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How to predict human CNS drug
effects in health and disease?

• Drug dosing
• Plasma,u PK
• BBB transport
• Brain,u PK 

BBB
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• Target binding kinetics (BK)
• Cellular signal transduction & homeostatic feedback 
• Tissue response & homeostatic feedback 
• Body response & homeostatic feedback 

• De Lange et al. Toward the Prediction of CNS Drug 
Effect Profiles in Physiological and Pathological 
Conditions Using Microdialysis and MB PKPD  
Modeling. AAPSJ, 2005

• De Lange & Hammarlund-Udenaes. Translational 
aspects of BBB transport and CNS effects of drugs: 
From discovery to patients. CPT. 2015
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My ultimate aim is to predict CNS drug effects in human, in health and disease, by devloping predictive models

We all know there are many processes occurring between drug dosing and drug effects, and that dose effect relationships depend on the rate and extent of these processes.

Also we know that is is the combination of drug properties and systems properties that result in plasma,u PK, BBB transport, brain,u PK, target binding kinetics, cellular signal transduction, tissue and body responses, including homeostatic feedback mechanisms.
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Pharmacokinetics (PK)-
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Interconnections and relationships

Driver   + = Car performance
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All components in the car are 
connected and contribute to the

overall performance
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Drug  + = Pharmacokinetics (PK) + 
pharmacodynamics (PD)
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Drug  + = Pharmacokinetics (PK) + 
pharmacodynamics (PD)

CNS processes are connected and
contribute to pharmacokinetics and

pharmaco-dynamics



Systems parameters:
 Blood flow
 Barrier permeabilities
 Transporter/ enzyme function
 Volumes (intra- / extracellular) 
 Blood / tissue pH
 Capillary surface area
 Receptor expression
 Signal transduction
 Homeostatic feedback

Drug characteristics:
 Molecular weight
 LogP / logD
 pKa / charge at pH 7.4
 PSA (polar surface area)
 H-bond donor / acceptor
 P-gp / MRP (etc) substrate
 Receptor affinity
 etc

Pharmacodynamics
• Target occupancy

•Efficacy

Pharmacokinetics
• Plasma kinetics

• Barrier transport
• Intractissue distribution

Drug versus CNS systems properties
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Translation- need for 
information on systems conditions

BBB

Drug 
Dosing Brain PK Trans-

duction EFFECT

Homeostatic feedback

Plasma 
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• Differences in systems properties (e.g sizes, areas, flows, pH….)
• Results in differences in PK, BBB transport, BK and PD processes
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• Hammarlund-Udenaes et al. On the rate and extent of drug delivery to the brain. 
Pharm Res. 2008

• De Lange et al. Novel CNS DDD approach: model-based integration to predict
neuro-PK and PD. EODD. 2017 
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As not all drug and disease research can be performed in humans, for ethical and financial reasons, we have to search for ways to translate between species and even cell systems.

To that end we need to consider differences in systems properties. These include CNS compartment sizes, surface areas of barriers and cells, flows, pH values, etc, 

So, in principle we can learn from preclinical studies by translating systems properties 
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Smart data? 
• De Lange. The mastermind approach to CNS drug therapy: translational 

prediction of human brain distribution, target site kinetics, and therapeutic 
effects. Fluids Barriers CNS. 2013 

• CNS drug distribution and effects are controlled by many mechanisms. 
• CNS research is complex
• We cannot sample human brain (ethics)
• We need to get information indirectly (via animals)
• The rate and extent of these mechanisms are context dependent
• Animal experiments need to be designed to unravel this context 

dependency as the basis for translation to human
• We need time-course from subjects at multiple levels, so we know the 

data is connected (Mastermind research approach)
• Connected data can be subjected to mathematical modelling to provide

rate and extent of pharmacokinetics processes
• Mathematical models are needed to organize, condense, integrate and 

storage knowledge and understanding
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The CNS is complex, so CNS research cannot be simple
CNS drug distribution and effects are controlled by many mechanisms
The rate and extent of these mechanisms are context dependent 
Experiments need to be designed to unravel this context dependency as the basis for tranlation
CNS research should be performed like playing the game Mastermind
Mathematical models  are needed to organize, condense, integrate and storage knowledge and understanding



Mastermind
Research Approach

• De Lange. The mastermind approach to CNS drug therapy: translational prediction of human 
brain distribution, target site kinetics, and therapeutic effects. FBCNS. 2013 

• De Lange et al. Novel CNS drug discovery and development approach: model-based 
integration to predict neuro-pharmacokinetics and pharmacodynamics. EODD. 2017

• De Lange et al. The physiological characteristics and transcytosis mechanisms of the blood-
brain barrier (BBB). Special issue "Brain Drug Delivery Systems", in: CPD 2012
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Mastermind is a game that at least many Dutch people know, but might also be new to many of you. 

There are 2 Players.
Player 1 defines a code by a series of pins with different colors and positions, which is hidden for Player 2
Player 2 needs to crack the code in a limited number of attempts (experiments)
After each attempt Player 1 gives feedback on either rightly chosen colours (white) and rightly chosen color on the right position (black)
Only by strategically varying colors and positions of the pins, and also integrating the feedback of player 1, player 2 will be able to crack the code
This can be viewed as a learn and confirm cycle. 
I called it the Mastermind Research Approach 




The blood-brain barrier
(BBB)

Brain 
capillary 
network

• Hammarlund-Udenaes et al. On the rate and extent of drug delivery to 
the brain. Pharm Res. 2008

• De Lange. Physiological characteristics and transcytosis mechanisms of 
the blood- brain barrier (BBB). Special issue "Brain Drug Delivery 
Systems", in: CPD 2012

• Abbott. BBB structure and function and the challenges for CNS drug 
delivery. J Inherit Metab Dis. 2013
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For CNS drugs we must explicitly address the role of the BBB. 
The brain has a whole network of brain capillaries, of which the brain cerebral endothelial cells have special properties. These properties are dynamically influenced by surrounding cells, and solutes in brain extracellular fluid and plasma

The BBB has a number of transport modes. We can see at the cartoon.
Transport may occur by simple diffusion, as well as facilitated diffusion, driven by the concentration-gradient, from high to low concentrations. 
The paracellalar transport, that is needed for hydrophilic drugs is restricted by the tight junctions
2. Transport may also be actively regulated, by transporter proteins, either directed into or out of the brain
3. Another mode is vesicle-based transport, for which also energy is required.
 
In this presentation the focus is on small drug molecules for which only diffusion and active transportes are to be considered.
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in • Slow BBB transport

• Fast BBB transport

Drug distribution into
the brain

• Hammarlund-Udenaes M, Paalzow LN and De Lange ECM. Drug Equilibration 
Across the Blood- Brain-Barrier - Pharmacokinetic Considerations Based on the 
Microdialysis Method. Pharm Res, 14: 128-134, 1997.

In
tr

od
uc

tio
n



17

Co
nc

en
tr

at
io

n 
in

 p
la

sm
a 

Co
nc

en
tr

at
io

n
in

 b
ra

in • Slow BBB transport

• Fast BBB transport

Drug distribution into
the brain

• Hammarlund-Udenaes M, Paalzow LN and De Lange ECM. Drug Equilibration 
Across the Blood- Brain-Barrier - Pharmacokinetic Considerations Based on the 
Microdialysis Method. Pharm Res, 14: 128-134, 1997.

In
tr

od
uc

tio
n



Ap
pr

oa
ch

Unbound concentrations
• Drugs
• Biomarkers of effect/ disease

Drug

Co-drug
sampling

0 360-30
Time (min)

sampling

Time course and 
multi-level monitoring

Microdialysis is the key technique for monitoring 
unbound concentrations

• De Lange et al .Methodological Considerations of Intracerebral Microdialysis 
in Pharmacokinetic Studies on BBB Transport of Drugs. Brain Res Revs, 1997

• De Lange et al. Methodological Issues in Microdialysis Sampling for 
Pharmacokinetic studies. Adv Drug Del Rev, 2001

Unbound concentrations drive transport and target interaction.  
Knowledge on the time course of unbound concentrations is crucial to understand the rate
and extent of such processes
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Unbound concentrations drive transport and target interaction.  
Knowledge on the time course of unbound concentrations is crucial to understand the rate and extent of such processes

Microdialysis is the key technique for monitoring unbound concentrations

Unbound concentrations of drugs, but also potential endogenous biomarkers of effect and/or disease can be monitored

So this technique has been instrumental in all our research and has been used to obtain information from multiple sites in the brain of freely moving animals.





Prediction of CNS drug 
effects on the DA system
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Pituitary lactotrophs release prolactin into blood

Dopamine  high

Dopamine  low  

DA antagonist 

• Movin-Osswald et al.  Influence of the dosing interval on prolactin
release after remoxipride. Br J Clin Pharmacol. 199S

• tevens et al. New rat model for preclinical studies on intranasal
administration of CNS drugs, Pharm Res. 2009

• Stevens et al. MBPKPD model for the prolactin biological system 
response following acute dopamine inhibition challenge: quantitative
extrapolation to humans. JPKPD 2012
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Prediction of CNS drug 
effects on the DA system

• Stevens et al. New rat model for preclinical studies on intranasal
administration of CNS drugs, Pharm Res. 2009

• Movin-Osswald & Hammarlund-Udenaes M. Prolactin release after
remoxipride by an integrated pharmacokinetic-pharmacodynamic
model with intra- and interindividual aspects. JPET 1995

• Stevens et al. MBPKPD model for the prolactin biological system 
response following acute dopamine inhibition challenge: quantitative
extrapolation to humans. JPKPD 2012
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The PK model structure that was developed, here shows the very good fit for actually observed REM data in plasma of rats.
The same structural model, after translation to humans, could predict the plasma PK of REM in humans. 

Then, the developed PKPD model structure for rats, here shows the good fit of the PRL data in rats.
The same structural model, after translation to humans, could predict the plasma PRL data obtained in humans. 

The human data were produced and shared by the Hammarlund-Udenaes group.



Prediction of CNS drug 
effects on the DA system

• Stevens et al. New rat model for preclinical studies on intranasal
administration of CNS drugs, Pharm Res. 2009

• Movin-Osswald & Hammarlund-Udenaes M. Prolactin release after
remoxipride by an integrated pharmacokinetic-pharmacodynamic
model with intra- and interindividual aspects. JPET 1995

• Stevens et al. MBPKPD model for the prolactin biological system 
response following acute dopamine inhibition challenge: quantitative
extrapolation to humans. JPKPD 2012
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CSF PK as surrogate
of brain,u PK?

target

CSF

• De Lange et al: Monitoring In Vivo BBB Drug Transport: CSF sampling, the Unit Impulse Response 
Method and, with Special Reference, Intracerebral Microdialysis. STP Pharm Sci, 1997

• Yang et al. Microdialysis studies on distribution of stavudine into the CNS in rats. Pharm Res. 1997
• Wang et al.  Zidovudine transport within the rabbit brain during ICV  administration and the effect of 

probenecid. JPS. 1997
• De Lange and, Danhof. Considerations in the Use of CSF PK to Predict Brain Target Concentrations in 

the Clinical Setting: Implications of the Barriers between Blood and Brain. Clin. PK, 2002
• De Lange et al. Utility of cerebrospinal fluid in  translational neuroscience. In: Special Issue 

“Translational Modeling In Neuroscience”. Editor P Bonate. JPKPD. 2013
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Location and time dependency
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At  11.30 h
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At  16.30 h

Location and time dependency
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Location and time dependency
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Physiological CNS compartments

brain cell

CNS properties
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Physiological CNS compartments, Volumes, Flows

brain cell

CNS properties
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Physiological CNS compartments, Volumes, Flows, Membrane surfaces, 

brain cell

CNS properties
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Physiological CNS compartments, Volumes, Flows, Membrane surfaces, Membrane
properties

brain cell

CNS properties
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Physiological CNS compartments, Volumes, Flows, Membrane surfaces, Membrane
properties, Active transporter functionalities

brain cell

CNS properties



Blood

Blood-brain-barrier

C
SF

, C
ist

er
na

 M
ag

na

C
SF

, L
at

er
al

 V
en

tr
ic

le
s

C
SF

, S
ub

ar
ac

hn
oi

da
l

Blood

Brain-extracellular fluid

C
SF

, l
um

ba
r

BRAIN 
CELLS

Blood-brain-barrier

34

Physiological CNS compartments, Volumes, Flows, Membrane surfaces, Membrane
properties, active transporter functionalities, Enzyme functionalities

brain cell

CNS properties
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Physiological CNS compartments, Volumes, Flows, Membrane surfaces, Membrane
properties, active transporter functionalities, Enzyme functionalities, Subcellular

compartments, 

brain cell

CNS properties
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Physiological CNS compartments, Volumes, Flows, Membrane surfaces, Membrane
properties, active transporter functionalities, Enzyme functionalities, Subcellular

compartments, pH values of the fluids

brain cell

CNS properties
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Physiological CNS compartments, Volumes, Flows, Membrane surfaces, Membrane 
properties, active transporter functionalities, Enzyme functionalities, Subcellular 

compartments, pH values of the fluids
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CSF PK as surrogate
of brain,u PK?

blood
target

CSF
CSF

• De Lange et al: Monitoring In Vivo BBB Drug Transport: CSF sampling, the Unit Impulse Response 
Method and, with Special Reference, Intracerebral Microdialysis. STP Pharm Sci, 1997

• Yang et al. Microdialysis studies on distribution of stavudine into the CNS in rats. Pharm Res. 1997
• Wang et al.  Zidovudine transport within the rabbit brain during ICV  administration and the effect of 

probenecid. JPS. 1997
• De Lange and, Danhof. Considerations in the Use of CSF PK to Predict Brain Target Concentrations in 

the Clinical Setting: Implications of the Barriers between Blood and Brain. Clin. PK, 2002
• De Lange et al. Utility of cerebrospinal fluid in  translational neuroscience. In: Special Issue 

“Translational Modeling In Neuroscience”. Editor P Bonate. JPKPD. 2013
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approach

• Westerhout et al. Preclinical prediction of human brain target site concentrations: Considerations 
in extrapolating to the clinical setting. JPS, 2011

• Westerhout et al. Physiologically-based pharmacokinetic modeling to investigate regional brain 
distribution kinetics in rats. AAPSJ. 2012

• Westerhout et al. The impact of P-gp functionality on non- steady state relationships between 
CSF and brain extracellular fluid. JPKPD, 2013



Animal experiment

From animal data to human
prediction for acetaminophen
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• Westerhout et al. The impact of P-gp functionality on non- steady 
state relationships between CSF and brain extracellular fluid. 
JPKPD, 2013

• Westerhout et al. Physiologically-based pharmacokinetic 
modeling to investigate regional brain distribution kinetics in 
rats. AAPSJ. 2012

• Westerhout et al. Prediction of methotrexate CNS distribution in 
different species - influence of disease conditions. EJPS. 2014
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Animal experiment Animal PK profiles

From animal data to human
prediction for acetaminophen
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• Westerhout et al. The impact of P-gp functionality on non- steady 
state relationships between CSF and brain extracellular fluid. 
JPKPD, 2013

• Westerhout et al. Physiologically-based pharmacokinetic 
modeling to investigate regional brain distribution kinetics in 
rats. AAPSJ. 2012

• Westerhout et al. Prediction of methotrexate CNS distribution in 
different species - influence of disease conditions. EJPS. 2014
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• Westerhout et al. The impact of P-gp functionality on non- steady 
state relationships between CSF and brain extracellular fluid. 
JPKPD, 2013

• Westerhout et al. Physiologically-based pharmacokinetic 
modeling to investigate regional brain distribution kinetics in 
rats. AAPSJ. 2012

• Westerhout et al. Prediction of methotrexate CNS distribution in 
different species - influence of disease conditions. EJPS. 2014
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Animal experiment Animal PK profiles
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• Westerhout et al. The impact of P-gp functionality on non- steady 
state relationships between CSF and brain extracellular fluid. 
JPKPD, 2013

• Westerhout et al. Physiologically-based pharmacokinetic 
modeling to investigate regional brain distribution kinetics in 
rats. AAPSJ. 2012

• Westerhout et al. Prediction of methotrexate CNS distribution in 
different species - influence of disease conditions. EJPS. 2014
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Translation to human model

Prediction of human data

2.9 l

0.175 ml/min

0.4 ml/min

240 ml

22.5 ml

7.5 ml

22.5 ml

90 ml

0.4 ml/min

0.4 ml/min

0.4 ml/min

Animal PBPK model

0.2 ul/min

2.2 ul/min
10.6 ml

290 ul

50  ul

17 ul

50 ul

180 ul

2.2 ul/min

2.2 ul/min

2.2 ul/min

From animal data to human
prediction for acetaminophen

100

1000

10000

100000

0 120 240 360 480 600 720Pr
ed

ic
te

d
Hu

m
an

  C
on

c
(n

g/
m

l)

Time (min)

Plasma predicted

SAS (CSF) predicted

Brain ECF predicted

LV

CM

CN
S 

PK
 p

re
di

ct
io

n

44

• Westerhout et al. The impact of P-gp functionality on non- steady 
state relationships between CSF and brain extracellular fluid. 
JPKPD, 2013

• Westerhout et al. Physiologically-based pharmacokinetic 
modeling to investigate regional brain distribution kinetics in 
rats. AAPSJ. 2012

• Westerhout et al. Prediction of methotrexate CNS distribution in 
different species - influence of disease conditions. EJPS. 2014

Presenter-Notizen
Präsentationsnotizen





Animal experiment Animal PK profiles

Translation to human model

Validation on human data

2.9 l

0.175 ml/min

0.4 ml/min

240 ml

22.5 ml

7.5 ml

22.5 ml

90 ml

0.4 ml/min

0.4 ml/min

0.4 ml/min

Animal PBPK model

0.2 ul/min

2.2 ul/min
10.6 ml

290 ul

50  ul

17 ul

50 ul

180 ul

2.2 ul/min

2.2 ul/min

2.2 ul/min

From animal data to human
prediction for acetaminophen

100

1000

10000

100000

0 120 240 360 480 600 720Pr
ed

ic
te

d
Hu

m
an

  C
on

c
(n

g/
m

l)

Time (min)

Plasma observed
CSF (SAS) observed
Plasma predicted
SAS (CSF) predicted
Brain ECF predicted
LV
CM

CN
S 

PK
 p

re
di

ct
io

n

45

• Westerhout et al. The impact of P-gp functionality on non- steady 
state relationships between CSF and brain extracellular fluid. 
JPKPD, 2013

• Westerhout et al. Physiologically-based pharmacokinetic 
modeling to investigate regional brain distribution kinetics in 
rats. AAPSJ. 2012

• Westerhout et al. Prediction of methotrexate CNS distribution in 
different species - influence of disease conditions. EJPS. 2014

Presenter-Notizen
Präsentationsnotizen





Animal experiment Animal PK profiles

Translation to human model

Validation on human data

2.9 l

0.175 ml/min

0.4 ml/min

240 ml

22.5 ml

7.5 ml

22.5 ml

90 ml

0.4 ml/min

0.4 ml/min

0.4 ml/min

Animal PBPK model

0.2 ul/min

2.2 ul/min
10.6 ml

290 ul

50  ul

17 ul

50 ul

180 ul

2.2 ul/min

2.2 ul/min

2.2 ul/min

From animal data to human
prediction for acetaminophen

100

1000

10000

100000

0 120 240 360 480 600 720Pr
ed

ic
te

d
Hu

m
an

  C
on

c
(n

g/
m

l)

Time (min)

Plasma observed
CSF (SAS) observed
Plasma predicted
SAS (CSF) predicted
Brain ECF predicted
LV
CM

CN
S 

PK
 p

re
di

ct
io

n

46

• Westerhout et al. The impact of P-gp functionality on non- steady 
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Extending in vivo data 
on multiple drugs
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• Westerhout et al. The impact of P-gp functionality on non- steady state
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• Westerhout et al. Prediction of methotrexate CNS distribution in different
species - influence of disease conditions. EJPS. 2014
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From individual drug to a 
generic CNS drug model

• Yamamoto et al, A generic multi-
compartmental CNS distribution
model structure for 9 drugs allows
prediction of human brain target site
concentrations. Pharm Res, 2016
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Generic CNS PK model for 
multiple drugs

Ca
te

go
ry

• Yamamoto et al, A generic multi-
compartmental CNS distribution model 
structure for 9 drugs allows prediction of 
human brain target site concentrations. 
Pharm Res, 2016
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Prediction human
CNS morphine- adults

• Bouw et al. Icreased blood-brain barrier permeability of morphine in a patient with 
severe brain lesions as determined by microdialysis.. Acta Anaesthesiol Scand. 2001

• Ederoth et al. BBB transport of morphine in patients with severe brain trauma. Br J 
Clin Pharmacol 2004

• Yamamoto et al, A generic multi-compartmental CNS distribution model structure for 
9 drugs allows prediction of human brain target site PK. Pharm Res, 2016
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Prediction human
CNS morphine- Children
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• Ketharanathan et al. Combining Brain
Microdialysis and Translational PK Modeling to
Predict Drug Concentrations in Pediatric Severe
Traumatic Brain Injury: The Next Step Toward
Evidence-Based Pharmacotherapy? J
Neurotrauma. 2018
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Animal experiment Animal PK profiles
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SAS sim

						TIME		Cst:1		Clv:1		Ccm:1		Csas:1		Cst:1

						0		1		1		1		1		1

						5		3479.05		2043.02		1179.03		32.5859		3479.05

						15		7217.59		4020.95		2554.47		286.141		7217.59

						25		5389.39		2874.88		1880.31		510.422		5389.39

						35		3530.71		1834.41		1209.1		626.846		3530.71

						45		2198.61		1124.47		743.071		664.543		2198.61

						55		1344.14		681.588		450.645		655.038		1344.14

						65		821.602		415.181		274.328		620.304		821.602

						75		509.34		257.52		169.878		573.843		509.34

						85		324.91		164.928		108.51		523.453		324.91

						95		216.647		110.752		72.5964		473.423		216.647

						105		153.299		79.1113		51.6194		425.969		153.299

						115		116.296		60.6482		39.3784		382.12		116.296

						130		87.5581		46.3181		29.8774		323.781		87.5581

						150		72.3254		38.7252		24.8433		259.381		72.3254

						170		67.1426		36.1421		23.1308		208.294		67.1426

						190		65.3773		35.2621		22.5474		168.062		65.3773

						210		64.7741		34.9613		22.348		136.479		64.7741

						230		64.5666		34.8578		22.2794		111.72		64.5666

						250		64.4941		34.8215		22.2554		92.3206		64.4941

						Bannwarth data

						Table 1

						Time		Plasma		CSF				#Time		Plasma				#Time		CSF

						0		1		1

						20		11460		1540				20		11460				20		1540

						30		13000		830				30		13000				30		830

						45		10500		3680				45		10500				45		3680

						60		8180		3580				60		8180				60		3580

						120		6370		4750				120		6370				120		4750

						180		4380		4680				180		4380				180		4680

						240		4190		6000				240		4190				240		6000

						300		3450		4970				300		3450				300		4970

						360		1270		3130				360		1270				360		3130

						480		1960		3790				480		1960				480		3790

						720		330		610				720		330				720		610

						BM fit to human parameters

						TIME		Cpl:1		Cst:1		Csas:1		Clv:1		Ccm:1

						0		1		1		1		1		1

						20		12322.1		45424.9		1813.57		35924.9		19475.5

						30		11449.8		38376.9		2458.38		26689.5		14342.4

						45		10613.2		31037		3082		19704.2		10474.1

						60		9853.96		26190.1		3492.31		16303.7		8632.9

						120		7352.95		16828.5		4292.17		10934		5806.37

						180		5496.18		12283.6		4452.66		8095.02		4304.64

						240		4109.51		9152.21		4278.51		6044.89		3215.16

						300		3073.03		6840.15		3925.84		4519.34		2403.83

						360		2298.15		5114.8		3492.05		3379.59		1797.61

						480		1285.6		2860.99		2597.84		1890.46		1005.54

						720		402.72		896.058		1246.3		592.123		314.953
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ANOVA + t-test log data

		



Time (min)

Concentration (ng/ml)



		0		0		0		3.6278311412		0.0594780395		2.6394643574		0.0649912667		0.4757280481		0.0210414583

		4.4263888889		5.0494444444		4.7583333333		1501.8371548621		552.5633855794		357.1710467104		163.0059366931		555.2536108968		229.2468189669

		14.4263888889		15.0494444444		14.7583333333		3725.3260507757		1516.023328623		420.5252436016		260.9689731979		715.0108330124		443.6017859502

		24.4263888889		25.0494444444		24.7583333333		2919.3298955857		1200.2671649429		290.3668435374		178.8587941646		469.2048586281		296.6018984949

		34.4263888889		35.0494444444		34.7583333333		1597.6870365102		698.0559378025		178.4856402596		112.5578375067		268.1735719523		170.6681906478

		44.4263888889		45.0494444444		44.7583333333		852.911189662		367.0804223359		120.6192956274		76.8401661158		212.6929735789		129.5322647897

		54.4263888889		55.0494444444		54.7583333333		507.1008438013		215.440359552		92.0871742955		55.0524152133		163.730448451		96.0533215091

		64.4263888889		65.0494444444		64.7583333333		359.0661221893		148.2501848858		64.0943320607		37.9672091553		114.477550188		63.7146885411

		74.4263888889		75.0494444444		74.7583333333		236.1442586356		96.1032573929		57.5836508959		28.7371268514		78.7874711644		40.1775849811

		84.4263888889		85.0494444444		84.7583333333		119.5366734336		54.6872729472		30.7443162945		18.3972078736		65.2350191149		30.8519856322

		94.4263888889		95.0494444444		94.7583333333		81.4267182286		36.8876346244		25.376977214		13.5579420232		59.4405594578		24.567329045

		104.4263888889		105.0494444444		104.7583333333		42.988195736		24.2991774464		30.4078159863		11.6596888807		41.1667946799		16.4333156271

		114.4263888889		115.0494444444		114.7583333333		34.0162888071		16.9918391912		15.9231828131		7.7409402035		26.2844234053		10.6945642086

		129.4263888889		130.0494444444		129.7583333333		21.0991355162		11.7965404201		8.9389631488		5.6242646827		19.2105473065		6.544012458

		149.4263888889		150.0494444444		149.7583333333		14.2714143292		6.9298424795		10.5061842128		5.5937413033		10.4884970249		4.2727912487

		169.4263888889		170.0494444444		169.7583333333		13.8367469631		6.6404756251		11.5186513474		4.9746599816		8.3729816742		3.5951208434

		189.4263888889		190.0494444444		189.7583333333		19.9375849704		6.9480287886		9.7149835603		4.2804933585		8.5754913239		4.5017629877

		209.4263888889		210.0494444444		209.7583333333		16.6974550944		7.643183723		13.3873823249		4.919857871		10.6336415366		3.9610182109

		229.4263888889		230.0494444444		229.7583333333		49.6427478005		7.448859299		8.6875834669		4.7176405465		14.3806432565		4.6786656818

		249.4263888889		250.0494444444		249.7583333333		19.4526919184		5.2741424297		13.3835275867		5.4790272258		22.7229670868		5.4575998193
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		JWpr03 results for publication

		Plasma																																				Time				Concentration														geomean		geomean

		Time		101		102		201		202		401		402		601		602		801		802		901		902		1001		1002		1101		1202				Average		stdev		Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		0.00		0.01		0.01		0.01		8.93		0.01		0.01						0.01								49.99				0.01		0.16				0.00		0.00		5.92		15.74		10				0.06		3.23		25.18		1.54		0.00		1.47		0.06		0.47		0.02

		2.00				12276.20				7950.89		9299.48								12176.85		8443.49						9936.99				11444.06		11564.51				2.17		0.35		10386.56		1706.02		8				10259.35		0.17		1.18		12156.07		8658.57		1896.72		1600.78		670.59		565.96

		7.00				18303.94				10960.94		18879.52								13482.35		15903.13						15933.54						16653.04				6.73		0.76		15730.92		2746.63		7				15505.69		0.19		1.21		18717.48		12845.02		3211.79		2660.67		1213.94		1005.64

		10.00						14948.35		9545.81		15820.03		19330.43						17712.34		13860.52						12529.42				11988.81						10.25		0.45		14466.96		3178.71		8				14152.31		0.23		1.25		17759.42		11277.83		3607.12		2874.48		1275.31		1016.28

		12.00				12149.49								14329.94																				12514.84				11.99		0.65		12998.09		1167.79		3				12964.10		0.09		1.09		14156.68		11871.99		1192.58		1092.11		688.54		630.53

		15.00		8878.48				6576.36		4521.47		8839.96								9564.79								7653.10				6952.77						15.21		0.50		7569.56		1730.74		7				7375.95		0.26		1.29		9524.76		5711.91		2148.82		1664.04		812.18		628.95

		30.00		3737.56				2639.06		2532.47				3988.70						3456.19								2956.69				2436.06						29.59		1.36		3106.67		621.66		7				3054.42		0.20		1.22		3724.35		2505.00		669.93		549.43		253.21		207.66

		60.00		1094.46				507.45		544.21		923.66		1081.38														906.45				454.42						59.52		1.33		787.43		277.44		7				742.45		0.38		1.46		1084.58		508.24		342.14		234.21		129.32		88.52

		120.00		148.24				88.65		39.33		117.34		102.38						58.22								74.58										120.32		2.27		89.82		36.76		7				82.92		0.45		1.56		129.67		53.03		46.75		29.90		17.67		11.30

		180.00		40.51				106.29		58.54				82.64						109.08								56.02										179.41		1.49		75.51		28.35		6				70.92		0.39		1.48		105.23		47.80		34.31		23.12		14.01		9.44

		240.00		169.90						91.91		87.99		119.39						76.37								75.26										240.03		1.78		103.47		36.25		7				99.02		0.31		1.37		135.37		72.43		36.35		26.59		13.74		10.05

		ST																																				Time				Concnetration														geomean		geomean

		Time		101		102		201		202		401		402		601		602		801		802		901		902		1001		1002		1101		1202				Average		stdev		Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		0.00		0.01		0.01		0.01		120.88						6.15		0.01						0.01		15.67		16.89		0.01								0.00		0.00		15.96		37.46		10				0.19		4.11		60.99		11.66		0.00		11.47		0.19		3.63		0.06

		4.43		5516.70		9807.92		1198.85		616.62						5510.80		1291.78						897.57		2231.26		6962.45		6566.19								4.43		1.06		4060.01		3214.93		10				2764.48		1.00		2.72		7513.71		1017.12		4749.23		1747.36		1501.84		552.56

		14.43		13870.37		22059.12		2099.05		2008.73						12816.81		13135.11						3352.33		6431.18		17609.11		14452.36								14.43		1.06		10783.42		6935.92		10				8083.79		0.90		2.46		19864.30		3289.70		11780.52		4794.09		3725.33		1516.02

		24.43		9799.84		17771.18		1699.28		1817.26						10131.38		11815.55						2953.26		3712.73		13785.06		12721.85								24.43		1.06		8620.74		5691.14		10				6445.69		0.89		2.43		15677.42		2650.11		9231.73		3795.58		2919.33		1200.27

		34.43		7182.51		9131.79		1041.62		1295.49						5270.10		8242.31						2323.45		1996.35		5629.56		8540.59								34.43		1.06		5065.38		3177.84		10				3920.28		0.83		2.29		8972.61		1712.84		5052.33		2207.45		1597.69		698.06

		44.43		3762.03		4465.50		416.62		560.38						3027.96		3482.88						1607.12		1481.75		3740.30		3353.28								44.43		1.06		2589.78		1446.19		10				2037.89		0.84		2.32		4735.03		877.08		2697.14		1160.81		852.91		367.08

		54.43		1965.91		2403.36		301.28		286.80						1716.14		2304.05						1073.20		603.39		1952.30		2664.67								54.43		1.06		1527.11		892.87		10				1184.52		0.86		2.35		2788.12		503.24		1603.59		681.28		507.10		215.44

		64.43		1439.83		1661.85		165.77		227.44						1154.02		1594.00						729.24		369.29		1338.20		1761.70								64.43		1.06		1044.13		618.87		10				798.48		0.88		2.42		1933.95		329.68		1135.47		468.81		359.07		148.25

		74.43		1011.84		1183.15		104.17		148.56						753.68		917.76						498.05		216.17		826.63		1095.26								74.43		1.06		675.53		405.69		10				512.46		0.90		2.46		1259.21		208.56		746.75		303.91		236.14		96.10

		84.43		531.24		670.13		72.12		94.96						509.38		625.27						330.35		237.38		525.49		338.62								84.43		1.06		393.49		211.83		10				318.77		0.78		2.19		696.78		145.84		378.01		172.94		119.54		54.69

		94.43		360.31		534.26		55.94		55.58						334.53		386.38						207.68		151.24		350.10		228.73								94.43		1.06		266.47		154.01		10				213.26		0.79		2.21		470.75		96.61		257.49		116.65		81.43		36.89

		104.43		224.32		366.53				57.65						205.90		254.75						127.30		93.13		236.10		150.56								104.43		1.06		190.69		94.40		9				167.68		0.57		1.77		296.64		94.78		128.96		72.90		42.99		24.30

		114.43				311.70		43.77		36.54						135.41		175.36						87.77		64.40		164.14		107.41								114.43		1.06		125.17		85.75		9				101.85		0.69		2.00		203.90		50.88		102.05		50.98		34.02		16.99

		129.43		126.83		208.73		43.36		37.61						84.82		111.63						131.48		38.03		105.16		87.46								129.43		1.06		97.51		52.66		10				84.61		0.58		1.79		151.33		47.30		66.72		37.30		21.10		11.80

		149.43		61.66		168.58		20.27		23.35						42.05		55.85						22.14		17.51		54.88		80.08								149.43		1.06		54.64		45.26		10				42.60		0.72		2.06		87.73		20.69		45.13		21.91		14.27		6.93

		169.43		45.77		166.99		13.19		23.81						34.44		53.89						17.08		45.05		43.40		77.38								169.43		1.06		52.10		44.55		10				40.38		0.73		2.08		84.13		19.38		43.76		21.00		13.84		6.64

		189.43		40.61		145.88		3.25		29.55						37.31		62.68						17.12		17.75		58.86		80.07								189.43		1.06		49.31		41.24		10				33.72		1.05		2.87		96.77		11.75		63.05		21.97		19.94		6.95

		209.43		36.73		147.95		10.48		41.38						39.43		76.34						44.94		16.39		70.70		83.82								209.43		1.06		56.82		40.11		10				44.57		0.78		2.18		97.37		20.40		52.80		24.17		16.70		7.64

		229.43		44.26		118.28		0.16		26.41						45.62		80.90						33.65		19.26		71.27		71.68								229.43		1.06		51.15		34.69		10				27.71		1.90		6.66		184.70		4.16		156.98		23.56		49.64		7.45

		249.43		23.17		92.32		3.12		5.74						6.52		79.29								24.05				64.55								249.43		1.06		37.35		35.90		8				20.47		1.31		3.69		75.49		5.55		55.02		14.92		19.45		5.27

		LV																																				Time				Concnetration														geomean		geomean

		Time		101		102		201		202		401		402		601		602		801		802		901		902		1001		1002		1101		1202				Average		stdev		Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		0.00		0.01		0.01		41.99		0.01		1.04		13.43						12.76		0.01		0.01		24.76		37.16		0.01		0.01		0.01				0.00		0.00		9.37		14.86		14				0.25		3.70		40.61		10.13		0.01		9.88		0.24		2.64		0.06

		5.05		2523.12		2887.74		391.06		659.89		3427.07		1124.85						580.88		1120.85		375.45		1080.26		1261.72		1191.76		3680.84		472.68				5.05		0.81		1484.16		1148.63		14				1121.95		0.78		2.19		2458.36		512.04		1336.41		609.91		357.17		163.01

		15.05		3836.31		5076.30		945.77		1853.33		5167.22		2364.92						1745.51		2306.79		1494.96		2439.44		3370.41		2382.51		3950.61		2876.92				15.05		0.81		2843.64		1282.25		14				2573.54		0.48		1.61		4147.00		1597.08		1573.46		976.46		420.53		260.97

		25.05		2398.64		2980.22		542.20		1235.19		2973.29		1340.29						903.85		2152.24		1412.35		1822.48		2319.83		1942.15		2078.21		2663.48				25.05		0.81		1911.74		747.14		14				1742.67		0.48		1.62		2829.12		1073.44		1086.45		669.23		290.37		178.86

		35.05		1251.00		2030.26		372.44		682.03		1722.41		848.50								1141.81		994.33		1108.00		1454.62		960.48		1012.06		2027.19				35.05		0.81		1200.40		494.76		13				1098.71		0.46		1.59		1742.25		692.87		643.54		405.83		178.49		112.56

		45.05		951.88		1507.86		277.13		449.94		1165.64		597.15								767.73		743.93		853.22		1051.73		632.10		625.96		1182.39				45.05		0.81		831.28		336.31		13				763.33		0.45		1.57		1198.22		486.27		434.90		277.05		120.62		76.84

		55.05		661.76		1053.94		223.34		227.75		726.26		450.29								486.49				530.30		734.75		234.98		373.80		669.21				55.05		0.81		531.07		251.68		12				474.19		0.51		1.67		793.19		283.49		319.00		190.71		92.09		55.05

		65.05		579.20		736.35		143.07		177.09		494.92		301.37						650.92		309.43		377.46		349.35		511.78		153.06		268.15		433.48				65.05		0.81		391.83		185.01		14				348.50		0.52		1.69		588.32		206.44		239.82		142.06		64.09		37.97

		75.05		486.54		540.47		37.31		144.80		374.84		191.80						233.12		205.81		236.82		225.13		363.92		91.93		164.16		306.97				75.05		0.81		257.40		143.16		14				214.64		0.70		2.00		430.10		107.12		215.46		107.52		57.58		28.74

		85.05		268.74		321.97		42.67		195.88		229.56		177.80						139.05		152.34				142.38		251.75		122.69		116.73		212.06				85.05		0.81		182.59		74.63		13				165.17		0.51		1.67		276.02		98.83		110.85		66.33		30.74		18.40

		95.05				265.78		20.34		100.30		162.10		141.23						91.33		119.06		124.27		99.02		175.91		57.99		77.04		143.77				95.05		0.81		121.39		60.85		13				104.96		0.63		1.87		196.46		56.08		91.50		48.88		25.38		13.56

		105.05		100.98		149.90		3.36		90.27		118.90		157.06						67.45		89.58		86.73		65.02		124.28		39.19		53.57		103.61				105.05		0.81		89.28		42.02		14				70.76		0.96		2.61		184.53		27.13		113.78		43.63		30.41		11.66

		115.05		159.41		83.23		13.95		17.22		97.70		136.40						42.61		73.82		64.28		47.39		95.35		29.30		39.64		72.52				115.05		0.81		69.49		42.79		14				56.37		0.72		2.06		115.94		27.40		59.58		28.96		15.92		7.74

		130.05		52.69		109.96		57.44		85.87		70.48		135.72						38.54		55.20		69.61		31.95		54.00		27.44		32.35		57.95				130.05		0.81		62.80		30.62		14				56.75		0.46		1.59		90.20		35.71		33.45		21.04		8.94		5.62

		150.05		98.52		67.14		38.26		100.85		58.56		111.37						16.44		44.00		26.36		19.74		34.24				28.21		29.56				150.05		0.81		51.79		32.85		13				43.13		0.63		1.88		81.01		22.97		37.88		20.17		10.51		5.59

		170.05		40.90		25.97		48.15		65.25		75.17		186.23						4.62		41.97		22.70		17.34		21.68		27.78		24.15		31.66				170.05		0.81		45.25		44.73		14				32.76		0.84		2.32		75.86		14.15		43.10		18.61		11.52		4.97

		190.05		29.46		8.00		33.48		61.18		59.05		117.95						4.12		37.67		26.13		21.29		30.26		29.50		27.54		34.88				190.05		0.81		37.18		27.98		14				28.63		0.82		2.27		64.98		12.62		36.35		16.02		9.71		4.28

		210.05		6.11		55.70		8.80		99.01		61.71		114.37						4.31		36.49		30.60		21.36		33.48				30.33		30.37				210.05		0.81		40.97		33.90		13				28.05		1.00		2.72		76.31		10.31		48.27		17.74		13.39		4.92

		230.05		90.23		42.17		24.42		53.91		56.25		83.40						8.82		37.15		32.82		22.42		32.45				50.82		28.18				230.05		0.81		43.31		23.49		13				37.22		0.61		1.84		68.55		20.21		31.32		17.01		8.69		4.72

		250.05		86.69		6.33		58.59				59.46		81.61						5.25		33.50		36.35		27.30		33.16				49.42		27.20				250.05		0.81		42.07		26.01		12				32.14		0.89		2.44		78.50		13.16		46.36		18.98		13.38		5.48

		CM																																				Time				Concnetration														geomean		geomean

		Time		101		102		201		202		401		402		601		602		801		802		901		902		1001		1002		1101		1202				Average		stdev		Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		0.00										0.01		0.01		0.01		0.01		16.28		5.58										0.01		0.01				0.00		0.00		2.74		5.81		8				0.06		3.12		22.61		1.41		0.00		1.35		0.06		0.48		0.02

		4.76										2152.13		1044.22		2866.44		415.21		956.32		2191.82										1723.02		229.06				4.76		1.37		1447.28		933.04		8				1104.37		0.88		2.42		2674.86		455.96		1570.49		648.41		555.25		229.25

		14.76										3525.45		2064.87		6628.10		4271.05		2149.41		4997.26										3794.45		1696.61				14.76		1.37		3640.90		1676.98		8				3305.42		0.48		1.61		5327.78		2050.72		2022.36		1254.70		715.01		443.60

		24.76										2062.90		1227.81		4097.49		4306.41		1386.86		2730.30										2372.09		1822.42				24.76		1.37		2500.78		1158.34		8				2280.52		0.46		1.58		3607.63		1441.60		1327.11		838.92		469.20		296.60

		34.76										1072.57		744.66		2289.51		2831.93		897.17		1361.89										1135.35		1343.76				34.76		1.37		1459.61		724.80		8				1327.65		0.45		1.57		2086.16		844.93		758.51		482.72		268.17		170.67

		44.76										728.79		487.33		1786.95		2158.61		719.69		863.44										765.71		911.81				44.76		1.37		1052.79		589.87		8				937.04		0.50		1.64		1538.63		570.67		601.59		366.37		212.69		129.53

		54.76										455.94		353.53		1235.59		1347.35				438.99										452.03		623.63				54.76		1.37		701.01		412.51		7				614.82		0.53		1.70		1048.01		360.69		433.19		254.13		163.73		96.05

		64.76										250.45		237.14		840.87		1053.41		465.70		218.41										334.06		416.31				64.76		1.37		477.04		308.13		8				406.40		0.59		1.80		730.20		226.19		323.79		180.21		114.48		63.71

		74.76										149.66		124.79		470.03		726.33		119.86		136.50										280.23		286.04				74.76		1.37		286.68		214.58		8				231.89		0.67		1.96		454.74		118.25		222.84		113.64		78.79		40.18

		84.76										98.47		122.95		422.08		493.52		61.48		86.57										214.83		195.77				84.76		1.37		211.96		161.63		8				165.56		0.75		2.11		350.08		78.30		184.51		87.26		65.24		30.85

		94.76										101.05		90.84		301.56		453.85		28.65		54.08										143.96		138.20				94.76		1.37		164.02		143.29		8				118.44		0.88		2.42		286.56		48.95		168.12		69.49		59.44		24.57

		104.76										39.56		52.18		253.19		291.65		24.87		33.51										106.86		94.48				104.76		1.37		112.04		103.59		8				77.36		0.92		2.51		193.80		30.88		116.44		46.48		41.17		16.43

		114.76										30.65		39.18		174.88		153.61		15.27		19.38										76.58		62.59				114.76		1.37		71.52		61.09		8				51.00		0.90		2.46		125.34		20.75		74.34		30.25		26.28		10.69

		129.76										19.94		11.62		107.64		88.17		6.10		10.55										60.85		44.81				129.76		1.37		43.71		38.67		8				28.07		1.08		2.94		82.41		9.56		54.34		18.51		19.21		6.54

		149.76										7.50		16.84		62.88		46.49		8.15		7.61										49.27		26.52				149.76		1.37		28.16		21.93		8				20.39		0.90		2.45		50.06		8.31		29.67		12.09		10.49		4.27

		169.76										8.78		6.11		61.08		31.13		8.54		11.72										41.83		23.80				169.76		1.37		24.12		19.58		8				17.82		0.85		2.33		41.50		7.65		23.68		10.17		8.37		3.60

		189.76										15.32		58.46		61.81		32.99		13.53		12.75										40.26		21.02				189.76		1.37		32.02		19.89		8				26.80		0.64		1.90		51.06		14.07		24.26		12.73		8.58		4.50

		209.76										9.41		4.47		66.94		41.01		10.81		7.48										48.31		22.88				209.76		1.37		26.41		23.05		8				17.85		0.99		2.68		47.93		6.65		30.08		11.20		10.63		3.96

		229.76										7.76		21.88		78.66		42.59		10.09		3.13										69.58		17.51				229.76		1.37		31.40		29.06		8				19.61		1.12		3.07		60.29		6.38		40.67		13.23		14.38		4.68

		249.76										38.68		17.45		71.59		42.29		8.43		1.07										90.20		17.45				249.76		1.37		35.89		31.44		8				20.32		1.43		4.16		84.59		4.88		64.27		15.44		22.72		5.46

																																																																																						18.7% PPB

		AUC

																																		average		stdev

		plasma		395848.943361508		367210.87353643		321106.602013509		257623.376341964		384176.955438426		403643.126219331		383067.107848703		345129.421274823		347145.172336161		314200.22944032		359049.102488216										352563.719118126		42695.1694096787

		ST		449459.479839155		696313.188257806		72099.800901357		74271.1958811665		405991.108136268		448219.04089576		144901.274448213		173003.968520064		520195.74297222		511577.88658409												349603.26864361		217134.72610842

		LV		107283.405754373		139762.24101473		27059.2749018019		52820.6838745119		132620.012007882		72814.9758603566		55692.2386126396		73254.2128375814		55562.1461854187		70134.8375027122		94590.7475859659		64013.9317699708		95378.5834081124		91677.6571029602				80904.6391727869		31425.8518526752

		CM		86225.2709438996		55169.40482491		180980.2378289		159476.220302795		61198.852343122		106237.562895685		97794.3228797813		67888.0057654111																101871.234723063		46054.6482921457

																																																		geomean		geomean

		brain-to-plasma AUC ratio																																average		stdev				n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		ST		1.1354318039		1.8962215948		0.2245354049		0.2882936981		1.1515396682		1.2713135714		0.4109931527		0.4907026989		1.4984962616		1.4510224928												98.1855034738		58.5087046254				10				78.55		0.77		2.15		169.19		36.47		90.64		42.08		28.66		13.31

		LV		0.271021074		0.3806048543		0.0842688214		0.2050306328		0.3452055365		0.1803944404		0.1453850708		0.2122514289		0.1575946224		0.1989281191		0.2724818178		0.1815669858		0.3035598783		0.2553345948				22.8116276944		8.1238018457				14				21.36		0.39		1.48		31.63		14.43		10.27		6.93		2.74		1.85

		CM		0.2244415489		0.136678668		0.5133263238		0.4523330441		0.1597601336		0.3078194913		0.3112484133		0.189077219																28.6835605249		13.7253029195				8				25.96		0.48		1.61		41.89		16.08		15.94		9.87		5.63		3.49

		AUC (unbound plasma)

																																		average		stdev

		plasma		321825.190952906		298542.440185118		261059.667436983		209447.804966017		312335.86477144		328161.861616316		311433.558680996		280590.219496431		282229.025109299		255444.78653498		291906.920322919										286634.303643037		34711.1727300698

		ST		449459.479839155		696313.188257806		72099.800901357		74271.1958811665		405991.108136268		448219.04089576		144901.274448213		173003.968520064		520195.74297222		511577.88658409												349603.26864361		217134.72610842

		LV		107283.405754373		139762.24101473		27059.2749018019		52820.6838745119		132620.012007882		72814.9758603566		55692.2386126396		73254.2128375814		55562.1461854187		70134.8375027122		94590.7475859659		64013.9317699708		95378.5834081124		91677.6571029602				80904.6391727869		31425.8518526752

		CM		86225.2709438996		55169.40482491		180980.2378289		159476.220302795		61198.852343122		106237.562895685		97794.3228797813		67888.0057654111																101871.234723063		46054.6482921457																																																		19.5% PPB

																																																		geomean		geomean

		brain-to-plasma AUC ratio																																average		stdev				n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		ST		1.3965950848		2.3295340885		0.2761813098		0.3546047947		1.4157538367		1.5630091747		0.505293173		0.6032916172		1.8431688334		1.7839512768												120.7138318968		71.90881915				10				96.59		0.77		2.15		208.00		44.85		111.41		51.74		35.23		16.36

		LV		0.3333592546		0.4675782539		0.1036516869		0.2521902002		0.4246070559		0.2218873805		0.1788254254		0.2607334497		0.1937538041		0.2445710344		0.3351559874		0.2232264887		0.3728508048		0.3136733441				28.043315505		9.9812234237				14				26.26		0.39		1.48		38.88		17.74		12.61		8.52		3.37		2.28

		CM		0.2760658658		0.1681164428		0.6311061029		0.5561182652		0.1965069294		0.378130966		0.3822943337		0.2322775087																35.257705182		16.8714940606				8				31.91		0.48		1.61		51.49		19.77		19.58		12.13		6.92		4.29

		T-Test		(total AUC)

		Plasma vs ST				0.4825262853

		Plasma vs LV				0

		Plasma vs CM				0.0000000004

		ST vs LV				0.0000690385

		ST vs CM				0.0030824634

		LV vs CM				0.109071814

		T-test		(AUC ratio)

		ST vs LV				0.0000429821

		ST vs CM				0.0024079586

		LV vs CM				0.1093326464

		ANOVA total AUC

		Anova: Single Factor

		SUMMARY

		Groups		Count		Sum		Average		Variance

		Row 1		11		3878200.91029939		352563.719118126		1822877490.92117

		Row 2		10		3496032.6864361		349603.26864361		47147489282.1788

		Row 3		14		1132664.94841902		80904.6391727869		987584164.66629

		Row 4		8		814969.877784504		101871.234723063		2121030629.31324

		ANOVA

		Source of Variation		SS		df		MS		F		P-value		F crit

		Between Groups		743331392795.085		3		247777130931.695		20.5496496986		0.0000000377		2.8450678129

		Within Groups		470241986994.676		39		12057486846.0173

		Total		1213573379789.76		42

		ANOVA brain-to-plasma AUC

		Anova: Single Factor

		SUMMARY

		Groups		Count		Sum		Average		Variance

		Row 1		10		9.8185503474		0.9818550347		0.3423268517

		Row 2		14		3.1936278772		0.2281162769		0.0065996156

		Row 3		8		2.294684842		0.2868356052		0.018838394

		ANOVA

		Source of Variation		SS		df		MS		F		P-value		F crit

		Between Groups		3.7052321298		2		1.8526160649		16.2874484614		0.0000181308		3.3276544986

		Within Groups		3.2986054268		29		0.1137450147

		Total		7.0038375566		31

		Plasma data * FUP (0.813)								18.7% PPB

		Plasma																																				Time				Concentration														geomean		geomean

		Time		101		102		201		202		401		402		601		602		801		802		901		902		1001		1002		1101		1202				Average		stdev		Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		0.00		0.00813		0.00813		0.00813		7.26009		0.00813		0.00813						0.00813								40.644309				0.00813		0.129267				0.00		0.00		4.81		12.80		10				0.05		3.23		25.18		1.25		0.00		1.20		0.05		0.38		0.02

		2.00				9980.548974				6464.071944		7560.473175								9899.776611		6864.560622						8078.77287				9304.019154		9401.949882				2.17		0.35		8444.27		1387.00		8				8340.85		0.17		1.18		9882.89		7039.42		1542.04		1301.43		545.19		460.13

		7.00				14881.102407				8911.242594		15349.046508								10961.151363		12929.241438						12953.965581						13538.923146				6.73		0.76		12789.24		2233.01		7				12606.12		0.19		1.21		15217.31		10443.00		2611.19		2163.13		986.94		817.58

		10.00						12153.010176		7760.739465		12861.683577		15715.642842						14400.134046		11268.604386						10186.420086				9746.90253						10.25		0.45		11761.64		2584.29		8				11505.82		0.23		1.25		14438.41		9168.88		2932.59		2336.95		1036.83		826.24

		12.00				9877.532931								11650.237155																				10174.566546				11.99		0.65		10567.45		949.41		3				10539.82		0.09		1.09		11509.38		9651.93		969.57		887.89		559.78		512.62

		15.00		7218.205866				5346.583119		3675.951045		7186.889106								7776.171018								6221.967048				5652.60201						15.21		0.50		6154.05		1407.10		7				5996.64		0.26		1.29		7743.63		4643.78		1746.99		1352.86		660.30		511.33

		30.00		3038.633028				2145.556593		2058.894045				3242.813913						2809.881657								2403.788157				1980.514341						29.59		1.36		2525.73		505.41		7				2483.24		0.20		1.22		3027.90		2036.56		544.65		446.68		205.86		168.83

		60.00		889.798419				412.554411		442.444356		750.936393		879.159501														736.946289				369.442647						59.52		1.33		640.18		225.56		7				603.61		0.38		1.46		881.77		413.20		278.16		190.41		105.13		71.97

		120.00		120.52216875				72.06974		31.978542		95.394168		83.231688						47.333673								60.63354										120.32		2.27		73.02		29.89		7				67.42		0.45		1.56		105.43		43.11		38.01		24.31		14.37		9.19

		180.00		32.93192				86.409705		47.592207				67.188759						88.678788								45.547512										179.41		1.49		61.39		23.05		6				57.66		0.39		1.48		85.56		38.86		27.89		18.80		11.39		7.68

		240.00		138.1287						74.722017		71.533431		97.06407						62.087184								61.182315										240.03		1.78		84.12		29.47		7				80.50		0.31		1.37		110.05		58.89		29.55		21.62		11.17		8.17

		Plasma data * FUP (0.805)								19.5% PPB =				0.195

		Plasma																																				Time				Concentration														geomean		geomean

		Time		101		102		201		202		401		402		601		602		801		802		901		902		1001		1002		1101		1202				Average		stdev		Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		0.00		0.00805		0.00805		0.00805		7.18865		0.00805		0.00805						0.00805								40.244365				0.00805		0.127995				0.00		0.00		4.76		12.67		10				0.05		3.23		25.18		1.24		0.00		1.19		0.05		0.38		0.01

		2.00				9882.33939				6400.46484		7486.077375								9802.361835		6797.01267						7999.27695				9212.46669		9309.43377				2.17		0.35		8361.18		1373.35		8				8258.77		0.17		1.18		9785.64		6970.15		1526.86		1288.63		539.83		455.60

		7.00				14734.670895				8823.55509		15198.01038								10853.292555		12802.01643						12826.497285						13405.69881				6.73		0.76		12663.39		2211.04		7				12482.08		0.19		1.21		15067.57		10340.24		2585.49		2141.84		977.22		809.54

		10.00						12033.42336		7684.373025		12735.123345		15560.99937						14258.43531		11157.72021						10086.18471				9650.99205						10.25		0.45		11645.91		2558.86		8				11392.61		0.23		1.25		14296.34		9078.65		2903.73		2313.95		1026.62		818.11

		12.00				9780.337035								11535.597675																				10074.44781				11.99		0.65		10463.46		940.07		3				10436.10		0.09		1.09		11396.13		9556.95		960.03		879.15		554.27		507.58

		15.00		7147.17801				5293.972215		3639.779325		7116.16941								7699.65273								6160.74228				5596.97985						15.21		0.50		6093.50		1393.25		7				5937.64		0.26		1.29		7667.43		4598.09		1729.80		1339.55		653.80		506.30

		30.00		3008.73258				2124.444105		2038.634325				3210.904305						2782.232145								2380.134645				1961.025885						29.59		1.36		2500.87		500.43		7				2458.81		0.20		1.22		2998.10		2016.52		539.29		442.29		203.83		167.17

		60.00		881.042715				408.494835		438.09066		743.547105		870.508485														729.694665				365.807295						59.52		1.33		633.88		223.34		7				597.67		0.38		1.46		873.09		409.13		275.42		188.54		104.10		71.26

		120.00		119.33621875				71.3605666667		31.66387		94.45548		82.41268						46.867905								60.0369										120.32		2.27		72.30		29.59		7				66.75		0.45		1.56		104.39		42.69		37.63		24.07		14.22		9.10

		180.00		32.6078666667				85.559425		47.123895				66.527615						87.80618								45.09932										179.41		1.49		60.79		22.82		6				57.09		0.39		1.48		84.71		38.48		27.62		18.61		11.28		7.60

		240.00		136.7695						73.986745		70.829535		96.10895						61.47624								60.580275										240.03		1.78		83.29		29.18		7				79.71		0.31		1.37		108.97		58.31		29.26		21.40		11.06		8.09

		Brain/plasma AUC ratio

				JW03-01 d1		JW03-01 d2		JW03-02 d1		JW03-02 d2		JW03-04 d1		JW03-04 d2		JW03-06 d1		JW03-06 d2		JW03-08 d1		JW03-08 d2		JW03-09 d1		JW03-09 d2		JW03-10 d1		JW03-10 d2		JW03-11 d1		JW03-12 d2

		AUC Plasma		395848.94		367210.87		321106.60		257623.38		384176.96		403643.13		352563.72		352563.72		383067.11		345129.42		352563.72		352563.72		347145.17		352563.72		314200.23		359049.10

				JW03-01 d1 ST		JW03-01 d2 ST		JW03-02 d1 ST		JW03-02 d2 ST						JW03-06 d1 ST		JW03-06 d2 ST						JW03-09 d1 ST		JW03-09 d2 ST		JW03-10 d1 ST		JW03-10 d2 ST

		AUC ST		449459.48		696313.19		72099.80		74271.20						405991.11		448219.04						144901.27		173003.97		520195.74		511577.89								Average		stdev

		ratio (%)		1.14		1.90		0.22		0.29						1.15		1.27						0.41		0.49		1.50		1.45								0.98		0.59

				JW03-01 d1 LV		JW03-01 d2 LV		JW03-02 d1 LV		JW03-02 d2 LV		JW03-04 d1 LV		JW03-04 d2 LV						JW03-08 d1 LV		JW03-08 d2 LV		JW03-09 d1 LV		JW03-09 d2 LV		JW03-10 d1 LV		JW03-10 d2 LV		JW03-11 d1 LV		JW03-12 d2 LV

		AUC LV		107283.41		139762.24		27059.27		52820.68		132620.01		72814.98						55692.24		73254.21		55562.15		70134.84		94590.75		64013.93		95378.58		91677.66				Average		stdev

		ratio (%)		0.27		0.38		0.08		0.21		0.35		0.18						0.15		0.21		0.16		0.20		0.27		0.18		0.30		0.26				0.23		0.08

												JW03-04 d1 CM		JW03-04 d2 CM		JW03-06 d1 CM		JW03-06 d2 CM		JW03-08 d1 CM		JW03-08 d2 CM										JW03-11 d1 CM		JW03-12 d2 CM

		AUC CM										86225.27		55169.40		180980.24		159476.22		61198.85		106237.56										97794.32		67888.01				Average		stdev

		ratio (%)										0.22		0.14		0.51		0.45		0.16		0.31										0.31		0.19				0.29		0.14

		Brain/plasma AUC ratio (19.5% PPB)

				JW03-01 d1		JW03-01 d2		JW03-02 d1		JW03-02 d2		JW03-04 d1		JW03-04 d2		JW03-06 d1		JW03-06 d2		JW03-08 d1		JW03-08 d2		JW03-09 d1		JW03-09 d2		JW03-10 d1		JW03-10 d2		JW03-11 d1		JW03-12 d2

		AUC Plasma		318658.40		295604.75		258490.81		207386.82		309262.45		324932.72		283813.79		283813.79		308369.02		277829.18		283813.79		283813.79		279451.86		283813.79		252931.18		289034.53

				JW03-01 d1 ST		JW03-01 d2 ST		JW03-02 d1 ST		JW03-02 d2 ST						JW03-06 d1 ST		JW03-06 d2 ST						JW03-09 d1 ST		JW03-09 d2 ST		JW03-10 d1 ST		JW03-10 d2 ST

		AUC ST		449459.48		696313.19		72099.80		74271.20						405991.11		448219.04						144901.27		173003.97		520195.74		511577.89								Average		stdev

		ratio (%)		1.41		2.36		0.28		0.36						1.43		1.58						0.51		0.61		1.86		1.80								121.97		72.68

				JW03-01 d1 LV		JW03-01 d2 LV		JW03-02 d1 LV		JW03-02 d2 LV		JW03-04 d1 LV		JW03-04 d2 LV						JW03-08 d1 LV		JW03-08 d2 LV		JW03-09 d1 LV		JW03-09 d2 LV		JW03-10 d1 LV		JW03-10 d2 LV		JW03-11 d1 LV		JW03-12 d2 LV

		AUC LV		107283.41		139762.24		27059.27		52820.68		132620.01		72814.98						55692.24		73254.21		55562.15		70134.84		94590.75		64013.93		95378.58		91677.66				Average		stdev

		ratio (%)		0.34		0.47		0.10		0.25		0.43		0.22						0.18		0.26		0.20		0.25		0.34		0.23		0.38		0.32				28.34		10.09

												JW03-04 d1 CM		JW03-04 d2 CM		JW03-06 d1 CM		JW03-06 d2 CM		JW03-08 d1 CM		JW03-08 d2 CM										JW03-11 d1 CM		JW03-12 d2 CM

		AUC CM										86225.27		55169.40		180980.24		159476.22		61198.85		106237.56										97794.32		67888.01				Average		stdev

		ratio (%)										0.28		0.17		0.64		0.56		0.20		0.38										0.39		0.23				35.63		17.05





										15.7380466796		15.7380466796		37.4649772352		37.4649772352		14.8610485928		14.8610485928		5.8069806077		5.8069806077

										1706.0232586577		1706.0232586577		3214.9302913865		3214.9302913865		1148.6278399273		1148.6278399273		933.0406494355		933.0406494355

										2746.6310245966		2746.6310245966		6935.923597291		6935.923597291		1282.246887308		1282.246887308		1676.9783383213		1676.9783383213

										3178.7066587501		3178.7066587501		5691.1415342457		5691.1415342457		747.1410576745		747.1410576745		1158.3364431765		1158.3364431765

										1167.7899608076		1167.7899608076		3177.8388877331		3177.8388877331		494.7600524287		494.7600524287		724.8047936851		724.8047936851

										1730.744368376		1730.744368376		1446.1914933136		1446.1914933136		336.3121204061		336.3121204061		589.8727589374		589.8727589374

										621.6570619779		621.6570619779		892.8663019472		892.8663019472		251.6776602391		251.6776602391		412.5051514102		412.5051514102

										277.4410639075		277.4410639075		618.8729542674		618.8729542674		185.0069275196		185.0069275196		308.1324394641		308.1324394641

										36.7629461624		36.7629461624		405.6866060787		405.6866060787		143.1603767706		143.1603767706		214.5805165632		214.5805165632

										28.3464601681		28.3464601681		211.8316220374		211.8316220374		74.6293799136		74.6293799136		161.6264258199		161.6264258199

										36.2501749481		36.2501749481		154.0126866788		154.0126866788		60.8499409558		60.8499409558		143.2872850957		143.2872850957

														94.4016250406		94.4016250406		42.0190823406		42.0190823406		103.5931376644		103.5931376644

														85.7489559748		85.7489559748		42.7915618278		42.7915618278		61.0934008112		61.0934008112

														52.6646785635		52.6646785635		30.6172561619		30.6172561619		38.6708752453		38.6708752453

														45.2575760552		45.2575760552		32.8482810133		32.8482810133		21.9337489894		21.9337489894

														44.5472080944		44.5472080944		44.7303037304		44.7303037304		19.5840994678		19.5840994678

														41.2390861445		41.2390861445		27.9783066089		27.9783066089		19.8874151115		19.8874151115

														40.1051231073		40.1051231073		33.9010854389		33.9010854389		23.0520297545		23.0520297545

														34.691992439		34.691992439		23.4940033647		23.4940033647		29.0628197159		29.0628197159

														35.895259912		35.895259912		26.0094039189		26.0094039189		31.4396134892		31.4396134892



Plasma (n = 10)

ST (ECF, n = 10)

LV (CSF, n = 14)

CM (CSF, n = 8)

Time (min)

Acentaminophen concentration (ng/ml) ± stdev



										0.4662940557		0.0185148346		3.6278311412		0.0594780395		2.6394643574		0.0649912667		0.4757280481		0.0210414583

										670.5934767252		565.9600531523		1501.8371548621		552.5633855794		357.1710467104		163.0059366931		555.2536108968		229.2468189669

										1213.9436840501		1005.6391484994		3725.3260507757		1516.023328623		420.5252436016		260.9689731979		715.0108330124		443.6017859502

										1275.3087475256		1016.2806821348		2919.3298955857		1200.2671649429		290.3668435374		178.8587941646		469.2048586281		296.6018984949

										688.5357440197		630.5325244037		1597.6870365102		698.0559378025		178.4856402596		112.5578375067		268.1735719523		170.6681906478

										812.1759377212		628.9465554841		852.911189662		367.0804223359		120.6192956274		76.8401661158		212.6929735789		129.5322647897

										253.2103516363		207.6632132413		507.1008438013		215.440359552		92.0871742955		55.0524152133		163.730448451		96.0533215091

										129.3157978016		88.5224374225		359.0661221893		148.2501848858		64.0943320607		37.9672091553		114.477550188		63.7146885411

										17.6701931815		11.2996318741		236.1442586356		96.1032573929		57.5836508959		28.7371268514		78.7874711644		40.1775849811

										14.0074191274		9.4404062429		119.5366734336		54.6872729472		30.7443162945		18.3972078736		65.2350191149		30.8519856322

										13.7376397247		10.049080933		81.4267182286		36.8876346244		25.376977214		13.5579420232		59.4405594578		24.567329045

														42.988195736		24.2991774464		30.4078159863		11.6596888807		41.1667946799		16.4333156271

														34.0162888071		16.9918391912		15.9231828131		7.7409402035		26.2844234053		10.6945642086

														21.0991355162		11.7965404201		8.9389631488		5.6242646827		19.2105473065		6.544012458

														14.2714143292		6.9298424795		10.5061842128		5.5937413033		10.4884970249		4.2727912487

														13.8367469631		6.6404756251		11.5186513474		4.9746599816		8.3729816742		3.5951208434

														19.9375849704		6.9480287886		9.7149835603		4.2804933585		8.5754913239		4.5017629877

														16.6974550944		7.643183723		13.3873823249		4.919857871		10.6336415366		3.9610182109

														49.6427478005		7.448859299		8.6875834669		4.7176405465		14.3806432565		4.6786656818

														19.4526919184		5.2741424297		13.3835275867		5.4790272258		22.7229670868		5.4575998193



Plasma (n = 10)

ST (ECF, n = 10)

LV (CSF, n = 14)

CM (CSF, n = 8)

Time (min)

Concentration (ng/ml)



		



Geomean +/- S.E.M.

Plasma (n = 10)

ST (ECF, n = 10)

LV (CSF, n = 14)

CM (CSF, n = 8)

Time (min)

Concentration (ng/ml)

1.4745512755

0.0585490477

11.4722093726

0.1880860756

9.87597131

0.2431750532

1.3455621153

0.0595142313

1896.7247792473

1600.7767658589

4749.2260840311

1747.3588500449

1336.4116852656

609.9123671157

1570.4943741737

648.4079210276

3211.7930936342

2660.6710956002

11780.5153472113

4794.0867043987

1573.461384047

976.4564862849

2022.3560345796

1254.6953239674

3607.1178539274

2874.4758477055

9231.7317114725

3795.5780419325

1086.4532449958

669.2283283755

1327.1117492065

838.9168549541

1192.5788914693

1092.1143680918

5052.3300234969

2207.4466976607

643.5391278902

405.8330545857

758.5094050498

482.7225397595

2148.8155520411

1664.0361737616

2697.1420011758

1160.8102190379

434.8990551948

277.0511589458

601.5865757136

366.372571261

669.9316198168

549.4252186932

1603.5936698053

681.2822361098

318.9993292105

190.7071604575

433.1900486504

254.1332013149

342.1374415749

234.2083548691

1135.4667767224

468.8082477802

239.8190310051

142.0602885912

323.7914081262

180.2123533144

46.7509367766

29.8960158454

746.7537136605

303.9051839229

215.4582927321

107.5244829582

222.8446205314

113.6393711672

34.3110294755

23.1241782596

378.0081519699

172.9363415364

110.850208829

66.3320763135

184.5124975479

87.2625930144

36.3463783126

26.5873690535

257.493891995

116.6489429093

91.4979925615

48.8838551545

168.1232906804

69.4868998535

128.9645872079

72.8975323393

113.7756293007

43.626561028

116.4372787116

46.4804356693

102.0488664214

50.9755175735

59.5790945937

28.9639460932

74.3435761178

30.2487954949

66.7213248916

37.3039362379

33.4465374957

21.0440714954

54.3356330828

18.5092623409

45.1301747122

21.9140860613

37.8805858888

20.1685210908

29.665949483

12.0852786661

43.755635811

20.9990277222

43.0988468998

18.6134732668

23.6823684823

10.1685373103

63.0481795497

21.9715962205

36.3501400009

16.0161395939

24.2551522685

12.7329085437

52.8019892267

24.1698691397

48.2688934166

17.738799822

30.0764801569

11.2034513493

156.9841523588

23.5553613549

31.3235276499

17.0096948896

40.6746014579

13.233264922

55.0205214714

14.9175275078

46.3618995293

18.9799070622

64.2702564629

15.436423365

Geomean +/- geostdev

ST (ECF; n=10)

LV (CSF; n=14)

CM (CSF; n=8)

AUC ratio (%)

58.5087046254

58.5087046254

8.1238018457

8.1238018457

13.7253029195

13.7253029195

Average +/- stdev

SEM +

SEM -

Geomean concentration (ng/ml)

S.E.M. (ng/ml)

Proving heteroscedasticity for plasma data

SEM +

SEM -

Geomean concentration (ng/ml)

S.E.M. (ng/ml)

Proving heteroscedasticity for MD ST data



		



SEM +

SEM -

Geomean concentration (ng/ml)

S.E.M. (ng/ml)

Proving heteroscedasticity for MD LV data



		



SEM +

SEM -

Geomean concentration (ng/ml)

S.E.M. (ng/ml)

Proving heteroscedasticity for MD CM data



								3.6278311412		0.0594780395		2.6394643574		0.0649912667		0.4757280481		0.0210414583

								1501.8371548621		552.5633855794		357.1710467104		163.0059366931		555.2536108968		229.2468189669

								3725.3260507757		1516.023328623		420.5252436016		260.9689731979		715.0108330124		443.6017859502

								2919.3298955857		1200.2671649429		290.3668435374		178.8587941646		469.2048586281		296.6018984949

								1597.6870365102		698.0559378025		178.4856402596		112.5578375067		268.1735719523		170.6681906478

								852.911189662		367.0804223359		120.6192956274		76.8401661158		212.6929735789		129.5322647897

								507.1008438013		215.440359552		92.0871742955		55.0524152133		163.730448451		96.0533215091

								359.0661221893		148.2501848858		64.0943320607		37.9672091553		114.477550188		63.7146885411

								236.1442586356		96.1032573929		57.5836508959		28.7371268514		78.7874711644		40.1775849811

								119.5366734336		54.6872729472		30.7443162945		18.3972078736		65.2350191149		30.8519856322

								81.4267182286		36.8876346244		25.376977214		13.5579420232		59.4405594578		24.567329045

								42.988195736		24.2991774464		30.4078159863		11.6596888807		41.1667946799		16.4333156271

								34.0162888071		16.9918391912		15.9231828131		7.7409402035		26.2844234053		10.6945642086

								21.0991355162		11.7965404201		8.9389631488		5.6242646827		19.2105473065		6.544012458

								14.2714143292		6.9298424795		10.5061842128		5.5937413033		10.4884970249		4.2727912487

								13.8367469631		6.6404756251		11.5186513474		4.9746599816		8.3729816742		3.5951208434

								19.9375849704		6.9480287886		9.7149835603		4.2804933585		8.5754913239		4.5017629877

								16.6974550944		7.643183723		13.3873823249		4.919857871		10.6336415366		3.9610182109

								49.6427478005		7.448859299		8.6875834669		4.7176405465		14.3806432565		4.6786656818

								19.4526919184		5.2741424297		13.3835275867		5.4790272258		22.7229670868		5.4575998193



***

**

*

*

**

**

*

*

*

*

*

ST (ECF; n=10)

LV (CSF; n=14)

CM (CSF; n=8)

AUC ratio (%)

28.6631427648

13.3077654977

2.7441385272

1.8532965798

5.6345279084

3.4911455797

Geomean +/- S.E.M.

***

**

Plasma (n = 10)

Time (min)

Concentration (ng/ml)

0.4662940557

0.0185148346

670.5934767252

565.9600531523

1213.9436840501

1005.6391484994

1275.3087475256

1016.2806821348

688.5357440197

630.5325244037

812.1759377212

628.9465554841

253.2103516363

207.6632132413

129.3157978016

88.5224374225

17.6701931815

11.2996318741

14.0074191274

9.4404062429

13.7376397247

10.049080933

ST (ECF, n = 10)

LV (CSF, n = 14)

CM (CSF, n = 8)

Time (min)

Concentration (ng/ml)



								58.5087046254		58.5087046254		8.1238018457		8.1238018457		13.7253029195		13.7253029195



ST (ECF; n=10)

LV (CSF; n=14)

CM (CSF; n=8)

AUC ratio (%)



				0.4662940557		0.0185148346

				670.5934767252		565.9600531523

				1213.9436840501		1005.6391484994

				1275.3087475256		1016.2806821348

				688.5357440197		630.5325244037

				812.1759377212		628.9465554841

				253.2103516363		207.6632132413

				129.3157978016		88.5224374225

				17.6701931815		11.2996318741

				14.0074191274		9.4404062429

				13.7376397247		10.049080933



Plasma (n = 10)

Time (min)

Concentration (ng/ml)



								3.6278311412		0.0594780395		2.6394643574		0.0649912667		0.4757280481		0.0210414583

								1501.8371548621		552.5633855794		357.1710467104		163.0059366931		555.2536108968		229.2468189669

								3725.3260507757		1516.023328623		420.5252436016		260.9689731979		715.0108330124		443.6017859502

								2919.3298955857		1200.2671649429		290.3668435374		178.8587941646		469.2048586281		296.6018984949

								1597.6870365102		698.0559378025		178.4856402596		112.5578375067		268.1735719523		170.6681906478

								852.911189662		367.0804223359		120.6192956274		76.8401661158		212.6929735789		129.5322647897

								507.1008438013		215.440359552		92.0871742955		55.0524152133		163.730448451		96.0533215091

								359.0661221893		148.2501848858		64.0943320607		37.9672091553		114.477550188		63.7146885411

								236.1442586356		96.1032573929		57.5836508959		28.7371268514		78.7874711644		40.1775849811

								119.5366734336		54.6872729472		30.7443162945		18.3972078736		65.2350191149		30.8519856322

								81.4267182286		36.8876346244		25.376977214		13.5579420232		59.4405594578		24.567329045

								42.988195736		24.2991774464		30.4078159863		11.6596888807		41.1667946799		16.4333156271

								34.0162888071		16.9918391912		15.9231828131		7.7409402035		26.2844234053		10.6945642086

								21.0991355162		11.7965404201		8.9389631488		5.6242646827		19.2105473065		6.544012458

								14.2714143292		6.9298424795		10.5061842128		5.5937413033		10.4884970249		4.2727912487

								13.8367469631		6.6404756251		11.5186513474		4.9746599816		8.3729816742		3.5951208434

								19.9375849704		6.9480287886		9.7149835603		4.2804933585		8.5754913239		4.5017629877

								16.6974550944		7.643183723		13.3873823249		4.919857871		10.6336415366		3.9610182109

								49.6427478005		7.448859299		8.6875834669		4.7176405465		14.3806432565		4.6786656818

								19.4526919184		5.2741424297		13.3835275867		5.4790272258		22.7229670868		5.4575998193



ST (ECF, n = 10)

LV (CSF, n = 14)

CM (CSF, n = 8)

Time (min)

Concentration (ng/ml)



				0.3790970673		0.0150525605

				545.1924965776		460.1255232129

				986.9362151328		817.58462773

				1036.8260117383		826.2361945755

				559.779559888		512.6229423402

				660.2990373674		511.3335496086

				205.8600158803		168.8301923652

				105.1337436127		71.9687416245

				14.3658670565		9.1866007136

				11.3880317506		7.6750502755

				11.1687010962		8.1699027985



Plasma (n = 10)

Time (min)

Concentration (ng/ml)



				0.3790970673		0.0150525605

				545.1924965776		460.1255232129

				986.9362151328		817.58462773

				1036.8260117383		826.2361945755

				559.779559888		512.6229423402

				660.2990373674		511.3335496086

				205.8600158803		168.8301923652

				105.1337436127		71.9687416245

				14.3658670565		9.1866007136

				11.3880317506		7.6750502755

				11.1687010962		8.1699027985



Plasma (n = 10)

Time (min)

Concentration (ng/ml)



								3.6278311412		0.0594780395		2.6394643574		0.0649912667		0.4757280481		0.0210414583

								1501.8371548621		552.5633855794		357.1710467104		163.0059366931		555.2536108968		229.2468189669

								3725.3260507757		1516.023328623		420.5252436016		260.9689731979		715.0108330124		443.6017859502

								2919.3298955857		1200.2671649429		290.3668435374		178.8587941646		469.2048586281		296.6018984949

								1597.6870365102		698.0559378025		178.4856402596		112.5578375067		268.1735719523		170.6681906478

								852.911189662		367.0804223359		120.6192956274		76.8401661158		212.6929735789		129.5322647897

								507.1008438013		215.440359552		92.0871742955		55.0524152133		163.730448451		96.0533215091

								359.0661221893		148.2501848858		64.0943320607		37.9672091553		114.477550188		63.7146885411

								236.1442586356		96.1032573929		57.5836508959		28.7371268514		78.7874711644		40.1775849811

								119.5366734336		54.6872729472		30.7443162945		18.3972078736		65.2350191149		30.8519856322

								81.4267182286		36.8876346244		25.376977214		13.5579420232		59.4405594578		24.567329045

								42.988195736		24.2991774464		30.4078159863		11.6596888807		41.1667946799		16.4333156271

								34.0162888071		16.9918391912		15.9231828131		7.7409402035		26.2844234053		10.6945642086

								21.0991355162		11.7965404201		8.9389631488		5.6242646827		19.2105473065		6.544012458

								14.2714143292		6.9298424795		10.5061842128		5.5937413033		10.4884970249		4.2727912487

								13.8367469631		6.6404756251		11.5186513474		4.9746599816		8.3729816742		3.5951208434

								19.9375849704		6.9480287886		9.7149835603		4.2804933585		8.5754913239		4.5017629877

								16.6974550944		7.643183723		13.3873823249		4.919857871		10.6336415366		3.9610182109

								49.6427478005		7.448859299		8.6875834669		4.7176405465		14.3806432565		4.6786656818

								19.4526919184		5.2741424297		13.3835275867		5.4790272258		22.7229670868		5.4575998193



ST (ECF, n = 10)

LV (CSF, n = 14)

CM (CSF, n = 8)

Time (min)

Concentration (ng/ml)



								71.90881915		71.90881915		9.9812234237		9.9812234237		16.8714940606		16.8714940606



ST (ECF; n=10)

LV (CSF; n=14)

CM (CSF; n=8)

AUC ratio (%)



								71.90881915		71.90881915		9.9812234237		9.9812234237		16.8714940606		16.8714940606



ST (ECF; n=10)

LV (CSF; n=14)

CM (CSF; n=8)

AUC ratio (%)



				0.3753667149		0.0149044418

				539.8277487638		455.5978427876

				977.2246656604		809.539514542

				1026.6235417581		818.1059491185

				554.2712739358		507.578682145

				653.8016298656		506.3019771647

				203.8343330672		167.1688866593

				104.0992172303		71.2605621251

				14.2245055111		9.0962036586

				11.2759723976		7.5995270255

				11.0587999784		8.0895101511



Plasma (n = 10)

Time (min)

Concentration (ng/ml)



								72.6816206526		72.6816206526		10.0916793115		10.0916793115		17.0500657386		17.0500657386



ST (ECF; n=10)

LV (CSF; n=14)

CM (CSF; n=8)

AUC ratio (%)



		logResults (to eliminate heteroscedasticity)

		Plasma																																				Time				Concentration														geomean		geomean

		Time		101		102		201		202		401		402		601		602		801		802		901		902		1001		1002		1101		1202				Average		stdev		Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		0.00		-2		-2		-2		0.9508514589		-2		-2		0		0		-2		0		0		0		1.6989091989		0		-2		-0.7986028757				0.00		0.00		-1.2148842218		1.4011400434		10.00				0.00		0.00		0.00		0.00		0.00		0.00		0.00		0.00		0.00

		2.00		0		4.0890638845		0		3.9004156358		3.9684584312		0		0		0		4.0855348492		3.9265221991		0		0		3.9972548528		0		4.0585800502		4.0631273862				2.17		0.35		4.0111196611		0.0736735458		8.00				4.01		0.02		1.02		4.09		3.94		0.07		0.07		0.03		0.03

		7.00		0		4.2625445598		0		4.0398477212		4.2759908564		0		0		0		4.1297656294		4.2014824999		0		0		4.2023121932		0		0		4.2214935774				6.73		0.76		4.1904910053		0.0817563682		7.00				4.19		0.02		1.02		4.27		4.11		0.08		0.08		0.03		0.03

		10.00		0		0		4.174593316		3.9798125584		4.1992072753		4.2862416048		0		0		4.2482759892		4.1417795865		0		0		4.0979310368		0		4.0787760775		0				10.25		0.45		4.1508271806		0.0986016682		8.00				4.15		0.02		1.02		4.25		4.05		0.10		0.10		0.04		0.03

		12.00		0		4.0845579407		0		0		0		4.1562442205		0		0		0		0		0		0		0		0		0		4.097425371				11.99		0.65		4.1127425107		0.0382189973		3.00				4.11		0.01		1.01		4.15		4.07		0.04		0.04		0.02		0.02

		15.00		3.9483387186		0		3.8179857772		3.6552791734		3.9464503981		0		0		0		3.9806752577		0		0		0		3.8838371611		0		3.842157863		0				15.21		0.50		3.8678177642		0.1110363755		7.00				3.87		0.03		1.03		3.98		3.76		0.11		0.11		0.04		0.04

		30.00		3.5725877084		0		3.4214494287		3.4035434519		0		3.6008314821		0		0		3.5385974836		0		0		0		3.4708056456		0		3.3866874459		0				29.59		1.36		3.4849289495		0.0861218866		7.00				3.48		0.02		1.02		3.57		3.40		0.09		0.08		0.03		0.03

		60.00		3.0392010842		0		2.7053906893		2.7357681138		2.9655126067		3.0339771283		0		0		0		0		0		0		2.9573452906		0		2.6574564816		0				59.52		1.33		2.8706644849		0.16459822		7.00				2.87		0.06		1.06		3.04		2.71		0.17		0.16		0.06		0.06

		120.00		2.1709763924		0		1.9476624097		1.5947681134		2.069431279		2.0101981569		0		0		1.7650796606		0		0		0		1.872622379		0		0		0				120.32		2.27		1.918676913		0.1941770025		7.00				1.91		0.10		1.11		2.12		1.72		0.21		0.19		0.08		0.07

		180.00		1.6075265061		0		2.0264719769		1.7674452993		0		1.917206074		0		0		2.0377292033		0		0		0		1.7483741133		0		0		0				179.41		1.49		1.8507921955		0.1713674403		6.00				1.84		0.09		1.10		2.03		1.68		0.18		0.16		0.07		0.07

		240.00		2.2301933789		0		0		1.9633580409		1.9444185103		2.0769679522		0		0		1.882911417		0		0		0		1.8765353601		0		0		0				240.03		1.78		1.9957307766		0.1357857787		7.00				1.99		0.07		1.07		2.13		1.86		0.14		0.13		0.05		0.05

		ST																																				Time				Concnetration														geomean		geomean

		Time		101		102		201		202		401		402		601		602		801		802		901		902		1001		1002		1101		1202				Average		stdev		Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		0.00		-2.0797905058		-2.0797905058		-2.0797905058		2.0823635478		0		0		0.7890379142		-2.0797905058		0		0		-2.0797905058		1.1949949058		1.2277055321		-2.0797905058		0		0				0.00		0.00		-0.7184641135		1.7852904195		10.00				0.00		0.00		0.00		0.00		0.00		0.00		0.00		0.00		0.00

		4.43		3.7416790688		3.9915769514		3.0787630393		2.7900191549		0		0		3.7412149292		3.111187098		0		0		2.9530685954		3.3485500432		3.8427621445		3.8173136544		0		0				4.43		1.06		3.4416134679		0.4342407405		10.00				3.42		0.13		1.14		3.89		3.00		0.47		0.41		0.15		0.13

		14.43		4.142087982		4.3435881226		3.3220235389		3.3029219414		0		0		4.107779811		4.1184337203		0		0		3.5253470139		3.8082910026		4.2457375277		4.1599387997		0		0				14.43		1.06		3.907614946		0.3904584051		10.00				3.89		0.10		1.11		4.31		3.51		0.42		0.38		0.13		0.12

		24.43		3.9912191366		4.2497162002		3.230265146		3.2594163692		0		0		4.005668578		4.072454057		0		0		3.4703023183		3.5696929792		4.1394087904		4.1045501782		0		0				24.43		1.06		3.8092693753		0.3860052492		10.00				3.79		0.10		1.11		4.21		3.42		0.42		0.38		0.13		0.12

		34.43		3.8562761561		3.9605560102		3.0177098152		3.112434413		0		0		3.7218185715		3.9160489287		0		0		3.3661330348		3.3002360268		3.7504740853		3.9314877303		0		0				34.43		1.06		3.5933174772		0.3596014857		10.00				3.58		0.10		1.11		3.96		3.23		0.39		0.35		0.12		0.11

		44.43		3.5754221813		3.6498705607		2.6197357446		2.7484841449		0		0		3.4811496854		3.5419386166		0		0		3.206047054		3.1707756757		3.5729067882		3.5254697477		0		0				44.43		1.06		3.3091800199		0.3661425894		10.00				3.29		0.12		1.12		3.70		2.92		0.41		0.36		0.13		0.12

		54.43		3.2935627418		3.3808195039		2.4789708972		2.4575737468		0		0		3.2345539439		3.3624920804		0		0		3.0306802571		2.7805954203		3.2905466084		3.425642859		0		0				54.43		1.06		3.0735438059		0.371767268		10.00				3.05		0.13		1.14		3.47		2.69		0.42		0.37		0.13		0.12

		64.43		3.1583097876		3.2205928579		2.2194988283		2.35686691		0		0		3.0622122028		3.2024873319		0		0		2.8628732492		2.5673674337		3.1265225462		3.245931207		0		0				64.43		1.06		2.9022662355		0.3841791878		10.00				2.88		0.14		1.15		3.31		2.50		0.43		0.38		0.14		0.12

		74.43		3.005111761		3.0730408352		2.0177444414		2.1718938773		0		0		2.8771853481		2.9627298797		0		0		2.6972693849		2.3347984886		2.9173125411		3.0395163638		0		0				74.43		1.06		2.7096602921		0.3904392829		10.00				2.68		0.15		1.17		3.13		2.30		0.45		0.38		0.14		0.12

		84.43		2.725289386		2.8261618003		1.8580281789		1.9775331996		0		0		2.7070389688		2.7960691252		0		0		2.5189781216		2.3754351473		2.7205622171		2.5297185301		0		0				84.43		1.06		2.5034814675		0.3396148985		10.00				2.48		0.15		1.16		2.87		2.14		0.39		0.34		0.12		0.11

		94.43		2.5566734591		2.727751287		1.7477080024		1.7449209377		0		0		2.5244355473		2.5870175315		0		0		2.3173844712		2.1796600179		2.5441923293		2.3593210364		0		0				94.43		1.06		2.328906462		0.3438861241		10.00				2.30		0.16		1.17		2.70		1.96		0.40		0.34		0.13		0.11

		104.43		2.350865612		2.5641061086		0		1.7608173732		0		0		2.3136618494		2.4061153857		0		0		2.1048157609		1.96907839		2.3730994454		2.1777200774		0		0				104.43		1.06		2.2244755558		0.2477576452		9.00				2.21		0.12		1.12		2.48		1.97		0.27		0.24		0.09		0.08

		114.43		0		2.4937308906		1.6411952384		1.5627729313		0		0		2.1316504298		2.2439358614		0		0		1.9433384402		1.8088943409		2.2152265061		2.0310348043		0		0				114.43		1.06		2.0079754937		0.3014465408		9.00				1.99		0.15		1.17		2.32		1.71		0.33		0.28		0.11		0.09

		129.43		2.1032306346		2.3195889724		1.6370472175		1.575347929		0		0		1.9285115184		2.0477677962		0		0		2.1188665812		1.5801256943		2.0218534797		1.9418122103		0		0				129.43		1.06		1.9274152034		0.2525100014		10.00				1.91		0.13		1.14		2.19		1.67		0.28		0.24		0.09		0.08

		149.43		1.789977082		2.226806061		1.3068867782		1.3682971609		0		0		1.6237587925		1.746996733		0		0		1.3450911309		1.2432552297		1.7394242941		1.90351998		0		0				149.43		1.06		1.6294013242		0.3137436519		10.00				1.60		0.19		1.21		1.94		1.33		0.34		0.28		0.11		0.09

		169.43		1.6606217296		2.2226919449		1.1202387608		1.376727352		0		0		1.5371049206		1.7315163343		0		0		1.2325984436		1.6536475213		1.637463807		1.8886457419		0		0				169.43		1.06		1.6061256556		0.318834812		10.00				1.58		0.20		1.22		1.93		1.29		0.35		0.29		0.11		0.09

		189.43		1.6086457623		2.1639914103		0.5112741013		1.4705601665		0		0		1.5718750982		1.7971198056		0		0		1.2334437859		1.2492003497		1.7698131523		1.9034748468		0		0				189.43		1.06		1.5279398479		0.457810942		10.00				1.44		0.40		1.50		2.16		0.96		0.72		0.48		0.23		0.15

		209.43		1.5649740195		2.1701168242		1.0202352243		1.6167406142		0		0		1.5958045506		1.88276823		0		0		1.6526032541		1.2146757204		1.849423998		1.9233683282		0		0				209.43		1.06		1.6490710763		0.3393759851		10.00				1.61		0.22		1.25		2.02		1.29		0.41		0.32		0.13		0.10

		229.43		1.6460090168		2.0729258053		-0.8010369048		1.4218164166		0		0		1.6591485254		1.907965111		0		0		1.5270206411		1.2847604896		1.8529368615		1.8554143617		0		0				229.43		1.06		1.4426960324		0.8237660414		10.00				0.00		0.00		0.00		0.00		0.00		0.00		0.00		0.00		0.00

		249.43		1.3650135964		1.9652976558		0.494240762		0.759058585		0		0		0.8145255569		1.8992112427		0		0		0		1.381107337		0		1.8099032857		0		0				249.43		1.06		1.3110447527		0.5668278549		8.00				1.19		0.51		1.66		1.97		0.71		0.78		0.47		0.28		0.17

		LV																																				Time				Concnetration														geomean		geomean

		Time		101		102		201		202		401		402		601		602		801		802		901		902		1001		1002		1101		1202				Average		stdev		Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		0.00		-1.9104382592		-1.9104382592		1.6231595466		-1.9104382592		0.0171187366		1.1280385084		0		0		1.1058724379		-1.9104382592		-1.9104382592		1.3936960137		1.5700713338		-1.9104382592		-1.9104382592		-1.9104382592				0.00		0.00		-0.6032535355		1.6086608001		14.00				0.00		0.00		0.00		0.00		0.00		0.00		0.00		0.00		0.00

		5.05		3.4019378806		3.46055808		2.5922435799		2.8194713223		3.5349226201		3.0510947353		0		0		2.7640887389		3.0495457349		2.5745520663		3.033529009		3.1009638645		3.0761905616		3.5659469669		2.6745697402				5.05		0.81		3.0499724929		0.3406728248		14.00				3.03		0.11		1.12		3.39		2.71		0.36		0.32		0.10		0.09

		15.05		3.5839141127		3.705547449		2.9757847879		3.2679538315		3.7132572795		3.3738169538		0		0		3.2419225036		3.3630075029		3.1746300643		3.3872902321		3.5276832371		3.3770354892		3.5966641694		3.4589276399				15.05		0.81		3.4105310895		0.2072031943		14.00				3.40		0.06		1.06		3.62		3.20		0.22		0.20		0.06		0.05

		25.05		3.3799654059		3.4742485013		2.7341605173		3.0917321239		3.4732367405		3.1271986434		0		0		2.9560977989		3.3328914665		3.1499409817		3.2606624919		3.3654565725		3.288282071		3.3176884783		3.4254499033				25.05		0.81		3.2412151212		0.2104367251		14.00				3.23		0.07		1.07		3.46		3.02		0.23		0.21		0.06		0.06

		35.05		3.097258344		3.307552372		2.5710616981		2.8338021693		3.2361362498		2.9286512667		0		0		0		3.0575951819		2.9975322856		3.0445401544		3.1627498795		2.9824899692		3.0052042488		3.3068934359				35.05		0.81		3.0408820966		0.2002275408		13.00				3.03		0.07		1.07		3.25		2.84		0.21		0.20		0.06		0.06

		45.05		2.9785820869		3.1783612992		2.4426890274		2.6531544951		3.0665632116		2.7760820544		0		0		0		2.8852056847		2.8715336468		2.931062641		3.0219026875		2.8007837089		2.7965454022		3.0727593389				45.05		0.81		2.8827096373		0.195828493		13.00				2.88		0.07		1.07		3.08		2.68		0.21		0.19		0.06		0.05

		55.05		2.820700225		3.0228161277		2.348964469		2.3574605969		2.86109043		2.6534934991		0		0		0		2.6870704472		0		2.7245224109		2.8661394456		2.371026914		2.5726352824		2.8255596249				55.05		0.81		2.6759566227		0.2234227701		12.00				2.67		0.08		1.09		2.90		2.45		0.24		0.22		0.07		0.06

		65.05		2.762826037		2.8670828072		2.1555520301		2.2481955822		2.6945325857		2.4790999182		0		0		2.8135261178		2.4905657207		2.5768698399		2.5432622142		2.7090828913		2.1848706022		2.4283766782		2.6369672005				65.05		0.81		2.5422007304		0.2274109513		14.00				2.53		0.09		1.10		2.78		2.31		0.24		0.22		0.06		0.06

		75.05		2.6871174536		2.7327675889		1.571863508		2.1607807592		2.5738473408		2.2828533434		0		0		2.3675832818		2.3134728277		2.3744209176		2.3524397955		2.5610001482		1.9634633387		2.2152706668		2.4871020147				75.05		0.81		2.3317130703		0.3018558513		14.00				2.31		0.14		1.15		2.66		2.01		0.35		0.31		0.09		0.08

		85.05		2.4293298203		2.5078133009		1.6301414573		2.2919955633		2.3608921119		2.2499402223		0		0		2.1431779152		2.1828082719		0		2.1534577789		2.400976508		2.0888228119		2.0671939061		2.3264515345				85.05		0.81		2.2179231694		0.2230129239		13.00				2.21		0.11		1.12		2.46		1.98		0.25		0.23		0.07		0.06

		95.05		0		2.424517857		1.3083597389		2.0013051187		2.2097736091		2.1499195655		0		0		1.9606090021		2.0757510406		2.0943558512		1.9957351045		2.2452924121		1.7633196774		1.8866907286		2.1576733578				95.05		0.81		2.0210233126		0.2722461173		13.00				2.00		0.15		1.16		2.33		1.72		0.33		0.28		0.09		0.08

		105.05		2.0042195482		2.1758147646		0.5257243879		1.9555535409		2.0751678239		2.196058611		0		0		1.8289758435		1.952229691		1.9381818583		1.8130174129		2.0943988018		1.5932162601		1.7289486098		2.0153893154				105.05		0.81		1.8497783192		0.4162982663		14.00				1.77		0.36		1.43		2.54		1.23		0.77		0.54		0.21		0.14

		115.05		2.2025135915		1.9202786903		1.1445576023		1.2359998761		1.9898742378		2.1348064613		0		0		1.6295155825		1.8681470687		1.8080634297		1.6756987661		1.9793115161		1.4668679919		1.5980914598		1.8604873555				115.05		0.81		1.7510152592		0.3132361686		14.00				1.72		0.19		1.21		2.09		1.42		0.37		0.30		0.10		0.08

		130.05		1.7217083614		2.0412391782		1.7592504489		1.9338524841		1.8480951631		2.132648813		0		0		1.5859377948		1.7419047959		1.8426849855		1.5045350888		1.7324217934		1.4384504639		1.5098476258		1.7630434379				130.05		0.81		1.7539728882		0.2012213961		14.00				1.74		0.11		1.12		1.96		1.55		0.21		0.19		0.06		0.05

		150.05		1.993519587		1.8269929413		1.5827408615		2.0036932535		1.7676246458		2.0467857987		0		0		1.2160178543		1.6434447675		1.4209890373		1.2953072818		1.5345428529		0		1.4503444307		1.4706768215				150.05		0.81		1.6348215487		0.2737426339		13.00				1.61		0.17		1.18		1.91		1.36		0.30		0.25		0.08		0.07

		170.05		1.6116754132		1.4144612379		1.6826261725		1.8145744662		1.8760292176		2.2700603641		0		0		0.6647495857		1.6229524488		1.3560286363		1.2390887546		1.3360603216		1.44367018		1.3829242955		1.5005075995				170.05		0.81		1.5153863352		0.364638231		14.00				1.47		0.28		1.32		1.94		1.11		0.47		0.36		0.13		0.10

		190.05		1.4692610014		0.9031427294		1.5247688441		1.7866166331		1.7712551328		2.0716972356		0		0		0.6146065479		1.5759922197		1.417125001		1.3281096285		1.4808497894		1.4697729825		1.4400035974		1.5425741319				190.05		0.81		1.4568411053		0.3559482425		14.00				1.41		0.30		1.35		1.90		1.04		0.49		0.37		0.13		0.10

		210.05		0.7860167384		1.745851642		0.9444747631		1.9956811984		1.7903519622		2.058324789		0		0		0.6348688573		1.5621719384		1.4857610879		1.3296115129		1.5247688441		0		1.4819068962		1.4824344862				210.05		0.81		1.4478634397		0.4347431097		13.00				1.37		0.36		1.43		1.96		0.96		0.59		0.41		0.16		0.11

		230.05		1.9553412126		1.6249824589		1.3877596079		1.7316303682		1.7501426532		1.9211755961		0		0		0.9456861851		1.569999888		1.5160730022		1.3505865748		1.5111656677		0		1.7060372547		1.4499657955				230.05		0.81		1.5708112511		0.2651741428		13.00				1.55		0.19		1.21		1.87		1.28		0.32		0.26		0.09		0.07

		250.05		1.9379597156		0.8013689699		1.7678068927		0		1.7742276048		1.9117298202		0		0		0.7199896158		1.5250875923		1.5605599105		1.4361102994		1.5206036862		0		1.6938958139		1.4345431547				250.05		0.81		1.5069902563		0.38786714		12.00				1.45		0.32		1.38		1.99		1.05		0.54		0.39		0.16		0.11

		CM																																				Time				Concnetration														geomean		geomean

		Time		101		102		201		202		401		402		601		602		801		802		901		902		1001		1002		1101		1202				Average		stdev		Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		0.00		0		0		0		0		-1.9340448723		-1.9340448723		-1.9340448723		-1.9340448723		1.2116305375		0.7467782197		0		0		0		0		-1.9340448723		-1.9340448723				0.00		0.00		-1.2057325596		1.3542829223		8.00				0.00		0.00		0.00		0.00		0.00		0.00		0.00		0.00		0.00

		4.76		0		0		0		0		3.3328690341		3.0187903984		3.4573430386		2.6182631435		2.9806035445		3.3408043832		0		0		0		0		3.2362901085		2.3599407892				4.76		1.37		3.043113055		0.3841880734		8.00				3.02		0.13		1.14		3.45		2.64		0.43		0.38		0.15		0.13

		14.76		0		0		0		0		3.5472142531		3.3148921105		3.8213893739		3.6305346923		3.3323194779		3.6987320162		0		0		0		0		3.5791491555		3.2295815691				14.76		1.37		3.519226581		0.2073193358		8.00				3.51		0.06		1.06		3.73		3.31		0.21		0.20		0.08		0.07

		24.76		0		0		0		0		3.3144780229		3.0891321525		3.6125179591		3.6341155751		3.142032559		3.4362097539		0		0		0		0		3.3751302989		3.260649127				24.76		1.37		3.3580331811		0.1991885741		8.00				3.35		0.06		1.06		3.56		3.16		0.20		0.19		0.07		0.07

		34.76		0		0		0		0		3.0304270925		2.8719566941		3.3597427161		3.4520822316		2.9528767841		3.1341429016		0		0		0		0		3.05513101		3.1283203257				34.76		1.37		3.1230849695		0.1962633923		8.00				3.12		0.06		1.06		3.32		2.93		0.20		0.19		0.07		0.07

		44.76		0		0		0		0		2.8626047983		2.6878256799		3.2521128599		3.3341744219		2.8571470075		2.936232922		0		0		0		0		2.8840622011		2.9599034153				44.76		1.37		2.9717579132		0.215375184		8.00				2.97		0.07		1.07		3.18		2.76		0.22		0.20		0.08		0.07

		54.76		0		0		0		0		2.6589086992		2.5484285189		3.0918751262		3.1294798793		0		2.6424577244		0		0		0		0		2.6551672539		2.7949254136				54.76		1.37		2.7887489451		0.231617064		7.00				2.78		0.08		1.08		3.02		2.56		0.24		0.22		0.09		0.08

		64.76		0		0		0		0		2.3987166633		2.3750101128		2.9247268531		3.022598908		2.6681019692		2.3392805519		0		0		0		0		2.5238218919		2.619413357				64.76		1.37		2.6089587884		0.2544807625		8.00				2.60		0.10		1.10		2.86		2.36		0.26		0.24		0.09		0.08

		74.76		0		0		0		0		2.1750947716		2.0961904237		2.6721214423		2.8611327574		2.0786658404		2.1351420528		0		0		0		0		2.4475214235		2.4564309816				74.76		1.37		2.3652874617		0.2924733328		8.00				2.35		0.12		1.13		2.65		2.08		0.30		0.27		0.11		0.09

		84.76		0		0		0		0		1.9933254907		2.0897424075		2.6253949045		2.6933004982		1.7887535245		1.9373529091		0		0		0		0		2.3320927092		2.2917552982				84.76		1.37		2.2189647177		0.3251976735		8.00				2.20		0.15		1.16		2.54		1.90		0.34		0.30		0.12		0.11

		94.76		0		0		0		0		2.0045248839		1.9582723884		2.4793722528		2.6569083629		1.4570667414		1.7330343331		0		0		0		0		2.1582546042		2.1405155955				94.76		1.37		2.0734936453		0.3837249457		8.00				2.04		0.19		1.21		2.47		1.69		0.43		0.35		0.15		0.13

		104.76		0		0		0		0		1.5973062922		1.7175238665		2.4034543222		2.464866868		1.3957596498		1.5251967925		0		0		0		0		2.0287978089		1.9753506736				104.76		1.37		1.8885320342		0.3988218567		8.00				1.85		0.21		1.23		2.28		1.50		0.43		0.35		0.15		0.12

		114.76		0		0		0		0		1.4864059868		1.5930692393		2.2427407026		2.1864303444		1.1838889627		1.2873693655		0		0		0		0		1.8841150141		1.7964951641				114.76		1.37		1.7075643474		0.3905353622		8.00				1.67		0.23		1.26		2.11		1.32		0.44		0.35		0.16		0.12

		129.76		0		0		0		0		1.2997124906		1.0650856689		2.0319559853		1.9453377648		0.7852864146		1.0230833253		0		0		0		0		1.7842907066		1.6514158572				129.76		1.37		1.4482710267		0.4676956206		8.00				1.38		0.35		1.42		1.95		0.97		0.57		0.40		0.20		0.14

		149.76		0		0		0		0		0.874840995		1.2264236588		1.7985097075		1.6673631882		0.9110531677		0.881532876		0		0		0		0		1.6926033961		1.4235088474				149.76		1.37		1.3094794796		0.3900015839		8.00				1.26		0.31		1.36		1.71		0.92		0.46		0.34		0.16		0.12

		169.76		0		0		0		0		0.9433264735		0.7861144311		1.7858661919		1.4931165306		0.9316511876		1.0689845982		0		0		0		0		1.6215332004		1.37664844				169.76		1.37		1.2509051317		0.3671666477		8.00				1.20		0.30		1.35		1.62		0.89		0.42		0.31		0.15		0.11

		189.76		0		0		0		0		1.1852110169		1.766831836		1.7910496487		1.5183549736		1.1311612557		1.1053692468		0		0		0		0		1.6049056897		1.3226728736				189.76		1.37		1.4281945676		0.2798763857		8.00				1.40		0.20		1.22		1.71		1.15		0.31		0.25		0.11		0.09

		209.76		0		0		0		0		0.9733664884		0.650286352		1.8256984953		1.6128677708		1.0339708417		0.8741661006		0		0		0		0		1.6840032244		1.3595386412				209.76		1.37		1.2517372393		0.4288751769		8.00				1.18		0.37		1.44		1.71		0.82		0.52		0.36		0.18		0.13

		229.76		0		0		0		0		0.8900809616		1.3401129769		1.8957733151		1.6293175371		1.0039742251		0.4957074077		0		0		0		0		1.8425110384		1.2432029639				229.76		1.37		1.2925850532		0.4876562994		8.00				1.20		0.45		1.56		1.87		0.76		0.68		0.43		0.24		0.15

		249.76		0		0		0		0		1.5874854689		1.2417567605		1.8548302434		1.6262205255		0.9256936939		0.029742955		0		0		0		0		1.9552007886		1.2417567605				249.76		1.37		1.3078358995		0.6194633517		8.00				0.89		1.40		4.04		3.60		0.22		2.71		0.67		0.96		0.24
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log concentration (ng/ml)

log S.E.M. (ng/ml)

Eliminating heteroscedasticity by log transformation of plasma data
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log S.E.M. (ng/ml)

Eliminating heteroscedasticity by log transformation of MD ST data



		



SEM +

SEM -

log concentration (ng/ml)

log S.E.M. (ng/ml)

Eliminating heteroscedasticity by log transformation of MD LV data



		



SEM +

SEM -

log concentration (ng/ml)

log S.E.M. (ng/ml)

Eliminating heteroscedasticity by log transformation of MD CM data



				AUC		stdev		AUC (%)

		Plasma		352726.61		42669.88		Average		stdev

		ST		349603.27		217134.73		98.16		58.50

		LV		80904.64		31425.85		22.81		8.12

		CM		101871.23		46054.65		28.68		13.72

		Plasma																										Concentration

		Time		JW03-01 d1		JW03-01 d2		JW03-02 d1		JW03-02 d2		JW03-04 d1		JW03-04 d2		JW03-08 d1		JW03-08 d2		JW03-10 d1		JW03-11 d1		JW03-12 d2				Average		stdev

		0.00		0.00		0.00		0.00		8.93		0.00		0.00		0.00		5.91		49.99		0.00		0.16				5.9082		15.7409655132

		2.17		10386.56		12276.20		10386.56		7950.89		9299.48		10386.56		12176.85		8443.49		9936.99		11444.06		11564.51				10386.558		1706.0232586577

		6.73		15730.92		18303.94		15730.92		10960.94		18879.52		15730.92		13482.35		15903.13		15933.54		15730.92		16653.04				15730.9212857143		2746.6310245966

		10.25		14466.96		14466.96		14948.35		9545.81		15820.03		19330.43		17712.34		13860.52		12529.42		11988.81		14466.96				14466.9645		3178.7066587501

		11.99		12998.09		12149.49		12998.09		12998.09		12998.09		14329.94		12998.09		12998.09		12998.09		12998.09		12514.84				12998.088		1167.7899608076

		15.21		8878.48		7569.56		6576.36		4521.47		8839.96		7569.56		9564.79		7569.56		7653.10		6952.77		7569.56				7569.5605714286		1730.744368376

		29.59		3737.56		3106.67		2639.06		2532.47		3106.67		3988.70		3456.19		3106.67		2956.69		2436.06		3106.67				3106.674		621.6570619779

		59.52		1094.46		787.43		507.45		544.21		923.66		1081.38		787.43		787.43		906.45		454.42		787.43				787.4331428571		277.4410639075

		120.32		148.24		89.82		88.65		39.33		117.34		102.38		58.22		89.82		74.58		89.82		89.82				89.8196309524		36.7629461624

		179.41		40.51		75.51		106.29		58.54		75.51		82.64		109.08		75.51		56.02		75.51		75.51				75.5122777778		28.3464601681

		240.03		169.90		103.47		0.00		91.91		87.99		119.39		76.37		103.47		75.26		103.47		103.47				103.47		51.2293165027

				blue = missing data replaced by average value

		AUC																										based on average values				Average		stdev

		0 - 2.17		11252.10		13299.21		11252.10		8623.14		10074.43		11252.10		13191.58		9153.52		10819.23		12397.73		12528.40				11258.51				11258.51		1542.17

		2.17 - 6.73		59541.63		69715.43		59541.63		43114.46		64241.39		59541.63		58496.86		55504.50		58978.64		61952.48		64329.31				59541.63				59541.63		6647.46

		6.73 - 10.25		53237.25		57773.35		54085.92		36152.29		61173.44		61811.29		54994.57		52471.72		50178.67		48868.40		54862.90				53237.25				53237.25		6960.23

		10.25 - 11.99		23850.73		23113.80		24268.77		19577.18		25025.73		29230.76		26669.02		23324.09		22168.16		21698.69		23431.08				23850.73				23850.73		2552.74

		11.99 - 15.21		35228.22		31753.93		31521.08		28212.04		35166.19		35265.14		36333.39		33120.44		33254.96		32127.21		32342.26				33120.44				33120.44		2316.86

		15.21 - 29.59		90685.28		76741.79		66241.35		50704.32		85873.56		83081.88		93596.01		76741.79		76264.15		67487.78		76741.79				76741.79				76741.79		12149.67

		29.59 - 59.52		72319.22		58281.80		47092.74		46047.60		60320.68		75882.17		63512.88		58281.80		57818.36		43260.79		58281.80				58281.80				58281.80		10193.43

		59.52 - 120.32		37781.24		26670.57		18122.67		17741.19		31648.79		35988.91		25709.90		26670.57		29825.74		16546.15		26670.57				26670.57				26670.57		7079.86

		120.32 - 179.41		5576.64		4884.74		5759.26		2891.66		5697.71		5466.39		4942.80		4884.74		3858.70		4884.74		4884.74				4884.74				4884.74		852.72

		179.41 - 240.03		6376.62		5424.21		3221.09		4559.50		4955.03		6122.84		5620.09		5424.21		3978.56		5424.21		5424.21				5424.21				5139.14		919.30

		Total		395848.94		367658.83		321106.60		257623.38		384176.96		403643.13		383067.11		345577.38		347145.17		314648.19		359497.06				353011.68				352726.61		42669.88

		ST																																Average concentration (ng/ml)

		Time		JW03-01 d1 ST		JW03-01 d2 ST		JW03-02 d1 ST		JW03-02 d2 ST		JW03-06 d1 ST		JW03-06 d2 ST		JW03-09 d1 ST		JW03-09 d2 ST		JW03-10 d1 ST		JW03-10 d2 ST												Average		stdev

		0.00		0.01		0.01		0.01		120.83		6.15		0.01		0.01		15.66		16.88		0.01												17.75		35.96

		4.43		5514.10		9803.30		1198.28		616.33		5508.21		1291.17		897.15		2230.21		6959.17		6563.10												3662.98		3102.37

		14.43		13863.84		22048.73		2098.07		2007.79		12810.77		13128.93		3350.75		6428.16		17600.82		14445.56												9766.09		6735.04

		24.43		9795.23		17762.81		1698.48		1816.40		10126.61		11809.99		2951.87		3710.98		13778.57		12715.86												7913.32		5437.37

		34.43		7179.13		9127.49		1041.13		1294.88		5267.62		8238.43		2322.35		1995.41		5626.90		8536.57												4681.92		3041.91

		44.43		3760.26		4463.40		416.42		560.12		3026.53		3481.24		1606.36		1481.05		3738.54		3351.70												2361.02		1419.55

		54.43		1964.98		2402.23		301.14		286.66		1715.34		2302.97		1072.69		603.10		1951.38		2663.41												1404.68		868.78

		64.43		1439.15		1661.07		165.69		227.33		1153.47		1593.25		728.90		369.12		1337.57		1760.87												957.62		601.91

		74.43		1011.36		1182.60		104.12		148.49		753.32		917.33		497.81		216.07		826.24		1094.74												616.28		393.67

		84.43		530.99		669.82		72.08		94.91		509.14		624.98		330.20		237.26		525.24		338.47												360.21		208.83

		94.43		360.14		534.01		55.91		55.55		334.37		386.20		207.58		151.17		349.94		228.62												228.62		165.34

		104.43		224.21		366.35		164.31		57.63		205.81		254.63		127.24		93.08		235.99		150.49												164.31		103.99

		114.43		109.10		311.55		43.75		36.52		135.35		175.28		87.73		64.37		164.07		107.36												109.10		85.35

		129.43		126.77		208.63		43.34		37.60		84.78		111.57		131.42		38.01		105.11		87.42												85.62		55.50

		149.43		61.63		168.50		20.26		23.34		42.03		55.82		22.13		17.50		54.86		80.04												47.88		43.90

		169.43		45.75		166.91		13.18		23.80		34.43		53.87		17.08		45.02		43.38		77.35												45.34		43.27

		189.43		40.59		145.81		3.24		29.54		37.30		62.65		17.11		17.74		58.83		80.03												43.63		39.63

		209.43		36.71		147.88		10.47		41.36		39.41		76.31		44.92		16.39		70.67		83.78												50.18		39.65

		229.43		44.24		118.23		0.16		26.40		45.60		80.87		33.64		19.26		71.24		71.65												47.11		33.90

		249.43		23.16		92.28		3.12		5.74		6.52		79.25		37.86		24.04		37.86		64.52												37.86		33.60

				blue = missing data replaced by average value

		AUC																																Average		stdev

		0 - 5		12203.79		21696.64		2652.05		1631.47		12204.35		2857.62		1985.58		4970.54		15439.37		14525.44												9016.69		7082.76

		5 - 15		96889.69		159260.18		16481.73		13120.59		91594.91		72100.47		21239.51		43291.83		122799.99		105043.29												74182.22		49657.19

		15 - 25		118295.34		199057.71		18982.73		19120.94		114686.91		124694.58		31513.14		50695.68		156897.00		135807.08												96975.11		62917.21

		25 - 35		84871.79		134451.52		13698.06		15556.41		76971.13		100242.10		26371.14		28531.93		97027.40		106262.12												68398.36		43608.37

		35 - 45		54696.93		67954.48		7287.75		9275.00		41470.73		58598.35		19643.57		17382.31		46827.24		59441.34												38257.77		22803.02

		45 - 55		28626.19		34328.17		3587.79		4233.90		23709.34		28921.04		13395.26		10420.79		28449.62		30075.56												20574.77		11527.63

		55 - 65		17020.64		20316.52		2334.14		2569.97		14344.05		19481.06		9007.98		4861.09		16444.78		22121.40												12850.16		7550.38

		65 - 75		12252.55		14218.34		1349.05		1879.10		9533.98		12552.88		6133.56		2925.93		10819.09		14278.05												8594.25		5105.48

		75 - 85		7711.76		9262.07		881.01		1217.00		6312.30		7711.54		4140.04		2266.67		6757.42		7166.04												5342.58		2994.21

		85 - 95		4455.63		6019.13		639.97		752.34		4217.55		5055.89		2688.87		1942.15		4375.88		2835.43												3298.28		1819.98

		95 - 105		2921.76		4501.81		1101.12		565.90		2700.89		3204.16		1674.07		1221.25		2929.63		1895.57												2271.61		1190.92

		105 - 115		1666.58		3389.52		1040.31		470.74		1705.76		2149.55		1074.82		787.27		2000.29		1289.25												1557.41		835.56

		115 - 130		1769.07		3901.37		653.15		555.89		1650.97		2151.40		1643.60		767.87		2018.84		1460.82												1657.30		970.37

		130 - 150		1884.00		3771.34		635.97		609.36		1268.12		1673.94		1535.45		555.13		1599.67		1674.61												1520.76		934.55

		150 - 170		1073.80		3354.13		334.46		471.37		764.57		1096.86		392.01		625.24		982.32		1573.88												1066.86		890.04

		170 - 190		863.45		3127.22		164.28		533.33		717.24		1165.15		341.86		627.66		1022.08		1573.80												1013.61		847.66

		190 - 210		773.01		2936.91		137.16		708.92		767.06		1389.56		620.25		341.28		1294.99		1638.18												1060.73		807.87

		210 - 230		809.48		2661.09		106.30		677.56		850.07		1571.72		785.53		356.41		1419.09		1554.33												1079.16		739.97

		230 - 250		674.03		2105.05		32.77		321.40		521.19		1601.16		715.02		432.94		1091.06		1361.70												885.63		643.36

		total		449459.48		696313.19		72099.80		74271.20		405991.11		448219.04		144901.27		173003.97		520195.74		511577.89												349603.27		217134.73

		LV																																Average concentration (ng/ml)

		Time		JW03-01 d1 LV		JW03-01 d2 LV		JW03-02 d1 LV		JW03-02 d2 LV		JW03-04 d1 LV		JW03-04 d2 LV		JW03-08 d1 LV		JW03-08 d2 LV		JW03-09 d1 LV		JW03-09 d2 LV		JW03-10 d1 LV		JW03-10 d2 LV		JW03-11 d1 LV		JW03-12 d2 LV				Average		stdev

		0.00		0.01		0.01		33.47		0.01		0.83		10.70		10.17		0.01		0.01		19.73		29.62		0.01		0.01		0.01				6.97		11.57

		5.05		2010.84		2301.43		311.66		525.91		2731.26		896.47		462.94		893.28		299.22		860.93		1005.55		949.80		2933.51		376.71				1125.63		909.51

		15.05		3057.42		4045.65		753.75		1477.05		4118.11		1884.77		1391.12		1838.43		1191.44		1944.15		2686.11		1898.79		3148.51		2292.81				2181.18		1038.45

		25.05		1911.64		2375.14		432.12		984.40		2369.61		1068.17		720.34		1715.27		1125.59		1452.46		1848.83		1547.83		1656.26		2122.71				1480.20		597.89

		35.05		997.01		1618.05		296.83		543.55		1372.70		676.23		936.59		909.99		792.45		883.04		1159.29		765.47		806.58		1615.60				936.59		386.22

		45.05		758.62		1201.72		220.87		358.59		928.97		475.91		650.21		611.85		592.89		679.99		838.19		503.76		498.87		942.32				650.21		261.59

		55.05		527.40		839.96		177.99		181.51		578.80		358.87		416.67		387.71		416.67		422.63		585.57		187.27		297.90		533.34				416.67		193.50

		65.05		461.60		586.84		114.02		141.14		394.43		240.18		518.76		246.61		300.82		278.42		407.87		121.99		213.71		345.47				307.65		143.21

		75.05		387.76		430.73		29.74		115.40		298.74		152.86		185.79		164.03		188.74		179.42		290.03		73.27		130.83		244.65				203.39		110.15

		85.05		214.18		256.60		34.01		156.11		182.95		141.70		110.82		121.41		143.26		113.47		200.64		97.78		93.03		169.00				143.26		57.76

		95.05		95.03		211.82		16.21		79.94		129.19		112.55		72.79		94.88		99.04		78.92		140.20		46.21		61.39		114.58				95.03		47.03

		105.05		80.47		119.47		2.67		71.94		94.76		125.17		53.75		71.40		69.12		51.82		99.05		31.24		42.70		82.57				71.20		32.27

		115.05		127.04		66.33		11.12		13.72		77.86		108.70		33.96		58.83		51.23		37.77		75.99		23.35		31.59		57.80				53.48		33.67

		130.05		41.99		87.64		45.78		68.44		56.17		108.17		30.72		43.99		55.48		25.47		43.04		21.87		25.78		46.18				53.54		27.12

		150.05		78.52		53.51		30.49		80.38		46.67		88.76		13.11		35.07		21.01		15.73		27.29		42.16		22.48		23.56				42.16		25.37

		170.05		32.59		20.70		38.38		52.00		59.91		148.42		3.68		33.45		18.09		13.82		17.28		22.14		19.25		25.23				36.91		34.51

		190.05		23.48		6.38		26.68		48.76		47.06		94.00		3.28		30.02		20.82		16.96		24.12		23.51		21.95		27.80				30.73		21.90

		210.05		4.87		44.39		7.01		78.91		49.18		91.15		3.44		29.08		24.39		17.02		26.68		33.22		24.17		24.20				33.22		26.04

		230.05		71.91		33.61		19.46		42.96		44.83		66.47		7.03		29.61		26.15		17.87		25.86		34.90		40.50		22.46				34.90		18.05

		250.05		69.09		5.04		46.69		33.77		47.39		65.04		4.18		26.70		28.97		21.75		26.43		33.77		39.39		21.68				33.77		19.86

				blue = missing data replaced by average value

		AUC																																Average		stdev

		0 - 5		5076.85		5810.51		871.35		1327.80		6897.77		2290.36		1194.48		2255.30		755.48		2223.43		2613.51		2398.00		7406.32		951.12				3005.16		2300.77

		5 - 15		25341.31		31735.41		5327.04		10014.79		34246.85		13906.18		9270.30		13658.56		7453.29		14025.44		18458.31		14242.92		30410.09		13347.62				17245.58		9412.52

		15 - 25		24845.28		32103.93		5929.32		12307.25		32438.61		14764.67		10557.28		17768.51		11585.15		16983.06		22674.71		17233.07		24023.85		22077.60				18949.45		7860.29

		25 - 35		14543.24		19965.97		3644.72		7639.78		18711.58		8721.97		8284.64		13126.28		9590.23		11677.49		15040.58		11566.51		12314.19		18691.55				12394.19		4703.96

		35 - 45		8778.13		14098.85		2588.46		4510.71		11508.39		5760.67		7933.96		7609.20		6926.71		7815.16		9987.39		6346.17		6527.22		12789.62				8084.33		3157.69

		45 - 55		6430.09		10208.36		1994.30		2700.49		7538.89		4173.88		5334.41		4997.83		5047.82		5513.12		7118.82		3455.15		3983.86		7378.29				5419.66		2185.60

		55 - 65		4945.01		7134.01		1460.08		1613.23		4866.18		2995.25		4677.17		3171.61		3587.48		3505.27		4967.22		1546.28		2558.05		4394.02				3672.92		1614.25

		65 - 75		4246.78		5087.89		718.80		1282.70		3465.85		1965.21		3522.75		2053.17		2447.81		2289.23		3489.50		976.26		1722.69		2950.58				2587.09		1268.45

		75 - 85		3009.66		3436.66		318.73		1357.58		2408.43		1472.82		1483.05		1427.17		1659.99		1464.49		2453.34		855.25		1119.32		2068.25				1752.48		841.42

		85 - 95		1546.05		2342.07		251.09		1180.24		1560.68		1271.29		918.03		1081.46		1211.48		961.96		1704.17		719.98		772.14		1417.92				1209.90		505.68

		95 - 105		877.54		1656.42		94.42		759.40		1119.71		1188.62		632.70		831.40		840.80		653.67		1196.21		387.24		520.45		985.76				838.88		388.60

		105 - 115		1037.59		929.00		68.96		428.33		863.08		1169.37		438.57		651.12		601.75		447.92		875.18		272.94		371.42		701.86				632.65		314.62

		115 - 130		1267.76		1154.75		426.74		616.20		1005.26		1626.53		485.07		771.13		800.30		474.27		892.71		339.17		430.27		779.87				790.72		372.72

		130 - 150		1205.07		1411.45		762.73		1488.15		1028.47		1969.28		438.23		790.55		764.89		411.98		703.28		640.32		482.60		697.40				913.88		454.01

		150 - 170		1111.09		742.07		688.68		1323.79		1065.79		2371.85		167.89		685.16		391.01		295.51		445.67		642.96		417.26		487.89				774.04		564.83

		170 - 190		560.73		270.73		650.58		1007.61		1069.71		2424.25		69.64		634.71		389.15		307.86		413.93		456.44		411.98		530.30				656.97		574.42

		190 - 210		283.49		507.67		336.95		1276.67		962.45		1851.54		67.19		591.03		452.14		339.88		507.97		567.30		461.24		520.01				623.25		458.64

		210 - 230		767.78		779.97		264.76		1218.69		940.12		1576.20		104.71		586.91		505.42		348.90		525.40		681.26		646.76		466.63				672.39		382.36

		230 - 250		1409.96		386.51		661.55		767.27		922.19		1315.07		112.15		563.11		551.26		396.21		522.85		686.70		798.88		441.36				681.08		352.79

		total		107283.41		139762.24		27059.27		52820.68		132620.01		72814.98		55692.24		73254.21		55562.15		70134.84		94590.75		64013.93		95378.58		91677.66				80904.64		31425.85

		CM																																Average concentration (ng/ml)

		Time		JW03-04 d1 CM		JW03-04 d2 CM		JW03-06 d1 CM		JW03-06 d2 CM		JW03-08 d1 CM		JW03-08 d2 CM		JW03-11 d1 CM		JW03-12 d2 CM																Average		stdev

		0.00		0.01		0.01		0.01		0.01		13.65		4.68		0.01		0.01																2.78		5.20

		4.76		1804.73		875.65		2403.73		348.18		801.95		1838.00		1444.88		192.08																1039.64		752.21

		14.76		2956.35		1731.55		5558.17		3581.60		1802.44		4190.58		3181.94		1422.73																2555.46		1491.76

		24.76		1729.90		1029.61		3436.06		3611.25		1162.99		2289.56		1989.17		1528.24																1808.07		1017.66

		34.76		899.43		624.45		1919.93		2374.79		752.35		1142.05		952.08		1126.84																1079.69		627.50

		44.76		611.15		408.67		1498.49		1810.16		603.52		724.06		642.10		764.62																806.07		491.29

		54.76		382.34		296.46		1036.14		1129.85		498.33		368.13		379.06		522.96																498.33		333.48

		64.76		210.02		198.86		705.13		883.37		390.52		183.16		280.13		349.10																339.94		248.67

		74.76		125.50		104.65		394.15		609.08		100.51		114.47		235.00		239.87																203.79		168.25

		84.76		82.58		103.11		353.95		413.85		51.56		72.59		180.15		164.17																147.61		127.05

		94.76		84.74		76.18		252.88		380.58		24.02		45.35		120.72		115.89																112.45		110.56

		104.76		33.18		43.76		212.32		244.57		20.86		28.10		89.61		79.23																77.20		78.98

		114.76		25.70		32.86		146.65		128.82		12.81		16.25		64.22		52.49																50.35		46.63

		129.76		16.72		9.74		90.26		73.94		5.11		8.84		51.03		37.58																37.60		34.85

		149.76		6.29		14.12		52.73		38.99		6.83		6.38		41.32		22.24																22.35		17.53

		169.76		7.36		5.12		51.22		26.10		7.16		9.83		35.08		19.96																19.22		15.44

		189.76		12.85		49.02		51.83		27.66		11.34		10.69		33.76		17.63																24.35		15.91

		209.76		7.89		3.75		56.14		34.39		9.07		6.28		40.51		19.19																20.93		17.20

		229.76		6.51		18.35		65.97		35.72		8.46		2.63		58.35		14.68																25.27		20.98

		249.76		32.44		14.63		60.03		35.46		7.07		0.90		75.64		14.63																27.16		22.88

				blue = missing data replaced by average value

		AUC																																Average		stdev

		0 - 5		4293.77		2083.35		5718.89		828.40		1940.44		4384.06		3437.64		457.01																2892.95		1860.38

		5 - 15		23805.40		13036.01		39809.48		19648.90		13021.96		30142.93		23134.09		8074.07																21334.11		10315.73

		15 - 25		23431.26		13805.81		44971.12		35964.26		14827.15		32400.71		25855.55		14754.87																25751.34		11378.35

		25 - 35		13146.66		8270.33		26779.92		29930.19		9576.68		17158.05		14706.26		13275.40																16605.44		7809.44

		35 - 45		7552.92		5165.59		17092.11		20924.73		6779.33		9330.56		7970.91		9457.30																10534.18		5502.69

		45 - 55		4967.45		3525.64		12673.16		14700.06		5509.25		5460.95		5105.82		6437.90																7297.53		4061.40

		55 - 65		2961.80		2476.63		8706.34		10066.10		4444.27		2756.43		3295.97		4360.32																4883.48		2890.15

		65 - 75		1677.59		1517.55		5496.41		7462.24		2455.15		1488.12		2575.65		2944.87																3202.20		2155.68

		75 - 85		1040.38		1038.77		3740.49		5114.65		760.34		935.31		2075.74		2020.20																2090.74		1566.88

		85 - 95		836.57		896.41		3034.13		3972.17		377.90		589.72		1504.38		1400.32																1576.45		1271.70

		95 - 105		589.57		599.67		2326.01		3125.79		224.41		367.26		1051.66		975.62																1157.50		1029.06

		105 - 115		294.39		383.07		1794.87		1866.95		168.33		221.77		769.12		658.58																769.64		687.08

		115 - 130		318.16		319.48		1776.83		1520.68		134.41		188.22		864.37		675.49																724.70		624.30

		130 - 150		230.07		238.66		1429.90		1129.26		119.48		152.27		923.49		598.16																602.66		503.16

		150 - 170		136.46		192.49		1039.46		650.87		139.97		162.13		764.00		421.97																438.42		344.28

		170 - 190		202.05		541.45		1030.48		537.64		185.07		205.18		688.45		375.90																470.78		293.62

		190 - 210		207.33		527.68		1079.67		620.51		204.10		169.65		742.72		368.19																489.98		318.29

		210 - 230		143.98		220.99		1221.01		701.04		175.31		89.02		988.60		338.71																484.83		431.30

		230 - 250		389.47		329.83		1259.96		711.78		155.30		35.24		1339.90		293.12																564.32		494.76

		total		86225.27		55169.40		180980.24		159476.22		61198.85		106237.56		97794.32		67888.01																101871.23		46054.65

		Brain/plasma AUC ratio

				JW03-01 d1		JW03-01 d2		JW03-02 d1		JW03-02 d2		JW03-04 d1		JW03-04 d2		JW03-06 d1		JW03-06 d2		JW03-08 d1		JW03-08 d2		JW03-09 d1		JW03-09 d2		JW03-10 d1		JW03-10 d2		JW03-11 d1		JW03-12 d2

		AUC Plasma		395848.94		367210.87		321106.60		257623.38		384176.96		403643.13		352726.61		352726.61		383067.11		345129.42		352726.61		352726.61		347145.17		352726.61		314200.23		359049.10

				JW03-01 d1 ST		JW03-01 d2 ST		JW03-02 d1 ST		JW03-02 d2 ST						JW03-06 d1 ST		JW03-06 d2 ST						JW03-09 d1 ST		JW03-09 d2 ST		JW03-10 d1 ST		JW03-10 d2 ST																						geomean		geomean

		AUC ST		449459.48		696313.19		72099.80		74271.20						405991.11		448219.04						144901.27		173003.97		520195.74		511577.89								Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		ratio (%)		1.14		1.90		0.22		0.29						1.15		1.27						0.41		0.49		1.50		1.45								0.98		0.59		10				0.79		0.77		2.15		1.69		0.36		0.91		0.42		0.29		0.13

				JW03-01 d1 LV		JW03-01 d2 LV		JW03-02 d1 LV		JW03-02 d2 LV		JW03-04 d1 LV		JW03-04 d2 LV						JW03-08 d1 LV		JW03-08 d2 LV		JW03-09 d1 LV		JW03-09 d2 LV		JW03-10 d1 LV		JW03-10 d2 LV		JW03-11 d1 LV		JW03-12 d2 LV

		AUC LV		107283.41		139762.24		27059.27		52820.68		132620.01		72814.98						55692.24		73254.21		55562.15		70134.84		94590.75		64013.93		95378.58		91677.66				Average		stdev

		ratio (%)		0.27		0.38		0.08		0.21		0.35		0.18						0.15		0.21		0.16		0.20		0.27		0.18		0.30		0.26				0.23		0.08		14				0.21		0.39		1.48		0.32		0.14		0.10		0.07		0.03		0.02

												JW03-04 d1 CM		JW03-04 d2 CM		JW03-06 d1 CM		JW03-06 d2 CM		JW03-08 d1 CM		JW03-08 d2 CM										JW03-11 d1 CM		JW03-12 d2 CM

		AUC CM										86225.27		55169.40		180980.24		159476.22		61198.85		106237.56										97794.32		67888.01				Average		stdev

		ratio (%)										0.22		0.14		0.51		0.45		0.16		0.31										0.31		0.19				0.29		0.14		8				0.26		0.48		1.61		0.42		0.16		0.16		0.10		0.06		0.03





		352563.719118126		349603.26864361		80904.6391727869		101871.234723063		42695.1694096787		42695.1694096787		217134.72610842		217134.72610842		31425.8518526752		31425.8518526752		46054.6482921457		46054.6482921457



Plasma

ST

LV

CM

AUC (ng/ml*min)

Acetaminophen AUC 
(corrected for in vivo recovery)



		98.1855034738		22.8116276944		28.6835605249		58.5087046254		58.5087046254		8.1238018457		8.1238018457		13.7253029195		13.7253029195



ST

LV

CM

AUC ratio (%)

Acetaminophen brain/plasma AUC ratio (corrected for in vivo recovery)



		98.1855034738		22.8116276944		28.6835605249		58.5087046254		58.5087046254		8.1238018457		8.1238018457		13.7253029195		13.7253029195



ST

LV

CM

AUC ratio (%)

Acetaminophen brain/plasma AUC ratio (corrected for in vivo recovery)



				AUC		stdev		AUC (%)

		Plasma		286766.74		34690.61		Average		stdev

		ST		349603.27		217134.73		120.71		71.91

		LV		80904.64		31425.85		28.04		9.98

		CM		101871.23		46054.65		35.26		16.87

		Plasma unbound																										Concentration

		Time		JW03-01 d1		JW03-01 d2		JW03-02 d1		JW03-02 d2		JW03-04 d1		JW03-04 d2		JW03-08 d1		JW03-08 d2		JW03-10 d1		JW03-11 d1		JW03-12 d2				Average		stdev

		0.00		0.00		0.00		0.00		7.26		0.00		0.00		0.00		4.80		40.64		0.00		0.13				4.8090576		15.7409655132

		2.17		8444.27		9980.55		8444.27		6464.07		7560.47		8444.27		9899.78		6864.56		8078.77		9304.02		9401.95				8444.271654		1706.0232586577

		6.73		12789.24		14881.10		12789.24		8911.24		15349.05		12789.24		10961.15		12929.24		12953.97		12789.24		13538.92				12789.2390052857		2746.6310245966

		10.25		11761.64		11761.64		12153.01		7760.74		12861.68		15715.64		14400.13		11268.60		10186.42		9746.90		11761.64				11761.6421385		3178.7066587501

		11.99		10567.45		9877.53		10567.45		10567.45		10567.45		11650.24		10567.45		10567.45		10567.45		10567.45		10174.57				10567.445544		1167.7899608076

		15.21		7218.21		6154.05		5346.58		3675.95		7186.89		6154.05		7776.17		6154.05		6221.97		5652.60		6154.05				6154.0527445714		1730.744368376

		29.59		3038.63		2525.73		2145.56		2058.89		2525.73		3242.81		2809.88		2525.73		2403.79		1980.51		2525.73				2525.725962		621.6570619779

		59.52		889.80		640.18		412.55		442.44		750.94		879.16		640.18		640.18		736.95		369.44		640.18				640.1831451429		277.4410639075

		120.32		120.52		73.02		72.07		31.98		95.39		83.23		47.33		73.02		60.63		73.02		73.02				73.0233599643		36.7629461624

		179.41		32.93		61.39		86.41		47.59		61.39		67.19		88.68		61.39		45.55		61.39		61.39				61.3914818333		28.3464601681

		240.03		138.13		84.12		0.00		74.72		71.53		97.06		62.09		84.12		61.18		84.12		84.12				84.1196195		51.2293165027

				blue = missing data replaced by average value

		AUC																										based on average values				Average		stdev

		0 - 2.17		9147.96		10812.26		9147.96		7010.61		8190.51		9147.96		10724.76		7441.81		8796.04		10079.35		10185.59				9153.17				9153.16		1253.79

		2.17 - 6.73		48407.35		56678.65		48407.35		35052.06		52228.25		48407.35		47557.95		45125.16		47949.64		50367.37		52299.73				48407.35				48407.35		5404.38

		6.73 - 10.25		43281.89		46969.73		43971.85		29391.81		49734.01		50252.58		44710.59		42659.51		40795.26		39730.01		44603.54				43281.89				43281.89		5658.67

		10.25 - 11.99		19390.64		18791.52		19730.51		15916.25		20345.92		23764.61		21681.92		18962.49		18022.71		17641.04		19049.46				19390.64				19390.64		2075.38

		11.99 - 15.21		28640.55		25815.94		25626.64		22936.39		28590.12		28670.56		29539.05		26926.92		27036.28		26119.43		26294.26				26926.92				26926.92		1883.61

		15.21 - 29.59		73727.13		62391.08		53854.21		41222.61		69815.20		67545.57		76093.55		62391.08		62002.75		54867.57		62391.08				62391.08				62391.08		9877.68

		29.59 - 59.52		58795.52		47383.11		38286.39		37436.70		49040.71		61692.20		51635.97		47383.11		47006.33		35171.02		47383.11				47383.11				47383.11		8287.26

		59.52 - 120.32		30716.15		21683.18		14733.73		14423.59		25730.46		29258.98		20902.15		21683.18		24248.33		13452.02		21683.18				21683.18				21683.18		5755.92

		120.32 - 179.41		4533.81		3971.29		4682.28		2350.92		4632.24		4444.18		4018.49		3971.29		3137.12		3971.29		3971.29				3971.29				3971.29		693.26

		179.41 - 240.03		5184.19		4409.88		2618.75		3706.87		4028.44		4977.87		4569.14		4409.88		3234.57		4409.88		4409.88				4409.88				4178.12		747.39

		Total		321825.19		298906.63		261059.67		209447.80		312335.86		328161.86		311433.56		280954.41		282229.03		255808.98		292271.11				286998.50				286766.74		34690.61

		ST																																Average concentration (ng/ml)

		Time		JW03-01 d1 ST		JW03-01 d2 ST		JW03-02 d1 ST		JW03-02 d2 ST		JW03-06 d1 ST		JW03-06 d2 ST		JW03-09 d1 ST		JW03-09 d2 ST		JW03-10 d1 ST		JW03-10 d2 ST												Average		stdev

		0.00		0.01		0.01		0.01		120.83		6.15		0.01		0.01		15.66		16.88		0.01												17.75		35.96

		4.43		5514.10		9803.30		1198.28		616.33		5508.21		1291.17		897.15		2230.21		6959.17		6563.10												3662.98		3102.37

		14.43		13863.84		22048.73		2098.07		2007.79		12810.77		13128.93		3350.75		6428.16		17600.82		14445.56												9766.09		6735.04

		24.43		9795.23		17762.81		1698.48		1816.40		10126.61		11809.99		2951.87		3710.98		13778.57		12715.86												7913.32		5437.37

		34.43		7179.13		9127.49		1041.13		1294.88		5267.62		8238.43		2322.35		1995.41		5626.90		8536.57												4681.92		3041.91

		44.43		3760.26		4463.40		416.42		560.12		3026.53		3481.24		1606.36		1481.05		3738.54		3351.70												2361.02		1419.55

		54.43		1964.98		2402.23		301.14		286.66		1715.34		2302.97		1072.69		603.10		1951.38		2663.41												1404.68		868.78

		64.43		1439.15		1661.07		165.69		227.33		1153.47		1593.25		728.90		369.12		1337.57		1760.87												957.62		601.91

		74.43		1011.36		1182.60		104.12		148.49		753.32		917.33		497.81		216.07		826.24		1094.74												616.28		393.67

		84.43		530.99		669.82		72.08		94.91		509.14		624.98		330.20		237.26		525.24		338.47												360.21		208.83

		94.43		360.14		534.01		55.91		55.55		334.37		386.20		207.58		151.17		349.94		228.62												228.62		165.34

		104.43		224.21		366.35		164.31		57.63		205.81		254.63		127.24		93.08		235.99		150.49												164.31		103.99

		114.43		109.10		311.55		43.75		36.52		135.35		175.28		87.73		64.37		164.07		107.36												109.10		85.35

		129.43		126.77		208.63		43.34		37.60		84.78		111.57		131.42		38.01		105.11		87.42												85.62		55.50

		149.43		61.63		168.50		20.26		23.34		42.03		55.82		22.13		17.50		54.86		80.04												47.88		43.90

		169.43		45.75		166.91		13.18		23.80		34.43		53.87		17.08		45.02		43.38		77.35												45.34		43.27

		189.43		40.59		145.81		3.24		29.54		37.30		62.65		17.11		17.74		58.83		80.03												43.63		39.63

		209.43		36.71		147.88		10.47		41.36		39.41		76.31		44.92		16.39		70.67		83.78												50.18		39.65

		229.43		44.24		118.23		0.16		26.40		45.60		80.87		33.64		19.26		71.24		71.65												47.11		33.90

		249.43		23.16		92.28		3.12		5.74		6.52		79.25		37.86		24.04		37.86		64.52												37.86		33.60

				blue = missing data replaced by average value

		AUC																																Average		stdev

		0 - 5		12203.79		21696.64		2652.05		1631.47		12204.35		2857.62		1985.58		4970.54		15439.37		14525.44												9016.69		7082.76

		5 - 15		96889.69		159260.18		16481.73		13120.59		91594.91		72100.47		21239.51		43291.83		122799.99		105043.29												74182.22		49657.19

		15 - 25		118295.34		199057.71		18982.73		19120.94		114686.91		124694.58		31513.14		50695.68		156897.00		135807.08												96975.11		62917.21

		25 - 35		84871.79		134451.52		13698.06		15556.41		76971.13		100242.10		26371.14		28531.93		97027.40		106262.12												68398.36		43608.37

		35 - 45		54696.93		67954.48		7287.75		9275.00		41470.73		58598.35		19643.57		17382.31		46827.24		59441.34												38257.77		22803.02

		45 - 55		28626.19		34328.17		3587.79		4233.90		23709.34		28921.04		13395.26		10420.79		28449.62		30075.56												20574.77		11527.63

		55 - 65		17020.64		20316.52		2334.14		2569.97		14344.05		19481.06		9007.98		4861.09		16444.78		22121.40												12850.16		7550.38

		65 - 75		12252.55		14218.34		1349.05		1879.10		9533.98		12552.88		6133.56		2925.93		10819.09		14278.05												8594.25		5105.48

		75 - 85		7711.76		9262.07		881.01		1217.00		6312.30		7711.54		4140.04		2266.67		6757.42		7166.04												5342.58		2994.21

		85 - 95		4455.63		6019.13		639.97		752.34		4217.55		5055.89		2688.87		1942.15		4375.88		2835.43												3298.28		1819.98

		95 - 105		2921.76		4501.81		1101.12		565.90		2700.89		3204.16		1674.07		1221.25		2929.63		1895.57												2271.61		1190.92

		105 - 115		1666.58		3389.52		1040.31		470.74		1705.76		2149.55		1074.82		787.27		2000.29		1289.25												1557.41		835.56

		115 - 130		1769.07		3901.37		653.15		555.89		1650.97		2151.40		1643.60		767.87		2018.84		1460.82												1657.30		970.37

		130 - 150		1884.00		3771.34		635.97		609.36		1268.12		1673.94		1535.45		555.13		1599.67		1674.61												1520.76		934.55

		150 - 170		1073.80		3354.13		334.46		471.37		764.57		1096.86		392.01		625.24		982.32		1573.88												1066.86		890.04

		170 - 190		863.45		3127.22		164.28		533.33		717.24		1165.15		341.86		627.66		1022.08		1573.80												1013.61		847.66

		190 - 210		773.01		2936.91		137.16		708.92		767.06		1389.56		620.25		341.28		1294.99		1638.18												1060.73		807.87

		210 - 230		809.48		2661.09		106.30		677.56		850.07		1571.72		785.53		356.41		1419.09		1554.33												1079.16		739.97

		230 - 250		674.03		2105.05		32.77		321.40		521.19		1601.16		715.02		432.94		1091.06		1361.70												885.63		643.36

		total		449459.48		696313.19		72099.80		74271.20		405991.11		448219.04		144901.27		173003.97		520195.74		511577.89												349603.27		217134.73

		LV																																Average concentration (ng/ml)

		Time		JW03-01 d1 LV		JW03-01 d2 LV		JW03-02 d1 LV		JW03-02 d2 LV		JW03-04 d1 LV		JW03-04 d2 LV		JW03-08 d1 LV		JW03-08 d2 LV		JW03-09 d1 LV		JW03-09 d2 LV		JW03-10 d1 LV		JW03-10 d2 LV		JW03-11 d1 LV		JW03-12 d2 LV				Average		stdev

		0.00		0.01		0.01		33.47		0.01		0.83		10.70		10.17		0.01		0.01		19.73		29.62		0.01		0.01		0.01				6.97		11.57

		5.05		2010.84		2301.43		311.66		525.91		2731.26		896.47		462.94		893.28		299.22		860.93		1005.55		949.80		2933.51		376.71				1125.63		909.51

		15.05		3057.42		4045.65		753.75		1477.05		4118.11		1884.77		1391.12		1838.43		1191.44		1944.15		2686.11		1898.79		3148.51		2292.81				2181.18		1038.45

		25.05		1911.64		2375.14		432.12		984.40		2369.61		1068.17		720.34		1715.27		1125.59		1452.46		1848.83		1547.83		1656.26		2122.71				1480.20		597.89

		35.05		997.01		1618.05		296.83		543.55		1372.70		676.23		936.59		909.99		792.45		883.04		1159.29		765.47		806.58		1615.60				936.59		386.22

		45.05		758.62		1201.72		220.87		358.59		928.97		475.91		650.21		611.85		592.89		679.99		838.19		503.76		498.87		942.32				650.21		261.59

		55.05		527.40		839.96		177.99		181.51		578.80		358.87		416.67		387.71		416.67		422.63		585.57		187.27		297.90		533.34				416.67		193.50

		65.05		461.60		586.84		114.02		141.14		394.43		240.18		518.76		246.61		300.82		278.42		407.87		121.99		213.71		345.47				307.65		143.21

		75.05		387.76		430.73		29.74		115.40		298.74		152.86		185.79		164.03		188.74		179.42		290.03		73.27		130.83		244.65				203.39		110.15

		85.05		214.18		256.60		34.01		156.11		182.95		141.70		110.82		121.41		143.26		113.47		200.64		97.78		93.03		169.00				143.26		57.76

		95.05		95.03		211.82		16.21		79.94		129.19		112.55		72.79		94.88		99.04		78.92		140.20		46.21		61.39		114.58				95.03		47.03

		105.05		80.47		119.47		2.67		71.94		94.76		125.17		53.75		71.40		69.12		51.82		99.05		31.24		42.70		82.57				71.20		32.27

		115.05		127.04		66.33		11.12		13.72		77.86		108.70		33.96		58.83		51.23		37.77		75.99		23.35		31.59		57.80				53.48		33.67

		130.05		41.99		87.64		45.78		68.44		56.17		108.17		30.72		43.99		55.48		25.47		43.04		21.87		25.78		46.18				53.54		27.12

		150.05		78.52		53.51		30.49		80.38		46.67		88.76		13.11		35.07		21.01		15.73		27.29		42.16		22.48		23.56				42.16		25.37

		170.05		32.59		20.70		38.38		52.00		59.91		148.42		3.68		33.45		18.09		13.82		17.28		22.14		19.25		25.23				36.91		34.51

		190.05		23.48		6.38		26.68		48.76		47.06		94.00		3.28		30.02		20.82		16.96		24.12		23.51		21.95		27.80				30.73		21.90

		210.05		4.87		44.39		7.01		78.91		49.18		91.15		3.44		29.08		24.39		17.02		26.68		33.22		24.17		24.20				33.22		26.04

		230.05		71.91		33.61		19.46		42.96		44.83		66.47		7.03		29.61		26.15		17.87		25.86		34.90		40.50		22.46				34.90		18.05

		250.05		69.09		5.04		46.69		33.77		47.39		65.04		4.18		26.70		28.97		21.75		26.43		33.77		39.39		21.68				33.77		19.86

				blue = missing data replaced by average value

		AUC																																Average		stdev

		0 - 5		5076.85		5810.51		871.35		1327.80		6897.77		2290.36		1194.48		2255.30		755.48		2223.43		2613.51		2398.00		7406.32		951.12				3005.16		2300.77

		5 - 15		25341.31		31735.41		5327.04		10014.79		34246.85		13906.18		9270.30		13658.56		7453.29		14025.44		18458.31		14242.92		30410.09		13347.62				17245.58		9412.52

		15 - 25		24845.28		32103.93		5929.32		12307.25		32438.61		14764.67		10557.28		17768.51		11585.15		16983.06		22674.71		17233.07		24023.85		22077.60				18949.45		7860.29

		25 - 35		14543.24		19965.97		3644.72		7639.78		18711.58		8721.97		8284.64		13126.28		9590.23		11677.49		15040.58		11566.51		12314.19		18691.55				12394.19		4703.96

		35 - 45		8778.13		14098.85		2588.46		4510.71		11508.39		5760.67		7933.96		7609.20		6926.71		7815.16		9987.39		6346.17		6527.22		12789.62				8084.33		3157.69

		45 - 55		6430.09		10208.36		1994.30		2700.49		7538.89		4173.88		5334.41		4997.83		5047.82		5513.12		7118.82		3455.15		3983.86		7378.29				5419.66		2185.60

		55 - 65		4945.01		7134.01		1460.08		1613.23		4866.18		2995.25		4677.17		3171.61		3587.48		3505.27		4967.22		1546.28		2558.05		4394.02				3672.92		1614.25

		65 - 75		4246.78		5087.89		718.80		1282.70		3465.85		1965.21		3522.75		2053.17		2447.81		2289.23		3489.50		976.26		1722.69		2950.58				2587.09		1268.45

		75 - 85		3009.66		3436.66		318.73		1357.58		2408.43		1472.82		1483.05		1427.17		1659.99		1464.49		2453.34		855.25		1119.32		2068.25				1752.48		841.42

		85 - 95		1546.05		2342.07		251.09		1180.24		1560.68		1271.29		918.03		1081.46		1211.48		961.96		1704.17		719.98		772.14		1417.92				1209.90		505.68

		95 - 105		877.54		1656.42		94.42		759.40		1119.71		1188.62		632.70		831.40		840.80		653.67		1196.21		387.24		520.45		985.76				838.88		388.60

		105 - 115		1037.59		929.00		68.96		428.33		863.08		1169.37		438.57		651.12		601.75		447.92		875.18		272.94		371.42		701.86				632.65		314.62

		115 - 130		1267.76		1154.75		426.74		616.20		1005.26		1626.53		485.07		771.13		800.30		474.27		892.71		339.17		430.27		779.87				790.72		372.72

		130 - 150		1205.07		1411.45		762.73		1488.15		1028.47		1969.28		438.23		790.55		764.89		411.98		703.28		640.32		482.60		697.40				913.88		454.01

		150 - 170		1111.09		742.07		688.68		1323.79		1065.79		2371.85		167.89		685.16		391.01		295.51		445.67		642.96		417.26		487.89				774.04		564.83

		170 - 190		560.73		270.73		650.58		1007.61		1069.71		2424.25		69.64		634.71		389.15		307.86		413.93		456.44		411.98		530.30				656.97		574.42

		190 - 210		283.49		507.67		336.95		1276.67		962.45		1851.54		67.19		591.03		452.14		339.88		507.97		567.30		461.24		520.01				623.25		458.64

		210 - 230		767.78		779.97		264.76		1218.69		940.12		1576.20		104.71		586.91		505.42		348.90		525.40		681.26		646.76		466.63				672.39		382.36

		230 - 250		1409.96		386.51		661.55		767.27		922.19		1315.07		112.15		563.11		551.26		396.21		522.85		686.70		798.88		441.36				681.08		352.79

		total		107283.41		139762.24		27059.27		52820.68		132620.01		72814.98		55692.24		73254.21		55562.15		70134.84		94590.75		64013.93		95378.58		91677.66				80904.64		31425.85

		CM																																Average concentration (ng/ml)

		Time		JW03-04 d1 CM		JW03-04 d2 CM		JW03-06 d1 CM		JW03-06 d2 CM		JW03-08 d1 CM		JW03-08 d2 CM		JW03-11 d1 CM		JW03-12 d2 CM																Average		stdev

		0.00		0.01		0.01		0.01		0.01		13.65		4.68		0.01		0.01																2.78		5.20

		4.76		1804.73		875.65		2403.73		348.18		801.95		1838.00		1444.88		192.08																1039.64		752.21

		14.76		2956.35		1731.55		5558.17		3581.60		1802.44		4190.58		3181.94		1422.73																2555.46		1491.76

		24.76		1729.90		1029.61		3436.06		3611.25		1162.99		2289.56		1989.17		1528.24																1808.07		1017.66

		34.76		899.43		624.45		1919.93		2374.79		752.35		1142.05		952.08		1126.84																1079.69		627.50

		44.76		611.15		408.67		1498.49		1810.16		603.52		724.06		642.10		764.62																806.07		491.29

		54.76		382.34		296.46		1036.14		1129.85		498.33		368.13		379.06		522.96																498.33		333.48

		64.76		210.02		198.86		705.13		883.37		390.52		183.16		280.13		349.10																339.94		248.67

		74.76		125.50		104.65		394.15		609.08		100.51		114.47		235.00		239.87																203.79		168.25

		84.76		82.58		103.11		353.95		413.85		51.56		72.59		180.15		164.17																147.61		127.05

		94.76		84.74		76.18		252.88		380.58		24.02		45.35		120.72		115.89																112.45		110.56

		104.76		33.18		43.76		212.32		244.57		20.86		28.10		89.61		79.23																77.20		78.98

		114.76		25.70		32.86		146.65		128.82		12.81		16.25		64.22		52.49																50.35		46.63

		129.76		16.72		9.74		90.26		73.94		5.11		8.84		51.03		37.58																37.60		34.85

		149.76		6.29		14.12		52.73		38.99		6.83		6.38		41.32		22.24																22.35		17.53

		169.76		7.36		5.12		51.22		26.10		7.16		9.83		35.08		19.96																19.22		15.44

		189.76		12.85		49.02		51.83		27.66		11.34		10.69		33.76		17.63																24.35		15.91

		209.76		7.89		3.75		56.14		34.39		9.07		6.28		40.51		19.19																20.93		17.20

		229.76		6.51		18.35		65.97		35.72		8.46		2.63		58.35		14.68																25.27		20.98

		249.76		32.44		14.63		60.03		35.46		7.07		0.90		75.64		14.63																27.16		22.88

				blue = missing data replaced by average value

		AUC																																Average		stdev

		0 - 5		4293.77		2083.35		5718.89		828.40		1940.44		4384.06		3437.64		457.01																2892.95		1860.38

		5 - 15		23805.40		13036.01		39809.48		19648.90		13021.96		30142.93		23134.09		8074.07																21334.11		10315.73

		15 - 25		23431.26		13805.81		44971.12		35964.26		14827.15		32400.71		25855.55		14754.87																25751.34		11378.35

		25 - 35		13146.66		8270.33		26779.92		29930.19		9576.68		17158.05		14706.26		13275.40																16605.44		7809.44

		35 - 45		7552.92		5165.59		17092.11		20924.73		6779.33		9330.56		7970.91		9457.30																10534.18		5502.69

		45 - 55		4967.45		3525.64		12673.16		14700.06		5509.25		5460.95		5105.82		6437.90																7297.53		4061.40

		55 - 65		2961.80		2476.63		8706.34		10066.10		4444.27		2756.43		3295.97		4360.32																4883.48		2890.15

		65 - 75		1677.59		1517.55		5496.41		7462.24		2455.15		1488.12		2575.65		2944.87																3202.20		2155.68

		75 - 85		1040.38		1038.77		3740.49		5114.65		760.34		935.31		2075.74		2020.20																2090.74		1566.88

		85 - 95		836.57		896.41		3034.13		3972.17		377.90		589.72		1504.38		1400.32																1576.45		1271.70

		95 - 105		589.57		599.67		2326.01		3125.79		224.41		367.26		1051.66		975.62																1157.50		1029.06

		105 - 115		294.39		383.07		1794.87		1866.95		168.33		221.77		769.12		658.58																769.64		687.08

		115 - 130		318.16		319.48		1776.83		1520.68		134.41		188.22		864.37		675.49																724.70		624.30

		130 - 150		230.07		238.66		1429.90		1129.26		119.48		152.27		923.49		598.16																602.66		503.16

		150 - 170		136.46		192.49		1039.46		650.87		139.97		162.13		764.00		421.97																438.42		344.28

		170 - 190		202.05		541.45		1030.48		537.64		185.07		205.18		688.45		375.90																470.78		293.62

		190 - 210		207.33		527.68		1079.67		620.51		204.10		169.65		742.72		368.19																489.98		318.29

		210 - 230		143.98		220.99		1221.01		701.04		175.31		89.02		988.60		338.71																484.83		431.30

		230 - 250		389.47		329.83		1259.96		711.78		155.30		35.24		1339.90		293.12																564.32		494.76

		total		86225.27		55169.40		180980.24		159476.22		61198.85		106237.56		97794.32		67888.01																101871.23		46054.65

		Brain/plasma AUC ratio

				JW03-01 d1		JW03-01 d2		JW03-02 d1		JW03-02 d2		JW03-04 d1		JW03-04 d2		JW03-06 d1		JW03-06 d2		JW03-08 d1		JW03-08 d2		JW03-09 d1		JW03-09 d2		JW03-10 d1		JW03-10 d2		JW03-11 d1		JW03-12 d2

		AUC Plasma		321825.19		298906.63		261059.67		209447.80		312335.86		328161.86		286766.74		286766.74		311433.56		280954.41		286766.74		286766.74		282229.03		286766.74		255808.98		292271.11

				JW03-01 d1 ST		JW03-01 d2 ST		JW03-02 d1 ST		JW03-02 d2 ST						JW03-06 d1 ST		JW03-06 d2 ST						JW03-09 d1 ST		JW03-09 d2 ST		JW03-10 d1 ST		JW03-10 d2 ST																						geomean		geomean

		AUC ST		449459.48		696313.19		72099.80		74271.20						405991.11		448219.04						144901.27		173003.97		520195.74		511577.89								Average		stdev		n =				Geomean		stdev		Geostdev		* geostdev		/ geostdev		stdev +		stdev -		SEM +		SEM -

		ratio (%)		1.40		2.33		0.28		0.35						1.42		1.56						0.51		0.60		1.84		1.78								1.21		0.72		10				0.97		0.77		2.15		2.08		0.45		1.11		0.52		0.35		0.16

				JW03-01 d1 LV		JW03-01 d2 LV		JW03-02 d1 LV		JW03-02 d2 LV		JW03-04 d1 LV		JW03-04 d2 LV						JW03-08 d1 LV		JW03-08 d2 LV		JW03-09 d1 LV		JW03-09 d2 LV		JW03-10 d1 LV		JW03-10 d2 LV		JW03-11 d1 LV		JW03-12 d2 LV

		AUC LV		107283.41		139762.24		27059.27		52820.68		132620.01		72814.98						55692.24		73254.21		55562.15		70134.84		94590.75		64013.93		95378.58		91677.66				Average		stdev

		ratio (%)		0.33		0.47		0.10		0.25		0.42		0.22						0.18		0.26		0.19		0.24		0.34		0.22		0.37		0.31				0.28		0.10		14				0.26		0.39		1.48		0.39		0.18		0.13		0.09		0.03		0.02

												JW03-04 d1 CM		JW03-04 d2 CM		JW03-06 d1 CM		JW03-06 d2 CM		JW03-08 d1 CM		JW03-08 d2 CM										JW03-11 d1 CM		JW03-12 d2 CM

		AUC CM										86225.27		55169.40		180980.24		159476.22		61198.85		106237.56										97794.32		67888.01				Average		stdev

		ratio (%)										0.28		0.17		0.63		0.56		0.20		0.38										0.38		0.23				0.35		0.17		8				0.32		0.48		1.61		0.51		0.20		0.20		0.12		0.07		0.04





										42695.1694096787		42695.1694096787		217134.72610842		217134.72610842		31425.8518526752		31425.8518526752		46054.6482921457		46054.6482921457



Plasma

ST

LV

CM

AUC (ng/ml*min)

Acetaminophen AUC 
(corrected for in vivo recovery)



								58.5087046254		58.5087046254		8.1238018457		8.1238018457		13.7253029195		13.7253029195



ST

LV

CM

AUC ratio (%)

Acetaminophen brain/plasma AUC ratio (corrected for in vivo recovery)



		98.1855034738		22.8116276944		28.6835605249		58.5087046254		58.5087046254		8.1238018457		8.1238018457		13.7253029195		13.7253029195



ST

LV

CM

AUC ratio (%)

Acetaminophen brain/plasma AUC ratio (corrected for in vivo recovery)



		T = 5		t-toets				T = 5

		ST vs LV		0.005459268				ST		5516.70		9807.92		1198.85		616.62		5510.80		1291.78		897.57		2231.26		6962.45		6566.19

		ST vs CM		0.0208870238				LV		2523.12		2887.74		391.06		659.89		3427.07		1124.85		580.88		1120.85		375.45		1080.26		1261.72		1191.76		3680.84		472.68

		LV vs CM		0.469621949				CM		2152.13		1044.22		2866.44		415.21		956.32		2191.82		1723.02		229.06

		T = 15		t-toets				T = 15

		ST vs LV		0.0001763731				ST		13870.37		22059.12		2099.05		2008.73		12816.81		13135.11		3352.33		6431.18		17609.11		14452.36

		ST vs CM		0.006022612				LV		3836.31		5076.30		945.77		1853.33		5167.22		2364.92		1745.51		2306.79		1494.96		2439.44		3370.41		2382.51		3950.61		2876.92

		LV vs CM		0.1118917986				CM		3525.45		2064.87		6628.10		4271.05		2149.41		4997.26		3794.45		1696.61

		T = 25		t-toets				T = 25

		ST vs LV		0.0001143502				ST		9799.84		17771.18		1699.28		1817.26		10131.38		11815.55		2953.26		3712.73		13785.06		12721.85

		ST vs CM		0.0044651083				LV		2398.64		2980.22		542.20		1235.19		2973.29		1340.29		903.85		2152.24		1412.35		1822.48		2319.83		1942.15		2078.21		2663.48

		LV vs CM		0.0803634548				CM		2062.90		1227.81		4097.49		4306.41		1386.86		2730.30		2372.09		1822.42

		T = 35		t-toets				T = 35

		ST vs LV		0.0001416435				ST		7182.51		9131.79		1041.62		1295.49		5270.10		8242.31		2323.45		1996.35		5629.56		8540.59

		ST vs CM		0.003252031				LV		1251.00		2030.26		372.44		682.03		1722.41		848.50		1141.81		994.33		1108.00		1454.62		960.48		1012.06		2027.19

		LV vs CM		0.1702699265				CM		1072.57		744.66		2289.51		2831.93		897.17		1361.89		1135.35		1343.76

		T = 45		t-toets				T = 45

		ST vs LV		0.000172489				ST		3762.03		4465.50		416.62		560.38		3027.96		3482.88		1607.12		1481.75		3740.30		3353.28

		ST vs CM		0.0062758514				LV		951.88		1507.86		277.13		449.94		1165.64		597.15		767.73		743.93		853.22		1051.73		632.10		625.96		1182.39

		LV vs CM		0.1418376425				CM		728.79		487.33		1786.95		2158.61		719.69		863.44		765.71		911.81

		T = 55		t-toets				T = 55

		ST vs LV		0.0006955616				ST		1965.91		2403.36		301.28		286.80		1716.14		2304.05		1073.20		603.39		1952.30		2664.67

		ST vs CM		0.019272645				LV		661.76		1053.94		223.34		227.75		726.26		450.29		486.49		530.30		734.75		234.98		373.80		669.21

		LV vs CM		0.1382988232				CM		455.94		353.53		1235.59		1347.35		438.99		452.03		623.63

		T = 65		t-toets				T = 65

		ST vs LV		0.0005595699				ST		1439.83		1661.85		165.77		227.44		1154.02		1594.00		729.24		369.29		1338.20		1761.70

		ST vs CM		0.0157053265				LV		579.20		736.35		143.07		177.09		494.92		301.37		650.92		309.43		377.46		349.35		511.78		153.06		268.15		433.48

		LV vs CM		0.2119784652				CM		250.45		237.14		840.87		1053.41		465.70		218.41		334.06		416.31

		T = 75		t-toets				T = 75

		ST vs LV		0.0008290271				ST		1011.84		1183.15		104.17		148.56		753.68		917.76		498.05		216.17		826.63		1095.26

		ST vs CM		0.0133068333				LV		486.54		540.47		37.31		144.80		374.84		191.80		233.12		205.81		236.82		225.13		363.92		91.93		164.16		306.97

		LV vs CM		0.3521437331				CM		149.66		124.79		470.03		726.33		119.86		136.50		280.23		286.04

		T = 85		t-toets				T = 85

		ST vs LV		0.0015196726				ST		531.24		670.13		72.12		94.96		509.38		625.27		330.35		237.38		525.49		338.62

		ST vs CM		0.0314721913				LV		268.74		321.97		42.67		195.88		229.56		177.80		139.05		152.34		142.38		251.75		122.69		116.73		212.06

		LV vs CM		0.2876156728				CM		98.47		122.95		422.08		493.52		61.48		86.57		214.83		195.77

		T = 95		t-toets				T = 95

		ST vs LV		0.0026353733				ST		360.31		534.26		55.94		55.58		334.53		386.38		207.68		151.24		350.10		228.73

		ST vs CM		0.0838042159				LV		265.78		20.34		100.30		162.10		141.23		91.33		119.06		124.27		99.02		175.91		57.99		77.04		143.77

		LV vs CM		0.176201519				CM		101.05		90.84		301.56		453.85		28.65		54.08		143.96		138.20

		T = 105		t-toets				T = 105

		ST vs LV		0.0009626939				ST		224.32		366.53		57.65		205.90		254.75		127.30		93.13		236.10		150.56

		ST vs CM		0.0610716779				LV		100.98		149.90		3.36		90.27		118.90		157.06		67.45		89.58		86.73		65.02		124.28		39.19		53.57		103.61

		LV vs CM		0.2359128309				CM		39.56		52.18		253.19		291.65		24.87		33.51		106.86		94.48

		T = 115		t-toets				T = 115

		ST vs LV		0.0250984224				ST		311.70		43.77		36.54		135.41		175.36		87.77		64.40		164.14		107.41

		ST vs CM		0.0814973925				LV		159.41		83.23		13.95		17.22		97.70		136.40		42.61		73.82		64.28		47.39		95.35		29.30		39.64		72.52

		LV vs CM		0.4639023212				CM		30.65		39.18		174.88		153.61		15.27		19.38		76.58		62.59

		T = 130		t-toets				T = 130

		ST vs LV		0.0267611819				ST		126.83		208.73		43.36		37.61		84.82		111.63		131.48		38.03		105.16		87.46

		ST vs CM		0.0141648694				LV		52.69		109.96		57.44		85.87		70.48		135.72		38.54		55.20		69.61		31.95		54.00		27.44		32.35		57.95

		LV vs CM		0.1076125391				CM		19.94		11.62		107.64		88.17		6.10		10.55		60.85		44.81

		T = 150		t-toets				T = 150

		ST vs LV		0.4313532904				ST		61.66		168.58		20.27		23.35		42.05		55.85		22.14		17.51		54.88		80.08

		ST vs CM		0.0749876856				LV		98.52		67.14		38.26		100.85		58.56		111.37		16.44		44.00		26.36		19.74		34.24		28.21		29.56

		LV vs CM		0.0443176367				CM		7.50		16.84		62.88		46.49		8.15		7.61		49.27		26.52

		T = 170		t-toets				T = 170

		ST vs LV		0.3573656511				ST		45.77		166.99		13.19		23.81		34.44		53.89		17.08		45.05		43.40		77.38

		ST vs CM		0.0596373841				LV		40.90		25.97		48.15		65.25		75.17		186.23		4.62		41.97		22.70		17.34		21.68		27.78		24.15		31.66

		LV vs CM		0.1113141305				CM		8.78		6.11		61.08		31.13		8.54		11.72		41.83		23.80

		T = 190		t-toets				T = 190

		ST vs LV		0.1993401537				ST		40.61		145.88		3.25		29.55		37.31		62.68		17.12		17.75		58.86		80.07

		ST vs CM		0.1470851628				LV		29.46		8.00		33.48		61.18		59.05		117.95		4.12		37.67		26.13		21.29		30.26		29.50		27.54		34.88

		LV vs CM		0.3259767448				CM		15.32		58.46		61.81		32.99		13.53		12.75		40.26		21.02

		T = 210		t-toets				T = 210

		ST vs LV		0.1581464253				ST		36.73		147.95		10.48		41.38		39.43		76.34		44.94		16.39		70.70		83.82

		ST vs CM		0.0377666192				LV		6.11		55.70		8.80		99.01		61.71		114.37		4.31		36.49		30.60		21.36		33.48		30.33		30.37

		LV vs CM		0.1496231614				CM		9.41		4.47		66.94		41.01		10.81		7.48		48.31		22.88

		T = 230		t-toets				T = 230

		ST vs LV		0.2624579898				ST		44.26		118.28		0.16		26.41		45.62		80.90		33.65		19.26		71.27		71.68

		ST vs CM		0.1081979641				LV		90.23		42.17		24.42		53.91		56.25		83.40		8.82		37.15		32.82		22.42		32.45		50.82		28.18

		LV vs CM		0.1575824085				CM		7.76		21.88		78.66		42.59		10.09		3.13		69.58		17.51

		T = 250		t-toets				T = 250

		ST vs LV		0.3680456752				ST		23.17		92.32		3.12		5.74		6.52		79.29		24.05		64.55

		ST vs CM		0.4662970093				LV		86.69		6.33		58.59		59.46		81.61		5.25		33.50		36.35		27.30		33.16		49.42		27.20

		LV vs CM		0.3187963044				CM		38.68		17.45		71.59		42.29		8.43		1.07		90.20		17.45

		ANOVA				alpha = 5%

		T = 5		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		40600.1373395691		4060.0137339569		10335776.7784744

				Row 2		14		20778.1777583195		1484.1555541657		1319345.91465601

				Row 3		8		11578.2083625399		1447.2760453175		870564.853498938

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		46099079.3781857		2		23049539.6890929		5.7491301109		0.0078875778		3.3276544986

				Within Groups		116267441.87129		29		4009222.13349276

				Total		162366521.249476		31

		T = 15		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		107834.179254392		10783.4179254392		48107036.1474579

				Row 2		14		39811.0223353076		2843.644452522		1644157.08001113

				Row 3		8		29127.2028079193		3640.9003509899		2812256.34719877

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		405563564.895466		2		202781782.447733		12.4058741532		0.0001279537		3.3276544986

				Within Groups		474023161.797657		29		16345626.2688847

				Total		879586726.693123		31

		T = 25		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		86207.3935029525		8620.7393502952		32389091.9628168

				Row 2		14		26764.414187412		1911.7438705294		558219.760062968

				Row 3		8		20006.2785364284		2500.7848170535		1341743.31559089

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		291770465.071144		2		145885232.535572		13.7292213381		0.0000637826		3.3276544986

				Within Groups		308150887.755306		29		10625892.6812174

				Total		599921352.82645		31

		T = 35		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		50653.7569241958		5065.3756924196		10098659.9963887

				Row 2		13		15605.1403921481		1200.3954147806		244787.509479246

				Row 3		8		11676.8462727471		1459.6057840934		525341.988948917

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		96421397.5229474		2		48210698.7614737		13.8447284261		0.0000659767		3.3403855583

				Within Groups		97502784.0038921		28		3482242.28585329

				Total		193924181.52684		30

		T = 45		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		25897.8200183318		2589.7820018332		2091469.83533259

				Row 2		13		10806.6473902942		831.2805684842		113105.842332075

				Row 3		8		8422.3382857866		1052.7922857233		347949.871736419

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		19228792.0221577		2		9614396.01107885		11.90313627		0.0001814929		3.3403855583

				Within Groups		22616147.7281332		28		807719.561719042

				Total		41844939.7502909		30

		T = 55		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		15271.0943581161		1527.1094358116		797210.233152889

				Row 2		12		6372.8555546952		531.0712962246		63341.6446634314

				Row 3		7		4907.0641426836		701.0091632405		170160.499939962

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		5836130.3135046		2		2918065.1567523		8.5317659118		0.0014165377		3.3690163595

				Within Groups		8892613.18931352		26		342023.584204366

				Total		14728743.5028181		28

		T = 65		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		10441.3361202583		1044.1336120258		383003.733523647

				Row 2		14		5485.6234927244		391.8302494803		34227.5632302457

				Row 3		8		3816.3441896844		477.0430237105		94945.6002500729

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		2690954.6834598		2		1345477.3417299		8.563127692		0.0011954243		3.3276544986

				Within Groups		4556611.12545653		29		157124.521567467

				Total		7247565.80891633		31

		T = 75		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		6755.2669244745		675.5266924475		164581.622351629

				Row 2		14		3603.636194111		257.4025852936		20494.8934771112

				Row 3		8		2293.4405397789		286.6800674724		46044.798088521

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		1145875.83205719		2		572937.916028595		8.0267370181		0.0016815541		3.3276544986

				Within Groups		2069981.80298676		29		71378.6828616123

				Total		3215857.63504395		31

		T = 85		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		3934.9350065307		393.4935006531		44872.6360950046

				Row 2		13		2373.6330855391		182.5871604261		5569.5443462935

				Row 3		8		1695.6770241731		211.9596280216		26123.1015233017

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		274473.608739124		2		137236.804369562		5.8796277445		0.0073803512		3.3403855583

				Within Groups		653549.967673674		28		23341.0702740598

				Total		928023.576412799		30

		T = 95		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		2664.7392047379		266.4739204738		23719.9076580275

				Row 2		13		1578.1209809358		121.3939216104		3702.7153143292

				Row 3		8		1312.1836880134		164.0229610017		20531.2460700834

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		121450.166348542		2		60725.0831742708		4.2334992834		0.0247521062		3.3403855583

				Within Groups		401630.475184781		28		14343.9455423136

				Total		523080.641533323		30

		T = 105		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		9		1716.2409899548		190.6934433283		8911.6668103007

				Row 2		14		1249.8961808392		89.2782986314		1765.6032807436

				Row 3		8		896.3193517971		112.0399189746		10731.5381711613

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		58043.8499038291		2		29021.9249519145		4.7979486308		0.0161527355		3.3403855583

				Within Groups		169366.944330202		28		6048.8194403643

				Total		227410.794234031		30

		T = 115		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		9		1126.5018859537		125.1668762171		7352.8834507699

				Row 2		14		972.8045196432		69.4860371174		1831.1177636613

				Row 3		8		572.1437489304		71.5179686163		3732.4036226731

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		19301.2269791743		2		9650.6134895871		2.4846545827		0.1015487495		3.3403855583

				Within Groups		108754.423892468		28		3884.0865675882

				Total		128055.650871642		30

		T = 130		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		975.1166543565		97.5116654356		2773.5683681915

				Row 2		14		879.2211443925		62.8015103138		937.4163748824

				Row 3		8		349.6789689666		43.7098711208		1495.4365922356

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		13783.2776335524		2		6891.6388167762		4.1972251577		0.025064973		3.3276544986

				Within Groups		47616.5843328441		29		1641.9511838912

				Total		61399.8619663965		31

		T = 150		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		546.359126337		54.6359126337		2048.2481903896

				Row 2		13		673.2615132272		51.7893471713		1079.0095655274

				Row 3		8		225.2583937766		28.1572992221		481.0893447294

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		3716.9033156768		2		1858.4516578384		1.4974585751		0.2410714174		3.3403855583

				Within Groups		34749.9739129405		28		1241.0704968907

				Total		38466.8772286172		30

		T = 170		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		521.007143023		52.1007143023		1984.4537490039

				Row 2		14		633.5696125167		45.2549723226		2000.8000718099

				Row 3		8		192.9921542381		24.1240192798		383.5369519647

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		3724.5795804369		2		1862.2897902185		1.1600498686		0.3275936627		3.3276544986

				Within Groups		46555.2433383177		29		1605.3532185627

				Total		50279.8229187546		31

		T = 190		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		493.0759985654		49.3075998565		1700.6622260299

				Row 2		14		520.5077229724		37.1791230695		782.7856406995

				Row 3		8		256.1278264086		32.0159783011		395.5092798152

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		1484.3659413305		2		742.1829706652		0.7618670317		0.4759100577		3.3276544986

				Within Groups		28250.7383220685		29		974.1633904162

				Total		29735.104263399		31

		T = 210		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		568.1549827837		56.8154982784		1608.4208994514

				Row 2		13		532.6497873776		40.9730605675		1149.2835939358

				Row 3		8		211.3136048274		26.4142006034		531.3960758021

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		4148.734265348		2		2074.367132674		1.8158109711		0.18134767		3.3403855583

				Within Groups		31986.9637529078		28		1142.3915626038

				Total		36135.6980182558		30

		T = 230		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		511.512134029		51.1512134029		1203.5343393899

				Row 2		13		563.0350074251		43.3103851865		551.9681940983

				Row 3		8		251.215722121		31.4019652651		844.6474898365

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		1740.1009305987		2		870.0504652993		1.0425134767		0.3658531257		3.3403855583

				Within Groups		23367.9598125438		28		834.5699933051

				Total		25108.0607431425		30

		T = 250		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		8		298.7711074073		37.3463884259		1288.4696841494

				Row 2		12		504.8525978538		42.0710498212		676.4890922162

				Row 3		8		287.1485797889		35.8935724736		988.4492963488

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		212.1969181938		2		106.0984590969		0.1134509284		0.8932049849		3.3851899615

				Within Groups		23379.8128778664		25		935.1925151147

				Total		23592.0097960602		27





		T = 5		t-toets				T = 5

		ST vs LV		0.0106858394				ST		3.74		3.99		3.08		2.79		3.74		3.11		2.95		3.35		3.84		3.82

		ST vs CM		0.029454132				LV		3.40		3.46		2.59		2.82		3.53		3.05		2.76		3.05		2.57		3.03		3.10		3.08		3.57		2.67

		LV vs CM		0.4829015192				CM		3.33		3.02		3.46		2.62		2.98		3.34		3.24		2.36

		T = 15		t-toets				T = 15

		ST vs LV		0.0002649151				ST		4.14		4.34		3.32		3.30		4.11		4.12		3.53		3.81		4.25		4.16

		ST vs CM		0.0110946852				LV		3.58		3.71		2.98		3.27		3.71		3.37		3.24		3.36		3.17		3.39		3.53		3.38		3.60		3.46

		LV vs CM		0.1252654577				CM		3.55		3.31		3.82		3.63		3.33		3.70		3.58		3.23

		T = 25		t-toets				T = 25

		ST vs LV		0.0000619474				ST		3.99		4.25		3.23		3.26		4.01		4.07		3.47		3.57		4.14		4.10

		ST vs CM		0.0043220293				LV		3.38		3.47		2.73		3.09		3.47		3.13		2.96		3.33		3.15		3.26		3.37		3.29		3.32		3.43

		LV vs CM		0.1082926752				CM		3.31		3.09		3.61		3.63		3.14		3.44		3.38		3.26

		T = 35		t-toets				T = 35

		ST vs LV		0.0000620947				ST		3.86		3.96		3.02		3.11		3.72		3.92		3.37		3.30		3.75		3.93

		ST vs CM		0.002203269				LV		3.10		3.31		2.57		2.83		3.24		2.93		3.06		3.00		3.04		3.16		2.98		3.01		3.31

		LV vs CM		0.1844767935				CM		3.03		2.87		3.36		3.45		2.95		3.13		3.06		3.13

		T = 45		t-toets				T = 45

		ST vs LV		0.0008439069				ST		3.58		3.65		2.62		2.75		3.48		3.54		3.21		3.17		3.57		3.53

		ST vs CM		0.0176426607				LV		2.98		3.18		2.44		2.65		3.07		2.78		2.89		2.87		2.93		3.02		2.80		2.80		3.07

		LV vs CM		0.1709055925				CM		2.86		2.69		3.25		3.33		2.86		2.94		2.88		2.96

		T = 55		t-toets				T = 55

		ST vs LV		0.0028144237				ST		3.29		3.38		2.48		2.46		3.23		3.36		3.03		2.78		3.29		3.43

		ST vs CM		0.0469368516				LV		2.82		3.02		2.35		2.36		2.86		2.65		2.69		2.72		2.87		2.37		2.57		2.83

		LV vs CM		0.1547077113				CM		2.66		2.55		3.09		3.13		2.64		2.66		2.79

		T = 65		t-toets				T = 65

		ST vs LV		0.0043098242				ST		3.16		3.22		2.22		2.36		3.06		3.20		2.86		2.57		3.13		3.25

		ST vs CM		0.0412077292				LV		2.76		2.87		2.16		2.25		2.69		2.48		2.81		2.49		2.58		2.54		2.71		2.18		2.43		2.64

		LV vs CM		0.2663388384				CM		2.40		2.38		2.92		3.02		2.67		2.34		2.52		2.62

		T = 75		t-toets				T = 75

		ST vs LV		0.0068729145				ST		3.01		3.07		2.02		2.17		2.88		2.96		2.70		2.33		2.92		3.04

		ST vs CM		0.02757039				LV		2.69		2.73		1.57		2.16		2.57		2.28		2.37		2.31		2.37		2.35		2.56		1.96		2.22		2.49

		LV vs CM		0.4011613437				CM		2.18		2.10		2.67		2.86		2.08		2.14		2.45		2.46

		T = 85		t-toets				T = 85

		ST vs LV		0.0119945773				ST		2.73		2.83		1.86		1.98		2.71		2.80		2.52		2.38		2.72		2.53

		ST vs CM		0.0454398244				LV		2.43		2.51		1.63		2.29		2.36		2.25		2.14		2.18		2.15		2.40		2.09		2.07		2.33

		LV vs CM		0.4965598681				CM		1.99		2.09		2.63		2.69		1.79		1.94		2.33		2.29

		T = 95		t-toets				T = 95

		ST vs LV		0.0128804226				ST		2.56		2.73		1.75		1.74		2.52		2.59		2.32		2.18		2.54		2.36

		ST vs CM		0.0780912046				LV		2.42		1.31		2.00		2.21		2.15		1.96		2.08		2.09		2.00		2.25		1.76		1.89		2.16

		LV vs CM		0.3587237116				CM		2.00		1.96		2.48		2.66		1.46		1.73		2.16		2.14

		T = 105		t-toets				T = 105

		ST vs LV		0.0121759076				ST		2.35		2.56		1.76		2.31		2.41		2.10		1.97		2.37		2.18

		ST vs CM		0.0258417414				LV		2.00		2.18		0.53		1.96		2.08		2.20		1.83		1.95		1.94		1.81		2.09		1.59		1.73		2.02

		LV vs CM		0.4166913967				CM		1.60		1.72		2.40		2.46		1.40		1.53		2.03		1.98

		T = 115		t-toets				T = 115

		ST vs LV		0.0324746405				ST		2.49		1.64		1.56		2.13		2.24		1.94		1.81		2.22		2.03

		ST vs CM		0.0470456546				LV		2.20		1.92		1.14		1.24		1.99		2.13		1.63		1.87		1.81		1.68		1.98		1.47		1.60		1.86

		LV vs CM		0.388749046				CM		1.49		1.59		2.24		2.19		1.18		1.29		1.88		1.80

		T = 130		t-toets				T = 130

		ST vs LV		0.0371941136				ST		2.10		2.32		1.64		1.58		1.93		2.05		2.12		1.58		2.02		1.94

		ST vs CM		0.0066240206				LV		1.72		2.04		1.76		1.93		1.85		2.13		1.59		1.74		1.84		1.50		1.73		1.44		1.51		1.76

		LV vs CM		0.0219633111				CM		1.30		1.07		2.03		1.95		0.79		1.02		1.78		1.65

		T = 150		t-toets				T = 150

		ST vs LV		0.4825822217				ST		1.79		2.23		1.31		1.37		1.62		1.75		1.35		1.24		1.74		1.90

		ST vs CM		0.0356567575				LV		1.99		1.83		1.58		2.00		1.77		2.05		1.22		1.64		1.42		1.30		1.53		1.45		1.47

		LV vs CM		0.0181740017				CM		0.87		1.23		1.80		1.67		0.91		0.88		1.69		1.42

		T = 170		t-toets				T = 170

		ST vs LV		0.2668720189				ST		1.66		2.22		1.12		1.38		1.54		1.73		1.23		1.65		1.64		1.89

		ST vs CM		0.0215384365				LV		1.61		1.41		1.68		1.81		1.88		2.27		0.66		1.62		1.36		1.24		1.34		1.44		1.38		1.50

		LV vs CM		0.0591011774				CM		0.94		0.79		1.79		1.49		0.93		1.07		1.62		1.38

		T = 190		t-toets				T = 190

		ST vs LV		0.3362323379				ST		1.61		2.16		0.51		1.47		1.57		1.80		1.23		1.25		1.77		1.90

		ST vs CM		0.2986305588				LV		1.47		0.90		1.52		1.79		1.77		2.07		0.61		1.58		1.42		1.33		1.48		1.47		1.44		1.54

		LV vs CM		0.4236466707				CM		1.19		1.77		1.79		1.52		1.13		1.11		1.60		1.32

		T = 210		t-toets				T = 210

		ST vs LV		0.1206385902				ST		1.56		2.17		1.02		1.62		1.60		1.88		1.65		1.21		1.85		1.92

		ST vs CM		0.0215133744				LV		0.79		1.75		0.94		2.00		1.79		2.06		0.63		1.56		1.49		1.33		1.52		1.48		1.48

		LV vs CM		0.1628401244				CM		0.97		0.65		1.83		1.61		1.03		0.87		1.68		1.36

		T = 230		t-toets				T = 230

		ST vs LV		0.3010373072				ST		1.65		2.07		-0.80		1.42		1.66		1.91		1.53		1.28		1.85		1.86

		ST vs CM		0.3279413604				LV		1.96		1.62		1.39		1.73		1.75		1.92		0.95		1.57		1.52		1.35		1.51		1.71		1.45

		LV vs CM		0.0523376271				CM		0.89		1.34		1.90		1.63		1.00		0.50		1.84		1.24

		T = 250		t-toets				T = 250

		ST vs LV		0.18440884				ST		1.37		1.97		0.49		0.76		0.81		1.90		1.38		1.81

		ST vs CM		0.495764119				LV		1.94		0.80		1.77		1.77		1.91		0.72		1.53		1.56		1.44		1.52		1.69		1.43

		LV vs CM		0.1929986138				CM		1.59		1.24		1.85		1.63		0.93		0.03		1.96		1.24

		ANOVA				alpha = 5%

		T = 5		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		34.4161346791		3.4416134679		0.1885650207

				Row 2		14		42.6996149006		3.0499724929		0.1160579735

				Row 3		8		24.3449044399		3.043113055		0.1476004757

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		1.0682202376		2		0.5341101188		3.653937096		0.0384378468		3.3276544986

				Within Groups		4.2390421722		29		0.146173868

				Total		5.3072624098		31

		T = 15		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		39.0761494602		3.907614946		0.1524577661

				Row 2		14		47.747435253		3.4105310895		0.0429331637

				Row 3		8		28.1538126483		3.519226581		0.042981307

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		1.4994943665		2		0.7497471832		9.7451802836		0.0005791185		3.3276544986

				Within Groups		2.2311201724		29		0.0769351784

				Total		3.7306145389		31

		T = 25		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		38.0926937532		3.8092693753		0.1490000524

				Row 2		14		45.3770116966		3.2412151212		0.0442836153

				Row 3		8		26.8642654485		3.3580331811		0.039676088

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		1.9685475204		2		0.9842737602		13.0075090098		0.0000928523		3.3276544986

				Within Groups		2.1944200864		29		0.0756696582

				Total		4.1629676068		31

		T = 35		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		35.9331747718		3.5933174772		0.1293132285

				Row 2		13		39.5314672553		3.0408820966		0.0400910681

				Row 3		8		24.9846797556		3.1230849695		0.0385193192

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		1.8731058018		2		0.9365529009		13.6969631692		0.0000710792		3.3403855583

				Within Groups		1.9145471081		28		0.0683766824

				Total		3.7876529098		30

		T = 45		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		33.0918001991		3.3091800199		0.1340603958

				Row 2		13		37.4752252846		2.8827096373		0.0383487987

				Row 3		8		23.7740633058		2.9717579132		0.0463864699

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		1.0831284038		2		0.5415642019		7.6145101163		0.0022874781		3.3403855583

				Within Groups		1.9914344352		28		0.0711226584

				Total		3.074562839		30

		T = 55		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		30.7354380588		3.0735438059		0.1382109016

				Row 2		12		32.1114794727		2.6759566227		0.0499177342

				Row 3		7		19.5212426155		2.7887489451		0.0536464644

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.8867342465		2		0.4433671232		5.4507059217		0.0105461696		3.3690163595

				Within Groups		2.1148719762		26		0.0813412299

				Total		3.0016062227		28

		T = 65		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		29.0226623546		2.9022662355		0.1475936483

				Row 2		14		35.5908102252		2.5422007304		0.0517157408

				Row 3		8		20.8716703073		2.6089587884		0.0647604585

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.7978777402		2		0.3989388701		4.7144928636		0.0168739438		3.3276544986

				Within Groups		2.4539706744		29		0.0846196784

				Total		3.2518484146		31

		T = 75		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		27.0966029211		2.7096602921		0.1524428336

				Row 2		14		32.6439829848		2.3317130703		0.091116955

				Row 3		8		18.9222996932		2.3652874617		0.0855406504

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.9253699032		2		0.4626849516		4.2524971073		0.0240148003		3.3276544986

				Within Groups		3.1552904701		29		0.1088031197

				Total		4.0806603733		31

		T = 85		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		25.0348146749		2.5034814675		0.1153382793

				Row 2		13		28.8330012026		2.2179231694		0.0497347642

				Row 3		8		17.7517177419		2.2189647177		0.1057535269

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.5508630871		2		0.2754315435		3.2470064913		0.0539262628		3.3403855583

				Within Groups		2.3751363724		28		0.084826299

				Total		2.9259994595		30

		T = 95		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		23.2890646198		2.328906462		0.1182576664

				Row 2		13		26.2733030634		2.0210233126		0.0741179484

				Row 3		8		16.5879491621		2.0734936453		0.147244834

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.5751015181		2		0.287550759		2.6977922454		0.0848331814		3.3403855583

				Within Groups		2.9844482156		28		0.1065874363

				Total		3.5595497337		30

		T = 105		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		9		20.0202800026		2.2244755558		0.0613838507

				Row 2		14		25.8968964693		1.8497783192		0.1733042465

				Row 3		8		15.1082562739		1.8885320342		0.1590588734

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.8381979754		2		0.4190989877		3.0421153305		0.0637475502		3.3403855583

				Within Groups		3.8574381246		28		0.1377656473

				Total		4.6956361		30

		T = 115		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		9		18.071779443		2.0079754937		0.090870017

				Row 2		14		24.5142136295		1.7510152592		0.0981168973

				Row 3		8		13.6605147794		1.7075643474		0.1525178691

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.4848008537		2		0.2424004268		2.2107426967		0.1283960679		3.3403855583

				Within Groups		3.0701048845		28		0.109646603

				Total		3.5549057382		30

		T = 130		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		19.2741520336		1.9274152034		0.0637613008

				Row 2		14		24.5556204345		1.7539728882		0.0404900503

				Row 3		8		11.5861682134		1.4482710267		0.2187391935

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		1.0326453391		2		0.5163226696		5.6902698592		0.0082276392		3.3276544986

				Within Groups		2.6313967154		29		0.0907378178

				Total		3.6640420545		31

		T = 150		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		16.2940132423		1.6294013242		0.0984350791

				Row 2		13		21.2526801337		1.6348215487		0.0749350296

				Row 3		8		10.4758358367		1.3094794796		0.1521012354

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.6193533622		2		0.3096766811		3.0426033472		0.0637219991		3.3403855583

				Within Groups		2.8498447155		28		0.1017801684

				Total		3.4691980776		30

		T = 170		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		16.0612565561		1.6061256556		0.1016556374

				Row 2		14		21.2154086934		1.5153863352		0.1329610395

				Row 3		8		10.0072410533		1.2509051317		0.1348113472

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.5963022324		2		0.2981511162		2.4104278699		0.1075460306		3.3276544986

				Within Groups		3.5870736801		29		0.1236921959

				Total		4.1833759125		31

		T = 190		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		15.2793984788		1.5279398479		0.2095908587

				Row 2		14		20.3957754747		1.4568411053		0.1266991513

				Row 3		8		11.4255565412		1.4281945676		0.0783307913

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.0498607482		2		0.0249303741		0.1771264206		0.8385732888		3.3276544986

				Within Groups		4.0817222339		29		0.1407490425

				Total		4.1315829822		31

		T = 210		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		16.4907107635		1.6490710763		0.1151760593

				Row 2		13		18.8222247162		1.4478634397		0.1890015714

				Row 3		8		10.0138979143		1.2517372393		0.1839339174

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.7062365012		2		0.3531182506		2.1530940404		0.1349622777		3.3403855583

				Within Groups		4.5921408125		28		0.164005029

				Total		5.2983773136		30

		T = 230		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		10		14.4269603243		1.4426960324		0.6785904909

				Row 2		13		20.4205462649		1.5708112511		0.070317326

				Row 3		8		10.3406804258		1.2925850532		0.2378086663

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.3866787639		2		0.1933393819		0.6283239374		0.5408396626		3.3403855583

				Within Groups		8.615782994		28		0.3077065355

				Total		9.0024617579		30

		T = 250		Anova: Single Factor

				SUMMARY

				Groups		Count		Sum		Average		Variance

				Row 1		8		10.4883580214		1.3110447527		0.321293817

				Row 2		12		18.0838830761		1.5069902563		0.1504409183

				Row 3		8		10.4626871963		1.3078358995		0.3837348441

				ANOVA

				Source of Variation		SS		df		MS		F		P-value		F crit

				Between Groups		0.2676478722		2		0.1338239361		0.5076741501		0.6079663599		3.3851899615

				Within Groups		6.5900507291		25		0.2636020292

				Total		6.8576986014		27





		0		0		0		0		0.4662940557		0.0185148346		3.6278311412		0.0594780395		2.6394643574		0.0649912667		0.4757280481		0.0210414583

		2.1666666667		4.4263888889		5.0494444444		4.7583333333		670.5934767252		565.9600531523		1501.8371548621		552.5633855794		357.1710467104		163.0059366931		555.2536108968		229.2468189669

		6.7261904762		14.4263888889		15.0494444444		14.7583333333		1213.9436840501		1005.6391484994		3725.3260507757		1516.023328623		420.5252436016		260.9689731979		715.0108330124		443.6017859502

		10.2520833333		24.4263888889		25.0494444444		24.7583333333		1275.3087475256		1016.2806821348		2919.3298955857		1200.2671649429		290.3668435374		178.8587941646		469.2048586281		296.6018984949

		11.9888888889		34.4263888889		35.0494444444		34.7583333333		688.5357440197		630.5325244037		1597.6870365102		698.0559378025		178.4856402596		112.5578375067		268.1735719523		170.6681906478

		15.2095238095		44.4263888889		45.0494444444		44.7583333333		812.1759377212		628.9465554841		852.911189662		367.0804223359		120.6192956274		76.8401661158		212.6929735789		129.5322647897

		29.5857142857		54.4263888889		55.0494444444		54.7583333333		253.2103516363		207.6632132413		507.1008438013		215.440359552		92.0871742955		55.0524152133		163.730448451		96.0533215091

		59.519047619		64.4263888889		65.0494444444		64.7583333333		129.3157978016		88.5224374225		359.0661221893		148.2501848858		64.0943320607		37.9672091553		114.477550188		63.7146885411

		120.3238095238		74.4263888889		75.0494444444		74.7583333333		17.6701931815		11.2996318741		236.1442586356		96.1032573929		57.5836508959		28.7371268514		78.7874711644		40.1775849811

		179.4138888889		84.4263888889		85.0494444444		84.7583333333		14.0074191274		9.4404062429		119.5366734336		54.6872729472		30.7443162945		18.3972078736		65.2350191149		30.8519856322

		240.0261904762		94.4263888889		95.0494444444		94.7583333333		13.7376397247		10.049080933		81.4267182286		36.8876346244		25.376977214		13.5579420232		59.4405594578		24.567329045

				104.4263888889		105.0494444444		104.7583333333						42.988195736		24.2991774464		30.4078159863		11.6596888807		41.1667946799		16.4333156271

				114.4263888889		115.0494444444		114.7583333333						34.0162888071		16.9918391912		15.9231828131		7.7409402035		26.2844234053		10.6945642086

				129.4263888889		130.0494444444		129.7583333333						21.0991355162		11.7965404201		8.9389631488		5.6242646827		19.2105473065		6.544012458

				149.4263888889		150.0494444444		149.7583333333						14.2714143292		6.9298424795		10.5061842128		5.5937413033		10.4884970249		4.2727912487

				169.4263888889		170.0494444444		169.7583333333						13.8367469631		6.6404756251		11.5186513474		4.9746599816		8.3729816742		3.5951208434

				189.4263888889		190.0494444444		189.7583333333						19.9375849704		6.9480287886		9.7149835603		4.2804933585		8.5754913239		4.5017629877

				209.4263888889		210.0494444444		209.7583333333						16.6974550944		7.643183723		13.3873823249		4.919857871		10.6336415366		3.9610182109

				229.4263888889		230.0494444444		229.7583333333						49.6427478005		7.448859299		8.6875834669		4.7176405465		14.3806432565		4.6786656818

				249.4263888889		250.0494444444		249.7583333333						19.4526919184		5.2741424297		13.3835275867		5.4790272258		22.7229670868		5.4575998193
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Results


			JWpr03 results for publication


			Plasma																																																						Time						Concentration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			0.01			0.01			0.01			8.93			0.01			0.01									0.01												49.99						0.01			0.16						0.00			0.00			5.92			15.74			10						0.06			3.23			25.18			1.54			0.00			1.47			0.06			0.47			0.02


			2.00						12276.20						7950.89			9299.48												12176.85			8443.49									9936.99						11444.06			11564.51						2.17			0.35			10386.56			1706.02			8						10259.35			0.17			1.18			12156.07			8658.57			1896.72			1600.78			670.59			565.96


			7.00						18303.94						10960.94			18879.52												13482.35			15903.13									15933.54									16653.04						6.73			0.76			15730.92			2746.63			7						15505.69			0.19			1.21			18717.48			12845.02			3211.79			2660.67			1213.94			1005.64


			10.00									14948.35			9545.81			15820.03			19330.43									17712.34			13860.52									12529.42						11988.81									10.25			0.45			14466.96			3178.71			8						14152.31			0.23			1.25			17759.42			11277.83			3607.12			2874.48			1275.31			1016.28


			12.00						12149.49												14329.94																														12514.84						11.99			0.65			12998.09			1167.79			3						12964.10			0.09			1.09			14156.68			11871.99			1192.58			1092.11			688.54			630.53


			15.00			8878.48						6576.36			4521.47			8839.96												9564.79												7653.10						6952.77									15.21			0.50			7569.56			1730.74			7						7375.95			0.26			1.29			9524.76			5711.91			2148.82			1664.04			812.18			628.95


			30.00			3737.56						2639.06			2532.47						3988.70									3456.19												2956.69						2436.06									29.59			1.36			3106.67			621.66			7						3054.42			0.20			1.22			3724.35			2505.00			669.93			549.43			253.21			207.66


			60.00			1094.46						507.45			544.21			923.66			1081.38																					906.45						454.42									59.52			1.33			787.43			277.44			7						742.45			0.38			1.46			1084.58			508.24			342.14			234.21			129.32			88.52


			120.00			148.24						88.65			39.33			117.34			102.38									58.22												74.58															120.32			2.27			89.82			36.76			7						82.92			0.45			1.56			129.67			53.03			46.75			29.90			17.67			11.30


			180.00			40.51						106.29			58.54						82.64									109.08												56.02															179.41			1.49			75.51			28.35			6						70.92			0.39			1.48			105.23			47.80			34.31			23.12			14.01			9.44


			240.00			169.90									91.91			87.99			119.39									76.37												75.26															240.03			1.78			103.47			36.25			7						99.02			0.31			1.37			135.37			72.43			36.35			26.59			13.74			10.05


			ST																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			0.01			0.01			0.01			120.88									6.15			0.01									0.01			15.67			16.89			0.01												0.00			0.00			15.96			37.46			10						0.19			4.11			60.99			11.66			0.00			11.47			0.19			3.63			0.06


			4.43			5516.70			9807.92			1198.85			616.62									5510.80			1291.78									897.57			2231.26			6962.45			6566.19												4.43			1.06			4060.01			3214.93			10						2764.48			1.00			2.72			7513.71			1017.12			4749.23			1747.36			1501.84			552.56


			14.43			13870.37			22059.12			2099.05			2008.73									12816.81			13135.11									3352.33			6431.18			17609.11			14452.36												14.43			1.06			10783.42			6935.92			10						8083.79			0.90			2.46			19864.30			3289.70			11780.52			4794.09			3725.33			1516.02


			24.43			9799.84			17771.18			1699.28			1817.26									10131.38			11815.55									2953.26			3712.73			13785.06			12721.85												24.43			1.06			8620.74			5691.14			10						6445.69			0.89			2.43			15677.42			2650.11			9231.73			3795.58			2919.33			1200.27


			34.43			7182.51			9131.79			1041.62			1295.49									5270.10			8242.31									2323.45			1996.35			5629.56			8540.59												34.43			1.06			5065.38			3177.84			10						3920.28			0.83			2.29			8972.61			1712.84			5052.33			2207.45			1597.69			698.06


			44.43			3762.03			4465.50			416.62			560.38									3027.96			3482.88									1607.12			1481.75			3740.30			3353.28												44.43			1.06			2589.78			1446.19			10						2037.89			0.84			2.32			4735.03			877.08			2697.14			1160.81			852.91			367.08


			54.43			1965.91			2403.36			301.28			286.80									1716.14			2304.05									1073.20			603.39			1952.30			2664.67												54.43			1.06			1527.11			892.87			10						1184.52			0.86			2.35			2788.12			503.24			1603.59			681.28			507.10			215.44


			64.43			1439.83			1661.85			165.77			227.44									1154.02			1594.00									729.24			369.29			1338.20			1761.70												64.43			1.06			1044.13			618.87			10						798.48			0.88			2.42			1933.95			329.68			1135.47			468.81			359.07			148.25


			74.43			1011.84			1183.15			104.17			148.56									753.68			917.76									498.05			216.17			826.63			1095.26												74.43			1.06			675.53			405.69			10						512.46			0.90			2.46			1259.21			208.56			746.75			303.91			236.14			96.10


			84.43			531.24			670.13			72.12			94.96									509.38			625.27									330.35			237.38			525.49			338.62												84.43			1.06			393.49			211.83			10						318.77			0.78			2.19			696.78			145.84			378.01			172.94			119.54			54.69


			94.43			360.31			534.26			55.94			55.58									334.53			386.38									207.68			151.24			350.10			228.73												94.43			1.06			266.47			154.01			10						213.26			0.79			2.21			470.75			96.61			257.49			116.65			81.43			36.89


			104.43			224.32			366.53						57.65									205.90			254.75									127.30			93.13			236.10			150.56												104.43			1.06			190.69			94.40			9						167.68			0.57			1.77			296.64			94.78			128.96			72.90			42.99			24.30


			114.43						311.70			43.77			36.54									135.41			175.36									87.77			64.40			164.14			107.41												114.43			1.06			125.17			85.75			9						101.85			0.69			2.00			203.90			50.88			102.05			50.98			34.02			16.99


			129.43			126.83			208.73			43.36			37.61									84.82			111.63									131.48			38.03			105.16			87.46												129.43			1.06			97.51			52.66			10						84.61			0.58			1.79			151.33			47.30			66.72			37.30			21.10			11.80


			149.43			61.66			168.58			20.27			23.35									42.05			55.85									22.14			17.51			54.88			80.08												149.43			1.06			54.64			45.26			10						42.60			0.72			2.06			87.73			20.69			45.13			21.91			14.27			6.93


			169.43			45.77			166.99			13.19			23.81									34.44			53.89									17.08			45.05			43.40			77.38												169.43			1.06			52.10			44.55			10						40.38			0.73			2.08			84.13			19.38			43.76			21.00			13.84			6.64


			189.43			40.61			145.88			3.25			29.55									37.31			62.68									17.12			17.75			58.86			80.07												189.43			1.06			49.31			41.24			10						33.72			1.05			2.87			96.77			11.75			63.05			21.97			19.94			6.95


			209.43			36.73			147.95			10.48			41.38									39.43			76.34									44.94			16.39			70.70			83.82												209.43			1.06			56.82			40.11			10						44.57			0.78			2.18			97.37			20.40			52.80			24.17			16.70			7.64


			229.43			44.26			118.28			0.16			26.41									45.62			80.90									33.65			19.26			71.27			71.68												229.43			1.06			51.15			34.69			10						27.71			1.90			6.66			184.70			4.16			156.98			23.56			49.64			7.45


			249.43			23.17			92.32			3.12			5.74									6.52			79.29												24.05						64.55												249.43			1.06			37.35			35.90			8						20.47			1.31			3.69			75.49			5.55			55.02			14.92			19.45			5.27


			LV																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			0.01			0.01			41.99			0.01			1.04			13.43									12.76			0.01			0.01			24.76			37.16			0.01			0.01			0.01						0.00			0.00			9.37			14.86			14						0.25			3.70			40.61			10.13			0.01			9.88			0.24			2.64			0.06


			5.05			2523.12			2887.74			391.06			659.89			3427.07			1124.85									580.88			1120.85			375.45			1080.26			1261.72			1191.76			3680.84			472.68						5.05			0.81			1484.16			1148.63			14						1121.95			0.78			2.19			2458.36			512.04			1336.41			609.91			357.17			163.01


			15.05			3836.31			5076.30			945.77			1853.33			5167.22			2364.92									1745.51			2306.79			1494.96			2439.44			3370.41			2382.51			3950.61			2876.92						15.05			0.81			2843.64			1282.25			14						2573.54			0.48			1.61			4147.00			1597.08			1573.46			976.46			420.53			260.97


			25.05			2398.64			2980.22			542.20			1235.19			2973.29			1340.29									903.85			2152.24			1412.35			1822.48			2319.83			1942.15			2078.21			2663.48						25.05			0.81			1911.74			747.14			14						1742.67			0.48			1.62			2829.12			1073.44			1086.45			669.23			290.37			178.86


			35.05			1251.00			2030.26			372.44			682.03			1722.41			848.50												1141.81			994.33			1108.00			1454.62			960.48			1012.06			2027.19						35.05			0.81			1200.40			494.76			13						1098.71			0.46			1.59			1742.25			692.87			643.54			405.83			178.49			112.56


			45.05			951.88			1507.86			277.13			449.94			1165.64			597.15												767.73			743.93			853.22			1051.73			632.10			625.96			1182.39						45.05			0.81			831.28			336.31			13						763.33			0.45			1.57			1198.22			486.27			434.90			277.05			120.62			76.84


			55.05			661.76			1053.94			223.34			227.75			726.26			450.29												486.49						530.30			734.75			234.98			373.80			669.21						55.05			0.81			531.07			251.68			12						474.19			0.51			1.67			793.19			283.49			319.00			190.71			92.09			55.05


			65.05			579.20			736.35			143.07			177.09			494.92			301.37									650.92			309.43			377.46			349.35			511.78			153.06			268.15			433.48						65.05			0.81			391.83			185.01			14						348.50			0.52			1.69			588.32			206.44			239.82			142.06			64.09			37.97


			75.05			486.54			540.47			37.31			144.80			374.84			191.80									233.12			205.81			236.82			225.13			363.92			91.93			164.16			306.97						75.05			0.81			257.40			143.16			14						214.64			0.70			2.00			430.10			107.12			215.46			107.52			57.58			28.74


			85.05			268.74			321.97			42.67			195.88			229.56			177.80									139.05			152.34						142.38			251.75			122.69			116.73			212.06						85.05			0.81			182.59			74.63			13						165.17			0.51			1.67			276.02			98.83			110.85			66.33			30.74			18.40


			95.05						265.78			20.34			100.30			162.10			141.23									91.33			119.06			124.27			99.02			175.91			57.99			77.04			143.77						95.05			0.81			121.39			60.85			13						104.96			0.63			1.87			196.46			56.08			91.50			48.88			25.38			13.56


			105.05			100.98			149.90			3.36			90.27			118.90			157.06									67.45			89.58			86.73			65.02			124.28			39.19			53.57			103.61						105.05			0.81			89.28			42.02			14						70.76			0.96			2.61			184.53			27.13			113.78			43.63			30.41			11.66


			115.05			159.41			83.23			13.95			17.22			97.70			136.40									42.61			73.82			64.28			47.39			95.35			29.30			39.64			72.52						115.05			0.81			69.49			42.79			14						56.37			0.72			2.06			115.94			27.40			59.58			28.96			15.92			7.74


			130.05			52.69			109.96			57.44			85.87			70.48			135.72									38.54			55.20			69.61			31.95			54.00			27.44			32.35			57.95						130.05			0.81			62.80			30.62			14						56.75			0.46			1.59			90.20			35.71			33.45			21.04			8.94			5.62


			150.05			98.52			67.14			38.26			100.85			58.56			111.37									16.44			44.00			26.36			19.74			34.24						28.21			29.56						150.05			0.81			51.79			32.85			13						43.13			0.63			1.88			81.01			22.97			37.88			20.17			10.51			5.59


			170.05			40.90			25.97			48.15			65.25			75.17			186.23									4.62			41.97			22.70			17.34			21.68			27.78			24.15			31.66						170.05			0.81			45.25			44.73			14						32.76			0.84			2.32			75.86			14.15			43.10			18.61			11.52			4.97


			190.05			29.46			8.00			33.48			61.18			59.05			117.95									4.12			37.67			26.13			21.29			30.26			29.50			27.54			34.88						190.05			0.81			37.18			27.98			14						28.63			0.82			2.27			64.98			12.62			36.35			16.02			9.71			4.28


			210.05			6.11			55.70			8.80			99.01			61.71			114.37									4.31			36.49			30.60			21.36			33.48						30.33			30.37						210.05			0.81			40.97			33.90			13						28.05			1.00			2.72			76.31			10.31			48.27			17.74			13.39			4.92


			230.05			90.23			42.17			24.42			53.91			56.25			83.40									8.82			37.15			32.82			22.42			32.45						50.82			28.18						230.05			0.81			43.31			23.49			13						37.22			0.61			1.84			68.55			20.21			31.32			17.01			8.69			4.72


			250.05			86.69			6.33			58.59						59.46			81.61									5.25			33.50			36.35			27.30			33.16						49.42			27.20						250.05			0.81			42.07			26.01			12						32.14			0.89			2.44			78.50			13.16			46.36			18.98			13.38			5.48


			CM																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00															0.01			0.01			0.01			0.01			16.28			5.58															0.01			0.01						0.00			0.00			2.74			5.81			8						0.06			3.12			22.61			1.41			0.00			1.35			0.06			0.48			0.02


			4.76															2152.13			1044.22			2866.44			415.21			956.32			2191.82															1723.02			229.06						4.76			1.37			1447.28			933.04			8						1104.37			0.88			2.42			2674.86			455.96			1570.49			648.41			555.25			229.25


			14.76															3525.45			2064.87			6628.10			4271.05			2149.41			4997.26															3794.45			1696.61						14.76			1.37			3640.90			1676.98			8						3305.42			0.48			1.61			5327.78			2050.72			2022.36			1254.70			715.01			443.60


			24.76															2062.90			1227.81			4097.49			4306.41			1386.86			2730.30															2372.09			1822.42						24.76			1.37			2500.78			1158.34			8						2280.52			0.46			1.58			3607.63			1441.60			1327.11			838.92			469.20			296.60


			34.76															1072.57			744.66			2289.51			2831.93			897.17			1361.89															1135.35			1343.76						34.76			1.37			1459.61			724.80			8						1327.65			0.45			1.57			2086.16			844.93			758.51			482.72			268.17			170.67


			44.76															728.79			487.33			1786.95			2158.61			719.69			863.44															765.71			911.81						44.76			1.37			1052.79			589.87			8						937.04			0.50			1.64			1538.63			570.67			601.59			366.37			212.69			129.53


			54.76															455.94			353.53			1235.59			1347.35						438.99															452.03			623.63						54.76			1.37			701.01			412.51			7						614.82			0.53			1.70			1048.01			360.69			433.19			254.13			163.73			96.05


			64.76															250.45			237.14			840.87			1053.41			465.70			218.41															334.06			416.31						64.76			1.37			477.04			308.13			8						406.40			0.59			1.80			730.20			226.19			323.79			180.21			114.48			63.71


			74.76															149.66			124.79			470.03			726.33			119.86			136.50															280.23			286.04						74.76			1.37			286.68			214.58			8						231.89			0.67			1.96			454.74			118.25			222.84			113.64			78.79			40.18


			84.76															98.47			122.95			422.08			493.52			61.48			86.57															214.83			195.77						84.76			1.37			211.96			161.63			8						165.56			0.75			2.11			350.08			78.30			184.51			87.26			65.24			30.85


			94.76															101.05			90.84			301.56			453.85			28.65			54.08															143.96			138.20						94.76			1.37			164.02			143.29			8						118.44			0.88			2.42			286.56			48.95			168.12			69.49			59.44			24.57


			104.76															39.56			52.18			253.19			291.65			24.87			33.51															106.86			94.48						104.76			1.37			112.04			103.59			8						77.36			0.92			2.51			193.80			30.88			116.44			46.48			41.17			16.43


			114.76															30.65			39.18			174.88			153.61			15.27			19.38															76.58			62.59						114.76			1.37			71.52			61.09			8						51.00			0.90			2.46			125.34			20.75			74.34			30.25			26.28			10.69


			129.76															19.94			11.62			107.64			88.17			6.10			10.55															60.85			44.81						129.76			1.37			43.71			38.67			8						28.07			1.08			2.94			82.41			9.56			54.34			18.51			19.21			6.54


			149.76															7.50			16.84			62.88			46.49			8.15			7.61															49.27			26.52						149.76			1.37			28.16			21.93			8						20.39			0.90			2.45			50.06			8.31			29.67			12.09			10.49			4.27


			169.76															8.78			6.11			61.08			31.13			8.54			11.72															41.83			23.80						169.76			1.37			24.12			19.58			8						17.82			0.85			2.33			41.50			7.65			23.68			10.17			8.37			3.60


			189.76															15.32			58.46			61.81			32.99			13.53			12.75															40.26			21.02						189.76			1.37			32.02			19.89			8						26.80			0.64			1.90			51.06			14.07			24.26			12.73			8.58			4.50


			209.76															9.41			4.47			66.94			41.01			10.81			7.48															48.31			22.88						209.76			1.37			26.41			23.05			8						17.85			0.99			2.68			47.93			6.65			30.08			11.20			10.63			3.96


			229.76															7.76			21.88			78.66			42.59			10.09			3.13															69.58			17.51						229.76			1.37			31.40			29.06			8						19.61			1.12			3.07			60.29			6.38			40.67			13.23			14.38			4.68


			249.76															38.68			17.45			71.59			42.29			8.43			1.07															90.20			17.45						249.76			1.37			35.89			31.44			8						20.32			1.43			4.16			84.59			4.88			64.27			15.44			22.72			5.46


			AUC


																																																			average			stdev


			plasma			395848.943361508			367210.87353643			321106.602013509			257623.376341964			384176.955438426			403643.126219331			383067.107848703			345129.421274823			347145.172336161			314200.22944032			359049.102488216															352563.719118126			42695.1694096787


			ST			449459.479839155			696313.188257806			72099.800901357			74271.1958811665			405991.108136268			448219.04089576			144901.274448213			173003.968520064			520195.74297222			511577.88658409																		349603.26864361			217134.72610842


			LV			107283.405754373			139762.24101473			27059.2749018019			52820.6838745119			132620.012007882			72814.9758603566			55692.2386126396			73254.2128375814			55562.1461854187			70134.8375027122			94590.7475859659			64013.9317699708			95378.5834081124			91677.6571029602						80904.6391727869			31425.8518526752


			CM			86225.2709438996			55169.40482491			180980.2378289			159476.220302795			61198.852343122			106237.562895685			97794.3228797813			67888.0057654111																								101871.234723063			46054.6482921457


			brain-to-plasma AUC ratio																																																average			stdev


			ST			1.1354318039			1.8962215948			0.2245354049			0.2882936981			1.1515396682			1.2713135714			0.4109931527			0.4907026989			1.4984962616			1.4510224928																		98.1855034738			58.5087046254


			LV			0.271021074			0.3806048543			0.0842688214			0.2050306328			0.3452055365			0.1803944404			0.1453850708			0.2122514289			0.1575946224			0.1989281191			0.2724818178			0.1815669858			0.3035598783			0.2553345948						22.8116276944			8.1238018457


			CM			0.2244415489			0.136678668			0.5133263238			0.4523330441			0.1597601336			0.3078194913			0.3112484133			0.189077219																								28.6835605249			13.7253029195


			T-Test			(total AUC)


			Plasma vs ST						0.4825262853


			Plasma vs LV						0


			Plasma vs CM						0.0000000004


			ST vs LV						0.0000690385


			ST vs CM						0.0030824634


			LV vs CM						0.109071814


			T-test			(AUC ratio)


			ST vs LV						0.0000429821


			ST vs CM						0.0024079586


			LV vs CM						0.1093326464


			ANOVA total AUC


			Anova: Single Factor


			SUMMARY


			Groups			Count			Sum			Average			Variance


			Row 1			11			3878200.91029939			352563.719118126			1822877490.92117


			Row 2			10			3496032.6864361			349603.26864361			47147489282.1788


			Row 3			14			1132664.94841902			80904.6391727869			987584164.66629


			Row 4			8			814969.877784504			101871.234723063			2121030629.31324


			ANOVA


			Source of Variation			SS			df			MS			F			P-value			F crit


			Between Groups			743331392795.085			3			247777130931.695			20.5496496986			0.0000000377			2.8450678129


			Within Groups			470241986994.676			39			12057486846.0173


			Total			1213573379789.76			42


			ANOVA brain-to-plasma AUC


			Anova: Single Factor


			SUMMARY


			Groups			Count			Sum			Average			Variance


			Row 1			10			9.8185503474			0.9818550347			0.3423268517


			Row 2			14			3.1936278772			0.2281162769			0.0065996156


			Row 3			8			2.294684842			0.2868356052			0.018838394


			ANOVA


			Source of Variation			SS			df			MS			F			P-value			F crit


			Between Groups			3.7052321298			2			1.8526160649			16.2874484614			0.0000181308			3.3276544986


			Within Groups			3.2986054268			29			0.1137450147


			Total			7.0038375566			31








Results


			0			0			0			0			15.7380466796			15.7380466796			37.4649772352			37.4649772352			14.8610485928			14.8610485928			5.8069806077			5.8069806077


			0			0			0			0			1706.0232586577			1706.0232586577			3214.9302913865			3214.9302913865			1148.6278399273			1148.6278399273			933.0406494355			933.0406494355


			0			0			0			0			2746.6310245966			2746.6310245966			6935.923597291			6935.923597291			1282.246887308			1282.246887308			1676.9783383213			1676.9783383213


			0			0			0			0			3178.7066587501			3178.7066587501			5691.1415342457			5691.1415342457			747.1410576745			747.1410576745			1158.3364431765			1158.3364431765


			0			0			0			0			1167.7899608076			1167.7899608076			3177.8388877331			3177.8388877331			494.7600524287			494.7600524287			724.8047936851			724.8047936851


			0			0			0			0			1730.744368376			1730.744368376			1446.1914933136			1446.1914933136			336.3121204061			336.3121204061			589.8727589374			589.8727589374


			0			0			0			0			621.6570619779			621.6570619779			892.8663019472			892.8663019472			251.6776602391			251.6776602391			412.5051514102			412.5051514102


			0			0			0			0			277.4410639075			277.4410639075			618.8729542674			618.8729542674			185.0069275196			185.0069275196			308.1324394641			308.1324394641


			0			0			0			0			36.7629461624			36.7629461624			405.6866060787			405.6866060787			143.1603767706			143.1603767706			214.5805165632			214.5805165632


			0			0			0			0			28.3464601681			28.3464601681			211.8316220374			211.8316220374			74.6293799136			74.6293799136			161.6264258199			161.6264258199


			0			0			0			0			36.2501749481			36.2501749481			154.0126866788			154.0126866788			60.8499409558			60.8499409558			143.2872850957			143.2872850957


						0			0			0									94.4016250406			94.4016250406			42.0190823406			42.0190823406			103.5931376644			103.5931376644


						0			0			0									85.7489559748			85.7489559748			42.7915618278			42.7915618278			61.0934008112			61.0934008112


						0			0			0									52.6646785635			52.6646785635			30.6172561619			30.6172561619			38.6708752453			38.6708752453


						0			0			0									45.2575760552			45.2575760552			32.8482810133			32.8482810133			21.9337489894			21.9337489894


						0			0			0									44.5472080944			44.5472080944			44.7303037304			44.7303037304			19.5840994678			19.5840994678


						0			0			0									41.2390861445			41.2390861445			27.9783066089			27.9783066089			19.8874151115			19.8874151115


						0			0			0									40.1051231073			40.1051231073			33.9010854389			33.9010854389			23.0520297545			23.0520297545


						0			0			0									34.691992439			34.691992439			23.4940033647			23.4940033647			29.0628197159			29.0628197159


						0			0			0									35.895259912			35.895259912			26.0094039189			26.0094039189			31.4396134892			31.4396134892





Plasma (n = 10)


ST (ECF, n = 10)


LV (CSF, n = 14)


CM (CSF, n = 8)


Time (min)


Concentration (ng/ml)
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logResults
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Average +/- stdev


Plasma (n = 10)


ST (ECF, n = 10)
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0.4662940557
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3.6278311412


0.0594780395


2.6394643574


0.0649912667


0.4757280481


0.0210414583
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670.5934767254


565.9600531525


1501.8371548621


552.5633855794


357.1710467104


163.0059366931


555.2536108968


229.2468189669


0


0


0


0


1213.9436840495


1005.639148499


3725.3260507757


1516.023328623


420.5252436016


260.9689731979


715.0108330124


443.6017859502


0


0


0
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1275.3087475265


1016.2806821353


2919.3298955858


1200.2671649429


290.3668435374


178.8587941646


469.2048586281


296.6018984949


0
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0


0


688.5357440197


630.5325244037


1597.6870365101


698.0559378025


178.4856402596


112.5578375067


268.1735719523


170.6681906478


0
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0


0


812.175937721


628.946555484


852.911189662


367.0804223359


120.6192956274


76.8401661158


212.6929735789


129.5322647897


0


0


0


0


253.2103516362


207.6632132413


507.1008438013


215.440359552


92.0871742955


55.0524152132


163.730448451


96.0533215091


0


0


0


0


129.3157978016


88.5224374225


359.0661221893


148.2501848858


64.0943320607


37.9672091553


114.477550188


63.7146885411


0


0


0


0


17.6701931815


11.2996318741


236.1442586356


96.1032573929


57.5836508959


28.7371268514


78.7874711644


40.1775849811


0


0


0


0


14.0074191274


9.4404062429


119.5366734336


54.6872729472


30.7443162945


18.3972078736


65.2350191149


30.8519856322


0


0


0


0


13.7376397247


10.049080933


81.4267182286


36.8876346244


25.376977214


13.5579420232


59.4405594578


24.567329045


0


0


0


42.988195736


24.2991774464


30.4078159863


11.6596888807


41.1667946799


16.4333156271


0


0


0


34.0162888071


16.9918391912


15.9231828131


7.7409402035


26.2844234053


10.6945642086


0


0


0


21.0991355162


11.7965404201


8.9389631488


5.6242646827


19.2105473065


6.544012458


0


0


0


14.2714143292


6.9298424795


10.5061842128


5.5937413033


10.4884970249


4.2727912487


0


0


0


13.8367469631


6.6404756251


11.5186513474


4.9746599816


8.3729816742


3.5951208434


0


0


0


19.9375849704


6.9480287886


9.7149835603


4.2804933585


8.5754913239


4.5017629877


0


0


0


16.6974550944


7.643183723


13.3873823249


4.919857871


10.6336415366


3.9610182109


0


0


0


49.6427478005


7.448859299


8.6875834669


4.7176405465


14.3806432565


4.6786656818


0


0


0


19.4526919184


5.2741424297


13.3835275867


5.4790272258


22.7229670868


5.4575998193


Geomean +/- S.E.M.


Plasma (n = 10)


ST (ECF, n = 10)


LV (CSF, n = 14)


CM (CSF, n = 8)


Time (min)


Concentration (ng/ml)
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0
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1.4745512755


0.0585490477


11.4722093726


0.1880860756


9.87597131


0.2431750532


1.3455621153


0.0595142313


0


0


0


0


1896.7247792479


1600.7767658593


4749.2260840311


1747.3588500449


1336.4116852656


609.9123671157


1570.4943741737


648.4079210276


0


0


0


0


3211.7930936325


2660.671095599


11780.5153472114


4794.0867043987


1573.4613840469


976.4564862849


2022.3560345796


1254.6953239674


0


0


0


0


3607.1178539301


2874.4758477072


9231.7317114726


3795.5780419325


1086.4532449958


669.2283283755


1327.1117492065


838.9168549541


0


0


0


0


1192.5788914693


1092.1143680918


5052.3300234966


2207.4466976607


643.5391278902


405.8330545857


758.5094050498


482.7225397595


0


0


0


0


2148.8155520406


1664.0361737613


2697.1420011758


1160.8102190379


434.8990551948


277.0511589458


601.5865757135


366.372571261


0


0


0


0


669.9316198167


549.4252186931


1603.5936698053


681.2822361098


318.9993292105


190.7071604575


433.1900486504


254.1332013149


0


0


0


0


342.1374415749


234.2083548691


1135.4667767224


468.8082477802


239.8190310051


142.0602885912


323.7914081262


180.2123533144


0


0


0


0


46.7509367766


29.8960158454


746.7537136605


303.9051839229


215.4582927321


107.5244829582


222.8446205314


113.6393711672


0


0


0


0


34.3110294755


23.1241782596


378.0081519699


172.9363415364


110.850208829


66.3320763135


184.5124975479


87.2625930144


0


0


0


0


36.3463783126


26.5873690535


257.493891995


116.6489429093


91.4979925615


48.8838551545


168.1232906804


69.4868998535


0


0


0


128.9645872079


72.8975323393


113.7756293007


43.626561028


116.4372787116


46.4804356693


0


0


0


102.0488664214


50.9755175735


59.5790945937


28.9639460932


74.3435761178


30.2487954949


0


0


0


66.7213248916


37.3039362379


33.4465374957


21.0440714954


54.3356330828


18.5092623409


0


0


0


45.1301747122


21.9140860613


37.8805858888


20.1685210908


29.665949483


12.0852786661


0


0


0


43.755635811


20.9990277222


43.0988468998


18.6134732668


23.6823684823


10.1685373103


0


0


0


63.0481795497


21.9715962205


36.3501400009


16.0161395939


24.2551522685


12.7329085437


0


0


0


52.8019892267


24.1698691397


48.2688934166


17.738799822


30.0764801569


11.2034513493


0


0


0


156.9841523588


23.5553613549


31.3235276499


17.0096948896


40.6746014579


13.233264922


0


0


0


55.0205214714


14.9175275078


46.3618995293


18.9799070622


64.2702564629


15.436423365


Geomean +/- geostdev


ST (ECF; n=10)


LV (CSF; n=14)


CM (CSF; n=8)


AUC ratio (%)


0


0


0


0


0


0


58.5087046254


58.5087046254


8.1238018457


8.1238018457


13.7253029195


13.7253029195


Average +/- stdev


SEM +


SEM -


Geomean concentration (ng/ml)


S.E.M. (ng/ml)


Proving heteroscedasticity for plasma data


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


SEM +


SEM -


Geomean concentration (ng/ml)


S.E.M. (ng/ml)


Proving heteroscedasticity for MD ST data


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0





AUC


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0





SEM +


SEM -


Geomean concentration (ng/ml)


S.E.M. (ng/ml)


Proving heteroscedasticity for MD LV data


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0





ANOVA + t-test


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0





SEM +


SEM -


Geomean concentration (ng/ml)


S.E.M. (ng/ml)


Proving heteroscedasticity for MD CM data


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0





ANOVA + t-test log data


			logResults (to eliminate heteroscedasticity)


			Plasma																																																						Time						Concentration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			-2			-2			-2			0.9508514589			-2			-2			0			0			-2			0			0			0			1.6989091989			0			-2			-0.7986028757						0.00			0.00			-1.2148842218			1.4011400434			10.00						0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00


			2.00			0			4.0890638845			0			3.9004156358			3.9684584312			0			0			0			4.0855348492			3.9265221991			0			0			3.9972548528			0			4.0585800502			4.0631273862						2.17			0.35			4.0111196611			0.0736735458			8.00						4.01			0.02			1.02			4.09			3.94			0.07			0.07			0.03			0.03


			7.00			0			4.2625445598			0			4.0398477212			4.2759908564			0			0			0			4.1297656294			4.2014824999			0			0			4.2023121932			0			0			4.2214935774						6.73			0.76			4.1904910053			0.0817563682			7.00						4.19			0.02			1.02			4.27			4.11			0.08			0.08			0.03			0.03


			10.00			0			0			4.174593316			3.9798125584			4.1992072753			4.2862416048			0			0			4.2482759892			4.1417795865			0			0			4.0979310368			0			4.0787760775			0						10.25			0.45			4.1508271806			0.0986016682			8.00						4.15			0.02			1.02			4.25			4.05			0.10			0.10			0.04			0.03


			12.00			0			4.0845579407			0			0			0			4.1562442205			0			0			0			0			0			0			0			0			0			4.097425371						11.99			0.65			4.1127425107			0.0382189973			3.00						4.11			0.01			1.01			4.15			4.07			0.04			0.04			0.02			0.02


			15.00			3.9483387186			0			3.8179857772			3.6552791734			3.9464503981			0			0			0			3.9806752577			0			0			0			3.8838371611			0			3.842157863			0						15.21			0.50			3.8678177642			0.1110363755			7.00						3.87			0.03			1.03			3.98			3.76			0.11			0.11			0.04			0.04


			30.00			3.5725877084			0			3.4214494287			3.4035434519			0			3.6008314821			0			0			3.5385974836			0			0			0			3.4708056456			0			3.3866874459			0						29.59			1.36			3.4849289495			0.0861218866			7.00						3.48			0.02			1.02			3.57			3.40			0.09			0.08			0.03			0.03


			60.00			3.0392010842			0			2.7053906893			2.7357681138			2.9655126067			3.0339771283			0			0			0			0			0			0			2.9573452906			0			2.6574564816			0						59.52			1.33			2.8706644849			0.16459822			7.00						2.87			0.06			1.06			3.04			2.71			0.17			0.16			0.06			0.06


			120.00			2.1709763924			0			1.9476624097			1.5947681134			2.069431279			2.0101981569			0			0			1.7650796606			0			0			0			1.872622379			0			0			0						120.32			2.27			1.918676913			0.1941770025			7.00						1.91			0.10			1.11			2.12			1.72			0.21			0.19			0.08			0.07


			180.00			1.6075265061			0			2.0264719769			1.7674452993			0			1.917206074			0			0			2.0377292033			0			0			0			1.7483741133			0			0			0						179.41			1.49			1.8507921955			0.1713674403			6.00						1.84			0.09			1.10			2.03			1.68			0.18			0.16			0.07			0.07


			240.00			2.2301933789			0			0			1.9633580409			1.9444185103			2.0769679522			0			0			1.882911417			0			0			0			1.8765353601			0			0			0						240.03			1.78			1.9957307766			0.1357857787			7.00						1.99			0.07			1.07			2.13			1.86			0.14			0.13			0.05			0.05


			ST																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			-2.0797905058			-2.0797905058			-2.0797905058			2.0823635478			0			0			0.7890379142			-2.0797905058			0			0			-2.0797905058			1.1949949058			1.2277055321			-2.0797905058			0			0						0.00			0.00			-0.7184641135			1.7852904195			10.00						0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00


			4.43			3.7416790688			3.9915769514			3.0787630393			2.7900191549			0			0			3.7412149292			3.111187098			0			0			2.9530685954			3.3485500432			3.8427621445			3.8173136544			0			0						4.43			1.06			3.4416134679			0.4342407405			10.00						3.42			0.13			1.14			3.89			3.00			0.47			0.41			0.15			0.13


			14.43			4.142087982			4.3435881226			3.3220235389			3.3029219414			0			0			4.107779811			4.1184337203			0			0			3.5253470139			3.8082910026			4.2457375277			4.1599387997			0			0						14.43			1.06			3.907614946			0.3904584051			10.00						3.89			0.10			1.11			4.31			3.51			0.42			0.38			0.13			0.12


			24.43			3.9912191366			4.2497162002			3.230265146			3.2594163692			0			0			4.005668578			4.072454057			0			0			3.4703023183			3.5696929792			4.1394087904			4.1045501782			0			0						24.43			1.06			3.8092693753			0.3860052492			10.00						3.79			0.10			1.11			4.21			3.42			0.42			0.38			0.13			0.12


			34.43			3.8562761561			3.9605560102			3.0177098152			3.112434413			0			0			3.7218185715			3.9160489287			0			0			3.3661330348			3.3002360268			3.7504740853			3.9314877303			0			0						34.43			1.06			3.5933174772			0.3596014857			10.00						3.58			0.10			1.11			3.96			3.23			0.39			0.35			0.12			0.11


			44.43			3.5754221813			3.6498705607			2.6197357446			2.7484841449			0			0			3.4811496854			3.5419386166			0			0			3.206047054			3.1707756757			3.5729067882			3.5254697477			0			0						44.43			1.06			3.3091800199			0.3661425894			10.00						3.29			0.12			1.12			3.70			2.92			0.41			0.36			0.13			0.12


			54.43			3.2935627418			3.3808195039			2.4789708972			2.4575737468			0			0			3.2345539439			3.3624920804			0			0			3.0306802571			2.7805954203			3.2905466084			3.425642859			0			0						54.43			1.06			3.0735438059			0.371767268			10.00						3.05			0.13			1.14			3.47			2.69			0.42			0.37			0.13			0.12


			64.43			3.1583097876			3.2205928579			2.2194988283			2.35686691			0			0			3.0622122028			3.2024873319			0			0			2.8628732492			2.5673674337			3.1265225462			3.245931207			0			0						64.43			1.06			2.9022662355			0.3841791878			10.00						2.88			0.14			1.15			3.31			2.50			0.43			0.38			0.14			0.12


			74.43			3.005111761			3.0730408352			2.0177444414			2.1718938773			0			0			2.8771853481			2.9627298797			0			0			2.6972693849			2.3347984886			2.9173125411			3.0395163638			0			0						74.43			1.06			2.7096602921			0.3904392829			10.00						2.68			0.15			1.17			3.13			2.30			0.45			0.38			0.14			0.12


			84.43			2.725289386			2.8261618003			1.8580281789			1.9775331996			0			0			2.7070389688			2.7960691252			0			0			2.5189781216			2.3754351473			2.7205622171			2.5297185301			0			0						84.43			1.06			2.5034814675			0.3396148985			10.00						2.48			0.15			1.16			2.87			2.14			0.39			0.34			0.12			0.11


			94.43			2.5566734591			2.727751287			1.7477080024			1.7449209377			0			0			2.5244355473			2.5870175315			0			0			2.3173844712			2.1796600179			2.5441923293			2.3593210364			0			0						94.43			1.06			2.328906462			0.3438861241			10.00						2.30			0.16			1.17			2.70			1.96			0.40			0.34			0.13			0.11


			104.43			2.350865612			2.5641061086			0			1.7608173732			0			0			2.3136618494			2.4061153857			0			0			2.1048157609			1.96907839			2.3730994454			2.1777200774			0			0						104.43			1.06			2.2244755558			0.2477576452			9.00						2.21			0.12			1.12			2.48			1.97			0.27			0.24			0.09			0.08


			114.43			0			2.4937308906			1.6411952384			1.5627729313			0			0			2.1316504298			2.2439358614			0			0			1.9433384402			1.8088943409			2.2152265061			2.0310348043			0			0						114.43			1.06			2.0079754937			0.3014465408			9.00						1.99			0.15			1.17			2.32			1.71			0.33			0.28			0.11			0.09


			129.43			2.1032306346			2.3195889724			1.6370472175			1.575347929			0			0			1.9285115184			2.0477677962			0			0			2.1188665812			1.5801256943			2.0218534797			1.9418122103			0			0						129.43			1.06			1.9274152034			0.2525100014			10.00						1.91			0.13			1.14			2.19			1.67			0.28			0.24			0.09			0.08


			149.43			1.789977082			2.226806061			1.3068867782			1.3682971609			0			0			1.6237587925			1.746996733			0			0			1.3450911309			1.2432552297			1.7394242941			1.90351998			0			0						149.43			1.06			1.6294013242			0.3137436519			10.00						1.60			0.19			1.21			1.94			1.33			0.34			0.28			0.11			0.09


			169.43			1.6606217296			2.2226919449			1.1202387608			1.376727352			0			0			1.5371049206			1.7315163343			0			0			1.2325984436			1.6536475213			1.637463807			1.8886457419			0			0						169.43			1.06			1.6061256556			0.318834812			10.00						1.58			0.20			1.22			1.93			1.29			0.35			0.29			0.11			0.09


			189.43			1.6086457623			2.1639914103			0.5112741013			1.4705601665			0			0			1.5718750982			1.7971198056			0			0			1.2334437859			1.2492003497			1.7698131523			1.9034748468			0			0						189.43			1.06			1.5279398479			0.457810942			10.00						1.44			0.40			1.50			2.16			0.96			0.72			0.48			0.23			0.15


			209.43			1.5649740195			2.1701168242			1.0202352243			1.6167406142			0			0			1.5958045506			1.88276823			0			0			1.6526032541			1.2146757204			1.849423998			1.9233683282			0			0						209.43			1.06			1.6490710763			0.3393759851			10.00						1.61			0.22			1.25			2.02			1.29			0.41			0.32			0.13			0.10


			229.43			1.6460090168			2.0729258053			-0.8010369048			1.4218164166			0			0			1.6591485254			1.907965111			0			0			1.5270206411			1.2847604896			1.8529368615			1.8554143617			0			0						229.43			1.06			1.4426960324			0.8237660414			10.00						0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00


			249.43			1.3650135964			1.9652976558			0.494240762			0.759058585			0			0			0.8145255569			1.8992112427			0			0			0			1.381107337			0			1.8099032857			0			0						249.43			1.06			1.3110447527			0.5668278549			8.00						1.19			0.51			1.66			1.97			0.71			0.78			0.47			0.28			0.17


			LV																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			-1.9104382592			-1.9104382592			1.6231595466			-1.9104382592			0.0171187366			1.1280385084			0			0			1.1058724379			-1.9104382592			-1.9104382592			1.3936960137			1.5700713338			-1.9104382592			-1.9104382592			-1.9104382592						0.00			0.00			-0.6032535355			1.6086608001			14.00						0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00


			5.05			3.4019378806			3.46055808			2.5922435799			2.8194713223			3.5349226201			3.0510947353			0			0			2.7640887389			3.0495457349			2.5745520663			3.033529009			3.1009638645			3.0761905616			3.5659469669			2.6745697402						5.05			0.81			3.0499724929			0.3406728248			14.00						3.03			0.11			1.12			3.39			2.71			0.36			0.32			0.10			0.09


			15.05			3.5839141127			3.705547449			2.9757847879			3.2679538315			3.7132572795			3.3738169538			0			0			3.2419225036			3.3630075029			3.1746300643			3.3872902321			3.5276832371			3.3770354892			3.5966641694			3.4589276399						15.05			0.81			3.4105310895			0.2072031943			14.00						3.40			0.06			1.06			3.62			3.20			0.22			0.20			0.06			0.05


			25.05			3.3799654059			3.4742485013			2.7341605173			3.0917321239			3.4732367405			3.1271986434			0			0			2.9560977989			3.3328914665			3.1499409817			3.2606624919			3.3654565725			3.288282071			3.3176884783			3.4254499033						25.05			0.81			3.2412151212			0.2104367251			14.00						3.23			0.07			1.07			3.46			3.02			0.23			0.21			0.06			0.06


			35.05			3.097258344			3.307552372			2.5710616981			2.8338021693			3.2361362498			2.9286512667			0			0			0			3.0575951819			2.9975322856			3.0445401544			3.1627498795			2.9824899692			3.0052042488			3.3068934359						35.05			0.81			3.0408820966			0.2002275408			13.00						3.03			0.07			1.07			3.25			2.84			0.21			0.20			0.06			0.06


			45.05			2.9785820869			3.1783612992			2.4426890274			2.6531544951			3.0665632116			2.7760820544			0			0			0			2.8852056847			2.8715336468			2.931062641			3.0219026875			2.8007837089			2.7965454022			3.0727593389						45.05			0.81			2.8827096373			0.195828493			13.00						2.88			0.07			1.07			3.08			2.68			0.21			0.19			0.06			0.05


			55.05			2.820700225			3.0228161277			2.348964469			2.3574605969			2.86109043			2.6534934991			0			0			0			2.6870704472			0			2.7245224109			2.8661394456			2.371026914			2.5726352824			2.8255596249						55.05			0.81			2.6759566227			0.2234227701			12.00						2.67			0.08			1.09			2.90			2.45			0.24			0.22			0.07			0.06


			65.05			2.762826037			2.8670828072			2.1555520301			2.2481955822			2.6945325857			2.4790999182			0			0			2.8135261178			2.4905657207			2.5768698399			2.5432622142			2.7090828913			2.1848706022			2.4283766782			2.6369672005						65.05			0.81			2.5422007304			0.2274109513			14.00						2.53			0.09			1.10			2.78			2.31			0.24			0.22			0.06			0.06


			75.05			2.6871174536			2.7327675889			1.571863508			2.1607807592			2.5738473408			2.2828533434			0			0			2.3675832818			2.3134728277			2.3744209176			2.3524397955			2.5610001482			1.9634633387			2.2152706668			2.4871020147						75.05			0.81			2.3317130703			0.3018558513			14.00						2.31			0.14			1.15			2.66			2.01			0.35			0.31			0.09			0.08


			85.05			2.4293298203			2.5078133009			1.6301414573			2.2919955633			2.3608921119			2.2499402223			0			0			2.1431779152			2.1828082719			0			2.1534577789			2.400976508			2.0888228119			2.0671939061			2.3264515345						85.05			0.81			2.2179231694			0.2230129239			13.00						2.21			0.11			1.12			2.46			1.98			0.25			0.23			0.07			0.06


			95.05			0			2.424517857			1.3083597389			2.0013051187			2.2097736091			2.1499195655			0			0			1.9606090021			2.0757510406			2.0943558512			1.9957351045			2.2452924121			1.7633196774			1.8866907286			2.1576733578						95.05			0.81			2.0210233126			0.2722461173			13.00						2.00			0.15			1.16			2.33			1.72			0.33			0.28			0.09			0.08


			105.05			2.0042195482			2.1758147646			0.5257243879			1.9555535409			2.0751678239			2.196058611			0			0			1.8289758435			1.952229691			1.9381818583			1.8130174129			2.0943988018			1.5932162601			1.7289486098			2.0153893154						105.05			0.81			1.8497783192			0.4162982663			14.00						1.77			0.36			1.43			2.54			1.23			0.77			0.54			0.21			0.14


			115.05			2.2025135915			1.9202786903			1.1445576023			1.2359998761			1.9898742378			2.1348064613			0			0			1.6295155825			1.8681470687			1.8080634297			1.6756987661			1.9793115161			1.4668679919			1.5980914598			1.8604873555						115.05			0.81			1.7510152592			0.3132361686			14.00						1.72			0.19			1.21			2.09			1.42			0.37			0.30			0.10			0.08


			130.05			1.7217083614			2.0412391782			1.7592504489			1.9338524841			1.8480951631			2.132648813			0			0			1.5859377948			1.7419047959			1.8426849855			1.5045350888			1.7324217934			1.4384504639			1.5098476258			1.7630434379						130.05			0.81			1.7539728882			0.2012213961			14.00						1.74			0.11			1.12			1.96			1.55			0.21			0.19			0.06			0.05


			150.05			1.993519587			1.8269929413			1.5827408615			2.0036932535			1.7676246458			2.0467857987			0			0			1.2160178543			1.6434447675			1.4209890373			1.2953072818			1.5345428529			0			1.4503444307			1.4706768215						150.05			0.81			1.6348215487			0.2737426339			13.00						1.61			0.17			1.18			1.91			1.36			0.30			0.25			0.08			0.07


			170.05			1.6116754132			1.4144612379			1.6826261725			1.8145744662			1.8760292176			2.2700603641			0			0			0.6647495857			1.6229524488			1.3560286363			1.2390887546			1.3360603216			1.44367018			1.3829242955			1.5005075995						170.05			0.81			1.5153863352			0.364638231			14.00						1.47			0.28			1.32			1.94			1.11			0.47			0.36			0.13			0.10


			190.05			1.4692610014			0.9031427294			1.5247688441			1.7866166331			1.7712551328			2.0716972356			0			0			0.6146065479			1.5759922197			1.417125001			1.3281096285			1.4808497894			1.4697729825			1.4400035974			1.5425741319						190.05			0.81			1.4568411053			0.3559482425			14.00						1.41			0.30			1.35			1.90			1.04			0.49			0.37			0.13			0.10


			210.05			0.7860167384			1.745851642			0.9444747631			1.9956811984			1.7903519622			2.058324789			0			0			0.6348688573			1.5621719384			1.4857610879			1.3296115129			1.5247688441			0			1.4819068962			1.4824344862						210.05			0.81			1.4478634397			0.4347431097			13.00						1.37			0.36			1.43			1.96			0.96			0.59			0.41			0.16			0.11


			230.05			1.9553412126			1.6249824589			1.3877596079			1.7316303682			1.7501426532			1.9211755961			0			0			0.9456861851			1.569999888			1.5160730022			1.3505865748			1.5111656677			0			1.7060372547			1.4499657955						230.05			0.81			1.5708112511			0.2651741428			13.00						1.55			0.19			1.21			1.87			1.28			0.32			0.26			0.09			0.07


			250.05			1.9379597156			0.8013689699			1.7678068927			0			1.7742276048			1.9117298202			0			0			0.7199896158			1.5250875923			1.5605599105			1.4361102994			1.5206036862			0			1.6938958139			1.4345431547						250.05			0.81			1.5069902563			0.38786714			12.00						1.45			0.32			1.38			1.99			1.05			0.54			0.39			0.16			0.11


			CM																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			0			0			0			0			-1.9340448723			-1.9340448723			-1.9340448723			-1.9340448723			1.2116305375			0.7467782197			0			0			0			0			-1.9340448723			-1.9340448723						0.00			0.00			-1.2057325596			1.3542829223			8.00						0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00


			4.76			0			0			0			0			3.3328690341			3.0187903984			3.4573430386			2.6182631435			2.9806035445			3.3408043832			0			0			0			0			3.2362901085			2.3599407892						4.76			1.37			3.043113055			0.3841880734			8.00						3.02			0.13			1.14			3.45			2.64			0.43			0.38			0.15			0.13


			14.76			0			0			0			0			3.5472142531			3.3148921105			3.8213893739			3.6305346923			3.3323194779			3.6987320162			0			0			0			0			3.5791491555			3.2295815691						14.76			1.37			3.519226581			0.2073193358			8.00						3.51			0.06			1.06			3.73			3.31			0.21			0.20			0.08			0.07


			24.76			0			0			0			0			3.3144780229			3.0891321525			3.6125179591			3.6341155751			3.142032559			3.4362097539			0			0			0			0			3.3751302989			3.260649127						24.76			1.37			3.3580331811			0.1991885741			8.00						3.35			0.06			1.06			3.56			3.16			0.20			0.19			0.07			0.07


			34.76			0			0			0			0			3.0304270925			2.8719566941			3.3597427161			3.4520822316			2.9528767841			3.1341429016			0			0			0			0			3.05513101			3.1283203257						34.76			1.37			3.1230849695			0.1962633923			8.00						3.12			0.06			1.06			3.32			2.93			0.20			0.19			0.07			0.07


			44.76			0			0			0			0			2.8626047983			2.6878256799			3.2521128599			3.3341744219			2.8571470075			2.936232922			0			0			0			0			2.8840622011			2.9599034153						44.76			1.37			2.9717579132			0.215375184			8.00						2.97			0.07			1.07			3.18			2.76			0.22			0.20			0.08			0.07


			54.76			0			0			0			0			2.6589086992			2.5484285189			3.0918751262			3.1294798793			0			2.6424577244			0			0			0			0			2.6551672539			2.7949254136						54.76			1.37			2.7887489451			0.231617064			7.00						2.78			0.08			1.08			3.02			2.56			0.24			0.22			0.09			0.08


			64.76			0			0			0			0			2.3987166633			2.3750101128			2.9247268531			3.022598908			2.6681019692			2.3392805519			0			0			0			0			2.5238218919			2.619413357						64.76			1.37			2.6089587884			0.2544807625			8.00						2.60			0.10			1.10			2.86			2.36			0.26			0.24			0.09			0.08


			74.76			0			0			0			0			2.1750947716			2.0961904237			2.6721214423			2.8611327574			2.0786658404			2.1351420528			0			0			0			0			2.4475214235			2.4564309816						74.76			1.37			2.3652874617			0.2924733328			8.00						2.35			0.12			1.13			2.65			2.08			0.30			0.27			0.11			0.09


			84.76			0			0			0			0			1.9933254907			2.0897424075			2.6253949045			2.6933004982			1.7887535245			1.9373529091			0			0			0			0			2.3320927092			2.2917552982						84.76			1.37			2.2189647177			0.3251976735			8.00						2.20			0.15			1.16			2.54			1.90			0.34			0.30			0.12			0.11


			94.76			0			0			0			0			2.0045248839			1.9582723884			2.4793722528			2.6569083629			1.4570667414			1.7330343331			0			0			0			0			2.1582546042			2.1405155955						94.76			1.37			2.0734936453			0.3837249457			8.00						2.04			0.19			1.21			2.47			1.69			0.43			0.35			0.15			0.13


			104.76			0			0			0			0			1.5973062922			1.7175238665			2.4034543222			2.464866868			1.3957596498			1.5251967925			0			0			0			0			2.0287978089			1.9753506736						104.76			1.37			1.8885320342			0.3988218567			8.00						1.85			0.21			1.23			2.28			1.50			0.43			0.35			0.15			0.12


			114.76			0			0			0			0			1.4864059868			1.5930692393			2.2427407026			2.1864303444			1.1838889627			1.2873693655			0			0			0			0			1.8841150141			1.7964951641						114.76			1.37			1.7075643474			0.3905353622			8.00						1.67			0.23			1.26			2.11			1.32			0.44			0.35			0.16			0.12


			129.76			0			0			0			0			1.2997124906			1.0650856689			2.0319559853			1.9453377648			0.7852864146			1.0230833253			0			0			0			0			1.7842907066			1.6514158572						129.76			1.37			1.4482710267			0.4676956206			8.00						1.38			0.35			1.42			1.95			0.97			0.57			0.40			0.20			0.14


			149.76			0			0			0			0			0.874840995			1.2264236588			1.7985097075			1.6673631882			0.9110531677			0.881532876			0			0			0			0			1.6926033961			1.4235088474						149.76			1.37			1.3094794796			0.3900015839			8.00						1.26			0.31			1.36			1.71			0.92			0.46			0.34			0.16			0.12


			169.76			0			0			0			0			0.9433264735			0.7861144311			1.7858661919			1.4931165306			0.9316511876			1.0689845982			0			0			0			0			1.6215332004			1.37664844						169.76			1.37			1.2509051317			0.3671666477			8.00						1.20			0.30			1.35			1.62			0.89			0.42			0.31			0.15			0.11


			189.76			0			0			0			0			1.1852110169			1.766831836			1.7910496487			1.5183549736			1.1311612557			1.1053692468			0			0			0			0			1.6049056897			1.3226728736						189.76			1.37			1.4281945676			0.2798763857			8.00						1.40			0.20			1.22			1.71			1.15			0.31			0.25			0.11			0.09


			209.76			0			0			0			0			0.9733664884			0.650286352			1.8256984953			1.6128677708			1.0339708417			0.8741661006			0			0			0			0			1.6840032244			1.3595386412						209.76			1.37			1.2517372393			0.4288751769			8.00						1.18			0.37			1.44			1.71			0.82			0.52			0.36			0.18			0.13


			229.76			0			0			0			0			0.8900809616			1.3401129769			1.8957733151			1.6293175371			1.0039742251			0.4957074077			0			0			0			0			1.8425110384			1.2432029639						229.76			1.37			1.2925850532			0.4876562994			8.00						1.20			0.45			1.56			1.87			0.76			0.68			0.43			0.24			0.15


			249.76			0			0			0			0			1.5874854689			1.2417567605			1.8548302434			1.6262205255			0.9256936939			0.029742955			0			0			0			0			1.9552007886			1.2417567605						249.76			1.37			1.3078358995			0.6194633517			8.00						0.89			1.40			4.04			3.60			0.22			2.71			0.67			0.96			0.24








ANOVA + t-test log data
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Eliminating heteroscedasticity by log transformation of plasma data
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SEM -


log concentration (ng/ml)


log S.E.M. (ng/ml)


Eliminating heteroscedasticity by log transformation of MD ST data
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log concentration (ng/ml)


log S.E.M. (ng/ml)


Eliminating heteroscedasticity by log transformation of MD LV data
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SEM +


SEM -


log concentration (ng/ml)


log S.E.M. (ng/ml)


Eliminating heteroscedasticity by log transformation of MD CM data
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						AUC			stdev			AUC (%)


			Plasma			352563.72			42695.17			Average			stdev


			ST			349603.27			217134.73			98.19			58.51


			LV			80904.64			31425.85			22.81			8.12


			CM			101871.23			46054.65			28.68			13.73


			Plasma																																							Concentration


			Time			JW03-01 d1			JW03-01 d2			JW03-02 d1			JW03-02 d2			JW03-04 d1			JW03-04 d2			JW03-08 d1			JW03-08 d2			JW03-10 d1			JW03-11 d1			JW03-12 d2						Average			stdev


			0.00			0.00			0.00			0.00			8.93			0.00			0.00			0.00			5.91			49.99			0.00			0.16						5.9082			15.7409655132


			2.17			10386.56			12276.20			10386.56			7950.89			9299.48			10386.56			12176.85			8443.49			9936.99			11444.06			11564.51						10386.558			1706.0232586577


			6.73			15730.92			18303.94			15730.92			10960.94			18879.52			15730.92			13482.35			15903.13			15933.54			15730.92			16653.04						15730.9212857143			2746.6310245966


			10.25			14466.96			14466.96			14948.35			9545.81			15820.03			19330.43			17712.34			13860.52			12529.42			11988.81			14466.96						14466.9645			3178.7066587501


			11.99			12998.09			12149.49			12998.09			12998.09			12998.09			14329.94			12998.09			12998.09			12998.09			12998.09			12514.84						12998.088			1167.7899608076


			15.21			8878.48			7569.56			6576.36			4521.47			8839.96			7569.56			9564.79			7569.56			7653.10			6952.77			7569.56						7569.5605714286			1730.744368376


			29.59			3737.56			3106.67			2639.06			2532.47			3106.67			3988.70			3456.19			3106.67			2956.69			2436.06			3106.67						3106.674			621.6570619779


			59.52			1094.46			787.43			507.45			544.21			923.66			1081.38			787.43			787.43			906.45			454.42			787.43						787.4331428571			277.4410639075


			120.32			148.24			89.82			88.65			39.33			117.34			102.38			58.22			89.82			74.58			89.82			89.82						89.8196309524			36.7629461624


			179.41			40.51			75.51			106.29			58.54			75.51			82.64			109.08			75.51			56.02			75.51			75.51						75.5122777778			28.3464601681


			240.03			169.90			88.69			0.00			91.91			87.99			119.39			76.37			88.69			75.26			88.69			88.69						88.687			51.2293165027


						blue = missing data replaced by average value


			AUC																																							based on average values						Average			stdev


			0 - 2.17			11252.10			13299.21			11252.10			8623.14			10074.43			11252.10			13191.58			9153.52			10819.23			12397.73			12528.40						11258.51						11258.51			1542.17


			2.17 - 6.73			59541.63			69715.43			59541.63			43114.46			64241.39			59541.63			58496.86			55504.50			58978.64			61952.48			64329.31						59541.63						59541.63			6647.46


			6.73 - 10.25			53237.25			57773.35			54085.92			36152.29			61173.44			61811.29			54994.57			52471.72			50178.67			48868.40			54862.90						53237.25						53237.25			6960.23


			10.25 - 11.99			23850.73			23113.80			24268.77			19577.18			25025.73			29230.76			26669.02			23324.09			22168.16			21698.69			23431.08						23850.73						23850.73			2552.74


			11.99 - 15.21			35228.22			31753.93			31521.08			28212.04			35166.19			35265.14			36333.39			33120.44			33254.96			32127.21			32342.26						33120.44						33120.44			2316.86


			15.21 - 29.59			90685.28			76741.79			66241.35			50704.32			85873.56			83081.88			93596.01			76741.79			76264.15			67487.78			76741.79						76741.79						76741.79			12149.67


			29.59 - 59.52			72319.22			58281.80			47092.74			46047.60			60320.68			75882.17			63512.88			58281.80			57818.36			43260.79			58281.80						58281.80						58281.80			10193.43


			59.52 - 120.32			37781.24			26670.57			18122.67			17741.19			31648.79			35988.91			25709.90			26670.57			29825.74			16546.15			26670.57						26670.57						26670.57			7079.86


			120.32 - 179.41			5576.64			4884.74			5759.26			2891.66			5697.71			5466.39			4942.80			4884.74			3858.70			4884.74			4884.74						4884.74						4884.74			852.72


			179.41 - 240.03			6376.62			4976.25			3221.09			4559.50			4955.03			6122.84			5620.09			4976.25			3978.56			4976.25			4976.25						4976.25						4976.25			891.09


			Total			395848.94			367210.87			321106.60			257623.38			384176.96			403643.13			383067.11			345129.42			347145.17			314200.23			359049.10						352563.72						352563.72			42695.17


			ST																																																Average concentration (ng/ml)


			Time			JW03-01 d1 ST			JW03-01 d2 ST			JW03-02 d1 ST			JW03-02 d2 ST			JW03-06 d1 ST			JW03-06 d2 ST			JW03-09 d1 ST			JW03-09 d2 ST			JW03-10 d1 ST			JW03-10 d2 ST																		Average			stdev


			0.00			0.01			0.01			0.01			120.83			6.15			0.01			0.01			15.66			16.88			0.01																		17.75			35.96


			4.43			5514.10			9803.30			1198.28			616.33			5508.21			1291.17			897.15			2230.21			6959.17			6563.10																		3662.98			3102.37


			14.43			13863.84			22048.73			2098.07			2007.79			12810.77			13128.93			3350.75			6428.16			17600.82			14445.56																		9766.09			6735.04


			24.43			9795.23			17762.81			1698.48			1816.40			10126.61			11809.99			2951.87			3710.98			13778.57			12715.86																		7913.32			5437.37


			34.43			7179.13			9127.49			1041.13			1294.88			5267.62			8238.43			2322.35			1995.41			5626.90			8536.57																		4681.92			3041.91


			44.43			3760.26			4463.40			416.42			560.12			3026.53			3481.24			1606.36			1481.05			3738.54			3351.70																		2361.02			1419.55


			54.43			1964.98			2402.23			301.14			286.66			1715.34			2302.97			1072.69			603.10			1951.38			2663.41																		1404.68			868.78


			64.43			1439.15			1661.07			165.69			227.33			1153.47			1593.25			728.90			369.12			1337.57			1760.87																		957.62			601.91


			74.43			1011.36			1182.60			104.12			148.49			753.32			917.33			497.81			216.07			826.24			1094.74																		616.28			393.67


			84.43			530.99			669.82			72.08			94.91			509.14			624.98			330.20			237.26			525.24			338.47																		360.21			208.83


			94.43			360.14			534.01			55.91			55.55			334.37			386.20			207.58			151.17			349.94			228.62																		228.62			165.34


			104.43			224.21			366.35			164.31			57.63			205.81			254.63			127.24			93.08			235.99			150.49																		164.31			103.99


			114.43			109.10			311.55			43.75			36.52			135.35			175.28			87.73			64.37			164.07			107.36																		109.10			85.35


			129.43			126.77			208.63			43.34			37.60			84.78			111.57			131.42			38.01			105.11			87.42																		85.62			55.50


			149.43			61.63			168.50			20.26			23.34			42.03			55.82			22.13			17.50			54.86			80.04																		47.88			43.90


			169.43			45.75			166.91			13.18			23.80			34.43			53.87			17.08			45.02			43.38			77.35																		45.34			43.27


			189.43			40.59			145.81			3.24			29.54			37.30			62.65			17.11			17.74			58.83			80.03																		43.63			39.63


			209.43			36.71			147.88			10.47			41.36			39.41			76.31			44.92			16.39			70.67			83.78																		50.18			39.65


			229.43			44.24			118.23			0.16			26.40			45.60			80.87			33.64			19.26			71.24			71.65																		47.11			33.90


			249.43			23.16			92.28			3.12			5.74			6.52			79.25			37.86			24.04			37.86			64.52																		37.86			33.60


						blue = missing data replaced by average value


			AUC																																																Average			stdev


			0 - 5			12203.79			21696.64			2652.05			1631.47			12204.35			2857.62			1985.58			4970.54			15439.37			14525.44																		9016.69			7082.76


			5 - 15			96889.69			159260.18			16481.73			13120.59			91594.91			72100.47			21239.51			43291.83			122799.99			105043.29																		74182.22			49657.19


			15 - 25			118295.34			199057.71			18982.73			19120.94			114686.91			124694.58			31513.14			50695.68			156897.00			135807.08																		96975.11			62917.21


			25 - 35			84871.79			134451.52			13698.06			15556.41			76971.13			100242.10			26371.14			28531.93			97027.40			106262.12																		68398.36			43608.37


			35 - 45			54696.93			67954.48			7287.75			9275.00			41470.73			58598.35			19643.57			17382.31			46827.24			59441.34																		38257.77			22803.02


			45 - 55			28626.19			34328.17			3587.79			4233.90			23709.34			28921.04			13395.26			10420.79			28449.62			30075.56																		20574.77			11527.63


			55 - 65			17020.64			20316.52			2334.14			2569.97			14344.05			19481.06			9007.98			4861.09			16444.78			22121.40																		12850.16			7550.38


			65 - 75			12252.55			14218.34			1349.05			1879.10			9533.98			12552.88			6133.56			2925.93			10819.09			14278.05																		8594.25			5105.48


			75 - 85			7711.76			9262.07			881.01			1217.00			6312.30			7711.54			4140.04			2266.67			6757.42			7166.04																		5342.58			2994.21


			85 - 95			4455.63			6019.13			639.97			752.34			4217.55			5055.89			2688.87			1942.15			4375.88			2835.43																		3298.28			1819.98


			95 - 105			2921.76			4501.81			1101.12			565.90			2700.89			3204.16			1674.07			1221.25			2929.63			1895.57																		2271.61			1190.92


			105 - 115			1666.58			3389.52			1040.31			470.74			1705.76			2149.55			1074.82			787.27			2000.29			1289.25																		1557.41			835.56


			115 - 130			1769.07			3901.37			653.15			555.89			1650.97			2151.40			1643.60			767.87			2018.84			1460.82																		1657.30			970.37


			130 - 150			1884.00			3771.34			635.97			609.36			1268.12			1673.94			1535.45			555.13			1599.67			1674.61																		1520.76			934.55


			150 - 170			1073.80			3354.13			334.46			471.37			764.57			1096.86			392.01			625.24			982.32			1573.88																		1066.86			890.04


			170 - 190			863.45			3127.22			164.28			533.33			717.24			1165.15			341.86			627.66			1022.08			1573.80																		1013.61			847.66


			190 - 210			773.01			2936.91			137.16			708.92			767.06			1389.56			620.25			341.28			1294.99			1638.18																		1060.73			807.87


			210 - 230			809.48			2661.09			106.30			677.56			850.07			1571.72			785.53			356.41			1419.09			1554.33																		1079.16			739.97


			230 - 250			674.03			2105.05			32.77			321.40			521.19			1601.16			715.02			432.94			1091.06			1361.70																		885.63			643.36


			total			449459.48			696313.19			72099.80			74271.20			405991.11			448219.04			144901.27			173003.97			520195.74			511577.89																		349603.27			217134.73


			LV																																																Average concentration (ng/ml)


			Time			JW03-01 d1 LV			JW03-01 d2 LV			JW03-02 d1 LV			JW03-02 d2 LV			JW03-04 d1 LV			JW03-04 d2 LV			JW03-08 d1 LV			JW03-08 d2 LV			JW03-09 d1 LV			JW03-09 d2 LV			JW03-10 d1 LV			JW03-10 d2 LV			JW03-11 d1 LV			JW03-12 d2 LV						Average			stdev


			0.00			0.01			0.01			33.47			0.01			0.83			10.70			10.17			0.01			0.01			19.73			29.62			0.01			0.01			0.01						6.97			11.57


			5.05			2010.84			2301.43			311.66			525.91			2731.26			896.47			462.94			893.28			299.22			860.93			1005.55			949.80			2933.51			376.71						1125.63			909.51


			15.05			3057.42			4045.65			753.75			1477.05			4118.11			1884.77			1391.12			1838.43			1191.44			1944.15			2686.11			1898.79			3148.51			2292.81						2181.18			1038.45


			25.05			1911.64			2375.14			432.12			984.40			2369.61			1068.17			720.34			1715.27			1125.59			1452.46			1848.83			1547.83			1656.26			2122.71						1480.20			597.89


			35.05			997.01			1618.05			296.83			543.55			1372.70			676.23			936.59			909.99			792.45			883.04			1159.29			765.47			806.58			1615.60						936.59			386.22


			45.05			758.62			1201.72			220.87			358.59			928.97			475.91			650.21			611.85			592.89			679.99			838.19			503.76			498.87			942.32						650.21			261.59


			55.05			527.40			839.96			177.99			181.51			578.80			358.87			416.67			387.71			416.67			422.63			585.57			187.27			297.90			533.34						416.67			193.50


			65.05			461.60			586.84			114.02			141.14			394.43			240.18			518.76			246.61			300.82			278.42			407.87			121.99			213.71			345.47						307.65			143.21


			75.05			387.76			430.73			29.74			115.40			298.74			152.86			185.79			164.03			188.74			179.42			290.03			73.27			130.83			244.65						203.39			110.15


			85.05			214.18			256.60			34.01			156.11			182.95			141.70			110.82			121.41			143.26			113.47			200.64			97.78			93.03			169.00						143.26			57.76


			95.05			95.03			211.82			16.21			79.94			129.19			112.55			72.79			94.88			99.04			78.92			140.20			46.21			61.39			114.58						95.03			47.03


			105.05			80.47			119.47			2.67			71.94			94.76			125.17			53.75			71.40			69.12			51.82			99.05			31.24			42.70			82.57						71.20			32.27


			115.05			127.04			66.33			11.12			13.72			77.86			108.70			33.96			58.83			51.23			37.77			75.99			23.35			31.59			57.80						53.48			33.67


			130.05			41.99			87.64			45.78			68.44			56.17			108.17			30.72			43.99			55.48			25.47			43.04			21.87			25.78			46.18						53.54			27.12


			150.05			78.52			53.51			30.49			80.38			46.67			88.76			13.11			35.07			21.01			15.73			27.29			42.16			22.48			23.56						42.16			25.37


			170.05			32.59			20.70			38.38			52.00			59.91			148.42			3.68			33.45			18.09			13.82			17.28			22.14			19.25			25.23						36.91			34.51


			190.05			23.48			6.38			26.68			48.76			47.06			94.00			3.28			30.02			20.82			16.96			24.12			23.51			21.95			27.80						30.73			21.90


			210.05			4.87			44.39			7.01			78.91			49.18			91.15			3.44			29.08			24.39			17.02			26.68			33.22			24.17			24.20						33.22			26.04


			230.05			71.91			33.61			19.46			42.96			44.83			66.47			7.03			29.61			26.15			17.87			25.86			34.90			40.50			22.46						34.90			18.05


			250.05			69.09			5.04			46.69			33.77			47.39			65.04			4.18			26.70			28.97			21.75			26.43			33.77			39.39			21.68						33.77			19.86


						blue = missing data replaced by average value


			AUC																																																Average			stdev


			0 - 5			5076.85			5810.51			871.35			1327.80			6897.77			2290.36			1194.48			2255.30			755.48			2223.43			2613.51			2398.00			7406.32			951.12						3005.16			2300.77


			5 - 15			25341.31			31735.41			5327.04			10014.79			34246.85			13906.18			9270.30			13658.56			7453.29			14025.44			18458.31			14242.92			30410.09			13347.62						17245.58			9412.52


			15 - 25			24845.28			32103.93			5929.32			12307.25			32438.61			14764.67			10557.28			17768.51			11585.15			16983.06			22674.71			17233.07			24023.85			22077.60						18949.45			7860.29


			25 - 35			14543.24			19965.97			3644.72			7639.78			18711.58			8721.97			8284.64			13126.28			9590.23			11677.49			15040.58			11566.51			12314.19			18691.55						12394.19			4703.96


			35 - 45			8778.13			14098.85			2588.46			4510.71			11508.39			5760.67			7933.96			7609.20			6926.71			7815.16			9987.39			6346.17			6527.22			12789.62						8084.33			3157.69


			45 - 55			6430.09			10208.36			1994.30			2700.49			7538.89			4173.88			5334.41			4997.83			5047.82			5513.12			7118.82			3455.15			3983.86			7378.29						5419.66			2185.60


			55 - 65			4945.01			7134.01			1460.08			1613.23			4866.18			2995.25			4677.17			3171.61			3587.48			3505.27			4967.22			1546.28			2558.05			4394.02						3672.92			1614.25


			65 - 75			4246.78			5087.89			718.80			1282.70			3465.85			1965.21			3522.75			2053.17			2447.81			2289.23			3489.50			976.26			1722.69			2950.58						2587.09			1268.45


			75 - 85			3009.66			3436.66			318.73			1357.58			2408.43			1472.82			1483.05			1427.17			1659.99			1464.49			2453.34			855.25			1119.32			2068.25						1752.48			841.42


			85 - 95			1546.05			2342.07			251.09			1180.24			1560.68			1271.29			918.03			1081.46			1211.48			961.96			1704.17			719.98			772.14			1417.92						1209.90			505.68


			95 - 105			877.54			1656.42			94.42			759.40			1119.71			1188.62			632.70			831.40			840.80			653.67			1196.21			387.24			520.45			985.76						838.88			388.60


			105 - 115			1037.59			929.00			68.96			428.33			863.08			1169.37			438.57			651.12			601.75			447.92			875.18			272.94			371.42			701.86						632.65			314.62


			115 - 130			1267.76			1154.75			426.74			616.20			1005.26			1626.53			485.07			771.13			800.30			474.27			892.71			339.17			430.27			779.87						790.72			372.72


			130 - 150			1205.07			1411.45			762.73			1488.15			1028.47			1969.28			438.23			790.55			764.89			411.98			703.28			640.32			482.60			697.40						913.88			454.01


			150 - 170			1111.09			742.07			688.68			1323.79			1065.79			2371.85			167.89			685.16			391.01			295.51			445.67			642.96			417.26			487.89						774.04			564.83


			170 - 190			560.73			270.73			650.58			1007.61			1069.71			2424.25			69.64			634.71			389.15			307.86			413.93			456.44			411.98			530.30						656.97			574.42


			190 - 210			283.49			507.67			336.95			1276.67			962.45			1851.54			67.19			591.03			452.14			339.88			507.97			567.30			461.24			520.01						623.25			458.64


			210 - 230			767.78			779.97			264.76			1218.69			940.12			1576.20			104.71			586.91			505.42			348.90			525.40			681.26			646.76			466.63						672.39			382.36


			230 - 250			1409.96			386.51			661.55			767.27			922.19			1315.07			112.15			563.11			551.26			396.21			522.85			686.70			798.88			441.36						681.08			352.79


			total			107283.41			139762.24			27059.27			52820.68			132620.01			72814.98			55692.24			73254.21			55562.15			70134.84			94590.75			64013.93			95378.58			91677.66						80904.64			31425.85


			CM																																																Average concentration (ng/ml)


			Time			JW03-04 d1 CM			JW03-04 d2 CM			JW03-06 d1 CM			JW03-06 d2 CM			JW03-08 d1 CM			JW03-08 d2 CM			JW03-11 d1 CM			JW03-12 d2 CM																								Average			stdev


			0.00			0.01			0.01			0.01			0.01			13.65			4.68			0.01			0.01																								2.78			5.20


			4.76			1804.73			875.65			2403.73			348.18			801.95			1838.00			1444.88			192.08																								1039.64			752.21


			14.76			2956.35			1731.55			5558.17			3581.60			1802.44			4190.58			3181.94			1422.73																								2555.46			1491.76


			24.76			1729.90			1029.61			3436.06			3611.25			1162.99			2289.56			1989.17			1528.24																								1808.07			1017.66


			34.76			899.43			624.45			1919.93			2374.79			752.35			1142.05			952.08			1126.84																								1079.69			627.50


			44.76			611.15			408.67			1498.49			1810.16			603.52			724.06			642.10			764.62																								806.07			491.29


			54.76			382.34			296.46			1036.14			1129.85			498.33			368.13			379.06			522.96																								498.33			333.48


			64.76			210.02			198.86			705.13			883.37			390.52			183.16			280.13			349.10																								339.94			248.67


			74.76			125.50			104.65			394.15			609.08			100.51			114.47			235.00			239.87																								203.79			168.25


			84.76			82.58			103.11			353.95			413.85			51.56			72.59			180.15			164.17																								147.61			127.05


			94.76			84.74			76.18			252.88			380.58			24.02			45.35			120.72			115.89																								112.45			110.56


			104.76			33.18			43.76			212.32			244.57			20.86			28.10			89.61			79.23																								77.20			78.98


			114.76			25.70			32.86			146.65			128.82			12.81			16.25			64.22			52.49																								50.35			46.63


			129.76			16.72			9.74			90.26			73.94			5.11			8.84			51.03			37.58																								37.60			34.85


			149.76			6.29			14.12			52.73			38.99			6.83			6.38			41.32			22.24																								22.35			17.53


			169.76			7.36			5.12			51.22			26.10			7.16			9.83			35.08			19.96																								19.22			15.44


			189.76			12.85			49.02			51.83			27.66			11.34			10.69			33.76			17.63																								24.35			15.91


			209.76			7.89			3.75			56.14			34.39			9.07			6.28			40.51			19.19																								20.93			17.20


			229.76			6.51			18.35			65.97			35.72			8.46			2.63			58.35			14.68																								25.27			20.98


			249.76			32.44			14.63			60.03			35.46			7.07			0.90			75.64			14.63																								27.16			22.88


						blue = missing data replaced by average value


			AUC																																																Average			stdev


			0 - 5			4293.77			2083.35			5718.89			828.40			1940.44			4384.06			3437.64			457.01																								2892.95			1860.38


			5 - 15			23805.40			13036.01			39809.48			19648.90			13021.96			30142.93			23134.09			8074.07																								21334.11			10315.73


			15 - 25			23431.26			13805.81			44971.12			35964.26			14827.15			32400.71			25855.55			14754.87																								25751.34			11378.35


			25 - 35			13146.66			8270.33			26779.92			29930.19			9576.68			17158.05			14706.26			13275.40																								16605.44			7809.44


			35 - 45			7552.92			5165.59			17092.11			20924.73			6779.33			9330.56			7970.91			9457.30																								10534.18			5502.69


			45 - 55			4967.45			3525.64			12673.16			14700.06			5509.25			5460.95			5105.82			6437.90																								7297.53			4061.40


			55 - 65			2961.80			2476.63			8706.34			10066.10			4444.27			2756.43			3295.97			4360.32																								4883.48			2890.15


			65 - 75			1677.59			1517.55			5496.41			7462.24			2455.15			1488.12			2575.65			2944.87																								3202.20			2155.68


			75 - 85			1040.38			1038.77			3740.49			5114.65			760.34			935.31			2075.74			2020.20																								2090.74			1566.88


			85 - 95			836.57			896.41			3034.13			3972.17			377.90			589.72			1504.38			1400.32																								1576.45			1271.70


			95 - 105			589.57			599.67			2326.01			3125.79			224.41			367.26			1051.66			975.62																								1157.50			1029.06


			105 - 115			294.39			383.07			1794.87			1866.95			168.33			221.77			769.12			658.58																								769.64			687.08


			115 - 130			318.16			319.48			1776.83			1520.68			134.41			188.22			864.37			675.49																								724.70			624.30


			130 - 150			230.07			238.66			1429.90			1129.26			119.48			152.27			923.49			598.16																								602.66			503.16


			150 - 170			136.46			192.49			1039.46			650.87			139.97			162.13			764.00			421.97																								438.42			344.28


			170 - 190			202.05			541.45			1030.48			537.64			185.07			205.18			688.45			375.90																								470.78			293.62


			190 - 210			207.33			527.68			1079.67			620.51			204.10			169.65			742.72			368.19																								489.98			318.29


			210 - 230			143.98			220.99			1221.01			701.04			175.31			89.02			988.60			338.71																								484.83			431.30


			230 - 250			389.47			329.83			1259.96			711.78			155.30			35.24			1339.90			293.12																								564.32			494.76


			total			86225.27			55169.40			180980.24			159476.22			61198.85			106237.56			97794.32			67888.01																								101871.23			46054.65


			Brain/plasma AUC ratio


						JW03-01 d1			JW03-01 d2			JW03-02 d1			JW03-02 d2			JW03-04 d1			JW03-04 d2			JW03-06 d1			JW03-06 d2			JW03-08 d1			JW03-08 d2			JW03-09 d1			JW03-09 d2			JW03-10 d1			JW03-10 d2			JW03-11 d1			JW03-12 d2


			AUC Plasma			395848.94			367210.87			321106.60			257623.38			384176.96			403643.13			352563.72			352563.72			383067.11			345129.42			352563.72			352563.72			347145.17			352563.72			314200.23			359049.10


						JW03-01 d1 ST			JW03-01 d2 ST			JW03-02 d1 ST			JW03-02 d2 ST									JW03-06 d1 ST			JW03-06 d2 ST									JW03-09 d1 ST			JW03-09 d2 ST			JW03-10 d1 ST			JW03-10 d2 ST


			AUC ST			449459.48			696313.19			72099.80			74271.20									405991.11			448219.04									144901.27			173003.97			520195.74			511577.89												Average			stdev


			ratio (%)			1.14			1.90			0.22			0.29									1.15			1.27									0.41			0.49			1.50			1.45												0.98			0.59


						JW03-01 d1 LV			JW03-01 d2 LV			JW03-02 d1 LV			JW03-02 d2 LV			JW03-04 d1 LV			JW03-04 d2 LV									JW03-08 d1 LV			JW03-08 d2 LV			JW03-09 d1 LV			JW03-09 d2 LV			JW03-10 d1 LV			JW03-10 d2 LV			JW03-11 d1 LV			JW03-12 d2 LV


			AUC LV			107283.41			139762.24			27059.27			52820.68			132620.01			72814.98									55692.24			73254.21			55562.15			70134.84			94590.75			64013.93			95378.58			91677.66						Average			stdev


			ratio (%)			0.27			0.38			0.08			0.21			0.35			0.18									0.15			0.21			0.16			0.20			0.27			0.18			0.30			0.26						0.23			0.08


																		JW03-04 d1 CM			JW03-04 d2 CM			JW03-06 d1 CM			JW03-06 d2 CM			JW03-08 d1 CM			JW03-08 d2 CM															JW03-11 d1 CM			JW03-12 d2 CM


			AUC CM															86225.27			55169.40			180980.24			159476.22			61198.85			106237.56															97794.32			67888.01						Average			stdev


			ratio (%)															0.22			0.14			0.51			0.45			0.16			0.31															0.31			0.19						0.29			0.14








			352563.719118126			349603.26864361			80904.6391727869			101871.234723063			42695.1694096787			42695.1694096787			217134.72610842			217134.72610842			31425.8518526752			31425.8518526752			46054.6482921457			46054.6482921457





Plasma


ST


LV


CM


AUC (ng/ml*min)


Acetaminophen AUC 
(corrected for in vivo recovery)





			98.1855034738			22.8116276944			28.6835605249			58.5087046254			58.5087046254			8.1238018457			8.1238018457			13.7253029195			13.7253029195





ST


LV


CM


AUC ratio (%)


Acetaminophen brain/plasma AUC ratio (corrected for in vivo recovery)





			T = 5			t-toets						T = 5


			ST vs LV			0.0054592679						ST			5516.70			9807.92			1198.85			616.62			5510.80			1291.78			897.57			2231.26			6962.45			6566.19


			ST vs CM			0.0208870236						LV			2523.12			2887.74			391.06			659.89			3427.07			1124.85			580.88			1120.85			375.45			1080.26			1261.72			1191.76			3680.84			472.68


			LV vs CM			0.469621949						CM			2152.13			1044.22			2866.44			415.21			956.32			2191.82			1723.02			229.06


			T = 15			t-toets						T = 15


			ST vs LV			0.0001763731						ST			13870.37			22059.12			2099.05			2008.73			12816.81			13135.11			3352.33			6431.18			17609.11			14452.36


			ST vs CM			0.006022612						LV			3836.31			5076.30			945.77			1853.33			5167.22			2364.92			1745.51			2306.79			1494.96			2439.44			3370.41			2382.51			3950.61			2876.92


			LV vs CM			0.1118917986						CM			3525.45			2064.87			6628.10			4271.05			2149.41			4997.26			3794.45			1696.61


			T = 25			t-toets						T = 25


			ST vs LV			0.0001143502						ST			9799.84			17771.18			1699.28			1817.26			10131.38			11815.55			2953.26			3712.73			13785.06			12721.85


			ST vs CM			0.0044651083						LV			2398.64			2980.22			542.20			1235.19			2973.29			1340.29			903.85			2152.24			1412.35			1822.48			2319.83			1942.15			2078.21			2663.48


			LV vs CM			0.0803634547						CM			2062.90			1227.81			4097.49			4306.41			1386.86			2730.30			2372.09			1822.42


			T = 35			t-toets						T = 35


			ST vs LV			0.0001416435						ST			7182.51			9131.79			1041.62			1295.49			5270.10			8242.31			2323.45			1996.35			5629.56			8540.59


			ST vs CM			0.003252031						LV			1251.00			2030.26			372.44			682.03			1722.41			848.50			1141.81			994.33			1108.00			1454.62			960.48			1012.06			2027.19


			LV vs CM			0.1702699266						CM			1072.57			744.66			2289.51			2831.93			897.17			1361.89			1135.35			1343.76


			T = 45			t-toets						T = 45


			ST vs LV			0.000172489						ST			3762.03			4465.50			416.62			560.38			3027.96			3482.88			1607.12			1481.75			3740.30			3353.28


			ST vs CM			0.0062758514						LV			951.88			1507.86			277.13			449.94			1165.64			597.15			767.73			743.93			853.22			1051.73			632.10			625.96			1182.39


			LV vs CM			0.1418376425						CM			728.79			487.33			1786.95			2158.61			719.69			863.44			765.71			911.81


			T = 55			t-toets						T = 55


			ST vs LV			0.0006955616						ST			1965.91			2403.36			301.28			286.80			1716.14			2304.05			1073.20			603.39			1952.30			2664.67


			ST vs CM			0.0192726448						LV			661.76			1053.94			223.34			227.75			726.26			450.29			486.49			530.30			734.75			234.98			373.80			669.21


			LV vs CM			0.1382988232						CM			455.94			353.53			1235.59			1347.35			438.99			452.03			623.63


			T = 65			t-toets						T = 65


			ST vs LV			0.0005595699						ST			1439.83			1661.85			165.77			227.44			1154.02			1594.00			729.24			369.29			1338.20			1761.70


			ST vs CM			0.0157053265						LV			579.20			736.35			143.07			177.09			494.92			301.37			650.92			309.43			377.46			349.35			511.78			153.06			268.15			433.48


			LV vs CM			0.2119784652						CM			250.45			237.14			840.87			1053.41			465.70			218.41			334.06			416.31


			T = 75			t-toets						T = 75


			ST vs LV			0.0008290271						ST			1011.84			1183.15			104.17			148.56			753.68			917.76			498.05			216.17			826.63			1095.26


			ST vs CM			0.0133068333						LV			486.54			540.47			37.31			144.80			374.84			191.80			233.12			205.81			236.82			225.13			363.92			91.93			164.16			306.97


			LV vs CM			0.3521437331						CM			149.66			124.79			470.03			726.33			119.86			136.50			280.23			286.04


			T = 85			t-toets						T = 85


			ST vs LV			0.0015196726						ST			531.24			670.13			72.12			94.96			509.38			625.27			330.35			237.38			525.49			338.62


			ST vs CM			0.031472191						LV			268.74			321.97			42.67			195.88			229.56			177.80			139.05			152.34			142.38			251.75			122.69			116.73			212.06


			LV vs CM			0.2876156728						CM			98.47			122.95			422.08			493.52			61.48			86.57			214.83			195.77


			T = 95			t-toets						T = 95


			ST vs LV			0.0026353733						ST			360.31			534.26			55.94			55.58			334.53			386.38			207.68			151.24			350.10			228.73


			ST vs CM			0.0838042158						LV			265.78			20.34			100.30			162.10			141.23			91.33			119.06			124.27			99.02			175.91			57.99			77.04			143.77


			LV vs CM			0.176201519						CM			101.05			90.84			301.56			453.85			28.65			54.08			143.96			138.20


			T = 105			t-toets						T = 105


			ST vs LV			0.0009626939						ST			224.32			366.53			57.65			205.90			254.75			127.30			93.13			236.10			150.56


			ST vs CM			0.0610716762						LV			100.98			149.90			3.36			90.27			118.90			157.06			67.45			89.58			86.73			65.02			124.28			39.19			53.57			103.61


			LV vs CM			0.2359128309						CM			39.56			52.18			253.19			291.65			24.87			33.51			106.86			94.48


			T = 115			t-toets						T = 115


			ST vs LV			0.025098422						ST			311.70			43.77			36.54			135.41			175.36			87.77			64.40			164.14			107.41


			ST vs CM			0.0814973925						LV			159.41			83.23			13.95			17.22			97.70			136.40			42.61			73.82			64.28			47.39			95.35			29.30			39.64			72.52


			LV vs CM			0.4639023212						CM			30.65			39.18			174.88			153.61			15.27			19.38			76.58			62.59


			T = 130			t-toets						T = 130


			ST vs LV			0.0267611812						ST			126.83			208.73			43.36			37.61			84.82			111.63			131.48			38.03			105.16			87.46


			ST vs CM			0.0141648693						LV			52.69			109.96			57.44			85.87			70.48			135.72			38.54			55.20			69.61			31.95			54.00			27.44			32.35			57.95


			LV vs CM			0.1076125391						CM			19.94			11.62			107.64			88.17			6.10			10.55			60.85			44.81


			T = 150			t-toets						T = 150


			ST vs LV			0.4313532904						ST			61.66			168.58			20.27			23.35			42.05			55.85			22.14			17.51			54.88			80.08


			ST vs CM			0.0749876855						LV			98.52			67.14			38.26			100.85			58.56			111.37			16.44			44.00			26.36			19.74			34.24			28.21			29.56


			LV vs CM			0.0443176359						CM			7.50			16.84			62.88			46.49			8.15			7.61			49.27			26.52


			T = 170			t-toets						T = 170


			ST vs LV			0.3573656511						ST			45.77			166.99			13.19			23.81			34.44			53.89			17.08			45.05			43.40			77.38


			ST vs CM			0.059637382						LV			40.90			25.97			48.15			65.25			75.17			186.23			4.62			41.97			22.70			17.34			21.68			27.78			24.15			31.66


			LV vs CM			0.1113141305						CM			8.78			6.11			61.08			31.13			8.54			11.72			41.83			23.80


			T = 190			t-toets						T = 190


			ST vs LV			0.1993401537						ST			40.61			145.88			3.25			29.55			37.31			62.68			17.12			17.75			58.86			80.07


			ST vs CM			0.1470851628						LV			29.46			8.00			33.48			61.18			59.05			117.95			4.12			37.67			26.13			21.29			30.26			29.50			27.54			34.88


			LV vs CM			0.3259767448						CM			15.32			58.46			61.81			32.99			13.53			12.75			40.26			21.02


			T = 210			t-toets						T = 210


			ST vs LV			0.1581464253						ST			36.73			147.95			10.48			41.38			39.43			76.34			44.94			16.39			70.70			83.82


			ST vs CM			0.0377666184						LV			6.11			55.70			8.80			99.01			61.71			114.37			4.31			36.49			30.60			21.36			33.48			30.33			30.37


			LV vs CM			0.1496231615						CM			9.41			4.47			66.94			41.01			10.81			7.48			48.31			22.88


			T = 230			t-toets						T = 230


			ST vs LV			0.2624579898						ST			44.26			118.28			0.16			26.41			45.62			80.90			33.65			19.26			71.27			71.68


			ST vs CM			0.1081979641						LV			90.23			42.17			24.42			53.91			56.25			83.40			8.82			37.15			32.82			22.42			32.45			50.82			28.18


			LV vs CM			0.1575824086						CM			7.76			21.88			78.66			42.59			10.09			3.13			69.58			17.51


			T = 250			t-toets						T = 250


			ST vs LV			0.3680456752						ST			23.17			92.32			3.12			5.74			6.52			79.29			24.05			64.55


			ST vs CM			0.4662970093						LV			86.69			6.33			58.59			59.46			81.61			5.25			33.50			36.35			27.30			33.16			49.42			27.20


			LV vs CM			0.3187963044						CM			38.68			17.45			71.59			42.29			8.43			1.07			90.20			17.45


			ANOVA						alpha = 5%


			T = 5			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			40600.1373395691			4060.0137339569			10335776.7784744


						Row 2			14			20778.1777583195			1484.1555541657			1319345.91465601


						Row 3			8			11578.2083625399			1447.2760453175			870564.853498938


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			46099079.3781857			2			23049539.6890929			5.7491301109			0.0078875778			3.3276544986


						Within Groups			116267441.87129			29			4009222.13349276


						Total			162366521.249476			31


			T = 15			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			107834.179254392			10783.4179254392			48107036.1474579


						Row 2			14			39811.0223353076			2843.644452522			1644157.08001113


						Row 3			8			29127.2028079193			3640.9003509899			2812256.34719877


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			405563564.895466			2			202781782.447733			12.4058741532			0.0001279537			3.3276544986


						Within Groups			474023161.797657			29			16345626.2688847


						Total			879586726.693123			31


			T = 25			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			86207.3935029525			8620.7393502952			32389091.9628168


						Row 2			14			26764.414187412			1911.7438705294			558219.760062968


						Row 3			8			20006.2785364284			2500.7848170535			1341743.31559089


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			291770465.071144			2			145885232.535572			13.7292213381			0.0000637826			3.3276544986


						Within Groups			308150887.755306			29			10625892.6812174


						Total			599921352.82645			31


			T = 35			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			50653.7569241958			5065.3756924196			10098659.9963887


						Row 2			13			15605.1403921481			1200.3954147806			244787.509479246


						Row 3			8			11676.8462727471			1459.6057840934			525341.988948917


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			96421397.5229474			2			48210698.7614737			13.8447284261			0.0000659767			3.3403855583


						Within Groups			97502784.0038921			28			3482242.28585329


						Total			193924181.52684			30


			T = 45			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			25897.8200183318			2589.7820018332			2091469.83533259


						Row 2			13			10806.6473902942			831.2805684842			113105.842332075


						Row 3			8			8422.3382857866			1052.7922857233			347949.871736419


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			19228792.0221577			2			9614396.01107885			11.90313627			0.0001814929			3.3403855583


						Within Groups			22616147.7281332			28			807719.561719042


						Total			41844939.7502909			30


			T = 55			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			15271.0943581161			1527.1094358116			797210.233152889


						Row 2			12			6372.8555546952			531.0712962246			63341.6446634314


						Row 3			7			4907.0641426836			701.0091632405			170160.499939962


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			5836130.3135046			2			2918065.1567523			8.5317659118			0.0014165377			3.3690163595


						Within Groups			8892613.18931352			26			342023.584204366


						Total			14728743.5028181			28


			T = 65			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			10441.3361202583			1044.1336120258			383003.733523647


						Row 2			14			5485.6234927244			391.8302494803			34227.5632302457


						Row 3			8			3816.3441896844			477.0430237105			94945.6002500729


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			2690954.6834598			2			1345477.3417299			8.563127692			0.0011954243			3.3276544986


						Within Groups			4556611.12545653			29			157124.521567467


						Total			7247565.80891633			31


			T = 75			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			6755.2669244745			675.5266924475			164581.622351629


						Row 2			14			3603.636194111			257.4025852936			20494.8934771112


						Row 3			8			2293.4405397789			286.6800674724			46044.798088521


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1145875.83205719			2			572937.916028595			8.0267370181			0.0016815541			3.3276544986


						Within Groups			2069981.80298676			29			71378.6828616123


						Total			3215857.63504395			31


			T = 85			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			3934.9350065307			393.4935006531			44872.6360950046


						Row 2			13			2373.6330855391			182.5871604261			5569.5443462935


						Row 3			8			1695.6770241731			211.9596280216			26123.1015233017


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			274473.608739124			2			137236.804369562			5.8796277445			0.0073803512			3.3403855583


						Within Groups			653549.967673674			28			23341.0702740598


						Total			928023.576412799			30


			T = 95			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			2664.7392047379			266.4739204738			23719.9076580275


						Row 2			13			1578.1209809358			121.3939216104			3702.7153143292


						Row 3			8			1312.1836880134			164.0229610017			20531.2460700834


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			121450.166348542			2			60725.0831742708			4.2334992834			0.0247521062			3.3403855583


						Within Groups			401630.475184781			28			14343.9455423136


						Total			523080.641533323			30


			T = 105			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			9			1716.2409899548			190.6934433283			8911.6668103007


						Row 2			14			1249.8961808392			89.2782986314			1765.6032807436


						Row 3			8			896.3193517971			112.0399189746			10731.5381711613


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			58043.8499038291			2			29021.9249519145			4.7979486308			0.0161527355			3.3403855583


						Within Groups			169366.944330202			28			6048.8194403643


						Total			227410.794234031			30


			T = 115			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			9			1126.5018859537			125.1668762171			7352.8834507699


						Row 2			14			972.8045196432			69.4860371174			1831.1177636613


						Row 3			8			572.1437489304			71.5179686163			3732.4036226731


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			19301.2269791743			2			9650.6134895871			2.4846545827			0.1015487495			3.3403855583


						Within Groups			108754.423892468			28			3884.0865675882


						Total			128055.650871642			30


			T = 130			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			975.1166543565			97.5116654356			2773.5683681915


						Row 2			14			879.2211443925			62.8015103138			937.4163748824


						Row 3			8			349.6789689666			43.7098711208			1495.4365922356


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			13783.2776335524			2			6891.6388167762			4.1972251577			0.025064973			3.3276544986


						Within Groups			47616.5843328441			29			1641.9511838912


						Total			61399.8619663965			31


			T = 150			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			546.359126337			54.6359126337			2048.2481903896


						Row 2			13			673.2615132272			51.7893471713			1079.0095655274


						Row 3			8			225.2583937766			28.1572992221			481.0893447294


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			3716.9033156768			2			1858.4516578384			1.4974585751			0.2410714174			3.3403855583


						Within Groups			34749.9739129405			28			1241.0704968907


						Total			38466.8772286172			30


			T = 170			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			521.007143023			52.1007143023			1984.4537490039


						Row 2			14			633.5696125167			45.2549723226			2000.8000718099


						Row 3			8			192.9921542381			24.1240192798			383.5369519647


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			3724.5795804369			2			1862.2897902185			1.1600498686			0.3275936627			3.3276544986


						Within Groups			46555.2433383177			29			1605.3532185627


						Total			50279.8229187546			31


			T = 190			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			493.0759985654			49.3075998565			1700.6622260299


						Row 2			14			520.5077229724			37.1791230695			782.7856406995


						Row 3			8			256.1278264086			32.0159783011			395.5092798152


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1484.3659413305			2			742.1829706652			0.7618670317			0.4759100577			3.3276544986


						Within Groups			28250.7383220685			29			974.1633904162


						Total			29735.104263399			31


			T = 210			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			568.1549827837			56.8154982784			1608.4208994514


						Row 2			13			532.6497873776			40.9730605675			1149.2835939358


						Row 3			8			211.3136048274			26.4142006034			531.3960758021


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			4148.734265348			2			2074.367132674			1.8158109711			0.18134767			3.3403855583


						Within Groups			31986.9637529078			28			1142.3915626038


						Total			36135.6980182558			30


			T = 230			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			511.512134029			51.1512134029			1203.5343393899


						Row 2			13			563.0350074251			43.3103851865			551.9681940983


						Row 3			8			251.215722121			31.4019652651			844.6474898365


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1740.1009305987			2			870.0504652993			1.0425134767			0.3658531257			3.3403855583


						Within Groups			23367.9598125438			28			834.5699933051


						Total			25108.0607431425			30


			T = 250			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			8			298.7711074073			37.3463884259			1288.4696841494


						Row 2			12			504.8525978538			42.0710498212			676.4890922162


						Row 3			8			287.1485797889			35.8935724736			988.4492963488


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			212.1969181938			2			106.0984590969			0.1134509284			0.8932049849			3.3851899615


						Within Groups			23379.8128778664			25			935.1925151147


						Total			23592.0097960602			27








			T = 5			t-toets						T = 5


			ST vs LV			0.0106858393						ST			3.74			3.99			3.08			2.79			3.74			3.11			2.95			3.35			3.84			3.82


			ST vs CM			0.0294541318						LV			3.40			3.46			2.59			2.82			3.53			3.05			2.76			3.05			2.57			3.03			3.10			3.08			3.57			2.67


			LV vs CM			0.4829015192						CM			3.33			3.02			3.46			2.62			2.98			3.34			3.24			2.36


			T = 15			t-toets						T = 15


			ST vs LV			0.0002649151						ST			4.14			4.34			3.32			3.30			4.11			4.12			3.53			3.81			4.25			4.16


			ST vs CM			0.011094685						LV			3.58			3.71			2.98			3.27			3.71			3.37			3.24			3.36			3.17			3.39			3.53			3.38			3.60			3.46


			LV vs CM			0.1252654577						CM			3.55			3.31			3.82			3.63			3.33			3.70			3.58			3.23


			T = 25			t-toets						T = 25


			ST vs LV			0.0000619474						ST			3.99			4.25			3.23			3.26			4.01			4.07			3.47			3.57			4.14			4.10


			ST vs CM			0.0043220293						LV			3.38			3.47			2.73			3.09			3.47			3.13			2.96			3.33			3.15			3.26			3.37			3.29			3.32			3.43


			LV vs CM			0.1082926752						CM			3.31			3.09			3.61			3.63			3.14			3.44			3.38			3.26


			T = 35			t-toets						T = 35


			ST vs LV			0.0000620947						ST			3.86			3.96			3.02			3.11			3.72			3.92			3.37			3.30			3.75			3.93


			ST vs CM			0.002203269						LV			3.10			3.31			2.57			2.83			3.24			2.93			3.06			3.00			3.04			3.16			2.98			3.01			3.31


			LV vs CM			0.1844767936						CM			3.03			2.87			3.36			3.45			2.95			3.13			3.06			3.13


			T = 45			t-toets						T = 45


			ST vs LV			0.0008439069						ST			3.58			3.65			2.62			2.75			3.48			3.54			3.21			3.17			3.57			3.53


			ST vs CM			0.0176426606						LV			2.98			3.18			2.44			2.65			3.07			2.78			2.89			2.87			2.93			3.02			2.80			2.80			3.07


			LV vs CM			0.1709055926						CM			2.86			2.69			3.25			3.33			2.86			2.94			2.88			2.96


			T = 55			t-toets						T = 55


			ST vs LV			0.0028144237						ST			3.29			3.38			2.48			2.46			3.23			3.36			3.03			2.78			3.29			3.43


			ST vs CM			0.0469368498						LV			2.82			3.02			2.35			2.36			2.86			2.65			2.69			2.72			2.87			2.37			2.57			2.83


			LV vs CM			0.1547077113						CM			2.66			2.55			3.09			3.13			2.64			2.66			2.79


			T = 65			t-toets						T = 65


			ST vs LV			0.0043098242						ST			3.16			3.22			2.22			2.36			3.06			3.20			2.86			2.57			3.13			3.25


			ST vs CM			0.041207728						LV			2.76			2.87			2.16			2.25			2.69			2.48			2.81			2.49			2.58			2.54			2.71			2.18			2.43			2.64


			LV vs CM			0.2663388384						CM			2.40			2.38			2.92			3.02			2.67			2.34			2.52			2.62


			T = 75			t-toets						T = 75


			ST vs LV			0.0068729143						ST			3.01			3.07			2.02			2.17			2.88			2.96			2.70			2.33			2.92			3.04


			ST vs CM			0.0275703889						LV			2.69			2.73			1.57			2.16			2.57			2.28			2.37			2.31			2.37			2.35			2.56			1.96			2.22			2.49


			LV vs CM			0.4011613437						CM			2.18			2.10			2.67			2.86			2.08			2.14			2.45			2.46


			T = 85			t-toets						T = 85


			ST vs LV			0.0119945772						ST			2.73			2.83			1.86			1.98			2.71			2.80			2.52			2.38			2.72			2.53


			ST vs CM			0.0454398222						LV			2.43			2.51			1.63			2.29			2.36			2.25			2.14			2.18			2.15			2.40			2.09			2.07			2.33


			LV vs CM			0.4965598681						CM			1.99			2.09			2.63			2.69			1.79			1.94			2.33			2.29


			T = 95			t-toets						T = 95


			ST vs LV			0.0128804225						ST			2.56			2.73			1.75			1.74			2.52			2.59			2.32			2.18			2.54			2.36


			ST vs CM			0.0780912045						LV			2.42			1.31			2.00			2.21			2.15			1.96			2.08			2.09			2.00			2.25			1.76			1.89			2.16


			LV vs CM			0.3587237116						CM			2.00			1.96			2.48			2.66			1.46			1.73			2.16			2.14


			T = 105			t-toets						T = 105


			ST vs LV			0.0121759075						ST			2.35			2.56			1.76			2.31			2.41			2.10			1.97			2.37			2.18


			ST vs CM			0.0258417409						LV			2.00			2.18			0.53			1.96			2.08			2.20			1.83			1.95			1.94			1.81			2.09			1.59			1.73			2.02


			LV vs CM			0.4166913967						CM			1.60			1.72			2.40			2.46			1.40			1.53			2.03			1.98


			T = 115			t-toets						T = 115


			ST vs LV			0.0324746391						ST			2.49			1.64			1.56			2.13			2.24			1.94			1.81			2.22			2.03


			ST vs CM			0.0470456527						LV			2.20			1.92			1.14			1.24			1.99			2.13			1.63			1.87			1.81			1.68			1.98			1.47			1.60			1.86


			LV vs CM			0.388749046						CM			1.49			1.59			2.24			2.19			1.18			1.29			1.88			1.80


			T = 130			t-toets						T = 130


			ST vs LV			0.037194113						ST			2.10			2.32			1.64			1.58			1.93			2.05			2.12			1.58			2.02			1.94


			ST vs CM			0.0066240206						LV			1.72			2.04			1.76			1.93			1.85			2.13			1.59			1.74			1.84			1.50			1.73			1.44			1.51			1.76


			LV vs CM			0.0219633109						CM			1.30			1.07			2.03			1.95			0.79			1.02			1.78			1.65


			T = 150			t-toets						T = 150


			ST vs LV			0.4825822217						ST			1.79			2.23			1.31			1.37			1.62			1.75			1.35			1.24			1.74			1.90


			ST vs CM			0.035656757						LV			1.99			1.83			1.58			2.00			1.77			2.05			1.22			1.64			1.42			1.30			1.53			1.45			1.47


			LV vs CM			0.0181740013						CM			0.87			1.23			1.80			1.67			0.91			0.88			1.69			1.42


			T = 170			t-toets						T = 170


			ST vs LV			0.2668720189						ST			1.66			2.22			1.12			1.38			1.54			1.73			1.23			1.65			1.64			1.89


			ST vs CM			0.0215384361						LV			1.61			1.41			1.68			1.81			1.88			2.27			0.66			1.62			1.36			1.24			1.34			1.44			1.38			1.50


			LV vs CM			0.0591011774						CM			0.94			0.79			1.79			1.49			0.93			1.07			1.62			1.38


			T = 190			t-toets						T = 190


			ST vs LV			0.3362323379						ST			1.61			2.16			0.51			1.47			1.57			1.80			1.23			1.25			1.77			1.90


			ST vs CM			0.2986305588						LV			1.47			0.90			1.52			1.79			1.77			2.07			0.61			1.58			1.42			1.33			1.48			1.47			1.44			1.54


			LV vs CM			0.4236466707						CM			1.19			1.77			1.79			1.52			1.13			1.11			1.60			1.32


			T = 210			t-toets						T = 210


			ST vs LV			0.1206385902						ST			1.56			2.17			1.02			1.62			1.60			1.88			1.65			1.21			1.85			1.92


			ST vs CM			0.0215133741						LV			0.79			1.75			0.94			2.00			1.79			2.06			0.63			1.56			1.49			1.33			1.52			1.48			1.48


			LV vs CM			0.1628401244						CM			0.97			0.65			1.83			1.61			1.03			0.87			1.68			1.36


			T = 230			t-toets						T = 230


			ST vs LV			0.3010373072						ST			1.65			2.07			-0.80			1.42			1.66			1.91			1.53			1.28			1.85			1.86


			ST vs CM			0.3279413604						LV			1.96			1.62			1.39			1.73			1.75			1.92			0.95			1.57			1.52			1.35			1.51			1.71			1.45


			LV vs CM			0.0523376248						CM			0.89			1.34			1.90			1.63			1.00			0.50			1.84			1.24


			T = 250			t-toets						T = 250


			ST vs LV			0.18440884						ST			1.37			1.97			0.49			0.76			0.81			1.90			1.38			1.81


			ST vs CM			0.495764119						LV			1.94			0.80			1.77			1.77			1.91			0.72			1.53			1.56			1.44			1.52			1.69			1.43


			LV vs CM			0.1929986138						CM			1.59			1.24			1.85			1.63			0.93			0.03			1.96			1.24


			ANOVA						alpha = 5%


			T = 5			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			34.4161346791			3.4416134679			0.1885650207


						Row 2			14			42.6996149006			3.0499724929			0.1160579735


						Row 3			8			24.3449044399			3.043113055			0.1476004757


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.0682202376			2			0.5341101188			3.653937096			0.0384378468			3.3276544986


						Within Groups			4.2390421722			29			0.146173868


						Total			5.3072624098			31


			T = 15			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			39.0761494602			3.907614946			0.1524577661


						Row 2			14			47.747435253			3.4105310895			0.0429331637


						Row 3			8			28.1538126483			3.519226581			0.042981307


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.4994943665			2			0.7497471832			9.7451802836			0.0005791185			3.3276544986


						Within Groups			2.2311201724			29			0.0769351784


						Total			3.7306145389			31


			T = 25			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			38.0926937532			3.8092693753			0.1490000524


						Row 2			14			45.3770116966			3.2412151212			0.0442836153


						Row 3			8			26.8642654485			3.3580331811			0.039676088


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.9685475204			2			0.9842737602			13.0075090098			0.0000928523			3.3276544986


						Within Groups			2.1944200864			29			0.0756696582


						Total			4.1629676068			31


			T = 35			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			35.9331747718			3.5933174772			0.1293132285


						Row 2			13			39.5314672553			3.0408820966			0.0400910681


						Row 3			8			24.9846797556			3.1230849695			0.0385193192


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.8731058018			2			0.9365529009			13.6969631692			0.0000710792			3.3403855583


						Within Groups			1.9145471081			28			0.0683766824


						Total			3.7876529098			30


			T = 45			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			33.0918001991			3.3091800199			0.1340603958


						Row 2			13			37.4752252846			2.8827096373			0.0383487987


						Row 3			8			23.7740633058			2.9717579132			0.0463864699


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.0831284038			2			0.5415642019			7.6145101163			0.0022874781			3.3403855583


						Within Groups			1.9914344352			28			0.0711226584


						Total			3.074562839			30


			T = 55			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			30.7354380588			3.0735438059			0.1382109016


						Row 2			12			32.1114794727			2.6759566227			0.0499177342


						Row 3			7			19.5212426155			2.7887489451			0.0536464644


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.8867342465			2			0.4433671232			5.4507059217			0.0105461696			3.3690163595


						Within Groups			2.1148719762			26			0.0813412299


						Total			3.0016062227			28


			T = 65			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			29.0226623546			2.9022662355			0.1475936483


						Row 2			14			35.5908102252			2.5422007304			0.0517157408


						Row 3			8			20.8716703073			2.6089587884			0.0647604585


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.7978777402			2			0.3989388701			4.7144928636			0.0168739438			3.3276544986


						Within Groups			2.4539706744			29			0.0846196784


						Total			3.2518484146			31


			T = 75			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			27.0966029211			2.7096602921			0.1524428336


						Row 2			14			32.6439829848			2.3317130703			0.091116955


						Row 3			8			18.9222996932			2.3652874617			0.0855406504


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.9253699032			2			0.4626849516			4.2524971073			0.0240148003			3.3276544986


						Within Groups			3.1552904701			29			0.1088031197


						Total			4.0806603733			31


			T = 85			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			25.0348146749			2.5034814675			0.1153382793


						Row 2			13			28.8330012026			2.2179231694			0.0497347642


						Row 3			8			17.7517177419			2.2189647177			0.1057535269


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.5508630871			2			0.2754315435			3.2470064913			0.0539262628			3.3403855583


						Within Groups			2.3751363724			28			0.084826299


						Total			2.9259994595			30


			T = 95			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			23.2890646198			2.328906462			0.1182576664


						Row 2			13			26.2733030634			2.0210233126			0.0741179484


						Row 3			8			16.5879491621			2.0734936453			0.147244834


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.5751015181			2			0.287550759			2.6977922454			0.0848331814			3.3403855583


						Within Groups			2.9844482156			28			0.1065874363


						Total			3.5595497337			30


			T = 105			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			9			20.0202800026			2.2244755558			0.0613838507


						Row 2			14			25.8968964693			1.8497783192			0.1733042465


						Row 3			8			15.1082562739			1.8885320342			0.1590588734


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.8381979754			2			0.4190989877			3.0421153305			0.0637475502			3.3403855583


						Within Groups			3.8574381246			28			0.1377656473


						Total			4.6956361			30


			T = 115			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			9			18.071779443			2.0079754937			0.090870017


						Row 2			14			24.5142136295			1.7510152592			0.0981168973


						Row 3			8			13.6605147794			1.7075643474			0.1525178691


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.4848008537			2			0.2424004268			2.2107426967			0.1283960679			3.3403855583


						Within Groups			3.0701048845			28			0.109646603


						Total			3.5549057382			30


			T = 130			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			19.2741520336			1.9274152034			0.0637613008


						Row 2			14			24.5556204345			1.7539728882			0.0404900503


						Row 3			8			11.5861682134			1.4482710267			0.2187391935


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.0326453391			2			0.5163226696			5.6902698592			0.0082276392			3.3276544986


						Within Groups			2.6313967154			29			0.0907378178


						Total			3.6640420545			31


			T = 150			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			16.2940132423			1.6294013242			0.0984350791


						Row 2			13			21.2526801337			1.6348215487			0.0749350296


						Row 3			8			10.4758358367			1.3094794796			0.1521012354


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.6193533622			2			0.3096766811			3.0426033472			0.0637219991			3.3403855583


						Within Groups			2.8498447155			28			0.1017801684


						Total			3.4691980776			30


			T = 170			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			16.0612565561			1.6061256556			0.1016556374


						Row 2			14			21.2154086934			1.5153863352			0.1329610395


						Row 3			8			10.0072410533			1.2509051317			0.1348113472


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.5963022324			2			0.2981511162			2.4104278699			0.1075460306			3.3276544986


						Within Groups			3.5870736801			29			0.1236921959


						Total			4.1833759125			31


			T = 190			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			15.2793984788			1.5279398479			0.2095908587


						Row 2			14			20.3957754747			1.4568411053			0.1266991513


						Row 3			8			11.4255565412			1.4281945676			0.0783307913


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.0498607482			2			0.0249303741			0.1771264206			0.8385732888			3.3276544986


						Within Groups			4.0817222339			29			0.1407490425


						Total			4.1315829822			31


			T = 210			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			16.4907107635			1.6490710763			0.1151760593


						Row 2			13			18.8222247162			1.4478634397			0.1890015714


						Row 3			8			10.0138979143			1.2517372393			0.1839339174


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.7062365012			2			0.3531182506			2.1530940404			0.1349622777			3.3403855583


						Within Groups			4.5921408125			28			0.164005029


						Total			5.2983773136			30


			T = 230			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			14.4269603243			1.4426960324			0.6785904909


						Row 2			13			20.4205462649			1.5708112511			0.070317326


						Row 3			8			10.3406804258			1.2925850532			0.2378086663


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.3866787639			2			0.1933393819			0.6283239374			0.5408396626			3.3403855583


						Within Groups			8.615782994			28			0.3077065355


						Total			9.0024617579			30


			T = 250			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			8			10.4883580214			1.3110447527			0.321293817


						Row 2			12			18.0838830761			1.5069902563			0.1504409183


						Row 3			8			10.4626871963			1.3078358995			0.3837348441


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.2676478722			2			0.1338239361			0.5076741501			0.6079663599			3.3851899615


						Within Groups			6.5900507291			25			0.2636020292


						Total			6.8576986014			27








			0			0			0			0			0.4662940557			0.0185148346			3.6278311412			0.0594780395			2.6394643574			0.0649912667			0.4757280481			0.0210414583


			2.1666666667			4.4263888889			5.0494444444			4.7583333333			670.5934767254			565.9600531525			1501.8371548621			552.5633855794			357.1710467104			163.0059366931			555.2536108968			229.2468189669


			6.7261904762			14.4263888889			15.0494444444			14.7583333333			1213.9436840495			1005.639148499			3725.3260507757			1516.023328623			420.5252436016			260.9689731979			715.0108330124			443.6017859502


			10.2520833333			24.4263888889			25.0494444444			24.7583333333			1275.3087475265			1016.2806821353			2919.3298955858			1200.2671649429			290.3668435374			178.8587941646			469.2048586281			296.6018984949


			11.9888888889			34.4263888889			35.0494444444			34.7583333333			688.5357440197			630.5325244037			1597.6870365101			698.0559378025			178.4856402596			112.5578375067			268.1735719523			170.6681906478


			15.2095238095			44.4263888889			45.0494444444			44.7583333333			812.175937721			628.946555484			852.911189662			367.0804223359			120.6192956274			76.8401661158			212.6929735789			129.5322647897


			29.5857142857			54.4263888889			55.0494444444			54.7583333333			253.2103516362			207.6632132413			507.1008438013			215.440359552			92.0871742955			55.0524152132			163.730448451			96.0533215091


			59.519047619			64.4263888889			65.0494444444			64.7583333333			129.3157978016			88.5224374225			359.0661221893			148.2501848858			64.0943320607			37.9672091553			114.477550188			63.7146885411


			120.3238095238			74.4263888889			75.0494444444			74.7583333333			17.6701931815			11.2996318741			236.1442586356			96.1032573929			57.5836508959			28.7371268514			78.7874711644			40.1775849811


			179.4138888889			84.4263888889			85.0494444444			84.7583333333			14.0074191274			9.4404062429			119.5366734336			54.6872729472			30.7443162945			18.3972078736			65.2350191149			30.8519856322


			240.0261904762			94.4263888889			95.0494444444			94.7583333333			13.7376397247			10.049080933			81.4267182286			36.8876346244			25.376977214			13.5579420232			59.4405594578			24.567329045


						104.4263888889			105.0494444444			104.7583333333									42.988195736			24.2991774464			30.4078159863			11.6596888807			41.1667946799			16.4333156271


						114.4263888889			115.0494444444			114.7583333333									34.0162888071			16.9918391912			15.9231828131			7.7409402035			26.2844234053			10.6945642086


						129.4263888889			130.0494444444			129.7583333333									21.0991355162			11.7965404201			8.9389631488			5.6242646827			19.2105473065			6.544012458


						149.4263888889			150.0494444444			149.7583333333									14.2714143292			6.9298424795			10.5061842128			5.5937413033			10.4884970249			4.2727912487


						169.4263888889			170.0494444444			169.7583333333									13.8367469631			6.6404756251			11.5186513474			4.9746599816			8.3729816742			3.5951208434


						189.4263888889			190.0494444444			189.7583333333									19.9375849704			6.9480287886			9.7149835603			4.2804933585			8.5754913239			4.5017629877


						209.4263888889			210.0494444444			209.7583333333									16.6974550944			7.643183723			13.3873823249			4.919857871			10.6336415366			3.9610182109


						229.4263888889			230.0494444444			229.7583333333									49.6427478005			7.448859299			8.6875834669			4.7176405465			14.3806432565			4.6786656818


						249.4263888889			250.0494444444			249.7583333333									19.4526919184			5.2741424297			13.3835275867			5.4790272258			22.7229670868			5.4575998193
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				0				0				0				0				0.4662940557				0.0185148346				3.6278311412				0.0594780395				2.6394643574				0.0649912667				0.4757280481				0.0210414583
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				6.7261904762				14.4263888889				15.0494444444				14.7583333333				1213.9436840495				1005.639148499				3725.3260507757				1516.023328623				420.5252436016				260.9689731979				715.0108330124				443.6017859502



				10.2520833333				24.4263888889				25.0494444444				24.7583333333				1275.3087475265				1016.2806821353				2919.3298955858				1200.2671649429				290.3668435374				178.8587941646				469.2048586281				296.6018984949



				11.9888888889				34.4263888889				35.0494444444				34.7583333333				688.5357440197				630.5325244037				1597.6870365101				698.0559378025				178.4856402596				112.5578375067				268.1735719523				170.6681906478
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Results



				JWpr03 results for publication



				Plasma																																																																								Time								Concentration																												geomean				geomean



				Time				101				102				201				202				401				402				601				602				801				802				901				902				1001				1002				1101				1202								Average				stdev				Average				stdev				n =								Geomean				stdev				Geostdev				* geostdev				/ geostdev				stdev +				stdev -				SEM +				SEM -



				0.00				0.01				0.01				0.01				8.93				0.01				0.01												0.01																49.99								0.01				0.16								0.00				0.00				5.92				15.74				10								0.06				3.23				25.18				1.54				0.00				1.47				0.06				0.47				0.02



				2.00								12276.20								7950.89				9299.48																12176.85				8443.49												9936.99								11444.06				11564.51								2.17				0.35				10386.56				1706.02				8								10259.35				0.17				1.18				12156.07				8658.57				1896.72				1600.78				670.59				565.96



				7.00								18303.94								10960.94				18879.52																13482.35				15903.13												15933.54												16653.04								6.73				0.76				15730.92				2746.63				7								15505.69				0.19				1.21				18717.48				12845.02				3211.79				2660.67				1213.94				1005.64



				10.00												14948.35				9545.81				15820.03				19330.43												17712.34				13860.52												12529.42								11988.81												10.25				0.45				14466.96				3178.71				8								14152.31				0.23				1.25				17759.42				11277.83				3607.12				2874.48				1275.31				1016.28



				12.00								12149.49																14329.94																																								12514.84								11.99				0.65				12998.09				1167.79				3								12964.10				0.09				1.09				14156.68				11871.99				1192.58				1092.11				688.54				630.53



				15.00				8878.48								6576.36				4521.47				8839.96																9564.79																7653.10								6952.77												15.21				0.50				7569.56				1730.74				7								7375.95				0.26				1.29				9524.76				5711.91				2148.82				1664.04				812.18				628.95



				30.00				3737.56								2639.06				2532.47								3988.70												3456.19																2956.69								2436.06												29.59				1.36				3106.67				621.66				7								3054.42				0.20				1.22				3724.35				2505.00				669.93				549.43				253.21				207.66



				60.00				1094.46								507.45				544.21				923.66				1081.38																												906.45								454.42												59.52				1.33				787.43				277.44				7								742.45				0.38				1.46				1084.58				508.24				342.14				234.21				129.32				88.52



				120.00				148.24								88.65				39.33				117.34				102.38												58.22																74.58																				120.32				2.27				89.82				36.76				7								82.92				0.45				1.56				129.67				53.03				46.75				29.90				17.67				11.30



				180.00				40.51								106.29				58.54								82.64												109.08																56.02																				179.41				1.49				75.51				28.35				6								70.92				0.39				1.48				105.23				47.80				34.31				23.12				14.01				9.44



				240.00				169.90												91.91				87.99				119.39												76.37																75.26																				240.03				1.78				103.47				36.25				7								99.02				0.31				1.37				135.37				72.43				36.35				26.59				13.74				10.05



				ST																																																																								Time								Concnetration																												geomean				geomean



				Time				101				102				201				202				401				402				601				602				801				802				901				902				1001				1002				1101				1202								Average				stdev				Average				stdev				n =								Geomean				stdev				Geostdev				* geostdev				/ geostdev				stdev +				stdev -				SEM +				SEM -



				0.00				0.01				0.01				0.01				120.88												6.15				0.01												0.01				15.67				16.89				0.01																0.00				0.00				15.96				37.46				10								0.19				4.11				60.99				11.66				0.00				11.47				0.19				3.63				0.06



				4.43				5516.70				9807.92				1198.85				616.62												5510.80				1291.78												897.57				2231.26				6962.45				6566.19																4.43				1.06				4060.01				3214.93				10								2764.48				1.00				2.72				7513.71				1017.12				4749.23				1747.36				1501.84				552.56



				14.43				13870.37				22059.12				2099.05				2008.73												12816.81				13135.11												3352.33				6431.18				17609.11				14452.36																14.43				1.06				10783.42				6935.92				10								8083.79				0.90				2.46				19864.30				3289.70				11780.52				4794.09				3725.33				1516.02



				24.43				9799.84				17771.18				1699.28				1817.26												10131.38				11815.55												2953.26				3712.73				13785.06				12721.85																24.43				1.06				8620.74				5691.14				10								6445.69				0.89				2.43				15677.42				2650.11				9231.73				3795.58				2919.33				1200.27



				34.43				7182.51				9131.79				1041.62				1295.49												5270.10				8242.31												2323.45				1996.35				5629.56				8540.59																34.43				1.06				5065.38				3177.84				10								3920.28				0.83				2.29				8972.61				1712.84				5052.33				2207.45				1597.69				698.06



				44.43				3762.03				4465.50				416.62				560.38												3027.96				3482.88												1607.12				1481.75				3740.30				3353.28																44.43				1.06				2589.78				1446.19				10								2037.89				0.84				2.32				4735.03				877.08				2697.14				1160.81				852.91				367.08



				54.43				1965.91				2403.36				301.28				286.80												1716.14				2304.05												1073.20				603.39				1952.30				2664.67																54.43				1.06				1527.11				892.87				10								1184.52				0.86				2.35				2788.12				503.24				1603.59				681.28				507.10				215.44



				64.43				1439.83				1661.85				165.77				227.44												1154.02				1594.00												729.24				369.29				1338.20				1761.70																64.43				1.06				1044.13				618.87				10								798.48				0.88				2.42				1933.95				329.68				1135.47				468.81				359.07				148.25



				74.43				1011.84				1183.15				104.17				148.56												753.68				917.76												498.05				216.17				826.63				1095.26																74.43				1.06				675.53				405.69				10								512.46				0.90				2.46				1259.21				208.56				746.75				303.91				236.14				96.10



				84.43				531.24				670.13				72.12				94.96												509.38				625.27												330.35				237.38				525.49				338.62																84.43				1.06				393.49				211.83				10								318.77				0.78				2.19				696.78				145.84				378.01				172.94				119.54				54.69



				94.43				360.31				534.26				55.94				55.58												334.53				386.38												207.68				151.24				350.10				228.73																94.43				1.06				266.47				154.01				10								213.26				0.79				2.21				470.75				96.61				257.49				116.65				81.43				36.89



				104.43				224.32				366.53								57.65												205.90				254.75												127.30				93.13				236.10				150.56																104.43				1.06				190.69				94.40				9								167.68				0.57				1.77				296.64				94.78				128.96				72.90				42.99				24.30



				114.43								311.70				43.77				36.54												135.41				175.36												87.77				64.40				164.14				107.41																114.43				1.06				125.17				85.75				9								101.85				0.69				2.00				203.90				50.88				102.05				50.98				34.02				16.99



				129.43				126.83				208.73				43.36				37.61												84.82				111.63												131.48				38.03				105.16				87.46																129.43				1.06				97.51				52.66				10								84.61				0.58				1.79				151.33				47.30				66.72				37.30				21.10				11.80



				149.43				61.66				168.58				20.27				23.35												42.05				55.85												22.14				17.51				54.88				80.08																149.43				1.06				54.64				45.26				10								42.60				0.72				2.06				87.73				20.69				45.13				21.91				14.27				6.93



				169.43				45.77				166.99				13.19				23.81												34.44				53.89												17.08				45.05				43.40				77.38																169.43				1.06				52.10				44.55				10								40.38				0.73				2.08				84.13				19.38				43.76				21.00				13.84				6.64



				189.43				40.61				145.88				3.25				29.55												37.31				62.68												17.12				17.75				58.86				80.07																189.43				1.06				49.31				41.24				10								33.72				1.05				2.87				96.77				11.75				63.05				21.97				19.94				6.95



				209.43				36.73				147.95				10.48				41.38												39.43				76.34												44.94				16.39				70.70				83.82																209.43				1.06				56.82				40.11				10								44.57				0.78				2.18				97.37				20.40				52.80				24.17				16.70				7.64



				229.43				44.26				118.28				0.16				26.41												45.62				80.90												33.65				19.26				71.27				71.68																229.43				1.06				51.15				34.69				10								27.71				1.90				6.66				184.70				4.16				156.98				23.56				49.64				7.45



				249.43				23.17				92.32				3.12				5.74												6.52				79.29																24.05								64.55																249.43				1.06				37.35				35.90				8								20.47				1.31				3.69				75.49				5.55				55.02				14.92				19.45				5.27



				LV																																																																								Time								Concnetration																												geomean				geomean



				Time				101				102				201				202				401				402				601				602				801				802				901				902				1001				1002				1101				1202								Average				stdev				Average				stdev				n =								Geomean				stdev				Geostdev				* geostdev				/ geostdev				stdev +				stdev -				SEM +				SEM -



				0.00				0.01				0.01				41.99				0.01				1.04				13.43												12.76				0.01				0.01				24.76				37.16				0.01				0.01				0.01								0.00				0.00				9.37				14.86				14								0.25				3.70				40.61				10.13				0.01				9.88				0.24				2.64				0.06



				5.05				2523.12				2887.74				391.06				659.89				3427.07				1124.85												580.88				1120.85				375.45				1080.26				1261.72				1191.76				3680.84				472.68								5.05				0.81				1484.16				1148.63				14								1121.95				0.78				2.19				2458.36				512.04				1336.41				609.91				357.17				163.01



				15.05				3836.31				5076.30				945.77				1853.33				5167.22				2364.92												1745.51				2306.79				1494.96				2439.44				3370.41				2382.51				3950.61				2876.92								15.05				0.81				2843.64				1282.25				14								2573.54				0.48				1.61				4147.00				1597.08				1573.46				976.46				420.53				260.97



				25.05				2398.64				2980.22				542.20				1235.19				2973.29				1340.29												903.85				2152.24				1412.35				1822.48				2319.83				1942.15				2078.21				2663.48								25.05				0.81				1911.74				747.14				14								1742.67				0.48				1.62				2829.12				1073.44				1086.45				669.23				290.37				178.86



				35.05				1251.00				2030.26				372.44				682.03				1722.41				848.50																1141.81				994.33				1108.00				1454.62				960.48				1012.06				2027.19								35.05				0.81				1200.40				494.76				13								1098.71				0.46				1.59				1742.25				692.87				643.54				405.83				178.49				112.56



				45.05				951.88				1507.86				277.13				449.94				1165.64				597.15																767.73				743.93				853.22				1051.73				632.10				625.96				1182.39								45.05				0.81				831.28				336.31				13								763.33				0.45				1.57				1198.22				486.27				434.90				277.05				120.62				76.84



				55.05				661.76				1053.94				223.34				227.75				726.26				450.29																486.49								530.30				734.75				234.98				373.80				669.21								55.05				0.81				531.07				251.68				12								474.19				0.51				1.67				793.19				283.49				319.00				190.71				92.09				55.05



				65.05				579.20				736.35				143.07				177.09				494.92				301.37												650.92				309.43				377.46				349.35				511.78				153.06				268.15				433.48								65.05				0.81				391.83				185.01				14								348.50				0.52				1.69				588.32				206.44				239.82				142.06				64.09				37.97



				75.05				486.54				540.47				37.31				144.80				374.84				191.80												233.12				205.81				236.82				225.13				363.92				91.93				164.16				306.97								75.05				0.81				257.40				143.16				14								214.64				0.70				2.00				430.10				107.12				215.46				107.52				57.58				28.74



				85.05				268.74				321.97				42.67				195.88				229.56				177.80												139.05				152.34								142.38				251.75				122.69				116.73				212.06								85.05				0.81				182.59				74.63				13								165.17				0.51				1.67				276.02				98.83				110.85				66.33				30.74				18.40



				95.05								265.78				20.34				100.30				162.10				141.23												91.33				119.06				124.27				99.02				175.91				57.99				77.04				143.77								95.05				0.81				121.39				60.85				13								104.96				0.63				1.87				196.46				56.08				91.50				48.88				25.38				13.56



				105.05				100.98				149.90				3.36				90.27				118.90				157.06												67.45				89.58				86.73				65.02				124.28				39.19				53.57				103.61								105.05				0.81				89.28				42.02				14								70.76				0.96				2.61				184.53				27.13				113.78				43.63				30.41				11.66



				115.05				159.41				83.23				13.95				17.22				97.70				136.40												42.61				73.82				64.28				47.39				95.35				29.30				39.64				72.52								115.05				0.81				69.49				42.79				14								56.37				0.72				2.06				115.94				27.40				59.58				28.96				15.92				7.74



				130.05				52.69				109.96				57.44				85.87				70.48				135.72												38.54				55.20				69.61				31.95				54.00				27.44				32.35				57.95								130.05				0.81				62.80				30.62				14								56.75				0.46				1.59				90.20				35.71				33.45				21.04				8.94				5.62



				150.05				98.52				67.14				38.26				100.85				58.56				111.37												16.44				44.00				26.36				19.74				34.24								28.21				29.56								150.05				0.81				51.79				32.85				13								43.13				0.63				1.88				81.01				22.97				37.88				20.17				10.51				5.59



				170.05				40.90				25.97				48.15				65.25				75.17				186.23												4.62				41.97				22.70				17.34				21.68				27.78				24.15				31.66								170.05				0.81				45.25				44.73				14								32.76				0.84				2.32				75.86				14.15				43.10				18.61				11.52				4.97



				190.05				29.46				8.00				33.48				61.18				59.05				117.95												4.12				37.67				26.13				21.29				30.26				29.50				27.54				34.88								190.05				0.81				37.18				27.98				14								28.63				0.82				2.27				64.98				12.62				36.35				16.02				9.71				4.28



				210.05				6.11				55.70				8.80				99.01				61.71				114.37												4.31				36.49				30.60				21.36				33.48								30.33				30.37								210.05				0.81				40.97				33.90				13								28.05				1.00				2.72				76.31				10.31				48.27				17.74				13.39				4.92



				230.05				90.23				42.17				24.42				53.91				56.25				83.40												8.82				37.15				32.82				22.42				32.45								50.82				28.18								230.05				0.81				43.31				23.49				13								37.22				0.61				1.84				68.55				20.21				31.32				17.01				8.69				4.72



				250.05				86.69				6.33				58.59								59.46				81.61												5.25				33.50				36.35				27.30				33.16								49.42				27.20								250.05				0.81				42.07				26.01				12								32.14				0.89				2.44				78.50				13.16				46.36				18.98				13.38				5.48



				CM																																																																								Time								Concnetration																												geomean				geomean



				Time				101				102				201				202				401				402				601				602				801				802				901				902				1001				1002				1101				1202								Average				stdev				Average				stdev				n =								Geomean				stdev				Geostdev				* geostdev				/ geostdev				stdev +				stdev -				SEM +				SEM -



				0.00																				0.01				0.01				0.01				0.01				16.28				5.58																				0.01				0.01								0.00				0.00				2.74				5.81				8								0.06				3.12				22.61				1.41				0.00				1.35				0.06				0.48				0.02



				4.76																				2152.13				1044.22				2866.44				415.21				956.32				2191.82																				1723.02				229.06								4.76				1.37				1447.28				933.04				8								1104.37				0.88				2.42				2674.86				455.96				1570.49				648.41				555.25				229.25



				14.76																				3525.45				2064.87				6628.10				4271.05				2149.41				4997.26																				3794.45				1696.61								14.76				1.37				3640.90				1676.98				8								3305.42				0.48				1.61				5327.78				2050.72				2022.36				1254.70				715.01				443.60



				24.76																				2062.90				1227.81				4097.49				4306.41				1386.86				2730.30																				2372.09				1822.42								24.76				1.37				2500.78				1158.34				8								2280.52				0.46				1.58				3607.63				1441.60				1327.11				838.92				469.20				296.60



				34.76																				1072.57				744.66				2289.51				2831.93				897.17				1361.89																				1135.35				1343.76								34.76				1.37				1459.61				724.80				8								1327.65				0.45				1.57				2086.16				844.93				758.51				482.72				268.17				170.67



				44.76																				728.79				487.33				1786.95				2158.61				719.69				863.44																				765.71				911.81								44.76				1.37				1052.79				589.87				8								937.04				0.50				1.64				1538.63				570.67				601.59				366.37				212.69				129.53



				54.76																				455.94				353.53				1235.59				1347.35								438.99																				452.03				623.63								54.76				1.37				701.01				412.51				7								614.82				0.53				1.70				1048.01				360.69				433.19				254.13				163.73				96.05



				64.76																				250.45				237.14				840.87				1053.41				465.70				218.41																				334.06				416.31								64.76				1.37				477.04				308.13				8								406.40				0.59				1.80				730.20				226.19				323.79				180.21				114.48				63.71



				74.76																				149.66				124.79				470.03				726.33				119.86				136.50																				280.23				286.04								74.76				1.37				286.68				214.58				8								231.89				0.67				1.96				454.74				118.25				222.84				113.64				78.79				40.18



				84.76																				98.47				122.95				422.08				493.52				61.48				86.57																				214.83				195.77								84.76				1.37				211.96				161.63				8								165.56				0.75				2.11				350.08				78.30				184.51				87.26				65.24				30.85



				94.76																				101.05				90.84				301.56				453.85				28.65				54.08																				143.96				138.20								94.76				1.37				164.02				143.29				8								118.44				0.88				2.42				286.56				48.95				168.12				69.49				59.44				24.57



				104.76																				39.56				52.18				253.19				291.65				24.87				33.51																				106.86				94.48								104.76				1.37				112.04				103.59				8								77.36				0.92				2.51				193.80				30.88				116.44				46.48				41.17				16.43



				114.76																				30.65				39.18				174.88				153.61				15.27				19.38																				76.58				62.59								114.76				1.37				71.52				61.09				8								51.00				0.90				2.46				125.34				20.75				74.34				30.25				26.28				10.69



				129.76																				19.94				11.62				107.64				88.17				6.10				10.55																				60.85				44.81								129.76				1.37				43.71				38.67				8								28.07				1.08				2.94				82.41				9.56				54.34				18.51				19.21				6.54



				149.76																				7.50				16.84				62.88				46.49				8.15				7.61																				49.27				26.52								149.76				1.37				28.16				21.93				8								20.39				0.90				2.45				50.06				8.31				29.67				12.09				10.49				4.27



				169.76																				8.78				6.11				61.08				31.13				8.54				11.72																				41.83				23.80								169.76				1.37				24.12				19.58				8								17.82				0.85				2.33				41.50				7.65				23.68				10.17				8.37				3.60



				189.76																				15.32				58.46				61.81				32.99				13.53				12.75																				40.26				21.02								189.76				1.37				32.02				19.89				8								26.80				0.64				1.90				51.06				14.07				24.26				12.73				8.58				4.50



				209.76																				9.41				4.47				66.94				41.01				10.81				7.48																				48.31				22.88								209.76				1.37				26.41				23.05				8								17.85				0.99				2.68				47.93				6.65				30.08				11.20				10.63				3.96



				229.76																				7.76				21.88				78.66				42.59				10.09				3.13																				69.58				17.51								229.76				1.37				31.40				29.06				8								19.61				1.12				3.07				60.29				6.38				40.67				13.23				14.38				4.68



				249.76																				38.68				17.45				71.59				42.29				8.43				1.07																				90.20				17.45								249.76				1.37				35.89				31.44				8								20.32				1.43				4.16				84.59				4.88				64.27				15.44				22.72				5.46



				AUC



																																																																				average				stdev



				plasma				395848.943361508				367210.87353643				321106.602013509				257623.376341964				384176.955438426				403643.126219331				383067.107848703				345129.421274823				347145.172336161				314200.22944032				359049.102488216																				352563.719118126				42695.1694096787



				ST				449459.479839155				696313.188257806				72099.800901357				74271.1958811665				405991.108136268				448219.04089576				144901.274448213				173003.968520064				520195.74297222				511577.88658409																								349603.26864361				217134.72610842



				LV				107283.405754373				139762.24101473				27059.2749018019				52820.6838745119				132620.012007882				72814.9758603566				55692.2386126396				73254.2128375814				55562.1461854187				70134.8375027122				94590.7475859659				64013.9317699708				95378.5834081124				91677.6571029602								80904.6391727869				31425.8518526752



				CM				86225.2709438996				55169.40482491				180980.2378289				159476.220302795				61198.852343122				106237.562895685				97794.3228797813				67888.0057654111																																101871.234723063				46054.6482921457



				brain-to-plasma AUC ratio																																																																average				stdev



				ST				1.1354318039				1.8962215948				0.2245354049				0.2882936981				1.1515396682				1.2713135714				0.4109931527				0.4907026989				1.4984962616				1.4510224928																								98.1855034738				58.5087046254



				LV				0.271021074				0.3806048543				0.0842688214				0.2050306328				0.3452055365				0.1803944404				0.1453850708				0.2122514289				0.1575946224				0.1989281191				0.2724818178				0.1815669858				0.3035598783				0.2553345948								22.8116276944				8.1238018457



				CM				0.2244415489				0.136678668				0.5133263238				0.4523330441				0.1597601336				0.3078194913				0.3112484133				0.189077219																																28.6835605249				13.7253029195



				T-Test				(total AUC)



				Plasma vs ST								0.4825262853



				Plasma vs LV								0



				Plasma vs CM								0.0000000004



				ST vs LV								0.0000690385



				ST vs CM								0.0030824634



				LV vs CM								0.109071814



				T-test				(AUC ratio)



				ST vs LV								0.0000429821



				ST vs CM								0.0024079586



				LV vs CM								0.1093326464



				ANOVA total AUC



				Anova: Single Factor



				SUMMARY



				Groups				Count				Sum				Average				Variance



				Row 1				11				3878200.91029939				352563.719118126				1822877490.92117



				Row 2				10				3496032.6864361				349603.26864361				47147489282.1788



				Row 3				14				1132664.94841902				80904.6391727869				987584164.66629



				Row 4				8				814969.877784504				101871.234723063				2121030629.31324



				ANOVA



				Source of Variation				SS				df				MS				F				P-value				F crit



				Between Groups				743331392795.085				3				247777130931.695				20.5496496986				0.0000000377				2.8450678129



				Within Groups				470241986994.676				39				12057486846.0173



				Total				1213573379789.76				42



				ANOVA brain-to-plasma AUC



				Anova: Single Factor



				SUMMARY



				Groups				Count				Sum				Average				Variance



				Row 1				10				9.8185503474				0.9818550347				0.3423268517



				Row 2				14				3.1936278772				0.2281162769				0.0065996156



				Row 3				8				2.294684842				0.2868356052				0.018838394



				ANOVA



				Source of Variation				SS				df				MS				F				P-value				F crit



				Between Groups				3.7052321298				2				1.8526160649				16.2874484614				0.0000181308				3.3276544986



				Within Groups				3.2986054268				29				0.1137450147



				Total				7.0038375566				31











Results



				0				0				0				0				15.7380466796				15.7380466796				37.4649772352				37.4649772352				14.8610485928				14.8610485928				5.8069806077				5.8069806077



				0				0				0				0				1706.0232586577				1706.0232586577				3214.9302913865				3214.9302913865				1148.6278399273				1148.6278399273				933.0406494355				933.0406494355



				0				0				0				0				2746.6310245966				2746.6310245966				6935.923597291				6935.923597291				1282.246887308				1282.246887308				1676.9783383213				1676.9783383213



				0				0				0				0				3178.7066587501				3178.7066587501				5691.1415342457				5691.1415342457				747.1410576745				747.1410576745				1158.3364431765				1158.3364431765



				0				0				0				0				1167.7899608076				1167.7899608076				3177.8388877331				3177.8388877331				494.7600524287				494.7600524287				724.8047936851				724.8047936851



				0				0				0				0				1730.744368376				1730.744368376				1446.1914933136				1446.1914933136				336.3121204061				336.3121204061				589.8727589374				589.8727589374



				0				0				0				0				621.6570619779				621.6570619779				892.8663019472				892.8663019472				251.6776602391				251.6776602391				412.5051514102				412.5051514102



				0				0				0				0				277.4410639075				277.4410639075				618.8729542674				618.8729542674				185.0069275196				185.0069275196				308.1324394641				308.1324394641



				0				0				0				0				36.7629461624				36.7629461624				405.6866060787				405.6866060787				143.1603767706				143.1603767706				214.5805165632				214.5805165632



				0				0				0				0				28.3464601681				28.3464601681				211.8316220374				211.8316220374				74.6293799136				74.6293799136				161.6264258199				161.6264258199



				0				0				0				0				36.2501749481				36.2501749481				154.0126866788				154.0126866788				60.8499409558				60.8499409558				143.2872850957				143.2872850957



								0				0				0												94.4016250406				94.4016250406				42.0190823406				42.0190823406				103.5931376644				103.5931376644



								0				0				0												85.7489559748				85.7489559748				42.7915618278				42.7915618278				61.0934008112				61.0934008112



								0				0				0												52.6646785635				52.6646785635				30.6172561619				30.6172561619				38.6708752453				38.6708752453



								0				0				0												45.2575760552				45.2575760552				32.8482810133				32.8482810133				21.9337489894				21.9337489894



								0				0				0												44.5472080944				44.5472080944				44.7303037304				44.7303037304				19.5840994678				19.5840994678



								0				0				0												41.2390861445				41.2390861445				27.9783066089				27.9783066089				19.8874151115				19.8874151115



								0				0				0												40.1051231073				40.1051231073				33.9010854389				33.9010854389				23.0520297545				23.0520297545



								0				0				0												34.691992439				34.691992439				23.4940033647				23.4940033647				29.0628197159				29.0628197159



								0				0				0												35.895259912				35.895259912				26.0094039189				26.0094039189				31.4396134892				31.4396134892







Plasma (n = 10)



ST (ECF, n = 10)



LV (CSF, n = 14)



CM (CSF, n = 8)



Time (min)



Concentration (ng/ml)



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0







logResults



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0







Average +/- stdev



Plasma (n = 10)



ST (ECF, n = 10)



LV (CSF, n = 14)



CM (CSF, n = 8)



Time (min)



Concentration (ng/ml)



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0.4662940557



0.0185148346



3.6278311412



0.0594780395



2.6394643574



0.0649912667



0.4757280481



0.0210414583



0



0



0



0



670.5934767254



565.9600531525



1501.8371548621



552.5633855794



357.1710467104



163.0059366931



555.2536108968



229.2468189669



0



0



0



0



1213.9436840495



1005.639148499



3725.3260507757



1516.023328623



420.5252436016



260.9689731979



715.0108330124



443.6017859502



0



0



0



0



1275.3087475265



1016.2806821353



2919.3298955858



1200.2671649429



290.3668435374



178.8587941646



469.2048586281



296.6018984949



0



0



0



0



688.5357440197



630.5325244037



1597.6870365101



698.0559378025



178.4856402596



112.5578375067



268.1735719523



170.6681906478



0



0



0



0



812.175937721



628.946555484



852.911189662



367.0804223359



120.6192956274



76.8401661158



212.6929735789



129.5322647897



0



0



0



0



253.2103516362



207.6632132413



507.1008438013



215.440359552



92.0871742955



55.0524152132



163.730448451



96.0533215091



0



0



0



0



129.3157978016



88.5224374225



359.0661221893



148.2501848858



64.0943320607



37.9672091553



114.477550188



63.7146885411



0



0



0



0



17.6701931815



11.2996318741



236.1442586356



96.1032573929



57.5836508959



28.7371268514



78.7874711644



40.1775849811



0



0



0



0



14.0074191274



9.4404062429



119.5366734336



54.6872729472



30.7443162945



18.3972078736



65.2350191149



30.8519856322



0



0



0



0



13.7376397247



10.049080933



81.4267182286



36.8876346244



25.376977214



13.5579420232



59.4405594578



24.567329045



0



0



0



42.988195736



24.2991774464



30.4078159863



11.6596888807



41.1667946799



16.4333156271



0



0



0



34.0162888071



16.9918391912



15.9231828131



7.7409402035



26.2844234053



10.6945642086



0



0



0



21.0991355162



11.7965404201



8.9389631488



5.6242646827



19.2105473065



6.544012458



0



0



0



14.2714143292



6.9298424795



10.5061842128



5.5937413033



10.4884970249



4.2727912487



0



0



0



13.8367469631



6.6404756251



11.5186513474



4.9746599816



8.3729816742



3.5951208434



0



0



0



19.9375849704



6.9480287886



9.7149835603



4.2804933585



8.5754913239



4.5017629877



0



0



0



16.6974550944



7.643183723



13.3873823249



4.919857871



10.6336415366



3.9610182109



0



0



0



49.6427478005



7.448859299



8.6875834669



4.7176405465



14.3806432565



4.6786656818



0



0



0



19.4526919184



5.2741424297



13.3835275867



5.4790272258



22.7229670868



5.4575998193



Geomean +/- S.E.M.



Plasma (n = 10)



ST (ECF, n = 10)



LV (CSF, n = 14)



CM (CSF, n = 8)



Time (min)



Concentration (ng/ml)



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



1.4745512755



0.0585490477



11.4722093726



0.1880860756



9.87597131



0.2431750532



1.3455621153



0.0595142313



0



0



0



0



1896.7247792479



1600.7767658593



4749.2260840311



1747.3588500449



1336.4116852656



609.9123671157



1570.4943741737



648.4079210276



0



0



0



0



3211.7930936325



2660.671095599



11780.5153472114



4794.0867043987



1573.4613840469



976.4564862849



2022.3560345796



1254.6953239674



0



0



0



0



3607.1178539301



2874.4758477072



9231.7317114726



3795.5780419325



1086.4532449958



669.2283283755



1327.1117492065



838.9168549541



0



0



0



0



1192.5788914693



1092.1143680918



5052.3300234966



2207.4466976607



643.5391278902



405.8330545857



758.5094050498



482.7225397595



0



0



0



0



2148.8155520406



1664.0361737613



2697.1420011758



1160.8102190379



434.8990551948



277.0511589458



601.5865757135



366.372571261



0



0



0



0



669.9316198167



549.4252186931



1603.5936698053



681.2822361098



318.9993292105



190.7071604575



433.1900486504



254.1332013149



0



0



0



0



342.1374415749



234.2083548691



1135.4667767224



468.8082477802



239.8190310051



142.0602885912



323.7914081262



180.2123533144



0



0



0



0



46.7509367766



29.8960158454



746.7537136605



303.9051839229



215.4582927321



107.5244829582



222.8446205314



113.6393711672



0



0



0



0



34.3110294755



23.1241782596



378.0081519699



172.9363415364



110.850208829



66.3320763135



184.5124975479



87.2625930144



0



0



0



0



36.3463783126



26.5873690535



257.493891995



116.6489429093



91.4979925615



48.8838551545



168.1232906804



69.4868998535



0



0



0



128.9645872079



72.8975323393



113.7756293007



43.626561028



116.4372787116



46.4804356693



0



0



0



102.0488664214



50.9755175735



59.5790945937



28.9639460932



74.3435761178



30.2487954949



0



0



0



66.7213248916



37.3039362379



33.4465374957



21.0440714954



54.3356330828



18.5092623409



0



0



0



45.1301747122



21.9140860613



37.8805858888



20.1685210908



29.665949483



12.0852786661



0



0



0



43.755635811



20.9990277222



43.0988468998



18.6134732668



23.6823684823



10.1685373103



0



0



0



63.0481795497



21.9715962205



36.3501400009



16.0161395939



24.2551522685



12.7329085437



0



0



0



52.8019892267



24.1698691397



48.2688934166



17.738799822



30.0764801569



11.2034513493



0



0



0



156.9841523588



23.5553613549



31.3235276499



17.0096948896



40.6746014579



13.233264922



0



0



0



55.0205214714



14.9175275078



46.3618995293



18.9799070622



64.2702564629



15.436423365



Geomean +/- geostdev



ST (ECF; n=10)



LV (CSF; n=14)



CM (CSF; n=8)



AUC ratio (%)



0



0



0



0



0



0



58.5087046254



58.5087046254



8.1238018457



8.1238018457



13.7253029195



13.7253029195



Average +/- stdev



SEM +



SEM -



Geomean concentration (ng/ml)



S.E.M. (ng/ml)



Proving heteroscedasticity for plasma data



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



SEM +



SEM -



Geomean concentration (ng/ml)



S.E.M. (ng/ml)



Proving heteroscedasticity for MD ST data



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0







AUC



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0







SEM +



SEM -



Geomean concentration (ng/ml)



S.E.M. (ng/ml)



Proving heteroscedasticity for MD LV data



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0







ANOVA + t-test



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0



				0				0







SEM +



SEM -



Geomean concentration (ng/ml)



S.E.M. (ng/ml)



Proving heteroscedasticity for MD CM data



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0



0







ANOVA + t-test log data



				logResults (to eliminate heteroscedasticity)



				Plasma																																																																								Time								Concentration																												geomean				geomean



				Time				101				102				201				202				401				402				601				602				801				802				901				902				1001				1002				1101				1202								Average				stdev				Average				stdev				n =								Geomean				stdev				Geostdev				* geostdev				/ geostdev				stdev +				stdev -				SEM +				SEM -



				0.00				-2				-2				-2				0.9508514589				-2				-2				0				0				-2				0				0				0				1.6989091989				0				-2				-0.7986028757								0.00				0.00				-1.2148842218				1.4011400434				10.00								0.00				0.00				0.00				0.00				0.00				0.00				0.00				0.00				0.00



				2.00				0				4.0890638845				0				3.9004156358				3.9684584312				0				0				0				4.0855348492				3.9265221991				0				0				3.9972548528				0				4.0585800502				4.0631273862								2.17				0.35				4.0111196611				0.0736735458				8.00								4.01				0.02				1.02				4.09				3.94				0.07				0.07				0.03				0.03



				7.00				0				4.2625445598				0				4.0398477212				4.2759908564				0				0				0				4.1297656294				4.2014824999				0				0				4.2023121932				0				0				4.2214935774								6.73				0.76				4.1904910053				0.0817563682				7.00								4.19				0.02				1.02				4.27				4.11				0.08				0.08				0.03				0.03



				10.00				0				0				4.174593316				3.9798125584				4.1992072753				4.2862416048				0				0				4.2482759892				4.1417795865				0				0				4.0979310368				0				4.0787760775				0								10.25				0.45				4.1508271806				0.0986016682				8.00								4.15				0.02				1.02				4.25				4.05				0.10				0.10				0.04				0.03



				12.00				0				4.0845579407				0				0				0				4.1562442205				0				0				0				0				0				0				0				0				0				4.097425371								11.99				0.65				4.1127425107				0.0382189973				3.00								4.11				0.01				1.01				4.15				4.07				0.04				0.04				0.02				0.02



				15.00				3.9483387186				0				3.8179857772				3.6552791734				3.9464503981				0				0				0				3.9806752577				0				0				0				3.8838371611				0				3.842157863				0								15.21				0.50				3.8678177642				0.1110363755				7.00								3.87				0.03				1.03				3.98				3.76				0.11				0.11				0.04				0.04



				30.00				3.5725877084				0				3.4214494287				3.4035434519				0				3.6008314821				0				0				3.5385974836				0				0				0				3.4708056456				0				3.3866874459				0								29.59				1.36				3.4849289495				0.0861218866				7.00								3.48				0.02				1.02				3.57				3.40				0.09				0.08				0.03				0.03



				60.00				3.0392010842				0				2.7053906893				2.7357681138				2.9655126067				3.0339771283				0				0				0				0				0				0				2.9573452906				0				2.6574564816				0								59.52				1.33				2.8706644849				0.16459822				7.00								2.87				0.06				1.06				3.04				2.71				0.17				0.16				0.06				0.06



				120.00				2.1709763924				0				1.9476624097				1.5947681134				2.069431279				2.0101981569				0				0				1.7650796606				0				0				0				1.872622379				0				0				0								120.32				2.27				1.918676913				0.1941770025				7.00								1.91				0.10				1.11				2.12				1.72				0.21				0.19				0.08				0.07



				180.00				1.6075265061				0				2.0264719769				1.7674452993				0				1.917206074				0				0				2.0377292033				0				0				0				1.7483741133				0				0				0								179.41				1.49				1.8507921955				0.1713674403				6.00								1.84				0.09				1.10				2.03				1.68				0.18				0.16				0.07				0.07



				240.00				2.2301933789				0				0				1.9633580409				1.9444185103				2.0769679522				0				0				1.882911417				0				0				0				1.8765353601				0				0				0								240.03				1.78				1.9957307766				0.1357857787				7.00								1.99				0.07				1.07				2.13				1.86				0.14				0.13				0.05				0.05



				ST																																																																								Time								Concnetration																												geomean				geomean



				Time				101				102				201				202				401				402				601				602				801				802				901				902				1001				1002				1101				1202								Average				stdev				Average				stdev				n =								Geomean				stdev				Geostdev				* geostdev				/ geostdev				stdev +				stdev -				SEM +				SEM -



				0.00				-2.0797905058				-2.0797905058				-2.0797905058				2.0823635478				0				0				0.7890379142				-2.0797905058				0				0				-2.0797905058				1.1949949058				1.2277055321				-2.0797905058				0				0								0.00				0.00				-0.7184641135				1.7852904195				10.00								0.00				0.00				0.00				0.00				0.00				0.00				0.00				0.00				0.00



				4.43				3.7416790688				3.9915769514				3.0787630393				2.7900191549				0				0				3.7412149292				3.111187098				0				0				2.9530685954				3.3485500432				3.8427621445				3.8173136544				0				0								4.43				1.06				3.4416134679				0.4342407405				10.00								3.42				0.13				1.14				3.89				3.00				0.47				0.41				0.15				0.13



				14.43				4.142087982				4.3435881226				3.3220235389				3.3029219414				0				0				4.107779811				4.1184337203				0				0				3.5253470139				3.8082910026				4.2457375277				4.1599387997				0				0								14.43				1.06				3.907614946				0.3904584051				10.00								3.89				0.10				1.11				4.31				3.51				0.42				0.38				0.13				0.12



				24.43				3.9912191366				4.2497162002				3.230265146				3.2594163692				0				0				4.005668578				4.072454057				0				0				3.4703023183				3.5696929792				4.1394087904				4.1045501782				0				0								24.43				1.06				3.8092693753				0.3860052492				10.00								3.79				0.10				1.11				4.21				3.42				0.42				0.38				0.13				0.12



				34.43				3.8562761561				3.9605560102				3.0177098152				3.112434413				0				0				3.7218185715				3.9160489287				0				0				3.3661330348				3.3002360268				3.7504740853				3.9314877303				0				0								34.43				1.06				3.5933174772				0.3596014857				10.00								3.58				0.10				1.11				3.96				3.23				0.39				0.35				0.12				0.11



				44.43				3.5754221813				3.6498705607				2.6197357446				2.7484841449				0				0				3.4811496854				3.5419386166				0				0				3.206047054				3.1707756757				3.5729067882				3.5254697477				0				0								44.43				1.06				3.3091800199				0.3661425894				10.00								3.29				0.12				1.12				3.70				2.92				0.41				0.36				0.13				0.12



				54.43				3.2935627418				3.3808195039				2.4789708972				2.4575737468				0				0				3.2345539439				3.3624920804				0				0				3.0306802571				2.7805954203				3.2905466084				3.425642859				0				0								54.43				1.06				3.0735438059				0.371767268				10.00								3.05				0.13				1.14				3.47				2.69				0.42				0.37				0.13				0.12



				64.43				3.1583097876				3.2205928579				2.2194988283				2.35686691				0				0				3.0622122028				3.2024873319				0				0				2.8628732492				2.5673674337				3.1265225462				3.245931207				0				0								64.43				1.06				2.9022662355				0.3841791878				10.00								2.88				0.14				1.15				3.31				2.50				0.43				0.38				0.14				0.12



				74.43				3.005111761				3.0730408352				2.0177444414				2.1718938773				0				0				2.8771853481				2.9627298797				0				0				2.6972693849				2.3347984886				2.9173125411				3.0395163638				0				0								74.43				1.06				2.7096602921				0.3904392829				10.00								2.68				0.15				1.17				3.13				2.30				0.45				0.38				0.14				0.12



				84.43				2.725289386				2.8261618003				1.8580281789				1.9775331996				0				0				2.7070389688				2.7960691252				0				0				2.5189781216				2.3754351473				2.7205622171				2.5297185301				0				0								84.43				1.06				2.5034814675				0.3396148985				10.00								2.48				0.15				1.16				2.87				2.14				0.39				0.34				0.12				0.11



				94.43				2.5566734591				2.727751287				1.7477080024				1.7449209377				0				0				2.5244355473				2.5870175315				0				0				2.3173844712				2.1796600179				2.5441923293				2.3593210364				0				0								94.43				1.06				2.328906462				0.3438861241				10.00								2.30				0.16				1.17				2.70				1.96				0.40				0.34				0.13				0.11



				104.43				2.350865612				2.5641061086				0				1.7608173732				0				0				2.3136618494				2.4061153857				0				0				2.1048157609				1.96907839				2.3730994454				2.1777200774				0				0								104.43				1.06				2.2244755558				0.2477576452				9.00								2.21				0.12				1.12				2.48				1.97				0.27				0.24				0.09				0.08



				114.43				0				2.4937308906				1.6411952384				1.5627729313				0				0				2.1316504298				2.2439358614				0				0				1.9433384402				1.8088943409				2.2152265061				2.0310348043				0				0								114.43				1.06				2.0079754937				0.3014465408				9.00								1.99				0.15				1.17				2.32				1.71				0.33				0.28				0.11				0.09



				129.43				2.1032306346				2.3195889724				1.6370472175				1.575347929				0				0				1.9285115184				2.0477677962				0				0				2.1188665812				1.5801256943				2.0218534797				1.9418122103				0				0								129.43				1.06				1.9274152034				0.2525100014				10.00								1.91				0.13				1.14				2.19				1.67				0.28				0.24				0.09				0.08



				149.43				1.789977082				2.226806061				1.3068867782				1.3682971609				0				0				1.6237587925				1.746996733				0				0				1.3450911309				1.2432552297				1.7394242941				1.90351998				0				0								149.43				1.06				1.6294013242				0.3137436519				10.00								1.60				0.19				1.21				1.94				1.33				0.34				0.28				0.11				0.09



				169.43				1.6606217296				2.2226919449				1.1202387608				1.376727352				0				0				1.5371049206				1.7315163343				0				0				1.2325984436				1.6536475213				1.637463807				1.8886457419				0				0								169.43				1.06				1.6061256556				0.318834812				10.00								1.58				0.20				1.22				1.93				1.29				0.35				0.29				0.11				0.09



				189.43				1.6086457623				2.1639914103				0.5112741013				1.4705601665				0				0				1.5718750982				1.7971198056				0				0				1.2334437859				1.2492003497				1.7698131523				1.9034748468				0				0								189.43				1.06				1.5279398479				0.457810942				10.00								1.44				0.40				1.50				2.16				0.96				0.72				0.48				0.23				0.15



				209.43				1.5649740195				2.1701168242				1.0202352243				1.6167406142				0				0				1.5958045506				1.88276823				0				0				1.6526032541				1.2146757204				1.849423998				1.9233683282				0				0								209.43				1.06				1.6490710763				0.3393759851				10.00								1.61				0.22				1.25				2.02				1.29				0.41				0.32				0.13				0.10



				229.43				1.6460090168				2.0729258053				-0.8010369048				1.4218164166				0				0				1.6591485254				1.907965111				0				0				1.5270206411				1.2847604896				1.8529368615				1.8554143617				0				0								229.43				1.06				1.4426960324				0.8237660414				10.00								0.00				0.00				0.00				0.00				0.00				0.00				0.00				0.00				0.00



				249.43				1.3650135964				1.9652976558				0.494240762				0.759058585				0				0				0.8145255569				1.8992112427				0				0				0				1.381107337				0				1.8099032857				0				0								249.43				1.06				1.3110447527				0.5668278549				8.00								1.19				0.51				1.66				1.97				0.71				0.78				0.47				0.28				0.17



				LV																																																																								Time								Concnetration																												geomean				geomean



				Time				101				102				201				202				401				402				601				602				801				802				901				902				1001				1002				1101				1202								Average				stdev				Average				stdev				n =								Geomean				stdev				Geostdev				* geostdev				/ geostdev				stdev +				stdev -				SEM +				SEM -



				0.00				-1.9104382592				-1.9104382592				1.6231595466				-1.9104382592				0.0171187366				1.1280385084				0				0				1.1058724379				-1.9104382592				-1.9104382592				1.3936960137				1.5700713338				-1.9104382592				-1.9104382592				-1.9104382592								0.00				0.00				-0.6032535355				1.6086608001				14.00								0.00				0.00				0.00				0.00				0.00				0.00				0.00				0.00				0.00



				5.05				3.4019378806				3.46055808				2.5922435799				2.8194713223				3.5349226201				3.0510947353				0				0				2.7640887389				3.0495457349				2.5745520663				3.033529009				3.1009638645				3.0761905616				3.5659469669				2.6745697402								5.05				0.81				3.0499724929				0.3406728248				14.00								3.03				0.11				1.12				3.39				2.71				0.36				0.32				0.10				0.09



				15.05				3.5839141127				3.705547449				2.9757847879				3.2679538315				3.7132572795				3.3738169538				0				0				3.2419225036				3.3630075029				3.1746300643				3.3872902321				3.5276832371				3.3770354892				3.5966641694				3.4589276399								15.05				0.81				3.4105310895				0.2072031943				14.00								3.40				0.06				1.06				3.62				3.20				0.22				0.20				0.06				0.05



				25.05				3.3799654059				3.4742485013				2.7341605173				3.0917321239				3.4732367405				3.1271986434				0				0				2.9560977989				3.3328914665				3.1499409817				3.2606624919				3.3654565725				3.288282071				3.3176884783				3.4254499033								25.05				0.81				3.2412151212				0.2104367251				14.00								3.23				0.07				1.07				3.46				3.02				0.23				0.21				0.06				0.06



				35.05				3.097258344				3.307552372				2.5710616981				2.8338021693				3.2361362498				2.9286512667				0				0				0				3.0575951819				2.9975322856				3.0445401544				3.1627498795				2.9824899692				3.0052042488				3.3068934359								35.05				0.81				3.0408820966				0.2002275408				13.00								3.03				0.07				1.07				3.25				2.84				0.21				0.20				0.06				0.06



				45.05				2.9785820869				3.1783612992				2.4426890274				2.6531544951				3.0665632116				2.7760820544				0				0				0				2.8852056847				2.8715336468				2.931062641				3.0219026875				2.8007837089				2.7965454022				3.0727593389								45.05				0.81				2.8827096373				0.195828493				13.00								2.88				0.07				1.07				3.08				2.68				0.21				0.19				0.06				0.05



				55.05				2.820700225				3.0228161277				2.348964469				2.3574605969				2.86109043				2.6534934991				0				0				0				2.6870704472				0				2.7245224109				2.8661394456				2.371026914				2.5726352824				2.8255596249								55.05				0.81				2.6759566227				0.2234227701				12.00								2.67				0.08				1.09				2.90				2.45				0.24				0.22				0.07				0.06



				65.05				2.762826037				2.8670828072				2.1555520301				2.2481955822				2.6945325857				2.4790999182				0				0				2.8135261178				2.4905657207				2.5768698399				2.5432622142				2.7090828913				2.1848706022				2.4283766782				2.6369672005								65.05				0.81				2.5422007304				0.2274109513				14.00								2.53				0.09				1.10				2.78				2.31				0.24				0.22				0.06				0.06



				75.05				2.6871174536				2.7327675889				1.571863508				2.1607807592				2.5738473408				2.2828533434				0				0				2.3675832818				2.3134728277				2.3744209176				2.3524397955				2.5610001482				1.9634633387				2.2152706668				2.4871020147								75.05				0.81				2.3317130703				0.3018558513				14.00								2.31				0.14				1.15				2.66				2.01				0.35				0.31				0.09				0.08



				85.05				2.4293298203				2.5078133009				1.6301414573				2.2919955633				2.3608921119				2.2499402223				0				0				2.1431779152				2.1828082719				0				2.1534577789				2.400976508				2.0888228119				2.0671939061				2.3264515345								85.05				0.81				2.2179231694				0.2230129239				13.00								2.21				0.11				1.12				2.46				1.98				0.25				0.23				0.07				0.06



				95.05				0				2.424517857				1.3083597389				2.0013051187				2.2097736091				2.1499195655				0				0				1.9606090021				2.0757510406				2.0943558512				1.9957351045				2.2452924121				1.7633196774				1.8866907286				2.1576733578								95.05				0.81				2.0210233126				0.2722461173				13.00								2.00				0.15				1.16				2.33				1.72				0.33				0.28				0.09				0.08



				105.05				2.0042195482				2.1758147646				0.5257243879				1.9555535409				2.0751678239				2.196058611				0				0				1.8289758435				1.952229691				1.9381818583				1.8130174129				2.0943988018				1.5932162601				1.7289486098				2.0153893154								105.05				0.81				1.8497783192				0.4162982663				14.00								1.77				0.36				1.43				2.54				1.23				0.77				0.54				0.21				0.14



				115.05				2.2025135915				1.9202786903				1.1445576023				1.2359998761				1.9898742378				2.1348064613				0				0				1.6295155825				1.8681470687				1.8080634297				1.6756987661				1.9793115161				1.4668679919				1.5980914598				1.8604873555								115.05				0.81				1.7510152592				0.3132361686				14.00								1.72				0.19				1.21				2.09				1.42				0.37				0.30				0.10				0.08



				130.05				1.7217083614				2.0412391782				1.7592504489				1.9338524841				1.8480951631				2.132648813				0				0				1.5859377948				1.7419047959				1.8426849855				1.5045350888				1.7324217934				1.4384504639				1.5098476258				1.7630434379								130.05				0.81				1.7539728882				0.2012213961				14.00								1.74				0.11				1.12				1.96				1.55				0.21				0.19				0.06				0.05



				150.05				1.993519587				1.8269929413				1.5827408615				2.0036932535				1.7676246458				2.0467857987				0				0				1.2160178543				1.6434447675				1.4209890373				1.2953072818				1.5345428529				0				1.4503444307				1.4706768215								150.05				0.81				1.6348215487				0.2737426339				13.00								1.61				0.17				1.18				1.91				1.36				0.30				0.25				0.08				0.07



				170.05				1.6116754132				1.4144612379				1.6826261725				1.8145744662				1.8760292176				2.2700603641				0				0				0.6647495857				1.6229524488				1.3560286363				1.2390887546				1.3360603216				1.44367018				1.3829242955				1.5005075995								170.05				0.81				1.5153863352				0.364638231				14.00								1.47				0.28				1.32				1.94				1.11				0.47				0.36				0.13				0.10



				190.05				1.4692610014				0.9031427294				1.5247688441				1.7866166331				1.7712551328				2.0716972356				0				0				0.6146065479				1.5759922197				1.417125001				1.3281096285				1.4808497894				1.4697729825				1.4400035974				1.5425741319								190.05				0.81				1.4568411053				0.3559482425				14.00								1.41				0.30				1.35				1.90				1.04				0.49				0.37				0.13				0.10



				210.05				0.7860167384				1.745851642				0.9444747631				1.9956811984				1.7903519622				2.058324789				0				0				0.6348688573				1.5621719384				1.4857610879				1.3296115129				1.5247688441				0				1.4819068962				1.4824344862								210.05				0.81				1.4478634397				0.4347431097				13.00								1.37				0.36				1.43				1.96				0.96				0.59				0.41				0.16				0.11



				230.05				1.9553412126				1.6249824589				1.3877596079				1.7316303682				1.7501426532				1.9211755961				0				0				0.9456861851				1.569999888				1.5160730022				1.3505865748				1.5111656677				0				1.7060372547				1.4499657955								230.05				0.81				1.5708112511				0.2651741428				13.00								1.55				0.19				1.21				1.87				1.28				0.32				0.26				0.09				0.07



				250.05				1.9379597156				0.8013689699				1.7678068927				0				1.7742276048				1.9117298202				0				0				0.7199896158				1.5250875923				1.5605599105				1.4361102994				1.5206036862				0				1.6938958139				1.4345431547								250.05				0.81				1.5069902563				0.38786714				12.00								1.45				0.32				1.38				1.99				1.05				0.54				0.39				0.16				0.11



				CM																																																																								Time								Concnetration																												geomean				geomean



				Time				101				102				201				202				401				402				601				602				801				802				901				902				1001				1002				1101				1202								Average				stdev				Average				stdev				n =								Geomean				stdev				Geostdev				* geostdev				/ geostdev				stdev +				stdev -				SEM +				SEM -



				0.00				0				0				0				0				-1.9340448723				-1.9340448723				-1.9340448723				-1.9340448723				1.2116305375				0.7467782197				0				0				0				0				-1.9340448723				-1.9340448723								0.00				0.00				-1.2057325596				1.3542829223				8.00								0.00				0.00				0.00				0.00				0.00				0.00				0.00				0.00				0.00



				4.76				0				0				0				0				3.3328690341				3.0187903984				3.4573430386				2.6182631435				2.9806035445				3.3408043832				0				0				0				0				3.2362901085				2.3599407892								4.76				1.37				3.043113055				0.3841880734				8.00								3.02				0.13				1.14				3.45				2.64				0.43				0.38				0.15				0.13



				14.76				0				0				0				0				3.5472142531				3.3148921105				3.8213893739				3.6305346923				3.3323194779				3.6987320162				0				0				0				0				3.5791491555				3.2295815691								14.76				1.37				3.519226581				0.2073193358				8.00								3.51				0.06				1.06				3.73				3.31				0.21				0.20				0.08				0.07



				24.76				0				0				0				0				3.3144780229				3.0891321525				3.6125179591				3.6341155751				3.142032559				3.4362097539				0				0				0				0				3.3751302989				3.260649127								24.76				1.37				3.3580331811				0.1991885741				8.00								3.35				0.06				1.06				3.56				3.16				0.20				0.19				0.07				0.07



				34.76				0				0				0				0				3.0304270925				2.8719566941				3.3597427161				3.4520822316				2.9528767841				3.1341429016				0				0				0				0				3.05513101				3.1283203257								34.76				1.37				3.1230849695				0.1962633923				8.00								3.12				0.06				1.06				3.32				2.93				0.20				0.19				0.07				0.07



				44.76				0				0				0				0				2.8626047983				2.6878256799				3.2521128599				3.3341744219				2.8571470075				2.936232922				0				0				0				0				2.8840622011				2.9599034153								44.76				1.37				2.9717579132				0.215375184				8.00								2.97				0.07				1.07				3.18				2.76				0.22				0.20				0.08				0.07



				54.76				0				0				0				0				2.6589086992				2.5484285189				3.0918751262				3.1294798793				0				2.6424577244				0				0				0				0				2.6551672539				2.7949254136								54.76				1.37				2.7887489451				0.231617064				7.00								2.78				0.08				1.08				3.02				2.56				0.24				0.22				0.09				0.08



				64.76				0				0				0				0				2.3987166633				2.3750101128				2.9247268531				3.022598908				2.6681019692				2.3392805519				0				0				0				0				2.5238218919				2.619413357								64.76				1.37				2.6089587884				0.2544807625				8.00								2.60				0.10				1.10				2.86				2.36				0.26				0.24				0.09				0.08



				74.76				0				0				0				0				2.1750947716				2.0961904237				2.6721214423				2.8611327574				2.0786658404				2.1351420528				0				0				0				0				2.4475214235				2.4564309816								74.76				1.37				2.3652874617				0.2924733328				8.00								2.35				0.12				1.13				2.65				2.08				0.30				0.27				0.11				0.09



				84.76				0				0				0				0				1.9933254907				2.0897424075				2.6253949045				2.6933004982				1.7887535245				1.9373529091				0				0				0				0				2.3320927092				2.2917552982								84.76				1.37				2.2189647177				0.3251976735				8.00								2.20				0.15				1.16				2.54				1.90				0.34				0.30				0.12				0.11



				94.76				0				0				0				0				2.0045248839				1.9582723884				2.4793722528				2.6569083629				1.4570667414				1.7330343331				0				0				0				0				2.1582546042				2.1405155955								94.76				1.37				2.0734936453				0.3837249457				8.00								2.04				0.19				1.21				2.47				1.69				0.43				0.35				0.15				0.13



				104.76				0				0				0				0				1.5973062922				1.7175238665				2.4034543222				2.464866868				1.3957596498				1.5251967925				0				0				0				0				2.0287978089				1.9753506736								104.76				1.37				1.8885320342				0.3988218567				8.00								1.85				0.21				1.23				2.28				1.50				0.43				0.35				0.15				0.12



				114.76				0				0				0				0				1.4864059868				1.5930692393				2.2427407026				2.1864303444				1.1838889627				1.2873693655				0				0				0				0				1.8841150141				1.7964951641								114.76				1.37				1.7075643474				0.3905353622				8.00								1.67				0.23				1.26				2.11				1.32				0.44				0.35				0.16				0.12



				129.76				0				0				0				0				1.2997124906				1.0650856689				2.0319559853				1.9453377648				0.7852864146				1.0230833253				0				0				0				0				1.7842907066				1.6514158572								129.76				1.37				1.4482710267				0.4676956206				8.00								1.38				0.35				1.42				1.95				0.97				0.57				0.40				0.20				0.14



				149.76				0				0				0				0				0.874840995				1.2264236588				1.7985097075				1.6673631882				0.9110531677				0.881532876				0				0				0				0				1.6926033961				1.4235088474								149.76				1.37				1.3094794796				0.3900015839				8.00								1.26				0.31				1.36				1.71				0.92				0.46				0.34				0.16				0.12



				169.76				0				0				0				0				0.9433264735				0.7861144311				1.7858661919				1.4931165306				0.9316511876				1.0689845982				0				0				0				0				1.6215332004				1.37664844								169.76				1.37				1.2509051317				0.3671666477				8.00								1.20				0.30				1.35				1.62				0.89				0.42				0.31				0.15				0.11



				189.76				0				0				0				0				1.1852110169				1.766831836				1.7910496487				1.5183549736				1.1311612557				1.1053692468				0				0				0				0				1.6049056897				1.3226728736								189.76				1.37				1.4281945676				0.2798763857				8.00								1.40				0.20				1.22				1.71				1.15				0.31				0.25				0.11				0.09



				209.76				0				0				0				0				0.9733664884				0.650286352				1.8256984953				1.6128677708				1.0339708417				0.8741661006				0				0				0				0				1.6840032244				1.3595386412								209.76				1.37				1.2517372393				0.4288751769				8.00								1.18				0.37				1.44				1.71				0.82				0.52				0.36				0.18				0.13



				229.76				0				0				0				0				0.8900809616				1.3401129769				1.8957733151				1.6293175371				1.0039742251				0.4957074077				0				0				0				0				1.8425110384				1.2432029639								229.76				1.37				1.2925850532				0.4876562994				8.00								1.20				0.45				1.56				1.87				0.76				0.68				0.43				0.24				0.15



				249.76				0				0				0				0				1.5874854689				1.2417567605				1.8548302434				1.6262205255				0.9256936939				0.029742955				0				0				0				0				1.9552007886				1.2417567605								249.76				1.37				1.3078358995				0.6194633517				8.00								0.89				1.40				4.04				3.60				0.22				2.71				0.67				0.96				0.24











ANOVA + t-test log data
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Eliminating heteroscedasticity by log transformation of plasma data
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Eliminating heteroscedasticity by log transformation of MD ST data
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Eliminating heteroscedasticity by log transformation of MD LV data
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Eliminating heteroscedasticity by log transformation of MD CM data
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								AUC				stdev				AUC (%)



				Plasma				352563.72				42695.17				Average				stdev



				ST				349603.27				217134.73				98.19				58.51



				LV				80904.64				31425.85				22.81				8.12



				CM				101871.23				46054.65				28.68				13.73



				Plasma																																																				Concentration



				Time				JW03-01 d1				JW03-01 d2				JW03-02 d1				JW03-02 d2				JW03-04 d1				JW03-04 d2				JW03-08 d1				JW03-08 d2				JW03-10 d1				JW03-11 d1				JW03-12 d2								Average				stdev



				0.00				0.00				0.00				0.00				8.93				0.00				0.00				0.00				5.91				49.99				0.00				0.16								5.9082				15.7409655132



				2.17				10386.56				12276.20				10386.56				7950.89				9299.48				10386.56				12176.85				8443.49				9936.99				11444.06				11564.51								10386.558				1706.0232586577



				6.73				15730.92				18303.94				15730.92				10960.94				18879.52				15730.92				13482.35				15903.13				15933.54				15730.92				16653.04								15730.9212857143				2746.6310245966



				10.25				14466.96				14466.96				14948.35				9545.81				15820.03				19330.43				17712.34				13860.52				12529.42				11988.81				14466.96								14466.9645				3178.7066587501



				11.99				12998.09				12149.49				12998.09				12998.09				12998.09				14329.94				12998.09				12998.09				12998.09				12998.09				12514.84								12998.088				1167.7899608076



				15.21				8878.48				7569.56				6576.36				4521.47				8839.96				7569.56				9564.79				7569.56				7653.10				6952.77				7569.56								7569.5605714286				1730.744368376



				29.59				3737.56				3106.67				2639.06				2532.47				3106.67				3988.70				3456.19				3106.67				2956.69				2436.06				3106.67								3106.674				621.6570619779



				59.52				1094.46				787.43				507.45				544.21				923.66				1081.38				787.43				787.43				906.45				454.42				787.43								787.4331428571				277.4410639075



				120.32				148.24				89.82				88.65				39.33				117.34				102.38				58.22				89.82				74.58				89.82				89.82								89.8196309524				36.7629461624



				179.41				40.51				75.51				106.29				58.54				75.51				82.64				109.08				75.51				56.02				75.51				75.51								75.5122777778				28.3464601681



				240.03				169.90				88.69				0.00				91.91				87.99				119.39				76.37				88.69				75.26				88.69				88.69								88.687				51.2293165027



								blue = missing data replaced by average value



				AUC																																																				based on average values								Average				stdev



				0 - 2.17				11252.10				13299.21				11252.10				8623.14				10074.43				11252.10				13191.58				9153.52				10819.23				12397.73				12528.40								11258.51								11258.51				1542.17



				2.17 - 6.73				59541.63				69715.43				59541.63				43114.46				64241.39				59541.63				58496.86				55504.50				58978.64				61952.48				64329.31								59541.63								59541.63				6647.46



				6.73 - 10.25				53237.25				57773.35				54085.92				36152.29				61173.44				61811.29				54994.57				52471.72				50178.67				48868.40				54862.90								53237.25								53237.25				6960.23



				10.25 - 11.99				23850.73				23113.80				24268.77				19577.18				25025.73				29230.76				26669.02				23324.09				22168.16				21698.69				23431.08								23850.73								23850.73				2552.74



				11.99 - 15.21				35228.22				31753.93				31521.08				28212.04				35166.19				35265.14				36333.39				33120.44				33254.96				32127.21				32342.26								33120.44								33120.44				2316.86



				15.21 - 29.59				90685.28				76741.79				66241.35				50704.32				85873.56				83081.88				93596.01				76741.79				76264.15				67487.78				76741.79								76741.79								76741.79				12149.67



				29.59 - 59.52				72319.22				58281.80				47092.74				46047.60				60320.68				75882.17				63512.88				58281.80				57818.36				43260.79				58281.80								58281.80								58281.80				10193.43



				59.52 - 120.32				37781.24				26670.57				18122.67				17741.19				31648.79				35988.91				25709.90				26670.57				29825.74				16546.15				26670.57								26670.57								26670.57				7079.86



				120.32 - 179.41				5576.64				4884.74				5759.26				2891.66				5697.71				5466.39				4942.80				4884.74				3858.70				4884.74				4884.74								4884.74								4884.74				852.72



				179.41 - 240.03				6376.62				4976.25				3221.09				4559.50				4955.03				6122.84				5620.09				4976.25				3978.56				4976.25				4976.25								4976.25								4976.25				891.09



				Total				395848.94				367210.87				321106.60				257623.38				384176.96				403643.13				383067.11				345129.42				347145.17				314200.23				359049.10								352563.72								352563.72				42695.17



				ST																																																																Average concentration (ng/ml)



				Time				JW03-01 d1 ST				JW03-01 d2 ST				JW03-02 d1 ST				JW03-02 d2 ST				JW03-06 d1 ST				JW03-06 d2 ST				JW03-09 d1 ST				JW03-09 d2 ST				JW03-10 d1 ST				JW03-10 d2 ST																								Average				stdev



				0.00				0.01				0.01				0.01				120.83				6.15				0.01				0.01				15.66				16.88				0.01																								17.75				35.96



				4.43				5514.10				9803.30				1198.28				616.33				5508.21				1291.17				897.15				2230.21				6959.17				6563.10																								3662.98				3102.37



				14.43				13863.84				22048.73				2098.07				2007.79				12810.77				13128.93				3350.75				6428.16				17600.82				14445.56																								9766.09				6735.04



				24.43				9795.23				17762.81				1698.48				1816.40				10126.61				11809.99				2951.87				3710.98				13778.57				12715.86																								7913.32				5437.37



				34.43				7179.13				9127.49				1041.13				1294.88				5267.62				8238.43				2322.35				1995.41				5626.90				8536.57																								4681.92				3041.91



				44.43				3760.26				4463.40				416.42				560.12				3026.53				3481.24				1606.36				1481.05				3738.54				3351.70																								2361.02				1419.55



				54.43				1964.98				2402.23				301.14				286.66				1715.34				2302.97				1072.69				603.10				1951.38				2663.41																								1404.68				868.78



				64.43				1439.15				1661.07				165.69				227.33				1153.47				1593.25				728.90				369.12				1337.57				1760.87																								957.62				601.91



				74.43				1011.36				1182.60				104.12				148.49				753.32				917.33				497.81				216.07				826.24				1094.74																								616.28				393.67



				84.43				530.99				669.82				72.08				94.91				509.14				624.98				330.20				237.26				525.24				338.47																								360.21				208.83



				94.43				360.14				534.01				55.91				55.55				334.37				386.20				207.58				151.17				349.94				228.62																								228.62				165.34



				104.43				224.21				366.35				164.31				57.63				205.81				254.63				127.24				93.08				235.99				150.49																								164.31				103.99



				114.43				109.10				311.55				43.75				36.52				135.35				175.28				87.73				64.37				164.07				107.36																								109.10				85.35



				129.43				126.77				208.63				43.34				37.60				84.78				111.57				131.42				38.01				105.11				87.42																								85.62				55.50



				149.43				61.63				168.50				20.26				23.34				42.03				55.82				22.13				17.50				54.86				80.04																								47.88				43.90



				169.43				45.75				166.91				13.18				23.80				34.43				53.87				17.08				45.02				43.38				77.35																								45.34				43.27



				189.43				40.59				145.81				3.24				29.54				37.30				62.65				17.11				17.74				58.83				80.03																								43.63				39.63



				209.43				36.71				147.88				10.47				41.36				39.41				76.31				44.92				16.39				70.67				83.78																								50.18				39.65



				229.43				44.24				118.23				0.16				26.40				45.60				80.87				33.64				19.26				71.24				71.65																								47.11				33.90



				249.43				23.16				92.28				3.12				5.74				6.52				79.25				37.86				24.04				37.86				64.52																								37.86				33.60



								blue = missing data replaced by average value



				AUC																																																																Average				stdev



				0 - 5				12203.79				21696.64				2652.05				1631.47				12204.35				2857.62				1985.58				4970.54				15439.37				14525.44																								9016.69				7082.76



				5 - 15				96889.69				159260.18				16481.73				13120.59				91594.91				72100.47				21239.51				43291.83				122799.99				105043.29																								74182.22				49657.19



				15 - 25				118295.34				199057.71				18982.73				19120.94				114686.91				124694.58				31513.14				50695.68				156897.00				135807.08																								96975.11				62917.21



				25 - 35				84871.79				134451.52				13698.06				15556.41				76971.13				100242.10				26371.14				28531.93				97027.40				106262.12																								68398.36				43608.37



				35 - 45				54696.93				67954.48				7287.75				9275.00				41470.73				58598.35				19643.57				17382.31				46827.24				59441.34																								38257.77				22803.02



				45 - 55				28626.19				34328.17				3587.79				4233.90				23709.34				28921.04				13395.26				10420.79				28449.62				30075.56																								20574.77				11527.63



				55 - 65				17020.64				20316.52				2334.14				2569.97				14344.05				19481.06				9007.98				4861.09				16444.78				22121.40																								12850.16				7550.38



				65 - 75				12252.55				14218.34				1349.05				1879.10				9533.98				12552.88				6133.56				2925.93				10819.09				14278.05																								8594.25				5105.48



				75 - 85				7711.76				9262.07				881.01				1217.00				6312.30				7711.54				4140.04				2266.67				6757.42				7166.04																								5342.58				2994.21



				85 - 95				4455.63				6019.13				639.97				752.34				4217.55				5055.89				2688.87				1942.15				4375.88				2835.43																								3298.28				1819.98



				95 - 105				2921.76				4501.81				1101.12				565.90				2700.89				3204.16				1674.07				1221.25				2929.63				1895.57																								2271.61				1190.92



				105 - 115				1666.58				3389.52				1040.31				470.74				1705.76				2149.55				1074.82				787.27				2000.29				1289.25																								1557.41				835.56



				115 - 130				1769.07				3901.37				653.15				555.89				1650.97				2151.40				1643.60				767.87				2018.84				1460.82																								1657.30				970.37



				130 - 150				1884.00				3771.34				635.97				609.36				1268.12				1673.94				1535.45				555.13				1599.67				1674.61																								1520.76				934.55



				150 - 170				1073.80				3354.13				334.46				471.37				764.57				1096.86				392.01				625.24				982.32				1573.88																								1066.86				890.04



				170 - 190				863.45				3127.22				164.28				533.33				717.24				1165.15				341.86				627.66				1022.08				1573.80																								1013.61				847.66



				190 - 210				773.01				2936.91				137.16				708.92				767.06				1389.56				620.25				341.28				1294.99				1638.18																								1060.73				807.87



				210 - 230				809.48				2661.09				106.30				677.56				850.07				1571.72				785.53				356.41				1419.09				1554.33																								1079.16				739.97



				230 - 250				674.03				2105.05				32.77				321.40				521.19				1601.16				715.02				432.94				1091.06				1361.70																								885.63				643.36



				total				449459.48				696313.19				72099.80				74271.20				405991.11				448219.04				144901.27				173003.97				520195.74				511577.89																								349603.27				217134.73



				LV																																																																Average concentration (ng/ml)



				Time				JW03-01 d1 LV				JW03-01 d2 LV				JW03-02 d1 LV				JW03-02 d2 LV				JW03-04 d1 LV				JW03-04 d2 LV				JW03-08 d1 LV				JW03-08 d2 LV				JW03-09 d1 LV				JW03-09 d2 LV				JW03-10 d1 LV				JW03-10 d2 LV				JW03-11 d1 LV				JW03-12 d2 LV								Average				stdev



				0.00				0.01				0.01				33.47				0.01				0.83				10.70				10.17				0.01				0.01				19.73				29.62				0.01				0.01				0.01								6.97				11.57



				5.05				2010.84				2301.43				311.66				525.91				2731.26				896.47				462.94				893.28				299.22				860.93				1005.55				949.80				2933.51				376.71								1125.63				909.51



				15.05				3057.42				4045.65				753.75				1477.05				4118.11				1884.77				1391.12				1838.43				1191.44				1944.15				2686.11				1898.79				3148.51				2292.81								2181.18				1038.45



				25.05				1911.64				2375.14				432.12				984.40				2369.61				1068.17				720.34				1715.27				1125.59				1452.46				1848.83				1547.83				1656.26				2122.71								1480.20				597.89



				35.05				997.01				1618.05				296.83				543.55				1372.70				676.23				936.59				909.99				792.45				883.04				1159.29				765.47				806.58				1615.60								936.59				386.22



				45.05				758.62				1201.72				220.87				358.59				928.97				475.91				650.21				611.85				592.89				679.99				838.19				503.76				498.87				942.32								650.21				261.59



				55.05				527.40				839.96				177.99				181.51				578.80				358.87				416.67				387.71				416.67				422.63				585.57				187.27				297.90				533.34								416.67				193.50



				65.05				461.60				586.84				114.02				141.14				394.43				240.18				518.76				246.61				300.82				278.42				407.87				121.99				213.71				345.47								307.65				143.21



				75.05				387.76				430.73				29.74				115.40				298.74				152.86				185.79				164.03				188.74				179.42				290.03				73.27				130.83				244.65								203.39				110.15



				85.05				214.18				256.60				34.01				156.11				182.95				141.70				110.82				121.41				143.26				113.47				200.64				97.78				93.03				169.00								143.26				57.76



				95.05				95.03				211.82				16.21				79.94				129.19				112.55				72.79				94.88				99.04				78.92				140.20				46.21				61.39				114.58								95.03				47.03



				105.05				80.47				119.47				2.67				71.94				94.76				125.17				53.75				71.40				69.12				51.82				99.05				31.24				42.70				82.57								71.20				32.27



				115.05				127.04				66.33				11.12				13.72				77.86				108.70				33.96				58.83				51.23				37.77				75.99				23.35				31.59				57.80								53.48				33.67



				130.05				41.99				87.64				45.78				68.44				56.17				108.17				30.72				43.99				55.48				25.47				43.04				21.87				25.78				46.18								53.54				27.12



				150.05				78.52				53.51				30.49				80.38				46.67				88.76				13.11				35.07				21.01				15.73				27.29				42.16				22.48				23.56								42.16				25.37



				170.05				32.59				20.70				38.38				52.00				59.91				148.42				3.68				33.45				18.09				13.82				17.28				22.14				19.25				25.23								36.91				34.51



				190.05				23.48				6.38				26.68				48.76				47.06				94.00				3.28				30.02				20.82				16.96				24.12				23.51				21.95				27.80								30.73				21.90



				210.05				4.87				44.39				7.01				78.91				49.18				91.15				3.44				29.08				24.39				17.02				26.68				33.22				24.17				24.20								33.22				26.04



				230.05				71.91				33.61				19.46				42.96				44.83				66.47				7.03				29.61				26.15				17.87				25.86				34.90				40.50				22.46								34.90				18.05



				250.05				69.09				5.04				46.69				33.77				47.39				65.04				4.18				26.70				28.97				21.75				26.43				33.77				39.39				21.68								33.77				19.86



								blue = missing data replaced by average value



				AUC																																																																Average				stdev



				0 - 5				5076.85				5810.51				871.35				1327.80				6897.77				2290.36				1194.48				2255.30				755.48				2223.43				2613.51				2398.00				7406.32				951.12								3005.16				2300.77



				5 - 15				25341.31				31735.41				5327.04				10014.79				34246.85				13906.18				9270.30				13658.56				7453.29				14025.44				18458.31				14242.92				30410.09				13347.62								17245.58				9412.52



				15 - 25				24845.28				32103.93				5929.32				12307.25				32438.61				14764.67				10557.28				17768.51				11585.15				16983.06				22674.71				17233.07				24023.85				22077.60								18949.45				7860.29



				25 - 35				14543.24				19965.97				3644.72				7639.78				18711.58				8721.97				8284.64				13126.28				9590.23				11677.49				15040.58				11566.51				12314.19				18691.55								12394.19				4703.96



				35 - 45				8778.13				14098.85				2588.46				4510.71				11508.39				5760.67				7933.96				7609.20				6926.71				7815.16				9987.39				6346.17				6527.22				12789.62								8084.33				3157.69



				45 - 55				6430.09				10208.36				1994.30				2700.49				7538.89				4173.88				5334.41				4997.83				5047.82				5513.12				7118.82				3455.15				3983.86				7378.29								5419.66				2185.60



				55 - 65				4945.01				7134.01				1460.08				1613.23				4866.18				2995.25				4677.17				3171.61				3587.48				3505.27				4967.22				1546.28				2558.05				4394.02								3672.92				1614.25



				65 - 75				4246.78				5087.89				718.80				1282.70				3465.85				1965.21				3522.75				2053.17				2447.81				2289.23				3489.50				976.26				1722.69				2950.58								2587.09				1268.45



				75 - 85				3009.66				3436.66				318.73				1357.58				2408.43				1472.82				1483.05				1427.17				1659.99				1464.49				2453.34				855.25				1119.32				2068.25								1752.48				841.42



				85 - 95				1546.05				2342.07				251.09				1180.24				1560.68				1271.29				918.03				1081.46				1211.48				961.96				1704.17				719.98				772.14				1417.92								1209.90				505.68



				95 - 105				877.54				1656.42				94.42				759.40				1119.71				1188.62				632.70				831.40				840.80				653.67				1196.21				387.24				520.45				985.76								838.88				388.60



				105 - 115				1037.59				929.00				68.96				428.33				863.08				1169.37				438.57				651.12				601.75				447.92				875.18				272.94				371.42				701.86								632.65				314.62



				115 - 130				1267.76				1154.75				426.74				616.20				1005.26				1626.53				485.07				771.13				800.30				474.27				892.71				339.17				430.27				779.87								790.72				372.72



				130 - 150				1205.07				1411.45				762.73				1488.15				1028.47				1969.28				438.23				790.55				764.89				411.98				703.28				640.32				482.60				697.40								913.88				454.01



				150 - 170				1111.09				742.07				688.68				1323.79				1065.79				2371.85				167.89				685.16				391.01				295.51				445.67				642.96				417.26				487.89								774.04				564.83



				170 - 190				560.73				270.73				650.58				1007.61				1069.71				2424.25				69.64				634.71				389.15				307.86				413.93				456.44				411.98				530.30								656.97				574.42



				190 - 210				283.49				507.67				336.95				1276.67				962.45				1851.54				67.19				591.03				452.14				339.88				507.97				567.30				461.24				520.01								623.25				458.64



				210 - 230				767.78				779.97				264.76				1218.69				940.12				1576.20				104.71				586.91				505.42				348.90				525.40				681.26				646.76				466.63								672.39				382.36



				230 - 250				1409.96				386.51				661.55				767.27				922.19				1315.07				112.15				563.11				551.26				396.21				522.85				686.70				798.88				441.36								681.08				352.79



				total				107283.41				139762.24				27059.27				52820.68				132620.01				72814.98				55692.24				73254.21				55562.15				70134.84				94590.75				64013.93				95378.58				91677.66								80904.64				31425.85



				CM																																																																Average concentration (ng/ml)



				Time				JW03-04 d1 CM				JW03-04 d2 CM				JW03-06 d1 CM				JW03-06 d2 CM				JW03-08 d1 CM				JW03-08 d2 CM				JW03-11 d1 CM				JW03-12 d2 CM																																Average				stdev



				0.00				0.01				0.01				0.01				0.01				13.65				4.68				0.01				0.01																																2.78				5.20



				4.76				1804.73				875.65				2403.73				348.18				801.95				1838.00				1444.88				192.08																																1039.64				752.21



				14.76				2956.35				1731.55				5558.17				3581.60				1802.44				4190.58				3181.94				1422.73																																2555.46				1491.76



				24.76				1729.90				1029.61				3436.06				3611.25				1162.99				2289.56				1989.17				1528.24																																1808.07				1017.66



				34.76				899.43				624.45				1919.93				2374.79				752.35				1142.05				952.08				1126.84																																1079.69				627.50



				44.76				611.15				408.67				1498.49				1810.16				603.52				724.06				642.10				764.62																																806.07				491.29



				54.76				382.34				296.46				1036.14				1129.85				498.33				368.13				379.06				522.96																																498.33				333.48



				64.76				210.02				198.86				705.13				883.37				390.52				183.16				280.13				349.10																																339.94				248.67



				74.76				125.50				104.65				394.15				609.08				100.51				114.47				235.00				239.87																																203.79				168.25



				84.76				82.58				103.11				353.95				413.85				51.56				72.59				180.15				164.17																																147.61				127.05



				94.76				84.74				76.18				252.88				380.58				24.02				45.35				120.72				115.89																																112.45				110.56



				104.76				33.18				43.76				212.32				244.57				20.86				28.10				89.61				79.23																																77.20				78.98



				114.76				25.70				32.86				146.65				128.82				12.81				16.25				64.22				52.49																																50.35				46.63



				129.76				16.72				9.74				90.26				73.94				5.11				8.84				51.03				37.58																																37.60				34.85



				149.76				6.29				14.12				52.73				38.99				6.83				6.38				41.32				22.24																																22.35				17.53



				169.76				7.36				5.12				51.22				26.10				7.16				9.83				35.08				19.96																																19.22				15.44



				189.76				12.85				49.02				51.83				27.66				11.34				10.69				33.76				17.63																																24.35				15.91



				209.76				7.89				3.75				56.14				34.39				9.07				6.28				40.51				19.19																																20.93				17.20



				229.76				6.51				18.35				65.97				35.72				8.46				2.63				58.35				14.68																																25.27				20.98



				249.76				32.44				14.63				60.03				35.46				7.07				0.90				75.64				14.63																																27.16				22.88



								blue = missing data replaced by average value



				AUC																																																																Average				stdev



				0 - 5				4293.77				2083.35				5718.89				828.40				1940.44				4384.06				3437.64				457.01																																2892.95				1860.38



				5 - 15				23805.40				13036.01				39809.48				19648.90				13021.96				30142.93				23134.09				8074.07																																21334.11				10315.73



				15 - 25				23431.26				13805.81				44971.12				35964.26				14827.15				32400.71				25855.55				14754.87																																25751.34				11378.35



				25 - 35				13146.66				8270.33				26779.92				29930.19				9576.68				17158.05				14706.26				13275.40																																16605.44				7809.44



				35 - 45				7552.92				5165.59				17092.11				20924.73				6779.33				9330.56				7970.91				9457.30																																10534.18				5502.69



				45 - 55				4967.45				3525.64				12673.16				14700.06				5509.25				5460.95				5105.82				6437.90																																7297.53				4061.40



				55 - 65				2961.80				2476.63				8706.34				10066.10				4444.27				2756.43				3295.97				4360.32																																4883.48				2890.15



				65 - 75				1677.59				1517.55				5496.41				7462.24				2455.15				1488.12				2575.65				2944.87																																3202.20				2155.68



				75 - 85				1040.38				1038.77				3740.49				5114.65				760.34				935.31				2075.74				2020.20																																2090.74				1566.88



				85 - 95				836.57				896.41				3034.13				3972.17				377.90				589.72				1504.38				1400.32																																1576.45				1271.70



				95 - 105				589.57				599.67				2326.01				3125.79				224.41				367.26				1051.66				975.62																																1157.50				1029.06



				105 - 115				294.39				383.07				1794.87				1866.95				168.33				221.77				769.12				658.58																																769.64				687.08



				115 - 130				318.16				319.48				1776.83				1520.68				134.41				188.22				864.37				675.49																																724.70				624.30



				130 - 150				230.07				238.66				1429.90				1129.26				119.48				152.27				923.49				598.16																																602.66				503.16



				150 - 170				136.46				192.49				1039.46				650.87				139.97				162.13				764.00				421.97																																438.42				344.28



				170 - 190				202.05				541.45				1030.48				537.64				185.07				205.18				688.45				375.90																																470.78				293.62



				190 - 210				207.33				527.68				1079.67				620.51				204.10				169.65				742.72				368.19																																489.98				318.29



				210 - 230				143.98				220.99				1221.01				701.04				175.31				89.02				988.60				338.71																																484.83				431.30



				230 - 250				389.47				329.83				1259.96				711.78				155.30				35.24				1339.90				293.12																																564.32				494.76



				total				86225.27				55169.40				180980.24				159476.22				61198.85				106237.56				97794.32				67888.01																																101871.23				46054.65



				Brain/plasma AUC ratio



								JW03-01 d1				JW03-01 d2				JW03-02 d1				JW03-02 d2				JW03-04 d1				JW03-04 d2				JW03-06 d1				JW03-06 d2				JW03-08 d1				JW03-08 d2				JW03-09 d1				JW03-09 d2				JW03-10 d1				JW03-10 d2				JW03-11 d1				JW03-12 d2



				AUC Plasma				395848.94				367210.87				321106.60				257623.38				384176.96				403643.13				352563.72				352563.72				383067.11				345129.42				352563.72				352563.72				347145.17				352563.72				314200.23				359049.10



								JW03-01 d1 ST				JW03-01 d2 ST				JW03-02 d1 ST				JW03-02 d2 ST												JW03-06 d1 ST				JW03-06 d2 ST												JW03-09 d1 ST				JW03-09 d2 ST				JW03-10 d1 ST				JW03-10 d2 ST



				AUC ST				449459.48				696313.19				72099.80				74271.20												405991.11				448219.04												144901.27				173003.97				520195.74				511577.89																Average				stdev



				ratio (%)				1.14				1.90				0.22				0.29												1.15				1.27												0.41				0.49				1.50				1.45																0.98				0.59



								JW03-01 d1 LV				JW03-01 d2 LV				JW03-02 d1 LV				JW03-02 d2 LV				JW03-04 d1 LV				JW03-04 d2 LV												JW03-08 d1 LV				JW03-08 d2 LV				JW03-09 d1 LV				JW03-09 d2 LV				JW03-10 d1 LV				JW03-10 d2 LV				JW03-11 d1 LV				JW03-12 d2 LV



				AUC LV				107283.41				139762.24				27059.27				52820.68				132620.01				72814.98												55692.24				73254.21				55562.15				70134.84				94590.75				64013.93				95378.58				91677.66								Average				stdev



				ratio (%)				0.27				0.38				0.08				0.21				0.35				0.18												0.15				0.21				0.16				0.20				0.27				0.18				0.30				0.26								0.23				0.08



																								JW03-04 d1 CM				JW03-04 d2 CM				JW03-06 d1 CM				JW03-06 d2 CM				JW03-08 d1 CM				JW03-08 d2 CM																				JW03-11 d1 CM				JW03-12 d2 CM



				AUC CM																				86225.27				55169.40				180980.24				159476.22				61198.85				106237.56																				97794.32				67888.01								Average				stdev



				ratio (%)																				0.22				0.14				0.51				0.45				0.16				0.31																				0.31				0.19								0.29				0.14











				352563.719118126				349603.26864361				80904.6391727869				101871.234723063				42695.1694096787				42695.1694096787				217134.72610842				217134.72610842				31425.8518526752				31425.8518526752				46054.6482921457				46054.6482921457







Plasma



ST



LV



CM



AUC (ng/ml*min)



Acetaminophen AUC 
(corrected for in vivo recovery)







				98.1855034738				22.8116276944				28.6835605249				58.5087046254				58.5087046254				8.1238018457				8.1238018457				13.7253029195				13.7253029195







ST



LV



CM



AUC ratio (%)



Acetaminophen brain/plasma AUC ratio (corrected for in vivo recovery)







				T = 5				t-toets								T = 5



				ST vs LV				0.0054592679								ST				5516.70				9807.92				1198.85				616.62				5510.80				1291.78				897.57				2231.26				6962.45				6566.19



				ST vs CM				0.0208870236								LV				2523.12				2887.74				391.06				659.89				3427.07				1124.85				580.88				1120.85				375.45				1080.26				1261.72				1191.76				3680.84				472.68



				LV vs CM				0.469621949								CM				2152.13				1044.22				2866.44				415.21				956.32				2191.82				1723.02				229.06



				T = 15				t-toets								T = 15



				ST vs LV				0.0001763731								ST				13870.37				22059.12				2099.05				2008.73				12816.81				13135.11				3352.33				6431.18				17609.11				14452.36



				ST vs CM				0.006022612								LV				3836.31				5076.30				945.77				1853.33				5167.22				2364.92				1745.51				2306.79				1494.96				2439.44				3370.41				2382.51				3950.61				2876.92



				LV vs CM				0.1118917986								CM				3525.45				2064.87				6628.10				4271.05				2149.41				4997.26				3794.45				1696.61



				T = 25				t-toets								T = 25



				ST vs LV				0.0001143502								ST				9799.84				17771.18				1699.28				1817.26				10131.38				11815.55				2953.26				3712.73				13785.06				12721.85



				ST vs CM				0.0044651083								LV				2398.64				2980.22				542.20				1235.19				2973.29				1340.29				903.85				2152.24				1412.35				1822.48				2319.83				1942.15				2078.21				2663.48



				LV vs CM				0.0803634547								CM				2062.90				1227.81				4097.49				4306.41				1386.86				2730.30				2372.09				1822.42



				T = 35				t-toets								T = 35



				ST vs LV				0.0001416435								ST				7182.51				9131.79				1041.62				1295.49				5270.10				8242.31				2323.45				1996.35				5629.56				8540.59



				ST vs CM				0.003252031								LV				1251.00				2030.26				372.44				682.03				1722.41				848.50				1141.81				994.33				1108.00				1454.62				960.48				1012.06				2027.19



				LV vs CM				0.1702699266								CM				1072.57				744.66				2289.51				2831.93				897.17				1361.89				1135.35				1343.76



				T = 45				t-toets								T = 45



				ST vs LV				0.000172489								ST				3762.03				4465.50				416.62				560.38				3027.96				3482.88				1607.12				1481.75				3740.30				3353.28



				ST vs CM				0.0062758514								LV				951.88				1507.86				277.13				449.94				1165.64				597.15				767.73				743.93				853.22				1051.73				632.10				625.96				1182.39



				LV vs CM				0.1418376425								CM				728.79				487.33				1786.95				2158.61				719.69				863.44				765.71				911.81



				T = 55				t-toets								T = 55



				ST vs LV				0.0006955616								ST				1965.91				2403.36				301.28				286.80				1716.14				2304.05				1073.20				603.39				1952.30				2664.67



				ST vs CM				0.0192726448								LV				661.76				1053.94				223.34				227.75				726.26				450.29				486.49				530.30				734.75				234.98				373.80				669.21



				LV vs CM				0.1382988232								CM				455.94				353.53				1235.59				1347.35				438.99				452.03				623.63



				T = 65				t-toets								T = 65



				ST vs LV				0.0005595699								ST				1439.83				1661.85				165.77				227.44				1154.02				1594.00				729.24				369.29				1338.20				1761.70



				ST vs CM				0.0157053265								LV				579.20				736.35				143.07				177.09				494.92				301.37				650.92				309.43				377.46				349.35				511.78				153.06				268.15				433.48



				LV vs CM				0.2119784652								CM				250.45				237.14				840.87				1053.41				465.70				218.41				334.06				416.31



				T = 75				t-toets								T = 75



				ST vs LV				0.0008290271								ST				1011.84				1183.15				104.17				148.56				753.68				917.76				498.05				216.17				826.63				1095.26



				ST vs CM				0.0133068333								LV				486.54				540.47				37.31				144.80				374.84				191.80				233.12				205.81				236.82				225.13				363.92				91.93				164.16				306.97



				LV vs CM				0.3521437331								CM				149.66				124.79				470.03				726.33				119.86				136.50				280.23				286.04



				T = 85				t-toets								T = 85



				ST vs LV				0.0015196726								ST				531.24				670.13				72.12				94.96				509.38				625.27				330.35				237.38				525.49				338.62



				ST vs CM				0.031472191								LV				268.74				321.97				42.67				195.88				229.56				177.80				139.05				152.34				142.38				251.75				122.69				116.73				212.06



				LV vs CM				0.2876156728								CM				98.47				122.95				422.08				493.52				61.48				86.57				214.83				195.77



				T = 95				t-toets								T = 95



				ST vs LV				0.0026353733								ST				360.31				534.26				55.94				55.58				334.53				386.38				207.68				151.24				350.10				228.73



				ST vs CM				0.0838042158								LV				265.78				20.34				100.30				162.10				141.23				91.33				119.06				124.27				99.02				175.91				57.99				77.04				143.77



				LV vs CM				0.176201519								CM				101.05				90.84				301.56				453.85				28.65				54.08				143.96				138.20



				T = 105				t-toets								T = 105



				ST vs LV				0.0009626939								ST				224.32				366.53				57.65				205.90				254.75				127.30				93.13				236.10				150.56



				ST vs CM				0.0610716762								LV				100.98				149.90				3.36				90.27				118.90				157.06				67.45				89.58				86.73				65.02				124.28				39.19				53.57				103.61



				LV vs CM				0.2359128309								CM				39.56				52.18				253.19				291.65				24.87				33.51				106.86				94.48



				T = 115				t-toets								T = 115



				ST vs LV				0.025098422								ST				311.70				43.77				36.54				135.41				175.36				87.77				64.40				164.14				107.41



				ST vs CM				0.0814973925								LV				159.41				83.23				13.95				17.22				97.70				136.40				42.61				73.82				64.28				47.39				95.35				29.30				39.64				72.52



				LV vs CM				0.4639023212								CM				30.65				39.18				174.88				153.61				15.27				19.38				76.58				62.59



				T = 130				t-toets								T = 130



				ST vs LV				0.0267611812								ST				126.83				208.73				43.36				37.61				84.82				111.63				131.48				38.03				105.16				87.46



				ST vs CM				0.0141648693								LV				52.69				109.96				57.44				85.87				70.48				135.72				38.54				55.20				69.61				31.95				54.00				27.44				32.35				57.95



				LV vs CM				0.1076125391								CM				19.94				11.62				107.64				88.17				6.10				10.55				60.85				44.81



				T = 150				t-toets								T = 150



				ST vs LV				0.4313532904								ST				61.66				168.58				20.27				23.35				42.05				55.85				22.14				17.51				54.88				80.08



				ST vs CM				0.0749876855								LV				98.52				67.14				38.26				100.85				58.56				111.37				16.44				44.00				26.36				19.74				34.24				28.21				29.56



				LV vs CM				0.0443176359								CM				7.50				16.84				62.88				46.49				8.15				7.61				49.27				26.52



				T = 170				t-toets								T = 170



				ST vs LV				0.3573656511								ST				45.77				166.99				13.19				23.81				34.44				53.89				17.08				45.05				43.40				77.38



				ST vs CM				0.059637382								LV				40.90				25.97				48.15				65.25				75.17				186.23				4.62				41.97				22.70				17.34				21.68				27.78				24.15				31.66



				LV vs CM				0.1113141305								CM				8.78				6.11				61.08				31.13				8.54				11.72				41.83				23.80



				T = 190				t-toets								T = 190



				ST vs LV				0.1993401537								ST				40.61				145.88				3.25				29.55				37.31				62.68				17.12				17.75				58.86				80.07



				ST vs CM				0.1470851628								LV				29.46				8.00				33.48				61.18				59.05				117.95				4.12				37.67				26.13				21.29				30.26				29.50				27.54				34.88



				LV vs CM				0.3259767448								CM				15.32				58.46				61.81				32.99				13.53				12.75				40.26				21.02



				T = 210				t-toets								T = 210



				ST vs LV				0.1581464253								ST				36.73				147.95				10.48				41.38				39.43				76.34				44.94				16.39				70.70				83.82



				ST vs CM				0.0377666184								LV				6.11				55.70				8.80				99.01				61.71				114.37				4.31				36.49				30.60				21.36				33.48				30.33				30.37



				LV vs CM				0.1496231615								CM				9.41				4.47				66.94				41.01				10.81				7.48				48.31				22.88



				T = 230				t-toets								T = 230



				ST vs LV				0.2624579898								ST				44.26				118.28				0.16				26.41				45.62				80.90				33.65				19.26				71.27				71.68



				ST vs CM				0.1081979641								LV				90.23				42.17				24.42				53.91				56.25				83.40				8.82				37.15				32.82				22.42				32.45				50.82				28.18



				LV vs CM				0.1575824086								CM				7.76				21.88				78.66				42.59				10.09				3.13				69.58				17.51



				T = 250				t-toets								T = 250



				ST vs LV				0.3680456752								ST				23.17				92.32				3.12				5.74				6.52				79.29				24.05				64.55



				ST vs CM				0.4662970093								LV				86.69				6.33				58.59				59.46				81.61				5.25				33.50				36.35				27.30				33.16				49.42				27.20



				LV vs CM				0.3187963044								CM				38.68				17.45				71.59				42.29				8.43				1.07				90.20				17.45



				ANOVA								alpha = 5%



				T = 5				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				40600.1373395691				4060.0137339569				10335776.7784744



								Row 2				14				20778.1777583195				1484.1555541657				1319345.91465601



								Row 3				8				11578.2083625399				1447.2760453175				870564.853498938



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				46099079.3781857				2				23049539.6890929				5.7491301109				0.0078875778				3.3276544986



								Within Groups				116267441.87129				29				4009222.13349276



								Total				162366521.249476				31



				T = 15				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				107834.179254392				10783.4179254392				48107036.1474579



								Row 2				14				39811.0223353076				2843.644452522				1644157.08001113



								Row 3				8				29127.2028079193				3640.9003509899				2812256.34719877



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				405563564.895466				2				202781782.447733				12.4058741532				0.0001279537				3.3276544986



								Within Groups				474023161.797657				29				16345626.2688847



								Total				879586726.693123				31



				T = 25				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				86207.3935029525				8620.7393502952				32389091.9628168



								Row 2				14				26764.414187412				1911.7438705294				558219.760062968



								Row 3				8				20006.2785364284				2500.7848170535				1341743.31559089



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				291770465.071144				2				145885232.535572				13.7292213381				0.0000637826				3.3276544986



								Within Groups				308150887.755306				29				10625892.6812174



								Total				599921352.82645				31



				T = 35				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				50653.7569241958				5065.3756924196				10098659.9963887



								Row 2				13				15605.1403921481				1200.3954147806				244787.509479246



								Row 3				8				11676.8462727471				1459.6057840934				525341.988948917



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				96421397.5229474				2				48210698.7614737				13.8447284261				0.0000659767				3.3403855583



								Within Groups				97502784.0038921				28				3482242.28585329



								Total				193924181.52684				30



				T = 45				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				25897.8200183318				2589.7820018332				2091469.83533259



								Row 2				13				10806.6473902942				831.2805684842				113105.842332075



								Row 3				8				8422.3382857866				1052.7922857233				347949.871736419



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				19228792.0221577				2				9614396.01107885				11.90313627				0.0001814929				3.3403855583



								Within Groups				22616147.7281332				28				807719.561719042



								Total				41844939.7502909				30



				T = 55				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				15271.0943581161				1527.1094358116				797210.233152889



								Row 2				12				6372.8555546952				531.0712962246				63341.6446634314



								Row 3				7				4907.0641426836				701.0091632405				170160.499939962



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				5836130.3135046				2				2918065.1567523				8.5317659118				0.0014165377				3.3690163595



								Within Groups				8892613.18931352				26				342023.584204366



								Total				14728743.5028181				28



				T = 65				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				10441.3361202583				1044.1336120258				383003.733523647



								Row 2				14				5485.6234927244				391.8302494803				34227.5632302457



								Row 3				8				3816.3441896844				477.0430237105				94945.6002500729



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				2690954.6834598				2				1345477.3417299				8.563127692				0.0011954243				3.3276544986



								Within Groups				4556611.12545653				29				157124.521567467



								Total				7247565.80891633				31



				T = 75				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				6755.2669244745				675.5266924475				164581.622351629



								Row 2				14				3603.636194111				257.4025852936				20494.8934771112



								Row 3				8				2293.4405397789				286.6800674724				46044.798088521



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				1145875.83205719				2				572937.916028595				8.0267370181				0.0016815541				3.3276544986



								Within Groups				2069981.80298676				29				71378.6828616123



								Total				3215857.63504395				31



				T = 85				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				3934.9350065307				393.4935006531				44872.6360950046



								Row 2				13				2373.6330855391				182.5871604261				5569.5443462935



								Row 3				8				1695.6770241731				211.9596280216				26123.1015233017



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				274473.608739124				2				137236.804369562				5.8796277445				0.0073803512				3.3403855583



								Within Groups				653549.967673674				28				23341.0702740598



								Total				928023.576412799				30



				T = 95				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				2664.7392047379				266.4739204738				23719.9076580275



								Row 2				13				1578.1209809358				121.3939216104				3702.7153143292



								Row 3				8				1312.1836880134				164.0229610017				20531.2460700834



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				121450.166348542				2				60725.0831742708				4.2334992834				0.0247521062				3.3403855583



								Within Groups				401630.475184781				28				14343.9455423136



								Total				523080.641533323				30



				T = 105				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				9				1716.2409899548				190.6934433283				8911.6668103007



								Row 2				14				1249.8961808392				89.2782986314				1765.6032807436



								Row 3				8				896.3193517971				112.0399189746				10731.5381711613



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				58043.8499038291				2				29021.9249519145				4.7979486308				0.0161527355				3.3403855583



								Within Groups				169366.944330202				28				6048.8194403643



								Total				227410.794234031				30



				T = 115				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				9				1126.5018859537				125.1668762171				7352.8834507699



								Row 2				14				972.8045196432				69.4860371174				1831.1177636613



								Row 3				8				572.1437489304				71.5179686163				3732.4036226731



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				19301.2269791743				2				9650.6134895871				2.4846545827				0.1015487495				3.3403855583



								Within Groups				108754.423892468				28				3884.0865675882



								Total				128055.650871642				30



				T = 130				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				975.1166543565				97.5116654356				2773.5683681915



								Row 2				14				879.2211443925				62.8015103138				937.4163748824



								Row 3				8				349.6789689666				43.7098711208				1495.4365922356



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				13783.2776335524				2				6891.6388167762				4.1972251577				0.025064973				3.3276544986



								Within Groups				47616.5843328441				29				1641.9511838912



								Total				61399.8619663965				31



				T = 150				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				546.359126337				54.6359126337				2048.2481903896



								Row 2				13				673.2615132272				51.7893471713				1079.0095655274



								Row 3				8				225.2583937766				28.1572992221				481.0893447294



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				3716.9033156768				2				1858.4516578384				1.4974585751				0.2410714174				3.3403855583



								Within Groups				34749.9739129405				28				1241.0704968907



								Total				38466.8772286172				30



				T = 170				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				521.007143023				52.1007143023				1984.4537490039



								Row 2				14				633.5696125167				45.2549723226				2000.8000718099



								Row 3				8				192.9921542381				24.1240192798				383.5369519647



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				3724.5795804369				2				1862.2897902185				1.1600498686				0.3275936627				3.3276544986



								Within Groups				46555.2433383177				29				1605.3532185627



								Total				50279.8229187546				31



				T = 190				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				493.0759985654				49.3075998565				1700.6622260299



								Row 2				14				520.5077229724				37.1791230695				782.7856406995



								Row 3				8				256.1278264086				32.0159783011				395.5092798152



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				1484.3659413305				2				742.1829706652				0.7618670317				0.4759100577				3.3276544986



								Within Groups				28250.7383220685				29				974.1633904162



								Total				29735.104263399				31



				T = 210				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				568.1549827837				56.8154982784				1608.4208994514



								Row 2				13				532.6497873776				40.9730605675				1149.2835939358



								Row 3				8				211.3136048274				26.4142006034				531.3960758021



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				4148.734265348				2				2074.367132674				1.8158109711				0.18134767				3.3403855583



								Within Groups				31986.9637529078				28				1142.3915626038



								Total				36135.6980182558				30



				T = 230				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				511.512134029				51.1512134029				1203.5343393899



								Row 2				13				563.0350074251				43.3103851865				551.9681940983



								Row 3				8				251.215722121				31.4019652651				844.6474898365



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				1740.1009305987				2				870.0504652993				1.0425134767				0.3658531257				3.3403855583



								Within Groups				23367.9598125438				28				834.5699933051



								Total				25108.0607431425				30



				T = 250				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				8				298.7711074073				37.3463884259				1288.4696841494



								Row 2				12				504.8525978538				42.0710498212				676.4890922162



								Row 3				8				287.1485797889				35.8935724736				988.4492963488



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				212.1969181938				2				106.0984590969				0.1134509284				0.8932049849				3.3851899615



								Within Groups				23379.8128778664				25				935.1925151147



								Total				23592.0097960602				27











				T = 5				t-toets								T = 5



				ST vs LV				0.0106858393								ST				3.74				3.99				3.08				2.79				3.74				3.11				2.95				3.35				3.84				3.82



				ST vs CM				0.0294541318								LV				3.40				3.46				2.59				2.82				3.53				3.05				2.76				3.05				2.57				3.03				3.10				3.08				3.57				2.67



				LV vs CM				0.4829015192								CM				3.33				3.02				3.46				2.62				2.98				3.34				3.24				2.36



				T = 15				t-toets								T = 15



				ST vs LV				0.0002649151								ST				4.14				4.34				3.32				3.30				4.11				4.12				3.53				3.81				4.25				4.16



				ST vs CM				0.011094685								LV				3.58				3.71				2.98				3.27				3.71				3.37				3.24				3.36				3.17				3.39				3.53				3.38				3.60				3.46



				LV vs CM				0.1252654577								CM				3.55				3.31				3.82				3.63				3.33				3.70				3.58				3.23



				T = 25				t-toets								T = 25



				ST vs LV				0.0000619474								ST				3.99				4.25				3.23				3.26				4.01				4.07				3.47				3.57				4.14				4.10



				ST vs CM				0.0043220293								LV				3.38				3.47				2.73				3.09				3.47				3.13				2.96				3.33				3.15				3.26				3.37				3.29				3.32				3.43



				LV vs CM				0.1082926752								CM				3.31				3.09				3.61				3.63				3.14				3.44				3.38				3.26



				T = 35				t-toets								T = 35



				ST vs LV				0.0000620947								ST				3.86				3.96				3.02				3.11				3.72				3.92				3.37				3.30				3.75				3.93



				ST vs CM				0.002203269								LV				3.10				3.31				2.57				2.83				3.24				2.93				3.06				3.00				3.04				3.16				2.98				3.01				3.31



				LV vs CM				0.1844767936								CM				3.03				2.87				3.36				3.45				2.95				3.13				3.06				3.13



				T = 45				t-toets								T = 45



				ST vs LV				0.0008439069								ST				3.58				3.65				2.62				2.75				3.48				3.54				3.21				3.17				3.57				3.53



				ST vs CM				0.0176426606								LV				2.98				3.18				2.44				2.65				3.07				2.78				2.89				2.87				2.93				3.02				2.80				2.80				3.07



				LV vs CM				0.1709055926								CM				2.86				2.69				3.25				3.33				2.86				2.94				2.88				2.96



				T = 55				t-toets								T = 55



				ST vs LV				0.0028144237								ST				3.29				3.38				2.48				2.46				3.23				3.36				3.03				2.78				3.29				3.43



				ST vs CM				0.0469368498								LV				2.82				3.02				2.35				2.36				2.86				2.65				2.69				2.72				2.87				2.37				2.57				2.83



				LV vs CM				0.1547077113								CM				2.66				2.55				3.09				3.13				2.64				2.66				2.79



				T = 65				t-toets								T = 65



				ST vs LV				0.0043098242								ST				3.16				3.22				2.22				2.36				3.06				3.20				2.86				2.57				3.13				3.25



				ST vs CM				0.041207728								LV				2.76				2.87				2.16				2.25				2.69				2.48				2.81				2.49				2.58				2.54				2.71				2.18				2.43				2.64



				LV vs CM				0.2663388384								CM				2.40				2.38				2.92				3.02				2.67				2.34				2.52				2.62



				T = 75				t-toets								T = 75



				ST vs LV				0.0068729143								ST				3.01				3.07				2.02				2.17				2.88				2.96				2.70				2.33				2.92				3.04



				ST vs CM				0.0275703889								LV				2.69				2.73				1.57				2.16				2.57				2.28				2.37				2.31				2.37				2.35				2.56				1.96				2.22				2.49



				LV vs CM				0.4011613437								CM				2.18				2.10				2.67				2.86				2.08				2.14				2.45				2.46



				T = 85				t-toets								T = 85



				ST vs LV				0.0119945772								ST				2.73				2.83				1.86				1.98				2.71				2.80				2.52				2.38				2.72				2.53



				ST vs CM				0.0454398222								LV				2.43				2.51				1.63				2.29				2.36				2.25				2.14				2.18				2.15				2.40				2.09				2.07				2.33



				LV vs CM				0.4965598681								CM				1.99				2.09				2.63				2.69				1.79				1.94				2.33				2.29



				T = 95				t-toets								T = 95



				ST vs LV				0.0128804225								ST				2.56				2.73				1.75				1.74				2.52				2.59				2.32				2.18				2.54				2.36



				ST vs CM				0.0780912045								LV				2.42				1.31				2.00				2.21				2.15				1.96				2.08				2.09				2.00				2.25				1.76				1.89				2.16



				LV vs CM				0.3587237116								CM				2.00				1.96				2.48				2.66				1.46				1.73				2.16				2.14



				T = 105				t-toets								T = 105



				ST vs LV				0.0121759075								ST				2.35				2.56				1.76				2.31				2.41				2.10				1.97				2.37				2.18



				ST vs CM				0.0258417409								LV				2.00				2.18				0.53				1.96				2.08				2.20				1.83				1.95				1.94				1.81				2.09				1.59				1.73				2.02



				LV vs CM				0.4166913967								CM				1.60				1.72				2.40				2.46				1.40				1.53				2.03				1.98



				T = 115				t-toets								T = 115



				ST vs LV				0.0324746391								ST				2.49				1.64				1.56				2.13				2.24				1.94				1.81				2.22				2.03



				ST vs CM				0.0470456527								LV				2.20				1.92				1.14				1.24				1.99				2.13				1.63				1.87				1.81				1.68				1.98				1.47				1.60				1.86



				LV vs CM				0.388749046								CM				1.49				1.59				2.24				2.19				1.18				1.29				1.88				1.80



				T = 130				t-toets								T = 130



				ST vs LV				0.037194113								ST				2.10				2.32				1.64				1.58				1.93				2.05				2.12				1.58				2.02				1.94



				ST vs CM				0.0066240206								LV				1.72				2.04				1.76				1.93				1.85				2.13				1.59				1.74				1.84				1.50				1.73				1.44				1.51				1.76



				LV vs CM				0.0219633109								CM				1.30				1.07				2.03				1.95				0.79				1.02				1.78				1.65



				T = 150				t-toets								T = 150



				ST vs LV				0.4825822217								ST				1.79				2.23				1.31				1.37				1.62				1.75				1.35				1.24				1.74				1.90



				ST vs CM				0.035656757								LV				1.99				1.83				1.58				2.00				1.77				2.05				1.22				1.64				1.42				1.30				1.53				1.45				1.47



				LV vs CM				0.0181740013								CM				0.87				1.23				1.80				1.67				0.91				0.88				1.69				1.42



				T = 170				t-toets								T = 170



				ST vs LV				0.2668720189								ST				1.66				2.22				1.12				1.38				1.54				1.73				1.23				1.65				1.64				1.89



				ST vs CM				0.0215384361								LV				1.61				1.41				1.68				1.81				1.88				2.27				0.66				1.62				1.36				1.24				1.34				1.44				1.38				1.50



				LV vs CM				0.0591011774								CM				0.94				0.79				1.79				1.49				0.93				1.07				1.62				1.38



				T = 190				t-toets								T = 190



				ST vs LV				0.3362323379								ST				1.61				2.16				0.51				1.47				1.57				1.80				1.23				1.25				1.77				1.90



				ST vs CM				0.2986305588								LV				1.47				0.90				1.52				1.79				1.77				2.07				0.61				1.58				1.42				1.33				1.48				1.47				1.44				1.54



				LV vs CM				0.4236466707								CM				1.19				1.77				1.79				1.52				1.13				1.11				1.60				1.32



				T = 210				t-toets								T = 210



				ST vs LV				0.1206385902								ST				1.56				2.17				1.02				1.62				1.60				1.88				1.65				1.21				1.85				1.92



				ST vs CM				0.0215133741								LV				0.79				1.75				0.94				2.00				1.79				2.06				0.63				1.56				1.49				1.33				1.52				1.48				1.48



				LV vs CM				0.1628401244								CM				0.97				0.65				1.83				1.61				1.03				0.87				1.68				1.36



				T = 230				t-toets								T = 230



				ST vs LV				0.3010373072								ST				1.65				2.07				-0.80				1.42				1.66				1.91				1.53				1.28				1.85				1.86



				ST vs CM				0.3279413604								LV				1.96				1.62				1.39				1.73				1.75				1.92				0.95				1.57				1.52				1.35				1.51				1.71				1.45



				LV vs CM				0.0523376248								CM				0.89				1.34				1.90				1.63				1.00				0.50				1.84				1.24



				T = 250				t-toets								T = 250



				ST vs LV				0.18440884								ST				1.37				1.97				0.49				0.76				0.81				1.90				1.38				1.81



				ST vs CM				0.495764119								LV				1.94				0.80				1.77				1.77				1.91				0.72				1.53				1.56				1.44				1.52				1.69				1.43



				LV vs CM				0.1929986138								CM				1.59				1.24				1.85				1.63				0.93				0.03				1.96				1.24



				ANOVA								alpha = 5%



				T = 5				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				34.4161346791				3.4416134679				0.1885650207



								Row 2				14				42.6996149006				3.0499724929				0.1160579735



								Row 3				8				24.3449044399				3.043113055				0.1476004757



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				1.0682202376				2				0.5341101188				3.653937096				0.0384378468				3.3276544986



								Within Groups				4.2390421722				29				0.146173868



								Total				5.3072624098				31



				T = 15				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				39.0761494602				3.907614946				0.1524577661



								Row 2				14				47.747435253				3.4105310895				0.0429331637



								Row 3				8				28.1538126483				3.519226581				0.042981307



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				1.4994943665				2				0.7497471832				9.7451802836				0.0005791185				3.3276544986



								Within Groups				2.2311201724				29				0.0769351784



								Total				3.7306145389				31



				T = 25				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				38.0926937532				3.8092693753				0.1490000524



								Row 2				14				45.3770116966				3.2412151212				0.0442836153



								Row 3				8				26.8642654485				3.3580331811				0.039676088



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				1.9685475204				2				0.9842737602				13.0075090098				0.0000928523				3.3276544986



								Within Groups				2.1944200864				29				0.0756696582



								Total				4.1629676068				31



				T = 35				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				35.9331747718				3.5933174772				0.1293132285



								Row 2				13				39.5314672553				3.0408820966				0.0400910681



								Row 3				8				24.9846797556				3.1230849695				0.0385193192



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				1.8731058018				2				0.9365529009				13.6969631692				0.0000710792				3.3403855583



								Within Groups				1.9145471081				28				0.0683766824



								Total				3.7876529098				30



				T = 45				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				33.0918001991				3.3091800199				0.1340603958



								Row 2				13				37.4752252846				2.8827096373				0.0383487987



								Row 3				8				23.7740633058				2.9717579132				0.0463864699



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				1.0831284038				2				0.5415642019				7.6145101163				0.0022874781				3.3403855583



								Within Groups				1.9914344352				28				0.0711226584



								Total				3.074562839				30



				T = 55				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				30.7354380588				3.0735438059				0.1382109016



								Row 2				12				32.1114794727				2.6759566227				0.0499177342



								Row 3				7				19.5212426155				2.7887489451				0.0536464644



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.8867342465				2				0.4433671232				5.4507059217				0.0105461696				3.3690163595



								Within Groups				2.1148719762				26				0.0813412299



								Total				3.0016062227				28



				T = 65				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				29.0226623546				2.9022662355				0.1475936483



								Row 2				14				35.5908102252				2.5422007304				0.0517157408



								Row 3				8				20.8716703073				2.6089587884				0.0647604585



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.7978777402				2				0.3989388701				4.7144928636				0.0168739438				3.3276544986



								Within Groups				2.4539706744				29				0.0846196784



								Total				3.2518484146				31



				T = 75				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				27.0966029211				2.7096602921				0.1524428336



								Row 2				14				32.6439829848				2.3317130703				0.091116955



								Row 3				8				18.9222996932				2.3652874617				0.0855406504



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.9253699032				2				0.4626849516				4.2524971073				0.0240148003				3.3276544986



								Within Groups				3.1552904701				29				0.1088031197



								Total				4.0806603733				31



				T = 85				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				25.0348146749				2.5034814675				0.1153382793



								Row 2				13				28.8330012026				2.2179231694				0.0497347642



								Row 3				8				17.7517177419				2.2189647177				0.1057535269



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.5508630871				2				0.2754315435				3.2470064913				0.0539262628				3.3403855583



								Within Groups				2.3751363724				28				0.084826299



								Total				2.9259994595				30



				T = 95				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				23.2890646198				2.328906462				0.1182576664



								Row 2				13				26.2733030634				2.0210233126				0.0741179484



								Row 3				8				16.5879491621				2.0734936453				0.147244834



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.5751015181				2				0.287550759				2.6977922454				0.0848331814				3.3403855583



								Within Groups				2.9844482156				28				0.1065874363



								Total				3.5595497337				30



				T = 105				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				9				20.0202800026				2.2244755558				0.0613838507



								Row 2				14				25.8968964693				1.8497783192				0.1733042465



								Row 3				8				15.1082562739				1.8885320342				0.1590588734



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.8381979754				2				0.4190989877				3.0421153305				0.0637475502				3.3403855583



								Within Groups				3.8574381246				28				0.1377656473



								Total				4.6956361				30



				T = 115				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				9				18.071779443				2.0079754937				0.090870017



								Row 2				14				24.5142136295				1.7510152592				0.0981168973



								Row 3				8				13.6605147794				1.7075643474				0.1525178691



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.4848008537				2				0.2424004268				2.2107426967				0.1283960679				3.3403855583



								Within Groups				3.0701048845				28				0.109646603



								Total				3.5549057382				30



				T = 130				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				19.2741520336				1.9274152034				0.0637613008



								Row 2				14				24.5556204345				1.7539728882				0.0404900503



								Row 3				8				11.5861682134				1.4482710267				0.2187391935



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				1.0326453391				2				0.5163226696				5.6902698592				0.0082276392				3.3276544986



								Within Groups				2.6313967154				29				0.0907378178



								Total				3.6640420545				31



				T = 150				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				16.2940132423				1.6294013242				0.0984350791



								Row 2				13				21.2526801337				1.6348215487				0.0749350296



								Row 3				8				10.4758358367				1.3094794796				0.1521012354



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.6193533622				2				0.3096766811				3.0426033472				0.0637219991				3.3403855583



								Within Groups				2.8498447155				28				0.1017801684



								Total				3.4691980776				30



				T = 170				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				16.0612565561				1.6061256556				0.1016556374



								Row 2				14				21.2154086934				1.5153863352				0.1329610395



								Row 3				8				10.0072410533				1.2509051317				0.1348113472



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.5963022324				2				0.2981511162				2.4104278699				0.1075460306				3.3276544986



								Within Groups				3.5870736801				29				0.1236921959



								Total				4.1833759125				31



				T = 190				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				15.2793984788				1.5279398479				0.2095908587



								Row 2				14				20.3957754747				1.4568411053				0.1266991513



								Row 3				8				11.4255565412				1.4281945676				0.0783307913



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.0498607482				2				0.0249303741				0.1771264206				0.8385732888				3.3276544986



								Within Groups				4.0817222339				29				0.1407490425



								Total				4.1315829822				31



				T = 210				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				16.4907107635				1.6490710763				0.1151760593



								Row 2				13				18.8222247162				1.4478634397				0.1890015714



								Row 3				8				10.0138979143				1.2517372393				0.1839339174



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.7062365012				2				0.3531182506				2.1530940404				0.1349622777				3.3403855583



								Within Groups				4.5921408125				28				0.164005029



								Total				5.2983773136				30



				T = 230				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				10				14.4269603243				1.4426960324				0.6785904909



								Row 2				13				20.4205462649				1.5708112511				0.070317326



								Row 3				8				10.3406804258				1.2925850532				0.2378086663



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.3866787639				2				0.1933393819				0.6283239374				0.5408396626				3.3403855583



								Within Groups				8.615782994				28				0.3077065355



								Total				9.0024617579				30



				T = 250				Anova: Single Factor



								SUMMARY



								Groups				Count				Sum				Average				Variance



								Row 1				8				10.4883580214				1.3110447527				0.321293817



								Row 2				12				18.0838830761				1.5069902563				0.1504409183



								Row 3				8				10.4626871963				1.3078358995				0.3837348441



								ANOVA



								Source of Variation				SS				df				MS				F				P-value				F crit



								Between Groups				0.2676478722				2				0.1338239361				0.5076741501				0.6079663599				3.3851899615



								Within Groups				6.5900507291				25				0.2636020292



								Total				6.8576986014				27











				0				0				0				0				0.4662940557				0.0185148346				3.6278311412				0.0594780395				2.6394643574				0.0649912667				0.4757280481				0.0210414583



				2.1666666667				4.4263888889				5.0494444444				4.7583333333				670.5934767254				565.9600531525				1501.8371548621				552.5633855794				357.1710467104				163.0059366931				555.2536108968				229.2468189669



				6.7261904762				14.4263888889				15.0494444444				14.7583333333				1213.9436840495				1005.639148499				3725.3260507757				1516.023328623				420.5252436016				260.9689731979				715.0108330124				443.6017859502



				10.2520833333				24.4263888889				25.0494444444				24.7583333333				1275.3087475265				1016.2806821353				2919.3298955858				1200.2671649429				290.3668435374				178.8587941646				469.2048586281				296.6018984949



				11.9888888889				34.4263888889				35.0494444444				34.7583333333				688.5357440197				630.5325244037				1597.6870365101				698.0559378025				178.4856402596				112.5578375067				268.1735719523				170.6681906478



				15.2095238095				44.4263888889				45.0494444444				44.7583333333				812.175937721				628.946555484				852.911189662				367.0804223359				120.6192956274				76.8401661158				212.6929735789				129.5322647897



				29.5857142857				54.4263888889				55.0494444444				54.7583333333				253.2103516362				207.6632132413				507.1008438013				215.440359552				92.0871742955				55.0524152132				163.730448451				96.0533215091



				59.519047619				64.4263888889				65.0494444444				64.7583333333				129.3157978016				88.5224374225				359.0661221893				148.2501848858				64.0943320607				37.9672091553				114.477550188				63.7146885411



				120.3238095238				74.4263888889				75.0494444444				74.7583333333				17.6701931815				11.2996318741				236.1442586356				96.1032573929				57.5836508959				28.7371268514				78.7874711644				40.1775849811



				179.4138888889				84.4263888889				85.0494444444				84.7583333333				14.0074191274				9.4404062429				119.5366734336				54.6872729472				30.7443162945				18.3972078736				65.2350191149				30.8519856322



				240.0261904762				94.4263888889				95.0494444444				94.7583333333				13.7376397247				10.049080933				81.4267182286				36.8876346244				25.376977214				13.5579420232				59.4405594578				24.567329045



								104.4263888889				105.0494444444				104.7583333333												42.988195736				24.2991774464				30.4078159863				11.6596888807				41.1667946799				16.4333156271



								114.4263888889				115.0494444444				114.7583333333												34.0162888071				16.9918391912				15.9231828131				7.7409402035				26.2844234053				10.6945642086



								129.4263888889				130.0494444444				129.7583333333												21.0991355162				11.7965404201				8.9389631488				5.6242646827				19.2105473065				6.544012458



								149.4263888889				150.0494444444				149.7583333333												14.2714143292				6.9298424795				10.5061842128				5.5937413033				10.4884970249				4.2727912487



								169.4263888889				170.0494444444				169.7583333333												13.8367469631				6.6404756251				11.5186513474				4.9746599816				8.3729816742				3.5951208434



								189.4263888889				190.0494444444				189.7583333333												19.9375849704				6.9480287886				9.7149835603				4.2804933585				8.5754913239				4.5017629877



								209.4263888889				210.0494444444				209.7583333333												16.6974550944				7.643183723				13.3873823249				4.919857871				10.6336415366				3.9610182109



								229.4263888889				230.0494444444				229.7583333333												49.6427478005				7.448859299				8.6875834669				4.7176405465				14.3806432565				4.6786656818



								249.4263888889				250.0494444444				249.7583333333												19.4526919184				5.2741424297				13.3835275867				5.4790272258				22.7229670868				5.4575998193







Plasma (n = 10)



ST (ECF, n = 10)



LV (CSF, n = 14)



CM (CSF, n = 8)



Time (min)



Concentration (ng/ml)



0.0609699415



0.1912211328



0.249313884



0.0622683618



10259.3456299475



2764.4800992001



1121.9473907796



1104.3660696556



15505.6867259237



8083.7885684456



2573.5409879061



3305.4194710065



14152.3050314977



6445.6894162893



1742.6698647254



2280.5163018387



12964.1041302052



3920.2835225527



1098.7075188548



1327.654187054



7375.9466048832



2037.8866294132



763.3252652041



937.0395316948



3054.4213692822



1184.5238400647



474.1946203955



614.8213569014



742.4453386584



798.4840317765



348.4983533235



406.4047622954



82.9233641835



512.4603774332



214.6411914265



231.8929052643



70.9238325021



318.7729543834



165.1669577304



165.5635453508



99.0217908704



213.2585548989



104.9598768734



118.438703653



167.6777956082



70.758451358



77.3627740661



101.8533912689



56.3657459987



50.9993155331



84.6087352879



56.750917625



28.0718494886



42.5991883248



43.1341802406



20.3929230079



40.3762197693



32.763201682



17.8198946283



33.7240595792



28.6313024913



26.8036888408



44.5729190172



28.0455163131



17.8540702518



27.7137970597



37.2229896152



19.6148527965



20.4665552724



32.1358843902



20.315892192












MBD0003BC93.xls

Chart2


			0			0			0			0			0.4662940557			0.0185148346			3.6278311412			0.0594780395			2.6394643574			0.0649912667			0.4757280481			0.0210414583


			2.1666666667			4.4263888889			5.0494444444			4.7583333333			670.5934767254			565.9600531525			1501.8371548621			552.5633855794			357.1710467104			163.0059366931			555.2536108968			229.2468189669


			6.7261904762			14.4263888889			15.0494444444			14.7583333333			1213.9436840495			1005.639148499			3725.3260507757			1516.023328623			420.5252436016			260.9689731979			715.0108330124			443.6017859502


			10.2520833333			24.4263888889			25.0494444444			24.7583333333			1275.3087475265			1016.2806821353			2919.3298955858			1200.2671649429			290.3668435374			178.8587941646			469.2048586281			296.6018984949


			11.9888888889			34.4263888889			35.0494444444			34.7583333333			688.5357440197			630.5325244037			1597.6870365101			698.0559378025			178.4856402596			112.5578375067			268.1735719523			170.6681906478


			15.2095238095			44.4263888889			45.0494444444			44.7583333333			812.175937721			628.946555484			852.911189662			367.0804223359			120.6192956274			76.8401661158			212.6929735789			129.5322647897


			29.5857142857			54.4263888889			55.0494444444			54.7583333333			253.2103516362			207.6632132413			507.1008438013			215.440359552			92.0871742955			55.0524152132			163.730448451			96.0533215091


			59.519047619			64.4263888889			65.0494444444			64.7583333333			129.3157978016			88.5224374225			359.0661221893			148.2501848858			64.0943320607			37.9672091553			114.477550188			63.7146885411


			120.3238095238			74.4263888889			75.0494444444			74.7583333333			17.6701931815			11.2996318741			236.1442586356			96.1032573929			57.5836508959			28.7371268514			78.7874711644			40.1775849811


			179.4138888889			84.4263888889			85.0494444444			84.7583333333			14.0074191274			9.4404062429			119.5366734336			54.6872729472			30.7443162945			18.3972078736			65.2350191149			30.8519856322


			240.0261904762			94.4263888889			95.0494444444			94.7583333333			13.7376397247			10.049080933			81.4267182286			36.8876346244			25.376977214			13.5579420232			59.4405594578			24.567329045


						104.4263888889			105.0494444444			104.7583333333									42.988195736			24.2991774464			30.4078159863			11.6596888807			41.1667946799			16.4333156271


						114.4263888889			115.0494444444			114.7583333333									34.0162888071			16.9918391912			15.9231828131			7.7409402035			26.2844234053			10.6945642086


						129.4263888889			130.0494444444			129.7583333333									21.0991355162			11.7965404201			8.9389631488			5.6242646827			19.2105473065			6.544012458


						149.4263888889			150.0494444444			149.7583333333									14.2714143292			6.9298424795			10.5061842128			5.5937413033			10.4884970249			4.2727912487


						169.4263888889			170.0494444444			169.7583333333									13.8367469631			6.6404756251			11.5186513474			4.9746599816			8.3729816742			3.5951208434


						189.4263888889			190.0494444444			189.7583333333									19.9375849704			6.9480287886			9.7149835603			4.2804933585			8.5754913239			4.5017629877


						209.4263888889			210.0494444444			209.7583333333									16.6974550944			7.643183723			13.3873823249			4.919857871			10.6336415366			3.9610182109


						229.4263888889			230.0494444444			229.7583333333									49.6427478005			7.448859299			8.6875834669			4.7176405465			14.3806432565			4.6786656818


						249.4263888889			250.0494444444			249.7583333333									19.4526919184			5.2741424297			13.3835275867			5.4790272258			22.7229670868			5.4575998193
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Results


			JWpr03 results for publication


			Plasma																																																						Time						Concentration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			0.01			0.01			0.01			8.93			0.01			0.01									0.01												49.99						0.01			0.16						0.00			0.00			5.92			15.74			10						0.06			3.23			25.18			1.54			0.00			1.47			0.06			0.47			0.02


			2.00						12276.20						7950.89			9299.48												12176.85			8443.49									9936.99						11444.06			11564.51						2.17			0.35			10386.56			1706.02			8						10259.35			0.17			1.18			12156.07			8658.57			1896.72			1600.78			670.59			565.96


			7.00						18303.94						10960.94			18879.52												13482.35			15903.13									15933.54									16653.04						6.73			0.76			15730.92			2746.63			7						15505.69			0.19			1.21			18717.48			12845.02			3211.79			2660.67			1213.94			1005.64


			10.00									14948.35			9545.81			15820.03			19330.43									17712.34			13860.52									12529.42						11988.81									10.25			0.45			14466.96			3178.71			8						14152.31			0.23			1.25			17759.42			11277.83			3607.12			2874.48			1275.31			1016.28


			12.00						12149.49												14329.94																														12514.84						11.99			0.65			12998.09			1167.79			3						12964.10			0.09			1.09			14156.68			11871.99			1192.58			1092.11			688.54			630.53


			15.00			8878.48						6576.36			4521.47			8839.96												9564.79												7653.10						6952.77									15.21			0.50			7569.56			1730.74			7						7375.95			0.26			1.29			9524.76			5711.91			2148.82			1664.04			812.18			628.95


			30.00			3737.56						2639.06			2532.47						3988.70									3456.19												2956.69						2436.06									29.59			1.36			3106.67			621.66			7						3054.42			0.20			1.22			3724.35			2505.00			669.93			549.43			253.21			207.66


			60.00			1094.46						507.45			544.21			923.66			1081.38																					906.45						454.42									59.52			1.33			787.43			277.44			7						742.45			0.38			1.46			1084.58			508.24			342.14			234.21			129.32			88.52


			120.00			148.24						88.65			39.33			117.34			102.38									58.22												74.58															120.32			2.27			89.82			36.76			7						82.92			0.45			1.56			129.67			53.03			46.75			29.90			17.67			11.30


			180.00			40.51						106.29			58.54						82.64									109.08												56.02															179.41			1.49			75.51			28.35			6						70.92			0.39			1.48			105.23			47.80			34.31			23.12			14.01			9.44


			240.00			169.90									91.91			87.99			119.39									76.37												75.26															240.03			1.78			103.47			36.25			7						99.02			0.31			1.37			135.37			72.43			36.35			26.59			13.74			10.05


			ST																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			0.01			0.01			0.01			120.88									6.15			0.01									0.01			15.67			16.89			0.01												0.00			0.00			15.96			37.46			10						0.19			4.11			60.99			11.66			0.00			11.47			0.19			3.63			0.06


			4.43			5516.70			9807.92			1198.85			616.62									5510.80			1291.78									897.57			2231.26			6962.45			6566.19												4.43			1.06			4060.01			3214.93			10						2764.48			1.00			2.72			7513.71			1017.12			4749.23			1747.36			1501.84			552.56


			14.43			13870.37			22059.12			2099.05			2008.73									12816.81			13135.11									3352.33			6431.18			17609.11			14452.36												14.43			1.06			10783.42			6935.92			10						8083.79			0.90			2.46			19864.30			3289.70			11780.52			4794.09			3725.33			1516.02


			24.43			9799.84			17771.18			1699.28			1817.26									10131.38			11815.55									2953.26			3712.73			13785.06			12721.85												24.43			1.06			8620.74			5691.14			10						6445.69			0.89			2.43			15677.42			2650.11			9231.73			3795.58			2919.33			1200.27


			34.43			7182.51			9131.79			1041.62			1295.49									5270.10			8242.31									2323.45			1996.35			5629.56			8540.59												34.43			1.06			5065.38			3177.84			10						3920.28			0.83			2.29			8972.61			1712.84			5052.33			2207.45			1597.69			698.06


			44.43			3762.03			4465.50			416.62			560.38									3027.96			3482.88									1607.12			1481.75			3740.30			3353.28												44.43			1.06			2589.78			1446.19			10						2037.89			0.84			2.32			4735.03			877.08			2697.14			1160.81			852.91			367.08


			54.43			1965.91			2403.36			301.28			286.80									1716.14			2304.05									1073.20			603.39			1952.30			2664.67												54.43			1.06			1527.11			892.87			10						1184.52			0.86			2.35			2788.12			503.24			1603.59			681.28			507.10			215.44


			64.43			1439.83			1661.85			165.77			227.44									1154.02			1594.00									729.24			369.29			1338.20			1761.70												64.43			1.06			1044.13			618.87			10						798.48			0.88			2.42			1933.95			329.68			1135.47			468.81			359.07			148.25


			74.43			1011.84			1183.15			104.17			148.56									753.68			917.76									498.05			216.17			826.63			1095.26												74.43			1.06			675.53			405.69			10						512.46			0.90			2.46			1259.21			208.56			746.75			303.91			236.14			96.10


			84.43			531.24			670.13			72.12			94.96									509.38			625.27									330.35			237.38			525.49			338.62												84.43			1.06			393.49			211.83			10						318.77			0.78			2.19			696.78			145.84			378.01			172.94			119.54			54.69


			94.43			360.31			534.26			55.94			55.58									334.53			386.38									207.68			151.24			350.10			228.73												94.43			1.06			266.47			154.01			10						213.26			0.79			2.21			470.75			96.61			257.49			116.65			81.43			36.89


			104.43			224.32			366.53						57.65									205.90			254.75									127.30			93.13			236.10			150.56												104.43			1.06			190.69			94.40			9						167.68			0.57			1.77			296.64			94.78			128.96			72.90			42.99			24.30


			114.43						311.70			43.77			36.54									135.41			175.36									87.77			64.40			164.14			107.41												114.43			1.06			125.17			85.75			9						101.85			0.69			2.00			203.90			50.88			102.05			50.98			34.02			16.99


			129.43			126.83			208.73			43.36			37.61									84.82			111.63									131.48			38.03			105.16			87.46												129.43			1.06			97.51			52.66			10						84.61			0.58			1.79			151.33			47.30			66.72			37.30			21.10			11.80


			149.43			61.66			168.58			20.27			23.35									42.05			55.85									22.14			17.51			54.88			80.08												149.43			1.06			54.64			45.26			10						42.60			0.72			2.06			87.73			20.69			45.13			21.91			14.27			6.93


			169.43			45.77			166.99			13.19			23.81									34.44			53.89									17.08			45.05			43.40			77.38												169.43			1.06			52.10			44.55			10						40.38			0.73			2.08			84.13			19.38			43.76			21.00			13.84			6.64


			189.43			40.61			145.88			3.25			29.55									37.31			62.68									17.12			17.75			58.86			80.07												189.43			1.06			49.31			41.24			10						33.72			1.05			2.87			96.77			11.75			63.05			21.97			19.94			6.95


			209.43			36.73			147.95			10.48			41.38									39.43			76.34									44.94			16.39			70.70			83.82												209.43			1.06			56.82			40.11			10						44.57			0.78			2.18			97.37			20.40			52.80			24.17			16.70			7.64


			229.43			44.26			118.28			0.16			26.41									45.62			80.90									33.65			19.26			71.27			71.68												229.43			1.06			51.15			34.69			10						27.71			1.90			6.66			184.70			4.16			156.98			23.56			49.64			7.45


			249.43			23.17			92.32			3.12			5.74									6.52			79.29												24.05						64.55												249.43			1.06			37.35			35.90			8						20.47			1.31			3.69			75.49			5.55			55.02			14.92			19.45			5.27


			LV																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			0.01			0.01			41.99			0.01			1.04			13.43									12.76			0.01			0.01			24.76			37.16			0.01			0.01			0.01						0.00			0.00			9.37			14.86			14						0.25			3.70			40.61			10.13			0.01			9.88			0.24			2.64			0.06


			5.05			2523.12			2887.74			391.06			659.89			3427.07			1124.85									580.88			1120.85			375.45			1080.26			1261.72			1191.76			3680.84			472.68						5.05			0.81			1484.16			1148.63			14						1121.95			0.78			2.19			2458.36			512.04			1336.41			609.91			357.17			163.01


			15.05			3836.31			5076.30			945.77			1853.33			5167.22			2364.92									1745.51			2306.79			1494.96			2439.44			3370.41			2382.51			3950.61			2876.92						15.05			0.81			2843.64			1282.25			14						2573.54			0.48			1.61			4147.00			1597.08			1573.46			976.46			420.53			260.97


			25.05			2398.64			2980.22			542.20			1235.19			2973.29			1340.29									903.85			2152.24			1412.35			1822.48			2319.83			1942.15			2078.21			2663.48						25.05			0.81			1911.74			747.14			14						1742.67			0.48			1.62			2829.12			1073.44			1086.45			669.23			290.37			178.86


			35.05			1251.00			2030.26			372.44			682.03			1722.41			848.50												1141.81			994.33			1108.00			1454.62			960.48			1012.06			2027.19						35.05			0.81			1200.40			494.76			13						1098.71			0.46			1.59			1742.25			692.87			643.54			405.83			178.49			112.56


			45.05			951.88			1507.86			277.13			449.94			1165.64			597.15												767.73			743.93			853.22			1051.73			632.10			625.96			1182.39						45.05			0.81			831.28			336.31			13						763.33			0.45			1.57			1198.22			486.27			434.90			277.05			120.62			76.84


			55.05			661.76			1053.94			223.34			227.75			726.26			450.29												486.49						530.30			734.75			234.98			373.80			669.21						55.05			0.81			531.07			251.68			12						474.19			0.51			1.67			793.19			283.49			319.00			190.71			92.09			55.05


			65.05			579.20			736.35			143.07			177.09			494.92			301.37									650.92			309.43			377.46			349.35			511.78			153.06			268.15			433.48						65.05			0.81			391.83			185.01			14						348.50			0.52			1.69			588.32			206.44			239.82			142.06			64.09			37.97


			75.05			486.54			540.47			37.31			144.80			374.84			191.80									233.12			205.81			236.82			225.13			363.92			91.93			164.16			306.97						75.05			0.81			257.40			143.16			14						214.64			0.70			2.00			430.10			107.12			215.46			107.52			57.58			28.74


			85.05			268.74			321.97			42.67			195.88			229.56			177.80									139.05			152.34						142.38			251.75			122.69			116.73			212.06						85.05			0.81			182.59			74.63			13						165.17			0.51			1.67			276.02			98.83			110.85			66.33			30.74			18.40


			95.05						265.78			20.34			100.30			162.10			141.23									91.33			119.06			124.27			99.02			175.91			57.99			77.04			143.77						95.05			0.81			121.39			60.85			13						104.96			0.63			1.87			196.46			56.08			91.50			48.88			25.38			13.56


			105.05			100.98			149.90			3.36			90.27			118.90			157.06									67.45			89.58			86.73			65.02			124.28			39.19			53.57			103.61						105.05			0.81			89.28			42.02			14						70.76			0.96			2.61			184.53			27.13			113.78			43.63			30.41			11.66


			115.05			159.41			83.23			13.95			17.22			97.70			136.40									42.61			73.82			64.28			47.39			95.35			29.30			39.64			72.52						115.05			0.81			69.49			42.79			14						56.37			0.72			2.06			115.94			27.40			59.58			28.96			15.92			7.74


			130.05			52.69			109.96			57.44			85.87			70.48			135.72									38.54			55.20			69.61			31.95			54.00			27.44			32.35			57.95						130.05			0.81			62.80			30.62			14						56.75			0.46			1.59			90.20			35.71			33.45			21.04			8.94			5.62


			150.05			98.52			67.14			38.26			100.85			58.56			111.37									16.44			44.00			26.36			19.74			34.24						28.21			29.56						150.05			0.81			51.79			32.85			13						43.13			0.63			1.88			81.01			22.97			37.88			20.17			10.51			5.59


			170.05			40.90			25.97			48.15			65.25			75.17			186.23									4.62			41.97			22.70			17.34			21.68			27.78			24.15			31.66						170.05			0.81			45.25			44.73			14						32.76			0.84			2.32			75.86			14.15			43.10			18.61			11.52			4.97


			190.05			29.46			8.00			33.48			61.18			59.05			117.95									4.12			37.67			26.13			21.29			30.26			29.50			27.54			34.88						190.05			0.81			37.18			27.98			14						28.63			0.82			2.27			64.98			12.62			36.35			16.02			9.71			4.28


			210.05			6.11			55.70			8.80			99.01			61.71			114.37									4.31			36.49			30.60			21.36			33.48						30.33			30.37						210.05			0.81			40.97			33.90			13						28.05			1.00			2.72			76.31			10.31			48.27			17.74			13.39			4.92


			230.05			90.23			42.17			24.42			53.91			56.25			83.40									8.82			37.15			32.82			22.42			32.45						50.82			28.18						230.05			0.81			43.31			23.49			13						37.22			0.61			1.84			68.55			20.21			31.32			17.01			8.69			4.72


			250.05			86.69			6.33			58.59						59.46			81.61									5.25			33.50			36.35			27.30			33.16						49.42			27.20						250.05			0.81			42.07			26.01			12						32.14			0.89			2.44			78.50			13.16			46.36			18.98			13.38			5.48


			CM																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00															0.01			0.01			0.01			0.01			16.28			5.58															0.01			0.01						0.00			0.00			2.74			5.81			8						0.06			3.12			22.61			1.41			0.00			1.35			0.06			0.48			0.02


			4.76															2152.13			1044.22			2866.44			415.21			956.32			2191.82															1723.02			229.06						4.76			1.37			1447.28			933.04			8						1104.37			0.88			2.42			2674.86			455.96			1570.49			648.41			555.25			229.25


			14.76															3525.45			2064.87			6628.10			4271.05			2149.41			4997.26															3794.45			1696.61						14.76			1.37			3640.90			1676.98			8						3305.42			0.48			1.61			5327.78			2050.72			2022.36			1254.70			715.01			443.60


			24.76															2062.90			1227.81			4097.49			4306.41			1386.86			2730.30															2372.09			1822.42						24.76			1.37			2500.78			1158.34			8						2280.52			0.46			1.58			3607.63			1441.60			1327.11			838.92			469.20			296.60


			34.76															1072.57			744.66			2289.51			2831.93			897.17			1361.89															1135.35			1343.76						34.76			1.37			1459.61			724.80			8						1327.65			0.45			1.57			2086.16			844.93			758.51			482.72			268.17			170.67


			44.76															728.79			487.33			1786.95			2158.61			719.69			863.44															765.71			911.81						44.76			1.37			1052.79			589.87			8						937.04			0.50			1.64			1538.63			570.67			601.59			366.37			212.69			129.53


			54.76															455.94			353.53			1235.59			1347.35						438.99															452.03			623.63						54.76			1.37			701.01			412.51			7						614.82			0.53			1.70			1048.01			360.69			433.19			254.13			163.73			96.05


			64.76															250.45			237.14			840.87			1053.41			465.70			218.41															334.06			416.31						64.76			1.37			477.04			308.13			8						406.40			0.59			1.80			730.20			226.19			323.79			180.21			114.48			63.71


			74.76															149.66			124.79			470.03			726.33			119.86			136.50															280.23			286.04						74.76			1.37			286.68			214.58			8						231.89			0.67			1.96			454.74			118.25			222.84			113.64			78.79			40.18


			84.76															98.47			122.95			422.08			493.52			61.48			86.57															214.83			195.77						84.76			1.37			211.96			161.63			8						165.56			0.75			2.11			350.08			78.30			184.51			87.26			65.24			30.85


			94.76															101.05			90.84			301.56			453.85			28.65			54.08															143.96			138.20						94.76			1.37			164.02			143.29			8						118.44			0.88			2.42			286.56			48.95			168.12			69.49			59.44			24.57


			104.76															39.56			52.18			253.19			291.65			24.87			33.51															106.86			94.48						104.76			1.37			112.04			103.59			8						77.36			0.92			2.51			193.80			30.88			116.44			46.48			41.17			16.43


			114.76															30.65			39.18			174.88			153.61			15.27			19.38															76.58			62.59						114.76			1.37			71.52			61.09			8						51.00			0.90			2.46			125.34			20.75			74.34			30.25			26.28			10.69


			129.76															19.94			11.62			107.64			88.17			6.10			10.55															60.85			44.81						129.76			1.37			43.71			38.67			8						28.07			1.08			2.94			82.41			9.56			54.34			18.51			19.21			6.54


			149.76															7.50			16.84			62.88			46.49			8.15			7.61															49.27			26.52						149.76			1.37			28.16			21.93			8						20.39			0.90			2.45			50.06			8.31			29.67			12.09			10.49			4.27


			169.76															8.78			6.11			61.08			31.13			8.54			11.72															41.83			23.80						169.76			1.37			24.12			19.58			8						17.82			0.85			2.33			41.50			7.65			23.68			10.17			8.37			3.60


			189.76															15.32			58.46			61.81			32.99			13.53			12.75															40.26			21.02						189.76			1.37			32.02			19.89			8						26.80			0.64			1.90			51.06			14.07			24.26			12.73			8.58			4.50


			209.76															9.41			4.47			66.94			41.01			10.81			7.48															48.31			22.88						209.76			1.37			26.41			23.05			8						17.85			0.99			2.68			47.93			6.65			30.08			11.20			10.63			3.96


			229.76															7.76			21.88			78.66			42.59			10.09			3.13															69.58			17.51						229.76			1.37			31.40			29.06			8						19.61			1.12			3.07			60.29			6.38			40.67			13.23			14.38			4.68


			249.76															38.68			17.45			71.59			42.29			8.43			1.07															90.20			17.45						249.76			1.37			35.89			31.44			8						20.32			1.43			4.16			84.59			4.88			64.27			15.44			22.72			5.46


			AUC


																																																			average			stdev


			plasma			395848.943361508			367210.87353643			321106.602013509			257623.376341964			384176.955438426			403643.126219331			383067.107848703			345129.421274823			347145.172336161			314200.22944032			359049.102488216															352563.719118126			42695.1694096787


			ST			449459.479839155			696313.188257806			72099.800901357			74271.1958811665			405991.108136268			448219.04089576			144901.274448213			173003.968520064			520195.74297222			511577.88658409																		349603.26864361			217134.72610842


			LV			107283.405754373			139762.24101473			27059.2749018019			52820.6838745119			132620.012007882			72814.9758603566			55692.2386126396			73254.2128375814			55562.1461854187			70134.8375027122			94590.7475859659			64013.9317699708			95378.5834081124			91677.6571029602						80904.6391727869			31425.8518526752


			CM			86225.2709438996			55169.40482491			180980.2378289			159476.220302795			61198.852343122			106237.562895685			97794.3228797813			67888.0057654111																								101871.234723063			46054.6482921457


			brain-to-plasma AUC ratio																																																average			stdev


			ST			1.1354318039			1.8962215948			0.2245354049			0.2882936981			1.1515396682			1.2713135714			0.4109931527			0.4907026989			1.4984962616			1.4510224928																		98.1855034738			58.5087046254


			LV			0.271021074			0.3806048543			0.0842688214			0.2050306328			0.3452055365			0.1803944404			0.1453850708			0.2122514289			0.1575946224			0.1989281191			0.2724818178			0.1815669858			0.3035598783			0.2553345948						22.8116276944			8.1238018457


			CM			0.2244415489			0.136678668			0.5133263238			0.4523330441			0.1597601336			0.3078194913			0.3112484133			0.189077219																								28.6835605249			13.7253029195


			T-Test			(total AUC)


			Plasma vs ST						0.4825262853


			Plasma vs LV						0


			Plasma vs CM						0.0000000004


			ST vs LV						0.0000690385


			ST vs CM						0.0030824634


			LV vs CM						0.109071814


			T-test			(AUC ratio)


			ST vs LV						0.0000429821


			ST vs CM						0.0024079586


			LV vs CM						0.1093326464


			ANOVA total AUC


			Anova: Single Factor


			SUMMARY


			Groups			Count			Sum			Average			Variance


			Row 1			11			3878200.91029939			352563.719118126			1822877490.92117


			Row 2			10			3496032.6864361			349603.26864361			47147489282.1788


			Row 3			14			1132664.94841902			80904.6391727869			987584164.66629


			Row 4			8			814969.877784504			101871.234723063			2121030629.31324


			ANOVA


			Source of Variation			SS			df			MS			F			P-value			F crit


			Between Groups			743331392795.085			3			247777130931.695			20.5496496986			0.0000000377			2.8450678129


			Within Groups			470241986994.676			39			12057486846.0173


			Total			1213573379789.76			42


			ANOVA brain-to-plasma AUC


			Anova: Single Factor


			SUMMARY


			Groups			Count			Sum			Average			Variance


			Row 1			10			9.8185503474			0.9818550347			0.3423268517


			Row 2			14			3.1936278772			0.2281162769			0.0065996156


			Row 3			8			2.294684842			0.2868356052			0.018838394


			ANOVA


			Source of Variation			SS			df			MS			F			P-value			F crit


			Between Groups			3.7052321298			2			1.8526160649			16.2874484614			0.0000181308			3.3276544986


			Within Groups			3.2986054268			29			0.1137450147


			Total			7.0038375566			31








Results


			0			0			0			0			15.7380466796			15.7380466796			37.4649772352			37.4649772352			14.8610485928			14.8610485928			5.8069806077			5.8069806077


			0			0			0			0			1706.0232586577			1706.0232586577			3214.9302913865			3214.9302913865			1148.6278399273			1148.6278399273			933.0406494355			933.0406494355


			0			0			0			0			2746.6310245966			2746.6310245966			6935.923597291			6935.923597291			1282.246887308			1282.246887308			1676.9783383213			1676.9783383213


			0			0			0			0			3178.7066587501			3178.7066587501			5691.1415342457			5691.1415342457			747.1410576745			747.1410576745			1158.3364431765			1158.3364431765


			0			0			0			0			1167.7899608076			1167.7899608076			3177.8388877331			3177.8388877331			494.7600524287			494.7600524287			724.8047936851			724.8047936851


			0			0			0			0			1730.744368376			1730.744368376			1446.1914933136			1446.1914933136			336.3121204061			336.3121204061			589.8727589374			589.8727589374


			0			0			0			0			621.6570619779			621.6570619779			892.8663019472			892.8663019472			251.6776602391			251.6776602391			412.5051514102			412.5051514102


			0			0			0			0			277.4410639075			277.4410639075			618.8729542674			618.8729542674			185.0069275196			185.0069275196			308.1324394641			308.1324394641


			0			0			0			0			36.7629461624			36.7629461624			405.6866060787			405.6866060787			143.1603767706			143.1603767706			214.5805165632			214.5805165632


			0			0			0			0			28.3464601681			28.3464601681			211.8316220374			211.8316220374			74.6293799136			74.6293799136			161.6264258199			161.6264258199


			0			0			0			0			36.2501749481			36.2501749481			154.0126866788			154.0126866788			60.8499409558			60.8499409558			143.2872850957			143.2872850957


						0			0			0									94.4016250406			94.4016250406			42.0190823406			42.0190823406			103.5931376644			103.5931376644


						0			0			0									85.7489559748			85.7489559748			42.7915618278			42.7915618278			61.0934008112			61.0934008112


						0			0			0									52.6646785635			52.6646785635			30.6172561619			30.6172561619			38.6708752453			38.6708752453


						0			0			0									45.2575760552			45.2575760552			32.8482810133			32.8482810133			21.9337489894			21.9337489894


						0			0			0									44.5472080944			44.5472080944			44.7303037304			44.7303037304			19.5840994678			19.5840994678


						0			0			0									41.2390861445			41.2390861445			27.9783066089			27.9783066089			19.8874151115			19.8874151115


						0			0			0									40.1051231073			40.1051231073			33.9010854389			33.9010854389			23.0520297545			23.0520297545


						0			0			0									34.691992439			34.691992439			23.4940033647			23.4940033647			29.0628197159			29.0628197159


						0			0			0									35.895259912			35.895259912			26.0094039189			26.0094039189			31.4396134892			31.4396134892





Plasma (n = 10)


ST (ECF, n = 10)


LV (CSF, n = 14)


CM (CSF, n = 8)


Time (min)


Concentration (ng/ml)


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0





logResults


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0





Average +/- stdev


Plasma (n = 10)


ST (ECF, n = 10)


LV (CSF, n = 14)


CM (CSF, n = 8)


Time (min)


Concentration (ng/ml)


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0.4662940557


0.0185148346


3.6278311412


0.0594780395


2.6394643574


0.0649912667


0.4757280481


0.0210414583


0


0


0


0


670.5934767254


565.9600531525


1501.8371548621


552.5633855794


357.1710467104


163.0059366931


555.2536108968


229.2468189669


0


0


0


0


1213.9436840495


1005.639148499


3725.3260507757


1516.023328623


420.5252436016


260.9689731979


715.0108330124


443.6017859502


0


0


0


0


1275.3087475265


1016.2806821353


2919.3298955858


1200.2671649429


290.3668435374


178.8587941646


469.2048586281


296.6018984949


0


0


0


0


688.5357440197


630.5325244037


1597.6870365101


698.0559378025


178.4856402596


112.5578375067


268.1735719523


170.6681906478


0


0


0


0


812.175937721


628.946555484


852.911189662


367.0804223359


120.6192956274


76.8401661158


212.6929735789


129.5322647897


0


0


0


0


253.2103516362


207.6632132413


507.1008438013


215.440359552


92.0871742955


55.0524152132


163.730448451


96.0533215091


0


0


0


0


129.3157978016


88.5224374225


359.0661221893


148.2501848858


64.0943320607


37.9672091553


114.477550188


63.7146885411


0


0


0


0


17.6701931815


11.2996318741


236.1442586356


96.1032573929


57.5836508959


28.7371268514


78.7874711644


40.1775849811


0


0


0


0


14.0074191274


9.4404062429


119.5366734336


54.6872729472


30.7443162945


18.3972078736


65.2350191149


30.8519856322


0


0


0


0


13.7376397247


10.049080933


81.4267182286


36.8876346244


25.376977214


13.5579420232


59.4405594578


24.567329045


0


0


0


42.988195736


24.2991774464


30.4078159863


11.6596888807


41.1667946799


16.4333156271


0


0


0


34.0162888071


16.9918391912


15.9231828131


7.7409402035


26.2844234053


10.6945642086


0


0


0


21.0991355162


11.7965404201


8.9389631488


5.6242646827


19.2105473065


6.544012458


0


0


0


14.2714143292


6.9298424795


10.5061842128


5.5937413033


10.4884970249


4.2727912487


0


0


0


13.8367469631


6.6404756251


11.5186513474


4.9746599816


8.3729816742


3.5951208434


0


0


0


19.9375849704


6.9480287886


9.7149835603


4.2804933585


8.5754913239


4.5017629877


0


0


0


16.6974550944


7.643183723


13.3873823249


4.919857871


10.6336415366


3.9610182109


0


0


0


49.6427478005


7.448859299


8.6875834669


4.7176405465


14.3806432565


4.6786656818


0


0


0


19.4526919184


5.2741424297


13.3835275867


5.4790272258


22.7229670868


5.4575998193


Geomean +/- S.E.M.


Plasma (n = 10)


ST (ECF, n = 10)


LV (CSF, n = 14)


CM (CSF, n = 8)


Time (min)


Concentration (ng/ml)


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


1.4745512755


0.0585490477


11.4722093726


0.1880860756


9.87597131


0.2431750532


1.3455621153


0.0595142313


0


0


0


0


1896.7247792479


1600.7767658593


4749.2260840311


1747.3588500449


1336.4116852656


609.9123671157


1570.4943741737


648.4079210276


0


0


0


0


3211.7930936325


2660.671095599


11780.5153472114


4794.0867043987


1573.4613840469


976.4564862849


2022.3560345796


1254.6953239674


0


0


0


0


3607.1178539301


2874.4758477072


9231.7317114726


3795.5780419325


1086.4532449958


669.2283283755


1327.1117492065


838.9168549541


0


0


0


0


1192.5788914693


1092.1143680918


5052.3300234966


2207.4466976607


643.5391278902


405.8330545857


758.5094050498


482.7225397595


0


0


0


0


2148.8155520406


1664.0361737613


2697.1420011758


1160.8102190379


434.8990551948


277.0511589458


601.5865757135


366.372571261


0


0


0


0


669.9316198167


549.4252186931


1603.5936698053


681.2822361098


318.9993292105


190.7071604575


433.1900486504


254.1332013149


0


0


0


0


342.1374415749


234.2083548691


1135.4667767224


468.8082477802


239.8190310051


142.0602885912


323.7914081262


180.2123533144


0


0


0


0


46.7509367766


29.8960158454


746.7537136605


303.9051839229


215.4582927321


107.5244829582


222.8446205314


113.6393711672


0


0


0


0


34.3110294755


23.1241782596


378.0081519699


172.9363415364


110.850208829


66.3320763135


184.5124975479


87.2625930144


0


0


0


0


36.3463783126


26.5873690535


257.493891995


116.6489429093


91.4979925615


48.8838551545


168.1232906804


69.4868998535


0


0


0


128.9645872079


72.8975323393


113.7756293007


43.626561028


116.4372787116


46.4804356693


0


0


0


102.0488664214


50.9755175735


59.5790945937


28.9639460932


74.3435761178


30.2487954949


0


0


0


66.7213248916


37.3039362379


33.4465374957


21.0440714954


54.3356330828


18.5092623409


0


0


0


45.1301747122


21.9140860613


37.8805858888


20.1685210908


29.665949483


12.0852786661


0


0


0


43.755635811


20.9990277222


43.0988468998


18.6134732668


23.6823684823


10.1685373103


0


0


0


63.0481795497


21.9715962205


36.3501400009


16.0161395939


24.2551522685


12.7329085437


0


0


0


52.8019892267


24.1698691397


48.2688934166


17.738799822


30.0764801569


11.2034513493


0


0


0


156.9841523588


23.5553613549


31.3235276499


17.0096948896


40.6746014579


13.233264922


0


0


0


55.0205214714


14.9175275078


46.3618995293


18.9799070622


64.2702564629


15.436423365


Geomean +/- geostdev


ST (ECF; n=10)


LV (CSF; n=14)


CM (CSF; n=8)


AUC ratio (%)


0


0


0


0


0


0


58.5087046254


58.5087046254


8.1238018457


8.1238018457


13.7253029195


13.7253029195


Average +/- stdev


SEM +


SEM -


Geomean concentration (ng/ml)


S.E.M. (ng/ml)


Proving heteroscedasticity for plasma data


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


SEM +


SEM -


Geomean concentration (ng/ml)


S.E.M. (ng/ml)


Proving heteroscedasticity for MD ST data


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0





AUC


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0





SEM +


SEM -


Geomean concentration (ng/ml)


S.E.M. (ng/ml)


Proving heteroscedasticity for MD LV data


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0





ANOVA + t-test


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0





SEM +


SEM -


Geomean concentration (ng/ml)


S.E.M. (ng/ml)


Proving heteroscedasticity for MD CM data


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0





ANOVA + t-test log data


			logResults (to eliminate heteroscedasticity)


			Plasma																																																						Time						Concentration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			-2			-2			-2			0.9508514589			-2			-2			0			0			-2			0			0			0			1.6989091989			0			-2			-0.7986028757						0.00			0.00			-1.2148842218			1.4011400434			10.00						0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00


			2.00			0			4.0890638845			0			3.9004156358			3.9684584312			0			0			0			4.0855348492			3.9265221991			0			0			3.9972548528			0			4.0585800502			4.0631273862						2.17			0.35			4.0111196611			0.0736735458			8.00						4.01			0.02			1.02			4.09			3.94			0.07			0.07			0.03			0.03


			7.00			0			4.2625445598			0			4.0398477212			4.2759908564			0			0			0			4.1297656294			4.2014824999			0			0			4.2023121932			0			0			4.2214935774						6.73			0.76			4.1904910053			0.0817563682			7.00						4.19			0.02			1.02			4.27			4.11			0.08			0.08			0.03			0.03


			10.00			0			0			4.174593316			3.9798125584			4.1992072753			4.2862416048			0			0			4.2482759892			4.1417795865			0			0			4.0979310368			0			4.0787760775			0						10.25			0.45			4.1508271806			0.0986016682			8.00						4.15			0.02			1.02			4.25			4.05			0.10			0.10			0.04			0.03


			12.00			0			4.0845579407			0			0			0			4.1562442205			0			0			0			0			0			0			0			0			0			4.097425371						11.99			0.65			4.1127425107			0.0382189973			3.00						4.11			0.01			1.01			4.15			4.07			0.04			0.04			0.02			0.02


			15.00			3.9483387186			0			3.8179857772			3.6552791734			3.9464503981			0			0			0			3.9806752577			0			0			0			3.8838371611			0			3.842157863			0						15.21			0.50			3.8678177642			0.1110363755			7.00						3.87			0.03			1.03			3.98			3.76			0.11			0.11			0.04			0.04


			30.00			3.5725877084			0			3.4214494287			3.4035434519			0			3.6008314821			0			0			3.5385974836			0			0			0			3.4708056456			0			3.3866874459			0						29.59			1.36			3.4849289495			0.0861218866			7.00						3.48			0.02			1.02			3.57			3.40			0.09			0.08			0.03			0.03


			60.00			3.0392010842			0			2.7053906893			2.7357681138			2.9655126067			3.0339771283			0			0			0			0			0			0			2.9573452906			0			2.6574564816			0						59.52			1.33			2.8706644849			0.16459822			7.00						2.87			0.06			1.06			3.04			2.71			0.17			0.16			0.06			0.06


			120.00			2.1709763924			0			1.9476624097			1.5947681134			2.069431279			2.0101981569			0			0			1.7650796606			0			0			0			1.872622379			0			0			0						120.32			2.27			1.918676913			0.1941770025			7.00						1.91			0.10			1.11			2.12			1.72			0.21			0.19			0.08			0.07


			180.00			1.6075265061			0			2.0264719769			1.7674452993			0			1.917206074			0			0			2.0377292033			0			0			0			1.7483741133			0			0			0						179.41			1.49			1.8507921955			0.1713674403			6.00						1.84			0.09			1.10			2.03			1.68			0.18			0.16			0.07			0.07


			240.00			2.2301933789			0			0			1.9633580409			1.9444185103			2.0769679522			0			0			1.882911417			0			0			0			1.8765353601			0			0			0						240.03			1.78			1.9957307766			0.1357857787			7.00						1.99			0.07			1.07			2.13			1.86			0.14			0.13			0.05			0.05


			ST																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			-2.0797905058			-2.0797905058			-2.0797905058			2.0823635478			0			0			0.7890379142			-2.0797905058			0			0			-2.0797905058			1.1949949058			1.2277055321			-2.0797905058			0			0						0.00			0.00			-0.7184641135			1.7852904195			10.00						0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00


			4.43			3.7416790688			3.9915769514			3.0787630393			2.7900191549			0			0			3.7412149292			3.111187098			0			0			2.9530685954			3.3485500432			3.8427621445			3.8173136544			0			0						4.43			1.06			3.4416134679			0.4342407405			10.00						3.42			0.13			1.14			3.89			3.00			0.47			0.41			0.15			0.13


			14.43			4.142087982			4.3435881226			3.3220235389			3.3029219414			0			0			4.107779811			4.1184337203			0			0			3.5253470139			3.8082910026			4.2457375277			4.1599387997			0			0						14.43			1.06			3.907614946			0.3904584051			10.00						3.89			0.10			1.11			4.31			3.51			0.42			0.38			0.13			0.12


			24.43			3.9912191366			4.2497162002			3.230265146			3.2594163692			0			0			4.005668578			4.072454057			0			0			3.4703023183			3.5696929792			4.1394087904			4.1045501782			0			0						24.43			1.06			3.8092693753			0.3860052492			10.00						3.79			0.10			1.11			4.21			3.42			0.42			0.38			0.13			0.12


			34.43			3.8562761561			3.9605560102			3.0177098152			3.112434413			0			0			3.7218185715			3.9160489287			0			0			3.3661330348			3.3002360268			3.7504740853			3.9314877303			0			0						34.43			1.06			3.5933174772			0.3596014857			10.00						3.58			0.10			1.11			3.96			3.23			0.39			0.35			0.12			0.11


			44.43			3.5754221813			3.6498705607			2.6197357446			2.7484841449			0			0			3.4811496854			3.5419386166			0			0			3.206047054			3.1707756757			3.5729067882			3.5254697477			0			0						44.43			1.06			3.3091800199			0.3661425894			10.00						3.29			0.12			1.12			3.70			2.92			0.41			0.36			0.13			0.12


			54.43			3.2935627418			3.3808195039			2.4789708972			2.4575737468			0			0			3.2345539439			3.3624920804			0			0			3.0306802571			2.7805954203			3.2905466084			3.425642859			0			0						54.43			1.06			3.0735438059			0.371767268			10.00						3.05			0.13			1.14			3.47			2.69			0.42			0.37			0.13			0.12


			64.43			3.1583097876			3.2205928579			2.2194988283			2.35686691			0			0			3.0622122028			3.2024873319			0			0			2.8628732492			2.5673674337			3.1265225462			3.245931207			0			0						64.43			1.06			2.9022662355			0.3841791878			10.00						2.88			0.14			1.15			3.31			2.50			0.43			0.38			0.14			0.12


			74.43			3.005111761			3.0730408352			2.0177444414			2.1718938773			0			0			2.8771853481			2.9627298797			0			0			2.6972693849			2.3347984886			2.9173125411			3.0395163638			0			0						74.43			1.06			2.7096602921			0.3904392829			10.00						2.68			0.15			1.17			3.13			2.30			0.45			0.38			0.14			0.12


			84.43			2.725289386			2.8261618003			1.8580281789			1.9775331996			0			0			2.7070389688			2.7960691252			0			0			2.5189781216			2.3754351473			2.7205622171			2.5297185301			0			0						84.43			1.06			2.5034814675			0.3396148985			10.00						2.48			0.15			1.16			2.87			2.14			0.39			0.34			0.12			0.11


			94.43			2.5566734591			2.727751287			1.7477080024			1.7449209377			0			0			2.5244355473			2.5870175315			0			0			2.3173844712			2.1796600179			2.5441923293			2.3593210364			0			0						94.43			1.06			2.328906462			0.3438861241			10.00						2.30			0.16			1.17			2.70			1.96			0.40			0.34			0.13			0.11


			104.43			2.350865612			2.5641061086			0			1.7608173732			0			0			2.3136618494			2.4061153857			0			0			2.1048157609			1.96907839			2.3730994454			2.1777200774			0			0						104.43			1.06			2.2244755558			0.2477576452			9.00						2.21			0.12			1.12			2.48			1.97			0.27			0.24			0.09			0.08


			114.43			0			2.4937308906			1.6411952384			1.5627729313			0			0			2.1316504298			2.2439358614			0			0			1.9433384402			1.8088943409			2.2152265061			2.0310348043			0			0						114.43			1.06			2.0079754937			0.3014465408			9.00						1.99			0.15			1.17			2.32			1.71			0.33			0.28			0.11			0.09


			129.43			2.1032306346			2.3195889724			1.6370472175			1.575347929			0			0			1.9285115184			2.0477677962			0			0			2.1188665812			1.5801256943			2.0218534797			1.9418122103			0			0						129.43			1.06			1.9274152034			0.2525100014			10.00						1.91			0.13			1.14			2.19			1.67			0.28			0.24			0.09			0.08


			149.43			1.789977082			2.226806061			1.3068867782			1.3682971609			0			0			1.6237587925			1.746996733			0			0			1.3450911309			1.2432552297			1.7394242941			1.90351998			0			0						149.43			1.06			1.6294013242			0.3137436519			10.00						1.60			0.19			1.21			1.94			1.33			0.34			0.28			0.11			0.09


			169.43			1.6606217296			2.2226919449			1.1202387608			1.376727352			0			0			1.5371049206			1.7315163343			0			0			1.2325984436			1.6536475213			1.637463807			1.8886457419			0			0						169.43			1.06			1.6061256556			0.318834812			10.00						1.58			0.20			1.22			1.93			1.29			0.35			0.29			0.11			0.09


			189.43			1.6086457623			2.1639914103			0.5112741013			1.4705601665			0			0			1.5718750982			1.7971198056			0			0			1.2334437859			1.2492003497			1.7698131523			1.9034748468			0			0						189.43			1.06			1.5279398479			0.457810942			10.00						1.44			0.40			1.50			2.16			0.96			0.72			0.48			0.23			0.15


			209.43			1.5649740195			2.1701168242			1.0202352243			1.6167406142			0			0			1.5958045506			1.88276823			0			0			1.6526032541			1.2146757204			1.849423998			1.9233683282			0			0						209.43			1.06			1.6490710763			0.3393759851			10.00						1.61			0.22			1.25			2.02			1.29			0.41			0.32			0.13			0.10


			229.43			1.6460090168			2.0729258053			-0.8010369048			1.4218164166			0			0			1.6591485254			1.907965111			0			0			1.5270206411			1.2847604896			1.8529368615			1.8554143617			0			0						229.43			1.06			1.4426960324			0.8237660414			10.00						0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00


			249.43			1.3650135964			1.9652976558			0.494240762			0.759058585			0			0			0.8145255569			1.8992112427			0			0			0			1.381107337			0			1.8099032857			0			0						249.43			1.06			1.3110447527			0.5668278549			8.00						1.19			0.51			1.66			1.97			0.71			0.78			0.47			0.28			0.17


			LV																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			-1.9104382592			-1.9104382592			1.6231595466			-1.9104382592			0.0171187366			1.1280385084			0			0			1.1058724379			-1.9104382592			-1.9104382592			1.3936960137			1.5700713338			-1.9104382592			-1.9104382592			-1.9104382592						0.00			0.00			-0.6032535355			1.6086608001			14.00						0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00


			5.05			3.4019378806			3.46055808			2.5922435799			2.8194713223			3.5349226201			3.0510947353			0			0			2.7640887389			3.0495457349			2.5745520663			3.033529009			3.1009638645			3.0761905616			3.5659469669			2.6745697402						5.05			0.81			3.0499724929			0.3406728248			14.00						3.03			0.11			1.12			3.39			2.71			0.36			0.32			0.10			0.09


			15.05			3.5839141127			3.705547449			2.9757847879			3.2679538315			3.7132572795			3.3738169538			0			0			3.2419225036			3.3630075029			3.1746300643			3.3872902321			3.5276832371			3.3770354892			3.5966641694			3.4589276399						15.05			0.81			3.4105310895			0.2072031943			14.00						3.40			0.06			1.06			3.62			3.20			0.22			0.20			0.06			0.05


			25.05			3.3799654059			3.4742485013			2.7341605173			3.0917321239			3.4732367405			3.1271986434			0			0			2.9560977989			3.3328914665			3.1499409817			3.2606624919			3.3654565725			3.288282071			3.3176884783			3.4254499033						25.05			0.81			3.2412151212			0.2104367251			14.00						3.23			0.07			1.07			3.46			3.02			0.23			0.21			0.06			0.06


			35.05			3.097258344			3.307552372			2.5710616981			2.8338021693			3.2361362498			2.9286512667			0			0			0			3.0575951819			2.9975322856			3.0445401544			3.1627498795			2.9824899692			3.0052042488			3.3068934359						35.05			0.81			3.0408820966			0.2002275408			13.00						3.03			0.07			1.07			3.25			2.84			0.21			0.20			0.06			0.06


			45.05			2.9785820869			3.1783612992			2.4426890274			2.6531544951			3.0665632116			2.7760820544			0			0			0			2.8852056847			2.8715336468			2.931062641			3.0219026875			2.8007837089			2.7965454022			3.0727593389						45.05			0.81			2.8827096373			0.195828493			13.00						2.88			0.07			1.07			3.08			2.68			0.21			0.19			0.06			0.05


			55.05			2.820700225			3.0228161277			2.348964469			2.3574605969			2.86109043			2.6534934991			0			0			0			2.6870704472			0			2.7245224109			2.8661394456			2.371026914			2.5726352824			2.8255596249						55.05			0.81			2.6759566227			0.2234227701			12.00						2.67			0.08			1.09			2.90			2.45			0.24			0.22			0.07			0.06


			65.05			2.762826037			2.8670828072			2.1555520301			2.2481955822			2.6945325857			2.4790999182			0			0			2.8135261178			2.4905657207			2.5768698399			2.5432622142			2.7090828913			2.1848706022			2.4283766782			2.6369672005						65.05			0.81			2.5422007304			0.2274109513			14.00						2.53			0.09			1.10			2.78			2.31			0.24			0.22			0.06			0.06


			75.05			2.6871174536			2.7327675889			1.571863508			2.1607807592			2.5738473408			2.2828533434			0			0			2.3675832818			2.3134728277			2.3744209176			2.3524397955			2.5610001482			1.9634633387			2.2152706668			2.4871020147						75.05			0.81			2.3317130703			0.3018558513			14.00						2.31			0.14			1.15			2.66			2.01			0.35			0.31			0.09			0.08


			85.05			2.4293298203			2.5078133009			1.6301414573			2.2919955633			2.3608921119			2.2499402223			0			0			2.1431779152			2.1828082719			0			2.1534577789			2.400976508			2.0888228119			2.0671939061			2.3264515345						85.05			0.81			2.2179231694			0.2230129239			13.00						2.21			0.11			1.12			2.46			1.98			0.25			0.23			0.07			0.06


			95.05			0			2.424517857			1.3083597389			2.0013051187			2.2097736091			2.1499195655			0			0			1.9606090021			2.0757510406			2.0943558512			1.9957351045			2.2452924121			1.7633196774			1.8866907286			2.1576733578						95.05			0.81			2.0210233126			0.2722461173			13.00						2.00			0.15			1.16			2.33			1.72			0.33			0.28			0.09			0.08


			105.05			2.0042195482			2.1758147646			0.5257243879			1.9555535409			2.0751678239			2.196058611			0			0			1.8289758435			1.952229691			1.9381818583			1.8130174129			2.0943988018			1.5932162601			1.7289486098			2.0153893154						105.05			0.81			1.8497783192			0.4162982663			14.00						1.77			0.36			1.43			2.54			1.23			0.77			0.54			0.21			0.14


			115.05			2.2025135915			1.9202786903			1.1445576023			1.2359998761			1.9898742378			2.1348064613			0			0			1.6295155825			1.8681470687			1.8080634297			1.6756987661			1.9793115161			1.4668679919			1.5980914598			1.8604873555						115.05			0.81			1.7510152592			0.3132361686			14.00						1.72			0.19			1.21			2.09			1.42			0.37			0.30			0.10			0.08


			130.05			1.7217083614			2.0412391782			1.7592504489			1.9338524841			1.8480951631			2.132648813			0			0			1.5859377948			1.7419047959			1.8426849855			1.5045350888			1.7324217934			1.4384504639			1.5098476258			1.7630434379						130.05			0.81			1.7539728882			0.2012213961			14.00						1.74			0.11			1.12			1.96			1.55			0.21			0.19			0.06			0.05


			150.05			1.993519587			1.8269929413			1.5827408615			2.0036932535			1.7676246458			2.0467857987			0			0			1.2160178543			1.6434447675			1.4209890373			1.2953072818			1.5345428529			0			1.4503444307			1.4706768215						150.05			0.81			1.6348215487			0.2737426339			13.00						1.61			0.17			1.18			1.91			1.36			0.30			0.25			0.08			0.07


			170.05			1.6116754132			1.4144612379			1.6826261725			1.8145744662			1.8760292176			2.2700603641			0			0			0.6647495857			1.6229524488			1.3560286363			1.2390887546			1.3360603216			1.44367018			1.3829242955			1.5005075995						170.05			0.81			1.5153863352			0.364638231			14.00						1.47			0.28			1.32			1.94			1.11			0.47			0.36			0.13			0.10


			190.05			1.4692610014			0.9031427294			1.5247688441			1.7866166331			1.7712551328			2.0716972356			0			0			0.6146065479			1.5759922197			1.417125001			1.3281096285			1.4808497894			1.4697729825			1.4400035974			1.5425741319						190.05			0.81			1.4568411053			0.3559482425			14.00						1.41			0.30			1.35			1.90			1.04			0.49			0.37			0.13			0.10


			210.05			0.7860167384			1.745851642			0.9444747631			1.9956811984			1.7903519622			2.058324789			0			0			0.6348688573			1.5621719384			1.4857610879			1.3296115129			1.5247688441			0			1.4819068962			1.4824344862						210.05			0.81			1.4478634397			0.4347431097			13.00						1.37			0.36			1.43			1.96			0.96			0.59			0.41			0.16			0.11


			230.05			1.9553412126			1.6249824589			1.3877596079			1.7316303682			1.7501426532			1.9211755961			0			0			0.9456861851			1.569999888			1.5160730022			1.3505865748			1.5111656677			0			1.7060372547			1.4499657955						230.05			0.81			1.5708112511			0.2651741428			13.00						1.55			0.19			1.21			1.87			1.28			0.32			0.26			0.09			0.07


			250.05			1.9379597156			0.8013689699			1.7678068927			0			1.7742276048			1.9117298202			0			0			0.7199896158			1.5250875923			1.5605599105			1.4361102994			1.5206036862			0			1.6938958139			1.4345431547						250.05			0.81			1.5069902563			0.38786714			12.00						1.45			0.32			1.38			1.99			1.05			0.54			0.39			0.16			0.11


			CM																																																						Time						Concnetration																					geomean			geomean


			Time			101			102			201			202			401			402			601			602			801			802			901			902			1001			1002			1101			1202						Average			stdev			Average			stdev			n =						Geomean			stdev			Geostdev			* geostdev			/ geostdev			stdev +			stdev -			SEM +			SEM -


			0.00			0			0			0			0			-1.9340448723			-1.9340448723			-1.9340448723			-1.9340448723			1.2116305375			0.7467782197			0			0			0			0			-1.9340448723			-1.9340448723						0.00			0.00			-1.2057325596			1.3542829223			8.00						0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00			0.00


			4.76			0			0			0			0			3.3328690341			3.0187903984			3.4573430386			2.6182631435			2.9806035445			3.3408043832			0			0			0			0			3.2362901085			2.3599407892						4.76			1.37			3.043113055			0.3841880734			8.00						3.02			0.13			1.14			3.45			2.64			0.43			0.38			0.15			0.13


			14.76			0			0			0			0			3.5472142531			3.3148921105			3.8213893739			3.6305346923			3.3323194779			3.6987320162			0			0			0			0			3.5791491555			3.2295815691						14.76			1.37			3.519226581			0.2073193358			8.00						3.51			0.06			1.06			3.73			3.31			0.21			0.20			0.08			0.07


			24.76			0			0			0			0			3.3144780229			3.0891321525			3.6125179591			3.6341155751			3.142032559			3.4362097539			0			0			0			0			3.3751302989			3.260649127						24.76			1.37			3.3580331811			0.1991885741			8.00						3.35			0.06			1.06			3.56			3.16			0.20			0.19			0.07			0.07


			34.76			0			0			0			0			3.0304270925			2.8719566941			3.3597427161			3.4520822316			2.9528767841			3.1341429016			0			0			0			0			3.05513101			3.1283203257						34.76			1.37			3.1230849695			0.1962633923			8.00						3.12			0.06			1.06			3.32			2.93			0.20			0.19			0.07			0.07


			44.76			0			0			0			0			2.8626047983			2.6878256799			3.2521128599			3.3341744219			2.8571470075			2.936232922			0			0			0			0			2.8840622011			2.9599034153						44.76			1.37			2.9717579132			0.215375184			8.00						2.97			0.07			1.07			3.18			2.76			0.22			0.20			0.08			0.07


			54.76			0			0			0			0			2.6589086992			2.5484285189			3.0918751262			3.1294798793			0			2.6424577244			0			0			0			0			2.6551672539			2.7949254136						54.76			1.37			2.7887489451			0.231617064			7.00						2.78			0.08			1.08			3.02			2.56			0.24			0.22			0.09			0.08


			64.76			0			0			0			0			2.3987166633			2.3750101128			2.9247268531			3.022598908			2.6681019692			2.3392805519			0			0			0			0			2.5238218919			2.619413357						64.76			1.37			2.6089587884			0.2544807625			8.00						2.60			0.10			1.10			2.86			2.36			0.26			0.24			0.09			0.08


			74.76			0			0			0			0			2.1750947716			2.0961904237			2.6721214423			2.8611327574			2.0786658404			2.1351420528			0			0			0			0			2.4475214235			2.4564309816						74.76			1.37			2.3652874617			0.2924733328			8.00						2.35			0.12			1.13			2.65			2.08			0.30			0.27			0.11			0.09


			84.76			0			0			0			0			1.9933254907			2.0897424075			2.6253949045			2.6933004982			1.7887535245			1.9373529091			0			0			0			0			2.3320927092			2.2917552982						84.76			1.37			2.2189647177			0.3251976735			8.00						2.20			0.15			1.16			2.54			1.90			0.34			0.30			0.12			0.11


			94.76			0			0			0			0			2.0045248839			1.9582723884			2.4793722528			2.6569083629			1.4570667414			1.7330343331			0			0			0			0			2.1582546042			2.1405155955						94.76			1.37			2.0734936453			0.3837249457			8.00						2.04			0.19			1.21			2.47			1.69			0.43			0.35			0.15			0.13


			104.76			0			0			0			0			1.5973062922			1.7175238665			2.4034543222			2.464866868			1.3957596498			1.5251967925			0			0			0			0			2.0287978089			1.9753506736						104.76			1.37			1.8885320342			0.3988218567			8.00						1.85			0.21			1.23			2.28			1.50			0.43			0.35			0.15			0.12


			114.76			0			0			0			0			1.4864059868			1.5930692393			2.2427407026			2.1864303444			1.1838889627			1.2873693655			0			0			0			0			1.8841150141			1.7964951641						114.76			1.37			1.7075643474			0.3905353622			8.00						1.67			0.23			1.26			2.11			1.32			0.44			0.35			0.16			0.12


			129.76			0			0			0			0			1.2997124906			1.0650856689			2.0319559853			1.9453377648			0.7852864146			1.0230833253			0			0			0			0			1.7842907066			1.6514158572						129.76			1.37			1.4482710267			0.4676956206			8.00						1.38			0.35			1.42			1.95			0.97			0.57			0.40			0.20			0.14


			149.76			0			0			0			0			0.874840995			1.2264236588			1.7985097075			1.6673631882			0.9110531677			0.881532876			0			0			0			0			1.6926033961			1.4235088474						149.76			1.37			1.3094794796			0.3900015839			8.00						1.26			0.31			1.36			1.71			0.92			0.46			0.34			0.16			0.12


			169.76			0			0			0			0			0.9433264735			0.7861144311			1.7858661919			1.4931165306			0.9316511876			1.0689845982			0			0			0			0			1.6215332004			1.37664844						169.76			1.37			1.2509051317			0.3671666477			8.00						1.20			0.30			1.35			1.62			0.89			0.42			0.31			0.15			0.11


			189.76			0			0			0			0			1.1852110169			1.766831836			1.7910496487			1.5183549736			1.1311612557			1.1053692468			0			0			0			0			1.6049056897			1.3226728736						189.76			1.37			1.4281945676			0.2798763857			8.00						1.40			0.20			1.22			1.71			1.15			0.31			0.25			0.11			0.09


			209.76			0			0			0			0			0.9733664884			0.650286352			1.8256984953			1.6128677708			1.0339708417			0.8741661006			0			0			0			0			1.6840032244			1.3595386412						209.76			1.37			1.2517372393			0.4288751769			8.00						1.18			0.37			1.44			1.71			0.82			0.52			0.36			0.18			0.13


			229.76			0			0			0			0			0.8900809616			1.3401129769			1.8957733151			1.6293175371			1.0039742251			0.4957074077			0			0			0			0			1.8425110384			1.2432029639						229.76			1.37			1.2925850532			0.4876562994			8.00						1.20			0.45			1.56			1.87			0.76			0.68			0.43			0.24			0.15


			249.76			0			0			0			0			1.5874854689			1.2417567605			1.8548302434			1.6262205255			0.9256936939			0.029742955			0			0			0			0			1.9552007886			1.2417567605						249.76			1.37			1.3078358995			0.6194633517			8.00						0.89			1.40			4.04			3.60			0.22			2.71			0.67			0.96			0.24








ANOVA + t-test log data


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0





SEM +


SEM -


log concentration (ng/ml)


log S.E.M. (ng/ml)


Eliminating heteroscedasticity by log transformation of plasma data


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0





			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0





SEM +


SEM -


log concentration (ng/ml)


log S.E.M. (ng/ml)


Eliminating heteroscedasticity by log transformation of MD ST data


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0


0





			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0


			0			0





SEM +


SEM -


log concentration (ng/ml)


log S.E.M. (ng/ml)


Eliminating heteroscedasticity by log transformation of MD LV data
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Eliminating heteroscedasticity by log transformation of MD CM data
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						AUC			stdev			AUC (%)


			Plasma			352563.72			42695.17			Average			stdev


			ST			349603.27			217134.73			98.19			58.51


			LV			80904.64			31425.85			22.81			8.12


			CM			101871.23			46054.65			28.68			13.73


			Plasma																																							Concentration


			Time			JW03-01 d1			JW03-01 d2			JW03-02 d1			JW03-02 d2			JW03-04 d1			JW03-04 d2			JW03-08 d1			JW03-08 d2			JW03-10 d1			JW03-11 d1			JW03-12 d2						Average			stdev


			0.00			0.00			0.00			0.00			8.93			0.00			0.00			0.00			5.91			49.99			0.00			0.16						5.9082			15.7409655132


			2.17			10386.56			12276.20			10386.56			7950.89			9299.48			10386.56			12176.85			8443.49			9936.99			11444.06			11564.51						10386.558			1706.0232586577


			6.73			15730.92			18303.94			15730.92			10960.94			18879.52			15730.92			13482.35			15903.13			15933.54			15730.92			16653.04						15730.9212857143			2746.6310245966


			10.25			14466.96			14466.96			14948.35			9545.81			15820.03			19330.43			17712.34			13860.52			12529.42			11988.81			14466.96						14466.9645			3178.7066587501


			11.99			12998.09			12149.49			12998.09			12998.09			12998.09			14329.94			12998.09			12998.09			12998.09			12998.09			12514.84						12998.088			1167.7899608076


			15.21			8878.48			7569.56			6576.36			4521.47			8839.96			7569.56			9564.79			7569.56			7653.10			6952.77			7569.56						7569.5605714286			1730.744368376


			29.59			3737.56			3106.67			2639.06			2532.47			3106.67			3988.70			3456.19			3106.67			2956.69			2436.06			3106.67						3106.674			621.6570619779


			59.52			1094.46			787.43			507.45			544.21			923.66			1081.38			787.43			787.43			906.45			454.42			787.43						787.4331428571			277.4410639075


			120.32			148.24			89.82			88.65			39.33			117.34			102.38			58.22			89.82			74.58			89.82			89.82						89.8196309524			36.7629461624


			179.41			40.51			75.51			106.29			58.54			75.51			82.64			109.08			75.51			56.02			75.51			75.51						75.5122777778			28.3464601681


			240.03			169.90			88.69			0.00			91.91			87.99			119.39			76.37			88.69			75.26			88.69			88.69						88.687			51.2293165027


						blue = missing data replaced by average value


			AUC																																							based on average values						Average			stdev


			0 - 2.17			11252.10			13299.21			11252.10			8623.14			10074.43			11252.10			13191.58			9153.52			10819.23			12397.73			12528.40						11258.51						11258.51			1542.17


			2.17 - 6.73			59541.63			69715.43			59541.63			43114.46			64241.39			59541.63			58496.86			55504.50			58978.64			61952.48			64329.31						59541.63						59541.63			6647.46


			6.73 - 10.25			53237.25			57773.35			54085.92			36152.29			61173.44			61811.29			54994.57			52471.72			50178.67			48868.40			54862.90						53237.25						53237.25			6960.23


			10.25 - 11.99			23850.73			23113.80			24268.77			19577.18			25025.73			29230.76			26669.02			23324.09			22168.16			21698.69			23431.08						23850.73						23850.73			2552.74


			11.99 - 15.21			35228.22			31753.93			31521.08			28212.04			35166.19			35265.14			36333.39			33120.44			33254.96			32127.21			32342.26						33120.44						33120.44			2316.86


			15.21 - 29.59			90685.28			76741.79			66241.35			50704.32			85873.56			83081.88			93596.01			76741.79			76264.15			67487.78			76741.79						76741.79						76741.79			12149.67


			29.59 - 59.52			72319.22			58281.80			47092.74			46047.60			60320.68			75882.17			63512.88			58281.80			57818.36			43260.79			58281.80						58281.80						58281.80			10193.43


			59.52 - 120.32			37781.24			26670.57			18122.67			17741.19			31648.79			35988.91			25709.90			26670.57			29825.74			16546.15			26670.57						26670.57						26670.57			7079.86


			120.32 - 179.41			5576.64			4884.74			5759.26			2891.66			5697.71			5466.39			4942.80			4884.74			3858.70			4884.74			4884.74						4884.74						4884.74			852.72


			179.41 - 240.03			6376.62			4976.25			3221.09			4559.50			4955.03			6122.84			5620.09			4976.25			3978.56			4976.25			4976.25						4976.25						4976.25			891.09


			Total			395848.94			367210.87			321106.60			257623.38			384176.96			403643.13			383067.11			345129.42			347145.17			314200.23			359049.10						352563.72						352563.72			42695.17


			ST																																																Average concentration (ng/ml)


			Time			JW03-01 d1 ST			JW03-01 d2 ST			JW03-02 d1 ST			JW03-02 d2 ST			JW03-06 d1 ST			JW03-06 d2 ST			JW03-09 d1 ST			JW03-09 d2 ST			JW03-10 d1 ST			JW03-10 d2 ST																		Average			stdev


			0.00			0.01			0.01			0.01			120.83			6.15			0.01			0.01			15.66			16.88			0.01																		17.75			35.96


			4.43			5514.10			9803.30			1198.28			616.33			5508.21			1291.17			897.15			2230.21			6959.17			6563.10																		3662.98			3102.37


			14.43			13863.84			22048.73			2098.07			2007.79			12810.77			13128.93			3350.75			6428.16			17600.82			14445.56																		9766.09			6735.04


			24.43			9795.23			17762.81			1698.48			1816.40			10126.61			11809.99			2951.87			3710.98			13778.57			12715.86																		7913.32			5437.37


			34.43			7179.13			9127.49			1041.13			1294.88			5267.62			8238.43			2322.35			1995.41			5626.90			8536.57																		4681.92			3041.91


			44.43			3760.26			4463.40			416.42			560.12			3026.53			3481.24			1606.36			1481.05			3738.54			3351.70																		2361.02			1419.55


			54.43			1964.98			2402.23			301.14			286.66			1715.34			2302.97			1072.69			603.10			1951.38			2663.41																		1404.68			868.78


			64.43			1439.15			1661.07			165.69			227.33			1153.47			1593.25			728.90			369.12			1337.57			1760.87																		957.62			601.91


			74.43			1011.36			1182.60			104.12			148.49			753.32			917.33			497.81			216.07			826.24			1094.74																		616.28			393.67


			84.43			530.99			669.82			72.08			94.91			509.14			624.98			330.20			237.26			525.24			338.47																		360.21			208.83


			94.43			360.14			534.01			55.91			55.55			334.37			386.20			207.58			151.17			349.94			228.62																		228.62			165.34


			104.43			224.21			366.35			164.31			57.63			205.81			254.63			127.24			93.08			235.99			150.49																		164.31			103.99


			114.43			109.10			311.55			43.75			36.52			135.35			175.28			87.73			64.37			164.07			107.36																		109.10			85.35


			129.43			126.77			208.63			43.34			37.60			84.78			111.57			131.42			38.01			105.11			87.42																		85.62			55.50


			149.43			61.63			168.50			20.26			23.34			42.03			55.82			22.13			17.50			54.86			80.04																		47.88			43.90


			169.43			45.75			166.91			13.18			23.80			34.43			53.87			17.08			45.02			43.38			77.35																		45.34			43.27


			189.43			40.59			145.81			3.24			29.54			37.30			62.65			17.11			17.74			58.83			80.03																		43.63			39.63


			209.43			36.71			147.88			10.47			41.36			39.41			76.31			44.92			16.39			70.67			83.78																		50.18			39.65


			229.43			44.24			118.23			0.16			26.40			45.60			80.87			33.64			19.26			71.24			71.65																		47.11			33.90


			249.43			23.16			92.28			3.12			5.74			6.52			79.25			37.86			24.04			37.86			64.52																		37.86			33.60


						blue = missing data replaced by average value


			AUC																																																Average			stdev


			0 - 5			12203.79			21696.64			2652.05			1631.47			12204.35			2857.62			1985.58			4970.54			15439.37			14525.44																		9016.69			7082.76


			5 - 15			96889.69			159260.18			16481.73			13120.59			91594.91			72100.47			21239.51			43291.83			122799.99			105043.29																		74182.22			49657.19


			15 - 25			118295.34			199057.71			18982.73			19120.94			114686.91			124694.58			31513.14			50695.68			156897.00			135807.08																		96975.11			62917.21


			25 - 35			84871.79			134451.52			13698.06			15556.41			76971.13			100242.10			26371.14			28531.93			97027.40			106262.12																		68398.36			43608.37


			35 - 45			54696.93			67954.48			7287.75			9275.00			41470.73			58598.35			19643.57			17382.31			46827.24			59441.34																		38257.77			22803.02


			45 - 55			28626.19			34328.17			3587.79			4233.90			23709.34			28921.04			13395.26			10420.79			28449.62			30075.56																		20574.77			11527.63


			55 - 65			17020.64			20316.52			2334.14			2569.97			14344.05			19481.06			9007.98			4861.09			16444.78			22121.40																		12850.16			7550.38


			65 - 75			12252.55			14218.34			1349.05			1879.10			9533.98			12552.88			6133.56			2925.93			10819.09			14278.05																		8594.25			5105.48


			75 - 85			7711.76			9262.07			881.01			1217.00			6312.30			7711.54			4140.04			2266.67			6757.42			7166.04																		5342.58			2994.21


			85 - 95			4455.63			6019.13			639.97			752.34			4217.55			5055.89			2688.87			1942.15			4375.88			2835.43																		3298.28			1819.98


			95 - 105			2921.76			4501.81			1101.12			565.90			2700.89			3204.16			1674.07			1221.25			2929.63			1895.57																		2271.61			1190.92


			105 - 115			1666.58			3389.52			1040.31			470.74			1705.76			2149.55			1074.82			787.27			2000.29			1289.25																		1557.41			835.56


			115 - 130			1769.07			3901.37			653.15			555.89			1650.97			2151.40			1643.60			767.87			2018.84			1460.82																		1657.30			970.37


			130 - 150			1884.00			3771.34			635.97			609.36			1268.12			1673.94			1535.45			555.13			1599.67			1674.61																		1520.76			934.55


			150 - 170			1073.80			3354.13			334.46			471.37			764.57			1096.86			392.01			625.24			982.32			1573.88																		1066.86			890.04


			170 - 190			863.45			3127.22			164.28			533.33			717.24			1165.15			341.86			627.66			1022.08			1573.80																		1013.61			847.66


			190 - 210			773.01			2936.91			137.16			708.92			767.06			1389.56			620.25			341.28			1294.99			1638.18																		1060.73			807.87


			210 - 230			809.48			2661.09			106.30			677.56			850.07			1571.72			785.53			356.41			1419.09			1554.33																		1079.16			739.97


			230 - 250			674.03			2105.05			32.77			321.40			521.19			1601.16			715.02			432.94			1091.06			1361.70																		885.63			643.36


			total			449459.48			696313.19			72099.80			74271.20			405991.11			448219.04			144901.27			173003.97			520195.74			511577.89																		349603.27			217134.73


			LV																																																Average concentration (ng/ml)


			Time			JW03-01 d1 LV			JW03-01 d2 LV			JW03-02 d1 LV			JW03-02 d2 LV			JW03-04 d1 LV			JW03-04 d2 LV			JW03-08 d1 LV			JW03-08 d2 LV			JW03-09 d1 LV			JW03-09 d2 LV			JW03-10 d1 LV			JW03-10 d2 LV			JW03-11 d1 LV			JW03-12 d2 LV						Average			stdev


			0.00			0.01			0.01			33.47			0.01			0.83			10.70			10.17			0.01			0.01			19.73			29.62			0.01			0.01			0.01						6.97			11.57


			5.05			2010.84			2301.43			311.66			525.91			2731.26			896.47			462.94			893.28			299.22			860.93			1005.55			949.80			2933.51			376.71						1125.63			909.51


			15.05			3057.42			4045.65			753.75			1477.05			4118.11			1884.77			1391.12			1838.43			1191.44			1944.15			2686.11			1898.79			3148.51			2292.81						2181.18			1038.45


			25.05			1911.64			2375.14			432.12			984.40			2369.61			1068.17			720.34			1715.27			1125.59			1452.46			1848.83			1547.83			1656.26			2122.71						1480.20			597.89


			35.05			997.01			1618.05			296.83			543.55			1372.70			676.23			936.59			909.99			792.45			883.04			1159.29			765.47			806.58			1615.60						936.59			386.22


			45.05			758.62			1201.72			220.87			358.59			928.97			475.91			650.21			611.85			592.89			679.99			838.19			503.76			498.87			942.32						650.21			261.59


			55.05			527.40			839.96			177.99			181.51			578.80			358.87			416.67			387.71			416.67			422.63			585.57			187.27			297.90			533.34						416.67			193.50


			65.05			461.60			586.84			114.02			141.14			394.43			240.18			518.76			246.61			300.82			278.42			407.87			121.99			213.71			345.47						307.65			143.21


			75.05			387.76			430.73			29.74			115.40			298.74			152.86			185.79			164.03			188.74			179.42			290.03			73.27			130.83			244.65						203.39			110.15


			85.05			214.18			256.60			34.01			156.11			182.95			141.70			110.82			121.41			143.26			113.47			200.64			97.78			93.03			169.00						143.26			57.76


			95.05			95.03			211.82			16.21			79.94			129.19			112.55			72.79			94.88			99.04			78.92			140.20			46.21			61.39			114.58						95.03			47.03


			105.05			80.47			119.47			2.67			71.94			94.76			125.17			53.75			71.40			69.12			51.82			99.05			31.24			42.70			82.57						71.20			32.27


			115.05			127.04			66.33			11.12			13.72			77.86			108.70			33.96			58.83			51.23			37.77			75.99			23.35			31.59			57.80						53.48			33.67


			130.05			41.99			87.64			45.78			68.44			56.17			108.17			30.72			43.99			55.48			25.47			43.04			21.87			25.78			46.18						53.54			27.12


			150.05			78.52			53.51			30.49			80.38			46.67			88.76			13.11			35.07			21.01			15.73			27.29			42.16			22.48			23.56						42.16			25.37


			170.05			32.59			20.70			38.38			52.00			59.91			148.42			3.68			33.45			18.09			13.82			17.28			22.14			19.25			25.23						36.91			34.51


			190.05			23.48			6.38			26.68			48.76			47.06			94.00			3.28			30.02			20.82			16.96			24.12			23.51			21.95			27.80						30.73			21.90


			210.05			4.87			44.39			7.01			78.91			49.18			91.15			3.44			29.08			24.39			17.02			26.68			33.22			24.17			24.20						33.22			26.04


			230.05			71.91			33.61			19.46			42.96			44.83			66.47			7.03			29.61			26.15			17.87			25.86			34.90			40.50			22.46						34.90			18.05


			250.05			69.09			5.04			46.69			33.77			47.39			65.04			4.18			26.70			28.97			21.75			26.43			33.77			39.39			21.68						33.77			19.86


						blue = missing data replaced by average value


			AUC																																																Average			stdev


			0 - 5			5076.85			5810.51			871.35			1327.80			6897.77			2290.36			1194.48			2255.30			755.48			2223.43			2613.51			2398.00			7406.32			951.12						3005.16			2300.77


			5 - 15			25341.31			31735.41			5327.04			10014.79			34246.85			13906.18			9270.30			13658.56			7453.29			14025.44			18458.31			14242.92			30410.09			13347.62						17245.58			9412.52


			15 - 25			24845.28			32103.93			5929.32			12307.25			32438.61			14764.67			10557.28			17768.51			11585.15			16983.06			22674.71			17233.07			24023.85			22077.60						18949.45			7860.29


			25 - 35			14543.24			19965.97			3644.72			7639.78			18711.58			8721.97			8284.64			13126.28			9590.23			11677.49			15040.58			11566.51			12314.19			18691.55						12394.19			4703.96


			35 - 45			8778.13			14098.85			2588.46			4510.71			11508.39			5760.67			7933.96			7609.20			6926.71			7815.16			9987.39			6346.17			6527.22			12789.62						8084.33			3157.69


			45 - 55			6430.09			10208.36			1994.30			2700.49			7538.89			4173.88			5334.41			4997.83			5047.82			5513.12			7118.82			3455.15			3983.86			7378.29						5419.66			2185.60


			55 - 65			4945.01			7134.01			1460.08			1613.23			4866.18			2995.25			4677.17			3171.61			3587.48			3505.27			4967.22			1546.28			2558.05			4394.02						3672.92			1614.25


			65 - 75			4246.78			5087.89			718.80			1282.70			3465.85			1965.21			3522.75			2053.17			2447.81			2289.23			3489.50			976.26			1722.69			2950.58						2587.09			1268.45


			75 - 85			3009.66			3436.66			318.73			1357.58			2408.43			1472.82			1483.05			1427.17			1659.99			1464.49			2453.34			855.25			1119.32			2068.25						1752.48			841.42


			85 - 95			1546.05			2342.07			251.09			1180.24			1560.68			1271.29			918.03			1081.46			1211.48			961.96			1704.17			719.98			772.14			1417.92						1209.90			505.68


			95 - 105			877.54			1656.42			94.42			759.40			1119.71			1188.62			632.70			831.40			840.80			653.67			1196.21			387.24			520.45			985.76						838.88			388.60


			105 - 115			1037.59			929.00			68.96			428.33			863.08			1169.37			438.57			651.12			601.75			447.92			875.18			272.94			371.42			701.86						632.65			314.62


			115 - 130			1267.76			1154.75			426.74			616.20			1005.26			1626.53			485.07			771.13			800.30			474.27			892.71			339.17			430.27			779.87						790.72			372.72


			130 - 150			1205.07			1411.45			762.73			1488.15			1028.47			1969.28			438.23			790.55			764.89			411.98			703.28			640.32			482.60			697.40						913.88			454.01


			150 - 170			1111.09			742.07			688.68			1323.79			1065.79			2371.85			167.89			685.16			391.01			295.51			445.67			642.96			417.26			487.89						774.04			564.83


			170 - 190			560.73			270.73			650.58			1007.61			1069.71			2424.25			69.64			634.71			389.15			307.86			413.93			456.44			411.98			530.30						656.97			574.42


			190 - 210			283.49			507.67			336.95			1276.67			962.45			1851.54			67.19			591.03			452.14			339.88			507.97			567.30			461.24			520.01						623.25			458.64


			210 - 230			767.78			779.97			264.76			1218.69			940.12			1576.20			104.71			586.91			505.42			348.90			525.40			681.26			646.76			466.63						672.39			382.36


			230 - 250			1409.96			386.51			661.55			767.27			922.19			1315.07			112.15			563.11			551.26			396.21			522.85			686.70			798.88			441.36						681.08			352.79


			total			107283.41			139762.24			27059.27			52820.68			132620.01			72814.98			55692.24			73254.21			55562.15			70134.84			94590.75			64013.93			95378.58			91677.66						80904.64			31425.85


			CM																																																Average concentration (ng/ml)


			Time			JW03-04 d1 CM			JW03-04 d2 CM			JW03-06 d1 CM			JW03-06 d2 CM			JW03-08 d1 CM			JW03-08 d2 CM			JW03-11 d1 CM			JW03-12 d2 CM																								Average			stdev


			0.00			0.01			0.01			0.01			0.01			13.65			4.68			0.01			0.01																								2.78			5.20


			4.76			1804.73			875.65			2403.73			348.18			801.95			1838.00			1444.88			192.08																								1039.64			752.21


			14.76			2956.35			1731.55			5558.17			3581.60			1802.44			4190.58			3181.94			1422.73																								2555.46			1491.76


			24.76			1729.90			1029.61			3436.06			3611.25			1162.99			2289.56			1989.17			1528.24																								1808.07			1017.66


			34.76			899.43			624.45			1919.93			2374.79			752.35			1142.05			952.08			1126.84																								1079.69			627.50


			44.76			611.15			408.67			1498.49			1810.16			603.52			724.06			642.10			764.62																								806.07			491.29


			54.76			382.34			296.46			1036.14			1129.85			498.33			368.13			379.06			522.96																								498.33			333.48


			64.76			210.02			198.86			705.13			883.37			390.52			183.16			280.13			349.10																								339.94			248.67


			74.76			125.50			104.65			394.15			609.08			100.51			114.47			235.00			239.87																								203.79			168.25


			84.76			82.58			103.11			353.95			413.85			51.56			72.59			180.15			164.17																								147.61			127.05


			94.76			84.74			76.18			252.88			380.58			24.02			45.35			120.72			115.89																								112.45			110.56


			104.76			33.18			43.76			212.32			244.57			20.86			28.10			89.61			79.23																								77.20			78.98


			114.76			25.70			32.86			146.65			128.82			12.81			16.25			64.22			52.49																								50.35			46.63


			129.76			16.72			9.74			90.26			73.94			5.11			8.84			51.03			37.58																								37.60			34.85


			149.76			6.29			14.12			52.73			38.99			6.83			6.38			41.32			22.24																								22.35			17.53


			169.76			7.36			5.12			51.22			26.10			7.16			9.83			35.08			19.96																								19.22			15.44


			189.76			12.85			49.02			51.83			27.66			11.34			10.69			33.76			17.63																								24.35			15.91


			209.76			7.89			3.75			56.14			34.39			9.07			6.28			40.51			19.19																								20.93			17.20


			229.76			6.51			18.35			65.97			35.72			8.46			2.63			58.35			14.68																								25.27			20.98


			249.76			32.44			14.63			60.03			35.46			7.07			0.90			75.64			14.63																								27.16			22.88


						blue = missing data replaced by average value


			AUC																																																Average			stdev


			0 - 5			4293.77			2083.35			5718.89			828.40			1940.44			4384.06			3437.64			457.01																								2892.95			1860.38


			5 - 15			23805.40			13036.01			39809.48			19648.90			13021.96			30142.93			23134.09			8074.07																								21334.11			10315.73


			15 - 25			23431.26			13805.81			44971.12			35964.26			14827.15			32400.71			25855.55			14754.87																								25751.34			11378.35


			25 - 35			13146.66			8270.33			26779.92			29930.19			9576.68			17158.05			14706.26			13275.40																								16605.44			7809.44


			35 - 45			7552.92			5165.59			17092.11			20924.73			6779.33			9330.56			7970.91			9457.30																								10534.18			5502.69


			45 - 55			4967.45			3525.64			12673.16			14700.06			5509.25			5460.95			5105.82			6437.90																								7297.53			4061.40


			55 - 65			2961.80			2476.63			8706.34			10066.10			4444.27			2756.43			3295.97			4360.32																								4883.48			2890.15


			65 - 75			1677.59			1517.55			5496.41			7462.24			2455.15			1488.12			2575.65			2944.87																								3202.20			2155.68


			75 - 85			1040.38			1038.77			3740.49			5114.65			760.34			935.31			2075.74			2020.20																								2090.74			1566.88


			85 - 95			836.57			896.41			3034.13			3972.17			377.90			589.72			1504.38			1400.32																								1576.45			1271.70


			95 - 105			589.57			599.67			2326.01			3125.79			224.41			367.26			1051.66			975.62																								1157.50			1029.06


			105 - 115			294.39			383.07			1794.87			1866.95			168.33			221.77			769.12			658.58																								769.64			687.08


			115 - 130			318.16			319.48			1776.83			1520.68			134.41			188.22			864.37			675.49																								724.70			624.30


			130 - 150			230.07			238.66			1429.90			1129.26			119.48			152.27			923.49			598.16																								602.66			503.16


			150 - 170			136.46			192.49			1039.46			650.87			139.97			162.13			764.00			421.97																								438.42			344.28


			170 - 190			202.05			541.45			1030.48			537.64			185.07			205.18			688.45			375.90																								470.78			293.62


			190 - 210			207.33			527.68			1079.67			620.51			204.10			169.65			742.72			368.19																								489.98			318.29


			210 - 230			143.98			220.99			1221.01			701.04			175.31			89.02			988.60			338.71																								484.83			431.30


			230 - 250			389.47			329.83			1259.96			711.78			155.30			35.24			1339.90			293.12																								564.32			494.76


			total			86225.27			55169.40			180980.24			159476.22			61198.85			106237.56			97794.32			67888.01																								101871.23			46054.65


			Brain/plasma AUC ratio


						JW03-01 d1			JW03-01 d2			JW03-02 d1			JW03-02 d2			JW03-04 d1			JW03-04 d2			JW03-06 d1			JW03-06 d2			JW03-08 d1			JW03-08 d2			JW03-09 d1			JW03-09 d2			JW03-10 d1			JW03-10 d2			JW03-11 d1			JW03-12 d2


			AUC Plasma			395848.94			367210.87			321106.60			257623.38			384176.96			403643.13			352563.72			352563.72			383067.11			345129.42			352563.72			352563.72			347145.17			352563.72			314200.23			359049.10


						JW03-01 d1 ST			JW03-01 d2 ST			JW03-02 d1 ST			JW03-02 d2 ST									JW03-06 d1 ST			JW03-06 d2 ST									JW03-09 d1 ST			JW03-09 d2 ST			JW03-10 d1 ST			JW03-10 d2 ST


			AUC ST			449459.48			696313.19			72099.80			74271.20									405991.11			448219.04									144901.27			173003.97			520195.74			511577.89												Average			stdev


			ratio (%)			1.14			1.90			0.22			0.29									1.15			1.27									0.41			0.49			1.50			1.45												0.98			0.59


						JW03-01 d1 LV			JW03-01 d2 LV			JW03-02 d1 LV			JW03-02 d2 LV			JW03-04 d1 LV			JW03-04 d2 LV									JW03-08 d1 LV			JW03-08 d2 LV			JW03-09 d1 LV			JW03-09 d2 LV			JW03-10 d1 LV			JW03-10 d2 LV			JW03-11 d1 LV			JW03-12 d2 LV


			AUC LV			107283.41			139762.24			27059.27			52820.68			132620.01			72814.98									55692.24			73254.21			55562.15			70134.84			94590.75			64013.93			95378.58			91677.66						Average			stdev


			ratio (%)			0.27			0.38			0.08			0.21			0.35			0.18									0.15			0.21			0.16			0.20			0.27			0.18			0.30			0.26						0.23			0.08


																		JW03-04 d1 CM			JW03-04 d2 CM			JW03-06 d1 CM			JW03-06 d2 CM			JW03-08 d1 CM			JW03-08 d2 CM															JW03-11 d1 CM			JW03-12 d2 CM


			AUC CM															86225.27			55169.40			180980.24			159476.22			61198.85			106237.56															97794.32			67888.01						Average			stdev


			ratio (%)															0.22			0.14			0.51			0.45			0.16			0.31															0.31			0.19						0.29			0.14








			352563.719118126			349603.26864361			80904.6391727869			101871.234723063			42695.1694096787			42695.1694096787			217134.72610842			217134.72610842			31425.8518526752			31425.8518526752			46054.6482921457			46054.6482921457





Plasma


ST


LV


CM


AUC (ng/ml*min)


Acetaminophen AUC 
(corrected for in vivo recovery)





			98.1855034738			22.8116276944			28.6835605249			58.5087046254			58.5087046254			8.1238018457			8.1238018457			13.7253029195			13.7253029195





ST


LV


CM


AUC ratio (%)


Acetaminophen brain/plasma AUC ratio (corrected for in vivo recovery)





			T = 5			t-toets						T = 5


			ST vs LV			0.0054592679						ST			5516.70			9807.92			1198.85			616.62			5510.80			1291.78			897.57			2231.26			6962.45			6566.19


			ST vs CM			0.0208870236						LV			2523.12			2887.74			391.06			659.89			3427.07			1124.85			580.88			1120.85			375.45			1080.26			1261.72			1191.76			3680.84			472.68


			LV vs CM			0.469621949						CM			2152.13			1044.22			2866.44			415.21			956.32			2191.82			1723.02			229.06


			T = 15			t-toets						T = 15


			ST vs LV			0.0001763731						ST			13870.37			22059.12			2099.05			2008.73			12816.81			13135.11			3352.33			6431.18			17609.11			14452.36


			ST vs CM			0.006022612						LV			3836.31			5076.30			945.77			1853.33			5167.22			2364.92			1745.51			2306.79			1494.96			2439.44			3370.41			2382.51			3950.61			2876.92


			LV vs CM			0.1118917986						CM			3525.45			2064.87			6628.10			4271.05			2149.41			4997.26			3794.45			1696.61


			T = 25			t-toets						T = 25


			ST vs LV			0.0001143502						ST			9799.84			17771.18			1699.28			1817.26			10131.38			11815.55			2953.26			3712.73			13785.06			12721.85


			ST vs CM			0.0044651083						LV			2398.64			2980.22			542.20			1235.19			2973.29			1340.29			903.85			2152.24			1412.35			1822.48			2319.83			1942.15			2078.21			2663.48


			LV vs CM			0.0803634547						CM			2062.90			1227.81			4097.49			4306.41			1386.86			2730.30			2372.09			1822.42


			T = 35			t-toets						T = 35


			ST vs LV			0.0001416435						ST			7182.51			9131.79			1041.62			1295.49			5270.10			8242.31			2323.45			1996.35			5629.56			8540.59


			ST vs CM			0.003252031						LV			1251.00			2030.26			372.44			682.03			1722.41			848.50			1141.81			994.33			1108.00			1454.62			960.48			1012.06			2027.19


			LV vs CM			0.1702699266						CM			1072.57			744.66			2289.51			2831.93			897.17			1361.89			1135.35			1343.76


			T = 45			t-toets						T = 45


			ST vs LV			0.000172489						ST			3762.03			4465.50			416.62			560.38			3027.96			3482.88			1607.12			1481.75			3740.30			3353.28


			ST vs CM			0.0062758514						LV			951.88			1507.86			277.13			449.94			1165.64			597.15			767.73			743.93			853.22			1051.73			632.10			625.96			1182.39


			LV vs CM			0.1418376425						CM			728.79			487.33			1786.95			2158.61			719.69			863.44			765.71			911.81


			T = 55			t-toets						T = 55


			ST vs LV			0.0006955616						ST			1965.91			2403.36			301.28			286.80			1716.14			2304.05			1073.20			603.39			1952.30			2664.67


			ST vs CM			0.0192726448						LV			661.76			1053.94			223.34			227.75			726.26			450.29			486.49			530.30			734.75			234.98			373.80			669.21


			LV vs CM			0.1382988232						CM			455.94			353.53			1235.59			1347.35			438.99			452.03			623.63


			T = 65			t-toets						T = 65


			ST vs LV			0.0005595699						ST			1439.83			1661.85			165.77			227.44			1154.02			1594.00			729.24			369.29			1338.20			1761.70


			ST vs CM			0.0157053265						LV			579.20			736.35			143.07			177.09			494.92			301.37			650.92			309.43			377.46			349.35			511.78			153.06			268.15			433.48


			LV vs CM			0.2119784652						CM			250.45			237.14			840.87			1053.41			465.70			218.41			334.06			416.31


			T = 75			t-toets						T = 75


			ST vs LV			0.0008290271						ST			1011.84			1183.15			104.17			148.56			753.68			917.76			498.05			216.17			826.63			1095.26


			ST vs CM			0.0133068333						LV			486.54			540.47			37.31			144.80			374.84			191.80			233.12			205.81			236.82			225.13			363.92			91.93			164.16			306.97


			LV vs CM			0.3521437331						CM			149.66			124.79			470.03			726.33			119.86			136.50			280.23			286.04


			T = 85			t-toets						T = 85


			ST vs LV			0.0015196726						ST			531.24			670.13			72.12			94.96			509.38			625.27			330.35			237.38			525.49			338.62


			ST vs CM			0.031472191						LV			268.74			321.97			42.67			195.88			229.56			177.80			139.05			152.34			142.38			251.75			122.69			116.73			212.06


			LV vs CM			0.2876156728						CM			98.47			122.95			422.08			493.52			61.48			86.57			214.83			195.77


			T = 95			t-toets						T = 95


			ST vs LV			0.0026353733						ST			360.31			534.26			55.94			55.58			334.53			386.38			207.68			151.24			350.10			228.73


			ST vs CM			0.0838042158						LV			265.78			20.34			100.30			162.10			141.23			91.33			119.06			124.27			99.02			175.91			57.99			77.04			143.77


			LV vs CM			0.176201519						CM			101.05			90.84			301.56			453.85			28.65			54.08			143.96			138.20


			T = 105			t-toets						T = 105


			ST vs LV			0.0009626939						ST			224.32			366.53			57.65			205.90			254.75			127.30			93.13			236.10			150.56


			ST vs CM			0.0610716762						LV			100.98			149.90			3.36			90.27			118.90			157.06			67.45			89.58			86.73			65.02			124.28			39.19			53.57			103.61


			LV vs CM			0.2359128309						CM			39.56			52.18			253.19			291.65			24.87			33.51			106.86			94.48


			T = 115			t-toets						T = 115


			ST vs LV			0.025098422						ST			311.70			43.77			36.54			135.41			175.36			87.77			64.40			164.14			107.41


			ST vs CM			0.0814973925						LV			159.41			83.23			13.95			17.22			97.70			136.40			42.61			73.82			64.28			47.39			95.35			29.30			39.64			72.52


			LV vs CM			0.4639023212						CM			30.65			39.18			174.88			153.61			15.27			19.38			76.58			62.59


			T = 130			t-toets						T = 130


			ST vs LV			0.0267611812						ST			126.83			208.73			43.36			37.61			84.82			111.63			131.48			38.03			105.16			87.46


			ST vs CM			0.0141648693						LV			52.69			109.96			57.44			85.87			70.48			135.72			38.54			55.20			69.61			31.95			54.00			27.44			32.35			57.95


			LV vs CM			0.1076125391						CM			19.94			11.62			107.64			88.17			6.10			10.55			60.85			44.81


			T = 150			t-toets						T = 150


			ST vs LV			0.4313532904						ST			61.66			168.58			20.27			23.35			42.05			55.85			22.14			17.51			54.88			80.08


			ST vs CM			0.0749876855						LV			98.52			67.14			38.26			100.85			58.56			111.37			16.44			44.00			26.36			19.74			34.24			28.21			29.56


			LV vs CM			0.0443176359						CM			7.50			16.84			62.88			46.49			8.15			7.61			49.27			26.52


			T = 170			t-toets						T = 170


			ST vs LV			0.3573656511						ST			45.77			166.99			13.19			23.81			34.44			53.89			17.08			45.05			43.40			77.38


			ST vs CM			0.059637382						LV			40.90			25.97			48.15			65.25			75.17			186.23			4.62			41.97			22.70			17.34			21.68			27.78			24.15			31.66


			LV vs CM			0.1113141305						CM			8.78			6.11			61.08			31.13			8.54			11.72			41.83			23.80


			T = 190			t-toets						T = 190


			ST vs LV			0.1993401537						ST			40.61			145.88			3.25			29.55			37.31			62.68			17.12			17.75			58.86			80.07


			ST vs CM			0.1470851628						LV			29.46			8.00			33.48			61.18			59.05			117.95			4.12			37.67			26.13			21.29			30.26			29.50			27.54			34.88


			LV vs CM			0.3259767448						CM			15.32			58.46			61.81			32.99			13.53			12.75			40.26			21.02


			T = 210			t-toets						T = 210


			ST vs LV			0.1581464253						ST			36.73			147.95			10.48			41.38			39.43			76.34			44.94			16.39			70.70			83.82


			ST vs CM			0.0377666184						LV			6.11			55.70			8.80			99.01			61.71			114.37			4.31			36.49			30.60			21.36			33.48			30.33			30.37


			LV vs CM			0.1496231615						CM			9.41			4.47			66.94			41.01			10.81			7.48			48.31			22.88


			T = 230			t-toets						T = 230


			ST vs LV			0.2624579898						ST			44.26			118.28			0.16			26.41			45.62			80.90			33.65			19.26			71.27			71.68


			ST vs CM			0.1081979641						LV			90.23			42.17			24.42			53.91			56.25			83.40			8.82			37.15			32.82			22.42			32.45			50.82			28.18


			LV vs CM			0.1575824086						CM			7.76			21.88			78.66			42.59			10.09			3.13			69.58			17.51


			T = 250			t-toets						T = 250


			ST vs LV			0.3680456752						ST			23.17			92.32			3.12			5.74			6.52			79.29			24.05			64.55


			ST vs CM			0.4662970093						LV			86.69			6.33			58.59			59.46			81.61			5.25			33.50			36.35			27.30			33.16			49.42			27.20


			LV vs CM			0.3187963044						CM			38.68			17.45			71.59			42.29			8.43			1.07			90.20			17.45


			ANOVA						alpha = 5%


			T = 5			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			40600.1373395691			4060.0137339569			10335776.7784744


						Row 2			14			20778.1777583195			1484.1555541657			1319345.91465601


						Row 3			8			11578.2083625399			1447.2760453175			870564.853498938


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			46099079.3781857			2			23049539.6890929			5.7491301109			0.0078875778			3.3276544986


						Within Groups			116267441.87129			29			4009222.13349276


						Total			162366521.249476			31


			T = 15			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			107834.179254392			10783.4179254392			48107036.1474579


						Row 2			14			39811.0223353076			2843.644452522			1644157.08001113


						Row 3			8			29127.2028079193			3640.9003509899			2812256.34719877


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			405563564.895466			2			202781782.447733			12.4058741532			0.0001279537			3.3276544986


						Within Groups			474023161.797657			29			16345626.2688847


						Total			879586726.693123			31


			T = 25			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			86207.3935029525			8620.7393502952			32389091.9628168


						Row 2			14			26764.414187412			1911.7438705294			558219.760062968


						Row 3			8			20006.2785364284			2500.7848170535			1341743.31559089


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			291770465.071144			2			145885232.535572			13.7292213381			0.0000637826			3.3276544986


						Within Groups			308150887.755306			29			10625892.6812174


						Total			599921352.82645			31


			T = 35			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			50653.7569241958			5065.3756924196			10098659.9963887


						Row 2			13			15605.1403921481			1200.3954147806			244787.509479246


						Row 3			8			11676.8462727471			1459.6057840934			525341.988948917


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			96421397.5229474			2			48210698.7614737			13.8447284261			0.0000659767			3.3403855583


						Within Groups			97502784.0038921			28			3482242.28585329


						Total			193924181.52684			30


			T = 45			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			25897.8200183318			2589.7820018332			2091469.83533259


						Row 2			13			10806.6473902942			831.2805684842			113105.842332075


						Row 3			8			8422.3382857866			1052.7922857233			347949.871736419


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			19228792.0221577			2			9614396.01107885			11.90313627			0.0001814929			3.3403855583


						Within Groups			22616147.7281332			28			807719.561719042


						Total			41844939.7502909			30


			T = 55			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			15271.0943581161			1527.1094358116			797210.233152889


						Row 2			12			6372.8555546952			531.0712962246			63341.6446634314


						Row 3			7			4907.0641426836			701.0091632405			170160.499939962


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			5836130.3135046			2			2918065.1567523			8.5317659118			0.0014165377			3.3690163595


						Within Groups			8892613.18931352			26			342023.584204366


						Total			14728743.5028181			28


			T = 65			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			10441.3361202583			1044.1336120258			383003.733523647


						Row 2			14			5485.6234927244			391.8302494803			34227.5632302457


						Row 3			8			3816.3441896844			477.0430237105			94945.6002500729


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			2690954.6834598			2			1345477.3417299			8.563127692			0.0011954243			3.3276544986


						Within Groups			4556611.12545653			29			157124.521567467


						Total			7247565.80891633			31


			T = 75			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			6755.2669244745			675.5266924475			164581.622351629


						Row 2			14			3603.636194111			257.4025852936			20494.8934771112


						Row 3			8			2293.4405397789			286.6800674724			46044.798088521


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1145875.83205719			2			572937.916028595			8.0267370181			0.0016815541			3.3276544986


						Within Groups			2069981.80298676			29			71378.6828616123


						Total			3215857.63504395			31


			T = 85			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			3934.9350065307			393.4935006531			44872.6360950046


						Row 2			13			2373.6330855391			182.5871604261			5569.5443462935


						Row 3			8			1695.6770241731			211.9596280216			26123.1015233017


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			274473.608739124			2			137236.804369562			5.8796277445			0.0073803512			3.3403855583


						Within Groups			653549.967673674			28			23341.0702740598


						Total			928023.576412799			30


			T = 95			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			2664.7392047379			266.4739204738			23719.9076580275


						Row 2			13			1578.1209809358			121.3939216104			3702.7153143292


						Row 3			8			1312.1836880134			164.0229610017			20531.2460700834


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			121450.166348542			2			60725.0831742708			4.2334992834			0.0247521062			3.3403855583


						Within Groups			401630.475184781			28			14343.9455423136


						Total			523080.641533323			30


			T = 105			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			9			1716.2409899548			190.6934433283			8911.6668103007


						Row 2			14			1249.8961808392			89.2782986314			1765.6032807436


						Row 3			8			896.3193517971			112.0399189746			10731.5381711613


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			58043.8499038291			2			29021.9249519145			4.7979486308			0.0161527355			3.3403855583


						Within Groups			169366.944330202			28			6048.8194403643


						Total			227410.794234031			30


			T = 115			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			9			1126.5018859537			125.1668762171			7352.8834507699


						Row 2			14			972.8045196432			69.4860371174			1831.1177636613


						Row 3			8			572.1437489304			71.5179686163			3732.4036226731


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			19301.2269791743			2			9650.6134895871			2.4846545827			0.1015487495			3.3403855583


						Within Groups			108754.423892468			28			3884.0865675882


						Total			128055.650871642			30


			T = 130			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			975.1166543565			97.5116654356			2773.5683681915


						Row 2			14			879.2211443925			62.8015103138			937.4163748824


						Row 3			8			349.6789689666			43.7098711208			1495.4365922356


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			13783.2776335524			2			6891.6388167762			4.1972251577			0.025064973			3.3276544986


						Within Groups			47616.5843328441			29			1641.9511838912


						Total			61399.8619663965			31


			T = 150			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			546.359126337			54.6359126337			2048.2481903896


						Row 2			13			673.2615132272			51.7893471713			1079.0095655274


						Row 3			8			225.2583937766			28.1572992221			481.0893447294


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			3716.9033156768			2			1858.4516578384			1.4974585751			0.2410714174			3.3403855583


						Within Groups			34749.9739129405			28			1241.0704968907


						Total			38466.8772286172			30


			T = 170			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			521.007143023			52.1007143023			1984.4537490039


						Row 2			14			633.5696125167			45.2549723226			2000.8000718099


						Row 3			8			192.9921542381			24.1240192798			383.5369519647


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			3724.5795804369			2			1862.2897902185			1.1600498686			0.3275936627			3.3276544986


						Within Groups			46555.2433383177			29			1605.3532185627


						Total			50279.8229187546			31


			T = 190			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			493.0759985654			49.3075998565			1700.6622260299


						Row 2			14			520.5077229724			37.1791230695			782.7856406995


						Row 3			8			256.1278264086			32.0159783011			395.5092798152


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1484.3659413305			2			742.1829706652			0.7618670317			0.4759100577			3.3276544986


						Within Groups			28250.7383220685			29			974.1633904162


						Total			29735.104263399			31


			T = 210			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			568.1549827837			56.8154982784			1608.4208994514


						Row 2			13			532.6497873776			40.9730605675			1149.2835939358


						Row 3			8			211.3136048274			26.4142006034			531.3960758021


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			4148.734265348			2			2074.367132674			1.8158109711			0.18134767			3.3403855583


						Within Groups			31986.9637529078			28			1142.3915626038


						Total			36135.6980182558			30


			T = 230			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			511.512134029			51.1512134029			1203.5343393899


						Row 2			13			563.0350074251			43.3103851865			551.9681940983


						Row 3			8			251.215722121			31.4019652651			844.6474898365


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1740.1009305987			2			870.0504652993			1.0425134767			0.3658531257			3.3403855583


						Within Groups			23367.9598125438			28			834.5699933051


						Total			25108.0607431425			30


			T = 250			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			8			298.7711074073			37.3463884259			1288.4696841494


						Row 2			12			504.8525978538			42.0710498212			676.4890922162


						Row 3			8			287.1485797889			35.8935724736			988.4492963488


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			212.1969181938			2			106.0984590969			0.1134509284			0.8932049849			3.3851899615


						Within Groups			23379.8128778664			25			935.1925151147


						Total			23592.0097960602			27








			T = 5			t-toets						T = 5


			ST vs LV			0.0106858393						ST			3.74			3.99			3.08			2.79			3.74			3.11			2.95			3.35			3.84			3.82


			ST vs CM			0.0294541318						LV			3.40			3.46			2.59			2.82			3.53			3.05			2.76			3.05			2.57			3.03			3.10			3.08			3.57			2.67


			LV vs CM			0.4829015192						CM			3.33			3.02			3.46			2.62			2.98			3.34			3.24			2.36


			T = 15			t-toets						T = 15


			ST vs LV			0.0002649151						ST			4.14			4.34			3.32			3.30			4.11			4.12			3.53			3.81			4.25			4.16


			ST vs CM			0.011094685						LV			3.58			3.71			2.98			3.27			3.71			3.37			3.24			3.36			3.17			3.39			3.53			3.38			3.60			3.46


			LV vs CM			0.1252654577						CM			3.55			3.31			3.82			3.63			3.33			3.70			3.58			3.23


			T = 25			t-toets						T = 25


			ST vs LV			0.0000619474						ST			3.99			4.25			3.23			3.26			4.01			4.07			3.47			3.57			4.14			4.10


			ST vs CM			0.0043220293						LV			3.38			3.47			2.73			3.09			3.47			3.13			2.96			3.33			3.15			3.26			3.37			3.29			3.32			3.43


			LV vs CM			0.1082926752						CM			3.31			3.09			3.61			3.63			3.14			3.44			3.38			3.26


			T = 35			t-toets						T = 35


			ST vs LV			0.0000620947						ST			3.86			3.96			3.02			3.11			3.72			3.92			3.37			3.30			3.75			3.93


			ST vs CM			0.002203269						LV			3.10			3.31			2.57			2.83			3.24			2.93			3.06			3.00			3.04			3.16			2.98			3.01			3.31


			LV vs CM			0.1844767936						CM			3.03			2.87			3.36			3.45			2.95			3.13			3.06			3.13


			T = 45			t-toets						T = 45


			ST vs LV			0.0008439069						ST			3.58			3.65			2.62			2.75			3.48			3.54			3.21			3.17			3.57			3.53


			ST vs CM			0.0176426606						LV			2.98			3.18			2.44			2.65			3.07			2.78			2.89			2.87			2.93			3.02			2.80			2.80			3.07


			LV vs CM			0.1709055926						CM			2.86			2.69			3.25			3.33			2.86			2.94			2.88			2.96


			T = 55			t-toets						T = 55


			ST vs LV			0.0028144237						ST			3.29			3.38			2.48			2.46			3.23			3.36			3.03			2.78			3.29			3.43


			ST vs CM			0.0469368498						LV			2.82			3.02			2.35			2.36			2.86			2.65			2.69			2.72			2.87			2.37			2.57			2.83


			LV vs CM			0.1547077113						CM			2.66			2.55			3.09			3.13			2.64			2.66			2.79


			T = 65			t-toets						T = 65


			ST vs LV			0.0043098242						ST			3.16			3.22			2.22			2.36			3.06			3.20			2.86			2.57			3.13			3.25


			ST vs CM			0.041207728						LV			2.76			2.87			2.16			2.25			2.69			2.48			2.81			2.49			2.58			2.54			2.71			2.18			2.43			2.64


			LV vs CM			0.2663388384						CM			2.40			2.38			2.92			3.02			2.67			2.34			2.52			2.62


			T = 75			t-toets						T = 75


			ST vs LV			0.0068729143						ST			3.01			3.07			2.02			2.17			2.88			2.96			2.70			2.33			2.92			3.04


			ST vs CM			0.0275703889						LV			2.69			2.73			1.57			2.16			2.57			2.28			2.37			2.31			2.37			2.35			2.56			1.96			2.22			2.49


			LV vs CM			0.4011613437						CM			2.18			2.10			2.67			2.86			2.08			2.14			2.45			2.46


			T = 85			t-toets						T = 85


			ST vs LV			0.0119945772						ST			2.73			2.83			1.86			1.98			2.71			2.80			2.52			2.38			2.72			2.53


			ST vs CM			0.0454398222						LV			2.43			2.51			1.63			2.29			2.36			2.25			2.14			2.18			2.15			2.40			2.09			2.07			2.33


			LV vs CM			0.4965598681						CM			1.99			2.09			2.63			2.69			1.79			1.94			2.33			2.29


			T = 95			t-toets						T = 95


			ST vs LV			0.0128804225						ST			2.56			2.73			1.75			1.74			2.52			2.59			2.32			2.18			2.54			2.36


			ST vs CM			0.0780912045						LV			2.42			1.31			2.00			2.21			2.15			1.96			2.08			2.09			2.00			2.25			1.76			1.89			2.16


			LV vs CM			0.3587237116						CM			2.00			1.96			2.48			2.66			1.46			1.73			2.16			2.14


			T = 105			t-toets						T = 105


			ST vs LV			0.0121759075						ST			2.35			2.56			1.76			2.31			2.41			2.10			1.97			2.37			2.18


			ST vs CM			0.0258417409						LV			2.00			2.18			0.53			1.96			2.08			2.20			1.83			1.95			1.94			1.81			2.09			1.59			1.73			2.02


			LV vs CM			0.4166913967						CM			1.60			1.72			2.40			2.46			1.40			1.53			2.03			1.98


			T = 115			t-toets						T = 115


			ST vs LV			0.0324746391						ST			2.49			1.64			1.56			2.13			2.24			1.94			1.81			2.22			2.03


			ST vs CM			0.0470456527						LV			2.20			1.92			1.14			1.24			1.99			2.13			1.63			1.87			1.81			1.68			1.98			1.47			1.60			1.86


			LV vs CM			0.388749046						CM			1.49			1.59			2.24			2.19			1.18			1.29			1.88			1.80


			T = 130			t-toets						T = 130


			ST vs LV			0.037194113						ST			2.10			2.32			1.64			1.58			1.93			2.05			2.12			1.58			2.02			1.94


			ST vs CM			0.0066240206						LV			1.72			2.04			1.76			1.93			1.85			2.13			1.59			1.74			1.84			1.50			1.73			1.44			1.51			1.76


			LV vs CM			0.0219633109						CM			1.30			1.07			2.03			1.95			0.79			1.02			1.78			1.65


			T = 150			t-toets						T = 150


			ST vs LV			0.4825822217						ST			1.79			2.23			1.31			1.37			1.62			1.75			1.35			1.24			1.74			1.90


			ST vs CM			0.035656757						LV			1.99			1.83			1.58			2.00			1.77			2.05			1.22			1.64			1.42			1.30			1.53			1.45			1.47


			LV vs CM			0.0181740013						CM			0.87			1.23			1.80			1.67			0.91			0.88			1.69			1.42


			T = 170			t-toets						T = 170


			ST vs LV			0.2668720189						ST			1.66			2.22			1.12			1.38			1.54			1.73			1.23			1.65			1.64			1.89


			ST vs CM			0.0215384361						LV			1.61			1.41			1.68			1.81			1.88			2.27			0.66			1.62			1.36			1.24			1.34			1.44			1.38			1.50


			LV vs CM			0.0591011774						CM			0.94			0.79			1.79			1.49			0.93			1.07			1.62			1.38


			T = 190			t-toets						T = 190


			ST vs LV			0.3362323379						ST			1.61			2.16			0.51			1.47			1.57			1.80			1.23			1.25			1.77			1.90


			ST vs CM			0.2986305588						LV			1.47			0.90			1.52			1.79			1.77			2.07			0.61			1.58			1.42			1.33			1.48			1.47			1.44			1.54


			LV vs CM			0.4236466707						CM			1.19			1.77			1.79			1.52			1.13			1.11			1.60			1.32


			T = 210			t-toets						T = 210


			ST vs LV			0.1206385902						ST			1.56			2.17			1.02			1.62			1.60			1.88			1.65			1.21			1.85			1.92


			ST vs CM			0.0215133741						LV			0.79			1.75			0.94			2.00			1.79			2.06			0.63			1.56			1.49			1.33			1.52			1.48			1.48


			LV vs CM			0.1628401244						CM			0.97			0.65			1.83			1.61			1.03			0.87			1.68			1.36


			T = 230			t-toets						T = 230


			ST vs LV			0.3010373072						ST			1.65			2.07			-0.80			1.42			1.66			1.91			1.53			1.28			1.85			1.86


			ST vs CM			0.3279413604						LV			1.96			1.62			1.39			1.73			1.75			1.92			0.95			1.57			1.52			1.35			1.51			1.71			1.45


			LV vs CM			0.0523376248						CM			0.89			1.34			1.90			1.63			1.00			0.50			1.84			1.24


			T = 250			t-toets						T = 250


			ST vs LV			0.18440884						ST			1.37			1.97			0.49			0.76			0.81			1.90			1.38			1.81


			ST vs CM			0.495764119						LV			1.94			0.80			1.77			1.77			1.91			0.72			1.53			1.56			1.44			1.52			1.69			1.43


			LV vs CM			0.1929986138						CM			1.59			1.24			1.85			1.63			0.93			0.03			1.96			1.24


			ANOVA						alpha = 5%


			T = 5			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			34.4161346791			3.4416134679			0.1885650207


						Row 2			14			42.6996149006			3.0499724929			0.1160579735


						Row 3			8			24.3449044399			3.043113055			0.1476004757


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.0682202376			2			0.5341101188			3.653937096			0.0384378468			3.3276544986


						Within Groups			4.2390421722			29			0.146173868


						Total			5.3072624098			31


			T = 15			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			39.0761494602			3.907614946			0.1524577661


						Row 2			14			47.747435253			3.4105310895			0.0429331637


						Row 3			8			28.1538126483			3.519226581			0.042981307


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.4994943665			2			0.7497471832			9.7451802836			0.0005791185			3.3276544986


						Within Groups			2.2311201724			29			0.0769351784


						Total			3.7306145389			31


			T = 25			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			38.0926937532			3.8092693753			0.1490000524


						Row 2			14			45.3770116966			3.2412151212			0.0442836153


						Row 3			8			26.8642654485			3.3580331811			0.039676088


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.9685475204			2			0.9842737602			13.0075090098			0.0000928523			3.3276544986


						Within Groups			2.1944200864			29			0.0756696582


						Total			4.1629676068			31


			T = 35			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			35.9331747718			3.5933174772			0.1293132285


						Row 2			13			39.5314672553			3.0408820966			0.0400910681


						Row 3			8			24.9846797556			3.1230849695			0.0385193192


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.8731058018			2			0.9365529009			13.6969631692			0.0000710792			3.3403855583


						Within Groups			1.9145471081			28			0.0683766824


						Total			3.7876529098			30


			T = 45			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			33.0918001991			3.3091800199			0.1340603958


						Row 2			13			37.4752252846			2.8827096373			0.0383487987


						Row 3			8			23.7740633058			2.9717579132			0.0463864699


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.0831284038			2			0.5415642019			7.6145101163			0.0022874781			3.3403855583


						Within Groups			1.9914344352			28			0.0711226584


						Total			3.074562839			30


			T = 55			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			30.7354380588			3.0735438059			0.1382109016


						Row 2			12			32.1114794727			2.6759566227			0.0499177342


						Row 3			7			19.5212426155			2.7887489451			0.0536464644


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.8867342465			2			0.4433671232			5.4507059217			0.0105461696			3.3690163595


						Within Groups			2.1148719762			26			0.0813412299


						Total			3.0016062227			28


			T = 65			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			29.0226623546			2.9022662355			0.1475936483


						Row 2			14			35.5908102252			2.5422007304			0.0517157408


						Row 3			8			20.8716703073			2.6089587884			0.0647604585


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.7978777402			2			0.3989388701			4.7144928636			0.0168739438			3.3276544986


						Within Groups			2.4539706744			29			0.0846196784


						Total			3.2518484146			31


			T = 75			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			27.0966029211			2.7096602921			0.1524428336


						Row 2			14			32.6439829848			2.3317130703			0.091116955


						Row 3			8			18.9222996932			2.3652874617			0.0855406504


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.9253699032			2			0.4626849516			4.2524971073			0.0240148003			3.3276544986


						Within Groups			3.1552904701			29			0.1088031197


						Total			4.0806603733			31


			T = 85			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			25.0348146749			2.5034814675			0.1153382793


						Row 2			13			28.8330012026			2.2179231694			0.0497347642


						Row 3			8			17.7517177419			2.2189647177			0.1057535269


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.5508630871			2			0.2754315435			3.2470064913			0.0539262628			3.3403855583


						Within Groups			2.3751363724			28			0.084826299


						Total			2.9259994595			30


			T = 95			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			23.2890646198			2.328906462			0.1182576664


						Row 2			13			26.2733030634			2.0210233126			0.0741179484


						Row 3			8			16.5879491621			2.0734936453			0.147244834


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.5751015181			2			0.287550759			2.6977922454			0.0848331814			3.3403855583


						Within Groups			2.9844482156			28			0.1065874363


						Total			3.5595497337			30


			T = 105			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			9			20.0202800026			2.2244755558			0.0613838507


						Row 2			14			25.8968964693			1.8497783192			0.1733042465


						Row 3			8			15.1082562739			1.8885320342			0.1590588734


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.8381979754			2			0.4190989877			3.0421153305			0.0637475502			3.3403855583


						Within Groups			3.8574381246			28			0.1377656473


						Total			4.6956361			30


			T = 115			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			9			18.071779443			2.0079754937			0.090870017


						Row 2			14			24.5142136295			1.7510152592			0.0981168973


						Row 3			8			13.6605147794			1.7075643474			0.1525178691


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.4848008537			2			0.2424004268			2.2107426967			0.1283960679			3.3403855583


						Within Groups			3.0701048845			28			0.109646603


						Total			3.5549057382			30


			T = 130			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			19.2741520336			1.9274152034			0.0637613008


						Row 2			14			24.5556204345			1.7539728882			0.0404900503


						Row 3			8			11.5861682134			1.4482710267			0.2187391935


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			1.0326453391			2			0.5163226696			5.6902698592			0.0082276392			3.3276544986


						Within Groups			2.6313967154			29			0.0907378178


						Total			3.6640420545			31


			T = 150			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			16.2940132423			1.6294013242			0.0984350791


						Row 2			13			21.2526801337			1.6348215487			0.0749350296


						Row 3			8			10.4758358367			1.3094794796			0.1521012354


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.6193533622			2			0.3096766811			3.0426033472			0.0637219991			3.3403855583


						Within Groups			2.8498447155			28			0.1017801684


						Total			3.4691980776			30


			T = 170			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			16.0612565561			1.6061256556			0.1016556374


						Row 2			14			21.2154086934			1.5153863352			0.1329610395


						Row 3			8			10.0072410533			1.2509051317			0.1348113472


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.5963022324			2			0.2981511162			2.4104278699			0.1075460306			3.3276544986


						Within Groups			3.5870736801			29			0.1236921959


						Total			4.1833759125			31


			T = 190			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			15.2793984788			1.5279398479			0.2095908587


						Row 2			14			20.3957754747			1.4568411053			0.1266991513


						Row 3			8			11.4255565412			1.4281945676			0.0783307913


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.0498607482			2			0.0249303741			0.1771264206			0.8385732888			3.3276544986


						Within Groups			4.0817222339			29			0.1407490425


						Total			4.1315829822			31


			T = 210			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			16.4907107635			1.6490710763			0.1151760593


						Row 2			13			18.8222247162			1.4478634397			0.1890015714


						Row 3			8			10.0138979143			1.2517372393			0.1839339174


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.7062365012			2			0.3531182506			2.1530940404			0.1349622777			3.3403855583


						Within Groups			4.5921408125			28			0.164005029


						Total			5.2983773136			30


			T = 230			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			10			14.4269603243			1.4426960324			0.6785904909


						Row 2			13			20.4205462649			1.5708112511			0.070317326


						Row 3			8			10.3406804258			1.2925850532			0.2378086663


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.3866787639			2			0.1933393819			0.6283239374			0.5408396626			3.3403855583


						Within Groups			8.615782994			28			0.3077065355


						Total			9.0024617579			30


			T = 250			Anova: Single Factor


						SUMMARY


						Groups			Count			Sum			Average			Variance


						Row 1			8			10.4883580214			1.3110447527			0.321293817


						Row 2			12			18.0838830761			1.5069902563			0.1504409183


						Row 3			8			10.4626871963			1.3078358995			0.3837348441


						ANOVA


						Source of Variation			SS			df			MS			F			P-value			F crit


						Between Groups			0.2676478722			2			0.1338239361			0.5076741501			0.6079663599			3.3851899615


						Within Groups			6.5900507291			25			0.2636020292


						Total			6.8576986014			27








			0			0			0			0			0.4662940557			0.0185148346			3.6278311412			0.0594780395			2.6394643574			0.0649912667			0.4757280481			0.0210414583


			2.1666666667			4.4263888889			5.0494444444			4.7583333333			670.5934767254			565.9600531525			1501.8371548621			552.5633855794			357.1710467104			163.0059366931			555.2536108968			229.2468189669


			6.7261904762			14.4263888889			15.0494444444			14.7583333333			1213.9436840495			1005.639148499			3725.3260507757			1516.023328623			420.5252436016			260.9689731979			715.0108330124			443.6017859502


			10.2520833333			24.4263888889			25.0494444444			24.7583333333			1275.3087475265			1016.2806821353			2919.3298955858			1200.2671649429			290.3668435374			178.8587941646			469.2048586281			296.6018984949


			11.9888888889			34.4263888889			35.0494444444			34.7583333333			688.5357440197			630.5325244037			1597.6870365101			698.0559378025			178.4856402596			112.5578375067			268.1735719523			170.6681906478


			15.2095238095			44.4263888889			45.0494444444			44.7583333333			812.175937721			628.946555484			852.911189662			367.0804223359			120.6192956274			76.8401661158			212.6929735789			129.5322647897


			29.5857142857			54.4263888889			55.0494444444			54.7583333333			253.2103516362			207.6632132413			507.1008438013			215.440359552			92.0871742955			55.0524152132			163.730448451			96.0533215091


			59.519047619			64.4263888889			65.0494444444			64.7583333333			129.3157978016			88.5224374225			359.0661221893			148.2501848858			64.0943320607			37.9672091553			114.477550188			63.7146885411


			120.3238095238			74.4263888889			75.0494444444			74.7583333333			17.6701931815			11.2996318741			236.1442586356			96.1032573929			57.5836508959			28.7371268514			78.7874711644			40.1775849811


			179.4138888889			84.4263888889			85.0494444444			84.7583333333			14.0074191274			9.4404062429			119.5366734336			54.6872729472			30.7443162945			18.3972078736			65.2350191149			30.8519856322


			240.0261904762			94.4263888889			95.0494444444			94.7583333333			13.7376397247			10.049080933			81.4267182286			36.8876346244			25.376977214			13.5579420232			59.4405594578			24.567329045


						104.4263888889			105.0494444444			104.7583333333									42.988195736			24.2991774464			30.4078159863			11.6596888807			41.1667946799			16.4333156271


						114.4263888889			115.0494444444			114.7583333333									34.0162888071			16.9918391912			15.9231828131			7.7409402035			26.2844234053			10.6945642086


						129.4263888889			130.0494444444			129.7583333333									21.0991355162			11.7965404201			8.9389631488			5.6242646827			19.2105473065			6.544012458


						149.4263888889			150.0494444444			149.7583333333									14.2714143292			6.9298424795			10.5061842128			5.5937413033			10.4884970249			4.2727912487


						169.4263888889			170.0494444444			169.7583333333									13.8367469631			6.6404756251			11.5186513474			4.9746599816			8.3729816742			3.5951208434


						189.4263888889			190.0494444444			189.7583333333									19.9375849704			6.9480287886			9.7149835603			4.2804933585			8.5754913239			4.5017629877


						209.4263888889			210.0494444444			209.7583333333									16.6974550944			7.643183723			13.3873823249			4.919857871			10.6336415366			3.9610182109


						229.4263888889			230.0494444444			229.7583333333									49.6427478005			7.448859299			8.6875834669			4.7176405465			14.3806432565			4.6786656818


						249.4263888889			250.0494444444			249.7583333333									19.4526919184			5.2741424297			13.3835275867			5.4790272258			22.7229670868			5.4575998193





Plasma (n = 10)


ST (ECF, n = 10)


LV (CSF, n = 14)


CM (CSF, n = 8)


Time (min)


Concentration (ng/ml)


0.0609699415


0.1912211328


0.249313884


0.0622683618


10259.3456299475


2764.4800992001


1121.9473907796


1104.3660696556


15505.6867259237


8083.7885684456


2573.5409879061


3305.4194710065


14152.3050314977


6445.6894162893


1742.6698647254


2280.5163018387


12964.1041302052


3920.2835225527


1098.7075188548


1327.654187054


7375.9466048832


2037.8866294132


763.3252652041


937.0395316948


3054.4213692822


1184.5238400647


474.1946203955


614.8213569014


742.4453386584


798.4840317765


348.4983533235


406.4047622954


82.9233641835


512.4603774332


214.6411914265


231.8929052643


70.9238325021


318.7729543834


165.1669577304


165.5635453508


99.0217908704


213.2585548989


104.9598768734


118.438703653


167.6777956082


70.758451358


77.3627740661


101.8533912689


56.3657459987


50.9993155331


84.6087352879


56.750917625


28.0718494886


42.5991883248


43.1341802406


20.3929230079


40.3762197693


32.763201682


17.8198946283


33.7240595792


28.6313024913


26.8036888408


44.5729190172


28.0455163131


17.8540702518


27.7137970597


37.2229896152


19.6148527965


20.4665552724


32.1358843902


20.315892192









CNS PBPK model prediction
without using animals

• Yamamoto et al: Microdialysis: the Key to PBPK Model
Prediction of Human CNS Target Site Concentrations. AAPS J.
2017

• Yamamoto et al. Predicting drug concentration-time profiles in
multiple CNS compartments using a comprehensive PBPK
model. CPT PSP. 2017

• Yamamoto et el. Prediction of human CNS pharmacokinetics
using a PBPK modeling approach. EJPS. 2018
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CNS PK prediction without 
the use of animals

• Yamamoto et al. Predicting drug 
concentration-time profiles in multiple CNS 
compartments using a comprehensive PBPK 
model. CPT PSP. 2017 



• Yamamoto et al. Predicting drug 
concentration-time profiles in multiple CNS 
compartments using a comprehensive PBPK 
model. CPT PSP. 2017 

• Yamamoto et el. Prediction of human CNS 
pharmacokinetics using a PBPK modeling 
approach. EJPS. 2018 

CNS PK prediction without
the use of animals v1.0
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• Yamamoto et al. Predicting drug 
concentration-time profiles in multiple CNS 
compartments using a comprehensive PBPK 
model. CPT PSP. 2017 

• Yamamoto et el. Prediction of human CNS 
pharmacokinetics using a PBPK modeling 
approach. EJPS. 2018 

CNS PK prediction without
the use of animals v1.0
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• Ederoth et al. BBB transport of morphine in patients with severe brain trauma. BJCP 
2004

• Yamamoto et al. Predicting drug concentration-time profiles in multiple CNS 
compartments using a comprehensive PBPK model. CPT PSP. 2017 

• Yamamoto et el. Prediction of human CNS pharmacokinetics using a PBPK modeling 
approach. EJPS. 2018 

• Saleh et al. Lumbar CSF-to-brainECF fluid surrogacy is context-specific: insights from 
LeiCNS-PK3.0 simulations, JPKPD, 2021

• Saleh et al. Impact CNS Diseases DD to BrainECF and ICF Target Sites in Human-
WHAT-IF Simulations. Pharmaceutics. 2021

CNS PK prediction without
the use of animals v3.0

• pH of each 
compartment

• Ionization of 
drugs in each 
compartment

• Distinction 
between 
neutral and 
charged drug 
molecule 
transport

• Explicit brain 
tissue binding
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Prediction of CNS PK 
in (disease) conditions
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• Saleh et al. Lumbar CSF-to-brainECF fluid surrogacy is 
context-specific: insights from LeiCNS-PK3.0 simulations, 
JPKPD, 2021

• What if CSF flow and/or volume has 
changed?

• The relationship between lumbar
CSF and brainECF pharmacokinetics
is CSF volume and flow dependent
for all drugs investigated
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• Saleh et al. Lumbar CSF-to-brainECF fluid surrogacy is 
context-specific: insights from LeiCNS-PK3.0 simulations, 
JPKPD, 2021

• Saleh et al. Impact CNS Diseases DD to BrainECF and ICF  
Target Sites in Human- WHAT-IF Simulations. 
Pharmaceutics. 2021

Prediction of CNS PK 
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• Saleh et al. Lumbar CSF-to-brainECF fluid surrogacy is 
context-specific: insights from LeiCNS-PK3.0 simulations, 
JPKPD, 2021

• Saleh et al. Impact CNS Diseases DD to BrainECF and ICF  
Target Sites in Human- WHAT-IF Simulations. 
Pharmaceutics. 2021

Prediction of CNS PK 
in (disease) conditions

WHAT IF
• Paracellular width
• pH brainECF
• pH ICF
have changed?
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• Saleh et al. Lumbar CSF-to-brainECF fluid surrogacy is 
context-specific: insights from LeiCNS-PK3.0 simulations, 
JPKPD, 2021

• Saleh et al. Impact CNS Diseases DD to BrainECF and ICF  
Target Sites in Human- WHAT-IF Simulations. 
Pharmaceutics. 2021

Prediction of CNS PK 
in (disease) conditions
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The CNS PBPK model will help to systematically unravel and predict:
• CNS PK in multiple physiological CNS compartments
• Relationships between plasma PK, brainECF, brainICF, and CSF in lateral ventricle, cisterna magma, 

and lumbar region
• How this relationship can be affected by conditions, such as CNS diseases
• How this influence CNS target site concentrations
• How target site concentrations influence target occupancy (not shown in this presentation)
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The QSPainRelief Model platform

• To develop a model 
platform to evaluate drug 
combinations to improve 
analgesia, and to reduce 
side-effects in chronic 
pain patients.

• Including patient specific 
information

• Right place, Right time, 
Right concentration, for 
the Right person 

https://qspainrelief.eu/
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Effective combinational treatment of 
chronic pain in individual patients by an 
innovative QSP pain relief approach

Ch
ro

ni
c

pa
in

Presenter-Notizen
Präsentationsnotizen



https://qspainrelief.eu/


https://qspainrelief.eu/

66

Effective combinational treatment of 
chronic pain in individual patients by an 
innovative QSP pain relief approach

PK

PK

PK
PK

PK

PK

https://www.google.com/search?q=brain+areas+pai
n&tbm=isch&ved=2ahUKEwj06LO79NTtAhXS0KQKHS
ZBAIsQ2-
cCegQIABAA&oq=brain+areas+pain&gs_lcp=CgNpbW
cQAzIECAAQEzIICAAQCBAeEBMyCAgAEAgQHhATMg
gIABAIEB4QEzIICAAQCBAeEBMyCAgAEAgQHhATOgII
ADoECAAQHlCMgANYsZIHYP6UB2gAcAB4AIABTYgBy
wKSAQE1mAEAoAEBqgELZ3dzLXdpei1pbWfAAQE&sc
lient=img&ei=qUDbX7TwKNKhkwWmgoHYCA&rlz=1C
1GCEJ_enNL847NL863#imgrc=ryCm72qTB3RlKM&img
dii=nxc9WPgf1SaOdM
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Effective combinational treatment of 
chronic pain in individual patients by an 
innovative QSP pain relief approach
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wKSAQE1mAEAoAEBqgELZ3dzLXdpei1pbWfAAQE&sc
lient=img&ei=qUDbX7TwKNKhkwWmgoHYCA&rlz=1C
1GCEJ_enNL847NL863#imgrc=ryCm72qTB3RlKM&img
dii=nxc9WPgf1SaOdM
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Determined by 
• local PK
• Kon
• Koff
• Target expression
• Target turnover
• Endogenous ligand kinetics
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Concluding statements

• Complex questions cannot be answered by simple tests

• Strategically obtained preclinical PK and PD 
information (smart data), with special emphasis on 
microdialysis data, is key to develop predictive PKPD 
models for humans

• Predictive models can be used to explore what if
scenarios and will help better design of  (pre)clinical
testing

• Predictive models will aid in the reduction,and replace
of experimental animalsRo
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• Right place

• Right time

• Right concentration

• Right person

• Reduction

• Refinement

• Replacement of 
experimental animals

• De Lange. The mastermind research approach to CNS Therapy. 
Translational prediction of brain distribution, target site 
concentrations, and therapuetic effect. FBCNS. 2013
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