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A model-based approach was implemented for the devel-
opment of the proliferator-activated receptor gamma
(PPARY) agonist rivoglitazone. Population pharmacoki-
netic and pharmacodynamic models were developed
using data collected from 2 phase I and 2 phase II studies
in healthy volunteers and participants with type 2 dia-
betes mellitus. A 2-compartment model with first-order
absorption and elimination and an absorption time lag
best described rivoglitazone pharmacokinetics. Modified
indirect-response models were used to characterize
changes in fasting plasma glucose, HbA,,, and hemodilu-
tion as a function of rivoglitazone plasma concentrations.
In addition, differences in hemodilution among partici-
pants correlated with the incidence of edema. Current use

of oral antidiabetic medication was a significant covariate
for the fasting plasma glucose-HbA,, exposure-response
model. Using a learn-and-confirm process, models devel-
oped prior to the second phase II study were able to make
valid predictions for exposures and response variables in
that study. In future studies, seamless designs can be sup-
ported by models such as those developed here.
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ivoglitazone (CS-011), a thiazolidinedione

(TZD), increases insulin sensitivity by enhanc-
ing insulin action in skeletal muscle, liver, and adi-
pose tissue. By binding to and activating the nuclear
receptor peroxisome proliferator-activated receptor
gamma (PPARY), which regulates the expression of
genes involved in glucose and lipid metabolism, thi-
azolidinediones increase glucose utilization, reduce
hepatic glucose production, and enhance insulin
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sensitivity."* Rivoglitazone has linear pharmacoki-
netics in the dose range intended for future use, a
half-life consistent with once-daily dosing, and very
low renal clearance (CL;).** In phase II dose-ranging
trials of 6 and 26 weeks in duration, rivoglitazone
treatment improved glycemic control in participants
with type 2 diabetes mellitus (T2DM) and showed a
safety profile consistent with the specific side effects
(eg, weight gain, edema, and hemodilution) observed
in clinical development of the currently marketed
thiazolidinediones.*®

Modeling and simulation were implemented for
rivoglitazone to enable a more complete and robust
understanding of its benefits and risks, thus
enabling a more informed and efficient drug devel-
opment process (Figure 1). In the case of developing
a “best-in-class” compound, model-based drug
development can use the wealth of knowledge from
predecessor drugs with a similar mechanism of
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Figure 1.

action. Beginning with first-in-human trials for the
new drug, efficacy and safety models can be con-
structed based on both the compound’s preclinical
data and the predecessor’s clinical experience. As
data are generated at each stage of clinical develop-
ment, the models (and future projections) are
updated, with the new drug’s properties becoming
more definitive as the process matures. At all stages,
the model-based process allows for the entire basis of
relevant knowledge to be incorporated into decision-
focused recommendations, following the learn-and-
confirm paradigm promoted by Sheiner.”

As part of the model-based process, initial doses
for rivoglitazone in diabetics were chosen using
adiponectin as a biomarker for PPARy activity.
Adiponectin, a hormone secreted by adipocytes, has
been observed to reduce glucose levels in different
animal models of obesity and diabetic mellitus by
increasing insulin sensitivity. Circulating levels of
adiponectin are lower in the obese and in patients
with type 2 diabetes with respect to healthy controls
and negatively correlate with the plasma levels of glu-
cose, insulin, triglycerides, and insulin resistance.®*
Members of the TZD class are known to increase the
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Overview of rivoglitazone model-based drug development. PK, pharmacokinetic; FPB, fasting plasma glucose; Tox, toxicology.

circulating plasma levels of the active form of
adiponectin in both healthy volunteers and diabetic
participants.” Based on the phase I data, up to 2 weeks
of daily dosing with 1 to 5 mg produced increases
from baseline in adiponectin of 66% to 527% with no
additional effect at the 10-mg dose (see Supplemental
Figure 1)."° Hence, the first phase Ila study in diabetic
participants was conducted with doses of placebo or
0.5, 1, or 5 mg, administered once daily for 6 weeks.®

The specific objectives of the present analysis
were to model the population pharmacokinetics (PK)
of orally administered rivoglitazone using data col-
lected from 2 phase I studies and 2 phase II studies.
A pharmacodynamic (PD) model based on rosiglita-
zone'' was applied to characterize effects on fasting
plasma glucose (FPG), hemoglobin A, (HbA, ), and
hemodilution as a function of rivoglitazone plasma
concentrations (Cp). The effects of covariates on the
oral clearance (CL) of rivoglitazone and on the para-
meters of the exposure-response models were char-
acterized and quantified. For the exposure-response
analyses, models were applied for the initial phase II
study, confirmed by the second phase II study, and
then updated based on the full data set.
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METHODS
Trial Design and Participants

The pharmacokinetic data and population analysis
were derived from 60 healthy volunteers (58 men, 2
women) enrolled in 2 phase I studies (CS0011-A-
U103 and CS0011-A-U104) with full-profile sam-
pling and 461 diabetic participants (265 men, 196
women) enrolled in 2 phase II studies (CS0011-A-
U202 and CS0011-A-U203). Only data from the
phase II studies were used to conduct the pharma-
codynamic analysis (n =461 on active treatment and
n = 184 on placebo). Phase I studies were conducted
at MDS Pharma Services (Neptune, New Jersey), and
the phase II studies were conducted at multiple clin-
ical sites in the United States. An investigational
review board approved each study protocol. Written
informed consent was obtained from each study par-
ticipant before any study-specific procedures or
assessments. Studies were conducted under the
principles of the World Medical Assembly
Declaration of Helsinki and its most recent amend-
ments, the US Code of Federal Regulations, and
good clinical practice.

All participants received either oral rivoglitazone
or a matching placebo. Trial design, population,
treatment regimens, duration, and sampling sched-
ules are available online in Supplemental Table 1.

Analytical Methods for Rivoglitazone
Measurement in Plasma Samples

A validated liquid chromatography/tandem mass
spectrometry (LC/MS/MS) method was used for
measuring rivoglitazone in plasma for the 2 phase II
studies (CS0011-A-U202 and CS0011-A-U203) and 2
phase I studies (CS0011-A-103 and CS0011-A-
U104). An aliquot of human plasma (EDTA) con-
taining the analyte and internal standard was
extracted using an automated TOMTEC solid-phase
extraction procedure. The extracted samples were
analyzed by a high-performance liquid chromatogra-
phy (HPLC; Polaris 50 x 2-mm, 5-um column, 60/40
methanol/10 mM ammonium acetate [pH 4.0]
mobile phase, isocratic mode) system equipped with
an ABI/MDS Sciex API 3000 mass spectrometer.
Positive ions were monitored in the multiple-reaction
monitoring (MRM) mode. The lower limit of quan-
tification (LLOQ) of the validated method was set at
0.5 ng/mL, whereas the dynamic ranges were 0.5 to
1000 ng/mL (for the CS0011-A-U103 study) and
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0.5 to 500 ng/mL (for the CS011-A-U104, CS011-A-
U202, and CS011-A-U203 studies). The MRM transi-
tion was 398.3/176.1 for rivoglitazone and 404.3/182.1
for the internal standard (*H,-Rivoglitazone). Human
plasma (EDTA), free of significant interference, was
used to prepare calibration standard and quality con-
trol (QC) samples. A '/ ? weighted linear regression
model was then used to calculate slope, intercept,
and correlation coefficient. Back-calculated results
of QCs and study samples were then obtained by fit-
ting the peak area ratio to the '/ * weighted regres-
sion equation for the relevant standards. For QC
samples, between-batch precision (% coefficient of
variation [CV]) ranged from 2.1 to 8.2, and accuracy
(%Bias) ranged from —4.2 to 8.7. For calibration
standards, between-batch precision (%CV) ranged
from 1.4 to 7.0, and accuracy (%Bias) ranged from
—4.0 to 6.0.

Pharmacokinetic Sampling

Intensive pharmacokinetic sampling was conducted
after both single and multiple oral doses in the
phase I trials, up to 72 hours postdose. In the phase
II trials, pharmacokinetic and biomarker samples
were drawn at the time of trough steady-state con-
centration—that is, at predose; at weeks 0, 2, 4, and
6 in the CS0011-A-U202 study; and at weeks 0, 4, 8,
12, 16, 20, and 26 in the CS0011-A-U203 study. In
study CS0011-A-U203, intensive PK sampling was
performed after the last dose in the study in a subset
of subjects who volunteered for intensive sampling.

Pharmacokinetic Data Analysis
and Model Development

All data preparation and graphic representations
were performed using S-PLUS software, Version 6.2.
All pharmacokinetic and pharmacodynamic analy-
ses were implemented within the NONMEM soft-
ware program, Version V, Level 1.1. The development
of the population pharmacokinetic model was based
on the Food and Drug Administration’s (FDA’s)
Guidance for Industry Population Pharmacokinetics."
Further details are provided online in supplemental
materials.

Change in FPG concentrations was modeled as a
function of C_ via an indirect-effect model on the
assumption that rivoglitazone reduces glucose by
increasing the removal rate of glucose from the
plasma compartment (Figure 2) as developed by
Benincosa and Jusko™:
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Figure 2. Depiction of FPG-HbA,, and hemodilution exposure-
response models. FPG, fasting plasma glucose; GI, gastrointesti-
nal tract.

dFPG/dt =k, -k, *S(C,)*FPG(t) FPG(0) = FPG,, (1)

out
where k; is the zero-order glucose production rate,
k,, is the first-order glucose removal rate from
plasma, S(Cp) is the function for the stimulation of
k,, by C,, and FPG is the fasting plasma glucose con-
centration. Changes in HbA,, were modeled as sec-
ondary to changes in FPG in a first-order process:

dHbA, /dt = k,*FPG(t) — k,*HbA, (1)
HbA, (0) = HbA, . (2)

where k, is the pseudo first-order HbA,_ production
rate constant, and k, is the first-order HbA,_ degra-
dation rate constant.

For hemodilution, the inverse of hemoglobin con-
centration, denoted PV for plasma volume, was
modeled as a function of the plasma concentration
of rivoglitazone via an indirect-effect model on the
assumption that rivoglitazone increases plasma
volume by a linear inhibition of the loss of plasma
volume:

dPVv/dt =k Ko, *1(C)*PV(t) PV(0) =PV, (3)

inp — Toutp

where k; is the zero-order plasma volume produc-

tion rate, k,,, is the first-order removal rate, 1(C)) is
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the function for the inhibition of k,,, by G, and PV
is the plasma volume. Pretreatment baseline values
were set as the initial conditions. The potential rela-
tionship between edema and hemodilution was
explored first through exploratory graphical analysis
and subsequently through logistic regression
models.

Predicted subject-specific plasma concentrations
of rivoglitazone, available from the population phar-
macokinetic model, were used for pharmacody-
namic model-fitting purposes. Stimulation and
inhibition functions in the indirect-response models
were investigated with saturable (ie, S, *C/(C, +
SC,,)) and linear models (ie, 1 + slope*Cp). If the
relationship showed linearity without saturation, or
if the saturable model parameters could not be esti-
mated, the linear model was used.

RESULTS
Participant Demographics

Data were available for 518 unique participants for
the pharmacokinetic analysis and 461 unique partic-
ipants for the pharmacodynamic analyses. A sum-
mary of the demographic characteristics of the data
sets is presented online in Supplemental Table 2.

Pharmacokinetic Model

Population Pharmacokinetic Analysis

Explorations of 1- and 2-compartment models deter-
mined that the pharmacokinetics of rivoglitazone
were best described by a 2-compartment linear
model (CL, V,, V,, Q) with first-order absorption/
elimination (k ) and an absorption time lag (t, ).

The parameters for the final covariate model for
the compartmental pharmacokinetics of rivoglita-
zone are shown in Table I. Clearance was signifi-
cantly affected by sex, body weight, renal function
(as measured by SCr), and subject/healthy volunteer
status (P < .05) as follows:

CL, (L/h) = 1.15 x (SCr,/1)-024 x (WT,/191)0%
- (0.163*SEX,) + (0.17*Healthy,).  (4)

The model indicates that a male patient with base-
line SCr and body weight equivalent to the median
of the study population, 1 mg/dL and 191 1b, would
have a CL estimated to be 1.15 L/h. A healthy male
volunteer with similar SCr and body weight had a
CL of 1.32 L/h. Female patients had approximately

1423
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Table I Rivoglitazone Population Pharmacokinetic Parameter Estimates, Standard Errors of Estimates, and
Variability Estimates Before and After Inclusion of CS0011-A-U203 Data Set

Population Mean

Intersubject Variability

Parameter Estimate SE*® Estimate” SE*
Before CS0011-A-U203
Fixed effects
CLyyp, L/h 1.10 3.0 22 44
V2, L 19.1 9.0 42 64
V3, L 3.02 13 65 57
k,, perh 1.93 12 35 66
i D 0.295 10 42 61
Q, L/h 0.323 19 — —
Effect of covariates on CL
Gender, CLg; —-0.159 26 — —
Renal function, CLg, —-0.210 41 — —
Weight, CLy, 0.288 21 — —
Health status, CL,, 0.121 44 — —
Residual variability! 0.046 7.6 — —
After CS0011-A-U203
Fixed effects
CLyyp, L/h 1.15 3.2 36 56
V2, L 22.1 8.4 76 68
V3, L 2.92 15 79 62
k., perh 1.87 10 74 96
tiee D 0.273 8.7 55 70
Q, L/h 0.280 31 — —
Effect of covariates on CL
Gender, CLg;y —0.163 23 — —
Renal function, CLg —0.246 31 — —
Weight, CLy, 0.347 15 — —
Patient status, CLyg 0.172 16 — —
Residual variability? 0.067 8.2 — —

a. Coefficient of variation of the estimates (100 x SE estimate/estimate).

b. Estimates of variability expressed as appropriate percent coefficient of variation (%CV) 100VQ.

c. Percent square root of the relative standard error of the coefficient of variation 100VSE

d. Residual intrasubject variability.

14% lower CL rates than men. Each 10% decrease in
body weight from the data set median of 86 kg trans-
lated to a 3.4% decrease in CL, and each 10%
increase in SCr translated to a 2.5% decrease in CL.

Goodness-of-fit plots for the final 2-compartment
model showed the model to be appropriate
(Supplemental Figure 2). The individual- and popu-
lation-predicted plasma concentrations matched the
observed plasma concentrations, demonstrating that
the model adequately described the data. Supple-
mental Figure 2 also shows the residuals and weighted
residuals versus the population predictions. Covariate
plots for the final model showed no remaining
patterns between the covariates and rivoglitazone
clearance.

Prediction of CS0011-A-U203 results from the
best model developed prior to inclusion of that
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study’s data was robust and validated the learn-and-
confirm process. Supplemental Figure 3 depicts
model prediction plots for rivoglitazone trough con-
centrations in each of the 3 CS0011-A-U203 dose
arms, overlaid with observed concentrations. Across
the plots, 82% to 94% of the data were within the
95% confidence interval (CI) of the model predic-
tions, supporting the validity of the model.
Supplemental Figure 4 depicts the observed concen-
tration versus time profiles data and prediction
intervals for the 8 intensively sampled participants,
indicating the appropriateness of the predictions.

Pharmacodynamic Analyses

The proposed structural model for the PK/PD
models fit the data well for both study CS-011-202
alone and together with study CS-011-203.
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Table II Rivoglitazone FPG-HbA1c Pharmacodynamic Parameter Estimates, Standard Errors of Estimates,
and Variability Estimates Before and After Inclusion of CS0011-A-U203 Data Set

Population Mean

Intersubject Variability

Parameter Estimate SE* Estimate® SE*
CS0011-A-U202 Model
Fixed effects

k.., 1/h 0.00235 8.9 —

FPG,_, mg/dL 160 2.6 20

SC,,, ng/mL 91.8 30 193

S,.. () 0.81 13 —

k,, 1/h 0.000525 6.1 — —

HbA, ., % 7.66 2.2 21 33
Effect of covariates

Nonnaive on FPG,,, mg/dL 48 Fixed — —

Nonnaive on HbA ., % 2.3 Fixed — —
Residual variability?

FPG, mg/dL? 9.6 10.5 — —

HbA,, % 2 8.5 — —
CS0011-A-U202 + CS0011-A-U203 Model
Fixed effects

k., 1/h 0.00259 12 —

FPG,,, mg/dL 160 3 16

SC,,, ng/mL 126 25 316

S, () 0.43 36 —

k,, 1/h 0.000664 8 — —

HbA,_,, % 7.57 3 15 35
Effect of covariates

Nonnaive on FPG,,, mg/dL 48 Fixed — —

Nonnaive on HbA ., % 2.3 Fixed — —
Residual variability?

FPG, mg/dL? 12 12 — —

HbA,, %? 3 20 — —

FPG, fasting plasma glucose; HbA, , hemoglobin A, .

a. Coefficient of variation of the estimates (100 x SE estimate/estimate).

b. Estimates of variability expressed as appropriate percent coefficient of variation (%CV) 100VQ.
c. Percent square root of the relative standard error of the coefficient of variation 100VSE,,im. / ETA estimate.

d. Residual intrasubject variability.

Population parameters for the FPG-HbA, and
hemodilution models are listed in Tables II and III.
The FPG decrease depended on drug concentra-
tion. For this relationship, a saturable pharmaco-
logic model for stimulation of k_, gave a better fit
than a similar linear model. One covariate relation-
ship on model parameters was found, that of prior
medication status on steady-state FPG and steady-
state HbA, . This difference, representing the impact
of prior medications on nonnaive patients, was
48 mg/dL and 2.3%. To achieve model convergence,
we estimated this effect through model iterations
wherein one or more model parameters were fixed.
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For hemodilution, a linear function for inhibition
of k., was preferable to a saturable model, and
gender had a significant influence on baseline
plasma volume, with women having a higher base-
line plasma volume. No other covariate relation-
ships on model parameters were observed.

As seen in Figure 3, individual predictions plot-
ted against observed values in residual plots for the
final PK/PD models showed the models to be appro-
priate. Simulations of CS0011-A-U203 based on the
CS0011-A-U202 data generally showed the actual
data to fall within the 90% prediction interval for
each of the 3 response variables (Figure 4).
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Table III Rivoglitazone Hemodilution Pharmacodynamic Parameter Estimates, Standard Errors of
Estimates, and Variability Estimates Before and After Inclusion of CS0011-A-U203 Data Set

Population Mean

Intersubject Variability

Parameter Estimate SE® Estimate” SE°
CS0011-A-U202 Model
Fixed effects
k..., 1/h 0.00293 11 26 103
PV®, dL/mg 0.0671 5.5 7.1 32
Slope, mL/ng 0.000809 6.2 45 53
Effect of covariates on CL
Gender on PV° 0.00579 12 — —
Residual variability? 2.9 6.3 — —
CS0011-A-U202 + CS011-A-U203 Model
Fixed effects
K., 1/h 0.00220 11 94 73
PV'?, dL/mg 0.0669 0.4 7.3 28
Slope, mL/ng 0.000786 4.6 58 47
Effect of covariates on CL
Gender on PV° 0.00663 7.7 — —
Residual variability? 3.1 5.2 — —

a. Coefficient of variation of the estimates (100 x SE estimate/estimate).

b. Estimates of variability expressed as appropriate percent coefficient of variation (%CV) 100VQ.

c. Percent square root of the relative standard error of the coefficient of variation 100VSE

d. Residual intrasubject variability.

An additional analysis was performed to look at
the correlation of hemodilution with edema. In
study CS-011-203, 50 participants developed edema.
As shown by the histograms of percent change in
hemoglobin concentrations in Figure 5, patients
with edema had, on average, a greater drop in their
hemoglobin concentrations. A logistic relationship
(Figure 5) fit this relationship well:

logit(probability of edema) =-2.47 — 0.117*
(% A baseline of Hb). (5)

Finally, the performance of adiponectin as a bio-
marker for PPARYy activity was confirmed by its cor-
relation with the respective changes from baseline of
each response variable (Supplemental Figure 5).

DISCUSSION

The broader objectives achieved by this phar-
macometric analysis for rivoglitazone included
(1) establishing a quantitative understanding of key
dose-exposure-biomarker-endpoint relationships (both
safety and efficacy), (2) understanding the impact of
intrinsic and extrinsic factors on the pharmacokinet-
ics and exposure-response relationships to deter-
mine whether there was a need for dose adjustment
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in special populations, and (3) having a fuller
understanding of the impacts of trial design (eg,
length of washout period for participants on prior
antidiabetic medications, inclusion/exclusion crite-
ria, participant baseline characteristics, and discon-
tinuation criteria), for both better explanation of
results within the rivoglitazone trial sequence as
well as to enable a more direct comparison to his-
torical trials with different designs and/or partici-
pant characteristics.

For the pharmacokinetics of rivoglitazone, a 2-
compartment model with log residual error and a lag
time for absorption was found to be the best structural
PK model. Clearance was found to be affected by
gender, serum creatinine, weight, and patient status,
with lower clearance (and higher exposure) for women,
diabetic patients, and those with higher serum creati-
nine and/or lower weight. As rivoglitazone has very
low renal clearance, the relationship with serum crea-
tinine may reflect changes in protein concentrations
and subsequent changes in free (unbound) rivoglita-
zone. Correlated reductions in renal and hepatic clear-
ance have been seen in patients with lower renal
function.” This relationship will need to be clarified
further in future studies because fraction bound/
unbound was not assessed during the 2 phase II studies
comprising this analysis.
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Figure 3.

plasma glucose; HbA,,, hemoglobin A,,; and HGB, hemoglobin.

1c? 1c?

The mixed-effects indirect-response model of
FPG and HbA_ fit the data adequately for both stud-
ies, with excellent fits at the individual level. For
nonnaive patients, the removal of their prior med-
ications was evident in the model parameters of
FPG,, and HbA _ as their glucose concentrations
returned to their nonmedicated equilibrium.
Rivoglitazone counteracted this rebound, especially
at higher doses. This impact of prior medications
identified in the model is roughly in line with the
effects of metformin and sulfonylureas on FPG and
HbA, .. The exact impact would have been easier to
quantify more precisely had there not have been
such frequent discontinuations in the study, espe-
cially in the placebo arm.

A drawback of this model is that the population
predictions showed a bias when plotted against the
observed data. Fortunately, the individual predic-
tions were generally able to achieve a much closer
fit. However, this was accomplished by an unusually
large degree of interindividual variability in model
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Goodness-of-fit plots for the final exposure-response models based on CS0011-A-U202 and CS0011-A-U203. FPG, fasting

parameters. Here again, the frequent dropouts in the
placebo and lower dose arms made parameter esti-
mation difficult, as many patients did not remain in
the study long enough to achieve a new equilibrium
for FPG, much less HbA, . Data from future studies
may be needed to further evaluate the stability of
exposure-response parameters as well as the poten-
tial effects of covariates.

The indirect-response model of changes in hemo-
globin concentrations fit the data quite well for both
studies, with a clear PK/PD relationship identified.
In addition, the CS011-A-U202 model predicted the
CS011-A-U203 results well. As women have lower
baseline hemoglobin levels, the model accounts for
this difference. Changes in hemoglobin were also
shown to correlate with the incidence of edema.

The exposure-response data set from CS0011-A-
U202 and CS0011-A-U203, plus corresponding fast-
ing serum insulin (FSI) values from the sample
points, was used to extend a disease progression model
of pioglitazone' to rivoglitazone. (Details on the

1427
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Figure 4. Results from study CS0011-A-U203 were well pre-
dicted by prior exposure-response models. CFB, change from
baseline; FPG, fasting plasma glucose; HbA,,, hemoglobin A,..

modeling steps are included as an online appendix.)
Figure A1l in the online appendix shows that the
model was successfully adapted from its previous
dose-response form to an exposure-response form
for rivoglitazone. As the literature model used studies
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Figure 5. Edema was shown to be related to hemodilution in

both the graphical analysis (top) and subsequent logistic regres-
sion model (bottom). CFB, change from baseline.

up to 2 years in length versus the 6 months of data
in CS0011-A-U203, some model parameters in the
rivoglitazone analysis were fixed to the literature
values. The disease progression model separated the
short- and long-term effects of oral antidiabetic ther-
apy on beta-cell function and insulin sensitivity,
enabling simulations (Figure A2) of the predicted
long-term effectiveness of rivoglitazone and distin-
guishing it from older therapies such as metformin
and the sulfonylureas.

The results of these modeling analyses were com-
municated regularly at all phases of the program,
thus enabling the continuous improvements of the
models and testing of a variety of “what-if” scenarios
for study populations and study designs. Pharmacometric
knowledge informed phase III design decisions for
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selection of doses, timing of samples, inclusion/
exclusion criteria, length of washout, and definition
of discontinuation criteria. Future development of
similar compounds can use models such as these to
enable seamless phase II designs, with the promise
of faster, cheaper, and more informative trials.

CONCLUSIONS

An iterative learn-and-confirm, model-based process
for development of a “best-in-class” compound was
successfully implemented during the development of
rivoglitazone to support development decision
making. Successful use of adiponectin as a biomarker
for phase Ila dose selection was verified by the subse-
quent activity of the drug in the selected dose range
and by the correlation of changes in adiponectin with
changes in clinical response variables. Models of
rivoglitazone population PK/PD based on the phase I
and initial phase Ila studies were able to make valid
predictions for the second, longer term phase IIb study.
In an example of sharing and adopting common dis-
ease progression models, the exposure-response model
developed for rivoglitazone was successfully linked to
a published disease progression model for a similar
compound, enabling predictions of long-term clinical
response and differentiation from other classes of oral
antidiabetic compounds. The rivoglitazone modeling
experience provides an example of both the challenges
and promise of model-based drug development.

The authors thank Ling He, PhD, Smita Kshirsagar, PhD, and
Lars Lindbom, PhD, for their contributions to the work described
in this article.

Financial disclosure: None declared.

REFERENCES

1. Krentz AJ, Bailey CJ. Oral antidiabetic agents: current role in
type 2 diabetes mellitus. Drugs. 2005;65:385-411.

QUANTITATIVE CLINICAL PHARMACOLOGY

DR. REDDY’S LABORATORIES, INC.
IPR2024-00009
Ex. 1044, p. 10 of 10

2. Diamont M, Heine R]. Thiazolidinediones in type 2 diabetes
mellitus: current clinical evidence. Drugs. 2003;63:1373-1405.

3. Walker JR, Triscari J, Dmuchowski CF, et al. Single and multi-
ple dose pharmacokinetics and pharmacodynamics of rivoglita-
zone (CS-011) in healthy male volunteers. J Clin Pharmacol.
2006;46:1069.

4. Walker JR, Dmuchowski CF, Samata N, Salazar DE. The steady-
state pharmacokinetics of rivoglitazone (CS-011) are not affected
by co-administration of the potent CYP3A4 inhibitor itracona-
zole. Clin Pharmacol Ther. 2007;81:S40.

5. Truitt K, Chou HS, Wang A, Walker JR, Rosenstock J. A ran-
domized, placebo-controlled, double-blind comparative study of
rivoglitazone and open-label pioglitazone in patients with type 2
diabetes. Presented at: Annual Meeting of the American Diabetes
Association; June 14-17, 2008; San Francisco.

6. Chou HS, Wang A, Walker JR, Truitt K, Rosenstock J. A ran-
domized, placebo-controlled, 26-week dose response study of
rivoglitazone versus pioglitazone in subjects with type 2 diabetes.
Presented at: Annual Meeting of the American Diabetes
Association; June 14-17, 2008; San Francisco.

7. Sheiner LB. Learning versus confirming in drug development.
Clin Pharmacol Ther. 1997;61:275-291.

8. Kadowaki T, Yamauchi T, Kubota N, Hara K, Ueki K, Tobe K.
Adiponectin and adiponectin receptors in insulin resistance,
diabetes, and the metabolic syndrome. J Clin Invest. 2006;116:
1784-1792.

9. Giannessi D, Maltinti M, Del Ry S. Adiponectin circulating levels:
a new emerging biomarker of cardiovascular risk. Pharmacol Res.
2007,56:459-467.

10. Triscari J, Dmuchoswski C, Matthews P. The effects of rivoglita-
zone on adiponectin in healthy subjects. Diabetes. 2006;55:A136.
11. Benincosa L, Jusko WJ]. Novel Method of Treatment. Geneva,
Switzerland: World Intellectual Property Organization; 1999.

12. Food and Drug Administration. Guidance for Industry
Population Pharmacokinetics. Rockville, MD: US Department of
Health and Human Services, FDA; 1999. Available at: www.fda
.gov/cder/guidance/1852fnl.pdf.

13. Huang SW. When to conduct a renal impairment study.
Presented at: Clinical Pharmacology Advisory Committee
Meeting; March 19, 2008; Rockville, MD.

14. De Winter W, deJongh H, Post T, et al. A mechanism-based dis-
ease progression model for comparison of long-term effects of
pioglitazone, metformin and glyclazide on disease processes
underlying type 2 diabetes mellitus. ] Pharmacokin Pharmacodyn.
2006;33:313-343.

1429

MPI EXHIBIT 1044 PAGE 10




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /ACaslon-Ornaments
    /AGaramond-BoldScaps
    /AGaramond-Italic
    /AGaramond-Regular
    /AGaramond-RomanScaps
    /AGaramond-Semibold
    /AGaramond-SemiboldItalic
    /AGar-Special
    /AkzidenzGroteskBE-Bold
    /AkzidenzGroteskBE-BoldIt
    /AkzidenzGroteskBE-It
    /AkzidenzGroteskBE-Light
    /AkzidenzGroteskBE-LightOsF
    /AkzidenzGroteskBE-Md
    /AkzidenzGroteskBE-MdIt
    /AkzidenzGroteskBE-Regular
    /AkzidenzGroteskBE-Super
    /AlbertusMT
    /AlbertusMT-Italic
    /AlbertusMT-Light
    /Aldine401BT-BoldA
    /Aldine401BT-BoldItalicA
    /Aldine401BT-ItalicA
    /Aldine401BT-RomanA
    /Aldine401BTSPL-RomanA
    /Aldine721BT-Bold
    /Aldine721BT-BoldItalic
    /Aldine721BT-Italic
    /Aldine721BT-Light
    /Aldine721BT-LightItalic
    /Aldine721BT-Roman
    /Aldus-Italic
    /Aldus-Roman
    /AlternateGothicNo2BT-Regular
    /Anna
    /AntiqueOlive-Bold
    /AntiqueOlive-Compact
    /AntiqueOlive-Italic
    /AntiqueOlive-Roman
    /Arcadia
    /Arcadia-A
    /Arkona-Medium
    /Arkona-Regular
    /AssemblyLightSSK
    /AvantGarde-Book
    /AvantGarde-BookOblique
    /AvantGarde-Demi
    /AvantGarde-DemiOblique
    /BakerSignetBT-Roman
    /BaskervilleBE-Italic
    /BaskervilleBE-Medium
    /BaskervilleBE-MediumItalic
    /BaskervilleBE-Regular
    /BaskervilleBook-Italic
    /BaskervilleBook-MedItalic
    /BaskervilleBook-Medium
    /BaskervilleBook-Regular
    /BaskervilleBT-Bold
    /BaskervilleBT-BoldItalic
    /BaskervilleBT-Italic
    /BaskervilleBT-Roman
    /BaskervilleMT
    /BaskervilleMT-Bold
    /BaskervilleMT-BoldItalic
    /BaskervilleMT-Italic
    /BaskervilleMT-SemiBold
    /BaskervilleMT-SemiBoldItalic
    /BaskervilleNo2BT-Bold
    /BaskervilleNo2BT-BoldItalic
    /BaskervilleNo2BT-Italic
    /BaskervilleNo2BT-Roman
    /Bauhaus-Bold
    /Bauhaus-Demi
    /Bauhaus-Heavy
    /BauhausITCbyBT-Bold
    /BauhausITCbyBT-Medium
    /Bauhaus-Light
    /Bauhaus-Medium
    /BellCentennial-Address
    /BellGothic-Black
    /BellGothic-Bold
    /Bell-GothicBoldItalicBT
    /BellGothicBT-Bold
    /BellGothicBT-Roman
    /BellGothic-Light
    /Bembo
    /Bembo-Bold
    /Bembo-BoldExpert
    /Bembo-BoldItalic
    /Bembo-BoldItalicExpert
    /Bembo-Expert
    /Bembo-ExtraBoldItalic
    /Bembo-Italic
    /Bembo-ItalicExpert
    /Bembo-Semibold
    /Bembo-SemiboldItalic
    /Berkeley-Black
    /Berkeley-BlackItalic
    /Berkeley-Bold
    /Berkeley-BoldItalic
    /Berkeley-Book
    /Berkeley-BookItalic
    /Berkeley-Italic
    /Berkeley-Medium
    /Berling-Bold
    /Berling-BoldItalic
    /Berling-Italic
    /Berling-Roman
    /BernhardModernBT-Bold
    /BernhardModernBT-BoldItalic
    /BernhardModernBT-Italic
    /BernhardModernBT-Roman
    /Bodoni
    /Bodoni-Bold
    /Bodoni-BoldItalic
    /Bodoni-Italic
    /Bodoni-Poster
    /Bodoni-PosterCompressed
    /Bookman-Demi
    /Bookman-DemiItalic
    /Bookman-Light
    /Bookman-LightItalic
    /Boton-Italic
    /Boton-Medium
    /Boton-MediumItalic
    /Boton-Regular
    /Boulevard
    /BremenBT-Black
    /BremenBT-Bold
    /CaflischScript-Bold
    /CaflischScript-Regular
    /Carta
    /Caslon224ITCbyBT-Bold
    /Caslon224ITCbyBT-BoldItalic
    /Caslon224ITCbyBT-Book
    /Caslon224ITCbyBT-BookItalic
    /Caslon540BT-Italic
    /Caslon540BT-Roman
    /CaslonBT-Bold
    /CaslonBT-BoldItalic
    /CaslonTwoTwentyFour-Black
    /CaslonTwoTwentyFour-BlackIt
    /CaslonTwoTwentyFour-Bold
    /CaslonTwoTwentyFour-BoldIt
    /CaslonTwoTwentyFour-Book
    /CaslonTwoTwentyFour-BookIt
    /CaslonTwoTwentyFour-Medium
    /CaslonTwoTwentyFour-MediumIt
    /CastleT-Bold
    /CastleT-Book
    /Caxton-Bold
    /Caxton-BoldItalic
    /Caxton-Book
    /Caxton-BookItalic
    /Caxton-Light
    /Caxton-LightItalic
    /CelestiaAntiqua-Ornaments
    /Centennial-BlackItalicOsF
    /Centennial-BlackOsF
    /Centennial-BoldItalicOsF
    /Centennial-BoldOsF
    /Centennial-ItalicOsF
    /Centennial-LightItalicOsF
    /Centennial-LightSC
    /Centennial-RomanSC
    /CenturyOldStyle-Bold
    /CenturyOldStyle-Italic
    /CenturyOldStyle-Regular
    /CheltenhamBT-Bold
    /CheltenhamBT-BoldItalic
    /CheltenhamBT-Italic
    /CheltenhamBT-Roman
    /Christiana-Bold
    /Christiana-BoldItalic
    /Christiana-Italic
    /Christiana-Medium
    /Christiana-MediumItalic
    /Christiana-Regular
    /Christiana-RegularExpert
    /Christiana-RegularSC
    /Clarendon
    /Clarendon-Bold
    /Clarendon-Light
    /ClassicalGaramondBT-Bold
    /ClassicalGaramondBT-BoldItalic
    /ClassicalGaramondBT-Italic
    /ClassicalGaramondBT-Roman
    /CMTI10
    /CommonBullets
    /ConduitITC-Bold
    /ConduitITC-BoldItalic
    /ConduitITC-Light
    /ConduitITC-LightItalic
    /ConduitITC-Medium
    /ConduitITC-MediumItalic
    /CooperBlack
    /CooperBlack-Italic
    /CopperplateGothicBT-Bold
    /CopperplateGothicBT-BoldCond
    /CopperplateGothicBT-Heavy
    /CopperplateGothicBT-Roman
    /CopperplateGothicBT-RomanCond
    /Copperplate-ThirtyThreeBC
    /Copperplate-ThirtyTwoBC
    /Coronet-Regular
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /Critter
    /CS-Special-font
    /DextorD
    /DextorOutD
    /DidotLH-OrnamentsOne
    /DidotLH-OrnamentsTwo
    /DINEngschrift
    /DINEngschrift-Alternate
    /DINMittelschrift
    /DINMittelschrift-Alternate
    /DINNeuzeitGrotesk-BoldCond
    /DINNeuzeitGrotesk-Light
    /Dom-CasItalic
    /Dom-CasualBT
    /Ehrhard-Italic
    /Ehrhard-Regular
    /EhrhardSemi-Italic
    /EhrhardtMT
    /EhrhardtMT-Italic
    /EhrhardtMT-SemiBold
    /EhrhardtMT-SemiBoldItalic
    /EhrharSemi
    /ElectraLH-Bold
    /ElectraLH-BoldCursive
    /ElectraLH-Cursive
    /ElectraLH-Regular
    /EnglischeSchT-Bold
    /EnglischeSchT-Regu
    /ErasContour
    /ErasITCbyBT-Bold
    /ErasITCbyBT-Book
    /ErasITCbyBT-Demi
    /ErasITCbyBT-Light
    /ErasITCbyBT-Medium
    /ErasITCbyBT-Ultra
    /EUEX10
    /EUFB10
    /EUFB5
    /EUFB7
    /EUFM10
    /EUFM5
    /EUFM7
    /EURB10
    /EURB5
    /EURB7
    /EURM10
    /EURM5
    /EURM7
    /EuropeanPi-Four
    /EuropeanPi-One
    /EuropeanPi-Three
    /EuropeanPi-Two
    /Eurostile
    /Eurostile-Bold
    /Eurostile-BoldExtendedTwo
    /Eurostile-ExtendedTwo
    /EUSB10
    /EUSB5
    /EUSB7
    /EUSM10
    /EUSM5
    /EUSM7
    /ExPonto-Regular
    /Fenice-Bold
    /Fenice-BoldOblique
    /FeniceITCbyBT-Bold
    /FeniceITCbyBT-BoldItalic
    /FeniceITCbyBT-Regular
    /FeniceITCbyBT-RegularItalic
    /Fenice-Light
    /Fenice-LightOblique
    /Fenice-Regular
    /Fenice-RegularOblique
    /Fenice-Ultra
    /Fenice-UltraOblique
    /FlashD-Ligh
    /Folio-Bold
    /Folio-BoldCondensed
    /Folio-ExtraBold
    /Folio-Light
    /Folio-Medium
    /FontanaNDEeOsF
    /FontanaNDEeOsF-Semibold
    /FormalScript421BT-Regular
    /Formata-Bold
    /Formata-MediumCondensed
    /FournierMT-Ornaments
    /FrakturBT-Regular
    /FranklinGothic-Book
    /FranklinGothic-BookItal
    /FranklinGothic-BookOblique
    /FranklinGothic-Condensed
    /FranklinGothic-Demi
    /FranklinGothic-DemiItal
    /FranklinGothic-DemiOblique
    /FranklinGothic-Heavy
    /FranklinGothic-HeavyItal
    /FranklinGothic-HeavyOblique
    /FranklinGothic-Medium
    /FranklinGothic-MediumItal
    /FranklinGothic-Roman
    /FrizQuadrataITCbyBT-Bold
    /FrizQuadrataITCbyBT-Roman
    /Frutiger-Black
    /Frutiger-BlackCn
    /Frutiger-BlackItalic
    /Frutiger-Bold
    /Frutiger-BoldCn
    /Frutiger-BoldItalic
    /Frutiger-Cn
    /Frutiger-ExtraBlackCn
    /Frutiger-Italic
    /Frutiger-Light
    /Frutiger-LightCn
    /Frutiger-LightItalic
    /Frutiger-Roman
    /Frutiger-UltraBlack
    /Futura
    /FuturaBlackBT-Regular
    /Futura-Bold
    /Futura-BoldOblique
    /Futura-Book
    /Futura-BookOblique
    /FuturaBT-Bold
    /FuturaBT-BoldCondensed
    /FuturaBT-BoldCondensedItalic
    /FuturaBT-BoldItalic
    /FuturaBT-Book
    /FuturaBT-BookItalic
    /FuturaBT-ExtraBlack
    /FuturaBT-ExtraBlackCondensed
    /FuturaBT-ExtraBlackCondItalic
    /FuturaBT-ExtraBlackItalic
    /FuturaBT-Heavy
    /FuturaBT-HeavyItalic
    /FuturaBT-Light
    /FuturaBT-LightCondensed
    /FuturaBT-LightItalic
    /FuturaBT-Medium
    /FuturaBT-MediumCondensed
    /FuturaBT-MediumItalic
    /Futura-ExtraBold
    /Futura-ExtraBoldOblique
    /Futura-Heavy
    /Futura-HeavyOblique
    /Futura-Light
    /Futura-LightOblique
    /Futura-Oblique
    /GalliardITCbyBT-Italic
    /GalliardITCbyBT-Roman
    /Garamond-Antiqua
    /Garamond-BoldCondensed
    /Garamond-BoldCondensedItalic
    /Garamond-BookCondensed
    /Garamond-BookCondensedItalic
    /Garamond-Halbfett
    /GaramondITCbyBT-Bold
    /GaramondITCbyBT-BoldCondensed
    /GaramondITCbyBT-BoldCondItalic
    /GaramondITCbyBT-BoldItalic
    /GaramondITCbyBT-BoldNarrow
    /GaramondITCbyBT-BoldNarrowItal
    /GaramondITCbyBT-Book
    /GaramondITCbyBT-BookCondensed
    /GaramondITCbyBT-BookCondItalic
    /GaramondITCbyBT-BookItalic
    /GaramondITCbyBT-Light
    /GaramondITCbyBT-LightCondensed
    /GaramondITCbyBT-LightCondItalic
    /GaramondITCbyBT-LightItalic
    /GaramondITCbyBT-LightNarrow
    /GaramondITCbyBT-LightNarrowItal
    /GaramondITCbyBT-Ultra
    /GaramondITCbyBT-UltraCondensed
    /GaramondITCbyBT-UltraCondItalic
    /GaramondITCbyBT-UltraItalic
    /Garamond-Kursiv
    /Garamond-KursivHalbfett
    /Garamond-LightCondensed
    /Garamond-LightCondensedItalic
    /GaramondThree
    /GaramondThree-Bold
    /GaramondThree-BoldItalic
    /GaramondThree-Italic
    /GaramondThreeSMSspl
    /GaramondThreespl
    /GaramondThreeSpl-Bold
    /GaramondThreeSpl-Italic
    /GarthGraphic
    /GarthGraphic-Black
    /GarthGraphic-Bold
    /GarthGraphic-BoldCondensed
    /GarthGraphic-BoldItalic
    /GarthGraphic-Condensed
    /GarthGraphic-ExtraBold
    /GarthGraphic-Italic
    /Geometric231BT-HeavyC
    /GeometricSlab712BT-BoldA
    /GeometricSlab712BT-ExtraBoldA
    /GeometricSlab712BT-LightA
    /GeometricSlab712BT-LightItalicA
    /GeometricSlab712BT-MediumA
    /GeometricSlab712BT-MediumItalA
    /Giddyup
    /Giddyup-Thangs
    /GillSans
    /GillSans-Bold
    /GillSans-BoldCondensed
    /GillSans-BoldItalic
    /GillSans-Condensed
    /GillSans-ExtraBold
    /GillSans-Italic
    /GillSans-Light
    /GillSans-LightItalic
    /GillSans-UltraBold
    /GillSans-UltraBoldCondensed
    /Gill-Special
    /Giovanni-Bold
    /Giovanni-BoldItalic
    /Giovanni-Book
    /Giovanni-BookItalic
    /Glypha
    /Glypha-Bold
    /Glypha-BoldOblique
    /Glypha-Oblique
    /Goudy
    /Goudy-Bold
    /Goudy-BoldItalic
    /Goudy-ExtraBold
    /Goudy-Italic
    /GoudyOldStyleBT-Bold
    /GoudyOldStyleBT-BoldItalic
    /GoudyOldStyleBT-ExtraBold
    /GoudyOldStyleBT-Italic
    /GoudyOldStyleBT-Roman
    /GoudySans-Bold
    /GoudySans-BoldItalic
    /GoudySansITCbyBT-Bold
    /GoudySansITCbyBT-BoldItalic
    /GoudySansITCbyBT-Medium
    /GoudySansITCbyBT-MediumItalic
    /GoudySans-Medium
    /GoudySans-MediumItalic
    /Granjon
    /Granjon-Bold
    /Granjon-BoldOsF
    /Granjon-Italic
    /Granjon-ItalicOsF
    /Granjon-SC
    /GreymantleMVB-Ornaments
    /Helvetica
    /Helvetica-Black
    /Helvetica-BlackOblique
    /Helvetica-Black-SemiBold
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Condensed
    /Helvetica-Condensed-Black
    /Helvetica-Condensed-BlackObl
    /Helvetica-Condensed-Bold
    /Helvetica-Condensed-BoldObl
    /Helvetica-Condensed-Light
    /Helvetica-Condensed-LightObl
    /Helvetica-Condensed-Oblique
    /Helvetica-Light
    /Helvetica-LightOblique
    /Helvetica-Narrow
    /Helvetica-Narrow-Bold
    /Helvetica-Narrow-BoldOblique
    /Helvetica-Narrow-Oblique
    /HelveticaNeue-BlackCond
    /HelveticaNeue-BlackCondObl
    /HelveticaNeue-Bold
    /HelveticaNeue-BoldCond
    /HelveticaNeue-BoldCondObl
    /HelveticaNeue-BoldExt
    /HelveticaNeue-BoldExtObl
    /HelveticaNeue-BoldItalic
    /HelveticaNeue-Condensed
    /HelveticaNeue-CondensedObl
    /HelveticaNeue-ExtBlackCond
    /HelveticaNeue-ExtBlackCondObl
    /HelveticaNeue-Extended
    /HelveticaNeue-ExtendedObl
    /HelveticaNeue-Heavy
    /HelveticaNeue-HeavyCond
    /HelveticaNeue-HeavyCondObl
    /HelveticaNeue-HeavyExt
    /HelveticaNeue-HeavyExtObl
    /HelveticaNeue-HeavyItalic
    /HelveticaNeue-Italic
    /HelveticaNeue-Light
    /HelveticaNeue-LightCond
    /HelveticaNeue-LightCondObl
    /HelveticaNeue-LightItalic
    /HelveticaNeueLTStd-Md
    /HelveticaNeueLTStd-MdIt
    /HelveticaNeue-Medium
    /HelveticaNeue-MediumCond
    /HelveticaNeue-MediumCondObl
    /HelveticaNeue-MediumExt
    /HelveticaNeue-MediumExtObl
    /HelveticaNeue-MediumItalic
    /HelveticaNeue-Roman
    /HelveticaNeue-ThinCond
    /HelveticaNeue-ThinCondObl
    /HelveticaNeue-UltraLigCond
    /HelveticaNeue-UltraLigCondObl
    /Helvetica-Oblique
    /HelvLight
    /Humanist521BT-Bold
    /Humanist521BT-BoldCondensed
    /Humanist521BT-BoldItalic
    /Humanist521BT-ExtraBold
    /Humanist521BT-Italic
    /Humanist521BT-Light
    /Humanist521BT-LightItalic
    /Humanist521BT-Roman
    /Humanist521BT-RomanCondensed
    /Humanist521BT-UltraBold
    /Humanist521BT-XtraBoldCondensed
    /Humanist777BT-BlackB
    /Humanist777BT-BlackItalicB
    /Humanist777BT-BoldB
    /Humanist777BT-BoldItalicB
    /Humanist777BT-ItalicB
    /Humanist777BT-LightB
    /Humanist777BT-LightItalicB
    /Humanist777BT-RomanB
    /ICMEX10
    /ICMMI8
    /ICMSY8
    /ICMTT8
    /ILASY8
    /ILCMSS8
    /ILCMSSB8
    /ILCMSSI8
    /Imago-Book
    /Imago-BookItalic
    /Imago-ExtraBold
    /Imago-ExtraBoldItalic
    /Imago-Medium
    /Imago-MediumItalic
    /Industria-Inline
    /Industria-InlineA
    /Industria-Solid
    /Industria-SolidA
    /Insignia
    /Insignia-A
    /IPAExtras
    /IPAHighLow
    /IPAKiel
    /IPAKielSeven
    /IPAsans
    /JoannaMT
    /JoannaMT-Bold
    /JoannaMT-BoldItalic
    /JoannaMT-Italic
    /KlangMT
    /Kuenstler480BT-Black
    /Kuenstler480BT-Bold
    /Kuenstler480BT-BoldItalic
    /Kuenstler480BT-Italic
    /Kuenstler480BT-Roman
    /KunstlerschreibschD-Bold
    /KunstlerschreibschD-Medi
    /Lapidary333BT-Black
    /Lapidary333BT-Bold
    /Lapidary333BT-BoldItalic
    /Lapidary333BT-Italic
    /Lapidary333BT-Roman
    /LASY10
    /LASY5
    /LASY6
    /LASY7
    /LASY8
    /LASY9
    /LASYB10
    /LatinMT-Condensed
    /LCIRCLE10
    /LCIRCLEW10
    /LCMSS8
    /LCMSSB8
    /LCMSSI8
    /LDecorationPi-One
    /LDecorationPi-Two
    /Leawood-Black
    /Leawood-BlackItalic
    /Leawood-Bold
    /Leawood-BoldItalic
    /Leawood-Book
    /Leawood-BookItalic
    /Leawood-Medium
    /Leawood-MediumItalic
    /LegacySans-Bold
    /LegacySans-BoldItalic
    /LegacySans-Book
    /LegacySans-BookItalic
    /LegacySans-Medium
    /LegacySans-MediumItalic
    /LegacySans-Ultra
    /LegacySerif-Bold
    /LegacySerif-BoldItalic
    /LegacySerif-Book
    /LegacySerif-BookItalic
    /LegacySerif-Medium
    /LegacySerif-MediumItalic
    /LegacySerif-Ultra
    /LetterGothic
    /LetterGothic-Bold
    /LetterGothic-BoldSlanted
    /LetterGothic-Slanted
    /Life-Bold
    /Life-Italic
    /Life-Roman
    /LINE10
    /LINEW10
    /Lithos-Black
    /Lithos-Regular
    /LOGO10
    /LOGO8
    /LOGO9
    /LOGOBF10
    /LOGOSL10
    /LOMD-Normal
    /LubalinGraph-Book
    /LubalinGraph-BookOblique
    /LubalinGraph-Demi
    /LubalinGraph-DemiOblique
    /LucidaMath-Symbol
    /LydianBT-Bold
    /LydianBT-BoldItalic
    /LydianBT-Italic
    /LydianBT-Roman
    /LydianCursiveBT-Regular
    /Marigold
    /MathematicalPi-Five
    /MathematicalPi-Four
    /MathematicalPi-One
    /MathematicalPi-Six
    /MathematicalPi-Three
    /MathematicalPi-Two
    /Melior
    /Melior-Bold
    /Melior-BoldItalic
    /Melior-Italic
    /MercuriusCT-Black
    /MercuriusCT-BlackItalic
    /MercuriusCT-Light
    /MercuriusCT-LightItalic
    /MercuriusCT-Medium
    /MercuriusCT-MediumItalic
    /MercuriusMT-BoldScript
    /Meridien-Medium
    /Meridien-MediumItalic
    /Meridien-Roman
    /Minion-Black
    /Minion-Bold
    /Minion-BoldCondensed
    /Minion-BoldCondensedItalic
    /Minion-BoldItalic
    /Minion-Condensed
    /Minion-CondensedItalic
    /MinionExp-Italic
    /MinionExp-Semibold
    /MinionExp-SemiboldItalic
    /Minion-Italic
    /Minion-Ornaments
    /Minion-Regular
    /Minion-Semibold
    /Minion-SemiboldItalic
    /MonaLisa-Recut
    /MSAM10
    /MSAM10A
    /MSAM5
    /MSAM6
    /MSAM7
    /MSAM8
    /MSAM9
    /MSBM10
    /MSBM10A
    /MSBM5
    /MSBM6
    /MSBM7
    /MSBM8
    /MSBM9
    /MTEX
    /MTEXB
    /MTEXH
    /MTGU
    /MTGUB
    /MTMI
    /MTMIB
    /MTMIH
    /MTMS
    /MTMSB
    /MTMUB
    /MTMUH
    /MTSY
    /MTSYB
    /MTSYH
    /MTSYN
    /MusicalSymbols-Normal
    /Myriad-Bold
    /Myriad-BoldItalic
    /Myriad-CnBold
    /Myriad-CnBoldItalic
    /Myriad-CnItalic
    /Myriad-CnSemibold
    /Myriad-CnSemiboldItalic
    /Myriad-Condensed
    /Myriad-Italic
    /Myriad-Roman
    /Myriad-Sketch
    /Myriad-Tilt
    /NeuzeitS-Book
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /CreateJDFFile false
  /SyntheticBoldness 1.000000
  /Description <<
    /FRA <>
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU (Use these settings for creating PDF files for submission to The Sheridan Press. These settings configured for Acrobat v6.0 08/06/03.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




