
Cancer Chemother Pharmacol (2008) 62:1027–1037

DOI 10.1007/s00280-008-0692-z

ORIGINAL ARTICLE

Pharmacokinetics of irinotecan and its metabolites in pediatric 
cancer patients: a report from the children’s oncology group

Patrick A. Thompson · Manish Gupta · Gary L. Rosner · 
Alexander Yu · JeVrey Barrett · Lisa Bomgaars · 
Mark L. Bernstein · Susan M. Blaney · John Mondick 

Received: 30 October 2007 / Accepted: 27 January 2008 / Published online: 16 February 2008
©  Springer-Verlag 2008

Abstract
Objective To develop a population pharmacokinetic
model of irinotecan and its major metabolites in children
with cancer and to identify covariates that predict variabil-
ity in disposition.
Methods A population pharmacokinetic model was devel-
oped using plasma concentration data from 82 patients par-
ticipating in a multicenter Pediatric Oncology Group
(POG) single agent phase II clinical trial. Patients between
1 and 21 years of age with solid tumors refractory to stan-
dard therapy received irinotecan, 50 mg/m2, as a 60-min
intravenous infusion for 5 consecutive days every 3 weeks.
Blood samples were collected and analyzed for irinotecan

and three metabolites (SN-38, SN-38G, and APC). The
population model was developed with NONMEM. Clear-
ance and volume were scaled allometrically using corrected
body weight. Exponential error models were used to
describe the interindividual variance in pharmacokinetic
parameters, and the residual error was described with a pro-
portional model. SigniWcant covariate eVects were identi-
Wed graphically using S-PLUS and were added to the base-
model. The Wnal model was evaluated by simulating data
from two other POG trials.
Results The best structural model for irinotecan and its
metabolites consisted of six-compartments: two compart-
ments for irinotecan and SN-38, and one each for APC and
SN-38G. Age and bilirubin were found to be signiWcant
covariates aVecting SN-38 clearance. SN-38 clearance was
greater in patients less than 10 years of age and lower in
patients with a total serum bilirubin >0.6 mg/dL. Simula-
tions revealed that the model was able to predict drug and
metabolite exposure (AUC) for patients receiving the same
or similar doses (30–65 mg/m2) of irinotecan.
Conclusions This population model accurately describes
the pharmacokinetics of irinotecan and its primary metabo-
lites. The model, which includes age and bilirubin as covar-
iate eVects on SN-38 clearance, is the Wrst population
model to describe the pharmacokinetics of irinotecan and
its major metabolites in children.

Keywords Irinotecan · CPT-11 · Pediatrics · 
Pharmacokinetics · Population modeling

Introduction

Irinotecan (also known as CPT-11) is a semisynthetic water-
soluble analog of camptothecin that diVers from other
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camptothecin analogs in that it is a prodrug that undergoes
deesteriWcation to a much more potent topoisomerase-I
inhibitor, 7-ethyl-10-hydroxycamptothecin (SN-38). Irino-
tecan itself possesses a marginal antiproliferative eVect,
while its metabolite SN-38 is 100–1,000-fold more active in
vitro [19]. SN-38 is glucuronidated by the hepatic uridine
diphosphate glucuronosyltransferase UGT1A1 to 10-O-glu-
curonyl-SN-38 (SN38-G), an inactive metabolite that is
excreted into the bile and urine. Irinotecan also undergoes
P450 CYP3A4-mediated metabolism to form two additional
minor metabolites 7-ethyl-10-[4-N-(5-aminopentanoic
acid)-1-piperidino]-carbonyloxycamptothecin (APC) and 7-
ethyl-10-[4-amino-1-piperidino]-carbonyloxycamptothecin
(NPC). Neither APC nor NPC have anti-tumor eVects.

Irinotecan is approved for use in the treatment of colon
cancer and its pharmacokinetics and pharmacogenetics
have been described in adults [1, 8, 13–15, 25, 26, 28, 30,
31, 36–38, 40]. Irinotecan has also shown some promise in
the treatment of diYcult to cure pediatric solid tumors with
objective anti-tumor responses observed in the phase I and
II setting in a variety of tumor types including neuroblas-
toma, hepatocellular carcinoma, rhabdomyosarcoma and
medulloblastoma [3, 5, 11, 45].

Pharmacokinetic studies have shown that there is marked
interpatient variability in the pharmacokinetic disposition of
irinotecan and its metabolites [6, 7, 21, 34]. Dose-limiting
side eVects include diarrhea and neutropenia. In adult cancer
patients signiWcant relationships among drug metabolizing
genotype, clinical factors (age, sex, and organ function), and
pharmacokinetic and toxicity parameters have been reported
[2, 15, 16, 22, 27, 28, 32, 48]. Impaired glucuronidation
activity of the UGT1A1 enzyme has been linked with ele-
vated levels of SN-38, leading to toxicities. UGT1A1*28
involves an extra TA repeat in the UGT1A1 promoter
region and is the variant most frequently contributing to
interpatient variability in irinotecan pharmacokinetics and
toxicities. This information led to the revision of the irino-
tecan label by the US Food and Drug Administration. The
text added to the label states that individuals who are homo-
zygous for the UGT1A1*28 allele are at increased risk for
neutropenia and that a reduced initial dose of irinotecan
should be considered for patients known to be homozygous
for the UGT1A1*28 allele. In children, however, the num-
ber of clinical pharmacology studies of irinotecan is rela-
tively limited and the factors contributing to variability in
pharmacokinetics and toxicity are less well understood [10,
23, 35, 45]. Furthermore, the dose schedules used in pediat-
ric oncology are frequently diVerent. In adult cancer trials
irinotecan has demonstrated eYcacy when dosed every
3 weeks or alternatively, weekly 4 times, every 6 weeks.
Pediatric trials have primarily utilized a daily schedule for 5
consecutive days every 21 days or daily for 5 days per week
for 2 weeks every 21 days (daily £5 for 2 weeks q 21 days)

[11, 17, 33, 41]. Alternative schedules similar to those used
for adults have also been evaluated [5, 35, 44, 45]. A recent
study by Stewart et al. [42] suggests that drug metabolizing
genotype may aVect the pharmacokinetics of irinotecan
when it is given to children on a protracted schedule (daily
for 5 days per week for 2 weeks every 21 days), but not tox-
icity. Bomgaars et al. [4] also found that genotype did not
aVect toxicity on a daily £5 schedule every 21 days, and
they did not see any diVerence in non-compartmental phar-
macokinetics as a result of genotype.

This analysis focuses on developing a thorough under-
standing of irinotecan pharmacokinetics in children. We
present the Wrst pediatric population pharmacokinetic
model for irinotecan and its metabolites and provide an
analysis of the demographic and clinical factors that con-
tribute to the variability of the pharmacokinetics of irino-
tecan in children.

Patients and methods

Patients

We used pharmacokinetic data from a multicenter single
agent phase II Pediatric Oncology Group (POG) Trial, POG
9761, of irinotecan to develop the population analysis. We
subsequently evaluated the resultant model using data from
two smaller POG trials, POG 9571 and POG 9971. A brief
description of each study follows.

POG 9761

Pediatric patients between 1 and 22 years of age with
refractory solid or CNS tumors received irinotecan at a
dose of 50 mg/m2 IV over 1 h daily for 5 consecutive days.
Patients with brain tumors could not be receiving concomi-
tant anticonvulsants and if receiving dexamethasone had to
be on a stable or decreasing dose. Other eligibility require-
ments were standard and included: an adequate perfor-
mance status (Karnofsky or Lansky ¸50%), serum albumin
>3 g/dL, adequate bone marrow function [absolute neutro-
phil count (ANC) >1,000/mm3; a platelet count >100,000/
mm3; a hemoglobin (Hgb) >8.0 g/dL], and adequate organ
function (creatinine normal for age or glomerular Wltration
rate >70 mL/min/1.73 m2, total bilirubin <1.5 mg/dL, and
ALT <5£ normal). Pharmacokinetic data with clinical
covariates were available from 82 patients, complete data
for 79 patients and partial data for 3 patients.

POG 9571

SpeciWc eligibility requirements for POG 9571, a phase I
study of irinotecan given as a single agent over 1 h daily for
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5 consecutive days, were similar to POG 9761 except that
the study required a hemoglobin >9.0 g/L and ALT <2£
normal. The starting dose for this trial was 30 mg/m2/dose
(daily £5 days). Dose escalations were in increments of
30% up to a maximum tested dose of 65 mg/m2/dose. Phar-
macokinetic data with clinical covariates were available
from 25 patients enrolled on this study.

POG 9971

Pediatric patients with solid tumors refractory to conven-
tional therapeutic modalities were treated on this phase I
protocol which used irinotecan in combination with weekly
vincristine. Patients with brain tumors were also eligible if
they were not receiving anticonvulsants. SpeciWc eligibility
requirements for this study were similar to POG 9761.
Patients received irinotecan at a dose of 50 mg/m2 IV over
1 h daily for 5 consecutive days every 3 weeks. Pharmaco-
kinetic data with clinical covariates were available from 14
patients.

Pharmacokinetic data collection

Pharmacokinetic data collection varied among the three
studies as described below.

POG 9761

Two diVerent sampling schedules were used on this proto-
col. Initially a serial sampling schedule in which samples
were collected in heparinized tubes on day 1, cycle 1 prior
to drug administration, at the end of the infusion, and at 5,
15, 30, and 45 min and 1, 2, 4, 6, and 8 h following the
completion of the infusion. Sixteen patients had complete
pharmacokinetic sampling on this schedule. A “limited”
sampling schedule in which blood was collected prior to
drug administration, at the end of the infusion, and at 1.5,
3.5, 6, and 24 h following the completion of the infusion
was used for the remaining 66 patients.

POG 9571

Blood samples for pharmacokinetic (PK) analysis were col-
lected in heparinized tubes prior to drug administration, at
the end of the infusion, and at 5, 15, and 30 min, and 1, 2, 4,
6, 8 h following the completion of the infusion.

POG 9971

Blood samples for PK analysis were collected in heparin-
ized tubes on day 1, cycle 1 prior to drug administration, at
the end of the infusion, and at 3.5, 6.5, 8, and 24 h follow-
ing the completion of the infusion.

Analytical method

Blood samples were immediately centrifuged at 3,000 rpm
for 10–15 min at 4°C to separate the plasma. Plasma was
then frozen at ¡20 to ¡70°C until analysis. The plasma
specimens were assayed using a validated, sensitive, and
speciWc isocratic high-performance liquid chromatography
(HPLC) method with Xuorescence detection as previously
reported [5]. Concentration determinations were made for
the total analyte (lactone plus carboxylate) for CPT-11 and
SN-38.

Population pharmacokinetic modeling

We used NONMEM VI (GloboMax LLC, Hanover, MD)
to perform the model Wtting on a personal computer using a
DIGITAL Visual FORTRAN compiler (Version 6.1). The
ADVAN5 subroutine and the Wrst-order conditional estima-
tion (FOCE) method with �–� interaction were used
throughout the model building process.

In specifying our model, we chose to a priori Wx the frac-
tional conversion of the irinotecan to its metabolites (APC,
SN-38, and SN-38G) based on their respective AUCs (cal-
culated on a molar basis) since the PK parameters are not
uniquely identiWable. For example, the mean AUC of APC
in the POG data sets was approximately 15% of the mean
AUC of CPT-11 (on a molar basis), therefore we Wxed the
fractional conversion of CPT-11 to APC at 15%. The frac-
tion conversion to SN-38 was based on the ratio of the sum
of the AUCs of SN-38 and SN-38G to the AUC of CPT-11,
and, based on all the POG data sets, this was also approxi-
mately 15%. The fraction of SN-38 converted to SN-38G
was Wxed at 65%. This was based on previously reported
data from a cancer patient with a biliary drain in whom
feces, urine, and bile samples were collected for irinotecan
and its metabolites [8]. The assumption of a fractional con-
version is somewhat arbitrary and diVerent assumptions
could be made. In one pharmacokinetic model for adult
patients, the fractional conversion of CPT-11 to SN-38 and
SN-38G was assumed to be 12% based on knowledge of
excretion characteristics gained from prior mass balance
studies [47]. An alternative, used in other pharmacokinetic
models for irinotecan, is to not deWne the fractional conver-
sion and instead lump it into an “apparent PK parameter”
(e.g. apparent clearance equals clearance divided by frac-
tional conversion) [22]. We chose our approach because we
felt that given the complexity of our model it was more
explicit and straightforward.

We initially formed a structural model without any
covariates. However, it was apparent that patient size was
an essential covariate for all pharmacokinetic parameters
based on plots against diVerent body size measures (weight,
body surface area, and corrected body weight). Ultimately,
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allometric scaling based on corrected body weight (CBW)
was used to account for patient size. For patients who have
an actual body weight that is greater than their ideal body
weight (IBW), CBW is equal to IBW. For patients who
have an actual body weight that is less than their IBW,
CBW is equal to actual body weight. IBW was calculated
using the method of Traub [43]. We used exponent values
of 0.75 and 1.00 to describe the change in clearance and
volume parameters over the range of patient weights. This
approach was based on the expectation that organ size and
function (and hence clearance) would correlate more
closely with CBW than IBW.

Potentially signiWcant covariate eVects were identiWed
graphically using S-PLUS and LOESS curve-Wtting [24].
Plots of each pharmacokinetic parameter as a function of
the available covariates were generated including age, gen-
der, and total bilirubin. Along with typical goodness-of-Wt
diagnostic plots, we used the likelihood ratio test to evalu-
ate nested alternative models including covariates eVects.
When using this approach to compare alternative models,
the diVerence in the value of the objective function is
approximately chi-square distributed with n degrees of
freedom (where n is the diVerence in the number of param-
eters between the full and the reduced model). This
approach has been shown to be reliable for the FOCE-
INTERACTION estimation method. According to the chi-
squared distribution under the null hypothesis, the p value
of <0.001 required in this study corresponds to a decrease
in the value of the objective function of at least 10.88 for 1
degree of freedom.

Exponential error models were used to describe the
interindividual variance in pharmacokinetic parameters.
The residual error was described with proportional error
models.

Model evaluation

We evaluated the robustness of the Wnal model constructed
from the POG 9761 data using the pharmacokinetic data
collected in the other two clinical trials. We chose to evalu-
ate the model by examining its ability to predict area under
the curve (AUC) for irinotecan and its metabolites in two
groups of patients: (1) patients enrolled on POG 9571 or
POG 9971 who received 50 mg/m2 of irinotecan daily
£5 days, and (2) patients enrolled on POG 9571 who
received irinotecan at doses ranging from 30 to 65 mg/m2

on a daily £5 schedule.
We Wrst tested the accuracy of the model in predicting

irinotecan and metabolite AUCs for patients receiving
50 mg/m2, which was the same dose used for model build-
ing. Data from patients receiving this dose (enrolled in
either the POG 9571 or POG 9971 trial) were combined
into one evaluation data set consisting of 25 patients. The

NOMEM model developed from the POG 9761 trial was
then used to run 500 Monte-Carlo simulation replicates
with this evaluation data set. A PERL script was used to
calculate AUCs for CPT-11, APC, SN-38, and SN-38G
using the trapezoidal rule from the simulated concentra-
tion–time curves. We then compared the observed AUCs
to the AUCs estimated from the 500 simulation runs. A
predictive check p value was calculated for the median
observed AUC compared to the range of predicted median
AUCs from the simulations. This p value was calculated
as the proportion of simulated values that were less than
the observed value of the median AUC. This p value
deWned the probability that the simulated data (under the
model and parameter point estimates) could be more
extreme than the observed data [12]. We used this
approach for both groups of patients for irinotecan and each
metabolite.

Results

Population pharmacokinetic model

Table 1 summarizes patient speciWc characteristics for the
study used for model building (POG 9761) as well as the
studies used for model evaluation (POG 9571 and POG
9971). As shown in the table, the range of patient age and
size (BSA and weight) and bilirubin levels were similar for
each of the three trials.

Based on both the objective function and graphical
inspection of the diagnostic plots, the best structural model
for irinotecan and its metabolites consisted of a total of six-
compartments. Two compartments were used for irinotecan
and SN-38, and one each for APC and SN-38G. A sche-
matic of the structural model is shown in Fig. 1. The best
approach to scaling the pharmacokinetic parameters in the
base model was allometric scaling based on corrected body
weight. This approach minimized interindividual variance
compared to other scaling approaches including BSA-based
scaling, weight-based scaling, and allometric scaling based
on body weight. The model structure in terms of covariate
eVects, interindividual variability, and residual error is
summarized in Fig. 2.

The eVect of age on SN-38 clearance was the Wrst covar-
iate eVect added to the base model. Based on inspection of
our diagnostic plots (such as the one shown in Fig. 3a), we
empirically chose to include the eVect of age as an expo-
nential eVect for patients less than 10 years of age (Fig. 2
shows the equations used). Inclusion of age as a covariate
eVect on SN-38 clearance signiWcantly lowered the objec-
tive function (¡21.8). This also resulted in a decrease in the
estimate of the interindividual coeYcient of variation of
SN-38 CL from 57 to 48%. This model was then carried
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forward as the reference model for the remainder of the
covariate analysis.

Based on further inspection of the diagnostic plots (such
as the one shown in Fig. 3b) we then added the eVect of bil-
irubin on SN-38 clearance to the base model. We empiri-
cally chose to use a total bilirubin level of 0.6 mg/dL as a
cut point to divide the patients into two groups, one group

characterized by lower bilirubin levels and higher SN-38
clearance and the other group with higher bilirubin and
lower SN-38 clearance. We chose to use bilirubin as a dis-
crete rather than continuous covariate, since the bilirubin
level may serve as a biomarker that distinguishes discrete
populations having diVerent UGT1A1genotypes. Inclusion
of bilirubin as a covariate in this way resulted in a further

Table 1 Comparison of irino-
tecan pediatric clinical trials

Study POG 9761 POG 9971 POG 9571

Irinotecan administration Daily x5 Daily £5 Daily £5

Dose levels (mg/m2) 50 50 30, 39, 50, 65

Analytes measured Irinotecan, APC, SN-38, 
and SN-38G

Irinotecan, APC, SN-38, 
and SN-38G

Irinotecan, APC, SN-38, 
and SN-38G

Number of patients 82 14 25

Male/female 47/35 3/11 17/8

Age (years)

Range 1–23 1–18 1–20

Median 10 7 9

Weight (kg)

Range 9.3–112 9.0–68.7 8.3–82.3

Mean § SD 39.3 § 24.8 30.7 § 18.6 37.6 § 22.5

BSA (m2) 

Range 0.46–2.33 0.41–1.87 0.41–2.01

Mean § SD 1.19 § 0.49 1.02 § 0.43 1.17 § 0.49

Bilirubin (mg/dL) 

Range 0.0–1.5 0.1–1.4 0.2–1.2

Mean § SD 0.42 § 0.27 0.56 § 0.35 0.44 § 0.28

Fig. 1 Schematic of pediatric 
population pharmacokinetic 
model for irinotecan and its 
metabolites. The model includes 
two compartments for irinotecan 
(CPT-11), one for APC, two for 
SN-38, and one for SN-38G

CPT-11 
Vc 

CPT-11 
Vp 

APC 
V 

SN-38 
Vc 

Infusion 

SN-38 
Vp 

CL CPT11 

SN-38G 
V 

CL CPT11 • F 13 

CL CPT11 • F 14 

CL APC 

CL CPT11 • (1-F 13 -F 14 ) 

Q CPT11 

Q SN38 

CL SN38  = f (bilirbubin, age)  

CL SN38 • (1-F 46 ) 
CL SN38 • F 46 F 13 , F 14 , F 46  are fixed  

based on AUC ratios:  

F 13  = 0.15 
F 14  = 0.15  
F 46  = 0.65 

CL SN38G 
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decrease (¡11.7) in the value of the objective function and
also reduced the estimate of interindividual coeYcient of
variation for SN-38 clearance from 48 to 46%.

Table 2 summarizes the Wnal model and presents the
point estimates, standard errors, relative standard errors,
and coeYcients of variation (for interindividual and resid-
ual error terms). For the Wnal model, predicted versus
observed concentrations are shown for CPT-11, APC, SN-
38, and SN-38G in Fig. 4a–d.

Model evaluation

Table 3 summarizes the results of the model evaluation. As
the table shows, the measured median AUCs for irinotecan
and its metabolites fall within the range for the predicted
median AUCs for patients dosed at 50 mg/m2. The predic-
tive-check p values are between 0.43 and 0.89. This indi-
cates that none of the simulation results diVer signiWcantly
(at a 95% conWdence level) from the observed data. As the

Fig. 2 Pediatric population pharmacokinetic model for irinotecan and
its metabolites. Pharmacokinetic parameters are as follows: CLCPT11

Clearance of CPT-11; Vc CPT11 volume of distribution of central CPT-
11 compartment; Vp CPT11 volume of distribution of peripheral CPT-11
compartment; Q CPT11 intercompartmental CPT-11 clearance; CLAPC

clearance of APC; VAPC volume of distribution of APC; CLSN38 clear-
ance of SN-38; VcSN38 volume of distribution of central SN-38 com-
partment; VpSN38 volume of distribution of peripheral SN-38
compartment; QSN38 intercompartmental SN-38 clearance; CLSN38G

clearance of SN-38G; VSN38G volume of distribution of SN-38G. The

subscript i indicates an individual-speciWc parameter or variable. The
� are population parameters and the � are interindividual random
eVects. Each of the �’s have a normal distribution around zero with a
coeYcient of variance equal to �. CCPT11

ij, CAPC
ij, CSN-38

ij, and
CSN38G

ij, are the jth measured plasma concentrations in the ith individ-
ual for CPT-11, APC, SN-38, and SN-38G, respectively. CP-CPT11

ij, C
P-

APC
ij, C

P-SN38
ij, and CP-SN38G

ij, are the jth predicted plasma concentra-
tions in the ith individual for CPT-11, APC, SN-38, and SN-38G,
respectively. �P1ij, �P2ij, �P3ij, and �P4ij, are the proportional residual ran-
dom error terms associated with CPT-11, APC, SN-38, and SN-38G

Pharmacokinetic Model for Irinotecan (CPT-11) 

CLCPT11
i = θCL-CPT11 • (CBWi/40)0.75 • exp(ηCL-CPT11i)

VcCPT11
i = θ Vc-CPT-11 • (CBWi/40) • exp(ηVc-CPT11i)

VpCPT11
i = θ Vp-CPT11 • (CBWi /40) • exp(ηVp-CPT11i)

QCPT11
i = θQ-CPT11 • (CBWi/40)0.75 • exp(ηQ-CPT11i)

Pharmacokinetic Model for APC

CLAPC
i = θCL-APC • (CBWi/40)0.75 • exp(ηCL-APCi)

VAPC
i = θVc-APC • (CBWi/40) • exp(ηV-APCi)

Pharmacokinetic Model for SN-38 

CLSN38
i = BILIEFF• (CBWi/40)0.75 • exp(ηCL-SN38i) • AGEFF 
• BILIEFF= θCL-SN38 for patients with a bilirubin < 0.6 mg/dl and θCL-SN38-BILI for 

patients with a bilirubin > 0.6 mg/dl 
• AGEFF = exp[θCL-SN38-AGEFF • (AGE-10)] for patients <10 yr and AGEFF=1 for 

patients >10 yr 
VcSN38

i = θ Vc-CPT-11 • (CBWi/40) • exp(ηVc-SN38i)
VpSN38

i = θ Vp-SN38 • (CBWi /40)
QSN38

i = θQ-SN38 • (CBWi/40)0.75

Pharmacokinetic Model for SN38G

CLSN38G
i = θCL-SN38G • (CBWi/40)0.75 • exp(ηCL-SN38Gi)

VSN38G
i = θVc-SN38G • (CBWi/40) • exp(ηV-SN38Gi)

Residual Error Model

CCPT11
ij = CP-CPT11

ij•(1+εP1ij)
CAPC

ij = CP-APC
ij•(1+εP2ij)

CSN38
ij = CP-SN38

ij•(1+εP3ij)
CSN38G

ij = CP-SN38G
ij•(1+εP4ij)
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table also shows, similar results are seen for the group of
patients who received irinotecan at other doses (30, 39, and
65 mg/m2). The predictive check p values for irinotecan
and its metabolites are between 0.06 and 0.68 for this
group. Overall, the model does an adequate job of predict-
ing the median AUCs of irinotecan and its metabolites for
the two populations of patients used in model evaluation.

Discussion

The results of the Wrst pediatric population pharmacokinetic
model for irinotecan are reported here. A six-compartment
model with allometric scaling based on corrected body
weight was found to provide the best Wt to the plasma con-

centration data for irinotecan and its metabolites APC, SN-
38, and SN-38G. Bilirubin and patient age were found to be
covariates that inXuenced the clearance of irinotecan’s
active metabolite SN-38.

Our pediatric population model has several similarities
to what has been reported for irinotecan pharmacokinetics
in adults. Klein et al. [22] developed a population model for
irinotecan in adult patients that included three compart-
ments for irinotecan, two for SN-38, and one for SN38-G.
Although, our model has a slightly diVerent structure for
irinotecan (only two compartments were needed to Wt our
data), the estimated irinotecan clearance is similar [22].
Klein et al. [22] determined for their population that irino-
tecan clearance was 25.2 L/h and that it increased 2.1 L/h
for every 10 years younger than 60 years. Extrapolating
these results to a 40 kg 10-year old, Klein et al. would esti-
mate irinotecan clearance to be 35.7 L/h, while our model
would estimate 34.2 L/h. Additionally, Klein et al.
observed that patients with higher total serum bilirubin
(>0.9 mg/dL) had increased SN-38 exposure. In a phase I
study of patients with hepatic or renal dysfunction Venook
et al. [46] also found that elevated bilirubin levels had the
most signiWcant impact on SN-38 exposure and were asso-
ciated with increased toxicity. In our pediatric analysis, we
also saw a relationship between bilirubin and SN-38 expo-
sure even though all the patients had normal bilirubin (total
bilirubin <1.5 mg/dL). The fact that within the range of
normal bilirubin we observed two populations (one with
lower SN-38 clearance and one with higher SN-38 clear-
ance) suggests that bilirubin may be a weak marker for
genetic variation in conjugation since the genetic basis for
diVerences in SN-38 clearance has been related to genetic
polymorphisms in conjugation enzymes. This observation
has been reported in prior studies of both adults and chil-
dren [22, 42]. The results of our study, taken together with
adult studies [39, 46] also suggest that elevated bilirubin
may be a predictor of increased SN-38 exposure and that
pediatric patients with elevated bilirubin levels may be at
increased risk of irinotecan toxicity and further study
should be considered.

The inclusion of age in the population model as a covar-
iate is largely empiric. However a frequent observation in
studies of drugs metabolized in the liver is an age-depen-
dent increase in plasma clearance in children younger than
10 years of age [20]. Part of this age-related increase is due
to liver size. Liver mass as a percentage of total body mass
reaches a maximum between 1 and 3 years of age and
declines to adult values by adolescence. However, for some
drugs the clearance is increased in younger children even
after correction for liver weight [20].

The identiWcation of covariate eVects in small and mod-
erately sized studies can be challenging. Covariate relation-
ships can be hidden or falsely induced due to “shrinkage”

Fig. 3 Plots of residual SN-38 clearance versus signiWcant covariates.
a Residual clearance plotted against age. b Residual clearance against
bilirubin. Residual clearance is deWned as the individual predicted
clearance for a patient minus the population estimate. a Patients less
than 10 years of age generally have SN-38 clearances greater than ex-
pected based on the population estimate. b Patients with a bilirubin
greater than 0.6 mg/dL generally have SN-38 clearances less than ex-
pected based on the population estimate. The solid lines in both Wgures
represent the LOESS Wt of residual clearance
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of the post-hoc parameter estimates toward the population
mean [18]. However, our analysis (82 patients) should have
data suYciently rich to characterize interpatient variation.
Consequently, we do not expect shrinkage to be a signiW-
cant issue. In addition, the interpatient variability we
observed is of similar magnitude to what has been reported
in other studies [22, 49]. Our analysis was also aimed pri-
marily at generating hypotheses regarding covariate param-
eter relationships. The covariate parameter relationships
identiWed in our study need to be further evaluated before
dosing adjustments are considered. The patients that were
enrolled on the COG studies we used for model building
tolerated irinotecan well regardless of age or bilirubin.
However, these studies did not include infants or patients
with liver dysfunction where dose adjustment could be
required. Additional studies in patients from these popula-
tions should be considered.

Our model includes allometric scaling of pharmacoki-
netic parameters based on weight. We chose this approach
because it is generally accepted that clearance correlates

with body size in an allometric relationship. In the process
of model development we found that the pharmacokinetic
parameters correlated best when scaled allometrically on
corrected body weight (CBW). However, we do not expect
the diVerence between allometric scaling based on cor-
rected body weight and linear scaling on body surface area
to be clinically relevant in most children (patients age 1–
18). Body surface area based dosing is well-established his-
torically in this population and should be adequate. How-
ever, for infants (patients age <1 year), scaling dosage
based on body surface area has proven problematic with
some chemotherapy agents [9, 29], and may need to be
evaluated for irinotecan.

The validity of the Wnal model was evaluated by simulat-
ing studies that were not used in the model building pro-
cess. This method was chosen because it is the most robust
approach for model evaluation. AUC (rather than peak con-
centration or average concentration) was chosen as the met-
ric for comparing the model simulations to the observed
data because toxicity has been most closely linked to exposure.

Table 2 Population pharmaco-
kinetic parameter estimates

Parameter Point 
estimate

Units SE RSE (%) CoeYcient 
of variation3 (%)

�CL-CPT11 34.2 L/h 3.17 9.3 NA

�Vc-CPT11 95.5 L 11.7 12.3 NA

�Vp-CPT11 101 L 13.7 13.6 NA

�Q-CPT11 23.1 L/h 1.13 4.9 NA

� V-APC 56.8 L 9.43 16.6 NA

�CL-APC 30.5 L/h 4.17 13.7 NA

�Vc-SN38 19.9 L 4.32 21.7 NA

�CL-SN38 (total bilirubin < 0.6 mg/dL) 72.7 L/h 8.30 11.4 NA

�CL-SN38-BILI (total bilirubin > 0.6 mg/dL) 45.4 L/h 8.96 19.7 NA

�CL-SN38-AGEFF 0.091 Year¡1 0.025 27.5 NA

�Vp-SN38 737 L 130 17.6 NA

�Q-SN38 42.8 L/h 1.63 3.8 NA

�V-SN38G 10.4 L 1.66 16.0 NA

�CL-SN38G 26.7 L/h 3.20 12.0 NA

�2
 CL-CPT11

1 0.118 NA 0.0301 25.5 34.4%

�2
 Vc-CPT11 0.191 NA 0.0784 41.0 43.7%

�2
 Vp1-DOX 0.326 NA 0.000373 0.1 57.1%

�2
 V-APC 0.344 NA 0.0997 29.0 58.7%

�2
 CL-APC 0.308 NA 0.0941 30.6 55.5%

�2
 Vc-SN38 0.220 NA 0.277 125.9 46.9%

�2
 CL-SN38 0.214 NA 0.0540 25.2 46.3%

�2
 V-SN38G 0.134 NA 0.0975 72.8 36.6%

�2
 CL-SN38G 0.357 NA 0.0961 26.9 59.7%

�2
Proportional, CPT11

2 0.0705 NA 0.00718 10.2 26.6%

�2
Proportional, APC 0.0203 NA 0.00213 10.5 14.2%

�2
Proportional, SN38 0.0560 NA 0.00425 7.6 23.7%

�2
Proportional, SN38G 0.0530 NA 0.00445 8.4 23.0%

�2 Random-eVect parameter 
that represents interpatient vari-
ance; �2 random-eVect parame-
ter that represents residual 
(intrapatient) variance; % CV 
calculated as the square root of 
interpatient variance (�2) or the 
square root of proportional 
residual (intrapatient) variance 
(�2)
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The evaluation process showed that the model was predic-
tive for the dose most commonly used in Children’s Oncol-
ogy Group trials (50 mg/m2), as well as for other doses used
on a daily schedule (30, 39, and 65 mg/m2).

In conclusion, a population pharmacokinetic model was
developed for irinotecan and its metabolites in pediatric
patients. Age and bilirubin were found to be signiWcant
covariates that inXuenced the clearance of irinotecan’s
active metabolite SN-38. As demonstrated by the model
evaluation, the Wnal population pharmacokinetic model has
good predictive performance for the dosing schedule used
in the model building data set (50 mg/m2 daily) and similar
daily dosing schedules (30, 39, and 65 mg/m2).

References

1. Ando Y, Hasegawa Y (2005) Clinical pharmacogenetics of irino-
tecan (CPT-11). Drug Metab Rev 37:565–574

2. Ando Y, Ueoka H, Sugiyama T, Ichiki M, Shimokata K, Hase-
gawa Y (2002) Polymorphisms of UDP-glucuronosyltransferase
and pharmacokinetics of irinotecan. Ther Drug Monit 24:111–116

3. Blaney S, Berg SL, Pratt C, Weitman S, Sullivan J, Luchtman-Jones
L, Bernstein M (2001) A phase I study of irinotecan in pediatric pa-
tients: a pediatric oncology group study. Clin Cancer Res 7:32–37

4. Bomgaars L, Bernstein M, Krailo M, Kadota R, Das S, Chen Z,
Adamson P, Blaney S (2007) Phase II trial of irinotecan in children
with refractory solid tumors: a Children’s Oncology Group Study.
J Clin Oncol 25:4622–4627

5. Bomgaars L, Kerr J, Berg S, Kuttesch J, Klenke R, Blaney SM
(2006) A phase I study of irinotecan administered on a weekly
schedule in pediatric patients. Pediatr Blood Cancer 46:50–55

Fig. 4 Scatterplots of predicted concentrations versus observed concentrations. a Results for CPT-11, b results for APC, c results for SN-38, d
results for SN-38G. The line of identity is included for comparison

Table 3 Model evaluation

Category Observed median 
AUC (nM-h)

Simulated median 
AUC range (nM-h)

p Value

Group 1

Daily dosing at 50 mg/m2 (N = 25 patients)

CPT-11 2,827 2,244–3,725 0.56

APC 415 263–766 0.43

SN-38 148 95–176 0.89

SN-38G 294 168–445 0.77

Group 2

Daily dosing at 30–65 mg/m2 (N = 14 patients)

CPT-11 2,032 1,507–2,802 0.41

APC 303 230–742 0.06

SN-38 101 58–142 0.68

SN-38G 206 121–340 0.55
123



1036 Cancer Chemother Pharmacol (2008) 62:1027–1037
6. Chabot GG (1997) Clinical pharmacokinetics of irinotecan. Clin
Pharmacokinet 33:245–259

7. de Jong FA, de Jonge MJ, Verweij J, Mathijssen RH (2006) Role
of pharmacogenetics in irinotecan therapy. Cancer Lett 234:90–
106

8. de Jong FA, Kitzen JJ, de Bruijn P, Verweij J, Loos WJ (2006) He-
patic transport, metabolism and biliary excretion of irinotecan in a
cancer patient with an external bile drain. Cancer Biol Ther
5:1105–1110

9. Frost BM, Eksborg S, Bjork O, Abrahamsson J, Behrendtz M,
Castor A, Forestier E, Lonnerholm G (2002) Pharmacokinetics of
doxorubicin in children with acute lymphoblastic leukemia: multi-
institutional collaborative study. Med Pediatr Oncol 38:329–337

10. Furman WL, Crews KR, Billups C, Wu J, Gajjar AJ, Daw NC, Pat-
rick CC, Rodriguez-Galindo C, Stewart CF, Dome JS, Panetta JC,
Houghton PJ, Santana VM (2006) CeWxime allows greater dose
escalation of oral irinotecan: a phase I study in pediatric patients
with refractory solid tumors. J Clin Oncol 24:563–570

11. Furman WL, Stewart CF, Poquette CA, Pratt CB, Santana VM,
Zamboni WC, Bowman LC, Ma MK, HoVer FA, Meyer WH, Pap-
po AS, Walter AW, Houghton PJ (1999) Direct translation of a
protracted irinotecan schedule from a xenograft model to a phase I
trial in children. J Clin Oncol 17:1815–1824

12. Gastonguay M, El-Tahtawy A (2005) Modeling and simulation
guided design of a pediatric population pharmacokinetic trial for
hydromorphone. AAPS Journal 7: Abstract W5318

13. Han JY, Lim HS, Shin ES, Yoo YK, Park YH, Lee JE, Jang IJ, Lee
DH, Lee JS (2006) Comprehensive analysis of UGT1A polymor-
phisms predictive for pharmacokinetics and treatment outcome in
patients with non-small-cell lung cancer treated with irinotecan
and cisplatin. J Clin Oncol 24:2237–2244

14. Innocenti F, Ratain MJ (2004) “Irinogenetics” and UGT1A: from
genotypes to haplotypes. Clin Pharmacol Ther 75:495–500

15. Innocenti F, Undevia SD, Iyer L, Chen PX, Das S, Kocherginsky
M, Karrison T, Janisch L, Ramirez J, Rudin CM, Vokes EE, Ratain
MJ (2004) Genetic variants in the UDP-glucuronosyltransferase
1A1 gene predict the risk of severe neutropenia of irinotecan. J
Clin Oncol 22:1382–1388

16. Iyer L, Janisch L, Das S, Ramirez J, Hurley-Buterman CE, DeMar-
io MM, Vokes EE, Kindler HL, Ratain MJ (2000) UGT1A1 pro-
moter genetype correlates with pharmacokinetics of irinotecan
(CPT-11). Proc ASCO 19:178a

17. Jansen WJ, Kolfschoten GM, Erkelens CA, Van Ark-Otte J, Pine-
do HM, Boven E (1997) Anti-tumor activity of CPT-11 in experi-
mental human ovarian cancer and human soft-tissue sarcoma. Int
J Cancer 73:891–896

18. Karlsson M, Savic R (2007) Diagnosing model diagnostics. Clin
Pharmacol Ther 82:17–20

19. Kawato Y, Aonuma M, Hirota Y, Kuga H, Sato K (1991) Intracellu-
lar roles of SN-38, a metabolite of the camptothecin derivative CPT-
11, in the antitumor eVect of CPT-11. Cancer Res 51:4187–4191

20. Kearns GL, Abdel-Rahman SM, Alander SW, Blowey DL, Leeder
JS, KauVman RE (2003) Developmental pharmacology–drug dis-
position, action, and therapy in infants and children. N Engl J Med
349:1157–1167

21. Kim TW, Innocenti F (2007) Insights, challenges, and future
directions in irinogenetics. Ther Drug Monit 29:265–270

22. Klein CE, Gupta E, Reid JM, Atherton PJ, Sloan JA, Pitot HC, Ra-
tain MJ, Kastrissios H (2002) Population pharmacokinetic model
for irinotecan and two of its metabolites, SN-38 and SN-38 glucu-
ronide. Clin Pharmacol Ther 72:638–647

23. Ma MK, Zamboni WC, Radomski KM, Furman WL, Santana VM,
Houghton PJ, Hanna SK, Smith AK, Stewart CF (2000) Pharma-
cokinetics of irinotecan and its metabolites SN-38 and APC in
children with recurrent solid tumors after protracted low-dose iri-
notecan. Clin Cancer Res 6:813–819

24. Mandema JW, Verotta D, Sheiner LB (1992) Building population
pharmacokinetic–pharmacodynamic models. I. Models for covar-
iate eVects. J Pharmacokinet Biopharm 20:511–528

25. Marcuello E, Altes A, Menoyo A, Del Rio E, Gomez-Pardo M,
Baiget M (2004) UGT1A1 gene variations and irinotecan treat-
ment in patients with metastatic colorectal cancer. Br J Cancer
91:678–682

26. Marsh S (2005) Pharmacogenetics of colorectal cancer. Expert
Opin Pharmacother 6:2607–2616

27. Marsh S, McLeod HL (2004) Pharmacogenetics of irinotecan tox-
icity. Pharmacogenomics 5:835–843

28. Mathijssen RH, Marsh S, Karlsson MO, Xie R, Baker SD, Verweij
J, Sparreboom A, McLeod HL (2003) Irinotecan pathway geno-
type analysis to predict pharmacokinetics. Clin Cancer Res
9:3246–3253

29. McLeod HL, Relling MV, Crom WR, Silverstein K, Groom S,
Rodman JH, Rivera GK, Crist WM, Evans WE (1992) Disposition
of antineoplastic agents in the very young child. Br J Cancer Suppl
18:S23–S29

30. McLeod HL, Watters JW (2004) Irinotecan pharmacogenetics: is
it time to intervene? J Clin Oncol 22:1356–1359

31. Mehra R, Murren J, Chung G, Smith B, Psyrri A (2005) Severe iri-
notecan-induced toxicities in a patient with uridine diphosphate
glucuronosyltransferase 1A1 polymorphism. Clin Colorectal Can-
cer 5:61–64

32. Meyerhardt JA, Kwok A, Ratain MJ, McGovren JP, Fuchs CS
(2004) Relationship of baseline serum bilirubin to eYcacy and
toxicity of single-agent irinotecan in patients with metastatic colo-
rectal cancer. J Clin Oncol 22:1439–1446

33. Minderman H, Cao S, Rustman YM (1998) Rational design of iri-
notecan administration based on preclinical models. Oncology
(Williston Park) 12:22–30

34. Miya T, Goya T, Fujii H, Ohtsu T, Itoh K, Igarashi T, Minami H,
Sasaki Y (2001) Factors aVecting the pharmacokinetics of CPT-
11: the body mass index, age and sex are independent predictors of
pharmacokinetic parameters of CPT-11. Invest New Drugs 19:61–
67

35. Mugishima H, Matsunaga T, Yagi K, Asami K, Mimaya J, Suita
S, Kishimoto T, Sawada T, Tsuchida Y, Kaneko M (2002) Phase I
study of irinotecan in pediatric patients with malignant solid tu-
mors. J Pediatr Hematol Oncol 24:94–100

36. Paoluzzi L, Singh AS, Price DK, Danesi R, Mathijssen RH, Ver-
weij J, Figg WD, Sparreboom A (2004) InXuence of genetic vari-
ants in UGT1A1 and UGT1A9 on the in vivo glucuronidation of
SN-38. J Clin Pharmacol 44:854–860

37. Ratain MJ (2006) From bedside to bench to bedside to clinical
practice: an odyssey with irinotecan. Clin Cancer Res 12:1658–
1660

38. Sai K, Saeki M, Saito Y, Ozawa S, Katori N, Jinno H, Hasegawa
R, Kaniwa N, Sawada J, Komamura K, Ueno K, Kamakura S,
Kitakaze M, Kitamura Y, Kamatani N, Minami H, Ohtsu A, Shirao
K, Yoshida T, Saijo N (2004) UGT1A1 haplotypes associated with
reduced glucuronidation and increased serum bilirubin in irinotec-
an-administered Japanese patients with cancer. Clin Pharmacol
Ther 75:501–515

39. Schaaf LJ, Hammond LA, Tipping SJ, Goldberg RM, Goel R,
Kuhn JG, Miller LL, Compton LD, Cisar LA, Elfring GL, Gruia
G, McGovren JP, Pirotta N, Yin D, Sharma A, Duncan BA, Ro-
thenberg ML (2006) Phase 1 and pharmacokinetic study of intra-
venous irinotecan in refractory solid tumor patients with hepatic
dysfunction. Clin Cancer Res 12:3782–3791

40. Smith NF, Figg WD, Sparreboom A (2006) Pharmacogenetics of
irinotecan metabolism and transport: an update. Toxicol In Vitro
20:163–175

41. Stewart CF (2001) Topoisomerase I interactive agents. Cancer
Chemother Biol Response Modif 19:85–128
123



Cancer Chemother Pharmacol (2008) 62:1027–1037 1037
42. Stewart CF, Panetta JC, O’Shaughnessy MA, Throm SL, Fraga
CH, Owens T, Liu T, Billups C, Rodriguez-Galindo C, Gajjar A,
Furman WL, McGregor LM (2007) UGT1A1 promoter genotype
correlates with SN-38 pharmacokinetics, but not severe toxicity in
patients receiving low-dose irinotecan. J Clin Oncol 25:2594–
2600

43. Traub SL, Kichen L (1983) Estimating ideal body mass in chil-
dren. Am J Hosp Pharm 40:107–110

44. Vassal G, Couanet D, Stockdale E, GeoVray A, Geoerger B, Or-
bach D, Pichon F, Gentet JC, Picton S, Bergeron C, Cisar L, Assa-
dourian S, Morland B (2007) Phase II trial of irinotecan in children
with relapsed or refractory rhabdomyosarcoma: a joint study of the
French Society of Pediatric Oncology and the United Kingdom
Children’s Cancer Study Group. J Clin Oncol 25:356–361

45. Vassal G, Doz F, Frappaz D, Imadalou K, Sicard E, Santos A,
O’Quigley J, Germa C, Risse ML, Mignard D, Pein F (2003) A
phase I study of irinotecan as a 3-week schedule in children with
refractory or recurrent solid tumors. J Clin Oncol 21:3844–3852

46. Venook AP, Enders Klein C, Fleming G, Hollis D, Leichman CG,
Hohl R, Byrd J, Budman D, Villalona M, Marshall J, Rosner GL,
Ramirez J, Kastrissios H, Ratain MJ (2003) A phase I and pharma-
cokinetic study of irinotecan in patients with hepatic or renal dys-
function or with prior pelvic radiation: CALGB 9863. Ann Oncol
14:1783–1790

47. Xiao AJ, Fiedler-Kelly J, Schaaf LJ, Elfring GL, Sardella S, Red-
man M (2002) Simultaneous population pharmacokinetic (PPK)
modeling of irinotecan (CPT-11) and its major metabolites. Clin
Pharmacol Ther 71:P63

48. Xie R, Mathijssen RH, Sparreboom A, Verweij J, Karlsson MO
(2002) Clinical pharmacokinetics of irinotecan and its metabolites
in relation with diarrhea. Clin Pharmacol Ther 72:265–275

49. Xie R, Mathijssen RH, Sparreboom A, Verweij J, Karlsson MO
(2002) Clinical pharmacokinetics of irinotecan and its metabolites:
a population analysis. J Clin Oncol 20:3293–3301
123


	Pharmacokinetics of irinotecan and its metabolites in pediatric cancer patients: a report from the children’s oncology group
	Introduction
	Patients and methods
	Patients
	POG 9761
	POG 9571
	POG 9971

	Pharmacokinetic data collection
	POG 9761
	POG 9571
	POG 9971

	Analytical method
	Population pharmacokinetic modeling
	Model evaluation

	Results
	Population pharmacokinetic model
	Model evaluation

	Discussion
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org?)
  /PDFXTrapped /False

  /Description <<
    /ENU <>
    /DEU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [5952.756 8418.897]
>> setpagedevice


