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Background. Thismulticenterphase II study investigated
temozolomide + irinotecan (TEMIRI) treatment in chil-
dren with relapsed or refractory medulloblastoma.
Methods. Patients received temozolomide 100–
125 mg/m2/day (days 1–5) and irinotecan 10 mg/m2/
day (days 1–5 and 8–12) every 3 weeks. The primary
endpoint was tumor response within the first 4 cycles con-
firmed ≥4 weeks and assessed by an external response
review committee (ERRC). In a 2-stage Optimum
Simon design, ≥6 responses in the first 15 evaluable pa-
tients were required within the first 4 cycles for continued
enrollment; a total of 19 responses from the first 46 evalu-
able patients was considered successful.
Results. Sixty-six patients were treated. Seven responses
were recorded during stage 1 and 15 in the first 46

ERRC evaluated patients (2 complete responses and 13
partial responses). The objective response rate during
the first 4 cycles was 32.6% (95% confidence interval
[CI], 19.5%–48.0%). Median duration of response was
27.0 weeks (7.7–44.1 wk). In 63 patients evaluated by
local investigators, the objective response rate was
33.3% (95% CI, 22.0%–46.3%), and 68.3% (95% CI,
55.3%–79.4%) experienced clinical benefit. Median sur-
vival was 16.7 months (95% CI, 13.3–19.8). The most
common grade 3 treatment-related nonhematologic
adverse event was diarrhea (7.6%). Grade 3/4 treat-
ment-related hematologic adverse events included neu-
tropenia (16.7%), thrombocytopenia (12.1%), anemia
(9.1%), and lymphopenia (9%).
Conclusions. The planned study primary endpoint was
not met. However, its tolerability makes TEMIRI a suit-
able candidate chemotherapy backbone for molecularly
targeted agents in future trials in this setting.
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M
edulloblastomas are aggressive embryonal
tumors and represent the most common malig-
nant pediatric brain tumors.1,2 Standard treat-

ment includes surgery, craniospinal radiotherapy, and
chemotherapy. Despite current multimodal treatment,
prognosis remains poor, particularly in patients with re-
current or metastatic disease.1,3 The various therapeutic
options, including high-dose chemotherapy, in patients
who experience a relapse after craniospinal irradiation
have unfortunately led to only minimal increments in
progression-free survival.4,5 In the last 20 years, very
few new chemotherapy agents have been incorporated
into the therapeutic armamentarium in this setting.
However, several drugs or drug combinations have
shown moderate efficacy in phase I and phase II studies
of recurrent disease.6–10 Indeed, the identification of
treatment combinations that provide high response rates
in these patients might also prove useful during the
initial treatment of the disease.

Temozolomide was reported to be tolerable, demon-
strating activity as a single agent in patients with pediatric
malignant glioma11 and in children and adolescents with
recurrent or relapsed brain tumors, including medullo-
blastoma,10,12–15 or in combination with etoposide or
O6-benzylguanine in the same treatment setting.7,8,16

Irinotecan has demonstrated activity in pediatric patients
with relapsedor refractorysolid tumors, includingmedul-
loblastoma.9,17–19 The combination of temozolomide
with irinotecan (TEMIRI) is an attractive treatment
option, firstly, because of the different toxicity profiles as-
sociated with the individual drugs and, secondly, due to
the potential for a synergistic effect on efficacy from their
combined activities. For example, tumors with DNA mis-
match repair pathway deficiency are usually resistant to al-
kylatingagentsbutareextremelysensitive to topoisomerase
I inhibitors.20 Moreover, O6 alkylation of guanine, a direct
effectof the inhibitionofO6-alkylguanine-DNAtransferase
(MGMT) by temozolomide, induces the formation of more
topoisomerase IDNAcomplexes, thereby increasing the cy-
totoxicity of topoisomerase I inhibitors.21,22 A synergistic
effect on efficacy was demonstrated for the treatment com-
bination in xenograft models where the antitumor activity
of TEMIRI was significantly greater than that of either
agent alone and was found to be independent of tumor
MGMT expression.23,24 In clinical studies, TEMIRI dem-
onstrated tumor responses in patients with adult malignant
glioma25,26 and in childhood tumors, including neuroblas-
toma27 and Ewing’s sarcoma.28,29 Furthermore, gastroin-
testinal and hematologic adverse events (AEs) reported in
these studies were tolerable.

This large phase II international multicenter studyaimed
to assess the activity and safety profile of TEMIRI in pediat-
ric patients with recurrent or refractory medulloblastoma.

Materials and Methods

Eligibility

Patients were aged 6 months to ≤18 years with refractory
medulloblastoma in which current standard treatment

approaches had failed. Other major inclusion criteria
were: measurable primary and/or metastatic disease (at
least1bidimensionally measurable lesion [at least1 diam-
eter .10 mm] on MRI); no previous treatment with
temozolomide or irinotecan; Lansky–Play scale ≥70%
or Eastern Cooperative Oncology Group performance
status ≤1 as appropriate based on age; life expectancy
≥3 months; and adequate organ function.

Patients could not be included if they had received che-
motherapy during the previous 3 weeks or radiotherapy
ornitrosoureas during the previous6weeksor haduncon-
trolled diarrhea; a serious concomitant systemic disorder;
galactose, lactose, fructose, or glucose intolerance; hyper-
sensitivity to irinotecan, temozolomide, or any of the
excipients; and chronic inflammatory bowel disease
and/or bowel obstruction.

The study was conducted in accordance with the
Declaration of Helsinki and in compliance with
International Conference on Harmonisation good clini-
calpractice guidelines and local regulatoryethics commit-
tee guidelines. Written informed consent was required
from parent(s) or legal guardian(s) and the patients, as
appropriate, prior to study enrollment.

Study Design

This was a multicenter, single-arm, open-label phase II
study with a 2-stage Optimum Simon design30 to investi-
gate irinotecan in combination with temozolomide in
children with recurrent or refractory medulloblastoma.
According to previous data showing delayed responses
with temozolomide in pediatric brain tumors, including
medulloblastomas,10,31 the primary endpoint was an
objective tumor response during the first 4 cycles of treat-
ment, which must have been confirmed by a follow-up ob-
jective tumor response assessment obtained ≥4 weeks
after the initial documentation and was based on assess-
ment by an external response review committee
(ERRC). Secondary endpoints included confirmed best
overall tumor response (within the first 4 cycles or any
timeon treatment) basedon local investigatorassessment,
duration of tumor response, time to tumor progression
(TTP), time to treatment failure (TTF), and overall
survival (OS). The safety profile of TEMIRI was also
investigated.

Treatment

Patients received oral temozolomide 100 mg/m2/day on
days 1–5 followed by i.v. irinotecan 10 mg/m2/day on
days 1–5 and days 8–12 in 3-week cycles. The temozolo-
mide starting dosage was increased to 125 mg/m2/day at
cycle 2 in the absence of grade 3 toxicity or higher.
Patients continued study treatment for up to 1 year or
until disease progression, unacceptable toxicity, or un-
willingness to continue. After 5 cycles of treatment, pa-
tients who had not progressed may have received
irinotecan once weekly at 125 mg/m2 on days 1 and 8.
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Assessments

Response was assessed by MRI according to World
Health Organization guidelines.32 Mandatory was MRI
with at least 1 scan including T1 (with and without
contrast), T2, and fluid-attenuated inversion recovery
sequences. Response was first assessed at the end of
cycle 2. An objective tumor response during the first 4
cycles of treatment was confirmed by a response assess-
ment obtained ≥4 weeks after the initial documentation.
Continuing response/stable disease (SD) was confirmed
every2cycles (6wk)untildisease progressionor studydis-
continuation. Clinical benefit was measured as a post hoc
assessment and was defined as the proportion of patients
with a confirmed objective response and those who had
SD for .4 cycles.

Patients were followed for survival for up to 1 year
after the last dose of study treatment or discontinuation
from the study. For objective tumor response, clinical
benefit, TTP, and TTF, patients were censored if they
did not have objective or clinical evidence of progressive
disease, were removed from the study, or had additional
antitumor therapy, including radiation therapy and
surgery given as adjuvant therapy and chemotherapy reg-
imens not under study. Safety was evaluated and graded
according to the National Cancer Institute Common
Terminology Criteria for Adverse Events version 3.0.
AEs were recorded at study visits and for at least 28
days after the last dose of study treatment.

Statistical Analysis

The study had 80% power to differentiate between an un-
desirable response rate of 30% and a desirable response
rate of 50%. As part of the 2-stage Optimum Simon
design,30 an interim analysis for futility was performed
at the end of stage 1. Only if at least 6 responses were
confirmed in the first 15 evaluable patients enrolled in
stage 1 were an additional 31 evaluable patients to be
enrolled in the second stage for a total of 46 evaluable
patients; 19 confirmed responses was considered a
success.

In the primary efficacy analysis, the ERRC disease as-
sessment review determined the objective tumor responses
ofall patients; thesewere usedas the primaryassessment in
theobjective responseanalysis.The investigators’ response
assessments were also collected and were used as second-
ary assessments in the objective response analyses.

Safety was analyzed in the safety population compris-
ing all enrolled patients who were administered at least 1
dose of study medication.

The primary efficacy endpoint was evaluated in the
primary evaluable population (deemed evaluable by the
ERRC) comprising the first 46 evaluable patients (prede-
termined by the 2-stage Optimum Simon design) who
formed a subset of the safety population. Patients were
counted into the primary evaluable population consecu-
tively based on the date of first treatment with study
medication.

Secondary efficacy endpoint analyses were performed
in both the primary evaluable population and the local

evaluable population, which comprised those patients
from the safety population with measurable disease and
at least 1 tumor assessment (both by the investigator)
who had completed at least 2 cycles of study treatment
or who had progressed.

TTF, TTP, and OS were described using the Kaplan–
Meier imputation method; median times and 95% confi-
dence intervals (CIs) were calculated.

Results

Patients

Sixty-six patients were enrolled between April 2007 and
April 2010. Patient baseline demographics and disease
characteristics are shown in Table 1. Most patients were
heavily pretreated or had refractory disease while on che-
motherapy; 51 were treated at first relapse and 15 at
second or further relapse. The majority of patients were
male (68.2%), and the median age was 10.5 years
(range, 2–17 y). Most patients had classical medulloblas-
toma (84.9%), 9 patients (13.6%) had desmoplastic
disease, and 1 had an anaplastic variant of

Table 1. Patient and disease characteristics at baseline in the
safety population

Characteristics Patients, n 5 66

Sex, n (%)

Male 45 (68.2)

Female 21 (31.8)

Age, y, median (range) 10.5 (2–17)

Performance status, n (%)

ECOG or equivalent Lansky–Play scale, n (%)

0 or 100–90% 39 (59.1)

1 or 80–70% 27 (40.9)

Any signs and symptoms, n (%) 54 (81.8)

Histological classification, n (%)

Classical 56 (84.9)

Desmoplastic 9 (13.6)

Anaplastic large cell variant 1 (1.5)

No medulloblastoma 1 (1.5)

Disease site, n (%)

Brain 53 (80.2)

Spinal cord 12 (18.2)

Other 1 (1.5)

No lesion reported 1 (1.5)a

Prior treatment, n (%)

Any chemotherapy 66 (100)

High-dose chemotherapy 14 (21.2)

Radiation therapy 61 (92.4)b

Craniospinal irradiation 59 (89.4)

Surgery 66 (100)

Abbreviation: ECOG, Eastern Cooperative Oncology Group.
aNo target lesion at baseline was recorded on the case report form
by the investigator and confirmed by central review.
bFive patients had not received radiation therapy at the time of
study entry; all 5 were progressive under sandwich chemotherapy.
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medulloblastoma. The target lesions were most common-
ly in the brain (80.3%).

Patient disposition and study analysis populations are
shown in Table 2. Two patients were excluded from the
local evaluable population for efficacy as having only
nonmeasurable disease, and 1 patient with presumed
relapse was subsequently considered to have had radio-
logical changes following re-review by the site 2 years
after study entry. The local evaluable population there-
fore comprised 63 patients. The primary evaluable popu-
lation comprised the first 46 evaluable patients (by the
ERRC)—in total, 48 patients were considered evaluable
by ERRC. Eighteen patients were considered not evalu-
able for the primary efficacy endpoint for reasons
including no evaluable assessments after baseline or
quality issues concerning radiological images (n ¼ 7),
no measurable disease (ie, ,10 mm; n ¼ 5), no evaluable
scan at baseline (n ¼ 4), or a combination of these issues
(n ¼ 2). In addition, 1 patient, finally considered to have
radiological changes following review by the site, was
removed from the primary efficacy analysis.

Most patients (53%) discontinued treatment due to
disease progression or relapse; only 2 patients (3%) dis-
continued due to treatment-related AEs (Table 2).

Efficacy

Following ERRC assessment, 7 confirmed responses were
observed in the first 4 cycles in the first 15 evaluable

patients, allowing for continued enrollment. In the
primary evaluable population, there were 15 confirmed
objective responses (2 complete responses [CRs] and 13
partial responses [PRs]; Table 3) with an objective re-
sponse rate of 32.6% (95% CI, 19.5%–48.0%). The
study did not meet the primary endpoint of 19 confirmed
responses as planned in the protocol. However, 2 other
PRs were observed and confirmed at 23 and 27 days but
not after≥30 days; inaddition to another PR thatwasob-
served after the 4th course, these PRswere not considered.

Efficacy endpoints in the local evaluable population
are presented in Table 3. The objective response rate in
the local evaluable population was 33.3% (1 CR and 20
PRs) during the first 4 cycles. In addition, 2 patients had
PRs reassessed 21 and 23 days after the initial PR assess-
ment, thus too early to be considered as confirmed PRs;
they were considered per definition as unconfirmed PRs.
In the 46 patients of the primary evaluable population,
there was a 35% discordance between the results of the
ERRC and the local assessments; 4 PRs were reviewed
as SDs and 6 SDs were reviewed as PRs. One patient

Table 2. Patient disposition and study analysis populations

Number of
patients (%)

Study analysis populations

Safety analysis population 66

Local evaluable population 63a

Primary evaluable population 46

Patient disposition at the end of treatment

Treated patients 66 (100)

Discontinued due to

Disease progression or relapse 35 (53.0)

Completed treatment during 1 year 9 (13.6)

Patient refused to continue treatment
unrelated to adverse events

4 (6.1)

Adverse events 2 (3.0)

Protocol violation 1 (1.5)

Patient died 0

Otherb 15 (22.7)
aOne patient with presumed relapse was now considered to have
had radiological changes following re-review by the site 2 years
after study entry.
bOther reasons included: 11 patients on investigator’s/physician’s
decision (6 due to no further benefit gained, 4 no reason given, and
1 had clinical progression); 1 patient had completed 1 y of
treatment (not allowed to follow by protocol); investigator error
(treatment stopped 1 cycle early); 1 patient following good
response proceeded to high-dose chemotherapy; 1 patient
proceeded to surgery following a re-scan; 1 patient had difficulty
swallowing medication.

Table 3. Summary of the efficacy endpoint analyses

Study Population, n (%)

Evaluated by
ERRC (n 5 46)

Evaluated by Local
Investigator (n 5 63)

Objective responsea, n (%)

CR 2 (4.3) 1 (1.6)

PR 13 (28.3) 20 (31.7)

SD 19 (41.3) 26 (41.3)

Progressive disease 12 (26.1) 15 (23.8)

Indeterminate 0 1 (1.6)

Objective response
ratea, n (%)

15 (32.6) 21 (33.3)

95% CI 19.5–48.0 22.0–46.3

Duration of responsea

Median, wk 27.0 19.1

Range 7.7–44.1 6.9–46.6

TTP parameter

Event free at
6 mo,b %

46.2 49.6

95% CI 31.3–61.0 36.7–62.6

Median TTP, mo 4.3 5.6

95% CI 2.7–6.4 3.8–7.4

TTF parameter

Event free at
6 mo,b %

37.0 34.9

95% CI 23.0–50.9 23.1–46.7

Median TTF, mo 3.4 3.8

95% CI 2.6–6.1 2.9–5.4

Abbreviations: TTP, time to tumor progression; TTF, time to
treatment failure.
aResponses during the first 4 treatment cycles; in addition, 2
patients had PRs confirmed 21 and 23 days after the initial
assessment, thus were considered per definition as unconfirmed
PRs.
bFor both TTP and TTF, probability of being event free at 6 mo was
calculated using Kaplan–Meier imputation method.
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was considered as having a late response (1 CR after 4
cycles of treatment) by ERRC and local review.

For patients who responded within the first 4 cycles in
the primary evaluable population, the median duration of
response was 27.0 weeks (7.7–44.1 wk) and in the local
evaluable population 19.1 weeks (6.9–46.6). At any
time on treatment the median duration of response was
24.1 (7.7–44.1) and 22.4 (6.9–46.6) weeks in these pop-
ulations, respectively. Of note, 5 patients had prolonged
responses, with durations ranging from 30 to 75 weeks,
and were treated with adjuvant, consolidation,or mainte-
nance therapy following administration of TEMIRI. Of
these patients, 1 had a confirmed PR (total duration
30.1 wk) followed by radiation therapy; 1 had a con-
firmed CR (total duration 46.6 wk) followed by surgery;
1 had an unconfirmed PR (confirmed 21 days after
initial assessment, total duration 57.7 wk) followed by
surgery and radiation therapy; 1 had a PR followed by a
CR on treatment (total duration 68.9 wk) and had addi-
tional chemotherapy other than irinotecan or temozolo-
mide (busulfan and thiotepa at 6 mo after TEMIRI, and
cyclophosphamide and valproic acid 6 mo later); and 1
patient had a PR (total duration 75.0 wk) and additional
chemotherapy other than irinotecan or temozolomide
(etoposide, thiotepa, vincristine, and methotrexate �4
mo after TEMIRI).

Clinical benefit was observed in 60.9% (95% CI,
45.4%–74.9%) of patients in the primary evaluable pop-
ulation and 68.3% (95% CI, 55.3%–79.4%) of patients
in the local evaluable population.Theestimatedprobabil-
ity of remaining progression free at 6 months was 46.2%
(95% CI, 31.3%–61.0%) in the primary evaluable pop-
ulation, and median TTP was 4.3 months (95% CI,
2.7–6.4). Similar results were observed in the local evalu-
able population (49.6% [95% CI, 36.7–62.6]; median
TTP, 5.6 mo [95% CI, 3.8–7.4]).

In the 65 patients who received at least 1 dose of study
medication and who had the disease under study, the
median survival was 16.7 months (95% CI, 13.3%–
19.8%; n ¼ 65).During the follow-upperiod, 43 patients
(65.2%) received additional chemotherapy, 14 (21.2%)
had reirradiation, and 5 (7.6%) had surgery.

Exposure and Safety

The median number of cycles started was 6 (range, 1–18;
Table 4). Forty-six patients (69.7%) had at least 1 cycle

delay, and 27 patients (40.9%) had 2 or more delays
(median delay, 7 d; range, 1–31 d). Ten patients
(15.2%) had at least 1 irinotecan dose delay, and 3
(4.5%) had at least 1 temozolomide dose delay. Of 34 pa-
tients reporting any interruption or reduction of study
treatment, 19 had hematologic toxicities, 5 had gastroin-
testinal toxicities, and 6 had other toxicities. Median
relative dose intensities were 100% and 105% for irinote-
can and temozolomide, respectively.

Across the study period, 60 patients (90.9%) experi-
enced 327 AEs considered possibly related to treatment
(Table 5). The most frequently reported AEs of any
grade were gastrointestinal disorders, including diarrhea
(59.1%), vomiting (56.1%), and nausea (28.8%).
Grade 3 gastrointestinal disorders included diarrhea in
5 patients (7.6%) and vomiting and abdominal pain in 1
patient each (1.5%). Grade 3/4 treatment-related hema-
tologic disorders included neutropenia in 11 patients
(16.7%), thrombocytopenia in 8 patients (12.1%), and
anemia and lymphopenia each in 6 patients (9.1%).
Of 65 patients evaluable for laboratory abnormalities,
3 patients (4.6%) experienced grade 3 hypokalemia,
and 2 patients (3.1%) each experienced grade 3/4
alanine aminotransferase abnormalities or hyponatre-
mia. Less common grade 3 treatment-related AEs,
present only once, were weight loss, hypotension, dehy-
dration, infection, gastroenteritis, hypophosphatemia,
and aspartate aminotransferase level increase. No other
grade 4 treatment-related AEs were encountered.

Two patients permanently discontinued therapy due
to AEs other than disease progression. One patient with-
drew due to diarrhea and vomiting (considered treatment
related), and 1 patient withdrew due to serious depression
(considered unrelated). Seven patients (10.6%) died
within 28 days of the last administration of study treat-
ment due to disease progression.

Discussion

This phase II study in heavily pretreated patients is
the largest of its kind in pediatric recurrent/refractory
medulloblastoma and reported a promising response
rate (reviewed by ERRC) of 32.6% after the first 4
cycles of treatment with TEMIRI. The median duration
of response was 27 weeks (range, 7.7–44.1 wk).
Response rates after 4 cycles of treatment, and the best
overall response calculated using local investigatorassess-
ments, were similar to those reported by the ERRC.
Response was assessed within the first 4 cycles (rather
than at any time during treatment) to allow an assessment
of TEMIRI to elicit responses earlier than later.

The stringent 2-stage Optimal Simon design was
adopted to detect a response rate above 40%, which
was not met; nevertheless, the response rate of 32.6%
compares favorably with most of those previously
reported in patients receiving chemotherapy in this
setting.6,7,9,10,12–14,17,19 Indeed, we are unaware of any
similar response rate reported in a multicenter centrally
reviewed study of heavily pretreated patients with recur-
rent/refractory medulloblastoma. Moreover, clinical

Table 4. Summary of study treatment exposure

n 5 66

Median number of cycles started (range) 6.0 (1–18)

Patients with ≥1 cycle delay, n (%) 46 (69.7)

Patients with .1 cycle delay, n (%) 27 (40.9)

Patients with ≥1 irinotecan dose delay, n (%) 10 (15.2)

Patients with ≥1 temozolomide dose delay, n (%) 3 (4.5)

Median (range) relative dose intensity for
irinotecan

100 (20–550)

Median (range) relative dose intensity for
temozolomide

105 (25–173)
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benefit was received in 60.9% of the primary evaluable
population and 68.3% of the local evaluable population.
Approximately 50% of patients completed at least 6
cycles of treatment.

In this analysis, duration of response was censored
at the initiation of any new antitumor therapy, including
radiation or surgery, to capture the direct benefit of
TEMIRI. Of note, however, there were 5 patients who
had prolonged responses, with durations ranging from
30 to 75 weeks, who were treated with adjuvant radiation
therapy, surgery, or consolidation or maintenance
chemotherapy following administration of TEMIRI.

Taking into account the published data, it appears
that the TEMIRI regimen leads to an improvement in
the objective response rate compared with that reported
when irinotecan (16% and 17%)9,19 and temozolomide
(14% and 16%)10,15 were administered as single agents.
Disease control also appeared to be improved in this
comparison.

Allowing for censoring of patients receiving other
antitumor therapy after receiving TEMIRI, 46.2% of
patients in the primary evaluable population were pro-
gression free at 6 months, and the median TTP was 4.3
months. Survival at 6 months was 79.7%, and median
survival was 16.7 months. While many studies in this
setting have not reported patient survival data, these
current findings (where comparable) are favorable com-
pared with many of those that have.12,14,33 In a large
study of pretreated, relapsed medulloblastoma from the
Children’s Cancer and Leukemia Group,33 40 patients
received cyclophosphamide together with surgery or
local radiotherapy, and 22 of these went on to be
treated with a high-dose chemotherapy-based strategy.
Witha median follow-up of 7.4 years, the median survival
in these 40 patients was 1.4 years and median event-free
survival was 1 year.33

The combination of irinotecan with standard temozo-
lomide was generally well tolerated and consistent with

exposure to these agents in the pediatric setting or with
the disease under study.12,17,28,29,34 Indeed, TEMIRI
was better tolerated than many high-dose chemotherapy
regimens in this setting, which are more intensive
without being as effective.

Areas of controversy remain in medulloblastoma re-
search, such as inclusion/exclusion criteria in clinical
trials. Indeed, classical WHO criteria mandate bidimen-
sionally measurable lesions with at least 1 diameter
.10 mm on an MRI scan. This is not always appropriate
in medulloblastoma with frequent thin leptomeningeal
disease. However, to measure tumor response of small
lesions also remains an issue. Thus, new consensual crite-
ria for inclusionandevaluationof earlydrug development
studies in medulloblastoma are needed.

In summary, in this phase II study in pediatric patients
with recurrent or refractory medulloblastoma, although
the TEMIRI regimen did not meet the primary efficacy
endpoint, it was well tolerated. Newly designed trials
are needed that investigate this tolerable combination as
a chemotherapy backbone in combination with molecu-
larly targeted drugs. These could include agents targeted
to platelet derived growth factor receptor (one of the
factors implicated in driving metastasis), sonic hedgehog,
or, in particular, poly (ADP-ribose) polymerase 1
inhibitors.35–39
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Table 5. Most frequent treatment-related AEs present in .10% of patients in the safety population (n ¼ 66)

Preferred Term Number of Patients (%)

Grade 1 Grade 2 Grade 3 Grade 4 Total

Any AE 10 (15.2) 20 (30.3) 23 (34.8) 7 (10.6) 60 (90.9)

Nonhematologic

Diarrhea 24 (36.4) 10 (15.2) 5 (7.6) 0 39 (59.1)

Vomiting 27 (40.9) 9 (13.6) 1 (1.5) 0 37 (56.1)

Nausea 15 (22.7) 4 (6.1) 0 0 19 (28.8)

Abdominal pain 10 (15.2) 6 (9.1) 1 (1.5) 0 17 (25.8)

Fatigue 10 (15.2) 2 (3.0) 0 0 12 (18.2)

Decreased appetite 7 (10.6) 4 (6.1) 0 0 11 (16.7)

Constipation 3 (4.5) 4 (6.1) 0 0 7 (10.6)

Hematologic

Thrombocytopenia 3 (4.55) 6 (9.1) 6 (9.1) 2 (3.0) 17 (25.8)

Neutropenia - 4 (6.1) 7 (10.6) 4 (6.1) 15 (22.7)

Lymphopenia 1 (1.5) 3 (4.5) 3 (4.5) 3 (4.5) 10 (15.2)

Anemia 1 (1.5) 2 (3.0) 6 (9.1) 0 9 (13.6)

Abbreviation: AE, adverse effect.
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d’Hebron Children’s Hospital, Barcelona, Virgen del
Rocio, Seville, Spain; Ghent University Hospital, Ghent;
UZ Leuven, Belgium; Royal Children’s Hospital,
Melbourne; Royal Children’s Hospital, Brisbane;
Children’s Hospital Westmead, Sydney, Australia;
Rigshospitalet, Copenhagen, Denmark). Medical writing
services were provided by Dr Paul Hoban (Cancer
Communications and Consultancy Ltd, Knutsford, UK)
and were funded by Pfizer Inc.

Material from this study was previously presented in
part at the 45th Annual Meeting of the American
Society of Clinical Oncology, Orlando, Florida, May
29–June 2, 2009 (poster discussion).

Funding

The study was sponsored by Pfizer Inc.

Conflict of interest statement. J.G. declares a
consultancy/advisory role with Pfizer; L.G. holds Pfizer
stock; L.C., A.B., and A.D. are employees of Pfizer Inc.
All other authors declare no conflicts of interest.

References

1. Lafay-Cousin L, Strother D. Current treatmentapproaches for infants with

malignant central nervous system tumors. Oncologist. 2009;

14:433–444.

2. Gilbertson RJ. Medulloblastoma: signalling a change in treatment. Lancet

Oncol. 2004;5:209–218.

3. von Hoff K, Hinkes B, Gerber NU, et al. Long-term outcome and clinical

prognostic factors in children with medulloblastoma treated in the

prospective randomised multicentre trial HIT ’91. Eur J Cancer.

2009;45:1209–1217.

4. Valteau-Couanet D, Fillipini B, Benhamou E, et al. High-dose busulfan and

thiotepa followed by autologous stem cell transplantation (ASCT) in pre-

viously irradiated medulloblastoma patients: high toxicity and lack of effi-

cacy. Bone Marrow Transplant. 2005;36:939–945.

5. Rutkowski S, Cohen B, Finlay J, et al. Medulloblastoma in young children.

Pediatr Blood Cancer. 2010;54:635–637.

6. Geoerger B, Chisholm J, Le Deley MC, et al. Phase II study of gemcitabine

combined with oxaliplatin in relapsed or refractory paediatric solid

malignancies: an innovative therapy for children with Cancer European

Consortium Study. Eur J Cancer. 2011;47:230–238.

7. Ruggiero A, Rizzo D, Attina G, et al. Phase I study of temozolomide

combined with oral etoposide in children with recurrent or progressive

medulloblastoma. Eur J Cancer. 2010;46:2943–2949.

8. Broniscer A, Gururangan S, MacDonald TJ, et al. Phase I trial of single-dose

temozolomide and continuous administration of O6-benzylguanine in

children with brain tumors: a Pediatric Brain Tumor Consortium report.

Clin Cancer Res. 2007;13:6712–6718.

9. Bomgaars LR, Bernstein M, Krailo M, et al. Phase II trial of irinotecan in

children with refractory solid tumors: a Children’s Oncology Group

Study. J Clin Oncol. 2007;25:4622–4627.

10. Nicholson HS, Kretschmar CS, Krailo M, et al. Phase 2 study of temozolo-

mide in children and adolescents with recurrent central nervous system

tumors: a report from the Children’s Oncology Group. Cancer. 2007;

110:1542–1550.

11. LashfordLS,ThiesseP, JouvetA, et al. Temozolomide inmalignantgliomas

of childhood: a United Kingdom Children’s Cancer Study Group and

French Society for Pediatric Oncology Intergroup Study. J Clin Oncol.

2002;20:4684–4691.

12. Akyuz C, Demir HA, Varan A, et al. Temozolomide in relapsed pediatric

brain tumors: 14 cases from a single center. Childs Nerv Syst.

2011;28:111–115.

13. Wang CH, Hsu TR, Wong TT, Chang KP. Efficacy of temozolomide for

recurrent embryonal brain tumors in children. Childs Nerv Syst.

2009;25:535–541.

14. De Sio L, Milano GM, Castellano A, et al. Temozolomide in resistant or

relapsed pediatric solid tumors. Pediatr Blood Cancer. 2006;47:30–36.

15. Baruchel S, Diezi M, Hargrave D, et al. Safety and pharmacokinetics of

temozolomide using a dose-escalation, metronomic schedule in recurrent

paediatric brain tumours. Eur J Cancer. 2006;42:2335–2342.

16. Korones DN, Smith A, Foreman N, Bouffet E. Temozolomide and oral

VP-16 for children and young adults with recurrent or treatment-induced

malignant gliomas. Pediatr Blood Cancer. 2006;47:37–41.

17. Turner CD, Gururangan S, Eastwood J, et al. Phase II study of irinotecan

(CPT-11) in children with high-risk malignant brain tumors: the Duke

experience. Neuro Oncol. 2002;4:102–108.

18. Vassal G, Couanet D, Stockdale E, et al. 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. 2007;25:356–361.

19. Vassal G, Chastagner P, Doz F, et al. A phase II study of irinotecan (IRI) in

children with relapsed or refractory CNS tumors (medulloblastoma and

PNET). Proc Am Soc Clin Oncol. 2003;22:3235.

20. Fallik D, Borrini F, Boige V, et al. Microsatellite instability is a predictive

factor of the tumor response to irinotecan in patients with advanced

colorectal cancer. Cancer Res. 2003;63:5738–5744.

21. Okamoto R, Takano H, Okamura T, et al. O(6)-methylguanine-DNA

methyltransferase (MGMT) as a determinant of resistance to camptothecin

derivatives. Jpn J Cancer Res. 2002;93:93–102.

22. Pourquier P, Waltman JL, Urasaki Y, et al. Topoisomerase I-mediated

cytotoxicity of N-methyl-N’-nitro-N-nitrosoguanidine: trapping of

topoisomerase I by the O6-methylguanine. Cancer Res. 2001;61:53–58.

23. Houghton PJ, Stewart CF, Cheshire PJ, et al. Antitumor activity of

temozolomide combined with irinotecan is partly independent of O6-

methylguanine-DNA methyltransferase and mismatch repair phenotypes

in xenograft models. Clin Cancer Res. 2000;6:4110–4118.

24. Patel VJ, Elion GB, Houghton PJ, et al. Schedule-dependent activity of

temozolomide plus CPT-11 against a human central nervous system

tumor-derived xenograft. Clin Cancer Res. 2000;6:4154–4157.

25. Reardon DA, Quinn JA, Rich JN, et al. Phase I trial of irinotecan plus

temozolomide in adults with recurrent malignant glioma. Cancer.

2005;104:1478–1486.

Grill et al.: TEMIRI in childhood medulloblastoma

1242 NEURO-ONCOLOGY † S E P T E M B E R 2 0 1 3



26. Quinn JA, Jiang SX, Reardon DA, et al. Phase II trial of temozolomide

(TMZ) plus irinotecan (CPT-11) in adults with newly diagnosed glioblasto-

ma multiforme before radiotherapy. J Neurooncol. 2009;95:393–400.

27. Kushner BH, Kramer K, Modak S, Cheung NK. Irinotecan plus

temozolomide for relapsed or refractory neuroblastoma. J Clin Oncol.

2006;24:5271–5276.

28. Wagner LM, Crews KR, Iacono LC, et al. Phase I trial of temozolomide and

protracted irinotecan in pediatric patients with refractory solid tumors.

Clin Cancer Res. 2004;10:840–848.

29. Wagner LM, McAllister N, Goldsby RE, et al. Temozolomide and intra-

venous irinotecan for treatment of advanced Ewing sarcoma. Pediatr

Blood Cancer. 2007;48:132–139.

30. SimonR. Optimal two-stagedesigns for phase II clinical trials. ControlClin

Trials. 1989;10:1–10.

31. Verschuur AC, Grill J, Lelouch-Tubiana A, et al. Temozolomide in

paediatric high-grade glioma: a key for combination therapy? Br J

Cancer. 2004;91:425–429.

32. Miller AB, Hoogstraten B, Staquet M, Winkler A. Reporting results of

cancer treatment. Cancer. 1981;47:207–214.

33. Pizer B, Donachie PH, Robinson K, et al. Treatment of recurrent central

nervous system primitive neuroectodermal tumours in children and

adolescents: results of a Children’s Cancer and Leukaemia Group study.

Eur J Cancer. 2011;47:1389–1397.

34. Bagatell R, London WB, Wagner LM, et al. Phase II study of irinotecan

and temozolomide in children with relapsed or refractory neuroblastoma:

a Children’s Oncology Group study. J Clin Oncol. 2011;29:208–213.

35. Daniel RA, Rozanska AL, Mulligan EA, et al. Central nervous system

penetration and enhancement of temozolomide activity in childhood

medulloblastoma models by poly(ADP-ribose) polymerase inhibitor

AG-014699. Br J Cancer. 2010;103:1588–1596.

36. Cheng CL, Johnson SP, Keir ST, et al. Poly(ADP-ribose) polymerase-1

inhibition reverses temozolomide resistance in a DNA mismatch repair-

deficient malignant glioma xenograft. Mol Cancer Ther. 2005;

4:1364–1368.

37. Zhang YW, Regairaz M, Seiler JA, et al. Poly(ADP-ribose) polymerase

and XPF-ERCC1 participate in distinct pathways for the repair of

topoisomerase I– induced DNA damage in mammalian cells. Nucleic

Acids Res. 2011;39:3607–3620.

38. Tentori L, Leonetti C, Scarsella M, et al. Inhibition of poly(ADP-ribose)

polymerase prevents irinotecan-induced intestinal damage and enhances

irinotecan/temozolomide efficacy against colon carcinoma. FASEB J.

2006;20:1709–1711.

39. Miknyoczki SJ, Jones-Bolin S, Pritchard S, et al. Chemopotentiation

of temozolomide, irinotecan, and cisplatin activity by CEP-6800,

a poly(ADP-ribose) polymerase inhibitor. Mol Cancer Ther. 2003;

2:371–382.

Grill et al.: TEMIRI in childhood medulloblastoma

NEURO-ONCOLOGY † S E P T E M B E R 2 0 1 3 1243



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /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 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings false
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Oblique
    /Symbol
    /Times-Bold
    /Times-BoldItalic
    /Times-Italic
    /Times-Roman
    /ZapfDingbats
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG2000
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG2000
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages true
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 175
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.50286
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /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)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU ()
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


