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Fig. 2 Median PFS/TTP and OS in 36 trials. The size of the gray
markers (circles) corresponds to the number of randomized patients in
the trial in this analysis. A moderate relationship was seen between
median PFS/TTP and OS, with a p value of 0.70 (95% CI, 0.59 to
0.82; P<0.001)

true endpoint, and effects on the surrogate must correlate to
those on the true endpoint [51, 52]. In our analysis, the HR
for PFS/TTP showed a significant correlation with that for
OS, indicating that the effect of treatment on PFS likely
predicts the effect of treatment on OS. In this regard, the
coefficient of 0.80 was compatible with that for advanced
colorectal cancer, for which PFS is considered an adequate
surrogate endpoint in clinical trials [12, 13, 17].

In this analysis we included studies which evaluated
either or both PFS or TTP. In their study in patients with
advanced colorectal cancer receiving systemic chemotherapy,
Tang et al. reported that PFS was more closely correlated with
OS than TTP [13]. Although we saw no significant difference

between the p value of PFS and TTP in our analysis, it
nevertheless tended to be higher for PFS, consistent with
Tang et al. PFS differs from TTP in that it incorporates death
as a result of any cause, in addition to progression. On this
basis, PFS might be the better surrogate for OS, as suggested
by our results.

Reflecting the relatively high incidence of gastric cancer
worldwide, several studies have been performed or are
ongoing in various countries or as global studies. A number
of differences in- AGC between Western and Eastern
countries have been identified in tumor characteristics and
practice patterns, including surgery or chemotherapy [53].
In Asian trials, the percentage of patients with measurable
disease are usually lower than in non-Asian study, which
may cause relatively longer survival due to less tumor
burden. In also, the proportion of patients who receive
second-line chemotherapy is reported to be higher in Asian
than western trials. This difference was clearly revealed in
the AVAGAST study, where 66% of Asian patients received
second-line chemotherapy compared with 31% in Europe
and 21% in America [46]. If this difference in second-line
chemotherapy contributed to the differences in survival
after progression in the various areas, PFS/TTP might be a
more sensitive endpoint for future global studies since it
might directly reflect the anti-tumor effect of first-line
chemotherapy.

In also, our results suggest that the second-line therapy has
the potential to underestimate the efficacy of an experimental
agent in patients when compared with control patients who
receive multiple subsequent therapies. Influence of second-
line treatment as crossover might contribute to the non-
significant survival differences especially with non-registered
trials with approved agents. Additionally, given our finding
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Fig. 4 HR of PFS/TTP and OS in 36 trials. A significant relationship
is seen between HRs for PFS/TTF and OS, with the p value of 0.80
(95% CI, 0.68 to 0.92; P<0.0001)

that studies which included non-measurable lesions tended to
have lower p values, it might be desirable to restrict entry in
studies which use PFS is a primary endpoint to patients with
measurable disease, to allow accurate and independent
evaluation using standard definitions, such as those by the
Response Evaluation Criteria in Solid Tumors Group.

This study has several methodological limitations. First,
it was not based on analysis of data from individual
patients, which is a better means of evaluating individual-
level measures of agreement between the two endpoints
(PFS/TTP and OS) [54]. Additional individual data analysis
might therefore necessary to confirm the correlation
between PFS/TTP and OS. Second, as we did not include
trials which did not report HRs or survival curves, a degree

Fig. 5 HR of PFS/TTP and
OS by trial area. No significant
difference in correlation was
observed between Asian
(p=0.67; 0.39-0.94) and
non-Asian studies (p=0.80;
0.61--0.98)

]
-

HR of OS

Fig. 6 Discrepancy in HRs for PFS/TTP and second-line chemother-
apy. HR of PFS/TTP and HR of OS deviated from 1 in positive
proportion to the number of patients who received second-line
chemotherapy (p=—0.40; P=0.04)

of selection bias might be present, albeit that most recent
trials did in fact report HR. Third, since not all trials
reported information on subset analysis, such as the
proportion of measurable lesions or of cases receiving
second-line chemotherapy, our results which derive from or
refer to these variables were likely insufficient. According-
ly, future trials should ensure that these data are reported.
Finally, because most trials provided little information on
disease progression, it was impossible to confirm whether
the evaluation of this variable had been consistent in each
trial arm. Future clinical trials using PFS as a primary
endpoint for AGC should ensure that the definition and
evaluation of progression be strictly determined.
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In conclusion, this study shows that improvements in
PFS/TTP in AGC are closely associated with improvements
in OS. Further research is needed to clarify the surrogacy of
PFS/TTP for OS or the role of PFS as the true end point in
future randomized clinical trials of chemotherapy for AGC.
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Antiemetic Effect of Pak)n@setmﬂ m Advameci Colmecmi Cancer Pam::nt's Recewmg mFOLFOX6 and FOLFERI A
Retrospective Surxsey Yurmike Sawe "7, Yui *, Michiko Tatematsu ™", %@; Muro ™, Hidekazu Noma "' and Hiro-
kazu Okamoto™ ("'Dept. of Pharmacy, o a»”‘a?’ﬁﬁ* Medical Center, ““Dept. ﬁfﬁhaz’m&rﬁa Nagoya Medical
Center, “*Dept. of Pharmacy, and “*Dept. of € i;maai Oncology, Aichi Cancer Center Hospital, ™ Graduate School of Pharma-
cy, Meijo University)
Summary
iasz?g:a%.iéﬁg chemotherapy-induced nausea and vomiting (CINV) Is very important for the continuation of chemotherapy.
?é. can significantly affedt a patie ; of iife, leading to poor compliance with further chemotherapy treatment. In
s;"fsa,i., study, we assessed the efficacy of palonosetran versus granisetron for the inddence of GNV induced by
m?G_F{}m and FOLFIRI in patienis with advanced colorectal cancer, Eighty-eight patients were included in the efficacy analy-
ses: 39 patients in the palc}nmﬁm Gup and 49 patients in the Qraﬁismmn group. The incidence of nausea in the granise-
won group {Grade 1 40. 8%, Grade 2: 10. 2% and Grade 3: 4. 1%) was significantly higher than in the palonosetron group
{Grade 12 25. 6% and Grade ? 7. ;?‘?a ;3»“&% 0422}, The incidence of vomiting and appetite loss in the granisetron group was
not significantly higher the e palonosetron group (p=0. 2419, p==0 2648, respectively) This suggests that palonose-
ron exerts better eﬁ%{gﬁ oy against chemotherapy-induced nausea than granisetron in patients receiving mFOLFOXE and
FOLFIRL Information on such analyses is useful to promote the effectiveness of cancer chemotherapy. Key words; Chemo-
therapy- -induced nausea and v Q"‘*Etixﬂg (CINV), FOLFIRI, mFPOLEOXE, Palonosetron {Received Sep. 22, 2011/ Accepted Dec, 22,
2011
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Table 1 Characteristics of patients

All Granisetron  Palonosetron
Number of patieats 83 49 39

Gender
Male/Female 18/40 24725 24/15

Ags

Median 62 63
: 2E-TH 37-82
& staius
4274373 2279572 2071871

Number of prioy chemotherapy
172737475 207577187371 18721787171 LIAI8/ 107270
Chemot

ﬁﬁ;{,‘?iriﬁ‘&ﬁ} FOLFIK] 5200 20720 23716
Proscription of antiemetics

Dexamethasone 37 13 24

Other £ 35 27

Dexamethasone bother 24 13 16

Table 2 Chemotherapy regimens

Number of patients

Granisetron  Palonosetron

mifOLFOXS L-OHP 85 mg/m’, levololinate 200 mg/m® 5 FU 400 ma/m® il !
5-F11 2 400 mg/m", every 2 weeks
mFOLFOX6+RBY L UEIP 85 mg/m’, levelolinate 200 mg/m”, 5-FU 400 mg/m”, 18 17
mu me/mt, BY 5 mp/ke. every 2 weeks ‘

FOLFIRI ante 200 mp/m”, 5-FU 400 me/m’, & 3
2 weels
FOLFIRI+BY CPT-11 150 ma/m”, levololi ©5-FU 00 mesmY 15 13

5 FU 2,400 mg/m’, BY 5 mg/ke every 2 weeks

BY:bevacizamalb, CPT~11 irinotecan, L-OHP; (}};a%iplatin

Table 3

rof (6 nauses vomiting appetite pss or corstupation

IR1

Grade 17274

RO

p value

sranispir {ppzsd) )y 2t i = 30 . £ » E
Gr: ;}ismz}g'fu 14 }ﬁm}imsetifsc% (=30 (Mann-Whitney's U-test)
n %} n 1%
Nauses 20 40,875 10 (25.6)/3 (7.7370 (0.0 0.0422
Vomiting 54 142 63 /2 §i3 §9s() (0.0 {.2419

HE(28.2)/5 (12,870 (0.0) (1. 2648
12 ,&D‘%))ng‘i azz‘lut'} (0.0 0, 2824

Appetite loss 21
Congtipation 13 2

Mann-Whitney's U-test T Hv:, n<{0.06 8 f
E Lz B ROLEE L OB &
OErOEEEOE uf,l S *s E
Hahlve, p<0.03DUHEHEL L1 mFOLFOXB kB &

e
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Tabled Subgroup analvsis of effects of granisetron or palonosetron on nauses induced by mFOLFOXS and FOLFIRI

*alonosetr

o (ns=30)

Odds ratic 5% CI p vale

Gender
Male 49715
Female 18/7
Age
<83 1778
263 HUSE |

Chemotherapy regimen
mPFOLFOXEG 57
FOLFIRI 1278

Preseription of dexamethasone

+ 875

5/10 0.439 0.121-1.587  0.200
8/7 0444 0.117-1.695  0.235

4 0.099-1.182 0,080
3715 0467 0.128-1.708 0,250

8715 0.498 01621534 0.224

3/11 0.303 0.076-1.210 0,091
3/16 0.313 0.077-1.270 0,104
5/10 0447 0.127-1.573  0.210
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This phase ll, open-label, single-arm study investigated suniti-
nib + FOLFIRI in Japanese patients with treatment-naive unresec-
table/metastatic colorectal cancer. Patients received i.v. FOLFIRI
(levo-leucovorin 200 mg/m? + irinotecan 180 mg/m?, followed by
5-fluorouracil 400 mg/m? bolus then 2400 mg/m? 46-h infusion)
every 2 weeks, and oral sunitinib 37.5 mg/day on Schedule 4/2
(4 weeks on, 2 weeks off), until disease progression or treatment
withdrawal. Progression-free survival (PFS) was the primary end-
point, with a target median of 10.8 months (35% improvement
over FOLFIRI alone). Seventy-one patients started a median of 3
(range 1-11) sunitinib cycles (median relative dose intensity,
<60%). The median PFS was 6.7 months (95% confidence interval,
4.7-9.2) by independent review, 7.2 months (95% confidence
interval, 5.4-9.5) by investigator assessment. Objective response
rate (complete responses + partial responses) was 36.6% (inde-
pendent review) and 42.3% (investigator assessment). Clinical
benefit rate (complete responses + partial responses + stable dis-
ease) was 83.1% (independent review) and 88.7% (investigator
assessment). Common all-causality, any-grade, adverse events
were: neutropenia and leukopenia (both 97.2%); thrombocytope-
nia (84.5%); diarrhea and nausea (both 78.9%); decreased appe-
tite (74.6%); and fatigue (66.2%). Neutropenia (96%) was the
most frequent grade 3/4 adverse event. This study was closed
early due to findings from a concurrent phase Ill study of suniti-
nib + FOLFIRI in non-Japanese patients with metastatic colorectal
cancer. In conclusion, the median PFS for sunitinib + FOLFIRI in
Japanese patients was shorter than the 10.8 month target, indi-
cating that sunitinib did not add to the antitumor activity of
FOLFIRL. This study was registered with ClinicalTrials.gov
(NCT00668863). (Cancer Sci 2012; 103: 1502-1507)

The median survival of patients with metastatic CRC has
improved over the past decade, from approximately
1 year with 5-FU-based monotherap¥ to approx1mately 2 years
with combination systemic therapy.”” FOLFIRI is now a stan-
dard first-line treatment for metastatic CRC."" The addition of
other agents (typically the anti-VEGF mAb, bevacizumab) to
FOLFIRI has improved patient outcomes.

Sunitinib malate (SUTENT; Pfizer, New York, NY, USA) is
an oral, multitargeted tyrosine kinase inhibitor of VEGFR-1, -2,
and -3, platelet-derived growth factor receptors (-0 and -f3),
stem cell factor receptor, FMS-like tyrosine kinase 3, colony-
stimulating factor 1 receptor, and glial cell line-derived
neurotrophic receptor.*”” " Sunitinib is currently approved

Cancer Sci | August 2012 | vol. 103 | no.8 | 1502-1507

multinationally for the treatment of advanced renal cell
carcinoma and imatinib-resistant/-intolerant gastrointestinal
stromal tumor.® Tt is also now approved for the treatment of
unresectable or metastatic, well-differentiated pancreatic neuro-
endocrine tumors.®

Sunitinib has shown antltumor act1v1ty in non-clinical CRC
models, both as a single agent™ and in combination with che-
motherapy (Pfizer, unpublished data, 2002). In a phase II study
of patients with previously treated metastatic CRC, single-
agent sunitinib showed some evidence of efficacy (median OS,
10.2 months in patients with bevacizumab-naive tumors;
7.1 months in patients with bevacizumab-pretreated tumors)
and the study investigators concluded that sunitinib warranted
further evaluation in combination with standard regimens used
to treat metastatic CRC."'?

Subsequently, a phase I study investigated sunitinib com-
bined with FOLFIRI in patients with chemotherapy-naive meta-
static CRC, and identified the maximum tolerated dose of
sunitinib as 37.5 mg/day given on Schedule 4/2.'" This
regimen was evaluated further in two concurrent first-line meta-
static CRC studies: a phase II, open-label, single-arm study in
Japanese patients (ClinicalTrials.gov identifier: NCT00668863);
and a phase III, double-blind, randomized study in non-Japanese
patients  (ClinicalTrials.gov identifier: NCT00457691).'?
Results of the single-arm phase II study are presented here.

Materials and Methods

Patients. Patients aged > 20 years with histologically- or
cytologically-confirmed adenocarcinoma of the colon or rec-
tum, Eastern Cooperative Oncology Group performance status
of 0 or 1, and adequate organ function were included in the
study. All patients had unresectable or metastatic disease by
diagnostic imaging and were candidates for FOLFIRI therapy.
No prior systemic chemotherapy for unresectable or metastatic
CRC was permitted (prior adjuvant therapy was allowed pro-
viding there was longer than 6 months between the end of
therapy and documentation of recurrent disease). Patlents had
measurable disease based on RECIST version 1.0."!

Patients were excluded if they had had full-field radiotherapy
<4 weeks prior to study treatment or limited-field radiother-
apy <2 weeks prior to study treatment, or previous radiation
treatment to >30% of bone marrow. Additional exclusion

3To whom correspondence should be addressed.
E-mail: ytsuji@tonan.gr.jp
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criteria comprised: recent surgery or major bleeding; history of
abdominal fistula, gastrointestinal perforation or intra-abdomi-
nal abscess <6 months prior to study treatment (unless the
affected tissue had been removed surgically); unresolved bowel
obstruction or chronic diarrhea; arrhythmia grade 2 or higher
(CTCAE version 3.0); clinically significant cardiovascular
disease, cardiac dysrhythmias, or prolonged QTc interval; or
central nervous system involvement.

Study design and treatment plan. This open-label, single-
arm, phase II study was carried out in multiple centers and
investigated the efficacy and safety/tolerability of sunitinib
combined with FOLFIRI in a Japanese population. The study
protocol was approved by the institutional review board or
independent ethics committee of each participating center, and
conformed to the provisions of the Declaration of Helsinki
(1996). All patients provided written informed consent.

Patients received sunitinib plus FOLFIRI as first-line ther-
apy for unresectable or metastatic CRC. Oral sunitinib
37.5 mg/day was given on Schedule 4/2. Intravenous FOLF-
IRI was given using standard procedures every 2 weeks: levo-
leucovorin 200 mg/m?; irinotecan 180 mg/m?; immediatel}g
followed by 5-FU 400 mg/m* bolus then 5-FU 2400 mg/m
as a 46-h infusion. Treatment cycles were 6 weeks in duration
(each 6-week sunitinib cycle included three cycles of FOLF-
IRI).

Treatment was continued until disease progression or with-
drawal of treatment for another reason. Dose delays or reduc-
tions were permitted to manage treatment-related AEs. For
sunitinib and FOLFIRI, dose delays >4 weeks were generally
not permitted. Sunitinib doses could be reduced to 12.5 mg/
day; FOLFIRI doses could be reduced according to institu-
tional practices or guidelines provided in the study protocol.
The use of hematopoietic growth factors was permitted.

Study assessments. The primary study endpoint was PFS,
defined as time from the date of enrolment to first documenta-
tion of objective tumor progression or death due to any cause,
whichever occurred first. Secondary endpoints included OS,
RECIST-defined ORR and CBR,"® and safety.

Tumors were imaged at baseline, every 6 weeks, when dis-
ease progression was suspected, to confirm an objective
response (partial response or complete response) >4 weeks
after initial documentation of response, and at the end of treat-
ment/study withdrawal (if not carried out in the previous
6 weeks). Tumor assessments were subjected to review by
study investigators and members of an Independent Radiologi-
cal Committee.

Safety was evaluated based on AEs, laboratory results, phys-
ical examinations, vital signs, performance status, and electro-
cardiograms. Severity of AEs was graded using the National
Cancer Institute CTCAE (version 3.0).

A Steering Committee reviewed efficacy and safety data
periodically throughout the study and made recommendations
regarding study amendment, continuation, and discontinuation.

Statistical methods. As this was a single-arm, exploratory,
phase II study, there were no formal hypotheses for statistical
testing. The planned sample size of 70 patients was determined
based on assumptions that median PFS would be 8.0 months
for patients receiving FOLFIRI alone (historical data)'* and
10.8 months for patients receiving sunitinib plus FOLFIRI (a
35% improvement). Seventy patients would permit construc-
tion of a two-sided 95% CI with a width of approximately
7.2 months, if patient accrual was accomplished in 2 years and
follow-up continued for 2 years.

The efficacy and safety analysis population included all
enrolled patients with adenocarcinoma of the colon or rec-
tum and unresectable or metastatic disease who had received

Table 1. Baseline characteristics of Japanese patients with
unresectable/metastatic colorectal cancer treated with sunitinib and
FOLFIRI (n = 71)

Sunitinib 37.5 mg/day
(Schedule 4/2) plus

FOLFIRI

Gender, n {%)

Male 42 (59.2)

Female 29 (40.8)
Median age, years (range) 60 (26-78)
ECOG performance status, n (%)

0 55 (77.5)

1 16 (22.5)
No. of organ sites with disease, n (%)

1 47 (66.2)

>1 24 (33.8)
Primary tumor site, n (%)

Colon 37 (52.1)

Rectum 34 (47.9)
Prior adjuvant treatment, n (%) 8 (11.3)
Prior surgery, n (%) 53 (74.6)
Prior radiation therapy, n (%) 3(4.2)
Prior systemic therapy, n (%)t

1 regimen¥ 6 (8.5)

2 regimens# 2(2.8)

None 60 (84.5)

tn = 3 unknown. tPatients received prior adjuvant therapy which was
allowed providing there was >6 months between the end of therapy
and documentation of recurrent disease. ECOG, Eastern Cooperative
Oncology Group; FOLFORI, leucovorin, 5-fluorouracil, and irinotecan;
Schedule 4/2, 4 weeks on treatment followed by 2 weeks off.

Table 2. Study treatment exposure in Japanese patients with unresectable/metastatic colorectal cancer treated with sunitinib and FOLFIRI

(n=71)

Sunitinib 37.5 mg/day (Schedule 4/2) plus FOLFIRI

Sunitinib Irinotecan Leucovorin 5-FU infusion

Median no. of cycles started (range) 3(1-11) 3(1-11) 3 (1-11) 3(1-11)
Patients with > 1 dose delay, n (%) 47 (66.2) 61 (85.9) 61 (85.9) 61 (85.9)
Patients with >1 dose interruption, n (%) 70 (98.6) 6 (8.5) 4 (5.6) 4 (5.6)
Patients with dose reductions, n (%)

1 reduction 36 (50.7) 40 (56.3) 14 (19.7) 35 (49.3)

> 2 reductions 6 (8.5) 10 (14.1) 2(2.8) 6 (8.5)
Median relative dose intensity, % (range) 53 (11-92) 49 (27-80)1 58 (27-80)t 52 (27-77)t

tn = 70. -, not available; FOLFORI, leucovorin, 5-fluorouracil (5-FU), and irinotecan; Schedule 4/2, 4 weeks on treatment followed by 2 weeks off.
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at least one dose of study medication. Time-to-event end-
points were analyzed using Kaplan-Meier methods. Other
efficacy and safety data were summarized using descriptive
statistics.

Results

Study conduct, patients, and treatments. Enrolment began in
April 2008, with 71 patients enrolled by May 2009. In June
2009, the study was closed early when the concurrent phase
III study of the same treatment regimen in non-Japanese
patients with metastatic CRC (ClinicalTrials.gov identifier:
NCT00457691) was halted due to futility.'® Sunitinib discon-
tinuation was recommended, or left to investigator discretion
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Time (months)
No. atrisk 71 52 27 12 5 3 0
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Fig. 1. Kaplan—-Meier curve of progression-free survival (independent
assessment) in Japanese patients with unresectable/metastatic colorec-
tal cancer who were treated with sunitinib and FOLFIRI.

Table 3. Post-hoc analysis of progression-free survival according to
baseline variables in Japanese patients with unresectable/metastatic
colorectal cancer were treated with sunitinib and FOLFIRI (n = 71)

Variable n Median PFS (months) HR (95% Cl)

Age
<65 50 6.7 1.2 (0.6-2.3)
>65 21 6.3

Gender
Male 42 7.6 1.4 (0.8-2.5)
Female 29 53

Primary disease site
Colon 37 6.3 1.2 (0.7-2.2)
Rectum 34 7.5

Time since diagnosis
<7 weeks 47 5.6 1.0 (1.0-1.0)
>7 weeks 24 7.5

ECOG PS
0 54 7.5 0.5 (0.3-1.1)
1 17 4.7

Disease stage
<lv 18 15.5 0.5 (0.2-1.2)
v 53 6.7

No. of disease sites
1 47 7.5 0.61 (0.3-1.1)
>1 24 4.7

Cl, confidence interval; ECOG PS, Eastern Cooperative Oncology Group
performance status; HR, hazard ratio; PFS, progression-free survival.

1504

in patients with clinical benefit. The efficacy and safety analy-
sis population comprised all 71 patients.

Patient baseline characteristics are summarized in Table 1.
Patients started a median of three treatment cycles (range, 1-
11; Table 2). Overall, the sunitinib dose was delayed in 66%
of patients, was interrupted in 99% of patients, and was
reduced in 59% of patients (Table 2). The resulting median
sunitinib RDI was <53%. The median RDI for irinotecan, leu-
covorin, and 5-FU was <58% (Table 2). Most patients with-
drew from study treatment/the study due to disease progression
(59%, n = 42) or AEs (18%, n = 13).

Efficacy. At the time of data analysis, 44 patients (62.0%)
had progressed (by independent review); median PES was
6.7 months (95% CI, 4.7-9.2; Fig. 1). By investigator assess-
ment, 45 patients (63.4%) had progressed; median PFS was
7.2 months (95% CI, 5.4-9.5). Post-hoc analyses of PFS by
baseline characteristics are shown in Table 3.

At the time of data analysis, eight patients (11.3%) had died
(7 [9.9%] due to the disease under study and 1 [1.4%] due to
other causes) and median OS had not yet been reached (due to
early study closure).

The ORR by independent assessment was 36.6% (one com-
plete and 25 partial responses; Fig. 2, Table 4), and the CBR
was 83.1% (Table 4). The investigator-assessed ORR
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Fig. 2. Change from baseline in target lesion size per evaluable
patient (independent assessment). Seventy-one Japanese patients with
unresectable/metastatic colorectal cancer were treated with sunitinib
and FOLFIRI. CR, complete response; PD, progressive disease; PR, par-
tial response; SD, stable disease.

Table 4. Best overall objective response (independent assessment) in
Japanese patients with unresectable/metastatic colorectal cancer
treated with sunitinib and FOLFIRI (n = 71)

Sunitinib 37.5 mg/day
(Schedule 4/2) plus

FOLFIRI
Best overall objective response, n (%)
Complete response 1(1.4)
Partial response 25 (35.2)
Stable disease/no response 33 (46.5)
Obijective progression 6 (8.5)
Early deatht 1(1.4)
Indeterminate 5 (7.0

Obijective response rate, % (95% exact 36.6 (25.5-48.9)

confidence intervalt)

tPatient died prior to having sufficient evaluations for overall
response. fCalculated using exact method based on binomial distribu-
tion. FOLFORI, leucovorin, 5-fluorouracil, and irinotecan; Schedule 4/2,
4 weeks on treatment followed by 2 weeks off.
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