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148 » AT, HEFRIVETH-7 7,

AR, BERIP.LELZs Tiibh WEREAEETERCET S
acizumab D& H k% BEET 5 AVAGAST B0 &R Sz .
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FAERIZBI L ThH, 37% vs 46%TH Y, FHEEZRD (p = 00315). BRI
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BT, MifER L P2 VBIRIKICHA 2 Z LidBFICE»
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SO % HERMMON LE B L, MEMBREICBW T FERIEOH
FHHRI s N7z, Stage I/ KBRS H 2B & LC® FOLFOX6 12
bevacizumab Bf i O F 1% % #5T L 72 NSABP C-08 i{B& Tid, bevacizumab
BRI & % 34E DFS OF 2 8 H k0 o 72, M wih{b s iont
T % cetuximab @ L Fe-SRH &R L72 NO147 ERICB W T, KRAS AR
T cetuximab PEAOREILZ WV & 13 2010 4E ASCO THEI N TV 4
[ 2011 4% ASCO T, #EEMMETEMNE (b = 146) FH v o0,
FOLFIRI ~® cetuximab P FH 75 KRAS AN bbb &4 DFS 24 HICHE
B A EIURENT: (HR:044, 95% CI1:020~097, p = 004) . 72275L,
FOLFIRI H & O LSSk L L COFHMESHLEINTE LS, BT
FOLFIRL cetuximab A B HEI LA H0E O BEHEIEHR ISR LT v { 1
THAI.

FOLFOX & Wi R A b5 981 T, oxaliplatin O KA REAEIR O 72

DIHBEF W A RBER L ENDZZ LAY, FHROME O ERARERE
oxaliplatin D JHRHIRIBEMEE 2> TW5A. 4, NCCTG NOM4CT7 Bz X b,
Ca & Mg O#77 oxaliplatin @ R HRIERICH T 2 PR e HTL 2 L
AEREN Y,
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a) —REHE

HABEWNTE, —®&kiE#E L TFOLFOX & X— A2, FOLFOX =
bevacizumab, FOLFOX # panitumumab, @ %\Wid XELOX = bevacizumab,
& 5H v id FOLFIRL % N — Z iZ, FOLFIRI # bevacizumab, FOLFIR] =
cetuximab/panitumumab 237 L TR 2 OWBBURTH 5. T LERTES
<®m@$% TSR 2 — KGR O IR OR R LG s h,
VAT R R e A

OPUS ?3\»‘5’?&, CRYSTAL #&BrlC X Y, KRASHW AR KB ICH$ 45— kiR
BT D cetuximab fEHLEFREOHHAMEATRE N, AFIZHWTH FOLFOX
+ cetuximab, FOLFIRI + cetuximab 28BS H & L CHETTRECH 5. 41,
OPUS 3%, CRYSTAL #kF N E1 03 7k v MEN OB T AL S s,
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HHHBE & h, KRAS ZE O predictive marker & L TOEEH B L -
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5K @ prognostic marker T3 % 7%, cetuximsb B JH 9 #: @ predictive

Th, TR

BEERAELE 7—  2012

— 282 —

14) Allegra CJ, Yothers G, O'Connell MJ ¢

el

: Phase 11T trial assessing bevacizumab
stages I and III carcinema of the colo
results of NSABP protocol C-08. ] C
Oncol 29 : 11-16, 2011

Huang ], Sargent D], Mahoney MR et
Adjuvant FOLFIRI with or witho
cetuximab in patients with resected st
IIT colon cancer : NCCTG Intergro
phase III trial \101111 ASCO MFFTL
ABSTRACTS 363, 2011

Grothey A, Nikcevich DA, Sloan JA et
Intravenous calcium and magnesium
oxaliplatin-induced sensory neurotoxic
in adjuvant colon cancer : NCCTG N04
J Clin Oncol 29 ; 421427, 2011

Bokemever C, Bondarenko 1. Hartma
IT et al : Efficacy according to biomar]
status of cetuximab plus FOLFOX-4
first-line f{reatment for metasta
colorectal cancer : the OPUS study, A
Oncol 22 : 1535-1546, 2011



rker T2\ LAVRE AL Y.

L, KRASEREITY, KRAS codon 13 (p.G13D) TEXBEL, i
KRASZERBIBE LR L cetuximab DEEZESh3PH LA kL.
uximab B FE 7213 cetuximab & LSRN O 2 M L 7= SRR
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cetuximab #E 2 BT % dose-intensity DT 28T 5 11 5. Capecitabine
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= RIHC BT RIS, LDHARAS predictive marker & LT O E#%

BESIFIELET— 2012

— 284 —

21)

25)

26)

2n

28)

al': Ranflomized, placebo-tontrolled” pha

receptor inhibitor, in patients
metasiatic colorectal adenocarcinos

Randomized, placebo-controlled. pha;

Douillard J, Siena S, Cassidy J et al Fi
results from PRIME : I{andimilzed “pha
11 study of panitumumab fpmdi)} Wi
FOLFOX4 for first-line meusta
colorectal cancer (mCRC). -J Glin- On
29 : 2011 <suppl abstr 3510) 2011

Masi G, Loupakis F, Salvatore L ¢
Bevacizumab with FOLFO
(xrmotecan, oxalxpiatm flucrouracx%
folinate) as first-line treatment f
metastatic cclorectal cancer »a pha
trial. Lancet Oncol 11 : 845-852, 201

Hecht.JR, Tracbach T. Hainsworth jD

I study of first-line oxaliplatin:b
chermotherapy plus PTE787/ZK 2223
an oral vascular endothelial growih §

Clin Oneol 29 1 1997:2003, 2011 -
Mure K, Boku N, Shimada Y et al® |
tecan plus S+1 {IRIS) versus fluorours
and folinic acid plus irinptecan (FOLFIR
as secondine chemotherapy for metasta
colorectal cancer :a randomisedip
2/3 non-interiority study (FIRIS st
Lancet Opeol 11 853-860, 2011
Van-Cutsem E, Bajetta & Valle

study of exaliplatin, {luorouraci
leucovorin with or without PTE®
222584 in patients with prev musis tre
metastaiic colorectal adenomrunm
Clin Oneol 20 : 20042010, 2011




VEDRERDME SN TV A,

c) Biomarker
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Evaluating the Effectiveness and Timing of Modification of Anti-Cancer Drug Therapies for Colorectal Cancer: Yuiji
Miyamoto, Yasuo Sakamoto, Nobuyuki Ozaki, Takatsugu Ishimoto, Masaaki lwatsuki, Yoshifumi Baba, Shiro lwagami, Naoya
Yoshida, Masayuki Watanabe and Hideo Baba (Dept. of Gastroenterological Surgery, Graduate School of Medical Science,
Kumamoto University)
Summary

Although treatments for unresectable colorectal cancer have made great progress with new anticancer agents, they are still
unsatisfactory. Development of anti-cancer therapy and its management are important in order to improve the treatment
outcome of colorectal cancer. In the evaluation of treatment effect, obtaining a baseline image at the start of treatment is very
important, and CT scan is generally performed for this purpose. In daily clinical practice, response evaluation criteria in solid
tumors {RECIST) is usually adapted for the assessment of treatment outcomes. In addition, we should make decisions about
continued therapy on the basis of both objective and symptomatic findings. Patients receiving palliative chemotherapy should
be monitored with a CT scan every 2 to 3 months. It is important to make a treatment strategy individually in consideration of
adverse events, purposes of the treatment, and tumor progression. Key words; Colorectal cancer, Chemotherapy, Manage-
ment, Corresponding author: Yuji Miyamoto, Department of Gastroenterological Surgery, Graduate School of Medical Sci-
ence, Kumamoto University, 1-1-1, Honjo, Kumamoto City, Kumamoto 860-8556, Japan
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Who Lo T, BRIMIE RECIST (it » 725 i 2 479
B, AR RERFIROEIL, SR, mitk s
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Median (Range)

(2~11) (39~100) (11~50) (0~5) (11~40) (20~67)

LV:leucovorin, CPT-11: irinotecan, L~OHP: oxaliplatin, Bmab: bevacizumab, Cmab: cetuximab
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Abstract

Background The role of adjuvant chemotherapy for stage
IV colorectal cancer has so far been under-investigated.
The aim of this study was to assess the feasibility and
short-term outcome of adjuvant chemotherapy with the
FOLFOX regimen following liver resection for patients
with colorectal liver metastasis (CRLM).

Methods From May 2005 to September 2010, 86 patients
with CRLM underwent hepatic resection in the Department
of Gastroenterological Surgery, Graduate School of Med-
ical Sciences, Kumamoto University. Of these patients, 24
received FOLFOX4 or modified FOLFOX6 as postopera-
tive adjuvant chemotherapy.

Results Nineteen male and 5 female patients received
adjuvant chemotherapy following liver resection. Twenty-
one (87.5 %) of these patients completed 6 cycles of
adjuvant chemotherapy. Five patients required a dose
reduction due to neutropenia, and the dose intensities of
oxaliplatin and 5-FU were 93.6 and 94.1 %, respectively.
There were no severe adverse events from the treatments.
The median follow-up period was 48.4 months. Recur-
rences developed in 12 patients, and 3 patients died during
the follow-up period. The 3- and S5-year disease-free
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survival and overall survival were 51.6 and 45.1 % and
95.5 and 76.0 %, respectively.

Conclusions Adjuvant FOLFOX is feasible and might
provide a good prognosis for CRLM patients who undergo
liver resection.

Keywords Colorectal liver metastases - Hepatic resection
Overall survival - Disease-free survival - Adjuvant
chemotherapy

Abbreviations
CRLLM Colorectal liver metastases
OS Overall survival

DES Disease-free survival

FOLFOX Chemotherapy with oxaliplatin plus
5-fluorouracil and leucovorin

FOLFIRI  Chemotherapy with irinotecan plus
5-fluorouracil and leucovorin

AE Adverse event

Introduction

Colorectal cancer is one of the most common causes of
cancer death worldwide. The median survival of patients
with metastatic colorectal cancer treated with best sup-
portive care alone is approximately 6 months [1]. The
recent development of systemic chemotherapy consisting
of cytotoxic agents and molecular targeting agents has
dramatically improved the prognosis for such patients, but
complete remission of the disease is seldom observed
[2-5]. The liver is the most common site of colorectal
cancer metastases. Surgery remains the only treatment that
can achieve a potential cure, and the 5-year survival rate of
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patients who undergo curative liver resection is now
approximately 40-50 % [6-9].

Evidence of a good outcome following postoperative
adjuvant chemotherapy for colorectal cancer has been
established for patients with stage III disease [10-12].
However, data on the role of postoperative adjuvant che-
motherapy for stage IV disease is limited. Mirty et al. [13,
14] performed a pooled analysis using two studies, and
reported the significance of 5-FU and leucovorin-based
adjuvant chemotherapy for patients who underwent cura-
tive liver resection for their colorectal liver metastases.
Nordlinger et al. [I5] recently reported in an EORTC
40983 trial that there was an advantage obtained by
administering perioperative chemotherapy with the oxa-
liplatin plus fluorouracil and leucovorin (FOLFOX4) reg-
imen. However, the most appropriate timing and duration
of adjuvant chemotherapy with the FOLFOX regimen are
still unclear.

In Japan, oxaliplatin was approved in April 2005, and
we started to use the FOLFOX regimen as adjuvant che-
motherapy not only for metastatic colon cancer, but also
for CRLM patients who underwent liver resection [16].
The aim of this study was to assess the feasibility and
short-term outcome of adjuvant chemotherapy with the
FOLFOX regimen following liver resection in patients with
CRLM.

Patients and methods
Patients

‘From May 2005 to September 2010, 86 patients with
CRLM underwent hepatic resection in the Department of
Gastroenterological Surgery, Graduate School of Medical
Sciences, Kumamoto University. Forty-eight patients were
treated with liver resection after chemotherapy, and the
remaining 36 patients initially received liver resection
without chemotherapy. Of the latter patients, 24 patients
agreed to treatment with postoperative adjuvant chemo-
therapy. These 24 patients provided their written informed
consent, and received FOLFOX4 or modified FOLFOX6 as
adjuvant chemotherapy. This study was conducted in 2005,
and the data was collected prospectively.

Protocol for the adjuvant chemotherapy

The FOLFOX4 regimen [day 1: oxaliplatin 85 mg/m?
leucovorin  (LV) 100 mg/mz, 5-fluorouracil  (5-FU)
400 mg/m? bolus, 5-FU 600 mg/m? continuous infusion
for 22 h; day 2: LV 100 mg/m?, 5-FU 400 mg/m” bolus,
5-FU 600 mg/m2 continuous infusion for 22 h] or modified
FOLFOX6 (mFOLFOXG6; day 1: oxaliplatin 85 mg/m?, LV

@ Springer

100 mg/m?, 5-FU 400 mg/m* bolus, 5-FU 2400 mg/m*
continuous infusion for 46 h) was started within 8 weeks
after liver resection, and was repeated every 2 weeks for 6
cycles. FOLFOX was administered initially as FOLFOX4
protocol for inpatients, later as mFOLFOX6 for outpa-
tients. After completion of 6 cycles of FOLFOX, no other
chemotherapy or targeted therapy was administered until
definite recurrence was recognized.

Eligibility criteria

Patients had to be 80 years of age or younger, have a WHO
performance status of 2 or less, histologically proven
colorectal cancer, curatively resectable CRLM, and be
without any detectable extrahepatic tumors. The primary
tumor had to be either already resected or judged to be
resectable in the case of synchronous metastases. The type
of liver resection was decided by each liver surgeon based
on the size, number and location of the CRLM. Patients
treated with previous chemotherapy including oxaliplatin
were excluded.

Evaluation and assessment of patients

A clinical and neurological examination, and assessment of
the hematological, biochemical, and toxic effects were
undertaken before each cycle of chemotherapy. A whole
body CT scan with contrast medium was undertaken before
starting adjuvant chemotherapy, and every 3 months
thereafter. When a recurrence was detected, the patients
were treated at the physician’s discretion. The patients’
characteristics and surgical data were obtained retrospec-
tively from their medical records: age, gender, pathological
stage, type of surgery, length of surgery, blood loss, and
postoperative complications. The stage of colorectal cancer
was based on the TNM Classification in Colorectal Cancer,
7th edition.

Statistical analyses

The data regarding disease recurrence and survival were
obtained from outpatient clinical visits. These data were
entered into the Microsoft Excel software program
(Microsoft Corporation, Redmond, WA, USA) for the
analysis. Kaplan—-Meyer survival curves were used to
analyze the survival rates.

Results

The clinical characteristics of the patients are shown in
Table 1. Nineteen male and 5 female patients with ages
ranging from 25 to 77 years (median: 58) received
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Table 1 The clinical characteristics of patients and their tumor-
related data

Variables n=724
Age (years)

Median (range) 58 (25-77)
Gender

M/F 19/5
Location of primary tumor

Colon/rectum 13/11
pT factor

T1/2/3/4 1/1/13/9
pN factor

N0/1/2/3 11/11/2/0
pStage

IV 2/7/9/6
Timing of liver metastases

Syn/meta 6/18
Number of metastatic tumors

Median (range) 2 (1-8)
Size of largest metastatic tumor (mm)

Median (range) 29 (7-90)

p pathological, M male, F female, syn synchronous, meta

metachronous

Table 2 The surgical data and clinical course

Variables n=24
Type of colectomy
Colectomy 13
Anterior resection 10
Intersphincter resection 1
Type of hepatectomy
Partial resection 14
Segmentectomy
Sectionectomy
Hemihepatectomy

Length of operation (min)
Median (range) 393 (14-718)
Blood loss (ml)
Median (range) 203 (15-820)
Postoperative complications
Intra-abdominal abscess 1

Surgical site infection 1

adjuvant chemotherapy following liver resection. The pri-
mary tumor location was the colon in 13 patients and the
rectum in 11. Thirteen patients had lymph node metastases,
and 6 patients had synchronous liver metastases. The
median number of liver metastases was two, and the
median size of the largest tumor was 29 mm.

Table 3 The tolerability of adjuvant chemotherapy

Variables n=24
Type of FOLFOX
FOLFOX 4/mFOLFOX 6 8/16
Completion
Complete/incomplete 21/3
Dose intensity
Full/reduction 19/5
Rate of treatment with full intensity (%)
5-FU 93.6
Oxaliplatin 94.1
Any adverse events
Present/absent 13/11
Table 4 The adverse events of adjuvant chemotherapy
Adverse events (%) Grade
1,2 3 Any
Hematotoxicity
Neutropenia 4 (16.7) 3 (12.5) 7 (29.2)
Anemia 14.2) 0 1(4.2)
Thrombocytopenia 6 (25.0) 14.2) 7 (29.2)
Non-hematotoxicity
General fatigue 6 (25.0) 0 6 (25.0)
Appetite loss 7 (29.2) 0 7 (29.2)
Nausea 14.2) 0 1(4.2)
Vomiting 14.2) 0 (0) 14.2)
Diarrhea 14.2) 0O 14.2)
Hyperbilirubinemia 14.2) 0(0) 14.2)
Peripheral neuropathy 7 (29.2) 0 () 7 (29.2)
Intra-abdominal abscess 0 14.2) 14.2)

The surgical data are shown in Table 2. Colectomy,
anterior resection and intersphincter resection were per-
formed in 13, 10 and 1 patients, respectively. Partial liver
resection, segmentectomy, sectionectomy and hemihepa-
tectomy were performed in 14, 2, 3 and 5 patients,
respectively. The median length of surgery was 393 min
(range 140-718), and the median blood loss was 203 ml
(range 15-820 ml). Postoperative complications occurred
in two patients (intra-abdominal abscess and surgical site
infection). The postoperative morbidity was 8.3 %, and
there was no mortality.

The tolerability of adjuvant chemotherapy is shown in
Table 3. Eight patients received FOLFOX 4, and 16
patients received modified FOLFOX6 as adjuvant chemo-
therapy. Twenty-one (87.5 %) patients completed 6 cycles
of adjuvant chemotherapy. However, the other 3 patients
discontinued adjuvant chemotherapy, because of one
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Table 5 Outcome of adjuvant chemotherapy

Variables

Recurrence
Present/absent 12/12
Recurrence sites
Liver
Lung
Liver and lung

Peritoneal dissemination

—_NN W

Lymph node
Treatment after recurrence
Chemotherapy only
Surgery only
Both 4
Survival
Dead/alive 3/21
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Fig. 1 The overall and disease-free survival curves of all CRLM
patients treated with adjuvant FOLFOX

intra-abdominal abscess and 2 refusals of further adjuvant
chemotherapy due to grade 2 general fatigue. Five patients
required a dose reduction due to neutropenia, but the other
patients were able to be treated with the standard dose
chemotherapy. The dose intensities of oxaliplatin and 5-FU
were 93.6 and 94.1 %, respectively.

The adverse events (AEs) are shown in detail in Table 4.
Some kind of AE occured in 13 patients (54 %). The most
common AEs at any grade were neutropenia, thrombocy-
topenia, appetite loss and peripheral neuropathy. The most
common grade 3 AE was neutropenia (12.5 %). However,
all AEs recovered without intensive treatment, and there
was no patient with an AE higher than grade 4.

The outcome of adjuvant chemotherapy is shown in
Table 5. The median follow-up period was 48.4 months.
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Recurrences developed in 12 patients, and 3 patients died
during the follow-up period. The most common site of
recurrence was the liver (4 patients). Lung, both liver and
lung, peritoneal dissemination, and hilar lymph node
recurrence were found in 3, 2, 2 and 1 patients, respec-
tively. The cause of death was disease-related in all
patients. The disease-free survival (DES) and overall sur-
vival (OS) curves for all patients are shown in Fig. 1. The
3- and 5-year DES were 51.6 and 45.1 %, and the OS were
95.5 and 76.0 %, respectively.

Discussion

In the EORTC 40983 trial, Nordlinger et al. [15] reported the
efficacy of perioperative (6 pre- and 6 postoperative) che-
motherapy consisting of 12 cycles of FOLFOX4 for initially
resectable patients with CRLM. In this trial, perioperative
chemotherapy with hepatic resection caused neutropenia of
grade 3 or 4 based on the Common Terminology Criteria for
Adverse Events (CTCAE) version 2.0 in 18 and 35 % of the
patients during pre- and postoperative chemotherapy,
respectively. Moreover, other grade 3 or 4 adverse events
were frequently observed in the trial. The rates of completion
of 6 cycles of pre- or postoperative chemotherapy were 79
and 44 %, respectively. By contrast, 21 (87.5 %) patients
completed 6 cycles of adjuvant chemotherapy in the current
study. Although grade 3 neutropenia was recognized in 3
patients (12.5 %) in our study, the bone marrow suppression
in these patients recovered with only postponement of the
treatment, and severe AEs, such as febril neutropenia, did not
occur in any of the patients. These data demonstrate the
feasibility of administering 6 cycles of the FOLFOX regimen
as adjuvant chemotherapy without preoperative chemo-
therapy for patients who undergo liver resection for CRLM.
There are two possible reasons for the different AE rates
between the EORTC 40983 trial and our study. One reason is
that there was no preoperative chemotherapy in our study,
and the other is the different total numbers of the chemo-
therapy cycles. There have been several reports that che-
motherapeutic agents could cause pathological changes in
the liver parenchyma, such as sinusoidal dilatation due to
FOLFOX, and chemotherapy-associated steatohepatitis due
to chemotherapy with FOLFIRI [17, 18]. Some reports have
pointed out an association between such pathological chan-
ges and an increase in the mortality and morbidity [15, 19].
Actually, postoperative complications occurred in 40
patients (25 %) in the group who received perioperative
chemotherapy in the EORTC 40983 trial. On the other hand,
the rate of postoperative complications was only 8.3 % in our
study. On this point, unlike preoperative, postoperative
chemotherapy was not found to have influenced operative
safety. The prevalence of peripheral neuropathy due to
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oxaliplatin depends on the dose of oxaliplatin, and there is
currently no evidence about the best duration of treatment for
postoperative adjuvant chemotherapy. The fact that only six
cycles of FOLFOX were given as adjuvant chemotherapy in
our protocol may be the reason why the rate of peripheral
neuropathy was low in our study.

Recently, we reported the prognosis and prognostic
factors in 727 hepatectomized patients with CRLM without
perioperative oxaliplatin- or irinotecan-based chemother-
apy or targeted therapy [20]. After observation of all
patients for more than 5 years, we found that the DFS and
OS were 31.2 and 63.8 % at 3 years, 27.2 and 47.7 % at
5 years, and 24.7 and 38.5 % at 10 years, respectively. The
DEFS rates were relatively low, and the 5-year DFS in the
patients with no poor prognostic factors was only 54 %.
About half of the patients developed recurrent disease
within 5 years. In addition, based on the data obtained from
the MOSAIC trial [21], adjuvant chemotherapy containing
oxaliplatin was recommended for stage III colon cancer. As
a result, perioperative chemotherapy was considered to be
necessary for CRLM patients treated with hepatic resection.

In the current study, the 3- and 5-year DFS were 51.6
and 45.1 %, respectively, and the 3- and 5-year OS were
95.5 and 76.0 %, respectively. In comparison with the data
reported from previous studies [6, 7], the survival data
were excellent. During the median follow-up period of
48.4 months, recurrences developed in 12 patients, but
only 3 patients died. After the detection of the recurrences,
5, 3 and 4 patients were treated with chemotherapy only,
surgery only, and both, respectively. Recent advances in
chemo- and targeted therapy might be responsible for the
good survival results. A randomized control trial
(JCOGO603) with adjuvant chemotherapy comprising 12
cycles FOLFOX after curative hepatic resection, conducted
by the Japan Clinical Oncology Group, is now ongoing
[22]. The efficacy of FOLFOX in the adjuvant setting will
be clarified by this trial. However, as we mentioned above,
there has been no evidence about which cycle of adjuvant
chemotherapy is suitable after hepatic resection. A ran-
domized control trail of the appropriate cycles of postop-
erative adjuvant chemotherapy might be required.

In conclusion, adjuvant FOLFOX is feasible, and might
provide a good prognosis for the CRLM patients who
undergo liver resection.

Conflict of interest No conflict of interest.
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Abstract

Objective: This phase Il study examined the efficacy and
safety of alternating regimens of mFOLFOX6 and FOLFIRI as
a first-line treatment for unresectable or metastatic colorec-
tal cancer. Patients and Methods: Forty-eight patients were
enrolled in this study. Patients received an alternating regi-
men of 4 cycles of mFOLFOX6 followed by 4 cycles of FOL-
FIRI. Results: The characteristics of the study population
were as follows: males/females 34/12, median age 66 years
(range 43-75) and Eastern Cooperative Oncology Group per-
formance status 0/1/2 in 37/9/0 patients, The overall re-
sponse rate was 58.7% [95% confidence interval (Cl) 43.9~
73.5]. The median progression-free survival was 10.3 months

(95% Cl 7.5-11.9), and the median overall survival was 28.4
months (95% Cl 22.5-35.7). Among the 47 patients evaluat-
ed for toxicity, the most common grade 3-4 adverse events
were leukopenia (26%), neutropenia {55%), anemia (4%),
neurotoxicity (0%), diarrhea (2%), febrile neutropenia (4%),
nausea (4%), vomiting (2%), and hypersensitivity (0%). Con-
clusions: The resuits of this phase i study indicate that this
alternating schedule is effective and well tolerated as a first-
line treatment for unresectable or metastatic colorectal can-
cer. The low rate of grade 3 neurotoxicity is also promising.

: Copyright © 2013 5. Karger AG, Basel

Introduction
Colorectal cancer is the second most common form of

cancer in Western countries. The development of meta-
static disease is the leading cause of death from colon can-

KARG ER © 2013 S. Karger AG, Basel
0030-2414/13/0844-0233538.00/0
E-Mail karger@kargercom

www.karger.com/ocl

Eiji Oki

Department of Surgery and Science, Graduate School of Medical Sciences
Kyushu University

Maidashi 3-1-1, Higashi-ku, Fukuoka 812-8582 (Japan)

E-Mail okieiji @ surg2.med kyushu-wacjp

— 300 —



