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£ 1 Stage I HMEH ADERFE

HEBIE | 3yrs DFS | S5yrs DFS | 3yrs OS 5yrs OS

NSABP C-06 |5-FU/LV 803 71.5%

UFT/LV 805 69.6%
X-ACT 5-FULV (Mayo) 983 60.6% 56.7% | 77.6% 68.4%

Capecitabine 1,004 64.2% | 80.8% | 81.3% |  71.4%
MOSAIC LV5FU 2 672 65.3% 58.9% % 68.7%(6yrs OS)

FOLFOX 4 675 72.2% - 86.4% "|72,9% (6yrs OS)
NSAS-CC F 4l B 164 - 68.6%. . 76.7%

UFT 168 CT1.3% 81.3%
JCOG 0205 | FB¥&H (2008/12/1) | 1,101 78.2% 94.0%
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DM 2cm
BAR (5 S
(277451) (524451)
B 2 SEE 129.6416.7]11.3+5.8 | P<0.01
BRBMERE  |37.5% 30.2% P<0.05
HBEHR >=445.2% 25.3% P<0.05
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(Ratto C et al: Dis Colon Rectum 1999 (42) 143)
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Interpretation of general rules for clinical and pathological studies on cancer of the colon, rectum and anus, and

Japanese guidelines for treatment of colorectal carcinoma
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Preventive Effect of Goshajinkigan on Peripheral Neurotoxicity
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We conducted a controlied double-blind randomized study in patients with advanced/recurrent
colorectal cancer to investigate the efficacy of Goshajinkigan (GJG) for peripheral neurotoxi-
city induced by FOLFOX therapy. The primary endpoint is the incidence of peripheral neuro-
toxicity >Grade 2 after eight cycles of chemotherapy. The secondary endpoints are the
incidence of peripheral neurotoxicity of each grade after each cycle, the psychometric proper-
ties of the FACT/GOG-Ntx, time to occurrence of neurotoxicity, time to treatment failure,
progression-free survival, response rate and toxicity. Eighty patients are required in the study

(40 patients per group).

Key words: colorectal cancer — Japanese herbal medicine — oxaliplatin — Goshajinkigan —

neurotoxicity

INTRODUCTION

At present, oxaliplatin (L-OHP) + infusional 5-fluorouracil
(5-FU)/leucovorin (LV) (FOLFOX therapy) or irinotecan
(CPT-11) + infusional 5-FU/LV (FOLFIRI therapy) com-
bined with molecular-targeting agents such as bevacizumab
or cetuximab are considered the standard chemotherapy regi-
mens for advanced colorectal cancer (1,2). However, the
quality of life of patients and continuation of treatment are
greatly influenced by peripheral neuropathy, which is the
dose-limiting toxicity of FOLFOX therapy, and thus estab-
lishment of countermeasures for neuropathy is required in
clinical practice worldwide. Kono et al. (3) reported the pre-
ventive effect of a traditional Japanese herbal medicine

For reprints and all correspondence: Toru Kono, Division of
Gastroenterologic and General Surgery, Department of Surgery, Asahikawa
Medical College, 2-1, Midorigaoka-Higashi, Asahikawa, Hokkaido
078-8510, Japan. E-mail: kono@asahikawa-med.ac.jp

*These authors contributed equally to this work.

[Goshajinkigan (GJG)] against peripheral neurotoxicity.
Ninety patients with advanced colon cancer receiving
FOLFOX4 or mFOLFOX6 therapy were also treated with
GJG alone, calcium gluconate (Ca) and magnesium sulfate
(Mg) alone (Ca/Mg), combined GJG + Ca/Mg or no conco-
mitant treatment, and the incidence of peripheral neurotoxi-
city was assessed. It was reported that the GJG group
showed improvement of peripheral neurotoxicity and that
patients in the GJG group tended to receive more L-OHP
before peripheral neurotoxicity developed. Because GJG is
an oral Japanese herbal medicine and does not require intra-
venous infusion unlike Ca/Mg, it is considered to be more
convenient both for patients and healthcare workers.
However, Kono et al. performed a retrospective study and
the number of patients varied between the groups, so further
evaluation of GJG by prospective studies is necessary.
Accordingly, we conducted a placebo-controlled double-
blind randomized Phase II study of GJG to evaluate its

&) The Author (2009). Published by Oxford University Press. All rights reserved.
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848 Effect of GJG on peripheral neurotoxicity

efficacy against peripheral neurotoxicity induced by
FOLFOX therapy.

PROTOCOL DIGESTS OF THE STUDY
OBIECTIVE

The GONE study is a double-blind, randomized, placebo-
controlled, multicenter Phase IT trial that is performed in
adult patients with advanced/recurrent colorectal cancer in
order to investigate the preventive effect of GIG for periph-
eral neurotoxicity induced by L-OHP.

RESOURCES

Research grant from a non-profit organization: Epidemiological
and Clinical Research Information Network (ECRIN).

ENDPOINTS

The primary endpoint is the incidence of peripheral neuro-
toxicity >Grade 2 after cight cycles of chemotherapy. The
secondary endpoints are the incidence of each grade of per-
ipheral neurotoxicity after each cycle, the psychometric
properties of the FACT/GOG-Ntx, time to occurrence
of neurotoxicity, time to treatment failure, progression-free
survival, response rate and toxicity.

FELIGIBILITY CRITERIA
IncLusioN CRITERIA

i) Histologically confirmed colorectal cancer.

ii) No prior chemotherapy. However, patients with recur-
rence >4 weeks after completion of adjuvant che-
motherapy with an oral pyrimidine fluoride derivative
or 5-FU/L-LV were also eligible.

iii) ECOG PS of O or 1.

iv) Age of at least 20 years at registration.

v) A life expectancy of >12 weeks.

vi) Adequate function of vital organs, including normal
hematopoietic function, normal liver function and
normal renal function as evidenced by the following
data within 7 days before registration:

a) White blood cell count >3000 and <12 000/mm°.

b) Neutrophil count > 1500/mm”.

¢) Platelet count >100 000/mm®,

d) Aspartate aminotransferase and alanine aminotransfer-
ase levels <2.5 times the institutional upper limit of
normal.

e) Total bilirubin level <1.5 times the institutional upper

limit of normal.

Serum creatinine level below the institutional upper

limit of normal.

vii) All patients provided written informed consent before

initiation of study-related procedures. '

f

~

ExcLusioN CRITERIA

i) Patients who had received blood transfusion, blood
products or hematopoietic growth factors such as gra-
nulocyte colony-stimulating factor within 7 days prior
to registration.

ii) Patients who had used Japanese herbal (Kampo)
medicines within 4 weeks before registration.

iii) History of severe hypersensitivity (allergy) to any
medicines.

iv) Prior or current therapy for neuropathy or sensory
dysfunction,

v) Other active malignancies or a history of other malig-
nancies within the past 5 years.

vi) Uncontrolled pleural effusion or ascites.

vii) Pericardial effusion.

vili) A systemic inflammatory condition or serious
infection.

ix) Symptomatic brain metastasis.

x) Significant electrocardiographic abnormality.

xi) Clinically problematic cardiac disease (congestive
heart failure, symptomatic coronary artery disease,
uncontrolled arrhythmia or myocardial infarction
within the past 12 months).

xii) Severe pulmonary disease (interstitial pneumonia,
pulmonary fibrosis, pulmonary emphysema etc.).

xiii) Gastrointestinal bleeding that requires medication or
transfusion.

xiv) Diarrhea (watery) or diarrhea that interferes with
daily activities for patients with a stoma.

xv) lleus or bowel obstruction.

xvi) Central nervous system disorders.
xvii) Senile dementia.
xviii) Serious psychological disease.
xix) Uncontrolled diabetes mellitus with or without dia-
betic neuropathy.

xx) Pregnant or lactating women.

xxi) Any other medical condition that makes the patient
unsuitable for inclusion in the study according to the
opinion of the investigator.

REGISTRATION

An eligibility report form is sent to the registration center at
ECRIN. Eligible patients are centrally randomized to either
Arm A (FOLFOX with GJG) or Arm B (FOLFOX with
placebo). Information regarding the necessary follow-up
tests is then sent from the registration center at ECRIN.

TREATMENT METHODS
ArM A

Patients receive GJG with either FOLFOX4 or mFOLFOX6
therapy. Cycles of chemotherapy are given every 2 weeks until
progressive disease (PD) or unacceptable toxicity occurred.
GJG therapy. GIG is given orally at a dose of 2.5 g three
times a day for 26 weeks starting on the day of L-OHP
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infusion. To avoid a possible influence on the assessment of
neurotoxicity, infusion of Ca or Mg is not allowed during
administration.

FOLFOX4 therapy. Infusion of L-LV at 100 mg/m? over
2 h is followed by 5-FU as a bolus (400 mg/m?) and a 22 h
infusion (600 mg/m?), with infusion of L-OHP at 85 mg/m’
over 2 h on day 1. This regimen is repeated every 2 weeks.

mFOLFOXG6 therapy. Infusion of L-LV at 200 mg/m? over
2 h is followed by 5-FU as a bolus (400 mg/m?) and a 46 h
infusion (2400 mg/m?) with infusion of L-OHP at 85 mg/m’
over 2 h on day 1. This regimen is repeated every 2 weeks.

ArRM B

Patients receive placebo with either FOLFOX4 or
mFOLFOX6 therapy. Cycles of chemotherapy are given
every 2 weeks until PD or unacceptable toxicity occurred.

Placebo therapy. Placebo is given orally at a dose of 2.5 g
three times a day for 26 weeks starting on the day of L-OHP
infusion.

FoLLow-up

Neurological toxicity and other adverse reactions are
assessed at baseline, every 2 weeks until Cycle 8, and every
4 weeks thereafter until the 26th week according to CTCAE
and FACT/GOG-Ntx. The follow-up period is 1 year after
registration of the last patient.

Stupy DESIGN AND STATISTICAL ANALYSIS

This study was designed to evaluate the efficacy of GJG for
preventing L-OHP-induced neuropathy,

In Japan, when approval of L-OHP for post-operative
adjuvant therapy is obtained in the future, it is expected to
be administered with the target of 12 consecutive courses of
treatment. However, preliminary results from the drug use
investigation conducted in Japan (4) indicate that the median
onset of Grade 3 neurological symptoms associated with dys-
function occurs in Cycle 8, indicating that this cycle is
pivotal for continuation of treatment in the actual clinical
setting. :

Based on the clinical trial and the post-marketing surveil-
lance performed in Japan (preliminary results) and the
large-scale trial performed overseas, the estimated incidence
of neurological symptoms of Grade 1 or worse is ~70—80%
and that of Grade 2 or worse symptoms is ~30—-50% when
the cumulative dose of L-OHP exceeds 680 mg/m? (equival-
ent to about eight cycles at 85 mg/m*/cycle) (4—8). In
addition, Kono et al. reported that the estimated incidence of
Grade 2 or worse neurotoxicity in patients concomitantly
receiving GJG is ~10—-30% when the cumulative dose of
L-OHP exceeds 680 mg/mz, whereas it is ~50% in patients
not receiving GJG, showing a difference of ~30% between
patients treated or not treated with GJG after the cumulative
dose of L-OHP exceeds 500 mg/m (2,3).

-2
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Therefore, taking into account the exacerbation of periph-
eral neurotoxicity due to a higher total dose of L-OHP and
spontaneous improvement after discontinuation of L-OHP, it
was assumed that the incidence of neurological symptoms of
Grade 2 or worse would be 15% in the study group (Arm A)
and that in the control group (Arm B) would be 45% from
the start of L-OHP treatment until completion of Cycle 8. In
order to achieve a power of 80% with a two-sided signifi-
cance of P < 0.05 for detecting the superiority of concomi-
tant treatment with GJG by the x? test, the number of
patients required per group was calculated to be 36. In con-
sideration of possible dropouts, the target number of patients
was therefore set at 40 per group (80 in total).

Randomization is done by using three strata: use of beva-
cizumab, the institution and the presence of target lesions
evaluated by RECIST. Adequate statistical methods will be
used for the final statistical analysis.

PARTICIPATING INSTITUTIONS

Approximately 37 Japanese institutions and hospitals are
participating in this trial.
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ABSTRACT

Background/Aims: This study assessed the ef-
ficacy and toxicity of the FOLFOX4 (SWIFT1) and
mFOLFOX6 (SWIFT2) regimens in Japanese pa-
tients with metastatic colorectal cancer (mCRC).

Methodology: Patients with mCRC were re-
quired to have ECOG performance status of 0
to 1, and to have adequate organ function. Two
multicenter Phase II studies (SWIFT1 /SWIFT2)
were conducted in chemotherapy naive patients
with mCRC.

Results: 112 patients were enrolled in these stud-
ies (SWIFT1: 54 patients / SWIFT2: 58 patients).
The disease sites for each study were the colon in
27 patients and 28 patients, and the rectum in 27
patients and 30 patients, respectively. All patients
received a median of 8 courses. After a median fol-

low-up period of 35 months, 54 patients and 58:};‘,3=
patients were evaluable in the respective studies; %
and the overall response rate was 50.0% (CR:3
PR:53). The response rate according to the sites:
of metastasis were as follows: liver, 54.1% (46/85); 1
lung, 17.4% (4/23); and lymph node, 23.3% (7/30
Grade 3/4 neutropenia occurred in 14 patients:
(12.5%), while Grade 3/4 non-hematological tox
icities were observed in 16 patients (31.0%) and
Grade 3 neurotoxicity was observed in 6patien
(5.4%) and 5Spatients (4.5%), respectively.
Conclusions: FOLFOX4 (SWIFT1) and mFO]
FOX6 (SWIFT2) regimens complying with th

international standard dosage and schedule can
also be administered safely and effectively in J
pan.

INTRODUCTION

Colorectal cancer is one of the most common ma-
lignancies in Japan and is one of only a few malig-
nant cancers for which the 5-year survival rate of
patients has improved in recent years. Colorectal
cancer accounts for 11.7% of all malignant cancers
and is the fourth leading cause of cancer-related
death in Japan. Recently, curative resections for
colorectal cancer have improved the clinical diag-
nosis. Nevertheless, most patients with advanced
or recurrent colorectal cancers die from their dis-
eases.

Patients with unresectable locally advanced or
metastatic lesions have been treated with systemic
chemotherapy, although palliative chemotherapy
may be the only reasonable therapeutic option in
some cases. Most chemotherapy regimens for color-
ectal cancer consist of combination chemotherapy
regimens, which combine drugs with different
mechanisms of action. Several randomized studies
have demonstrated the benefits of chemotherapy
compared with best-supportive care (1-3).
Hepato-Gastroenterology 2009; 56:1346-1353 o
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Until recently, the treatment of advanced orf;
metastatic colorectal cancer has been restricted to ;
fluorouracil (5-FU) infusion and the biomodulation’s
of leucovorin (LV) (4, 5). Oxaliplatin is a new cy-x
totoxic agent from the diaminocyclohexane plati-._‘;{
num family that was first synthesized in Japan
(4), although its clinical development has mainly‘;{?:;
been conducted in Europe. Oxaliplatin (L-OHP) |
has a mechanism of action similar to that of other :
platinum derivatives (7-9), and experimental data ;
have shown synergistic activities for oxaliplatin/FU
combinations. The recent development of this new -
agent for the treatment of advanced CRC has mark- ¢
edly enhanced the therapeutic armamentarium for
this disease. '

Clinical phase III studies have shown that:
combination chemotherapy regimens, including
irinotecan and oxaliplatin, markedly improved the
response rates and prolonged the median survival
period, compared with 5FU/LV (10-12). These com- -
bination chemotherapy regimens have supplanted ;
5FU/LY as the standard systemic approach for
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eating metastatic CRC. In Japan, phase I and II
.udies of oxaliplatin as a single agent have been
ynducted (13, 1-1). and the recommended dose (RD)
as determined to be 130 mg/m? in a tri-weekly
sgimen. Studies of tri-weekly regimens showed
1 overall response rate of 8.8% (5/37: 95% CI, 2.9
19%) for patients’ refractory to fluoropyrimidine-
3sed regimens. with tolerable toxicity.

In addition, oxaliplatin and infusion 5-FU/I-LV
as approved in Japan in March 2005. To evaluate
ie value of the FOLFOX regimens for the treat-
ent of advanced colorectal cancer. a retrospective
aalysis was performed to assess the feasibility and
ficacy of combining oxaliplatin with the LV5FU2
‘hedule in a Japanese population. Therefore, we
srformed the current phase II study to further
saluate the efficacy, safety and tolerability of the
OLFOX4 regimen (SWIFT-1 study) and the modi-
»d FOLFOX6 regimen (SWIFT-2 study) in pa-
ents with advanced colorectal cancer.

[ETHODOLOGY

ligibility

Patients in this study had histologically proven
etastatic colorectal cancer with measurable le-
ons; additional criteria were 1) an age of 25 to 75
rars; 2) a maximum of one prior chemotherapy
sgimen for metastatic disease and/or one adjuvant
iemotherapy regimen completed 4 weeks before
e current study; 3) an Eastern Cooperative On-
logy Group (ECOG) performance status (PS) of 0
1; 4) a life expectancy of more than 2 months;
adequate bone marrow function (leucopenia >
000/mm?3, platelet count > 100,000/mm?®, and he-
oglobin level > 8.0g/dL), adequate renal function
reatinine clearance > 50mL/min), and adequate
ypatic function (bilirubin level < 1.5mg/dL. and
ST, ALT < triple the normal upper limit; 6) no
her severe medical conditions; and 7) no active
mcer in other organs. All the patients provided a
ritten informed consent, conforming to the insti-
itional guidelines and indicating that they were
vare of the investigational nature of the study.
ais study was approved by the Ethics Committees
‘the participating institutions.

reatment

To prevent reactions arising from hypersensi-
vity, pre-medication consisting of dexamethasone
6 mg, iv) and cimetidine (50mg, iv) was given 30
in before each administration. Two combination
ethods (FOLFOX4 and mFOLFOX86) of oxalipla-
n with LV (leucovorin) and the intravenous infu-
on of 5FU were used. Oxaliplatin was adminis-
red on day 1 at a dose of 85 mg/m? as an infusion
’er 2 hours concurrent with I-LV in both regimens.
2e FOLFOX4 regimen consisted of 1-LV at 100 mg/
*as a 2-hour infusion followed by a bolus of 5FU
400 mg/m? and a 22-hour infusion of 5FU at 600
g/m? on days 1 and 2 every two weeks. The mFOL-
OX 6 regimen consisted of 1-LV at 200 mg/m? as a
hour infusion followed by a bolus of 5FU at 400

mg/m* and a -16-hour infusion of 5FU at 2400mg/m?
from day 1 to 2 every two weeks. These treatments
were repeated at two-week intervals (Figure 1).
The administration of granulocyte-colony stimulat-
ing factor (G-CSF) was permitted if Grade 4 leuco-
penia or neutropenia occurred. This administration
was continued until the leukocyte or neutrophil
counts recovered to at least 10,000/uL and 5,000uL,
respectively.

Patient Evaluation and Follow-up

Pretreatment evaluation included a baseline
medical history and physical examinations in ad-
dition to laboratory studies. a chest X-ray, and an
electrocardiogram. Computed tomography (CT)
and magnetic resonance imaging studies were per-
formed to clarify and document the location, size,
and extent of the disease, when measurable. A com-
plete blood cell count, urinalysis, electrolytes, and
renal and liver function tests were evaluated at
least once weekly and before subsequent cycles, as
well as at the conclusion of the study.

Response to Treatment and Adverse Events

Response was assessed using the Response
Evaluation Criteria in Solid Tumors (RECIST)
(15). A complete response (CR) was defined as the
disappearance of all clinical evidence of the tu-
mor for a period of at least 4 weeks. A partial re-
sponse (PR) was defined as a 30% decrease in the
bi-dimensional tumor measurements for at least 4
weeks, without the appearance of any new lesions
or the progression of any existing lesions. Progres-
sive disease (PD) was defined as the development
of any lesions or a 20% increase in the sum of the
products of all measurable lesions. Stable disease
(SD) was defined as a tumor response that did not
meet the criteria for CR, PR or PD. Toxicities were
evaluated based on the National Cancer Institute
(NCI) common toxicities criteria (CTC), version 3.
During treatment, weekly complete hematological
blood cell counts, the determination of liver and
renal function, and the assessment of non-hemato-
logical toxicities were preformed. Dose modification
and treatment delays were performed as necessary,
according to the extent of hematological and organ
toxicity.

FIGURE 1 Chemotherapy regimens of FOLFOX4 (SWIFT-1) and mFOL—
FOX6 (SWIFT-2)
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from the start of registration until the date of prq
SRR S d & gression. The OS and PFS curves were obtained yg.
ALL FOLFOX4 mFOLFOX6 ing the Kaplan-Meier method.

Parametér SWIFT-1&2 (SWIFT-1) (SWIFT-2) RESULTS
No. of ("a) No. of No. of . . .
patient patient patient Patient Characteristics

A phase IT study on FOLFOX4 (SWIFT-1) anq
No. of patient 112 54 58 mFOLFOX6 (SWIFT-2) was initiated in patients
with unresectable, advanced, and recurrent color.

Gender ectal cancer in July 2005 as a multi-center coop.
Male 70 62.5 35 35 erative clinical trial (by the SWIFT Study Group).

) . Enrollment was completed in April 2006 with 112

Female 42 375 19 23 patients from 18 medical institutions with evaly-
Age. year able lesions. The patient characteristics for all 113
patients are summarized in Table 1. Fiftv-four

median 61.5 62 63 patients were treated with the FOLFOX4 regimen
range 95.75 95.74 25.75 (SWIFT-1). and 58 patients were treated with the

mFOLFOX6 regimen (SWIFT-2). Seventy male pa-
Performance status (ECOG) tients and 42 female patients weretreated. The me-
dian age was 61.5 years (range, 25 — 75 years); 87
patients had an ECOG performance status (PS) of 0,
1 25 292.3 12 13 and 25 patients had a PS of 1. Twenty-six patients
(23.2%) had received adjuvant chemotherapy. The
major metastatic sites were the lymph nodes (30

0 87 7.7 42 45

Primary cancer site

Colon 55 49.1 97 23 patients: 15 in SWIFT-1 and 15 in SWIFT-2), the
liver (85 patients: 44 in SWIFT-1 and 41 in SWIFT-
Rectum 57 50.9 27 30 2), and the lung (23 patients: 12 in SWIFT-1 and

11 in SWIFT-2). One hundred and twelve evaluable

Site of metastases
patients were included in the analysis.

Liver 85 75.9 44 41

Toxicity
Lung 23 20.5 12 11 All 112 patients were fully evaluated for adverse
Limph node 30 2.9 15 15 reactions. Toxicities associated with treatment are-

listed in Table 2, and the incidence of neurotoxic-
Prior treatment (colorectomy) ity is listed in Table 3. In the FOLFOX4 regimen,
Grade 3 or severer hematological toxicities included

Yes 103 92 48 29 leucopenia neutropenia, anemia and thrombocyto-:
No 9 8 8 3 penia in 20.4%, 51.9%, 0% and 3.7% of the patients,

. respectively. Grade 3 or severer non-hematological

Previus adjuvant chemoterapy ' toxicities included diarrhea and stomatitis in 1.9%
YVes 2 239 13 13 and 1.9% of the patients, respectively. Grade 2 or
severer neuropathy, a characteristic adverse re-

No 86 76.8 41 45 action of oxaliplatin, occurred in 24.1% (13/54) of

the patients according to the NCI-CTCAE criteria
and 27.8% (15/54) of the patients according to the’
Range 1-19 1-19 1-16 DEB-NTC criteria. Both the hemotoxic and the-
non-hemotoxic changes were well tolerated. In the
mFOLFOX6 regimen, Grade 3 or severer hemato-
logical toxicities included leucopenia, neutropenia,
anemia and thrombocytopenia in 6.9%, 44.8%, 3.5%
and 1.7% of the patients, respectively. Grade 3 or

refpo;s? r.a;e tohco;ngﬁ?g;;n cf‘lerrlx?o(;i?‘g}))(}é c‘om‘- severer non-hematological toxicities included ano-
prised of eitner the 4 or m TeEl  yexia, nausea, vomiting, diarrhea and Hand-foot"

men for the treatment of advanced or metasta-tic syndrome in 10.3%, 6.9%, 3.5%, 1.7% and 1.7% of
colorectal cancer. Toxicity was evaluated according  ¢he patients, respectively. Grade 2 or severer neu-
to the National Cancer Institute Common Toxicity ropathy occurred in 29.3% (17/58) of the patients
Criteria (NCI-CTC), and peripheral sensory neu-  gccording to the NCI-CTCAE criteria and 41.4%
ropathy was graded using an oxaliplatin-specific  (24/58) of the patients according to the DEB-NTC
scale (DEB-NTC). Overall survival (OS) and pro-  criteria.

gression-free survival (PFS) were the secondary The incidence of neurctoxicity along with the
= endpoints. OS was calculated from the start of the number of treatment cycles is listed in Figure
study registration until death. PFS was calculated 2. Grade 1 neuropathy occurred during the first

Median courses

Average 8 7.5 8

Statistical Analysis
The primary endpoint of this study was the

|
|
|
|
r’
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