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BIZLV/5-FU+CPT-11, LV/5FU+L-OBPR M L=#1d, LY/BFUBIRE I T
OSHI{EA3S » AEET AZ L ZHLMIT LTz,

J.“Il!r'

@ FEONITAIFERICB W TR E N R ARETRBEEEOT 2D, LBEBEICLY
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@ B33, KRAST AR @ EE TRFOLFOX4+ vy & ¥ < 7 T607%, FOLFOX4T
370%THY (P=0011), KRASEEHOBE TIZFOLFOXA+ Y 3 <7 T327%,
FOLFOX4TIZ489% TH o 72 (P=0108).

@ PRSO B, KRASHAEB O EE T, ® Y % ¥ <7 +FOLFOX4TIT » A,
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taxane/S-11FBEEDE S

Combination therapy with taxane and S-1 for Stage IV gastric cancer

2I8E BASL oE s ZE B

Akinori Egashira Takefimni Ohga Masaru Morita
g F3L giE BT
Yoshihiro Kakeji Yoshihtko Maehara

@@a@&#hh BT ER O L CREO 7 ﬂjlf‘) 3 U VEERORREDHES AL, T
Th S-1 (TS-1) (FHED key drug TH Lo HEFT - FREENIGT A0 L LTI S-1

C b ofipREs P s BRI B L h CDDP & OOFHIEED first line {60 & L Chif
CULTwd LA LA, CDDP LS E BT L Lk T BRI, U755 fea
sibility T 2 & $2 502 L LR f)"kf Wik b 2 EhYE L docetaxel LEFSRE G RLRENG
F JIT) & f 5- I“‘U B PN LA LR ,.Hlmcm h i}fffﬁiﬁi}ﬁ"m LoD 75 2 [k 2

lcd S, Bl 45 S-1& DOC EI9EEE)s o P b ER A S
) ?V@:"g" AT < C

D ey words - 5=1 (Ts=13 decetaxel, SETT - BREEE

7z 7w b ﬁ‘?’“}‘f & /'\f&@n h[”iﬁ-%f’n!ﬁ f o
EZAHTHD,
b iuid, EuAEE AL key drug & 7 S

dEFT - BRSS9 D (g b L T, S-1 OO A G & LT DOC W2 H L,
JCOGY9L2atIEY ¢ 5-FU 12 84 % S-1 (TS-1) o it -}‘fif‘{;}ig')fx'dﬁb}i%’i I, DRGSR HETT - 5 s
SPEATIEN] 2, 2 602 SPIRITS sl ¢ S-1 12 xf LTfrv, & BLIHTAT - iy flii berdeie oo filgna i 11
Y2 S=1+CDDP O RPED G S/ 2 L kb, LB & e T & 727 AR Clebdub Iuh sl L
first line e & LT S-1+CDDP ¥tk As ey LT T & /2 S~1-+biweekly DOC combination therapy
A, L LZed e, CDDPIZE LR S il VIOV T R I S .

CDDP 55128 L T o ABEIEE O W88, 24500
feasibility 72 &, 1%'5-0 2B L Qi st L 4 4.

S-1 O & /s CPT- 118 GCO301 TOP-
002t RN UL S-1 HAA) & T L CARRh =R -C L frd -1 14, 5-FU OFiBEE T % futraful, 5-FU 47

| EpiRE

T/ O, AR iff) A K e | LS b POl e o figf#s: dihvdropvrimidine dehydrogenase (DPD3
TE LY. i S-1 & docetaxel (DOC) O LA gimeracil (CDHP), B X O 5-FU Y L
FH oo T e A AL LA 28 T AR 5884 (J ACCRO B3 oteractl # 8 G L /-G Tad A CDHP 4
GCO3) D HERH 201 ASCO GL v Tagd & DPD i+ 5 2 L2 Wi o 5-FU # S 4 6
Foo AEOREMLLE . GEHIEECIE MRS A (R L ML TR CHEFREL . oteracil WA LE }! U = RV AT oY
LG, EHEEEN I ST RHTEB L UV S-1 TN T H-FU OGEMEILEF S 4 2 202 kb
I BEHITE & Oz 3} EHILS AR UR S v d Ze SO AR AT S T E A HNE LTV S
DOC WY A F A OFF 357 Sl 2z s 2t

o LT T de L, MUINEFICEG Ui b g, B AP &
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Y EIERINE 0 -5 A B9 4 HRC ORI T

KRR R LR - fe
U Gdimy Tt RdEGE T Bbs BT AR 23 A% Th L 1T
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£1 AEER (h=35)

NCI-CTC v2.0 Grade
"ﬁgﬁﬁ»% .. S S 83/4
1 2 3 4

e oo 17 i1 4 42.9%
b=t =2y

meRIES 3 8 3 8.6%

B MEEED 5 16 3 1 11.4%

IPERIRELE D 4 13 4 4 22.9%

/g 1 1 1 2.9%
JEMm SRS

AST 1

ALT 1

BRI 7 6 4 11.4%

B 8 2 -

@t 3 2

TF 8 1

Al 5 3 3 8.6%

R EE 4

- L} 1

Jie8E i

£ 2

EEILE 6 2 — —

R/ ER 1 2

FRER 1

BR=E 10 2 — -

£ 5BEE 9 2 1 2.9%

TR 1

HEEA 2

IEEEDS 2

EiE L

% @ Grade O MDIEH 2 4

A REFNE LT $21.7~21.9% & FIAREORRAS
BB I EEE SN TWAYY, E7 n vitro 12
BT DOC i 5-FU fiHEMfa 1 o LT3z &
fermnZ EAEE SN TS,

X —FZv e N BHEMEESC-2. St-40.
SC-4 %FEHE L, control B S-1 BIEE DOC HIHEE,
S-1+DOC % tEr L 72", DOC D E#iz 50
ek A b7, S-1lddayl ~14¥%5 &£ L, DOC
BE5 % day 1 BLUFday 8D 2B I DTS L
7oo #ERIZ. day 112 DOC % EATHE 35129748
day 8 12855 A £ 1) L EEN 2 PUEGERIRHE <.
EERL S A 7EWEFHIZEE TH 572, Wada 513
HEEMBEOEE L LT, BEMELR TKM-1 128w
T DOCH#LEIZT TS B L U DPD OEHEEIER
BT A4S, T OERIE 5-FU & DOC DO[E Bl
BICTHERT D EMEL T3,

ARk | AEE G

DOC # 5% 5+ 5 Z L T, BHMENRA RLIFHE
B EOEELZEERAYERETLIZIEEE- L.

S-1+biweekly DOC DiEEA T ¥ = — VIZ TR

B AR LY, S-1 o FEEIRAEEHEIIEL T
80mg/m®2 X (day 1 ~14) & B TORMETHR
IZEE L, DOCIZBRBEER TokxGET 5 E L day
138 X daylbll 8 iRIEST 4T 2 &£ & L7, DOC
IE L0V 1 D40mg/m* A S B L72A% 3610 dose
limiting toxicity (DLT) ##E& L7z, L ~b— 1D
30mg/m*B LU LN 0 D3Bmeg/m* THOBE 21T -

JoiES, HESEREIX35mg/ mAIESE L7,

570

5% 201145 A
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¢
i

2 & ’JFT"?‘:U@%’EF‘ R (n=35)

et CR PR so | P NE ®=oE %) | DoR (W)
i 0 6 7 1 3 42.9 (6/17) 76.5
it 0 1 1 0 0 50.0 (1/2) 100
R R AY: 1 5 3 2 2 46.1 (5/12) 69.2
FF-+REER Y >/ 0 1 0 0 33.3 (1/3) 100
5t 1 13 13 3 5 40.0 (14/35) 77.1
F£3 MEEEANOEEDE (n=35)
R CR | ®R sb | PD | NE EYE (%) DCR (%)
SR o] 3 3 0 1 42 .9 (3/7) 85.7
FRAEE 1 4 6 2 2 33.3 (5/15) 73.3
{EA{ER : FTER 0 3 3 0 1 42.9 (3/7) 85.7
LR . JEFRER 0 3 1 1 0 80.0 (3/5) 80.0
R 0 0 0 0 1 - -
&t 1 13 13 3 5 40.0 (14/35) 77 .1
#4 S-1+DOCH #Epit%@i:tix
HA baweek!y triweekly monihly
JEHEL 35 48 46
DOC M FIE dose intensity 17.5mg/m?/week? 13.4mg/m?/week® 10.0me/m?/week®
YA TNEFRRE (range) 3 (1~19)° 4 (1~17)° 3 (1~B)°
Grade 3/41FREGHED (%) 23 58 67
SEEVERFPIRERATE (%) 0 8 0
EWE (%) 40 56 46
%ETWH(H) 14.2 14.3 14.0

D EHS RO dose mtensﬁy 41 4 Gmg/m“/week

a
b k- AOBHEBHI272 1 vIibeh, 56841 VILTER,
¢ DOC O dose intensity MELFTDhREIZI09% (range,
d
e

YA = 4388
Y v =3 A

| BRAREE 1R

I

fiEheas 1 EAEs O W DOCitddayl. 15
gL, S-1 td80mg/m e 14 R

T4F MR 2 L, 28Hx 1 =2 — R &
B Z 4T - 7270 35MAsG k240, Grade 3 L ED
AT R kA (22,099 Bk
(11.4%. f& "ifi/f"fff‘ (11 .4%) 2Ty, wFi

I vhekalbs &l 2 LT pE T o 70 (F
f#

1235mg/m”

}/ 7::} m:f/‘\'x?:

E)Q

BHEDREE 7 H (1 ~14H) Thoi:
75~101)

IR HLAG 1% & BT e Al o L T us A (G
S-1-+DOC (s Bl e o A ¥ 2 do v 7““3‘

s

Rt O PRI G BN F Y RPN V| FEpY 3 T SRV
AR B AIRIURIT b S\ B LT ) ’,

:%) A!{zim'iim RLHERE L L R iR s A L
TR 54 T, A fEWIR b i 1 2?’;}:} -

b fze 1 EETER 2 AR AR AR 2

151 4%, 24.6%
Tdy o 7
]vj'_‘j TS~ 1+D()(, f )” ”"‘] @If;u A2 1J H“ n—‘ u“;’cf\
A s

id i IR N R biweekly (2 DOC & %454

CR 1M, PR 13, SD 13¢ PD 3., NESET LJFUHE1T Bmeg/mt/week X5V dose intensity &
A0, A T > b O — b (disease control & ER e A JEEICYE ‘J L7244t @ dose  in-
rate . DCR) 77% Tdv o 7z PENYIN LR 45 % tensity 1314, 6mg m% week T = /oo A HIC
LT HInB &, JF42.9%, W50, 0% 2 hn A THERY &~ £ 9 dayla® DOC AT & aﬁwiiéz';ff:i;tf MR
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WA L7230 PARESE ZEIETT L 0 b HEEIESS
BonsdrEZ LN/, BEEREESESRIIFL IS
72l HlSRESLE LIERDEEETH b EFEM
ffEiX14. 27 BTH Y, triweekly D14.37 A L3
IZEETH B, AREETIR3LF F146 (40%) 28
CPT-11%#u & L7z 2nd line DILEFEEZ T TE
T2 BEELEEERIL VI EL, DCRPE NI
& 7% 2nd line ~OBITEFEEIC L, 2£FHMOE
BlIZoRdos/zbneEZL oNb,

{bEERER s L7z 3 BN LT, {bEmEfaic
F4MT % FEIT L 7zc ¢T3N3M1 cStagelV, cT4N2MO
cStagelV, cT3N3MO cStageVD 3FITH Y, itk
TeEERLITL, 2BNIERBEENEONA TV S,

TR R C A

MRTHBILEER I (BRI N1 >]) 83
BRI 2 C TEREERFZE & LCoiGiE] MBS oh
TWh.Thbt HESEE L C3HEEEINLIZES
T\ DOFLZIERELE LTHFENTEYD,
FepRAfzE & LCRIE & 77— F EHMThN s 2 LA
F L& SN b, WETHEELEERE TR
SRR & HRT, DT ORIEDH 5.

(1) BEFEEI L DR REENTRETH 5

(2) WEID/Z0, WHAEILRTI LTI T AN

(3) AbBEFEIL L - T o NEiEEE 2 SONHEN L

down staging 2HAfFT& %

4} BUNERIIR L TR SEERETITA

&, BiETO ST HAREESH S

FRIEUIRRTTREZ Stagell A, MB. IV (T4N20DA4)
B w5 s L7z S-1+DOC BHEERRE TAHEERIC
DVTIRAD . BWTROAERESERAE L CEIERERE S e v
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Abstract
Purpose. This multicenter phase II study was designed

to determine the efficacy and tolerability of oxaliplatin

in combination with levofolinate and mnfusion 5-fluoro-
uracil (FOLFOX4) as first-line therapy for Japanese
patients with unresectable metastatic colorectal cancer.
Methods. Sixty consecutive patients with histologically
confirmed advanced or metastatic colorectal cancer
were enrolled in the study. Treatment was repeated
every 2 weeks until disease progression or unacceptable
toxicity occurred.

Results. Two patients were ineligible. Toxicity was eval-
uated in 60 patients, who had received a part or all of
the protocol therapy. A partial response was observed
in 20 patients. The overall response rate was 34.5%
(95% CI, 22.5%—-48.1%) and the tumor control rate
(partial response + stable discase) was 82.8%. The
median progression-free survival was 6.9 months (95%
CI,5.1-9.8 months), and the median overall survival was
31.5 months (95% CI, 18.140.1 months). There were
no toxicity-related deaths. Grade 3 or 4 neutropenia
occurred in 48.3% of patients and often caused a delay

Reprint requests to: Y. Machara
Received: January 11, 2011 / Accepted: March 17, 2011

in the subsequent treatment course. Mild to moderate
cumulative peripheral sensory neuropathy affected
71.7% of patients.

Conclusion. The results showed good tolerability and
efficacy for first-line FOLFOX4 in the treatment of
patients with advanced colorectal cancer, indicating the
promise of thisregimen as first-line therapy for advanced
colorectal cancer in the Japanese population.

Key words FOLFOX4 Oxaliplatin Colorectal
cancer - First-line chemotherapy

Introduction

Colorectal cancer (CRC) is the third most common
cancer worldwide, with an estimated 1023 000 new cases
per year (9.4% of new cancer cases), and is the fourth
most common cause of death from cancer (529000
deaths annually)." The incidence of this cancer has been
increasing among both male and female Japanese, and
approximately one-half of all such patients develop
metastatic discase. The prognosis for these patients is
poor, although palliative chemotherapy has been shown
to prolong survival and improve the quality of life
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compared with best supportive care.” For many years,
the best treatment for metastatic colorectal cancer was
restricted to 5-fluorouracil (5-FU) or the biomodulation
of this agent.*

Ogxaliplatin (L-OHP) and irinotecan, in combination
with continuous infusion of 5-FU, significantly improved
response rate, progression-free survival (PFS), and
overall survival (0S).** Oxaliplatin combined with leu-
covorin (LV) and 5-FU2 (FOLFOX4) is more active
than LVS5-FU2 alone,” and has also shown superiority
over the combination of irinotecan, FU bolus, and LV
(IFL).* Oxaliplatin, a new, third-generation 1,2-DACH-
platinum derivative, has a mechanism of action similar
to that of other platinum derivatives, such as cisplatin.
However, its spectrum of antitumor activity in tumor
models differs from that of cisplatin or carboplatin. It
has also been observed to demonstrate activity against
cisplatin-resistant colon carcinoma cell lines.” In addi-
tion, experimental data have demonstrated a synergistic
effect arising from the combination of L-OHP and FU.
The clinical toxicity of L-OHP is also distinct from that
of other platinum drugs: it has no renal toxicity and
only minimal hematotoxicity, but causes both reversible
acute, cold-related dysesthesia and a dose-limiting
cumulative peripheral sensory neuropathy that usually
regresses rapidly after treatment withdrawal.

Oxaliplatin  (Elplat, Yakult, Tokyo, Japan) was
approved for use in Japan in April 2005. The prescrip-
tion information for Elplat recommends that it be
administered as part of the FOLFOX4 regimen, as in
the United States, because that is where the most reli-
able evidence about its safety and efficacy was obtained.
However, little is known about the feasibility of
FOLFOX4 administration in the Japanese population.

To evaluate the effect of FOLFOX4 in the treatment
of advanced or metastatic CRC, a prospective analytical
study was designed to assess the feasibility (toxicities)
and efficacy of combining L-OHP with the LV5-FU2
schedule in a Japanese population. We herein report our
experience with the FOLFOX4 regimen in patients with
advanced CRC, focusing on the toxicities encountered
and objective tumor response rates obtained.

Patients and Methods

Puatient Eligibility

Patients with histologically proven, unresectable,
advanced, or metastatic colorectal cancer who had not
received any previous treatment were eligible for the
study if they met all of the following criteria: measurable
disease; age 2 20 and < 75 years; PS (Eastern Coopera-
tive Oncology Group performance status) < 2; life
expectancy = 3 months; adequate bone marrow, hepatic,
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and renal function. Written informed consent was
obtained from all patients prior to enrollment in the
study.

Treatment Schedule

The chemotherapy schedules were as follows: 85 mg/m®
intravenous (i.v.) L-OHP on day 1, and 100 mg/m”’ i.v.
levofolinate (levoleucovorin), 400 mg/m®*i.v. bolus 5-FU,
and 600 mg/m* continuous intravenous infusion (c.v.i.)
5-FU on days 1 and 2 every 2 weeks. Treatment was
administered until either a progression of disease (PD),
unacceptable toxicity, withdrawal of consent, the physi-
cian’s decision to terminate, or interruption of treat-
ment for >14 days occurred.

Dose modification was carried out based on the
hematological parameters and degree of nonhemato-
logical toxicities. Chemotherapy was delayed until
recovery if neutrophils decreased to <1 500/mm’, plate-
lets decreased to <75000/mm’,; or significant persistent
nonhematological toxicity occurred. The 5-FU dose was
reduced to a bolus 300 mg/m?® or infusion 500 mg/m”® if
grade 3/4 diarrhea, stomatitis, nausea/vomiting, anorexia,
dermatitis, grade 4 neutropenia, or grade 3/4 thrombo-
cytopenia occurred. Ozxaliplatin was also reduced to
65 mg/m2 under the above conditions, except for the
occurrence of dermatitis, and in cases of persistent (15
days or longer) grade 2 neurotoxicity or temporary
(8-14 days) grade 3 neurotoxicity. In cases of persistent
(15 days or longer) grade 3 neurotoxicity or temporary
grade 4 neurotoxicity, L-OHP was omitted from the
regimen.

End Points

The primary end point of the study was the response
rate (RR), and the secondary end points were PFS, OS,
and adverse effects. During the 4 weeks before chemo-
therapy was commenced, all patients underwent the fol-
lowing studies: physical examination, complete blood
cell count, hepatic and renal function tests, and chest
and abdominal computed tomography (CT) or mag-
netic resonance imaging (MRI). A physical examina-
tion, hepato-renal function tests, and blood counts were
performed before every cycle. Patients were assessed
before starting each 2-week cycle according to the
National Cancer Imstitute-Common Toxicity Criteria
(CTCAE ver. 3)." Tumor evaluation was performed
every month for the first 3 months and then every 2
months using the Response Evaluation Criteria In Solid
Tumors (RECIST ver. 1.0)."" A complete response was
defined as the disappearance of all known lesions and
the absence of new lesions; a partial response (PR) as a
reduction of 30% or more in the sum of the maximum
tumor lengths of up to 10 known lesions and the absence
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of new lesions; stable disease (SD) as a reduction of
<30% or an increase of <20% in the sum of the maximum
tumor lengths of up to 10 known lesions and the absence
of new lesions; PD as an increase of 220% in the sum
of the maximum tumor lengths of up to 10 known
lesions or as the appearance of at least one new lesion.
Treatment was continued until disease progression or
unacceptable toxicity occurred, or the patient chose to
discontinue treatment.

Statistical Considerations

This trial was designed as a precision study to estimate
the response rate with a standard error of less than 7%.
Assuming a response rate of 50%, the required sample
size was estimated to be 50, with a 95% confidence
interval and a response rate from 36% to 64%. Consid-
ering the likelihood that ineligible patients would be
found after the registration and censored cases, the
target number of patients was set as 55. All efficacy and
safety analyses were evaluated at a purely exploratory
level. The confidence interval for the response rate was
estimated by the exact method. The duration of survival

Table 1. Patient characteristics
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was measured from the day of entry into the study, and
the OS and PES curves were calculated by the Kaplan-
Meier method. All statistical analyses were performed
using the Stata version 11 software program (Stata,
College Station, TX, USA).

Results

Patient Characteristics

Between August of 2005 and July of 2007, a total of 60
patients were enrolled in this trial at 25 institutions in
Japan.Two patients were declared ineligible. The patient
characteristics at study entry and for eligible patients
are listed in Table 1. The median potential follow-up
time from commencement of treatment was 27.6 months
(range 2.6-48.3 months).

Treatments Administered

The relative dose intensities of L-OHP, 5-FU and
levofolinate were 80.0%, 82.8%, and 79.5%, respec-
tively (Table 2).

Safety analysis set*

Full analysis set"

(n = 60) (n =58)

Parameter No. of patients Yo No. of patients %
Sex

Male 39 65.0 37 63.8

Female 21 35.0 21 36.2
Age (years)

Median (range) 61.5 40-75 61.5 40-75
Performance status (ECOG)

0 54 60.0 52 89.7

1 5 83 5 8.6

2 1 1.7 1 1.7
Histology of the primary tumor

Well-differentiated adenocarcinoma 25 439 24 43.6

Moderately differentiated adenocarcinoma 25 439 24 43.6

Poorly differentiated adenocarcinoma 7 123 7 12.7
Affected organs (n=58) (n = 56)

Liver 37 63.8 37 66.1

Lung 18 31.0 17 304

Lymph node 18 31.0 17 30.4

Other 4 6.9 4 7.1

Unknown 1 1.7 1 1.8
Number of organs affected

1 38 65.5 36 64.3

2 18 31.0 18 321

3 1 1.7 1 1.8

Unknown 1 1.7 1 1.8

ECOG, Eastern Cooperative Oncology Group

* All patients who received a part or all of the protocol treatment were included in safety analysis set. Two patients who proved to be ineligible

after registration were excluded from the full analysis set.
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Table 2. Relative dose intensity (%)

Agent Mean SD  Median Min  Max

ELPLAT 800 132 81.5 36.6 999
(Oxaliplatin)

ISOVOLIN 828 110 832 483 100
(Levofolinate)

5-FU (all) 795 127 80.3 433 100

5-FU, 5-fluorouracil

Table 3. Evaluation of the tumor response (RECIST ver.1.0)

Response No. of patients (%)
CR 0 (0.0)
PR 20 (34.5)

34.5 (22.548.1)*
SD 28 (48.3)
PD 5 (8.6)
NE 5 (8.6)

CR, complete response; PR, partial response; SD, stable disease; PD,
progressive disease; NE, not evaluable
*Objective response rate: CR+PR (95% CT)

Progression-free survival

100+
1 -~ mmmm===a= 95% Confidence Interval

Progression-free survival (%)
3
L

Months

Fig. 1. Kaplan-Meier estimate for progression-free survival
(PFS). The median PFS was 7.0 months (95% CI, 5.1-9.8
months)

Tumor Response

All 58 patients were evaluable for their tumor response.
The objective responses are listed in Table 3. No com-
plete response was observed. The overall objective RR
was 34.5%, with a 95% confidence interval from 22.5%
to 48.1%. Stable disease was achieved in 48.3% of
patients. The tumor control rate (PR + SD) was 82.8%.

Progression-Free Survival

After a median follow-up of 27.6 months, the median
PFS was 7.0 months (95% CI,5.1-9.8 months). The esti-
mated 6-month and 1-year PES were 61.2% (95% CI,
47.2%~752%) and 259% (95% CI, 15.0%-38.3%),
respectively (Fig. 1).
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Fig. 2. Kaplan-Meier estimate for overall survival (OS8). The
median OS was 31.5 months (95% (I, 18.1-40.1 months)

Overall Survival

A total of 37 patients among the 58 eligible patients
died due to progression of advanced colorectal cancer.
At the time these analyses were carried out, the median
OS was 31.5 months (95% CI, 18.1-40.1 months). The
estimated 1-year and 2-year survival rates were 79.3%
(95% (I, 66.5%—87.7%) and 58.0% (95% CI, 44.2%—
69.6%), respectively (Fig. 2).

Toxicity and Tolerability

The median follow-up period in all patients after dis-
continuation of the treatment protocol was 27.6 months.
The median number of cycles was 9 (1-16 cycles). Treat-
ment with FOLFOX4 was discontinued in 20 patients
(33.3%) owing to disease progression and toxicity, and
mainly to neuropathy and allergic reactions in a further
22 patients (36.7%).

The incidence of toxicity is shown in Tables 4 and 5.
The most commonly reported toxicity was neutropenia.
Grades 3 and 4 neutropenia were observed in 55.2% of
patients, although neutropenic fever was uncommon.
Neutropenia often caused a delay in the start of a sub-
sequent course of treatment. In all, 55 (11.1%) of 495
cycles were delayed due to toxicity, most commonly
hematological: 24 (4.8%) due to neutropenia. However,
no toxicity-related deaths were observed.

Neurological toxicity was also common, with 17
patients (28.3%) experiencing grade 1, 22 patients
(36.7%) grade 2, and 3 patients (5.0%) grade 3 neuro-
toxicity during or after treatment. Only one patient
(1.7%) developed grade 4 neurotoxicity. Grade 4
hypersensitivity reactions occurred in 2 patients during
administration of L-OHP and occurred in cycles 6 and
10. Infusions were stopped immediately, and these
patients were not re-challenged with L-OHP.



