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The Relationship between the Efficacy of mFOLFOX6 Treatment and the Expression of TS, DPD, TP, and ERCC-1 in
Unresectable Colorectal Cancer: Kouki Kuwabara™, Kensuke Kumamoto™*, Keiichiro ishibashi*?, Norimichi Okada*’, Toru
Ishigurc™*, Tomonori Ohsawa™", Noriniro Haga™ ", ;Ch iro Miura®* ang H;deyakz Ishida”" (*'Dept. of Digestive Tract and Gen-
eral Surgery, Saitama Medical Center, Saitama Medical University, **Tokyo Central Pathology Laboratory}
Summary

it has been reported that thymidylate synthase (TS), dihydropyrimidine dehydrogenase (DPD}, thymidine phosphorylase
(TP}, and excision repair cross—complementing—1 (ERCC-1) were useful markers to predict the efficacy of anti cancer
agents including 5-fluorouraci! (5-FU) and oxaliplatin for unresectable advanced colorsctal cancer. In this study, we ana-
lyzed the relationship betwesn the expression of thess enzymes and the clinical significance in 49 Stage IV colorectal can-
cer patients who recelved mFOLFOXE as & first—line treatment and evaluated the ussfuiness of these enzymes for predict-
ing the efficacy of mFOLFOXG. There was no relationship between the expression of each enzyme and response rate. The
progression—frea survival of the patients with low TP expression was significantly ionger than that of the patiants with high
TP expression (p<(0.01). In the analysis of overall survival, the patients with low TP or low DPD expression were betiar
than that with high TP expression or high DPD expression (p=0.04, p=0.04, respectively). Our results indicated that TP
and DPD expression would be a useful marker to predict the efficacy of mFOLFOXS in the patients with unresectable
colorectal cancer. Key words: Colorectal cancsr, Thymidylate synthase (TS}, Dihydropyrimidine dehydrogenass (DPD},
Thymidine phosphoryiase (TP, Excision repair cross—complementing—1 (ERCC—1)

BEE UBRTFEETEEANBEIBIT S mFOLFOXE DEFEHEFERET L LT, 5-flusrcuracil (5-FU} < oxaliplatin #3E
FICBEEEEE ©H % thymidylate synthase {TS), dihyéropyrimidine demdmgezzase (DPD}. thymidine phosphorvlase
{TP), excision repair cross-complementing-1 (ERCC-1) OFFERBESLT WL, . REYBEEE Stage IV AE
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B, DPDEEZZBEEER LV 2EFHEVE, o7 p=0.04). TS, ERCC-1 B} FRUIMEZEDL AL o7, &
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Oxaliplatin @ relative dose
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Eas/hgE CRI16. PRI7TH, SD:16#, PO 15 #
EBEHE 218 3.1~54.2) B
TiEE FOLFIRL 251, FOLFIRI+ bevacizumab: 108

F i 4 W

5-FU mEHERECRE (HE5 L Twh, TPRER-FUD
7 Ry 7 Th 5 doxifluridine (5-DFUR) % 5-FU
BT ABETHY. HCOERERIIBCTERR
LTBY, TPORBEBYLAFREFLEZLNT
Wb, 72 ERCC-1 13, oxaliplatin @ L 9 HUEFIC L
DR DNA BB T B FOBE I hdb D
BEFTHY, ZOBEEFEENEVIE L oxaliplatin (2
WY ARG EELLNLTWEY, SEbILbIL,
IR EE Stage IV KBS —IKIEH T mFOLFOX6
EEE T LEMIBITAEEED TS, DPD, TP,
ERCC~1 OEHREB #HZE L, mFOLFOX6 #HEOMER
PFHBEOMEERHF LOTHRET 50

1. HW&EHE

1. ¥ &%

LR T 2005 48 12 A ~2008 45 4 § o B2, RECIST
54 (ver 1.1) TEETRELENFRELE T 5 EEDE
BE Stage IV RBEICT L, BEREZURE, —UEE
& LT mFOLFOX6 #BEEF T LIEAD S &, EREE
@ TP, DPD OEHEREOTED L I REHEELE
8% T TS, ERCC-1 BHLMET L 9Bz EL
720

2. BEERTOFEE

1) BESMEs TP, DPD EEEOHIE

AR, e BERE 500ug Db #HH
L. AR T80T CHMERAE Lz, BB 106
£ 10 mM Tris-HCl buffer # ML THRES 254 X
L, ko TP, DPD EE%EEY enzyme-linked im-
munosorbent assay (ELISA) ETHIEL LY. BEEE
THIE L7 EF S EE L L. BAMEMET 30 /59—
eUEAN, 105k ¥4 METERER, PEHEEHE
BB 40T 72, ELISA ¥i24 % TP, DPD @sEg T
MBERR SR L OB THEEEO LG L, R

SEBIFERTICIRE L,

2) TS, ERCC-1 D&EE#EILErERe

TS, ERCC-1 @R E#HBLF &3 ABCETHT
v, —REEE LT, TSESHEEYy s o - uERE
{Taiho Pharmaceutical, Saitama, Japan), ERCC-1iZ
w2 AE J 7 u—F Ak (Exalpha Biclogicals, Inc,
Shirley, MA, USA) %R L#. TS, ERCC-1 D& 4
OFHIToWTIE, BEREE (weak, moderate, strong)
% Kwon® 6O FETHE L. RERECHEE, ¥
FEROBERO L WHEEREME T o /2.

3. BEEE

TP, DPD #HI, SHE/1EERHLIERS02E
BT, Z7-TS. ERCC-1i2 strong (%% /moderate
(PEERET) & weak (BEH) O2HHTEDE &
WEAEHE, SEFHEOBRIIDWTHEREE L.

HEOBE - FECEL, BEPSIFCIARESL
Bz, FAHIREHEERAZEEER Yy —REEZE
SORBEOTITbii,

4. EIETEFAURRAT

EHEEIT median (range) TEHE L. 2EHOL
B P EE E Bv o B Kaplan-Meler 142
Beo TEH L, &7EHEOREICE logrank test T v
2o p<O.05 R FHEEH Y & LT

o # =R

1. ¥ BT

G EiL 67 (32~82) . B 30HF, 19 8. By
RETHTA BB 15 1~3) #ET BNFEON
BRIZEFR7H, BMl2BL v roiE o BEHE £
D4 TH o 72 mFOLFOX6 HEOHEHEEE9
(4~39) T, oxaliplatin @ relative dose intensity 12,
76.5 (28.1~100) % Th =7z, EiE EOBEEHIERIE,
CR 1%l PR17#l. SD16%, PDISH#ITHY, HHE
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Thol. BEHNMIZ2.8 3.1~534.2) #BETHo7:
#1).

2. TP, DPDDEXE

TP OEEEBEEORIEIZ 8.1 (35~2.538) U /mg
protein TH ", DPDOBHEHEO P REII 37
(8.6~187.2) ng/mg protein TdH -7z,

3. TS ERCC-1 O%E#f#csatte

TS OEEHMEIEHE 126, TEERBICH. &
FE3 21 #iC, ERCC~1 mE:BAaErd 3583 02 4, s
BERE 126, BEHE L TEI.

4. B 3 =

TP, DPD 8%BEH LTS E - BREBELOMIIEY
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72 (p=0.33, p=0.25),
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Kagian-Meier method: legrank test

B2 «£H50E

m £ £

INETOERFEOHEEIZLE, TS, DPD, TP,
I D BEAMEVIE A 2 5-FU BEEiATE ¢, ERCC-
1 B EEHAYELVE S P oxaliplatin DEEERE W EE 2
LT 4, SEOME TIE. 5-FU & oxaliplatin # &
M7 % mFOLFOX6 EOHEENREL W oBERLO
BBz BT L/, TP & DPD %8, BuESEwEL
DLFRVFBILBEThH o7z, ZOFERE. #ROR
BETEEY, BEDBRAE Stage IVABBIZHT S
mFOLFOX6 SEEDRENR L L UFRTFHETF L LT,
TP 2 DFD OFBELROTRETLZLNEEZ 607,

5-FU OFEEEEICE, RNA L DNA D& EER
HP® 5. B8 5-FU ¥ fluorodeosyuridine (FalUrd)
75 fluorodeoxyuridine monophosphate (FAUMP) 24
#h, EIUEEE (Leucovorin) ORHEYWTH 5 5,
10-CH,~THF (5,10-methylenete trahvdroforate) & &
LITHERE L, BELSEESETHEL, deoxyuri-
dine monophosphate (dUMP) #* & deoxythymidine
monophosphate (dTMP) ~OBEZEFHRERFBET 2
ZET, BEBROITMP B L NdTTP 24518 2 ¥,
DNA §EHELFIERI T, TOBBIIBTTPRE,
in vitro THd 5~FU — FdUrd DRI ##E L, 5-FUH
FRERTLZ2 N0 BERTRFFF 21 #—
A=) YO LAVAE IS, I FdUrd —» 5-FU &
MAORIEZEE L Tvb, T/, ESEED TP 5%
BOUBERARE  BREABHICHE T2 5-FU 0P8R ERE
THBEIEDPEEEINT B I LSS, TPIRS-FURK
FHRFECALDE, BEEREOREL L TONE
HOPEETHREEZ ONT A, TPICIZS-FUD
TOFI v X THLF-DFUR # 5-FU LR+ 28
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Therapeutic Effect of mFOLFOXS for Synchronous Unresectable Liver Metastases from Colorectal Cancer: Kenichi Chi-
katani, Keiichiro Ishibashi, Yusuke Tajima, Satoshi Hatano, Kunihiko Amano, Toru ishiguro, Koki Kuwabara, Jun Sobalima,
Tomonort Ohsawa, Norimichi Okada, Kensuke Kumamoto, Norihiro Haga, Takeo twama and Hideyuki Ishida (Dept. of Oi-
gestive Tract and General Surgery, Saitama Medical Center, Saitama Medical University)
Summary

The current chemothsrapy for metastatic colon cancer has improved an overall survival. In this study, we retrospectively
analyzed the efficacy of mFOLFOXE in colorectal cancer patients with synchronous unresectable liver metastases and com-
pared the prognosis between before and after the administration of mMFOLFOX6. The subject was 28 patients of colorectal
cancer with synchronous unressctable liver metastasis who received mFOLFOXS as a first=line treatmeant from 2005 1o
2010. The median frequency of mFOLFOX6 was 10 times (range, 2-24 times), relative dose intensity of oxaliplatin was
75.0% (range, 42.9-100;, response rate was 32%. and median progression—free survival was 9.9 months. Surgical re-
section of colorectal liver metastases was periormed to 4 patients (14.3%) as a conversion therapy. The overall survival of
the patienis with mFOLFOX6 was significantly better than that of 31 patients who recsived the chemotherapy via hepatic

artery or the chemotherapy before the administration of oxaliplatin (31.8 months vs. 15. 1 months, p<0.01). Cur results
suggested that mFOLFOXS treatment for unresectable liver metastases of colorectal cancer was made not only the conver-

sion therapy possible, but it has improved the prognosis when compared with previous treatment without oxaliplatin, Key

words: Colorectal cancer, Liver metastasis, mFOLFOX8
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& LT -7 mFOLFOX6 O EFEHE % retrospective (bevacizumab DHFEIL 4 81 & E Lz, mFOLFOXE
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£ B 67 (33~79)

mFOLFOX6 MATEE" 10 (2~24)
Oxaliplatin @ relative dose intensity (%" 75.0 (42.9~100)

EEEEGE (%) 236 (82.1

Bevacizumab §FE 4 5

T¥RE#E FOLFIRD 10

FOLFIR] + bevacizumab 4 #

* median (range}

= 2 EEEAE
CR 103.5%) ., v
PR 8 (28.6%) _ "
SD 12 (42.9%) 3
PD 7 (25.0%)

FEITEE, 2R, ERELFHMICIOVWTEE L
FEERIERENEAL, WERTEEL 2o oER
OEBII W T LT L. 5512 mFOLFOX6 83 L
B, FERCSERECEHHRELR EOERET-
7RISR R TR 31 AR TR, A
EloowT B L.

EHEEEORRIIRRE ) TRRL £FF
i Kaplan-Meier BEI2fE > THE L, EFHMOLEN
1% logrank test ¥ fivi7z. p<0.05 2 HEEH D & L7

o # &

1. BEESR
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Abstract

Background Several oxaliplatin-specific scales have been
proposed in clinical practice to evaluate oxaliplatin-related
neurotoxicity. We investigated whether there might be
a discrepancy between the National Cancer Institute
Common Terminology Criteria for Adverse Events
(NCI-CTCAE) and the Neurotoxicity Criteria of Debiop-
harm (DEB-NTC), the commonly used oxaliplatin-specific
scales, in the evaluation of peripheral neurotoxicity.
Patients and methods The subjects were 42 patients with
metastatic colorectal cancer who received more than 6
cycles of first-line therapy with modified FOLFOX6 and
more than 6 cycles of second-line therapy with FOLFIRL.
The median number and cumulative dose of oxaliplatin
administrations were 10.5 (range 6-22) and 889.4 mg/m*
(range 484.5-1875.0 mg/m?), respectively. The peripheral
neurotoxicity was evaluated during mFOLFOXG6 therapy
and after its discontinuation using NCI-CTCAE ver. 3.0
and DEB-NTC. Data were collected prospectively and
analyzed retrospectively.

Results The concordance rate of the peripheral neuro-
toxicity grade determined by these criteria was low: 48.8%
during mFOLFOX6 and 47.3% after discontinuation of
therapy. The cumulative dose of oxaliplatin-related
peripheral neurotoxicity in 50% of the patients was lower
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when evaluated by DEB-NTC for both grades 1 (P = 0.09)
and 2 (P < 0.001). The cumulative rate of improvement
from grade 2 to 1 (P < 0.001) and from grade 2 to O
(P < 0.05) after discontinuation of mFOLFOX6 therapy
was higher when NCI-CTCAE was used for the evaluation.
Conclusion We found a discrepancy between the
NCI-CTCAE and DEB-NTC scales in the evaluation of
oxaliplatin-related neurotoxicity and suggest that the
concomitant use of NCI-CTCAE and DEB-NTC would be
useful to maintain oxaliplatin-based chemotherapy at
higher quality. '

Keywords Colorectal cancer - Oxaliplatin - Peripheral
neurotoxicity - NCI-CTCAE - DEB-NTC

Introduction

Oxaliplatin-based chemotherapy has improved the out-
comes of metastatic colorectal cancer patients [1, 2], and
its efficacy as adjuvant chemotherapy for colon cancer has
recently been reported [3, 4]. One of the important prob-
lems associated with oxaliplatin-based chemotherapy is its
peripheral neurotoxicity, occurring mainly in the distal
extremities, larynx, and the perilabial areas. This peripheral
neurotoxicity includes acute toxicity, occurring during or
within several hours of administration of oxaliplatin, and
cumulative (chronic) toxicity, occurring with repeated
administrations of oxaliplatin [2, 5-11]. The former is
transient and is likely to be induced by cold stimulation; it
is reported to occur in about 85-95% of the patients treated
with the drug [2, 8-11]. The latter is one of the important
reasons for discontinuation of oxaliplatin therapy, along
with disease progression and hypersensitivity reaction
[12, 13]. Cumulative (chronic) toxicity persists for a
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prolonged period, even after discontinuation of oxaliplatin
therapy. Although various methods to reduce oxaliplatin-
related neurotoxicity have been proposed in recent years,
no definitive method other than discontinuation of oxa-
liplatin has been established to date [5, 10, 14-19].

The National Cancer Institute Common Terminology
Criteria for Adverse Events (NCI-CTCAE) [20] scale has
generally been used for the evaluation of adverse events
related to anticancer drug treatment. The scale has also
been commonly used for evaluation of the peripheral
neurotoxicity associated with anticancer drugs. In addition,
some other oxaliplatin-specific scales have also been pro-
posed for evaluation of oxaliplatin neurotoxicity. However,
to the best of our knowledge, there has been no report of a
close comparison of the results of evaluation by NCI-
CTCAE and such oxaliplatin-specific scales. One of the
commonly used oxaliplatin-specific scales is the Neuro-
toxicity Criteria of Debiopharm (DEB-NTC) [21-23].
Peripheral neurotoxicity is classified into 5 grades
(including death) in the NCI-CTCAE, but into 3 grades in
the DEB-NTC. While grade 3 neurotoxicity is defined as
peripheral neuropathy accompanied by functional impair-
ment that interferes with daily living in both the NCI-
CTCAE and DEB-NTC scales, the definitions of grade 1
and grade 2 neurotoxicities differ between the two scales.
NCI-CTCAE places major emphasis on the severity of a
range of objective neuropathies which exert no influence
on daily living, whereas DEB-NTC places importance on
the duration of the peripheral neurotoxicity (Table 1). The
present study was aimed at evaluating the neurotoxicity of
oxaliplatin using the two scales in patients receiving
FOLFOX therapy for the treatment of colorectal cancer,
determining the discrepancy between these scales, and
examining the clinical significance of the two sets of
evaluation criteria.

Table 1 Criteria of neurotoxicity according to the NCI-CTCAE ver.
3.0 and DEB-NTC scales

NCI-CTCAE

Grade DEB-NTC

1 Asymptomatic; loss of deep tendon
reflexes or paresthesia (including
tingling), but not interfering with
function

Within 7 days

2 Sensory alteration or paresthesia
(including tingling) interfering
with function, but not interfering
with ADL

3 Sensory alteration or paresthesia
interfering with ADL

4 Disability -

5 Death

More than 7 days

Functional impairment
interfering with ADL

ADL activities of daily living

@ Springer

Patients and methods
Patients

Severe neurotoxicity by oxaliplatin is generally associated
with the cumulative dose of oxaliplatin. We therefore
analyzed 42 patients with metastatic colorectal cancer
who received more than 6 cycles of first-line therapy with
modified FOLFOX6 (mFOLFOX6) [24] and more than 6
cycles of second-line therapy with FOLFIRI [18] after
failure of mFOLFOX6 at our institute between October
2006 and June 2009 (Table 2). The male:female ratio was
23:19, and the median age of the patients was 63 years
(range 32-79 years). Performance status (PS) determined
according to the method of the Eastern Cooperative
Oncology Group (ECOG) was PS 0 in 36 patients and PS
1 in 6 patients. The median number of oxaliplatin
administrations was 10.5 (range 6-22), and the median
total dose of oxaliplatin was 889.4 mg/m® (range
484.5-1875.0 mg/m?). The primary site was the colon in
22 patients and the rectum in 20 patients. The target
lesions were located in the liver in 22 patients, lung in 18
patients, peritoneum in 11 patients, lymph nodes in 11
patients, and adrenal gland in 1 patient. The objective
tumor response was rated as complete response in one
patient, partial response in 14 patients, stable disease in

Table 2 Patient characteristics

Male:female 23:19
Age (years)® 63 (32-79)
Number of oxaliplatin administrations® 10.5 (6-22)

Total dose of oxaliplatin (mg/m?>)?* 889.4 (484.5-1875.0)

ECOG performance status (0:1) 36:6
Primary site
Colon 22
Rectum 20
Target lesions®
Liver 22
Lung 18
Peritoneum 11
Lymph node 11
Adrenal gland 1
Calcium/magnesium therapy
Randomized controlled trial 17
Clinical practice 4
Reason for the discontinuation of mFOLFOX6
Disease progression 20
Hypersensitivity reaction 12
Peripheral neurotoxicity 10

? Median (range)
® The subjects include overlapping cases
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23 patients, and progressive disease in 4 patients. The
reason for the discontinuation of mFOLFOX6 therapy was
disease progression in 20 patients, hypersensitivity reac-
tions in 12 patients, and peripheral neurotoxicity in 10
patients. Calcium/magnesium therapy was given before
and after oxaliplatin therapy in a total of 21 (50%)
patients. Of these, 17 patients received calcium/magne-
sium therapy in the clinical trial [25], and 4 received it in
clinical practice.

mPFOLFOX6 therapy

Oxaliplatin 85 mg/m* and levofolinate calcium 200 mg/m*
were given concomitantly by drip infusion over 2 h, fol-
lowed by rapid intravenous infusion of 5-fluorouracil (FU)
at 400 mg/mz. Thereafter, 5-fluorouracil was given at
2400 mg/m? as a continuous drip infusion over 46 h. The
above procedure represented one cycle of treatment, and
the treatment cycles were repeated every 2 weeks. The
drugs were administered into the central vein via a sub-
cutaneous indwelling port. Patients were hospitalized for
the initial treatment, whereas the subsequent cycles were
given in an outpatient chemotherapy clinic. Treatment was
discontinued when evidence of disease progression (pro-
gressive disease, PD) was noted according to the Response
Evaluation Criteria in Solid Tumors ver. 1.0 (RECIST)
[26], or when there were intolerable adverse events. When
an adverse event(s) of grade 3 or greater severity according
to NCI-CTCAE ver. 3.0 occurred, the mFOLFOXG6 therapy
was suspended until the severity of the reaction improved
to grade 2 or lower severity, and when mFOLFOXG6 ther-
apy was resumed, the dose of oxaliplatin was reduced to
70-80% of the initial dose level. 5-FU/LV therapy not
combined oxaliplatin therapy was not adopted in any of the
patients of this series. When calcium/magnesium was given
to the patients, calcium gluconate hydrate 10 mL and
0.5 M magnesium sulfate 10 mL were dissolved together
in 5% dextrose solution 100 mL, and given by intravenous
drip infusion before and after the administration of oxa-
liplatin. FOLFIRI therapy was begun after a drug-free
period of 4 weeks following the end of mFOLFOX6 ther-
apy. FOLFIRI therapy was given a median 12 times (range
6-33).

Evaluation of neurotoxicity

On every visit of the patients to the clinic for chemotherapy,
the patient’s history was obtained by a nurse, pharmacist or
physician in-charge at the outpatient chemotherapy clinic to
determine the severity and duration of neurotoxicity
according to both the NCI-CTCAE ver. 3.0 and DEB-NTC
scales. The data were recorded prospectively in the medical
charts, and later analyzed retrospectively.

Statistical analysis

The statistical software StatFlex ver. 6.0 (Artec, Osaka,
Japan) was used for the statistical analysis. The x statistic
[27] was obtained to determine the rates of concordance of
the neurotoxicity grades determined by the two sets of
criteria. More specifically, the concordance was rated as
follows: poor, x < 0.0; slight, 0.0 <x < 0.2; fair,
0.2 < x < 04; moderate, 04 <x < 0.6; substantial,
0.6 < ¥ < 0.8; almost perfect, 0.8 <k < 1.0. Curves of
cumulative incidence and cumulative improvement of
peripheral neurotoxicity were drawn by the Kaplan—-Meier
method, and the log-rank test was used for comparison
of the curves. The results were regarded as statistically
significant at P < 0.05.

Results

The median duration of mFOLFOX6 therapy was 181 days
(range 91-422 days). Grade 0-2 peripheral neurotoxicity
was recorded a total of 472 times during this period. The
rate of concordance of grade 0-2 peripheral neurotoxicity
as evaluated by the two sets of criteria was 48.8%, with
K = 0.26 (95% confidence interval 0.21-0.32) (Table 3).
The median observation period after discontinuation of
oxaliplatin, i.e., the median duration of FOLFIRI therapy,
was 244 days (range 84-728 days). During this period,
evaluation of neurotoxicity was carried out a total of 573
times. The rate of concordance of grade 0 to grade 2
peripheral neurotoxicity as evaluated by the two sets of
criteria was again low, at 47.3%, with k¥ = 0.18 (95%
confidence interval 0.13-0.22) (Table 4).

Figure 1a, b shows the cumulative incidence rates of
grades 1 and 2 peripheral neurotoxicity during mFOL-
FOX6 therapy. According to both NCI-CTCAE ver. 3.0
and DEB-NTC, neurotoxicity of grade 1 or greater severity
occurred in 41 of the 42 patients. There was a tendency for
grade 1 neurotoxicity to be detected at a lower total dose of
oxaliplatin when the evaluation was based on DEB-NTC

Table 3 Concordance rate of the peripheral neurotoxicity grade
evaluated by NCI-CTCAE and DEB-NTC scales during mFOLFOX6
therapy

DEB-NTC

Grade 0 1 2
NCI-CTCAE 0 103 73 24

1 15 71 124

2 3 8 61

Concordance rate 48.8%, k 0.26 (95% confidence interval 0.21-0.32),
P < 0.001
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Table 4 Concordance rate of the peripheral neurotoxicity grade
evaluated by NCI-CTCAE and DEB-NTC scales during FOLFIRI
therapy

DEB-NTC
Grade 0 1 2
NCI-CTCAE 0 23 24 49
1 57 204
2 0 10 178

Concordance rate 47.3%, x 0.18 (95% confidence interval 0.21-0.32),
P < 0.001
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Fig. 1 a Cumulative incidence of grade 1, b cumulative incidence of
grade 2 during mFOLFOX6 therapy

than when it was based on NCI-CTCAE ver. 3.0
(P = 0.09) (Fig. 1a). The total dose of oxaliplatin at which
the incidence of grade 2 neurotoxicity reached 50% was
480 mg/m* when the evaluation was based on DEB-NTC
and 627 mg/m* when the evaluation was based on NCI-
CTCAE ver. 3.0; the total dose of oxaliplatin until the
occurrence of grade 2 neurotoxicity was significantly lower
when the evaluation was based on DEB-NTC (P < 0.001)
(Fig. 1b). The cumulative dose between the occurrence of

@_ Springer

grade 1 neurotoxicity and increase in its severity to grade 2
was about 300 mg/m> according to evaluation by both
DEB-NTC and NCI-CTCAE ver. 3.0. Grade 3 neurotox-
icity (according to both NCI-CTCAE and DEB-NTC)
occurred in 7 patients (16.7%).

Figure 2a~d shows the cumulative improvement of
peripheral neurotoxicity during FOLFIRI therapy. Grade 3
peripheral neurotoxicity was found in 7 patients according
to NCI-CTCAE ver. 3.0, and improved to grade 2 in 6 of
these patients during the observation period. There was no
difference in the improvement curves between the two sets
of criteria (P = 0.35) (Fig. 2a). When the evaluation was
based on NCI-CTCAE ver 3.0, improvement from grade 2
to grade 1 was found in 50% of the patients by 200 days
after discontinuation of oxaliplatin, whereas when it was
based on DEB-NTC, the rate of improvement within the
observation period remained at 5% (P < 0.001) (Fig. 2b).
In regard to the improvement from grade 2 to grade 0, the
cumulative improvement reached a plateau at 40% during
the observation period when the evaluation was based on
NCI-CTCAE ver. 3.0, whereas when the evaluation was
based on DEB-NTC, the cumulative improvement
was determined to be only 5% (P < 0.05) (Fig. 2c). There
was no significant difference in the curve of cumulative
improvement from grade 1 to grade 0 between the two sets
of criteria (P = 0.19) (Fig. 2d). However, a cumulative
improvement of 45% was obtained during the observation
period when the evaluation was based on NCI-CTCAE ver.
3.0, whereas the corresponding rate obtained was only 20%
when the evaluation was based on the DEB-NTC scale.

Discussion

The present study revealed a discrepancy between the NCI-
CTCAE ver. 3.0 and DEB-NTC scales in the evaluation of
peripheral neurotoxicity associated with oxaliplatin-based
chemotherapy for metastatic colorectal cancer. Specifi-
cally, it appears that grade 1 or grade 2 peripheral neuro-
toxicity after the start of mFOLFOX6 therapy can be
detected earlier when the evaluation was based on DEB-
NTC than when it was based on NCI-CTCAE ver. 3.0.
With respect to evaluation of improvement in the periph-
eral neurotoxicity after discontinuation of oxaliplatin,
grade 1 or grade 2 neurotoxicity persisted for longer when
the evaluation was based on the DEB-NTC scale. In par-
ticular, it is noteworthy that scarcely any improvement of
neuropathy was found during the observation period after
discontinuation of oxaliplatin (84~728 days, median
240 days) in patients with grade 2 symptoms, i.e., those
who had peripheral neuropathy persisting for at least
14 days. There was no close relationship between the grade
of paresthesia and the duration of peripheral neurotoxicity.
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Therefore, we speculated that this discrepancy between the
evaluations by NCI-CTCAE ver. 3.0 and DEB-NTC arose
from the criteria used for toxicity up to grade 2, because the
former criteria place stress on the grade of paresthesia,
whereas the latter attach more importance to the duration
of peripheral neurotoxicity.

How to apply these findings to practical oxaliplatin-
based chemotherapy is an important issue. A key point in
oxaliplatin-based chemotherapy is to prevent the appear-
ance of grade 3 peripheral neuropathy. In patients with
paraesthesias associated with pain or functional impair-
ment persisting until the next cycle, oxaliplatin should be
permanently discontinued [28]. Therefore, it is crucial to
predict the development of grade 3 neuropathy as early as
possible. The present study revealed that peripheral neu-
ropathy persisting for at least 14 days, i.e., grade 2 neu-
ropathy, was detected earlier, at an oxaliplatin dose
150 mg/m2 lower, when the evaluation was based on DEB-
NTC than when it was based on NCI-CTCAE ver. 3.0.
Therefore, it is important to ask the patient carefully about
the duration of neuropathy. When DEB-NTC is used for

the evaluation of neuropathy in daily clinical practice,
continuation of treatment should be considered as long as
there is no interference with the patient’s daily activities.
However, there may be criticism that if a physician decides
to discontinue or restart the chemotherapy according to the
DEB-NTC scale, the total dose of oxaliplatin, which may
affect the survival period, would be lower than that with
the use of the NCI-CTCAE scale. We cannot address this
issue exactly, but it deserves further investigation in future
clinical trials or accumulated cases in clinical practice.
The usefulness of FOLFOX4 [2] and FLOX [4] as
adjuvant chemotherapy for colon cancer has been reported.
However, a follow-up study of the MOSAIC trial [3]
showed that peripheral neuropathy was persistent in 15.4%
of the surviving patients who were followed up for at least
4 years after adjuvant chemotherapy with FOLFOX4. In
the MOSAIC study, peripheral neuropathy was evaluated
by NCI-CTCAE ver. 1.0. It would be interesting to spec-
ulate on what results might have been obtained if the
evaluation had been based on DEB-NTC, since even more
delayed improvement of neuropathy tends to be obtained
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when the evaluation is based on DEB-NTC than when it is
based on NCI-CTCAE. If clinical trials aimed at reducing
peripheral neuropathy in patients receiving oxaliplatin-
based chemotherapy in the adjuvant setting are planned in
the future, the use of DEB-NTC together with NCI-
CTCAE is recommended for the evaluation of neuropathy.
Although it would be ideal for specific scales to be
designed for the evaluation of acute and chronic peripheral
neuropathy, no such scales are available at present.

Some oxaliplatin-specific scales other than DEB-NTC
have been proposed. In the NSABP C-07 study, Stephanie
et al. [4] evaluated pain during oxaliplatin therapy by
means of the Functional Assessment of Cancer Therapy/
Gynecologic Oncology Group Oxaliplatin-Specific Neuro-
toxicity Scale (NTX-12) and NCI-Sanofi grade. A ques-
tionnaire evaluation of the quality of life (QOL) of patients
was also carried out in the N04C7 study [29]. In addition,
de Gramont et al. [2] evaluated peripheral neurotoxicity as
a factor affecting the patient’s QOL using QOL scores. A
patient-oriented survey technique based on the Patient
Neurotoxicity Questionnaire (PNQ): oxaliplatin has also
been reported. From this point of view, evaluation of the
duration of peripheral neuropathy, a subjective variable
that can only be described by the patients themselves, by
DEB-NTC might be able to contribute to QOL improve-
ment of the patients given oxaliplatin-based chemotherapy.

‘When evaluating the grade of peripheral neurotoxicity in
patients examined in previous clinical trials or treated in
clinical practice, attention should be paid to which set of
criteria was used: NCI-CTCAE ver. 3.0 or other oxalipla-
tin-specific scales. At present, NCI-CTCAE is used com-
monly in many medical institutions for the evaluation of
adverse events during anticancer drug treatment. When the
grade was different between these scales, we preferred the
evaluation using the NCI-CTCAE scale because NCI-
CTCAE is believed to be a global standard. However, it
would appear that the addition of DEB-NTC to NCI-
CTCAE for the evaluation of adverse events in patients
receiving oxaliplatin may contribute to the formulation of
better treatment plans from the aspects of reduction, dis-
continuation, or even resumption of oxaliplatin therapy in
the future.

In order to maintain comparability among the results of
different trials, neurotoxicity should be always graded
according to the NCI-CTCAE scale, and use of any oxa-
liplatin-specific scales should be regarded as supplemental.
However, all physician-based assessment tools used to
grade subjective toxicity phenomena, such as neurotoxicity,
have shown dramatic disagreements between physician-
reported and patient-reported severity of symptoms [30].

In the future, patient-based assessment of neurotoxicity
could provide more reliable and more accurate information

@ Springer

about the incidence and severity of oxaliplatin-induced
neurotoxicity.
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Abstract

Background 1t is unclear whether S-1 plus cisplatin is
effective for patients with recurrent gastric cancer after
adjuvant S-1 chemotherapy.

Methods We retrospectively evaluated the efficacy of S-1
plus cisplatin in patients whose gastric cancer recurred
after adjuvant S-1 chemotherapy.
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Results In the 52 patients evaluated, the median duration
of adjuvant S-1 chemotherapy was 8.1 months, and the
median recurrence-free interval (RFI) since the last
administration of adjuvant S-1 was 6.4 months. Among the
36 patients with measurable lesions, 7 achieved a complete
or partial response, and 13 were evaluated as having stable
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disease, for an overall response rate of 19.4% and a disease
control rate of 55.6%. For all patients, the median progres-
sion-free survival (PFS) was 4.8 months, and the median
overall survival (OS) was 12.2 months. Compared with
patients with an RFI of <6 months (n = 25), patients with
an RFI of >6 months (n = 27) had a significantly higher
response rate (5.0 vs. 37.5%, respectively), longer PFS (2.3
vs. 6.2 months, respectively), and longer overall survival
(7.3 vs. 16.6 months, respectively). According to a multi-
variate Cox model including performance status (PS) and
reason for discontinuation of adjuvant S-1, an RFI of
6 months was still significantly associated with PFS and OS.
Conclusions S-1 plus cisplatin is effective for patients
with gastric cancer that recurs after adjuvant S-1 chemo-
therapy, especially for those with an RFI of >6 months.

Keywords Adjuvant chemotherapy - Gastric cancer -
Recurrence - S-1

Introduction

Gastric cancer is the fourth most common malignancy in
the world (988,602 cases in 2008, 7.8% of total malignancy
cases) and the second leading cause of cancer death
(737,419 deaths, 9.7% of total) [1]. The prognosis of
patients with advanced or recurrent gastric cancer remains
poor; chemotherapy confers only a minimal survival
advantage, with a median survival of approximately 1 year.
The most commonly used regimens are combination che-
motherapy consisting of a fluoropyrimidine [5-fluorouracil
(5-FU) or oral fluoropyrimidine] plus a platinum agent with
or without docetaxel or anthracyclines [2—6].

S-1 is an oral anticancer drug composed of the 5-FU
prodrug tegafur and two 5-FU modulators; it has achieved
high response rates in patients with gastric cancer in phase
1I studies [7, 8]. In the Japan Clinical Oncology Group
(JCOG) 9912 trial, which compared S-1, cisplatin plus
irinotecan, and 5-FU, S-1 demonstrated non-inferiority
compared to 5-FU [9]. In another phase I trial that
compared S-1 alone to S-1 plus cisplatin (SPIRITS trial),
S-1 plus cisplatin showed a significantly higher response
rate (54 vs. 31%), longer progression-free survival (PFS;
6.0 vs. 4.0 months), and longer overall survival (OS; 13 vs.
11 months) [4]. Also, in a large, non-Japanese, phase III
trial (the First-Line Advanced Gastric Cancer Study;
FLAGS trial), S-1 plus cisplatin was associated with fewer
toxic effects and demonstrated non-inferiority compared
with 5-FU plus cisplatin by exploratory analysis [6].
Therefore, S-1 plus cisplatin is now considered to be one of
the standard regimens for metastatic or recurrent gastric
cancer.

@ Springer

In addition, the ACTS-GC trial has demonstrated that
S-1 is also effective as adjuvant chemotherapy for Japanese
patients who have undergone curative gastrectomy for
locally advanced gastric cancer [10]. However, approxi-
mately 30% of patients still develop recurrence after
curative resection followed by adjuvant S-1 [10]. As few
patients who received adjuvant chemotherapy were inclu-
ded in the phase III trials described above [4, 7, 9], it is
unclear whether patients who develop recurrence after
adjuvant S-1 could achieve efficacy with S-1 plus cisplatin
similar to that achieved in patients without adjuvant che-
motherapy. To address this issue, we conducted the fol-
lowing multi-institutional retrospective analysis.

Patients and methods
Patients

This retrospective study was designed to evaluate the
efficacy of first-line chemotherapy with S-1 plus cisplatin
for recurrence in patients with gastric cancer who had
undergone curative gastrectomy followed by adjuvant S-1
chemotherapy. Patients with histopathologically proven
recurrent gastric adenocarcinoma after gastrectomy and
lymph node dissection with no residual tumor were eligible
for analysis. Additional eligibility criteria were: (1) previ-
ous adjuvant S-1 chemotherapy at a planned standard dose
and schedule (80 mg/m? for 28 consecutive days followed
by a 14-day rest; 42-day cycles to be repeated for 1 year);
(2) Eastern Cooperative Oncology Group performance
status (ECOG PS) 0-2; (3) adequate bone marrow, hepatic,
and renal function to be treated with S-1 plus cisplatin;
(4) evaluable lesions according to Response Evaluation
Criteria in Solid Tumors (RECIST ver. 1.1); and (5) treated
with a standard regimen of S-1 plus cisplatin (S-1 80 mg/m?
for 21 consecutive days followed by a 14-day rest; cisplatin
60 mg/m? intravenous infusion on day 8; 35-day cycles to
be repeated) [4]. Written informed consent for treatment
was obtained from each patient prior to treatment initiation.
The Institutional Review Board of each participating center
approved the study.

Evaluation of treatment and statistical analysis

The tumor response was assessed objectively according to
RECIST ver. 1.1, and the best overall response was recor-
ded as the antitumor effect for that patient. The disease
control rate (DCR) represented the percentage of patients
with a complete response (CR), partial response (PR), or
stable disease (SD). PFS was measured from the date of
initiation of S-1 plus cisplatin to the date of progressive
disease or death from any cause. Time to treatment failure
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(TTF) was measured from the date of initiation of S-1 plus
cisplatin to the date of last administration of S-1. OS was
estimated from the date of initiation of S-1 plus cisplatin to
the date of death or last follow-up visit, using the Kaplan—
Meier method. The interval from the last administration of
adjuvant S-1 to recurrence was defined as the recurrence-
free interval (RFI).

The Cox proportional hazards model was used to esti-
mate the impact of the RFI on TTF, PFS, and OS, with
adjustment for other factors that were shown to be signif-
icant with a univariate log-rank test. P values for testing
differences between proportions and response rates were
calculated with ¥ tests for homogeneity or for trend, or
with Fisher’s exact test. Results were considered to be
statistically significant when the P value was <0.05. All
reported P values are two-sided. In particular, we com-
pared the response rate, DCR, time to progression (TTP),

Table 1 Patient characteristics

PFS, and OS between patients with RFIs of >6 and
<6 months, because several clinical trials in the first-line
setting set this interval of >6 months as an inclusion cri-
terion [5, 9, 11].

Results
Patient characteristics

A total of 406 patients with recurrent gastric cancer after
adjuvant S-1 chemotherapy had received chemotherapy at
18 institutions until October 2010. Among them, 57 patients
(14.0%) had received S-1 plus cisplatin as first-line che-
motherapy for recurrence. After the exclusion of 5 patients
(1 patient with a non-evaluable lesion and 4 patients with
insufficient data), 52 patients were included in the final

Characteristic All (n = 52) RFI <6 months (n = 25) RFI >6 months (n = 27) P value
Age, years
Median (range) 61 (32-77) 59 (32-77) 62 (32-77)
Gender, n (%)
Male 30 (58) 15 (60) 15 (56) 0.75
Female 22 (42) 10 (40) 12 (44)
ECOG PS at recurrence, n (%)
0 32 (62) 11 (44) 21 (78) 0.012
1 20 (38) 14 (56) 6 (22)
Histological type?, n (%)
wel or mod 27 (52) 10 (40) 17 (63) 0.1
por or sig 24 (46) 15 (60) 9 (33)
Other 1(2) - &
Pathological stage®, n (%)
Stage I or IT 8 (15) 4 (16) 4 (15) 0.57
Stage IITA 17 (33) 6 (24) 11 (41)
Stage IIIB 15 (29) 8 (32) 7 (26)
Stage IV 12 (23) 7 (28) 5(19)
Site of recurrence, n (%)
Peritoneum 21 (40) 7 (28) 14 (52) 0.08
Lymph node 25 (48) 13 (52) 12 (44) 0.59
Liver 14 27) 10 (40) 4 (15) 0.041
Lung 4(8) 3(12) 14) 0.262
Bone 6 (12) 14) 5(19) 0.102
Local 24 14) 14) 0.96
Number of recurrence sites, n (%)
1 38 (73) 18 (72) 20 (74) 0.87
2 or more 14 (27) 7 (28) 7 (26)

P values shown in italics indicate significant differences

RFI Recurrence-free interval, PS performance status, ECOG Eastern Cooperative Oncology Group, wel well-differentiated adenocarcinoma, mod
moderately differentiated adenocarcinoma, por poorly differentiated adenocarcinoma, sig signet-ring-cell-like carcinoma

* According to the Japanese classification
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analysis (Table 1). The median duration of adjuvant S-1
chemotherapy was 8.1 months (range 0.7-37.4 months),
and the median RFI since the last administration of adjuvant
S-1 was 6.4 months (range 0~81.3 months). Thirty of the 52
patients (57.7%) completed the planned duration of adju-
vant S-1 therapy. In contrast, 14 patients discontinued S-1
due to disease recurrence, and 8 patients stopped therapy
due to toxicity or patient refusal. Other than PS and liver
metastasis, characteristics did not differ significantly
between patients with an RFI of >6 months (n = 27) and
those with an RFI of <6 months (n = 25) (Table 1).

Treatment results and efficacy

The median TTF was 4.1 months (95% confidence interval
[CI] 2.5-5.1 months), with a median duration of follow-up
of 32 months. Forty-four patients discontinued S-1 plus
cisplatin due to disease progression (n = 40, 90.9%) or
toxicity (n = 4, 9.1%). Of the 36 patients with measurable
lesions, 7 achieved a CR (n = 3) or a PR (n = 4), and 13
were evaluated as having SD, for an overall response rate
of 19.4% (95% CI 7.0-37.0%) and a DCR of 55.6% (95%
CI 38.1-72.1%). The median PFS was 4.8 months (95% CI
3.9-6.2 months), and the median OS of all patients was
12.2 months (95% CI 10.2-16.6 months) (Fig. 1). Of the
44 patients who had discontinued S-1 plus cisplatin, 31

1.00
!

0.75
.

— PFS

Proportion
0.50

0.25
.

0.00
L

Survival (months)

Fig. 1 Progression-free survival (PFS) and overall survival (OS) in all
patients. The median PFS was 4.8 months (95% confidence interval
[CI} 3.9-6.2 months), and the median OS was 12.2 months (95% CI
10.2-16.6 months). PFS progression-free survival, OS overall survival

Table 2 Objective response rates in patients with measurable lesions

(70.4%) received second-line or third-line chemotherapy,
including taxanes (n = 25) or irinotecan (n = 17).

Significance of the RFI

The response rate was significantly better in patients with
an RFI of >6 months (37.5%; 95% CI 14-61%) than that
in patients with an RFI of <6 months (5.0%; 95% CI
0-15%, P = 0.014, Table 2). In addition, compared with
patients with an RFI of <6 months, patients with an RFI
of >6 months had a significantly longer TTF (2.5 vs.
5.1 months, respectively, P = 0.025), longer PFS (2.3 vs.
6.2 months, respectively, P < 0.001, Fig. 2), and longer
OS (7.3 vs. 16.6 months, respectively, P = 0.003, Fig. 2).
According to a multivariate Cox model including PS and
reason for discontinuation of adjuvant S-1, an RFI of
6 months was still significantly associated with PFS (haz-
ard ratio [HR] 0.35, 95% CI 0.16-0.77, P = 0.009) and OS
(HR 0.21, 95% CIT 0.08-0.54, P = 0.001), although the
association with TTF was not significant (HR 0.55, 95% CI
0.27-1.12, P = 0.1). When we divided the patients into
two groups based on an RFI of 12 months, no significant
difference between the groups was found in response rate,
TTP, PFS, or OS.

Discussion

In the ACTS-GC study, adjuvant S-1 chemotherapy sig-
nificantly improved the survival of patients who had
undergone curative gastrectomy for locally advanced gas-
tric cancer [10]. On the other hand, several small studies
have suggested that patients with recurrence after adjuvant
S-1 were refractory to S-1-containing regimens or had a
worse prognosis compared with that of patients without
adjuvant chemotherapy [12-14]. Although these reports
never precluded the use of adjuvant S-1 chemotherapy,
they raised the issue of how to treat recurrent disease after
adjuvant S-1.

In the present retrospective study, we evaluated the
efficacy of S-1 plus cisplatin in patients whose gastric
cancer recurred after adjuvant chemotherapy with S-1. The
response rate of 19.4% and PFS of 4.8 months were

n CR PR SD PD NE ORR (%) 95% CI (%)
All 36 3 4 13 14 2 18.8 7-32
RFI <6 months 20 0 1 13 0 5.0 0-15
RFI >6 months 16 3 3 1 2 375 14-61

CR Complete response, PR partial response, SD stable disease, PD progressive disease, NE not evaluable, ORR objective response rate, CI

confidence interval
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