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Objective: The purpose of this study was to identify prognostic factors in patients with
gemcitabine-refractory pancreatic cancer and to determine criteria for selecting candidates for
second-line treatment.

Methods: The records of 74 patients who were treated with gemcitabine (GEM) and followed
up until disease progression were reviewed retrospectively. Sixteen clinical variables at the
time of disease progression after GEM chemotherapy were chosen for analysis in this study.
Univariate and multivariate analyses were conducted to identify prognostic factors associated
with survival.

Results: At the time of analysis, 71 patients had died because of tumor progression. The
overall median survival time was 5.1 months after first-line chemotherapy with GEM was
initiated. Median survival time after disease progression was 2.0 months. Three factors, per-
formance status, peritoneal dissemination and C-reactive protein level, were identified as
independent prognostic factors in multivariate analysis. Median survival time in the good
prognosis group (patients with performance status 0 or 1, no peritoneal dissemination and
C-reactive protein <5.0 mg/di) was 3.4 months.

Conclusions: Performance status, serum level of C-reactive protein and peritoneal dissemi-
nation were identified as important prognostic factors in patients with GEM-refractory pan-
creatic cancer. These factors should be considered in determining the treatment following
first-line chemotherapy in patients with advanced pancreatic cancer.

Key words: pancreatic neoplasms — gemcitabine — prognosis — salvage therapy

INTRODUCTION

for pancreatic cancer. It has been demonstrated that erlotinib

Pancreatic cancer (PC) is the fifth leading cause of cancer

deaths in Japan, with approximately 19 000 patients dying
from this disease every year (1). Unfortunately, the majority
of patients present with the disease already in an unresect-
able state at the time of diagnosis, due to locally advanced
or metastatic spread. In recent years, gemcitabine (GEM),
which is associated with more clinical benefits and better
survival compared with S-fluorouracil, has been widely used
as a standard first-line chemotherapy agent for unresectable
PC (2). Molecular targeted agents have also been developed

For reprints and all comrespondence: Kohei Nakachi, National Cancer Center
Hospital East, 6-5-1, Kashiwanoha, Kashiwa Chiba, 277-8577, Japan.
E-mail: konakach@east.nce.go.jp

combined with GEM improve survival (3). Moreover,
another epidermal growth factor receptor (EGFR)-inhibitor,
namely cetuximab, has been tried in phase II study (4). The
efficacy of GEM is still unsatisfactory, and therefore the
prognosis for patients remains poor, with a median survival
time (MST) of around 6 months. In order to improve survi-
val, it is necessary to develop not only a more effective first-
line regimen, but also effective agents for second-line
chemotherapy.

Generally PC progresses rapidly, and a patient’s general
condition often deteriorates too rapidly to perform any
additional chemotherapy after failure of first-line treatment
with GEM. Some patients may suffer from more serious
adverse effects during second-line chemotherapy compared

© 2007 Foundation for Promotion of Cancer Research
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with first-line chemotherapy. Therefore, second-line
chemotherapy is difficult to establish and should be initiated
with more care than first-line. It is necessary to clarify the
natural prognosis for patients with GEM-refractory PC in
order to appropriately treat patients with either additional
chemotherapy or best supportive care. Furthermore, identifi-
cation of prognostic factors after GEM failure can help
conducting clinical trials for promising second-line
chemotherapy agents in patients with advanced PC. Thus, in
the present study we investigated survival and prognostic
factors in GEM-refractory PC patients and clarified criteria
for selecting appropriate candidates for second-line therapy.

PATIENTS AND METHODS
PATIENTS

In Japan, GEM was approved for the treatment of PC by the
Ministry of Health, Labor, and Welfare in April 2001.
GEM-refractory pancreatic cancer was defined as PC that
progresses after chemotherapy with GEM. A total of 210
patients with histologically or cytologically confirmed
unresectable PC who had received no other treatment were
admitted to our hospital between April 2001 and March
2004. Forty patients were treated with chemoradiotherapy,
33 received palliative treatment and 137 were treated with
systemic chemotherapy. Of the 137 patients who received
systemic chemotherapy, 100 patients were treated with GEM
alone, and 37 were treated with other regimens as part of
clinical trials. Twenty-six of the 100 patients treated with
GEM alone were excluded from analysis in this study
because they were transferred to other hospitals and could
not be followed up until disease progression. Data from the
remaining 74 patients were analyzed in the current study.
These patients were consistent with the criteria of
GEM-refractory pancreatic cancer.

TREATMENT AND ASSESSMENT OF EfFICACY

GEM as the first-line chemotherapy agent was administered
weekly at a dose of 1000 mg/m? in a 30-min intravenous
infusion for three consecutive weeks, followed by a week of
rest. Treatment was continued until disease progression,
patient refusal, or unacceptable toxicity.

Tumor response was evaluated by enhanced computed
tomography (CT) or magnetic resonance imaging according
to the Response Evaluation Criteria in Solid Tumors
(RECIST) at least every 8 weeks. Disease progression was
defined as confirmation of progressive disease (PD) on the
RECIST or clinical deterioration of the patient’s general
condition.

FACTORS ANALYZED

Sixteen clinical variables at the time of disease progression
after GEM chemotherapy were chosen in this study. Each

variable was divided into two categories based on previous
investigations (5—11) as follows: age (<65 or >65 years),
sex (male or female), performance status (PS; 0, 1 or 2—4),
white blood cell count (<10,000 or >10 000/p1), hemo-
globin level (<8.0 or >8.0 g/dl), platelet count (<100 000
or >100 000/l), serum total bilirubin level (<2.0 or
=>2.0 mg/dl), serum albumin level (<2.8 or >2.8 g/dl),
serum lactate dehydrogenase level (<400 or >400 1U/1),
serum C-reactive protein (CRP) level (<5.0 or >5.0 mg/dl),
serum creatinine level (<1.0 or >1.0mg/dl), size of
primary tumor (<50 mm or >50mm), liver metastasis
(presence or absence), ascites or peritoneal dissemination
(presence or absence), serum carcinoembryonic antigen
(CEA) level (<100 or >100 ng/ml), and serum carbo-
hydrate antigen 19-9 (CA 19-9) level (<10000 or
210 000 U/ml). PS was evaluated according to the Eastern
Cooperative Oncology Group criteria. The size of the

" primary tumor was measured by enhanced CT. Peritoneal

dissemination was defined as recognition of peritoneal
nodules in CT scans or accumulation of ascites.

StaTISTICAL METHODS

Overall survival for first-line GEM treatment was calculated
from the day chemotherapy was started to either the day of
death or the last day of follow-up. Overall survival after
progression was calculated from the day when disease
progression was confirmed with imaging examinations to
either the day of death or the last day of follow-up. Patients
whose disease progression was not evaluated with imaging
examinations because of rapid general deterioration were
also included in this study and the day GEM chemotherapy
was determined to terminate was defined as the day of
disease progression. Survival data were analyzed using the
Kaplan—Meier method. Differences in survival were
evaluated by log-rank tests. The Cox proportional hazards
model was used to determine the most significant variables
related to survival. Forward and backward stepwise
regression procedures based on the partial likelihood ratio
were used to determine the major independent predictors of
survival. Statistical analyses were performed using the SPSS
II 11.0J software package for Windows (SPSS Japan, Tokyo,
Japan). All P values presented in this report are of the two-
tailed type; P < 0.05 was considered to be statistically
significant.

RESULTS

Patient characteristics are shown in Table 1. Seventy
(94.6%) of the 74 patients had distant metastasis. In response
to the initial treatment with GEM, three patients showed a
partial response, 39 showed a stable disease; 23 patients,
however, showed a progressive disease. The remaining nine
were not evaluable with imaging examinations because
of rapid general deterioration due to disease progression.



Table 1. Patient characteristics

Characteristics No. of patients (%)

Age [median (range)) 61.5 (37-90)
Gender
Male 44 (59.5)
Female 30 (40.5)
Performance status
0-1 49 (66.2)
2-4 25 (33.8)
Primary tumor site
head 23 (3L.1)
51 (68.9)
Distant metastasis
absent 4(5.4)
present 70 (94.6)
liver 56
peritoneum 23
lung 8
distant lymph node 15
adrenal gland 2
bone 2
ovary 1

Carbohydrate antigen 19-9 (U/ml)
[median (25—75 percentile)] 1974.5 (305.8—5886.5)
Carcinoembryonic antigen (ng/ml)

[median (25—75 percentile)) 15.7 (1.7-40.3)

The overall response rate to first-line chemotherapy with
GEM alone was thus 4.1% (95% CI: 0.1-11.4%).

TreATMENT AFTER FAILURE OF GEM CHEMOTHERAPY

Generally, we prioritized using agents on clinical trials (e.g.
phase 1) for treatment after GEM chemotherapy had failed.
However, chemotherapy using GEM alone continued if
patients were in good general condition, even after disease

progression was evident during imaging examinations. Best

supportive care alone'was provided for patients who refused
to continue chemotherapy or in whom general condition
deteriorated.

After disease progression, of the 74 patients, 14 (18.9%)
continued GEM chemotherapy, two (2.7%) participated in a
phase I study of a new anti-cancer agent, and the remaining
58 (78.4%) patients received best supportive care.

SURVIVAL

At the time of analysis, 71 patients had died from tumor
progression. Overall MST was 5.1 months after first-line
chemotherapy with GEM was initiated (Fig. 1). MST after
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Figure 1. Overall survival curve for 74 pancreatic cancer patients from the

day of the start of gemcitabine chemotherapy. The ‘plus’ sign indicates cen-
sored cases. Median survival is 5.1 months.

disease progression was 2.0 months (95% CI: 1.7-2.4
months) (Fig. 2).

UNIVARIATE ANALYSIS

Among the 16 variables, seven variables were identified as
being significantly associated with shorter survival time: PS
of 2—4, platelet count of <100 000/l, serum total bilirubin
level of >2.0 mg/dl, serum albumin level of <2.8 g/dl,
serum CRP level of >5.0 mg/dl, presence of peritoneal dis-
semination and serum CA 19-9 level of >10000 U/ml
(Table 2).
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Figure 2. Overall survival curve for 74 pancreatic cancer patients after pro-
gression of the first-line of GEM chemotherapy. The ‘plus’ sign indicates
censored cases. Median survival is 2.0 months.
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Table 2. Univariate analysis

Variable n Median survival (months) P-value
Age

<65 47 19 0.9853
>65 27 21

Sex

Male 30 26 0.2441
Female 44 1.8

Performance status

0-1 49 26 0.0007
2-4 25 1.5

‘White blood ell

<10 000/mm> 68 1.9 0.9720
>10 000/mm’ 6 26

Hemoglobin

<8.0g/dl 9 16 0.1953
>8.0g/dl 65 2.1

Platelet

<100 000/pl 7 14 0.0498
>100 000/pd 67 2.1

Total bilirubin

<2.0mg/dl 65 2.0 0.0479
>2.0mg/dl

Albumin

<2.8g/dl 15 15 0.0023
>2.8g/dl 59 22

Lactate dehydrogenase

<400 1U/1 65 21 0.1053
>400 [U/! 9 17

C-reactive protein

<50mg/dl 56 2.4 <0.0001
>5.0mg/dl 18 14

Serum creatinine

<1.0mg/dl 62 22 0.5390
>1.0mg/dl 12 1.7

Primary tumor size

<50 mm 40 22 0.1402
>50 mm 34 138

Liver metastasis

Absent 18 1.6 0.6471
Present 56 2.1

Carcinoembryonic antigen

<100 ng/ml 59 22 0.3337
>100 ng/m! ' 15 1.7

Carbohydrate antigen 19-9

<10 000 U/ml 62 21 0.0077
>10 000 U/ml 12 14

MULTIVARIATE ANALYSIS

Multivariate regression analysis was conducted for the seven
variables found to have prognostic significance in univariate
analysis. Three factors, PS, peritoneal dissemination and
CRP, were identified as independent prognostic factors
(Table 3). In order to apply these findings to clinical prac-
tice, the patients were divided into two groups: the good
prognosis group (patients with PS 0 or 1, no peritoneal dis-
semination and CRP <5.0 mg/dl) and the poor prognosis
group (positive for at least one of the three prognostic
factors). MST in the good prognosis group was 3.4 months,
with the 95% CI ranging from 2.6 to 4.1 months, and MST
in the poor prognosis group was 1.5 months, with the 95%
CI ranging from 1.4 to 1.6 months (Fig. 3). Twenty-nine
patients (39.1%) were included in the good prognosis group.

DISCUSSION

For patients with advanced PC treated with GEM chemother-
apy alone, the prognosis is around 6 months. In the present
study, median survival was 5.1 months (95% CI: 4.0—-6.2
months), which may be worse than that of previous reports.
This may be because patients with better conditions were
enrolled in clinical trials, such as chemoradiotherapy of new
agents. The patients included in this study were treated with
GEM as clinical practice, and these patients might have
unfavorable factors for survival. For example, PS of these
patients were 39 in score 0, 25 in score 1, 10 in score 2. As
a result, overall survival of patients included in this study
might be worse than that of some previous clinical trials of
GEM chemotherapy for patients with advanced PC.

The efficacy of GEM is still poor and it is important not
only to develop more effective first-line therapy but to
develop effective second-line chemotherapy. No effective
second-line chemotherapy has yet been established; however,
clinical trials to develop promising second-line chemother-
apy are ongoing. In some patients, systemic condition

Table 3. Significant prognostic factors identified by multivariate analysis
using Cox proportional hazards model

Variables n Hazard ratio  95% CI P value
C-reactive protein

<5.0mg/dl 56

>5.0mg/dl 18 3.291 1.681-6.444  0.001
Performance status

0-1 49 1

2-4 25 2.522 1.404—4.529  0.002
Peritoneal dissemination

Absent 51 1

Present 23 1.988 1.052-3.757  0.034

CI, confidence interval.
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Figure 3. Survival curves for two groups divided: good prognosis group
(patients with performance status 01, no peritoneal dissemination and
C-reactive protein <5.0 mg/dl); and poor prognosis group (positive for at
least one among three prognostic factors). Plain line indicates good progno-
sis group. Dotted line indicates poor prognosis group. There is a significant
difference in survival between two groups (P < 0.0001). The ‘plus’ sign
indicates censored cases.

rapidly deteriorates after GEM failure and not all patients are
suitable candidates for second-line chemotherapy. In the
present study, we clarified the prognosis and prognostic
factors in patients with GEM-refractory PC, and identified
appropriate candidates for second-line chemotherapy.

In this study, three factors, PS, peritoneal dissemination
and CRP, were identified as independent prognostic factors
in patients with GEM-refractory PC. PS has been widely
used to evaluate physical conditions of many cancer patients.
It has been recognized as an important prognostic factor in
many malignancies. Other studies have similarly found that
PS has prognostic value in advanced or metastatic PC after
first-line chemotherapy (5—7). Because general conditions of
patients with PC often rapidly deteriorate after first-line che-
motherapy, the indication of second-line chemotherapy
should be limited to good performance patients.

Peritoneal dissemination was also recognized as a prognos-
tic factor in this study. PC spreads easily into the peritoneal
cavity, resulting in uncontrollable massive ascites and in
deterioration of general condition. In an analysis of prognostic
factors in patients with metastatic PC from the start of first-line
chemotherapy, it was reported that peritoneal dissemination
was not a significant factor associated with shorter survival

“time. The difference in survival between patients with and
without peritoneal dissemination was not found to be signifi-
cant, but MST was 2.2 months and 3.9 months, respectively
(5). The prognostic value of peritoneal dissemination may thus
possibly be enhanced after GEM chemotherapy failure.

CRP was found to be the most significant prognostic
factor in this study. CRP is a biomarker of infection, inflam-
mation and malignancy. CRP is produced by the liver and is
induced by proinflammatory cytokines, such as interleukin-6
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or tumor necrosis factor-a (12), which are involved in
cachexia. These cytokines are associated with hypermetabo-
lism, weight loss and anorexia and, as a result, may reflect
shortened survival (13-15). The prognostic value of CRP
has been reported for patients with metastatic PC receiving
systemic chemotherapy, and the cut-off value was set at
5.0 mg/dl (5,10,11). We used this reported cut-off value for
CRP in analyzing prognosis in the present study. As a result,
the same conclusion was reached regarding the prognostic
value of CRP in patients with GEM-refractory PC. CRP
level has been reported to be a prognostic factor in many
malignancies, including hepatocellular carcinoma and color-
ectal cancer (16—23). ,

In this study, serum lactate dehydrogenase (LDH) is not
identified as a prognostic factor. LDH is an important
marker of tumor bulk and tumor load for different solid
tumors and lymphoma. Although different cut-off levels
other than 400 TU/1 were analyzed, there were no significant
differences in univariate and multivariate analyses.

MST in patients with a CRP level of <5.0 mg/dl was
2.4 months (95% CI: 1.82-2.98), which is significantly
better than the 1.4 months for patients with CRP levels
of >5.0 mg/dl. CRP level is not included as a variable in
most clinical studies of first-line chemotherapy, but it is an
important parameter for selecting appropriate patients for
clinical studies and selecting candidates for second-line
chemotherapy.

To clarify conditions for effective second-line chemother-
apy, we divided patients into two groups according to the
prognostic factors: the good prognosis group (patients with
PS 0 or 1, no peritoneal dissemination and CRP <5.0 mg/dl)
and the poor prognosis group (positive for at least one of the
three prognostic factors). MST in the good prognosis group
was 3.4 months (with the 95% CI ranging from 2.6 to 4.1
months), whereas MST in the poor prognosis group was 1.5
months. Twenty-nine patients (39.1%) were included in the
good prognosis group, the members of which could expect at
least more than 2 months survival. We consider that those
patients with favorable factors (i.e. those that comprise the
good prognosis group) are good candidates for second-line
chemotherapy. Candidates for clinical trials of new second-
line chemotherapy agents should be selected from this group
to allow accurate evaluation of survival time. In this study,
the number of patients was too small to conduct a Cox pro-
portional hazards model. Therefore, a prospective trial should
be conducted to validate these results.

Recently, several trials of salvage chemotherapy regimens
have been conducted for GEM-refractory PC, with response
rates ranging from 0 to 24% and MST ranging from 3.1 to
10.3 months (24—34). Among these regimens, oxaliplatin
combination regimens have shown promising results.
Cantore et al. reported oxaliplatin/irinotecan regimen in
which objective response was 10% and MST was 5.9 months
(24). Jacobs et al. conducted a randomized trial using rubite-
can as compared with the physician’s choice. This large
study comprised 409 patients and found an MST of
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3.6 months in rubitecan-treated patients, and 3.1 months in
control patients (25). In these studies, survival after failure
of GEM treatment was much better than that in the present
study. One of the reasons for this may be that only patients
with good PS were enrolled in the studies above. It remains
urgent to develop promising second-line chemotherapy to
prolong survival in patients with advanced PC with poor PS.

Most of the patients in the present study did not receive
other chemotherapy after GEM failure, because no other
agent was approved for the treatment of PC in Japan. In the
present study, GEM treatment was continued in 14 of the 74
patients after confirmation of progression if the patient still
had good PS, had clinical benefit, or had decreased tumor
marker levels, even after disease progression-was confirmed
by imaging (e.g. by CT). In Japan, some anti-cancer agents,
such as irinotecan and S-1, have been reported to have prom-
ising anti-cancer effects in clinical studies when adminis-
tered as monotherapies (35,36). We expect that these agents
will become available as second-line chemotherapy in many
patients in near future.

In conclusion, serum levels of CRP, PS and peritoneal dis-
semination were identified as important prognostic factors in
patients with GEM-refractory PC. These factors should be
considered in determining the treatment following first-line
chemotherapy in patients with advanced PC.
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(1,000 mg/m’ + div 30min)

41_¢_c‘:(<,%m°)1’2§“
HRESRME B3mEk 2,00050.1, 13pEk 1,0008E, EHJJUF)S—Z%Z 70,0000 &

Day1, 8, 15
jj/{ t\ IJ “/® 1A 3mg + Eﬁ 100ml) ..................... 30@;‘\\%%5}
30D RS

1 Gemcitabine DEAEE S & 1356

EI1E, 3:8%S, 1BKRES213—-RE LTHYETHRS I HRE
HEHEE LTITbh TS (H).

2) Gemcitabine I#5EDTI X

gemcitabine DI GEEZEZ H T LITL D, %@(‘*%?ﬁ%’a’:‘#
D BRI TLI TS, Tempero i, gemcitabine DG
HRTHHZ) VAL OTER SR S-E EHERFRHMIKFELTEY,
10 mg/m¥/min WS RBE LB ERETH D & W) EPEERENPS
1,500 mg/m?% 1504 C&R 5§ 5 E&EEEE (10 mg/m2/min)
RRATVWDY, 2200 mg/m? % 3043 THEG T 5 HEL DEEL
fLEBE THRBRTIZ, BHRIEITE TENAONLE P72 D
O, HEFHERRE MST) X804 B E500 A, 1FEFRIT
288% £ 90%L, BRBIEETEEICTRERIFTH AL I LIUR
Eh/9, KXEO®study groupTd b ECOGIZB W T |
gemcitabine 1,000 mg/m?\Z & A HE#¥FH 5=, gemcitabine D
SEHEEE, gemcitabine 1,000 mg/m? D EEEHER 5 & oxaliplatin
(V75 10 OffEEE (GEMOX) D3BIC X 2Kl %
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EEBLEBSES TN, FOBRIFL-NLTVES.

3) Gemcitabine &bl & DIHBEE

gemcitabine PIE¥EIRIE L UL CTHEM L2 & 3wk, ZOWRE
BARILRARB R TE 2 d 0TI\, BUE gemcitabine & DI
e DBEEPEACRHALNTVWS, ZThE T5-FU,
cisplatin (5 ¥ #®, 71 75 ®), irinotecan (% ¥ 7 }®),
oxaliplatin 7z & & OB HEEC L 2 EMHBRRBRIHESINT
W50~ Lal, %L DREHAEEICE T gemcitabine BIHIZ
HREUEDEIE LN SO0, BLrREFHHOERIZE
DHENT VRN, | |

BEfE BT H EGF (epidermal growth factor), VEGF
(vascular endothelial growth factor), B & T 5 D receptor,
MMP (matrix metalloproteinase), K-ras BIEFDORE LR LS
FEERGTFENPHALILE LY, 7 FEREORAPTTHOIT
ET\VWAH. 2006 DASCOZETIE, EGFRIEEDTERZE
erlotinib & gemcitabine D # A & gemcitabine B & D AR
FALLBREBRICBWT, FHRETARICETFHEI WEL L
MESN, EEEREDLY, LALZOEZDLTHLTHY, R
FARETHEONLIFIEEZ S L ICHERICKRETHLEND L. 0D
|37 VEGF f£ % bevacizumab, EGFR JHE% cetuximab % &2
¥ H 3N, gemcitabine & DPEREHTIT X B ERFEEBRIITHONIT
|73 % 11),12).

4) Gemcitabine ISHDEH

gemcitabine ISV DA & LT, H7A%E Tidirinotecan ¥ S-1
(54 —TAT ¥®) % EORRRBAITOI, LB SRR
DRHHNT B WM, F728-1 & gemcitabine & DBFFBIEIC
LBHEITHABRTIE, 30~40% L BARHRPPFEINL L
oY, SHHIC X BHRRBIThho0h 5.

2. ER{LFEEDER
PIRAEEDEATIEE L, ERER % RO % RFTETTH & EE
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BBEETAHCHTONS. UICCEMIZL 2 EITESET
X, BETETEIEESRD.S Wi LEREEREEEZRD S
T4NxMO (Stage ) 2%/, EREREII TxNxM1 (StagelV)
W27 5. EBEEEH TIZIIE gemcitabine I & 5 & B {bEHEEDS
BEBREL LUThbhTwas., BFETAICBWTIZ5-FUIZ X
% F B A S LB R R & L T EDIT 6T 3
A, HILEEFEE R EBD R LW I L2 b gemcitabine IZ X &
BLFERED L L fTbhTwh, Bk Tl gemcitabine % H.0v &
LIz & Bt ERIEORKRBBRICB VT, EREBA L &b IR
EATH D RNRICED 2 DOPA % kv, —7F, gemcitabineld
BRI AR B 3 S, gemcitabine 12 X A AT #R{LE
FEDAALNTVE A, B LERERIIE LN TR,

B, BrETREICB T 2EERRIEIGLARALTVS L
Wo THEIWIRRTH Y, X DERLRBFREORREE EBIT, K
B L& EE & gemcitabine 2 AW & F{LEBEIC L A KHE
RO LETH 5.

B

ZHEIPERIC & AEEBENRLS L RA DN, RIETIE gemcitabine '

% PEEEICHT BB gemceitabine-based EE{LEEE

Gemcitabine 22%(7/32) 115 44%  Penz (2001)™ _
Gemcrtabine 36% (9/25) 7.0 17%  Gallardo (2001) 19
Gemnitabine/Docetaxel 9% (4/43) 11.0 42%  Kuhn (2002) ™
Gemcitabine/Oxaliplatin 33% (11/33) 15.4 57%  Andre (2004)*
*MMC/Gemcitabine 20% (5/25) 6.7 - Kornek (2004) 2
MMC/Capecitabine 31% (8/26) 9.3 -

Gemcitabine/CDDP 28% (11/40) 84 - Thongprasert (2005) ?

Gemcitabine/Capecitabine  31% (14/45) 14.0 49%  Knox (2005)2

MST : median survival time, CDDP : cisplatin, MMC : mitomycin C
U IEER AL B ERER
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AR & L SHIBEABREIC L ) KB E VR E S
noodhs (R, LrLIh:TREL WV IEFRER
R LTWARVODRERTH S, bHFETE, RERERICRKR
BIGARIN TS WKL, tegafur/uracil (UFT),
doxorubicin (7 ¥V 73 v®), cytarabine (Fuiq KO, i 72
UoslES# & 6iR) KEShTwa. L LI OEAIT
i, BRMTOMBEENRIIELALCHETEY, HEkHE BRI
A O L EEBEORLPEE TH L. &R, DVETKE
gemcitabine % S—112 & 2 BRBEEBPTHO L, VISR AR
JEDABPPRFIN TN S,

BDDIC

B EERT BT, SRR T\ B AR
229 A CIUEREETERRHERE LTS, 46, KVA
hREENE Y AT A IEEOBRBS PRI L L BIC, &
DB ERRBOEHADETSH 5.
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