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receive laboratory examinations. To explore
the associations between calculated fluid bal-
ance and the changes in clinical signs of dehy-
dration and fluid retention, we analyzed data
from patients who achieved oral fluid intake
of 500 mL/day or less through the final 3 weeks
and had complete fluid balance data. We chose
this population, because we believe strict meas-
urements of oral intake caused unacceptable
ethical and practical burden for patients.

The patients received ordinary treatments
from their institutions. From the time of study
inclusion, the primary responsible physicians
prospectively evaluated patients weekly as
a part of routine practice, and recorded fluid
balance variables, laboratory findings, and clin-
ical signs of dehydration and fluid retention
on a structured data-collecting sheet. As covari-
ates, we recorded primary and metastatic tu-
mor sites, performance status, amount of oral

intake of fluids, presence or absence of vomit

ing, intestinal obstruction, requirement for
intestinal/ascites/pleural drainage, and use
of diuretics.

This study was approved by the Institutional

Review Board of each hospital, and conducted
in accordance with the Helsinki Declaration.

Measurements

Clinical Signs of Dehydration and Fluid Reten-
tion. The rationale for this assessment sched-
ule was described in the original study.'®!!
The degree of dehydration was assessed on
the basis of three physical findings: moisture
on the mucous membranes of the mouth (0:
moist, 1: somewhat dry, 2: dry), axillary mois-
ture (0: moist, 1: dry), and sunkenness of
eyes (0: normal, 1: slightly sunken, 2: sunken).
These signs were selected due to their signifi-
cant correlations with biological dehydration,
as previously confirmed in elderly patients.!#*
Ad hoc dehydration score (range 0-5) was
calculated as the total of these three scores.
A higher score thus indicated a higher level
of dehydration.

The severity of peripheral edema was deter-
mined through the examination of seven re-
gions: the hands, forearms, upper arms, feet,
lower legs, thighs, and trunk. Peripheral edema
severity was scored based on the degree of
increased skin thickness in the middle of each
region (0: none; 1: mild, thickness of <5 mm;

2: moderate, 5-10 mm; 3: severe, >10 mm).
The peripheral edema score (range 0-21) was
calculated: as the total of the severity scores for
the seven regions. A higher score indicated
moi’e severe edema. .

" Pleural effusion and ascites were each rated
on a scale of 0-2 (0: physically nondetectable,
1: physically detectable but asymptomatic, 2:
symptomatic or tense ascites). We did not use
diagnostic imaging to determine pleural effu-
sion and ascites severity, due to unacceptable
burden for patients,

Fluid Balance. For calculations of fluid bal-
ance, we recorded volume of urine, fluid
drainage (intestinal, pleural, or ascites), and
vomiting as output data. These parameters
were measured based on clinical’ require-
ments. The daily volume of fluid drainage
and vomiting was defined as the mean value of
total daily volume in the previous week. Fluid
balance was calculated by subtracting the total
daily output (the total amount of urine, vomit-

-ing, and intestinal, pleural, and ascites drain-

age) plus insensible water loss (assumed as
500 mL/day) from the total daily volume of
artificial hydration.”*%!® QOral intake fluid
was not included, because all patients enrolled
in this analysis consumed 500 mL/day or less
throughout the last 3 weeks.

Statistical Analyses
Due to its exploratory nature, we performed
multiple analyses in this study.

Association Between Hydration Volume and Labora-
tory Findings. We divided patients into two
groups: those who received artificial hydration
of 1L/day or more during both 1 week and
3 weeks before death (hydration group) and
those who did not (nonhydration group).
This classification was determined on the basis
of actual data distributions, and the other clas-
sifications achieved similar results.

First, we compared the albumin, BUN/creati-
nine, sodium, and potassium levels in the last
week between the hydration and nonhydration
groups. Second, we compared the prevalence of
hypoalbuminemia (<2.0 g/L), azotemia (BUN/
creatinine >72), hypernatremia (>145 mmol/
L), hyponatremia (<130 mmol/L), and hyperka-
lemia (>6.0 mmol/L) in the last week between
the groups. Third, we examined the interactions
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between hydration group and the changes in al-
bumin, BUN/ creatinine, sodium, and potassium
levels during the Jast 3 weeks with repeated mea-
suremnent analysis. The last analysis was conducted
only on the patients who had laboratory examina-
tions both Sweeksund 1 week before death. To ad-
just for the potendal effects of covariates, we
comparcd the frequency of each covariate be-
tween the hydration and nonhydration groups,

and thareatier, we conducted subgroup analyses
for patients with covariates whose frequency was
significandy different berween the groups. In ad-
dition. we calentated adjusied Pvalues by entering
the covariates into the repeated measurement
analysis maodcls.

Associations Between Caleulated Fluid Balance and
Clinical Sions of Dehydration and Fluid Reten-
tion. We compared the calculated fluid balan-
ces 1 week hefore death between the patients
whose dehvyelration and edema scores in-
creased by three o nove polnts) and ascites
and plaunal effusion scoves increased (by one
or more point in the final 3 weeks and those
whose scores did not inarease. Then, we calcu-
lated correlation coefficients between calculated
fluid balance and the changes in these scores
during iha fast 3 weeks,

Univariaie analyses

were conducted using
the Chisounre test (Risher’s exact methods),

Studernit’s t, or Mann-Whitney Utest, where
appropriate. All analyses were performed us-
ing the Suadstical Paclinge for Social Science
(ver. 11.5).

Results

Of 784 patents initially recruited, 424 pa-
tients were excluded due to short administra-
tion periods of less than 3 weeks (n=323),
longer survival over observation periods
(n=25b), prior communication difficulty
(n="2%. medical complications (n=27), dis-
chayge (1= 5), or use of artificial enteral nutri-
tion {(n=13 Thus, a total of 310 patients
completed the ongingl study, and 226 patients
had abdominal malignancies. For this study,
data from a total of 125 patents (55%) who re-
ceived laborarory examinations during‘the last
weck were unalyzed. 'There were no statistically
significant differences in patient age, gender,
primary site, performunce status, or treatment

Table 1
Characteristics of Included and Excluded
Patients with Abdominal Malignanc.iesu

Included Excluded
(n=125) (n=101) P
Age 67 +13 BO£10  0.25
% (n) % (m)
Gender (male) 49 (61) 46 (45) 0.53
Primary site .
Stomach 38 (48) 26 (26) 0.39
Colon 22 (27) 14 (20)
Pancreas 14 (17) 12 (17)
Rectum 14 (18) 12 (18)
Bile duct 4.0 (5) 4.8 (7)
Ovary 4.0 (5) 3.4 (B)
Others . 7.2 (9) 5.5 (8)
Performance status at enrollment
=2 23 (29) 19 (19) 0.20
3 39 (49) 43 (43)
4 ‘ 38 (47) - 39 (39)
Treatment settings
Oncology 26 (32) 17 (17) 0.11
Palliative 74 (93) 84 (84)
care/home :

settings between the included and excluded
patients (Table 1).

Association Between Hydration Volume
and Laboratory Findings

Table 2 summarizes patient characteristics of
the hydration and nonhydration groups. There
were significant differences in the frequency
of peritoneal metastases, the degree of oral in-
take of fluids, and the frequency of intes-
tinal drainage between the groups. The mean
hydration volume in the hydration group was
1458 + 514 ml./day 3 weeks before death,
1296 + 418 mL/day 1 week before death, and
857 .4 622 mL/day 24 hours before death.
Hyperalimentation was performed in 59% of
the hydration group (n = 26) 3 weeks before
death and in 27% (n = 12) 24 hours before
death. All artificial hydration was performed
via intravenous routes.

Albumin, BUN/Creatinine, Sodium,
and Potassium Levels in the Last Week

In the entire sample, in the subgroups of pa-
tients with peritoneal metastases, and in the
subgroups of patients with oral intake of fluids
<500 mL/day, the mean albumin levels were
significantly lower in the hydration group
than in the nonhydration group (Table 3).
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Table 2
Patient Characteristics of Hydration and Nonhydration Group
Hydration Group (n=44) Nonhydration Group (n=81) P
Age 66+ 14 68412 0.41
% n % n
Gender (male) 55 (24) 46 (37) 0.84
Primary site ] 0.082
Stomach 55 (24) 30 (24)
Colon 18 (8) 23 (19)
Pancreas 16 (7 14 (11)
Rectum 45 (2) 14 11)
Bile duct 2.3 (1) 49 (4)
Ovary 0 6.2 (5)
Others 4.5 (2) 8.6 (7)
Metastatic sites
Lung 14 (6) 25 (20) 0.15
Pleura 18 (8) 21 17 0.71
Liver 43 (19) 46 (37) 0.79
Peritoneum 77 (34) 59 (48) 0:043
Complications and treatments ' :
Oral intake fluids <500 mL/day 1 week before death 84 (37) 52 (42) <0.001
Vomiting 39 (17) - 27 (22) 0.19
Intestinal obstruction 66 (29) 54 (44) 0.21
Intestinal drainage 30 (13) 7.4 (6) <0.001
Ascites drainage 18 (8) 9.9 (8) 0.18
Pleural drainage 2.3 1 25 (2) 1.0
Diuretics 34 (15) 41 (33) 0.47
There were no significant differences in mean in the subgroup of patients with oral intake of
BUN/creatinine, sodium, or potassium levels fluids <500 mL/day, with a marginal statistical
between the groups. significance. There were no significant differ-
ences in the prevalence of azotemia, hyperna-
. . tremia, or hyperkalemia between the groups.
Prevalence of Hypoalbuminemia, Prerenal
Azotemia, Hyper/Hyponatremia, and
Hyperkalemia in the Last Week Interaction Between Hydration Group and
In the entire sample and in the subgroup of the Changes in Albumin, BUN/Creatinine,
patients with oral intake of fluids <500 mL/ Sodium, and Potassium Levels During the
day, the prevalence of hypoalbuminemia was Last 3 Weeks
significantly higher in the hydration group A total of 93 patients (74% of 125 analyzed pa-
than in the nonhydration group (Table 4). tients) received laboratory examinations both 3
The prevalence of hyponatremia tended to be weeks and 1 week before death. There were no
higher in the hydration group than in the non- statistically significant differences in patient
hydration group, both in the entire sample and age, gender, and primary site between the
Table 3

Laboratory Findings in the Last Week

All samples

Patients with Peritoneal

Patients with Oral Intake

Metastasis Fluids <500 mL/day
Hydration Nonhydration Hydration Nonhydration Hydration Nonhydration
Group Group Group Group Group Group
(n=44) (n=_81) P (n=34) (n=48) P (n=37) (n=42) P
Albumin (g/L) 2.4+£052 27£050 0.005 24049 27+055 0025 24053 27050 0.005
BUN/creatinine 46 £ 20 40 £ 21 0.18 4820 40 + 18 0.069 48 £ 20 42 + 22 0.19
Sodium (mmol/L) 135 £64 186+ 5.3 048 136+£66 135+5.0 032 13566 136 5.1 0.33
Potassium (mmol/L) 44072 444088 091 43+073 43+094 0091 432072 434098 0.03
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Tuble 4

Prevalence of Abnormal Laboratory Findingsin the Last Week

Patients with Patientswith Oral Intake
All Samples Peritoneal Metastasis Fluids <500 mL/day
Hydration Nonhydration Hydration Nonhydration Hydration Nonhydration
Group Group Group Group Group Group
{n=44) (n=281) (n=34) (n=48) (n=2387) (n=42)
% n % n P % n % n P % n % n P
Hypoalbuminemia 23 (10) 86 (7) 0.028 21 (7 10 (5) 020 24 (9 4.8 (2) 0.020
(<2.0g/L) .
Prerenal azotemia® 11  (5) 6.2 () 0.37 12 (4) 4.2 (2) 039 14 (5) 7.1 (3) 0.39
Hypernatremia 6.8 (3) 4.9 (4) 0.70 88 (8) 2.1 (1y 0.31 81 (38) 4.8 (2) 0.66
(>145 mmol/L)
Hyponatremia 27 (12) 14 (11) 0.074 21 (7) 19 (9) 0.91 27 (10) 12 (5) 0.087
(<130 mmol/L) . .
Hyperkalemia 0 4.9 (4) 030 29 (1) 8.3 0.39 0 4.8 (2) 0.50

(>»6.0 mmol/L)

“BUN/creatinine >72.

patients who had laboratory data at the two
points in time and those who had only one-
point data (data not shown). Fig. 1 demon-
strates that there was a statistically significant in-
teraction Dbetween hydration group and
changes in albumin level (2.8 £ 0.68 mg/dL 3
weeks before death o 2.4 + 056 mg/dL 24
hours before death in the hydration group vs.
28 £ 053 to 26 4 04bmg/dL in the

nonhydration group). There were no signifi-
cant interactions between the hydration group
and changes in the BUN/creatinine, sodium,
or potassium levels during the last 3 weeks (34
=+ 15, 3 weeks before death, to 44 + 17, 24 hours
before death in the hydration group, vs. 31 £17
to 39 &+ 20 in the nonhydration group; 134 =+
6.1 to 186 + 6.6 mmol/L vs. 135 + 4.7 to 136
4+ 58mmol/L; 44 £ 0.65 to 44 + 0.68

g/L Albumin BUN/creatinine
2.8
P=0.015
2.8
\ 45
2.7 A / P=0.58
-
\ ..
. 40
2.6 \ % . 2
-
L4
2.5 Pl
\ 35 =
d .
2.4 .’
L
e
2.3 + 30
3 weeks before death 1 week before death 3 weeks before death 1 week before death
mmol/L Sodium mmol/L Potassium
140 5.0
P=0.67 P=0.75
138 4.8
136 el 4.6
L /
134 4.4 O ——
/ e
132 4.2 - "
o -
130 4.0

3 weeks before death 1 week before death

3 weeks before death 1 week before death

Fig. 1. Association between hydration practice and changes in laboratory findings. (O) Hydration group

(n=37); (@) nonhydration group (n= 56).
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Flnid Balance in the Final 3 Weeks (n=53)

3 Weeks Before Death

1 Week Before Death

24 Hours Before Death

Calculated fluid balance
Median (range)
Ranges

—400 (—1600, 757)

—521 (—1750, 493)

—421 (—2086, 1057)

<—1000 mL/day 9.4% (n=235) 19% (n=10) 13% (n=17)
—1000 to —500 mL/day 38% (n=20) 36% (n=19) 32% (n=17)
—499 to 0 mL/day 38% (n=20) 34% (n=18) 34% (n=18)
1-500 mL/day 11% (n=06) 11% (n=86) 17% (n=9)
>500 mL./day 3.8% (n=2) : 0 . 3.8% (n=2)
Output data
Urine volume (mean, mL/day) 951 + 492 876 £478 590 £ 460
Drainage volume (median, mL/day)
Vomiting 29 (n=12) 71 (n=28) 14 (n="17)
Intestinal 160 (n=12) 116 (n=12) 127 (n=16)
Ascites 214 (n=16) 157 (n=5) 0
Pleural effusion 286 (n=3) 71 (n=13) 186 (n=2)
mmol/L vs, 4.2 + 0.66 to 4.4 £ 0.91 mmol/L; Discussion

respectively).

Associations Between Calculated Fluid
Balance and the Changes in Clinical
“Signs of Dehydration and Fluid Retention

Of 113 patients who consumed 500 mL/day
or less fluid intake orally throughout the last 3
weeks, 53 patients had complete fluid balance
data. There were no statistically significant dif-
ferences in patient age, gender, and primary
site between the included and excluded pa-
tients, but the included patients were signifi-
cantly more frequently recruited from
oncology settings (data not shown). The per-
centages of patients receiving artificial hydra-
tion of 500 mL/day or more was 92% 3
weeks before death, 83% 1 week before death,
and 72% 24 hours before death.

Table 5 summarizes the fluid balance data
during the final 3 weeks. The percentage of pa-
tients with positive calculated fluid balance was
less than 25% thrc%ughout the three study
points.

The calculated fluid balance was not signifi-
cantly different between the patients with dete-
rioration in scores of dehydration, edema,
ascites, and pleural effusion during the last 3
weeks and those without (Table 6). Moreover,
the calculated fluid balance was not signifi-
cantly linearly correlated with the changes in
dehydration, edema, ascites, and pleural effu-
sion scores (p=0.012 and 0.93; p =0.051 and
0.72; p=0.14 and 0.30; p=0.085 and 0.55,
respectively).

"This is, to the best of our knowledge, the
first multicenter prospective study to explore
the association between artificial hydration
practice and laboratory findings, as well as be-
tween fluid balance and clinical signs of dehy-
dration and fluid retention in the last week of
life in terminally ill cancer patients.

One of the important findings of this study
was that active hydration was significantly asso-
ciated with hypoalbuminemia. This interaction
of artificial hydration with the changes in albu-
min levels during the last 3 weeks remained
statistically significant after adjusting multiple

Table 6
Fluid Balance of the Patients With
and Without Deteriorated Scores of’
Dehydration and Fluid Retention

Mean Median
(mL/day) (mL/ day) P

Dehydration score® 0.79
+3 or more (n=11) —475 4453 ~400
+2 or less (n=42) ~572 4+ 547 ~572

Edema score’ ) 0.87
+3 or more (n=20) —582-542 —450
+2 or less (n=33) ~534 4524 —549

Ascites score’ 0.23
+1 or more (n=10) ~—365+£518 —250
0 or less (n=43) —596 =524 —535

Pleural effusion score® 0.14
+1 or more (n=>5) —284+773 93
0 or less (n=48) —580 4497 ~572

“Calculated from three physical findings. A higher score indicates
a higher level of dehydration, with possible range of 0-5.
bCalculated from seven physical findings. A higher score indicates
a higher level of peripheral edema, with possible range of 0-21.
‘Rated as 0 (physically nondetectable) to 2 (symptomatic).
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covariates. The potential mechanism of this
phenomenon includes dilution by a large
amount of fluids in artificial hydration therapy,
and this finding supports a clinical assumption
that excessive artificial hydration could result
in fluid retention through decrease in colloid
osmotic pressure, 1?1517

The second important finding of this study
was that, even when artificial hydration was
not actively performed, sodium and potassium
levels in the last week were within essentially
normal ranges in a great majority of patients.
In this study, median of calculated fluid bal-
ance was —400 ml/day or less throughout
the last 3 weeks and only 20% of the patients
had positive fluid balance. Nonetheless, hyper-
natremia and hyperkalemia were identified in
less than 10% of the patients. These findings
are consistent with preliminary empirical find-
ings from hospice settings that, even in pa-
tients who received no artificial hydration,
mean sodium and potassium levels were within
normal ramges.g"f”(3 Therefore, it is assumed
that serious sodium and potassium imbalance
is not always common in terminally ill cancer
patients, even if they do not receive active arti-
ficial hydration. These results suggest that the
physiology of water metabolization in the ter-
minal stage of cancer might be different
from thatin healthy or acute stage patients, be-
cause insensible water loss, depending on calo-
ric expenditure, might be smaller in patents
with cachexia and lower mental activity,9‘15
and/or because fluid shift could occur from
the third space to the intravenous component.
Physiological studies to clarify water metabo-
lism and amount of water required for termi-
nally ill cancer patients are strongly needed.

Of special note was that BUN/creatinine
levels constantly increased in the last 3 weeks
regardless of whether the patients received
artificial hydration therapy or not. This finding
supports a hypothesis suggested by an observa-
tional study on a small number of abdominal
cancer patients that the pathophysiology of de-
hydration in terminally ill cancer patients is in-
travenous water depletion caused by fluid shift
from the intravascular component to the inter-
stitial spaces, not total body dehydration.!” It
suggests that artificial hydration therapy does
not always alleviate water depletion under the
condition in which administered water cannot
be maintained in the intravascular component,

due to increased membrane permeability and/
or decreased colloid osmotic pressure.

The third important finding of this study is
that calculated fluid balance was not strongly
associated with changes in clinical signs of de-
hydration and fluid retention. This finding re-
flects a hypothesis that not total fluid deficit
but fluid shift from intravascular components
to interstitial spaces is a major factor in the de-
velopment of fluid retention in terminally ill
cancer patienrs.17 The clinical implication of
this finding is that fluid balance study is not
an appropriate alternative to direct evaluation
of patient symptoms.

This study clearly has multiple major limita-
tions, and interpretation of the findings re-
quires special caution. First, laboratory and
fluid balance studies were performed accord-
ing to clinical requirements, and all patients
did not receive these examinations. We believe,
however, that this is an acceptable limitation of
this study, because clinical research designed to
obtain these examinations from all terminally
ill patients is practically and ethically difficult
and would result in unacceptable recruitment
bias, and because patient backgrounds were
notsignificantly different between the included
and excluded patients. Second, this is an ob-
servational study, and therefore contains some
treatment bias. Third, study subjects were limited
to those with abdominal malignancies, and
thus the results might notbe applicable to other
patients. Fourth, because calculated fluid
balance did not include actually measured in-
sensible water loss and oral intake volume,
the fluid balance data calculated in this study
might be over or underevaluated. Fifth, we in-
vestigated only fluid volume, and electrolytes
or calories (hyperalimentation or not) adminis-
tered for each patient was not considered. Sixth,
reliability of the measurement schedule adop-
ted in this study was not formally established. Fi-
nally, the small sample size made several
statistical analyses difficult and limits generaliza-
tion of the conclusions.

In conclusion, active artificial hydration
could result in hypoalbuminemia, with no
clear beneficial effects on normalizing BUN/
creatinine, sodium, or potassium levels, and
fluid balance does not strongly correlate with
actual changes in clinical signs of dehydration
and fluid retention. Calculated fluid balance
would not be an appropriate alternative to
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direct monitoring of ,pfnfen.t. symptoms; More
study is clearly neededite determine the role
of artificial hydration therapy in the last
3 weeks for the terminally ill cancer patients.
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Appendix
Japan Palliative Oncology Study Group

The members of this group are Taketoshi Ozawa, MD, Palliative Care Unit, Yokohama Kosei Hospi-
tal; Chikako Kato, MD, Hospice, St. Francis Hospital; Yoshiyuki Kizawa, MD, Palliative Care, Tsukuba
Medical Center Hospital; Takeshi Okabe, MD, Okabe Clinic; Hiroyuki Kohara, MD, PhD, Palliative
Care, National Sanyo Hospital; Yasuo Shima, MD, Palliative Care, National Cancer Hospital East; Kaya-
ko Shimamura, MD, Hospice, Kyuseigun Kiyose Hospital; Yoshikazu Chinone, MD, Palliative Care, Jap-
anese Red Cross Medical Center; Yoshi Tsukiyama, MD, Department of Palliative Medicine, Wakayama
Medical University; Junichi Tsunoda, MD, Palliative Care, Sannou Hospital; Kenji Nishitateno, MD,
General and Medical Director, Peace House Hospice; Akitoshi Hayashi, MD, Director of Hospice Ser-
vice, The Japan Baptist Hospital; Yoshifumi Honke, MD, Department of Palliative Care, Hiroshima
Prefectural Hospital; Hideaki Nagai, MD, PhD, Department of Palliative Medicine, National Tokyo
Hospital; Makoto Miyoshi, MD, Palliative Care, Kitakyushu Municipal Medical Center; Kinomi Yomiya,
MD, Palliative Care, Saitama Cancer Center; Fumiki Asanuma, MD, Department of Surgery, Kitasato
Institute Hospital; Yoshikazu Ashino, MD, Department of Surgery, Fukushima-rosai Hospital; Hisanao
Ohkura, MD, Medical Oncology Division, Ibaraki Kenritsu Chuo Hospital & Gancer Center;, Hiroyuki -
Otani, MD, Department of Internal Medicine, Second Teaching Hospital, Fujita Health University
School of Medicine; Nobuhiro Tsukada, MD, Department of Internal Medicine, Saiseikai Center Hos-
pital; Nobuhisa Nakajima, MD, Department of'Surgery, Sapporo Social Insurance General Hospital;
Akira Hoshino, MD, Department of Surgery, Iwate Prefectural Kitakami Hospital; Toshihiro Matsuura,
MD, Department of Gastroenterology, Chubu National Hospital;:Takatsugu Kawagoe, MD, Depart-
ment of Surgery, Toki General Hospital; Takuya Aoki, MD, PhD, Respiratbry Division, Department

of Internal Medicine, Saiseikai Central Hospital; and TakayukJ Kaburagi, MD, Internal Medicine, Ibar-
aki Kenritsu Chuo Hospital & Cancer Center.
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Phase [l study of a 4-week capec:tablne regimen in advanced

or recurrent gastric cancer
Junichi Sakamoto?, Keisho Chin®

, Ken Kondo®, Hiroshi Kojima®,

Masanori Terashima®, Yoshitaka Yamamura , Toshlmasa Tsujinaka®,
Ichinosuke Hyodo", Wasaburo Koizumi' and on behalf of the Clinical Study

Group of Capecitabine

Our objective was to evaluate the efficacy and safety of
capecitabine in chemotherapy-naive patients with
unresectable advanced or metastatic gastric cancer. An
open-label multicenter phase Il study was conducted for
previously untreated patients with advanced or metastatic
gastric cancer. Oral capecitabine 828 mg/m? twice daily
was given on days 1~21 every 4 weeks. Baseline
characteristics of 60 enrolled patients were: male/female
49/11, median age 64 years (range 28-74), good
performance status (ECOG 0-1) in 98% of patients and
27 patients had prior gastrectomy (45%). A median of

4 treatment cycles were administered (range 1-37). Five
patients were excluded from the efficacy analysis because
they did not meet eligibility criteria. The overall response
rate (RR) in the evaluable patient population (n=55) was
26% [95% confidence interval (95% CI) 15-39%] and a
further 28% of patients had stable disease. The overall RR
in the intent-to-treat population (n=60) was 23% (95% CI
13-36.0%). Median time to progression in the evaluable
patient population was 3.4 months (95% CI 1.8-6.1)

and overall survival time in the intent-to-treat population
was 10.0 months (95% Cl 6.4—13.6). The most frequent
grade 3/4 drug-related adverse event was hand-foot
syndrome (13%), but this was readily managed by
treatment interruption and dose reduction. No patients

Introduction

Since 5-fluorouracil (5-FU)-based chemotherapy prolongs
survival compared with best supportive care alone [1],
many phase III studies involving 5-FU-based combination
regimens for advanced gastric cancer have been reported
{2-4]. However, the definitive standard regimen has not
vet been established and 5-FU monotherapy remains as
one of the reference control regimens. The results of the
randomized JCOG9205 phase I1I study comparing 5-FU
continuous infusion (5-FUci) with 5-FU-cisplatin, and
uracil/tegafur-mitomycin C have recently become avail-
able [4]. These show that median overall survival does
not differ between 5-FUci and 5-FU-cisplatin, despite a
significant difference in response rate (RR) and progres-
sion-free survival (PFS) favoring 5-FU—cisplatin [4].

Capecitabine (Xeloda) is an oral fluoropyrimidine carba-
mate designed in Japan to deliver 5-FU preferentially

0959-4973 © 2006 Lippincott Williams & Wilkins

developed grade 3/4 drug-related diarrhea, vomiting,
leukopenia or thrombocytopenia. We conclude that this
4-week regimen of capecitabine showed promising activity
and was well tolerated as first-line therapy for advanced/
metastatic gastric cancer. Further investigation of this
regimen is warranted. Anti-Cancer Drugs 17:231-236 © 2006
Lippincott Williams & Wilkins, .
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to tumor cells. After oral administration, capecitabine is
rapidly and extensively absorbed through the intestine

‘as an intact molecule, and is then metabolized to 5-FU

in three steps. In the first step, capecitabine is
hydrolyzed by carboxylesterase (primarily in the liver)
to form 5'-deoxy-5-fluorocytidine (5-DFCR). The next
step is mediated by cytidine deaminase, which is
highly active in tumor cells and in the liver, and converts
5.DFCR to 5-deoxy-5-fluorouridine (5'-DFUR).
Thymidine phosphorylase (TP), which is significantly
more active in tumor tissue than in adjacent healthy
tissue, finally converts 5-DFUR to 5-FU. With each
successive conversion step, capecitabine potentially
reduces the systemic exposure to 5-FU, while in-
creasing 5-FU delivery to tumor tissues [5]. Conse-
quently, capecitabine avoids some of the gastrointestinal
toxicities (e.g. diarthea) that are commonly observed
with 5-FU. :
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Based on preliminary clinical studies [6-8], capecitabine
1255mg/m* twice daily administered for 2 weeks
followed by a 1-week rest period was adopted globally
in many subsequent trials. However, in a Japanese phase 1
study using continuous administration. of capecitabine
[9], the maximum tolerated dose (MTD) was 1255 mgm2
twice daily, with skin fissures and gastric ulcers noted
as the dose-limiting toxicities. Consequently, a 4-week
intermittent regimen (3 weeks of drug administration and
1 week of rest) of capecitabine 828 mg/m* twice daily was
recommended by the investigators as a Japanese regimen for
phase II studies [9]. This lower dose and prolonged
administration period was selected to sustain both safetry
and dose intensity. In a small pilot study in patients with
advanced gastric cancer [10], this 4-week regimen of
capecitabine yielded a RR of 24% in chemotherapy-naive
patients and showed a good safety profile without severe
diarrhea. ‘

On the basis of these findings, we conducted a larger
‘phase II study with capecitabine to confirm the activity
and safety of this 4-week regimen in patients with
advanced gastric cancer.

Patients and methods

Study design

This study was designed as an open-label multicenter
phase II study in accordance with the Good Clinical
Practice guidelines for clinical trials in Japan and the
Declaration of Helsinki. The study protocol was approved
by the ethics committee of each institution. Written
informed consent was obtained from all patients.

Patients

All patients had to have histologically confirmed gastric
cancer with measurable lesions. Eligibility criteria were as
follows: ECOG performance status 0-2, an expected
survival time of > 3 months and an age at enrolment of
20-75 years. Patients were required to meet standard
criteria for hematologic, hepatic and renal status:
leukocytes 4000-12 000 cells/mm?; platelets > 100000
cells/mm?; hemoglobin > 9.0g/dl; GOT (AST), GPT
(ALT) and Al-p < 2.5 x upper limit of normal (ULN) for
the center; total bilirubin and creatinine < 1.5 x ULN.
Patients were required to be chemotherapy-naive (in-
cluding post-operative adjuvant chemotherapy) for gastric
cancer and to have received no radiotherapy to target
lesions. Surgery and/or immunotherapy was tc have
been completed 4 and 2 weeks prior to the initiation
gof capecitabine, respectively. Major exclusion criteria
were as follows: active peptic ulcer, pregnant or
lactating women, central nervous system metastases,
inability to take meals due to underlying disease and
blood transfusion within 2 weeks of the screening
blood test. 4

Dosage and dose modifications
Capecitabine 828 mg/m® was taken orally twice daily
within 30 min after breakfast and dinner. The actual dose

-of capecitabine administered was determined according

to the patient’s body surface area (BSA) as follows:
BSA < 1.31m%=900 mg/dose,  1.31 m? < BSA < 1.64m?
= 1200 mg/dose and BSA = 1.64 m* = 1500 mg/dose. A
dose of 600 mg twice daily was used when patients who
were treated initially at the lowest dose level needed dose
reduction. Each cycle of therapy consisted of 3 weeks
of administration of capecitabine and a 1-week rest period.
Patients were scheduled to receive at least 2 cycles of
treatment unless they had disease progression, severe and
uncontrollable adverse events or withdrew consent.

* Throughout the study, chemotherapy (other than capeci-

tabine), immunotherapy, hormonal therapy and administra-
tion of systemic steroids were prohibited.

When drug-related grade 3 adverse events (excluding
anorexia, nausea, vomiting, alopecia, malaise, taste
abnormality, lymphopenia and increased bilirubin) oc-
curred, capecitabine administration should be inter-
rupted until the events had resolved to grade 0 or 1.
Treatment could be restarted at the same dose after the
first interruption. After the second interruption, the dose
of capecitabine should be reduced to one level below the
starting dose (i.e. 600, 900 or 1200 mg/dose as appro-
priate). Study treatment was discontinued in patients
who developed grade 4 drug-related adverse events,
except for lymphopenia.

Study assessments

Before enrollment, demographic characteristics, symptoms
and signs of disease were evaluated in each patient.
Laboratory, electrocardiography and imaging studies of all
lesions were also performed. The results served as baseline
data for the assessment of efficacy and safety. Toxicities
were evaluated every 2 weeks during the first 2 cycles and
every 4 weeks thereafter. Drug compliance was reviewed at
the patients’ regular visits by retrieving drug boxes and
checking unused tablets. Survival in all patients was
monitored for 1 year after the last patient was enrolled.

Evaluation of response and safety

Tumor responses were assessed every 4 weeks and
evaluated according to WHO response criteria [11].
Evaluation was performed by the investigators and an
Independent Review Committee (IRC).

Adverse events were assessed according to the National
Cancer Institute of Canada Common Toxicity Criteria
(NCIC-CTQ) grading system [12]. Safety was evaluated
in al]l patients who received capecitabine treatment.
Hand-foot syndrome (HFS; palmar—plantar erythrody-
sesthesia) was classified based on clinical and functional
domains as outlined in Table 1.
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Table 1 Grading scale of HFS

Grade Clinical domain

Functional domain

1 numbness, dysesthesia/paresthesia, tingling, painless
2 painful erythema, with swelling
3 moist desquamation, ulceration, blistering, severe pain

discomfort that does not disrupt normal activities
discomfort that affects activities of daily fiving
severe discomfort, unable to work or perform activities of daily living

Statistical methods

The target number of patients for accrual was 60. Given
an expected RR of 25%, a threshold RR of 10% and a one-
tailed probability of 0.025, the statistical power was 80%.
All eligible patients were included in the efficacy analysis.
The 95% confidence interval (CI) of the RR was
calculated by the exact method, assuming a binomial
distribution of data.

Treatment duration was defined as days from the initial
to the last administration of capecitabine. Dose intensity
was calculated by cumulative dose/treatment duration.
Time to tumor progression (TTP) was calculared as the
time from the first administration of capecitabine to
disease progression or death, if the patient died before
progression. Overall survival was defined as the time from
study enrolment to death. These were calculated by the
Kaplan-Meier method.

Results

Patient characteristics

A rtotal of 60 patients were enrolled between February
1999 and April 2001. Their baseline characteristics are
shown in Table 2. Median age was 64 years (range 28-74
years). The majority of patients had a good performance
status (0 or 1). The major metastatic sites were lymph
nodes and liver. All 60 patients received at least one dose
of capecitabine and were included in the safety analysis.
Although the investigators evaluated response in all
patients, five patients did not meet the eligibility criteria
(blood transfusion within 2 weeks preceding screening
test, and elevated white blood cell count, bilirubin and
AST at screening) and were excluded by the IRC.

Treatment duration

A median of 4 treatment cycles were administered (range
1-37). The median duration of treatment was 3.1 months
(range 0.1-35.8 months). The median cumulative dose of
capecitabine was 190 g (range 12-1629 g). Median dose
intensity was 1870 mg/day (range 1198-3000 mg/day).
Twenty-one of 60 patients (35%) were treated for at least
20 weeks and 10 patients (17%) were treated for more
than 40 weeks. Reasons for treatment discontinuation
were progressive disease (72%), drug-related adverse
events (13%), adverse events not related to capecitabine
(8%) and other (ineligible patient, salvage surgical
therapy and withdrawal of consent). Compliance with
capecitabine was maintained over 90% in all patients.

Table 2 Patient characteristics at baseline (n=60)

No. patients %

Median age [years (range)] 84 (28-74)
Male/female 49/11 82/18
ECOG performance status

0 44 73

1 ' 16 25

2 1 2
Gastrectomy .

Yes ' i 27 45

No ' 33 55
Histology ’

Differentiated . 31 52

Undifferentiated 29 48
No. metastatic sites

1 : 45 75

>2 15 25
Sites of metastasis

lung 2 3

liver . 27 45

lymph node 41 68

others 5 10
Efficacy

The anti-tumor efficacy of capecitabine is shown
in Table 3. The overall RR confirmed by the IRC in
55 evaluable patients was 26% (95% CI 15-39.0%),
including 7% of patients who showed a complete
response. The median duration of response in patients
with a complete or partial response was 8.8 months (range-
2.7-29.6 months). The median TTP was 3.4 months
(95% CI 1.8-6.1 months). On the other hand, the overall
RR in the intent-to-treat population was 23% (95% CI
13-36.0%). Median overall survival calculated in all
60 patients was 10.0 months (95% CI 6.4-13.6 months)
and the 1-year survival rate was 42%. The Kaplan-Meier
plot of overall survival is.shown in Fig. 1.

Safety

Common drug-related adverse events were HES (57%),
anorexia (28%), nausea (27%) and diarrhea (20%). The
majority were grade 1 or 2 (Fig. 2). The most frequent
drug-related grade 3/4 adverse event was HFS (13%), but
it was managed relatively easily by treatment interruption
or dose reduction. There were no episodes of grade
3/4 vomiting or diarrhea, which were defined as dose-
limiting toxicities in preliminary studies conducted in the
US and Europe [6,7].

" Frequently reported drug-related laboratory abnormalities

were: lymphopenia (63%), decreased erythrocytes (55%),
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Table 3 Anti-tumor response of capecitabine

No. patients (%)

Assessed by
investigators

Confirmed by IRC
(n="55; evaluable

(n=60; ITT population)
population)
Response
complete response (CR) 3 (5) 4.(7)
partial response (PR) 11 (18) 10 (18)
stable disease (SD) 20 (33) 16 (29)
progressive disease 21 (35) ‘ 19 (35)
Not evaluable® 5 (8) 6 (1)
Overall RR {9% (95% CI)] 23 (13-36) 26 (15-39)
Disease control {CR/PR + SD) rate (%) 57 55 (41-68)

*Inadequate posi-baseline observation.

10.0 months (95% CI'6.4-13.6)
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o
)

!
.
:
:
:
X
:
:
.
'
.
:
:
:
:
'
'

30 ;

20 - '

10+

O T T T H |‘ T T T T T T T 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months
Overall survival (n=60).
Fig. 2
100 O Grade 1/2

@ g0 B Grade 3/4
g
0
& 60
]
T 40
Q
©
& 20

: 1

.{\\(\Q’ q.;&\‘.\\o"

Common treatment-related clinical adverse events (more than 15% of
patients).

decreased hemoglobin (50%), increased AST (GOT)
(38%), hyperbilirubinemia (37%), hyperglycemia (37%),
decreased hematocrit (37%), leukopenia (32%) and
granulocytopenia (30%). Common grade 3/4 drug-related

laboratory abnormalities were lymphopenia (43%)‘ and
hyperbilirubinemia (23%).

Treatment was discontinued in eight patients due to
drug-related adverse events (increased bilirubin levels in
three patents, HFS in two patients, and anorexia,
rupture of abdominal aortic aneurysm and gastric
perforation in one patient each). Dose reduction was
needed in three patients with HFS, and one patient with
grade 2 leukopenia and granulocytopenia. One patient
died from rupture of an abdominal aortic aneurysm after
the third cycle of treatment and this case was considered
to be a treatment-related death.

Discussion

Capecitabine has shown consistently good efficacy and
tolerability in solid tumors, especially in colorectal cancer
[13,14] and breast cancer [15-17]. In addition, capecita-
bine offers the convenience of oral administration and has
an improved tolerability profile compared with i.v. bolus
5-FU, resulting in less resource utilization in metastatic
colorectal cancer [18,19]. There dre also several promis-
ing reports of capecitabine monotherapy [20,21] and
combination therapy [22,23] in advanced gastric cancer.
Currently, a couple of phase III trials including capeci-
tabine combination regimens are ongoing in Korea and
the UK [24]. Most of these trials are based on a 3-week
capecitabine schedule (2 weeks on and 1 week off).

We conducted a phase II study with a 4-week regimen of
capecitabine (given on days 1-21) according to the
recommendation of a Japanese phase I study [9], and
showed that this regimen was active and well tolerated
in advanced gastric cancer. The RR was 26%, median
TTP was 3.4 months and median overall survival was
10.0 months. These efficacy results seem to be similar to
those reported with the 3-week regimen of capecitabine
in Korea (# =44, RR 32%, median TTP 3.1 months and
median overall survival 9.5 months) [20] and Mexico
(z =18, RR 25%, median TTP 21 weeks, and median
overall survival 6.5 months) [21]. Although the dose
intensity of capecitabine was lower in this study (median
1870 mg/day) than in the Korean study (median 3542 mg/
day) which used the 3-week schedule [20], the median
cumulative dose in our study (190g) was almost
equivalent to that in Korean study (183 g). This would
account for the similar efficacy observed in both studies.

In terms of safety, the majority of treatment-related
adverse events were grade 1 or.2. The predominant
treatment-related grade 3/4 adverse event was HES
(13%) — a well-known adverse event associated with
chronic fluoropyrimidine exposure and one of the most
common adverse events associated with capecitabine
treatment [19]. The prevalence and degree of HFS in
this study were similar to those reported with the 3-week
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regimen [20,21]. HFS was, however, never life threaten-
ing, and was managed relatively easily with therapy
interruption and dose reduction. It is noteworthy that no
patients experienced grade 3/4 diarrhea or vomiting in the
present study with the 4-week regimen. This could be
due to the different dose and schedule used or ethnic
differences. The prevalence of severe diarrhea with
capecitabine was lower in Japanese than in Caucasians
in previous studies [6,7,9,10].

Although various laboratory abnormalities were observed,
frequently occurring (more than 10%) treatment-related
grade 3/4 abnormalities were limited to only two events,
i.e. lymphopenia (43%) and hyperbilirubinemia (23%). In
the current study, lymphocyte count was not specified in
the inclusion criteria and most patients already had grade
1 or greater lymphopenia at baseline. However, grade
3/4 leukopenia was not observed and grade 3/4 granuloc-
ytopenia was seen in only one patient. The reason for the
high incidence of hyperbilirubinemia observed in the
present study was due to the toxicity criteria used.
. Specifically, the definition of grade 3 hyperbilirubinemia
-according to NCIC-CTGC criteria is 1.5-3 X ULN. On the
other hand, the grade 3 criterion according to National
Cancer Institute Common Toxicity Criteria (NCI-CTC)
version 2 [25] is more than 3-10 x ULN. If this study was
reviewed according to NCI-CTC criteria, the incidence
of grade 3/4 hyperbilirubinemia would have been 8% and
it is similar to that reported with other oral fluoropyr-
imidines [26]. From these results, the current regimen
seems quite feasible in the treatment of advanced gastric
cancer, although the data are not yet adequate to compare
the safety profiles of the 3- and 4-week regimens.

Consequently, the efficacy and saferyv findings of the .

present study suggest that a 4-week regimen of
capecitabine is a suitable alternative to the. standard
3-week regimen. Further investigation of this regimen in
advanced gastric cancer is warranted.
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Nz, CORFFI—av B RLMTbi:

7z, infusional type @ 5-FU/LV & OB

(FOLFOX v ¥ A2 o b MBS I
TWw3, HEZTIZ, FOLFOX v ¥ 421037

BED R shTw 3 (X2).,
YIBRBEETT - FIFEHENG - EIBR x4 3 L-

OHP OJ{TLEO \J % PeE L?‘:EEE%M*HB‘:’C%
= e
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1) L-OHP+infusional 5-FU/LV (FOL-
FOX 4) %t infusional 5-FU/LV (LV 5
FU 2 £7z13 de Gramont L2 X ) DEGFS
TR GERIEAEG %08 & L - 5511488
ER®
PIRECATFHARM (FPR{E @ 16.2 4 A vs. 14.7
AH, p=0.12) XERZAoNEho725 DD,
=52 (50.7% vs. 22.3%, p=0.0001) B L~
FEFHEYEE TH 5 progression free survival
(PFS)(Fh . {E:9.04 Hvs. 6.2% B, p=
0.0003) T3 FOLFOX A BV BB BN T \»
7z. LdL, Z&M Tk FOLFOX 4 Bz B w»
TR A 5, ML L8 b
S, BEELbICED oL,
2) CPT-11+bolus 5-FU/LV (IFL)%t L-
 OHP-+infusional 5-FU/LV (FOLFOX 4)
X CPT-11+L~OHP (IROX) D EEFE 14 X5
EAIEAERA 28 & L - B IIHEE 5
IFL #, FOLFOX 4 #, IROX B ZE =
BENEN 3%, 45%, 35%, time to pro-




gression(TTP)HREXZ N Z1 6.9 H,
874 H, 6.5 R, EFHMFRMENZhZ
n15.04 A, 1954 8, 17478 ThD,
FOLFOX 483 IFL BRI R TE R (p=
0.002), TTP(p=0.0014), & 7 3 B (p=
0.0001) & biEBCENLT W, %2, FOL-
FOX4B I IROXBHICH RN TEHR(p=
0.03) B XU TTP(p=0.00)TBVTHE
BN Twi, EFHEH(0=0.09) cEEEZ
otz IR, TRk COEBLREE
BERY FOLFOX4BHTER A L, HE—
L-OHP O TH 2 RIBMIREBEEH S 2o
7z.

FIE G720 Tz & IFL Wit i % 7% U 7=
fERIZ B\ T b FOLFOX 4 QAR TEE &
S Tw3BY,
(ASCO) THf e fi B (LB HE ww 81 5 FOL-
FOX4 OBALEbME Shiz. TN5 DMK
AERIZ & 2T, FOLFOX v ¥ 2 v i3V RS
AT - BREE - BT 3 R iEs
ek L B DY o hTw s,

2. EIRORHE

5-FU WBEMIE % m U 72 BB I R o 3
5 ZRIBEH T L-OHP BAloZ 53R 13 11%
ThY, BEMCELTHEINOBRE L RLET
Ho1z. %72, L-OHP & bolus 5-FU/I-LV
OHFEBEEDE T /TR FHE S h, 2004
0D ASCO TZDORRPARENTWBY,

ZL T, L-OHP BH| o pE AR NI EI 58
BN D 2N & TOHEG LB b,
FHNC R E 2 B A T 2 R RAEIEMR
HEBITHB VT, 20054 4 Az L-OHP it in-
fusional 5-FU/[-LV ik & O TEIE I N
7z.

%72, 2005 EOKEEREEYES

I, L-OHP O {ERHE

FEEORKTHEA a3 FOLFOX4 v ¥ 2
> DEBREREFECOWTMTICRT,

1. Day 1 D5 H*E

O El - T E T L-OHP #5812
S-HTZAAEENFB LI UOA T oA FHI(F*
P RAFY i) % mEEET 5,

@5%7 R PEE W 250 mI W YR L 7 L-

OHP 85 mg/m2E 5% 7 ¥ v BEE 250 ml 1

BBELI2VRRY F— bA e A (-LV)100
mg/m* 2R R > 7T 120 450 1 TR S
MENET 2. 2MEMREETH 2 WEGEERE
FLH o RN R R (IR T 1~2%, R AEE
EECIEEEL2S 2 W) BNHIBLZEE,
KEBE LY L-OHP 2 6 BR» T T 53
%, 5-FU & I-FLV OB ERHBEER LA
HENZIE, L-OHP & 5-FU @R cissn
& o, L-OHP B 55 th 4 BER BT [-
LV#E %2/ L, L-OHP & [-LV O 5%
THRIC 5-FU OS2 EH T 2).

@ [-LV #E5RTHEEIC, 5-FU 400 mg/m?
% 3 SRIMREE O RHERE £ 7213 5% 7 K A
W50 ml iR U CLRBART 5.

@ 5-FU DRAMEE, 5-FU 600 mg/m*%

T A AR TINA ¥ 7 2 —F— & 72 3R R
¥ 7T 22 B O CHER R 3,

2. Day 2 O&E5FH®

L-OHP 0¥ 5 %k &, Day 1 & @17
3.

5-FU ORHERIE I, ABROBA & 22 B
2D 500 m/ - OWTEIZIE U T HRMHIR L 0
BELTS XS, BIRA 2 5841 2 TR 2
5D TTARBERITS. PLEIRY F—7
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WE T FRLEIRE— s 2EEL, 5-FU £#

GEEEET 3125 AT E L\,
V., BEERESUEIER

FOLFOX 4V YAV DB bR EEERS &
UEITER I, O RGHRES, @ NbamEnk
GEL, WEH, TR, ORE, B%CRIE, ERE,
Eiie &), @K, ONiE, @KW, @F
BEHISE] (B BRI, BRI, &im, i/
WA, @GOT/GPT EAEZETH 3. K
MAHEESE R 80~0RBD 5, Hlwnd
DWEMT 5 2 & THFED 2 VIFELT 2 W
SKie EEEOMERS, REREE (LU
5 E)Th B,

RERM W L 2 BEEREGLID, 5L, W%
o, Ry 2T 2 EOBECBWTHEE
REES)REREDZIENDHY, ORI L-
OHP O BBHRESECKFEL (HERT 2, BHE
1 5 8 540 mg/m?*T #91%, 780 mg/m?*T i
20%, 1,170 mg/m*THI 0% & & 5. 13
& A EDHERRLENWER S RERM I ER,
BT 5, Lhl, EESTHLEHRRD O
HERIRH I IR, R, BERIER o v = —H
T (G-CSF) 8% 7 & % #@bc ¥ 5.

Bhl)ic

BT 31T 2 VIBRTREETT - RS - BEIE
T B iREEGE IR, CPT-11 & L-OHP @
Bz XD FIERGR O ZEZ)E T 40% L1
b, EFHRRRET 20 » AM L LB DIE
HrRRT T, bWETH L-OHP BWAERFE I 1
75 H, HEAZBT S FOLFOX V¥ A D
B et EERL, 36RO viky
V8 YR A S 4 IR Y FE H (bevacizu-
mab, cetuximab 7 &) & OFFHEEEE 2 B RIC

RET B LEND B,
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