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UPPER GASTROINTESTINAL LESIONS IN PATIENTS
WITH PANCREATIC CANCER

Takeshi KAJIWARA, Junichirou NASU, Shoji HIRASAKI, Tomohiro NISHINA,
Junrou KATAOKA, Satoshi HIDAKA, Toshikazu MORIWAKI, Eiji TSUBOUCHI,

Yuusuke YAMAUCH]I,

Toshikazu MASUMOTO, Masahito TANIMIZU

AND Ichinosuke HYODO

Department of Internal Medicine, National Hospital Organization Shikoku Cancer Center.

Abnormal findings in the upper gastrointestinal tract are often observed in patients with
pancreatic cancer. We retrospectively reviewed the abnormal findings in 77 patients who were
performed upper gastrointestinal endoscopy at the time of the diagnosis of pancreatic cancer
during the last five years. Fifty-six percent of the patients had upper gastrointestinal lesions
caused by pancreatic cancer. Seven patients (994) had lesions in the esophagus, 23 (30%) in the
stomach, and 19 (25%) in the duodenum. In cancers of the tail of the pancreas, the prevalence
of abnormal findings was 889%. Specific findings caused by pancreatic cancer were varices only
in the stomach, extrinsic compressions or direct invasions to the posterior wall of the upper
third of the stomach, and lesions in the descending part of the duodenum. If these findings were
observed by upper gastrointestinal endoscopy, it is important to consider the presence of

pancreatic cancer.
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o 5-FU P DB MEN - EIH2SAEH W - G AS AEBNICN 9% CPT-11 +infu-
239 5 CPT-11vs. BSC 3 & U8 CPT-11 sional 5-FU/LV (FOLFIRI) j#&¥: 0 & I 3k
vs. infusional 5-FU @ 4 TI M SR E 317 b BAasitbih, BREIZ 6% TH o 7298, sta-
M, CPT-IIEE T Ih b AR AT ble disease %%61%, 477 A HefE (MST)
DIEFEDFRD H L7z, 1310.77 B L BIF 2 BB TH o 729

£1 AL KSALLBEOTREERE

' . EAYRIA 2L Y =R
NPEN- - - TP S

N | BEE | B0 | BB |
Rougler (1998) | Phasel  |5-FU CPT-11 — | A, 0.8, —
S I infusional 5-FU — 2.9 8.5 —
Gunninghem | Phasell | 5-FU CPT-11 — — 929, —
(1998) * - - ' BSC — — 6.5 —
Andre(1999) | Phase I 5-FU/LV,FOLFOX4 | FOLFIRI 6 4.5 10.7 —
“Foumigand | Phasell FOLFIRI FOLFOX6 15 4.2] y - 21.5
(2004) - .. FOLFOX 6 FOLFIRI 4 2.5- - 20.6
Nishina (2004) | Retrospective | 5-FU CPT-11(=MMC) 1 — 12 —
Pitot(2005) | Phasell 5-FU CPT-11 .15 4 14.7 —
S 5-FU FOLFOX4 27 5.2 13.5 —

* I HEEDHY

CPT-11: irinotecan 5-FU/LV: 5-fluorouracil + folinate calcium

BSC: best supportive care FOLFOX : oxaliplatin + infusinal 5-FU + folinate calcium

MMC : mitomycin C FOLFIRI: irinotecan+infusinal 5-FU + folinate calcium
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LETTER 10 THE EDITOR

Ichinosuke Hyodo

Timing of significant adverse events is essential information during early

development of new drugs

Received: June 17, 2005 / Accepted: July 5, 2005

To the Editor '

I read with great interest the report by Saeki et al.' about
the phase I study of continuous capecitabine administration
in Japanese cancer patients. I would like to point out some
relevant details that were not included in this report.

The authors determined the maximum tolerated dose
(MTD) to be 1255mg/m” twice daily for 6 weeks and sug-
gested a recommended dose (RD) that was lower, 828 mg/
m’, twice daily, for the phase II study. However, the admin-
istration period recommended for the phase II trial was 3
weeks, not 6 weeks. No data were provided that clearly
supported the authors’ conclusion regarding shortened
length of treatment. In terms of toxicity in the phase I trial,
grade 2 skin toxicity and grade 3 hyperbilirubinemia were
reported in only two of the six patients in the cohort given
the RD. Why did not the authors conclude that the RD
of continuous capecitabine for phase II study should be
828 mg/m” twice daily for 6 weeks? If we accept intermittent
administration of capecitabine as the authors recom-
mended, a higher dose could be adopted for future study.
Minimum treatment duration at the MTD level appears to
be 32 days (see Table 2 of the Saeki report). We can conjec-
ture that the onset of dose-limiting toxicity (DLT) was on
this day or later. If so, would it be possible to study an RD
of 1255mg/m’ twice daily for 2 weeks with a 1-week rest? It
would be helpful for readers to be given specifics about the
day during capecitabine administration when severe ad-
verse events occurred, especially for patients at the levels of
MTD and RD. These crucial data are lacking,

Although hemorrhagic gastric ulcer as a DLT is gener-
ally rare with this class of anticancer agents, details of this
toxicity are not described in the report. Information on

1. Hyodo (E<)

University of Tsukuba, Division of Gastroenterology, Graduate
School of Comprehensive Human Sciences, 1-1-1 Tennoudai,
Tsukuba 305-8575, Japan

Tel. +81-29-853-3019; Fax +81-29-853-3218

e-mail: ihyodo@md.tsukuba.ac.jp

whether the affected patient had a past history of peptic
gastric ulcer or any treatment-related mucositis and/or diar-
rhea would be valuable for selection of patients and man-
agement of toxicities in future trials.

I would also like to make sure that concentration of
doxifluridine were measured in plasma, not in tumor cells,
as was described in the abstract. Careful wording is needed
to avoid confusion.

Finally, it is somewhat curious that there is no compari-
son of the results of this Japanese study with those in a
preceding preliminary study with the same study design that
was conducted in the United States.” Toxicity profiles, as
well as MTD and RD, differ for the two studies.

If the points I addressed here are clarified by an authors’
reply, it would be helpful for future capecitabine trials.

Ichinosuke Hyodo
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in reply

Recommended administration period for a
phase Il study of capecitabine in patients with
advanced/metastatic breast carcinoma

In this phase I study, we designed continuous administra-
tion of capecitabine, becuase our standard treatment of oral
5-FU was given daily. However, new trends of chemothera-
peutic regimens are shifting to evaluate the efficacy and
tolerability in a cycle. In addition, the incidence of grade
3 hand-foot syndrome (HFES) frequently occurred after 4
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Abstract

To explore the association between hydration volume and laboratory findings, and between
calculated fluid balance and changes in clinical signs of dehydration and fluid retention in
terminally ill cancer patients, a secondary analysis of a large multicenter, prospective,
observational study was performed. The study enrolled 125 abdominal cancer patients who
recetved laboratory examinations in the last week before death. Patients were classified into
two groups: the hydration group (n = 44), who received 1 L or more of artificial hydration
per day both 1 and 3 weeks before death, and the nonhydration group (n= 81). The mean
albumin level 1 week before death was significantly lower in the hydration group than in the
nonhydration group, and the interaction between hydration group and decrease in the
albumin level was statistically significant after adjusting multiple covariates (from

2.8+ 0.68 mg/dL 3 weeks before death to 2.4+ 0.56 mg/dL 24 hours before death in the
hydration growp vs. a decrease of 2.8+ 0.53 to 2.6+ 0.45 mg/dL in the nonhydration
group, P = 0.015). There was no significant difference between the groups in the mean blood
wrea nitrogen/creatinine, sodium, or potassium levels 1 week before death. Among 53
patients who had oral fluid intake of less than 500 mL/day throughout the last 3 weeks and
completed a fluid balance study, the median of calculated fluid balance was —400 mL/day
3 weeks before death, —521 mL/day 1 week before death, and —421 mL/day 24 hours before
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death. Calculated fluid balances did not significantly differ between the patients with
deterioration of dehydration signs, edema, ascites, and pleural effusion during the final 3
weeks and those without. These data suggest that active artificial hydration might result in
hypoalbuminemia, with no clear beneficial effects on normalizing blood urea nitrogen/
creatinine, sodium, or potassium levels. Fluid balance did not significantly correlate with
changes in dehydraiion— and fluid retention—signs. Caleulated fluid balance is not an
appropriate alternative (o divect monatoring of patient symploms. More studies are needed to
determine the clinical efficacy of artificial hydration for terminally ill cancer

patients. ] Pain Symptom Manage 2006;31:130-139. © 2006 U.S. Cancer Pain Relief

Commiittee. Published by Elsevier Inc. All rights reserved.
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Introduction

The dehydration-rehydration problem is
one of the most important issues in the recent
literature on end-ofdife care.! Althou gh the pri-
mary focus of medical teatment should be
placed on patient comifort in the lare stages of
cancer, an empirical survey vevealed that labo-
ratory findings still comprise an hmportant fac-
tor when physicians determine the indications
for artificial hydrauon Lherapy.2 Therefore, it
seems important to clarify the effects of artifi-
cial hydration therapy on Inboratory data in ter-
minally ill cancer padents. Existing empirical
studies have suggesied that blood urea nitro-
gen (BUN) and creaunine levels tend to be
higher in patients who do not receive artificial
hydration 1herapy than in patients who receive
artificial hycdradon. but that mean sodium and
potassium levels are essentally normal even
when artificial hycdration therapy is not per-
formed.> % HFowever, those studies were single
institution studies, and, to our best knowledge,
there are no multicenrer prospective studies to
explore the associmion between hydration
practice and laboratory findings in terminally
ill cancer patients. Morcover, while a fluid bal-
ance sturly is a cl
the treatiment effects oi intravenous hydration
therap‘)@'h'“” no studies have been reported
about its usafulness in palliative care setrings.

The primary aims of this study were thus to ex-
plore the association between (1) hydration vol-
ume and taboratory findings and (2) calculated
fluid balnnce and the changesin clinical signs of
dehydration and fluid retention during the last
3 weeks of life in terminally ill cancer patients.

ssical method for monitoring

Methods

This was a secondary analysis of data collected
during a multicenter, prospective, observa-
tional study to investigate the associations
between hydration volume and patient symp-
toms in the last 3 weeks of life in terminally
ill pati(—:nts.w’11 The participants were consec-
utive, terminally ill cancer patients treated in 14
oncology units, 19 palliative care units, and 4
home-based palliative care programs in Japan.
Patients were considered potential participants
if they met the following inclusion criteria: (1)
older than 20 years; (2) life expectancy esti-
mated by a physician to be 3 months or less;
and (8) incurable malignancy of lung or ab-
dominal origin (excluding hepatic malignan-
cies). Exclusion criteria were (1) liver
cirrhosis, renal failure, nephritis syndrome,
protein-losing enteropathy, intra-abdominal-
shunt for ascites, hypercalcemia, endocrine
disorders, and vital organ complications unre-
lated to underlying malignancies; (2) surgical,
radiological, or oncological treatments in the 3
weeks prior to study inclusion; (3) existing
communication difficulty; and (4) the use of
artificial enteral nutrition. Patients were en-
rolled from August 2002 to February 2003,
and followed up until March 2003.

To explore the association between hydration
volume and the laboratory findings in the final
week of life, we analyzed data for patients who
received laboratory examinations during the
last week. Laboratory examinations were per-
formed for clinical purposes, and we investigated
potential sampling bias by comparing the back-
grounds of the patients who did and did not



