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ABSTRACT

Background/Aims: We reviewed the medical
records of patients with obstructive jaundice caused
by the local recurrence of gastric cancer Eg{'é‘fénfy
the role of percutanegus. transhepatic biliary
drainage (PTBD). i

Methodology: Eleven patients with a mean age of
60.1 years (range: 51-71 years) underwent PTBD
because of obstructive jaundice caused by the extra-
hepatic recurrence of gastrie cancer,

Results: Jaundice was relieved in all the patients,
and the serum total bilirubin (T-bil) level decreased
from 12.2 to 2.1mg/dL. No major complications asso-
ciated with the execution of PTBD occurred.
Although various symptoms caused by jaundice,
such as anorexia, itching, nausea, abdominal pain,
and fever, were relieved in all the patients within
one week after PTBD, general fatigue persisted in 3
patients and abdominal fullness persisted in one.

Seven of the 11 patients were discharged from the }
hospital after the execution of PTBD and remainedy
at home for a median of 93 days. The median surg]
vival time (MST) of the remaining 4 patients whaj}
could not be discharged was 48 days. Chemothera
py was added in 5 patients after the execution of
PTBD; these patients exhibited a significantly
longer MST of 247 days, compared to 62 days amongg|
the patients who did not receive chemotherapys
(P=0.0176).
Conclusions: PTBD was safely conducted andg
improved the quality-of-life of patients with obstrucs
tive jaundice caused by the local recurrence of gas:3|
tric cancer. Furthermore, the use of chemotherapys
after PTBD might prolong patient survivalgj
although RCT (randomized controlled trial) studyy
should be performed to assess the precise effect :-;
chemotherapy after PTBD 5

i
1

INTRODUCTION

Extrahepatic biliary obstructions resulting in
obstructive jaundice can be caused by various kinds
of metastatic carcinoma originating from the colon,
breast, lung, cervix, melanoma, and stomach (1,2).
The incidence of extrahepatic biliary obstruction
associated with the local recurrence of gastric cancer
has been reported to be 1.4 to 2.3% (3.4). Since
impaired hepatic function, characterized by a high
serum total bilirubin (T-bil) level, contraindicates
active chemotherapy in patients with malignant bil-
lary obstructions, the prognosis of patients is gener-
ally poor (5). However, effective biliary drainage may
improve the hepatic function of the patient, making it
subsequently feasible to add chemotherapy to their
treatment regimen and possibly leading to an
improved prognosis. Therefore, we reviewed the med-
ical records of patients with obstructive jaundice
caused by the local recurrence of gastric cancer to
clarify the role of percutaneous transhepatic biliary
drainage (PTBD).

Hepato-Gastroenterology 2008; 55:54-57
© H.G.E. Update Medical Publishing S.A., Athens-Stuttgart

METHODOLOGY
Patient Characteristics _
Between October 1998 and March 2004, 87§
patients underwent a gastrectomy for the treatment
of primary gastric cancer at the Department off
Surgery, Osaka National Hospital (Osaka, Japan)
Among them, 11 patients (8 men and 3 women; meary
age, 60.1 years; age range, 51-71 years) developed
extrahepatic biliary cbstructions caused by lympl
node recurrences along the hepatoduodenal liga}
ment. The clinical characteristics of the patients arg
shown in Table 1. Five patients had previously
undergone a distal gastrectomy and six patients had
undergone a total gastrectomy.

RESULTS

Ten of the 11 patients had primary gastric ca
cers located in the lower third of their stomachs, Moxg
phologically, 4 patients had scirrhous-type advanced
gastric cancer and 7 patients had ulcerative-type gas
tric cancer. Histologically, diffuse-type adenocarcino
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a was observed in 7 patients. The primary tumor
‘ad invaded transmurally beyond the serosa in 9 of
fhe 11 patients. Seven patients had stage [V disease
%ccording to the TNM classification (6); the N3 nodes
Jwere involved in 6 patients, and three patients had
Egritoneal dissemination. A curative RO resection
svas performed in 7 patients. At the onset of jaundice,
5 patients had a performance status (PS) of 1 and 5
E’mtient-s had a PS of 2, according to the Eastern Coop-
igrative Oncology Group (ECOG) scale. The median
iinterval between the initial gastrectomy and the
ibnset of obstructive jaundice was 359 days (range: 83-
‘874 days). Other than the metastatic lymph nodes
‘along the hepatoduodenal ligament, 8 patients had
distant metastatic lesions involving the liver in 6
patients, the peritoneum in 5 patients (without mas-
sive ascites), and the bone in one patient.

Safety and Efficacy of PTBD
4 All the patients underwent PTBD, and their jaun-
dice was effectively relieved: the serum T-bil level
decreased from 12.2mg/dL (range: 4.6-21.3mg/dL) to
2.1mg/dL (range: 0.9-4.7mg/dL) mg/dL. No major
comphications associated with the execution of PTBD
occurred. During the follow-up period after the initial
PTBD, & of the 11 patients developed incidental
cholangitis; these patients were conservatively treat-
ed with antibiotics, and their conditions improved.
Tube obstructions occurred in 3 patients within a
week after the insertion of the PTBD tube, requiring
that the tube be exchanged. The obstructions were
caused by bile sludge in 1 patient and tube disloca-
tions in 2 patients. Transient hemobilia was seen in
one patient

Various symptoms caused by jaundice, such as
anorexia, itching, nausea, abdominal pain, and fever,
were relieved in all the patients within one week
after PTBD. However general fatigue persisted in 3
patients and abdominal fullness persisted in one
patient (Table 2). Seven out of the 11 patients were
discharged from the hospital after the execution of
PTBD and remained at home for a median of 93 days
(range: 3-285 days).

Chemotherapy after PTBD

After their jaundice had been relieved using
PTBD, 5 patients received chemotherapy, consisting
of UFT (tegafur/uracil), irinotecan + cisplatin, S1
(tegafur/CDHP/Potassium Oxonate), S1 + paclitaxel,
and 5-fluorouracil + methotrexate, respectively,
because these patients fulfilled the following criteria:
1) age <76 years; 2) ECOG performance status <2; 3)
normal bone marrow function (white blood cell count
>4000/mm?, platelet count =100,000/mm?, hemoglo-
bin =10g/dL); 4) normal renal function (creatinine
concentration <1.5mg/dL); 5) absence of myocardial,
hepatic (T-Bil <2.0mg/dL), and neurologic impair-
ment; and 6) verbal and written informed consent
before initiation of chemotherapy. When the clinical
characteristics of the patients that did and did not
receive chemotherapy were compared, the mean
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Maximum value

Interval

(Gastrectomy~
Curability Onset of jaundice)(days) T-Bil (mg/dL)

Histology

(intestinal

Combined _

) distant
PS  metastasis

of serum

Location

Sex

Case

/difTuse) Stage
II1A (t3n1)

Morphology

Gastrectomy

Age
50
52

15.7
10.0

258
145

I1IA (t2bn2) _

intestinal

diffuse

ulcerative

ulcerative

=
[

m

total

8.6

7
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IV (t3n3)
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diffuse

scirrhous
scirrhous
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B

diffuse

total

3

624

348
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ulcerative

distal

IILA (t3nl)
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C
C

intestinal

diffuse

ulcerative
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56
71

9.9

221

ulcerative
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4.6

184
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IV (t3n3P1)
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total
tatal
tatal

distal

[0}

9.0

scirrhous
scirrhous

ulcerative

m: male, f: female, LIM/U: lower / middle / upper third of the stomach, H: liver metastasis, P: peritoneal dissemination, CY: cytology of peritoneal lavage.
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FIGURE 1 Sunvival atter PTBO.

PTBD-induced improvement in the serum T-bil level
was significantly lower in the patients who received
chemotherapy, as shown in Table 3 (P=0.03). During
the chemotherapy regimens, grade 4 neutropenia
was observed in two patients, requiring the adminis-
tration of granulocyte colony-stimulating factor (G-
C8F). Grade 3 diarrhea occurred in one patient,
necessitating a dose reduction of S1. Anorexia, rash,
and nausea at grades 1 and 2 were commonly
observed. The chemotherapy was finally discontin-
ued in all 5 patients because of a deterioration in
their PS in 2 patients, an intestinal obstruction
caused by peritoneal dissemination in 1 patient,
cholangitis in 1 patient, and diarrhea in 1 patient.
The median duration of chemotherapy was 201 days
(range: 14-360 days).

Survival after PTBD

All the patients eventually died; the median sur-
vival time (MST) after the execution of PTBD was 4.9
months (range: 0.7-15.4 months). The five patients
who underwent chemotherapy demonstrated a sig-
nificantly longer MST of 247 days, compared to the
remaining 6 patients who had a MST of 62 days
(P=0.0176; see Figure 1).

DISCUSSION

Metastatic lymphadenopathy along the hepato-
duodenal ligament is common as a cause of obstruc-
tive jaundice after a gastrectomy for primary gastric
cancer (7). Two-thirds of such lymph node metastases

causing malignant biliary obstructions were reported
to be derived from advanced cancers located in the
gastric antrum, close to the hepatoduodenal ligament
(7). In this review, the primary gastric cancer had
spread in the antrum of the stomach in all but one of
the patients, consistent with the findings of the pre-
vious report (7). Several other characteristics of the
primary tumor demonstrated in this review, such as
an ulcerative-type morphology, a diffuse-type histol-
ogy, and transmural invasion, were also commonly
observed in the previous report (7).

In our series, all the patients underwent initial
PTBD without experiencing any major complications,
such as hemorrhage, shock, or acute pancreatitis.
During the follow-up period after PTBD, various
complications can occur, including twisting, fracture,
obstruction, or dislocation of the inserted tube as well
as cholangitis (8-15). Eventually, 8 of the 11 patients
developed transient cholangitis, and three patients
developed tube obstructions that demanded a tube
exchange.

PTBD improved various symptoms caused by
obstructive jaundice, as shown in Table 2, and
improved the patients' quality of life (QOL) though it
might be possible to say that PTBD tube itself dete-
riorated the patients' QOL. General fatigue persisted
in 3 of the 11 patients, which is generally considered
to be a difficult symptom to eradicate by using only
PTBD (18).

Chemotherapy may be contraindicated in
patients with malignant biliary obstructions because
the chemotherapeutic agents are maintained in the
body at a high serum concentration, possibly result-
ing in a high incidence of adverse effects. Therefore,
effective biliary drainage is essential for enabling
chemotherapy to be performed safely, thereby
improving patient prognosis. In the present series, 5
patients received chemotherapy after the effective
relief of their jaundice using PTBD. Grade 4 neu-
tropenia was observed in two patients, and grade 3
diarrhea was observed in one, while any clinical fac-
tors such as age, the level of serum T-bil either before
or after PTBD, and the duration of jaundice, were not
associated with the incidence of adverse effects of
chemotherapy. These findings suggest that PTBD
does not always guarantee the safety of chemothera-
py, even after jaundice has been effectively relieved. |

The MST of patients with obstructive jaundice

TABLE 2 Improvement in Symptoms after PTED

Type of Number of patients

symptom Initial Disappeared Improved Persisted Deteriorated
Generalized fatigue B 2 3 a_ 1] N
Anorexia 7 0 T 0 o
Skin itching 4 3  — 0 i 0 |
Nausea 2 1 1 0 s |
Abdominal fullness 2 0 1 — o 0
Abdominal pain 1 e 0 1 o 0 A
Fever 1 1 - 0 . o
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TABLE 3 Clinical Characteristics of Patients
whao Did or Did Not Receive Chemotherapy

chemo(+) chemo(-)

n=§ n=6 P value
Male:Female 3:02 5:01 0.546
Mean age (years) 60.8 59.5 0.784
Mean lowest serum T-bil 0,96 3.03 p=0.029
level after PTBD (mg/dL)
PSOorl 4 2 0.242
H(H 3 3 >0.999
Py 1 3 0.242

PS: performance status, H: liver metastasis, P: peritoneal
metastasis, T-bil: total bilirubin, PTBD: percutaneous
transhepatic biliary drainage.

caused by the local recurrence of gastric cancer has
been reported to be 2.0-4.2 months, if the patients
had received external biliary drainage alone (3,4). On
the other hand, chemoradiotherapy (combining
external radiation with cisplatin and 5-FU) after
PTBD enabled a prolonged survival period of 14.4
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