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Survival in relation to the extent of lymph node
metastasis (Fig. 5)

Lymph node metastasis was a significant prognostic fac-
tor in patients with stage IV cancer. The patients with-
out lymph node metastasis and those with up to N2
metastasis showed significantly (P < 0.0001) better out-
comes than those with N3 metastasis. The survival of
patients with N3 metastasis was similar to that of pa-
tients who did not undergo surgical resection.

Survival in relation to curability (Fig. 6)

Curability was a significant prognostic factor, and pa-
tients for whom the pathological diagnosis of the re-
sected specimen yielded a curability status of A or B

p<0.0001
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Fig. 5. Postoperatxve survival of patients with stage IV gall-
bladder carcinoma with respect to extent of lymph node me-
tastasis (N). Lymph node metastasis was a significant prognostic
factor (P < 0.0001)
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Fig. 6. Postoperative survival of patients with stage IV gall-
bladder carcinoma with respect to curability. Patients with
stage TV cancer who underwent curative resection (curability
A and B [cur A, B]) had a significantly better survival than
those with curability C (cur C) status (P < 0.01)
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had significantly better survival than that of patients
with curability C status (P <0.01). Of the 23 patients for
whom pathological examination revealed curability C,
6 had stage I'Va disease, and the remaining 17 had stage
IVb disease. Curability C in the 6 patients with stage
IVa disease was due to the presence of cancer cells at
the surgical margin. Curability C in the patients with
stage IVb disease was due to the presence of cancer
cells at the surgical margin (n = 11), N3 metastasis
(n = 7), peritoneal dissemination (n = 2), and liver
metastasis (n = 7).

Actuarial 5-year survival

Three patients survived for more than 5 years after
surgical resection. All had T4NO disease, with curability
A in one patient and curability B in two. Two of the
three patients had undergone excision of segments IV
below and V of the liver, and one had undergone ex-
tended cholecystectomy. All three had undergone extra-
hepatic bile duct resection and lymph node dissection.

Discussion

Our data showed that surgical resection improved sur-
vival even in patients with stage IV gallbladder carcino-
ma. All patients in whom resection was not performed
died within 20 months after diagnosis. Curability signifi-
cantly influenced outcomes; thus, curative resection with-
out residual tumors (curability A and B) should be applied
for stage I'V patients as long as N3 lymph node metastasis,
liver metastasis, and peritoneal dissemination are absent.
Curative resection can be expected to result in a survival
of 5 years or more when the primary tumor is fairly local-
ized, even if the liver is directly involved. We had three
actuarial 5-year survivors with T4NO disease.

According to both the Japanese and Western classi-
fication systems, stage IV gallbladder cancer can be
subclassified as stage IVa or stage IVb cancer. In both

- classification systems, stage IVb disease includes the

presence of liver metastasis, peritoneal dissemination,
and/or distant metastasis. Our data indicate that such
patients, with stage IVb disease, are not good candidates
for surgical resection. Outcomes in these patients were
poor and similar to outcomes in patients who had not
undergone surgical resection. Moreover, surgical resec-
tion is not indicated for patients with N3 metastasis
even if peritoneal dissemination and liver metastasis are
not present; outcomes among these patients were also
poor. Patients with N3 disease had a poor outcome,
similar to that of patients who did not undergo surgical
resection. These data supported a previous report’
that surgical resection should be limited to patients with
N3 metastasis. The better outcome among patients with
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Table 2. Reported 5-year survivors with stage IV gallbladder carcinoma

Authors Reference TNM stage Number of patients
Ruckert et al. 11 T4NOMO 1
Okamoto et al. 12 T4NOMO 1
Nakamura et al. 15 T4N1IMO 2
Tsukada et al. 5 T4N1IMO 1
T3N2MO 1
Miyazaki et al. 4 T4NxMO0 2
Paquet 13 T4NOMO 2
Todoroki et al. 16 T4NxMO 3
Kondo et al. 14 T4NOMO 1
T4N1MO 2
T4N2MO 2
T2ZNZM(+) 1
Chijiiwa et al. Present study T4NOMO 3

stage IVb disease who underwent surgical resection
than that among patients who did not undergo resection
for stage IV disease could be due to the fact that 8 of
the 22 patients (36%) with stage IVb disease who un-
derwent surgical resection had T4N2 cancer. Therefore,
surgical resection should be applied for selected pa-
tients with stage IVb disease but without peritoneal
dissemination, liver metastasis, or lymph node metasta-
sis in the paraaortic region and along the superior mes-
‘enteric artery.

When peritoneal dissemination, liver metastasis, dis-

tant metastasis, and N3 metastasis are excluded from -

the stage IV classification, T3N2 and T4NO-2 remain as
factors. Most such cancers are classified as stage IVa
disease, and some (T4N2) as stage IVD disease. Stage
IVa disease includes T2N3, T3N2, T4NO, and T4N1
cancers without liver metastasis or peritoneal dissemi-
nation. In this study, among the patients with stage IVa
disease, those with T2N3 disease had the worst
outcomes, and none of these patients survived for more
than 20 months after surgical resection. Other patients
with stage I'Va disease who underwent surgical resection
showed better outcomes. Eight patients with T4N2,
classified as stage IVDb disease, also showed better
outcomes. Although the number of patients with stage
IVa or IVb disease who underwent surgical resection
was small, our result suggests that patients with T4NQ-2
or T3N2 cancer are good candidates for aggressive
curative resection.

Actuarial 5-year survival after surgical resection for
stage IV cancer was observed in three patients with
T4NO cancer. All three had liver invasion represented
as T4, and all underwent curative resection with cancer-
free surgical margins, histologically showing curability
A or B. Among these three patients, one underwent
curative resection without residual cancer, but the dis-
tance from the surgically dissected margin to the cancer

was less than 5mm, resulting in curability B status. The
importance of curative resection without residual tu-
mors has been described elsewhere* ’. Five-year sur-
vivors with stage I'V gallbladder cancer reported in the
English-language literature are summarized in Table 2.
Miyazaki et al.* showed a better outcome in patients
with direct liver invasion than in those with bile duct
invasion. Our three 5-year survivors showed direct liver
invasion (T4) and were free of lymph node metastasis.
Concerning stage I'V gallbladder carcinoma, five 5-year
survivors without lymph node metastasis (T4NO)
(11-14) and nine S-year survivors with lymph node
metastasis™*” have been reported. Kondo et al
reported six long-term survivors and stressed that there
is hope for long-term survival when the primary tumor
is fairly localized and lymph node metastasis is limited
to N1-2 (except for the celiac and superior mesenteric
nodes, and paraaortic area; these are classified as N3 by
the Japanese Society of Biliary Surgery). '

In conclusion, surgical resection is the optimum treat-
ment for patients with stage IV gallbladder cancer,
especially for selected patients with no peritoneal dis-
semination, liver metastasis, N3 metastasis, or vascular
invasion. Curative resection without residual cancer
cells is mandatory for long-term survival.
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