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LETTER

Is Liver Resection in Metastases of
Exocrine Pancreatic Carcinoma Justified?

Muhammad Wasif Saif

Columbia University, College of Physicians and Surgeons and the Herbert Irving Cancer Center.
New York, NY, USA

Dear Sir,

We read with interest the paper by Singh et al. who
described their experience with synchronous resection
of solitary liver metastases with pancreatico-
duodenectomy [1]. Two-hundred and thirty patients
underwent pancreaticoduodenectomy for pancreatic
and periampullary cancer at their institution unit
between September 2003 and September 2009. Seven
patients (3%) underwent synchronous resection of a
solitary liver metastasis. Among these seven patients,
four had periampullary cancer while three underwent
pancreaticoduodenectomy for pancreatic cancer. Liver
metastasis was located in the left lobe in three patients
while it was in the right lobe in four patients.
Resections were in the form of left lateral
segmentectomies in two patients and metastasectomy
in five patients. In patients undergoing resection of
liver metastasis, there were four recurrences over a
mean follow-up of 21 months. All patients who had
synchronous liver resections received chemotherapy
versus 134 (60.1%) of the other 223 patients under-
going pancreaticoduodenectomy (P=0.576).

In my opinion, the results of this small case series was
akin to previous experiences, in particular to Johns
Hopkins experience [2]. The authors mentioned that all
the patients who had synchronous liver resections
received chemotherapy but no regimen was disclosed.
Gemcitabine remains the only chemotherapeutic agent
approved by FDA for the treatment of pancreatic
cancer, both in the adjuvant and metastatic setting.
Review of cases (Table 1) indicated that two only
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patients had pancreatic cancer and their survival was 7
and 14 months, respectively. Adjuvant gemcitabine
study by Oettle et al. [3] showed that median disease-
free survival was 13.4 months in the gemcitabine group
(95% confidence interval (Cl): 11.4-15.3 months) and
6.9 months in the control group (95% CI:. 6.1-7.8
months; P<0.001, log-rank test).

Neoptolemos et al. [4] performed the European Study
Group for Pancreatic Cancer (ESPAC-3) study, a
multicenter, international, open-label, randomized,
controlled, phase Ill trial that aimed at comparing of
adjuvant 5-fluorouracil/leucovorin versus gemcitabine
in patients with resected pancreatic adenocarcinoma.
Patients with an RO/R1 resection for pancreatic
adenocarcinoma were randomized (stratified for
resection margin status and country) starting before 8
weeks of surgery to receive either 5-fluorouracil/
leucovorin or gemcitabine for 6 months. The study
confirmed the role of adjuvant chemotherapy.
However, overall survival was similar on both arms,
hence showing that gemcitabine is not superior to 5-
fluorouracil in adjuvant setting. Median overall
survival was 23.0 months (95% ClI: 21.1-25.0 months)
with 5-fluorouracil/leucovorin and it was 23.6 months
(95%CI: 21.4-26.4 months) with gemcitabine. There
was no significant difference in the effect of treatment
across subgroups according to R status (P=0.56). The
study also confirmed the role of prognostic factors
(whatever adjuvant chemotherapy): grade, stage, nodal
status, resection status. The authors did not give any
information on the grade and nodal status of the
patients [1].

Table 1. Summary of seven cases described by Singh et al. [1]
1D Primary disease Follow-up

Alive at 48 months

#1  Periampullary cancer
#2  Pancreatic head cancer  Died at 18 months (local recurrence)
#3  Periampullary cancer Died at 9 months (liver metastases)
Alive at 60 months
Alive at 16 months

#4  Periampullary cancer
#5  Periampullary cancer
#6  Pancreatic head cancer  Died at 7 months (liver metastases)
#7  Pancreatic head cancer  Died at 14 months (local recurrence)
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We concur that surgical resection of adenocarcinoma
of the pancreas or periampullary area potentially offers
the only possibility of long-term survival, however, the
role of metastasectomy in patients with hepatic
metastases from pancreatic adenocarcinoma remains to
be elucidated. Despite an aggressive surgical approach
that involved extirpation of both the primary and
metastatic disease sites, patients with synchronous
pancreatic adenocarcinoma and hepatic metastases
have a poor prognosis as revealed in this study (Table
1; last two patients). Also, the complications of this
surgery in low volume centers can be very risky.

Given the poor prognosis of patients with metastatic
disease, we suggest that neo-adjuvant approaches with
systemic chemotherapy, especially with newer
regimens, such as 5-fluorouracil, leucovorin, irinotecan
and oxaliplatin (FOLFIRINOX), [5] should be used in
these patients before making any surgical decisions.
Laparoscopic staging should always be performed.

In a nut shell, the selection of appropriate patients for
hepatic resection of metastatic pancreatic and
periampullary cancers must be individualized. Careful
clinical judgment and prudent selection of patients as
part of a multidisciplinary approach are mandatory.
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