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Abstract
Background—For patients with hepatic nondigestive endocrine metastases (HNEM), the role of
liver resection is not well defined.

Methods—We reviewed outcomes for patients who underwent liver resection for HNEM at 2
centers to identify predictors of survival.

Results—From 1991 to 2010, 51 patients underwent liver resection for HNEM. Primary tumor
types were adrenal gland (26), thyroid (11), testicular germ cell (9), and ovarian granulosa cell (5).
Twenty-eight patients (55%) had synchronous or early (diagnosed within 12 months after primary
tumor resection) liver metastases. At liver resection, 26 patients (51%) had extrahepatic
metastases, and 7 (14%) had 2 or more sites of extrahepatic metastases. Thirty-two patients (63%)
had major liver resection, and 19 (37%) had an extrahepatic procedure. Ninety-day postoperative
morbidity and mortality rates were 27% and 2%, respectively. After median follow-up of 20
months (range: 1–144 months), 5-year overall and recurrence-free survival rates were 58% and
37%, respectively. Survival was not affected by primary tumor type. In multivariate analysis, 2 or
more sites of extrahepatic metastases (hazard ratio [HR] = 4.80, 95% confidence interval [CI] =
1.18–19.50, P = .028) and interval of 12 months or less between primary tumor resection and
diagnosis of liver metastases (HR = 5.33, 95% CI = 1.11–25.71, P = .037) were associated with
worse overall survival after liver resection.

Conclusion—For selected patients, liver resection for HNEM is associated with long-term
survival. The number of extrahepatic sites of metastasis and the timing of appearance of liver
metastases should be considered in patient selection.
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INTRODUCTION
Liver resection is currently the treatment of choice for patients with liver metastases from
colorectal cancer; 5-year survival rates as high as 58% have been reported with this
approach and establish surgery as a curative option in patients with this form of advanced
malignant colorectal disease 1,2. Patients with liver metastases from neuroendocrine cancer
also benefit from liver resection; 5-year survival rates of up to 74% and reduction of disease-
specific symptoms justify liver resection in this patient cohort 3–6.

In contrast, the benefit of liver resection for patients with liver metastases from nondigestive
endocrine cancer (hepatic nondigestive endocrine metastases; HNEM) is controversial since
most of these patients present with coexistent extrahepatic metastases 7–9. Previously
published data on outcomes after resection of HNEM suggest that surgery may improve
survival in selected patients. However, these reports included various types of malignancies
and relatively small sample sizes, which limits the ability to draw strong conclusions
regarding patient selection 9–12. Given improvements in the efficacy of systemic therapy for
endocrine tumors 13,14 and improvements in the safety of liver resection 15, the number of
patients with HNEM who are potential candidates for surgery is increasing.

In this study, we evaluated the postoperative and long-term outcomes of patients who
underwent liver resection for HNEM. In addition, we analyzed pretreatment factors
associated with outcome in order to identify a cohort of patients with HNEM who most
benefit from surgical therapy.

PATIENTS AND METHODS
Study inclusion criteria

Following Institutional Review Board approval, clinicopathologic data for 51 patients who
underwent liver resection for HNEM (at The University of Texas MD Anderson Cancer
Center, Houston, Texas, USA [32 patients] or the Charité – Universitätsmedizin, Berlin,
Germany [19 patients]) from April 1991 to April 2010 were reviewed. We included all
patients with liver metastases from endocrine primary tumors not located in the
gastrointestinal tract or pancreas who were offered surgical treatment at 1 of the 2 centers.
Patients with nonmetastatic direct liver invasion from an adrenal tumor were excluded.

Pretreatment assessment
Patients were staged with cross-sectional imaging with liver protocol (computed
tomography or magnetic resonance imaging). The therapeutic approach was individually
formulated for every patient and planned by a multidisciplinary tumor board, which
consisted of hepatobiliary surgeons, medical oncologists, and hepatobiliary radiologists.
Liver resection was considered in patients in whom computed tomography volumetry
indicated that all liver deposits could be safely resected with a sufficient liver remnant. In
patients with an anticipated insufficient liver remnant, preoperative portal vein embolization
was used to increase the volume of the future liver remnant 16. Patients with extrahepatic
metastases were considered for liver resection if the extrahepatic disease could be resected
with curative intent and/or systemic therapy had demonstrated the ability to at least stabilize
unresectable extrahepatic disease. In patients with synchronous presentation, the decision
whether or not to perform combined resection of the primary tumor and liver metastases was
based on the extent of the liver metastases and/or the proximity of the primary tumor to the
hepatic operative field. Standard perioperative protocols were used to prepare patients with
pheochromocytoma for surgery 17.
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Surgical procedure
At operation, the peritoneal cavity was carefully examined to rule out previously
unrecognized extrahepatic spread of tumor within the abdomen. Intraoperative liver
ultrasonography was systematically performed to confirm and better define the location of
the liver metastases and their relationship with portal pedicles and hepatic veins. Liver
resection was performed under portal triad clamping using standard hepatic transection
techniques. Each resected specimen was subjected to standard pathological analysis.

Postoperative period
Postoperative complications were evaluated according to the Clavien-Dindo
classification 18,19. Major complications were defined as those requiring surgical,
endoscopic, or radiological intervention (grade III); life-threatening complications requiring
intensive-care management (grade IV); and death (grade V). Postoperative mortality was
defined as death within 90 days after resection, and postoperative morbidity was defined as
any complication within the same time period. The decision to treat patients with adjuvant
therapy after liver resection was made on a case-by-case basis by each multidisciplinary
tumor board.

Statistical analysis
Quantitative and qualitative variables were expressed as mean ± standard deviation, median
(range), and frequency. Chi-squared or Fisher’s exact test and the Mann-Whitney U test
were used to compare categorical and continuous variables, as appropriate. Overall survival
and recurrence-free survival were calculated from the date of liver resection to the date of
last follow-up and date of recurrence, respectively, using the Kaplan-Meier method. Log-
rank tests were used to assess significance for univariate analysis.

To identify factors associated with outcome after liver resection in patients with HNEM, we
examined correlations between overall and recurrence-free survival and the following
clinicopathologic variables: primary tumor type (adrenal versus thyroidal versus gonadal);
regional lymph node metastases from the primary tumor (positive versus negative); timing
of detection of metastases (synchronous [present at the time of resection of the primary
tumor] versus metachronous); interval between resection of the primary tumor and diagnosis
of liver metastases (≤ 12 months versus > 12 months); number of HNEM (> 3 versus ≤ 3);
size of the largest HNEM (≥ 5 cm versus < 5 cm); extrahepatic metastases (present versus
absent); 2 or more sites of extrahepatic metastases (present versus absent); major
postoperative complications (present versus absent); preoperative and postoperative
systemic therapy for the liver metastases (administered or not); extent of major hepatectomy
(major [≥ 3 liver segments] versus minor); histological grade of the primary tumor (low or
intermediate versus high); status of the resection margins on microscopic analysis (positive
for tumor cells versus negative) for both the primary tumor and the HNEM; associated
extrahepatic resection (performed or not); and blood transfusions (required or not). All
variables associated with survival with P less than or equal to .1 in univariate proportional
hazards models were subsequently entered into a Cox multivariate regression model with
backward elimination. In multivariate analysis, P less than .05 was considered statistically
significant.

Statistical analysis was performed using the statistical software package SPSS version 17.2
(SPSS, Chicago, IL).
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RESULTS
Patient characteristics

Preoperative patient characteristics are summarized in Table 1. The mean patient age for the
whole group was 44 ± 14 years. Twenty-five patients were male, and 26 were female.

The primary tumor was adrenal cortical carcinoma in 23 patients (45%), pheochromocytoma
in 3 patients (6%), medullary thyroid cancer in 8 patients (16%), Hürthle cell carcinoma of
the thyroid in 3 patients (6%), ovarian granulosa cell tumor in 5 patients (10%) and germ
cell tumor of the testis in 9 patients (17%). Tumor cell invasion of the surgical margins was
identified in 9 of the primary tumor resection specimens (18%), and 22 (43%) of the primary
malignancies were associated with regional lymph node metastases. Compared to patients
with adrenal cortical carcinoma, those with primary disease at other sites were more likely to
have regional lymph node metastases (P = .006).

Nineteen patients (37%) presented with synchronous metastases. An additional 9 patients
(18%) developed liver metastases within 12 months after resection of the primary tumor.
The majority of patients with synchronous or early liver metastases (17/28) had adrenal
cortical carcinoma (P = .013). The mean number of liver metastases was 2.5 ± 2.5, and 14
patients (27%) had more than 3 liver metastases. The mean size of the largest metastasis was
5.3 ± 4.2 cm, and 25 patients (49%) had metastases 5 cm or larger removed. At the time of
liver resection, extrahepatic metastases were present in 26 patients (51%), and the sites of
extrahepatic metastases were lymph nodes (n = 13), lung (n = 11), bone (n = 3), and
peritoneal disease (n = 7). Nineteen patients presented with 1 site of extrahepatic metastasis;
5 patients had extrahepatic metastases at 2 sites. Two patients had extrahepatic metastases at
more than 2 sites; 1 had a primary tumor originating from the adrenal cortex and the other
had a testicular germ cell tumor.

Twenty-four patients (47%) received systemic therapy prior to liver resection. Preoperative
systemic therapy differed by tumor type and included tegafur-uracil in 1 patient with ovarian
metastases, radioiodine for 5 patients with thyroid metastases, and cisplatin/etoposide for 8
patients with testicular metastases. The 10 patients with adrenal metastases treated with
preoperative chemotherapy received a wide range of agents, including mitotane, cisplatin,
etoposide, sorafenib and adriamycin. The duration of preoperative therapy was dependent on
the radiologic response, ranging from 3 to 12 months. In all patients, the systemic therapy
was discontinued at least four weeks before surgery.

Intraoperative and postoperative characteristics of the 51 study patients are summarized in
Table 2. A major hepatectomy (≥ 3 contiguous liver segments) was performed in 32 patients
(63%), and extended hepatectomy (more than a hemihepatectomy) was required in 8 patients
(16%). An associated extrahepatic procedure, such as nephrectomy, adrenalectomy,
extended lymph node dissection, or resection of a peritoneal mass, was necessary in 19
patients (37%) in order to achieve complete resection of the visible tumor burden.
Radiofrequency ablation was used in only 1 patient (2%), for the treatment of a central liver
mass. Resection margins microscopically positive for tumor cells were found in only 7
(14%) of the liver resection specimens. Mean estimated blood loss during hepatectomy was
700 ± 1100 mL, and in 19 patients (37%), perioperative transfusions were required.
Seventeen patients (33%) received postoperative systemic therapy.

Postoperative mortality and morbidity
The postoperative mortality rate was 2% (1 patient died). The postoperative course of the
patient who died was complicated by a biliary leak, ascites, pleural effusions, and acute
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renal failure, which led to the death of the patient 86 days after an extended right
hepatectomy for 5 metastases from an adrenal cortical carcinoma.

The postoperative morbidity rate was 27% (14 patients). Seven patients (14%) had major
postoperative complications, such as intraabdominal fluid collection necessitating drainage,
bleeding necessitating repeat laparotomy, and acute renal failure necessitating hemodialysis.

Survival
At a median follow-up time of 20 months (range: 1–144 months), 3-year and 5-year overall
survival rates were 64% and 58%, respectively. Three-year and 5-year recurrence-free
survival rates were 37% and 37%, respectively (Figure 1). Twenty-eight patients (55%)
developed a recurrence, and the median time to recurrence after liver resection was 5 months
(range: 0.8–81 months). Recurrent lesions were identified in the lung, liver, brain, bones,
lymph nodes, peritoneum, and primary tumor site. Lung (9 cases) and liver (8 cases) were
the most common sites of tumor recurrence. Three patients had 2 sites of recurrence at the
same time. Nine patients underwent a re-resection for the recurrent metastases; 4 of these
patients had a repeat hepatectomy.

Predictors of outcome
Only 1 factor was predictive of recurrence-free survival: the presence of 2 or more sites of
extrahepatic disease was associated with shorter recurrence-free survival in the univariate (P
= .01) (Figure 2) and multivariate analyses (hazard ratio [HR] = 3.52, 95% confidence
interval [CI] = 1.26–9.84, P = .016) (Table 3).

In univariate analysis of overall survival, the presence of 2 or more sites of extrahepatic
disease (P = .009) and interval of 12 months or less between resection of the primary tumor
and diagnosis of the liver metastases (P = .017) were associated with worse overall survival
after resection of liver metastases (Figure 3 and Figure 4, respectively, and Table 4). An
additional variable that trended toward significance in univariate analysis was the need for a
major hepatectomy (P = .06). Independent associations with overall survival identified in
multivariate analysis included the presence of 2 or more sites of extrahepatic disease (HR =
4.80, 95% CI = 1.18–19.50, P = .028) and interval of 12 months or less between resection of
the primary tumor and diagnosis of the liver metastases (HR = 5.33, 95% CI = 1.11–25.71, P
= .037) (Table 4).

DISCUSSION
This study examined prognostic factors and outcomes for 51 patients with HNEM treated
with liver resection. The low morbidity and mortality rates in this cohort, 27% and 2%,
respectively, confirm that this approach is feasible and safe. Results of our survival analysis
indicate that liver resection in this cohort was associated with favorable oncologic outcomes,
including a 5-year overall survival rate of 58% and a 5-year recurrence-free survival rate of
37%. These long-term outcomes are superior to those in medically treated patients with
HNEM, particularly patients with metastases from adrenal cortical carcinoma (5-year overall
survival rate = 15%) 20,21.

There are several important differences between patients presenting with liver metastases
from colorectal, gastrointestinal neuroendocrine, and nongastrointestinal endocrine primary
tumors. Patients with liver metastases from colorectal tumors and gastrointestinal
neuroendocrine tumors less commonly present to hepatic surgeons with extrahepatic
metastases because 1) liver metastases in such patients occur as the result of tumor spread
via gastrointestinal lymphatic channels and/or the portal vein before tumor cells reach the
systemic circulation 12,22,23 and 2) the presence of extrahepatic metastases has been reported
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to be a poor prognostic factor and a relative contraindication to resection in these patients 24.
In contrast, HNEM are hematogenous, occurring after malignant cells have already entered
the systemic circulation. HNEM, therefore, are associated with extrahepatic metastases in
the majority of patients. Despite this mode of tumor spread, the outcomes of our study
patients were similar to the favorable outcomes of patients with colorectal liver metastases
and neuroendocrine metastases treated with hepatic resection 1,6, validating this therapeutic
strategy as a long-term disease-controlling and potentially curative option for HNEM.

Previous studies on liver resection in patients with HNEM have failed to define prognostic
factors that could guide patient or therapy selection. Our analysis identified the presence of 2
or more sites of extrahepatic disease and detection of the liver metastases within 12 months
after resection of the primary endocrine tumor as patient factors independently associated
with worse survival. Each of these factors warrants discussion.

The correlation between extrahepatic disease and diminished survival has previously been
reported after resection of liver metastases from noncolorectal primary tumors, including
gastrointestinal carcinomas, nonendocrine tumors, and tumors of nonepithelial origin 7,9,25.
The presence of a limited burden of extrahepatic disease did not have a significant impact on
survival in our patient cohort. However, tumor dissemination to 2 or more extrahepatic
locations had a drastic influence on outcome: associated 5-year disease-free and overall
survival rates were both 0%. Even though liver metastases could be removed safely in the 7
study patients with 2 or more sites of extrahepatic disease, surgery did not result in
prolonged survival. On the basis of these data and the current literature, we consider
extensive extrahepatic tumor burden to be a relative contraindication to attempts at curative
resection.

The interval between resection of the primary tumor and detection of hepatic metastases also
reached significance as a prognostic factor for poor postoperative outcomes. Studies
reporting on the surgical approach for noncolorectal liver metastases confirm that early
occurrence of liver metastases after resection of the primary tumor signals a more aggressive
tumor biology 9,12,26–28. Because of conflicting results in previous analyses, we chose to
analyze the time from primary tumor resection to diagnosis of liver metastases using 2
different break points—synchronous versus metachronous and liver metastases diagnosed
within 12 months after the primary tumor or later. The difference in outcomes between
patients with true synchronous metastases and those with any metachronous presentation
was not significant. However, diagnosis of liver metastases within 1 year after resection of
the primary tumor was independently predictive of worse overall survival. Because the 5-
year survival rate for patients with metastases diagnosed within 1 year after resection of the
primary tumor was 42%, we continue to consider liver resection for selected patients with
short interval between primary tumor resection and HNEM diagnosis, but only if they are
free of extrahepatic disease or have extrahepatic disease in only 1 site.

Various studies investigating the outcome of patients after resection for noncolorectal liver
metastases have identified the primary tumor type (location and/or histology) as a significant
prognostic factor 7,9–12,26,27. These studies indicated that patients with gastrointestinal
primary tumors had in many cases an impaired survival 10,27. Our study is the only report
that has focused on the specific group of patients with HNEM. Although each of the
histologic tumor types included in this study demonstrates variable response to systemic
therapies, interestingly, the primary tumor type was not associated with patient outcome.

For patients with colorectal liver metastases neoadjuvant chemotherapy is an established
treatment, likely contributing to improved overall survivals and reduced risk of relapse 29,30.
The inhomogeneity in the origin of the liver metastases in the patients in our study prohibits
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an adequate evaluation of the role of perioperative chemotherapy. Nevertheless, since
HNEM are characterized by systemic dissemination, it is reasonable to infer that systemic
therapy may contribute to eradication of the circulating tumor cells, preventing tumor
recurrence and supporting the curative potential of surgery.

Our study has several limitations. It was a retrospective analysis of selected patients who
underwent resection, and the lack of a medical comparison group does not allow a definite
therapeutic recommendation for all patients with HNEM. However, the prolonged survival
after hepatectomy observed in our study provides evidence that surgery could be effective as
part of a multidisciplinary treatment approach. We reviewed the data of patients who
underwent resection over a long period of time (20 years) at 2 different centers, and there
might be disparities in patient management between the 2 centers and between different time
periods. However, characteristics of resected patients, surgical approaches, and outcomes
from the two centers were similar. Given the rarity of HNEM, compilation of a cohort large
enough to facilitate prognostic factor analysis required the inclusion of patients from a
longer time period as well as the cooperation of 2 high-volume hepatobiliary centers. The
use of state-of-the-art radiological methods to accurately identify metastatic disease and
optimize planning of surgery, the use of advanced methods for parenchymal dissection and
control of bleeding during liver resection, and the use of evidence-based postoperative
intensive care in both centers are all factors that may have contributed to the excellent short-
term and long-term results.

Despite these limitations, we conclude that liver resection is safe and should be regarded as
a potentially curative approach in patients with HNEM. Extrahepatic metastases are
common in these patients, and although limited extrahepatic disease should not be
considered an absolute contraindication to resection, patients with extensive extrahepatic
dissemination should be approached cautiously, as this feature is associated with poor
survival. Early onset of liver metastases after resection of the primary tumor affects outcome
and should be also taken into consideration in evaluation of the resectability of HNEM.
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Figure 1.
Overall and recurrence-free survival in 51 patients who underwent resection of hepatic
nondigestive endocrine metastases (HNEM).

Andreou et al. Page 10

Surgery. Author manuscript; available in PMC 2014 January 03.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



Figure 2.
Recurrence-free survival according to the number of sites of extrahepatic disease. Patients
with 2 or more sites of extrahepatic disease had diminished recurrence-free survival in
univariate and multivariate analysis (P = .01 and P = .016, respectively).
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Figure 3.
Overall survival according to the number of sites of extrahepatic disease. Patients with 2 or
more sites of extrahepatic disease had diminished overall survival in univariate and
multivariate analysis (P = .009 and P = .028, respectively).
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Figure 4.
Overall survival according to the interval between resection of the primary tumor and
diagnosis (Dx) of HNEM. Patients with an interval of 12 months (mo) or less between
primary tumor resection and diagnosis of HNEM had diminished overall survival in
univariate and multivariate analysis (P = .017 and P = .037, respectively).
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Table 1

HNEM patient preoperative characteristics (n = 51)

Characteristic

Mean age (SD) 44 years (14)

Sex (M/F) 25/26

Mean body mass index (SD) 25.5 kg/m2 (5)

Primary tumor, no. of patients (%)

 Adrenal cortical carcinoma 23 (45)

 Pheochromocytoma 3 (6)

 Medullary thyroid cancer 8 (16)

 Hürthle cell carcinoma of thyroid 3 (6)

 Ovarian granulosa tumor 5 (10)

 Germ cell testicular tumor 9 (17)

Primary tumor grade, no. of patients (%)

 Well differentiated 19 (37)

 Intermediate or poorly differentiated 19 (37)

 Unknown 13 (26)

Node-positive tumor, no. of patients (%) 22 (43)

Liver metastases

 Synchronous, no. of patients (%) 19 (37)

 Detected ≤ 12 months after primary tumor resection, no. of patients (%) 28 (55)

 Mean number (SD) 2.5 (2.5)

 Mean size (SD) 5.3 cm (4.2)

Extrahepatic disease, no. of patients (%) 26 (51)

 1 site 19

 2 sites 5

 3 or more sites 2

Extrahepatic disease sites, no. of patients*

 Lymph nodes 13

 Bone 3

 Lung 11

 Peritoneal disease 7

Preoperative systemic therapy targeting liver metastases, no. of patients (%) 24 (47)

Abbreviation: HNEM, Hepatic nondigestive endocrine metastases; SD, Standard deviation.

*
Some patients had more than 1 extrahepatic site of metastases.
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Table 2

HNEM patient intraoperative and postoperative characteristics

Characteristic No. (%) of patients (n = 51)

Major liver resection (≥ 3 contiguous liver segments) 32 (63)

Associated extrahepatic procedure 19 (37)

 Nephrectomy and/or adrenalectomy 9

 Extended lymph node dissection 4

 Resection of peritoneal mass 4

 Other 2

Radiofrequency ablation 1 (2)

Mean estimated blood loss (SD) 700 mL (1100)

Transfusion required 19 (37)

Postoperative mortality 1 (2)

Postoperative morbidity 14 (27)

Major postoperative complication 7 (14)

Surgical margin positive for liver metastases 7 (14)

Postoperative systemic therapy 17 (33)

Abbreviation: HNEM, Hepatic nondigestive endocrine metastases; SD, Standard deviation.
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