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Case Report

Aggressive Surgical Management for
Metastatic Liver Tumors From Squamous Cell
Carcinomas: Report of Three Cases

Hironori Hayashil, Hiroyuki Takamura®, Shinichi Nakanuma?, Jun Kinoshita®, Isamu
Makino!, Keishi Nakamura!, Katsunobu Oyamal, Hisatoshi Nakagawaral, Tomoharu
Miyashita', Hidehiro Tajima', Itasu Ninomiya', Hirohisa Kitagawa', Takashi Fujimura’,
Sachio Fushida!, Takashi Tani2, Tetsuo Ohta!

"Department of Gastroenterologic Surgery, Division of Cancer Medicine, Graduate School of Medical
Science, Kanazawa University, Kanazawa, Japan

Department of Surgery, Public Central Hospital of Matto Ishikawa, Hakusan, Japan

The use of hepatectomy for the treatment of metastatic liver tumors (MLTs) arising from
squamous cell carcinomas (SCCs) has not been well investigated. The use of hepatectomy
for MLTs from SCCs, especially in advanced cases, needs further investigation. Three
patients with SCC-derived MLTs underwent hepatectomy. On clinicopathologic examina-
tion, the primary lesions were found to be oral cancer, lung cancer, and oropharyngeal
cancer, with synchronous metastasis in 2 patients and metachronous metastasis in 1 patient.
One case also involved adrenal metastasis, and another involved direct invasion of the
diaphragm and lung. In all cases, surgery was performed to eliminate any residual tumor
tissue. After the hepatectomy, 1 patient died (22 months postoperatively) of an unrelated
disease, 1 remains alive (30 months postoperatively) with a recurrent tumor, and 1 remains
alive (60 months postoperatively) without recurrence. For the patients with solitary MLT
derived from SCC, hepatectomy gives a chance for a cure. Thus, aggressive hepatectomy is
an important modality in the multidisciplinary approach for controlling SCC-derived MLTs.
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epatectomy is a well-established and effective  colorectal or neuroendocrine cancers.'”” However,
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Table 1  Clinical characteristics of the patients

SURGICAL THERAPY FOR MLT FROM SCC

Case 1 Case 2 Case 3
Age, y/sex 70/male 33/female 62/male
Primary lesion Oral cancer Lung cancer Oropharynx cancer
Synchronous/metachronous  Synchronous Synchronous Metachronous

Previous Tx Resection of primary lesion

Size, mm/location 50/S8

Tumor number Solitary

Other organ involvement Primary lesion

Surgical procedure Partial Hx + resection of primary

lesion
Surgical margin Negative
DFS, mo/site of rec 6/liver, lung and primary lesion
Postoperative therapy CTx — Re-Hx

Prognosis 22 mo/died of other disease

Resection of primary lesion

47/S7/8

Solitary

Lt adrenal gland

Rt hemi-Hx. + Lt adrenal

Resection and CRTx of primary
lesion

65/S7

Solitary

Rt diaphragm and lung

Post. sectionectomy + Rt partial

resection pneumonectomy
Negative Negative
60 3/pleural dissemination
Adjuvant CTx RTx
60 mo/DFS 30 mo/alive with recurrent tumor

CRTX, chemoradiotherapy; CTx, chemotherapy; DFS, disease-free survival; Hx, hepatectomy; Lt, left; Post., posterior; rec, recurrence;

Rt, right; RTx, radiation; Tx, therapy.

arising from noncolorectal and nonneuroendocrine
carcinomas is not completely clear.’* The results of a
multicenter cohort study provided some insight into
patients with squamous cell carcinoma (SCC) liver
metastasis who would potentially benefit from
hepatectomy.” According to the report, long-term
survival may be achieved in these patients if they
have limited metachronous disease amenable to
negative-margin resection. However, the use of
hepatectomy for liver metastasis from SCC, espe-
cially in advanced cases, needs further investigation.
Therefore, in the present report we describe the
cases of 3 patients with metastatic liver tumors
(MLTs) arising from SCCs, who were treated using
an aggressive surgical strategy.

Fig. 1 Computed tomography (CT) image of the liver tumor

(arrow) in case 1. The ring-enhanced liver tumor at segment 8 is
evident.
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Case Presentation

Between January 2000 and December 2012, we
performed hepatectomies on 3 patients with SCC-
derived MLTs (Table 1). The clinicopathologic
features of these cases were retrospectively charac-
terized based on patient medical records.

Case 1

A 70-year-old man received a diagnosis of oral
cancer and synchronous liver metastasis (diameter,
50 mm) in segment 8 (Fig. 1). He underwent
resection of the primary lesion, which resulted in
positive margins, and was referred to our depart-
ment for radical excision of the liver metastasis and
residual primary lesion. He underwent partial
hepatectomy and primary lesion resection, with
negative surgical margins. Six months after the first
hepatectomy, recurrence of residual liver, lung, and
primary lesions was detected. The patient under-
went a second hepatectomy (partial hepatectomy),
and the local recurrence was excised. Thereafter,
chemotherapy was administered and the tumor was
well controlled. However, the patient died of an
unrelated disease (a suspected myocardial infarc-
tion) 22 months after the first hepatectomy.

Case 2

A 33-year-old woman received a diagnosis of lung
cancer and synchronous metastasis in the right lobe of
the liver and left adrenal gland (Fig. 2). At 2 months
after tumor-free margin resection of the primary lung
lesion, she was transferred to our department for
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radical excision of the liver metastasis and left adrenal

metastasis. She underwent extended right hemi-
hepatectomy and left adrenal gland resection, with
negative surgical margins. Moreover, 1 month after
the hepatectomy, she received 4 months of adjuvant
chemotherapy. Thus far, the patient has exhibited 60
months of recurrence-free survival.

Case 3

A 62-year-old man with a diagnosis of a metastatic
liver tumor derived from an oropharyngeal cancer
underwent surgical treatment and adjuvant chemo-
radiotherapy 23 months prior to his referral to our
department (Fig. 3). The liver tumor was a 65-mm,
solitary lesion in the posterior sector, but it had
directly invaded the right diaphragm and lower
lobe of the lung. Posterior sectionectomy, along with
resection of the locally invaded diaphragm and right
lung lower lobe, was performed. However, recur-
rence was observed 3 months after the hepatectomy
as pleural dissemination and adjacent primary
lesion. The patient received irradiation for the
pleural dissemination, along with systemic chemo-
therapy. This patient remains alive 30 months after
the hepatectomy, with a recurrent tumor that is
being closely monitored.

Discussion

Unlike the use of hepatectomy for MLTs arising
from colorectal or neuroendocrine cancers,l'2 the use
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Fig. 2 CT images of the tumors in case
2. A slightly enhanced liver tumor
(arrow) is seen in the CT image (a).
Moreover, the tumor in the left adrenal
gland (arrowhead) is evident (b).

of hepatectomy for MLTs arising from SCCs is not
well established because of the lack of cohort studies
assessing its efficacy.®” Pawlik et al’ reported a
cohort study involving hepatectomy for SCC-de-
rived MLTs to clarify the significance and advan-
tages of the method. According to their report, long-
term survival could be achieved in patients with
limited metachronous disease that was amenable to
negative-margin resection. However, the use of
hepatectomy for advanced MLTs arising from SCCs
needs further investigation, because surgical resec-
tion represents the only chance for a cure.

In our series, SCC metastasis was not limited to
the liver. In case 2, metastasis was noted in the liver
and the left adrenal gland. Both lesions were
resectable, and thus negative surgical margins could
be obtained. The recurrence-free clinical course of
this patient suggests the importance of adjuvant
chemotherapy for patients with resectable metastat-
ic tumor, including MLT. The use of adjuvant
chemotherapy after curative resection of the tumor
has also been demonstrated to be beneficial for lun
SCCs®*? and SCCs from other primary lesions.'*™
Thus, for patients with tumors limited to the
primary lesion and liver metastasis, a combination
therapy involving hepatectomy for the MLT and
surgical or other curative therapy for the primary
lesion, as well as adjuvant chemotherapy, is believed
to yield a good prognosis.

Another type of MLT progression involves local
extension and invasion to adjacent organs, as
indicated in one of the present cases. In this case,

Fig. 3 CT image of the liver tumor
(arrow) in case 3. The ring-enhanced
liver tumor is evident in the posterior
sector (b), and has directly invaded the
diaphragm and lung (a), as shown.
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the tumor invaded the right lung from the right
lateral sector via the diaphragm. In such cases, the
risk of peritoneal and pleural dissemination is
unavoidable because of tumor progression. Further-
more, the treatment modality used for peritoneal and
pleural dissemination is important because these
cases have a high risk of recurrence. In our series,
pleural dissemination was treated with irradiation
because irradiation has been suggested to be effective
for SCCs with disseminated lesions.'>'* In contrast,
peritoneal dissemination is difficult to treat with
irradiation because of the morbidities associated with
intestinal injury. In such cases, other modalities, such
as systemic chemotherapy, are preferred.'® The most
important therapeutic strategy for SCC metastasis
involves the use of a multidisciplinary treatment
approach, including surgery in combination with
chemotherapy or irradiation. Nevertheless, hepatec-
tomy for SCC-derived MLTs is a useful option
because liver tumor progression is directly related
to tumor-associated mortality.

Intrahepatic recurrence after hepatectomy of SCC
liver metastasis should also be aggressively treated,
and this may involve the use of repeat hepatectomy,
if possible. Repeat hepatectomy is a safe, feasible,
and effective therapeutic modality in patients with
adequate preserved hepatic reserve.'® Thus, recur-
rence in the residual liver is not a contraindication
for surgery, even if the tumor is an SCC-derived
MLT, as in one of the cases in this study. If the
hepatic reserve is sufficient for tumor-free margin
hepatectomy, repeat surgery is the best modality for
tumor control, because an MLT may be a life-
threatening lesion.

In our series, all of the patients had solitary MLTs.
This seems to be important for predicting the
biologic behavior of the resected tumor. The number
of metastatic liver lesions is significantly related to
the prognosis in patients with other types of
primary lesions, such as colorectal adenocarcino-
ma.'”'® Similarly, solitary hepatic metastasis of
urothelial carcinoma, gastric cancer, and breast
cancer is a good prognostic factor.'”*! Thus, in our
SCC patients the presence of a solitary MLT after
hepatectomy was a good prognostic feature.

An important problem, according to the clinical
outcome of our series, is selection bias. Such bias
was unavoidable because the determination of
surgical indications was influenced by the tumor
status. In our series, the patients were referred to
our department from various departments that were
initially responsible for treating the primary lesions,
including dental surgery, respiratory surgery, and

1274

SURGICAL THERAPY FOR MLT FROM SCC

otorhinolaryngology. Thus, the treatment of SCC
liver metastases depends on a decision by the doctor
in charge regarding the possibility of a posthepa-
tectomy cure. Therefore, knowing and disseminat-
ing information regarding the curability of SCC liver
metastases are very important.

The selection of appropriate patients for hepatec-
tomy after the diagnosis of SCC-derived MLTs is
critical. Although most patients develop recurrent
lesions, as mentioned above, surgical resection
represents the only chance for a cure. Thus, to
achieve negative resection margins, it is very
important to have an aggressive surgical strategy
that includes metastasectomy and extended resec-
tion of the adjacent invaded organs in order to
eliminate residual tumor tissue. Additionally, effec-
tive adjuvant therapies appear to be useful for
preventing recurrence after aggressive surgery.

In summary, aggressive surgery is an important
therapeutic modality for patients with advanced
SCC liver metastasis. Moreover, good clinical judg-
ment and cautious selection of patients are essential
for determining the surgical indications for SCC-
derived MLTs. The consideration of an aggressive
surgical strategy is an important factor when
deciding the therapeutic strategy, although accumu-
lation of further cases is needed to determine the
characteristics of SCC liver metastases that are
amenable to this strategy.
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