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Rezumat
Care este rolul chirurgiei in hepatocarcinomul BCLC B?

Hepatocarcinomul intermediar, conform criteriilor Barcelona
Clinic Liver Cancer (BCLC), cuprinde un numaér larg de pacienti,
cu caracteristici diverse, fiind definit de tumori multiple, functie
hepatica pastrata si status de performanta bun. Tratamentul reco-
mandat pentru acest stadiu este chemoembolizarea transarteriala
(TACE), dar exista studii care discutd rolul chirurgiei chiar si in
acest stadiu. Articolul de fata raporteaza cazul unei paciente de 59
de ani, diagnosticatd cu hepatocarcinom stadiu BCLC B (doui
tumori de 34, respectiv 25 mm, in segmentele hepatice 5 si 6), care
au fost tratate cu succes prin rezectie chirurgicala. Aceasta pacienta
asociazd factori de risc aditionali precum obezitate morbida,
hipertensiune portala clinic semnificativa si trombocitopenie. In
ciuda acestor factori, evolutia cazului a fost favorabila. In concluzie,
consideram ca tratamentul chirurgical are un rol important in
managementul pacientilor bine-selectati diagnosticati cu hepato-
carcinom incadrat in stadiul BCLC B, iar o evaluare preoperatorie
detaliata poate reduce riscul perioperator.

Cuvinte cheie: hepatocarcinom, criteriile BCLC, chirurgie hepatica

Abstract
Intermediate stage hepatocarcinoma, classified b Barcelona Clinic
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Liver Cancer (BCLC) comprises a large number of patients, with diverse characteristics, being
defined by multiple tumours, preserved liver function and good performance status. The recom-
mended treatment for this stage is transarterial chemoembolization (TACE), but there are a few
studies that discuss the role of surgery in this stage. We report a case of a 59-year-old woman
diagnosed with BCLC B hepatocarcinoma (two tumours of 34 and 25 mm, in liver segments 5 and
6) who was successfully treated with surgical resection. This patient had additional risk factors like
morbid obesity, clinically significant portal hypertension, and thrombocytopenia. Despite these
characteristics, the evolution was favourable. In conclusion, we believe that surgery has an impor-
tant role in the treatment of well-selected BCLC B patients and a good preoperative assessment of

the patient can minimize the perioperative risk.
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Introduction

An adequate staging of hepatocellular
carcinoma (HCC) is necessary in order to
guide the management and treatment of
these tumours, as well as for defining the
prognosis in each particular case (1).

Despite having 1its limitations, the
Barcelona Clinic Liver Cancer (BCLC)
staging system is one of the most widely
used and accepted classifications (1). It uses
data regarding the number of tumours,
tumour size, functional liver status and
the patient’s physical status to define five
different stages (2).

According to the BCLC system, surgery is
the treatment of choice in early stages (stage 0
and stage A), while other treatment options
(transarterial chemoembolization = TACE or
sorafenib) are recommended in intermediate
and advanced stages (3). Lately, there have
been discussions regarding expanding the
indications for surgical resection to patients
included in BCLC B stage (intermediate
stage) (4,5); there has been proof that surgical
resection may achieve a better overall
survival (3,4).

Intermediate stage hepatocarcinoma is
defined by multinodular disease, preserved
liver function and good performance status.
Therefore, patients included in BCL.C B stage
are part of a heterogenous population (5), with
diverse characteristics, that might benefit

from a more personalized approach in their
treatment.

Indications for surgical resection in non-
early HCC remain controversial. We present
the management of an intermediate stage
HCC, with multiple associated risk factors
that supports the hypothesis that surgical
resection can be a treatment option in well-
selected patients.

Case Report

We present the case of a 59-year-old female
patient with a 10-year history of viral C
hepatitis; she followed an interferon-free
treatment with a sustained virological
response. In March 2019, she was diagnosed
with liver cirrhosis: Fibroscan indicated F4
Metavir stage. The patient had a BMI of 46.8
kg/m? and no other associated conditions.

In July 2019, she had a follow-up appoint-
ment with the gastroenterologist. Routine
imagistic evaluation by abdominal ultrasound
revealed a suspicious nodule in the liver.
Contrast-enhanced ultrasound described a
hypoechoic subcapsular lesion of about 2 cm,
between segment 5 and 6 of the liver; after the
administration of the contrast agent, the
lesion showed intense enhancement in the
arterial phase with inhomogeneous wash-out
in the portal phase. Another nodule of less
than 1 cm, with the same characteristics was
identified just under the hepatic capsule, in
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Figure 1.

CT scan: axial view (July 2019). The first tumour — heptic segment 5/6

(from left to right: arterial phase — tumour dimensions — venous phase)

Figure 2.

CT scan: axial view (July 2019). The second tumour — hepatic segment 6

(from left to right: arterial phase —tumour dimensions — venous phase)

hepatic segment 6. A CT scan was performed,
and the two lesions were described. A 25 mm
tumour was identified at the limit between
liver segments 5 and 6, with a subcapsular
situation, with inhomogeneous arterial
enhancement and inhomogeneous wash-out;
the imagistic suspicion was of hepatocellular
carcinoma (Fig. I). Another subcapsular
tumour of 13 mm was described in liver
segment 6; it had arterial enhancement but no
wash-out, being considered a dysplastic lesion
(Fig. 2. Blood tests showed moderate
thrombocytopenia, normal bilirubin and
albumin levels. At this time, the patient was
staged as BCLC A (two nodules up to three

centimeters, good performance status, pre-
served liver function). The patient did not
undergo any treatment and there was no
follow-up for about one year, the patient
avoiding to make an appointment in the
current pandemic context.

In September 2020, the patient presents
to the gastroenterology department for
reevaluation. After more than one year
from the initial diagnosis, a CT scan was
effectuated: the first tumour, described at the
border between segments 5 and 6 has now
approximately 34 mm (Figs. 3, 4), while the
second tumour, localized in segment 6 has 24
mm and imagistic characteristics of a hepa-

Figure 3.

CT scan: axial view (September 2020). The firt tumour — hepatic segment 5/6

(from left to right: arterial phase — measured tumour — venous phase)
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Figure 4.

CT scan: coronal view (September 2020). The first tumour — hepatic segment 5/6

(from left to right: arterial phase — measured tumour — venous phase)

tocarcinoma as well (heterogenous arterial
hyperenhancement and heterogenous wash-
out) (Figs. 5, 6). The tumours were evaluated
by contrast-enhanced ultrasound, which
confirmed their position and typical charac-
teristics for a hepatocellular carcinoma. Blood
tests showed thrombocytopenia (63000/ uL),
mildly elevated bilirubin level (1.4 mg/dl), the
albumin level was in normal ranges (3.7 g/dl),
the INR was 1.27, and no other significant

Figure 5.

CT scan: axial view (September 2020). The second tumour — hepatic segment 6

pathological alterations were identified.
Given all these data, we could calculate a
Child-Pugh score of 5 points, the diagnosis
being Child A liver cirrhosis. The evolution of
the tumours during the past year, one of
them being larger than 3 cm included the
patient in BCLC stage B. BMI was 52.5
kg/m? the patient being morbidly obese.

Considering the characteristics of the two
tumours, a multidisciplinary team considered

(from left to right: arterial phase — measured tumour — venous phase)
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Figure 6.

CT scan: coronal view (September 2020). The second tumour — hepatic segment 6

(from left to right: arterial phase — measured tumour — venous phase)
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that this patient might benefit from surgery.
A cardiac and respiratory evaluation was
indicated; a normal cardiac function and a
mild ventilatory obstruction on spirometry
permitted a safe surgical intervention. The
hepatic venous pressure gradient was also
measured, a value of 12 mmHG indicating
clinically significant venous hypertension. We
also performed a thromboelastography (TEG)
in order to test the efficiency of hemostasis
considering that thrombocytopenia was
present. A TEG 5000 Hemostasis Analyzer
was used. The result showed a hypercoagula-
tion state with secondary fibrinolysis. Despite
thrombocytopenia, the test showed a normal
MA (maximum amplitude).

After the preoperative evaluation, we
decided to proceed with the surgical interven-
tion. A marginal resection of liver segments 5

and 6 was performed (#ig. 8. The postopera-
tive evolution was favourable, the patient
being discharged on postoperative day 5. The
final histopathological report described two
tumours of 35 and 24 mm, with hepatocellular
carcinoma histology, and clear resection
margins.

Discussion

The presented case illustrates the use of
surgical resection as the treatment of choice
for a patient beyond BCLC criteria for surgery.
Although the patient had no indication for
surgery based on BCLC criteria and had
additional risk factors (thrombocytopenia,
clinically significant HVPG, obesity), a multi-
disciplinary team decided that surgical inter-
vention could be the best option for this

......

-
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Figure 8.
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patient, given the subcapsular localization of
the two tumours and the possibility of including
them in the same marginal resection. We
intend to integrate the particularities of our
case in the context of the published literature,
in order to discuss the controversial subject of
surgical resection in non-early HCC.

Hepatocellular carcinoma (HCC) is a
heterogenous disease, from its etiology to its
clinical-biological behaviour (6). Different
staging systems have been proposed in order
to standardize the management of this disease
and offer the best prognosis for each patient;
the Barcelona Clinical Liver Cancer (BCLC)
classification is used in most centers. Even
with the current classifications, the best
treatment for each stage is still poorly under-
stood and controversies exist especially
regarding non-early stages, for which non-
curative treatment options are recommended.
Intermediate stage disease (BCLC B)
comprises a very heterogenous group of
patients on its own, therefore posing unique
challenges for its therapeutic management (5).
Due to this reason, there have been attempts
to develop and validate subclassifications (7,8)
for a better stratification of the patients
included in this stage.

Several studies have discussed the role of
surgery in intermediate-stage patients, with
promising results. Ciria et al. (9) concluded
that surgical resection can offer survival
benefit with acceptable safety in BCLC B
patient; the major advantage of resection is
the fact that it offers a curative option of
treatment for these patients. Other studies
(3,10,11) report good results, while recom-
mending the careful selection of patients
for surgery. Wada et al. (11) proposed the
following indications for surgical intervention
in BCLC B patients: platelet count > 80000
/mm?, total bilirubin in normal range, appro-
priate residual liver volume and no ascites.
Judging by these criteria, our patient had a
mildly elevated bilirubin level and thrombo-
cytopenia: we consider that even with these
issues, if a thorough preoperative evaluation
is performed, surgery can be a viable option.

From its introduction in 1985, TEG (a

viscoelastic test for the global evaluation of
hemostasis) has been used in liver transplan-
tation centers for the evaluation of hemostasis
in patients undergoing liver transplantation
and for the management of blood transfusions
(12,13). Despite the old belief that cirrhotic
patients are naturally anticoagulated, the
studies from the last decades have shown that
they express a normal balance of hemostasis
(14-17). Despite thrombocytopenia and
decreased levels of coagulation factors (pro-
and anti-coagulant), these patients are more
prone to hypercoagulability than bleeding
due to a normal or even increased level of
thrombin generation. (18,19). Our patient,
despite having a low platelet count, expressed
a hypercoagulative state associated with
secondary fibrinolysis as shown by TEG.
Contrary to what conventional management
would recommend — platelet transfusion,
she had to be anticoagulated. More factors —
obesity, cirrhosis, and hepatocarcinoma — could
have contributed to her hypercoagulative state.
With the use of TEG, we avoided an
unnecessary platelet transfusion, and the
patient could be operated in safe condition.

The recommended treatment by BCLC
criteria for intermediate stage patients is
TACE, according to clinical practice guide-
lines. In the medical literature, a few studies
compared TACE and surgical resection (20). A
meta-analysis (21) demonstrated that surgical
intervention has a statistically significant
survival benefit compared with TACE in
BCLC B patients. Another study (22) com-
pared the quality of life (QoL) between two
groups of patients who underwent surgery or
TACE: long-term QoL was better in the
resection group. The same study reported that
surgical treatment temporarily decreased QoL
on the short term: in our presented case, the
patient recovered quickly after the interven-
tion (even with morbid obesity being an
important risk factor), being discharged on
postoperative day 5.

Although, the advantages of surgical treat-
ment in BCLC B patients are significant, the
risk of recurrence exists and a close follow-up
is important. A recent study shows that early
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recurrence rate is higher for patients beyond
BCLC criteria, but after 2 years it is similar
between BCLC 0/A and BCLC B/C after the
second postoperative year (23). It is important
to keep in mind this fact in order to enssure a
close surveillance of the patient in early post-
operative period.

Different treatment methods are used
today as a bridging therapy to liver trans-
plantation. Surgical resection may be a good
choice of bridging therapy since it provides a
better control of tumor growth, as well as an
evaluation of tumor biology by pathological
analysis (24).

While promising results regarding the role
of surgery in intermediate stage HCC exist, a
comprehensive stratification of the patient
who would benefit the most from this course
of treatment is very difficult to accomplish,
especially due to the heterogeneity of the
BCLC B stage. For this reason, we consider
that an attentive evaluation of each case, and
a discussion within a multidisciplinary team
is the best way of making the best treatment
choice for each patient. In our particular case,
risk factors (liver cirrhosis, morbid obesity,
thrombocytopenia, increased HVPG) had to be
put in balance with the favourable factors that
permitted the resection (the tumours localized
in the anterior segments of the liver, superfi-
cial situation of tumours, the proximity of
the two tumours, the cardiorespiratory
assessment results, and the TEG results).

We believe that every classification has its
limits, which can be overcome by clinical
judgement in complex cases. The general
status of the patient as well as the technical
difficulty of the resection should be taken into
consideration, thus we can evaluate the
possibility of offering a treatment with cura-
tive intent to as many patients as possible.

Conclusions

Surgical resection is not recommended as a
treatment for intermediate stage hepato-
cellular carcinoma by the BCLC staging
system. However, our presented case supports
the fact that well-selected patients, with a

proper preoperative evaluation, can benefit
from surgery. The current tendency is to
perform surgical resection whenever possible,
even beyond general recommendation, this
type of approach being supported by our pre-
sented case as well.
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