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CHOLANGIOCARCINOMA IN TWIN

PREGNANCY: A CASE REPORT

Cholangiocarcinoma during pregnancy is a very rare condition. We present the case of a 35-year-old pregnant
woman with intrahepatic cholangiocarcinoma. To our knowledge, this is the first case of cholangiocarcinoma in
a patient with twin pregnancy. At 25 weeks of gestation, surgical intervention was performed: right-sided hemi-
hepatectomy, lymphadenectomy D3, and diaphragmatic peritoneumectomy on the right side. At 33 weeks of preg-
nancy, a cesarean section was performed. Currently, the patient is receiving chemotherapy. A multidisciplinary
approach should be a standard workup in making decisions regarding the treatment strategy for a pregnant patient

with a cancer diagnosis.
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According to the world literature, the incidence of
malignant tumors during pregnancy is 1 case per
2000—3000 pregnancies, and in recent years,
there has been observed a tendency toward an in-
crease [1—3]. The most frequently occurring can-
cers during pregnancy include breast, cervical,
and ovarian cancers, melanoma, and lympho-
ma [1—4]. Cholangiocarcinoma represents less
than 1% of all malignancies and about 10—15%
of all primary liver cancers [5]. This is an uncom-
mon and very aggressive malignancy with a me-
dian survival of 3 to 6 months [6, 7]. Cholangio-
carcinoma during pregnancy is an extremely rare
condition with limited cases reported in the lit-
erature, therefore, very limited data are available

on the diagnosis, progression, and pregnancy-re-
lated outcomes of this malignancy.

Currently, there are no clear guidelines and re-
commendations in the world and Ukraine regard-
ing the management of pregnant women with can-
cer, therefore decisions regarding each case should
be made individually with the help of a multidisci-
plinary team, taking into account the risks for the
mother and fetus.

Case presentation

Patient K., a 35-year-old gravida, was admitted to
the Department of Operative Gynecology with
a diagnosis of metastatic hepatic adenocarcinoma
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Fig. 1. Ultrasound examination. Progressing pregnancy at
22 weeks + 1 day. Diamniotic, dichorionic twins

of Segment 6 (Sg6). Pregnancy I, 22—23 weeks.
Twins: dichorionic diamniotic.

From the anamnesis: The patient has her first,
desired twin pregnancy. From the 16™ week of ges-
tation, the patient presented with pain in the right
hypochondrium, which worsened after eating and
active fetal movements. An ultrasound scan of the
abdominal cavity was performed. The lesion in Sg6
of the liver was detected. At the 16™ week of preg-
nancy, a biopsy of this neoplasm was performed.
According to the results of the pathohistological
study, the morphological picture and the results of
the immunohistochemistry correspond to adeno-
carcinoma originating from the gastrointestinal
tract or the pancreatobiliary system. The patient
has a complicated heredity: her father and paternal
grandfather died of gastric cancer.

The following examinations were performed:

1) Fetal ultrasound, which confirmed a progres-
sive pregnancy at 22 weeks + 1 day (Fig. 1). Diam-
niotic dichorionic twins. No pathological changes
were detected in the fetuses.

2) CT scan of the chest cavity with i.v. enhance-
ment, which did not reveal signs of inflammatory
and neoplastic changes.

3) MRI of the abdominal cavity with i.v. en-
hancement: Sg6 liver tumor with invasion to
veins, capsule, delayed enhancement, minimally
prestenotically dilated subsegmental bile ducts —
it was impossible to exclude mass-forming chol-
angiocellular carcinoma. Periportal lymphade-
nopathy. No gastrointestinal or pancreatic neo-
plasms were detected. Moderately enlarged spleen.
Right-sided ureterohydronephrosis (uterine com-
pression).

In the parenchyma of liver segment Sg6, there is
anodular solid tumor measuring 68 x 50 x 62 mm.
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It invades the segmental Glisson’s capsule of Sg6,
infiltrates the liver capsule, exhibits high cellular
density, restricts diffusion (ADC 0.75), and de-
monstrates a delayed contrast accumulation. The
posterior subsegmental Glisson’s capsule 8 and
small branches of the right hepatic vein (RHV)
are involved along the upper edge of the mass.
The subsegmental bile ducts of Sg6 are minimal-
ly prestenotically dilated. A small avascular cyst
in Sg6 — 4 mm. In the remaining parenchyma,
the liver exhibits a homogeneous MR signal. Be-
low the portal vein, in the area between the head
of the pancreas, the duodenum, and the inferior
vena cava, an enlarged lymph node measuring
24 x 17 mm with a heterogeneous structure is ob-
served. The portal and hepatic veins show no
signs of thrombosis. The intrahepatic bile ducts
are not dilated, demonstrating a classic pattern
of convergence.

4) Esophagogastroduodenoscopy: erythematous
gastropathy. Duodenogastric reflux.

5) Oncomarkers: CA 72-4 — 3.16 U/mL (refe-
rence range < 6.0); CA — 242 < 0.5 U/mL (reference
range < 20); CA 19 — 9 < 1.2 U/mL (reference range
< 37); carcinoembryonic antigen — 4.88 ng/mL (re-
ference range < 2.5).

The AFP level was not tested because the patient
was pregnant and with twins.

Based on the above data, the clinical diagnosis was
established as primary liver carcinoma (cholan-
giocarcinoma?) cT3N1MO, stage III. First pregnancy,
24—25 weeks. Twins: dichorionic diamniotic.

The decision of the multidisciplinary team: Con-
sidering the presence of a histologically verified
malignant liver tumor, first detected during this
pregnancy at 16—17 weeks, in a patient with a di-
chorionic diamniotic twin pregnancy, and the
woman’s strong desire to preserve it, it was decided
to proceed with surgical treatment during the preg-
nancy while maintaining it. Prophylaxis for fetal re-
spiratory distress syndrome was performed, and
a “progesterone block” was established.

Surgical intervention: Right-sided laparotomy ac-
cording to Rio-Branco. Right hemihepatectomy.
Lymph node dissection (D3). Diaphragmatic perito-
nectomy on the right. Abdominal cavity drainage.

Intraoperative findings:

e Tumor in Sg6 extending along Glisson’s cap-
sule into Sg5, measuring 5 x 6 cm, reaching the bi-
furcation of the portal vein.
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¢ Enlarged dense lymph node of group 12, mea-
suring 1.5 x 1.5 cm.

e Small lesions (carcinomatosis) on the dia-
phragmatic peritoneum on the right.

Lymphadenectomy (D3) was performed from
the left gastric artery region, including lymph
nodes of groups 8, 9, 12, and 13.

Considering the extent of the tumor process
involving segments Sg5—6, the decision was
made to perform a right-sided anatomical hemi-
hepatectomy. This included transection and su-
turing of two branches of the right portal vein,
closure of the right lobar bile duct, and ligation
of the right hepatic artery (Figs. 2 and 3). Total
blood loss was 1600 mL. The duration of surgery
was 7 h 30 min. The duration of anesthesia was
8 h 45 min. On the following day after surgery, an
ultrasound of the fetuses was performed: preg-
nancy at 24 weeks + 3 days, progressing. Dicho-
rionic diamniotic twins.
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Figs. 2. Right-sided hemihepatectomy, stages of the surgery

Postoperatively, the following was registered:
hypokalemia, hyperchloremia, hypoglycemia, hy-
poalbuminemia, and the gradual increase in bili-
rubin levels, predominantly due to the direct frac-
tion, and cytolytic syndrome (elevated ALT and
AST levels). Iron deficiency anemia was\ con-
tirmed by a low ferritin level of 46.1 ng/mL (refer-
ence range: 10—291 ng/mL), which was consid-
ered low for a pregnant woman with twins, par-
ticularly in the context of cancer liver pathology
after right hemihepatectomy.

According to the results of the pathological ex-
amination of the postoperative specimen, the diag-
nosis was intrahepatic cholangiocarcinoma, large-
duct variant: pT2 pN1 (1/8) pM1 L1 VO Pn1 RO.

Timely and adequate correction and treatment
of the associated conditions were carried out, in-
cluding antibacterial therapy; gastroprotective
therapy; glucocorticoid therapy (Solu-Cortef at
a dose of 250 mg/day with gradual dose reduc-
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Fig. 3. Macroscopic specimen of the right lobe of the liver

tion); anticoagulant therapy; hormonal therapy;
daily correction of potassium, chloride, glucose,
and protein levels in the blood; and close moni-
toring of the fetuses’ condition.

During the treatment, 2 pleural punctures due to
pleural effusion, which is characteristic after large
liver resections, were performed. Ultrasound mon-
itoring of the fetuses was performed weekly.

Postoperatively, an increase in bilirubin levels to
83 umol/L with normal transaminase levels and hy-
pokalemia were observed. Gilbert’s syndrome was
excluded through molecular-genetic testing. An
MRI cholangiopancreatography was performed
without intravenous contrast: status post right-si-
ded hemihepatectomy. The bile ducts are not di-
lated. No signs of disease progression were found.
Postoperative fluid accumulation along the umbil-
ical fissure and under the liver.

During the stay in the surgical ward, daily mon-
itoring of the pregnancy was conducted. The uter-
us remained in normal tone; blood pressure did not
increase; peripheral edema was absent. No protein-
uria was detected throughout the entire observa-
tion period. The patient experienced a mild form
of COVID-19 for 10 days and received sympto-
matic treatment.

Two months after the surgery, the patient re-
turned to the Department of Operative Gynecolo-
gy. On the same day, an ultrasound of the fetuses
confirmed the antenatal death of one of them. The
pregnancy was at 33 weeks + 1 day. One fetus was
in breech presentation and the other — in trans-
verse lie. The condition of the latter was not dis-
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turbed. Left-sided hydronephrosis of stage I. Respi-
ratory distress syndrome (RDS) prevention for the
fetus was carried out using dexamethasone. During
the RDS prevention procedure, both ultrasound
and cardiotocography (CTG) monitoring of the fe-
tus were performed.

At 33 weeks + 3 days, through a cesarean sec-
tion in the lower uterine segment, the dead pre-
term girl was delivered. She had a double nuchal
cord around her neck with a true knot at the first
twist and around her body “like a shoulder belt,”
weighing 1560.0 g and measuring 44 cm in length.
The live preterm girl was delivered, weighing
2120.0 g and measuring 44 cm, with an Apgar
score of 4—5 points. The total blood loss was
450 mL. Lactation was immediately suppressed
with cabergoline. The postoperative postpartum
period proceeded without complications.

One week after delivery, a CT scan of the chest
organs with intravenous contrast was performed:
no signs of inflammatory or neoplastic changes
in the lung parenchyma were detected. Accord-
ing to the results of an MRI of the abdominal
organs with intravenous contrast: status post
right-sided hemihepatectomy. In the postopera-
tive period, fluid accumulation along the umbil-
ical fissure and under the liver at the site of lym-
phodissection decreased.

Three weeks after delivery, a session of plas-
mapheresis was performed, after which the bili-
rubin levels returned to normal. The plasma-
pheresis session allowed the initiation of chemo-
therapy according to the protocol: gemcitabine
1000 mg/m? and cisplatin 25 mg/m? on days 1
and 8, a 21-day cycle. The infant was in the neo-
natal intensive-care unit and post-intensive-care
unit for 58 days. She was discharged home in
good health.

Currently, the patient has completed the 3¢
cycle of chemotherapy. Follow-up radiological
examinations were performed: CT scan of the
chest organs with intravenous contrast and MRI
of the abdominal organs with intravenous hepa-
totropic contrast — no signs of disease progres-
sion were found.

Discussion

This case report is, to our knowledge, the first
case of cholangiocarcinoma in a patient with twin
pregnancy. At present, only 12 cases of cholangio-
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carcinoma occurring during pregnancy (one fe-
tus) and postpartum have been reported (based
on PubMed database search). Out of them, in
4 patients, the diagnosis was established only after
delivery [8]. Of those 12 cases, 3 patients died
within 2 mont hs after diagnosis without starting
specialized treatment, the outcome for another
4 is unknown, 4 patients received surgical or che-
motherapy treatment, and only 1 patient received
combined treatment during pregnancy [8]. The
obstetric situation for the majority of these pa-
tients was unknown. Therefore, the case of cho-
langiocarcinoma during a twin pregnancy de-
scribed by us seems to be unique.

In a pregnant patient, cholangiocarcinoma is
a significant management challenge given the rar-
ity and poor prognosis of this disease.

In our case, the diagnosis in the pregnant pa-
tient was histologically confirmed at 16 weeks of
gestation at her place of residence. However, the
referral for further oncological examination to
specialized medical institutions was not made by
her doctors. At 21—22 weeks of pregnancy, the
patient went to our Center. There was a delay of
5—6 weeks before the patient was admitted to the
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XOJIAHTIOKAPIIMIHOMA IIPU BATITHOCTI
IIBIMHEIO: KJIITHIYHNI BUIIATOK

XomaHrioKapLIMHOMA IIiJi YacC BaTiTHOCTI € my>Ke PiKiCHMM 3aXBOPIOBAHHAM. MU IIpefCTaBaaeMO BUIIAJOK 35-pidHOi
BariTHOI )KiHKM 3 BHYTPilIHbOIIEYiHKOBOI XOJIaHriOKapLMHOMOMW. Lle mepummii BUnIafloK X0/JIaHTiOKapLVHOMMA y IIa-
IieHTa 3 BariTHiCTIO ABijiHer0. Y TepMiHi BarirTHOCTi 25 TIDKHIB BUKOHAHO OllepaTVBHe BTPYYaHH:: IpaBoOiuHa remi-
rematektoMmis, miMdopucekiis D 3 i nepiToneymekromis miadparmu crpasa. Y TepMiHi 33 TVDKHI BUKOHAHO KecapiB
postuH. Ha faHnit 9ac mauieHTKa oTpuMye Ximioreparmito. MyabTUAMCHMUITTIHAPHUI TifIXifl € KTIOYOBMM B yXBajeHHI
PiLIEHHA 1O/I0 TAKTMKM JIiIKYBaHHSA BariTHOI 3 OHKOJIOTIYHMM JIiarHO30M.

Krro4oBi croBa: X0/aHTiOKapI[MHOMA, BariTHICTD, KiHIYHMIT BUMTAIOK.
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