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E D I T O R I A L

Combined hepatocellular- cholangiocarcinoma –  More 
questions than answers

In this issue of Liver International, Kim et al present their out-
come data for a series of patients treated for advanced combined 
hepatocellular- cholangiocarcinoma (cHCC- CCA).1 This study is im-
portant, highlighting how little we know about this primary liver 
cancer, compared to the more common hepatocellular carcinoma 
(HCC) and intrahepatic cholangiocarcinoma (ICC). The robust ev-
idence base for managing patients with HCC has been derived 
largely from patients with cirrhosis, incorporating assessments of 
liver function alongside tumour stage and performance status.2 
For patients with advanced HCC, cytotoxic chemotherapies have 
had a limited role historically, with the mainstay for the last decade 
being medical therapy with the multikinase inhibitor (MKI) sorafenib. 
Increasingly though, clinicians are seeing patients present with HCC 
in the absence of cirrhosis— often on a background of the metabolic 
syndrome.3 Patients with ICC are also less likely to have cirrhosis, 
with surgical options and cytotoxic chemotherapy central to their 
care. Combined HCC- CCA is a relatively rare histological subtype 
of primary liver cancer, although estimates of its true prevalence 
have probably been hampered by the lack of routine confirmation 
of HCC diagnosis by biopsy. Diagnostic biopsy for suspected HCC is 
generally reserved for patients with radiologically atypical lesions, 
or those arising in the absence of cirrhosis. In those that have a bi-
opsy, representing just a small part of a heterogenous tumour, cases 
with cHCC- CCA may remain undetected. Published series report-
ing cHCC- CCA— with a suggestion of an association with a poorer 
prognosis— are typically surgical ones, with advanced stage cancers 
less well- represented. It is on this background that multidisciplinary 
teams looking after patients with liver cancer, after histopathological 
assessment of a diagnostic biopsy or a resection, occasionally make 
the diagnosis of cHCC- CCA— with the expectation that the oncol-
ogist will offer the patient the best treatment available. This study 
by Kim et al is of a heterogenous retrospective cohort of less than 
100 patients, but given the lack of evidence and guidelines informing 
clinical practice, it has an important message.

This is the largest series to date, with Kim et al using a robust 
methodology with pathological review of all cases. Male gender 
was observed in 85% of patients, more in keeping with the gender 
distribution for HCC as compared to ICC. Importantly, while other 
published series have mainly focused on the results of chemother-
apy for cHCC- CCA, the authors have included patients treated with 
first- line sorafenib, comparing results to those of other patients 

treated with chemotherapy -  the majority receiving the biliary 
tract cancer- orientated cisplatin/gemcitabine regimen.4– 6 This is a 
clinically- relevant comparison, as clinicians confronted with these 
rare combined tumours, in the absence of data from clinical trials, 
are led to select either HCC- orientated or ICC- oriented strategies 
based on clinical acumen (Figure 1).

As expected with this combined tumour, the underlying charac-
teristics of the cohort lie somewhere between what is expected for 
HCC vs ICC. These characteristics appear to influence therapeutic 
choices. Cirrhosis was present in 44% of the population. The pa-
tients with cirrhosis were more likely to receive sorafenib as their 
first- line medical treatment, often having received prior locoregional 
therapies. The patients receiving chemotherapy were less likely to 
have cirrhosis. The elevated CA19- 9 or AFP also seemed to have in-
fluenced therapeutic choices. Seventy nine percent of tissues stud-
ied by Kim et al were from patients undergoing resections, perhaps 
reflecting the importance of the amount of tissue available to the 
pathologist for histological assessment. As alluded to already, the 
pathological diagnosis of these combined forms is more difficult in 
small biopsy specimens, although it can possibly be aided by combi-
nation with careful evaluation of imaging.7

The major finding reported by Kim et al was that sorafenib and 
chemotherapy performed similarly. Progression- Free Survival (PFS) 
and overall survival were similar to those expected of sorafenib for 
patients with HCC or chemotherapy for patients with ICC. Albeit 
somewhat pedestrian, these results are noteworthy and of impor-
tance to clinicians making decisions for these patients. These data 
support the use of either treatment strategy (HCC- orientated vs 
ICC- orientated) as first- line medical treatment for patients with com-
bined HCC- CCA, also raising the option for clinicians to consider a 
switch to the other if early progression occurs. Noting that less than 
half of patients received second- line medical therapy does highlight, 
however, the importance of first- line therapy selection. The low ob-
jective response rate (ORR) and PFS achieved with second- line cyto-
toxics (received by the large majority of patients) points towards the 
use of an MKI, as a higher ORR for regorafenib has been reported for 
patients with HCC who previously received sorafenib.8

An obvious additional question raised by Kim et al centres on the po-
tential role of immunotherapy for cHCC- CCA, since an immunotherapy- 
containing combination is now a standard of care option for systemic 
treatment for HCC, with immunotherapy also being tested in late- phase 
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clinical trials in combination with chemotherapy as first- line treatment 
of biliary tract cancers. The combination of atezolizumab- bevacizumab 
was clearly superior compared to sorafenib in the patients with HCC 
selected to take part in the IMbrave150 study.9 As in most clinical trials, 
cases of known cHCC- CCA were excluded from IMbrave150, but the 
data do raise hopes of a potential role for immunotherapy in patients 
with combined HCC- CCA. Given the rarity of these tumours, however, 
establishing prospective randomized trials would require a truly global 
collaborative approach.

Another strategy Kim et al introduce is the potential for mo-
lecular analysis of these tumours to inform management decisions. 
Recent evidence suggest that cHCC- CCA have a monoclonal origin. 
Although some have alterations similar to ICC, molecular alterations 
are more frequently similar to those found in HCC.10,11 Notably, the 
frequency of targetable fibroblast growth factor receptor (FGFR) 
fusions and isocitrate dehydrogenase (IDH)1 mutations are less fre-
quent in combined tumours, but are still found in some patients, sug-
gesting that a systematic approach to identifying alterations may be 
important for the future.12

In summary, although a consensus on the pathological definition 
and classification of cHCC- CCA has recently been reached, there is 
no similar consensus regarding optimal systemic therapy for patients 
with advanced disease. This study by Kim et al draws attention to 
the non- evidence based decisions being made when managing these 
patients, with their data suggesting that sorafenib and cytotoxic re-
gimes perform similarly, albeit with room for major improvement. 
Although randomized clinical trials are likely to be significantly ham-
pered by the rarity of this tumour type, non- randomized series fo-
cusing on molecular stratification and immunotherapy combinations 

should be realistic achievable goals that may provide further useful 
guidance to clinicians and hope of improved outcomes for patients.
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