
Letter to the Editor
Response to: “Anticoagulati
on is not associated with an
increased risk of variceal bleeding under systemic therapy for

advanced HCC”
To the Editor:
We are grateful to Allaire et al. for their letter.1 The authors
report the occurrence of acute variceal bleeding (AVB) in a large
series of patients with hepatocellular carcinoma (HCC) treated
with atezolizumab/bevacizumab (atezo/bev).2 All patients
received a gastroscopy before starting systemic therapy and
most had adequate AVB prophylaxis. The slightly higher
occurrence of AVB in their cohort compared to ours could be
due to the differences in baseline characteristics of both
studies.3 There was a higher frequency of patients with
esophageal varices at baseline and previous episodes of AVB
in their study. More individuals with splenomegaly >12 cm, and
a lower median platelet count indicate a higher number of pa-
tients with significant portal hypertension. The presence of
varices, previous AVB, and spleen size could be identified as
predictive factors for gastrointestinal bleeding in our cohort.
Another possible reason for the higher AVB occurrence is the
longer follow-up period.

Of relevance is the comparison of bleeding episodes in
patients treated with atezo/bev vs. sorafenib, which was
recently published by the authors.2 The Imbrave150 study
reported a slightly higher occurrence of AVB with atezo/bev as
compared to sorafenib (2.4% vs. 0.6%),4 but this highly
selected cohort is limited in representing real-world condi-
tions. One example is the exclusion of patients with thera-
peutic anticoagulation. The colleagues’ study confirms that no
higher frequency of bleeding was observed with atezo/bev
compared to sorafenib under real-world conditions. Anti-
coagulation did not increase the risk of AVB bleeding in their
study or our cohort. A prerequisite is the systematic endo-
scopic screening combined with consequent management of
portal hypertension and its complications to assure the safety
of these treatments in patients with HCC.5 We agree
with the authors that non-selective beta-blockers should
be the mainstay of primary and secondary prophylaxis of
variceal bleeding. Non-selective beta-blockers reduce portal
hypertension as a disease driver. They not only prevent
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gastrointestinal (re)bleeding but can also reduce overall
hepatic decompensation events.6–8

Based on the findings of both studies we conclude that (1)
AVB bleeding episodes are not significantly more frequent in
patients treated with atezo/bev vs. the alternative first-line
agents lenvatinib and sorafenib and (2) therapeutic anti-
coagulation does not seem to represent a contraindication to
atezo/bev. Future studies should aim at assessing the safety of
the VEGF-inhibition-free regimen durvalumab/tremelimumab
and its impact on portal hypertension in patients with HCC.
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