


Background 

• Direct oral anticoagulants (DOACs) are recommended for stroke
prevention in patients with atrial fibrillation (AF) or for treatment of
deep vein thrombosis, although some concerns about safety and
efficacy were raised on the use of these drugs in patients with
advanced liver disease (ALD).

• Due to lack of evidence, DOACs are not recommended in class C of
Child-Pugh-Turcotte score (rivaroxaban also in class B).



Aim of the study

The aim of the study was to evaluate the ischemic and bleeding risk 
profile of DOACs compared to VKAs in patients with AF or DVT and 
with ALD or cirrhosis. 



Methods

• Systematic review of the literature.
• Observational (both prospective and retrospective n = 10) cohort studies

and 2 randomized controlled trials (RCT) were included.
• Definition of ALD: all type of liver disease that was excluded by phase III

clinical trials. Patients with diagnosis of cirrhosis, independently from
Child-Pugh score, patients with serum aspartate aminotransferase or
alanine aminotransferase >twofold the upper limit of normal or total
bilirubin >1,5-fold the upper limit of normal and patients with FIB-4 >3.25
were included.

• Primary endpoint: any bleeding, major bleeding, GI bleeding and ICH.
• Secondary endpoint: the efficacy of DOACs in reducing overall mortality,

new onset of IS/SE and recurrence or progression of DVT or pulmonary
embolism.





Results (I)

• DOACs treatment showed a net benefit reducing major bleeding 
(about 61%). 



Results (II)

• DOACs treatment showed no difference compared to VKAs in GI 
bleeding risk. 



Results (III)

• DOACs treatment showed a net benefit in preventing ICH (about 52%)



Results (IV)

• DOACs treatment showed a benefit in preventing all type of bleeding. 



Results (V)

• DOACs showed a minor progression/recurrence of DVTs compared to 
VKAs with a mean reduction of recurrence/progression of DVTs about 
82%. 



Results (VI)

• No difference in IS/SE was shown in the analysis.



Results (VII)

• In AF patients, the net benefit of DOACs comparing to VKAs persisted
in reduction of major bleeding and ICH. Furthermore, a reduction in
overall mortality was found in this subgroup of patients.

• In patients with cirrhosis, no difference in safety and efficacy
outcomes were shown between DOACs and VKAs groups, except for
ICH and recurrence/progression of DVTs.



Conclusions

• This meta-analysis shows that DOACs cause significant reductions in
the risk of major bleeding, ICH and recurrence/ progression of DVTs
by ensuring, at the same time, adequate protection from IS/SE and
not increasing GI bleeding risk compared to VKAs.

• Thus, DOACs may be an attractive therapeutic option helpful in the
management of patients with ALD or cirrhosis.


