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ai sensi dell’art. 3.3 sul Conflitto di Interessi, pag. 17 del Reg. Applicativo dell’Accordo 
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                                  dichiara
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One-Year Bleeding Rates by Risk Category in the Development and Validation Cohorts
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RENal hemodialysis patients Allocated apixaban versus warfarin in AF (RENAL-AF)

Pokorney SD, et al. Circulation. 2022; 146:1735-45

! Study Stopped Early !

154 patients
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Time to Major or Clinically Relevant Non-Major Bleed for Intention to Treat

RENal hemodialysis patients Allocated apixaban versus warfarin in AF (RENAL-AF)



Apixaban N = 
82

Warfarin N = 
72

ISTH major bleed/clinically relevant non-major bleed 25 (31%) 18 (25.5%)
Intracranial 1 (1.2%) 1 (1.4%)
Gastrointestinal 2 (2.4%) 6 (8.3%)
Hemodialysis access site 11 (13.4%) 6 (8.3%)

ISTH major bleed 7 (8.5%) 7 (9.7%)
Intracranial 1 (1.2%) 1 (1.4%)
Gastrointestinal 2 (2.4%) 5 (6.9%)
Hemodialysis access site 1 (1.2%) 0 (0.0%)

ISTH clinically relevant non-major bleed 14 (17.1) 9 (12.5%)
Gastrointestinal 0 (0.0%) 1 (2.8%)
Hemodialysis access site 10 (12.2%) 6 (8.3%)

Primary Safety Endpoint: ITTAnalysis
RENal hemodialysis patients Allocated apixaban versus warfarin in AF (RENAL-AF)
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• Patients with very low FXI levels may be asymptomatic, bleeding is
typically traumatic or surgical and occurs in mouth, nose, and urinary
tract. 

• Patients with severe FXI deficiency have a reduced risk of deep vein
thrombosis1

• Patients with increased FXI levels have an increased risk of deep vein
thrombosis2

1Salomon et al. Thromb. Haemost 2011
2Meijers et al. NEJM 2000
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Clinical Data of Factor XI/Factor XIa Inhibition
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PACIFIC-AF trial (NCT04218266) 

Randomized to asundexian (20-50 mg/day, orally) or apixaban (5 mg twice daily, with dose 
reductions where necessary)

Piccini JP et al. Lancet 2022; 399: 1383-90



Primary Safety Outcome 
On-treatment analysis, % of patients
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FXIa Activity - Inhibition Data
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Exploratory thrombotic outcomes
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AZALEA-TIMI 71 enrolled 1,287 patients from 95 centers in North America, Europe, 
and Asia and had a median of 21 months of follow-up prior to being stopped.
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FXI(a) inhibitors Ongoing phase 3 trials in atrial fibrillation

Courtesy by Prisco D

Trial Design Experimental 
drug

Comparator Participants Primary outcome Timeframe

LILAC-TIMI 76
(NCT05712200)  

Multicenter, 
randomized, 
double-blind, 
placebo-
controlled, 

Abelacimab
(150mg, s.c.)

Placebo 1900 high-risk AF 
patients who have been 
deemed unsuitable for 
oral anticoagulation

Efficacy: time to first event of 
ischemic stroke or systemic 
embolism. 
Safety: time to first occurrence 
of Bleeding BARC 3c/5

up to 30 
months

OCEANIC-AF 
(NCT05643573)

Multicenter, 
international, 
randomized, 
double-blind, 
active—
comparator-
controlled, 

Asundexian
(50 mg, 
orally) 

Apixaban 18000 patients with 
atrial fibrillation with 
CHA2DS2-VASc of ≥3 or
≥4 for women (or ≥2 or
≥3 for women with 
enrichment criteria)

Efficacy: time to first event of 
ischemic stroke or systemic 
embolism. 
Safety: time to first occurrence 
of ISTH major bleeding.
Time to composite event 
(stroke or SE or bleeding).

up to 34 
months

LIBREXIA-AF 
(NCT05757869)

Multicenter, 
randomized, 
double-blind, 
active—
comparator-
controlled, 
parallel-
group

Milvexian
(orally)

Apixaban 15500 patients with 
atrial fibrillation, with 
various risk factors (age 
75 y or more; history of 
stroke; hypertension; 
diabetes; heart failure; 
atherosclerotic vascular 
disease)

Time to first occurrence of 
composite endopoint of stroke 
and non-CNS systemic 
embolism

Up to 4 
years




