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Abelacimab (MAA868) 

https://ashpublications.org/blood/article/133/13/1507/261476/MAA868-a-novel-FXI-antibody-with-a-unique-binding



Research Question & Specific Aims

How does abelacimab reduce post-arthroplasty thrombosis?

Compare the efficacy and safety of abelacimab administered 
postoperatively with the efficacy and safety of enoxaparin in patients 
undergoing total knee arthroplasty.

HYPOTHESIS: non-inferiority Power calculation: 600 patients, 
but pandemic changed that



Efficacy

• Primary efficacy outcome = 
adjudicated VTE

• Asymptomatic DVT 
• (detected by mandatory unilateral 

ascending venography performed 
after surgery, between day 8 and 
day 12)

• Confirmed symptomatic VTE 
• (DVT/non-fatal PE)

• Fatal pulmonary embolism
• Unexplained death 

• (PE could not be ruled out)



Safety • The principal safety outcome = adjudicated clinically 
relevant bleeding  
• Major bleeding
• Clinically relevant nonmajor bleeding

• From randomization until venography was completed and 
from randomization through day 30.

• Major bleeding = overt bleeding that was associated with a decrease in the hemoglobin level of 2 g per deciliter or more or 
necessitated transfusion of 2 units of blood or more within 48 hours, occurred in a critical area or organ, or was fatal. 
• Bleeding at the surgical site was classified as major only if it resulted in an intervention, caused hemodynamic 

instability, or caused hemarthrosis that delayed mobilization or wound healing and resulted in prolonged 
hospitalization or deep wound infection.

• Clinically relevant nonmajor bleeding = overt bleeding that did not meet the criteria for major bleeding but resulted in a 
medical examination or an intervention or had clinical consequences 





From June 2020 through November 2020, a total
of 412 patients at 16 centers in five countries

underwent randomization. 













Mylvexian Abelacimab Osocimab FXI-ASO

MOA Selective factor XIa
inhibitor

Factor XI-directed 
monoclonal antibody

Factor XIa-directed 
monoclonal IgG1 ab

2nd generation anti-sense 
oligonucleotide

Route Oral QD; post-surgery 
14d,
half life = 12 h

IV, 30-60 min post-op 
infusion, half life = 25-30 d

IV, 60-min pre-op 
infusion, half-life 30-44 d

subQ, 1st dose 35 days pre-
op (7 doses pre-, 2 doses 
post-op)

Inclusion (TKA) 50+ yrs 18-80 yrs 18+ 18-80 yrs. 

Exclusion CrCl < 30, cirrhosis, 
previous DVT, previous 
AC

eGFR < 45, cirrhosis 
Previous DVT

Recent surgery, HTN, > 
135 kg,  CrCl <60, 
cirrhosis, previous DVT

Recent surgery, < 50kg, 
CrCl < 60, cirrhosis, 
previous DVT

Study/arms N=1242, 7 doses N=412, 3 dose N =600, 4 doses N=300, 2 doses

Best dose 
efficacy 

200 mg QD: 
8/123 (7%) VTE 

150 mg QD: 
4/98 (4%)

1.8 mg/kg pre-op: 
9/79 (11.3%)

300 mg QD: 
3/71 (4%)

Enoxaparin 
efficacy
(40 mg QD)

54/252 (21%) 22/101 (22%) 20/76 (26.3%)
Apixaban 12/83 (14.5%)

21/69 (30%)

Bleeding 
(drug vs 
enoxaparin)

38/923 (4%) vs 
12/296 (4%)

0% vs 
0%

4.7% vs 
5.9% (enoxaparin) vs 
2% (apixaban)

3% vs 
8%

Source J. Weitz et al. NEJM 12/2021. 
Phase 2 RCT. AXIOMATIC-
TKR. BMS/Janssen R&D.

P. Verhamme et al. NEJM 
8/2021. ANT-005 TKA. 
Anthos Therap. 

J. Weitz et al. JAMA 1/2020. 
Phase 2 FOXTROT RCT. 
Bayer AG. 

H. Büller et al. NEJM 1/2015. 
Phase 2. FXI-ASO TKA. 
Isis pharma. 



https://www.nejm.org/doi/10.1056/NEJMoa1405760



Limitations

Low rate of bleeding observed with abelacimab is limited by the modest sample size. 

Open-label trial with respect to 
assignment to abelacimab or enoxaparin. 

-To minimize bias, the trial was blinded with respect to 
assignment to an abelacimab regimen

- All outcomes were adjudicated by a committee whose 
members were unaware of the trial-group assignments. 

98% of the patients had a venogram that 
could be evaluated for efficacy

- The small number of patients who did not have a 
venogram that could be evaluated were spread across 
the trial groups.

Patient recruitment was stopped early for 
administrative reasons

- Did not affect the assessment of the efficacy of 
abelacimab.
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Table S2 Serious treatment-emergent adverse events 


