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Treatment of VTE 



Challenges of Anticoagulation in CAT Highlights the High 
Risk of VTE Recurrence and Major Bleeding
Risk of events in patients receiving anticoagulation therapy for VTE

*Defined as overt and associated with either a decrease in the haemoglobin level (at least 2.0 g/dl) or the need for transfusion (≥2 units of blood), if 
it was retroperitoneal or intracranial, or if the treatment had to be discontinued permanently.
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Prandoni P et al. Blood 2002;100:3484–3488



Data from RTCs comparing DOACS and LMWH in CAT

DOACs significantly decreased
the risk of CAT recurrence (RR,
0.67; 95%CI, 0.52– 0.85), with
a non-significant increase in
the risk of major bleeding (RR,
1.17; 95%CI, 0.82–1.67).



Data from RTCs comparing DOACS and LMWH in CAT

DOACS significantly increase
the risk of clinically relevant
nonmajor bleeding (RR 1.66;
95%CI, 1.31–2.09) and no
difference in all-cause
mortality rates.

Frere et al., Journal of Hematology & Oncology 2022



Antithrombotic Therapies Have Come Far, but There Remains an Unmet Need





Factor XI/XIa inhibitors: Balance between efficacy and safety



Normal Physiology: Central Role of Thrombin Amplification
Without FXI(a) Inhibition



FXI(a) Inhibition: Hypothesized Uncoupling of Hemostasis
From Thrombosis



Harrington et al., JACC 2023

The Coagulation Cascade and Mechanism of Different Anticoagulant



Lower factor XI Activity and Risk of CV Events and VTE

Preis et al., Blood 2017



Kakkar 2021

Factor XI Inhibition: The Holy Grail of
Haemostasis-Sparing Anticoagulation





Mechanism of action of FXI(a) 
inhibitors currently in development

De Caterina et al., 2022 European Heart J

Fedenbourgh et al., Blood 2017

ASO: Inibisce l’espressione della proteina 
perché si lega all’acido nucleico

APTAMERO: agisce sulla proteina target 



Properties of anticoagulants targeting FXI

Fredenburgh et al.,  Hämostaseologie 2021;41:104–110.    

Abelacimab
Osacimab

Asundexian
Milvexian

FXI - LICA





De Caterina et al, European Hearth of Journal; 2023

Therapeutic Indications For FXI/Xia Inhibitors 



Overview of Clinical Trials Investigating FXI Inhibition
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Abelacimab Phase III cancer-associated thrombosis programme



Specific inclusion criteria for the ANT-007 and ANT-008

ANT-007

Confirmed diagnosis of cancer (by histology or adequate 
imaging modality), other than basal-cell or squamous-cell 
carcinoma of the skin alone with one of the following:

• Active cancer, defined as either locally active, regionally 
invasive, or metastatic cancer at the time of 
randomization

and/or

• Currently receiving or having received anticancer 
therapy (radiotherapy, chemotherapy, hormonal 
therapy, any kind of targeted therapy or any other 
anticancer therapy) in the last 6 months.

Anticoagulation therapy with a therapeutic dose of 
DOAC for at least 6 months is intended

ANT-008

Confirmed GI (colorectal, 
pancreatic, gastric, esophageal, 
gastro-esophageal junction or 
hepatobiliary) or confirmed GU 
(renal, ureteral, bladder, prostate, 
or urethra) cancers if:
o Unresectable, locally advanced, metastatic 

or non-metastatic GI/GU cancer 
and
o No intended curative surgery during the 

study
Anticoagulation therapy with LMWH for at 
least 6 months is indicated.



ASTER & MAGNOLIA

STUDIO DI FASE 3
Multicentrico
Randomizzato

In aperto
Valutazione degli endpoint in cieco

Confronto dell’effetto di Abelacimab rispetto ad Apixaban/Dalteparina sulla recidiva di TEV 
ed eventi emorragici in pazienti con TEV associata a cancro



ASTER & MAGNOLIA
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Overview of factor XI/XIa inhibitors and 
their action site within the coagulation cascade

Koulas et al., Haemost 2023



September 09, 2022
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Randomized, Active-Controlled Study to Evaluate the Safety and Tolerability of 2 Blinded Doses of 
the Novel FXI Inhibitor Abelacimab Compared With Open-Label Rivaroxaban in Patients With AF 
(active, not recruiting as of June-2023)

Phase IIb AZALEA-TIMI 71 Design1,2

33

• CrCl, creatine clearance; CRNMB, clinically relevant non-major bleeding.
• 1. ClinicalTrials.gov. NCT04755283. Accessed March 1, 2023. https://clinicaltrials.gov/ct2/show/NCT04755283. 2. TIMI.org. AZALEA-TIMI 71. Accessed March 1, 2023. 

https://timi.org/azalea-timi-71/

• Primary outcome: Time to first ISTH major bleeding or CRNMB events

• Diagnosed AF
• CHA2DS2VASc ≥4 or
• CHA2DS2VASc ≥3 

with antiplatelet 
use or CrCl ≤ 50 
ml/min

R

Abelacimab 90 mg
SC monthly

Rivaroxaban
20 mg OD (15 mg if CrCl ≤50 mL/min)

Event-driven up to 166 CRNMB events
N≈1,200

Abelacimab 150 mg
SC monthly







ANT-006 (AZALEA) Open-Label Extension Amendment 
Long-Term Extension to the Protocol in Place

36

EoT Visit is 
Extension Day 1 

abelacimab 150 mg s.c. once monthly

Extension Treatment Period Follow-Up Period

EoS 
Visit

Screening

EoE 
Visit 

abelacimab 150 mg s.c. once monthly

abelacimab 90 mg s.c. once monthly

rivaroxaban 20mg p.o. once daily 

1:1:1

Randomized Treatment Period 

Screening

Day 1

EoS Visit
(for patients 
not entering 
Extension)

EoT Visit 

Follow-Up Period 
(for patients not 
entering Extension)

• Overwhelming reduction in bleeding 
events vs. rivaroxaban

• The 150 mg was selected for the OL 
extension study, highlighting the safety 
of this dose

• This confirms that robust and sustained 
FXI/FXIa inhibition has substantial safety 
advantages vs rivaroxaban



Anthos Therapeutics, November 12 , 2023 





Other Bleeding Endpoints:

Anthos Therapeutics, November 12 , 2023 

Summary of Presented Results
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Randomized, Double-Blind Placebo-Controlled Phase III Trial Investigating the Efficacy and Safety of the 
FXI Inhibitor Abelacimab in ~1900 Patients With AF Deemed Unsuitable, by HCP or Patient, for 
Anticoagulation Therapy (active, recruiting as of June-2023)

Phase III LILAC-TIMI 76 Design1,2
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• BARC, Bleeding Academic Reserach Consortium; SC, subcutaneous; SE, systemic embolism. *severe renal insufficiency, antiplatelet use, history of critial area bleeding, NSAID use, 
fraily or multiple falls

• 1. ClinicalTrials.gov. NCT05712200. Accessed March 1, 2023. https://clinicaltrials.gov/ct2/show/NCT05712200. 2. TIMI.org. LILAC-TIMI 76. Accessed March 1, 2023. 
https://timi.org/lilac-timi-76/

• Primary efficacy outcome: Ischemic stroke or systemic embolism

• Primary safety outcome: BARC 3c/5 bleeding

R

Abelacimab 150 mg
SC monthly

Placebo
SC monthly

≤ 30 months

N≈1,900

• Diagnosed AF or 
Flutter

• Age 65-74 years, 
CHA2DS2VASc ≥5 or

• Age ≥75 years, 
CHA2DS2VASc ≥4

• and ≥1 bleeding 
risk factor*
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If in the ASTER and MAGNOLIA trials,

Abelacimab will demonstrate non

inferiority in terms of efficacy vs DOACs,

and superiority in MB + CRNMB we might

see that Abelacimab will be used also in

AF in cancer patients similar to what

occurred with DOACs.



• Current anticoagulants are limited by th risk of bleeding that accompanies
antithrombotic efficacy

• Factor XI/XIa inhibition may prevent thromboembolism and preserve
hemostasis in response to vascular injury

• Data from phase 2 trial of FXI/XIa inhibitors suggest low rates of bleeding

• Phase 3 trials are underway to evaluate efficacy in patients at risk of 
thromboembolic events

Conclusioni e Prospettive




