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Background

* The life expectancy of patients with cancer-associated thrombosis is improving

* The risk of recurrent VTE declines over time, whereas the risk of bleeding remains substantial

* International guidelines suggest continuing anticoagulant therapy for as long as the cancer
remains active or cancer treatment is ongoing
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Hypothesis

The use of a reduced dose of anticoagulant could be as effective as, and
safer than, a full dose for extended VTE treatment




Design: randomized double-blind study API-CAT

To determine, in a hierarchical test procedure, whether a low-dose of apixaban (2.5 mg
bid) is

* non-inferior to a full dose of apixaban (5 mg bid) for prevention of recurrent VTE

/
4 Treatment period 30-day follow-up A

VTE patients with active ' '

cancer who have completed
=26 mo. of anticoagulant
treatment : Apixaban full dose R
5 mg twice daily
Stratification:
ite of 12 mo.
= .SI € OT cancer (breast, prostate, colo-rectal, lung, other) End of treatment

\_ - index VTE (PE with or without DVT, or isolated proximal DVT) )
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Methods

Outcomes within 12 months Hierarchical procedure
* Primary outcome: adjudicated recurrent VTE, Non-inferiority on Non-inf. margin
composite of recurrent VTE on subHR: 2.0
- recurrent symptomatic VTE

- incidental VTE
- VTE-related death

 Key secondary outcome: adjudicated clinically relevant
bleeding, composite of

significant ?

- major bleeding Superiority on clinically
-clinically relevant non-major bleeding relevant bleeding
Statistical analysis

 Sample size 1722 patients to conclude for both primary and key secondary outcomes

* Time-to-event analysis: Fine and Gray model for competing risk of death (SubHR and 95% CI)

* |Intention-to treat and per-protocol populations




* 1766 randomized patients
* 121 centers
* 11 countries

* Enrollment period: Oct 2018-Sept

Enroliment

2023



Apixaban Cancer Associated Thrombosis

1766 Patients underwent
FIOW Chart randomization
[ Allocation } '
866 assigned to reduced-dose 900 assigned to full dose apixaban
apixaban 890 Received full dose
861 Received reduced dose 10 Did not received study treatment

5 Did not received study treatment

[ Follow-up ]

682 Completed the overall trial period 680 Completed the overall trial period
184 Did not 220 Did not

148 Died 168 Died

7 Withdrew consent 17 Withdrew consent

3 Were lost to follow-up 0 Were lost to follow-up
26 Had otherreason 35 Had otherreason

189 Discontinued study treatment 224 Discontinued study treatment

[ Analysis }

866 in the intention-to-treat 900 in the intention-to-treat
population

population
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Patient characteristics

Overall Overall
(N =1766) (N =1766)
67.4yrs = Site of cancer (randomization
Mean age
11.2 strata)
Male 43.4 % Breast 22.7 %
Col tal 15.3 %
History of VTE 18.5 % olorectd i
Lung 11.3%
Creatinine clearance <50 ml/min 13.7 %
Prostate 9.3 %
Index VTE (randomization strata) Others 41.4 %
PE £ proximal DVT 75.5 % Metastatic cancer 65.8 %
Proximal DVT only 24.5 % ECOG 2 7.4%
Median time since index event 8.0 mo.
Median duration of the study drug 11.8 mo




Results: primary effi cacy outcome (composite of recurrent symptomatic VTE or incidental VTE)

Apixaban Apixaban Subhazard Ratio
Reduced dose Full dose (95% CI) p-value
(N=866) (N=900) °
0.76 (0.41 to 0.001 for non-
—_ 0 .
Recurrent VTE — no. (%) 18 (2.1) 24 (2.8) 1.41) inferiority
3.0%-
Full dose 2.8%
2.5%- ’_|—'I
- —— Reduced dose
2.1%
1.5%-
1.0%-
0.5%-
0.0% T
No. at Risk 0 3 B B 12
Percentages are the Reduced 866 890

cumulative incidence dose © Copyright 2025
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Results: primary efficacy outcome

Apixaban Apixaban Subhazard Ratio
Reduced dose Full dose (95% Cl) p-value
(N=866) (N=900) °
Recurrent VTE — no. (%) 18 (2.1) 24 (2.8) 0.76 (0.41to0 1.41) %901 fornon-
inferiority
Recurrent symptomatic VTE 17 (2.0) 18 (2.1)
Lower limb DVT 8 6
PE 9 10
Upper limb DVT 1 3
CVC-related thrombosis 1 2
Recurrent Incidental VTE 1(0.1) 6(0.7)

Percentages are the cumulative incidence
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Results: key secondary safety outcome (composite of M8 or cRNME)

Apixaban Apixaban .
Reduced dose Full dose Subhazard Ratio p-value
(95% CI)
| (N=866) (N=900)
Clinically relevant bleeding —no. 102 (12.1) 136 (15.6) 0.75 (0.58 to 0.03 for superiority
(%) 0.97)
| 20%-
Fulldose 15.6%
15%-
Reduced dose
10%1 12.1%
5%
0% :
0 3 6 9 12

No. at Risk

Percentages are the Reduced 866 795 736 682 619
cumulative incidence ose © Copyright 2025




Results: key secondary safety outcome (composite of MB or cRNME)

Reﬁf.:;(:: :I?)se ﬁsﬁ(:::: Subhazard Ratio p-value
| (N=866) ‘ (N=900) (95% Cl)

g/t')"'ca“y relevant bleeding — no. 102 (12.1) 136 (15.6)  0.75 (0.58 to 0.97) su°£f’if;:i'ty

" Major bleeding | 24 (2.9) | 37 (4.3) " 0.66 (0.40 to 1.10) |
Fatal 2 2
Major gastrointestinal bleeding 12 25
Upper 6 13
Lower 7 13

CRNMB | 84 (10.0) | 107 (12.3) | 0.79 (0.59 to 1.05)

Percentages are the cumulative incidence
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Results: all-cause death

Apixaban Apixaban .
Reduced dose Full dose Hazard Ratio p-value
(95% ClI)
(N=866) (N=900)
0.96 (0.86 to
All-cause death — no. (%) 148 (17.7) 168 (19.6) 1( 06) 0.42
| 20%- Full dose 19.6%
Reduced dose
15% - 17.7%
10% -
5%
0% :
No. at Risk 0 3 6 ° 12
Percentages are the Reduced 866 893

cumulative incidence dose © Copyright 2025
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Conclusion

In patients with active cancer who have completed at least 6 months of
anticoagulant treatment

* Extended anticoagulant therapy with reduced-dose apixaban was non-inferior to
full-dose apixaban to prevent recurrent venous thromboembolism

 The reduced dose resulted in a lower incidence of clinically relevant bleeding

Our results indicate that these patients may be eligible to receive a reduced dose of
apixaban for extended treatment




Investigators

France — Abraham P, Accassat S, Alexandra J-F, Alexandre J, Alexandre J, Aouate D, Aquilanti S, Armengol G, Arpin D, Artifoni M, Assaad S, Assaf E, Auberger B, Ayllon J, Barnier A, Barthier S, Baudout D,
Baumgaertner |, Bazan F, Beguinot M, Benainous R, Benhamou Y, Benmammar K.E, Benmaziane Teillet A, Bensaoula O, Bertoletti L, Beuzeboc P, Bigou Y, Blaise S, Blouet A, Bogaert A, Bonhomme S,
Bouallagui |, Bouattour M, Boulon C, Boustany R, Boutruche B, Brain E, Brebion N, Brehon M, Bressollette L, Breuil N, Brezault C, Brisot D, Brocard F, Buchmuller A, Burgy M, Burnod A, Cajfinger F,
Candia A, Candia A, Carcaud C, Carinato H, Charasson M, Chastaingt L, Chelghoum M, Chidiac J, Cojocarasu O, Conforti R, Connault J, Constans J, Coriat R, Cornand D, Coudene A, Couturaud F,
Daoud H, David J, De La Fouchardiere C, de Magalhaes E, De Saint Martin L, Debourdeau P Deiana L, Delrue M, Demolombe S, Dermine S, Dieras V, Djennaoui S, Dourthe L-M, Doutrelon C, Dronne W,
Dublanchet N, Dupas S, Durant C, Durieu |, Eche Gass A, Edeline J, Elalamy |, Elias A, Elias M, Emmerich J, Escande A, Espitia O, Falchero L, Falvo N, Fard D, Fares Y, Ferec M, Ferrari E, Fonsegrive C,
Frechier L Fuerea A-C, Gatineau M, Gautier G, Gavoille L, Gerotziafas G, Gerotziafas G, Gestin S, Giauffret F, Gobert C, Gourdier A-S, Grange C, Guillaumat J, Guillemin A, Gut-Gobert C, Happe F, Henni
S, Herreman C, Hourmant B, Huguet R, Imbert B, Jagu A, Jandot M, Joly C, Joly M, Journeau L, Kaddour M, Kalbacher E, Kempf E, Kriegel I, Kubina J-M, L'Heveder C, Labbaoui M, Lacroix P, Lacut K,
Laguerre B, Lam Y.H, Lammens J, Lamuraglia M, Lanéelle D, Le Brun C-E, Le Gloan S, Le Jeune S, Le Mao R, Le Moigne E, le Roy G, Le Seve JD, Lebel A, Leblanc C, Ledan F, Lefeuvre C, Lega J-C, Leroyer
C, Lhorte P, Lim P, Lo S Lopez-Sublet M, Mahé G, Mahé |, Mandon C, Marchal T, Marques N, Masmoudi S, Massiani M.A, Mauger C, Mayeur D, Mechenin M, Meneveau N, Menez C, Meyer G, Meyer P,
Michon-Pasturel U, Miranda S, Misbahi R, Monange B, Moriceau G, Morin A, N'guyen T, Nepveu O, Odier L, Pan-Petesch B, Pante V, Papageorgiou L, Papageorgiou L, Pastre J, Pernod G, Peyrachon B,
Pinsolle J, Plaisance L.A, Planquette B, Poénou G, Poénou G, Poggi J.N, Pottier C, Poureau P-G, Provencal J, Quéré |, Ramondou P, Raymond E, Reynaud Q, Robin S, Roemer-Becuwe C, Roth G, RoudotH,
Saldana Gallo C, Salta S, Sanchez O, Santy Modeliar S, Sarlon Bertoli G, Sartre B, Savary X, SchmidtJ, Scotté F, Seinturier C, Semenou D, Sevestre M-A, Simon D, Sinzogan-Eyoum C, Slama B, Soudet S,
Spaeth D, Spano J.P, Staudacher L, Stoclin A, Sverdlin R, Tazi Y, Tequi V, Thenault-Lebredonchel M-H, Thierry-Vuillemin A, Toledano E, Tossen G, Tournigand C, Trager S, Trensz P, Trichet C, Tromeur C,
Ulusakarya A, Valmar C, Vauleon E, Versini E, Zelek L, Zenati N.

Spain-AlbesaF, Alvarez Gallego R, Altozano J.P, Brozos VasquezE, Carillo R, de la Red G, Elias Hernandez T, GilRaga M, Guillen Rienda C, Jara Palomares L, Lecumberri Villamediana R, Lopez JJ, Lobo
de Mena M, Marchena Yglesias P.J, Melero Bascones M, Moncho MEI, Munoz Sanchez-Miguel CG, Obispo Portero B, Oltra MR, Otero Candelera R, Portillo Sanchez J, Rogado Revuelta J, Siglienza
Bonete P, Soler Simon S, Steinherr Zazo A, Teijeira Sanchez A, Trujillo Sanchez J, Ugidos De La Varga L, Vidal Y.

Canada - Abdulrehman J, Carrier M, Code C, Forgie M, Gross P, Le Gal G, Lazo-Langer A, Liederman C, Lee A, Duffet L, Liederman Z, Siegal D, Suryanarayan D, Wu C, Yeo E, Wang TF

Switzerland - Alatri A, Barco S, Blondon M, Fumagalli R.M, Mazzolai L, Munger M, Righini M, Robert-Ebadi H

The Netherlands - Appels M, Coppens M, De Jongh E, Faber L, Goosens A, Guman N, Guman N, Hendriks S, Huisman M.V, Jie A, Kamphuisen P.W, Kaptein F.H.J, Kleijwegt F, Klok F.A, Levin M.D,
Lindauer - Van Der Werf G, Martens E.S.L, Rietbroek R, Schot B.W, Stals M.A.M, Van Bemmel T, Van De Griend R, Van Kampen R.J.W, Westerweel P.E

Italy — Abenante A, Ageno W, Barbera MA, Becattini C, Bucherini E, Camma G, Cimini LA, Di Nisio M, F. Gazzaneo, Girardi L, Panzavolta C, Porreca E, Rapuano C, Visona A.

Greece — Andrikopoulou A, Bamias A, Gogas H, Kokkotou E, Kyriazoglou A, Markellos C, Syrigos K, Zagouri F, Zakopoulou R.

Poland - KepskiJ, Lech-Maranda E, Szmit S, Szmit S, Wilk M.

Belgium-Borgoens P, Janssen M, Lancelotti P, Lerut P, Moonen M, Motte S, Vanassche T, Verhamme P.

Bite Dugtdohaaiteds Marhiyaap oblesSy Rgdbiaind oAy AwBstmitns Ay BeMalise¢€MC arrier M, Cohen AT, Huisman M, Klok E, Le Gal G, Lépez-Nufiez J, Maraveyas A, Mayeur D, Mir O, Monreal M, Righini M,
Szmit S, Syrigos KN, Torbicki A, Verhamme P, Vicaut E

Independent Central Adjudication Committee: Girard P, Grenier P, Alexandre J, LamerC

Data Safety Monitoring Board: Samama CM, Cucherat M, Katsahian S, Joly F, Michel P

Statistical Analysis Team: Chapelle C, Laporte S, Vicaut E

Coordination: AP-HP and by delegation: Clinical Research and Innovation Department (DRCI) : Zindjirdjian A
Monitoring the trial Support and Coordination activities : Vicaut E, Alloux A, Abdou Azali M, Belinskaya V, Fehrat L, Fabreguettes JR, Franquet L, Horcholle B, Keffi Benaissa S, Kingue Elessa N, Labiad
M, Mekouo Tagne A, Mezaour M, Pena A, Wenceslas Matondo D. CLINACT MultiHealth Group

Study Drug : Fabreguettes JR, Franquet L, Alloux C

Apixaban Cancer Associated Thrombosis




The NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

Extended Reduced-Dose Apixaban for
Cancer-Associated Venous Thromboembolism

|. Mahé,** M. Carrier,” D. Mayeur,®’ J. Chidiac,! E. Vicaut,?® N. Falvo,*?

O. Sanchez,**¥° C. Grange,*** M. Monreal,'*'* ] J. L6pez-Nufiez, 21313
R. Otero-Candelera,”'® G. Le Gal,® E. Yeo,"” M. Righini,'® H. Robert-Ebadi,"®

M.V. Huisman," F.A. Klok,' P. Westerweel,”® G. Agnelli,* C. Becattini,*

A. Bamias,?” K. Syrigos,? S. Szmit,*? A. Torbicki,” P. Verhamme,?
A. Maraveyas,” A.T. Cohen,”® C. Ay,” C. Chapelle,*** G. Meyer,2**
F. Couturaud,**?* P. Mismetti,*3>34% P, Girard,**¢ L. Bertoletti,+31343°
and S. Laporte,****! for the API-CAT Investigators







Results: major bleeding

Apixaban Apixaban .
Reduced dose Full dose Ha(;a;; RC:;\)tlo
(N=866) (N=900) °
. . . 40t
Major bleeding — no. (%) 24 (2.9) 37 (4.3) 0 661(20)0 °
| 20% - Full dose 19.6%
Reduced dose
15% - 17.7%
10% -
5% -
0% :
No. at Risk 0 3 6 ° 12
Percentages are the Reduced 866 893

cumulative incidence dose © Copyright 2025
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Subgroup analysis (ITT population)
Recurrent VTE Clinically Relevant Bleeding

Adjusted SubHR [95% CI] Adjusted SubHR [95% CI]

Index VTE (randomization strata)

PE with or without DVT —— 0.68 [0.34- 1.35] L 3 0.79 [0.60-1.05]

Isolated proximal DVT —_— 1.21[0.31- 4.80 —— 0.62 [0.35-1.12

rimary tumor site (randomization stra

Breast - — 0.83[0.37-1.87]

Prostate - > 1.14 [0.08-16.90] —_— 0.37 [0.17-0.84]

Colorectal —_— 0.33[0.07- 1.55] — 0.67 [0.35-1.29]

Lung —_— 1.47 [0.39- 5.44] —a— 1.00 [0.49-2.04]

Other 0.87 [0.35- 2.15 —- 0.85 [0.59-1.22
Age

< 75 years —— 0.76 [0.39- 1.50] . = 0.69 [0.50-0.95]

75 years or more —_— 0.88 [0.20- 3.92] —— 0.89 [0.58-1.37]
Gender

Male —i— 0.73[0.32- 1.63] - 0.69[0.48-0.99]

Female —a— 0.81[0.33- 2.04] - 0.82 [0.57-1.17]
Renal impairment

< 50 ml/min B ——_— 2.80[0.33-23.50] —a 1.18 [0.61-2.26]

50 ml/min or more —.—— 0,66 [0.35— 1.26] -!- 0.70 [0.52-0.92]
Stage of cancer

Metastatic —i— 0.79[0.39- 1.59] e 0.70[0.51-0.95]

Locally advanced - 0.22 [0.03- 1.75] — 0.86 [0.43-1.70]

Localized = 1.06 [0.17- 6.69] — 1.18 [0.49-2.84]

Other - —_— 0.62 [0.24-1.63]
Performance status

0-1 —— 0.84 [0.44- 1.59] E 3 0.71[0.54-0.93]

2 or more - 0.24 [0.03- 1.93] e — 1.24 [0.50-3.08]

[ T T | | I ] ] 1
0.02 05 1 2 5 0.02 05 1 2 5

< Low dose Better Full dose Better — « Low dose Better Full dose Better — © Copyri ght 2025
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