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Prevencgao secundaria do AVC: grandes necessidades nao atendidas

12 milhdes de AVCs ocorrem no mundo a cada ano

Apo6s um AVC isquémico, a recorréncia afeta ~1 em cada 10 sobreviventes em 1 ano e ~1 em cada 5 em 5 anos

As estratégias atuais de prevencao secundaria reduziram apenas modestamente as taxas de recorréncia

O risco de sangramento com a terapia antiplaquetaria complica a preveng¢ao no AVC isquémico nao cardioembolico e AIT

O risco de AVC secundario imediatamente apés um AVC isquémico nao cardioembdlico/AlT permanece inaceitavelmente alto e persiste por

anos, mesmo com as estratégias disponiveis

Existe uma grande necessidade n&o atendida de terapias antitrombdticas mais seguras e direcionadas

e Estudos de randomizagao mendeliana sugerem que niveis geneticamente mais baixos de FXI| estdo associados a menor risco de AVC
isquémico sem aumento de sangramento maior

e Ao inibir o FXla, ha potencial para dissociar a trombose patolégica da hemostasia

B Novo paradigma emergente: inibicdo do FXla em combinagdo com terapia antiplaquetaria

Inibidores do FXla: desacoplam hemostasia e trombose ao prevenir a formagao de trombos patoldégicos sem aumento significativo do sangramento maior.
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e Evidéncias pré-clinicas e 2 estudos de Fase Il indicam que os inibidores do FXla tém o potencial de prevenir o AVC isquémico sem aumento significativo do risco de
sangramento

e Asundexian (PACIFIC-STROKE) e milvexian (AXIOMATIC-SSP) foram associados a um nimero numericamente menor de AVCs isquémicos em comparagao ao placebo

e Nao houve aumento significativo de sangramentos maiores com asundexian ou milvexian em comparagao ao placebo quando utilizados em combinagédo com terapia
antiplaquetaria.

B Estudos de Fase 3: OCEANIC-STROKE e LIBREXIA-STROKE

Existem dois estudos clinicos de Fase lll investigando a inibicao do FXla em combinagao com antiplaquetarios apés AVC isquémico nao cardioembdlico ou
AIT na prevengao secundaria do AVC: OCEANIC-STROKE demonstrando superioridade ao placebo, e LIBREXIA-STROKE em andamento.
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Time to first occurence of ischemic stroke* Time to first occurence of ISTH major bleeding*

12 7 12 4
HR: 0.74 (95% Cl 0.65-0.84) HR: 1.10 (95% CI 0.85-1.44)
P value: <0.001 P value: 0.46*
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Days from Randomization

Number at risk Days from Randomization
Number at risk

Ischemic stroke occurred in: .
ISTH major bleeding occurred in:

asundexian placebo i
6.2% Vs 8.4% asundexian placebo
(n=384) (n=518) 1.9% VS 1.7%

(n=117) (n=107)
HR, 1.10; 95% CI, 0.85-1.44

(HR, 0.74; 95% ClI, 0.65-0.84; p<0.001)

“P value is obtained from stratified log-rank test (stratified by baseline intention of DAPT). csHR and 95% CI are provided here; 'mRS 23 at 90 days.
*Significant difference (p=0.05) in treatment effect depending on time from index event to randomization was observed.
isan and has not been approved by any health authority for use in any country for any indication

*P value is obtained from stratified log-rank test (stratified by baseline intention of DAPT). csHR and 95% Cl are provided here 'Includes intracerebral he
is an and has not been approved by any health authority for use in any country for any indication.

¢ Asundexian 50 mg significantly reduced ischemic stroke by 26% (HR
0.74, 95% CI 0.65-0.84, P<0.001).

e A primary outcome event of ischemic stroke occurred in 384 (6.2%)
patients assigned to asundexian and 518 (8.4%) patients assigned to
placebo.

¢ Asundexian 50 mg once-daily in combination with antiplatelet therapy
provided early, sustained, and consistent benefit across prespecified
subgroups.

e There was no significant increase in the risk of ISTH major bleeding
compared to placebo.

e Asundexian 50 mg once daily, in combination with antiplatelet therapy
had similar rates of bleeding vs placebo across all secondary safety
endpoints.
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