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Overview of immune-mediated thrombotic thrombocytopenic purpura (iTTP)

iTTP is a rare, life-threatening haematologic disorder

Microthrombi

i - formation
g:ftﬁlziaen:él;ood}y V &y Acclimulation of Severe
latelet-adhesive '
ADAMTS13, nd arge VWE =% thrombocytopenia
an enzyme that ® ultiiNers . Microang‘iopathic .
cleaves VWF haemolytic anaemia

» Tissue ischaemia

ADAMTS13: a disintegrin and metalloproteinase with a thrombospondin type 1 motif, member 13; VWF: von Willebrand factor

Caplacizumab:
a targeted therapy for iTTP

Long-term follow-ups suggest that recovery from

an iTTP episode may often be incomplete

Bivalent, humanized antibody fragment
that targets the A1 domain of VWF

Prevents the binding of platelets
to ultra-large VWF multimers

Inhibits the formation of microthrombi

* 30%-50% risk of relapse
+ Persistent deficits in physical and cognitive functioning

Impaired quality of life

Higher risk of comorbidities

- Depression - Chronic renal disease
- Hypertension and stroke - Autoimmune diseases

Phase 3 HERCULES trial - efficacy and safety of caplacizumab

Decreased incidence of
composite iTTP-related

—-—) death, refractory disease, —-—)
recurrences, and major
thrombotic events

Data on long-term outcomes
following caplacizumab
treatment are lacking

Patients with iTTP:
caplacizumab treatment vs placebo

Post-HERCULES study: long-term monitoring

A multicentre, 3-year prospective follow-up to:

+ Evaluate long-term outcomes of patients treated with caplacizumab
+ Evaluate the safety and efficacy of repeated caplacizumab use in patients experiencing recurrent iTTP
+ Characterize the long-term clinical impact of iTTP

Study populations

Overall intention-to-observe (ITO) Recurrence population (n = 19): Repeat-use population (n = 9):
population (n = 104): —) patients who experienced 21 iTTP —) patients treated at least twice
patients who completed HERCULES recurrence post-HERCULES with caplacizumab

|

Efficacy ITO population (n = 78):
patients who had not experienced iTTP exacerbation or relapse prior to post-HERCULES

Safety and immunogenicity during repeated caplacizumab use were assessed in this population




Key study findings

Long-term safety and efficacy of caplacizumab
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Repeat usage of caplacizumab in recurrence population

Safety

Repeat caplacizumab use

During the first recurrence period During the second recurrence

>1 83% >1 44% >1
92% treatment-emergent AE (TEAE) 83% TEAE 44% B serious TEAE
(bleeding events)
>1 33% >1
38%) serious TEAE 33%) bleeding event

@ The first and second recurrences
treated with caplacizumab were
considered resolved
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No major thromboembolic events were reported

Long-term consequences of iTTP

Cognitive function

Organ damage

No clinically significant changes in:
+ Cardiac troponin |

+ Lactate dehydrogenase

* Serum creatinine

No clinically meaningful difference in:

* Mean Repeatable Battery for the Assessment of
Neuropsychological Status (RBANS) score

* Mean (standard deviation) headache impact test-6 (HIT-6) scores

* Mean 36-item Short-Form questionnaire (SF-36) scores

Cognitive functioning and quality-of-life measures appeared
stable orimproved slightly over time

Study limitations

O small © Complex © Patients randomized to © Duration of © Race distribution
sample heterogeneity placebo during HERCULES caplacizumab differed from the TTP
sizes of the treatment may have received caplacizumab exposure was race distribution in the

course for the treatment of recurrences variable United States

Key messages
@ Over a 3-year follow-up, caplacizumab, including its repeated administration, appeared safe and effective for
the treatment of initial and relapsing iTTP

@ Incidence of recurrences in patients treated with caplacizumab was not higher than in those treated with
therapeutic plasma exchange and immunosuppression alone

@ Patients receiving preemptive rituximab remained relapse-free during the follow-up

Text excerpts reprinted from Journal of Thrombosis and Haemostasis Vol. 20, Scully M, De la Rubia J, Pavenski K, et al. Long-term Follow-up of Patients Treated with Caplacizumab and Safety and
Efficacy of Repeat Caplacizumab Use: Post-HERCULES Study, 2810-2822, Copyright 2022, with permission from Elsevier.

Long-term Follow-up of Patients Treated with Caplacizumab and Safety and Efficacy of
Repeat Caplacizumab Use: Post-HERCULES Study
Scully et al. (2022) | Journal of Thrombosis and Haemostasis | DOI: 10.1111/jth.15892

WILEY




