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Verbrinacogene setparvovec (FLT180a): Completed B-AMAZE Phase 1/2 study

To establish a safe and effective dose of FLT180a that normalises factor IX (FIX) activity levels
between 50 and 150%, and to optimise an immune management regimen to preserve expression

Objectives

Key inclusion criteria Adaptive dose escalation design

* Severe or moderate Haemophilia B < 2%
* Adults 218 years

. . . [ B |
Key exclusion criteria m Assessments: Safety; FIX

. . . . activity level (one-stage
* Neutralising antibodies to AAVS3 M ) clotting assay); Exogenous

* Liver disease 1.28¢12 vg/kg L N iorta FIX concentrate usage;
N Bleeding frequency
Endpoints at 6 months [ 3K 8.32e11 vg/kg? Enrolment criteria:
e Safet Haemophilia B patients
arety g Cohort3 aged >18 years with FIX

* FIX activity level activity levels <2%; Lack of

Cohort1 W 6.4el1l vg/kgt — neutralising antibodies to
. . lnels AAVS3; >150 exposure days
Target range for dose finding

to FIX and no history of

3.8e11 vg/kg inhibitors; Normal liver
e 50to 150% function; No evidence of
active Hepatitis B, C, or HIV
infection
Verbrinacogene setparvovec (FLT180a): Immune . Prophylactic/reactive immunosuppression with
novel, potent, engineered capsid (AAVS3) and management Corticosteroids +/- Tacrolimus
expression cassette encoding FIX protein strategy * Intensive monitoring

variant with gain-of-function ‘Padua’ mutation

apreviously reported as 4.5e11vg/kg; Ppreviously reported as 1.5e12vg/kg; previously reported as 7.5e11vg/kg; dpreviously reported as 9.75el11lvg/kg




Verbrinacogene setparvovec (FLT180a): potential to provide a functional
cure by normalizing FIX activity
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apreviously reported as 7.5e11vg/kg; Ppreviously reported as 9.75e11vg/kg. ALT = alanine aminotransferase. One-stage assay, central laboratory measurement. Days after Infusion

Data as of 215t August 2020.



Verbrinacogene setparvovec (FLT180a): favourable safety profile
and well tolerated

* No infusion reactions and no discontinuations  Stable and durable FIX response up to ~3 years
of infusion (Cohort 1)
* No other allergic reactions to date * No bleeds requiring FIX supplementation

* Most common drug related SAE was transient
transaminitis. Manifests as an elevation in ALT,
with or without a decrease in expression

* Immune management evolved during the study as
transaminitis has a significant impact on
predictability of long-term expression

* A single patient in the highest dose cohort .. . . .
* A Phase 2 I I I 2021
developed thrombosis of AV fistula in the ase 2b/3 clinical trial to be initiated in 20

context of supraphysiological FIX levels - Dose with potential to achieve FIX activity in the
normal range is expected to be between 6.4e11
and 8.32e11 vg/kg?

apreviously reported as 7.5e11vg/kg and 9.75e11vg/kg, respectively. ALT = alanine aminotransferase; SAE = serious adverse event.




