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Long-term factor VIl expression
with reduced bleeding following
gene transfer for hemophilia A:
follow-up on the dirloctocogene
samoparvovec (SPK-8011) Phase I/l
trial

RO With up to 5 years of follow-up, a single infusion of dirloctocogene samoparvovec resulted in durable

factor VIII expression, with a majority of participants expressing levels within the mild HA range, alongside
an 82-99% reduction in annualized bleed rate and a 99.6% reduction in factor consumption

Dirloctocogene samoparvovec (SPK-8011) is an investigational gene therapy that uses a modified adeno-associated
viral vector to deliver a factor VIl gene to liver cells. It is designed to provide sustained factor VIII expression to
prevent bleeding in people with hemophilia A (HA).1

Previously published Phase I/1l dirloctocogene samoparvovec trial (NCT03003533/NCT03432520) results indicate a «*** Figure 3. Factor VIl activity 21 year after a single infusion of dirloctocogene samoparvovec
92% (95% confidence interval [Cl]: 89-94%) reduction in annualized bleed rate and 96% (95% CI: 96-97%) reduction |||I (includes 18 participants with 21 year of follow-up)
in annualized factor VIII infusion rate after a median follow-up of 33.4 months (data cut-off: May 3, 2021). No safety

concerns were reported.!
'il

'n‘ 16 participants (88.9%) showed 2 participants (11.1%) lost factor

sustained factor VIII activity, with a Viil expression within the first

. : year* and were excluded from this
majority in the mild HA range analysis

The aim of this study was to provide an update on the efficacy and safety of an infusion of dirloctocogene
samoparvovec after 5 years of follow-up.
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Figure 4. MeanT annualized bleed rate (ABR) before and aftert dirloctocogene samoparvovec infusion
(includes 22 participants with any duration of follow-up)
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The remaining 12 participants experienced mild/moderate events

4 Figure 5. Median annualized factor consumption before and after dirloctocogene samoparvovec infusion
(includes 22 participants with any duration of follow-up)

After up to 5 years of follow-up, sustained year-to-year 26 adverse events related to immunomodulatory therapy were reported in 8 (33.3%) participantst <

factor VIII expression (with a majority of participants

® © 6 o e © O _ o
achieving levels in the mild HA range) and reductions in wln“n“n"n"n“n“nl = Grade 1and 2 events were reported in three participants,

) . . and Grade 1 events only were reported in five participants Before dirloctocogene samoparvovec
bleeding rate and factor consumption were observed in

participants following a single infusion of dirloctocogene 14 (58.3%) participants experienced transient ALT (liver enzyme) elevations? ]
samoparvovec - . | | | =) —

« The timing of transient ALT increases were consistent with the presumed capsid immune response S
These were Grade 1 (£2.5-2.9xULN) in 12/14 (86%) After dirloctocogene samoparvovec | 0.3 : : : : 0
® © 06 060000000000
barticipants. One participant experienced a Annualized infusion rate reduction of 99.6%
Grade 2 (3.0-4.9xULN) event, and one experienced a . . . . .
These results support the investigation of the Grade 3 (25%ULN) event 0 20 40 60 30 100
Safety and efﬂcacy of dwloctocogene samoparvovec *AEs included an increase in alanine aminotransferase, an increase in transaminase, vomiting, fever, back pain and muscle aches. TAEs included low white blood cell Median annualized infusion rate (infusions/year)
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