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predicted FIX activity above the selected target levels (Alprolix; once weekly fixed frequency) required to maintain trough FIX

® Hemophilia B is an X-linked (F9 gene) disorder of hemostasis that results in 100 activity at the time-matched mean fidanacogene elaparvovec response
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® Whether standard FIX replacement ’[hel‘apy can ConS|Stent|y maintain FIX aCt|V|ty _ _ _ the recommended every 4 days (Once Week|y) at 50 |U/kg until Year 25 (Figure 6)
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and/or frequent Alprolix dosing was required to maintain trough FIX activity (Alprolix; 50 IU/kg fixed dose) required to maintain trough FIX activity
at levels comparable to those predicted following 5x1 0" vg/kg of at the time-matched mean ﬁdanacogene e|aparvovec response
o B J E CTIVE S fidanacogene elaparvovec.
® Figure 3 depicts the Alprolix dose (Figure 3a) and frequency (Figure 3b) % 10
_ - _ required to maintain trough FIX activity at the reference response of fidanacogene .
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example) required to maintain trough FIX activity at levels predicted for — Here, FIX activity from Alprolix (blue) was consistently above the mean 6 " E"vi‘”th:od.wkg)

fidanacogene elaparvovec gene therapy up to 25 years. fidanacogene elaparvovec (black) 5x10" vg/kg response in order to
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— The Alprolix dose required decreases over the 25-year period as the FIX 2
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® Alongitudinal pharmacometrics model using non-linear effects modeling — Similarly, the Alprolix frequency was reduced over time. Time after first dose (years)
methodologies of FIX activity data (measured using Actin FSL one-stage assay) — In the example where Alprolix is administered at a fixed frequency of once every FX=factor IX: Pl=prediction interval

following fidanacogene elaparvovec administration in phase 1-3 studies 7 days, the dose required to maintain trough FIX activity at the reference response
(NCT03861273, NCT03307980, NCT02484092) was developed. A pharmacometrics ranged from 180 IU/kg in the first year to 34 IU/kg by Year 25 (Figure 3a).

approach for characterizing FIX activity for AAV-based gene therapies was previously
described using data from phase 1/2a studies.*

® Dose and frequency results for the simulated population are summarized in the Table.
— Similarly, when Alprolix was administered with a fixed dose of 50 1U/kg, the

® At each year, the Alprolix dose and frequency required to achieve the reference

frequency required to maintain trough FIX activity at the reference response : :
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was simulated for 100,000 virtual individuals (with body weight representative of (Figure 3b). required to maintain troug activily at levels predicted for
a hemophilia B population) to generate the mean gene therapy response up to fidanacogene elaparvovec
25 years (considered the reference response).* Figure 3: Representative plots from virtual individuals showing simulated Time after first dose (years)

® FIX activity following Alprolix dosing was simulated for 500 virtual individuals FIX activity when FIX replacement therapy (Alprolix) is administered at Parameter 1 5 10 25
(with body weights representative of a hemophilia B population) using a published the (A) dose or (B) frequency required to maintain trough activity at levels Target FIX activity, mean
population pharmacokinetic model.? predicted for gene therapy (fidanacogene elaparvovec) w/dL e 15.30 11.17 8.12 4.40
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® For the virtual population, mean FIX activity (based on Actin FSL) following =} 100- - e e e . . . . .
. o : : P B Even with an extended half-life FIX replacement therapy (Alprolix), the simulated
5x10'" vg/kg fidanacogene elaparvovec administration was predicted to remain £ IR I I . . L .
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Figure 1: Predicted time-course of FIX activity (Actin FSL one-stage . : : : : : : : : : : : : : : : : : : : : : : : : : — Assuming a fixed frequency of once weekly, required doses exceeded
assay) for the simulated population following fidanacogene elaparvovec e after frstdose (ears) 100 IU/Kg in the first 10 years.
admlnIStratlon T Predicted fix activity (Alprolix) I Target time for frequency optimization — Predicted fix activity (fidavec) - Assuming d ﬁxed dose Of 50 IU/ kg, reCIUired frequenCieS were IeSS than

~4.5 days between doses in the first 10 years.

Black line represents the mean FIX activity for the virtual population (n=500) following 5x10" vg/kg fidanacogene elaparvovec

! administration as precioteq by fne lonaitudinal phariacometrics mode,. o | ® These are conservative estimates as additional doses might be needed for
I ue lines represent simulated FIX activity for a single virtual individual following Alprolix administration with (a) a fixed frequency
, (every 7 days) or (b) fixed dose (50 U/kg). on-demand treatment of bleeds.
: Dotted vertical red lines represent the target times at which the (a) dose or (b) frequency were optimized. . . .
90 | Numbers above the traces indicate the (a) dose or (b) frequency required to maintain trough activity at the time-matched fidanacogene ® The findings suggest fidanacogene elaparvovec gene therapy results in
(162,249 ! elaparvovec response. | FIX activity that is not achievable within the labeled posology for Alprolix.
it . i fidavec=fidanacogene elaparvovec; FIX=factor IX
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Predicted FIX activity over time extrapolated up to 25 years.
Solid lines and shaded regions are the mean and 90% PI FIX activity time-course (Actin FSL) for 100,000 simulated
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patients with hemophilia B administered a nominal dose of 5x10" vg/kg fidanacogene elaparvovec. 12345678
Black circles and error bars are mean and 90% Pl of FIX activity summarized at timepoints of interest. Time after first dose (years)
Dashed vertical gray line represents the end of the observed follow-up period in the analysis population. — This study was funded by Pfizer. Electronic Poster
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® For the first 10 years after fidanacogene elaparvovec administration, >80% of ® This corresponded to a median (90% PI) cumulative required dose ranging from of Engage Scientific Solutions this poster. If you don’t have a smartphone, h
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