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Introduction Results FIX activity
. Etranacogene dezaparvovec (formerly AMT-061), an investigational gene therapy for hemophilia B, is an Study participants * Median (minimum-maximum) FIX activity levels were sustained throughout 24 months post-treatment (Table 3)
adeno-associated virus serotype 5 (AAV5) vector, containing a codon-optimized, highly active factor IX (FIX) Padua . Of the 54 participants who received etranacogene dezaparvovec, 33 participants were AAV5 NAb- and 21 were 18 months 24 months
R338L transgene under the control of a liver-specific promoter (Figure 1) AAVS5 NAb+ at baseline (Table 1) ’ « AAV5 NADb+ <1:700: 32.0% (10.3-57.9) * AAV5 NADb+ <1:700: 33.5% (9.1-88.3)
° - 0 — ° - ©) —
* The Phase 3 HOPE-B clinical trial (NCT03569891) of etranacogene dezaparvovec met its primary efficacy endpoint, . Median (Q1-Q3) titer among AAVS5 NAb+ participants was 56.9 (23.3-198.9): 20/21 (95%) AAV5 NAb+ participants had AAV5 NADb-: 35.0% (4.5-122.9) AAV5 NADb-: 35.4% (4.7-99.2)
providing hemostatic protection superior to standard of care FIX prophylaxis over 52 weeks of follow-up after titers of <1"700 at baseline  At18and 24 months post-dose, no clinically meaningful or statistically significant correlation between an individual's
stable FIX Padua expression (defined as Months 7-18)'< +  One participant with a markedly higher baseline AAV5 NADbs titer (1:3212) did not express FIX Padua or discontinue baseline AAVS5 NAD titer and FIX activity levels was identified, up to an AAV5 NAD titer of <1:700 (24-month Pearson
* A unique aspect of the HOPE-B trial was the enrollment of participants regardless of their baseline AAV5 FIX prophylaxis coefficient: -0.29; Spearman coefficient: -0.25; R2: 0.086) (Figure 4)

neutralizing antibody (NAb) status

Table 3. Summary of FIX activity? (%) by baseline AAV5 NAb status (FAS)

Table 1. Baseline demographics

1 Pre-existing AAV5 NADb status Baseline 6 months 12 months 18 months 24 months
Flg ure 1‘ EtranaCOgene deza pa rvovec Total, N=54 Baseline AAV5 NAb+, n=21 Baseline AAV5 NAb-, n=33 9
AAV5 NADb- n 33 33 32 33 33
Age, mean (SD, minimum-maximum), years 415 (15.8,19-75) 445 (17.5,19-75) 39.5 (14.5, 21-73) Median 10 27 30 28.65 25.0 25.40
Severity of HB at diagnosis, n (%) (min-max) (1.0-2.0) (8.4-97.1) (5.9-113.0) (4.5-122.9) (4.7-99.2)
Severe (FIX <1%) 44 (81.5) 16 (76.2) 28 (84.8) Mean 1.15 40.01 44.82 39.87 38.55
Moderately severe(FIX 21% and <2%) 10 (18.5) 5(23.8) 5(15.2) (SD) (0.36) (18.64) (23.21) (24.08) (19.19)
Positive HIV status, n (%) 3 (5.06) 1(4.8) 2 (6.0) AAV5 NAb+ - 21 18 18 17 17
AAV5 Prior hepatitis B, n (%) 9 (16.7) 5 (23.8) 4 (12.0)
Prior hepatitis C, n (%) 31 (57.4) 14 (66.7) 17 (51.5) Median 1.0 35.60 39.95 32.0 33.50
e ——— e ——— (min-max) (1.0-2.0) (82-90.4) (8.5-73.6) (10.3-57.9) (91-88.3)
Extended half-life 31 (57.4) 14 (66.7) 17 (51.5) Mean 24 35.91 35.54 31.14 32.98
. . o Standard half-life 23 (42.6) 7 (33.3) 16 (48.5) (SD) (0.44) (19.02) (17.84) (13.75) (18.51)
I. ] .f. i H uman.WI Id-type FI.X (COdon OP.tlmlzed) Detectable AAV5 NADbs at base"ne’ n (%)a 21 (38'9) ) ) a One-stage FIX activity assays. Only samples uncontaminated with exogenous FIX were included in analysis. LS mean from repeated measures linear mixed model with visit as a categorical
Iver-speciftic promoter with 2 nucleotide adaptation Maximum titer 39123 covariate. T | o | | o - o
l Median titer (Q]—Q?J) - 56.9 (23.3—198.9) - AAV5, adeno-associated virus serotype 5; FAS, full analysis set; FIX, factor IX; LS, least squares; max, maximum; min, minimum; NAb, neutralizing antibody; SD, standard deviation.
a Limit of detection for the NAb is 7. H 3 3 o I 78
AAI\r/gI, a?jeneo—zcsslggiaiéd veirus 5;?:SI>S<?1}‘/aI§tor IX; HB, hemophilia B; HIV, human immunodeficiency virus; NAb, neutralizing antibody; SD, standard deviation. Flgure 4' Basellne AAV5 NAb tlters (<1o700) vs FIX aCtIVIty Ievela over 24 months
- - Padua variant
AAVS, adeno-associated virus 5; FIX, factor IX ABR g 125 -|Imputed participants Pearson coefficient (95% Cl): -0.29 (-0.52— -0.03)
. , > 10-21-221 Spearman coefficient: -0.25 (-0.48-0.03)
. * At Months 7-18 and 7-24 post-dose, participants AAV5 NAb+ <1:700 and AAV5 NAb- at baseline demonstrated a 2 1004 % ]14_2327'_22%2 o R2 0.086
Alm low ABR (Table 2; Figure 3) @
* To assess the efficacy and safety of etranacogene dezaparvovec in HOPE-B participants with (NAb+) and without * Mean ABRs achieved at Months 7-18 and 7-24 were significantly improved compared with mean ABRs during the 75 - o ¢
Y Y g P e P ) . . ) a
(NAb-) pre-existing AAVS5 NAbs over 18 and 24 months of follow-up =6-month lead-in period of continuous FIX prophylaxis s 8
Months 7-18 | . Months 7-24 § =0 - ¢ x ¢
Methods * AAVS NAb+ <1:700:1.30 (vs 4.29 in lead-in; p=0.0005) ¢ AAVS5 NAb+ <1:700: 1.65 (vs 4.29 in lead-in; p=0.0065) & o 0% o o o 6 ©
* AAVS5 NADb-:0.93 (vs 3.80 in lead-in; p<0.0001) * AAVS5 NAb-: 0.80 (vs 3.80 in lead-in; p<0.0001) § 2°- © .
« HOPE-B: Phase 3, open-label, single-dose, single-arm, international trial (NCT03569891)2 in adult males with severe - g o o © o gc/:::il\:lli)t(y
- .. . . ° ° ° c B il - ol el el - Bl
or mod.erately severe hemophma B (FIX .act|V|ty <2% of normal) on routine FIX prophylaxis (for 22 months), Table 2. Prlmary endpomt (ABR all bleeds) by baseline AAV5 NAD status g 0, | : : : : : :
with/without pre-existing AAV5 NAbs (Figure 2) — th 1 <LOD 10 100 200 300 500 700
.. . : i . =b-mon _ - _ - B line AAV5 NADbs (tit
* Participants were infused with a single dose of etranacogene dezaparvovec (2x10™ gc/kg), following a 26-month lead-in SIS T [ 2 SIS T e aseline s (titer)
. . . . . 2 . 2 One participant with baseline titer of >3200 was not included in this analysis. Participants with undetectable NAbs were plotted at 7 on the horizontal axis, which was the limit of detection of
|ead_| n perIOd recelivi ng FlX prophylaXIS p lati . . Rate ratio . Rate ratio this assay. Uncontaminated data were used, i.e. blood sampling did not occur within 5 half-lives of exogenous FIX use. Participants with no uncontaminated data had their values assigned to the
.. . . . . . opulation Adjusted Adjusted (post- AdeSted (POSt' baseline value. If there were missing uncontaminated values for Month 24, then the single uncontaminated value closest in time to Month 24 was used. Any such imputed values are shown.
* FIX aCthlty, annualized bleed rate (AB R), and FIX infusions were assessed ﬂ’eq Ueﬂﬂy duri Ng the 26-month lead-in ABR ABR treatment/ p-valuec ABR treatment/ p-valuec Baseline was the value obtained immediately prior to dosing or the value obtained at Visit L-Final in cases where the value immediately prior to dosing was missing.
period (When FIX prophylaxis was received) and the first 12 months after receiving etra nacogene deza parvovec (95% C|)a (95% C|)a |ead-in) (95% C|)a |ead-in) AAVS5, adeno-associated virus 5; aPTT, activated partial thromboplastin time; Cl, confidence interval; FIX, factor IX; NAb, neutralizing antibody.
: ) ) B ’ (95% Cl)ar (95% Cl)ab
then every 6 months dur|r?g long-term follow-up (Years 2-5) EAS 418 g 036 0005 g 036 0000 Safety
* Adverse events were continuously assessed :;:‘; udia AAVE NABS 51700 at baceline (3231‘85:4 ) (0'811;27'82) (0'28‘2(;'64) (O'Eﬁ;%) (0'2‘2(;'63) * The safety profile of etranacogene dezaparvovec was similar between NAb subgroups
N=53 J ' (2.89-517) (0634181 (017-0.43) <0000 579709y  (017-046)  <0-0001° « Over 24 months, corticosteroid-treated transaminase elevations occurred in 6/33 (18.2%) participants AAV5 NAb- at baseline
- - ) i 3%) participants AAV5 NAb+ at baseline
Fiaure 2. HOPE-B studv desian AAV5 NAb- at baseline 3.80 0.93 0.25 . 0.80 0.21 . and 3/21 (14.3% . . . | .
9 y 9 n=33 (256-565)  (0.44-198) (014-043)  “0000 (0.39-1.67)  (0.12-0.57) =0-0001 « [nfusion-related reactions occurred in 2/33 (6.1%) participants AAV5 NAb- at baseline and 5/21 (23.8%) participants
o 6-month ﬁ_Az\G5 NAb+ <1:700 at baseline 3 0%22 s | o 61338 = | i 1%386]) 0.0005¢ © ;ﬁ% 2 | @ 1%-33 = 0.0065¢ AAV5 NAb+ at baseline; there was no statistically significant association between infusion-related reactions and
- lead-i Etranacogene Post-treatment : ' ' ' o : : —— baseline AAV5 NADb status (p=0.0956)
€ad-in deza arvovec f | | a3 a Adjusted ABR and comparison of ABR between the lead-in and post-treatment periods was estimated from a repeated measures generalized estimating equations negative binomial regression
period ) p . ollow-u p model accounting for the paired design of the study with an offset parameter to account for the differential collection periods. Treatment period was included as a categorical covariate.® The upper C I s
Screen | ng ad Mministration limit of the CI of the rate ratio was compared to the non-inferiority margin of 1.8. If the upper limit was <1.8, then non-inferiority was declared. ¢ One-sided p-value <0.025 for post-treatment/ O nC US|OnS
lead-in <1 was regarded as statistically significant. qut hoc anglysis not control'leol for Type | error. @ Subgroup'analysis not contrc.)II.ed for Type | error. - . . . .
AAV5, adeno-associated virus serotype 5; ABR, annualized bleeding rate; Cl, confidence interval; FAS, full analysis set; NAb, neutralizing antibodly. ° pre_ex|st|ng AAVS NAb status was assessed but Not used as an eXC|US|On criteria in the HOPE-B t”al
. . * Throughout 24 months of follow-up, participants AAV5 NAb- and NAb+ (<700 titer) at baseline
Figure 3. ABR? (all bleeds) by baseline AAV5 NADb status v '
. 2 g ( ) y recelving etranacogene dezaparVOVGC demonstrated:
SF?)E: crc;ntkl]n :Ja?(?: 2X1%O§§/kg V\\//ieseitlély Monthly visits Twice-yearly visits 5 Lead-in period H Months 7-24 * significant reductions in ABR
prophy 45 4.18 4.29  freedom from continuous FIX prophylaxis
3.86 . .
4 v 3.80 62% com.pf'ara ble and acceptable §afety proﬂlg . | .
: reduction (o} 790/ reduction aClIVI evels were staple, Wi NO assSOCIalion petween paselline status (U O tIter
3.5 72% ducti FIX activity | | tabl th t bet b | AAV5 NADb stat to tit
No prophylactic L 3 p=0.0002 reduction . t? p=0.0065° <1:700) and the long-term durability of FIX expression throughout 24 months’ follow-up
. . . . . . =<0.0001° reauction . . o
Immunhosuppression Primary efficacy endpoint Q2> P p=<0.0001¢ A single dose of etranacogene dezaparvovec can increase FIX activity levels, reduce bleeds and
(Months 7—18) 2 1.51 1.65 provide freedom from FIX prophylaxis, even in the presence of pre-existing AAV5 NAbs (<1:700)
1.5 1.09
| | | | | | | 1 0.80
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