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Introduction Results Table 2. AAV5 NAb titre agreement :
, between screening and pre-dose baseline
e Testing for binding or neutralising antibodies (NAbs) to * At screening, 48% (32/67) of enrolled visit in patients with paired data (N=19)>
adeno-associated virus (AAV) is part of the laboratory patients had detectable NAbs
assessment of people with haemophilia considering (NAb+; Table 1), with a median titre Screening | Pre-dose baseline visit
AAV-based gene therapy of 58 (range: 9-3440) N 19 19
* We evaluated the natural history of NAb titres to AAV * The median duration of the patient NAb Mean (SD) | 292.0 (482.25) 3255 (73021)
serotype 5 (AAV5) in adult males 218 years old with data collection period was 240 days Median 88.2 57.8
haemophilia B (factor IX [FIX] <2%) during the lead-in period (range: 1-360) range) 8.8-2020.4) 8.5-3212.3)
of the pivotal HOPE-B trial (NCT03569891) prior to infusion of * Nab+ patients were older than
etranacogene dezaparvovec (CSL222, HEMGENIX®)*? NAb-negative patients at baseline IcC (95% CIF 0.89 (0.741,0.957)
(p=0.0065); however, no association S e e e e e
between titre and age was Qbse rved Z]CA\SI(/]I;ZEIeeSrICcr)O;Qs?;IZ?:éy\iIfqusV:rr(;i;;: gn gfignﬁdenceintervau ICC, intraclass correlation coefficient; NAb,

Objective (Figure 2AB) —
e The median intra-patient coefficient of

Figure 3. Individual NAb values over the

e To characterise NAbs, immunoglobulin (Ig) G and IgM variation of NAD titres over time was lead-in period In participants who were
anti-AAV5 binding antibody changes over 26 months 25% (range: 2-154%) and patient NAD NAb+ at screening (N=26)°
(lead-in period of HOPE-B) titres remained stable during the o o
lead-in relative to screening (Table 2 posess given for each |
and Figure 3) 3000 nes Nap et
e For patients with detectable anti-AAV5 20 foactin period of
Methods NAbs and IgG at screening (N=22), 's00 oo assodiates
* A total of 67 adult male participants with severe or there was a high correlation of titres S 200 NAb, neutralising
moderately severe haemophilia B (FIX <2%) were (median r=0.96; range: 0.92-0.99) (Figure 4) Z 100 - eutraiding
) ] . > 50 antibody-positive
enrolled into the lead-in period of HOPE-B e One patient clearly seroconverted to NAb 2
e During the lead-in period, visits for AAV5 antibody positivity, with NAb and IgM undetectable 20
testing were as follows: screening and then at screening and titres of 82 and 139,
approximately every 1-2 months over a period of 26 respectively, 4 months later (Figure 5);
months and including a final baseline visit prior to gene another converted to NAb positivity .
therapy infusion'* (NADb titre: 13.7) after 8 months without | | | | |
e AAV5 NAbs were measured using a cell-based IgM Abs being detected 0 Anal;scIZ day (reIZ:IIve to scf((a)zning) >

luminescence reporter AAV5 NAb assay with 7 serum

dilutions and a limit of detection of 7 (Figure 1AB) Figure 4. Correlation of NAb and IgG

Figure 2. NAb+ status by age category (A)
e |gG or IgM anti-AAV subclasses were measured using a and NAD titre by age category (B)

separate ELISA with a limit of detection of 50 (Figure 1C)

titres at screening in participants with

values >LoD (N=20)
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@ @ (1), thereby establishing (N=15) (N=21) (N=11) (N=8) (N=12) % 500 — | | OO | | |
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: which can be measured by 9 9 P P 300_'__|__'©__Q__|____|____|'
A bioluminescence (l11). B 10000 O
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y impairing their ability to — 1 I @) | | | |
\I:I\ transduce the reporter cells g 800 | | p | | |
V and resulting in lack z 300 - I [ [ [ [ [ [ I [ |
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" ~~ (C) I) HRP-labelled, =Z 100 -
detection antibody in the ]
respective anti er?lca ture 20 | I Please note: this figure does not include 2 participants who had detectable AAVS5 IgG by confirmatory
\ / P 9 P | ’ I assay but whose titre assay result was <LoD.
Reporter ELISA. 1) '90 (: IgM 0 AAVS, adeno-associated virus serotype 5; IgG, immunoglobulin G; LoD, limit of detection; NAb,
cell antL'.A.AVS ;n the i 19-30years  31-40years  41-50years  51-60 years >61 years neutralising antibody.
°NAD titre was calculated as the midpoint of the serum neutralising activity titration response curve (IC, ), participants serum binds (N=6) (N=6) (N=5) (N=6) (N=9)
blgG or IgM titre was defined as the reciprocal serum dilution at the technical cutpoint of the assay. tO_IIII AAV5 bound to the _ . o
AAV5, adeno-associated virus serotype 5; ELISA, enzyme-linked immunosorbent assay; HRP, horseradish peroxidase; IgG, microtitre plate. Age Categorles of NAb-pOSItIVG part|C|pants - . d . I b d
immunoglobulin G; IgM, immunoglobulin M; Luc, luciferase; NAb, neutralising antibody; Tl, transduction inhibition.
J J J J Y *NAD titre measure considered to be an outlier. Flgure 5' Longltu Ina NA ? IgM’ an IgG
NAb, neutralising antibody I ° e o
evels In participant who seroconverted

Table 1. Demographic characteristics in the lead-in

safety population

o = o . .
Co n CI u s I o n s g 400 - — Neutralizing antibody — IgG antibody — IgM antibody
>, 100

e; LoD for IgG
o o o and IgM
Characteristic NAb+ NAb- All pts (N=67) e AAV5 NAbs were stable over 26 months. = LoD for NAbs
. . ©
NAb status, n (%) 32 (47.8) 35 (52.2) NAbs were highly correlated with IgG o
o- ° ° 0 L | | | |
Age, mean (SD) years 48 (17.5) 28 (132 43 (16:2) anti-AAV5 Abs, although titre values differed s Sk ree—— o - T oo bl
C . .
Range 19-78 5173 19-78  These data can help inform patient- < Study visit days
ma nagement deCiSiOnS fOr etra naCOgene 'I')IlIeeaZererjggeszechglseeinlr?s I/Cisiie(grfglrlee\a/zlﬁre\ \?ICSECI?)E:);CS?ECIrs/\fIICIIEI:weZZtéItarisngueirzfnzat%[g)'ene dezaparvovec
Severe HB (FIX <1%)? 26 (81.3) 30 (85.7) 56 (83.6) administration (Visit D).
deza pa rvovec AAVS, adeho—asl,scécilaIteSI vgxséserotyplg 5; LoD, “tr3m2| of detection; IgG, immunoglobulin G;
[gM, immunoglobulin M; , heutralising antibo
Moderately severe HB (FIX 1-2%)? 6 (18.8) 5 (14.3) 1 (16.4) ’ ° T
Prior hepatitis B, n (%) 10 (31.3) 3 (8.0) 13 (19.4)
During =26 months:
Prior/resolved HCV (HCV RNA-)?, n (%) 23 (71.9) 14 (40.0) 37 (55.2) g - ¢
Ongoing HCV (HCV RNA+)?, n (%) 1(3.1)¢ 0 1(1.5) NADb levels were Anti-AAV5 NAbs
HIV+ N (%) 3 (9.4) 1(29) 4 (6.0) sta bIe overa and total Ig.G Serocpnversmns
median lead-in Abs were highly were infrequent
HEV atiniral therapy with glecaprovtibibrentasir and was negative at the LFinal visit (2] Gays before ettanatogene dezaparvorec sdmmistiation), o2 period of 240 days correlated
FIX, factor IX; HB, haemophilia B; HIV+, human immunodeficiency virus-positive; pts, participants; SD, standard deviation
o
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