Vector Biodistribution and Transgene Expression in the Heart Following
4 E o Gene Transfer of AAVrh.10 vs. AAV9 Capsids

thera peutics N Selvan®, A Nair*, AS Fargnolit, J Zhang?, ] Wang?, WH Bradford?, S Gutierrez!, K Law?!, TD Fenn', P McCormac?, JA Barth?, F Sheikh?, R Khanna?

ILEXEO Therapeutics, Inc, New York, NY, 10010; 2Department of Medicine, University of California San Diego, La Jolla, CA, 92093; #Presenting Author.

BACKGROUND RESULTS

CONCLUSIONS

° As heart disease accounts for 1 out of every 3 deaths in the US, | 1. AAVrh.10 exhibited heightened vector biodistribution across the porcine 2. AAVrh.10 exhibited heightened eGFP transgene expression in 1. Consistent with previous findingsl®, our results

there is an unmet need for therapies with improved outcomes.?! heart compared to AAV9. the overall porcine heart compared to AAV9. demonstrated the preferential use of AAVrh.10 over
* Pre-clinical studies have revealed the potential for myocardial gene A 5 " B AAV9 for targeting gene therapies to various regions
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. transfgr to treat cardiac r.Jath\oIogles. h | o s w0 — o - ST 08 1540k of the hea rt in the treatment of cardiac diseases with
AAV9 is a robust and widely used gene therapy vector due to its < s000] ] ' 12500 ' ol - | a genetic component.
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enhanced transduction efficiency and transgene expression.34
o However, its biodistribution and functional effects relative to vector biodistribution and transgene expression
other cardiotropic AAV vectors have not been fully elucidated. in Yucatan minipigs as compared to AAVO.

* AAVrh.10 has been shown to have comparable or better infectivity O e oo 0- AAVIN 10 AAVO B O AV 10 AAVO  PBS b) Gene delivery via AAVrh.10 also led to trends of
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andAi‘UCLeg(c)y;han AA;V9£ 1 2fold . dine biodistribut Figure 2. Quantitative polymerase chain reaction (QPCR) analysis of vector copy number  Figure 3. Analysis of eGFP transgene expression in the heart of Yucatan minipigs improved functional rescue of cardiac function in
’ 'thr' .th fgn;c;r;shra © -f. tgrea er ca; ac tlot,ls r:c UHON ' across (A) the overall heart or (B) different regions of the heart of Yucatan minipigs administered a high dose of AAVrh.10eGFP, AAV9eGFP, or a PBS control (PBS + d Mouse model of ARVC as co.mpared to.AAV9. -

:}V' ‘nhe |rst ours pgi-lgga\éelrgousa MINISrAtIoN tONON= 1 S dministered a high dose of AAVrh.10eGFP, AAV9eGFP, or a PBS control (PBS + 0.005%  0.005% Pluronic F-68) by (A) western blot (WB) or (B) immunohistochemistry 2. It will be TPeREmS e consider SpECI?S-SpECIfIC
Tﬁman:’;'\y]s 1e8 comparbe E M ' fod for tarset Pluronic F-68). Left ventricle data includes an averaged analysis of basal (anterior, posterior, (IHC). WB data includes an averaged analysis of right ventricle, left ventricle, right factors .(e.g., ‘mmune response) and UTEINET when
? us, AAVIN.IU May DE DEer suited 107 1arseting 8°NS~ |ateral) walls, mid (anterior, posterior, lateral) walls, and apex samples. Septum data includes atrium, and left atrium samples. IHC data includes an averaged analysis of translating these findings to human cardiac diseases.
therapies to the heart in the treatment of cardiac diseases. . . ~ . P
an averaged analysis of basal and mid septum samples. Data represent averages + SEM. n=3 samples from 12 separate heart regions. Data represent averages £ SEM. n=3 pigs

OBIJECTIVES

The objectives of this study were to compare the:
1. Vector biodistribution and eGFP transgene expression in pigs

pigs for each AAV group or 2 for the PBS group. for each AAV group or 2 for the PBS group. FUTU RE DI RECTI O NS

3. AAVrh.10 was associated with heightened eGFP transgene expression in various regions of the porcine heart compared to AAV9.

e Statistical significance was not assessed due the limited
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sample sizes.
(anatomically similar to humans) administered AAVrh.10 or AAV9. B T o T S S T © € oots, ™ g e e « As such, the results of this study, which confirmed
2. EfficaFy of. AAVrh.10hPKP2 and AAV9hPKP2 in improving. car@iac . . 8- 0.8- 4: N . N orevious findings, may be considered as preliminary
function in severe mouse models of arrhythmogenic right 6- :
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assessments that will inform power analyses for larger
studies in the future.
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ventricular cardiomyopathy (ARVC) harboring a mutation in the
plakophilin-2 (PKP2) gene, as proof-of-principle.
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METHODS Figure 4. Analysis of eGFP transgene expression in the (A-B) right ventricle, (C-D) left ventricle, (E) right atrium*, (F-G) left atrium, and (H) basal septum** of Yucatan minipigs MORE INFORMATION

administered a high dose of AAVrh.10eGFP, AAV9eGFP, or a PBS control (PBS + 0.005% Pluronic F-68) by WB (A,C,E,F) or IHC (B,D,G,H). For the left ventricle, IHC data includes an [] 30 [w]
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Adult Yucatan minipjgs Neonatal PKP2 hqmozygous C57BI/6 mice ] . ) . ] . . . .
(17:20 weeks old, mied genden I (2 oy 0 P2, mixd gence averaged analysis of basal (anterior, posterior, lateral) walls, mid (anterior, posterior, lateral) walls, and apex samples, while WB data includes the left ventricle analyzed as a whole : % To learn more. visit: www.lexeotx.com
"n=3 /mgg;@  eooeyand Voo S \%149(‘:;&9 i (no septum). All data represent averages + SEM. n=3 pigs for each AAV group or 1 PBS pig. *eGFP undetected by IHC (data not shown). **sample not collected for analysis by WB. [w]
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4. The cardiac functional rescue achieved in an ARVC mouse model trended higher with a PKP2 transgene delivered by AAVrh.10 compared to AAV9.
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Figure 1. (A) Minipig study design. *Comprised of basal (anterior S w0- S 40- or AAVOhPKP2 or vehicle, or un-injected wild-type (WT) mice as " NV PHARMARON
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posterior, lateral) walls, mid (anterior, posterior, lateral) walls, apex, and 5 %0 S %0- €valuate rough — magnetic — resonance 1maging ase an Diego (In-life and bioanalytical analysis of pig data)
basal/mid septum. (B) ARVC mouse model study design. All vectors were & 20 7 2- measurements of (A) ejection fraction, (B) end-diastolic volume, and _ .
manufactured under the same conditions. Statistical significance was not Eh "o (C) end-systolic volume. Data represent averages (+ SEM). n=5 mice per flgnatng bh NS This poster was created by
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