Poster 2161 Posoleucel, an Allogeneic, Off-the-Shelf Multi-Virus Specific T Cell Therapy, for Severe,

Presented at ID Week Drug-Refractory Viral Infections in Pediatric Patients Following HCT

October 19-23, 2022 Results from a Phase 2 Trial

Washington, DC Thomas Pfeiffer?, Ifigeneia Tzannou?, Carlos Ramos?, Ghadir Sasal, Caridad Martinez!, Premal Lullal, Robert A. Krancel, Swati Naik?, lain Fraser?, Badrish Patel?, Dany Ward?, Ann M. Leen2, Bilal Omer?
1Center for Cell and Gene Therapy, Baylor College of Medicine, Texas Children’s Hospital, Houston Methodist Hospital, Houston, TX; ?AlloVir, Waltham, MA

BACKGROUND RESULTS
* Recipients of allogeneic hematopoietic cell transplantation (allo-HCT) are
su§cept|ble to |r1fect|ons from an(.JI reactlvatlon of double-stranded DNA viruses, Baseline Demographics Outcomes by Patient and Virus
which are a major cause of morbidity and mortality Patient Characteristics
* The small number of published studies focusing on pediatric allo-HCT recipients - Initial diagnosis s (it At e Tl Target virus at study entry Outcome Eighteen of 18 patients
he P ed st NP P Age, median years (range) 10 (2, 16) e alola= | s
indicate that the course of viral diseases and their treatment are generally Male, n (%) 10 (56) AdV PR (100%) achieved a clinical
rS]Imllak: in pedla’g.lc and adult patients, but some differences in the populations =~~~ — paseline. n (%) BKV PR response (CR or PR) by 6
ave been noted. AdV 6 (33) 3 F Hurler Syndrome 1 1 cmv PR weeks including all 5
 Children are !ess Ilk_ely to have .h.ad prior CMV |nfe§t|on th?n adults, and BKV 10 (56) 3 M Beta Thalassemia 1 2 AdV PR patients infected with
are thus at higher risk for acquiring CMV from their donor CMV 4 (22) 4 F Hodgkin Lymphoma 2 3 cMV PR multiple target e
« Children appear to be more susceptible to AdV infections than adults? EBV 0 5 M MDS 1 3 BKV PR
e Conventional antiviral drugs are used to prevent and treat these infections in HHV-6 3t(17) Adv CR
the pediatric population, but their efficacy is modest and often accompanied by JCV 1(6) 6 M Chronic Granulomatous Disease 1 4 BKV PR
severe toxicities Number of viral infections, n (%) CMV PR
« Because of the lack of dedicated pediatric studies, practice recommendations 1 13(72) 9 M Severe AA and Secondary Monosomy 1 2 BKV PR
have been extrapolated from studies in adult patients 2 Concurre_mt > (17) AdV CR
2 sequential 1 (6) t
POSOleucel 9 M ETV6-RUNX1-ALL 2 4/3 BKV PR
3 concurrent 1(6)
° POSOIGUCG' iS an Off'the'Shelf mU|ti'VirUS'SpeCiﬂC T‘Ce” (VST) therapy that *Viral infections at baseline represents individual viruses and not patients. 10 F ALL 2 4 HH‘V—B* PR
. ] ] . ] . TOne of these patients was later confirmed to have chromosomal genomic integration of HHV-6.
targets 6 viruses common in immunocompromised patients: adenovirus (AdV), - BKV PR
. . . : 10 F ALL 2 2
BK virus (BKV), cytomegalovirus (CMV), Epstein-Barr virus (EBV), human Safety and TOIerablIlty HHV-6 PR
herpesvirus-6 (HHV-6), and JC virus (JCV) Events N=26 12 M ALL 3 3/4t BKV PR
+ The phase 2 CHARMS study (NCT02108522), which was conducted at Baylor | -auents with any treatment-emergent AL 18 (100 12 F Glanzmann Thrombasthenia 1 4 BKV PR This patient was subsequently discovered
College of Medicine from June 2014 to Nov 2019, evaluated the feasibility and | Patients with treatment-related AEs 11 (61) 12 M Chronic Granulomatous Disease 1 3 BKV PR to have genomic integration of HHV-6.
safety of posoleucel in allo-HCT recipients with >1 of these viruses who were Common treatment-related AEs 14 M ALL 2 2 HHV-6 PR "These patients received a different line of
. . . . posoleucel on second infusion.
either unresponsive to or unable to tolerate standard antiviral therapies Pyrexia 4 (22) 15 F sciD 1 4 AdV CR AML, acute myeloid leukemia: MDS
e Of the 58 a||O-HC3T recipients treated in CHARMS, 55 (95%) had a complete or Lymphocyte count decreased 2 (11) 15 M Severe Congenital Neutropenia 1 4 cMV PR Sz]e;ﬁg)éslglsiis;ilzjﬁgﬂ;@gg%zsﬁéﬁ:
_rr)srtlal reTpc?nse f CHARMS included 18 _ der th £18 Neutrophil count decreased 2 (11) 16 F AA 1 1 BKV PR combined immunodefic}ency;,AA, aplastic
€ population o ne u .e .p.atlents undert e. age o y.ears White blood cell count decreased 2 (11) 16 F ALL 2 2 ADV CR iger;;t'im response: CR complete
* We analyzed the safety and antiviral activity of posoleucel in these patients JCV PR ’ ’
Maculopapular rash 2 (11) response.
CHARMS Study Design Treatment-related SAEs 4 (22)*
Any treatment-related grade >3 TEAE, n (%) 5(28) Viral Loads (Blood) in Patients with Adenovirus Infection CONCLUSIONS
Posoleucel 2 x 107 cells/m? AE leading to dose reduction, interruption, or d/c o) ) : : :
. * Posoleucel was well tolerated by this pediatric population
Cytokine release syndrome 0
ek 0 6 rolloweup @ Deaths (neither was related to study treatment) 2 (11) * No patient experienced Cytokine release syndrome
Dose Clinical End of study y
Endpoint *Four patients experienced 7 treatment-related SAEs: pyrexia, pneumonia, atelectasis, pulmonary edema, . . . .
Ph 2 n pomfs f l b l d d d h f acutegVHD(GI), gdenovirus infection, neurologicaldesc))/mpensp;tion. ° ' 1 POSOIeucel appea red to demonstrate efflcacy |n pedlatrlc
. ase 2, proof-of-concept, open-label study designed to assess the safety e - : : : : :
and antiviral activity of posoleucel in allo-HCT recipients of any age with >1 Acute GVHD within 42 Days of Last Dose patlents with refractory viral infections
treétment—ref.ractory !nfect.lons. | Age | o, | Historyof | o i Baseline | Affected Organ Maximum GVHD  All pediatric patients receiving posoleucel had a clinical
 Patients received a single infusion of 2 x 107 cells/m?2 posoleucel with the (yrs) aGVHD Grade during Study response
option to receive a second infusion after 4 weeks and additional infusions at A F Y N SKin 1
biweekly intervals thereafter 5 1w y y oo ) * Phase 3 studies including pediatric patients are in progress:
* Key eligibility criteria: infection with AdV, BKV, CMV, EBV, HHV-6, and/or JCV . : : .
y SlgIbIlity eriteri: / 12 | M| v N Skin 1 » Multi-virus prevention in allo-HCT recipients (NCT05305040)
e Failure of antiviral therapy OR :
+ Unable to tolerate standard antivirals N N SKin ! » Treatment of virus-associated hemorrhagic cystitis in allo-
. Safety: Acute grade 3 to 4 graft-vs-host disease (GVHD) within 42 days of the L > | " Y Y (diff. dx: infection) Gl tract 3 HCT recipients (NCT04390113)
last dose of posoleucel, and grade 3 to 5 non-hematologic adverse events One patient (6%) had acute GVHD grade 22 : : : .
related to posoleucel within 28 days of the last infusion The incidence of acute GVHD among the pediatric patients in CHARMS (5/18, 28% [95% * Treatment Of AdV mfeCt'()n 19 a”O'HCT reC|p|entS
_ _ o _ Cl, 10, 53]) did not differ meaningfully from the incidence among adults (8/40, 20% (NCTO5179057)
 Efficacy: Antiviral response was assessed 6 weeks after the first dose [95% Cl, 9, 36)]
« Complete response (CR): return of viral load to normal range as well as
resolution of clinical signs and symptoms References Disclosures Acknowledgements
*  Partial response (PR): viral load reduction of >50% or a 50% 2 Howard D, Pl 1 L oo . o o, Adenovires fecions  nemataporto stem sl neplnt et i nfec i. 1999291494501, e T Cyatant G0 of o .5 D0, Sy 1 ol 00 At Gy 1o oXend our hnketothepatiers an hf s
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