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Abstract

Background: Varnimcabtagene autoleucel (IMN-003A) is an autologous second-generation CAR
T-cell product with a 4-1BB co-stimulatory domain and a non-FMC63 based murine single chain
variable fragment targeting CD19 (A3B1 binder), manufactured in India. As previously published,
pre-clinical studies and phase 1 clinical trial in Spain, varnimcabtagene autoleucel (IMN-003A /
ARI-0001) has demonstrated potent in vitro, in vivo and clinical activity. Here, we report the first
safety and efficacy results of the IMAGINE phase 2 clinical trial for patients in India with
relapsed/refractory B cell malignancies (CTRI/2022/03/041162).

Methods: Patients (pts) aged 3 to 45 years (B-ALL) and = 18 years (B-NHL) with relapsed and/or
refractory B cell malignancies (RR BCM) were eligible for this study if they had measurable
et dadse8488H by lymphoid blasts (B-ALL) or metabolic tumour bulk (B-NHL), received 21
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(30 mg/m?) on days -5 to -3 were used as lymphodepletion regimen. The target dose was 1x10°/kg
CAR+ cells (B-ALL) and 5x10°/kg CAR+ cells (B-NHL) (overall range 0.1x10° to 5x10°) and was
administered in a fractionated manner (10%/30%/60%), with at least 24h between infusions on
days 0, +1, +2. Primary objectives were overall response rate (ORR: CR + CRi in B-ALL and CR +
PR in B-NHL) at day +90 after first infusion, and occurrence of adverse events including cytokine
release syndrome (CRS) and/or Immune Effector Cell Associated Neurotoxicity Syndrome
(ICANS). Response was assessed as per NCCN (B-ALL) and IWG (B-NHL) criteria; bone marrow
minimal residual disease (MRD) for B-ALL was analyzed by flow cytometry at 10 sensitivity and
PET-CT for B-NHL. Adverse events (AEs) were graded using CTCAE v5.0. CRS and ICANS were
graded according to the American Society for Transplantation and Cellular Therapy (ASTCT)

criteria.

Results: As of data cut-off, eight pts (median age 21 yrs, range 5 - 64) with RR BCM (n=6 B-ALL;
n=2 B-NHL) have been included in the trial. 6 pts received IMN-003A cells (intention-to-treat
population), of which 2 (33.3%) received bridging therapy. The main characteristics of these pts
and previous treatments are described in Figure 1A. Median CAR-T cell manufacturing time was 11

days (range 10-18) with 100% manufacturing success.

Median follow-up after IMN-003A administration was 50 days (range 5 - 117). Of the 5 evaluable
patients, ORR at day +28 (n=4) and day +90 (n=1) was 100%. Median time to first response was 28
days. All pts were in CR at data cut-off.

Of 5 MRD-evaluable pts at day +28 (n=4) and +90 (n=1), 100% were MRD-negative. Median

progression-free survival (PFS, Figure 1B) and overall survival (OS) were not reached.

AESIs reported in 8 pts were CRS (Grade [G] 1 50%; G3+ 0%; overall 50%), neutropenia (G3+
50%; overall 62.5%), anemia (G3+ 0%; overall 62.5%), and thrombocytopenia (G3+ 0%; overall
62.5%). Median onset and duration of CRS was on Day +10 and 2 days respectively. No CAR-T
cell-related neurotoxicity (ICANS) was reported. Tocilizumab was administered in 33.3% (n=2/6)

(for persistent grade 1 CRS). No mortality has been reported in this study till date.

IMN-003A cells demonstrated peak expansion on day 10 (range 10 - 14 days). 80% (5/6 evaluable
pts) had measurable CAR+ T cells in peripheral blood on day +28. Updated results will be

presented in the meeting.

Conclusion: Varnimcabtagene autoleucel (IMN-003A) is a First-In-India Industry CD19-directed
CAR-T Cell Therapy for RR BCM that has demonstrated excellent outcome in a clinical trial, with
S(ﬁ%@ﬁoawi@u%@efgsponses and a favorable safety profile, including absence of neurotoxicity.

| N FEG UG N TP S [PPSR [P o o SR of-J S N S o RN I [ R S R R B S
Abstract X
Disclosures

https://ashpublications.org/blood/article/140/Supplement 1/10343/489538/Early-Results-from-a-Phase-2-Study-of?searchresult=1 217


javascript:;

5/23/23, 11:52 AM Early Results from a Phase-2 Study of Varnimcabtagene Autoleucel (IMN-003A), a First-in-India Industry CD19-Directed CA...

Figurenlithor notes
A |ue :’M(cﬁmcwtl B:'r':: m mo P "; L oof Tornarimnt Bridigrg Thatapy EM Y BCANE Tacl O
Trn F ] BALL & TN baora Mo Mo L= 1 LTt L] [:5:] Ko Mo ke ONICH
F B F WO BALL B A% AL L] ] o 7 M D T Mo L] a1 Mo Mo (EMCR
: | r ) WO BALL Wy % tera Mo Mo T e P - om & N He e GR
4 4 L - BALL o W;\-\:?“‘- ;—‘;:-;. Na e L -] 3 B TY), WOV e ..\“L: f— % o1 Ne Y CRCH
an L] WO BALL BF T FRAS Mo Mo o F Tl =) Nz [} Gl Ne Ym ONCH
e [T} -] BREL B ol 1o ek A Y& 4 [ROEDP R RGDP. e RS o [ ]
T & ¥ o Bred, & T e Fuk, L b -] a UBmn o Bu s ] “‘EEP
[ ] ] WO BALL WL 5] 1% A, o o a FW=AT mOWVAD ot NS
B Progression Free Survival al Day +28
B
Figure 1:
(A) FPatient characteristics, safety and
f4 efficacy oulcomes,
(B) Progression Free Survival at day +28
Days post IMN-0034A, infusion

Disclosures

Joseph:Immuneel Therapeutics Private Limited: Current Employment. Jakka:/mmuneel
Therapeutics Private Limited: Current Employment. Dhar:Immuneel Therapeutics Private Limited:
Current Employment. Kumar MG:/mmuneel Therapeutics Private Limited: Current Employment.
Palanisamy:/mmuneel Therapeutics Private Limited: Current Employment. Elluru:/mmuneel
Therapeutics Private Limited: Current Employment. Akheel:Immuneel Therapeutics Private Limited:
Current Employment. Anand:/mmuneel Therapeutics Private Limited: Current Employment, Current
holder of stock options in a privately-held company, Membership on an entity's Board of Directors
or advisory committees. Kamat:Immuneel Therapeutics Private Limited: Current Employment,

Current holder of stock options in a privately-held company.

Author notes

* Asterisk with author names denotes non-ASH members.

© 2022 by The American Society of Hematology

Skip to Main Contenty,q11;me 140, Issue Supplement 1

Rleiimtmaale o ar AN~

Abstract
Disclosures
https://ashpublications.org/blood/article/140/Supplement 1/10343/489538/Early-Results-from-a-Phase-2-Study-of?searchresult=1 3/7


https://ashpublications.org/blood/issue/140/Supplement%201
https://ashpublications.org/view-large/figure/11485447/blood_1084_186_gr1.jpg
https://ashpublications.org/DownloadFile/DownloadImage.aspx?image=https://ash.silverchair-cdn.com/ash/content_public/journal/blood/140/supplement+1/10.1182_blood-2022-166297/6/blood_1084_186_gr1.jpeg?Expires=1687257403&Signature=rpIpqbImRxxiFnqnzu4UT0Shha5kyvyUwgfbzZK3tz0NPHAyXOpwP1v~YVeP-SEfCQ0Sdq0TWdn6NNFwCjqcUpdU6P4N2o7OqJayhwaiBrevdZRQMYUVwUQyME8pXCZnZcswS-wKmWALIO8zWja5q7iSVmrbqsfL4QjBpRE~Q67OMLfH46gQVDfPO9hWxslzAoxhvK38hJU4htiGRVGXlCLQqQRYm01ZHFEFTfq~iXf2Lzp~EpPHEe78zFmd752xLDFzuSb6nLgTrn~bKoU-wzN1plEaV7V-UAvI9BqZUC1DypYBFFhxFq1uZ4wn9Bn9aTRZBCYbraZBEjAAI4biIQ__&Key-Pair-Id=APKAIE5G5CRDK6RD3PGA&sec=11485447&ar=489538&xsltPath=~/UI/app/XSLT&imagename=&siteId=1000001
https://linkinghub.elsevier.com/retrieve/doi/10.1182/blood-2022-166297
javascript:;

