Phase 1 expansion of IMC-C103C, a MAGE-A4xCD3 ImmTAC bispecific protein, in ovarian carcinoma
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Background

ImmTAC molecules are TCR bispecific fusion proteins MAGE-A4 is expressed in several tumors, including lung, Table 2. Safety profile consistent with mechanism of T cell activation Figure 3. Majority of OC patients had no or low MAGE-A4 expression Figure 5: ctDNA reduction mostly observed in patients with
that redirect polyclonal T cells to target intra- or extra- ovarian, head and neck, and GEJ, but has limited normal : - MAGE-A4 expression®
cellular cancer proteins (> 90% of proteome) tissue expression Preferred term® # of ?;t_l;r;;s (%) Most common related AEs were H score = 300 '«’a: x : L score =16 e ¥ g,‘gg_% 7 e
- consistent with CRS, generally Vo A e o R e o O, 10 dE 140 | _ | s
IMC-C103C (MAGE-A4 x CD3) is an investigational This analysis provides an update to data presented at ano : dose dependent. tvpically Grade 1 UM SR i See e S Hscore =0 i | = Hscore <200 W
. : . e . : All grades (treatment-related events in 230% of total patients) P , Iyp y Gl 2 Wit et e = = 50% ctDNA reduction: g = 50% ctDNA reduction: - 250% ctDNA reduction:
ImMmTAC targeting an HLA-A2-presented peptide ESMO-10 2021 [1], focusing specifically on patients with or 2, occurring in first 3 weeks, ol oo oL Py B & 1201 % 2 0f 8 pts | 40f 10 pts | 10f 2 pts
derived from the intra-cellular cancer testis antigen ovarian cancer (OC) who received doses of IMC-C103C Pyrexia 22 (67%) and resolving within a day by g0, a8y iggﬁ g‘*‘ %5 00 - | |
- > i . d{;}é‘ ) SR 7 =
MAGE-A4 at = 90 mcg intravenously (1V) Chills 18 (55%) supportive care e i < §
Cytokine release syndrome 16 (49%) Most common related Grade 3 or 4 i e$ % o 801 =z
- - - - - ; =
Figure 1. RECIST PRs enriched at higher target protein expression (H score) (CRS) ’ AE was neutropenia but was _ 3
Headache 14 (42%) reversible with treatment 300 ° By IHC, 39% (13/33) of <
- Vomit 14 (429 interruption  or G-CSF, and ] patients were MAGE-A4 £
@D O o) Across the ImmTAC platform, oming (427%) decreased  with  corticosteroid 250 ] i negative and 55% (18/33) =
c 250 - €9 EEEIST PRSt .are ennChed. at Neutropenia® 12 (36%) premedication o ; MAGE-A4 pOSitive* aé)
- O igher  protein  expression - 0 : S 1 o B T
3 :CE) — (Figure 1) Hypotension 11 (33%) .1 patient had a DLT of AST > 200 : Majority of MAGE-A4 positive 5
a ' continued on treatment ] i =
T g =07 CH)CS)Wvaer, ﬁDN?hre:jubctlcinfand Grade 3-4 (treatment-related events in 25% of total patients) E 000 median H score 29 T
° 3 enetit wi ebentaftusp No related AE led to treatment O ] ® : 2
%g (B2 were observed at both high Neutropenia® 10 (30%) discontinuation or death < s Szn(% 2 patients had H score -
% 50 4 and low protein expression LymphopeniaC® 8 (24%) A Includes events reported as a sign/symptom of CRS; 50 1 _
— _ S and were not a|WayS . 3 (9% B Neutropenia is a composite term consisting of ] o At hlgher doses (Z 180 ng), -804
<@ median . . . . ALT increased (9%) neutropenia and neutrophil count decreased; ] _ :
0- associated with radiographic . . ¢ Lymphopenia is a composite term consisting of gl ——— - °® : all but one patient (H score 8) Sl on treatmont
' | ' response [2] AST Increased 3 (9%) lymphopenia and lymphocyte count decreased; : were negative for MAGE-A4 -100 | 7 on freatmen | ‘
Tebentafusp (Phase 1/2) MAGE-A4 (Phase 1) PRAME (Phase 1) . D Anemia is a composite term consisting of anemia and [ l l \ . : ; :
SITC Nov 2021 [2] ESMO-10 Dec 2021 [1] ESMO Sep 2022 [3] Anemia® 3 (9%) hemoglobin decreased. CRS was graded by the 9 140 180 240 expression Bestresponse ~ PD PD PD PD PD PD PD SD PD PD SD PD PD PD PD PD PR SD SD PD SD SD
Investigators using ASTCT criteria (Lee et al. 2019) [4] ] Baseline H score  UNK UNK: 0 0 0 0 0 0 0 0 :16 108 124 2 4 130 18 8 8 19 1300 265
White blood cell decreased 2 (6%) Al other events were graded using NCI CTCAE v5.0. Maximum dose (mcg) * 2/33 patients had unknown H score
’ Best RECIST Response Non-PR O PR ‘ ALT, alanine transaminase; AST, aspartate transaminase. * 22 of the 33 OC patients had evaluable baseline and on-treatment ctDNA
Figure 4. Clinical activity by MAGE-A4 expression in 32 response evaluable patients* After the first dose, serum IFNy and TNFa were not induced in MAGE-A4 negative patients
and only minimally induced in MAGE-A4 positive patients, consistent with mostly low H
: : : . . scores (data not shown
33 patients with OC (16 new and an update for 17 previously reported Table 1. Baseline demographics 0 128 100 * New lesion ( )
at ESMO-IO 2021 [1]) were enrolled in dose escalation (n=22) and — — 8 ol 5 28;
expansion (n=11) cohorts following step up dosing regimen outlined in Characteristics Total (N=33) og S 40l S ConCI usions
Figure 2 Age, yrs — median (range) 59 (44 - 78) w2 & ® ...--- """""""""""""""""""""""""""""""""""""""""" 5L 15 MAGE-A4 negl/unk patient
= S | N s cQ ] 5 neg/un atients
Key eligibility criteria: ECOG PS [n (%)] St & _28_ N c8 _28; 1h J ng L . . . . :
HLA-A*02:01+ (central testing) 0 21 (64%) ;g S SE 0] ad best response o IMC-C103C is clinically acfuve W_lth a_manageable safety profile, consistent with the MoA,
Relapsed/refractory/intolerant of platinum chemotherapy and 1 12 (36%) X ey 2% et and no related AEs led to discontinuation or death
. s . . o (72 B— i - i
iﬁ%%'%h'?'tfrs_ (if B:FCA; c]:r BRACIZ t(nut.atloln)h_ arad Ovarian cancer histopathology [ (%)] B g0 00y Recent experience with other InmTAC molecules indicates that RECIST PRs are enriched at
IStologies allowed Tor escalation, only high-grade Serous Bestresponse  PD PD PD PD PD PD PD PD SD PD PD PD PD NE PD 0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 higher protein expression but OS benefit and ctDNA reductions are observed at high and low
OC for expansion High-grade serous 30 (91 %) Baseline Hscore 0 0 0 UNK 0 0 0 0 0 UNK 0 0 0 0 0 Time (Weeks) expression
Patients were enrolled regardless of MAGE-A4 tumor expression, which was Low-grade serous 1(3%) 2 "1 o * New lesion . . . . .
evaluated retrospectively for an H score by immunohistochemistry (IHC) Clear col ' (3%) T 60 §_ 60 * The vast majority of heavily pre-treated patients with OC had either zero or very low MAGE
, , 3 40| O 40! " . . A4 expression. Few patients had higher MAGE-A4 expression where RECIST responses
Tumor assessments were every 9 weeks following the first dose Serous papillary 1 (3%) § o/ ww B2 20 g e e U [FEL G el b Sl 1) Al may be enriched
on 20 Oct 2022) 5 -ig- ___________________________________________________________________________________________________________ éﬂé jg: ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, ot months) and 4 had best response However, ctDNA reductions were observed for IMC-C103C at both low and high MAGE-A4
Mean & SD 52+2.5 o 60 58 0] * of SD expression and more follow-up would be required for association with OS
[ - O ( - _ B Median 5.0 B -80 . ©  -80] *
Dosing timepoint Dose administered (intravenous) R 2-12) @ 400 | . . . . . . | . . ' . . . . “00{_
\ J ange Best response PD PD PD PD SD PD SD SD PD PD PD SD PD PR PD 0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 Refe rences
s N [ 15 mcg ) Prior p|atinum [n (%)] 33 (100%)) Baseline H score 4 2 128 130 16 50 126 8 124 37 108 8 19 18 7 Time (Weeks)
Week 1: C1D1 . . . 100 4 1004 * New lesi
L )L (all patients) ) Prior bevacizumab [n (%)] 26 (79%) % 80 | c 80| swesion Davar D, et al. 91P. Ann. Oncol. 2021; 32(suppl_7): S1398-S1427  based on preclinical and clinical trial data related to an
v ; inhihi 0 0 o o 60 S~ 60 . . Leach E, et al. 868. JITC. 2021; 9(Suppl 2) investigational molecule, IMC-C103C. Development of this
f \( 45 mcg A Prior PARP inhibitor [n (%)] 23 (70%) S g 40 | L < 40] 2 patients with H score > 200 Hamid O, et al. 7280. Ann. Oncol. 2022; 33(suppl_7): S331-S355  molecule is ongoing and, therefore, statements relating to
Week 2: C1D8 | patient BRCA mutation status [n (%)] Al S 204 gg 201 1 patient had best response of SD Lee DW, et al. Biol. Blood Marrow Transplant. 2019; 25:625-638  study data to date should not be regarded as definitive
\ J \ (all patients) J . o o o O 82 ol ) Corresponding author email: rsweis@uchicago.edu reflections of safety, efficacy or the risk-benefit profile of the
| . Dositive 7 21%) ; S o) g _20:\/ and the other has SD at first tumor Study sponsored by: Immunocore Ltd and Genentech molecule.
e N - ~N Negative 24 (73%) (7] 5 404 qg’v g <40y assessment and still ongoing Disclosures: Advisory Role: Aduro, Astellas, AstraZeneca, Copies of this poster are for personal use only and may not be
Dose escalation Expansion I =R -60] 8+ 60] Bristol Myers Squibb, EMD Serono, Exelixis, Eisai, Janssen, reproduced without permission from ESMO-IO and the author
) 90 mcg (n=6) 140 mcg (n=11) Not done/Unknown 2 (6%) 3 -80 | I ©  -80] treatment Mirati, Pfizer, Seattle Genetics; Research Grant: AbbVie, of this poster.
Week 3: C1D15 140 mcg (n=7) @ 4o | [ >iontreaimen . . -100 | , . . , . . . . , . . . , Aduro; Bayer, Bristol Myers Squibb, CytomX, Eisai, Eli Lilly, Thank you to all patients, their families and their caregivers
onwards 180 mcg (n=3) J Patients were heavily pre—treated with a median of 5 Best response SD SD 0 5 10 15 20 40 45 50 55 60 65 70 75 80 Genentech/Roche, Immunocore, Novartis, Merck, Mirati, who were involved in this global clinical trial & all investigators
. . Baseline H score 300 265 Time (Weeks) Moderna, QED therapeutics and their teams.
\_ VAN 240 mcg (n=6) prior lines of therapy Disclaimer: All statements contained in this presentation are

* 1 additional patient (H score 21) is still on treatment and has not yet had first tumor assessment
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