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Event-driven Management, Risk Factors, and Clinical Associations of Cytokine Release Syndrome
Following Anzutresgene Autoleucel, a TCR T-cell Therapy, in Advanced Melanoma
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e Despite advances with immune checkpoint blockade, up to 50% of patients with Table 1. Anticytokine use, corticosteroid use, and IL-2 dose modifications for AE management Figure 1. Associations between CRS by grade and baseline disease characteristics Figure 4. Anzu-cel expansion, persistence, and cellular kinetics by AE management strategy
advanced melanoma experience disease relapse, and survival is limited* ciy . . .
within days 0-28 after anzu-cel infusion by CRS grade (all patients; N=33)

PRAME is a cancer-associated antigen expressed in >50 cancers, including melanoma P=.0214 P=.0264 P=.0015 mm CRS grade 1 (n=12) A. Expansion and persistence by AE management strategy

I I I
Anzutresgene autoleucel (anzu-cel; formerly IMA203), an autologous PRAME-directed Any-grade Gradel Grade2 Grade3 P=.0028 P=.0233 ‘ P=.1264 mm CRS grade 2-3 (n=20) 1x107 -
TCR T-cell therapy, recognizes an intracellular HLA-A*02:01-presented PRAME-derived CRS CRS CRS |

| & Corticosteroids + anticytokine (n=15)  Patients who had generally lower anzu-cel expansion did
. : o . . 20+ P=.1156 19
peptide and mediates a potent and specific antitumor immune response? T

Anticytokine only (n=11) not require corticosteroids or an anticytokine (Figure 4a)

Patients with CRS, n (%) 33 (100) 15 (45) No immunosuppressant (n=6) e AE management with corticosteroids with or without an

anticytokine did not adversely impact anzu-cel cellular
kinetics (Figure 4b)

In the ongoing phase 1b IMA203-101 trial in advanced PRAME-positive solid tumors,
anzu-cel demonstrated frequent and durable activity in melanoma? Therapies administered for CRS, No. of patients (%)** 15 (100)

— cORR: 56% Tocilizumab 15 (100)
— mDOR: 14.6 months

— 2-year OS: 46%
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e Patients who had generally lower cytokine induction
did not require corticosteroids or an anticytokine
(Supplementary Figure S1)
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Tocilizumab 15 (100) 1 3 1 2 3 1 Yes No

(n=12) (n=15) (n=6) (n=12) (n=15) (n=6) (n=12) (n=15) (n=6) Liver lesion
CRS grade CRS grade CRS grade

Corticosteroids (any)° 9 (60) P=.0118
e Greater CRS severity was associated with advanced disease markers at baseline, including a higher LDH level, a greater sum of diameters of target lesions, a greater sum of 1x107- P>.9999

target and nontarget lesions, and the presence of liver metastases (Figure 1) ps 9999 De 0406 P=.2509 P=.2135 I

= Be :

at baseline (mm)

In the phase 1b trial, we evaluated the effect of immunosuppressants (anticytokines
with or without corticosteroids for immune-related AE management) on the Dexamethasone 7 (47)
pharmacokinetics and pharmacodynamics of anzu-cel in patients with melanoma
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Anticytokine therapies and/or corticosteroids administered for any reason, No. of patients (%)>° 15 (100)
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Sum of diameters of target lesions

Anakinra 1(7) B. Cellular kinetics by AE management strategy

Eligible patients in the ongoing phase 1b IMA203-101 trial (NCT03686124) underwent
leukapheresis followed by lymphodepletion (days —6 to —3) and a one-time anzu-cel Dexamethasone 7(47)

infusion (day 0); low-dose IL-2 was administered on days 1-10 (QD on days 1-5, then
BID on days 6-10)

Patients treated with anzu-cel were evaluated for associations between
treatment-emergent CRS and patient and disease characteristics, serum cytokines, Hydrocortisone 3 (20) P=.0014 P=.0017 P=.0550
and T-cell exposure

— CRS assessment, grading, and management initially followed the Neelapu et al | ‘
2018 recommendations® and transitioned to the Neelapu 2019 recommendations> Patients with IL-2 dose modification, n (%)? 14 (93) 100000- 100000- P=.0860
in March 2024 |

— Baseline patient and disease characteristics assessed included age, number of
prior systemic therapies, baseline tumor burden, sum of target and nontarget Discontinuation, n (%) 2 (13)
lesions, presence of liver metastases, LDH level, cell dose, and depth of response Dose reduction, n (%) 1(7)

— Serum concentrations of inflammatory and immune activation mediators (IFN-y, — Iy
IL-10, IL-15, IL-18, IL-6, IL-7, IL-8, IP-10, MCP-1, and TNF-a) were evaluated from IL-2 never initiated, n (%) 5(33)

baseline through the first 4 weeks following anzu-cel infusion (days -3, 0, 2, 3, 7, No. of IL-2 doses received per patient with IL-2 dose modifications, median (range)® 8 (2-12)
14, and 28); peak fold change from baseline was also calculated for each cytokine

Methylprednisolone 1(7)
prednisone 1 (7) Figure 2. Associations between CRS by grade and posttreatment peak serum cytokine levels?
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| | |
No. of IL-2 doses received per patient, median (range)e 7.5 (2-12) P=.0176 I P=.1761 P=.0244
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Interruption + rechallenge, n (%) 6 (40)
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Figure 5. Associations between response and peak serum cytokine levels?

P=.0884

Peak serum IL-6 (pg/mL)

® Percentages were based on the number of patients with the respective CRS grade.
An exploratory analysis evaluated associations between serum cytokines (IFN-y, IL-10, > Medications were included if treatment started day 0-28 after infusion on day O.

IL-15. 1L-18. IL-6 IL-7. IL-8. IP-10. MICP-1. and TNE-a) and response ¢ Systemic corticosteroid and anticytokine therapies were identified regardless of concomitant medication indication.
’ ’ ’ ’ ’ ’ ’ ) P d Systemic corticosteroids were restricted to oral, subcutaneous, intravenous, intramuscular, or intraperitoneal administration.

Following anzu-cel infusion, the impact of AE management with concomitant e Patients who never initiated IL-2 were excluded when calculating the range.
immunosuppressants (an anticytokine therapy with or without systemic ' Six patients did not receive IL-2 per investigator discretion.
corticosteroids within 28 days postinfusion) on cellular kinetics and serum cytokines

was investigated Table 2. Initiation and duration of systemic corticosteroid and anticytokine treatments within
days 0-28 after anzu-cel infusion
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e Confirmed responders with

10000 - evaluable cytokine data (n=17/29;

59%) showed greater IFN-y fold

1000 - _I_ induction than nonresponders, with
eX™ numerical trends toward higher

100 .. peak serum IFN-y and IP-10 levels,

suggesting enhanced immune

10 I activation; further validation is

required (Figure 5)
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® Four of 33 patients withdrew consent prior to cytokine analysis.
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e Immunomodulatory cytokine increases generally followed a stepwise increase from CRS grade 1 to 2 to 3 for IL-6, IFN-y, IL-15, and TNF-a, suggesting increasing immune
activation with increasing CRS severity (Figure 2)

> 10000 - @ .‘-
- [L-8, MCP-1, and IP-10 also showed a similar stepwise pattern between increasing peak serum levels and increasing CRS severity (data not shown)

Day of Treatment Duration of Duration of Treatment, No. of patients (%)¢ - N ot bet CRS v and oth luated cvtoki h 9 l
Initiation, median  Treatment, median O d@ss0clations between SEVETITy and Other cvallated Cytokines Were observe , , , , , , — No associations between

In the phase 1b IMA203-101 trial, 33 patients with metastatic melanoma received Patients, n (%) (range)? (range), days® <3 Days <7 Days >7 Days e |L-6 fold induction was greater with higher-grade CRS (grade 1 vs grade 3: P=.0221; data not shown) Non- Confirmed Non- Confirmed Non- Confirmed response and other cytokines
anzu-cel responder responder responder responder responder responder were observed

Any systemic corticosteroid (n=12) (n=17) (n=12) (n=17) (n=12) (n=16)°
e The data cutoff was September 24, 2025 and/or anticytokine therapyd'e 27 (82) 2 (0'27) 6 (1'49) 11 (41) Flgu re 3. ASSOClatlonS bEtween CRS by grade and T‘Ce" dOSE and expOSU re * Four of 33 patients withdrew consent prior to cytokine analysis.
e CRS occurred in all 33 patients, consistent with the expected mechanism of action ° One patient had missing baseline samples; therefore, fold change could not be calculated.

of anzu-cel, and was predominantly grade 1-2 (grade 1: 36%, grade 2: 45%, grade 3: Tocifizumab 25 (76) 2 (0-5) 2 (1-29) 15 (60) p=.2149 P>.9999 P=.5956

I I
18%, grade 4: 0%; Table 1) Anakinra 4 (12) 8.5 (3-15) 4.5 (1-12) 2 (50) : P=.0876
IL-2 dose modifications were implemented in 70% of patients (interruption: 33%, Corticosteroids (any)* 15 (45) 4 (1-27) 7 (1-49) 4 (27)
discontinuation: 15%, reduction: 3%, not initiated: 18%)

— Among patients with grade 1 CRS, 25% had IL-2 dose modifications; 93% and 100% Dexamethasone 11 (33) 4(1-7) 5 (1-21) 4 (36)
of patients with grade 2 and 3 CRS, respectively, had IL-2 dose modifications Methylprednisolone 1 (3) 15 (15-15) 10 (10-10) 0

Peak serum IFN-y (pg/mL)
Peak serum IP-10 (pg/mL)
Peak serum IFN-y fold change
(baseline to peak IFN-y)

e Among patients administered the RP2D
(1-10 billion TCR T cells), CRS severity was
associated with baseline tumor burden

max)

e Higher-grade CRS was associated with features of advanced disease (elevated LDH, greater tumor burden, and liver metastases) and heightened
inflammatory responses

* No statistically significant correlation was e CRS events in the phase 1b IMA203-101 trial were manageable with standard interventions
observed between CRS severity and infused

. T-cell dose, peak T-cell expansion, or . . . . _ . o o
-l- AUC, ., although a trend toward increased e AE management with anticytokine therapy with or without corticosteroids did not appear to adversely affect anzu-cel cellular kinetics

CRS was actively managed with tocilizumab in 73% of patients and corticosteroids Prednisone 3 (9) 25 (14-27) 11 (2-29) 1(33)
in 33% of patients

— All 6 patients with grade 3 CRS were treated with tocilizumab; 4 of these patients
were also treated with corticosteroids ® Day of treatment initiation was determined as the number of days from anzu-cel infusion (day 0) to the earliest medication start date for each patient.

— Siltuximab could have been given as an alternative to tocilizumab but was not ® Duration of treatmen’F was calcul.ated as the number oI days from the first treatment start datej through the last tI'eatment end date (inclusive).
¢ Percentages for duration categories were based on patients with an evaluable treatment duration for the respective therapy.

administered to any patient 4 Medications were included if treatment started day 0-28 after infusion on day O.
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e Enhanced Tcl-type immune activation (IFN-y and IP-10) was associated with both CRS severity and clinical response, linking anzu-cel pharmacology with antitumor activity
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CRS severity with a higher T-cell dose was e Patients with lower cytokine induction did not require anticytokine therapy or corticosteroids
observed (Figure 3)

Total infused CD8+Tet+ cells (x10°)

e These findings support evaluation of anzu-cel in earlier lines of treatment for patients with lower tumor burdens and may inform risk stratification, monitoring, and

3 3 management of patients at increased risk for CRS
e Th di d . £ . . id d ) i ¢ Systemic corticosteroid and anticytokine therapies were identified regardless of concomitant medication indication. (n=12) (n=15) (n=6) (n=11) (n=15) (n=6) (n=11) (n=15) (n=6)
€ median duration o SyStemIC corticosteroid an /OI' antlcyto Ine treatment was fSystemic corticosteroids were restricted to oral, subcutaneous, intravenous, intramuscular, or intraperitoneal administration.

6 days (range: 1-49; Table 2) e Patients could receive more than one type of corticosteroid. CRS grade CRS grade CRS grade
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