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Gotistobart (BNT316/ONC-392)

Gotistobart is a pH-sensitive CTLA-4-preserving antibody.'-#
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PRESERVE-004 aims to assess safety and efficacy of gotistobart + pembrolizumab in PROC.>

ADCC/ADCP, antibody dependent cellular cytotoxicity/phagocytosis; CTLA-4, cytotoxic T-lymphocyte-associated protein 4; PROC, platinum-resistant ovarian cancer; TME, tumor
microenvironment; Treg, regulatory T cell. 1. Zhang Y. et al., Cell Res. 2019:29(8) 609-627; 2. Kai H. et al., J Clin Oncol. 2023:41(suppl16: abstract 9024); 3. Liu Y, Zheng P. Trends in
Pharmacol Sci. 2020: 41(1) 4-12; 4. Du K et al., Cell Res. 2018:28(4) 433-447. 5. ClinicalTrails.gov identifier: NCT05446298.
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Phase 2, randomized, open-label, multicenter study of
gotistobart + pembrolizumab in PROC!

6atients with platinum-resistant, )
high-grade serous ovarian cancer

+ Adult patients (= 18 yrs old)

* Prior hysterectomy and salpingo-
oophorectomy

+ 21 systemic platinum-based
therapy

» Platinum-resistant
 RECIST 1.1 measurable lesions

« ECOG score 0-1
\__ J

Randomized before dose adjustment (N = 21)

gotistobart 3 mg/kg +
pembrolizumab 200 mg

gotistobart 6 mg/kg +
pembrolizumab 200 mg

Randomized after dose adjustment (N = 62)

gotistobart 1 mg/kg +
pembrolizumab 200 mg
IV Q3W (N = 29)

gotistobart 2 mg/kg +
pembrolizumab 200 mg
IV Q3W (N=33)

Dose reduction
recommended
after study
initiation

Until confirmed
CR, PD, toxicity,
withdrawal, or

G’rimary endpoint h

= ORR by investigator
per RECIST 1.1

= Safety per TRAEsS,
TRSAESs, and irAEs

Secondary endpoints
= DoR, DCR, BOR,
PFS, OS

treatment cycles

,»| Exploratory endpoints
completion of 35

= PKand ER
= TRAE-related study
discontinuation

J

CR, complete response; PD, progressive disease; BOR, best overall response; DCR, disease control rate; DoR, duration of response; ECOG, Eastern Cooperative Oncology Group;
irAEs, immunotherapy-related adverse effects; IV, intravenous; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetic; Q3W, once every
3 weeks; R, randomization; RECIST, response evaluation criteria in solid tumors; SAEs, severe adverse events; TRAE, treatment-related adverse events; TRSAEs, treatment-related

serious adverse event. 1. ClinicalTrails.gov identifier: NCT05446298.
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Baseline disease characteristics and study drug exposure

gotistobart + pembrolizumab 200mg

Characteristic 1 mg/kg (n = 33)
Age — median (range), years 65.2 (10.25)
Race — n (%)
White/ Black/ Asian/ Other 27 (81.8)/ 1 (3.0)/ 1 (3.0)/ 3 (9.1)
ECOG performance-status score — n (%)
0 19 (57.6)
1 14 (42.4)
Primary cancer diagnosis n (%)
High-grade serous ovarian cancer 28 (84.8)
Primary peritoneal cancer 3(9.1)
Fallopian tube cancer 2(6.1)
Metastatic disease at enrolment, n (%) 24 (72.7)
Prior cancer regimens — median (range) 4.0 (2-9)
BEV-naive, n (%) 6 (18.2)
Study drug exposure
Treatment duration, mean months (SD) 3.03 (2.43)
Gotistobart cycles, median (range) 3.0 (1-12)
Gotistobart dose intensity, % (range) 98.4 (56.6—106.9)

Data cut off: July 19, 2024
BEV, Bevacizumab; ECOG, Eastern Cooperative Oncology Group; n, number; SD, standard deviation.
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Antitumor activity

1 mg/kg (n = 32)
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Data cut off: July 19, 2024. CR, complete response; ORR, objective response rate; PD,
progressive disease; PR, partial response; SD, stable disease.2Includes both confirmed and
unconfirmed responses (3 unconfirmed responders in each treatment group); °One out of 3
unconfirmed responders are still on treatment, for both treatment groups; °Patients died or
discontinued from study without any post-baseline scan.
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gotistobart + pembrolizumab 200m
1 mg/kg (n = 32)

No

1 mg/kg (n = 32)

ORR (unconfirmed) % (n) 25.0% (8)
95% ClI 11.5-43.4

Complete responseab 3.1% (1)
Partial response? 21.9% (7)

Stable disease 21.9% (7)
Progressive disease 40.6% (13)
post-baseline assessmentc 12.5% (4)
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Summary of safety

gotistobart + Most common '_I'EAEs related to either drug
pembrolizumab 200 mg (25 % in combined 1 mg and 2 mg groups)
Fatigue 30.6
1 mg/kg 2 mg/kg AST increased 17.7
N =33 N =29 ALT increased 14.5
TEAEs, n (%) 33 (100.0) = 28 (96.6) Diarrhoea 12.9
Grade = 3, n (%) 25 (75.8) 25 (86.2) Nausea [i1.6 16.1
TEAESs related to either drug, n (%) 27 (81.8) 23 (79.3) Pruritus .6 14.5
’ . : Colitis 8.1
Grade 2 3, n (%) 15(45.5)  12(41.4) Hypothyroidism 14.5
Serious TEAEs 18 (54.5) = 21(72.4) Rash maculo-papular [#1.6  12.9
irAE All grades, n (%) 15 (45.5) 18 (62.1) Blood ALP increased 12.9
Grade 2 3, n (%) 8 (24.2) 11 (37.9) Headache 11.3
TEAES leading to gotistobart Adrenal insu\éf(i)(?eltrllr(]:g 11332
discontinuation 7(21.2) 8 (27.6) Hyperthyroidism -9.7
Chills 8.1

Blood bilirubin increased 6.5
Blood creatinine increased 6.5

Dizziness 1.6 4.8 Grade 1-2
Dry mouth | 6.5 B Grade 3
Pyrexia | 6.5
Data cut off: July 19, 2024 T T T T 1
ALP, alkaline phosphatase; ALT, alanine transaminase; AST, aspartate aminotransferase; 0 10 20 30 40 50
TEAE, treatment emergent adverse event; irAE, immune-related adverse event; N, number; TEAES (%)

SD, standard deviation.
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Conclusions

« Early results from PRESERVE-004 demonstrate that gotistobart + pembrolizumab in PROC
has a manageable tolerability profile at both dose levels, with no new safety signals.

» Preliminary results for efficacy are encouraging.
» The final dose selection will be based on the totality of safety, efficacy, and pharmacology.

 If confirmed by further pre-planned analyses, the combination of
gotistobart + pembrolizumab in PROC may be explored in a randomized setting.

PROC, platinum-resistant ovarian cancer.
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