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CTLA-4 and PD-1 in Combination Immunotherapy

#
#

» The first FDA-approved combination immunotherapeutic targets -

* Combination of ipilimumab and nivolumab approved in NSCLC, RCC, HCC, MSI-positive Colon Cancer.

» Toxicity of ipilimumab and nivolumab combination limits dose level and durations

» ONC-392, a new anti-CTLA-4 mADb, has shown better therapeutic index

 Early clinical data supports safety of prolonged dosing and clinical activity of monotherapy among
patients with stage IV solid tumors, including tumor types that are resistant to immunotherapy (See
poster # 564 for safety and efficacy in ovarian cancer)

» Safety and clinical efficacy data of Part B of the PRESERVE-001 clinical study
(NCT04140526) and preliminary efficacy data in 10-resistant melanoma are presented in
this poster




Objective: To estimate MTD or RP2D for combination immunotherapy

and to test clinical activity of combination therapy

Mechanism of action

Avoiding lysosomal degradation of CTLA-4 in regulatory T cells for safer and more effective immunotherapy
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Dose escalation: Demographics and Safety Data Summary

- ONC-392 +
Pembrolizumab
3mg/keg + bmg/Kg +
N 7/ b
Gender (F/M) 3F, 4\ 3F, 3M
White/others 7 White 6 White
F‘:ndgi: "Bt 62 (48-83) 66 (59-72)
ECOG score:
U 2 4
1 5 2
Prior lines of systemic treatment, Median
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Lines 4 (1-6) 3(1-14)
Prior PD-1/L1 5 B
Prior CTLA-4 2 3
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Clinical activity in dose-escalation cohort
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Preliminary clinical activity of in 10-resistant melanoma patients
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Summary And Conclusions
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Safety Summary (07/15/2022 patacut) Clinical Activity C D))

» Beneficial clinical activity(responder or SD) in 8/13 patient in the dose N 77

escalations
» ONC-392 was well tolerated when used in combination 2 PRand 3 SDamong 6 evaluable patients at 3 mg/kg ONC-392 plus
with fixed dose (200 mg/dose) with Pembrolizumab. pembrolizumab, and 1PR and 2 SD among 4 evaluable patients at 6
* Longest dosing at 3 mg/kg up to 18 cycles and mg/kg ONC-392 plus pembrolizumab
continuing. » Robust clinical activities observed in |O-resistant melanoma patients in
- No DLT or Grade 3/4 AEs during the DLT observation preliminary analysis of available data in the dose expansion studies
oeriod at any dose.  5PRand 1SD among 6 evaluable IO-resistant patients who has

progressed on multiple lines of mono- and / or combination

e MTD has not been reached; RP2D for combination , o S ,
immunotherapies including ipilimumab plus nivolumab

therapy: 6 mg/kg.

> Grade 3 TRAEs were observed in 5 pts (38.5%) (3/7 in Conclusions

cohort 1 and 2/6 in cohort 2). No Gr 4 or 5 TRAE was > When used in combination with fixed dose of pembrolizumab, ONC-392 was
observed. Three patients (23%) had Gr 3 irAEs of generally safe and well-tolerated, treatment-related AEs can be managed. At
immune colitis. the 6 mg/kg dose, MTD was not reached.

* 2 infusion reactions » Severe irAE rate in the dose escalation cohorts (23%) is considered lower than

* 3 immune-mediated colitis. what was reported for similar combination therapies.

» Early readout of expansion cohort show strong clinical activities in patients with
|O-resistant melanoma.
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» ONC-392, a new anti-CTLA-4 mAb, has shown better therapeutic index
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Objective: To estimate MTD or RP2D for combination immunotherapy
and to test clinical activity of combination therapy

Dose escalation: Demographics and Safety Data Summary
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Summary And Conclusions

Clinical Activity
# Beneficial clinical activity(responder or SD) in 8/13 patient in the dose
escalations
# DONC-352 was well tolerated when used in combination * 2 PRand 3 SD among 6 evaluable patients at 3 mg/kg ONC-392 plus
with fixed dose (200 mg/dose) with Pembrolizumab. pembrolizumab, and 1PR and 2 5D among 4 evaluable patients at 6
» Longest dosing at 3 mg/kg up to 18 cycles and rmg/kg ONC-392 plus pembrolizumab
continuing. # Robust clinical activities observed in |10-resistant melanoma patients in
+  No DLT or Grade 3/4 AEs during the DLT observation preliminary analysis of available data in the dose expansion studies
period at any dose. 5 PR and 15D among & evaluable 10-resistant patients who has

N progressed on multiple lines of mono- and / or combination
*  MTD has not been reached; RP2D for combination & _ P . . .
mmunotherapies including ipilimumab plus nivolumab
therapy: 6 mg/kg.

Safety Summary (07/15/2022 Datacut)

Conclusions

When used in combination with fixed dose of pembrolizumab, ONC-392 was
generally safe and well-tolerated, treatment-related AEs can be managed. At the
& mg/kg dose, MTD was not reached.

Severe irAE rate in the dose escalation cohorts (23%) is considered lower than
what was reported for similar combination therapies.

# Early readout of expansion cohort show strong clinical activities in patients with
|0-resistant melanoma.
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Grade 3 TRAEs were observed in 5 pts (38.5%) (3/7 in
cohort 1 and 2/6 in cohort 2). No Gr 4 or 5 TRAE was s
observed. Three patients (23%) had Gr 3 irAEs of
immune colitis.
2 infusion reactions b
« 3 immune-mediated colitis.
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