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Background and Rationale

* PT-112 is a novel immunogenic small
molecule currently in development for
several cancers.

« PT-112 causes cancer cell organelle
stress and induces immunogenic cell
death, leading to an anti-cancer
adaptive immune response across in
vitro and in vivo human and murine
models™-3.

* PT-112 has demonstrated osteotropism
in biodistribution experiments in mice?.

« Preliminary evidence of safety, efficacy,
and clinical benefit in mCRPC was
seen in monotherapy and in
combination with anti-PD-L1 in two
prior dose escalation trials with PT-
11258,

» Together, this evidence represents the
opportunity and strong rationale to
further explore PT-112 in mCRPC, an
immunologically “cold” disease to
checkpoint inhibition, with a high
prevalence of bone metastases®.

« To characterize the risk/benefit ratio
and select the optimal dose and
schedule of PT-112 in line with FDA's
Project Optimus.

« To assess the efficacy of PT-112 with
respect to clinical, radiographic, PSA,
and circulating tumor cell (CTC)
responses.

+ To utilize blood-based T cell receptor
sequencing for elucidating the
underlying immune mechanism of PT-
112 in humans.

Trial Progress

As of February 1, 2023, 41 patients (pts)
have been enrolled.

Trial Design

Prior Treatment
History

Pts with progression after
at least 3 intended life-
prolonging therapies for
metastatic disease:

» At least one prior AR-
targeted therapy

« 1-2 prior lines of taxane-
based chemotherapies

NCT02266745
Key Primary

Up to 115 pts total » Determine benefit-risk

ratio and dose/schedule

« Other qualifying prior
therapies: Radium-223,
Sipuleucel-T, PARP
inhibitors, Lutetium-177-
PSMA and any other
FDA approved agents
on the basis of survival

* Investigational regimens
allowed (not counting
towards 3 prior
therapies)
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Correlative Research

[This trial incorporates advanced correlative \
research programs to:

» Assess CTC changes as an efficacy measure

* Investigate immunogenicity in humans

* Understand the above with respect to selection

)

subsequent 28-day cycle
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Key Exploratory

These dose regimens were selected on the
basis of Phase | efficacy and tolerability data
in mMCRPC and other cancer pts.

* ALP reduction
» FDG-PET scans using
\ PERCIST criteria

\

T cell receptor sequencing

)

Benefit-risk ratio of each dosing arm will be judged in part by comparative safety assessments and a Fleming Two-Stage
design for assessing disease control at 4 months.

\_ of a dose regimen W,

Circulating Tumor Cell Monitoring

In an analysis of > 6,000 mCRPC pts, CTC
declines (CTCO and CTC conversions) were
correlated with improvements in survival to a
greater extent than PSA declines (PSA5,)'°,
prompting incorporation of CTC changes as a
secondary endpoint. The use of Epic’s next-
generation platform also allows for CTC
subtyping (e.g. AR+, small cell).
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T Cell Receptor Sequencing

Higher baseline T cell fractions in the blood
have been associated with longer OS' and
PFS'2 in clinical studies using checkpoint
inhibitors, prompting incorporation of the T cell
receptor sequencing platform immunoSEQ® as
an exploratory objective. This technology allows
for monitoring of T cell fraction as well as
changes in immune cell populations in response
to treatment. Treatment-induced changes in the
T cell repertoire may provide supportive clinical
evidence of ICD induction by PT-112.

Adaptive

biotechnologies™

Effective and durable therapeutic options for
MCRPC pts are still limited. Prior nonclinical
and clinical data suggest PT-112 may be a
promising option for these pts, due to its
immunogenicity and osteotropism. This is a
proof-of-concept study with the goal of
optimizing the dosing regimen of PT-112.
Extensive biomarker analyses were
incorporated to generate meaningful
evidence on efficacy and elucidate PT-112’s
immunogenicity in humans.
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« Histologically or cytologically confirmed adenocarcinoma of the prostate.

* Any cytotoxic chemotherapy within 21 days prior to initiation of study drug.

« mCRPC, where metastatic status is defined as having documented metastatic lesion(s) on * Any immunomodulatory drug therapy, anti-neoplastic hormonal therapy, immunosuppressive
either bone scan or CT/MRI scan. therapy, corticosteroids, or growth factor treatment within 14 days prior to initiation of study

» Eastern Cooperative Oncology Group (ECOG) Performance Status of 0-1. drug.

* Progressive disease, either measurable on physical examination or imaging by Response * Bone marrow reserve which is not adequate for participation in this trial.
Evaluation Criteria in Solid Tumors (RECIST v1.1), Prostate Cancer Working Group 3 » Radiotherapy within 28 days prior to baseline.
(PCWG3) or by informative tumor marker(s). * Fraction of radiotherapy to > 25% of bone marrow.

» Adequate organ function based on laboratory values. » Major surgery within 28 days prior to initiation of study drug.

« If there is a known history of brain metastases, either treated or untreated, that site of

disease must be stable.
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