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Phase 1/2 study of the oral CCR4 antagonist, FLX475, as monotherapy and in combination
with pembrolizumab in advanced cancer
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ABSTRACT

Background: Preclinical studies with oral CCR4 antagonists have demonstrated inhibition of
suppressive regulatory T cell (T,,;) migration into the tumor microenvironment and antitumor

study to determine the safety and antitumor activity of the oral CCR4 antagonist FLX475 as
monotherapy and in combination with pembrolizumab in subjects with several types of advanced
cancer.

Methods: A standard 3+3 design was used in Phase 1 testing FLX475 given orally once daily as
monotherapy or in combination with pembrolizumab (200 mg IV Q3 weeks). In Phase 2,
expansion cohorts of subjects both naive to and pretreated with checkpoint inhibitor with tumor
types predicted to be enriched for Tog, T4, and CCR4 ligand expression (i.e. “charged tumors”) —
including EBV+ tumors and NSCLC — are being enrolled using a Simon 2-stage design.

Results: Phase 1 dose escalation has been completed and a recommended Phase 2 dose of 100
mg once daily was selected for FLX475. The safety profile of FLX475 was consistent with that
previously described in healthy volunteers, and there has been no evidence of increased severity
or frequency of adverse events in combination therapy vs either FLX475 or pembrolizumab given
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METHODS

= Phase 1/2, open-label, sequential-group, dose-escalation and cohort expansion study
to determine the safety (MTD and/or RP2D) and preliminary antitumor activity of

FLX475 as monotherapy and in combination with pembrolizumab

= Treatment (until progression or toxicity, up to 2 years)
— Monotherapy: FLX475 PO QD, 21-day cycles

— Combination Therapy: FLX475 PO QD + pembrolizumab 200 mg IV D1, 21-day cycles

= Phase 1: Dose Escalation
— 3+3 design

— Parallel, staggered enrollment to monotherapy (Part 1a) and combination therapy (Part 1b)

= Phase 2: Expansion Cohorts
— Monotherapy and combination therapy at RP2D (100 mg)
— Simon 2-stage design:
o Stage 1: At least 10 evaluable subjects
o Stage 2: Enroll at least 19 additional subjects if activity criteria are met in Stage 1

= ClinicalTrials.gov Identifier: NCT03674567

Phase 1 Dose Escalation:

FLX475 Monotherapy Activity In

EBV+ NK/T Cell Lymphoma

TREATMENT STATUS
Crossover to combination therapy

—3 Treatment ongoing
+ End of treatment

Major Eligibility Criteria

disease progression after treatment with other available therapies for metastatic disease that are known to

confer clinical benefit or (2) do not tolerate or refuse standard treatment(s). Time Since Start of Treatment, days

| PET-CT-BASED RESPONSES: * Complete metabolic response A Partial metabolic response [l No metabolic response @ Progressive metabolic disease |

For Phase 1, subject must have one of the following diagnoses to be eligible for enrollment into a dose
escalation cohort:

—  Stage llIB/IV squamous or non-squamous non-small cell lung carcinoma (NSCLC)

Recurrent or metastatic head and neck squamous cell carcinoma (HNSCC; specifically of the oral cavity, oropharynx,
hypopharynx, orlarynx; and nasopharyngeal carcinoma)

= 4 of 6 subjects with EBV+ NK/T cell lymphoma enrolled to date have had
responses to FLX475 monotherapy

— 2 durable complete metabolic responses to FLX475 monotherapy

— 1 unconfirmed CMR and 1 unconfirmed PMR as best overall response to FLX475
monotherapy

— 4 have crossed over to combination therapy, with responses as noted above
= Response assessments by Lugano criteria
— Data cutoff 21Nov2022

Metastatic triple-negative breast cancer

Locally advanced or metastatic urothelial carcinoma (UC)

Locally advanced, recurrent, or metastatic gastric cancer (GC)

Locally advanced, recurrent, or metastatic esophageal or esophagogastric junction cancer
Recurrent or metastatic cervical squamous cell carcinoma or endocervical adenocarcinoma
Metastatic melanoma

Recurrent classical Hodgkin lymphoma

Others with approval
(See schema for Part 2 Expansion Cohort indications)
Willing and able to provide newly obtained tissue biopsies

No prior systemic anticancer therapy including investigational agents within 4 weeks (or < 5 half-lives for
investigational/noncytotoxic agents, whichever is shorter) prior to first dose of study treatment

For Part 2 expansion cohorts limited to “checkpoint-experienced” patients = “documented disease
progression or relapse more than 3 months after initiation of prior anti-PD-1 or anti-PD-L1 therapy”

FLX475 + Pembrolizumab Combination

CPI-Naive NSCLC Stage 1 Cohort:
Best Change From Baseline in Target Lesions

= EBV* NK/T Cell Lymphoma (ENTCL) Baseline PET

= Deep Durable Response

Complete Response to FLX475

Monotherapy

8 Weeks 33 Weeks

— 53 vylo, 1 line of prior

distal anterior thigh (non target)

— 8-week scan with complete
metabolic response (Deauville
score of 5 reduced to 2) and
target lesion visibly improving by
12 weeks

— Disease continued to improve;
patient remained in complete
metabolic response for 16
months

— After disease progression, patient
also responded to FLX475 +
pembrolizumab combination
therapy after crossover

FLX475 + Pembrolizumab Combination
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BACKGROUND

— With a goal of shifting the Teq/T 4

= 3+ 3 design
— Intrasubject dose escalation permitted
— Crossover allowed for eligible subjects

= Recommended Phase 2 dose of 100 mg PO QD selected

FLX475 + Pembrolizumab Combination
CPI-Naive NSCLC Stage 1 Cohort:
Demographics and Responses
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219 Phase 1 patients + 6 Phase 2 NK/T cell lymphoma patients

> None were deemed definitely related to study treatment

a 22 Phase 1 patients (including 4 crossover) + 13 Phase 2 CPI-Naive NSCLC and 4 EBV+ NK/T Cell Crossover Patients
b Includes one Grade 4; all were reversible and asymptomatic

pembrolizumab for the study.
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