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BACKGROUND

NT-1I7 (efineptakin alfa) is the only clinical-stage long-acting human IL-7 and
has demonstrated its ability to increase the number and functionality of T
cells in peripheral blood. Checkpoint inhibitors (CPls) have been approved as
treatments for multiple solid tumors. The response to CPls, however,
remains low and many patients soon relapse, leading to high unmet medical
needs to enhance the antitumor activity of CPls. Since low levels of T cells in
peripheral blood and within the tumor microenvironment (TME) correlate
with poor response to CPIs!, adding NT-I7 to single-agent CPls may deepen
and broaden the antitumor activity of CPIs.
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STUDY DESIGN

» This is an open-label, phase 1b/2a study in with
relapsed/refractory (R/R) advanced solid tumors.

» In the phase 1b (Dose Escalation), which followed the 3+3 design,
patients with advanced solid tumors received NT-17 intramuscularly (IM)

at 3 dose levels (DLs): 480, 960, and 1200 pg/kg every 6 weeks (Q6W)
plus pembrolizumab 200 mg intravenously (I1V) Q3W.

» Once the Recommended Phase 2 Dose (RP2D) is determined, the Phase
2a (Dose Expansion) is open to enroll patients with selected tumor types.

» Each cycle is 3 weeks. Tumor assessment is performed every 2 cycles
during the first 6 months, and every 3 cycles thereafter.
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Arm I: CPI-treated R/R TNBC?
n=up to 17 (stage 1)/ 8 (stage 2) (25 total)

*Patients with advanced solid tumors who can
provide mandatory pre- and on-treatment biopsies
“Selected tumor types for Dose Expansion

Arm II: CPI-treated R/R NSCLC*
n=up to 17 (stage 1)/ 8 (stage 2) (25 total)

AEvaluable patients

CT/MRI
Arm III: CPI-treated R/R SCLC*
n=up to 17 (stage 1)/ 8 (stage 2) (25 total)

Radiological tumor assessments will be conducted every 2 cycles (6 weeks *1 week) during the first 6 months, and
every 3 cycles (9 weeks 1 week) thereafter. Confirmatory scans must be performed at >4 weeks after initial
assessment of response to confirm a response of CR or PR, whenever disease progression is suspected (e.g.,

symptomatic deterioration), and at End of Treatment visit.
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Arm IV: CPI-naive R/R MSS-CRC*
n=up to 17 (stage 1)/ 8 (stage 2) (25 total)

Pre-treatment biopsy/tissue collection (fresh) must be obtained within 28 days prior to Cycle 1, Day 1, unless
archival tissue is available. On-treatment tumor biopsy must be obtained within 7 days of Cycle 2, Day 15 (i.e.,
between C2D8 and C2D22).

STUDY OBJECTIVES

Primary objectives

» Phase 1b: To determine the safety and tolerability, including
determination of the Maximum Tolerated Dose (MTD) and/or the
Recommended Phase 2 Dose (RP2D) of NT-I7 in combination with
pembrolizumab in patients with R/R advanced solid tumors.

» Phase 2a: To assess the preliminary anti-tumor activity of NT-I7 in
combination with pembrolizumab in patients with CPI-treated R/R tumors
(TNBC, NSCLC, SCLC) and CPI-naive R/R tumors (MSS-CRC and PC), based
on Overall Response Rate (ORR) as assessed by Response Evaluation
Criteria in Solid tumors (RECIST v1.1).

Arm V: CPI-naive R/R PC*
n=up to 17 (stage 1)/ 8 (stage 2) (25 total)

Secondary objectives

» To further assess the anti-tumor activity of NT-I7 in combination with
pembrolizumab in these patient populations based on Duration of
Response (DoR), Disease Control Rate (DCR), Progression-Free Survival
(PFS), and Overall Survival (OS).

» To evaluate the immunogenicity of NT-I7 administered in combination
with pembrolizumab in these patient populations.
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RESULTS
Subject disposition and characteristics

» As of 05 March 2021, 12 patients were enrolled in the phase 1b: DL1 (n=3), DL2 (n=3), and
DL3 (n=6). All 12 patients were evaluable for safety and efficacy (1 patient did not have
post-treatment imaging tumor assessment due to clinical progression).

» Median age 58.0 years [range, 43-77]; ECOG PS 0 (50%), PS 1 (50%); all patients had at
least 1 prior line of therapy, and 58% of patients had > 4 prior lines of therapy in the
recurrent/metastatic setting.
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Clinical response

» One patient with metastatic mucosal melanoma who had not responded to prior
combination of nivolumab and ipilimumab had a rapid, confirmed partial response with 46%
tumor reduction after 1 dose of NT-I7 at 480 pg/kg IM and 2 doses of pembrolizumab at 200
mg IV Q3W (Figure 6).

» 4 patients had SD for > 6 weeks.

Safety and tolerability

» MTD was not reached. One DLT of Grade 3 ALT increase was reported in DL3.

» Adverse Drug Reactions (ADRs) occurred in 12 (100%) patients, 4 (33.3%) G1-2 and 8 (66.7%) G3; no G4
or G5 ADRs were reported.

» Most commonly reported ADRs were injection site reaction (n=12, 100%), chills (n=7, 58.3%), pyrexia
(n=6, 50%), fatigue (n=5, 41.7%), and peripheral edema (n=5, 41.7%).
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Figure 4. Tumor infiltrating lymphocytes were quantif
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