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High-dose interleukin-2 (HD IL-2) induces durable clinical responses in a subset of patients
with melanoma and RCC, but severe toxicity limits its therapeutic utility. Early clinical data
from several not-a IL-2RBy agonists suggest better tolerability but lower objective response
rates compared to historical HD IL-2 data.’? In patients, these not-a IL-2s demonstrate a
profound NK cell bias, while retaining activity on Tregs, and exhibiting limited CD8+ T cell
expansion.3°

AB248 is a CD8* T cell selective IL-2 that demonstrates more than 500-fold selectivity for
CD8* T cells over other immmune cell types. AB248 has demonstrated a highly differentiated
preclinical profile, with compelling anti-tumor activity and less toxicity when given alone and in
combination with anti-PD1 in multiple murine tumor models. These data suggest that AB248
may have an improved therapeutic index compared to broad-acting IL-2RBy agonists by
increasing CD8* T cell expansion and activation, avoiding NK cell-driven toxicity and Treg-
mediated immunosuppression.® Here we introduce the first-in-human study which aims to
investigate AB248 when administered alone or in combination with pembrolizumab in subjects
with advanced solid tumors who failed prior standard of care therapies.
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Figure 3: AB248 induces CD8* T cell-
selective IL-2 signaling with over 500-
fold preference
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Human peripheral blood immune cells were stimulated with a
representative not-a IL-2 or AB248 and pSTATS5 was measured by
flow cytometry. Shown is the fraction of the indicated cell types
staining positive for pSTATS5. (n = 10 donors)
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Figure 4: AB248’s murine surrogate
drives potent anti-tumor activity in
mice and outperforms not-a IL-2
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MC38 tumor-bearing mice were treated as indicated intravenously
once 8 days following tumor injection; shown is tumor volume and
the number of durable complete responses (CR). No body weight
loss was observed with muAB248; not-a IL-2 at 1 mg/kg
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Figure 5: AB248 promotes selective
CD8* T cell expansion in non-human
primates
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Cynomolgus monkeys were dosed with AB248 intravenously then
immune cell counts were assessed in peripheral blood. Shown is
Ki67 expression by CD8* T cells and fold expansion in absolute cell
count of CD8* T cells, NK cells, and Tregs over baseline.
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Introduction

Key Eligibility Criteria

Inclusion Criteria

Exclusion Criteria

v' Age 218 years of age
at the time consent is
signed

v' Adequate organ
function per
laboratory testing

v" Pregnancy prevention
requirements

v" Measurable disease
per RECIST 1.1 as
assessed by the
Investigator

v’ ECOG 0-1

v Histologic
documentation of
incurable, locally

X Diagnosis of immunodeficiency

X History of a previous, additional malignancy, unless

potentially curative treatment has been completed, with no

evidence of malignancy for 5 years

Known active CNS metastases and/or carcinomatous

meningitis.

Active autoimmune disease

Active infection requiring systemic therapy

Severe hypersensitivity reaction (Grade =3) to prior treatment

with pembrolizumab, another monoclonal antibody, or has

history of hypersensitivity to components of the study

treatments or any of their excipients

X Prior systemic anticancer therapy including investigational
agents within 4 weeks (or, if shorter, within 5 half-lives for
kinase inhibitors) prior to first dose of study treatment

X Prior radiotherapy within 2 weeks of start of study treatment
or has had a history of radiation pneumonitis

X Chronic systemic steroid therapy or other form of

X< XX >

advanced or
metastatic tumor of

demonstrated approximately 7% weight loss compared to controls. immunosuppressive therapy within 7 days prior the first dose

of study treatment, except for daily 10 mg prednisone or

Figure 1: AB248’s molecular design
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The dose escalation phase will follow the Bayesian Optimal Interval (BOIN) design and enroll subjects at multiple dose levels and schedules for the
AB248 monotherapy and pembrolizumab combination portion. Upon identifying suitable dose and schedule based on the totality of cumulative data
including safety, PK, PD and preliminary efficacy, additional subjects will be enrolled in indication specific cohorts in the expansion phase according to
the Simon 2-stage design.

 ClinicalTrials.gov
identifier:
NCT05653882

Characterization of
intratumoral immune
changes via paired biopsies

Assessment of peripheral
blood immune cell
pharmacodynamics

N’ (B
|

(cos)

/ /

> S
% Indications: S Ve
CD8 Treg NK S G i - © REC | References
; no signaling no signaling g NG . Rggnoma, Select * ’;‘_SCLCB_ ol
< 2 . SCOHN dose & schedule > lateleliel A Ceeits 1. Rosenberg SA, et al. Treatment of 283 Consecutive Patients With Metastatic Melanoma or Renal Cell
: .\ : : . . o g Cancer Using High-Dose Bolus Interleukin 2. J Am Medical Assoc. (1994)
AB248 b|n(Ijs. to CD_8 on CD8* T cells and prO+V|des an IL-2. signal in cis. The attenuated IL.-2 mytem — * (+Other) e S D1 [ e Phase 1b Expansion Cohorts 2. Overwijk WW, et al. Engineering IL-2 to Give New Life to T Cell Inmunotherapy. Annu Rev Med. (2020)
ensures minimal sllgnallng on other IL-2RBy" cell types like Treg and NK cells at physiologically 3. ltaliano A, et al. Clinical activity and safety of simlukafusp alfa, an engineered interleukin-2 variant
relevant concentrations. % targeted to fibroblast activation protein-a, combined with atezolizumab in patients with recurrent or
PP ¢ \ metastatic cervical cancer. J Clin Oncol. 2021; 39(15):5510.
0 g Indications: « NSCLC 4. Janku F, et al. THOR-707 (SAR444245), a novel not-alpha IL-2 as monotherapy and in combination with
Acknowledgements < N « NSCLC, > . 1L SCCHN (PD-L1 CPS 1 i pembrolizumab in advanced/metastatic solid tumors: Interim results from HAMMER, an open-label,
: . - _ . — . : g + o + Melanoma, Select (PD- =1) ; multicenter phase 1/2 Study. Proceedings: AACR Annual Meeting 2021. (2021)
We exteqd our thar)ks to thg patients, their famllles, and the |nvest|gator§ and their site st_aff members who are making this < E - RCC, dose & schedule « Tumor Biopsy Cohort 5. Melero I, et al. Clinical activity, safety, and PK/PD from a phase | study of RO6874281, a fibroblast
i e eces o - soow ‘~ acivaton prolin (FAP) targeled nlerieukin-2 variant (L-2v) An Orcol. (2016
posted V\%th the published AACR abstract. Thisystudy is in collaboration with Merck Sharp & Dohme LLC, a subsidiary of 8 * (+Other) Phase 1a Dose Escalation Phase 1b Expansion Cohorts 6. Kelly D. Moynihan KD, et al. Abstract 3518: AB248 is a CD8+ T cell selective IL-2 designed for superior

safety and anti-tumor efficacy. Cancer Res 15 June 2022; 82 (12_Supplement): 3518.

Merck & Co., Inc., Rahway, NJ, USA.

Images created using BioRender Presented at AACR Annual Meeting 2023 For more information, please contact info@asherbio.com



