INCAGNO01949: A Novel Anti-OX40 Agonist Antibody With the Potential to Enhance Tumor Specific d8CIIUS

3204 T-cell Responsiveness, While Selectively Depleting Intratumoral Regulatory T Cells

Presented at the
American Association for Cancer Research Annual Meeting 2016
New Orleans, LA, USA < April 16-20, 2016

INCAGNO01949 Demonstrates Affinity for 0OX40 and INCAGNO01949 Enhances IL-2 and Reduces IL-10 in 0X40 is Selectively Expressed by Intratumoral

Recognizes Primary Activated T Cells Primary Treg:Teff Co-culture Assays Regulatory T Cells From Multiple Tumor Types

0OX40 (CD134, TNFRSF4) is a T cell costimulatory receptor that can potentiate T cell receptor (TCR) signaling during A B OX40* T cell (IHC)
CD4* and CD8* T cell priming, effector cell differentiation and memory T cell recall responses. In preclinical mouse tumor A CD14* CD4+ cDs8* CD20* C 100007 m IlgG1 Isotype A 1000 - B 350 - Endometrial Cancer 70,000
models, surrogate anti-OX40 agonist antibodies have shown remarkable single agent anti-tumor efficacy, as well as the T cells T cells B cells -®- INCAGN01949 CD8* or CD4* et
ability to combine effectively with other immunomodulatory antibodies and immune education strategies, such as e 300 - T cells 60,000 WM Tregcells
therapeutic cancer vaccines. Agonistic antibodies targeting OX40 are predicted to counteract the immunosuppressive 750 ~ 250 | _ |
tumor microenvironment and promote tumor-specific T cell immunity via two primary mechanisms: 1) binding and & _ 60007 - - g S
activating OX40 signaling in tumor-specific effector and memory T cells, thereby enhancing their responsiveness to , = £ ?Em 290 4 i Isotype € 40.000-
, , ) : —— OX40 vs isotype control 4000 "o TTo T =2 c 2 ’
tumor-associated antigens, and 2) co-engaging Fcy receptors expressed by tumor-associated effector cells, and =5 S Il INCAGN01949 Treg cells =
facilitating the selective depletion of intratumoral regulatory T cells. : D X 30,000
B Non-stimulated Stimulated 2000 B © 1
INCAGNO01949 is a fully human IgG1 monoclonal antibody identified using the Retrocyte Display™ platform and is being 20,000
developed for the treatment of advanced malignancies. INCAGNO01949 specifically binds to human and cynomolgus 0 A M 1 i
. . " . . : . 0.0001 0.01 1 100 10,000
monkey OX40 with similar affinity. INCAGNO01949 has been optimized to mediate receptor forward signaling under Antibod rati L Soluble Crosslinked Soluble Crosslinked —» OX40 vs isotype control
suboptimal TCR stimulatory conditions, leading to enhanced production of TNFa and IFNy and decreased production of ntibody concentration (ug/mL) (ahulgG, Fab'2) (ahulgG, Fab'2) 0- T
IL-10. INCAGNO01949 achieves this functionality by virtue of its ability to facilitate OX40 clustering and downstream Ovarian CRC Endo RCC NSCLC
activation of the NFkB pathway in T cells across a broad range of antibody concentrations. Consistent with mouse . . icati + (Stage lIC) (Stage lIB) (Stage IB) (Stage lll)  (Stage Il
prelc\:llinlical tumor modKeIs pOX\:lvO 3\/ersls found to be selectivel overeipressed Ib ir?tratumoral r; ulator Tlcells ir\:wa ran :of INCAGNO1949 vs isotype control D K, (1/Ms) 1.09%108 Human Treg cells (CD4* CD25"s", CD127~) were activated with anti-CD2/anti-CD3/anti-CD28 beads for 48 h. Human © | Indication samples(n) _ CB4*Tcells  Treg cells
human tumor t c r,nm nsurate with its human 1aG1 yF reqion INCAG}I:JO1949 hg Nt yﬁ tivel i ng Human K, (1/s) 1 26%10-4 T cells were isolated (MACs sorted by negative selection) and co-cultured with activated Treg cells (1 Teff:3 Treg) for NSCLC 4 +/— S . R ative hist £ OX40
uman tumor types. Lommensurate with 1ts human 1go ¢ region, was shown fo efieclively co-engage OX40 d ; 4 days in the presence of anti-CD2/anti-CD3/anti-CD28 beads, soluble or crosslinked (with a Fab'2 anti-human Fc) . - EaiEsenEE BegrEe O
activating Fcy receptors on immune effector cells, including natural killer cells and macrophages, to mediate ADCC and/or Ko (M) 0.11 INCAGNO01949 or an IgG1 isotype control. Culture supernatants were analyzed for (A) IL-2 and (B) IL-10 levels. Endometrial 2 = s expression from tumor-associated T effector
iviti ' i ' ' it i i cells (Teff) or Treg cells.
A|I-:)-CP| adctlwtlles. Ta?e; ’E[cr)]gether, ’Fhel blophyflcalda.nd funzt.lont.al attr.lﬁ]utetsr,] of.INCAGNO1dQé:9t make tltb |c(lj§ally sglted for A INCAGNO01949 does not bind to quiescent immune cells (flow cytometry). Colorectal 2 - + © e é ) . g .
Zérzgztione\éfr;zrgizz, oth as a single agent and in combination with other immunomodulatory antibodies or immune 5 INCAGNO1949 binds to stimulated (anti-CD3 antibody) T cells. Broast . ) " C. T);4I exgressmn acrc:s;)\(/jgous tum?r tyses.
: C. Dose titration of INCAGNO01949 binding to activated (anti-CD3 antibody) T cells. H & = . . Tabulated summary o expression by
i i L | | Reporter Cell Assay Requires IgG1 Isotype Renal 1 : . e
MEChanlsm 1: Ox40 Forward SIgl‘lalll‘lg l“ T ce"s A Note:—=negative/nqexpression,+=weakexpression, ++ =_moderateexpression, +++_= moderate-to-high expression, ++++ = high expression.
- Activated Treg, 10,000 ~ CRC, colorectal carcinoma; NSCLC, non-small cell lung carcinoma; RCC, renal cell carcinoma.
Paradigm: OX40 signaling in the context of TCR activation enhances effector T cell activation, cytokine production and INCAG_N01 949 Medlate_s D?se-Dependent FcRyllIA ox 4(;': j\tier‘:;’r‘:;'s'fn°rce"s : :Egigzgizi :ggi
survival, promoting memory T cell differentiation and reactivation Slgnal Transduction in T Cells NFAT reporter cell line P g i d - ~

. - - D
Effector Contraction Reactivation 12,000 7 m 19G1 Isotype 12,000 1 - 19G1 Isotype INCAGN01949 F 5000 -
d i i : _
Clonal Effector 10,000 71 @ INCAGN01949 10,000 7 -@ INCAGN01949 ‘ - INCAGNO01949 IgG1 binds to human OX40 with an estimated affinity (K) of 0.11 nM and
Expansion 8000 - 8000 1 R =081 recognizes OX40 on activated human T cells in a dose dependent manner
— —
Memory o 6000 7 e 60009 o , - INCAGNO01949 IgG1 functions as an OX40 agonist antibody in human T cells, activating
Naive 400077 400077 o1 j o NFkB signaling and providing T cell costimulation in the context of suboptimal TCR
Memory '
Generation

—

0.01 0.1 1 10 0.01 0.1 1 10 i . -
Antibody concentration (ug/mL) Antibody concentration (ug/mL) IL-10 pI'OdUCtIOH and results in enhanced IL-2 secretion
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