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cell proliferation in patients with progressed cancer /\NA EON
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. : : Fig. 1 Cell activation by ANV419 « All ANV419 related AEs are Grade 1 or Grade 2; no ANV419 related AEs >=Grade 3 - - - -
Developing a safe and effective non alpha IL- anvats . Saf file has b - | cveles and dose levels of ANVA1S ANV419 selectively induces dose dependent proliferation of CD8* T cells
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therapeutic goal for the treatment of patients s \% @ : 2-4 hours post infusion, which resolved with antipyretic treatment Pharmacodynamic evaluation showed a dose dependent increase of Ki-67 positivity in CD8+ T cells and NK
with cancer ge  One patient experienced transient, self-limiting Grade 2 LFT increase post ANV419 cells but not regulatory T cells at of 3, 6, 12 (one patient per cohort) and 24 and 48 (average of 4 and 3
« ANV419 is a potent, highly selective IL-2RBy L2L15Re | ychain  IL2/IL15RB « 8 patients experienced low-grade infusion related reaction within the first 24 hours manifesting patients respectively) ug/kg doses on day 4 (C1D4) of the study compared to baseline (BL). At 72ug/kg
bindi_n_g agonist, consisting of an cjmtibody as chills with low grade-fever, sometimes with asthenia and fatigue mean CD8* T cOeII and NK proliferation was 70% and 51% respectively, while the mean Treg proliferation
specific for the IL-2Ra-binding domain of IL- - G2 CRS was reported in one patient (hypotension G2, fever G1 and chills G1), which resolved increased to 48%
2, fused to native hIL-2 with 500ml iv fluid N ] ] ] ] ] .
« ANV419 promotes signaling through the _ _ _ CD8* T cell proliferation BL vs C1D4 NK cell proliferation BL vs C1D4 Treg cell proliferation BL vs C1D4
dimeric I1-2 receptor (IL-2RBY - Four SAEs were reported in three patients, none of which were ANV419 related o 1007 100- 100-
CD122/CD132) expressed on CD8* T and NK « No patients required ANV419 interruption or discontinuation due to AE g = o = BL
cells but not through the trimeric receptor * 63 doses of ANV419 have been administered over 6 dose levels 997 o 80 E & 807 < C1D4
(IL-2Ra/B/y, CD25/CD122/CD132) expressed « ANV419 dosing continues at 108 ug/kg with no DLTs observed to date og co- § o O o
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B - B = In vitro ANV419 has a reduced Nausea 1 (G1) 1 (G1) 2 ~ ~ ~
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Single-  3+3 patient Age (mean; yrs) Clinical Response
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patient t o Male 69% (11) Blood Lymphocyte Counts increase Serum C,,,, increases with
cohort ANV419 15 min iv infusion without premedication, 2QW ] | ] iI‘ICI‘eaSiI‘I ANV419 dOSGS
Female 31% (5) On-study patients' duration & responses by RECIST across cycles 9
Inclusion Criteria :
o Patients
. Adults aged > 18 years. ECOGPS 0 50%(8) her dose 4+ 104 o 3 e
« Advanced solid tumors with evidence of progressive ECOG PS 1 50%(8) Q ~ Ha/kg
disease as within last 3 months 3 ug/kg K o 24 Hg/kg £ 6 ug/kg
. Relapsed/refractory advanced solid tumor, progressing Primary cancer diagnosis = 37 — 48 ug/kg o 10°9956-5 12 ug/kg
after at least one line of treatment for advanced or 6 pg/kg = % — 72 4g/kg E | 24 ug/kg
metastatic disease Cutaneous Melanoma 19% (3) 112 113/ G 3 n S {02 L )
[ - B 4: -O- 48
ECOG PS 0-1 Non cutaneous melanoma (uveal, mucosal) 31% (5) b © HO/KS
? rég}gtrxy ;nbc:lletglt(;‘r’:;”ty of ANV419 Desophageal adenocardnoma 6% (1) 24 HO/Kg mm——————— > % 13 O 1014
« Maximum Tolerated Dose (MTD) and Recommended Colorectal adenocarcinoma 6% (1) 24 11g/KQ § S é
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( ) Hepatocellular carcinoma 6% (1) 24 pg/Kkg A ®) % 0 ! ! ! ' ' ' 10 00— | |
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« Pharmacokinetics of ANV419 > tic ad _ 6% (1 Hours from first dose of ANV419
« Pharmacodynamic markers of immune cell activation: ancreatic adenocarcinoma o (1) 48 pg/kg AT
immunophenotyping and ki6é7 proliferation Adenoid cystic carcinoma maxillary sinus 6% (1) 48 La/ka )
Ha/kg A Stable Disease (SD)
NSCLC 6% (1) 72 ug/kg A A Progressive Disease (PD)
i i End of Study (EOS
Patlent ReCI‘UItment Number of lines of prior systemic therapy ?2 Dr;atc; e ) _ _ _
3 6 12 Lines of brior svstemic therapy. range L8 72 pg/kg [ X Escalation to higher dose « ANV419 is well tolerated, with only G1 and G2 drug related AEs, Chills
hg/Kg l ”nglg ugﬁKlg P SY DY, TS 72 pg/kg A - gg%g'r:‘t?nued « No patients required ANV419 interruption or discontinuation due to AEs
=1 = i Prior use of immunotherapy 88%(14) « ANV419 selectively induces proliferation of immune effector cells and not Tregs in patients
. | | | | | | | « PK/PD are dose dependent
Prior use of targeted therapy 56% (9 _ _ _ _ _
e N ks B oo B oo/ ) 04 08 12 16 20 24 - In this heavily pre-treated population, 2 patients achieved SD beyond 10 weeks on ANV419 treatment
n=4* n=3 n=3 n=3 Prior use of chemotherapy 44%(7) Time on treatment (weeks) « On the basis of the encouraging data from the ANV419-001 study, a phase II program investigating

efficacy of ANV419 in multiple tumor types, including melanoma, has been initiated

* One patient not DLT evaluable Cut-off date March 8% *Continued ANV419 as patient was deriving clinical benefit despite PD
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