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Introduction In vitro anti-proliferative effect of IACS-13909 IACS-13909 suppresses proliferation of NSCLC PDX HCC827-ER tumors that progress on osimertinib
«  Osimertinib, a third generation EGFR inhibitor, is a front-line therapy across a panel of human cancer cell lines harboring EGFR on-target resistance mutation ex vivo treatment remain sensitive to combination treatment
for EGFR mutated non-small lung cancer (NSCLC). The long-term B - e mnmnmmm e e em e s e e e mm e mm s AEmeasmmesemmememmSsmmmEemmmsmmmsssmmnssn—n—n_s — PDX LD1-0025-200717 (EGFR Ex19del T790M C797S) & Vehicle - Osimertinib, 5 mg/kg, QD

effectiveness of osimertinib is limited by acquired resistance. Osimertinib IACS-13909 =- Osimertinib, 5 mg/kg, QD then combo

. . . . . . 100+ 100~ (osimertinib, 5 mg/kg, QD+IACS-13909, 70 mg/kg, QD)
« Clinically identified resistance mechanisms include EGFR- = mmmmmmm WW ‘m | mml m "H . - _ .
dependent mechanisms such as mutations on EGFR that preclude - .-.u.u.ummmI!JllJllJllIUJllllUMmmwmmmmmmmmmmmm LR 8 75- S 751 - g 1900
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drug binding (e.g., EGFR C797S), and EGFR-independent activation ® mmmmmmmﬂ 58 50- 3 £ 50- _ -
of the MAPK pathway (e.g., activation of alternate RTKs)'. It has © RTK-altered/addicted cell lines 3 - 3 o é i
also been noted that frequently a tumor from a single patient harbors . s00-
more than one resistance mechanism2. Y T, 0 R . OI;MSO s 1 % i E
« Src homology 2 domain-containing phosphatase (SHP2) is a o —_— 0 _combo started |
phosphatase that mediates the signaling of multiple RTKs and is RTK-driven cell lines are sensitive to SHP2 inhibition by IACS-13909. glc"';'mﬁ/gfg?; T7907M6) M/ 101% | 5 maka QD 879 nM / 99 ’70 ka QD 0 10 20 30 40
required for full activation of the MAPK pathway3+4. %0 > on °@ 5 mglkg " ° @ 70 mglkg Days on treatment
. Since SHP2 is required for full activation of the MAPK pathway In vitro activity of IACS-13909 in EGFRa™r KYSE-520 cells In vitro anti-proliferative synergistic effect of Summary
downstream of multiple RTKs, we hypothesize that a SHP2 inhibitor IACS-13909 and osimertinib . - _
may target both EGFR.dependent and EGFR-independent Cell-based pERK assay In vitro clonogenic assay HCC4006 HCCA006.0siR MD Anderson anq Navire ph.ar.ma_ h.ave developed IACS-13909, a
: _ ] _ , it NSCLC 100 _ - N _ T _ potent and selective allosteric inhibitor of SHP2
mechanisms for osimertinib resistance in EGFR ' 100+ IC, (nM) < 8. Gl (nM) (osimertinib sensitive) (osimertinib resistant; RTK bypass) « IACS-13909 potently suppresses the proliferation of cell lines driven
IACS-13909 is a potent allosteric inhibitor of SHP2 < 222 18:3210.6 ‘ég 60- 32 08T 0_ 37 12.3 4.1 1.4 0.46 by a broad range of RTKs
: E 40- = = 40 2| o ”"i"""x 3t =  |ACS-13909 inhibits both EGFR-dependent and EGFR-independent
IACS-13909 Full-length SHP2 I:zr:)osphatase domain e S 20 3| L@ 5 resistance mechanisms towards osimertinib
Cl ‘g 100 - ‘; 100de “*‘*‘**/H\I o+ F——a o ol—— 72 3 ’ 3 « Nawvire is currently taking its clinical candidate SHPZ2 inhibitor through
. 3 80- S g > NS S S S NN S \Q@\@@ § | QAR g IND-enabling studies.
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b N uf;;e\,ig_ S %éig: - IACS-13909, nM IACS-13909, nM R EGFR resistance mutation RTK bypass
N 'N/lN §. 204 15.6 + 6.6 §~ 00 >153(200) . _ In vivo anti-tumor efficacy of IACS-13909+osimertinib in EGFR osimertinib EGFR  Alternate RTK
H OYNH 5 odd — 5  odar On-target activity of IACS-13909 in KYSE-520 cells e 5 it d e ] A 7078
> ™ NI osimertinib-sensitive and -resistant models »
Qt\ NS \QQ,\@?\QQQQ Qr AN ,\QQ’\QQQ control SHP2 SHP?2 f it | . HCC827 HCC827-ER —
IACS-13909, nM IACS-13909, nM WT P491Q n viiro clonogenic assay (osimertinib sensitive) (osimertinib resistant; MET>p) @ /\
. - . IACS-13909, uM - 1 5 - 1 95 - 1 9 ~e- Control =s= Osimertinib, 5 mg/kg, QD
In enzymatic assays, IACS-13909 suppresses activity c?f the full- DERK | —~ =] & == IACS-13909, 70 mg/kg, QD — Osimertinib, 5 mg/kg, QD +IACS-13909, 70mg/kg, QD I}C3_13909 l IACS-13909
length SHP2, but not the truncated phosphatase domain. g = —— E - ~ 15009 Dosingstopped —~ 1500- ‘ l l
t et S=eees Emamws 23X = : £
Co-crystal structure of IACS-13909:human SHP2 OMEK [m — —— | 3 ;:;1000 §1°°°' Proliferation l Proliferationl
tHEK [ —. .— & b —. N ,\QQ QQQ QQQ —g 500 —g 500 _mwi - 'i| * References
Y | | SHP2 S e ACS-13909, nM" 5 : = 5 —— 1. Le, X., et al.,Clin Cancer Res, 2018. 24(24): p. 6195-6203
/'Aci-l?’i(ﬁ b'_":'srftO a"ba't'osteﬂc Q491 is found in SHP1, which is not potently inhibited by IACS-13909. I oave 2 ottt 2. Ortiz-Cuaran, S., et al.,Clin Cancer Res, 2016. 22(19): p. 4837-4847.
ocket a e Iinterrace etween ays on r?a mer.1 ays on treatmen . _
fhe SH2 domains and Overexpression of SHP2 P491Q that abrogates IACS-13909 binding * In HCC827, combination causes more durable response than 2 E/Igienne,\r\giNé et;le.‘l ngjtrﬁ/i 62d01260.158352(1(671)9). %611{26572.
phosphatase domain of SHP2. reduces suppression of MAPK signaling and inhibition of cell osimertinib single agent. ' » ” ’ ' - P- '
proliferation. + In HCC827-ER xenograft model with an EGFR-independent A copy of the poster can be found at:
resistance mechanism (e.g., RTK bypass), IACS-13909 www.navirepharma.com

re-sensitizes the tumor to osimertinib treatment.



