Mutant selective inhibition of PI3Ka H1047R provides
greater target coverage without on-target toxicity
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Fold Selectivity vs WT PI3Ka

OKI-219 is a potent and highly selective inhibitor of
PI3Ka H1047R with strong anti-tumor activity in vivo
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an in vitro pAKT inhibition assay

JANBIN  Assay | OKI-219 | Alpelisib B OKI-219 " T47D (PIBKTT)

= SKBR3 (PI3KYT

PAKT Selectivity |
(H1047R/WT) 106X X 100
C
o
T47D (pnANIT)T IC50 8l m 2
' . E < 504
Proliferation -
Selectivity 159X 1X ° - Y-
(H1047R/WT) =
o__I_ITH'I'rl"_I_I'ﬂ"_I_I'ﬂ"_I_I'l'l"_I_ITq
T47D A ~ Q ) Qo Q )
Proliferation 97 551 © DR SR \000 °
IC50 (nM) ©
Concentration, nM
OKI-219 induces tumor regressions at OKI-219 does not induce any increase in insulin, even at
doses as low as 25mg/kg D doses >15X those that drive in vivo activity
T47D ER+HER2-
SUM-185-PE TNBC
B(r:.? OSZ;Z: n;:)er SUM-185-PE Breast Cancer
+/- .
1000 - Vlehi?le, QD " 21 Days of dosing (H1047R +/+)
éIEI?ZI%t%CZ)IQnrg g%%D 5= ** 1000 : theiﬁ!sv?éisoggol/kQD b
I 8&::%}8 %8%%/?% B ® o Okizo 200m%/k%%lD
¥ OKI-219 100mg kg%D
ME 4= L4 800
£ _ . .
£ E - E
2 6 g 600
g £ [ ] 3
5 £ o- 2
E (?l ° ‘o- 400"
5 [= 3
- = L 2
o 17—
o ° 2007
| % .é.
e%e o0
0 T T T
o T T T T 1
o 5 10 15 20 25
o 5 0 15 20 Day

Day

(A) OKI-219 is highly selective (>100X) for PI3Ka"H1047R over PIZKa"T in both pAKT (HTRF) and proliferation (Cell Titer Glo) assays. (B) OKI-219
shows selectivity for pAKT inhibition in PI3KaH1047R expressing T47D cells over PI3KaWT expressing SKBR3 cells. (C) Dose dependent anti-
tumor responses in T47D tumors after treatment with OKI-219 compared to alpelisib dosed at the clinically relevant dose, n=9/group. (D)
Plasma insulin levels in samples taken fromm SUM-185-PE tumor-bearing mice on day 21 of treatment, 2 hours post dose ** p<0.01 by
ANOVA (left). Tumor regressions in SUM-185-PE tumors after treatment with indicated doses of OKI-219 compared to alpelisib dosed at
~2X the clinically relevant dose n=6/group (right). Error bars indicate -/+ SEM.
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OKI-219 overcomes PI3Ka mediated resistance to SERDs OKI-219 overcomes PI3Ka-mediated resistance to HER2
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OKI-219 + SERD combination treatment enhances cell killing over OKI-219 monotherapy alone in vitro iN h i bltlo N
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The combination of OKI-219 + the SERD camizestrant leads to greater tumor regression over either monotherapy alone
in a panel of ER+ PDX models D
ay
(A) In vitro 7-day proliferation assay with combination of OKI-219 and tucatinib (T) 123nM. Loewe synergy score (left) and net cell death
(right). (B) Western blot of HCC1954 cells for pHER2, pAKT, pS6 (HER2/PI3K signaling) and cleaved PARP (apoptosis) after 72 hours of
CTG-1260 OKI-219 + tucatinib. (C) /In vivo, HCC1954 tumor volumes after indicated treatments, n=8/group. Error bars indicate -/+ SEM.
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o « OKI-219 shows enhanced activity with SERDs in models of ER+ breast cancer

« OKI-219 shows enhanced activity with HER2 inhibitors in a model of HER2+

(A) In vitro 7-day proliferation assay with combination of OKI-219 and a SERD, fulvestrant (F) 14nM, Elacestrant (E) 123nM, or Camizestran (C)

n=6/group. (B) In vivo, xxT47D (T47D cells passaged through 2x through Balb/c mice) tumor volume after OKI-219 + SERD treatment. (C) In breast cancer
vivo PDX data across multiple ER+ PI3KaH1947R PDX models for OKI-219 + Camizestrant, n=3 per treatment group in each model(left) and ) . .
representative ER+ PDX model data from CTG-1260 PDX model, n=3 per treatment group (right). Error bars indicate -/+ SEM. « Mu |t|‘a rm phase 1 for OKI-219 starti Nng IN ea rly 2024
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