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Figure 5: Tumor growth inhibition (TGI) by combinations of KAT6 inhibitors with Figure 6: TGl by combinations of KAT6 inhibitors with anti-estrogens and CDK4/6
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cyclin-dependent kinase 4/6 (CDK4/6) inhibitors that act at the ligand tumor volume over time [B], waterfall plot [C])
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* Cell proliferation assays: T47D cells were plated in 96-well plates at
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were treated with serial dilutions of OP-3136 plus fixed concentrations Agents Combinations Combinations — Fuv. 25 mg 800 Fulvestrant, 25 mglkg
of fulvestrant, palazestrant, and/or ribociclib in the presence of 100 pM c00 P compound €. 05 makg o 700 o ot 3o
estradiol for 10 days. Cell number was assessed using CellTiter-Glo £ : : = Pala 10 gk 5 = Pojeresvamt > moka
2.0 and normalized to T=0. 3 400 | 5 == PF comp E, 0.5 + Fulv, 25 g % e
> E E oF comp £ 0.0+ Pala. 10 6 500 = OP-3136+P| |O
... . : i { Fuv . Pala | Fulv . Pala comp E, 0.5+ Pala, -3136+ Pala
* Drug combination analysis: Synergy was evaluated using 2 200 ' Combo : Combo | Combo i  Combo = PFcomp € 05 + Pal, 0+ Rivo, 25 E mm OP-3136 + Fuly + Ribo
: : ' : - , 0.5 + Fulv, - _ + + R
SynergyFinder 3.0 tools, specifically the Zero Interaction Potency (ZIP) 2 5 = 0PI AN c 400 S OP-3136 + Pala + Ribo
; - - , 0.5 + Fulv, + Ribo, o :
model, which assumes that the combined effect of two molecules is ' 200 g = OP-3136, 1 + Fulv, 25 + Ribo, 25 ¢ 300
. . . . . . . O : OP-3136, 0.5 + Pala, 10 c
the sum of their individual responses without any interaction. = g = OP-3136. 1+ Pala, 10 & 0
. . . = : == OP-3136, 0.5 + Pala, 10 + Ribo, 25 T
Combinations were normalized to the monotherapy response; G 100 5 == OP-3136, 1+ Pala, 10 + Ribo, 25 -
deviations >10 from this predicted combined effect indicate synergy 3 100 | ‘l | ‘ll "I |
(greater effect), between -10 and +10 indicate additive (equal) effect, 0 mmll 0 -
and <10 indicate antagonism (lesser effect). 100
-100 :
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were supplemented with e§trad|ol and |mplai1ted sul?cutaneously with ¢ OP-3136 at 1 mg/kg demonstrated the most robust TGl as monotherapy among all  Addition of ribociclib to the combination of OP-3136 and palazestrant did not lead
an ER+ breast cancer cell line, T4/D, or a patient-derived xenograft agents tested in a KAT6-overexpressing ESR1WTER+/HER2- breast cancer CDX model to improved anti-tumor response in T47D model (Figure 5B,C)
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P . . : * Combining fulvestrant with KAT6 inhibitors, OP-3136 or PF compound E, resulted in TGl, approximately 60% TGl as monotherapy (Figure 6A,B)
and were treated for at least 28 days with either vehicle or the b . . ority of th imals (Fi 5B.C
indicated regimens. ut not tumor regression, in a majority of the animals (Figure 5B,C) * Combination of OP-3136 and palazestrant with or without ribociclib showed
* Combining palazestrant with OP-3136 or PF compound E resulted in significant tumor significantly improved anti-tumor efficacy relative to the monotherapy (TGl of 91%
* Comparator compound: PF compound E from the published patent® regression in all animals (Figure 5B,C) and 95%, respectively) (Figure 6B,C)
was used as a positive control comparator. . L : . . : g :
P P  OP-3136 and palazestrant combinations showed significantly improved anti-tumor * AllOP-3136 combinations were well tolerated, with no significant changes in body
efficacy compared to PF compound E in combination with fulvestrant (Figure 5C) weight and no mortality in either study

Conclusions
* OP-3136 inhibited cell proliferation and synergized with anti-estrogens (fulvestrant and * OP-3136 showed robust synergistic anti-tumor activity when combined with either fulvestrant
palazestrant) and a CDK4/6 inhibitor (ribociclib) in a breast cancer cell line. or palazestrant in doublet therapy, in both breast cancer CDX and PDX mouse models.
* OP-3136 led to either tumor growth inhibition or tumor regression in vivo in T47D and * The addition of ribociclib to the combination of OP-3136 and palazestrant (triplet therapy)
ST340 xenograft models across all treatment groups. provided no additional anti-tumor activity in the CDX and PDX models.
 Palazestrant was consistently superior to fulvestrant when combined with KAT6 * OP-3136is expected to enter a Phase 1 clinical trial in early 2025.

inhibitors and led to improved anti-tumor activity (tumor regression).
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