wo 20227266240 A1 | OW 0 TR0 0O A O

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

A

=

(19) World Intellectual Property
Organization
International Bureau
(43) International Publication Date
22 December 2022 (22.12.2022)

(10) International Publication Number

WO 2022/266240 A1

WIPO I PCT

(51) International Patent Classification:
A61K 31/10 (2006.01) A61P 35/00 (2006.01)
CO07C 317/10 (2006.01)

(21) International Application Number:
PCT/US2022/033657

(22) International Filing Date:
15 June 2022 (15.06.2022)

(25) Filing Language: English
(26) Publication Language: English
(30) Priority Data:
63/211,070 16 June 2021 (16.06.2021) UsS
63/211,071 16 June 2021 (16.06.2021) UsS

(71) Applicant: ONCONOVA THERAPEUTICS, INC.
[US/US]; 12 Penns Trail, Newtown, Pennsylvania 18940
Us).

(72) Inventors: FRUCHTMAN, Steven; 12 Penns Trail, New-
town, Pennsylvania 18940 (US). PARRIS, Matthew; 12
Penns Trail, Newtown, Pennsylvania 18940 (US).

(74) Agent: OH, YOUNG IN: Wilson Sonsini Goodrich
& Rosati, 650 Page Mill Road, Palo Alto, California
94304-1050 (US).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AQ, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, BZ,
CA, CH, CL, CN, CO, CR, CU, CZ,DE, DJ, DK, DM, DO,
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, HN,
HR,HU, ID, IL, IN, IQ, IR, IS, IT, JM, JO, JP, KE, KG, KH,
KN, KP, KR, KW,KZ, LA, LC, LK, LR, LS, LU, LY, MA,
MD, ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI,
NO, NZ, OM, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU,
RW, SA, SC, SD, SE, SG, SK, SL, ST, SV, SY, TH, TJ, TM,
TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, WS, ZA, ZM,
ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ NA, RW, SD, SL, ST, SZ, TZ,
UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU, TJ,
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
EE, ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,
MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SL SK, SM,
TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW,
KM, ML, MR, NE, SN, TD, TG).

Declarations under Rule 4.17:
— as to applicant's entitlement to apply for and be granted a
patent (Rule 4.17(ii))

(54) Title: METHODS AND COMPOSITIONS FOR TREATING CANCER

(57) Abstract: RAS proteins are frequently mutated in human cancers.

1) Done ascatation of orsd vigosectih,
o Enrell § patients ot B40mg am and S60mg pra

¥ no DTS, procead to nex dose
cohart

3 DLT sxpand cohert 0 § # 3o more ULTE, dose Is towie

350mg B s the MID

nroll 3 patients at 880mg am and B4Gmg pa

150 BiTs, procesd to oext dose
cohort

T 4 DAY eapand cohort b0 §

Haore

8,

150 BLT, proceed to o &
cohort

L DLT eapand cohort o 8 3 o more DY, dose is towie

B49/340mg iy the MTD

End Study s

2 Dase excafation of 1Y rigosertib.

Ahour OV days 1-3 of o ¥ v

¥ gnroli § patients at

T L OET ewpand cohort 80 6 # Tor mare DTS, dose s dowit

deasoaiat fose

S0dmiday 2ubous Ci¥ doys 1-3 of s 18-day cycle

# e BATS, procesd £ #1017 mupand cohert 106

pohert

# £ or more DLYs, dose s soue
3,200mg is the MTG

e Enrolt 3 patients at 1,800mg/day 2Ahour O1Y days -3 of s 1a-dey cyde

1 0 BATS, provesd
cohert

T4 L BT svpand cahiert o 6 i 2 or more DLTs, dose 5 towic {

3,500mg is the MY

g
Contings dose scalstion End Study

All doses given in combination with standard dose CPL

Standard 3+3 rules apply for determination of toxic dose, MTD and RP2D.

FIG. 1

Disclosed herein are compounds that disrupt RAS effectors and in-
hibits Ras/RafrMEK/ERK pathway signaling. Further disclosed herein
are methods of using compounds in combination with checkpoint in-
hibitors to treat cancer.
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