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FIG. 4A-1
TABLE 2
. Tumor Tumor ER .KEF.?SA KiIF184 inhibitor, Cell EC50,
Celline type Subtype | status HER2 | inhibitor uM; Screan by CP, HR, AM
Sensitivity ' B
ALSGS BREAST HER2 NEG | POS § Sensitive 0.016, 0.0065, ND
BT-20 BREAST | TNBC NEG | NEG { Sensitive NI, 0.0042 ND
BT-549 BREAST I TNBC NEG | NEG | Sensitive 0.01424, 0.0062, 0.0183
CAL-120 BREAST I TNRC NEG | NEG | Sensitive ND. 0.0062, ND
HCC-1187 BREAST i TNBC NEG | NEG | Sensitive 0.017. ND, ND
HCC-1806 BREAST | TNBC NEG | NEG | Sensitive 0.0148 0.0177 0.029
HCC-1837 BREAST{ TNBC NEG | NEG | Sensitive ND, ND, 0.0159
HCC 1954 BREAST HER?2 NEG | POS | Sensitive 0.01, 0.0035, .01
Hs 5787 BREAST | TNBC NEG | NEG | Sensitive 0.0134, ND, ND
JIMT-1 BREAST HERZ NEG | POS { Sensitive NI}, 0.0036, ND
MDA-MB-157 | BREAST |  TNBC NEG | NEG | Sensitive NI ND, 0.0225
MDA-MB-436 | BREAST | TNBC NEG | NEG {Sensitive({?) 2.0, 0.0088, ND
MDA-MB-468 | BREAST{ TNBC NEG | NEG |Sensitive(?) 0.0145, (.0085 ND
BT-474 BREAST HER2 POS | POS | Insensitive 2.0 0.048 ND
CAL-148 BREAST | TNBC NEG | NEG 1§ Insensitive ND, 0.6876, ND
CAL-51 BREAST I TNBC NEG | NEG | Insensitive ND, ND, 6.0
CAMA1 BREAST LumA POS | NEG 1 Insensitive 2.0 0.236 ND
DU-4475 BREAST{ TNRC NEG | NEG | Insensitive 2.0, 0.664 ND
HCC-1143 BREAST{ TNBC NEG | NEG | Insensitive 2.0, ND, ND
HCC-1500 BREAST LumB POS | NEG | Insensitive 2.0, ND, ND
HCC-1508 BREAST HERZ NEG | POS | Insensifive 2.0, ND, ND
HCC-202 BREAST HER2 NEG | POS | Insensitive 2.0, ND, ND
HCC-2157 BREAST | TNBC NEG | NEG | Insensitive 2.0, ND, ND
HCC-2218 BREAST HERZ NEG | POS | Insensifive 2.0, ND, ND
HCC-38 BREAST I TNBC NEG | NEG | Insensitive 2.0, 0.003 ND
HCC-70 BREAST | TNBC NEG | NEG | Insensitive 2.0,0.698 ND
HDG-P1 BREAST { TNBC NEG | NEG | Insensitive ND, 2,16, ND
KPL-1 BREAST LumA POS | NEG | Insensitive ND, 0.0127 ND
MOF-7 BREAST LUmA POS | NEG | Insensitive 2.0 ND 0.274
MDA-MB-175-Vil | BREAST LumA POS | NEG { Insensitive 2.0, 00131, ND
MDA-MB-351 | BREAST HER2 POS | POS | Insensitive 2.0,3.09 ND
MDA-MB-415 | BREAST LumA POS | NEG | Insensitive 2.0, ND, ND
MDA-MB-453 | BREAST HER?Z NEG | POS 1§ Insensitive 2.0 0,222 6.0
SK-BR-3 BREAST HERZ NEG | POS | Insensitive ND, 0.0005, ND
SUM1SOPT BREAST 1 TNBEC NEG | NEG | Insensitive ND, 3.88, ND
T47D BREAST LumA POS | NEG | Insensitive ND, 0.6082, ND
UACC-812 BREAST LumB POS | POS | Insensitive 2.0 ND, ND
UACC-893 BREAST HERZ NEG | POS | Insensifive 2.0, ND ND
ZR-75-1 BREAST LumA POS | NEG | Insensitive 2.0, 0.003 0.052
ZR-75-30 BREAST HERZ POS | POS | Insensitive 2.0 194 ND
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FIG. 4A-2
TABLE 2
KIF18A inhibitor, Caf
Span or Max Consensus | TP53 Variant 53 Protsin Change
Response; Screen by | TPS3 Status | Classification P g
CP, HR, AM
66.4, 82.6, ND MUT MM p.R175H
ND, 59.7, ND MUT MM p.K1320
70.1,87.8, 81.9 MUT MM p.R2408
ND, 63.9, ND MUT 58 NA
76.5, ND, ND MUT IFD p.G108del
786,778,878 MUT FSi p.T256fs
ND, ND, 66.9 MUT N p.R306*
524, 80.6 65 MUT MM p. Y1630
84.6, ND, ND MUT MM pV157F
ND, §7.9, ND MUT MM p.R248W
ND, NOJ, 82.6 MUT FSh 0. APSWPLSSS881s
19.0,61.8 ND MUT FSi p.E204fs
420, 52.6, ND MUT MM 0.R273H
7.8,33.9 ND MUT MM p.E285K
ND, 33.5 ND MUT MM 0.E224K
ND ND, 28.2 WT
1.57.20.8 ND MUT MM p. R280T
472, 235 ND WT
20.8, NI}, ND MUT MM p.R2480Q
12.5, ND, ND WT
4.2 ND, ND MUT NM p.E204*
2.8, ND, ND MUT FSD D.T284fs
5.1, ND, ND MUT MM p.R248VY
2.9, ND, ND ? MM p.R283C
20.4, 32.3 ND MUT MM p.R273L
19.2,6.8, ND MUT MM p.R2480Q)
ND, 26.5 ND MUT NM p.R213
ND, 33.5 ND WT
3.5 ND, 316 WT
3.73,34.8, ND WT
9.0, 15.1, ND MUT NM p.E56
25.5 ND ND MUT MM D.Y236C
117,321,273 NULL NULL
ND, 28.7, ND MUT MM p.R175H
ND, 2.82 ND MUT 13 p.157_158insk
ND, 42.0, ND MUT MM p.L184F
8.2 ND ND WT
3.9, ND, ND MUT NM p.R342*
-1.5, 238 241 WT
12.4, 16.5, ND WT
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FIG. 4B-1
TABLE 3
Ceil ine Tumor Tumor Subtype KIF18A inhibitor { KIF18A inhibitor, Celi EC5,
type Sensiffvity uld; Screen by CP, HR, AM
COVie2 OVARY | Likely HGSOC Sensitive(?) 0.0168, 0.007 ND
ES-2 OVARY | Possible HGS0OC Sensitive 0.0245 0.0191, ND
JHOM-1 OVARY | Possible HGSOO Sensitive ND, 0.0167, ND
JHOM-2B | OVARY | Possible HGSOC Sensitive ND, 0.0116, ND
KURAMOCH! | OVARY | Likely HGSOC Sensitive 0.0123, 0.0084, ND
MCAS OVARY | Unlikely HGS0C Sensitive(?) 0.0259, 0.0934, ND
NCI-ADR-RES | OVARY | Possible HGSOC Sensitive ND, (.0365, ND
OAW-28 OVARY | Likely HGSOC Sensitive ND, 0.0027, ND
0C-318 OVARY | Hypermutated Sensitive ND, 0.006, ND
ONCO-DG-1 | QVARY | Possible HGS0C Sensitive ND, 0.0055, ND
QVCAR-3 | OVARY | Possible HGSOC Sensitive 0.00886, 0.0039, 0.0201
OVCAR-3 | OVARY | Possible HGSOC Sensitive ND, 0.0126, 0.0223
OVSAHO 1 OVARY | Likely HGSOC Sensitive ND, 0.0108, ND
SNU-118 1 OVARY | Likely HGSOC Sensitive ND, 0.0071, ND
A2780 OVARY | Uniikely HGSOC Insensitive (.054, ND, ND
Caoy-3 OVARY | Likely HGSOC Insensitive 2.0,3.98 ND
Caov-4 OVARY | Likely HGSOC Insensitive ND, 3.98 ND
COV434 OVARY | Unlikely HGSOC Insensitive 2.0,0.135 ND
COVED4 OVARY | Possible HGS0OC Insensitive ND, 0.0033, ND
COVed4 OVARY | Unlikely HGSOC insensitive 2.0, 0.568 ND
EF0-21 OVARY | Uniikely HGSOC Insensitive ND, 0.042 ND
EFO-27 OVARY | Hypermutated Insensitive ND, (.0224, ND
IGROV-1 OVARY | Hypermutated Insensitive ND, 0.0894, ND
JHOC-5 OVARY | Unlikely HGSOC Insansitive ND, 1.68, ND
OAW-42 OVARY | Unlikely HGSOC Insensitive 20,166 ND
OVEh OVARY | Uniikely HGSOC Insensitive 2.0, 0.371, ND
Oveo OVARY | Possible HGSOC Insensitive 20, 00178 ND
OVCAR-4 | OVARY | Likely HGSOC Insensitive ND, 0.0622, ND
OVCAR-5 | OVARY ? Insensitive ND, 0.0110, 0.280
OVISE OVARY | Unlikely HGSOC Insensitive ND, 0.028 ND
VK18 OVARY | Hypermutated Insensifive ND, 0.4369, ND
OVMANA | OVARY | Unlikely HGSQOC Insensitive 1.0, ND, ND
OVTOKO | OVARY | Unlikely HGSOC Insensitive 2.0, 0.001, ND
PA-1 QVARY ? Insensitive ND, 0.067 ND
RKN OVARY ? Insensitive 2.0, ND ND
RMUG-S OVARY | Possible HGSOO Insensitive 2.0, 0.0003, ND
SK-OV-3 | OVARY | Unlikely HGSOC Insensitive ND, 0.0185, ND
SNU-840 OVARY | Unlikely HGS0C Insensitive 2.0, 0054, ND
TOV-21G | OVARY | Hypermutatad Insensitive ND, 0.074, ND
TYK-nu OVARY | Likely HGSOC Insensitive ND, 0.107, ND
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FIG. 4B-2
TABLE 3
KIF18A inhibitor, Cell
Span or Max Consensus | TP53 Variant | p53 Protein
Response; Screen by | TP53 Status | Classification Change
P, HR, AM
50.3,46.8 MUT MM p.Y2200
£8.5, 71.0, ND MUT MM 0.5241F
ND, 83.6, ND MUT NM p.RANF*
ND, 64.3, ND MUT MM p.C278F
49.5 884, ND MUT MM p.D281Y
59.7, 39.1, ND MUT MM p.L114F
ND, 95.5, ND MUT )
ND, 77.8, ND MUT FSD p.P153fs
ND, 95.2, ND MUT M p.R273H
ND, 97.4, ND MUT MM p.R248Q
78.6,97.6, 88.2 MUT MM p.R248Q
ND, 88.1, 81.3 MUT 85
NI, 68.6, NI MUT NM p.R342¢
NI, 81.9, ND MUT MM n.P151A
33.0,ND, ND WT
12.3,15.2, ND MUT NM p.3136*
N, 1.34, NI MUT MM p 147D
-0.67, 11.9 ND WT
ND, 42.8 ND MUT FSD n.L323fs
16.4, 308 LOE S5 NA
ND, 17.4, ND MUT MM 5.C124R
ND, .56, ND MUT MM p.R273C
ND, 25.4, ND MUT 88 p.Y126C
ND, 144 ND WT
11.3,14.2 ND WT
-{.208, 34.8 ND MUT FSD p.KT101fs
1.61, 43.8 ND MUT MM 0.3215R
ND, 15.8, ND MUT MM p.L130V
ND, 26,7, 16.7 MUTMWT MM p.R273C
ND, 19.4, ND WT
ND, .73, ND MUT FSD p.P153s
14.5, ND, ND WT
11.4,14.5 ND WT
ND, 23.2 ND MUTAWT S p.PI16P
25.3 ND, ND MUT MM p.R175H
7.3, 216, ND MUT MM p. ATV
ND, 13.7, ND MUT F3D p.P8ofs
3.25,28.4 ND WT
ND, 42.0, ND WT
ND, 22.6, ND MUT MM p.R175H
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FIG. 41
KIF18A Inhibitor Sensitive Group
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FIG. 7A

DMSO KIF1BA inhibitor
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FIG. 7C

Cellular Endpoint Mean EC50 (pM) SD
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p-Histone H3 0.0794 +0.0196

SUBSTITUTE SHEET (RULE 26)



WO 2021/211549 PCT/US2021/027042

18/39

FIG. 8A
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FIG. 10A
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