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Gene n Prevalence CB mPFS
ESR1 26 1 90% 73% 48
HNF1A |[__18] 62% 56% 32
TERT ([7 59% 76% 44
TP53 2 41% 58% 36
APC K] 28% 50% 40
PIK3CA |8 28% 63% 34
ATM 7 24% 71% 48
CCND1 | 6 21% 100% 60
MET O 5 17% 60% 50
EGFR |0 5 17% 60% 42
FGFR1 |[J 5 17% 100% 48
GATA3 |0 5 17% 60% 44
BRCA2 |[J 5 17% 60% 32
STK11 |0 4 14% 75% 56
ROS1 |0 4 14% 50% 26
CDK12 [0 3 10% 67% 56
ERBB2 |J 3 10% 67% 52
ARID1A |0 3 10% 67% 56
CCNE1 |0 3 10% 100% 56
AR O 3 10% 100% 48
SMAD4 |1 2 7% 100% 52
ALK 0 2 7% 100% 44
MAPK3 I 2 7% 100% 48
BRAF (I 2 7% 100% 58
KIT 0 2 7% 100% 54
CDK4 |1 2 7% 50% 36
GNAS || 1 3% 0% N/A
NOTCH1|] 1 3% 100% 32
RB1 1 1 3% 100% 56
RAF1 1 1 3% 100% 32
PTEN || 1 3% 100% 32
AKT1 1 1 3% 100% 60
CDH1 || 1 3% 100% 60
BRCA1 || 1 3% 100% 56
MYC 1 1 3% 100% 56
RHEB || 1 3% 0% 8
NTRK3 | 1 3% 0% 8
CDKN2A [ 1 3% 100% 32
IDH2 1 1 3% 0% 8
MTOR || 1 3% 0% 8
PDGFRA(] 1 3% 100% 52
FIG. 5

SUBSTITUTE SHEET (RULE 26)



WO 2023/230222 PCT/US2023/023520

7713
Y537S
1.6% 12.0%
0
1.4% -10.0%
1.2%
-8.0%
# 1.0%
=
- 0.8% 6.0%
&%
L 0
0.6% -4.0%
0.4%
-2.0%
0.2%-
0.0% ~0.0%

Y538G

8.0%

7.0%

6.0%

5.0%

4.0%

3.0%

2.0%

1.0%

0.0%

FIG. 6

SUBSTITUTE SHEET (RULE 26)



WO 2023/230222

ESR1 MAF

0.7%

0.6%

0.5%

0.4%

0.3%

0.2%

0.1%

0.0%

5.0%
4.5%
4.0%
3.5%
3.0%
2.5%
2.0%
1.5%
1.0%
0.5%
0.0%

8713

Y537N

PCT/US2023/023520

14.0%

12.0%

10.0%

8.0%

6.0%

4.0%

2.0%

-0.0%

BL

Y537C

S\
S \—
FIG. 6 (Cont.)

SUBSTITUTE SHEET (RULE 26)



PCT/US2023/023520

WO 2023/230222

D713

qio1ooqu Jolid
qijoooqied Joud
qooewaqe Jolid
[BJSOSIA
19/¥X1dD J0lid ON
JuBJ)SOAINH Jolid
Dgw ur owayy
|lemelpypan Ale3
aseasiq anIssalboid
asuodsay |elued
asuodsay panuUO) =
qIol0BwWaqe+0Se mmm

)

40O €« 00 0&EE@

L Ol

(%1°28-%8°0S) %069 !

1D %S6) 1.l g9

]iiiiiiﬁ

%

|

—rre e/ O L VANNSSSSSSSS=

00l 9% ¢6 88 ¥8 08 9L ¢/ 89 ¥9 09 99 ¢9 8 ¥y OF 9 ¢€ 8 ¥C 0C 9 ¢l 8 ¥

S)o9M\

o

sjualjed
SUBSTITUTE SHEET (RULE 26)



222222222222

22222222222222222

Gene

FIG. 8A

Copy number distribution per gene
(For the CNV events shown on the left)
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Gene n Prevalence CB mPFS
ESR1 28 1 90% 73% 56
HNF1A |18 62% 56% 32
TERT [_7 59% 76% 56
TP53 12 41% 58% 36
APC 18 28% 50% 56
PIK3CA |8 28% 63% 34
ATM 7 24% 71% 56
CCND1 [ 6 21% 100% 72
MET O 5 17% 60% 54
EGFR |OJ 5 17% 60% 56
FGFR1 [0 5 17% 100% 72
GATA3 | 5 17% 60% 56
BRCA2 | 5 17% 60% 32
STK11 [0 4 14% 75% 72
ROS1 |0 4 14% 50% 32
CDK12 |0 3 10% 67% 56
ERBB2 [0 3 10% 67% 56
ARID1A [0 3 10% 67% 56
CCNE1 |0 3 10% 100% 88
AR O 3 10% 100% 56
SMAD4 ] 2 7% 100% 68
ALK 0 2 7% 100% 60
MAPK3 |1 2 7% 100% 48
BRAF |1 2 7% 100% 76
KIT 0 2 7% 100% 80
CDK4 |1 2 7% 50% 48
GNAS || 1 3% 0% N/A
NOTCH1|] 1 3% 100% 32
RB1 1 1 3% 100% 56
RAF1 1 1 3% 100% 32
PTEN | 1 3% 100% 32
AKT1 1 1 3% 100% 96
CDH1 [ 1 3% 100% 96
BRCA1 || 1 3% 100% 72
MYC 1 1 3% 100% 72
RHEB [ 1 3% 0% 8
NTRK3 | 1 3% 0% 8
CDKN2A || 1 3% 100% 32
IDH2 1 1 3% 0% 8
MTOR || 1 3% 0% 8
PDGFRA|] 1 3% 100% 80
FIG. 9
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