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Always Moving Forward Elevate, Explore, Inspire.

EGFR-directed therapy now appropriate across stages

Stage IB-IlIA resected

ADAURA
Adjuvant
Osimertinib

Stage lll unresectable

LAURA
Consolidation
Osimertinib

Stage IV Front-Line Stage IV 2" line

FLAURA
Osimertinib

FLAURA2
Osimertinib +
Chemotherapy

MARIPOSA
Amivantamab +
Lazertinib

MARIPOSA-2
Amivantamab +

Chemotherapy



ADAURA: adjuvant osimertinib x 3 years in patients with resected stage IB
(23 cm, high risk)-llIA EGFR-mutated lung cancer

Patients with completely resected 1.0 —iHH—H—eti———# 95% 939
stage* IB, Il, IIIA NSCLC, with or without i T 88%
adjuvant chemotherapy?® Osimertinib 80 mg, ' 89% | :
7 once daily 2 08— T 84% '
- - S = I 1 ¥
e ey jo| gumemaema ||
= s Osil inib (n=33 83, ! !
WHO performance status 0 / 1 Stratification by: Randomization E‘l 0.8 L p:n:i::n=;:3)3 : 3: 573, Z;; : E ;
Confirmed primary non-squamous NSCLC Stage (IB vs I vs lllA) 1:1 2 i : : !
Ex19del / L858R* EGFRm (EX19de| VS L858R) (N_.682) S (09\;e(;gI}OCSI)HR 0.49 (0633631'70); I 1 1
: Aci = ® 0.4 — .03% p<0. I I !
Brain imaging, if not completed pre-operatively Race (Asian vs non-Asian) = . — : ) :
Complete resection with negative margins$ g 0.3 osimertinib 12%, placebo 24% : : :
Maximum interval between surgery and =S 0.2 — Median follow-up for OS” (censored patients): : : :
randomization: osimertinib 61.5 months, placebo 61.5 months | P .
+ 10 weeks without adjuvant chemotherapy % : : :
» 26 weeks with adjuvant chemotherapy 0.0 T T T T T T T i T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time from randomization (months)
ig34 — T .
ADAURA updated DFS analysis"~ (stage IB=IIIA) ADAURA updated CNS DFS analysis®* (stage II—IIA)
JCO January 2023 JCO January 2023
(1)2 7 1.0 =ittt
0'8 = 0.9 -
2 < > 08 -
£ 0.7 4 =
:3 ks 0.7 -
S 05 - S
- ' (=% 0.5 -
o 04 - Median DFS, months (95% CI) (7)) 3
gy T S L 54 -] Median CNS DFSs, months (95% CI)
o 0.3 - . ticiciobicle M b i B e . Osimertinib  NR (65.8, NC)
02 - Placebo 281 (22.1, 35.0) % 0.3 + = - (NC' ’NC)
acebo z
0.1 - HR(95% CI) 0.27 (0.21, 0.34) Maturity: 45% 0.2 :
osimertinib, 28%; placebo, 62% 0.1 - HR(95%CI) 0.24 (0.14, 0.42) Maturity: 13%
0.0 I I I I I I I I I I I 1 il osimertinib, 9%; placebo, 17%
0 6 12 18 24 30 36 42 48 54 60 66 72 i ; ) , ’ ’ ' ’ ’ . y ' :
Time from randomization (months) 0 6 12 18 24 30 36 42 48 54 60 66 72

Time from randomization (months)
Herbst RS et al. ASCO 2023



Overall survival by stage — can we omit chemotherapy in stage lI-111? No...

Among Patients with Stage II-lll NSCLC

10 Stage B ..
2 T ———
= {
S 0.8- | ogo
- , 88% Treatment 5 year OS
S 0.6 !
g . : No Chemotherapy/placebo 66%
S 0.4- Most did not |
=}
2 receive adjuvant : Chemotherapy/placebo 75%
S 0.2- I
g chemotherapy | ...
o : No Chemotherapy/ 3 yrs osimertinib 80%
0'0 I I I I I I I I I I I I I I 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 . . :
No. at risk Time from randomization (months) Chemotherapy/3 yrs osimertinib 87%
— Osi.mertinib 106 103 101 100 98 97 96 96 94 82 61 39 17 6 0 -
Placebo 106 106 106 105 104 102 100 99 9 85 70 44 19 9 1 0
Stage |l —— . Stage IlIIA
. 1. .
z " 85% z 10 85%
S S
k5 0.8+ | S 0.87 I
o | [¢] |
a | 78% s |
s 067 - - | s 067 - - 1 67%
2 Most did receive : 2 Most did receive |
2 i : : g i o I
5 0.4 adjuvant , 3 04 adjuvant :
S 02 chemotherapy : T 02 chemotherapy |
5 I 5 |
0'0 1 1 1 1 1 1 1 1 1 ! 1 1 1 1 1 0-0 1 1 1 1 1 1 1 1 1 ! 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 8
, Time from randomization (months) ) Time from randomization (months)
No. at risk No. at risk
== Osimertinib 118 116 112 112 112 109 104 104 100 83 61 36 19 4 0 - = Osimertinib 115 113 112 112 109 105 104 101 100 87 54 33 14 5 0
Placebo 118 118 117 114 110 107 104 103 94 79 56 32 16 7 2 0 Placebo 119 114 109 107 100 95 86 79 77 59 38 21 9 1 0

Data cut-off: January 27, 2023. Tick marks indicate censored data.
Cl, confidence interval; HR, hazard ratio; OS, overall survival

Herbst RS et al. ASCO 2023



@ASC02024: ADAURA MRD analysis - ctDNA unable to
identify population for de-escalation but associated with DFS

On treatment
MRD / DFS event

» 8% MRD post op; lead time to recurrence ~5 months

<12
months
58%

Patients receiving osimertinib were more likely to be DFS and N —

MRD event-free* vs. placebo MRD/ DFS et

event event 17%

75% 12-24
DFS and MRD event-free rate
months

1.0 4= Planned treatment duration b 24 months 36 months 37%
g (36 months) - = 2
S 08- : . PieeEs >24 months
8 07 : : i [{my ’ 46 (36, 55) 36 (27, 45) 5%

. - X : % oy
z 06 \ ! . HR (95% Cl) 0.23 (0.15, 0.36)! Osimertinib (n=112)
e ey ! ! ——+
; 0.5 + —_ | 1 Median follow-up time, months (95% Cl):
£ u Ly osimertinib 44.2 (42.4, 49.1), placebo 19.1 (11.1, 28.3
% - T e
i : : sor ot
= 0.2 4 ! !
= 1 1 No
Q 0.1 4 1 1 —
B ! ! MRD / DFS
. Ll 1 L 1 L] 1 1 1 1 1 1 1 event
0 6 12 18 24 30 36 42 48 54 60 66 72
31%
Time from randomization (months) MRD / DFS
No. at risk event
Osimertin 112 107 101 98 94 89 84 67 a7 28 16 2 0 69%

Placebo 108 76 63 56 49 43 36 32 23 14 7 2 0

JohnTetal ASCO 2024

Placebo (n=108)



LAURA Phase 3 double-blind study design

Patients with locally advanced,
unresectable stage IlI* EGFRm NSCLC

with no progression during/ following
definitive CRT! treatment

Key inclusion criteria:

« 218 years (Japan: 220)

« WHOPS0/1

« Confirmed locally advanced,
unresectable stage llI* NSCLC

« Ex19del / L858R?

« Maximum interval between last dose of
CRT and randomization: 6 weeks

Osimertinib 80 mg,
once daily

Randomization
2:1
(N=216)

Stratification by:
Concurrent vs sequential CRT
Stage MA vs stage lIBMIC
China vs non-China

Placebo,

once daily

Progression-free survival by BICR

Treatment duration until BICR-assessed progression
(per RECIST v1.1), toxicity, or other discontinuation
criteria

Open-label osimertinib after BICR-confirmed
progression offered to both treatment arms?

Tumor assessments:

+ Chest CT/MRI and brain MRI

* Atbaseline, every 8 weeks to Week 48, then every
12 weeks until BICR-assessed progression

10751 Median PFS, months (95% Cl)
09 - Osimertinib 39.1 (31.5, NC)
g e Placebo 56(37,74)
B el PFS HR (95% Cl): 0.16 (0.10, 0.24),
2 p<0.001
S 06 - E Maturity 56%:
[ ] osimertinib 40%, placebo 88%
§ 05 = '
2 04 - ;
S H
£ 03
2 '
g 02 1
- :
0.1 = '
00 e pre— ;| T T T | R PR e F— | ) P T, O
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 ST 60 63
No. atrisk Time from randomization (months)

Osimertind 143 127 114 109 99 96 83

76

69 €1 49 37 28 16

Sites of new lesions by BICR

Patients with new lesions 22

I Brain

Lung

Liver

Lymph nodes
Bone
Adrenal

Peritoneum / omentum

68

Pelvis
Spleen B osimertinib n=143
Placebo n=73
Other B
70 60 50 40 30 20 10 0 10 20 30 40 50 60

Patients with new lesions (%)

Interim analysis of overall survival

* In the placebo arm, 81% of patients with BICR-confirmed progression crossed over to osimertinib

70

1.0 - _— Median OS, months (95% Cl)
aid —=H i Osimertinib 540 (465, NC)
Placebo NR (42.1, NC)
_ 08+
o
% o 0S HR (95% Cl): 0.81(0.42, 1.56),
5 p=0.530*
3 084 Maturity 20%:
g 05 - osimertink 20%, placebo 21%
k-]
Z 04
3
3 03+
a
02
0.1 -4
00 | R | PR W N P e ! [ s ) [t SRR [l Four [ S () ) S |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Time from randomization (months)

Osimertinib 143 142 138 135 133 130 127 115 100 8 71 59 49 37 28 19 12 9 4 2 1 0

Ramalingam et al ASCO 2024; Lu et al NEJM 2024



Osimertinib (n=143) | Placebo (n=73)

: . Total 24.0 8.3
Median duration of exposure, months*
Actual 23.7 7.9
AE, any cause,! n (%)
Any AE 140 (98) 64 (88)
Any AE Grade 23 50 (35) 9(12)
Any AE leading to death 3(2) 2 (3)
Any serious AE 55 (38) 11 (15)
Any AE leading to discontinuation 18 (13) 4 (5)
Any AE leading to dose reduction 12 (8) 1(1)
Any AE leading to dose interruption 80 (56) 18 (25)
Radiation pneumonitis 48 | 2 | 38
Diarrhea 36| 2 114
Rash 24 | | 14
COVID=S 200__1] s Interstitial lung disease (grouped term)
Paronychia 17 1 was reported in 11 (8%) patients in the
Cough 16 | 110 osimertinib arm#
Decreased appetite 15[ 1] 15 The majority were Grades 1/ 2,
Dry skin 13 1] |5 Grade 5 n=1
Pruritus 13 | N 7
Stomatitis 12 | :] 3 S
WBC count decreased 12 @] 3 [ Otimentnty ol onales
G - Osimertinib, Grades 23
Pneumonia 1" 8
| | Placebo, all grades
Anemia 10[1] 14
I Piacebo, Grades 23
Musculoskeletal chest pain 3 D 12

100 90 80 70

60 50 40 30 20 10 0 10 20
Patients (%)

30

40 50 60 70 80 9'0 160
Ramalingam et al ASCO 2024



Osimertinib
Standard EGFR-TKI

Probability of Progression-free
Survival

1.0+

FLAURA: Osimertinib first-line in patients with

advanced EGFR ex19del/L858R mutant lung cancer

Improved OS, CNS PFS, PFS versus erlotinib/gefitinib

ORR 80% versus 76%

Median duration of response 17.2 m versus 8.5 m

No. of Median Progression-free Survi
Patients (95% Cl) Hazard ratio, 0.80 (95.05% Cl, 0.64-1.00)
mo L P=0.046
279 18.9 (15.2-21.4 Despite improved
277 10.2 (9.6-11.1 outcomes,

Hazard ratio for disease progression or ¢
0.46 (95% Cl, 0.37-0.57)
P<0.001

disease eventually
progresses

0.8 Osimertinib
0.6 © ’ s 9 0.3 Median Overall Survival 2
Osimertinib ; (95% Cl) Comparator EGFR-TKI
A 0.2- me
0.4 Osimertinib  38.6 (34.5-41.8)
Comparator 31.8 (26.6-36.0)
0.2 0.1+ EGFR-TKI
Standard EGFR-TKI 0'0 T L] T T T T T T T T T T T ] 1 T T 1
0.0 : : : : : : , , : 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
0 3 6 9 12 15 18 21 24 27 Months since Randomization

Month

Soria JC et al New EnglJ Med 2018;378:113-125; Ramalingam S et al New Engl J Med 2020;382:41-50; Hanna NH et al. J Clin Oncol 2021; 39:1040-1091; Planchard D, et al. Ann

Oncol2018; 29 (Suppl 4): iv192-iv237, 2018; National Comprehensive Cancer Network. Non-small Cell Lung Cancer. Version 4.2021, March 3, 2021; Melosky B et al. Curr Oncol

2020;27:e146-e155.



Beyond osimertinib - FLAURA2

Safety run-in period (N=30)

Published in ESMO, Open, 2021 Osimertinib 80 mg (QD) 60~ Osimertinib + platinum-pemetrexed (n=279)* o Osimertinib monotherapy (n=278)"*
+ pemetrexed 500 mg/m?
} @ + carboplatin AUCS Maintenance 6 e 40 ORR 83% 40 - ORR 76%
Patients with untreated locally ?é?v;‘;:ﬂ‘“:;'“h‘ °:mx:xz'zg3%?) ey e 1 S R S S R TSN il o e R S S RS S S S
advanced / metastatic EGFRm NSCLC Stratification by: platinum-based Follow-up: E E‘ I
Key inclusion criteria: + Race (Chinese Asian / treatments) * RECIST 1.1 assessment at H E 01 1 o 1 BoR:
« Aged 218 years (Japan: 220 years) - non-Chinese Asian/ 6 and 12 weeks, then every Lt g S _o9d -20 - l l ECR
+ Pathologically confirmed non-Asian) Randomization e 12 weeks until RECIST 1.1 B o | ., T (RN N il | e | S
- = i [ .
non-squamous NSCLC + EGFRm (local / central 1:1 (N=557) defined rgdiologlcal dis.ease i E -40 -40 - e
« Ex19del/ L8SER (local/centraltest) 1V N e ewinees. =5 Jagd Seod -
« WHOPSO/1 * WHOPS (0/1) Osimertinib 80 mg (QD) were me § W PD
» No prior systemic therapy for advanced =80 ~80 FINE
NSCLC + Primary endpoint: PFS by investigator assessment per RECIST 1.1% -100 m D O R 24 . O MO -1004 m D O R 1 5 . 4 MO
= Staple CNS metuu‘ses were allowed* « Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
+ Brain scans at baseline (MRI / CT)
+ Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2*
[ ]
P ion-F Survival (BICR Overall Survival
rogression-Free Surviva o
Median PFS, months (95% CI) HR=0.75
7), 1.0= Osimertinib + platinum-pemetrexed 29.4(251,NC) 10 . (95% cl 0_57’ 0.97)
3 09 Osimertinib monotherapy 19.9(16.6,25.3) 92% p=0.0280"*
3
] HR (95% CI) 0.62 (0.48, 0.80); : o
g 08 p=0.0002 08 - e sl
- e A0 '
e 07+ Overall maturity: 43% 8 :
S Median follow-up for PFS*, months (range): s H 72% 64%
® 06= Osimertinib + platinum-pemetrexed, 19.4 (0-332, S 0.6 E
o | Osimertinib monatherapy, 14.6 (0-33.2) £ : !
g 05+ I - 2 Median OS, months (95% CI) T Shigy
o I I 2 oad “Ositew NR (38.0, NC) 0%
; I | a —Osi mono 36.7 (33.2,NC)
% 0.3+ | I Overall maturity: 41%
8 02+ | | 0.2 - Median follow-up for OS, months (range):
e | | Osimertinib + platinum-pemetrexed, 31.7 (0.1-43.3)
& 0= | : Osimertinib monotherapy, 30.5 (0.1-43.0)
0 T T T ! T T T T T T T 1 0 ! ! ! T ! ! ! . b ! ’ )
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time from randomization (months) Time from randomisation (months)

Janne P, et al. WCLC 2023; Planchard D et al NEJM 2023; Valdiviezo Lama NI, et al ELCC 2024, Abstr 40



FLAURA2 - CNS response, Safety

Osimertinib with the addition of CTx demonstrated a high
proportion of complete responses in the CNS by CNS BICR

Planchard NEJM 2024
Planchard ESMO 2024

o Osimertinib + platinum- Osimertinib
g Osimertinib + platinum-pemetrexed (CEFR; n=38*) Osimertinib monotherapy (cEFR; n=38) m Patients with AEs, n (%)* pemetrexed monotherapy
% Med\ar best pev;grlagectwargemmbase\ nein CNStarget \’:fid: E):slpe\ce‘:;aqg‘;c.hc&% lgbaselme nCNStarget (n =276) (n =27 5)
: B | AE any cause 276 (100) 268 (97)
§' """" o R e Any AE Grade =3 176 (64) 75(27)
£ BoR
g % Any AE leading to death 18 (7) 8 (3)
E Lol iccccccnadlecccc-JEEEEEEEEEENEEEREEE,. 3=  decccdeccccccscscsssscscnccsscssss - PR
g‘ g .S,Z Any serious AE 104 (38) 53(19)
g 13
§ R ;ﬁ:“ Any AE leading to discontinuation 132 (48) 17 (6)
d Osimertinib / carboplatin or
CFAS (n=222) ¢EFR (n=78) cisplatin / pemetrexed 30(11) /46 (17) / 119 (43) 17 (6)/ NA/NA
Measurable + non-measurable BM Measurable BM discontinuation
CNS response* Osi + CTx (n=118) 0si mono (n=104) Osi + CTx (n=40) 0si mono (n=36)
CNS ORR, % (95% Cl) 73 (64t0 81) 69 (59 to 78) 88 (73 to 96) 87 (T2t0 96) . . .
Congtl esprse 111 ] 54 908 6] Increased hematologic toxicity,
Partial response, n (%) 16 (14) 21(26) 16 (40) (M) . . .
ONS DCR. % (95%CI) 91 (8410.%) 9 (87 t097) 95 (831099) 97 (8610 100 Treatment dlscontlnuatlon rates
!Median DoR, months (85% CI) AR (23.8,NC) 26.2 (194, NC) NR (24.6,NC) 209 (126,NC)



Beyond osimertinib - MARIPOSA

Locally advanced or
metastatic NSCLC

+ Treatment-naive for
advanced disease

Documented EGFR I
Ex19del or L858R

ECOGPSOor1

Stratification Factors

EGFR mutation type
(Ex19del or L858R)

2:2:1 Randomization (N=1074)

f _ \ Serial brain MRIs were required for all patients?
Key Eligibility Criteria

Amivantamab + Lazertinib + Amivantamab + lazertinib vs osimertinib
(n=429; open-label)

Primary endpoint of progression-free
survival (PFS)® by BICR per RECIST v1.1:

Secondary endpoints of
amivantamab + lazertinib vs osimertinib:

Osimertinib +  Overall survival (OS)®
(n=429; blinded) +  Objective response rate (ORR)
+ Duration of response (DoR)

+ PFS after first subsequent therapy (PFS2)
N Lazertinib +  Symptomatic PFS¢
( 6; bllnded) + Intracranial PFS¢

+ Safety

+ Asian race (yes or no)

+ History of brain
\ metastases? (yes or no)j

Lazertinib: 240 mg daily
Osimertinib: 80 mg daily

Amivantamab: 1050 mg (1400 mg if 280 kg) weekly for the first 4 weeks, then every 2 weeks

Lazertinib monotherapy arm was included
to the contribution of t

P

Progression-Free Survival (BICR)

100 - Median PFS
Median follow-up: 22.0 months 95% ci)
§_ Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
8 Osimertinib 16.6 mo (14.8-18.5)
= 80 - Lazertinib 18.5 mo (14.8-20.1)
c
]
0
g 60 -
-
g
o Amivant. b + Lazertinib
® 40 Median PFS ivantama azertini
E Median follow-up: 22.0 months ‘95%n cl Lazertinib
] . —
] Amivantamab + Lazertinib 23.7 mo (19.1-27.7) : : e
2 Osimertinib 16.6 mo (14.8-18.5) e
8 20 -
g HR, 0.70 (95% ClI, 0.58-0.85); P<0.001
.‘3
o
0 L) Al L] T L) L) L) L] L) L]

0 3 6 9 12
No. at risk

15 18 21 24 27 30 33

Months

Cho BC et al ESMO 2023; Cho BC et al NEJM 2024; Gadgeel WCLC 2024

No. at risk

Median Duration of Response

100 -+ Median DoR®
(95% CI)

s Amivantamab + Lazertinib 25.8 mo (20.1-NE)
X Osimertinib 16.8 mo (14.8-18.5)
= 80 -
o
o
k-]
c
[~]
& 60 Amivantamab
4 + Lazertinib
o
]
_§ 40 - ,
@ 0 Osimertinib
: |ORR86,85%
= 204
©
& MDOR26v 17 m

0 T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30

Months

Interim Overall Survival

'
)
f 75% |
1

HR, 0.77 (95% Cl, 0.61-0.96); P=0.019°

g 80
= !
3> ' ' Amivantamab + lazertinib
E 60 :
[ ]
g : :
o 1 ] . _——
§ 401 Median OS : {IEZH Osimertinib
.E Median follow-up: 31.1mo__ (95% Cl) . !
2 Ami +laz NE (NE-NE) ' i
o ]
o 209 o 37.3 mo (32.5-NE) | |
‘ '
] 1
1 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Months



MARIPOSA - CNS response, Safety

Intracranial PFS

MARIPOSA required serial brain imaging for all patients, which provides robust evaluation of CNS outcomes
Amivantamab + lazertinib showed a favorable trend in icPFS with sustained and durable CNS control at 3 years

100 4

Patients with intracranial response (%)

Amivantamab
£ o + Lazertinib Osimertinib
H TEAE, n (%) (n=421) (n=428)
g
ég 2 : Any AE 421 (100) 425 (99)
§ § 40 ! im Amivantamab + lazertinib
%5 e o C48% : Grade =3 AEs 316 (75) 183 (43)
g 2] T :::x:f::::: m ol AEs leading to death 34 (8) 31(7)
[ HR.0.82 (95% C1. 0.62-1.09); P=0.165" | ' ; .
0 ‘ : : i : . , : i , , : ' ‘ Any AE leading to treatment:
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
. Interruptions of any agent 350 (83) 165 (39)
Intracranial DoR
Reductions of any agent 249 (59) 23 (5)
100 4 =7 Discontinuations of any 147 (35) 58 (14)
« Amivantamab + lazertinib, 77% (95% CI, 70-83) agent
o0 « Osimertinib, 77% (95% CI, 71-83)
Discontinuation of all agents 10% 3%
60 - | 51% |
. : Amivantamab + lazertinib Any VTE, n (%) 1 57 (37) 39 (9)
40 - Median icDoR I i Median onset to first VTE 84 days 194 days
Median follow-up: 31.1 mo  (95% CI)® ' :
Ami + laz NE (21.4 mo-NE : . e L 9
Sk o i mw; 5 E Within first 4 months, n (%) 97 0f 157 (62) 13 of 39 (33)
5 : E::m Osimertinib
0 3 6 9 12 15 18 210 24 27 30 33 3B 39 42

Gadgeel et al WCLC 2024; Cho et al ESMO 2023; Cho et al NEJM 2024



Amivantamab-vmjw plus Lazertinib Shows Statistically Significant and

Clinically Meaningful Improvement in Overall Survival versus Osimertinib
Press Release: January 7, 2025

“On January 7, 2025, The manufacturer announced positive topline results for the gold standard endpoint in cancer
treatment of overall survival (OS) from the Phase 3 MARIPOSA study, evaluating amivantamab-vmjw plus lazertinib as a
first-line therapy for patients with locally advanced or metastatic non-small cell lung cancer (NSCLC) with epidermal
growth factor receptor (EGFR) exon 19 deletions (ex19del) or L858R substitution mutations. The chemotherapy-free
combination regimen met the final pre-specified secondary endpoint of OS and demonstrated clinically meaningful and
statistically significant improvement in OS versus the current standard of care osimertinib. Improvement in median OS is
expected to exceed one year.

Results from the final overall survival analysis build upon previously reported data from the interim analysis and positive
results from the progression-free survival analysis.

The safety profile was generally consistent with the profiles of the individual treatments. Adverse event rates were
consistent in this arm as compared to other amivantamab-containing regimens. Venous thromboembolic events were
observed with the combination. Subsequent studies showed that administering oral anticoagulant medicines
prophylactically during the initial four months of the regimen significantly reduced the risk of thrombosis.”

https://www.jnj.com/media-center/press-releases/rybrevant-amivantamab-vmjw-plus-lazcluze-lazertinib-shows-statistically-significant-and- N
clinically-meaningful-improvement-in-overall-survival-versus-osimertinib

RESEARCH
TO PRACTICE




Who needs intensified therapy?

Benefit in high risk FLAURA2 MARIPOSA Monotherapy Combinations

subgroup

CNS mets v v
Better PFS, CNs pr
Liver mets v v

. High risk grou
- : Ps (CNS,
TP53 co-mutations v v liver, TP53, ctDNA+)

ctDNA baseline v v Tolerability
Less convenient (IV)
ctDNA clearance v v m

L858R 4 4

Felip et al ASCO 2024; Planchard et al WCLC 2024; Janne et al AACR 2024
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PALOMA-3: SC v. IV amivantamab plus lazertinib in patients after failure of
platinum and osimertinib in patients with advanced EGFRm NSCLC

100 e
/ \ § ‘“\;‘L‘ Medianfolowet: 7.0 Median PFS
Key el:lglb;IIW c::terla 5 SC Amivantamab + Lazertinib Co-primary endpoints®: = \ sceAWon °W'“;’~A- e - (953(;!)81)
= Locally advanced or o - . i iority)d (7] ) A mivantamab Arm .1mo (4.3-8.
metastatic NSCLC E = {n=200) g;ofb(cn((mmf.erflomy,)t e “E L .- IV Amivantamab Arm 43mo (4.1-5.7)
' o . noninferiority o - —
+ Disease had progressed on or ET_ 0 P
after osimertinib and platinum- 21 2 HR, 0,84 (95% 1, 0.64-110);P=0.20
based chemotherapy. g -
irrespective of order w Secondary endpoints: g 60 1
+ Documented EGFR Ex19del * ORR (noninferiority) g
or L858R R
. ECOG PS 0-1 Dosing (in 28-day cycles) * PFS (supenonty) g 0 37%
SC Amivantamabet (co-formulated with rHuPH20 and * DoR 0 SC Amivantamab Arm
Stratification factors administered by manual injection): 1600 mg (2240 mg if « Patient satisfactionf ‘g
+ Brain metastases (yes or no) 280 kg) weekly for the first 4 weeks, then every 2 weeks o n
« EGFR mutation type (Ex19del S * Safety £ IV Amivantamab Arm
= LBSBI:) pedex IV Amivantamab®: 1050 mg weekly (1400 mg if 280 kg) g 2 bRt ekl
: . for the first 4 weeks, then every 2 weeks thereafter ) ‘a
¢ Race {Aslan va non-Asian) Lazertinib: 240 mg PO daily Exploratory endpoints: a
. Typg of I_a§t therapy . 0S
\ (osknestinibvs °"e’“°"‘°’apyy Prophylactic anticoagulation recommended g ‘ ! y X ; A o A o
for the first 4 months of treatment
Months
100
Curougn at C2D1 Median follow-up: 7.0 mo
Geometric mean ratio=1.15 a1 D
62(95%Cl, 0.42-0.92); =0,
(90% CI, 1.041.26) m HR, 0.62(95% C1,0.42-0.92); nominal P=0.02
Non-inferior o g =
| T —_ >
. . = AL UL S0 Ami b Arm
7004
pharmacokinetics, H B
5 6004 ] W
- 0
ORR, trend to longer 2 $ m -
. 2 § 4004 ‘2 a9
duration of response, i :
’ 2 § 3004 5
of a
PFS and improved OS  * 2
1004
° et 0
SC Amivantamab Arm IV Amivantamab Arm ; a ; : : ; i
(1480) i 0 2 4 6 8 10 2 14 1

Leighl et al ASCO 2024; Leighl et al J Clin Oncol 2024



Always Moving Forward Elevate, Explore, Inspire.

Princess Margaret Cancer Centre 22 UHN

PALOMA-3: other benefits of amivantamab SC administration

Incidence of IRR-related Symptoms

SC Amivantamab Arm

IV Amivantamab Arm

(n=206) (n=210)
IRRs, all grades
IRRs, grade 3
Infusion-related
AEs (22%)

Chills

Pyrexia

Dyspnea

Nausea

Vomiting

Cough

Hypoxia
Hypotension
Sinus tachycardia
Erythema

Chest discomfort
Hypertension
Flushing
Dizziness

Rash
Hyperhidrosis
Increased heart rate

100% 7% 50% 25% 25%

50%

75% 100%

-~ o
A A

~
A

Median ime in chair (hours)

Patient Time in Q@_i{t

65h

B 5Camhantamab srm

B amovantamab s

06h
(8 mn)

04n

(24 min)

150
cim;m

S e HINEEEIS Ao oK & Brontiadis St Frequency of Patient-reported Convenience per Modified TASQ?
ates o Yy IreatmentArm an ropnyilaxis status
50 - SC Ami IV Ami 100 P<0.001¢ P<0.001¢
< Grade 23 i [ | 90
S 407 GCrade2 ' B 80
= Grade 1 o 70
> o9
z 804 26% S2 60
=] o=
5 €5 50
20 A o 9 >
- 14% ik L7z 58 :8
S oo - . °
g 10 7% ' 20 35%
B = i
0 - 0
n=A2|fiG " n=t210 61:154 . nl=17t1' Nn=42 . |"=3f_ SC Amivantamab IV Amivantamab SC Amivantamab IV Amivantamab
pauents n propnylactc 0 prophylactc Arm Arm Arm Arm
anticoagulation anticoagulation (n=193) (n=195) (n=61) (n=51)

Leighl et al ASCO 2024; Leighl et alJ Clin Oncol 2024



PALOMA2 RESULTS: 1L SC amivantamab + Lazertinib

aseline in

Best response?

Cohort 1 and Cohort 6, n=111

0

-0

Overall
(N=113)
INV ICR
ORR, % ( 77 79
95% CI) (68-84) (70-86)

* Among all patients, the INV-assessed ORR was 77% and
ICR-assessed ORR 79%

* Asimilar BICR-assessed ORR of 86% (95% CI, 83-89) was
observed with IV amivantamab + lazertinib in MARIPOSA

* Median time to response was 1.9 months (range, 1.4-5.3)

* [IRRsin 16%; VTEin 13%
* PK (Ctrough) similar to IV ami Q2W

Scott et al ASCO 2024

from b
SoD of target lesions (%)

Best change

-0 PR

Cohort 1 and Cohort 6, n=75
n

=
B H 3 E 3
5 ;:;;v';n’;;’;’3’;":’;;;nl‘;;;;’;’;;‘;!:i,:,’ a3
2 =

)]



Other ways to decrease toxicity with combinations

COCOON Trial Aims to Reduce Dermatologic Adverse Events
Associated With 1L Amivantamab + Lazertinib

f

\
Koy eligitiity criteria
Localy sdvercod o
metastate NSCLC
Treatment naive S
R e T

« Docwmentes EGFR Exticel

o LASER

LCOG PS scoroct Dae Y
Stratificaton facion

Nace [Asan va ron-Asen)

hotl-!aynnn!ebpml)

\_
p

IV amivantamab %
1050 mg (1400 mg £ 280 kg)
OO0 wenhly S & weehs,
ety 2 woohs Tevester
.

COral larertnd

|

11 sandirmastion

NI, US, TU CATAN. APAC)

240 mg CO /

l

Arm A: ambvantarrad + lazertinib «

RN Ced GeTraliiagic Mmaragemen (i)

Wu.-.u
ek 1) U

!J
.- N e
-..-‘-.-. b | wsmy

‘ 20 - v srh
&)

Arm B amivartamal ¢ lazertinib ¢
» standard dermatologic managerent (=90}

. Dt o

W T

e ety wd Dyt

Cho etal P3.12D.04 WCLC 2024; Lopes et al WCLC 2024

o

\
Primary Endpoint

« Incidence of grade =2

dematologic AEs of
interest in the first 12

weeks afler initiation of
amivartamab «
lazertnib treatment in

f Key Eligibility D)

Criteria

+ EGFREx19del
or L858R
advanced/
metastatic
NSCLC

* Progression after
prior osimertinib
and prior
platinum-based
chemotherapy

Prophylactic IRR
Approaches®

Arm A versus Arm B
>

k ECOG PS 0-1 /

IRRs, all grades
IRRs, grade 23

IRR-related symptoms

Chills
Dyspnea
Nausea
Flushing
Chest discomfort
Vomiting
Pyrexia
Cough
Hypotensicn
Hypertension
Hypoxia

Dexamethasone 8 mg IRR prophylaxis

Dexamethasone (8 mg)¢
Oral BID on Days -2 and -1, and
1 dose 1 h before infusion (5 doses total)

Montelukast (10 mg)
Oral on Days -4, -3, -2, -1 and C1D1
before infusion (5 doses total)

Methotrexate (25 mg)
SC between Days -7 to -3
(1 dose total)

) -

Anticancer
Therapies

N

IV amivantamab®
1050 mg (<80 ka);
1400 mg (280 kg)

Once weekly for
4 weeks, every
2 weeks thereafter

+

Oral lazertinib
240 mg QD

\ 4

Standard IRR management (historic)*

67 4%



Treatment Recommendations Post Osimertinib Progression

Oligoprogression/CNS Progression Systemic Progression

Asymptomatic CNS Progression

= | ocal therapy
(surgery or SABR)
for limited lesions

= May continue
osimertinib

- Platinum Doublet +/- Bevacizumab
i i -  Amivantamab + Platinum Doublet
- Clinical Trial

Biopsy to characterize molecular
resistance

NCCN. Clinical practice guidelines in oncology: non-small cell lung cancer. v.5.2024. nccn.org. Image source: biochain.com



C79X L718Q
G724S S768|

EGFR amp

MET amp

HER2 amp
KRAS amp

40-50°
On target
Unknown
Off target
BRAF amp

: PIK3CA amp
: 12-15%
;"EKT” \ | HER2 KRAS
A FGFR PIK3CA
' BRAF MET

CCND1 amp
SQCC CCND2 amp
SCLC CDKN2A E27fs

CDK6 amp

CCNET amp

Adapted from Passaro et al. Nat Med 2021

Gen-
omic

Off

e
(]
o0
©
c

o

—
(O]
o0
T

|_

Off Target

Protein

Driver Agnostic

SCLC

SqC

EGFR combinations:
TKls, mAbs, Bispecifics
Amivantamab + Lazertinib, Osimertinib + Necitumumab...

797S/4Gi: BLU945, BLU701, BBT176, JIN-A02, JBJ-09-063

MET amplification:
Osimertinib + savolitinib, capmatinib, tepotinib

RET, ROS1, ALK, TRK fusions: dual TKI
BRAF V600E: BRAF/ MEK/EGFR TKI

MET protein expression:
Telisotuzumab vedotin + Osimertinib
Amivantamab + Lazertinib

Driver agnostic:

HER3 ADC: Patritumab Deruxtecan

TROP2 ADCs: Dapotamab Deruxtecan, MK-2870
Chemotherapy + Ivonescimab (VEGFRi+PD-L1i)
Local therapy + Osimertinib

VEGF inhibitors + Osimertinib +/- Chemotherapy

Histologic Transformation:
Chemotherapy +/- Osimertinib



Impact of 1L Combinations on Resistance Mechanisms

FLAURA2 MARIPOSA

Osimertinib + Chemo Lazertinib + Amivantamab

ACQUIRED RESISTANCE MECHANISMS

P=0.017 M Osimertinib (n=140)

FLAURA osimertinib FLAURAZ osimertinib FLAURAZ osimertinib + Ty I inibs (ne
Functional groups Acquired gene alteration, " | e 45 - o B Amivantamab + Lazertinib (n=113)
n% 0=109 <73 nes3) 13.6%
cns 76) 9(12) 204
SRR Other Uncommon 565) 3 N
VET ampificaton 17(16) 10(14) 5(9)
KK tnpiicolins ERRB2ampiécaton 20) 1(1) 36) =
BRAF VBOOE ) 4 N S
KRAS mutation 30) 8(8) 36) @
MAPK | PI3K mutations e T o 20 £
ERBB2 mutation ND 1) NO o
COND1 /1 amplficaton 1) 1) 3(6) =
Cellcyclo gene amplifications o1y ampiieation 76) i) 3(6) S
RET ND 3 1)
BRAF ND 3 1)
Fasons AK 10 20 N0
Oter N 57 204
RBI loss (with TPS3) NR 4 ND
No known resistance alteration detected NR %(49) 40(5)

Secondary EGFR resistance
mutations (C797S, L718X, G724X) TP53/RB1 loss

MET amplification

Acquired resistance mechanisms were broadly similar across treatment arms

Lee et al ESMO Asia 2023; Besse et al ESMO 2024
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MARIPOSA-2: Amivantamab + Chemo x Lazertinib vs Chemo in
Patients with EGFRmut Adv NSCLC Post-Osimertinib

Primary Endpoint: Progression-free Survival by BICR

At a median follow-up of 8.7 months, amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy

/ Key Eligibility Criteria \

» Locally advanced or
metastatic NSCLC

* Documented EGFR
Ex19del or L858R

» Progressed on or after
osimertinib monotherapy
(as most recent line)

« ECOGPSOor1
» Stable brain metastases
were allowed;
radiation/definitive therapy
was not required (untreated)
Stratification Factors

» Osimertinib line of therapy
(1st vs 2nd)

= Asian race (yes or no)

(yes or no)

» History of brain metastasesj

2:2:1 Randomization (N=657)

Serial brain MRIs were required for all patients?

Amivantamab-Lazertinib-Chemotherapy
(n=263)

Chemotherapy
(n=263)

Amivantamab-Chemotherapy
(n=131)

Dosing (in 21-da cles

Amivantamab: 1400 mg (1750 mg if >80 kg) for the first 4 weeks, then
1750 mg (2100 mg if 280 kg) every 3 weeks starting at Cycle 3 (week 7)

Lazertinib: 240 mg daily starting after completion of carboplatin®
Chemotherapy administered at the beginning of every cycle:
- Carboplatin: AUCS for the first 4 cycles

«  Pemetrexed: 500 mg/m? until disease progression

Dual primary endpoint: PFS°¢ by BICR per RECIST 1.1

Secondary endpoints: ORR¢, DoR, OS¢, intracranial PFS, safety

Passaro et al ESMO 2023

Patients who are progression-free (%)

reduced the risk of progression or death by 52% and 56%, respectively

100 Amivantamab-Chemotherapy Amivantamab-Lazertinib-
vs Chemotherapy Chemotherapy? vs Chemotherapy
Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months
80 1 HR, 0.48 HR, 0.44
- (95% Cl, 0.36-0.64) (95% Cl, 0.35-0.56)
P<0.001 P<0.001
60 - \
40 +
i Amivantamab-Lazertinib-Chemotherapy
i
04 -
20 i T |
! ! Amivantamab-Chemotherapy
1
! 13% H
H 1 Chemotherapy
0 T + T + 1
0 3 6 9 12 15 18

Intracranial Progression-free Survival by BICR

Patients who are progression-free (%)

Amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy

reduced the risk of intracranial progression or death by 45% and 42%, respectively

100 5

80 o

60

40 +

20 4

Amivant h.Ch therapy Rt
vs Chemotherapy

Median icPFS: 12.5 vs 8.3 months

b-Lazertinib-
Chemotherapy? vs Chemotherapy
Median icPFS: 12.8 vs 8.3 months

HR, 0.55 HR, 0.58
(95% ClI, 0.38-0.79) (95% ClI, 0.44-0.78)
P=0.001° P<0.001°

Amivantamab-Chemotherapy

Amivantamab-Lazertinib-Chemotherapy

9 12 15 18
Months
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Many potential journeys to improve patient outcomes

» First-line Therapy Second-line Therapy Third-line Therapy...

Resistance targeting

Resistance targeting
therapy (e.g. MET)

therapy (e.g. MET)

Osimertinib

Amivantamab +
Chemotherapy

ADCs (HER3, TROP2)

Amivantamab +
Osimertinib + Platinum Lazertinib

Chemotherapy

. . . ADCs (HERS3, TROP2) ,
Amivantamab + Lazertinib Amivantamab +

Lazertinib or Chemo

Chemotherapy +/-
VEGF/PD-1i
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Take home points

» Important to test early for EGFR alterations in stage IB-IV NSCLC and target EGFR as
early as possible

» Adjuvant, consolidation and 1L metastatic EGFR TKI now standard

* Intensified first-line regimens FLAURAZ2 (osimertinib/chemo), MARIPOSA
(amivantamab/Lazertinib) new options to be discussed — preferable in high risk disease

« Second line MARIPOSA-2 (amivantamab/chemo) has replaced chemo alone as standard
« Many exciting options coming in second-line and beyond (ADCs, other novel agents)
* Need to optimize testing for resistance mechanisms

» Thoughtful sequencing will become more challenging as we have more options



Discussion Questions

 Regulatory and reimbursement issues aside, which first-line therapy
would you generally recommend for a younger patient with metastatic
nonsquamous non-small cell lung cancer (NSCLC) with an EGFR exon
19 deletion (PD-L1 tumor proportion score [TPS] 60%)?

 Regulatory and reimbursement issues aside, which first-line therapy
would you generally recommend for a younger patient with metastatic
nonsquamous NSCLC with an EGFR L858R mutation and TP53 and

RB1 alterations (PD-L1 TPS 60%)?



Discussion Question

« A patient with metastatic nonsquamous NSCLC with an EGFR exon 19
deletion and a PD-L1 TPS of 60% responds to first-line osimertinib and
then experiences disease progression with no targetable secondary
mutations. Regulatory and reimbursement issues aside, what is your
most likely next systemic therapy?

B N



Discussion Question

« A patient with metastatic nonsquamous NSCLC with an EGFR exon 19
deletion and a PD-L1 TPS of 60% responds to first-line
osimertinib/chemotherapy and then experiences disease progression

with no targetable secondary mutations. Regulatory and
reimbursement issues aside, what is your most likely next systemic
therapy?

B N



Module 5: EGFR Mutation-Positive
Non-Small Cell Lung Cancer

Current Management of Nonmetastatic and Metastatic EGFR
Mutation-Positive Non-Small Cell Lung Cancer (NSCLC)
— Dr Leighl

Promising Novel Agents in Clinical Development; EGFR
Exon 20 Mutation-Positive NSCLC — Dr Goldman
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EGFR Exon 20 Mutation-Positive NSCLC:
Promising Novel Agents in Clinical Development

Jonathan Goldman, MD
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Associate Director of Drug Development
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Update: Novel therapies for BBt &
EGFR exon 20 Mutations in NSCLC

» Structure and pathophysiology of EGFR
exon 20 mutations

* First line therapy: Amivantamab and
chemotherapy

* 3 TKI's In trials

3 ADC’s in trials

- T




EGFR Exon 20 Mutation-Positive NSCLC DTN Health | Saervmcicine

Poor prognosis (until recently):
Median OS of 16.2 months.

5-year survival rates of 8%.

Park K, et al. Lung Cancer. 2023;178:166-171. Cho BC, et al. Clin Lung Cancer. 2023;24(2):89-97.

— Viteri S, et al. Mol Oncol. 2023;17(2):230-237. Bazhenova L, et al. Lung Cancer. 2021;162:154-161.



Location of EGFR exon 20 insertions DY Health | S

Extracellular domain Tyrosine kinase domain
carn ! ! ' ‘ Exon 20 mutations lead to
Transmembrane - Exon | | Exon Exon Exon Exon . . . .
e g A domain 19 I 20 o1 2o H o3 B constitutive activation

without impacting the ATP
pocket.

The C-helix is rotated
inward, leading to an active
state conformation and
receptor dimerization.

Loop following C-helix

1st-gen EGFR TKI sensitivity Poziotinib sensitivity Afatinib sensitivity
(A763_Y764insFQEA)
S768_D770dup H773_V774insX
(16%) (9%)
A767_V769dup D770_N771insX H77°3dup

(19%) (14%) (9%) N771_P772insH, 3,1%

D770_N771>GSVDN, 4, 2%

V769_D770insSSV N771_H773dup
(7%) (14%)

N771_P772>GYP, 5, 2%

S V774_CTT5>AHVC, 6, 2%
(5%) - e

H773_V774dupHV, 6, 2%

N771_P772insX D770_N771>GYN, 6, 2%

(7%) H773dupH, 8, 3%

P772_H773dupPH, 9, 3%

D770_N771insG, 10, 4% N771_H773dupNPH, 20, 8%

Meador CB, et al. Cancer Discov. 2021;11(9):2145-2157. A763_Y764insFQEA, 15, 6%
Riess JW, et al. J Thorac Oncol. 2018;13(10):1560-1568.

e R



Structure of EGFR exon 20 insertions DY Health | Sveessrivecicine

Wild-type EGFR

Deletions

For wild type EGFR, ligand-binding and
activation includes rotating the C helix
inward and allowing key interactions in
the cleft between the N and C lobes.

“C-helix
in”

SN

out”

Oncogenic mutations favor the active
conformation even in the absence of
ligand.

« Exon 19 deletions “pull” the C-helix
from the N-terminal side

nsertions

Exon 19 deletion Exon 20 insertion

* Exon 20 insertions “push” from the
C-terminal side

Active

Active

Vyse S, et al. Signal Transduct Target Ther. 2019; 4: 5.




Anti-EGFR ex20ins Therapies [T Health | S35 R

Tyrosine kinase inhibitor: Bispecific Antibody:
Mobocertinib Amivantamab
* ORR 28%, OS 24 m * ORR 37%, OS 23 m

A

E s locati:
Figure 3. Waterfall plot of IRC-assessed best percentage change in sum of o PR = rogion (762766)
- - E op rey 67-77.
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Patients
Insertion location: M Nearloop W Farloop M Helical M Notestablished

Ramalingam SS, et al. ESMO 2022, Poster 988P. Garrido Lopez P, et al. ELCC 2023, Abstract 30.
Park K, et al. J Clin Oncol 2021;39(30):3391-3402.
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Anti-EGFR ex20ins Therapies [ Health | S5 eaons

Tyrosine kinase inhibitor: Bispecific Antibody:
Mobocertinib Amivantamab + chemo
Missed Ph 3 endpoint beat chemo alone

EXCLAIM-2 (NCT04129502) Phase 3 Trial Schema A Progression-free Survival, Blinded Independent Central Review
100+
90
T ) Mobocertinib 160 mg daily o o
2 70+
-Treatment naive & 60
-Locally advanced or \.6
metastatic ® 50— e s T e
;\l'\;%tsc'-'luamous g 404 6.7 mo (35% Cl, : Amivantamab-
-EGFR ex20ins 19 endpoint: PFS by IRC £ 10 SR E chemotherapy
. i v ey |
b ahale 2° endpoints: ORR, OS, PFS by IA, DoR, TTR, DCR, PRO, safety [ Husardvatio fordiscase | 11.49:;0 1(257% cl,
1. Brain mets (yes vs | progression or death, | 4=13.7)
no) 104  0.40 (95% Cl, 0.30-0.53) ! Chemotherapy
2. Race (Asian vs non- P<0.001 : N )
Asian) 0 ) T T T T T T 1
Platinum/Pemetrexed x 4 = Crossover to 0 3 6 9 12 15 18 21 24
\ / g mobocertinib : g
Pemetrexed maintenance allowed Months since Randomization
No. at Risk
Amivantamab- 153 135 105 74 50 33 15 3 0
chemotherapy
168 clinical sites Chemotherapy 155 131 74 41 14 4 2 1 0

Zhou C, et al. N Engl J Med. 2023;NEJM0a2306441.

e R



Amivantamab

Blocking ligand-

induced activation @
Antibody-dependent

v [;] e K

MET

/
/ Receptor internalisation
and degradation

o 0
o &

Cell proliferation
and survival

Vyse, et al, Exp Rev of Anti-infective Therapy, 2021.

Antibody-dependent
cellular cytotoxicity
(ADCC)
umour cell

lysis

Cell membrane

Anti-MET




Update: Novel therapies for
EGFR exon 20 Mutations in NSCLC

* Structure and pathophysiology of EGFR exon

20 mutations
* First line therapy: Amivantamab and
chemotherapy

e 3 TKI’s 1n trials
e 3 ADC’s 1n trials




Soon to come: New TKI’s

WY Health | 2iacefen e

30 =y

-40

-50

-60

70 -

Best Percent Change of Tumor Size from Baseline (%)

-80 -

-90 -

=100

[ Confirmed Best Overall Response

B PR L] SD LJPD LJNE]

[ EGFR Exon 20 Insertion Subtype X Helical Mutations O Near Loop Mutations A Far Loop Mutati

U_Ex20ins Type Unknown |

Efficacy by IRC

Confirmed ORR, % (95%
(0l )

Treatment Naive 240mg
N=28

78.6% (59.05%, 91.70%)

Previously Treated 240mg Previously Treated 160mg

N=26

46.2% (26.59%, 66.63%)

N=26

38.5% (20.23%, 59.43%)

Best Response, n (%)

Partial response (PR) 22 (78.6%) 12 (46.2%) 10 (38.5%)
Stable disease (SD) 6 (21.4%) 12 (46.2%) 12 (46.2%)
Progressive disease (PD) 0 0 4 (15.4%)
Not evaluable/Not done 0/0 1(3.8%) /1 (3.8%) 0/0
DoR, median (months) 15.2 (8.74, 24.84) 13.1 (5.62, 13.80) 9.7 (5.59, NA)
(95% CI)

DCR (CR+PR+SD), %
(95% CI)

100.0% (87.66%, 100.00%)

92.3% (74.87%, 99.05%)

84.6% (65.13%, 95.64%)

— Han B, et al. Presented at: WCLC, 2023.

Firmonertinib

FAVOUR trial in EGFR exon 20

Tx Naive Pre-treated
Confirmed ORR 79% 6%
Grade 3 TRAE 13%

Diarrhea (total/Gr3-4)
Anemia (total/Gr3-4)

Rash (total/Gr3-4)

74%(l 0%

43% 1 0%

23%




Soon to come: New TKI's DTN Health | S5 fefer i

Zipalertinib (CLN-081/TAS6417)

REZILIENT trials A

» 73 patients, mostly pretreated
but only 1/3 with prior TKI

Best Response and Change From
Baseline, Sum of Target Lesions (%)

Confirmed ORR 38% :
Grade 3 TRAE 13% oo v W ss50 W 0070 B 507
Rash (total/Gr3-4) 80% / 1% 8

_
Paronychia (total/Gr3-4)  32% / 0% : ——
Diarrhea (total/Gr3-4)  30% / 3% % =

Treatment Duration (months)
|

— Piotrowska Z, et al. J Clin Oncol. 2023;41(26):4218-4225.
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Target Tumor Size Change per IRC Assessment

amivantamab NNNXN.\'N.\h\'NNN.\'NNNNKHN.\'NN.\'NXNXNNNNX.\JXNNNX.\'NN.\I2\'N)\'NNNNXN.\'NNN)\'N?s'NX.\'NN.\'.\'NN.\IHNNNNI\'NXN.\'NXNNNN.\'NNNNN}\'.\'NHN?\' S u nVOZeI tI n I b

Bascline BM NNNxEﬂxNxmxxB.\Exm.\h.\‘NE]NxwxhNxNE]NNNx.\'.\.\‘H.\’E]NNE]I\NNNNEE]NE]N.\.\'.\'Br\'.\'.\lNE]NNNNE.\XE]N.(H.\NNBNHNWNNNNA.\'

80

e WU-KONG trials

20
0
-20
-40

Best Tumor Size Change (%)

-60

Tx Naive Pre-treated

-80
-100 Sunvozertinib 300 mg (N = 97)

Confirmed ORR 71% 61%

Mutation Subtype

BM, brain metastasis

Tumor shrinkage was observed in > 90% of subjects with sunvozertinib treatment Grade 3 TRAE

Tumor response was observed in patients with baseline brain metastasis or post amivantamab treatment

BaselneBM N N[Y]JN N N N N N[¥]JN N NFJTJE]N N N[TJT]N N[F]E]N N N Diarrhea (total/Gr3-4)
40 > 12 EGFR exon20ins subtypes

Rash (total/Gr3-4)
Paronychia

Anemia

Best lumor change [rom baseline (%)

=100 Cohort
200mg (N 19)
300 mg (N - 9)

O R A A AT A A DL AN S SA SN a AR
LOFLe 5588 8LeeFfFfeLELLEsFes S
9 Ry G R RL R RSV N aro R OST SRS o7 & G ¥ S
’\Q,r"\'(\-'sa-/r__\f@x@ng ?@/;\\ /\\.,f@/ '\/'\n.'x,? @‘%Q'(\'\Q/é ®$ @’é’”'(\
I ;\,\\:\k:\:\,\%;\a:\ AN ~® 5 CHFNF LN
SN N 5 5

Mutation Subtypes

M, et al. J Clin Oncol. 2023;41(Suppl 16):9002. Xu Y, et al. J Clin Oncol. 2023;41(16_suppl):9073.




Antibody Drug Conjugates

&L Key functions
A # Target antigen  Recognition of target

cancer cells

Antibody Guidance system for
cytotoxic drugs

Bridge between antibod
and drugs and to control
the release of drugs
inside cancer cells

Linker

Cytotoxic drug ~ Warhead for destroying
cancer cells

Target antigen selection, antibody subtype, internalization optimization,
linkers, cytotoxic payloads, conjugation methods, Drug-Antibody Ratio.

« Most data here focuses on canonical EGFR mutations (exon 19
deletions and L858R), and activity in atypical mutations is inferred.

Fu, Z., et al. Antibody drug conjugate. Sig Transduct Target Ther 7, 93 (2022).
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Telisotuzumab Vedotin in MET overexpressing NSCLC

Best Percent Change in Size of Target

Telisotuzumab vedotin

ABT-700
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Percentage Change From Baseline
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—— PD
——a— PR
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T T T T
50 100 150 200 250 300
Days From First Dose

TEAEs: n () EGFRWT (n=47)  EGFRMutant (n< 38)  Suamous (n=29)
Any 44 (94) 37 (97) 27 (96)
Related to study drug 32 (68) 33 (87) 16 (57)
Grade 23 24 (51) 13 (34) 13 (46)
Serious 19 (40) 8 (21) 7 (25)
Leading to Teliso-V discontinuation 16 (34) 8 (21) 10 (36)
Leading to death possibly related to Teliso-V 1(2) 0 2(7)
Any-grade AEs [210% of patients], n (%)
Nausea 10 (21) 11 (29) 5(18)
Hypoalbuminemia 12 (26) 5(13) 5(18)
Decreased appetite 9 (19) 9 (24) 2(7)
Peripheral edema 10 (21) 7 (18) 3(11)
Peripheral sensory neuropathy 10 (21) 8 (21) 2(7)
Vision blurred 7 (15) 7 (18) 3 (1)
Asthenia 6 (13) 7 (18) 3(11)
Gamma-glutamyltransferase increased 6 (13) 4 (11) 6 (21)
Keratitis 4(9) 10 (26) 2(7)
Constipation 5 (11) 8 (21) 2(7)
Fatigue 4(9) 7 (18) 4 (14)
Anemia 7 (15) 4 (11) 3(11)
Alanine aminotransferase increased 4(9) 5(13) 3 (11)
Diarrhea 3 (6) 6 (16) 3 (11)
Dizziness 4(9) 5(13) 3(11)
Dyspnea 6 (13) 3(8) 3 (11)
Grade 23 AEs [23 patients], n (%)
Malignant neoplasm progression 3 (6) 3(8) 1(4)
Pneumonia 3(6) 2 (5) 1(4)
Hyponatremia 0 1(3) 4 (14)
Anemia 2(4) 1(3) 0
Dyspnea 1(2) 1(3) 1(4)
Fatigue 1(2) 0 2(7)
Gamma glutamyltransferase increased 0 2 (5) 1(4)
Peripheral sensory neuropathy 2(4) 0 1(4)
Pneumonitis 1(2) 1(3) 1(4)

Camidge DR et al. Clin Cancer Res. 2021;27:5781-5792.




Telisotuzumab Vedotin + Osimertinib:
activity post osimertinib

Category N ORR,? %

Teliso-V dose, mg/kg
1.6 43
1.9 67
Total 58

cMET level, 3+ staining
High (=50%) 50
Intermediate (25%-49%) 63
Total 56

EGFR mutation
L858R 56
Del19 67
Total 58

I 1.6 mgkg Q2W
BN 1.9 mgkg Q2W
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Last prior regimen
Contained osimertinib 50
Did not contain osimertinib 64
Total 58

Response | PD | SD | SD [ PD | PD | PR [SD[PRIPRIPRIPRIPR|PR|PD|PR]|
cMetScores [ | | 1 [H]H] 1 ]H] EICICINEEE NI

Goldman JW et al. ASCO 2022. Abstract 9013.



Post-Osimertinib Therapies With MET as a Target

Amivantamab + Amivantamab + Lazertinib Osimertinib + Teliso-V +
Lazertinib PD Chemotherapy Savolitinib Osimertinib
(N = 45)1 (N = 162)2 (N = 69)3 (N = 25)4

Study CHRYSALIS CHRYSALIS-2 TATTON®B1) | -
EGFR/MET EGFR/MET EGFR/MET MET Expression
ORR, %

MedanDORmo | 96 | 96 | 79 |  Notreported
Median PFS, mo Not reported

1. Sequist LV et al. Lancet Oncol. 2020;21:373-386. 2. Cho BC et al. ASCO 2021. Abstract 9006. 3.
Shu CA et al. ASCO 2022. 4. Goldman JW et al. ASCO 2022. Abstract 9013.



Targeting HER3: mechanism of action SR Health | S5civeacne

Ligand-independent signalling Ligand-dependent signalling

a ERBB2
Q EGFR (ERBBI) ERBB3 and MET
l\ > (MET overexpression)
Extracellular\/ s syt \ .
domain o2\ Oimerization Constitutive ERBB3 signalling in
com Dimerization | : gefitinib-resistant lung cancer
Dimerization domain | Dimerization cells identified in vitro
Outer cell S | i domain (mediated by MET
membrane e ™ ipessssssebinscies, o0 overexpression)
Tyrosine f§" ot
,,9"<;;::V kinase E_a [ e, Tt
kinase
Intracellular 2 ERBB3 and EGFR
domain /8,) 1
b
[Uisnd ct ling is implicated in resistance to
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b Yo e
i3\ i
— \ ¢ \g
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Baselga, J., Swain, S. Nat Rev Cancer 9, 463—475 (2009). S8 A . -
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Patritumab Deruxtecan (HER3-DXd)

HER3-DXd is an ADC composed of 3 partsi-4:

» A fully human anti-HER3 IgG1 mAb (patritumab)

» Atopoisomerase | inhibitor payload (DXd)

» Atetrapeptide-based cleavable linker that covalently
bonds the other 2 components

Deruxtecan' : . : o
Payload mechanism of action: topoisomerase | inhibitor'4

0 0

0o

H,C

g L Rt
0 C§ 89:?;}; High drug to antibody ratio =8'22

Cleavable tetrapeptide-based linker F Payload with short systemic haIf-Iife2'3'a'b

Topoisomerase | inhibitor 3
payload (DXd) Stable linker-payload?42
Tumor-selective cleavable linker'-52

i 26,2
Yu, H. 2023 WCLC. Bystander antitumor effect




Patritumab: HER3-DXd

HERTHENA-Lung01 Study Design'

HER3-DXd IV Q3W

Patient population

* Advanced EGFR-mutated NSCLC
* Progression on most recent systemic therapy

* Prior EGFR TKI and prior platinum-based
chemotherapy (amended protocol required
prior osimertinib)

* Inactive or previously treated asymptomatic
brain metastases allowed

* Pretreatment tumor tissue required?

Fixed dose Enroliment

5.6 mg/kg ::ﬁ:élzlg;sd

February 18, 2021 —» February 18, 2022

Decision point
A benefit-risk assessment of
phase 1 data supported the
closure of the uptitration arm

WY Health | 2iacefen e

Patritumab
Deruxtecan
HERTHENA-LungO1

Primary data cutoff, 21 Nov 20224

Uptitration Enroliment
C1D1: 3.2 mg/kg

C2D1: 4.8 mglkg discontinued

C3D1 and later cycles: 6.4 mg/kg (N=50)°
January 18, 2021 » September 16, 2021

Primary endpoint
* cORR by BICR

Key secondary
endpoint

* DOR by BICR

Snapshot data cutoff, 18 May 2023 (additional 6 months follow-up)

Data are presented for the 5.6-mg/kg fixed-dose arm

-  Efficacy from snapshot data cutoff—median study follow-up, 18.9 (range, 14.9-27.5) months
- Safety from primary data cutoff—median treatment duration, 5.5 (range, 0.7-18.2) months

BICR, blinded independent central review; C, cycle; cORR, confirmed objective response rate (complete or partial response confirmed 24 weeks after initial response [RECIST version 1.1]); D, day; DOR, duration of response; HER, human epidermal
growth factor receptor; IV, intravenous; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; TKI, tyrosine kinase inhibitor.
aInclusion not based on detection of HER3 expression. 226 patients were enrolled; 225 received 21 dose. ©51 patients were enrolled; 50 received 21 dose. ¢ Data cutoff for the primary analysis occurred when all enrolled patients had either 29 months of

follow-up or had discontinued from the study earlier.
1. Yu HA, et al. Future Oncol. 2023;19:1319-1329.

Presented by: Helena A. Yu, Memorial Sloan Kettering Cancer Center, USA

2023 World Conference
on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE




Patritumab

- . = e Deruxtecan
Tumor Reduction Across Diverse Mechanisms of EGFR TKI Resistance v

Patritumab (HER3-DXd)

HER3-DXd 5.6 mg/kg (N=225)

Confirmed best overall response (BICR)
mCR ®PR SD mPD m®mNE

+ Ongoing treatment

+ 4 — I+
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EGFR TKI
resistance
mechanisms

Snapshot data cutoff, 18 May 2023.
Median study follow-up, 18.9 (range, 14.9-27.5) months.

BICR, blinded independent central review; CR, complete response; HER, human epidermal growth factor receptor; IHC, immunohistochemistry; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease; TKI, tyrosine kinase inhibitor.
a210 patients had evaluable target lesion measurements at both baseline and post baseline and are included. ® T790M was not included as an EGFR-dependent mechanism of EGFR TKI resistance.

IASLC | s | 2023 World Conference
Presented by: Helena A. Yu, Memorial Sloan Kettering Cancer Center, USA -ﬂ*ﬁ— - on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE




Patritumab
Deruxtecan

Clinically Meaningful Efficacy Was Observed in the Overall Population ==

and Across Subgroups Patritumab (HER3-DXd)

Subset with cORR by Patient and Disease Characteristics at Study Entry
Prior EGFR TKI prior 3G EGFR :
Confirmed responses (any) and PBC TKIl and PBC N cORR%
and survival (N=225) (n=209) Qi 225 298

<65y 121 273
cORR (95% Cl), % 29.8 (23.9-36.2) 29.2 (23.1-35.9) Age 265y 104 327

1(0.4) 1(0.5) Female 132 280

66 (29.3 60 (28.7 Male 93 323
Best overall (29.3) (28.7) Moo % B

response 99 (44.0) 91 (43.5) Race White 92 304

(BICR), n (%) Other 28 429
PD 43 (191 41 (19.6
( ) ( ) EGFR-activating Ex19del 268

NE® 16 (7.1) 16 (7.7) mutation L856R 82 354
DCR (95% Cl), % 73.8 (67.5-79.4) 72.7 (66.2-78.6) Festory of brain Yes 287 |

metastasis No 309
DOR, median (95% CI), mo 6.4 (4.9-7.8) 6.4 (5.2-7.8) Yes 333

Prior immunotherapy N 574
PFS, median (95% CI), mo 5.5 (5.1-5.9) 5.5 (5.1-6.4) ° :

: No. of prior regimens 2 20.7
OS, median (95% CI), mo 1.9 (11.2-13.1) 11.9(10.9-13.1) for advanced disease 57 327

Snapshot data cutoff, 18 May 2023.
Median study follow-up, 18.9 (range, 14.9-27.5) months. 20 30 40 50

Confirmed ORR, %

3G, third generation; BICR, blinded independent central review; cORR, confirmed objective response rate (CR or PR confirmed 24 weeks after initial response [RECIST v1.1]); CR, complete response; DCR, disease control rate;
DOR, duration of response; NE, not evaluable; OS, overall survival; PBC, platinum-based chemotherapy; PD, progressive disease; PFS, progression-free survival; PR, partial response; SD, stable disease; TKI, tyrosine kinase inhibitor.
a|ncludes non-CR/non-PD. ? No adequate postbaseline tumor assessment (n=12); SD too early (SD <5 weeks after start of study treatment [n=4]).

& & | 2023 World Conference
Presented by: Helena A. Yu, Memorial Sloan Kettering Cancer Center, USA *®.¥¥  on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE
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Patritumab DXd Adverse Events

Most Common TEAEs Occurring in 215% of Patients (N=225)

TOIerated better than Thrombocytopenia (grou:ezu;ia;c - 21% 2::6% 44% T
many ADCs Neutroponi (orowped P" NN 0%
i~th " " Constipation 34% 34%
TOXICItIeS prlmarlly Anemia (groupe‘; PT)® | 14% 19%  33%
grade 1/2 nausea, i — e —
diarrhea and anorexia Vomiting 1%  26%  27%
. Leukopenia (grouped PT)" 10% 16% 26%
and cytopenias Alopecia  25%  25%
. . Asthenia 5% 14% 19%
Adjudicated ILD rate Dyspnea 4% 14% 19%
5. 3% (1 : 3 % Gr 3_5) Aspartate ammotransfera;t; :;(I:(::z: 1:6%1615‘;6% :;;: g
ou % Grade 1/2
TOX'related treatment Abdominal Pain (groupt(a:d Pif;c ::: :g"//o o
discontinuation 7.1% o5 TN o S e

Proportion of patients




Patritumab activity: target dependent? [N Health | S2eSiveacne

Association of Baseline Tumor HER3 Membrane H-Score With Confirmed BOR by BICR
Following Treatment With HER3-DXd 5.6 mg/kg (N=225)2
300 1 ge===e0!
)\:‘\ /‘@
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0 —t - But doc,
Confirmed BOR (BICR) CR/PR sD PD .
Biomarker-evaluable patients, n/n  54/67 89/99 35/43 H E R3 d |d
H-score, median 205 205 179
(range) (0-300) (0-300) (0-300) nOt come u p

on my NGS
!”

Activity not dependent on target H score:
 Potentially can benefit a large proportion of patients
« Do we understand the mechanism of action?

e




HERTHENA-Lung02

Patient population (n = 560)

» Metastatic or locally advanced
nonsquamous NSCLC with an
EGFR-activating mutation (exon
19 deletion or L858R)

Received one or two lines of
EGFR TKI treatment including a
third-generation EGFR TKI, and
progression on or following
treatment with a third-generation
EGFR TKI

Stable brain metastases are
permitted®

Stratification by:

HER3-DXd
5.6 mg/kg iv. Q3W
(21-day cycles)

Platinum-based chemotherapy:
Cisplatin (75 mg/m?) or
carboplatin (AUC5) Q3W x
four cycles + pemetrexed
(500 mg/m?) Q3W®

* Prior third-generation EGFR TKI (osimertinib vs other)
« Line of prior third-generation TKI use (1L vs 2L)

« Region (Asia vs rest of world)

* Presence of stable brain metastases (yes vs no)

« 586 subjects enrolled

WY Health | 2iacefen e

Treatment until:

G EESIVENGIEEECCA Follow-up  End of
Unacceptable toxicity [N,
Death

Loss to follow-up

Other

« 9/17/24 Press release: statistically significant improvement in PFS. OS data are immature.
* No new safety signals. 2 grade 5 ILD events.

Mok, T., Janne, P. A., Yu, H, et al. Future Oncology 2024, 20(15), 969-980.

D
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Datopotamab deruxtecan (Dato-DXd)

Hazard Ratios for Progression-Free and Overall

° Tro pz_d | reCted AD C Survival, TROPION-Lung013

o TO p O i S O m e ra S e I A::i':):r:tizl:e Events/patients, n
: o alterations Dato-DXd Docetaxel HR for PFS
IN h | b|t0r payload Absent 187/249  182/254 0.85

Present 26/50 36/51 @i 0.35
| HRfor0S
Absent 182/249 185/254 ; 0.97

|
Present 33/50 33/51 —_ — 0.66

1T 1 1
favors 00 05 10 15

Favors
_ é
Dato-DXd Docetaxel

— Ahn, M-J, ESMO Asia, 2024.




Dato-DXd in EGFRm NSCLC

WY Health | 2iacefen e

Pooled Analysis from TROPION-Lung05 and 01

TROPION-Lung05 (Phase Il study)

* Presence of 21 actionable genomic alteration (EGFR, ALK,
ROS1, NTRK, BRAF, MET exon 14 skipping, or RET)
« 21 line of targeted therapy
« 1-2 prior cytotoxic agent—containing therapies including
Pt-CT in the metastatic setting
+ Radiographic disease progression after most recent therapy

TROPION-Lung01 (Phase Il study)

* Inthose with actionable genomic alterations (EGFR, ALK,
ROS1, NTRK, BRAF, MET exon 14 skipping, or RET)

« 1-2 prior approved targeted therapies + Pt-CT, and
<1 anti-PD-(L)1 mAb

* No prior docetaxel

Dato-DXd
—> 6 mgkg Q3Wa ——
(N=137)

Dato-DXd

6 mg/kg Q3WP  ——
(N=299)

EGFRm Pool:
N=117

TROPION-Lung03
(n=78)

TROPION-Lung01
(n=39)

Endpoints:

* ORR perBICR
* BOR per BICR
* DCR per BICR
* DOR per BICR
» PFSperBICR

« OS

«  Safety

— Ahn, M-J, ESMO Asia, 2024.
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TROPION-Lung01 & 05 EGFRm cohort

Demographics and Baseline Characteristics

Characteristic EGFRm Pool TROPION- TROPION-
(N=117) Lung05 (N=78)  Lung01 (N=39)

63 (36-81) 63 (36-77) 62 (39-81)

EGFR Mutational Profile (N=117)¢

Median age (range), years

Sex, female, n (%)

Race, n (%)
Asian
White
Black or African American
Other/missing

ECOG PS, n (%)
0
1

Smoker?, n (%)
Nonsquamous histology®, n (%)
Brain metastasis at study entry, n (%)

Median lines systemic therapy (range)°

Prior osimertinib?, n (%)
First line
Second line

73 (62.4)

81 (69.2)
27 (23.1)
1(0.9)
8(6.9)

39 (33.3)
78 (66.7)
55 (47.0)

115 (98.3)
36 (30.8)
3 (1-5)

96 (82.1)
47 (402)
34 (29.1)

52 (66.7)

55 (70.5)
20 (25.6)
0
3(38)

24 (30.8)
54 (69.2)
34 (43.6)
77 (98.7)
21 (26.9)
3 (1-5)

61(78.2)
27 (34.6)
20 (25.6)

21 (53.8)

26 (66.7)
7(17.9)
1(2.6)
5(12.8)

15 (38.5)
24 (615)

21(538)

38 (97.4)
15 (38.5)
2 (1-5)

35 (89.7)
20 (51.3)
14 (35.9)

Exon 20Ins, 4.3%7  £40n 20 C797S, 0.9%
Exon 21 L8601 A 3%

Exon 18 G719X, 5.1% “
Exon 20 T790M Exon 19 Del

27.4% 91.3%

Exon 21 L858R
31.6%

Ahn, M-J, ESMO Asia, 2024.



Dato-DXd Efficacy in EGFRm cohort [P Health | S5eacne

PFS and OS in the EGFRm Pool (N=117)

100 Median PFS (95% Cl) _

Sl  Confirmed ORR 42.7%
: « CRrate 4.3%

wf . * mDOR 7.0 m

01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
Time (months)
No.atrisk: 117 115 101 8 77 61 42 34 31 20 17 17 13 11 10 10 4 2 2 0

DCR 86.3%

Median OS (95% Cl)

100 - 15.6 months (13.1-19.0)

83.4%
64.7%

0S (%)

+ Censored
||||||||||||||||||||||

7 8 9 10 11 12 13 14 15 16 17 18 19 20 21

o
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N
w
S
()]
o

Time (months)
No.atrisk: 117 117 113 109 103 98 94 89 86 80 77 73 68 63 53 47 35 24 19 12 6 0

Ahn, M-J, ESMO Asia, 2024.




Safety Summary Dato-DXd TRAES
| EoRRmPool=i) Stomatis

1aC
TRAES, n (%) 111 (95) Alopecia

Nausea
Grade 23 Fatigue

Associated with dose reduction Decreased appetite
Associated with dose delay Constipation
Vomiting
Rash
Pruritus

Associated with treatment discontinuation
Associated with death

Serious TRAEs

AESIs?, n (%)

Occurring in 210% of EGFRm Pool (N=117)
50%

49%
46%

17% I 1%
14% B 2%
15%

1% [ 1%

1%

10%

Grade 1or2 M Grade =23

10 20 30 40 50 60 70
Patients (%)

Stomatitis/oral mucositis

Grade 3P

Median Dato-DXd treatment duration: 6.1 months

Ocular surface events
Grade 3P

Adjudicated drug-related ILD
Grade 3P

Overall safety profile consistent with TROPION-Lung01 and 05
No grade 4 or 5 adjudicated drug-related [LD

Ocular surface events? were primarily dry eye (12%),

vision blurred and keratitis (each 7%)

No TRAEs associated with death

3AESiIs listed are treatment emergent and include all preferred terms that define the medical concept. Some patients may have had >1 event. ®No grade 4 or 5 events occurred. CIncludes an event incorrectly reported as grade 3 per CTCAE grades.
AESI, adverse event of special interest; CTCAE, Common Terminology Criteria for Adverse Events; Dato-DXd, datopotamab deruxtecan; EGFRm, EGFR mutated; ILD, interstitial lung disease; TRAE, treatment-related adverse event.

Ahn, M-J, ESMO Asia, 2024.




Datopotamab deruxtecan granted Priority Review in the US for patients

with previously treated advanced EGFR-mutated non-small cell lung cancer
Press Release: January 13, 2025

The Biologics License Application (BLA) for datopotamab deruxtecan (Dato-DXd) has been accepted and
granted Priority Review in the US for the treatment of adult patients with locally advanced or
metastatic epidermal growth factor receptor-mutated (EGFRm) non-small cell lung cancer (NSCLC) who
have received prior systemic therapies, including an EGFR-directed therapy.

In a pooled analysis of patients with previously treated advanced or metastatic EGFRm NSCLC in the
TROPION-Lung05 and TROPION-LungO1 trials presented at the European Society for Medical Oncology
(ESMO) Asia 2024 Congress, datopotamab deruxtecan demonstrated a confirmed objective response
rate (ORR) of 42.7% (95% confidence interval [Cl] 33.6-52.2) as assessed by blinded independent central
review (BICR) and a median duration of response (DoR) of 7.0 months (95% Cl 4.2-9.8). The safety
profile of datopotamab deruxtecan was consistent with previous reports from the TROPION-Lung05
and TROPION-LungO1 trials, with no new safety concerns identified.

https://www.astrazeneca.com/media-centre/press-releases/2025/datopotamab-deruxtecan-granted-priority-
review-in-the-us-for-patients-with-previously-treated-advanced-egfr-mutated-non-small-cell-lung-cancer.html




Update: Novel therapies for Emuen =
EGFR exon 20 Mutations in NSCLC

» Structure and pathophysiology of EGFR
exon 20 mutations

* First line therapy: Amivantamab and
chemotherapy

* 3 TKI's In trials

3 ADC’s in trials

* There may be a role for all of the above.

e




Discussion Questions

 Regulatory and reimbursement issues aside, what would be your
preferred first-line treatment for a patient with metastatic

nonsquamous NSCLC with an EGFR exon 20 insertion mutation and
a PD-L1 TPS of 10%?

« A patient with metastatic nonsquamous NSCLC with an EGFR exon 19
deletion and a PD-L1 TPS of 60% responds to first-line
amivantamabl/lazertinib and then experiences disease progression with

no targetable secondary mutations. Regulatory and reimbursement
iIssues aside, what is your most likely next systemic therapy?

B N



Discussion Question

« A patient with metastatic nonsquamous NSCLC with an EGFR exon 19
deletion and a PD-L1 TPS of 60% experiences disease progression on
first-line osimertinib and second-line amivantamab/chemotherapy with
no targetable secondary mutations. Regulatory and reimbursement
issues aside, what is your most likely next systemic therapy?

B N



Module 6: Gynecologic Cancers

Ovarian Cancer; HER2-Directed Therapy for Advanced
Gynecologic Cancers — Dr O’Malley

Endometrial Cancer and Cervical Cancer — Dr Slomovitz

B N



Module 6: Gynecologic Cancers

Ovarian Cancer; HER2-Directed Therapy for Advanced

Gynecologic Cancers — Dr O’Malley

Endometrial Cancer and Cervical Cancer — Dr Slomovitz




Ovarian Cancer

David O'Malley, MD

Director & Professor, Division of Gynecologic
Oncology in Obstetrics and Gynecology

John G. Boutselis Chair in Gynecologic Oncology
GOG-P Clinical Trial Advisor (Ovarian Cancer)
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Disclosures
Advisory Committees AbbVie Inc, AstraZeneca Pharmaceuticals LP, Corcept Therapeutics, Duality Biologics, Genmab
and Consulting US Inc, GSK, Merck, MSD, Regeneron Pharmaceuticals Inc, Seagen Inc, Sumitomo Dainippon
Agreements Pharma Oncology Inc, Sutro Biopharma, Verastem Inc
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Arquer Diagnostics, AstraZeneca Pharmaceuticals LP, Atossa Therapeutics, BeiGene Ltd, Bristol
Myers Squibb, Cardiff Oncology, Celcuity, Clovis Oncology, Corcept Therapeutics, Deciphera
Pharmaceuticals Inc, Duality Biologics, Eisai Inc, Elevar Therapeutics, EMD Serono Inc, Exelixis
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Nonrelevant Financial Amarex Clinical Research, GOG Foundation, Ludwig Institute for Cancer Research Ltd, National
Relationships Cancer Institute, NRG Oncology, RTOG Foundation, SWOG
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Integrated Maintenance Treatment Paradigm for
Use in 1-L Ovarian Cancer

Decision #1
NACT vs
Primary debulking

IV q 3 week
carboplatin +
paclitaxel

Decision #2
Bevacizumab Y/N

1. NCCN guidelines. Ovarian Cancer Nov, 2024.

Supporting Phase 3 trial

BRCA t
o SOLO-1
Add PARPI PRIMA
(preferred) ATHENA
No bevacizumab
HRP:
Add PARPI PRIMA
or ATHENA
Observation
BRCA mut
HRD: PAOLA
Bevacizumab Add PARPI
during (preferred)
chemotherapy and
in maintenance GOG 218
Contlnue GOG 262
Decision #3 bevacizumab

Add PARPi?

The James

THE OHIO STATE UNIVERSITY

WEXNER MEDICAL CENTER




PRIMA/ENGOT-0OV26/G0OG-3012 Trial of Niraparib 1L Maintenance

Phase 3 PRIMA trial enrolled patients with newly diagnosed aOC at a high risk for disease recurrence

Primary endoint | OStesting

+TumCR or PR to 1L PBCTa . ICR +Conducted at ~60% maturity in overall
PFS by BICRc population (=440 deaths)

- e AJEEREL LR G «Hierarchical testing: overall then HRd

Stratification factors Patients treated once daily for 105 +80% power to detect a statistically

Secondary endpoints:

Eligible patients

*Newly diagnosed HGS/HGE aOC

Niraparib

; : il di significant difference if the true hazard
«Neoadjuvant chemotherapy: yes or no 36 months or until disease . . . )
-Bost response {0 1L PBCT. CR or PR progression PFS2, TFST, PRO, safety ratio was <0.75 in overall population
» Tumor HRD status: HRd or HRp/HRnd

Disease stage Residual disease Tumor HRD/BRCA status
35.1% stage IV disease at diagnosis >99% stage Ill disease at diagnosis with residual disease after 50.9% HRd
Initial treatment primary debulking surgery 30.4% HRd/BRCAm
66.7% received neoadjuvant chemotherapy 47.5% postoperative visible residual disease or no debulking surgery 34.0% HRp

30.6% achieved partial response to 1L PBCT

NCT02655016

Gonzalez-Martin A, et al. Presented at European Society for Medical Oncology (ESMO) Annual
Meeting; 13-17 September 2024; Barcelona, Spain



Updated long-term PFS (investigator-assessed)
PRIMA/ENGOT-0OV26/GOG-3012 Trial of Niraparib 1L Maintenance

Overall population HRd HRp
® Hazard ratio, 95% CI: 0.66 (0.55-0.78) | Hazard ratio, 95% CI: 0.51 (0.40-0.66) | Hazard ratio, 95% CI: 0.67 (0.50-0.89)
e 29% vs 18% ® 43% vs 23% v
© 60 1 | 3 PFS rate 60 38% vs 18% 60 1% 10%
w 1 24% vs 13% 4y PFS rate | oVS ()
L ! ! 4y PFS rate : 35% vs 16% SyPRSate | .
a L 22% vs 12% | L R L hysTh
I | 5y PFS rate | ! ! ' 8% vs 7%
D1 Nir ] L 1 D1 N _\‘—"'——i-—-—..l__ P =t ' : ! 5.y PFS rate
= PBO 1 : : = PBO ! I = PBO |
0 6 12 18 24 30 3I6 42 48 54 60 66 72 B 84 0% 6 12 18 24 30 36 42 '48' 54 'éo' 66 72 78 & 0 6 12 18 24 30 36 42 48 54 60 66 72 @
Mo Time since randomization, mo No. Time since randomization, mo No. Time since randomization, mo
Nir 487 342 243 181 153 134 118 108 89 8 74 63 35 11 Nir 247 200 158 125 110 100 91 83 69 67 58 49 29 10 Nir169 9% 5 36 27 22 16 6 12 4 9 7 4
PBO 246 150 92 66 51 43 39 34 27 24 2 19 6 1 PBO 126 91 57 41 34 28 26 22 18 17 15 12 3 0 PBOS& # 19 1B 9 7 7 ¥4 5 NN 4 4 3 1
» Data cutoff date, 8 April 2024; median follow-up, 6.2 years
» Among patients alive at 5 years in the HRd population, patients who received niraparib were twice as likely
to be progression free (35%) than patients who received placebo (16%)
» Delaying progression is critical to maintain health-related quality of life’
NCT02655016

aAt study start, patients were monitored for disease progression (CT/MRI) every 12 weeks (3 cycles); in August 2019, the protocol was amended to monitor patients who stayed on study treatment for more than ~
years for disease progression every 24 weeks (6 cycles).

bPFS hazard ratios and associated 95% CI calculated using stratified Cox proportional hazards model. For all analyses, stratification factors were those used in randomization. CT, computed tomography; HRd,
homologous recombination deficient; HRp, homologous recombination proficient; MRI, magnetic resonance imaging; Nir, niraparib; PBO, placebo; PFS, progression-free survival.

1. Chase DM, et al. Gynecol Oncol. 2022;166(3):494-502.

2. Gonzalez-Martin A, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting; 13-17 September 2024; Barcelona, Spain



-
BRCA+: SOLO-1 0S

. =
BRCA+/HRD+: PRIMA OS 3
100 | 747 Vs 18% : 8 1
| 3-y OS rate s o :
80 I 61% vs 61% £ : :
'4yosrate,_ ., J T 60 63.4%; | Olaparib
1 | 55% vs 56% % 50 1 Olaparib Placebo | !
60 | I 5y OS rate = e o : 465%
! : g 40 Events, n (%) 84 (32.3) 65(49.6) i :
1 1 . i :
40 I |' 1 2 Muchon 09 NR 752 ' ! Placebo
) I 20 7 ; |
2 HRd population : 10 1 HR 035 55%C10.40-076; E
Median OS, mo | 0 y '
Hazard ralio (95% GI) | 0.95 (0.70-129) , 0 6 12 18 2% W0 B 42 48 54 00 6 72 78 8 0 % 102
L2 "6 12 18 24 30 36 42 48 54 é'O 66 72 78 & SRR Vo shos andomzaton
1 : 5 o Olaparib 260 252 246 236 227 214 203 194 185 177 170 165 159 157 153 79 21 0
Time since randomization, mo Placsbo 131 128 125 114 108 100 7 G2 & 80 73 6 60 54 52 21 6 0
247 245 238 224 207 191 173 156 143 134 126 121 75 31 5 Di Silvestro P, et al. J Clin Oncol 2023

126 126 118 112 107 98 91 82 75 70 68 67 40 14 3

BRCA+/HRD+: PAOLA OS

BRCA+/HRD+: ATHENA MONO OS T
1.04 90
09 1 g 80
0.8 1 '§ 70 -
0.71 . € 60
g- 0.6 Events/N (%)  Median 95%Cl Range 12-mo Est 24-mo Est 'g Olaparib+ Placebo +
5 054 Rucaparb 46185(249) R NRNR 052  095(091-087)  0.85(0.78-089) § 907 el
@ 04- Placebo  12/49 (24.5) NR 41.0-NR 0-46  0.96(0.84-0.99) 0.80 (0.65-0.89) ‘g 40 Bt RS S
e HR, 0.84; 95% Cl, 044-1.58 2 30 ' ' '
0.3- K Median 08, months 752 (unstable)® 51.3
024 — Rucaparib 20 5yearosrate, % 655 484
0.1 Pt 101 HR 0.62(85%C1 0.45-0.85,
' + Censor o o
0.0 T T T T T T T T T T T T 1 0 T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 2 % o X € 2 2 2
Months e ek Time from randomization (months)
Bents at risk (events) Oiaparib + bevaczumab 255 252 244 238 231 225 215 X 9 183 176 174 170 164 142 62 3217 4 0
capad  185(0) 180(f) 174(5) 169(8) 166(11) 155(20) 14B(27) 137(33) 106(3) 7TO(42) 43(44) 23(46) S48  0(4) Placobo + bevacizumab 132 1 126 121 117 114 109 105 1( 8 82 70 77 70 § 2 9 0
oebo 490) 48 (0) AT () 452 4015 nq uyo 32 (10) 231 18(11) 10(11) 4(12) 0(12
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Ray-Coquard I, et al. Ann Oncol 2023

Kristeleit R, et al. SGO 2024




GOG 3025 DUO-O : C/T/Bev +/- Durva +/- Olaparib

CTx cycle 1*

Arm 1 CTxt Bevacizumab total 15 months
PC +bev | + B
Patients bevacizumab durvalumab placebo total 24 months
+ +
* Newly diagnosed durvalumab placebo olaparib placebo total 24 months . .
FIGO stage -1V P"mary endp°|nts
high-grad -
egthglrigl :)C Arm 2 * PFS (RECIST per investigator)
_ : PC + bev + CTxt Bevacizumab total 15 months in Arm 3 vs Arm 1 »
+  No prior systemic diifa + + — Non-tBRCAm HRD-positivet
therapy for OC bevacizumab durvalumab total 24 months — ITT population
* PARRP inhibitor/ + +
irmune-m?diated Stratified by: durvalumab olaparib placebo total 24 months Key secondary endpoints
era naive
: > : + Timing and * PFS (RECIST per investigator)
«  Primary debulking outcomes of Arm 3 in Arm 2 vs Arm 1
or planned interval cytoreductive | PC + bev + CTxt Bevacizumab total 15 months — ITT population
debulking surgery surgery durva + ola + + . 0S
.« Non-tBRCAm - Geographical bevacizumab durvalumab total 24 months - Safety
region + +

DUO-O also included an independent,
single-arm, open-label tBRCAm cohort —
results are not presented

durvalumab olaparib total 24 months

Treatment continued until disease progression, study treatment was complete or other discontinuation criteria were met

Dosing and schedule: bevacizumab (15 mg/kg IV q3w); durvalumab (1120 mg IV q3w); olaparib (300 mg po bid); chemotherapy: paclitaxel 175 mg/m? IV q3w and carboplatin at AUCS5 or AUC6 IV q3w. PFS interim analysis DCO: December 5, 2022.

*With or without bevacizumab according to local practice; 'Cycles 2-6; *Genomic instability score 242 assessed prospectively by Myriad MyChoice CDx assay.

AUC, area under the curve; bev, bevacizumab; bid, twice daily; CTx, chemotherapy; DCO, data cutoff; durva, durvalumab; FIGO, International Federation of Gynecology and Obstetrics; HRD, homologous recombination deficiency; ITT, intent-to-treat;

IV, intravenous; ola, olaparib; OS, overall survival; PC, paclitaxel/carboplatin; po, by mouth; g3w, every 3 weeks; R, randomization; RECIST, Response Evaluation Criteria for Solid Tumors.

P Harter, et al. Presented at ASCO 2023, Chicago, IL
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GOG 3025 DUO-O: C/T/Bev +/- Durva +/- Olaparib

Final PFS
Non-tBRCAm HRD-positive

Non-tBRCAm ITT

Arm 2 Arm 3 Arm 2 Arm 3
CP+B+D CP+B+D+0 CP+B+D CP+B+D+0
N=148 N=140 N=374 N=378
Median follow-up,* months 384 33.1 346 Median follow-up,* months 345 3344 320
Events, n (%) 94 (66) 89 (60) 57 (41) Events, n (%) 283 (75) 257 (69) 221 (58)
mPFS,T months 233 251 451 ” mPFS,t months 193 20.6 251
HR (95% CI) vs Arm 1¢ 0.89 0.46 HR (95% Cl) vs Arm 1¢ 0.87 0.61
(067-1.19) (0.33-0.65) (0.74-1.03) (0.51-0.73)
100 100 A P=0.118 -
90 90 1
80 80 1
70 1 70 1
g -3 Arm 3 g %
2 50 - | — E 50 -
o 40 ! o 40
30 1 | Aitii2 4 4 Am 3
20 - Data maturity across all | 20 Data maturity across all : 332 bt:.Armz
10 - three arms: 56% : Arm 1 10 - three arms: 67% I Arm 1
1 |
0 L] L] 1 L] L] L] L] L] L] L} L) L] L L] L] L] L] 0 1 L] L] L] L] L] L] L] 1 L] L] 1 L] L] L] L] L]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months) Time from randomization (months)
No. at risk: No. at risk:
Am1 143 141 136 126 116 105 95 80 63 54 45 42 33 27 16 9 3 1 Arm1 378 363 341 207 260 223 196 150 17 95 77 65 50 42 27 15 6 1
Am2 148 142 136 128 118 112 102 89 68 59 45 36 29 22 13 5 0 Am2 374 354 335 302 255 222 190 161 130 109 8 71 54 43 27 16 8 0
Am3 140 138 135 131 120 116 111 103 94 82 66 50 41 35 2 13 3 1 Am3 378 367 352 324 287 267 244 205 178 144 116 87 70 56 35 18 5 1

Trillsch F et al. ESMO Gyn Congress 2024;Abstract 430.

L8
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T
GOG 3025 DUO-O : C/T/Bev +/- Durva +/- Olaparib

Subgroup analysis of PFS by HRD status

Non-tBRCAm HRD-positive HRD-negative
1004 100 foapen
o ~ 901 @ ~ 90- el
s go- : . = 80
$ < i ; % <
S ® 704 ! . 4 o ® 707 % 64%
ES 60 ! | 5 ES 60- | !
32 P L 32 9 67 N
.3:% 40 ! E i ,\:-g 40 E '
£3 30- : | | £8 30 ; i
28 20 ! : ' £ S 20- : i i
o Q - : : : o Q u A ] 1 iy
1?, L > L aw
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time from randomization (months)

Time from randomization (months)

Patients at risk Patients at risk

Arm1 143 141 136 126 116 105 93 73 52 41 31 22 13 6 0 Arm1 216 203 188 159 135 112 92 55 34 21 19 12 9 5 2 0
Arm3 140 138 135 131 120 116 107 84 63 49 39 32 17 6 0 Arm3 211 202 190 169 145 132 111 75 57 33 26 20 10 3 0
Arm 1 . Arm 3 Arm1 Arm 3
IRCRBEVRIN PC + bev + durva + ola PC + bev PC + bev + durva + ola
N=143 : N=140 N=216 | N=211
Events, n (%) 86 (60) 49 (35) Events, n (%) 157 (73) 127 (60)
Median PFS, monthst 23.0 37.3% Median PFS, monthst 17.4 20.9
HR (95% CI) vs Arm 1 0.51 (0.36-0.72)8 HR (95% Cl) vs Arm 1 0.68 (0.54-0.86)%

*24-month PFS rates unstable; 'Medians and rates were estimated by KM method; Median PFS in HRD-positive subgroup Arm 3 and
Arm 2 unstable; ¥HR and Cl were estimated from an unstratified Cox proportional hazards model.
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T
GOG 3025 DUO-O : C/T/Bev +/- Durva +/- Olaparib

Subgroup analysis of PFS by HRD status

Non-tBRCAm HRD-positive HRD-negative
1004 100-
90+ 90-
80 | 80-
70 70-
60 60

50
40-

50
40-

progression or death (%)

Patients free from disease
Patients free from disease
progression or death (%)

1
1
1
|
1
1
1
1
1
1
1
!
1
|
|
1
1
|
|
1
T

:
30- 30- ;
20 20 : ; e bty
1 ! i : ; 131%* o ——
12 i 12 ; ; 124%"
1 1 T T T T T T I T 1 T T 1 T T T 1 L T T T T T T T T ) 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Pationts at risk Time from randomization (months) Patients at riek Time from randomization (months)
Arm1 143 141 136 126 116 105 93 73 52 41 31 22 13 6 O Arm1 216 203 188 159 135 112 92 55 34 21 19 12 9 5 2 0
Arm2 148 142 137 128 118 112 94 66 45 34 28 21 15 7 0 Arm2 199 189 177 153 120 97 76 59 45 33 25 17 8 4 1 0
Arm3 140 138 135 131 120 116 107 84 63 49 39 32 17 6 0 Arm3 211 202 190 169 145 132 111 75 57 33 26 20 10 3 0
Arm 2 Arm 3 Arm 2 Arm 3
PC + bev + durva PC + bev + durva + ola PC + bev + durva PC + bev + durva + ola
N=148 N=140 ‘ N=199 N=211
Events, n (%) 86 (60) 69 (47) 49 (35) Events, n (%) 157 (73) 142 (71) 127 (60)
Median PFS, months® 23.0 24 4% 37.3t Median PFS, months? 174 154 20.9
HR (95% CI) vs Arm 1 0.82 (0.60-1.12)§ 0.51 (0.36-0.72)8 HR (95% Cl) vs Arm 1 0.94 (0.75-1.18)8 0.68 (0.54-0.86)5

“24-month PFS rates unstable; 'Medians and rates were estimated by KM method; *Median PFS in HRD-positive subgroup Arm 3 and
Arm 1 unstable; SHR and Cl were estimated from an unstratified Cox proportional hazards model.

P Harter, et al. Presented at ASCO 2023, Chicago, IL
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NCT03522246

Key Patient Eligibility — Randomization 4:4:1:1 (&}

* Newly diagnosed, stage
[1I-V; advanced, high-grade
epithelial ovarian, fallopian tube, or
primary peritoneal cancer

» Completed frontline platinum-doublet
chemotherapy and surgery

— Achieved investigator-assessed
CRorPR

— Received cytoreductive surgery
(primary or interval; complete
resection permitted)

* ECOGPS0or1

* No prior frontline maintenance
treatment for ovarian cancer

ATHENA/GOG-3020 Study Schema

Arm A (n=400)
rucaparib 600 mg BID PO +
nivolumab 480 mg IV

Arm B (n=400)
rucaparib 600 mg BID PO +
placebo IV

Arm C (n=100)
placebo PO + nivolumab 480 mg IV

Arm D (n=100)
placebo PO + placebo IV

Randomization Stratification Factors

» Tumor HRD test status?

* Disease status post-chemotherapy

* Timing of surgery

Treatment for 24

> Study Analyses

months” with a 4-week ATHENA-COMBO

lead-in of rucaparib;
study drugs could be
discontinued
independently

Arm A (n=400)

rucaparib 600 mg BID PO +
nivolumab 480 mg IV

Arm B (n=400)

rucaparib 600 mg BID PO +
placebo IV

ATHENA-MONO

Arm B (n=400)
rucaparib 600 mg BID PO +
placebo IV

Arm D (n=100)
placebo PO + placebo IV

Primary endpoint: Investigator-assessed PFS in the ITT population

NCT03522246. 2Centrally assessed, determined by FoundationOne CDx next-generation sequencing assay (BRCA mutation, BRCA wild-type/LOH high [LOH 216%], BRCA wild-type/LOH low [LOH
<16%], BRCA wild-type/LOH indeterminate). bTreatment for 24 months or until radiographic progression, unacceptable toxicity, or other reason for discontinuation. IV placebo was intended to

commence on Day 1 of Cycle 2 and treatment cap defined as 24 months after the start of IV placebo; 28-day cycles
BID, twice daily; CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status; HRD, homologous recombination deficiency; ITT, intent-to-treat; IV, intravenous;
LOH, loss of heterozygosity; PFS, progression-free survival; PO, by mouth; PR, partial response
Monk B, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting; 13-17 September 2024; Barcelona, Spain.



ATHENA-Combo: Investigator Assessed PFS (ITT)

Median  95% CI

100 15.0 12.1-17.4
- - .
Rucaparib + Placebo  20.2 15.6-24.0
%0 0 Placebo + Placebo 9.2 8.5-12.2
80 1 HR 95% ClI
70 1 63% Rucaparib + Nivolumab vs Rucaparib + Placebo 1.29 1.08-1.53
;\5\ 60 saoch Rucaparib + Placebo vs Placebo + Placebo 0.54 0.42-0.69
» 501 ° 45%
(e
o i 38% ,
40 ' . : 33% Rucaparib + Placebo
30 1 38 /o: - : ! | - '
1 -
00 4 — Rucaparb +Placebo | I 31 A): o 26% . L Rucaparib + Nivolumab
= Rucaparib + Nivolumab 1 ! ! o i
10 { — Placebo + Placebo | : | | Placebo + Placebo
+ Censor I ! ! !
O T i T : T : T : T T 1
0 6 12 18 24 30 36 42 48 54 60 66
Patients at risk (events) MOﬂthS
Ruca+Nivo 436 (0) 333 (69) 218 (174) 159 (224) 136 (244) 122 (253) 98 (267) 87 (272) 44 (280) 14 (282) 1(283) 0 (283)
Ruca+Plac 427 (0) 352 (57) 246 (149) 197 (193) 166 (218) 136 (234) 123 (243) 113 (249) 68 (258) 24 (260) 4 (261) 0 (261)
PlactPlac 111 (0) 73 (34) 43 (61) 33 (69) 23 (78) 21 (80) 17 (83) 16 (84) 8 (84) 2 (85) 1(85) 0(85)
NCT03522246

Data cutoff date: May 17, 2024
Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat; Nivo, nivolumab; PFS, progression-free survival; Plac, placebo; Ruca, rucaparib.
Monk B, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting; 13-17 September 2024; Barcelona, Spain.



ATHENA-Combo: Investigator Assessed PFS (Exploratory Subgroups)

Rucaparib + Rucaparib + Median, months

Nivolumab Placebo Combination vs PFS
Population (n) (n) Monotherapy | HR (95% ClI)
ITT 436 427 15.0 vs 20.2 : ——— 1.3 (1.1-1.5)
PD-L1 25% 69 72 22.8 vs 52.2 ; o 5(0.9-2.4)
PD-L121% 199 197 18.3vs 25.8 p o 3 (1.0-1.7)
HRD 193 185 28.9 vs 31.4 -—j—o—- 1(0.9-1.5)
BRCA mutation 94 91 48.0 vs NR e 1(0.7-1.7)
BRCA wild-type/LOHhigh 99 94 17.3vs 22.3 . 1(0.7-1.5)
BRCA wild-type/LOH!o" 188 189 11.0 vs 121 i'—O—' 3 (1.0-1.7)
BRCA wild-type/LOHindeterminate 55 53 92vs 17.5 H o 6 (1.0-2.5)
No BRCA mutation 357 336 12.1vs 15.2 —e— 2(1.0-1.4)

0.60 0.80 1.00 1.20 1.40 1.60 1.80 2.00 2.20 2.40 2.60

+—HR—»
Favors Does not favor

Combination Combination

Data cutoﬂ May 17, 2024

Populatio n bold are stratificatio ors.

BRCA W\Id typ LOH hgh (LOH 2 6/) BRCA wnd lyp LOHI w(LOH 1 U 16 )

BRCA, BRCA1 or BRCAZ2; Cl, confi logo mbination deficiency; ITT, intent-to-treat; LOH, loss of heterozygosity; NR, not reached; PD-L1,

ce
programmed de: th \g nd 1; PFS, pr g -free i
Monk B, et al. Presented at Europea tyr r Me d IO ology (ESMO) Annual Meeting; 13-17 September 2024; Barcelona, Spain
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For media and investors only

Manufacturer announces FIRST trial met its primary
endpoint of progression free survival in first line
advanced ovarian cancer

\_

~

J

~

/ KEYLYNK-001 Study Design | non-BRCAm

Manufacturer Announces Phase 3 KEYLYNK-001 Trial
Met Primary Endpoint of Progression-Free Survival
(PFS) in Patients with Advanced Epithelial Ovarian
Cancer

J

FIRST Study Design

FIRST is a randomised, double-blind Phase Il study

Treatment duration: 41 months

z
v

Bt . s Cycles 2-6 Maintenance Phase

* Stage I1IC CCO with 25 cm

extra-pelvic disease following PDS . R
* inoperable Stage Il disease, CTX +bev 12
+ macroscopic residual tumour (1 cycle) N=1405

following PDS
NACT is planned
* People who undergo PDS or receive
NACT are eligible

+ ECOGPSO0-1

* People must provide blood and tumour ) .
tissue samples Stratification by:

* HRRm status

* Disease burden

* Concurrent bevacizumab use

Niraparib 200 or 300 mg QD

Chemotherapy

Optional: Bevacizumab 7.5 or 15 mg/kg
Q3W (up to 15 months)

FIGO Stage IlI-IV non-mucinous
epithelial ovarian cancer : * PFSin PD-L1+ pts.
«  AllStage IV Optional: Bevacizumab 7.5 or 15 mg/kg TAP >5% 222
Q3W (up to 15 months) * PFSinITT
+ Stage lll disease are eligible if they are:
Placebo Q3W Placebo Q6W (up to 36 months) Secondary endpoints

.

PFS (BICR RECIST v1.1
& irRECIST)

* 0S

TFST

TSST

PFS2

ORR

Safety and tolerability
HRQoL

o e e e e

Study start date: October 2018
Estimated primary completion
date: July 2023

ive: (T

wieeks; Q6W=every 6 weeks; QD=once daily; Reranc
FIRST. Available at: https://clinicaltrials.gov/c

t2/show/NCT03602859. Accessed Novemb

therapy; TSS
er 2022

BICI CC=complete Y
3 { Fed Obstetrics; QoL=health: life;
(ir)RECIST={i lated) riteria in Solid Tumors; ITT=intent-to-treat; NACT ; 0S=overall
survival; PD-L: 1; y { i ; PFS2=timet therapy; Q3W=every 3
TFST=til i i of second therapyor death.

KEYLYNK-001 Study Design |non-BRCAm

KEYLYNK-001 is a randomised, double-blind Phase Il study
Treatment duration: 35 months

Cycles 2-6 Maintenance Phase

«

>
Chemotherapy 5

Primary endpoints

* Biopsy of a tumour lesion for
prospective testing of BRCA1/2 and

* Planned bevacizumab use (yes/no)
* PD-L1combined positive score (CPS; <10 or 210)

Olap

: EIapy PES in PD-L1+ people
o 0 e S CPS 210
FIGO Stage -1V epithelial ovarian - — * PFSinITT
cancer Placebo (Q3W up to 35 cycles)
. _ d dpoint:
BRC Placebo Q6W (up to 36 months) SLONCERy,SNUPOIS
* Candidate for primary or interval R s
debulking surgery CI% 1:1:1 * PFS(BICR)in
(1 cycle) » PD-L1+
* ECOGPS0-1 W)

PFS (BICR) in ITT
PFS2in PD-L1+

Study start data: December 2018

PD-L1 tumour markers status prior to Placebo Q6W (up to 36 months) O [T -
ErGREmEEET + Safety and tolerability
Srouteaton b Optional:Bevacizumab L
= Surgery status (residual tumour after PDS [yes/no] or * pCR
plemned intervol debulking) [Pembroiumab (200mg 3W upto3Scycles) | - wsT
)

Estimated primary completion
: r 2023

a0C=advanced ovarian cancer; BICR=blinded independent central review; BID=twice daily; BRCAM=BRCA mutated; C i ith 06
gy ional Fed f and \QoL=health life; ITT=intent-
to-treat; O! p PD-L. =primary Vi
TFST=time to first subsequent therapy; TSST=time to start of
second subsequent therapy or death; TWiST=time wil f disease i ity; Q3W=every 3 weeks; Q6W=every 6 weeks
KEYLYNK-001. Availableat: https://clinicaltrials.go NCT03740165. Accessed November 2022; 2. FujiwaraK, et al. Ann Oncol. 2019;30{suppl_9):ix77-1x90,
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ENGOT-0OV43/GOG-3036/KEYLYNK-001 Study Design
(NCT03740165)

- e Induction Treatment Period Maintenance Period
Key Eligibility Criteria (1 course) (6 Cycles including induction) (Cycle 7 onwards)
Advanced (FIGO Stage =1l Control (C Carboplatin/Paclitaxel PRI 21D o
ntr
epithelial ovarian cancer °Gr :u ; ) . up to 2 years®

+

Placebo Q3W for
up to 35 cycles

BRCA1/2-nonmutated
No prior systemic therapy

Placebo Q3W for
up to 35 cycles

-
C —
E=)
© X
a2
©
5&
o

Candidate for carboplatin +
paclitaxel? as adjuvant or

neoadjuvant therapy Placebo BID for

up to 2 years®
+
Pembrolizumab 200 mg
Q3W for up to 35 cycles

Pembrolizumab (P) Carboplatin/Paclitaxel
Group +

Pembrolizumab 200 mg
Q3W for up to 35 cycles

Bevacizumab permitted per
investigator discretion

Carboplatin/
Paclitaxel

Stratification Factors

PD-L1 expression®
(CPS 210 vs <10)

Planned bevacizumab use
(yes vs no)

Surgery status

(residual tumor after primary
debulking surgery [yes vs f

no] or planned interval Primary Interval Debulking
debulking) Debulking (after 3 cyclesd)

. : Olaparib 300 mg BID for
Pembro“zumea?o_l?plaparib (P-0) CarboplatlzlPaclltaer P up to 2 yegrsc

> . +
FelileliellAViilo 2000 kg Pembrolizumab 200 mg

Q3W for up to 35 cycles

Carboplatin/
Paclitaxel

Q3W for up to 35 cycles

aDocetaxel may be considered for participants who experience either a severe hypersensitivity reaction to paclitaxel or an adverse event requiring discontinuation of paclitaxel. "Assessed
at a central laboratory using PD-L1 IHC 22C3 pharmDx and measured using the combined positive score (CPS; number of PD-L1-positive tumor cells, lymphocytes, and macrophages
divided by total number of tumor cells x 100). °Only participants with no evidence of disease at start of maintenance and no progression stopped after 2 years. %Including induction cycle.

Vergote et al, ESGO 2025



Baseline Characteristics

P-0O Group
(N = 455)

P Group
(N = 458)

C Group
(N = 454)

PD-L1 CPS 210

229 (50.3%)

230 (50.2%)

228 (50.2%)

istology
High grade serous 389 (85.5%) 398 (86.9%) 383 (84.4%)
Clear cell 28 (6.2%) 25 (5.5%) 28 (6.2%)
Endometrioid 20 (4.4%) 11 (2.4%) 15 (3.3%)
Carcinosarcoma 9 (2.0%) 6 (1.3%) 10 (2.2%)
Low grade serous 8 (1.8%) 17 (3.7%) 16 (3.5%)
1(0.2%) 1(0.2%)

> Other
Surgery Performed

RO primary debulking
R1 primary debulking
Interval debulking

None

92 (20.2%)

155 (34.1%)

166 (36.5%)
42 (9.2%)

98 (21.4%)

151 (33.0%)

174 (38.0%)
35 (7.6%)

2 (0.4%) <

93 (20.5%)
151 (33.3%)
170 (37.4%)

Started bevacizumab

Yes

LNO

199 (43.7%)
256 (56.3%)

205 (44.8%)
253 (55.2%)

40 (8.8%) <

206 (45.4%)
248 (54.6%)

J

a3 participants had missing information for race, 2 (0.4%) in the P group and 1 (0.2%) in the C group. ®1 participant (0.2%) in the P—O group had FIGO stage IIB disease at screening.

Data cutoff date: August 26, 2024.

Vergote et al, ESGO 2025
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Progression-Free Survival P-O vs C, CPS =10 Population
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IA12 Median,  Events
P-0O Group 23.7 48.9%
C Group 15.2 66.2%

1004

Progression-Free Survival, %

Median follow-up®: 30.1 mo

HR
0.63¢ <0.0001¢
(0.49-0.80)
36-mo

0 : | | | |
No. at risk Time, months

229 161 103 40 9 0

228 142 70 24 3 0

Median HR
b )
FA months Events (95% Cl)
P-O Group 23.9 58.5% 0.66¢
(0.53-0.83)
C Group 15.2 72.4%
1004 48-mo

Progression-Free Survival, %

No.

Median follow-up®: 49.6 mo

0 I I I I I I
0 10 20 30 40 50 60

at risk Time, months

229 161 115 84 59 26 5
228 142 81 58 37 14 2

Response assessed per RECIST v1.1 by investigator review. 2Data cutoff date: January 9, 2023. ®Data cutoff date: August 26, 2024. °Hazard ratio (Cl) analyzed based on a Cox regression
model with treatment as a covariate stratified by the randomization stratification factors. ?Prespecified P-value boundary met. eDefined as the time from randomization to the data cutoff date.

Vergote et al, ESGO 2025
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. . . ?:‘E?:ggmml GOG FOUNDATION® B@
Progression-Free Survival P-O vs C, Total ITT Population @'

Median, HR b Median, HR
1A12 el Events (95% CI) P-value FA i Events (95% Cl)
P-O Group 221 53.0% 0.68¢ <0.0001¢ P-O Group 22.2 64.0% 0.71¢
(0.58- o (0.61-0.84)
C Group 14.6 69.2% 0.81) C Group 14.6 77.5%
TUU 36-mo 1004 48-mo

Progression-Free Survival, %

Median follow-up®: 30.1 mo I I
0 I I I I 1 0 I I I I I I 1

Median follow-up®: 49.6 mo

0 10 20 30 40 50 0 10 20 30 40 50 60 70

No. at risk Time, months No. at risk Time, months
455 317 186 72 15 0 455 317 209 145 93 40 8 0
454 285 134 52 5 0 454 285 157 106 64 26 3 0

Response assessed per RECIST v1.1 by investigator review. 2Data cutoff date: January 9, 2023. ®Data cutoff date: August 26, 2024. °Hazard ratio (Cl) analyzed based on a Cox regression
model with treatment as a covariate stratified by the randomization stratification factors. ?Prespecified P-value boundary met. eDefined as the time from randomization to the data cutoff date.

Vergote et al, ESGO 2025
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Progression-Free Survival in Subgroups P-O vs C at FA =t

CPS 210 Population Total ITT Population
No. of Events/ No. of Events/
Subgroup No. of Participants HR (95% CI) Subgroup No. of Participants HR (95% CI)
Overall 299/457 —a— 0.66 (0.53-0.83) Overall 643/909 —— 0.71 (0.61-0.84)
Age Age
>65 years 131/183 - a1 0.73 (0.51-1.03) >65 years 263/350 —a— 0.70 (0.55-0.90)
Race Race
Whit 38/361 0,61 (0.47-0.79 White 512/717 —— 0.71 (0.60-0.85)
e - 61(0.47-0.79) All others 130/191 —a— 0.63 (0.45-0.90)
All others 61/96 — &1 0.85 (0.51-1.41) ECOG PS score
ECOG PS score 0 376/534 —n— 0.66 (0.54-0.81)
0 175/262 — 0.62 (0.46-0.83) 1 267/375 —— 0.75 (0.59-0.95)
1 124/195 ——1 0.72 (0.51-1.03) PD-L1 status?®
Debulking surgery CPS <10 344/452 —i— 0.74 (0.60-0.91)
RO primary 34/84 - 0.90 (0.46-1.76) CPS >10 299/457 — 0.66 (0.53-0.83)
R1 primary 102/158 —W—— 0.52 (0.34-0.78) D‘;t(’)“'k',“Q surgery — 067 (0.45.4.01)
primary — . 45-1.
.
Interval 131/170 —— 0.62 (0.43-0.87) R1 primary 212/306 0.54 (0.41-0.72)
Bevacizumab use Interval 275/336 —a— 0.80 (0.63-1.02)
Yes 130/198 = 0.75 (0.53-1.06) Bevacizumab use
No 169/259 e 0.60 (0.44-0.82) Yes 287/495 —_ 0.70 (0.56-0.89)
No 356/504 —— 0.68 (0.55-0.84)
T T T T 1 v T - v v
0.25 0.5 1.0 2.0 4.0 0.25 0.5 1.0 2.0 4.0
D Favors Favors g D Favors Favors g
P-O Group C Group P-O Group C Group

Response assessed per RECIST v1.1 by investigator review. 2The subgroup results shown in the forest plot were based on an unstratified Cox model, so the results for CPS 210
may differ slightly compared with those of the primary analysis, which were based on a stratified Cox model. Data cutoff date: August 26, 2024.

Vergote et al, ESGO 2025
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Progression-Free Survival P vs C at FA =

ISOTJEEI% m%‘:lifh';’ Events (© 5I:’I/oRCI) P-value P-Ic-;[)at: Ilalt-li:)rn “rfni?\'&r; Events (95I;I/oRCI)
P Group 15.2 73.8% 1.012

P Group 17.3 69.6% (0_(,)79?“’1 ) 0.3339° C Group 14.6 77.5% (0.87-1.18)

C Group 15.2 72.4% 48-mo 1004 48-mo

Progression-Free Survival, %
Progression-Free Survival, %

0 I I I I : I I 1 0 I I I I I I 1

0 10 20 30 40 50 60 70 0 10 20 30 40 50 60 70

No. at risk Time, months No. at risk Time, months
230 150 85 56 33 17 1 0 458 279 144 929 61 32 2 0
228 142 81 58 37 14 2 0 454 285 157 106 64 26 3 0

Median follow-up®: 49.6 mo

Response assessed per RECIST v1.1 by investigator review. 2Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization
stratification factors. *Prespecified P-value boundary not met. <Defined as the time from randomization to the data cutoff date. Data cutoff date: August 26, 2024.

Vergote et al, ESGO 2025
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Progression-Free Survival in FMI-LOH Subgroups at FA

P-Ovs C PvsC
No. of Events/ No. of Events/
Subgroup No. of Participants HR (95% Cl) Subgroup No. of Participants HR (95% CI)
CPS 210 Population  299/457 0.66 (0.53-0.83) CPS 210 Population  325/458 0.95 (0.77-1.19)
f N é N
LOH-High 108/182 0.67 (0.46-0.98) LOH-High 118/172 1.06 (0.74-1.52)
LOH-Low 178/251 0.71 (0.53-0.96) L LOH-Low 187/259 0.80 (0.60-1 '07)4
4 N

LOH-Low with bev 76/113

LOH-Low no bev  102/138

0.93 (0.59-1.46)

0.56 (0.38-0.84L

LOH-Low with bev 85/118

LOH-Low no bev  102/141

Total ITT Population 643/909
LOH-High 199/314
LOH-Low 417/545

0.71 (0.61-0.84)
0.65 (0.50-0.87)

0.73 (0.61-0.89)

Total ITT Population 690/912
LOH-High 210/289
LOH-Low 446/572

LOH-Low with bev 188/253

LOH-Low no bev  229/292

0.80 (0.60-1.07)

0.66 (0.51-0.85)

LOH-Low with bev 215/272

LOH-Low no bev  231/300

0.5

1
2.0

1.37 (0.89-2.10)

0.53 (0.36-0.79)J

1.01 (0.87-1.18)
1.08 (0.82-1.41)

0.89 (0.74-1.07)

1.21 (0.93-1.58)

0.69 (0.53-0.90)

I 1 I 1
0. § 1.0 i‘r.O 0. § 0.5 1.0 2.0 i‘r.O
D Favors Favors " N Favors Favors "
P-0O Group C Group P Group C Group

Response assessed per RECIST v1.1 by investigator review. FMI-LOH and bev subgroups based on post-hoc, exploratory, unstratified analysis. FMI, Foundation Medicine Inc.
LOH, loss of heterozygosity. Bev, bevacizumab. Data cutoff date: August 26, 2024.

Vergote et al, ESGO 2025



Overall Survival in FMI-LOH Subgroups at FA
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P-Ovs C
No. of Events/
Subgroup No. of Participants
CPS 210 Population 223/457
LOH-High 75/182
LOH-Low 138/251

LOH-Low with bev 59/113

LOH-Low no bev  79/138
Total ITT Population 466/909
LOH-High 133/314
LOH-Low 312/545

LOH-Low with bev 140/253

HR (95% CI)
0.98 (0.75-1.27)

0.87 (0.55-1.37)

1.11 (0.79-1.54)

PvsC
No. of Events/
Subgroup No. of Participants
CPS 210 Population 218/458
LOH-High 74/172
LOH-Low 129/259

1.35 (0.81-2.26)

0.93 (0.60-1.45)

LOH-Low with bev 59/118

1.04 (0.87-1.25)
1.08 (0.77-1.52)

1.03 (0.82-1.29)

LOH-Low no bev  70/141
Total ITT Population 472/912
LOH-High 126/289
LOH-Low 322/572

1.29 (0.92-1.79)

LOH-Low with bev 149/272

HR (95% Cl)

0.94 (0.72-1.22)
1.00 (0.64-1.58)

0.84 (0.60-0.19)

1.22 (0.73-2.04)

0.61 (0.38-0.98)

1.06 (0.89-1.27)
1.19 (0.84-1.69)

0.97 (0.78-1.21)

1.21 (0.88-1.67)

0.80 (0.60-1.08)

1
4.0

LOH-Low no bev  172/292 0.85 (0.63-1.15) LOH-Low no bev  173/300
T 1 T
0.25 0.5 1.0 2.0 4.0 0.25 0.5 1.0 2.0
D Favors Favors " N Favors Favors
P-0O Group C Group P Group C Group

FMI-LOH and bev subgroups based on post-hoc, exploratory, unstratified analysis. FMI, Foundation Medicine Inc. LOH, loss of heterozygosity. Bev, bevacizumab.

Data cutoff date: August 26, 2024.

Vergote et al, ESGO 2025
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Mirvetuximab Soravtansine Improved PFS and OS*

.y INV-PFS: Primary Endpoint /

0.8 MIRASOL
i MIRV (n = 227 IC Chemo (n = 226 o o/
:lL; mPFS (95% Cl)  5.62 (4.34-5.95) 3.98 (2.86-4.47) 35% |mprovement
S 06 Events, n (%) 176 (77.5) 166 (73.5) in PFS with MIRV vs
E‘ HR (95% Cl) 0.65 (0.52-0.81) h h
B o, <.0001 chemotherapy
?  33% improvement
o q o

0.2 in OS with MIRV vs

o + Censore:d . . \““»—' + ' H : ' & . ChemOtherapy
0 3 6 9 12 15 18 21 2 27 * ORR more than doubled:
Time, mo 42% vs 16% with MIRV
vs chemotherapy (P <
1.0 - MIRV (n = 227) IC Chemo (n = 226) .
mOS (95% ClI) 16.46 (14.46-24.57)  12.75 (10.91-14.36) \'0001’ 12CRs vs 0 CRS)/
Events, n (%) 90 (39.6) 114 (50.4)

081 HR (95% ClI) 0.67 (0.50-0.89)
@ P .0046
S 06 1
2 FDA Approval April 2024
2
8 041
[<]
o . MIRV

021 OS: Key Secondary Endpoint

o + Censored Chemo
0 3 6 9 12 15 18 21 24 27 30
Time, mo

1. Moore KN et al. N Engl J Med. 2023;389:2162-2174.



PICCOLO (NCT05041257) — Study Design-3

A single-arm, open-label, phase 2 trial of MIRV in patients
with 23L platinum-sensitive ovarian cancer with FRa-high expression

PICCOLO Patient Population (N=79) Primary Endpoint

o ORR by INV
E 1 t and Key Eligibilit
nroliment and Key Eligibility Treatment

 Platinum-sensitive disease (defined as Regimen
radiographic progression >6 months — MIRV
from last dose of most recent platinum (6 mg/kg AIBW DOR by INV
therapy) Q3W)

FRa detected by IHC with PS2+

intensity among =75% of viable tumor Other Secondary Endpoints
cells® - Safety and « PFS

At least 2 prior platinum-containing tolerability . 0S
regimensP + CA-125 « Sensitivity

« Prior PARPI required if BRCA+ response (GCIG  gnglyses®

* Prior BEV not required criteria)

 Appropriate for single-agent therapy

aFRo expression measured by the VENTANA FOLR1 (FOLR1-2.1 RxDx) Assay. 1 prior line if documented platinum allergy. ©ORR, DOR, and PFS by BICR will be summarize d as sensi tivity analyses
ed ideal body weight; BEV, bevacizuma b; BICR, blinded independent central review: BRCA, BReast CAncer gene; CA-125, cancer antigen 125; DOR, duration of response; FRa, folate receptor alpha; GCIG, Gynecological Cancer InterGroup; IHC, immunohistochemistry: INV, investigator
ansine- gynx; ORR, objective response rate; OS, overall survival; PARPI, poly (adenosine diphosphate [ADP]-ribose) polymerase inhibitor; PFS, progression-free survival; PS2+, positive staining intensity 22; Q3W, every 3 weeks.
v identifier: NCT05041257. Updated April 22, 2024. Accesse d July 29, 2024.; 2. Alvarez Secord A, et al. Poster presented at: International Gynecologic Cancer Society (IGCS) Annual Global Meeting; 29 September-1 October 2022; New York City, NY USA [Abstract 1556]. 3. Alvarez Secord A, et al

resented at: Society of Gynecologic Oncology’s (SGO) Annual Meeting on Women's Cancer; 18-21 March,2022; Phoenix, AZ USA. [Abstract 300]



ORR by Subgroups

Total Population ORR: 51.9% (95% Cl, 40.4-63.3)

75.0%
72.7% (42.8-94.5)
(49.8-89.3)
64.7%
60.0% (46.5-80.3)
55.1% (14.794.7) 57.1%
(40269.3)  50.0% (37.2-75.5) £9.0%
4470, 46.9% .y
o« (29.1-70.9) 43.9% (34.3_59.°8) 3257%?2 (34.8-63.4) 43.9% 1.9%
O (30.7-57.6) (32.7-69.2) (28.5-60.3) (27.0579)
33.3%
(4.3-77.7)
(n=57) (n=34)
1or2 3 Positive  Negative/ Naive ~ Treated = PDwith  NoPD Naive  Treated PARPi and BEV <12mo  >12mo
Unknown PARPi#  with PARPI
No. Prior Lines BRCA Mutation PARPi Exposure BEV Exposure  Both PARPi& BEV ~ Most Recent
of Therapy Exposure PFIb
NCT05041257

Data cutoff: January 17, 2024. ORR presented with 95% CI.

Half the participants had progression of disease within 30 days after the last dosing of a PARPI or progression was listed as the reason for treatment discontinuation of a
PARPI, the participant was defined as having progressive disease on prior PARPi and was included in this category. bPlatinum-free interval is defined as time from last
dose of the latest line platinum therapy to the date of disease progression and/or relapse following that line of therapy (time rounded to whole number).

BEV, bevacizumab; BRCA, Breast Cancer gene; Cl, confidence interval; PARPI, poly (adenosine diphosphate [ADP]-ribose) polymerase inhibitor; PD, progressive

disease; PFI, platinum-free interval; ORR, objective response rate.
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Distribution of HER2 IHC scores across cancers

HER2 expression

Cancer types HER2 IHC expression levels
0 1+ 2+ 3+ Total
Gynecological
Endometrial 52 (40.9) 10 (7.9) 49 (38.6) 16 (12.6) 127
Ovarian/FT 53 (62.4) 11 (12.9) 17 (20.0) 4 (4.7) 85
Peritoneal 10 (71.4) 4 (28.6) 0 (0) 0 (0) 14
Cervical 9 (64.3) 1(7.1) 2(143) 2(143) 14
Vaginal 2 (100.0) 0 (0) 0 (0) 0 (0) 2
Vulvar 2 (28.6) 1(14.3) 3(42.9) 1(14.3) 7
gwgggggaﬁfﬂ%%xBERE&%RBSBQ-‘BE
100+
90-
80-
70-

60+

Patients (%)

50+ Il 3+
| 2+
404 | 1+

30+

204

104

0+

Urothelial
CCA
HCC

Pancreas

Prostate
Sarcoma
Renal cell

HN-salivary gland

- ndometrial

Gallbladder:
Gastric/GEJ
HN-Other:
Colorectal
Peritoneal
Small bowel
Melanoma

Appendiceal

B. Uzunparmak et al, Annals of
Oncology; Volume 34 - Issue 11 - 2023

=P  Cervical

= Ovarian/FT




Phase 2 DESTINY-PanTumor02 Study: Objective Response
Rate by HER2 Status—Primary Analysis (N = 267)
Median follow-up: 12.75 months

100 A
90 9 84.6
80 -
= 70+
% 60
S 56.3 56.3
é 50 -
39.0
:-E 40— 36.8 35.0
=
s 30
& & &
20 - O T N 5!
- < I =
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THE OHIO STATE UNIVERSITY
Meric-Bernstam F, et al. J Clin Oncol. 2024;42:47-58. WEXNER MEDICAL CENTER




Phase 2 DESTINY-PanTumor02 Study: Best
Percentage Change in Target Lesion From Baseline

Maximum Change From Baseline Duration of Response
« Centrally tested as IHC 3+ T
;\3 Endometrial cancer :
:; M Cervical cancer
= 1204 m Ovarian cancer
g 100 4 I Bladder cancer =t"
e B Other tumors
o e Censored
80 - W BTC
E . + End of response
o M Pancreatic cancer — . .
i 60 w B , Patient with complete
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o e Ty .
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Meric-Bernstam F, et al. J Clin Oncol. 2024;42:47-58.




DESTINY-PanTumor02: Response (INV) by
HER2 Expression Level—GynOnc Cohorts

100 +

S 84.6
> 75.0
=
>
2 60.0
m R
o
(@)
©
z -
S £ 0.
© o BE =) =
Il © o o
N = B z
Total n in subgroup 5 1 40 8 20 8 4 40 1 19 5 5
n of responders 3 0 20 6 8 4 2 18 7 7 1 3
Median DOR, months’ NR NR 18.2 NR 99 - 14.2 NR 3.8 14.2 NR 1.3 221 1.3 8.3 45
— 99, 96, 30, 28 41, 93 28 83, 68 41 42 28 28
o NE NE NE NE NE NE NE NE NE 221 NE NE NE
Lee JY, et al. International Gynecological Cancer Society 2023; November 5-7, 2023; Seoul, Korea.. T h e J ames
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Targeting Cadherin 6
(CDHOG)
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Targeting Cadherin 6 (CDH6) in Ovarian Cancer: Why?

CDH6 Expression in RCC/Serous OVC

CDH6 expression in human tumor tissue by IHC assay
300 Hhecan Negative Weak Moderate
BB Y %35 ) & g ,-(f\ o T
® \“-" ‘ . r_'; i —.',’) /',
' 4 ° Y ' ‘ ‘?‘IJ"\-/" Vi 3
1) % ok ™S pA ' S 7 "
- o g Rl
200 t -f s C {’;) )" v .--) -
% 4 .. i v \\ ’,\ "“g ‘\»‘J_’| "«'
o "J'. 4 ' & A
[+ [e] o ” J |‘ N } |/T\‘ o & N VA
8 . ® /j’ 1 ‘r*’ ”
T e 4 ° 28
‘ ¢ o° CDH6 H-score [ n ,%)
100 °® Tumor type n
%, S0 o 0 1-100 101-200 201-300
Clear cell RCC 39 0 0% 25 64%| 13 33%| 1 3%
B — Papillary RCC 41 1 2% 9 22%| 18 44%| 13 32%
Serous OVC 118 18 15% 71 60%| 24 20%| S 4%
0
ClearcellRCC Papillary RCC Serous OVC
» CDHBG6 is part of the cadherin family, which is involved with cell-cell adhesion,

organ development, and epithelial-mesenchymal transition
» Function of CDH6 has yet to be fully elucidated

» CDHG6 is overexpressed in various cancers, particularly EOC

Hirokazu S, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting; 16-21 September 2021; Paris, France. [Abstract 10P].



Targeting CDH6 in OC

Raludotatug deruxtecan Huma?izeef af::CDHG Deruxtecan
gG1m
(DS-6000)1:2 . A \
0 H\)OL H $ H \)OL
N N N (o)
Payload  Topoisomerase 1 inhibitor (DXd) o d
S0
DAR 8 % H,C HO ._CH3
Cleavable tetrapeptide-based linker F
Linker Cleavable tetrapeptide based Topoisomerase DI inhibitor payload
linker el
. DAR =8
Trial NCT04707248
Median DOR:2
80+ 48.6% (18/37; 95% Cl: 31.9-65.6) 97.4% (95% CI: 86.2-99.9) 11.2 months (95% CI: 3.1-NE)
0] Including 1 CR,17 PRs, 18 SDs and 0 PD Median (range) FU: 6.7 months (1.4-16.8)

4 unconfirmed responses were ongoing at the data cutoff

Median TTR:?

5.7 weeks (95% CI: 5.3-11.4)

Median PFS:P

Best change in sum of
diameters from baseline (%)

Starting dose level [Jl] 4.8 mgikg (n=9) [l 5.6 mgikg (n=4) [l 6.4 mgikg (n=23)

=10 8.1 months (95% Cl: 5.3-NE)
Median (range) FU: 4.0 months (0-25.1)

1. Moore K, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting; 20-24 October 2023; Madrid, Spain.;
2. NCT04707248. Accessed from: https://clinicaltrials.gov/study/NCT04707248?cond=NCT04707248&rank=1.



REJOICE-Ovarian01/GOG-3096: Phase 2/3 Randomized Study
of R-DXd in Platinum-Resistant EOC

( )

Phase 2 > Follow-up Phase 3 > Follow-up

Key eligibility criteria: R-DXd IV Q3W

+ High-grade serous or endometrioid ovarian,

primary peritoneal, or fallopian tube cancer
* 1=3 prior LOT (inc. bevacizumab)
* Platinum-resistant disease

* Prior MIRV if high FRa? 5.6 mg/kg
+ ECOG PS 0-1

* No prior CDH6-targeting agents or ADCs with
linked TOPO [ inhibitor

« Patients with primary platinum-refractory disease 6.4 mg/kg
are not eligible

Until PD,b death, lost to FU, other reason

R-DXd IV Q3W

R-DXd at RP3D

TPC
(gemcitabine, PLD, topotecan,
paclitaxel)

Until PD,b death, lost to FU, other reason

\ J

Stratification:
+ Number of prior LOT (1 vs 2/3) Primary endpoint: Key secondary endpoints: Primary endpoints: Key secondary endpoints:
» CDH6 expression (high vs low) - ORR per BICRP + ORR perinvP - ORR per BICRP . 0S
+ TPC (paclitaxel vs others; Ph 3 only) *+ DOR - PFS per BICRP . QoL
NCT06161025

NCT06161025. Accessed from: https://clinicaltrials.gov/study/NCT06161025?term=NCT06161025&rank=1.



Discussion Question

A 65-year-old woman with no comorbidities presenting with OC with
extensive intra-abdominal disease and ascites (clinical Stage IlIC)
receives neoadjuvant carboplatin/paclitaxel/bevacizumab with good
response and proceeds to surgery with RO resection. Regulatory and
reimbursement issues aside, what would you most likely recommend

as maintenance therapy (and for what duration) based on BRCA and
HRD status?

B N



Discussion Questions

 What are your preferred first- and second-line systemic therapy for
HER2-positive (IHC 3+) metastatic cervical cancer?

* For which clinical scenarios, if any, would you like to be able to
administer trastuzumab deruxtecan to a patient with HER2-low
(IHC 1+ or 2+) gynecologic cancers?

B N



Module 6: Gynecologic Cancers

Ovarian Cancer; HER2-Directed Therapy for Advanced
Gynecologic Cancers — Dr O’Malley

Endometrial Cancer and Cervical Cancer — Dr Slomovitz




Endometrial Cancer (EC) and
Cervical Cancer (CC)

Brian M Slomovitz, MD
Professor, OB-GYN, Florida International University
Director, Gynecologic Oncology
Co-Chair, Cancer Research Committee
Mount Sinai Medical Center
Miami, Florida
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GOGO0209: Carboplatin + Paclitaxel in Advanced Endometrial Cancer
Final Survival Analysis

* 2000s: chemotherapy was the standard of care
e 2019: carboplatin + paclitaxel became the preferred regimen (GOG0209)

PFS ~13 months, OS ~20 months, response rate 52%

= 1'0_\ Treatment Event Total Median 1.0 Treatment Event Total Median

o Group G Group

E —Carbo+Pac 492 672 13.2 < —Carbo+Pac 438 672 37.0

2 0.89 TAP 470 656 13.9 g 087 TAP 427 656 41.1

a HR stratified: 1.032 é HR stratified: 1.002

© 90% Cl: 0.928-1.148 o 90% Cl: 0.895-1.121

S 06- \ ’ & 0.6+ °

= =

3 2

Q >

o 0.4 S 04

& . =

S T E

g 0.2 g 0.2

oo

6.9 + Censored + Censored
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 0 12 24 36 48 60 72 84 96 108 120 132 144 156 168
Time (Months) Time (Months)

Carbo, carboplatin; OS, overall survival; pac, paclitaxel; TAP, paclitaxel-doxorubicin-cisplatin.
Miller DS, et al. J Clin Oncol. 2020;38:3841-3850.



Benefit of IO + Chemo in EC: 1L studies in
patients with advanced stage or recurrent EC

Carboplatin +

Paclitaxel End Points

* PFS (BICR/
Investigator)

« OS

. Immune Checkpoint

Immune Checkpoint
Key Eligibility Criteria

Inhibitor

* Measurable disease

« ECOG PS =1 (2)

» Carcinosarcoma (t) |
- Different trials pMMR/dJMRR |

« Safety

* ORR
* HRQoL

Carboplatin +

Paclitaxel Placebo
Stratification Factors: +
« dMMR vs pMMR Placebo

 ECOG PS, geographic region,

F E
history of pelvic radiation e 2-3 Years or PD

BICR=blinded independent central review; dMMR=deficient mismatch repair; ECOG PS=Eastern Cooperative Oncology Group Performance Status; HRQoL=health-related quality of life; ORR=overall response
rate; OS=overall survival; pMMR=proficient mismatch repair; PD=progressive disease; PFS=progression-free survival; R=randomized.

Mirza M et al. NEJM March 2023

Eskander et al. NEJM March 2023
Colombo N, et al. Lancet Oncol Sept 2024
Marth C, et al. SGO 2024 Annual Meeting



Transformative Clinical Trials in the
Advanced Stage and Recurrent Setting

NRG-GYO018 DUO-E/GOG-3041

Carbo + Durva + Ola
Durva 1,120 mg IV + Durva 1,500 mg IV Q4W +
carboplatin IV olaparib 300 mg PO BID
Q3W for 6 cycles

Pembrolizumab 200 mg IV +
carboplatin AUC 5 mg/mL/min IV +
paclitaxel 175 mg/m? IV
Q3W for 6 cycles

Pembrolizumab 400 mg
IV Q6W up to 14
additional cycles

Carbo + Durva
Durva 1,120 mg IV +
Carbo IV Q3W for 6 cycles

Durvalumab

Placebo IV + 1,500 mg IV Q4W

carboplatin AUC 5 mg/mL/min IV +
paclitaxel 175 mg/m? IV
Q3W for 6 cycles

Placebo IV

Q6W up to 14 additional
cycles

Carboplatin
Carboplatin IV
Q3W for 6 cycles

Stratified by MMR status, disease status, region of world

GOG-3031/RUBY AtTEnd

Dostarlimab 500 mg IV +
carboplatin AUC 5 mg/mL/min IV + Dostarlimab 1,000 mg IV
paclitaxel 175 mg/m? IV Q6W up to 3 years
Q3W for 6 cycles

Placebo IV +

Stratified by MMR status (oMMR vs dMMR), ECOG status, and prior adjuvant chemo placebo oral

Atezolizumab 1,200 mg IV +
carboplatin AUC 5 mg/mL/min IV + Atezolizumab
paclitaxel 175 mg/m? IV 1,200 mg IV
Q3W for 6 cycles

Placebo IV + Placebo IV +

carboplatin AUC 5 mg/mL/min IV + Placebo IV
paclitaxel 175 mg/m? IV Q6W up to 3 years
Q3W for 6 cycles

Stratified by MMR/MSI status, prior external pelvic radiotherapy, and disease status

Carboplatin AUC 5 mg/mL/min IV +
Paclitaxel 175 mg/m? IV
Q3W for 6 cycles

Stratified by MMR status, disease status, region of world, histology

BID, twice a day; Carbo, carboplatin; Durva, durvalumab; Ola, Olaparib; PO, orally.
Eskander RN, et al. N Engl J Med. 2023;388:2159-2170; Mirza MR, et al. N Engl J Med. 2023;388:2145-2158; Westin SN, et al. J Clin Oncol. 2024;42:283-299; Colombo N, et al. Ann Oncol. 2023;34(suppl 2):51281-51282.
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Benefit of |O + Chemo in the dMMR EC population

GY018

HR, 0.30
ol T P<0.00001
f; © k.\L\\ 74% =
z N \ M Pembro + CT
v Y LS
£ Y -
f 1 Placebo + CT
No with
events%
Pembro 23.2 NR (30.6-NR)
+CT
Placebo 52.2 7.6 (6.4-9.9)
+ CT

AtTEnd HR 0.36

Events/Total
S—— Atezolizumab 37781
Placebo 37/44

p=0.0005

95%Cl 0.23 to 0.57

Progression Free Survival
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HR, 0.28 9 . 12
(95% Cl, 0.16~0.50)
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+CT
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+CT

Slide courtesy of Dr. David Tan ESMO 2023. Revised

HR 0.42
95% Cl 0.22-0.80
D+ CTarm

dMMR (20% of population)

1001 12months 18 months
%0 4 70.0% 62.7%
o - 67.9% 67.9%
" | | 43.3% 3N.7%
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60 - ! '
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= : ) Durva
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40 i '
0 - i s * Control
20 i E
10 4 E i
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0 2 B 6 8 10 12 14 16 18 20 2 24 26 28 30 32

No. at risk Months since randomisation
Durva+Ola 49 43 39 28 17 B 13 9 7 5 4 2 2 2 0 0 0
Durva 46 40 37 3B 32 21 2% 19 17 ¥4 1 9 5 5 2 0 0
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No with Median
events %
Durva+CT 32.6 NR (NR-NR)
Durva+ 0O + 37.5 31.8 (12.4-NR)
CT
Placebo + CT 51 7.0 (6.7-14.8)



Benefit of IO + Chemo in the pMMR EC population

GY018

HR 0.54
\ 95%Cl 0.41 to 0.71

; . \ Pembro + CT
e . Placebo + CT
No with
events%
Pembro + 30.6 13.1 (10.5-18.8)
CcT
Placebo + 45.5 8.7 (8.4-10.7)
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Only trial with prespecified

alpha allocated analysis in

pMMR EC cohort as primary
endpoint

HR 0.76
95%Cl 0.59 to 0.98
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No with
events%
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+CT
Placebo + 70.7 7.9 (7.6-9.8)
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Slide courtesy of Dr. David Tan ESMO 2023. Revised
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pMMR (80% of population)
100
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L) dm 420
31.3%

E— " 20.0%
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0 2 4 6 8 10 12 ¥4 16 18 20 2 4 26 28 N R
No.atrisk Months since randomisation
DurvatOla 192 178 170 156 113 77 73 40 25 29 13 7 1 1 1 1
Duva 192 182 169 152 113 83 79 53 36 31 27 15 8 T % <0
Control 191 183 164 157 134 114 107 75 46 36 31 19 12 10 5§ 2
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No with Median
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Durva+CT 64.6 9.9 (9.4-12.5)
Durva+ 0O + 56.5 15(12.4-18)
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Placebo + CT 771 9.7 (9.2-10.1)



Mechanism of Action of PARP Inhibitors

DNA SSBs occur all the time in cells and &'@

PARP detects and repairs them @ -,

During the replication process unrepaired — e
SSBs are converted into DSBs 1 Replicating cells si:;ﬁg?;‘:;ﬁﬁg:(s

o

LR
MR s '\/Vs —J
"“\_’

m Cancer cell with HRD

Repair by homologous No effective repair
recombination (No HR pathway)

Tumor-specific killing
by PARP inhibitors

Survival Cell death

DSB, double-strand break; HR, homologous recombination; HRD, homologous recombination deficiency;
PARP, poly (ADP-ribose) polymerase; PARPi, PARP inhibitor; SSB, single-strand break.
O’Connor MJ, et al. Mol Cell. 2015;60:547-560.



PFS, %

DUO-E: Maintenance Durvalumab * Olaparib on PFS

In ITT Population

PFS: ITT (Primary Endpoint)

100
90
== Durva + Ola
80 == Durva
= Control
704
60 - Overall data
maturity: 61%
50 4
Durva + Ola
40 1
304
204
Placebo
10 -
0

12 15 18 21 24 27 30 33

Months From Randomization

0 3 6 9

ITT, intention to treat; Ola, olaparib.
Westin SN, et al. J Clin Oncol. 2024;42:283-299.

Durva + Ola
(n=239)

Durva
(n=238)

Control

(n=241)

Events, n (%) 173 (71.8) 139 (58.4) 126 (52.7)
Median PFS, mo 9.6 10.2 15.1

(95% CI) (9.0-9.9) (9.7-14.7) (12.6-20.7)
HR (95% CI) vs 0.71 (0.57-0.89); 0.55(0.43-0.69);
control P=.003 P <.0001

HR (95% Cl) vs 0.78 (0.61-0.99)
durva




Probability of PFS, %

RUBY Part 2: Maintenance Dostarlimab = Niraparib on
PFS in Overall and pMMR Populations

Overall pMMR

Median Events, Median Events,
(95% Cl), mo n/N (%) (95%Cl), mo n/N (%)
Median duration of = .
W-u .0 months* + + . Y o . -
100 follow-up, 19.0 month ggsta nira 14.5(11.8-17.4)| 95/192 (49.5) 100 Dosta + nira + CP 14.3 (9.7-16.9) 79/142 (55.6)
Placebo + CP 8.3 (7.6-9.8) 53/74 (71.6)
Placebo + CP 8.3 (7.6-9.8) 69/99 (69.7) BFS -
80 80 maturity 132/216 (61.1)
PFS maturity 164/291 (56.4)
ci“ 54.7%
60 g 60 7
. IS % ___________________________________ ;;____
40 ] g 40 !
i = ' Dosta + nira + CP
HR. 0.60 33.7% % e Dosta + nira + CP HR, 0.63 | o
20 7 ' ! 20 0 _ ]
(95% Cl, 0.43-0.82) i Placebo IV + (95% CI, 0.44-0.91) i Placebo IV +
P=.0007 i Placebo oral + CP P=.0060 i Placebo oral + CP
0 T T T T T T I: T T T T T T T T 1 0l T T T T T T i T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
emothera Chemotherapy
'_ Ch pelr:ihod py '_ period

Maintenance dostarlimab + niraparib resulted in a statistically significant improvement in PFS

in the overall and pMMR populations

*Median expected duration of follow-up.
Nira, niraparib.
Mirza MR, et al. Presented at: 2024 ESMO Gynecological Cancers Congress; June 20-22, 2024; Florence, Italy. Oral abstract 38MO0.



GOG-3031/RUBY: Molecular Classification Algorithm

- InRUBY Part 1, molecular classification was performed for all participants with WES results — 400 of 494 patients

EC

(histological subtype independent)

|
v L 4

POLe status [ POLe pathogenic ] [ POL¢g non-pathogenic ]
1

(awwR)

v
p53 status [ P53 WT ]
v v L2
egrated diagne POLemut (EDM) dMMR (or MSI-H) NSMP
f;fh‘l’;“e""e in RUBY, % 1.25% (5/400) 22.75% (91/400) 22% (88/400) 54% (216/400)
Results of local (IHC, NGS, PCR)
Diagnostic test WES or central test (IHC) provided for WES
RUBY at randomization

Efficacy per molecular classification was an exploratory analysis.

dMMR, mismatch repair deficient; EC, endometrial cancer; EDM, exonuclease domain; IHC, immunohistochemistry; MMRp, mismatch repair proficient; MSI-H,
microsatellite instability-high; mut, mutated; NGS, next generation sequencing; NSMP, no specific molecular profile; PCR, polymerase chain reaction; POLE,
polymerase epsilon; TP53, tumor protein 53; WES, whole exome DNA sequencing; WT, wild type.

Mirza MR, et al. ESMO 2023.



RUBY: PFS According to Molecular Subgroup

Probability of PFS

Probability of PFS

POLe mut
1.04 — — |
0.84 == Dostarlimab + CP 100%
' — Placebo + CP 100%
0.6- HR, NA
(95% Cl, NA-NA)
0.4
0.2
O- T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8101214161820222426283032343638
Months From Randomization
1.0 TP53 mut
0.8 — Dostarlimab + CP
) == Placebo + CP
0.64 HR, 0.55
(95% Cl, 0.3-0.99)
0.4 32.4%
1
0.2 -
:17.8%
0- .

02 46 8101214 161820222426283032343638
Months From Randomization

o
@

Probability of PFS
o
n

o
N

dMMR/MSI-H

== Dostarlimab + CP

== Placebo + CP
HR, 0.31

(95% Cl, 0.17-0.56)

57.0%

Probability of PFS
o o o
5 @ o

o
N
1

0246 8101214 161820222426283032343638
Months From Randomization

NSMP

== Dostarlimab + CP
= Placebo + CP

HR, 0.77
(95% Cl, 0.55-1.07)

02 4 6 8101214 161820222426283032343638
Months From Randomization

Data based on exploratory analysis based on 400 patients from the RUBY trial with known molecular classification with WES.
Mirza MR, et al. Presented at: 2023 Annual Global Meeting of the International Gynecologic Cancer Society; November 5-7, 2023; Seoul, Korea. Abstract SE008.



PMMR subpopulation: PFS by biomarker subgroup
CP + durvalumab versus CP

Post hoc exploratory analysis
HR (95% Cl)

All pMMR patients —e— 0.77 (0.60-0.97)
PD-L1 expression* Positive (TAP score 21%) — i 0.71 (0.53-0.95)
Negative (TAP score <1%) b ° 0.95 (0.61-1.45)
Unknown NC (NC-NC)"
POLEm and TP53m status POLEM NC (NC—NC)"
TP53m —— 0.80 (0.57-1.11)
TP53 wt o 0.69 (0.44-1.04)
Unknown 1.05 (0.56—1.96)
HRRm status'* HRRm < 0.45 (0.23-0.87)
Non-HRRm —& 0.82 (0.61-1.08)
Unknown = 1.05 (0.56—1.96)
BRCAm status’ BRCAmM NC (NC-NC)"
Non-BRCAm —— 0.77 (0.59—1.00)
Unknown = 1.05 (0.56-1.96)
Histology Endometrioid —e— 0.74 (0.52-1.04)
Serous ® 0.76 (0.49—1.18)
Other" . 0.93 (0.54-1.58)
[ I |
0.25 0.5 1 2

<+——Favours CP+D

FavoursCP —

DCO: 12 April 2023. *PD-L1 expression was evaluated using the VENTANA PD-L1 (SP263) assay. PD-L1 positive defined as TAP 21%, PD-L1 negative defined as TAP <1%, and unknown included patients who withdrew consent or due to sample
unavailability; tStatus determined retrospectively in two ways: from tissue samples (FoundationOne®CDx assay; Foundation Medicine, Inc.), and by molecular profiling of ctDNA (FoundationOne®Liquid CDx; Foundation Medicine, Inc.) from blood
samples; ¥TP53m status defined as a sample with a deleterious or suspected deleterious mutation in TP53 excluding samples with a deleterious or suspected deleterious mutation in POLE; TP53 wt status defined as a sample with no deleterious or
suspected deleterious mutation in TP53 excluding samples with a deleterious or suspected deleterious mutation in POLE; and unknown TP53m status included patients recruited in China, where TP53 and/or POLE testing was not performed,
patients who withdrew consent and patients for whom no sample was available; $Positive HRRm status defined as a sample with a deleterious or suspected deleterious mutation in any of the following prespecified genes: ATM, BRCA1, BRCA2,
BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, RAD51B, RAD51C, RAD51D and RAD54L; negative HRRm status (non-HRRm) defined as a sample with no deleterious or suspected deleterious mutations in any of the prespecified
genes; and unknown HRRm status included patients recruited in China, where HRR testing was not performed, patients who withdrew consent and patients for whom no sample was available; '"Not calculated due to low event numbers; T'Other’
includes carcinosarcoma, mixed epithelial, clear cell, undifferentiated, mucinous, and other.

DCO, data cutoff; NC, not calculable.



PMMR subpopulation: PFS by biomarker subgroup

CP + durvalumab + olaparib versus CP

Post hoc exploratory analysis

HR (95% CI)

All pMMR patients —e— 0.57 (0.44-0.73)
PD-L1 expression* Positive (TAP score 21%) — 0.44 (0.31-0.61)
Negative (TAP score <1%) ——1— 0.87 (0.59-1.28)
Unknown NC (NC-NC)S
POLEm and TP53m status POLEm NC (NC—NC)'
TP53m — 0.47 (0.32-0.67)
TP53 wt o 0.71 (0.47-1.07)
Unknown . 0.74 (0.37-1.45)
HRRm status'® HRRm . 0.47 (0.26-0.86)
Non-HRRm —— 0.58 (0.43-0.78)
Unknown . 0.74 (0.37-1.45)
BRCAm status’ BRCAmM NC (NC-NC)"
Non-BRCAm ——i 0.57 (0.43-0.75)
Unknown . 0.74 (0.37-1.45)
Histology Endometrioid —— 0.60 (0.42—0.85)
Serous ® 0.46 (0.27-0.76)
Other" o 0.64 (0.38-1.06)
[ I |
0.25 0.5 1 2
<+—— Favours CP+D+0O Favours CP —

DCO: 12 April 2023. *PD-L1 expression was evaluated using the VENTANA PD-L1 (SP263) assay. PD-L1 positive defined as TAP 21%, PD-L1 negative defined as TAP <1%, and unknown included patients who withdrew consent or due to sample
unavailability; tStatus determined retrospectively in two ways: from tissue samples (FoundationOne®CDx assay; Foundation Medicine, Inc.), and by molecular profiling of ctDNA (FoundationOne®Liquid CDx; Foundation Medicine, Inc.) from blood
samples; ¥TP53m status defined as a sample with a deleterious or suspected deleterious mutation in TP53 excluding samples with a deleterious or suspected deleterious mutation in POLE; TP53 wt status defined as a sample with no deleterious or
suspected deleterious mutation in TP53 excluding samples with a deleterious or suspected deleterious mutation in POLE; and unknown TP53m status included patients recruited in China, where TP53 and/or POLE testing was not performed,
patients who withdrew consent and patients for whom no sample was available; $Positive HRRm status defined as a sample with a deleterious or suspected deleterious mutation in any of the following prespecified genes: ATM, BRCA1, BRCA2,
BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, RAD51B, RAD51C, RAD51D and RAD54L; negative HRRm status (non-HRRm) defined as a sample with no deleterious or suspected deleterious mutations in any of the prespecified
genes; and unknown HRRm status included patients recruited in China, where HRR testing was not performed, patients who withdrew consent and patients for whom no sample was available; '"Not calculated due to low event numbers; T'Other’
includes carcinosarcoma, mixed epithelial, clear cell, undifferentiated, mucinous, and other.

DCO, data cutoff; NC, not calculable.



Selinexor Is a Targeted Oral XPO1 Inhibitor

Nucleus Q@ © g
| XPO1
(nuclear export)

XPO1 inhibition by selinexor results in:

* Nuclear retention and functional
reactivation of TSPs (eg, p53), which
selectively kills cancer cells and largely
spares normal cells

* Inhibition of MRNA export of select
oncogenes, thus decreasing
subsequent translation and synthesis
of oncoproteins

Oncoproteins and growth regulators

% BCRABL AP-1 ; ;
f (;j Shped P * Simultaneous targeting of several
| o, & Wnt/B-catenin  elF4E oncogenic pathways involved in
N .
ucit:;lz:re Tumor suppressor proteins (TSPs) cancer development, maintenance,
- N A\ and progression

* TaiY-T, et al. Leukemia. 2014;28:155-165; Gandhi UH, et al. Clin Lymphoma Myeloma Leuk. 2018;18:335-345; Sun Q, et al. Signal Transduct Target Ther.
2016;1:16010.



ENGOT-EN5/GOG-3055/SIENDO: PFS in ITT
Population

® 1.00
; 72.4% —— Selinexor
5 —— Placebo .
§ + Censored Median PFS
g 0757 48.2% Selinexor (n = 174): 5.7 mo (95% Cl, 3.81-9.20)
c : Vs
2 ; Placebo (n = 89): 3.8 mo (95% Cl, 3.68-7.39)
7] i
9 0.50 i _ _
& | ’ ' Audited* (by electronic case report form)
& | | ' . HR = 0.71 (95% Cl, 0.50-0.99)
o : 1 : : L L Wil
Z 025 | ; § , Two-sided P-value = .05
- i = | |
_‘8" § | | | Unaudited™ (by interactive response technology)
a 0.00+ i HR = 0.76 (95% Cl, 0.54-1.08)

| | | | | | | o

0 3 6 9 12 15 18 Two-sided P-value = .13

Time (Months)

Median follow-up: 10.2 months (95% Cl 8.97, 13.57)

*In 7 patients (2.7% of 263), the stratification factor of CR/PR was incorrect and was corrected by the investigators prior to database lock and
unblinding. The statistical analysis was validated by the independent ENGOT statistician and approved by the IDMC.

CR, complete response; IDMC, independent data safety monitoring committee; PR, partial response.

Vergote |, et al. J Clin Oncol. 2023;41:5400-5410.



ENGOT-EN5/GOG-3055/SIENDO: Long-Term Follow-Up of PFS
in Prespecified Exploratory TP53"WT and TP53mutabn Sybgroups

1.00

0.754

0.50+

0.25

Progression-Free Survival

0.00+

TP53WT

—— Selinexor
— Placebo
+ Censored

Selinexor (n = 77): 28.4 mo (95% Cl, 13.1-NR)
Placebo (n = 36): 5.2 mo (95% Cl, 2.0-13.1)
HR: 0.44 (95% Cl, 0.27-0.73)

One-sided nominal P-value = .0005

_______________________________________________________

* MakkerV, et al

0 3 6 9 12 15 18 21 24 27 30 33 36

Months

Median follow-up: 36.8 months

Progression-Free Survival

1.00

0.75

0.50

0.25

0.00

TP53mut/abn

—— Selinexor
: — Placebo
'\* + Censored

Selinexor (n = 79): 4.2 mo (95% Cl, 3.6-5.6)
Placebo (n =47): 5.4 mo (95% Cl, 3.7-7.2)
HR: 1.34 (95% Cl, 0.89-2.02)

One-sided nominal P-value = .9202

e

0 3 6 9 12 15 18 21 24 27 30 33 36

Months

Median follow-up: 22.9 months

. Gynecol Oncol. 2024;185:202-211; Slomovitz BM, et al. J Clin Oncol. 2023;41(suppl 36):427956.



XPORT-EC-042 (NCT05611931): A Phase 3, Randomized, Placebo-Controlled,
Double-Blind, Multicenter Trial of Selinexor in Maintenance Therapy After Systemic
Therapy for Patients With TP53 Wild-type, Advanced, or Recurrent EC

Prescreening Consent Tissue
sent to Foundation

Key Eligibility

» TP53 wild-type
endometrial cancer
testing by FMI

Primary stage IV or
first recurrent EC

Received at least 12

weeks of platinum-
based chemotherapy
+/- immunotherapy

Carcinosarcomas
allowed:; clear
cell/small cell
carcinoma excluded

N=220

Study
Consent

PR/CR
per

RECIST

v1.1

Stratification:

Primary Stage IV vs recurrent
disease after platinum-based
treatment

PR vs CR

Selinexor 60mg PO QW until PD n =

110

Treat until progression or
intolerability

*118 PFS events needed to provide 90% power to detect a HR of 0.55 with a 2-sided alpha of 0.05.

Primary Endpoint
* PFS assessed by Investigator

Key Secondary Endpoint
- 0S

Secondary Endpoints

Safety

TFST

TSST

PFS2

PFS as assessed by BICR
HR-QoL

Exploratory Endpoints

PFS per histology subtypes

» PFS per other molecular features

+ CR rate among patients with PR as best
response

* Duration of CR among patients who enter
study as PR and achieve CR during study

+ analysis of tumor biomarkers

+ PKanalysis

EC, endometrial cancer; FMI, Foundation Medicine; BICR, blinded independent central review; CR, complete response; DCR, disease control rate; EC, endometrial cancer; HR-QoL, health-
related quality of life; HR, hazard ratio; OS, overall survival; PFS, progression-free survival; PFS2, time from randomization until the second progression event; PD, progressive disease; PK,
pharmacokinetics; PR, partial response; R, randomized; RECIST, Response Evaluation Criterial in Solid Tumors; TFST, time to first subsequent treatment; TSST, time to second subsequent
treatment; QW, every week.



ENGOT-cx11/GOG-3047/KEYNOTE-A18:
Randomized, Double-Blind, Phase 3 Study

—

Cisplatin 40 mg/m? QW for

Key Eligibility Criteria 5 cycles® + EBRT followed by

brachythera Pembrolizumab 400 m 6W
« FIGO 2014 stage IB2-1IB (node- ~ AL o el gQ

positive disease) or FIGO 2014 Pembrolizumab 200 mg Q3W for
stage IlI-IVA (either node- 5 cycles
positive or
node-negative disease)

Cisplatin 40 mg/m? QW for
* RECIST 1.1 measurable or 5 cycles? + EBRT followed by

non-measurable disease brachytherapy Placebo Q6W
+ for 15 cycles

Placebo Q3W

for 5 cycles

* Treatment naive

~

Stratification Factors

* Planned EBRT type (IMRT or VMAT vs
non-IMRT or non-VMAT)

» Stage at screening (stage IB2-1I1B vs Il1I-IVA)

* Planned total radiotherapy dose (<70 Gy vs
=70 Gy [EQ2D])

aA 61 cycle was allowed per investigator discretion. EBRT, external beam radiotherapy; FIGO, International Federation of Gynecology and Obstetrics; Gy, grays; IMRT, intensity-modulated radiotherapy; Q3W, every 3 weeks; Q6W, every 6 weeks;
RECIST, Response Evaluation Criteria in Solid Tumors; VMAT, volumetric-modulated arc therapy. ENGOT-cx11/GOG-3047/KEYNOTE-A18 ClinicalTrials.gov identifier, NCT04221945.

2023 Presented by: Domenica Lorusso




Progression-Free Survival at A1

100- ! 24-mo rate (95% Cl)

2 90+ 1 67.8% (61.8-73.0)
. ! 57.3% (51.2-62.9)
.g 80— i
E 704 T ]
5; [
) 60 Pts w/ | Median, mo
@ 50— I Event (95% Cl)
“ HR 0.70 (95% ClI, 0.55-0.89) : Pembro Arm | 21.7% NR
s 41 | P=0.00200 : FembroAm |2 k)
?  30- - Placebo Arm | 29.0% NR
@ ! (NR-NR)
g’ 207 ; 88.5% information fraction?
o 10+ |

Median follow-up: 17.9 months :

0 | | | | | | | | | |

0 3 6 9 12 15 18 21 24 27 30
Time, months

No. at risk
529 462 400 331 282 222 171 100 26 3 0
531 463 379 306 263 208 149 88 20 0 0

Response assessed per RECIST v1.1 by investigator review or histopathologic confirmation. @3With 269 events (88.5% information fraction), the observed P =0.0020 (1-sided) crossed the prespecified
nominal boundary of 0.0172 (1-sided) at this planned first interim analysis. The success criterion of the PFS hypothesis was met, and thus no formal testing of PFS will be performed at a later analysis.
Data cutoff date: January 9, 2023.

congress
KEYNOTE-A18 Lorusso D et al Lancet. 2024 Apr 6;403(10434):1341-1350.



Updated Progression-Free Survival at |A2

100~ ! 36-mo rate (95% Cl)
X 90— 1 69.3% (62.7-75.0)
—_ I 56.9% (50.4-62.9)
C 80— 1
P l
£ 70- I
? 60~ . .
@ Iy sy u Pts w/ | Median, mo
qu 50— 1 Event (950/0 CI)
|

] P A 29.39 NR
? 30— | Placebo Arm | 39.5% NR
@ ! (32.0-NR)
g 27 :
o 104 I

Median follow-up: 29.9 months :

0 1 1 1 1 1 1 1 1 1 1 I 1

|
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Time, months

529 515 474 430 402 353 317 280 217 179 86 69 2 0
531 513 452 395 366 325 283 241 178 148 78 69 2 0

Response assessed per RECIST v1.1 by investigator review or histopathologic confirmation. Since the success criterion of the PFS hypothesis was met at IA1, no formal testing of PFS was performed at IA2.
Data cutoff date: January 8, 2024.

congress
KEYNOTE-A18 Lorusso D, et al. Lancet. 2024 Oct 5;404(10460):1321-1332.



KN-A18/GOG-3047 Primary Endpoint:
Overall Survival (Immature, 1A1)

24-mo rate (95% CI)
87.2% (82.4-90.8)
8

0.8% (74.8-85.5) Etlse‘r'lvtl Median, mo
* L))
Pembro Arm 8.3% NR
(NR-NR)
Placebo Arm 11.1% NR
(NR-NR)

[HR 0.73 (95% CI, 0.49-1.07) ]

Overall Survival, %
(@)
N

20
10 _ *42.9% information fraction?
Median (range) follow-up: 17.9 mo (0.9-31.0)
0 | | | | | | | | | 1
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Time, months
529 496 456 405 351 294 223 151 67 10 1 0
531 498 449 402 339 278 214 139 62 12 0 0

@At this analysis, 103 of the 240 deaths expected at the final analysis had occurred.
Data cutoff date: January 9, 2023.

congress
m Presented by: Domenica Lorusso Lorusso D et al Lancet. 2024 Apr 6;403(1 0434)!1 341-1350.




Primary Endpoint: Overall Survival at |A2

6-mo rate (95% CI)

|
3
100~ | 82.6% (78.4-86.1)
90- ' 74.8% (70.1-78.8)
80- .

Pts w/ | Median, mo
Event (CEY X))
Placebo Arm | 20.5% m

76.7% information fraction?

HR 0.67 (95% Cl, 0.50-0.90)
P = 0.00402

Overall Survival, %
(@) ]
T

Median follow-up: 29.9 months

0 T T T T T T T T T T T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42

No. at risk Time, months

529 527 522 509 500 463 412 374 326 273 210 136 63 11 1
531 527 518 508 493 455 405 366 316 259 194 125 58 12 0

aWith 184 of the 240 deaths expected at the final analysis (76.7% information fraction), the observed P = 0.0040 (1-sided) crossed the prespecified nominal boundary of 0-01026 (1-sided) at this planned second
interim analysis. At this time, 66 patients had received immunotherapy as post-progression treatment, including 15/138 patients (10.9%) in the pembro arm and 51/193 patients (26.4%) in the placebo arm; of those,
10 (7.2%) and 41 (21.2%), respectively, had received pembro. Data cutoff date: January 8, 2024.

congress
KEYNOTE-A18 Lorusso D, et al. Lancet. 2024 Oct 5;404(10460):1321-1332.



Incremental Improvements in Survival (OS)

in First-Line Cervical Cancer with Combinations and Biomarkers

Chemotherapy backbone (platinum + taxane) 200°

GOG-204 established the
global standard with a
median OS of 12.9 months’

ORR =29%

Adding bevacizumab 2014

Adding pembrolizumab 20211A1/2023Final

GOG-240 added
bevacizumab in eligible
patients with a median OS
of 17.5 months?

ORR =48%

1. Monk BJ et al J Clin Oncol. 2023 Dec 20;41(36):5505-5511.
2. Tewari KS et al Lancet. 2017 Oct 7;390(10103):1654-1663.
3. Monk BJ et al KEYNOTE-826 Final analysis. Presented at ASCO, 2023.

KEYNOTE-826 added
pembrolizumab in PD-L1
positive (CPS >1%) median
OS 28.6 months 3

ORR =69%
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Pembrolizumab + Chemotherapy for First-Line Treatment of Patients With

Persistent, Recurrent, or Metastatic Cervical Cancer: Final Overall Survival
Results and Bevacizumab Subgroup Analysis of KEYNOTE-826
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Ann Oncol. 2024 Oct 9:50923-7534(24)04033-X. doi: 10.1016/j.annonc.2024.10.002. Online ahead of print.



KEYNOTE-826: Randomized, Double-Blind, Phase 3 Study

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
L o
Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
+

Key Eligibility Criteria
» Persistent, recurrent, or metastatic
cervical cancer not amenable to
curative treatment

Bevacizumab 13 mg/kg IV Q3W

» No prior systemic chemotherapy
(prior radiotherapy and
chemoradiotherapy permitted)

« ECOGPSOor1

Placebo IV Q3W
for up to 35 cycles
+

Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
-+

Bevacizumab 15 mg/kg IV Q3W

Stratification Factors
» Metastatic disease at diagnosis (yes vs no) End Points

* PD-L1CPS (<1 vs 110 <10 vs 210) * Dual primary: PFS and OS per RECIST v1.1 by investigator
* Planned bevacizumab use (yes vs no)  Key secondary: ORR, DOR, 12-mo PFS, and safety

aPaclitaxel: 175 mg/m2. Cisplatin: cisplatin 50 mg/m2. Carboplatin: AUC 5 mg/mL/min. The 6-cycle limit was introduced with protocol amendment 2, although
patients with ongoing clinical benefit who were tolerating chemotherapy could continue beyond 6 cycles after sponsor consultation. CPS, combined positive
score (number of PD-L1—staining cells [tumor cells, lymphocytes, macrophages] divided by the total number of viable tumor cells, multiplied by 100.
KEYNOTE-826 ClinicalTrials.gov identifier, NCT03635567.

Ann Oncol. 2024 Oct 9:50923-7534(24)04033-X. doi: 10.1016/j.annonc.2024.10.002. Online ahead of print.



KEYNOTE-826: Protocol-Specified Final PFS

PFS (%)

n/N Events HR (95% CI)
Pembro arm 171/273 62.6%
Placebo arm 2201275  80.0% 098 (0-47-0.71)
100 12-mo : 24-mo
45.6% 1 35.9%
901 33.7% ' 18.8%
804
70- |
604
I Median (95% CI)
504------Y- - b . 10.5 (9.7-12.3)
! 8.2 (6.3-8.5)
401 !
30- | |
20- i :
104 i i
0 1 1 1 ; 1 1 1 ; 1 1 1 1 1 1 1 1
0 3 6 912151821242730333639424548
Time, months
No. atrisk

273 238 208 144 113 104 97 92 88 86 83 70 46 25 6 O O
275 229 170 103 81 64 55 49 43 40 35 28 18 7 2 0 O

Response assessed per RECIST v1.1 by investigator review. Data cutoff date: October 3, 2022.

PD-L1 CPS 21 Population

n/N Events HR (95% CI)

Pembro arm 195/308 63.3%

Placebo arm 248/309 80.3% 0.61(0.50-0.74)
100 ' 12-mo : 24-mo

1 44.7% 1 34.6%

904 | 33.1% 1 17.5%

80- i i

ro- i i

60- | | .

i | Median (95% CI)
504 ------%- 4= e T 10.4 (9.1-12.2)
! 8.2 (6.4-8.4)

40+ : |

30+ : i

20- i :

10- | |

G 1 1 1 : 1 1 1 II 1 1 1 1 1 1 1 1
0 3 6 91215182124273033363942454
Time, months
No. at risk

308 263 229 156 124 113 105 99 95 92 89 76 49 26 6 0 O
309 259 195113 89 72 57 50 44 41 36 29 18 7 2 0 O

All-Comer Population
Monk BJ et alJ Clin Oncol. 2023 Dec 20;41(36):5505-5511



KEYNOTE-826: Protocol-Specified Final OS

n/N Events HR (95% CI) n/N Events HR (95% CI)
Pembro arm 153/273 56.0% Pembro arm 178/308 57.8%
Placebo arm 201/275 73.1% 0.60 (0.49-0.74) Placebo arm 228/309 73.8% 0.63 (0.52-0.77)
100 1 12-mo | 24-mo 100+ 1 12-mo | 24-mo
1 75.5% 1 53.5% 1 74.9% 1 52.1%
90+ | 39.4% 90- ' 63.7% ' 38.7%
80— i 80- | i
70- i 70- 5
—~ 60- | l — 60- : i
é ' ; Median (95% Cl) E’\., I ! Median (95% Cl)
o 50f--------- L. "LEEEE ey == ——mm—m - 28.6 mo (22.1-38.0) " 50~---------- . W e o 26.4 mo (21.3-32.5)
o ! ! 16.5mo (14.5-20.0) Q@ : : 16.8 mo (14.6-19.4)
407 : . 40- : :
30- i ; 30- | |
20~ i | 20~ ; ;
10- a | 10- i i
0 1 1 I| T T T T T T T T 1 0 B B B e e e e |
0 36 912151821242730333639424548 0 36 912151821242730333639424548
_ Time, months . Time, months
No. at risk No. at risk
273 261 251 231 206 189 168 157 146 136 128 116 90 52 22 2 0 308 292 278 256 230 210 187 173 160 150 138 125 95 55 22 2 O
275 261 235 207 173 149 129 117 107 91 81 68 45 24 3 0 0 309 295 268 235 196 170 149 130 118 101 87 72 48 26 3 0 0
PD-L1 CPS 21 Population All-Comer Population

Monk BJ et alJ Clin Oncol. 2023 Dec 20;41(36):5505-5511
Data cutoff date: October 3, 2022.



Discussion Questions

 Regulatory and reimbursement issues aside, what would be your
preferred first-line therapy for a patient with microsatellite-
stable/mismatch repair-proficient metastatic endometrial cancer (EC)?

* For which clinical scenarios, if any, would you prefer to use
chemoimmunotherapy followed by combined anti-PD-1/PD-L1 antibody
and PARP inhibitor maintenance for patients with EC?

Do you have a hypothesis as to why TP53 mutation status predicts for

B N

treatment benefit with selinexor?
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Major efficacy and safety findings from the Phase Ill EMBARK trial evaluating enzalutamide plus leuprolide versus
enzalutamide or leuprolide alone in patients with nonmetastatic hormone-sensitive PC (nmHSPC) and high-risk
biochemical recurrence

Published data from the Phase Il PRESTO trial evaluating the role of ADT intensification with apalutamide with or
without abiraterone in patients with high-risk biochemically recurrent nmHSPC

Extended follow-up with abiraterone, enzalutamide and apalutamide in combination with ADT for patients with
metastatic HSPC (mHSPC)

Key outcomes from the Phase IIl ARANOTE study evaluating the addition of darolutamide to ADT for patients with
mHSPC

Key data from the Phase Ill ARASENS trial evaluating darolutamide in combination with docetaxel and ADT for
mHSPC

Biologic justification for targeting the PI3K/AKT/mTOR pathway in PC, particularly in PTEN-deficient disease;
mechanism of action of capivasertib

Emerging results from the Phase 11l CAPItello-281 trial assessing capivasertib plus abiraterone/ADT in patients with
de novo mHSPC and PTEN deficiency

Design, eligibility criteria and primary and secondary endpoints of the ongoing Phase Il CAPItello-280 trial evaluating
capivasertib in combination with docetaxel/ADT for patients with mCRPC
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Improved Outcomes with Enzalutamide in Biochemically
Recurrent Prostate Cancer

S.J. Freedland, M. de Almeida Luz, U. De Giorgi, M. Gleave, G.T. Gotto, C.M. Pieczonka, G.P. Haas, C.-5. Kim,
M. Ramirez-Backhaus, A. Rannikko, J. Tarazi, S. Sridharan, J. Sugg, Y. Tang, R.F. Tutrone, Jr., B. Venugopal,
A.Villers, H.H. Woo, F. Zohren, and N.D. Shore

Enzalutamide combination

Patient population: S Treatment
: Enzalutamide (160 mg oral qd) + reaumen .

« Screening PSA 21 ng/mL after leuprolide (22.5 mg IM/q12w) suspended at Primery enopoiL:

RP and 22 ng/mL at (n=355) : You week 37 MFS by BICR, enzalutamide

the e EBRT Blinded (monitor PSA combination vs leuprolide alone
« PSADT <9 mo and reinitiate
o ez o e . - A

: CT/MRI per central reading | Leuprolide alone 2
: sttosterme 2150 ngld;y W i Leuprolide"‘(gfa.ge rlr;g IM/q12w) 8 Key secondary endpoints:

F c - - N 2

29 mo before R (<36 mo or &l (n=358) @ mgr?o?ri’e?aICR\‘/e?ez:“::g;d ;

<6 mo for rising PSA) N=1068 Blinded 3 alone i it
Stratification factors: = + Time to PSA progression
* Screening PSA (s10 ng/mL No Remain on « Time to first use of new

vs >10 ng/mL) Enzalutamide monotherapy eatmen: antineoplastic therapy
. P§ADT (s3 mo vs >3 to <9 mo) Enzalutamide (160 mg oral qd) + 08
« Prior hormonal therapy (n=3595) + Safety

(yes vs no) Open-label

Week 36 P
YaleNewHavenHealth Yale caneer

A Comprehensive Cancer Center Designated
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EMBARK: LHRH+ENZA > ENZA Monotherapy > LHRH Alone in BCR

A Metastasis-free Survival with Enzalutamide plus Leuprolide vs. Leuprolide Alone
100+
90
Enzalutamide+leuprolide
80
w704
T
2
S 60+
o :
« Leuprolide alone
o 50,_ S p———
o0
S No. of Median Metastasis-free
§ 40+ Patients Survival (95% Cl)
& 304 mo
Enzalutamide+Leuprolide 355 NR (NR-NR)
204 Leuprolide Alone 358 NR (85.1-NR)
Hazard ratio for metastasis or death, . s - : 2
10 0.42 (95% Cl, 0.30-0.61) B Metastasis-free Survival with Enzalutamide Monotherapy vs. Leuprolide Alone
Two-sided P<0.001 100wy
0 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90 9] 90
Months - weo 800  Enzalutamide monotherapy
No. at Risk 714 I
Enzalutamide+ 355 339 331 330 324 324 318 317 304 303 292 290 281 270 265 252 251 236 234 183 180 119116 83 60 51 24 22 6 5 0 O - 704 =
leuprolide b
Leuprolide alone 358 344 335 334 321 320 303 301 280 276 259 256 238 226 221 205 203 185 183 141138 93 88 66 32 27 15 13 6 5 1 1 .3 60
= -
o
% Leuprolide alone
o 50_ e iy ——————
)
S No. of Median Metastasis-free
é 40 Patients Survival (95% Cl)
E 304 mo
Enzalutamide Monotherapy 355 NR (NR-NR)
204 Leuprolide Alone 358 NR (85.1-NR)
Hazard ratio for metastasis or death,
10 0.63 (95% Cl, 0.46-0.87)
Two-sided P=0.005
O T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90 93 96
Months
No. at Risk
Freedland SJ de Almelda LUZ M De Glorgl U Enzalutamide 355 350 342 341 328 326 309 309 287 287 273 269 260 248 247 235 228 211 209 172171 109108 76 52 49 26 24 5 5 0 0 O
’ ’ 4 monotherapy
et al N Engl J Med 2023.389(16).1453_1465 Leuprolide alone 358 344 335 334 321 320 303 301 280 276 259 256 238 226 221 205 203 185 183 141 138 93 83 66 32 27 15 13 6 5 1 1 0
. . , .




EMBARK: Secondary End Points

A Secondary End Points, Enzalutamide plus Leuprolide vs. Leuprolide Alone

Enzalutamide+ Leuprolide Enzalutamide+ Leuprolide Two-Sided
End Point Leuprolide Alone Leuprolide Alone Hazard Ratio (95% Cl) P Value
no. of patients no. of events

Metastasis-free survival 355 358 45 92 o 0.42 (0.30-0.61) <0.001

(primary end point)
Overall survival 355 358 33 55 —e—— 0.59 (0.38-0.91)  0.02
PSA progression 355 358 8 93 e 0.07 (0.03-0.14) <0.001
First use of new antineoplastic therapy 355 358 58 140 e 0.36 (0.26-0.49) <0.001
Distant metastasis 355 358 30 59 —e— 0.44 (0.28-0.69)
Resumption of any hormonal 321 240 256 217 eo— 0.69 (0.58-0.83)

therapy
Castration resistance 355 358 14 120 |ef 0.09 (0.05-0.16)
Symptomatic progression 355 358 104 169 e 0.55 (0.43-0.70)
First symptomatic skeletal event 355 358 9 32 pe— 0.26 (0.13-0.55)
First deterioration in FACT-P total score 355 358 257 248 H—e— 1.14 (0.95-1.36)

I T T 1

0.0 0.5 1.0 1.5 2.0

Enzalutamide+Leuprolide Better Leuprolide Alone Better

B Secondary End Points, Enzalutamide Monotherapy vs. Leuprolide Alone

Enzalutamide Leuprolide Enzalutamide Leuprolide Two-Sided
End Point Monotherapy  Alone Monotherapy  Alone Hazard Ratio (95% Cl) P Value
no. of patients no. of events
Metastasis-free survival 355 358 63 92 —eo— 0.63 (0.46-0.87)  0.005
Overall survival 355 358 42 55 —e——— 0.78 (0.52-1.17)  0.23
PSA progression 355 358 37 93 e 0.33 (0.23-0.49) <0.001
First use of new antineoplastic therapy 355 358 84 140 e 0.54 (0.41-0.71) <0.001
Distant metastasis 355 358 40 59 —eo— 0.61 (0.41-0.92)
Resumption of any hormonal 304 240 279 217 —e—— 1.66 (1.38-1.98)
therapy

Symptomatic progression 355 358 117 169 e 0.62 (0.49-0.79)

First symptomatic skeletal event 355 358 14 32 ———/ 0.42 (0.23-0.79)

First deterioration in FACT-P total score 355 358 263 248 h—e—1 1.17 (0.98-1.39)

I 1 T 1

0.0 0.5 1.0 1.5 2.0

Enzalutamide Monotherapy Better Leuprolide Alone Better

Freedland SJ et al. N Engl J Med 2023;389:1453-1465.



EMBARK: Safety

100
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Adverse Events of Any Grade

Enzalutamide +

i

| Enzalutamide

Leuprolide Monotherapy
(N=353) (N=354)
68.8
57.3
21.8
Hot Flash

Freedland SJ et al. N Engl J Med 2023;389:1453-1465.

Leuprolide
Alone
(N=354)

46.6

Table 2. Adverse Events (Safety Population).*

Fatigue

Event

Any adverse event

Treatment-related adverse event
Serious adverse event
Treatment-related serious adverse event
Adverse event leading to dose reduction

Adverse event leading to permanent discon-
tinuation of treatment

Adverse event leading to death
Most common adverse eventsi
Hot flash
Fatigue
Arthralgia
Hypertension
Fall
Back pain
Diarrhea
Constipation
Hematuria
Insomnia
Nausea
Painin arm or leg
Asthenia
Dizziness
Headache
Urinary incontinence
Gynecomastia
Coronavirus disease 2019
Peripheral edema
Urinary tract infection
Weight decreased
Nipple pain

Breast tenderness

Enzalutamide + Leuprolide

(N=353)
Any Grade Grade =3
343 (97.2) 164 (46.5)
305 (86.4) 62 (17.6)
123 (34.8) 110 (31.2)
26 (7.4) 22 (6.2)
25 (7.1) 11(3.1)
73 (20.7) 31 (8.3)
6 (1.7) =
243 (68.8)§ 2(0.6)
151 (42.8)§ 12 (3.4)
97 (27.5) 7 (2.0)
82 (23.2) 24 (6.8)
74 (21.0) 4(L1)
60 (17.0) 3(0.8)
49 (13.9) 2 (0.6)
46 (13.0) 1(0.3)
42 (11.9) 8 (2.3)
42 (11.9) 2 (0.6)
42 (11.9) 1(0.3)
41 (11.6) 3(0.8)
39 (11.0) 2 (0.6)
39 (11.0) 2 (0.6)
39 (11.0) 3(0.8)
34 (9.6) 4(L1)
29 (8.2) 0
27 (7.6) 2 (0.6)
27 (7.6) 1(0.3)
27 (7.6) 1(0.3)
24 (6.8) 1(0.3)
11 (3.1) 0
5 (1.4) 0

Leuprolide Alone
(N=354)
Any Grade Grade =3

number (percent)

345 (97.5) 151 (42.7)
283 (79.9) 31 (8.8)

112 (31.6) 100 (28.2)
8(2.3) 7 (2.0)
16 (4.5) 5 (1.4)

36 (10.2) 19 (5.4)

3(0.8) —

203 (57.3)§ 3 (0.8)

116 (32.8) 5 (1.4)
75 (21.2) 1(0.3)
69 (19.5) 18 (5.1)
51 (14.4) 4(11)
54 (15.3) 1(0.3)
31 (8.8) 1(0.3)
31 (8.8) 0
44 (12.4) 4(11)
37 (10.5) 0
29 8.2) 1(0.3)
36 (10.2) 2 (0.6)
21 (5.9) 1(0.3)
37 (10.5) 2 (0.6)
32 (9.0) 0
28 (7.9) 3(0.8)
32 (9.0) 0
36 (10.2) 4(11)
37 (10.5) 1(0.3)
26 (7.3) 2 (0.6)
12 (3.4) 0

4(11) 0
4(11) 0

Enzalutamide Monotherapy

(N=354)
Any Grade Grade =3
347 (98.0) 177 (50.0)
312 (88.1) 57 (16.1)
131 37.0) 116 (32.8)
17 (4.8) 17 (4.8)
56 (15.8) 14 (4.0)
63 (17.8) 34 (9.6)
8 (2.3) —
77 (21.8) 1(0.3)
165 (46.6)§ 14 (4.0)
81 (22.9) 2 (0.6)
67 (18.9) 19 (5.4)
56 (15.8) 7 (2.0)
62 (17.5) 3(0.8)
46 (13.0) 1(0.3)
34 (9.6) 1(0.3)
45 (12.7) 9 (2.5)
25 (7.1) 0
54 (15.3) 2 (0.6)
40 (11.3) 1(0.3)
39 (11.0) 3 (0.8)
41 (11.6) 3(0.8)
41 (11.6) 1(0.3)
36 (10.2) 6 (1.7)
159 (44.9)§ 3(0.8)
44 (12.4) 2 (0.6)
31 (8.8) 1(0.3)
37 (10.5) 7 (2.0)
39 (11.0) 1(0.3)
54 (15.3) 0
51 (14.4) 0




PRESTO: A Phase lll, Open-Label Study of Intensification of
Androgen Blockade in Patients With High-Risk Biochemically
Relapsed Castration-Sensitive Prostate Cancer (AFT-19)

Rahul Aggarwal, MD' (%); Glenn Heller, PhD?; David W. Hillman, MS* (%) ; Han Xiao, MD? () ; Joel Picus, MD*(); Mary-Ellen Taplin, MDS;

Tanya Dorff, MD® (%) ; Leonard Appleman, MD? () ; Douglas Weckstein, MD®, Akash Patnaik, MD? %) ; Alan Bryce, MD'°(%); Daniel Shevrin, MD'' (&);
James Mohler, MD'2(%) ; Daniel Anderson, MD'3; Arpit Rao, MD'*(%); Scott Tagawa, MD'®(%); Alan Tan, MD'®; Susan Halabi, PhD'? {%);
Katharine Dooley, MPH*(); Patrick O'Brien, BS®; Ronald Chen, MD, MPH' ); Charles J. Ryan, MD'?; Scott E. Eggener, MD? (5

and Michael J. Morris, MD?{3); on behalf of the PRESTO Study Investigators

Arm A:
LHRH Analog

Arm B:
LHRH Analog + Apalutamide

Arm C:
LHRH Analog + Apalutamide +
Abiraterone Acetate + Prednisone

Treatment per Investigator
Discretion

Stratified by PSA doubling time !
(< 3 months vs. 3 — 9 months) 52 Weeks

YaleNewHavenHealth ‘ YalecANcER

CENTER
Smilow Cancer Hospital '

A Comprehensive Cancer Center Designated
1 Institute



PRESTO: rPFS Improved with APA But No Better with APA/AAP

A B

100 %—«_\ ARM Events/Total 100 e Events/Total
90 1 ——  LHRH 57/143 90 - \ LHRH 59/149
80 Y — LHRH+APA 45/145 80 - — LHRH + APA + AAP  43/149
+ Censor + Censor
Ce— 70 7 — 70 7
= R 5
== 60 == 760 %
v i H‘\ -
f}) 40 - g c‘,’:, 40 ‘m& LLH
o L'L o \ das g
30 1 Ly 30 - =
L oy
20 e 20 -
10 H 10
0 . . : : : . : 0 : . : ‘ i : : _
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 438
Time Since Randomization (months) Time Since Randomization (months)
No. at risk: No. at risk:
LHRH 143 94 18 2 0 LHRH 149 97 18 3 0
LHRH + APA 145 101 32 3 0 LHRH + APA + AAP 149 103 35

ACor pisveC Center D
by the National Cancer Institute

YaleNewHavenHealth ‘ Yal E’EH%%

Smilow Cancer Hospital

Aggarwal R, Heller G, Hillman DW, et al. J Clin Oncol. 2024;42(10):1114-1123.
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11 Prospective RCTs Demonstrate Significant Survival Benefit
for Combination Therapy in mHSPC

3 ADT plus
A ADT plus docetaxel or ADT plus ARPI > ARPI tWh';L‘t>
£ : :  docetaxel
E"r°ggﬁig 2004 | 2005 | 2006 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015 | 2016 | 2017 | 2018 | 2019 | 2020 | 2021 | 2022 | 2023
GETUG-AFU 15
~ STAMPEDE Cand STAMPEDE E |
~ CHAARTED |
STAMPEDE G |
LATITUDE
| PEACE-1 \
[ ENZAMET |
F
ARCHES
ARANOTE
“Doublet” Therapies “Triplet” Therapies
[ADT] vs [ADT + ARPI] [ADT + Doce] vs [ADT + Doce + ARPI]
HR for 0S: 0.63-0.81 HR for OS: 0.68-0.75

Hussain. JAMA Onc 10:807, 2024




Fizazi K, Tran N, Fein L, et al
Lancet Oncol. 2019;20(5):686-700.

Abiraterone acetate plus prednisone in patients with newly
diagnosed high-risk metastatic castration-sensitive prostate
cancer (LATITUDE): final overall survival analysis of a
randomised, double-blind, phase 3 trial

1007 —— Abiraterone acetate and prednisone plus ADT
—— Placebos plus ADT
Hazard ratio 0-66 (95% Cl 0-56-0-78); p=0-0001
80
=
—= 60
=
£
7
£ a0y
=
(<
20
0 I I I I I I I I I

] G 12 18 2|.4 30 36 4|2 48 54 60
Time since randomisation (months)
Mumber at risk
(number censored)
Abiraterone acetateand 597 565 529 479 425 389 351 311 240 124 40
prednisone plus ADT (14) (28) (34) (42) (46) (50) (57) (106) (205) (282)
Placebosplus ADT 602 564 505 432 368 315 256 220 165 69 23

17) (34 @n 68 G7n G4 @9 @4) 197) (237)

66

(322)

(259)

Figure 2: Kaplan-Meier curve of overall survival in the intention-to-treat population
ADT=androgen deprivation therapy.




With Median Follow-up 44.0 Months, APA
Plus ADT Reduced Risk of Death by 35%

100

80 APA + ADT
Median not reached

60

40- PBO + ADT
Median, 52.2 mos

=2
N
©
=
S
—
=]
(7))
©
S
[}
>
O

20 ApAvs PBO
Hazard ratio fordeath, 0.65 (95% CI, 0.53-0.79)
P < 0.0001
] || I ] || ]

0 6 12 18 24 30 36
Months

0

No. at risk:
APA + ADT 513 489 452 425 394 362 227
PBO + ADT 510 474 436 374 339 301 181

Chi KN et al, ASCO GU 2021; Abstract 11.



Improved Survival With Enzalutamide in
Patients With Metastatic Hormone-Sensitive

Prostate Cancer

100 e ENZA + ADT
90 - weju= PBO + ADT
804
o 704
-<_§ 60
N 50 -
E 40 ENZA + ADT PBO + ADT
@
= 30 4 Median NE NE
n“'_’ 90 | 195%Ch, months  (NEto NE) (497 to NE)
HR (95% CI) 0.66 (0.53 to 0.81)
10 - stratified log-rank test <.001
] 1 | 1 ] 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60
Time (months)
No. at risk:

ENZA - ADT 574 568 559 551 535 516 498 479 457 445 427 412 396 384 316 204 120 49 17 3 1
PBO + ADT 576 564 548 539 511 489 468 435 404 38 363 338 322 301 232 154 80 26 - 1 1

Y le CANCER

aAle EnseR
A Comprehensive Cancer Center Designated
by the National Cance

r Institute

Armstrong AJ, Azad AA, Iguchi T, et al. J Clin Oncol. 2022;40(15):1616-1622.



®Darolutamide in Combination With Androgen-Deprivation
Therapy In Patients With Metastatic Hormone-Sensitive

Prostate Cancer From the Phase Ill ARANOTE Trial

Fred Saad, MD' (®); Egils Vjaters, MD*(%); Neal Shore, MD, FACS®(%); David Olmos, MD, PhD*(# ; Nianzeng Xing, MD* (®;

Andrea Juliana Pereira de Santana Gomes, MD® (%) ; Augusto Cesar de Andrade Mota, MD, PhD’ (&); Pamela Salman, MD, PhD® (®);
Mindaugas Jievaltas, MD, PhD?; Albertas Ulys, MD, PhD'%;, Maris Jakubovskis, MD''; Evgeny Kopyltsov, MD, PhD'? Weiging Han, MD, PhD'3,
Liina Nevalaita, PhD'4; Isabella Testa, MD'5; Marie-Aude Le Berre, MSc'®; Iris Kuss, MD'7; and Kunhi Parambath Haresh, MD'®

Global, randomized, double-blind, placebo-controlled, phase 3 study

Patients (N=669) Darolutamide

600 mg BID + ADT
= mHSPC* (N=446)

= ECOGPS 0-2

Stratification factors

randomization

= Visceral metastases
(Y/N) Placebo

= Prior local therapy +ADT
(Y/N) (N=223)

Data cut-off:
June 7, 2024

Endpoints

Primary
= rPFS by central blinded review

Secondary
0S

Time to initiation of subsequent anticancer
therapy

Time to mCRPC

Time to PSA progression

Rates of undetectable PSA (<0.2 ng/mL)
Time to pain progression (BPI-SF)
Safety

YaleNewHavenHealth ‘ Yale e

CENTER
Smilow Cancer Hospital

A Comprehensive Cancer Center Designated
by the National Cancer Institute



ARANOTE (Phase 3): Radiological PFS and PSA

Primary endpoint: Radiological PFS PSA <0.2 ng/mL at any time

100 during treatment
1.0 4 E 80 -
0.9 1 : 62.6%
0.8 1 - 2 e 60
1 Darolutamide + ADT -
> 0.7 1 . Median NR (95% CI NR-NR) §
= i H a0 & 40
< 0.6 :
S 051
a ' : o~ 18.5%
» 04 '
w ! Placebo + ADT
S 03 ' Median 25.0 mo (95% CI 19.0-NR)
] o4
WWEI HR for rPFS 0.54 - Darolutamide + ADT Placebo + ADT
IR | (95% Cl 0.41-0.71)t i
' P<0.0001 ' . .
001 : Time to PSA progression
0 3 6 9 12 15 18 21 24 27 30 33 36 39 1.0 -

Darolutamide + ADT
Median NR (95% CI NR-NR)

Patients at risk, n Time, months 0.9 4

Darolutamide 446 422 388 358 330 309 285 262 186 113 54 9 1 0 0.8

2
Placebo 223 197 178 158 137 109 96 83 58 32 12 2 0 0 ;;u 0.7
2 061
s 051
* Benefit of darolutamide was consistent across 3 o4
> 0.3 1
w

0.0 1

all subgroups 02 Placebo + ADT
0.1 4 HR 0.31 Median 16.8 mo (95% Cl 13.9-20.1)
(95% C10.23-0.41)

0 3 6 9 12 15 18 21 24 27 30 33 36 39

. . Patients at risk, n Time, months
ADT, androgen-deprivation therapy. Darolutamide 446 408 357 330 301 280 256 220 158 95 48 12 2 O
Saad F, et al. ESMO 2024. Abstract LBA68 Placebo 223 195 158 130 102 81 67 54 36 20 9 2 0 0

Saad F, Vjaters E, Shore N, et al. J Clin Oncol. 2024;42(36):4271-4281.



ARANOTE (Phase 3): Safety

Most common TEAEs Incidence of TEAEs
Darolutamide + ADT Placebo + ADT TEAEs, % Darolutamide + | Placebo + ADT
(n=445) (n=221) ADT (n=445) (n=221)
Incidence, EAIR/ Incidence, EAIR/ Any 91.0 90.0
TEAESs % 100 PY % 100 PY
Worst grade
5.6 3.2 8.1 5.7

PR Grade 3 or 4 30.8 30.3
Mental impairment 1.6 0.9 0.5 0.3 Grade 5 4.7 54
Hypertension 9.4 5.5 9.5 6.7 Serious 3.6 235
Cardiac arrhythmias 8.8 5.1 6.8 4.7 TEAES leading to permanent 1 oo
Coronary artery 3.6 2.0 1.4 0.9 discontinuation of study drug ' '
disorders . . .

* Median treatment duration: Darolutamide, 24.2 months;
Heart failure 0.9 0.5 0.9 0.6 Placebo. 17.3 months
Falls, including 1.3 0.8 0.9 0.6
accident
Bone fracture 4.0 2.3 2.3 1.5
Vasodilation/flushing 9.2 5.6 7.2 5.0
Diabetes mellitus and 9.0 5.3 9.5 6.7
hyperglycemia
Rash 4.3 2.4 3.6 2.4

ADT, androgen-deprivation therapy.

Saad F, et al. ESMO 2024. Abstract LBA68
Saad F, Vjaters E, Shore N, et al. J Clin Oncol. 2024;42(36):4271-4281.



ARASENS Study Design

Global, randomized, double-blind, placebo-controlled phase Ill study (NCT02799602)

Primary: OS

Patients (N=1306) Seoohdan
. i i i L
; Eggg?: bomass ey 4 Darolutamide 600 mg twice daily + ADT 2 - Time to CRPC
- Candidates for ADT 1:1 S BRI R
and docetaxel randomization © + SSE-free survival
(N=1305%) E » Time to first SSE
Stratification g -« Time to initiation of subsequent
+ Extent of disease: l—} 1= systemic antineoplastic therapy
M1a vs M1bvs M1c -

Time to worsening of disease-
» ALP<vs 2 ULN Docetaxel x 6 related physical symptoms
Data cut-off « Time to initiation of opioid use
FPFV: Nov 2016 i
LPEV- Ju‘:,‘; 2018 Oct 25, 2021 for 27 consecutive days
Safety

* The primary analysis was planned to occur after ~509 deaths
« Secondary efficacy endpoints were tested hierarchically

*One enrolled patient was excluded from all analysis sets because of Good Clinical Practice violations. ALP, alkaline phosphatase; CRPC, castration-resistant prostate cancer; ECOG PS, Eastern Cooperative
Oncology Group performance status; FPFV, first patient first visit; LPFV, last patient first visit; M1a, nonregional lymph node metastases only; M1b, bone metastases + lymph node metastases; M1c, visceral
metastases + lymph node or bone metastases; Q3W, every 3 weeks; SSE, symptomatic skeletal event; ULN, upper limit of normal.

ASCO GeniTourinary #GU22 presentep By: Matthew R. Smith, MD, PhD ASCO CUNICAL ONCOLOGY

Cancers Symposium KNOWLEDGE CONQUERS CANCER



ARASENS Primary Endpoint*: Overall Survival
Darolutamide significantly reduced the risk of death by 32.5%

100 - .
L :
90 Rt B :
B 5l “ Darolutamide + ADT + docetaxel
80 1 Y Median, NE (95% Cl, NE-NE)
B i 0 e
~ "‘-e__."
© *hee
S 60 Placebo + ADT + docetaxel g
2 Median, 48.9 months (95% ClI, 44.4-NE) R
S
o O R
2 S g =
= .
I’ 40 — |
c I
2 |
S 304 :
" Hazard ratio for death, -
] I
0.68 (95% CI, 0.57-0.80) |
0 | P<0.001 ;
I
0 I
T T T T T T T T T T T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Months Since Randomization
No. at Risk

Darolutamide 651 645 637 627 608 593 570 548 525 509 486 468 452 436 402 267 139 56 9 0 0
Placebo 654 646 630 607 580 565 535 510 488 470 441 424 402 383 340 218 107 37 6 1 0

*Primary analysis occurred after 533 deaths (darolutamide, 229; placebo, 304). Cl, confidence interval, NE, not estimable.

ASCO Genitourinary UEUEEN s ov. Matthew R. Smith, MD, PhD ASCO) v
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Key Secondary Endpoints

- - - - *
Time to CRPC Time to pain progression
1004 100 g
S
~ 904 ~ 90-
£ 5
S & 804 @ 80-
n © o
c
(7] < (=]
24 704 O 70-
S o
- ‘6 c
o < 60+ ‘™ 60
o9 o
Za g’
T - 50 4 > 50-
o T
on 5
3 .g 40" = 40_
S0 ©
wn & a
£ & 30+ 30 4
89 2
T o). . = 20- z
b Hazard ratio, @ Hazard ratio,
©
O 40l 0.36(95% CI, 0.30-0.42) 3 10l 0.79 (95% CI, 0.66-0.95)
P<0.001 S P=0.01
04 0-
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Since Randomization Months Since Randomization
No. at Risk No. at Risk
Darolutamide 651 616 567 537 496 465 433 401 380 358 340 325 308 292 211 132 54 18 5 0 Darolutamide 651 447 401 363 327 284 265 249 228 211 202 189 175 159 106 67 31 6 1 0
Placebo 654 613 533 425 348 289 242 215 185 165 143 134 120 105 79 38 14 4 1 0 Placebo 654 442 395 332 288 255 221 188 160 134 119 107 93 86 62 35 8 1 0 0

*Pain progression was defined by change in the Brief Pain Inventory—Short Form questionnaire worst pain score or initiation of opioid therapy for 27 days.
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A phase 3 trial of capivasertib
and abiraterone versus
placebo and abiraterone

in patients with de novo
metastatic hormone-
sensitive prostate cancer
characterized by PTEN

deficiency (CAPIltello-281)

Karim Fizazi,' Daniel George,? Maria De Santis,® Noel Clarke,*
Andre Fay,® Hirotsugu Uemura,® Lynda Grinsted,” Claire Rooney,”
Remy B Verheijen,” Rana Anjum,® Andrew Foxley,” Thomas Morris’

'Department of Medical Oncology, Gustave Roussy, Paris Saclay University, Villejuif

Cedex, France; Duke University Medical nter, Duke Cancer Institute, Durham, NC, USA;
*Department of Urology, Charité Universitatsmedizin, Berlin, Germany, and Department

of Urology, Medical University of Vienna, Vienna, Austria; “The Christie NHS Foundation
Trust, Manchester, UK; ®PUCRS School of Medicine, Porto Alegre, Brazil; “Department of
Urology, Kindai University Faculty of Medicine, Osaka, Japan; ‘R&D Oncology, AstraZeneca,
Cambridge, UK; ®R&D Oncology, AstraZeneca, Boston, MA, USA

Objective

¢ CAPltello-281 (NCT04493853) is a global, phase 3 trial to
evaluate the efficacy and safety of capivasertib in combination
with abiraterone (plus prednisone/prednisolone) on a
background of ADT versus placebo plus abiraterone (plus
prednisone/prednisolone) on a background of ADT in patients
with de novo mHPSC with PTEN-deficient tumors.

Key study features

* CAPIltello-281 is a randomized, double-blind, placebo-
controlled, multicenter phase 3 trial.
Patients receive either oral capivasertib (400 mg) or placebo
(twice daily; 4 days on, 3 days off on a 28-day treatment
cycle) in combination with abiraterone (1000 mg once daily)
and androgen deprivation therapy until radiographic disease
progression or unacceptable toxicity.
The primary endpoint is radiographic progression-free
survival (rPFS).
The trial is being conducted at around 350 study sites in
Europe, North America, South America, Australia and Asia
(including China and Japan).
Patient enrollment began in July 2020 and is ongoing.

* Prostate cancer is the most prevalent form of cancer in men and
is associated with considerable morbidity and mortality. With an
estimated 358 989 deaths in 2018, prostate cancer is the fifth
leading cause of death from cancer in men worldwide.

are characterized by PTEN deficiency.

The androgen receptor signaling and AKT pathway are
reciprocally cross-regulated, so that inhibition of one leads to
upregulation of the other (Figure 1).%'° Therefore, combining
abiraterone therapy with AKT inhibition may be beneficial

in patients with mHSPC with tumors characterized by

PTEN deficiency.

In the IPATential150 phase 3 study (NCT03072238), an AKT
inhibitor, ipatasertib, prolonged radiographic progression-free
survival (rPFS) when combined with abiraterone, compared with
abiraterone alone in patients with metastatic castration-resistant
prostate cancer with tumors characterized by PTEN loss.™
Capivasertib (AZD5363) is a potent, selective inhibitor of AKT1,
-2 and -3 that has shown activity in preclinical models of
hormone-sensitive and castration-resistant prostate cancer with
PTEN loss.'?

Capivasertib in combination with abiraterone exhibited an
acceptable safety and tolerability profile in a phase 1 study
(NCT04087174) in mCRPC patients.™

In patients with metastatic hormone-sensitive prostate cancer
(mHSPC), androgen deprivation therapy (ADT) is highly effective
in improving clinical outcomes.?

Recent studies demonstrated the benefits of adding the
androgen biosynthesis inhibitor, abiraterone, or non-steroidal
antiandrogens, e.g. enzalutamide, to ADT.%#

However, mHSPC inevitably progresses to a castration-resistant
phenotype.*® Patients with de novo mHSPC are at higher risk
of progressing to a castration-resistant disease state than those
with prostate cancer that has progressed to metastasis after
treatment for localized or locally advanced disease.”

Aberrant activation of the phosphatidylinositol 3-kinase (PI3K)/
protein kinase B (AKT) pathway, predominately due to PTEN
loss, is common in prostate cancer, especially at later disease
stages.?

There is an important unmet medical need for treatments in the
de novo mHSPC setting, particularly in patients whose tumors

igure 1. The PIBK/AKT/mTOR pathway and crosstalk with AR sig

Growth factors
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AR targeted genes

degradation

‘ Cell proliferation and prostate cancer progression ’

Differentiation and survival through PI3K/AKT dependent signaling

*Modified from Mulholland et al. 2011, and Carver et al. 2011
PTEN loss suppresses AR factor activity leading to reduced d survival. C PTEN loss activates the PI3K/AKT signaling pathway and reduces the
AR-regulated FKBPS5-PHLPP negative feedback loop to AKT activation, further enhancing AKT activation, leading t i P pi iiferati inhibition of
androgen biosynthesis by abiraterone and AKT signaling by capivasertib resuits in inhibition of prostate cancer cell profferation™

AKT, protein kinase B; AR, androgen receptor; FKBPS, FKBP5 scaffold protein; HER2/3, human epidermal growth factor receptors 2/3; mTOR, mammalian target of rapamycin; P-AKT, phosphorylated AKT:
PHLPP, PHLPP 3-kinase; PTEN, tensin homolog; . Ras-Raf-ERK pathway; RTK, receptor tyrosine kinase; T, testosterone

Study design and participants

CAPltello-281 is a randomized, double-blind, placebo-controlled, multicenter

phase 3 trial.

The global trial is being conducted in over 30 countries and around 350 study sites
(Figure 2). Enrollment began in July 2020 and is ongoing.

Participants will be enrolled and screened according to the two-part screening
procedure (Figure 3) to achieve a total of 1000 randomized participants in a 1:1 ratio
to the two treatment arms. The PTEN status of a tumor sample is tested in Screening
Part 1; most of the remaining assessments are carried out in Screening Part 2.

Key inclusion and exclusion criteria for patient participation in CAPItello-281 are shown
in Table 1.

Following screening, patients receive either oral capivasertib (400 mg) or placebo
(twice daily; 4 days on, 3 days off on a 28-day treatment cycle) in combination with
abiraterone (1000 mg once daily) and ADT until radiographic disease progression or
unacceptable toxicity (Figure 4).

Screening Part 1
Tumor PTEN status checked

Screening Part 2

Statistical analyses of primary and secondary endpoints

The effect of capivasertib versus placebo on rPFS will be tested using a log-rank test
stratified by the randomization stratification factors.

Analysis of secondary endpoints will follow a multiple test procedure to preserve the
overall type 1 error (family-wise error rate) in the strong sense.

Figure 3. Two-part screening process for CAPItello-281

Table 1. Key inclusion and exclusion cri

Inclusion criteria Exclusion criteria

Adult males > 18 years of age (= 20 years of agein = Radiotherapy with a wide field of radiation or
Japan), with asymptomatic or mildly symptomatic major surgery within 4 weeks before the start

mHSPC of study treatment

*  ECOG/WHO performance status of 0 or 1 with * Brain metastases or spinal cord compression
no deterioration over the previous 2 weeks and
minimum life expectancy of 12 weeks

* Histologically confirmed de novo (i.e., diagnosed = Past medical history or any evidence of

within 3 months of randomization) mHSPC;
adenocarcinoma must be the primary histological
pattern and patients with small-cell tumors are
not eligible

clinically active of interstitial lung disease
Clinically significant heart disease
Clinically significant abnormalities of
glucose metabolism

Consent to provide a FFPE tissue block (preferred)
or slides

Refractory nausea and vomiting, malabsorption
syndrome, chronic gastrointestinal diseases or
other condition that would preclude adequate
absorption of capivasertib

To be completed
within 3 months
between start of ADT

and izati

Efficacy

Valid PTEN IHC result indicating PTEN deficiency

Patients may also History of hypersensitivity to active or inactive

The primary endpoint is rPFS: the time from randomization to radiographic disease l

progression, as assessed by the investigator according to Response Evaluation Criteria

in Solid Tumors (RECIST) v1.1 for soft tissue and/or Prostate Cancer Working Group 3
(PCWGB) for bone, or death due to any cause. ADT, androgen deprivation therapy; PTEN,

Key secondary endpoints are shown in Figure 4.
Safety

] | 28 days

(centralized testing) excipients of capivasertib, abiraterone or drugs

receive abiraterone with a similar chemical structure or class

and tensin homolog

Figure 4. Trial design and outcome measures for CAPltello-281

Metastatic disease documented prior to
randomization by clear evidence of = 1 bone
lesion and/or > 1 soft tissue lesion

Any evidence of severe or uncontrolled systemic
diseases, including active bleeding diatheses,
or known active infection including hepatitis B,
hepatitis C and HIV

Gandidate for abiraterone and steroid therapy.
Previous treatment with abiraterone and/or a steroid
for de novo disease is allowed up to a maximum of

Any other chemotherapy, immunotherapy,
immunosuppressant medication (other than
corticosteroids) or anticancer agents within

Adverse events (AEs) and serious AEs (SAESs) are graded according to National Cancer |

Randomization: 1:1, double blind |

3 months (93 days) prior to randomization 3 weeks of the first dose of study treatment

Institute Common Terminology Criteria for Adverse Events (CTCAE) v5.0. |
N = 500°

N~ 5000 Ongoing ADT with GnRH analog (combination with Nitrosourea or mitomycin C within 6 weeks of the

Safety and tolerability data will be evaluated in terms of AEs/SAEs, vital signs, clinical
chemistry/hematology/glucose metabolism parameters and electrocardiogram . :
parameters and summarized using appropriate descriptive statistics. Capivasertib

400 mg twice daily oral dose, 4 days on and

3 days off on a 28-day treatment cycle

Figure 2. Map of the countries with planned enroliment for CAPltello-281
Abiraterone

“, Russia 1000 mg once daily oral dose

Canada (+ prednisone/prednisolone 5 mg once daily)

first-generation androgen receptor antagonists, first dose of study treatment
e.g., bicalutamide is allowed), or LHRH antagonist  » Drugs known to prolong the QT interval

Placebo or bilateral orchiectomy

Twice daily, 4 days on and 3 days off on a
28-day treatment cycle

Abiraterone

ADT, androgen deprivation therapy; ECOG, Eastern Cooperative Oncology Group; FFPE, formalin-fixed paraffin embedded;
GnRH, gonadotropin-releasing hormone: HIV, human ;| LHRH, luteinizing
hormone-releasing hormone; mHSPC, metastatic nd tensin homolog;
WHO, World Health Organization
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Figure 3. Two-part screening process for CAPltello-281
To be completed

Screening Part 1
Tumor PTEN status checked
within 3 months

Screening Part 2 between start of ADT
and randomization.

Maximum Patl_ents may also
l ] receive abiraterone

28 days

ADT, androgen deprivation therapy; PTEN, phosphatase and tensin homolog

Figure 4. Trial design and outcome measures for CAPIltello-281

I Randomization: 1:1, double blind I

Remaining screening assessments

N = 500° l N = 500°
Capivasertib Placebo
400 mg twice daily oral dose, 4 days on and Twice daily, 4 days on and 3 days off on a
3 days off on a 28-day treatment cycle 28-day treatment cycle
Abiraterone Abiraterone
1000 mg once daily oral dose 1000 mg once daily oral dose
(+ prednisone/prednisolone 5 mg once daily) (+ prednisone/prednisolone 5 mg once daily)

All participants receive continuous ADT

Objectives and endpoints

Primary Key secondary
* Radiographic progression-free survival * Overall survival (OS)

(rPFS) by investigator assessment ¢ Time to start of first subsequent

anticancer therapy (TFST)

Safety * Symptomatic skeletal event-free
¢ Safety and tolerability of capivasertib + survival (SSE-FS)

abiraterone versus placebo + abiraterone ¢ Time to pain progression (TTTP)

in patients with PTEN-deficient mMHSPC

“Estimated number to achieve appropriate statistical power
ADT, androgen deprivation therapy; mHSPC, metastatic hormone-sensitive prostate cancer; PTEN, phosphatase and tensin homolog

Fizazi K et al, ASCO GU 2021; Abstract TPS178.

Capivasertib combination in PTEN-deficient metastatic hormone-
sensitive prostate cancer demonstrated statistically significant and
clinically meaningful improvement in radiographic progression-free
survival in CAPItello-281 Phase Il trial

PUBLISHED 25 November 2024

First and only AKT inhibitor combination to demonstrate
benefit in this specific subtype of prostate cancer

Positive high-level results from the CAPItello-281 Phase Il trial showed that
capivasertib in combination with abiraterone and androgen deprivation therapy
(ADT) demonstrated a statistically significant and clinically meaningful
improvement in the primary endpoint of radiographic progression-free survival
(rPFS) versus abiraterone and ADT with placebo in patients with PTEN-deficient
de novo metastatic hormone-sensitive prostate cancer (mHSPC).

Overall survival (OS) data were immature at the time of this analysis; however,
the capivasertib combination showed an early trend towards an OS
improvement versus abiraterone and ADT with placebo. The trial will continue as
planned to further assess OS as a key secondary endpoint.

Prostate cancer is the second most prevalent cancer in men and the fifth leading
cause of male cancer death globally.? Only one third of patients with metastatic
prostate cancer survive five years after diagnosis.2 Newly diagnosed mHSPC is an
aggressive form of the disease associated with poor outcomes and survival.?*
Approximately 200,000 patients are diagnosed with mHSPC each year, and one
in four have PTEN-deficient tumours.> Patients with a tumor biomarker of PTEN
deficiency have a particularly poor prognosis.®

https://www.astrazeneca.com/media-centre/press-
releases/2024/truqap-improved-rpfs-in-advanced-prostate-cancer.html



CAPItello-280: a Phase lll study of capivasertib and docetaxel versus placebo and docetaxel in metastatic castration-resistant prostate cancer

Simon J Crabb,' Ding-Wei Ye,2 Hirotsugu Uemura,® Thomas Morris,* Christopher Gresty,* Jill Logan,* Claire Rooney,# Andrew Foxley,* Michael Carducci®

iSouthamplon Clinical Trials Unit, University of Southampton and University Hospital Southampton NHS Foundation Trust, Southampton, UK; ZFudan University Shanghai Cancer Center, Shanghai, China: *Department of Urology, Kindai University Faculty of Medicine, Osakasayama, Osaka, Japan; ‘Oncology R&D, AstraZeneca, Cambridge, UK; 3Johns Hopkins, Baltimore, MD, USA

® Key exclusion criteria

Key inclusion criteria

® Adults =18 years of age with
metastatic CRPC

® No prior chemotherapy for metastatic
CRPC

@ Prior ARTA (abiraterone, enzalutamide,
apalutamide, or darolutamide) for HSPC or
CRPC for at least 3 months and evidence
of disease progression (radiological or via
PSA assessment) whilst on treatment

® Serum testosterone level <50 ng/dL

® Eligible for docetaxel treatment
(investigator assessment)

©® Ongoing ADT
® ECOGPSOort

@ Radiotherapy to =30% of bone marrow within 4 weeks of
the start of study treatment

® Major surgery within 4 weeks of the start of study treatment
@ Brain metastases or spinal cord compression
@ Cardiac abnormalities

@ Clinically significant glucose metabolism abnormalities
(e.g. Type | or Il diabetes mellitus requiring insulin treatment)

® Inadequate bone marrow reserve or organ function

@ History of another primary malignancy except for
malignancy treated with curative intent with no known
active disease within the past 5 years and of a
low potential risk of recurrence

® Specified prior or concomitant therapy, including
chemotherapy or exposure to inhibitors of the
PIBK/AKT/PTEN signaling pathway

N=790

randomized
1 H b

Capivasertib (320 mg orally, BD, 4 days on,

3 days off) plus docetaxel (75 mg/m2 IV on Day 1
of each 21-day cycle for 6-10 cycles)t

Schedule of each 21-day dosing cycle

1 eycie!
Caphvasertip
{320 mg. oradt, 80)
or placese
Docetare
(75 mpw’, V)
\ As > @ >
& & o o

Abstract number: TPS287

Study endpoints

Primary

OS defined as the time from randomization until the date of death due to
any cause

Secondary

rPFS defined as the time from randomization to radiographic progression
according to RECIST v1.1 or PCWGS3 criteria (investigator-assessed)
TTPP defined as the time from randomization to clinically meaningful pain
progression (2-point increase from baseline in BPI-SF Item 3 ‘worst pain’
and/or the initiation of, or increase in, opioid use)

SSRE defined as the time from randomization to use of radiation therapy
for skeletal symptoms, new symptomatic pathological bone fractures,
spinal cord compression, or surgical intervention for bone metastasis
Safety and tolerability

Patient-reported outcomes including physical functioning, urinary
symptoms, pain, and HRQoL

Pharmacokinetic analysis



Discussion Questions

A 60-year-old man undergoes radical prostatectomy for Gleason 7
prostate adenocarcinoma followed by external beam radiation therapy
for early PSA recurrence. Eighteen months later his PSA rises to 1.2
ng/mL and over the next 12 months continues to rise to 2.4 ng/mL.
What treatment, if any, would you recommend?

 What is your usual treatment approach for a patient who develops
bone-only metastatic prostate cancer after receiving ADT for M0
disease? How does the volume of disease affect your thinking?

B N



Discussion Questions

 What systemic therapy would you typically recommend for a patient
presenting de novo with Gleason 8 prostate cancer and 6 moderately
symptomatic bone metastases? How, if at all, does your decision
change based on patient age?

 What is your understanding of and/or experience with the efficacy and
tolerability of capivasertib in combination with ADT and abiraterone for
patients with metastatic hormone-sensitive prostate cancer (mHSPC)

and PTEN deficiency?
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Outline

= Combining AR Pathway + PARP Inhibition in mCRPC
= Radiopharmaceuticals for the treatment of mCRPC

= Emerging Treatment Options
- Immune checkpoint inhibition (CONTACT-02)
- EZH2 Inhibition
- Bi-specific T-cell engagers

UGSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



Outline

= Combining AR Pathway + PARP Inhibition in mCRPC
= Radiopharmaceuticals for the treatment of mCRPC

= Emerging Treatment Options
- Immune checkpoint inhibition (CONTACT-02)
- EZH2 Inhibition
- Bi-specific T-cell engagers

UGSFE Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



Prevalence of Homologous Repair Recombination
Mutations in Advanced Prostate Cancer

Retrospective multicenter 5
observational cohort study 13.4% Overall, 23.7% of the patients tested
of advanced prostate f2- positive for 2 1 HRR gene mutation of

cancer in the US from interest!

2013-2019

7.7%

674 patients were tested

Prevalence of specific
HRR gene alterations (%)

for 1 or more of 6 HRR 3-

mutations of interest:

BRCA]—; BRCAZ; CDK].Z, = BRCA2 ‘ CDK12 ] ATM BRCA1 PALB2 FANCA
ATM, FANCA, PALBZ (n =604) (n=273) (n =531) (n = 603) (n=424) (n =251)

Shore N et al. Future Oncology, 2021

UGSF Helen Diller Family

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



Rationale for Dual Androgen Receptor + PARP Blockade

J/ Expression of AR-dependent target genes
(PARP-1 is required for AR occupancy on
chromatin)

PARP inhibition inhibits AR

AR inhibition

v

PARP inhibition

I\

Synthetic lethality

AR inhibition promotes PARP

J' HRR gene expression
J/ ATM signaling

J MRE11 foci formation
N PARP activity

Panebianco M, et al. Explor Target Antitumor Ther, 2024

UGSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



PROpel Randomized Phase 3 Study

PROpel: a global randomized double-blind phase lll trial

Olaparib 300 mg bid Primary endpoint
+

abiraterone 1000 mg qd* _ .
n=399 by investigator assessment

Patient population

S 1EMERRPE
Docetaxel allowed at
mHSPC stage
No prior abiraterone Full dose of olaparib and abiraterone used
Other NHAs allowed if
stopped 212 months prior « Overall survival (alpha control)

to enroliment . s :
Ongoing ADT Additional endpoints

ECOG 0-1 Time to first subsequent therapy or death (TFST)
Time to second progression or death (PFS2)
e Placebo Objective response rate (ORR)

: +
bone only vs visceral vs other : "
» Prior taxane at mHSPC: golfalcione 1008 g 9a

yes vs no n=397

. Safety and tolerability

» Radiographic progression or death (rPFS)

Key secondary endpoint

Stratification factors

—_— HRRmT prevalence (retrospective testing)
Health-related quality of life

First patient randomized: Nov 2018; Last patient randomized: Mar 2020; DCO1: July 30, 2021, for interim analysis of rPFS and OS.

Multiple testing procedure is used in this study: 1-sided alpha of 0.025 fully allocated to rPFS. If the rPFS result is statistically significant, OS to be tested in a hierarchical fashion with alpha passed on to OS.
Please access the Supplement via the QR code at the end of this presentation for more details.

*In combination with prednisone or prednisolone 5 mg bid. THRRm, homologous recombination repair mutation, including 14 genes panel.

ADT, androgen deprivation therapy; bid, twice daily; ECOG, Eastern Cooperative Oncology Group; mHSPC, metastatic hormone sensitive prostate cancer; qd, daily

Saad F, et al. ASCO 2022

UCSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



PROpel Randomized Phase 3 Study

Radiographic PFS by Investigator Assessment

Overall Survival at Final Analysis

1.04 Number of events/  Median overall survival,  2-year overall survival 3-year overall survival
number of patients months (95% Cl)
054 — Olaparib + abiraterone  176/399 (44%) 421 (38-4-NR) 70-2% (95% C1 65-4-74-4)  56:9% (95% C151.7-61-7)
g — Placebo + abiraterone  205/397 (52%) 347 (31:0-393) 65:5% (95% C1 60-5-70-0) 49:5% (95%Cl 44-3-54-5)
Hazard ratio (95% Cl) 0-81 (0-67-1-00); p=0-054*

0.8

0.7

0.6

0.5

0.4

0.3+

0.2+

Probability of Imaging-based Progression-Free Survival

0.14

0.0

Events, Median T

No. (%) (mo)
Abiraterone + Olaparib 168 (42.1) 24.8 Abiraterone + Placebo (n=397)
Abiraterone + Placebo 226 (56.9) 16.6

Hazard ratio for disease progression or death, 0.66
(95% Cl, 0.54 to 0.81), P<0.001

0

No. at Risk
Abiraterone + Olaparib 399
Abiraterone + Placebo 397

T T T T T T T T T T T T T T T T T T T U T J T T T U T U U T 1
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31
Time from Random Assignment (mo)

395 367 354 340 337 313 309 301 277 274 265 251 244 227 221 219 170 167 163 104 100 87 S9 57 28 26 26 S5 4 4 0
393 359 356 338 334 306 303 297 266 264 249 232 228 198 190 186 143 141 137 87 84 73 45 43 21 17 16 2 2 1 0

*2-sided boundary for significance 0-0377

Overall survival (%)

0 — —r T T T T T T 7T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time since randomisation (months)

Number at risk
(number censored)
Olaparib + abiraterone 399 399 391 385 374 364 349 334 318 312 298 283 273 258 253 246 226 192 135 96 63 29 10 2 0

0 (0 (0) (00 (0) (1) (3 B) 3 B) (5 (8 (8 (9) (10) (10) (20) (47) (98) (134)(162)(195)(213)(221)(223)
Placebo + abiraterone 397 395 388 383 376 370 355 337 316 305 301 282 254 241 225 213 201 157 119 84 53 25
0 (0 (2 3 3 B3 G ©® ? @ @ @ (B (9 (10) (11) (18) (54) (85) (117)(140)(168)(185)(192)(192)

All-comer population
(HRR-mutant + wild type + unknown)
Median rPFS 24.8 vs. 16.6 months
HR = 0.66, p < 0.001

All-comer population
(HRR-mutant + wild type + unknown)
Median OS 42.1 vs. 34.7 months,
HR =0.81, p = 0.054

Saad F, et al. Lancet Oncol 2023

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer

UGSF Helen Diller Family
Comprehensive
Cancer Center




PROpel Randomized Phase 3 Study: Subgroup Analysis

Radiographic PFS by Investigator Assessment Overall Survival at Final Analysis

Hazard Ratio for Abiraterone + Olaparib  Abiraterone + Placebo A
Progression or Death Number of events / Number of patients (%)
(95% C1)
All patients O+ | 0.6 {0.54 t0 0.81) 168/399 (42.1) 226/397 (56.9)
! 5
z
Age at random assignment: <65y —— 051 (0.35 10 0.75) 47/130 36.2) 59/97 (60.8) 3
' £
Age at random assignment: z6Syr —o— 0.78 (0.62 t0 0.98) 121269 (45.0) 167/300 (35.7) .; .,
' J; 40 Numberof events/  Median overall survival, o R
;fof ""‘3‘.’“‘"“""“‘ a* —o— | 0.67 (0.52 10 0.85) 113/286 (39.5) 151272 (55.5) ¥ ahealpationy’, monie N0y H RR_M uta nt
e ' 20 — Olparibsabiaterone  48/111 (43%) NR (NR-NR)
ECOG performance status at = Placebosabiraterone  69/115 (60%) 285(262-344)
el ——Y 0.75 {0.53 to 1.06) $5/112 (49.1) 75/124 (60.5) 10 Hazard ratio (95% 1) 066 (045-095)
' o T T T 1 T T T T T T T T T T T T T T T T T T T 1, —
Metastasis: Bone only l-—o—q 0.73 (0.54 10 0.98) 75/217 (34.6) 102/217 (47.0) 2 4 6 8 100 12 14 16 18 20 2 24 2 28 30 R 34 36 3B 40 42 4 46 48 —
y Number at risk -
Metastasis: Visceral — 0.62 (0.39100.99) 31/53 (58.5) 40/52 (76.9) (aumbes cansored)
Olapacibe abiraterore 111 111 107 105 102 96 94 90 8 86 83 79 77 73 72 70 62 55 42 2 W 7
' © (0 (0 (@ © M M M @ M 1 6 B B B @) (6 (1) (22) (42) (49) (56) (62} (62) (63)
Metastasis: Other —— : 0,62 (0.44 10 0.85) 62/129 (48.1) 84/128 (65.6) Placebo+abiraterone 115 113 109 107 105 305 99 92 86 8 80 77 0 66 57 53 51 40 32 2 12 4 1 O O
; ©© @ @ @ @ 6 @6 6 6 6 6 6 6 (5 (6 (3) (18) (27) (34) (42) (45) (46) (46}
Docetaxel treatment at mHSPC stage ] 061 {0.40100.92) 39/95 (41.1) 56/94 (59.6) 8
'
No docetaxel treatment at mHSPC stage —e— 0.71 {0.56t0 0.89) 129/304 (42.4) 170/303 {36.1) e
' 904 —
Baseline PSA: Below median £l
baseline PSA® =] 0.75 (0.5 t0 1.02) 73196 (37.2) 93/200 (46.5) 8 .
'
Baseline PSA: Above or equal to 7 7
anedian baseling PSA® —o— ! 0.63 (048 10 0.82) 94/201 (46.8) 132/196 (67.3) £ .
::::ﬂmui(iunﬁ'e) =) 050 {0.34 10 0.73) 4311087 73/115 (63.5) ® 50 —WIId type
s 404
| £ Numberof events/  Median overall survival,
:ﬁ'ﬁ’:;;ﬁ““‘“"“"’ o 0,76 (0.60100.97) 119,279 (42.7) 149273 (54.6) & number of patients  months (95% C1)
y 20 Olaparib s abiraterome  123/279 (44%) 421(373-NR) —
HRRrw status based on GONA hest: — 0.54 {036 10 0.79) 42/98 (429) 66/100 (66.0) 1o Pacebosabinateooe 1320273 (48%) 389325-NR) I Ila — O 8E’
HRRm ' Hazard ratio (95% C1) 089(070-114) -
HRRm status based on CtDNA test . BN M) TR Kt 357 G Q) o) K NS RS, g Ko R S S S Sy S M g
non-HRRm = 0.7 (05910 0.97) 1177269 (43.5) 1471267 (33.1) 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 1 34 36 3B 40 42 44 46 48
Number at risk
!
:::"’ R hased on HONA Seit —_— 0.62 (0.26 to 1.44) 932 28) 13/30 (433) (number censored)
SO ' Ofaparib ¢+ abiraterone 279 279 275 271 263 260 247 236 223 218 207 198 190 179 175 170 160 134 92 73 48 2 9
HRRm status based on tissue test: ! © © 0 © © © @ @ @ @ @ 6 6 6 7O O (3 G5 F3) (B9 (110)(135) (147) (155) (156,
HRRm e : 0.44 (0.26100.74) 22/62 (35.5) 37/56 (66.1) Placebosabiaterone 273 273 270 267 262 256 247 237 222 216 214 198 177 168 162 155 145 114 84 59 39 A 6
HRRm status based o st ' © @ M Q) O O @ @ @ @ (2 (2 6B @ (5 (6 (12) (39) (65) (88) (103) (121) (135) (141) (241]
us on tissue test:
non-HRRM |—0—:-I 0,81 (0.6201.07) 94207 (45.4) 1137210 ($3.8) e
HRRm status based on tissue test '
R s —— ! 0.64 {0.45 10 0.90) 52/130 (40.0) 76/131 {58.0)
!
Asla region — 057 (0.37100.87) 3491 (37.4) 53/104 (51.0) —
‘ !
i o f PP —
Europe region —e— 0,65 (0.49 10 0.87) 79/178 (44.4) 111/172 (64.5) z e
' 2 *
| i —
North and South America region —— 0.86 (0.60101.23) $5/130 (42.3) 62/121 (51.2) 3% |, TP
: T Numberofevents!  Medanoverallsurvival, 1, BR Am
White race o | 0,67 {0.53 10 0.85) 124282 (44.0) 166/275 (60.4) .32 number of patients  months (95% C1) e
: 204 Olapand + abiraterone 13/47 (28%) NR (NR-NR)
Black/African American race t T 4 0.85 (0.24 t0 3.06) 5/14 (35.7) 5/11 (45.5) Placebo + abwaterone  25/38 (66%) 2300177-342)
' 104 Hazard eatio (95% ) 029(014-056) HR — O 9
; — 2
Asian race —— 0,62 (0.37 10 1.04) 24/66 (36.4) 35/72 (48.6) ¢ T 4 0 0 b bt % 2 2 262 % 2 3 % B % & s 66 & .
!
[} Number at risk. Time since randomisation (months)
Other race NC NC 6/15 (40.0) 209 (22) (o cumsoid)
r T 1 Olparibeablraterore 47 47 47 47 45 42 41 41 39 38 3 35 35 35 34 34 33 29 n 13 8 S5 0
01 1 10 © © © © © M oM mbHE e a6 6 03 e e E) GH 64
Placebosablaaterone 38 38 37 36 34 34 3 0 26 2 N 19 1/ 15 M4 2 2 N 8 3 2 0 0O O
Abiraterone + Olaparib Better Abiraterone + Placebo Better © @ oMo @6 660606 0 6 G @ o) a ey ey

UGSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



MAGNITUDE Phase 3 Trial

Study start: February 2019

Prescreening for Allocation 1:1
BM status? to cohort randomization
Patient eligibility
+ L1 mCRPC
« <4 months prior AAP allowed g Niraparib + AAP Primary endpoint
for mCRPC HRR BM+ + rPFS by central review
e HRR BM+ Planned N = 400
« BPI-SF worst pain score <3 panel: ; Placebo + AAP Secondary endpoints
ngz\l ’ « Time to cytotoxic chemotherapy
Stratifications BRCA2 + Time to symptomatic progression
» Prior taxane-based chemo for — BRIP1 — « OS
mCSPC CDK12
; : CHEK?2 : 2
* Prior ARi for nmCRPC or FANCA Other prespecified endpoints
mCSPC HDAC?2 mmmg Niraparib + AAP + Time to PSA progression
« Prior AAP for L1 mCRPC PALB2 . g:fgz
+ HRR BM+ cohort only: 4 Planned N = 600  Time to pain progression
« BRCA1/2 vs other HRR Placebo + AAP - Patient-reported outcomes

gene alterations
Note: Patients could requestto be
Clinical data cut-off was October 8, 2021 forthe final rPFS analysis. unblinded by the study steering committee

- : : : . : - and go on to subsequent therapy of the
Patients were prospectively tested by plasma, tissue and/or saliva/whole blood. Patients negative by plasma only were required investigator's choice.
to test by tissue to confirm HRR BM- status.

Chi K, et al. ASCO GU 2022

UGSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center
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©
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0
No. at risk
NIRA + AAP
PBO + AAP

MAGNITUDE Phase 3 Trial

HRR negative:
Stopped for futility

Composite Progression Endpoint
(radiographic or PSA progression)

PBO +AAP

NIRA + AAP

0 3 6 9 12 15
Months from randomization

147 92 68 51 4 0
116 91 68 56 8 0

Patients without events (%)

100

80

60

40

20

No. at risk
NIRA + AAP
PBO + AAP

212
21

HRR-mutated

rPFS assessed by central review

NIRA + AAP: 16.5 mo

HR: 0.73 (95% CI, 0.56-0.96)
P = 0.0217
T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
Months from randomization
192 167 129 96 64 45 21 10 2 0
182 149 102 78 53 35 15 9 2 0

Patients without events (%)

100

80

60

40

20

No. at risk
NIRA + AAP
PBO + AAP

BRCA1/2-mutant

rPFS assessed by central review

| NIRA + AAP: 16.6 mo
. PBO + AAP: 10.9 mo
HR: 0.53 (95% CI, 0.36-0.79)
P = 0.0014
T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
Months from randomization
113 103 90 65 45 31 18 9 4 1 0
112 97 77 43 28 20 1 5 2 0 0

Chi K, et al. ASCO GU 2022

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer

UGSF Helen Diller Family
Comprehensive
Cancer Center



TALAPRO-2

Patient population Primary endpoint

« 1L mCRPC ) i - rPFS by BICR
« ECOGOor1 Talazoparib + enzalutamide

Ongoing androgen deprivation (N=402)

therapy Key secondary endpoint

* OS (alpha protected)

Stratification factors . Unselected Cohort 1 (N=805)

» Prior abiraterone? or docetaxel for Other secondary endpomts

CSPC (yes vs no) Time to cytotoxic chemotherapy

HRR gene alteration status Placebo + enzalutamide PFS2
(deficient vs non-deficient or (N=403) ORR

unknown)’ Patient-reported outcomes
: : Safety
Sequential enroliment in two cohorts:

Unselected (Cohort 1), N=805
Samples prospectively assessed for HRR gene alterations
[ \ (ATM, ATR, BRCA1, BRCA2, CDK12, CHEK2, FANCA, NBN, MLH1, MRE11A, PALB2, RAD51C)
= 2 : : 4 : Pl
Non-deficient HRRm  HRRm using FoundationOne/FoundationOne®CDx and FoundationOne®Liquid CDx
or unknown N=230

N=636 N=169
DCO1:Aug 16, 2022 DCO2: March 28, 2023 DCO3: Sept 3, 2024
| rPFS (primary) OS (interim) OS (final) current
HRRm only (Cohort 2), N=399 Analysis timeline: [ [ [
(unselected)

aPrior orteronel was received by two patients in each treatment arm in Cohort 1 and one patient in each treatment arm in Cohort 2. ®PUnselected cohort only.

Agarwal N, et al. ASCO GU 2025

UGSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



TALAPRO-2: Unselected Cohort
(HRR wild type + mutant + unknown)

Radiographic PFS by Central Review Overall Survival — Updated Analysis
Update (DCO Sept 3, 2024) - ’ Events/patients Median 0S

95% Cl), mo

) : TALA + ENZA 211/402 45.8 | (39.4-50.8)
Events/ Median rPFS fol\ll:ig\:-a: PBO + ENZA 243/403 37.0 | (34.1-40.4)
patients  (95% Cl), mo P, 0.6 :

mo
TALA + ENZA 202/402 (27.4-39.0) 47.0

8.8 months improvement

0.4 Median follow-up for OS was
52.5 months

Probability of OS

PBO + ENZA 231/403 (16.6-24.7) 46.9

: 0.2
13.6 months improvement HR=0.796 (0.661-0.958); P=0.0155

0.0
12 16 20 28 32 36 40 44 48 52 56 60
No. at risk Time (Months)

TALA + ENZA 402 390 347 319 296 250 226 212 193 183 158 89 42 1
PBO + ENZA 403 391 331 305 287 231 207 183 163 148 127 77 33 4

»
w
R
k)
2
o
[
£
)
=
[

HR=0.667 (0.551-0.807); P<0.00012

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

No. at risk Time (Months)

TALA + ENZA 402 353 318 257 228 196 180 155 138 122 108 101 63 50 13 7
PBO + ENZA 403 312 273 201 180 138 128 100 92 81 72 66 44 35 5 2

Agarwal N, et al. ASCO GU 2025

UCSF Helen Diller Family
Comprehensive
Cancer Center

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer



TALAPRO-2: Subgroup Analyses for OS Endpoint

Known Wild Type'
(ctDNA AND Tissue)

No HRR alteration detected
Events/ Median OS

patients 95% Cl), mo
TALA + ENZA 82/154 |46.6] (33.0-54.1)
PBO + ENZA 99/160 |37.4] (30.0-40.9)
9.2 months improvement
0.6

0.4

]
(o]
-]
2
2
[
2
e
S

0.2
HR=0.782 (0.582-1.050); P=0.10082
0.0

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
- Time (Months)
No. at risk

TALA + ENZA 154 148 142 128 120 110 108 95 85 79 72 71 64 36 19 5 1 O
PBO + ENZA 160 156 143 131 120 113 97 87 81 73 61 53 44 290 14 1 1 0

HR = 0.782, nominal p = 0.10

Any HRR alteration?

A. Any HRR Gene (HRA-Deficient In!

Overall survival, %
g

0 o Statified: HR=0.622: 95% CI, 0.475-0.814; P=0.0005

T T
0 4 ] 2 1% 20 2
Months
No. ot risk

HR =0.622, p = 0.0005

BRCA1/2 Mutated?

B. DRCA1/2 Gene Alterations

Events, n 3 56
Median (95% Cll, mo  NR(35.4-NA) 285 24.5-34.4)

60 (48-71)

0 Statifiec HR=0.497; 95% CI,0.318-0.776 P=0.0017*

ot Ak Months

HR = 0.497, nominal p = 0.0017

1. Agarwal N, et al. ASCO GU 2025; 2. Fizazi K et al. ASCO GU 2025

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer

UGSF Helen Diller Family
Comprehensive
Cancer Center



TALAPRO-2: Safety

Most Common All-Cause TEAEs

In the talazoparib arm:

* 49.0% had grade 1-2 anemia

TALA + ENZA PBO + ENZA :
at baseline

(N=398)  (N=401)
_ Most common TEAES leading to a
Anemia 67.8 L2 : S 4 dose reduction of talazoparib were:

Neutropenia . ; 6% 11.0157) = Anemia (46.2%)
= Neutropenia (16.3%)
= Thrombocytopenia (6.2%)
Grade 3—4 anemia
Thrombocytopenia 4.0 - :
P (0.2/0.713.0) = Reported in 49.0% of patients

Fatigue

Back pain

Leukopenia A ; : Nl 4. = Median time to onset was
3.3 months

= 42 2% received an RBC
Fall All grades . . All grades transfusion (median of two

i i transfusions
Nadisea Grade 1-2 ) : Grade 1-2 )
Grade 3 8.5% discontinued talazoparib due

Arthraigia Grade 4 8 0. : ~ Grade 4 to anemia

80 00 Median duration of treatment with
talazoparib was 19.7 months

Decreased appetite

Patients, %

Data cutoff: September 3, 2024. Figure includes TEAESs reported in 220% of patients in either arm.

Agarwal N, et al. ASCO GU 2025

UGSFE Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center




Summary: AR + PARP inhibition

= Both germline + somatic genomic testing is necessary to optimally
identify HRR-mutant mCRPC

= AR + PARP inhibition improves PFS and OS in first-line HRR-mutant
MCRPC

- BRCA/PALBZ2 > CDK12 >> ATM, CHEKZ2

= Updated results of TALAPRO-2 first to demonstrate potential OS
benefit in HRR-wild type mCRPC, but caveats:

- Smaller magnitude of benefit
- Need to carefully weigh risks/benefits of treatment

UGSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



Outline

= Combining AR Pathway + PARP Inhibition in mCRPC
= Radiopharmaceuticals for the treatment of mMCRPC

= Emerging Treatment Options
- Immune checkpoint inhibition (CONTACT-02)
- EZH2 Inhibition
- Bi-specific T-cell engagers

UGSFE Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



PEACE-3

& e Ra223
Study population 55 kBa/kg iv every 4 weeks e
« Patients with mCRPC for 6 cycles plus ; rPFSry E
and bone metastases N=446** Enzalutamide 160 mg od
» Asymptomatic or Key secondary
mildly symptomatic* 3 D Stratification factors endpoints
*WHO PS of O or 1 o » Country » Safety
o i L » Baseline pain (BPI worst pain 0-1 vs 2-3) o i
Nf:hpnor t:eatm%nt —> Randomisation - Prior docetanel (Vs s 1) Overall Survival
with enzalutamide or . Use of bone protecting agents * Time to next treatment

Ra223 & J » Prior abiraterone (yes vs no) » Time to pain progression
* No known visceral * Time to first SSE
metastases (symptomatic skeletal
* Ongoing ADT / Enzalutamide 160 mg od : event)

*defined as brief pain inventory WP24 score < 4

** original target accrual N=560, adapted for slow accrual :
Use of bone protecting agents (BPA) made mandatory

(after inclusion of 119 patients)

Gillessen S, et al. ESMO 2024

UGSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive
Cancer Center



PEACE-3

Radiographic PFS

100

£ 90+ Arm n/N Median (95%CI)

]

§ 80 - Enzalutamide + Ra223 Enzalutamide + Ra223  139/222 19.4 (17.1-25.3) mo

@ 70

$ Enzalutamide 160/224 16.4 (13.8-19.2) mo ol

Y 60 s 2

€ 24mo rPFS: 3 =

% - 36% vs. 45% HR (95%Cl) 0.69 (0.54-0.87) %

2 = -

% 40- Log-Rank p-value 0.0009 z

& 30 Assumption of proportional hazard achieved 5

g Enzalutamide S

S 20

2

g 10_

[+ 4 o

0 T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 7.
Time in months
Patients-at-Risk (No. Cumulative Events)
Enza- 224(0) 122(84) 52(128) 13(150) 7(155) 3(158)  0(160) s

Enza+Ra223- 222(0) 138(65) 64(107) 32(123) 19(131) 9(135) 3(137) Enza+Ra223:

Gillessen S, et al. ESMO 2024

Overall Survival

Arm n/N Median (95%CI)

Enzalutamide

+ Ra223 110/222

42.3 (36.8-49.1) mo

Enzalutamide 129/224  35.0 (28.8-38.9) mo

HR (95%Cl) 0.69 (0.52-0.90)

Log-Rank p-

0.0031
value

100
90
80 Enzalutamide + Ra223
70
60 -
50
40 H \
Enzalutamide .
30 A S
\
20 \ﬂ\ﬁ
p o
N
10 |
0 T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Time in months
Patients-at-Risk (No. Cumulative Events)
224 (0) 206(15) 107 (64) 58(90) 30(112) 14(123) 1(129)
222(0) 194(21) 114(53) 71(73) 43(90) 23(101) 12(105)

*  Pre-set level of significance for interim analysis
was < 0.0034

¢  Due to non-proportional hazards plus lack of
unequivocal significance for RMST (restricted
mean survival time) sensitivity analysis, study will
continue to final OS analysis

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer

UGSFE Helen Diller Family
Comprehensive
Cancer Center



PEACE-3

Most common grade 3-5 Enza+Ra223 Enza
treatment emergent AE (TEAE) (N=218) (N=224)
N (%) N (%)
All
Hypertension 73 (33.5) 77 (34.4)
Fatigue 12 (5.5) 4(1.8)
Fracture 11 (5.1) 3(1.3)
Anaemia 10 (4.6) 5(2.2)
Neutropenia 10 (4.6) 0
Bone Pain 9(4.1) 11 (4.9)
Weight Decreased 7(3.2) 1(0.4)
Spinal Cord Compression 6 (2.8) 8 (3.6)
Treatment related
Hypertension 25 (11.5) 27 (12.1)
Fatigue 9(4.1) 3(1.3)
Anaemia 6 (2.8) 0
Neutropenia 7(3.2) 0

Side effects of special interest: 1 MDS, 1 AML and 1 CML in the combination arm
Gillessen S, et al. ESMO 2024

UGSFE Helen Diller Family

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive
Cancer Center



VISION

Eligible patients
* Previous treatment with both

21 androgen receptor
pathway inhibitor

juswijeal |
dn-mo|j04

az
=

8
Q

=

0
=

0
o

* 1 or2taxane regimens Protocol-permitted SOC

Protocol-permitted standard of care alone
(SOC) planned before randomization

* Excluding chemotherapy

:nmvrgst?";:z;aa%rf‘dgum‘223' « Randomization stratified by « CT/MRI/bone scans
9 9 « ECOG status (0-1 or 2) « Every 8 weeks (treatment)
ECOG performance status 0-2 « LDH (high or low) « Every 12 weeks (follow-up)
Life expectancy > 6 months  Liver metastases (yes or no) » Blinded independent
PSMA-positive mMCRPC on PET/CT + Androgen receptor pathway eenialicyon

with 68Ga-PSMA-11 inhibitors in SOC (yes or no)

Morris M, et al. ASCO 2021

UGSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive
Cancer Center



VISION

Radiographic PFS Overall Survival

1004 =+~ 1004
- 90...

. 90 PR ?
Prlmary ;\3 0. Hazard ratio: 0.40 Prlmar_y 2\0/ 80 Haiard ratio: 0.62
analysis = (99.2% CI: 0.29, 0.57) analysis > (95% Cl: 0.52, 0.74)
rPFS z ™ p=.0.001 {one-sided) All randomized - s .001 lonesaidec)

: S 60+ ; T 60
analysis set g Median 8.7 vs 3.4 months patients S . Median 15.3 vs 11.3 months
(n =581) o (N =831) ®
g 40 —+ 7L u-PSMA-617 + SOC (n = 385) g 40
£ 304 £ 3.
= w 204 177]
— - - =
i SOC alone (n = 196) | Lu-PSMA-617 + SOC (n = 551)
5 SOC alone (n = 280)
R R X T T I o
. v Time from randomization (months) . -
Number of patients still at risk Time from randomization (months)

MLU-PSMA-617+SOC 385 373 362 202 272 235 215 194 182146 137121 88 83 71 51 49 37 21 18 6 1 1 0 Number of patients still at risk
‘ : g 4 : 4 TLuPSMA-617+SOC 651 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0

HR = 0.40, p < 0.001 HR = 0.62, p < 0.001

Morris M, et al. ASCO 2021

UGSF Helen Diller Family
Comprehensive
Cancer Center
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VISION

Patients, n (%) SOC alone SOC alone
(n = 205) (n = 205)

Fatigue 260 (49.1) 60 (29.3) 37 (7.0) 5 (2.4)
Bone marrow suppression 251 (47.4) 36 (17.6) 124 (23.4) 14 (6.8)
Leukopenia 66 (12.5) 4 (2.0) 13 {2.5) 1 (0:5)
Lymphopenia 75 (14.2) 8 (3.9) 41 (7.8) 1 (0:5)
Anemia 168 (31.8) 27(13.2) 68 (12.9) 10 (4.9)
Thrombocytopenia 91 (17.2) 9 44) 42 (7.9) 2 {1.0)
Dry mouth 208 (39.3) 2 (1.0) 0 (0.0) 0 (0.0)
Nausea and vomiting 208 (39.3) 391 17.1) 8 (15) 1 (€.5)
Renal effects 46 (8.7) 128(5.9) 18 (3.4) 6 (2.9)
Second primary malignancies 11 (2.1) 2 (1.0) 4 (0.8) IN{0.D)
Intracranial hemorrhage 7 (1:3) SR(E5) 5 (0.9) 2 (1.0)

Morris M, et al. ASCO 2021

UGSF Helen Diller Family
Comprehensive
Cancer Center

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer



PSMATfore

Patient population

* MCRPC with disease progression S o orat dooint
i i econaary/expioratory enapoints
on previous ARPI therapy?2 177 u-PSMA-617 ry/exp ry ' P
« No previous taxane in CRPC or QBW x 6 * OS (key secondary endpoint)
HSPC setting « Safety
* PSMA-positive on « PFS
[**Ga]Ga-PSMA-11 PET/CT® » rPFS2 for crossover patients

« ORR, DCR (RECIST v1.1)

Crossover * Duration of response

Stratification factors allowed upon Primary « PSA50 response rate

« Previous ARPI use in CRPC vs : radiographic endpoint: - Time to first symptomatic

HSPC progression PFS skeletal event

Y8 SIRInatc Paiichs » Time to soft-tissue progression

Changein « Time to pain progression
ARPI treatment « HRQoL (FACT-P, EQ-5D-5L, BPI-SF)

Sartor O, et al. ESMO 2023

UCSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



PSMATfore

Radiographic PFS

A Radiographic progression-free survival

"Ly-PSMA-617 group: median 11-60 months (95% Cl 9-30-14-19), 154 events
ARPI change group: median 5-59 months (95% Cl 4.21-5-95), 180 events
HR 0-49 (95% Cl 0-39-0-61)

Overall Survival

B Overall survival (intention-to-treat analysis)

YLu-PSMA-617 group: median 23-66 months (95% Cl 19-75-NE), 104 events
ARPI change group: 23-85 months (20-60-26-55), 112 events
HR 0-98 (95% Cl 0-75-1-28), p=0-44

100 — 7Ly-PSMA-617 —
—— ARPI change
3,.\ 80- —
&
8E 60 -
D
° 3
&5 404 |
£2 A
=
© % 204 -
a.
0 I 1 ] I I I | I 1 I I 1 I 1 I 1 | I I 1 1 | ) | I I 1 I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Number at risk
(number censored)

YLu-PSMA-617 group 234 217 175 152 126 111 94 86 67 39 25 20 8 4 4 0
0) (12) 5) B) ®) B3) @ (@) (6) (16) (6) (3) (10) B) (0) (4

ARPIchangegroup 234 197 126 79 65 45 35 28 22 14 9 9 5 2 1 0
0 14 @ O © @ © @) © 7 6B O @4 3 @O @

HR = 0.49 (95% Cl: 0.39-0.61)
Median 11.6 versus 5.6 months
Morris M, et al. Lancet 2024

234 228 224 218 209 200 181 167 150 116 81 65 33 21 11 0 O

© @ @ @ O @ B (0 ) 19 (25 (12) (28) (12) (10) (10) (0)
234 231 225 217 208 200 187 178 161 126 95 71 40 20 7 1 0

© @O @O @ @O @O @ (0 @ @) Q0 17) 27) (16) 10) 6) (1)
HR = 0.98 (95% CI. 0.75-1.28)
Median 23.7 versus 23.9 months

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer

UGSF Helen Diller Family
Comprehensive
Cancer Center



Outline

= Combining AR Pathway + PARP Inhibition in mCRPC
= Radiopharmaceuticals for the treatment of mCRPC

= Emerging Treatment Options
- Immune checkpoint inhibition (CONTACT-02)
- EZH2 Inhibition
- Bi-specific T-cell engagers

UGSFE Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



CONTACT-02

mCRPC

Cabo+Atezo

Cabo 40 mg PO QD

» Adenocarcinoma histology At 1200 IV Q3W
+ Atezo mg

» Progressed on one prior NHT*

— No requirement forrapid progression on the
first NHT

* Measurable extrapelvic soft tissue metastasis R1:1
(visceral or lymph node) per RECIST v1.1 ’

* Progressive mCRPC (PSA or soft-tissue

el Second NHT
+ ECOGPSOorf Abiraterone 1000 mg PO QD
* Age 218 years + prednisone 5 mg PO BID
* Allowed prior docetaxel for locally advanced or

or metastatic CSPC Enzalutamide 160 mg PO QD

Stratification
* Liver metastasis (yes / no)

Dual primary endpoints

* PFS in the PFS ITT population per
RECIST v1.1 by BIRC (first 400
randomized patients)t

* OS in the ITT population
Secondary endpoint

* ORR per RECIST v1.1 by BIRC
Other key endpoints

* PFS in the ITT population

* rPFS per PCWG3 by BIRC

* PSA response rate

» Time to PSA progression,
symptomatic skeletal event?,
chemotherapy, pain progression

» Safety

* Prior docetaxel treatment for locally advanced or metastatic CSPC (yes / no)
» Disease stage for which the first NHT was given (mCSPC / MO CRPC / mCRPC)

» Tumor assessments (RECIST v1.1) were performed at baseline, every 9 weeks for 28 weeks, then every 12 weeks thereafter
 Treatment was continued until loss of clinical benefit$ or intolerable toxicity

NHT = novel hormonal therapy

Agarwal N, et al. ASCO GU 2024

UGSF Helen Diller Family

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



CONTACT-02

Final Overall Survival

R a d | O ra h | C P F S 100 No. ofevents  Median OS (95% Cl), mo
g p ol Cabo+atezo (n=289) 175 14.8 (13.4-16.7)
80 Cabo+atezo
Second NHT (n=286 179 15.0 (13.0-185
100 A No. of Median (95% Cl), = 101 O — b ( )
90 4 Events months 2 o - HR, 0.89 (95% Cl, 0.72-1.10); P=0.30
801 Cabo+Atezo (n=200) 117 6.3 (6.2-8.8) 2 w0
e 7199 o Second NHT (n=200) 135 4.2 (3.7-5.7) g 91
& 60 : & 20 -
S &5 Stratified HR 0.65 (95% Cl, 0.50-0.84); P=0.00071 "
>
= 40- 10
2
g 30 - ‘ o T T T T T T T T T T T T 1
(=) 0 3 6 9 12 18 21 24 27 30 33 36 39 42
E 0 § < . Months
10 4 { 1 4 = No. at Risk
i Cabo+Atezo 289 265 233 191 6 6 42 3 8 9 3 1 0
0 (') :'3 é : 1'2 1'5 2'4 2'7 3'0 Second NHT 286 249 215 194 149 83 58 43 26 17 8 4 3 0
e “Months _ Median follow-up (range): 24.0 (9.8-42.0) months
Second NHT 200 98 57 35 16 8 3 1 0 lCR HPR lsD HPD BNE
Median PFS per BIRC (ITT): 6.3 vs 4.2 mo (HR 0.64 [95% CI, 0.50—0.81]; P=0.0002) 100 - 17 ORR P ] ORR
Median rPFS per PCWG3 in PFS ITT population: 6.3 vs 4.1 mo (HR, 0.62 [95% Cl, 0.48-0.81]) = 90 - 14% 4%
gm0 DCR
g 701 DCR 55%
$ 60 A 73%
14
= 50
E L
| | Q J
Objective Response Rate ¢ :;
< 304
]
m 20 -
el 12 13
Agarwal N, et al. ASCO GU 2024 0 ‘ -
Cabo+Atezo Second NHT
Agarwal N, et al. ESMO 2024 (n=169) (n=165)

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer

UGSFE Helen Diller Family
Comprehensive
Cancer Center



CONTACT-02: Final OS for Patients with Metastases

Liver Metastasis

Reduction in risk of death —32%
HR, 0.68 (95% Cl, 0.47-1.00); P=0.051

Bone Metastasis

Reduction in risk of death —21%
HR, 0.79 (95% Cl, 0.63-1.00); P=0.046

100 100
90
80
g 10 o
8 60 2
2 = 2
S 304 [
o o
20
10-
0 1 1 1 1 1
0 3 6 9 12 15 18 21 24 21 30 33 36 39 42 0 3 6 9 12 15 18 21 24 21 30 33 36 39 42
No. at Risk Months No. at Risk Months
S;eéornd NHT E;S 46 :;2 25 14 11; 15 7 4 2 1 1 1 1 0 Seoond—N}-;T 2;7 ;82 156 1;1 95 69 51 1;3 25 ;6 97 2 1 0 0
No. of Events Median OS mo (95% Cl) No. of Events Median OS mo (95% Cl)
Cabo+Atezo (n=67) 53 12.2(8.8-13.8) Cabo+Atezo (n=229) 146 13.8 (11.9-16.3)
Second NHT (n=65) 52 7.1(5.3-104) Second NHT (n=217) 156 11.6 (10.5-14.1)

Agarwal N, et al. ESMO 2024

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer

UGSFE Helen Diller Family
Comprehensive
Cancer Center



CONTACT-02: Safety

Cabo+Atezo (n=284) Second NHT (n=284)
Any Grade Grade 3-4 Any Grade Grade 34
Any treatment-emergent AE 100% 96% 92% 26%
Any treatment-related AE 94% 40% 45% 8%
Treatment-emergent AEs occurring in 220%
Diarthea 48% [ 5% | 7% 1%
Decreased appetite 40% | 1% 15% 1%
Fatigue 30% [ 6% | 20% 2%
Anemia 28% 8% | 19% 6%
Nausea 28% A% 13% <1%
Asthenia 28% 4% 14% 1%
Aspartate aminotransferase increased 25% 3% 6% 1%
Alanine aminotransferase increased 24% 3% 4% 1%
Hypothyroidism 23% 0% 1% 0%
Hypertension 21% | 8% | 7% 2%
Stomatitis 20% 2% 1% 0%

No treatment-related grade 5 adverse events occurred in either treatment arm.

Agarwal N, et al. ESMO 2024

UCSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive
Cancer Center



Mevrometostat: EZHZ2 inhibitor

Methods: Study design Primary endpoint: rPFS by investigator

49% reduction in the risk of progression or death and ~8-month improvement in median rPFS

Primary endpoints:

* rPFS per investigator
assessment

 Safety

Patient population:
* mCRPC

Prior abiraterone
<1 regimen of prior
chemotherapy in

Events, n (%) 15 (36.6) 19 (47.5)

Median rPFS
(92%“(':‘0, S e 14.3 (7.5, NE) 6.2 (4.1, 13.9)

any setting . HR 0.51 (90% CI: 0.28, 0.95)
« Evidence of progression Secondary endpoints: %

per modified « ORf

PCWGS3 criteria * PSA5,

* Pharmacokinetics*

* Ongoing ADT

012 3 45 6 7 8 9 1011 1213 14 15 16 17 18 19 20 21 22 23 24 25 26

Patients at risk rPFS (months)
Mevrometostat 7 44
1250 mg BID empty stomach
Enzalutamide alone 40

Stratification factor:
« Prior chemotherapy

Enzalutamide alone

Asthenic conditions
Diarrhea
Decreased appetite
Anemia

Nausea

Dysgeusia | W Grade 1-2 B Grade 1-2
Alopecia { M Grade 23 M Grade 23

Most common TEAEs
(>30% of patients in
either treatment group)

100 20 (0 20

i )
Data cutoff: September 2, 2024 Incidence (%)

tNo treatment-related serious TEAEs led to death
AE, adverse event; BID, twice daily; TEAE, treatment-emergent adverse event

Schweizer M, et al. ASCO GU 2025

UCSF Helen Diller Family
Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center




Xaluritamig: A Bispecific T-cell Engager Targeting STEAP1

PSA Change from Baseline

100 4

@ 0.75mg QW
0O 1.5mgQW
@ 1.5mg Q2w

Maximum % Change from Baseline
o 3
—
j=—==
a—
jr—
=1

-100

Part 1: AMG 509 Dose Expansion (N = 95)

Kelly WK, et al. ESMO 2024

Percentage of Patients

100+

80

Lee Grade = ®m? o3 m4 m5 |

Expansion C1D1 0.1 mg Expansion C1D15 0.75 mg Expansion C1D15 1 mg
100 4 and C108 0.3 mg ' and C1D22 0.75 mg ' and C1D22 1.5 mg
: (Al cohorts) ) (0.75mg QW) : (1.5 mg QW/Q2W)
80 65.2 ! :
% ] 1 1
o ' 1
& : ;
s ' !
* i :
1 1
106 : 27 31 : 60 52
C1D1 D15 c1D22 c1D15 c1D22
Cycle and Day of Treatment
Expansion 0.75 mg QW Expansion 1.5 mg QW Expansion 1.5 mg Q2W

100 4 ' )
N 1 1
80 : "
2 0 : ! 1
3 2 : :
o 1 1

s 9] ! 28 ! %9

® 4] 152 : : t

0 1 1 1

N 33 : 31 : 27

ca+ C2+ C2+

Cycle of Treatment
Expansion 0.75 mg QW Expansion 1.5 mg QW Expansion 1.5 mg Q2W

35

72.7

33

775

35 3 : 36 27

C1

T
C2+

C1 C2+ C1 C2+

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer
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Summary: Emerging Treatment Options

= Atezolizumab + cabozantinib improves progression-free survival versus
second ARPI in high-risk, taxane-naive mCRPC

Caveats: ARPI switch comparator arm, modest PFS benefit, OS data immature

= Multiple promising therapeutic modalities and strategies for the treatment of
MCRPC

Epigenetic modifiers: Polycomb repressor complex 2 (PRC2)

AR pathway inhibition (CYP11 inhibitor, AR degraders)

Homologous recombination repair pathway (PARP1 selective, pol theta inhibitors)
Antibody-drug conjugates: PSMA, STEAP1, B7-H3, CD46, DLL3

Bi-specific T-cell engagers

Novel radio-isotopes: 225Ac, 212Pb, 67Cu

UCSF Helen Diller Family

Available and Emerging Therapeutic Approaches for Metastatic Castration Resistant Prostate Cancer Comprehensive

Cancer Center



Discussion Question

* A 65-year-old man with a germline BRCA2 mutation undergoes external
beam radiation therapy followed by 2 years of ADT and abiraterone for
locally advanced (N1) prostate cancer. Five years later he is found to
have widespread, moderately symptomatic bone metastases (PSMA-
positive). What systemic treatment would you most likely recommend?

A 65-year-old man with a germline BRCA2 mutation presents with
mHSPC to the bone and receives apalutamide and ADT with response
then progression (PSMA-positive). What systemic treatment would you
most likely recommend?

| B N



Discussion Questions

« A 65-year-old man with mHSPC to the bone and lungs receives ADT
and abiraterone but experiences disease progression 18 months later

(PSMA-positive, HRR-negative). What systemic treatment would you
most likely recommend?

B N



We are taking a short break!

The program will resume at 3:50 PM ET

Up Next...

Drs Mitesh J Borad and Amit Mahipal discuss
the management of biliary tract cancers




