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SERENA: Camizestrant CDK4/6i for emergent ESR1 mutations during 1L endocrine
based therapy anbeforedisease progression in HR+ HERBC

* Plenary Session

{ddzRe a&BARBYSY (I SNE Nb YRR ALKIRES BelddtBadsNde Characteristics

Stratified by visceral disease (yes vs no); ESR1m detection _ RS A < = Cami + CDK4/6 Al + CDK4/6i
(at first test vs later test); time since start of CDK4/6i + Al /' KFE' NI OUSNRauAO (n = 157) (n = 158)
0Ff My @ax ChKipsibociclib vsibociclibvs
abemaciclib) Median age, yr (range) 61.0 (2981) 60.5 (3589)
R ER+/HERZdvanced Camlzc_astrant75 mg Q_D Visceral metastasis, n (%) 66 (42) 71 (45)
breast cancer Contl'z:'leld C[;K4/6+ Time since start of Al + CDK4/6i
A v2 27 | placeno A x Mmo, n (%) 97 (62) 100 (63)
xc Y2 2F wm[ | (n = 157) A <18mo, n (%) 60 (48) 58 (37)
(palbociclib, ribociclib, or A Median,mo (range) 23 (7:96) 23 (696)
abemaciclib) Time of ESR1m detection
A ctDNAdetectedESRm i A Atfirst test, n (%) 84 (54) 84 (53)
A No evidence of disease Continued AI(anaStrOZOIe A At subsequent test,* n (%) 73 (47) 74 (47)
_ or letrozole) + A Median,mo (range) 22 (495) 22 (696)
progression Continued CDK4/6+ Most common ESR1m, n (%)
A ECOG PS-0 Camizestrant placebo A D538G 70 (45) 82 (52)
(N =315%) A Y537S 61 (39) 60 (38)
A Y537N 29 (19) 25 (16)
*Study population derived from 3256 patients screened for ESR1m during 1L Al + CDK4/8i.  cpDK4/6i continued at randomization, n (%)
A Palbociclib 119 (76) 119 (75)
\ A ~ I £ A - . A Ribociclib 24 (15) 23 (15)
t NA Y NE YS Xf R:L{JQ 70)@ u A )f GmdBwmA I U A Abemaciclib 14 (9) 16 (10)

{ SO2YRI NBY SWR{WZ Xy @& TSGesX t/wha

*Subsequent tests performed every3@mo after first test.

© 2025 Cornerstone Specialty Network. All rights reserved.



KEYDATA SERENA: Camizestrant CDK4/6i for emergent ESR1 mutations during 1L endocrine
based therapy and before disease progression in HR+-HiH2

Primary Endpoint: ProgressieRree Survival t N2 ANENDES2 Y dzZNIDA Gl £ o0& { dzo

100 4

% - Subgroup Hazard ratio (95% Cl)
80 - Al patients 0.44 (0.31-060)
- e o TR
g 60 - Camizestrant + CDK4/6i Asian — .y 0.60(0.33-1.07)
0 5 - Race White 0.39(0.26-0.59)
a pal Other . 0.39(0.18-0.85)
Asia —— 0.46(0.25-0.83)
30 Region Europe 0.41(0.26=062)
e North America ————  057(028=113)
| Pre-/perimenopausal women, and men e 0.39(0.19=0.79)
10 MoRpaUs Pee Postmenopausal 0.46(0.32-065)
0 S Visceral 0.57(0.35-0.92)
0 ' ! Non-visceral 0.38(0.25-0.56)
fieckbioimiclocestil i) Time from iniation of Al+ <18 months ——e——  060(0.35-101)
N”(':“;:'Z :;'::::?‘?D";;f;k = CDK4/6i to randomization®  >18 months 0.39(0.26-0.58)
| /ol ‘
: Palbociclib 0.45(0.32-064)
Al + CDK4f6i 158 COK4/6I* Ribociclib 0.27(0.08-0.77)
Abemaciclib , 0.63(0.25-159)
Cami + CDK4/6i Al + CDKA4/6i oo FiAL 032(020-049)
Outcome (n = 157) (n = 158) A subsequent test' 0.64(0.41-0.99)
= B 05386 0.34(0.21-053)
PES events Type of ESR1m Y5378 0.29{0.17-047)
Y53TN e 0.44(0.21-090)
Median PFS, mo (95% CI) 16.0(12.718.2) 9.2 (7.29.5) R T Y P T -1
. . F Hazard rat F
Adjusted hazard ratio (95% ClI) 0.44(0.31-0.60); P <.00001 amgstanttCOAS @ERC)  AICOKAN

© 2025 Cornerstone Specialty Network. All rights reserved.



KEDATA

Secondary Endpoints

Second progressioiree survival (PFS2)

Adjusted HRO.52(0.33¢ 0.81)
P=0.0038

100 4
90

80
70
60
50 o

Camizestrant + CDK4/6i

PFS2 (%)

40
30
20
10

0

Al + CDK4/6i

T T T I T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
Number of patients at risk
Camizestrant + CDK4/6i 157 146 120 103 74 55 39 17 12 9 6 1 0

Al + CDK4/6i 158 144 98 78 55 38 25 12 7 5 1 0 0

Time to deterioration in global health status/quality of life (EORTC QL8D)

55‘,2“; & Al+CDK4/6i NTIERE
= 0
(n = 157) (n = 158) HR (95% CI)
Median TTD in global 0.53
(n=107) (n=95)
health status/QoL mo \ (0.330.82)
(95% Cl) 23.0 (13.8NE) 6.4 (2.814.0) P <.001

SERENA: Camizestrant CDK4/6i for emergent ESR1 mutations during 1L endocrine
based therapy and before disease progression in HR+-HiH2

~ Ve

[ F¥She8
Outcome Cami + CDK4/6i Al + CDK4/6i
(n =155) (n = 155)

Any AE, n (%) 145 (94) 135 (87)

A DN} RS xo 93 (60) 71 (46)
Any Serious AE, n (%) 16 (10) 19 (12)
Any AE leading to discontinuation, n (%)

A Camizestranfl 2 (1) 3(2)

A CDKA4/6i 2 (1) 2 (1)

A BothcamizestrantAl and CDK4/6i 1(1) 2 (1)
Median treatment exposuremo

A Camizestranfl 10.1 6.3

A CDK4/6i 9.8 6.1
Mean relative dose intensity, %

A Camizestranfl 99.6 99.7

A CDKA4/6i 98.8 99.5

A Incidence rates of neutropenia were similar between treatment arms
when adjusted for exposure time

Switching tocamizestrantwith continuation of CDKA4/6i
guided by ctDNA improves PFS and should be a new
GNBIFGYSYyd adNF dS3exyzi

© 2025 Cornerstone Specialty Network. Al rights reserved.
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DESTINBreast09 Phase 3 -DXd+ Pertuzumalvs Pertuzumabt Trastuzumab Faxane
INHER2MBC OLYUSNRY | ylfteaAadv

Study Designglobal, randomized phase 3 study Primary Endpoint: PFS by BICR
Stratified by de novo vs recurremtBC TDXd +P b THP
HR+ or HRPIK3CAm detected vs ndetected — n=383 n=38
A O ObL I2/NJ L {|l bV L (95%C1899,952) s Median, mo (95% Cl) (3[;“5"7;‘0) (212;3'?\‘(;)
v s o A 9~ (95% C181.9,89.1) -9, -0,
RO YGOSR 2N | . ] : Hazard ratio (95% CI)  0.56 (0.4, 0.71)
« A T-DXd5.4 mg/kg q3w 08 701%
A b2 LINBSOA2dza OKSY:z (Blinded until final PES analysis) = 87.8% (95%C1648,748) Pvalue  <0.00001t
| ommi F NBSG SR G|KSNI ! y £
I RO YOSR 2NJ YSit 2 (n=387) , kMo ®g y it
RAaSHAS 8 oe é é L -
A t NBOA2dza HAKSY 2K _ &
GFNBSGSR GKSNI LR T-DXd5.4 myg/kg g3wr 02
yS2l R2dzgl yol 28544 Fertuzumab ; ;
TNBY VYSulbadld (n=383) T T S S
RAI 3 y 2aia s Time from randomization (months)
A hyS LINA2NIVIAYS|2F 9¢ F2NJ Teer l 0® OB % OB W O O®w oW o o®w %8 % %09 303
LISNXYAGUGSR
A 1agyYLi2YFrGAOkAYl QUABS Taxanet PFS by Subgroup Analysis Hazard Ratio (95% CI)
o NIYASyt 4 f 2 6 SR — Pertuzumab+ Trastuzumab (TCP) Prior treatment status .
_ Den —— ! 0.49 (0.35, 0.70)
A 9/ h D ||7|{ (n=387) bouent ——i 0.63 (0.46, 0.87)
0bwm p T HR status :
Positive —— , 0.61(044,084)
“Locally assessed and prospectively centrally confirmed. 3 I P,,T;gi“;fmo,, shatus SR
MLy @dSauAadld2NRa OK2AO0SY R20SulFEStf 2N LJ Of AUESTE Detected —— ! 0.52 (0.35, 0.77)
Concurrent use of ET (Al or tamoxifen) was allowed for those with HR positive disease after sik Not detected : oo S0 0.57 (0.43.0.77)
. . . . Brain metastases at baseline -
cycles of IDXdor discontinuation oftaxanein the THP arm Present —— 0.30 (0.12, 0.68)
Note: ~50% hade novometastatic disease in each arm SO S — -0 | 0.6810:46.0.79)
nor exposure 1o anti- erapies '
Primary endpoint PFS by BICR (per RECIST 1.1) upto 5 yr ZZS —— | 822‘8?3 833)
Secondary endpointsPFS by investigator, OS, ORR (BICR and investiQat{3ICR Pn‘Yo;soxposme to pertuzumab ; »
and investigator), PFS2, safety No - | 0.61 (048, 0.77)
1

T T T
0.125 025 0.5 2

© 2025 Cornerstone Specialty Network. All rights reserved. Favors T-OXd + P Favors THP



KEYDATA DESTINBreast09 Phase 3 -DXd+ Pertuzumalvs Pertuzumabt Trastuzumab Faxane
INHER2MBC OLYUSNRAY FylfeaAauv

Secondary Endpoint: confirmed ORR Secondary Endpoint: PFS2
1.0
e 85.1% Median duration of
¥ 9 (95%CI812 gsﬁs) 78.6% response. 0.8
g oo — (95% Cl 74.1, 82.5) A T-DXd+ P:39.2mo
g o A THP: 26.4n0
ség s g 0.6
8 50 Remaining in Response at 3 T-DXd +P | THP
o 2 . € 044 n=383 n=387
g :z 70.0 70.0 24-mo: a Data maturity ~20% ~30%
g = (n=268) (n=271) A T-DXd+ P:73.3% . " 36.5
g 20 A THP: 54.9% 024 Median, mo (95% CI) NC (36.1, NC)
@ 104 Hazard ratio (95% CI) 0.60 (0.45, 0.79)
o 0 Stable di Nominal P-value 0.00038*
aple disease: 0 T T T T T T T T T T T T T T T 1
T-DXd + P THP ] 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
. CR PR . CR PR A T'DXd+ P99% s Time from randomization (months)
A THP: 14.5% T-DXd+P 383 370 356 343 331 320 290 254 209 180 101 59 28 12 3 0
THP 387 373 358 341 319 282 252 212 174 143 80 48 15 5 0 0

Median total treatment duration B e T e o ey e e e yamnebc oy e RS F G
A T-DXd+ P:21.7mo (range .3 to 44.5) ) L . A .
A THP: 16.9no (range 0.7 to 41.7) oH®n2¥ LI 0AbyRAat AYNM®EYR LI GASyda

LINR OSSRSRH U ZI K\eBNO 32D F TUSNI UNBFUYSY
Median treatment duration fortaxanes A WS OSA CHRR NIBOW S R v udeH BT B &a Y IvNM ga
A Docetaxel: 5.5n0 (range .7 to 37.4); median 8 cycles A mé{ébgb)\ égﬁz ¢ év);[(: A ,I' é\l‘g SN RE Y FONGY mdE 2
A Paclitaxel: 4.4no (range 0.2 to 3.7 ); median 6 cycles }N NI O 2K SBIF PNV T 398 y

. . AwSOSAOSR SYyR j 5y RK & NIvMNY- @ @ 8 2

Note Secondary Endpoint: O8nmature, trend favoring -DXD + P | EJ? SADS SY R2 QNG Y BY BK 5 NJ R@a 2y

© 2025 Cornerstone Specialty Network. All rights reserved.



KEDATA

in HER2mBC

DESTINBreast09 Phase 3 -DXd+ Pertuzumalvs Pertuzumabt Trastuzumab Faxane
OLYUSNRAY

Fyltfteaarav

Safety Nausea® 71.1
Diarrhea 55.9 54.2
T_DXd + P THP Neutrop_eniaT 48.8 445
Safety Summary (n=381) [ Tl s
Total exposure, patiengr 659.7 564.0 Thihcaninaass ,nﬁ?Z‘;‘;Z& 42'3%,0
Any TEAE, n (%) 380(99.7) 378 (99.0) Wil 34l AN 20
Possible TEAE (by INV), n (%) 373(97.9) 369 (96.6) it e R i .
A DNJ RS X 0 209 (54.9) 200 (52.4) Thrombocytopenia** Il T-DXd + P, Grade 23
Constipation . THP, any grade
Serious TEAE, n (%) 103 (27.0) 96 (25.1) , Hypokalemia 215 [FY4.6 6.3 Bl THP, Grade 23
Peripheral sensory neuropathy't 11.3 [1.0 28.5
0 80 60 40 20 0 20 40 60 80
TEAE management/OUtcome81 n (/0) 79 (207) 108 (283) Patients experiencing possibly treatment-related TEAEs (%)
A Treatment discontinuation 262 (68.8) 187 (49.0)
A Doseinterruptioduction ' ' Event Rl THP
175 (45.9) 76 (19.9) EliN (n = 382
A Death 13 (3.4) 3(0.8) ( ) )
C Possible TRAE (by INV)* 5 (1 '3) 1 (0'3) Adjudicated drug related ILD/pneumonitis,any MH ®Mz2 1%
: : Grade 1 n ®p:’: 2%
A Grade 2 T dPM:  0.5%
Grade 3
Grade 4
The combination of DXD plupertuzumabhas Grade 5 nep: -
the potential to be a new firsfine standard of Left ventricular dysfunction, any 11% 7.1%
. i P « la « Grade 1 1% 0.3%
care for patients with HER2mBX y 2u e Su |C! /;; Grade 2 7.9% 5.0%
. 5 QS B Grade 3 1.8% 1.8%
I LILINE @S R X | & grace s 0.3%
. Grade 5

© 2025 Cornerstone Specialty Network. All rights reserved.



CLEOPATRA

THP
Current Approved SoC

A No prior chemotherapy or biological
treatment for metastatic disease

Pertuzumab+ Placebot
trastuzumab + trastuzumab +
docetaxel docetaxel
(n=402) (n=406)

Medium follow-up:
99.9 months 98.7 months
mPF$18.7 12.4 months
8-year landmark PFS ratel§%vs 10%
mOS57.1 40.8 months
8-year landmark OS rate87% vs 23%

PATINA
THtPA Palbo + antHER2 + E

DESTINBreast09
T-DXd+ Pertuzumab

Not yet FDA approved

A 6-8 cycles of treatment including
trastuzumab with or without
pertuzumabandtaxanevinorelbine

A Completion of induction chemotherapy
and no evidence of disease progressior
(CR, PR, or SD)

1

A No previous chemo or HERargeted
therapy for advanced or metastatic
disease

A Previous chemo/HER®&rgeted therapy
allowed in neoadjuvant setting if >éno
from metastatic disease diagnosis

A One prior line of ET fomBCpermitted

Palbociclibt+ Placebot
trastuzumalbzx trastuzumalzx
pertuzumab+ pertuzumab+

endocrine therapy  endocrine therapy
(n=261) (n=261)

T-DXd+ Taxane +
pertuzumab : pertuzgmap *
(n=383) UNJ &audzl dzY | ©

(n=387)

Medium followup: 52 months

Medium followup: 29.2 months

Yt G{n do 29.1 months

HR: 0.740.58¢ 0.94); P = 0.0074

mMPFS40.7 26.9 months

HR: 0.5§0.44¢ 0.71); P = 0.00001

Not evaluable
(OS immaturg

3-year OSrate: 87.0% @&

Not calculable T T  YIRoydaléubable
HR 0.84@S immaturg

AR

ynaort

A A
Aan

© 2025 Cornerstone Specialty Network. All rights reserved.
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DESTINBreast06 Exploratory biomarker analysis of trastuzuntesuxtecan(T-DXg vs
TPC in HER@w or ultralow HRMBC

Study Designrandomized, multicenter, opefi 6 St t K i 5 BIBod sankbldgRt®aseline, ctDNA @iaardantOMNY

i _ | _ A Biomarker evaluable population:
Stratified by Prior CDK4/6i use (yes vs no); HER2 . . .
SELINBaarzy o6LI/ wmb 9a L1/ wokdl{ibs &% PIK3GAAKTIESRANIBRCAL/Mutations investigated
membrane staining); Pridaxanein the normetastati A PI3K/AKT pathway mutation in 45% of patients
AHR+MBC A ESRI mutation in 51.5% of patients
AHERZ 26 6LI/ mMb 2NJ LI/ 2 NJ A BRCAL/2in 7.7% of patients
HER2ultralow (IHC O with membrane T-DXd - . :
staining)* 5.4 mg/kg g3w Clinical outcomes in biomarkegevaluable and ITT populations
AChgmotherapy naive in thenBC (n=436) Biomarkerevaluable ITT population
setting Overall population (n=625) (N=866)
APrior lines of therapy:
A?ngmBéO}‘Ryﬂamgeteﬂhergw 9 PO T-DXd TPC T-DXd TPC
A1 line formBCANDprogressionc o o (=) r=ets) =8, (F=et)
months of starting firstine ET + SRS Cap_ec'ta e
CDKA4/60R LERERLEE mPFSmos 13.9 8.2 13.2 8.1
AWS OdZNNBY OS XhHn Y2yiKa Paclitaxel i Ay (95% ClI) (12.3¢15.4) (6.9¢9.5) | (12.0¢15.2) (7.0¢9.0)
adjuvant ET (n=430)
(HERZ.ow = 713; HER#tralow = 153)
HR (95% Cl) 0.63(0.52¢ 0.76) 0.64(0.54¢ 0.76)
Primary endpointsPFS (BICR) in HEB®&
Key secondary endpoint$FS (BICR) in ITT (HEM2+ ultralow); OS in HER2
low; OS in ITT (HER®V + ultralow):; PFS2 (investigatasicond progressien Confirmed ORR 59.4 33.9 57.3 31.2
free survival / time from randomization to second progression or death % (95% ClI) (53.8¢ 64.9) (28.6¢39.5) (52.5¢62.0) (26.8¢ 35.8)
Exploratory EndpointBiomarkers

© 2025 Cornerstone Specialty Network. All rights reserved.



KEDATA

PFS (BICR) by baseline mutation status

Wwild type Mutant
DX0 = DXd
ESR1 mPFSmos 15.2 8.1 11.3 7.0
(95% CI) (12.3¢ 17.3) (6.9¢9.6) (9.8¢ 13.5) (5.6¢9.3)

mutation

status  HR (95% CI) 0.59(0.44¢ 0.79) 0.64(0.49¢ 0.83)

mPFSmos 12.9 8.2 21.4 5.6

BRCALZ 9505 c) | (10.9¢145) (6.9¢9.6) | (I5.2(NE)  (4.1¢6.9)

mutation

status  HR(95% Cl)|  0.69(0.56¢ 0.85) 0.14(0.05¢ 0.33)

PISK/AKT mPFSmos 13.1 8.1 13.2 7.1
Pathway (95% Cl) (11.1¢15.4) (6.8¢9.6) | (9.9¢15.5)  (6.0¢9.5)
mutation

status HR (95% Cl) 0.61(0.47¢0.79) 0.65(0.48¢ 0.87)

DESTINBreast06 Exploratory biomarker analysis of trastuzunuesuxtecan(T-DXd vs
TPC in HER@w or ultralow HRBC

Confirmed ORR (BICR) by baseline mutation status

100 -

T-DXd: TPC: T-DXd: it 80.0

- WT | WT  Mut BT
5 Mut |
= 80
8 60.9 57.6
® 601 88
o
5
S 40 i -
Q | BN . _r_ . . N L _ | P D . . _ D . | — — | . L . DN L L
E
€ 20
3

o | |

PI3K/AKT pathway* BRCA1/2
n= 179 165 139 142 298 279 20 28

PFS2 (investigator) by baseline mutation status

No. of events/patients Median PFS2, months (95% Cl)

T-DXd TPC T-DXd TPC Hazard ratio (95% CI)t

praaky WT 96179 1021165 19.2(17.3,23.7) 14.9(127,17.1) e 0.61(0.46, 0.81)
pathway™ — \p¢  76/139 103/142 195 (15.7,26.4) 13.6 (11.4, 15.2) o | 0.59 (0.44, 0.79)

WT 82152  102/151 20.0 (17.0,23.8) 14.6 (11.8, 16.4) o | 0.63 (0.47, 0.84)
ESR1 5

Mut  90/166  103/156 19.4 (17.1,25.3) 13.7 (12,5, 16.7) = S 0.58 (0.43, 0.77)

WT 165/298  183/279 19.2(17.3,20.8) 14.9 (127, 16.7) @ | 0.66 (0.53, 0.81)
BRCA1/2 '

0.17 (0.0, 0.42)

Mut  7/20 22/28 337 (27.7,NE) 11.8 (8.4, 14.6)

T T T T t T
0.0625 0.125 0.25 0.5 1 2
Favors T-DXd Favors TPC

T-DXD is an effective treatment strategy regardless of mutational statfos HR+, HERPw or cultralow mBC after prior
endocrinebased therapy

© 2025 Cornerstone Specialty Network. All rights reserved.
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KEYDATA Treatment rechallenge after trastuzumateruxtecanrelated ILD

Retrospective realorld study of patients treated with-DXdfor any cancer type at 5 US institutions from 202024

Out of 1,476 patients treated with -DXd

A T-DXdcarries a 121.5% risk of any grade 143 (9.7%) developed any grade ILD
interstitial lung disease/pneumonitis (ILD) and a
1-2% risk of fatal ILD (grade 5) 59 patients with 15 patients with
Grade 1 ILD eligible Grade 1 ILD were
A Monitoring of symptoms and imaging is critical for rechallenge NOTrechallenged

A Grade 1 Imaging finding, asymptomatic

A Hold treatment . .
. . .
A Consider steroids 44 patients with 75% of patients with

Grade 1 ILD were Grade 1 ILD were

A On resolution, option for rechallenge rechallenged rechallenged

A Grade 2 or greaterSymptomatic
A Permanently discontinue treatment l l
A Administer steroids

18rechallenged 26 rechallenged
beforeCT after CT confirmed
confirmed improvement of ILD

improvement of ILD

© 2025 Cornerstone Specialty Network. All rights reserved.



KEYDATA Treatment rechallenge after trastuzumaberuxtecanrelated ILD
Retrospective realorld study of patients treated with-DXdfor any cancer type at 5 US institutions from 202024

N, (%) Rechallenged Not rechallenged  Overall
(n=44) (n=15) (n=59)
ILD onset from first-DXddose 144 198 146
(days) (77¢ 216) (123¢ 334) (81¢ 246)
A Breast cancer 38 (86%) 14 (93%) 52 (88%)
A Other (GI, Gyn, Lung) 6 (14%) 1 (7%) 7 (12%)
, 60 63 60
Age at ¥ ¢DXddose (years) (52¢ 68) (48¢ 72) (52¢ 69)
Prior # of Tx lines in ad/met 3 2 3
setting (1¢4) (2-5) (1-4)
Renal impairmentGrCk60 10 (23%) 3 (20%) 13 (22%)
mL/min)
Treated with steroids 29 (66%) 6 (40%) 35 (59%)
Duration of steroid treatment 36 35 36
(days) (21-76) (25-49) (21-75)
Radiographic ILD 39 80 55
improvement (days) (22-84) (64-99) (24-84)*

*Radiographic ILD improvement was seen at a median of 29 days ({0l &1 patients treated with
steroids vs 82 days (IQR-508) without (p<0.001**)

Median time to rechallenge wat2 days from last dose

before ILD

A 3 patients (7%), intervening therapy prior to rechallenge

A 27 patients (61%), rechallenged with the dose reduction

A 17 patients (38%), rechallenged while completing steroid
taper

After rechallenge patients remained orDIXdfor a median
of 215days

12 (27%) patients developed recurrent ILD
A 9 with grade 1; 2 with grade 2; 1 with grade 3

Steroid use results in fast radiographic ILD
improvement and rechallenge with-DXdafter grade 1
ILD is possible with limited, lowgrade recurrence of ILD

© 2025 Cornerstone Specialty Network. All rights reserved.



ASCO 2025: RAPID REVIEWS

T-DXd

DESTINY DESTINY

*SEREN/ rechallenge

after ILD

Breast09 Breast06

ASCEND3 ASCENUD4 m M

* Plenary Session

cornerstone
) Wame




ASCENTON April 7, 2021, the FDA granted regular approvabigtuzumalyovitecan(Trodelvy
Immunomedicdnc.) for patients with unresectable locally advanced or metastatic TNBC who have received t
or more prior systemic therapies, at least one of them for metastatic disease.

Primary Endpoint: PFS

1.0

REMINDER

Study Designtnternational, randomized, opelabel

phase Il trial

Stratified by geography (N America vs rest of world),
number of prior CT {2 vs >3), brain mets (yes vs no)

Median PFS:

A SCG4.8months

A TPC 1.7 months
HR:0.41[95% CI, 0.33 to 0.52]

0.9
0.8
0.7
0.6

0.5 o oo

A Patients with mTNBC
' YR XH LINA ;

0.4

PFS (probability)

Sacituzumab govitecan

0.3

Y

0.2

upper limit; could
include PD within 12

Primary endpoint PFS by BICR in patients without braiets

10 mg/kg IV on Days 1, 8

0.1

21-day cycle

0.0

(n = 267) A

or vinorelbine. 0.4 -
0.3
0.2 4

0.1 +

0.0 +

T T T T T T T
12 15 18 21 24 27 30

mo of [neo]adjuvantx Time (months)
A Priortaxane W e e w s o o o o
A RECIST v1.1 measurable - oo m s

disease | t KeaiOAl yoa - Okp poR®@Nday Endpoint O |
A Permitted brain mets if| | qaent CT+ Median OS:

aidlofS xnx 61 ger o > A SG11.8months
A ECOG PS 0/1 =282) = 07 A TPC 6.9 months

(N = 529) S . = oe- HR:0.51[95% Cl, 0.42 to 0.63]
*Capecitabine, eribulin, gemcitabine, g B s

Secondary endpointsinvestigatorassessed PFS, OS, ARIR —

TTR, safety

No. at risk:
TPC 262 192 132

© 2025 Cornerstone Specialty Network. All rights reserved.

87
SG 267 242 209 169

— T T T T T T
12 156 18 21 24 27 30

Time (months)

54 39 31 16 7 3 0

125 92 62 42 25 11 2



ASCENUD3: Sacituzumalgovitecanin patients with previously untreateshTNBQvith
tumors lacking PID1 expression or patients previously treated with &P} (L)1 in early

stage setting

Study Design May 239 2025, press release
A Previously untreated locally Gilead Sciences, Inc. announgeditive topline resultfom
advance_d, unresectable, or : _ the Phase 3 ASCERT study offrodelvy® gacituzumab
metastatic TNBC Sacituzumalgovitecan _ _ - _
A PDLX by 22C3 CPS <10 or 10 mg/kg IV govitecanhziy). The studynet its primary endpoint
PD.[ Mb O0€ HH /9 Day 1 and 8 of a 2flay cycle demonstrating a highly statistically significant and clinically
patients previously treated
with anaPD(L)1 agent in Gemcitabine 1000 mg/m2 + meaningful improvement in progressifmee survival (PFS)
the curative setting R Carboplatin AUC 2 IV compared to chemotherapy in patients with fitiste
A xc Y2yuKa aAlyps Day 1 and day 8 of 2dlay cycle o _
in the curative setting metastatic triplenegative breast cancem(TNBwho are
i OR
A .Pru;raPD(L.)l use gllowed not candidates for PI2/PD-L1 inhibitors, meaning they are
A A — Fellieve) el mefins 1 PDL1 negative or are ineligible to receive immunothera
PDL1 and TNBC status Day 1, 8, and 15 of 28ay cycle g g u PY.
centrally confirmed
A ECOGPSOoril OR
~ : Detailed results from the ASCEOB study will be presented
N~>40 nab-Paclitaxel 100 mg/m2 IV y P
Primary Endpoint PFS Day 1, 8, and 15 of 28ay cycle at a future medical meeting and discussed with regulatory
Secondary Endpoint€0S, ORR, DOR, TTR, Safety, PROs authorities
ASCENT 03 Trodelvy Demonstrates Highly Statistically Significant Clinically Meaningful Improvement in Progression Free Survival in Patients With First line

Metastatic Triple Negative Breast Cancer Who Are Not Candidates for Checkpoint Inhibitors
© 2025 Cornerstone Specialty Network. All rights reserved.



https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
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KEYNOTB55 Pembrolizumab plus Chemotherapy in Advanced Fhiglgative Breast Canc

REMINDER On November 13, 2020, the FDA granted accelerated approval to pembrolizumab (KEYTRUDA, Merck & Co.) in combination wiltleicmsnfior the treatment of
patients with locally recurrent unresectable or metastatic TNBC whose tumorsexpre§s®D ¢ / t { XxmMn0 | 4 RSAv&QIMMAY SR o0& |y
Study Design: Coprimary Endpoints: PFS and OS
Randomized, doublblind, multicenter phase Il trial
PES Pembrolizumab + CT  Placebo + CT [EEGIRECILZXel))
Stratified by chemotherapy (taxane vs gem/carbo); PD — —
[ M GdzY2NJ SELINB&a&A2Y o/ t{ xm @& fmMOT PRI m 7t { xmn (n = 220) (n = 103) 0.66
same class of chemotherapy for EBC (Y vs N) AMedian PFS, mo kY S (0.500.88)
A12-mo PFS, % 39.1 23.0 i
PD[ m [/ t{ XM™ (n=425) (n=211) 0.75
A Adult patients . AMedian PFS, mo 7.6 5.6 :
with pr%viously Pembrolizumab A12-mo PFS, % 31.7 19.4 OO
untreated locally + ChemOtherapy* _ ITT population (n = 566) (n = 281) 0.8
recurrent (n = 566) Until AMedian PFS, mo 7.5 5.6 (0.700.98)
inoperable or progression, A12-mo PFS, % 29.3 20.8
metastatic TNBC FLYSBSAaGATN G2N0Ra OK2RBY 065 e 2--- 2o
- A Nabpaclitaxel completion of OS Pembrolizumab + CT| Placebo + CT HR (95% CI)
A Completed curative A Paclitaxel 35 cycles of
intent treatment A Gem + carbo pembrolizumab PO{ m /[t { Xxmn (n=220) (n=103)
X C Y 2 0SS T2 = - Iplacebo A Median OS, mo 23.0 16.1 0.73 (0.550.95)
] Placebo A 18mo 0S, % 58.3 44.7 1-sidedP=.0093
ecurrence A 24-mo OS, % 48.2 34.0
A ECOG PS 0/1 + Chemotherapy* ! ' '
N = 847 — PD[m [t { XM™ (n =425) (n=211)
( ) (n = 281) A Median OS, mo 17.6 16.0 0.86 (0.721.04)
A 18mo 0S, % 48.4 41.4 1-sidedP=.0563
A 24-mo OS, % 37.7 29.5
Primary endpointPFSand OS (BDm  / t { -[wm A X {t Sk MZ I Y |TT population (n = 566) (n = 281)
Secondary endpointDRRDoR DCR, safety in full treated population A Median OS, mo 17.2 15.5 0.89 (0.761.05)
A 18mo OS, % 47.8 41.8 ' S
A 24-mo OS, % 35.5 30.4

© 2025 Cornerstone Specialty Network. All rights reserved.



ASCENUD4: Sacituzumaléovitecant Pembrolizumab in 1L setting for patient with-PD
LL1cPositive Advanced TNBC

KEDATA

Study DesignGlobal, multicenter, randomized, phase Il trigl Select Baseline Characteristics
ifi i i - SG + Pembro CT + Pembro
Stratified by curative treatmerftee interval (de
novo vs recurrence within 2 mo vs recurrence Characteristic, n (%) (n = 22]_) (n = 222)
in >12 mo); region (US/Canada/W Europe vs
RoW); prior antjPD1/PD-L1 (yes vs no) ECOG PS, n (%)
A Treatmen A n ) 670y
Previously untreated, , i ' KM
y Sacituzumab contlnueql _untll | |
locally advanced vl - BICRverified Curative txfree interval
unresectable or > . . disease A De novo 75 (34) 75 (34)
metastatic TNBC Pembrolizumab progression or A Recurrence 6.2 mo 40 (18) 40 (18)
A PDL1 positive (CPS (n =221) unacceptable A Recurrence >12 mo 106 (48) 107 (48)
XmMn dzaAy3a -HH/ o | aal eov toxicity o
Axc Y2 &aAyOS c 0 2L S& Metastatic sites
curativetreatment Chemotherapy + rossc_)t\ie(rj 0 i A Lymph node 159 (72) 154 (69)
i ticPD1/PD : permite gpon A Lung 111 (50) 95 (43)
(prior antic aa Pembrolizumak roaression
L1 therapy allowed) =299 prog A Bone 61 (28) 45 (20)
(N = 443) (n = 222) Note: (96 / 119 pts A Liver 55 (25) 57 (26)
(81%) received SG A Brain 8 (4) 6 (3)
monotherapy) A Other 81 (37) 71 (32)
*SG 10 mg/kg IV D1, 8 + Pembro 200 mg D1 -afa®icycle.
ut | Of A G I B& habphditaXél3A@0 Yng/D1, 8, 15 of 2@lay cycle or gemcitabine 1000 mg/m Prior anticPD-1/PD-L1 therapy 9 (4) 11 (5)
+ carboplatin AUC 2 D1, 8 of-8ay cycle; Pembro 200 mg D1 of@dy cycle.
CT selected
Primary endpoint PFS by BICR A Taxane 116 (52) 114 (51)
Secondary endpointdDS and ORR by BICR (hierarchical tesbdgby BICR, A Gemlcarbo 105 (48) 108 (49)
Safety’ QOL Note: Treatment arms were consistent for age, sex, race, geographical region
FM LI GASY(d RETRvasSséldetBd ptiof to nandabnization; 2 randomized patients did not receive

© 2025 Cornerstone Specialty Network. All rights reserved.



KEDATA

LL1cPositive Advanced TNBC

Primary Endpoint: PFS by BICR (ITT population)

o HR:0.65(95% Cl: 0.50.84):P< .001

701
12mo
60 )
e

— |

.Mo
404
304

Progression-Free Survival Probability (%)
o
S

A\l T T L | | 1 T L} T L\l
0 2 4 6 8 10 12 14 16 18 20 2 2
Time (months)
No. of Patients Still at Risk (Events)

SGePembro  221(0)  202(1)  174(33)  142(50)  105(78)  78(89)  S8(%6)  42(98)  34(%9)  22(103)  11(108)  6(103)  2(103)  0(109)
40(128)  25(134)  20(138) 13130 T(138)  4(138)  1(138)  0(140)

Chemo + Pembro 222 (0) 191 (21) 159 (48) 123(76) 88 (102) 59 (120)

SG + Pembro CT + Pembro
(n=221) (n =222)
Events, n 109 140
Median PFS, mo (95% CI) 11.2(9.316.7) 7.8(7.39.3)

6-mo PFS, % (95% CI)
12-mo PFS, % (95% CI)

72% (6577)
48% (4156)

63% (5669)
33% (2640)

Median followup: 14.0mo (range: 0.128.6)

PFS by subgroup analysis

ASCENUD4: Sacituzumaléovitecant Pembrolizumab in 1L setting for patient with-PD

SG + Pembro CT + Pembro

Median PFS, Median PFS,

" Mo (95% ClI) Mo (95% Cl)

HR (95% CI)

Age
A <65yr 163 11.3(9.316.8) 165 7.5(7.09.2) 0.61 (0.450.82)

|A xcp &NJ 58 11.1(7.5NR) 57 9.3(7.313.2) 0.85(0.521.39) |
ECOG PS
A o 158 12.9(9.316.8) 154 8.7 (7.39.9) 0.65 (0.480.88)
A xwm 65 9.2(7.518.3) 67 7.5 (5.69.3) 0.66 (0.431.03)
Geographic region
A US/Canada/W Europe 85 11.7(7.519.4) 85 7.4(5.79.9)  0.65 (0.430.98)
A Rest of World 136 11.2(9.316.7) 137 8.4(7.49.3)  0.66 (0.480.91)
Curativetx-free interval

| A De novo 75 8.1(7.3186) 75 7.7(6.}11.9) 0.89 (0.591.34) |
A Recurrence 42 mo 40 9.9(5.716.8) 40 7.2(4.49.1) 0.62(0.361.08)
A wSOdzZNNBmoOS M06H 16.6 (11.0NR) 107 8.7 (7.310.8) 0.52(0.350.76)
Prior (neo)adjuvant
anticPD1/PD-L1 therapy

| A Yes 9 7509NR) 11 6.6 (2.INR)  1.08(0.313.75) |
A No 212 11.7(9.316.8) 211 7.8(7.49.3) 0.65 (0.500.84)
CT selected prior to
randomization

| A Taxane 116 11.1(8.616.7) 114 9.2(7.212.9) 0.82 (0.581.17) |
A~ Gemlcarbo 105 11.3(9.221.2) 108 7.4(6.99.0) 0.52(0.360.75)

© 2025 Cornerstone Specialty Network. All rights reserved.



ASCENUD4: Sacituzumaltsovitecart Pembrolizumab in 1L setting for patient with-PD
LL1cPositive Advanced TNBC

Secondary Endpoints Safety:AEs consistent with known profiles of SG &aainbro
SG +embro  CT +Pembro SG + Pembro ~ CT + Pembro
Outcome
(n=221)  (n=222) |IESEERID (n = 221) (n = 222)
ORR, % (95% CI) 60 (52.966.3) 53 (46.459.9)
TEAE 220 (>99) 219 (>99)
A Stratified OR (95% ClI) 1.3 (0.91.9) A DN} RS xo 158 (71) 154 (70)
Best Il , N (%
;S g\sra response, n (%) 28 (13) 18 (8) Treatmentemergent SAE 84 (38) 68 (31)
A PR 104 (47) 100 (45) A Treatmentrelated 61 (28) 42 (19)
A SD 70 (32) 70(32) TEAE leading to treatment d/c 26 (12) 68 (31)
b {5 xc Y2 23 (10) 29 (13)
A PD 9 (4) 26 (12) TEAE leading to dose interruption 171 (77) 162 (74)
A NE 10 (5) 8 (4) . .
_ _ TEAE leading to dose reduction 78 (35) 96 (44)
Median Time To Response, mo (range) 1.9 (1.09.3) 1.9 (1.111.4)
: : TEAE leading to death 7 (3) 6 (3)
(0]
Median Duration of Response, mo (95% CI1)16.5 (12.719.5) 9.2 (7.611.3) A Treatmentrelated 3(1) 1(<1)
Median Overall Survival, mo (95% CI) NR (25.6NR) NR (NRNR)
A Events, n 53 61 Median Duration of treatmentmo SG:89 P:85 CT:6.2 P:6.4
Note: OS data immature at primary analysis (26% maturity rate)

The combination of SG + P is a potential new treatment option for select patients previously untreated with
PDL1 positive locally advanced or metastatic TNBC

© 2025 Cornerstone Specialty Network. All rights reserved.
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VERITAQ: Vepdegestranta potential oral therapy option for patients with previously
treated ESRinutant ER+, HER2ABC

June 6, 2025: submission of a NDA to the FDA based on the results from VERITAC

Mechanism of Action Study Designinternational, opedabel, randomized
A Vepdegestrants a selective oral PROTARRQteolysi§Argeting | Phase lll study
Chimera) estrogen receptor (ER) degrader that targets both yild Stratified byESR utation (yes vs no) and
type and mutant estrogen receptors visceral disease (yes vs no)
A ER+/HERZdvanced or i 28-day Treatment Cycles
A Vepdegestranhas a unique MOA that directly harnesses the metastatic BC v Vend
ubiquitin-proteasome system to degrade estrogen receptors | | A Prior therapy eI
A 1 prior line of CDK4/6i + ET 200 mg PO QD
Vepdegestrant A )‘KM | F’Q R 7\ l:l 7\ 2 y I f
g k) ) Aaz2aid NBOSY( nbg
E'Z‘Zi:;’!:” @ o A No prior chemotherapyin
Q;" advanced/metastatic setting
A No prior SERD (e.dulvestrant
elacestrany Fulvestrant
- A Radiological progression 500 mg IM*
» € during or after last line of (n = 311)
/ therapy

(N = 624) *Day 1 and 15 of cycle 1; Day 1 thereafter.

Iterative
activity

Primary endpoint:PFS by BICR in all patients &®Rh population
Scondaryendpoints:0S, CBR and ORR by BICR, safety

Békés M, et al. Nat Rev DrDiscov2022:21(3):18200. Gough SM, et al. Clin Cancer Res. 2024;30(16):3549 Note: OS data is immature; ongoing folloy
3563.Hamilton EP, et duturOncol. 2024;20(32):24435

_ _ Data cutoff date: Jan 31, 2025
© 2025 Cornerstone Specialty Network. All rights reserved.



VERITAQ: Vepdegestranta potential oral therapy option for patients with previously
treated ESRinutant ER+, HER2ABC

KEDATA

Baseline characteristics Primary EndpointPatients WithESR

100
Patients WithESRm s e
(h=136) (h=134) (n=313) (n=311) ;g e-month PFS (95% C1;
Median age, yr (range) 60 (2687) 60 (3485) | 60 (2689) 60 (2885) g 50- ol
o 4
Female, % 99 100 99 100 b
Postmenopausal, % 79 79 78 78 20+ 5
R 0% 10 (15.1-31.2)
ace, o
A White 43 51 47 46 °c 1 3 3 a1 5 & 7 T'é (ns':l :r(: )1'1 12 13 14 15 16 17 18
o atis ime ontns
A BlaCk 3 4 2 2 ':‘/epd:ege:trant 136 134 87 78 55 53 38 37 22 22 15 14 10 8 4 3 3 2 (6]
A Asian 45 37 39 41 Fulvestrant 134 1256 62 52 30 29 15 12 8 8 7 2 1 1 1 1 o o0 o
A Unknown/NR 9 7 12 9
Patients with ESR1m Vepdegestranin = 136)  Fulvestrant (n = 134)
ECOG PS 0/1, % 57/43 57/43 61/39 64/36
° Median f/u, mo 7.4 6.0
ESR1m, % 100 100 43 43
Events, n (%) 79 (58) 95 (71)
Sites of disease, % i
R Visceral 68 68 63 63 Median PFS, mo (95% ClI) 5.0(3.7-7.4) 2.1(1.93.5)
ﬁ Liver metastasis 46 44 40 36 Stratified HR (95% CI) 0.57(0.420.77); 2sided P <0.001
Bone only 18 18 18 20
e —— PFS in all patients Vepdegestrantn = 313) | Fulvestrant (n = 311)
A1/2 82/18 80/20 82/18 76 /23 Median f/u, mo 7.4 7.2
) ) . . Events, n (% 186 (59 198 (64
A 100% of patients had received prior endocrine therapy _ %) . >9) (54
A 100% of patients had received prior CDK4/6i MBI A IR e S Eies) SalEe )
Stratified HR (95% CI) 0.83(0.681.02); 2sided P = 0.07

© 2025 Cornerstone Specialty Network. All rights reserved.



VERITAQ: Vepdegestranta potential oral therapy option for patients with previously
treated ESRinutant ER+, HER2ABC

Secondary Endpoints

Patients With ESR1m All Patients

Outcome Vepdegestrant | Fulvestrant  Vepdegestrant = Fulvestrant
(n = 121) (n = 119) (n = 274) (n = 272)
CBR by BICR 42.1 20.2 34.3 28.7
A OR (95% 2.88 (1.575.39) 1.29 0.891.91)
Cl)
A P Vvalue <0.001 0.16
18.6 4.0 10.9 3.6
QIR 27 IO (n = 97) (n=100) | (n=221) (n=222)
A OR 5.45 3.23
(95% CI) (1.6922.73) (1.388.71)
A P Vvalue 0.001 0.003
Deaths,* n 43 80

Safety
Vepdegestrant Fulvestrant
0,
AEs, % (n = 312) (n = 307)
TEAEs
A Any 87 81
ADNJ} RS xo 23 18
A Serious 10 9
A Leading to tx discontinuation 3 1
A Leading to dose reduction 2 NA
TRAEs
A Any 57 40
ADNJI RS xo 8 3

A Elevated fatigue 27% any gradeparm vs 16% any gradelv arm
A QT prolongation
A 10% and 1% TEAEsvapdegestranandfulvestrantarms, respectively
A QT intervalsubstudy(n = 88): no large Grolonging effect
A Mild increase (11.ins) in meanQTcHrom BL, with upper 90% CI (131i3)
<20ms

In a headto-head study withfulvestrant, vepdegestrant a novel oral therapy, could be consider as a potential treatment
option for patients with previously treated ESRtiutant ER+, HERW\BC

© 2025 Cornerstone Specialty Network. All rights reserved.



COMPARISON

ESR1m, ER+/HERABC

VERITAQ

International, openlabel, randomized phase 3

DESTINBreast06

Randomized, multicenter, opetabel Phase 3

EMERALD

Randomized, ope#abel, phase 3

Patients with
ESR1m

Fulvestrant
(n =134)

Vepdegestrant
(n=136)

A ER+/HERZdvanced or metastatic BC
A 1 prior line of CDKA4/6i + ET

Biomarker evaluable population

T-DXd TPC
(n=166) (n=156)

AHR+ , HER®w or ultralowmBC
AChemotherapy naivén the mBCsetting

Fulvestrantor Al
(n=113 total; 83
fulvestrant)

Elacestrant
(n=115)

A ER+/HERZdvanced or metastatic BC

_ AXM T RRAGAZ2YIE fAYS '&’LP&lor lipgs of therapy: A Progression oni-2 lines of ET, at least one in
Study Inclusion Aa2at NBOSyd mbe 3IAQSY ’(')%F:'z b A \tgetditherapyfor mBC combination with a CDK4/6i
Criteria A No prior chemotherapyin A1 line formBCANDprogressionke Y 2 yf DKM T AYS 27F foDd@NCaIDK S NI L
advar!ced/metastatic setting of starting firstline ET + CDK4/GIR Mmetastatic disease
A No prior SERD (e.gulvestrant AWS OdZNNBY OS un Y2ydKa 2F adl NIAy3
elacestran} adjuvant ET
Median PFS, mo 5.0 2.1 11.3 7.0 3.8 1.9
(95% CI) (3.7-7.4) (1.93.5) (9.8¢ 13.5) (5.6¢9.3) (2.2¢ 7.3) (1.9¢2.1)
Stratified HR 0.57 0.64 0.55
(95% CI) (0.420.77) (0.49¢ 0.83) (0.39¢ 0.77)
2-sided P <0.001 P=0.0005
cornerstone

specialty network
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INAVO120Final overall survival analysisimévolisib+ palbociclib fulverstrantin 1L
PIK3CA mutated HR+, HE®®ocrine resistant advanced BC

OnOctober 10, 2024the FDA approveadavolisib(ltovebi Genentech, Inc.) with palbociclib ant/estrantfor adults with endocrineesistant, PIK3Chutated, HR+ve
HERZ2ve, locally advanced or metastatic breast cancer, as detected by aagfibdved test, following recurrence on or after geting adjuvant endocrine therapy.

Study DesignRandomized, doubtbelind, placebe
controlled, Phase 3 study

Stratified by Visceral Disease (Yes vs. No); Endocrine

wSaAall yoOSs

Ot NAYIFINE @0add {SO2YyRINEBOUT
America/Western Europe; Asia; Other)

APIK3CAnutated, HR+,
HER2ABC by central
ctDNA* or local
tissue/ctDNA test

AMeasurable disease

AProgression
during/within 12
months of adjuvant ET
completion

ANo prior therapy for
ABC

AFasting glucose <126
mg/dL and HbA1C
<6.0%

N =325

Inavolisib© mg QD PO)
+palbociclib(2s mg PO QD R1
D21)

+fulvestrant (500 mg c1D1/15 and
QAW)**

v

Until PD or toxicity

Placebapro o)
+palbociclib2s mg Po QD 1

D21)

+ fulvestrant (500 mg c1D1/15 and
QAW)**

Enrollment period: December 2019 to September 202

Primary endpoint:PFS by Investigator
Secondary endpointsh { 4 =

hwwZX hwX / W X

Updated PFS

Median followup: 34.2mo

wéﬂﬁo?y\_\?bZNJﬁ.K
3 Stratified hazard ratio, 0.42
” (95% C! = 0.32-0.55)
9
0 501
'R
o
254 !
0 : 29'5 167 Placebo .
0 3 6 9 12 15 18 2 24 27 30 33 B 39 4 45 48 5
Months
No. at risk
1 16 129 112 8 T3 65 5 4 R B 10 #5110 7 3 A
Placsbo 164 125 95 74 50 34 30 224 21 4 1 10 & 4 2 1 1
Inavolisib(n = 161) Placebo (n =164
3
Events, n (%) 103 (64.0) 141 (86.0)
Median PFSmnos 17.2 7.3
5hw (95% Cly (11.622.2) (5.99.2)

HR:0.42(95% CI: 0.3R.55)

© 2025 Cornerstone Specialty Network. All rights reserved.



KEYDATA INAVO120Final overall survival analysisimévolisib+ palbociclib fulverstrantin 1L

Final Overall Survival

Stratified hazard ratio, 0.67

1004
: (95% Cl = 0.48-0.94)
' p=0.0190
?5' 0,
S |
g O | : .
0 : | l '
2% | | | |
! ! I : : e
I | ! ! : Placebo
U T T : T |I T T T T T T T T T T T T T
0 3 6 9 1 1 1® A1 H ¥ N B B I £ 44 44 H
Months
No. at risk

osh 161 185 149 142 13t 14 %9 88 Y8 €& M 4# M 2 ¥ 13 7T
Placebo 164 155 42 127 119 104 9 7 6 4 £ ¥ 1 #®H W0 4 2

Inavolisib(n = 161) Placebo (n = 164)

Deaths, n (%) 72 (44.7%) 82 (50.0%)
Median OSmos 34.0 27.0
(95% CI) (28.4¢ 44.8) (22.8¢ 38.7)

HR:0.67(95% ClI: 0.48.94):p=0.0190

PIK3CA mutated HR+, HER®ocrine resistant advanced BC

OS by Subgroup analysis

Subgroup Patients, n Median 08, months Hazard ratio (95% Cl)
Inavolisib Placebo Inavelisib Placebo
All patients 161 164 34.0 27.0 —— 0.76 (0.55-1.04)
Age
<65 years 136 130 36.0 26.8 —— 0.65(0.46-0.92)
| 265 years 25 34 144 NR —— 165 (0.77-3.51) |
Geographic region
Asia 58 62 327 27.0 — 0.78(0.45-1.34)
North America or Western Europe 63 64 30.2 29.3 —— 0.95(0.56-1.59)
Other 40 38 36.0 16.6 —— 0.53(0.28-0.98)
ECOG performance status score at baseline
0 100 106 39.2 36.0 — 0.69(0.45-1.05)
1 60 58 27.1 26.8 —4— 0.85(0.52-1.38)
Menopausal status at randomization
Pre-menopausal 52 52 27 239 — 0.67(0.38-1.19)
Post-menopausal 104 11 340 28.0 -4 0.81(0.55-1.19)
Visceral disease
| No 29 36 38.0 40.7 I 1.06 (0.46-2.46) l
Yes 132 128 330 241 - 0.70(0.50-0.99)
Liver metastasis at enrollment
No 84 73 38.0 36.0 —— 0.87 (0.53-1.44)
Yes 77 91 288 219 — 0.72 (0.48-1.10)
No. of organs with metastases at enrollment
1 21 32 NR 319 —— 0.77 (0.28-2.10)
2 58 46 44 8 241 —_—— 0.51(0.28-0.90)
23 82 86 288 24.2 —e— 0.86 (0.57-1.30)
Resistance to endocrine therapy
Primary 54 58 259 228 —— 0.69 (0.42-1.14)
Secondary 107 105 377 34.3 — 0.77 (0.51-1.16)
Hormone receptor status
l ER-positive, PR-negative 45 45 259 387 —— 1.16 (0.65-2.08) l
ER-positive, PR-positive 113 113 392 245 + 0.60 (0.41-0.88)
Previous endocrine therapy
| Aromatase inhibitor and tamoxifen 18 19 NR NR S | 1.15 (0.38-3.44) |
Aromatase inhibitor only 60 71 263 242 - 0.89 (0.56-1.41)
Tamoxifen only 82 73 448 36.0 == 0.68 (0.42-1.11)
010 1.00 10.00
" Inavolisib better Placebobetter

© 2025 Cornerstone Specialty Network. All rights reserved.



KEDATA

INAVO120Final overall survival analysisimévolisib+ palbociclib fulverstrantin 1L
PIK3CA mutated HR+, HEB&docrine resistant advanced BC

ORR andoR OS by Subgroup analysis
Inavolisib Placebo iai
Outcome Inavolisib Placebo
(n = 161) (n = 164) AEs, n (%) (n = 161) (n = 163)
ORR, % 62.7% 28.0% Any grade 161 (100) 163 (100)
A Difference (95% ClI) 34.7 (24.544.8); P <.0001 A Grade 3/4 146 (90.7) 138 (84.7)
A Grade 5* 6 (3.7) 2(1.2)
Inavolisib Placebo :
(n = 101) (n = 46) | A Serious 44 (27.3) 22 (13.5) |
: AE leading to treatment
Median DoR, mo (95% CI) 19.2(14.7-28.3) 11.1 (8.520.2) discontinuation
A Events, n (%) 58 (57.4) 33 (71.7) | A Inavolisib/placebo 11 (6.8) 1 (0.6) |
A Palbociclib 10 (6.2) 0
Inavolisib Placebo A Fulvestrant 6 (3.7) 0
(n=161) (n=164) AE leading to dose reduction
Median time to first A Inavolisib/placebo 24 (14.9 6 (3.7
subsequent CT, mo (95% Cl) 35.6(25.4NR) 12.6 (10.416.1) _ _p (14.9) (3.7)
A Palbociclib 65 (40.4) 56 (34.4)

A Events, n (%)
A Hazard ratio (95% CI)

64 (39.8%) 94 (57.3%)
0.43(0.300.60)

A Inavolisibassociated with higher frequency of some AEs i.e., hyperglycemia (63.4% vs 13.5%),
stomatitis or mucosal inflammation (55.3% vs 28.8%), ocular toxicities (29.2% vs 16.0%), rash
(26.7% vs 19.6%), diarrhea (52.2% vs 16.0%), nausea (29.2% vs 19.6%)

Addinginavolisibto palbociclib andfiulvestrant may be considered a new standard of care that can benefit select

patients with PIK3CAnutated, HR ¥e, HER2vel R y OSR

ONBIFald OF yOSNXUIKS Keé L)

huge clinical problem particularly knowing that they excluded patients with diabetes.

© 2025 Cornerstone Specialty Network. All rights reserved.



COMPARISON

Patients withPI3K/AKT
Pathway mutation status

Study Inclusion Criteria

Median PFSmo
(95% CI)

Stratified HR
(95% CI)

ORR

PI3K/AKT Pathway

INAVO120

Randomized, doublélind, placebacontrolled, Phase 3

Placebo
+ palbociclib +
fulvestrant
(n=164)

Inavolisib
+ palbociclib +
fulvestrant
(n=161)

APIK3CAnutated, HR+, HERABC by central ctDNA* or locg
tissue/ctDNA test

AMeasurable disease

AProgression during/within 12 months of adjuvant ET
completion

ANo prior therapy for advanced BC

AFasting glucose <126 mg/dL and HbA1C <6.0%

17.2 7.3
(11.622.2) (5.99.2)
HR:0.42
(0.32- 0.55)
62.7% 28.0%

DESTINBreastO6

Randomized, multicenter, opetabel Phase 3

Biomarker evaluable population

T-DXd TPC
(n=166) (n=156)

| AHR+ , HERBw or ultralowmBC
AChemotherapy naivén the mBCsetting
APrior lines of therapy:

Axn f A yQargeteditherdpy formBCOR
A1 line formBCANDprogressionKc Y2 y i K &
first-line ET + CDK4/6R
AWSOdzNNBYy OS Xun Y2y GKa
13.2 7.1
(9.9¢ 15.5) (6.0¢9.5)
0.65
(0.48¢ 0.87)
57.6% 41.5%

27

© 2025 Cornerstone Specialty Network. All rights reserved.
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ASCO 2025: RAPID REVIEWS

DESTINY DESTINY T-DXa

*
SERENA S Breastos rechallenge

after ILD

CompassHER?2
PCR

ASCENU3

ASCENUT4

* Plenary Session

cornerstone
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CompassHERZCR Can we predict using clinicopathologic factors and molecular tools
who will achievgpCRand benefit from less intensive chemotherapy in operable HER2+

Study DesignSinglearm phase Il trial
Adjuvant Phase

Neoadjuvant Phase No residual invasive
disease

ASPtztéeenlt |S OV:IﬁTA pCR Complete 1 yr HP

HER2+ BC (cNO THP for 4 cycles >  (ypTO/Tis; RT and endocrine therap

eligible if T>2cm* Paclitaxel80 cr)nr\g);/rr? QW x 12 q_>; ypNO) if indicated

o i . 3

ACNZ2 eligible, any Docetaxel75 mg/n? Q3W x 4 S y

T1:3) +Trastuzumab 0 Additional chemotherapy
AT4, N3 were +PertuzumabO3W x 4 »  NopCR and anttHER2 therapy pe

not eligible treating physician

e . . . With residual invasive
(N = 2175) Disease progression during THP disease

occurred in only 16 patients (0.7%).

*ER+ cTBcm, cNO capped at

20% of total participants; ER+ ?
208 oo partcipants: €8 I§ 4.cycles of THP enough

Primary endpoint 3-yr RFS > 92% in patients witGRoverall and in ER+/HER2+ and/HRR2+ cohorts
Secondary endpoints3-yriDFSDDFS, DRFS, RFI, OS, breast espeeific survival in patients wihCR 3-yr EFS in all patients; safety and tolerability;
biomarkers2

Current analysis: includes clinical factors, HERiZIRikelihood score, generated from the HER2Dx test that incorporates 27 genes associated with
immune activation (14 genes), luminal differentiation (5 genes), tumor cell proliferation (4 genes), and HER2 ampliczs)i(¢lgeimg ERBB2)

© 2025 Cornerstone Specialty Network. All rights reserved.



CompassHERZCR Can we predict using clinicopathologic factors and molecular tools
who will achievgpCRand benefit from less intensive chemotherapy in operable HER2+

pCRRates by Clinicopathologic Factors Univariable Analysis Association Between HER2IDKCRScore and ObservedCRRate

' ER(n =230
pcRgpTOTs Ny AITaES  ERMER2:  ERERZ: FR0290
e Parameter High HER2Dx Medium Low HER2Dx P Value fo_r
All patients, % (95% CI) 43.8(41.645.9)  63.7(60.2- 67.1) 32.5(30-35) _ HER2Dx _ HER2Dx High
=) (n =70) (=) vs Low
Age, %
A <50yr 43.6 63.5 34.0 Patients % 64 30 6
A_ 50-70 yr 47 67.9 34.2 pCRrate, % 70 74 31 <0 .01
A >70yr 31.9 48.7 21.1
ECOG PS, % ER+ (n = 339)
| A O 44.7 65.4 32.9 | : Medium P Value for
K 1 374 51.6 29.7 High HER2Dx ppopx  LOWHER2DX 1m0 High
(n=36) _ (n =263)
Grade, % (n=89) vs Low
A 1 26.9 60 21.1 Patients % 11 26 63
ﬁ g 2;2 gi g;g pCRrate, % 58 61 18 <0.01
ER+ cells A v Z -~ o P o JRPN
A0 63.7 63.7 — ERY SAl UAQGS aul tdzaz f 29 SNJ
A 110 62.5 - 62.5 tumors, HER2 IHC of 3+ (vs IHC 2+/ISH+), weekly
A 1170 51.6 -- 51.6 . i
A >70 22.5 = 22.5 paclitaxel and higher HER2OPCRscore are all
HER2 IHC associated with improve@CR patients with Stage Il
| A 3+ 50.3 67.6 39.3 | and Ill HER2+ BC
A 2+ 11.9 26.0 8.0
Taxane . . . .
[ A Pacitaxel 765 685 342 | Note in trials with 68 pre-operative cycles of THP the
A Docetaxel 39.3 55.9 29.7 pCR'ate ~20% hlgher

© 2025 Cornerstone Specialty NetWorR A FTgNTS reserved.



ASCO 2025:

SERENA: Switching tacamizestrantwith continuation of CDK4/6i guided by ctDNA improves PFS and shc
0S | ySg GNBFGYSY(d &GN GS3exyz2id &Si C5! | LILINRO

DESTINBreast09 The combination of-DXD plugpertuzumabhas the potential to be a new firtine
standard of care for patients with HER2BX Yy 2 0 & SG | LILINP OSRXY2NB (2 O;

Breast
Cancer

DESTINBreast06 T-DXD is an effective treatment strategy regardless of mutational status for HR+JdER
or cultralow mBC after prior endocrind 8 SR (G KSNJ LI XC5! | LILINPODSR &Ay

Key

Treatment rechallenge after trastuzumaberuxtecanrelated ILD Steroid use results in fast radiographic ILL
improvement and rechallenge withiOXdafter grade 1 ILD is possible with limited, igrade recurrence of
ILD

Takeaways

ASCENUD3: Positive topline results from the Phase 3 AS@EN\study okacituzumalgovitecanrhziysuggest
OSYSTAG F2NI m[ YSOFadlrdAO ¢b./ LI GASyGaxyz2d &S

ASCENUD4: The combination adacituzumalgovitecanhziy plus pembrolizumab is a potential new treatmer
option for select patients previously untreated with- P L2 aA G A GBS 20 tft& | RO
€S0 FLIWINRPISRXY2NE G2 0O2YSX

Q&A
@EdithAPerezMD

VERITAQ: Vepdegestrantbenefitted patients with previously treated ESRltant ER+, HER&WBC mPF$.0
mos. EMERALBlacestrantvsfulvestrantin ESR1m, ER+/HERBCOKM LINA 2mMBFR.EHIHR V.55

INAVO120Addinginavolisibto palbociclib andulvestrantis a new standard of care that can benefit select
patients with PIK3CAwutated, HR+ve HER2Z/e advanced breast caneéhe hyperglycemia with this regimen
is a huge clinical probleaparticularly knowing that they excluded patients with diabetes

cornerstone

specialty network >

CompassHERZCR Clinicopathologic factors and HER2DX scores can be utilized to identify patients who
no residual disease after THP and surgery, and can forgo further chemotherapy




2025 ASCO Key Studies

GU/ Gl Cancer Other Notable Studies
.

A RAPID REVIEWS A * ATOMIC A *NIVOPOSTOP
A *SERENS A *MATTERHORN A KEYNOTES9
A DESTINBreast09 A DESTINGastric04 A *VERIFY
A DESTINBreast06 A RAPID REVIEWS A RAPID REVIEWS
A ASCENT3 B BANIOVE A DELPHB04
A ASCENU4 A IMforte
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A INAVO120 A ROSELLA
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* Plenary Session

Does the addition of atezolizumab to standard of
care chemotherapy benefit patients with stage Il
deficient mismatch repadMMRcolon cancer?

cornerstone
specialty network

© 2025 Corners tone Specialty Network. All rights reserved.



ATOMIC: Phase 3 of mFOLFOX@atezolizumab for 1 year

Study DesigriRandomizednulticenter, open label phase 3 study

Stratified by T stage (13 vs T4);
N-stage (N1/N1c vs N2); tumor

location (proximal vs distal) 6 months h 6 months ———

A1 38 xmn 8SINE 2fR MFOLFOX6 + Atezolizumab
A Histologically confirmed, \ Atezolizumab (840 mg IV g2w)
R, resected stage Ill colon (n=355) 9V

adenocarcinoma
A dMMRby

Immunohistochemistrs/® -
A ECOG { )KH postsurgery MFOLFOX6
A No prior chemotherapy or (n=357)

radiation

< 6 months >

Primary endpoints Diseasdree survival (DFS) ?naézigl:]t?glg?fp‘l\;veztg 2357)1 months

Secondary endpoints Overall survival (OS), adverse event (AE) profile

(Q1, Q3: 24.2, 55.7)

adMMRby immunohistochemistry (IHC) locally or at sitdected reference laboratory. Retrospective central confirmatiodMMRalso
performed PLynchsyndrome includedOnecycle of mMFOLFOX6 prior to randomization permitted.

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202%bstr LBAL



ATOMIC: Phase 3 of mFOLFOX@atezolizumab for 1 year

Baseline characteristics

MFOLFOX6 Atezo MFOLFOX6 MFOLFOX6 Atezo mMFOLFOX6

(n = 355) (n = 357) (n = 355) (n = 357)
Median age, years 65 63 T stage, n
(Q1-Q3, range) (51.0-73.0) (48.0-73.0) A Tx 0 1 (0.3%)
Sex, n A T1 11 (3.1%) 4 (1.1%)
A Female 186 (52.4%) 206 (57.7%) A T2 30 (8.5%) 22 (6.2%)
A Male 169 (47.6%) 151 (42.3%) A T3 202 (56.9%) 216 (60.5%)
Race, n A T4 112 (31.5%) 114 (31.9%)
A White 302 (85.1%) 305 (85.4%) N stage, n
A Black 28 (7.9%) 22 (6.2%) A N1/Nic 226 (63.7%) 225 (63.0%)
A Other 25 (6.0%) 30 (8.4%) A N2 129 (36.3%) 132 (37.0%)
Primary tumor site, n Risk group,* n
A Proximal 301 (84.8%) 296 (82.9%) A Low 164 (46.2%) 164 (45.9%)
A Distal 53 (14.9%) 57 (16.0%) A High 191 (53.8%) 193 (54.1%)
A Multiple 1 (0.3%) 4 (1.1%) ECOG PS, n
Q1, first quartile A 0 238 (67.00/0) 225 (63.0%)
Q3, third quartile A1 111 (31.3%) 127 (35.6%)

A 2 6 (1.7%) 5 (1.4%)

© 2025 Cornerstone Specialty Network. All rights reserved.
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KEY DATA ATOMIC: Phase 3 of mFOLFOX@atezolizumab for 1 year

Primary Endpoint: Diseafiee survival (DFS)

100 !
86.4% ,
90 mMFOLFOX6 + atezolizumab
I
80 |
I
I
70 '76.6%
.0/0
= : mMFOLFOX6
$ 604 |
w 1
— I
= |
_g 50 I ——
>~ I
s : "
v 40+ ' Log-Rank* P-Value: < 0.0001
Q
o ! .
E 30 ' Hazard Ratio* (95% CI): 0.50 (0.34, 0.72)
I
|
20 - :
Arm Name Events/Total Time-Point KM Est (95% CI)
10 - Arm 1 (NFOLFOX6 + Atezo)  45/355 | 36 86.4 (81.8-89.9%)
R —— Arm 2 (mMFOLFOX6) 80/357 ! 36 76.6 (71.3-81.0%)
1 + Censor
0 1) I ] 1 I I I
0 12 24 36 48 60 72 84
Months Since Randomization
Patients-at-Risk
Arm 1 (mMFOLFOX6 + Atezo) 355 291 242 171 106 50 15 0
Arm 2 (mMFOLFOX6) 357 262 217 150 99 58 1 0

ConfirmeddMMRby central reference laboratory: Lagank Pvalue: 0.0007, HR (95% CI): 0.53 (0.36,0.79)

- L Median followup = 37.2mos
*Stratified by randomization fact&

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202%bstr LBAL



ATOMIC: Phase 3 of mFOLFOX@atezolizumab for 1 year

Secondary Endpoints

DFSdMMR by central reference lab

100

90

80

70

60

Percent Without Event
3
1

30

86.6% mFOLFOX6 + atezolizumab

771%

mFOLFOX6

Log-Rank* P-Value: < 0.0007
Hazard Ratio* (95% CI): 0.53 (0.36, 0.79)

I
]
I
I
]
I
I
I
I
I
I
I
]
I
I
I
]
I
I
I
I
I
{]
I
I
[
I
I
I
I
I

20
Arm Name Events/Total Time-Point KM Est (95% ClI)
10 Arm 1 (FOLFOX + Atezo) 41/324 36 86.6 (81.9-90.2%)
—— Arm 2 (FOLFOX) 67/306 36 77.1 (71.5-81.8%)
+ Censor
0 T T T T T T T
0 12 24 36 48 60 72 84
Months Since Randomization
Patients-at-Risk
Arm 1 (FOLFOX + Atezo) 324 264 218 156 96 44 13 0
Arm 2 (FOLFOX) 306 230 190 130 84 49 9 0

*Stratified by randomization factors

Median followup = 37.2mos

© 2025 Cornerstone Specialty Network. All rights reserved.

Overall survival

A OS data are not mature

A Median (Q1, Q3) OS follew

up:
A 42.5(27.9, 60.5)
months

A The OS comparison may be

confounded by subsequent
Immunotherapy

ASCO 202%\bstr LBA1



KEY DATA ATOMIC: Phase 3 of mFOLFOX@atezolizumab for 1 year

DFS by Subgroup

mFOLFOX6 + Atezo mFOLFOX6 HAZARD RATIO HR (95% Cl)

I I 1
nge < 65 vear 22/173 36/187 — 1 0.61(0.36, 1.04)
9 >65year 23/182 44/170 ! —_—— ! ' 0.43(0.26,0.72)

I I 1

. | :
Sex Temale 24/186 50/206 : . i | 0.48(0.29,0.77)
Male 21/169 30/151 i - . | 0.58 (0.33,1.01)

) 1

1 I I
Race \White 38/302 69/305 —_—— 0.50 (0.33, 0.74)
Other 7/53 11/52 : —d ' 0.63(0.25,1.63)

I | 1

I I 1
Tumor  Proximal 40/301 65/296 : —_—— , 0.56 (0.38, 0.83)
Location Distal 5/53 14/57 5 == i E 0.31 (0.11, 0.87)

1 I 1

1 I ]
- cine MI1T3 23/243 44/243 ! —— | ' 0.51(0.31,0.85)
9 14 22/112 36/114 : e ! ' 0.46 (0.27,0.79)

I I 1
NStage NIN1C 21/226 41/225 5 0.48 (0.28,0.81)
%€ N2 24/129 39/132 ! —_— 1 0.54 (0.33,0.90)

I I 1

I I 1
Risk Low* 12/164 25/164 ! ° : ' 0.47 (0.24,0.94)
Group High* 33/191 55/193 : —,——— | ' 0.51(0.33,0.78)

I I I

Events/Patients Events/Patients 0-1 1 3

|
*Low (Tx-T3 and N1/N1c); High (T4 or N2) Favors mFOLFOX6 + atezo i Favors mFOLFOX6

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202%bstr LBA1



KEY DATA ATOMIC: Phase 3 of mFOLFOX@atezolizumab for 1 year

Safety Summary AEs Occurring in >35% of Evaluable* Patients
MFOLFOX6Atezo MFOLFOX6

(n = 346} (n = 334} mFOLFOXS + Atezolizumab mFOLFOX6
Fague | - S «
Any Grade AE, (n) 100% B846) 95.1 % 329) e a
A Treatmentrelated 99.7% 845) 94.2% (326) Nausea LA | ®
Peripheral sensory neuropathy _ 0
Grade 34 AE, (n) 83.8% 290) 69.1% (239) Neutrophil count decreased — 8
A Treatmentrelated 72.3% 250) 59.2% (205)
Platelet count decreased _ 6
Grade 5 AE, (n) 1.7% (6) 0.6% (2) Diarrhea LI - | 2
A Treatmentrelated 0.6% (2)* 0.0% (0) Anemia s« 5
FOLFOX6+ At mFOLFOX6 SR K .
m ez -
ImmuneRelated AE n= 34 n = 334 Abdominal pai « F .
(n = 346 ( ) A
Grade 1/2 Grade 3/4Grade 1/2 Grade 3/4 Constpaton -k .
Adrenal insufficiency 0.3% 0.9% 0% 0% White blood cell decreased | Grades 1-2 - 40 Grades 1-2
Hyperglycemia 17.9% 2.6% 9.0% 1.2% ~ -
o partate aminotransferase increased Grade 3-4 % B Grade 34
Hypothyroidism 20.5% 0% 3.6% 0% o -
Colitis 5.5% 1.2% 0.6% 0%
Diarrhea 60.1% 12.1% 53.3% 8.4% Grade 3, n 100 (28.9%) 97 (29.0%)
Generalized muscle weakness 7.8%  0.9%  3.3% 0%  Neutrophil count decrease
Grade 4, n 49 (14.2%) 23 (6.9%)
Maculopapular rash 13.3% 0.9% 6.0% 0%
#Recived at least one dose of treatment *Evaluable patients: received at least 1 treatment dose

*1 sudden death NOS (possibly related); 1 sepsis (possibly related)

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202Rbstr LBAL



Efficacy of Neoadjuvant IOdMMRColon Cancer

pCRor Grade 34
cCRrate AEs

Treatment Regimen Treatment duration No. of patients

NICHE2 NIVO + IPI 4 weeks 115 68% 5%

N Engl J Mec®024;390(21):1944.958.

0
Xuetal, ASCO 2024 Sintilimabz 1BI310 6 weeks 101 78% vs 47% 02 (mono)

6% (dual)

NICHES NIVO +relatlimab 8 weeks 59 68% 10%
Nat Med.2024;30(11):32848290.
PICC o Toripalimabt celecoxib 12 weeks 34 88% 3%
Lancet Gastroenterol Hepat@022;7(1):3848.
PICC o Toripalimab(w/o celecoxib) 12 weeks 34 65% 3%
Lancet Gastroenterol Hepat@022;7(1):3848.
NEOPRISM Pembro 6 weeks 32 58% 6%

0
'MHOTE_P _ Pembro 4-8 weeks 77 47% (1 cycle)v 13%
Ann Oncol2024;35(suppl 2):5429. 68% (2 CyCIGS
N Engl J Med 2025;392:229308 Dostarlimab 6 months 22 82% 6%

© 2025 Cornerstone Specialty Network. All rights reserved.



The addition of PID1
iInhibitor (atezolizumab) to mMFOLFOX§
practice changing and, if approved, cg
be considered a new standard of

A The addition oPDL1 inhibitor(atezolizumab)
to mFOLFOX6 sacticechanging and, if
approved, could be considered a new standard of
careadjuvant treatment for patients witiiMMR

stage Il colon cancer
A Not yet FDA approved or included in the NCCN Guideline

adjuvant treatment fompatients witl
dMMRstage Il colon cancer

A The safety of MFOLFOX6 + atezolizumab was in | Emergen_ce OT r_‘eoadeVant 10
with the known safety profiles of each individual Chemo_) Jo pelrlity momentum _
therapy combination of 10 and chem@ in the
A Increase in nodebrile neutropenia was manageable adjuvant setting with ATOMIC has set a
high bar
cornerstone
specialty network
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2025 ASCO Key Studies

GU/ Gl Cancer Other Notable Studies
.

A RAPID REVIEWS A * ATOMIC A *NIVOPOSTOP
A *SERENS A *MATTERHORN A KEYNOTES9
A DESTINBreast09 A DESTINGastric04 A *VERIFY
A DESTINBreast06 A RAPID REVIEWS A RAPID REVIEWS
A ASCENT3 B BANIOVE A DELPHB04
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MATTERHORN

* Plenary Session

Does the addition of the PICL inhibitordurvalumab to
standard of care neoadjuvant/adjuvant FLOT
chemotherapy benefit patients witlesectable
Gastric/Gastroesophageal Junction Cancer (GC/GEJC)*

cornerstone
- specialty network >
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MATTERHORNeoadjuvant/adjuvant FLOT -durvalumab

Do Po  Io o I»

Primary endpoints EventFree Survival (EFS)

Study DesigriGlobal, phase 3, randomized, doubland, placebecontrolled study

Neoadjuvant

2 cycles

Stratified by Asia vs neAsia,
clinical N+ vs Nand PEL1:
¢!t §FM: O34

Gastric and GEJ Durvalumab

v (1500 mg Q4W)
+ FLOT

adenocarcinoma
Stage Il tdVa
No evidence of
metastasis
ECOGPSO0to1l
Global enrollment in
Asia, Europe, North &
South America
N=948

Placebo +
FLOT

<AAMOAOUVCW

\ 4

Adjuvant up to 1 year

2 cycles 10 cycles

Durvalumab
(1500 mg Q4W)

Durvalumab

+ FLOT (1500 mg Q4W)

Placebo +

FLOT Placebo

Scondaryendpoints Overall Survival (OS), Path Complete Resp@tsg, (Diseasd-ree Survival (DFS)

FLOT: &luorouracil 2600 mg/#& leucovorin 200 mg/) oxaliplatin 85 mg/r, docetaxel 50 mg/f on Days 1 and 15 Q4W, 4 doses (two cyclesapdgostoperative: durvalumab: 150 mg on day 1 Q4W, 2 doses (two
cycles) of durvalumab or placebo pend postoperative, followed by 10 dose of pegperative durvalumab or placebo monothemafParticipants underwent surgery3iweeks after last dose of neoadjuvant therapy.
Adjuvant began 42 weeks possurgery. Durvalumab / placebo monotherapy may be continued if FLOT is discontinued due tg. toxicit

*Measured by IHC using VENTANALRISP263FDxAssay (Roche Diagnosis; IUO)

© 2025 Cornerstone Specialty Network. All rights reserved.



MATTERHORNeoadjuvant/adjuvant FLOT -durvalumab

Baseline characteristics

Durvalumab +

Durvalumab + Placebo + FLO

Placebo + FLO

FLOT FLOT

(n=a7ar " =A7 (n=47a =AY
Median age, yr (range) 62 (2684) 63 (2883) Clinical lymph node status
Male 69% 75% A N+ 69% 70%
Geographic region PDL1 expression by TAP
A NonAsia 81% 81% A <1% 10% 10%
A Asia 19% 19% A K M 90% 90%
ECOG PS Histology type®
Ao 71% 77% A Intestinal 52% 50%
A1 29% 23% A Diffuse 27% 25%
Site of tumor A Unspecified/mixed/othel 21% 25%
A Gastric 68% 67% MSI status
A GEJ 32% 33% A MSthigh 5% 5%
Primary tumor stage A Not MSthigh 64% 65%
A T4 2504 2504 A Not evaluable/missing 31% 30%
A NonT4 75% 75%

*Full analysis set (all randomized participants regardless of treatment recel$ed)ecorded at randomization on the Interactive Response Technology System or Randomization and Trial Supply
Management.®?Measuredby IHC using VENTANAPD(SP263}DxAssay (Roche Diagnostic: IURASIwas measured by a clinical trial assay base#amdationOneéCDxin a research use only capacity.

© 2025 Cornerstone Specialty Network. All rights reserved.



KEY DATA MATTERHORNeoadjuvant/adjuvant FLOT -durvalumab

Primary Endpoint: Eveftree Survival (EFS)

Durvalumab + FLOT Placebo +FLOT |

(n=474)* (n=474)*
1.0~ Median EFS (95% Cl), mo  NR (40.7-NR) 32.8 (27.9-NR)
0.9— HR (95% CI) 0.71 (0.58-0.86)
0.8 18-mo EFS Stratified log-rank p-valuet <0.001
73% 24-mo EFS
0.7 : 67%
E “'""'hu._,____: : Durvalumab + FLOT
w 06 = .
5 L 64% A T
2 0.5 . 59% M“""""‘”'mhuum'—-...
= ' ' L e e =
o) : :
8 04 : : Placebo + FLOT
o : :
o 0.3
0.2— < -
! : Median (range) duration of follow-up*, mo
0.1 ; ; + Durvalumab + FLOT: 31.6 (0.0-48.1)
: ' * Placebo + FLOT: 31.4 (0.0-48.1)
0.0 T T T T T f 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
No. of Time since randomization (mo)
participants at risk Total events
Durvalumab + FLOT 474 436 404 381 351 334 320 307 288 234 187 107 88 33 20 2 1 0 167
Placebo + FLOT 474 429 392 360 329 302 278 264 249 202 160 89 65 26 21 2 1 0 218

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202RbstrLBAS



KEY DATA MATTERHORNeoadjuvant/adjuvant FLOT -durvalumab

Event Free Survival in Key Subgroups

HR for event

Subgroup Category N (95% Cl)

All participants 948 —— _ 0.71 (0.58-0.86)
Sex* Male 682 = & i : 0.65 (0.51-0.83)
Female 266 = ® ; = 0.84 (0.58-1.24)
Age at randomization*® <65 years 556 b @ o 0.71 (0.54-0.92)
265 years 392 b & ¥ 0.70 (0.51-0.97)
Geographic region* Asia 180 ; ® ; i 0.74 (0.44-1.22)
Non-Asia 768 - ® I 0.70 (0.56-0.87)
Clinical lymph node status* N+ 667 ! ® : E 0.67 (0.53-0.84)
N- 277 = *— = 0.85 (0.57-1.27)
PD-L1 expression* TAP 21% 853 = ® i 0.70 (0.57-0.87)
TAP <1% 95 ; *— : J 0.77 (0.40-1.46)
Primary tumor location* Gastric 640 f @ ¥ 0.76 (0.59-0.97)
GEJ 308 b ® = : 0.61 (0.43-0.86)
ECOG PS* 0 703 : ® i 0.72 (0.57-0.91)
1 245 b & 5= 0.69 (0.46-1.02)
Histology type' Intestinal 483 b ® v 0.66 (0.48-0.89)
Diffuse 249 b o | 0.93 (0.66-1.32)
Indeterminate 216 : @ 1 0.56 (0.36-0.86)

I I I I

0.25 0.5 HR 1 2

e B

Durvalumab + FLOT better Placebo + FLOT better

Pre-d LISOATASR LISNI LINRP(G202fd M! 3aSaasSR L2aid K20 LISNJI f20Ff f1 02N {2NE
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KEY DATA

Key Secondary Endpoints

0.4

Probability of OS

0.3
0.2
0.1

0.0

Overall Survival

Durvalumab + FLOT

Placebo + FLOT

Median (range) duration of follow upf, mo
+ Durvalumab + FLOT: 34.6 (3.5-48.6)
+ Placebo + FLOT: 34.6 (0.0-48.1)

0
No. of
participants at risk
Durvalumab + FLOT 474
Placebo + FLOT 474

3 6 9 12 15

464 438 422 403 389
457 439 414 395 374

1 T L T T T T T T T T
18 21 24 27 30 33 36 39 42 45 48

Time since randomization (mo)

376 367 351 338 293 205 143 80 38 8
354 337 323 309 262 197 128 72 33 1"

Median OS (95% Cio
A HR (95% CI)

Ve

A Stratified logrank P

Durvalumab + FLC Placebo + FLO
(n=474) (n=474)

NR (NR\R) 47.2 (45.1NR)
0.78 (0.620.97)
.025*

*significance threshol&<.0001

1
51

0
0

Total events

145
176

Participants (%)

pCR

Difference: 12%
Odds ratio: 3.08
(95% Cl, 2.03-4.67)
p<0.001

MATTERHORRNeoadjuvant/adjuvant FLOT durvalumab

19%
(95% Cl, 15.75-23.04)

Durvalumab + FLOT
(n=474)

© 2025 Cornerstone Specialty Network. All rights reserved.

1%
(95% Cl, 5.02-9.88)

Placebo + FLOT
(n=474)
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KEY DATA MATTERHORNeoadjuvant/adjuvant FLOT -durvalumab

Secondary Endpoint: Disedsee Survival (DFS)

Durvalumab + FLOT Placebo + FLOT

(n=339) (n=323)
Median DFS (95% Cl), mo NR (NR-NR) 39.8 (38.7-NR)
HR (95% Cl) 0.70 (0.53-0.93)
1.0 H
0.9 - 1o ‘73;;7' 24-mo DFS
w 08 O T — o: 75% Durvalumab +FLOT
W 07 H __:__-"""l-'--q"hm’__:‘_
% 06 - 73% 66%5 ‘H”—""_""'""*'h-mm———-OH\u-u._H_”_.___"__“
2 05 : '
§ 04 L .
E 0.3 1 Placebo + FLOT
0.2
01 =
00 1 1 1 1 I i T i 1 1 1 1 I T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. of Time since adjuvant baseline scan (mo)
participants at risk Total events
Durvalumab + FLOT 339 327 305 283 272 265 258 244 184 168 81 74 19 3 2 0 90
Placebo + FLOT 323 315 293 275 262 245 230 217 157 142 2 56 23 4 2 0 119

© 2025 Cornerstone Specialty Network. All rights reserved.



MATTERHORNeoadjuvant/adjuvant FLOT -durvalumab

Safety
Durvalumab + FLOT Placebo + FLOT
(n =475) (n = 469)
Any gradeAEs 99% 99%
A Possibly related to any study treatment 95% 95%
Grade3 or 4 AEs 72% 71%
A Possiblyelated to any study treatment 60% 59%
SeriousAE 48% 44%
AE Leadingo discontinuation of any study treatment 30% 23%
Durvalumab or placebo 10% 6%
Any FLOT 25% 20%
AE with outcome of death 5% 4%
A Possibly related to durvalumab or placebo 1% <1%
A Possibly related to FLOT 1% <1%
ImAE(any grade)* 23% 7%
Grade3 or 4immune-mediated AE 7% 4%
Any AE leading to surgery not being performed 1% <1%
Any AE leading to a delay surgery 2% 3%

*Excludes AEs of special interest group of infusion or hypersensitivity reacossrgical delay is defined as surgery occurring >8 weeks (56 days) after the last dose of
neoadjuvant treatment.

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202%bstr LBAS



KEY DATA

MATTERHORRNeoadjuvant/adjuvant FLOT durvalumab

Common AEs

Most common AEs of any grade* Most common maximum Grade 3 or 4 AEsT

Diarrhea 62 I B 58

Nausea

51 I N 5 1

Neutropenia
Neutrophil count decreased

21 I N 2 2
20 e —— 02

Neutropenia 320 | 33 . Diarrhea e

. White blood cell count decreased S5mm6

Alopecia 31 I N 32 Anetila Smm5
Decreased appetite 3 — E— 30 Febrile neutropenia 4mm3
Fatigue 29 I R 31 Decreased appetite 3m2
Vomiting 26 I N 6 Asthenia 3mm3
Anemia 25 I I3 1 Pneumonia 3um3
Neutrophil count decreased 25— — 29 Nausea i
Peripheral sensory neuropathy 200 | —19 Vz::iltgi’rl:; ;::g
Asthenia 20— —15 Weight decreased 213
Pyrexia 20— 5 Hypokalemia 2m2
Abdominal pain 17 I 20 Pulmonary embolism 211

30 10 10 30 50 70 30 10 10 30 50 70

Event rate (%)

B burvalumab + FLOT (n=475)

B Placebo + FLOT (n=469)

Event rate (%)

F!1 94 2F ye 3INIRS 200d2NNBR Ay XBDNEFERSToLRNIAORREY 8 6 O HzZNNEASafatyaNR sisaf SFFticipafdt8iehdzddived af Bastione3 N.
dose of study treatment); one participaint the placebo + FLOT group received a single dose of durvalumab and is, therefodednn the durvalumab + FLOT group for the safety analysis.

ASCO 202%\bstrLBA5S

© 2025 Cornerstone Specialty Network. All rights reserved.



A The addition of durvalumatw neoadjuvant/adjuvant
FLOT could be a new treatment option for patients witl
localized gastric and GEJ cancers

A Significant improvement in EFS (HR: 0.71; 95% C0(B68P Neoadjuvant/adjuvant durvalumab

<.001), consistent across subgroups with Chemotherapy (FLOT) benefits
patients with localized gastric and

A IncreasedpCR 19% vs 7% (OR: 3.08; 95% ClI:-2.63; P <.001)

A EFS benefit was consistent across subgroups and GEJ adenocarcinoma and could be a
geographic regions new treatment option

A Rates of AEs were expected, no new safety concerns
were identified

Not yet FDA approved

A Early OS data trending positive (HR 0.78)
A Final OS analysis pending; 33.9% maturity at interim analysis

cornerstone

specialty network >
© 2025 Cornerstone Specialty Network. All rights reserved.



2025 ASCO Key Studies

GU/ Gl Cancer Other Notable Studies
.

A RAPID REVIEWS A * ATOMIC A *NIVOPOSTOP
A *SERENS A *MATTERHORN A KEYNOTES9
A DESTINBreast09 A DESTINGastric04 A *VERIFY
A DESTINBreast06 A RAPID REVIEWS A RAPID REVIEWS
A ASCENT3 B BANIOVE A DELPHB04
A ASCENU4 A IMforte
A VERITAC A AMPLITUDE A TUXEDG
A INAVO120 A ROSELLA

A CompassHERICR

* Plenary Session
cornerstone
specialty network

© 2025 Cornerstone Specialty Network. All rights reserved.



DESTINGastric04

Does trastuzumadberuxtecan(T-DXd improve
outcomes compared to ramucirumab plus paclitaxel in
patients with HER2+ metastatic gastric or
gastroesophageal junction adenocarcinoma (GC/GEJA) ir
the secondine setting?

On January 15, 2021, the FDA approved faastuzumabderuxtecannxki (Enherty Daiichi Sankyo) for adult
patients with locally advanced or metastatic HER®sitive gastric or gastroesophageal (GEJ) adenocarcinoma
who have received a prior trastuzumalbased regimen based on the phase 2 DESTH43tricO1 trial.

cornerstone
specialty network

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202Rbstr LBA400?



DESTINGastricO4Phase 3 of-DXdvs Ramucirumab +
Paclitaxel in 2L

Study DesigrGlobal, multicenter, randomized, phase 3 trial

Stratified by: HER2 status (IHC 3+ vs 2+/ISH+); geographic
location (Asia [excluding mainland China] vs Wester
Europe vs mainland China/rest of world); time to

progression on 1L therapy (#60 @ 4 me)c T—DXd

6.4 mg/kg Q3W

\4

A HER2+ (IHC 3+ or IHC 2+/I13H+)
GC/GEJA

A HER2 status confirmed locally or
centrally? on a recent biopsy obtained
after progression on trastuzumab

A ECOGPSOor1

A No clinically active CNBetastase$

v

\ 4

RAM +PTX

Primary endpoints Overall Survival (OS)
Scondaryendpoints PFS (INV), Confirmed ORR (INV), DCR (INV), DOR (INV), Safety
Exploratory endpoints PROs

aAsclassified by the 2017 AS@AP guidelines for HER?2 testing in gastroesophageal adenocarch&tutyprotocol originally mandated HER2 status be determined centrally but was la
amended to allow local determinatiofClinicallyactive CNS metastases were defined as being untreated and symptomatic or requiring therapy with corticosteroids or aatitanvul

Patients with clinically inactive CNS metastases could be enréiRéddadministered as 8 mg/kg on days 1 and 150f reack@8cycle and PTX administer@si80 mg/mon days 1, 8, and
15 of 28day cycle.

© 2025 Cornerstone Specialty Network. All rights reserved.



DESTINGastricO4: Phase 3 of0OXdvs Ramucirumab + Paclitay
In 2L

KEY DATA

Baseline characteristics

Age, median (range), years

Male, n
Geographyn

A Asia (exChina)
A Western Europe
A Other*

Race, n

A White
A Black
A Asian
A Other

ECOG PS
A o/
A 2/missing

Primary tumor location n
A Gastric
A GEJ

T-DXd
(n = 246)

63.2 (21.184.1)

187 (76.0%)

57 (23.2%)
140 (56.9%)
49 (19.9%)

116 (47.2%)
0

101 (41.1%)

28 (11.4%)

39.4%/60.2%
0.4%/0%

153 (62.2%)
93 (37.8%)

RAM + PTX
(n = 248)

64.3 (31.987.0)

205 (82.7%)

60 (24.2%)
139 (56.0%)
49 (19.8%)

130 (52.4%)
2 (0.8%)
97 (39.1%)
19 (7.7%)

35.5%/63.7%
0.4%/0.4%

149 (60.1%)
99 (39.9%)

HER2 statug?n
A IHC 2+/ISH+
A IHC 3+

TTP on 1L therapyn
A <6 mo
A xc Y2

Prior treatment with ICIn

Metastatic sites,n
A <2
A xH

Liver metastaseq
Brain metastasean

39 (15.9%)
207 (84.1%)

61 (24.8%)
185 (75.2%)

39 (15.9%)

73 (29.7%)
173 (70.3%)

147 (59.8%)
16 (6.5%)

RAM + PTX

(n =248)

40 (16.1%)
208 (83.9%)

61 (24.6%)
187 (75.4%)

38 (15.3%)

75 (30.2%)
173 (69.8%)

158 (63.7%)
18 (7.3%)

aGtratificationfactor by interactive response therapizocalor central HER2 status.

© 2025 Cornerstone Specialty Network. All rights reserved.



KEY DATA

DESTINGastricO4: Phase 3 of0OXdvs Ramucirumab + Paclitay
In 2L

Primary Endpoint: Overall Survival (OS)

10
83.5%
80— T-DXd Hazard ratio2: 0.70
z mOS: 95% CI, 0.55-0.90
o~ 74.4% 14.7 months P value? = 0.0044
> 57.6%
= 60—
g A 3.3 mo
2
o 40 48.9%
o RAM + PTX 29.0%
(7)) :
o mOS: 'H"—w-o—m, o
20 11.4 months —
13.9%] —h,
0
| | | | | | | 1 | 1 |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Patients still at risk Tlme, months
T-DXd 246 219 185 134 94 65 45 30 21 12 2 1 1 1 0
RAM + PTX 248 204 150 109 76 52 36 18 9 4 3 3 0

© 2025 Cornerstone Specialty Network. All rights reserved.

ASCO 202%\bstrLBA4002



KEY DATA

In 2L

Overall Survival by Subgroups

No. of Events/No. of Patients

0OS, median (95% CI), months

Hazard Ratio (95% ClI)

DESTINGastricO4: Phase 3 of0OXdvs Ramucirumab + Paclitay

T-DXd RAM + PTX T-DXd RAM + PTX .

HER2 IHC status ; -
IHC 2+/ISH+ 17/39 25/40 17.7 (9.1-NE) 7.4 (4.5-10.7) | : O :I 0.35 (0.18-0.66)
IHC 3+ 107/207 117/208 14.4 (11.9-16.4) 13.4 (10.8-16.5) i 0.79 (0.61-1.03)

Geography : 1
Asia (excluding China) 31/57 34/60 14.4 (10.5-19.4) 16.1 (10.8-18.9) | i o ‘I : 0.82 (0.50-1.34)
Westem Europe 67/140 79/139 15.7 (11.9-18.8) 11.1 (8.7-15.5) . ¢ ' 0.62 (0.45-0.86)
Mainland China/ROW 26/49 29/49 14.8 (8.7-NE) 9.7 (7.4-16.0) , ' 0.78 (0.46-1.33)

Time to progression on 1L '
<6 months 38/61 38/61 10.2 (8.1-14.4) 7.3 (5.0-10.1) I | “ | ; l 0.70 (0.45-1.10)
26 months 86/185 104/187 16.3 (13.7-19.4) 13.5 (11.0-17.6) i 0.68 (0.51-0.91)

Age :
<65 years 69/140 75/130 15.7 (12.1-18.1) 11.1(9.6-16.1) ' | ¢ o I :I 0.68 (0.49-0.94)
265 years 55/106 67/118 13.7 (10.5-17.5) 11.5 (8.9-16.6) ' 0.73 (0.51-1.05)

Histologic subtype H
Intestinal 35/69 38/66 16.6 (11.5-20.5) 12.6 (9.9-18.3) | ¢ = : 0.74 (0.47-1.18)
Diffuse 15/25 11/19 9.4 (7.9-16.0) 8.7 (4.6-16.1) ® ' X 0.74 (0.34-1.64)
Others 74/152 93/163 14.7 (11.9-19.4) 11.1(9.2-16.1) —9—; 0.66 (0.49-0.90)

ECOGPS !
0 38/97 45/88 18.1(13.1-27.6) 17.6 (12.6-20.6) |_‘_?| 0.68 (0.44-1.05)
1o0r2 86/149 96/159 13.9 (10.2-16.0) 9.9(7.7-11.4) o I: 0.71 (0.53-0.96)

Primary tumor location -
Gastric 83/153 83/149 11.9(10.1-14.8) 11.4 (9.6-16.1) |"—"'.'" 0.86 (0.64-1.17)
GEJA 41/93 59/99 18.0 (14.7-22.5) 11.5(9.2-16.2) —— : 0.49 (0.33-0.74)

Prior treatment with ICI s
Yes 18/39 24/38 16.3 (10.2-NE) 10.1 (7.4-18.6) g 1 0.59 (0.32-1.10)
No 106/207 118/210 14.4 (11.9-17.5) 12.6 (9.9-16.1) : . I'_._’; ; 0.71 (0.55-0.93)
0.25 0.50 1.00 2.00

Favors T-DXd Favors RAM +PTX

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202%AbstrLBA4002



DESTINGastricO4: Phase 3 of0OXdvs Ramucirumab + Paclitay
In 2L

Key Secondary Endpoints: PFS

100
80— Hazard ratio?: 0.74
95% Cl, 0.59-0.92
* T-DXd :
- P value? = 0.0074
> a mPFS:
3 7 52 6% 6.7 months
(3]
1]
2 ‘M| RAM + PTX IREA
&, mPFS:
T 5.6 months 22.9%
= 20- Hﬂi‘—f_H_._.-
13.6% Tk A ; . Ht ' ‘
0 1 1 1 1 I 1 1 L Ll 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Patients still at risk Time, months
T-DXd 246 173 102 51 30 17 10 7 4 2 1 0
RAM + PTX 248 144 68 25 14 6 5 3 1 1 1 1 0

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202%AbstrLBA4002



DESTINGastricO4: Phase 3 of0Xdvs Ramucirumab + Paclitay
In 2L
PFS by Subgroups

No. of Events/No. of Patients

KEY DATA

H 0,
PFS, median (95% CI), months Hazard Ratio (95% CI)

T-DXd RAM + PTX T-DXd RAM + PTX

HER2 IHC status s
IHC 2+/ISH+ 27/39 27/40 4.4 (3.0-9.7) 3.6 (2.4-5.4) I 192 = 0.64 (0.37-1.11)
IHC 3+ 139/207 129/208 6.7 (5.6-7.1) 5.6 (5.1-6.4) ——: 0.76 (0.60-0.97)

Geography :
Asia (excluding China) 39/57 37/60 6.9 (4.4-10.9) 5.4 (4.0-8.1) I o — 0.74 (0.47-1.16)
Westem Europe 94/140 83/139 5.9 (5.6-6.9) 5.6 (4.8-5.9) —— 0.77 (0.57-1.04)
Mainland China/ROW 33/49 36/49 7.2 (4.2-9.6) 5.6 (4.4-7.0) I — i 0.62 (0.38-1.00)

Time to progression on 1L H
<6 months 49/61 41/61 5.4 (4.0-5.7) 4.2 (2.8-5.0) —e— 0.78 (0.51-1.18)
26 months 117/185 115/187 6.9 (5.9-8.1) 5.6 (5.4-6.6) —o— | 0.72 (0.55-0.93)

Age H
<65 years 96/140 86/130 6.8 (5.7-7.5) 5.6 (4.2-6.4) —o— 0.75 (0.56-1.00)
265 years 70/106 70/118 5.7 (5.3-7.8) 5.6 (4.8-6.5) —o—i 0.72 (0.52-1.01)

Histologic subtype :
Intestinal 47/69 36/66 6.3 (5.1-8.7) 4.9 (4.2-5.6) } — 0.75 (0.48-1.67)
Diffuse 13/25 13/19 6.9 (5.6-14.0) 4.2 (2.6-8.0) } < ! 0.44 (0.20-1.00)
Others 106/152 107/163 6.7 (5.6-7.2) 5.6 (5.3-6.5) |—H 0.78 (0.60-1.02)

ECOG PS '
0 63/97 43/88 6.9 (5.6-8.3) 6.0 (4.4-7.9) |—‘—:—| 0.80 (0.54-1.19)
1or2 103/149 113/159 6.3 (5.1-7.0) 5.5(4.4-5.7) |_H: 0.74 (0.57-0.97)

Primary tumor location !
Gastric 102/153 86/149 5.9 (5.1-7.4) 5.6 (4.4-6.8) '-0—:—' 0.83 (0.62-1.10)
GEJA 64/93 70/99 6.9 (5.7-8.0) 5.5 (4.4-5.8) —— 0.62 (0.44-0.88)

Prior treatment with ICI -
Yes 28/39 27/38 7.2 (4.4-9.6) 5.4 (4.2-8.1) I o——1 0.74 (0.43-1.27)
No 138/207 129/210 6.4 (5.6-7.0) 5.6 (4.8-5.8) i i |—H; i 0.75 (0.59-0.95)

0.25 0.50 1.00 2.00
Favors T-DXd Favors RAM+PTX

© 2025 Cornerstone Specialty Network. All rights reserved.
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DESTINGastricO4: Phase 3 of0OXdvs Ramucirumab + Paclitay
In 2L

KEY DATA

Key Secondary Endpoints: Confirmed ORR and DOR

RAM + PTX
(n = 248)
44.3% 29.1%
Confirmed ORR (95% ClI
onirme (95% CI) (37.850.9) (23.435.3)
A P value 0.0006
A Difference (95% CI) 15.1% (6.124.2)
DOR, median (95% Ciho 7.4 (5.710.1) 5.3 (4.15.7)
DCR (95% ClI) 91.9% (87.795.1) 75.9% (70.681.2)
Confirmed BOR, n
A CR 7 (3.0%) 3 (1.3%)
A PR 97 (41.3%) 66 (27.8%)
A sSD 112 (47.7%) 111 (46.8%)
A PD 13 (5.5%) 22 (9.3%)
A NE 6 (2.6%) 35 (14.8%)

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202%AbstrLBA4002



DESTINGastricO4: Phase 3 of0OXdvs Ramucirumab + Paclitay
In 2L

Exploratory endpoint: PatieiReported Outcomes

Improvement Improvement

\ e EQ-5D-5L VAS FACT-Ga Gastric Cancer

30

Subscale

20 =

N
o
|

-
o
|
—
o
|

Mean Change
from Baseline
Mean Change
from Baseline

25
[S) o
l l

&) -
(=] o o
l 1 |

—e— T-DXd ——RAM +PTX

20 - I
—e— T-DXd —+—RAM + PTX
30 = -30

Worsening I | I ' I ' I ' Worsening T I | I T T | T
o) Q. O O %) ) &) e O Q.. 4
© % Ty R T e h R 0,00 O"’c? 07‘90 O‘D"l" O‘J’}
Nominal Time Point Nominal Time Point

D, day, EQ-50-5L, EuroQol 5-Dmension, 5 Level, FACT.Ga, Functional Assessment of Cancer Therapy-gastne, HRQOL, health-related qualty of Ife, PTX pacitaxel RAM, ramucorumab, T.DXd. trastuzumab deruxtecan, VAS, visual analog scale
*Median treatment duration was 5 4 months with T-DXd and 4 6 months with RAM + PTX *Baseline completion rates for the EQ-S5D-5L VAS and FACT.GA subscale were 98 2% and 99 1%, respectively, inthe T.DXd arm, and 99 5% and 97 5% in the
RAM + PTX arm ‘Results for an arm were no longer considered informative once the number of patients who had the spechied visit dropped below 10%. which occurred after D274 *Defined as a 210 point chanoe from baselne
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DESTINGastricO4: Phase 3 of0OXdvs Ramucirumab + Paclitay
In 2L

KEY DATA

Safety Summary

T-DXd RAM + PTX

(n = 244) (n =233) A Median treatment duration:

Any TEAE, n 244 (100%) 228 (97.9%) o T-DXd5.4mo
A Drug related 227 (93.0%) 213 (91.4%) (range, 0.730.3mo)
DN RS o ¢9! 9a 166 (68.0%) 172 (73.8%) o RAM + PTX4.6mo
A Drug related 122 (50.0%) 126 (54.1%) (range, 0.934.9mo)
Serious TEAES 100 (41.0%) 101 (43.3%)
A Drug related 45 (18.4%) 41 (17.6%) A Similar incidence of the drug
TEAESs associated with dose discontinuation 35 (14.3%) 40 (17.2%) NEfFGSR 3INI RS %o ¢
A Drug related 28 (11.5%) 31 (13.3%) TEAESs, treatment discontinuations,
TEAES associated with dose interruptiom 137 (56.1%) 141 (60.5%) and deaths were observed in the 2
A Drug related 94 (38.5%) 119 (51.1%) ArMS
TEAESs associated with dose reductjon 77 (31.6%) 87 (37.3%)
A Drug related 76 (31.1%) 84 (36.1%)
TEAESs associated with death 22 (9.0%) 35 (15.0%)
A Drug related 4 (1.6%) 2 (0.9%)

aDrugrelated adverse events that were associated with death occurred in 4 patients (1.6%) who recBiMd(Upper gastrointestinal hemorrhage, intestinal obstruction,
sudden death, and death not otherwise specified in 1 patient each) and in 2 patients (0.9% who received RAM + PTXr{getttdo pad ILD in 1 patient each).
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DESTINGastricO4: Phase 3 of0Xdvs Ramucirumab + Paclitay
In 2L

DrugRelated TEAES»@10% of Patients

Fatigue'  4c0 [ N s

KEY DATA

B T-DXd, all grades

Neutropenia 420 [ NETE N T ass o grade 23
Nausea 443 _E-_“-? I RAM + PTX, all grades
Anemia® 311 [ I I ss0 B RAM + PTX, grade 23
Decreased appetite 204 IR 180
Leukopenia* 206 [ ) 223
Thrombocytopenia’® 265 [ECEEEE ) 37
Diarrhea 26 [ AN X 2
Alopecia 242 | N 26 6
Transaminases increased’ 217 [T o4
At ke A Most common drugelated TEAESs
ILD/Pneumonitis oY) 1313 _ _ _
Weight decreased 111 BIREN, 55 with T-_DXdlncIuded fatigue or_AEs of
Constipation T oo [X gastrointestinal or hematologic nature;

Lymphopenia"

102 XN 56

for RAM + PTX, they included fatigue,

Stomatitis' o[ 142 neuropathy, and hematologic AEs
Neuropathy’ 25 [ 202
Epistaxis 16 (I 12,9
Hypertension 0.4 ol 155
60 40 20 0 20 40 60

Patients Experiencing DruBelated TEAES, %

© 2025 Cornerstone Specialty Network. All rights reserved.
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A DESTINGastric04 is the first phase 3 trial of
ENHERTU in HER@sitive advanced gastric cancer

A T-DXddemonstrated a statistically significant and Trastuzumalzleruxtecarshould be

clinically meaningful improvement in OS compared considered as a standard secdntke
with RAM + PTX in patients with HER2+ metastatic

GC/GEJA in the 2L setting

therapy for patients with metastatic
HERZpositive gastric cancer with
A Median OS: 14.7 vs 11do (HR: 0.70P= prior progression on a trastuzumab

0.0044)

A Improvement also noted in PFS, confirmed
ORR, DCR, ambRwith T-DXdvs RAM +PTX

containing regimen

A No new safety signals were reported and patient
reported QoL was maintained

cornerstone

specialty network >
© 2025 Cornerstone Specialty Network. All rights reserved.
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KEY DATA

Study DesignOpenlabel, multicenter, phase 3 study

Stratified by US/Canada vs Europe vs Rest of World
and ECOG PS (Ovs 1)

Select Baseline Characteristics

EC EC + mFOLF&»

Characteristic (n = 236)

(n = 158)

Median age, yr

50 (2684) 60 (2481)

BREAKWATERLencorafenibt+ cetuximab + mFOLFOX6 PSF and updated OS analyse
BRAF V600mEutant metastatic colorectal cancer

SOC
(n=243)

62 (2884)

A 135 xmc &S8FNR 02N ol &SR (range)
on country) ECOG PS, n
A No prior systemic treatment EC (n=158) ) ’ .
it dvel gt A 0 79 (50.0%) 128 (54.2%) 131 (53.9%
A Measurable disease (RECIST A1l 74 (46.8%) 104 (44.1%) 98 (40.3%)
A é‘é?AF V600Ut MERC EC + m2F3CéLFOX6 No. of organs involved*
utant m = »
by local or central (n=236) A XKn 86 (54.4%) 119 (50.4%) 127 (52.3%
laboratory testing A X O 72 (45.6%) 117 (49.6%) 116 (47.7%
A ECOGPSOorl SOC (n=243) Liver metastases* 94 (59.5%) 147 (62.3%) 160 (65.8%
A Adequate bone marrow, :
hepatic, and renal function C,:EA at baseline
pata cutoft: Janvary 6,205 | A KP K I K [ 50 (3L6%) 64 (27.1%) 63 (25.9%)
A >5 ugiL 102 (64.6% 167 (70.8%) 163 (67.1%
Primary endpoint PFS by BICR, ORR by BICR CRP at baseline
Secondary endpointsOS A Xmn Y3k P1(57.6%) 125 (53.0%) 118 (48.6%
A xMn Y3k PBl(38.6%) 105 (44.5%) 108 (44.4%

*Based on blind independent central review

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 202Bbstr LBA3500



KEY DATA

Primary EndpointPFS by BICR

1.0
0.9
0.8 4
g 0.7
o« 06 -
(o]
Z 05+
=
T 04
o EC+mFOLFOX6
4 034 :
0.2 4
0.1 - e
EC
0.0
T T T T T T T T
0 6 12 18 24 30 36 42
_ Time (months)
No. at risk
EC 158 60 24 12 6 3 0
EC+mFOLFOX6 236 156 96 39 16 4 1
SOC 243 100 34 1 3 1 0

EC

N=158
102 (64.6%)

n=236
122 (51.7%)

No. of events, n

Median PFS,
months (95% CI)

EC + mFOLFOX6

6.8 (5.7, 8.3) 12.8 (11.2,15.9

SOC
n=243

132 (54.3%)

7.1 (6.8, 8.5)

Primary EndpointORR by BICR

Confirmed ORR by BICR

BREAKWATERLencorafenibt+ cetuximab + mFOLFOX6, PFS and updated OS analyst
BRAF V600mEutant metastatic colorectal cancer

EC+mFOL

— (95% CI) cORRnN FOX6 NS_(2)§:3
N=236 -
80% 65.7% 3 11 8
(59.4,71.4) CR wow)  @7%)  (3.3%)
45.6% 0
@ 60% 1 (380,533) B .
5 L oR 69 144 83
., 1 [ (43.7%)  (61.0%)  (34.2%)
o <0 57 50 85
0 0 0 0 o 0
20% 1 (36.1%)  (21.2%)  (35.0%)
0% L —
12 8 21
EC EC + mFOLFOX6 SOC PD (7.6%) (3_4%) (8.6%)
BcCR /PR BCR | PR BCcR | PR
EC EC+mFOLFOX6 SOC
N=72 N=155 N=91

TTR, median (range), weeks

DOR,

n

median (95% Cl), months 7.0 (4.2,11.6) 13.9(10.9,18.5) 10.8
truUASyua gAuK | 29 (40.3%) 110 (71.0%) 38
thuASyua sAuk T 5hWoogeh XMy (3480 16

months, n

6.6 (4.31086.4) 7.0(5.1t0103.6) 7.3 (5.4 to 48.0)

(7.6, 13.4)

(41.8%)

(17.6%)

© 2025 Cornerstone Specialty Network. All rights reserved.
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KEY DATA

Secondary Endpoints: Overall Survival

Probability of survival

0.2

0.1 4
0.0

"aHHt+

EC+mFOLFOX6

et EC
HsoC

0 6

No. at risk
EC 158 137
EC+mFOLFOX6 236 216
SOC 243 202

No. of events, n

Median OS, months
(95% CI)

12 18

Time (months)

107 78
182 121
147 64

92 (58.2%)

19.5
(17.6, 22.5)

44 16
48 17
27 9

EC +
MFOLFOX6

n=236
94 (39.8%)

30.3
(21.7, NE)

148 (60.9%)

15.1
(13.7, 17.7)

BREAKWATERILencorafenibt+ cetuximab + mFOLFOX6 PSF and updated OS analyse
BRAF V600mEutant metastatic colorectal cancer

*Sepsis (preferred term).
EC EC + mFOLF&X SOC

Safety Summary

Duration of treatment, median
(range), weeks

(n =153)
27.0

(2.0-153.6)

(n = 232)
49.8
(1.3161.9)

(n = 229)
25.9
(2.0-150.0)

All causality

A TEAE

A Grade 3 or 4 TEAE
A Grade 5 TEAE

A Serious TEAE

Treatmentrelated

149 (97.4%

65 (42.5%)
4 (2.6%)
46 (30.1%)

A TEAE leading to permanent d/c 20 (13.1%)
A TEAE leading to dose reduction 16 (10.5%)
A TEAE leading to dose interrupti 63 (41.2%)

232 (100%)
189 (81.5%)
10 (4.3%)
107 (46.1%)
62 (26.7%)
152 (65.5%)

212 (91.4%)

227 (99.1%
153 (66.8%
10 (4.4%)
89 (38.9%)
40 (17.5%)
124 (54.1%
168 (73.4%

A AE related to any drug 136 (88.9) 232 (100%) 272 (94.%8
A Grade 3 or 4 TREA 24 (15.7%) 177 (76.3%) 134 (58.5%
A Grade 5 0 0 1(0.4)*

||A Serious AE related to any drug 10 (6.5%) 45 (19.4%) 50 (21.8%)

EC + mFOLFOXG6 is practbanging 1L therapy as a new SOC for BRAF
V600Emutant mCRC

On December 20, 2024, 