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OnJanuary 17, 2023he FDA approvedatopotamabderuxtecanrdink (Datroway, Daiichi Sankyo, Inc.), a Tr2qlirected
antibody and topoisomerase inhibitor conjugate, for adult patients witinesectable or metastatic, Hositive, HER2egative
(IHC 0, IHC1+ or IHC2+/KpHreast cancewho have received prior endocridgased therapy and chemotherapy for
unresectable or metastatic disease.

A The TROPIORreast01 trial demonstrated a median PF$.8fmonths (95% Previously Reported Primary Endpoint: PFS by BICR
Cl, 5.77.4) for DateDXdversus4.9 months (95% ClI, 425) for Bt 0 S and S B
chemotherapy iR, 0.6395% ClI, 0.50.76; twosidedP < .0001) B
0.9 ato vs
HR (95% CI) 0.63 (0.52-0.76)
A Median overall survivairiterim analysi$ was comparable between DadXd o Zj P-value <0.0001
and single agent chemotherapy, with no significant statistical difference (1€ ;‘6 el
months (95% CI, 1720.1) versus 18.3 months (95% ClI, 1203%), £ s
respectively 8 04
02_ 0.3 E
A Common adverse effects of DaBXdinclude stomatitis, nausea, fatigue, and sl ’
various hematological and biochemical changes 01 — icc (n=367) : E -
0 T T i t T
0 3 6 9 12 15
A The recommended dose of DaXdis 6 mg/kg with a maximum of 540 il 73;""9"““ f:‘:"°miza“‘;’;‘ ("‘°"t“5’15 )
mg for patients weighing at least 90kgiven once every 3 weeks until T icc 367 205 : '
disease progreSSion or Unacceptable tOXiCity ICC: Investigators choice chemotherapy (eribulin mesylate / vinorelbine / gemcitabine / capecitabine)
COPNGPSIONG .\ |, 5o csmin s ol 62 Mo cov NB 2 8O0 & 0 e 52 NIMBEIEH ABIGEA BN v §
specialty network
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https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-datopotamab-deruxtecan-dlnk-unresectable-or-metastatic-hr-positive-her2-negative-breast

EFFICACY

HR+/HER2

TROPIOMBreastO1 (DateDXd

January 17, 2025or adult patients withunresectable

or metastatic,HRpositive, HER2Z1egative (IHC 0, IHC1;

Indication or IHC2+/ISH breast cancewho have receivegrior

Study Design

endocrinebased therapy and chemotherappr

unresectable or metastatic disease.

Dato-DXd VS TPC

HR+, HER2 negative

IHC O, IHC 1+ or IHC 2+/tSH
1-2 lines of chemotherapy

TROPIGS2 (Sac)

February 3, 2023for patients with unresectable locally
 advanced or metastatic HRositive, HERzegative (IHC
0, IHC 1+ or IHC 2+/ISHbreast cancewho have
received endocrinébased therapy and at least two
additional systemic therapiefn the metastatic setting.

SG VS TPC
HR+, HER2 negative

IHC 0, IHC 1+ or IHC 2+/tSH
2-4 previous lines of chemotherapy

TROPIOMreastOlvs TROPIGB2 vs DESTINBreast04

DESTINBreast04 (IDX0

August 5, 2022for adult patients withunresectable or
metastatic HER2ow (IHC 1+ or IHC 2+/ISHbreast
cancerwho have received prior chemotherapyin the
metastatic setting or developedisease recurrence
during or within six monthsof completing adjuvant
chemotherapy.

T-DXd VS TPC

HR+ HERZow

IHC 1+ or IHC 2+/ISH
1-2 lines of chemotherapy

N with HR+

tumor 365 367 272 271 331 163
Median PFS, 6.9 4.9 55 4.0 10.1 54
months | w1 ® Giob Bt AFd A NN M | w1 ® 10dP Syt MDA NN o HR0.51(0.400.64) P <0.0001
Median OS, OS data nomature 14.4 11.2 23.9 17.5
IS HR0.79(0.650.96)P= 0.02 | wi & irdbm pitc A'dn nHy
ORR, % 36.4% 22.9% 21% 14% 52.9% 16.6%
ESMO 2023. Abstr LBAErdia et al., Future Oncol, (2023) 20(8), 5 WdzBZ b { BN i DIRORMAIONE mIa ® o Modi et al., N Engl J Med. 2022 Jul 7;387(29

Waiting for ENHERTU extension for no prior chemotherapy based on DESTNS | & (1 i1 ¢ X

TPC: physician's choice of chemotherapy (capecitakiitalin, gemcitabine or vinorelbine (TRORi@and TPO1/ paclitaxel, or nggaclitaxel (DB04))
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HR+ Metastatic Breast Cancer: Evolving Ngvemotherapy/ADCTherapeutic Options

1997 H/NMH
Letrozole 9SNRBE AYda b 2049
1977 Fulvestrant+Alpelisib
Tamoxifen 1999 (PIK3CAm)
Exemestane
(B f 2892 ., AamMp
Fulvestrant [ SUNET 21 Sb

My n HNnn 2010 2020

. 2017 HMTHO
Hormonal Therapies: Letrozole+ribociclib 9f I OSa& Gwa

A Selective ER Modulatordamoxifen

2017
. " 2023
A Aromatase Inhibitorg Letrozole, Anastrozole, Exemestane Letrozole+abemaciclib Capivasertib

A Selective ER Degradey§ulvestrant >>Elacestrant (PIK3CAmM, AKTm, PTE
Targeted Therapies: 2024
ey - . - - Inavolisib
A CDK4/6 inhibitorg Palbociclib, Ribociclib, Abemaciclib (PIK3CAMY. 1L Triplet
A PI3K, mTOR, AKT inhibitgraverolimus Alpelisib, Capivasertibh Inavolisib
cornerstone
network
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2024 SABCS Key Studies

HR+ HER2+

Breast Cancer Breast Cancer

wt ! 5a w OlympiA wMARGOT
w5 9 { ¢l MBA: i w Rapid Review WPATINA
wwl LWR wSOASs w Breastimmune)3 wRapid Review
w{h[¢L +1[9b¢Lby  wGeparDouze wneoHIP
w9a. mw w Camrelizumab wNRGBR004
WI[ 9/ ¢ w! w ZEST
w{ 9 w9 !
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Is palbociclib + endocrine therapy (ET) better than
single agent chemotherapy as first line treatment
for HR1mBQ@

The first prospective, randomized, odabel, multicenter, phase |V trial to compare CDK4/6 inhibitor + ET
with standard monechemotherapy +/maintenance ET as firBhe therapy

cornerstone
specialty network
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NI I The PADMA study (NCT03355157; GBG 93) is the first prospective, randomize:
KEY DATA PADMA CI | n|CaI Trlal opentlabel, multicenter, phase IV trial to compare CDK4/6 inhibitor + ET with
standard monechemotherapy +/maintenance ET as firBhe therapy in patients
with highrriskmBCand a chemotherapy indication

Study Design: randomized phase IV trial

9y R2ONAYS NBarxadaqryld ga
ij)\@éz {eYyLizyYriaao da
GFEadraiArdO RA&SIEAS

ﬁ E;:g TeE(inrﬁgnge R Endocrine therapy (ET) +
A Indication for monechemotherapy palbocicib
A No prior treatment for
metastatic/relapsed disease
A No uncontrolled/untreated CNS
metastases
A Life-expectancy >6 months Single agent Chemotherapy (CT) of
N= 150 LIK e a A OA I HED dmain@Fafck Desap

9¢ ALK LI fFaZ GBEOyMNSIG! L 2 NJ
9¢ YIAYUGSYyl yOSHdzAl @ SHEPWMTHY = | L 2 NJ
/[ ¢Y LI Of A G| ESSLOASNIGD: R EAOAAlYF 20NB/E SoxA v S

Primary endpoint:Timeto-treatment failure (TTF) defined as time from randomization to discontinuation of treatment due to disease
LINEINB&aA2y> GNBFGYSY(d G2EAOAGET LI GASYGHiQa LINBFSNBYyOS:T 2NJ
Secondary endpointsProgressioffree survival (PFS), Overall survival (OS), Safety, tolerability, treatment compliance&-inste
subsequent treatment (TFST)
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PADMA Clinical Trial

Baseline Characteristics

Palbociclib + ET ggb?rﬁgﬂ & Cﬁgmﬁrﬁzg b
N=61 - gl
N=59 N=59
Median age in years (range) 63 (42.085.0) 62 (31.680.0) Type of treatment of
LIK@ AAOAl yQa
Postmenopausal status 54 (88.5%) 52 (88.1%) A Capecitabine n i dion
Liver metastases 28 (45.9%) 22 (37.3%) A Paclitaxel M TH D0
_ _ A Vinorelbine MR T0
Endocrine resistant* 17 (27.9%) 21 (35.6%) : :
ReceivedET maintenance N D
Metastasis at initial diagnosis 20 (33.3%) 24 (40.7%) post CT M @H H_*huil
Prior (neo)adjuvant CT 29 (47.5%) 25 (42.4%) Type of ET**
o A Aromatase inhibitor 48 (77.4%) 9 (15.5%)
Pathogenic variants (tissue)*** A Fulvestrant 14 (22.6%) 1 (1.7%)
A PIK3CA 11 (18'0%) 16 (27'1%) *one patient randomized to Glhased arm received palbociclib + ET.
A BRCA1/2 3 (4.9%) 4 (6.8%) **pre - or perimenopausal women receiving Alfalvestrantrequired GnRH

A ESR1 1 (1.6%) 1 (1.7%) analogue or ovarian ablation

* Endocrine resistant = relapse on or within 12 months of end of adjuvant ET
** From metastasis (N=47), otherwise if available from initial diagnosis (N=24)
*** Tested in 81 patients.

© 2025 Cornerstone Specialty Network. All rights reserved.



PADMA Clinical Trial

Primary Endpoint: TirA®-treatment failure (TTF)

N  Cbased

N=61

Regimen
N=59

100% =
90% -
80% =
70% =
60% -
0% —preeeeees R : HR: 0.460.31¢ 0.69) p<0.001
40% = : 5
30% -
20% =
10% : : .

D% l I .I 1 I L - Ll I
0 6 12 18 24 30 36 42 48

TTF events, N (%) 45 (73.8%) 55 (93.2%)
Median *TTF months 17.2 6.1

Median followup of 36.8 (range-74.4) months

Treatment-failure-free Rate (%)

—— (T based 59 31 10 6 5 3 2 1 1
—— Palbociclib+ET 61 41 30 26 21 13 8 6 2

TTF, months ) .
*Time-to-treatment failure (TTF)

© 2025 Cornerstone Specialty Network. All rights reserved.



PADMA Clinical Trial

Secondary Endpoint: PFS

Progression-Free Survival Rate (%)

0 6 12 18 24 30 36 42 48
—— CT based 59 35 13 7 6 3 2 1 1

— Palbociclib+ET 61 43 32 27 23 15 8 6 3
PFS, months

CTbased
Regimen
N=59

Palbociclib + ET

N=61

PFS events, N (%) 40 (65.6%) 50 (84.7%)
Median PFS months 18.7 7.8

HR 0.485% ClI (0.29.70), p<0.001

Secondary Endpoint: OS

Overall Survival Rate (%)

0 6 12 18 24 30 36 42 48
— CT based 59 52 42 29 25 16 15 7 3

—— Palbociclib+ET 61 52 42 37 33 25 19 15 9
Overall Survival, months

CTbased
Regimen
N=59

Palbociclib + ET

N=61

OS events, N (%) 25 (41.0%) 24 (40.7%)
Median OS months 46.1 36.8

© 2025 Cornerstone Specialty Network. All rights reserved.



A Significant and clinically meaningful improvement
In time to treatment failure (TTF) and progression
free survival (PFS) for palbociclib plus endocrine
therapy (ET) vs single agaitemotherapy (with or PADMA solidifies the approac
without ET) in the 1L setting endocrine therapy with a CDK4

single agent chemotherapy) as

A Median TTF 17.2 6.1 ths : HR 0.46, 95% C )
edian VS D2 MOMNS ° of care in 1L HR+/HERABCs

(0.31:0.69), p<0.001

A Median PFS 18.7 vs 7.8 months: HR 0.45, 95% C
(0.290.70), p<0.001

cornerstone

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



2024 SABCS Key Studies

HR+ HER2+

HERZ2and Triple

Negative Breast Cance

Breast Cancer Breast Cancer

w PADMA w OlympiA wWPATINA
w DESTINBreast06 w Rapid Review wRapid Review
w Rapid Review @ Breastimmune)3 wneoHIP
w SOLTI VALENTINE w GeparDouze wMARGOT
« EMBER w Camrelizumab wNRGBR004
w ELECTRA w ZEST
© SERENA
cornerstone
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DESTINBreastO6 Clinical Trial

Does the duration of prior endocrine therapy (ET),
disease burden, or subsequent treatment impact
the benefit of Trastuzumadieruxtecams next line
of treatment after ET?

Data from DESTINBfeast06

cornerstone
specialty network
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KEY DATA DESTINBreast06: original study design

Study Desigmandomized, multicenter, opelabel Phase 3 study

Stratified by Prior CDK4/6i use (yes vs no); HER2 expression
LI/ wmb @& LI/ ubkL{Ilb @& LI/ n gAGK YSYONIXyS ai
Priortaxanein the nonmetastatic setting (yes vs no)

A HR+mBC _ _
A HERZ 26 oLI/ wmb 2NJ-ulttalbw HbkL{ | b0 T-DXd Primary endpoints
(IHC 0 with membrane staining)* A PFS (BICR) in HEB®
A Chemptherapy naive in theBCsettlng 5.4 mg/kg q3W Key secondary endpoints
A Prior lines of therapy A PFS (BICR) in ITT (HER2+
A xn f A y+Saigetédfherdpy fomBC (N=436) ultralow)
OR A 0OSin HERRwW
A 1 line formBCAND : A OItSP " ITT (HERRW +
At NPEINBaAaA2Y Xc Y2yiiKe TPC AN B
line ET + CDK4/6i
OR Options: capecitabine,
A WSOddINNBYOS XHn Y2y UuKa nab-paclitaxel, paclitaxel

adjuvant ET
(n=430)

(HERZLow = 713; HER#tralow = 153)

*Study enroliment was based arentral HER2 testinddER2 status was determined based on the most recent evaluable HER2 IHC sample prior to randomizatitrald&@R&s defin® | & FlL Ay G LI NIAFE YSYo NI
Gidzy2NJ OStta ol taz 1-yidéwstalusias determines per IRE dRE (nétd: &fisacy analyses in the-tlERR £ 2 6 & dz0 INB dzZL) 6 SNB o6+ aSR 2y yrI'mpuw & RSGSNN¥YAYSR
separately BICR, blinded independent central review; CDK4/6i, eyependent kinase 4/6 inhibitor; DOR, duration of resporiSE; endocrine therapy; HER2, human epidermal growth factor receptor 2; HR+, hormone rguegitve;

IHC, immunohistochemisti iR T, interactive response technology; ISH, in situ hybridization; ITT, ftetéreat; mBG metastatic breast cancer; ORR, objective response rate; OS, overall survival; PD, progressive
disease; PFS, progressiivee survival B\, every 3 weeks; R, randomizationDKd trastuzumalderuxtecan TPC, chemotherapy

dNBFdYSyid 2F LKearOAlyQa Data Cut Off: March 18, 202«

OK2AOS
© 2025 Cornerstone Specialty Network. All rights reserved.



DESTINBreast06: Previously Reported Overall Study PFS De

ASCO 2024 (N Engl J Med. Dec. 2024): PFS inlsaRihd PFS In ITT (HER®v and HERPItralow)

. - : Key Secondary Endpoint: PES (BICR) in ITT
Primary Endpoint: PFS (BICR) in HER? Both HERZ2ow and ultralow
) Hazard ratio 0.62 | Hazard ratio 0.63
08- 95% Cl 0.51-0.74 084 95% C10.53-0.75
T.DXd P<0.0001* 1-DXd P<0.0001*
06 06+ mPFS: 13.2mo

Probability of PFS
Probability of PFS

04 TPC M 04+ TPC
02 0.2

t, 5
0 T T T T T T T T T T T T 1 0 T I T T T T T T T T 1
0 3 6 9 12 15 18 b 2% 7 30 i) % (] 0 3 6 9 12 15 18 2 2 a 30 3 % 39
o Time from randomization (months) — Time from randomization (months)
0. at nsi
o 359 310 %5 213 163 131 /) 49 28 17 10 6 1 0 Toxd 436 375 319 258 199 156 8 56 3 2 1 6 1 0
o 34 254 19 118 85 6 7 19 10 6 5 1 1 0 TR 430 306 24 142 103 79 44 25 3 7 2 1 1 0

(HERZ.ow: n= 713; HER&tralow: n= 153)

_ _ D ff: March 18, 202¢
© 2025 Cornerstone Specialty Network. All rights reserved. ata Cut O arch 18, 20



KEY DATA DESTINBreast06: new data at SABCS 2024
PFStoT-DXdvs TPC (physiciands chemo choice) by tim
CDK4/6i
<6-mo 1L TTP* 6-12-mo 1L TTP* >12-mo 1L TTP*
10- 1.0 5 1.0- ‘
Hazard ratio 0.38t Hazard ratio 0.691 Hazard ratio 0.671
p 08- 95% CI 0.25, 0.59 o 087 95% C10.43, 1.12 2 0.8- 95% Cl 0.51, 0.88
o L -
% 064 T-DXd (n=65 o 064 T-DXd (n=60) g 0.6 T-DXd (n=168)
R e it mPES: 1(:0 n)m % """" mPFS: 13.2 mo % """" mPFS: 12.9 mo
8 ° A6.3mo : & A4.7mo
RER [ TRC (n=59) LR TPC (n=52) R Rl TPC (n=166)
mPFS: 6.5 mo mPFS: 6.9 mo 00 mPFS: 8.2 mo
0.0 | - | ; | | | | | | ! : | 0.0 ; I T T T T T T I T I 1 1 . 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 0 3 6 9 1215 18 21 24 27 30 33 36 9 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time from randomization (mo) Time from randomization (mo) Time from randomization (mo)
Number at risk Number at risk Number at risk
3 TDXd 60 50 38 31 28 20 9 6 3 1 1 0O T-DXd 168 146 125 94 74 59 28 17 11 6 2 1 0
%P:d 'fj ﬂ fg ‘E 33 {5 1:2 E ?] 13 g TPC E3 34 21 11 8 7T B 3 41 0 0 D TPC 166 114 86 62 44 33 14 8 6 2 0 0 0
Feet ylfedrd AYyOfdRSR ptna LIGASYda 6AGK t5 2y LINRA 2QWMene pstingated fism dnfuinsmakfiediCoxcpmportional 2
KFETFNRa Y2RSET 4SYR2ONAYS NBaAa&E$IMOGEanted Bréast dalcBr gudelings.y dSa G A I G2NER LISNI pdK 9{h

. _ D ff: March 18, 202¢
© 2025 Cornerstone Specialty Network. All rights reserved. ata Cut O arch 18, 20



DESTINBreast06: new data at SABCS 2024

PFS to T-DXd vs TPC by type of endocrine resistance (13¥ or 22V) to prior ET

Primary endocrine resistance:
relapse in the first 2 years of adjuvant ET, or
<6moof 1L ET fomBC

T-DXd(n=128) TPC (n=140)
MPFSmMo (95% Cl) 12.4(10.3, 15.2) 6.6 (5.4, 7.4)
PFS hazard ratio (95% CI 0.57(0.42, 0.77)

Secondary (acquired) endocrine resistance:
relapse after the first 2 years on adjuvant ET
relapse within 12no of completing adjuvant
ET, or PD >@o after initiating ET fomBC

T-DXd(n=308) TPC (n=288)

13.2(12.0, 15.5) 9.5 (8.0, 11.1)

0.68(0.55, 0.84)

T-DXdbenefit evident for either primary or secondary endocrine resistance

Data Cut Off: March 18, 202«

© 2025 Cornerstone Specialty Network. All rights reserved.



DESTINBreastos: new data at SABCS 2024

ORR and DOR to T-DXd vs TPC by time to progression on 1L ET + CDK4/61 and endocrine
resistance

Confirmed ORR (BICR), % Median DOR, mo

<6-mo 1L TTP

Time to

>12-mo 1L TTP

Primary endocrine resistance*

Type of Endocrine
resistance
Secondary endocrine resistance*

*Primary endocrine resistanceras defined as relapse in the first 2 years of adjuvant ET, or R eb1L ET fomBC
Secondary (acquired) endocrine resistanmas defined as relapse after the first 2 years on adjuvant ET, or relapse witmia df2Zcompleting adjuvant ET, or PD m6 after initiating ET fomBC

D ff: March 18, 202«
© 2025 Cornerstone Specialty Network. All rights reserved. ata Cut O arch 18, 20



DESTINBreastos: new data at SABCS 2024

PFS by measures of disease burden (number and location) of mets

<3 Sites at Baseline xo {A0S& a4 . I &as
PFS Chemotherapy Chemotherapy
(n = 180) (n = 250)
Median PFSmo 15.3 8.4 11.4 7.2
HR (95% Cl) 0.55(0.420.72) 0.71(0.57-0.89)
mPFS, mo (95% CI)
T-DXd TPC Hazard ratio (95% CI)
Liver metastases
Yes (n=579) 12.2 (10.4, 13.5) 7.0 (6.4, 8.1) H@H 0.59 (0.48, 0.72)
No (n=287) 16.5(13.2, 19.4) 11.3 (8.3, 15.2) —e—| 0.70 (0.51, 0.96)

Visceral disease

Yes (n=740) 13.1(11.1, 15.1) 7.9 (6.9. 8.5) HEH 0.65 (0.55, 0.78)
No (n=126) 23.3 (13.1, NE) 11.3 (6.9, 15.7) —— 0.51 (0.30, 0.85)
1 1 I I
025 05 1 2
=i} -
Favors T-DXd Favors TPC
"Exploratory posthoc analyses Data Cut Off: March 18, 2024

© 2025 Cornerstone Specialty Network. All rights reserved.



DESTINBreast06: new data at SABCS 2024

PFS2 in the overall ITT population

10 ITT population (N=866) — * PFS2: second progressifree survival /
_ Hazard ratio 062 time from randomization to second
08 T-DXd (n=436) 95% C10.52, 0.74 .
MPFS2: 203 mo P<0.0001 progression or death
0.6

04 Of patients who received immediate pest

W discontinuation therapy (n=608) after either
02 | M T-DXdor TPC, regimens include:
y A Chemotherapy (66.7%)
D3 6 3 o B @8 ¥ % T N B B B4 A Endocrinebased therapy (26.0%)

Probability of event-free survival

Number at ik Time from randomization (mo) A Another ADC (7.8%)
I A I R Y Y Y
PG B0 M % M o 1 1 6 & % 2 6 2 0 0 A Targeted therapy alone (2.5%)
UGKS KIFEITFNR NXdA2 YR AGa /L 6SNB SaidAYIFIGSR FNRY |y dzyaid N

ADC, antibodylrug conjugate; Cl, confidence interval; ET, endocrine therapy; ITT,-totérdat; mo, months; (m)PFS2, (median) second progresBiem survival / time from randomization to second progression or
death; FTDXd trastuzumatderuxteca® ¢t / X LIK@&AAOAlIyQa OK2AO0S 2F OKSY2UGKSNILRT ¢¢txX GAYS (2 LINRPINBaarzy

_ _ D ff: March 18, 202¢
© 2025 Cornerstone Specialty Network. All rights reserved. ata Cut O arch 18, 20



A T-DXddemonstrated a clinically meaningful benefit vs
TPC overall and regardless of TTP on 1L ET + CDK4/6

Data suggest that trastuzumab
deruxtecarncan be an effective new

A Hficacyoutcomes were noted both in patients with

primaryor secondary endocrine resistance treatment Opthﬂ for patlents Wlth_ HR+
HERZAow/ultralow for all populations
A T-DXddemonstrated efficacy regardless of disease evaluated
burden, with effi Iso i tients with low di L : :
bE:diz W ETEaty aiS0 T patienis With oW Isease New guidelines needed to potentially include HEF

low and HERZ2 ultralow definitions

A Time to second tumor progression was also greater for No FDA approval yet for this population
patients randomized to-DXD vs TPC independent of
subsequentreatment given

cornerstone

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



SABCS 2024: RAPID REVIEW

ELECTRA

SOLTI EMBERS
VALENTINE (targeting ER,

(targeting HER3) ESR1)

SERENA

(targeting ER,
ESR1)

(targeting ER,
ESR1)

cornerstone
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s neoadjuvant HER3Xd alone or in combination with letrozole provide
KEWPDATE SOLTI VALENTI I\Tﬁefit for highrisk HR+/HER2arly BC? Primary results of the randomized
phase Il SOLTI VALENTINE trial

Study designParallel, randomized, necomparative, operabel, phase Il trial
Baseline Cycle 2, Day 1 Surgery

Surgery tissue

Biopsy or archival Biopsy on treatment collection

tissue

A Pre- and postmenopausal

women, or men HER3DXd
A Primary operable breast Stratified 5.6 mg/kg g21d x 6 cycles

Ol yOSNI xm OY dyéxilag w |- S
A HR+/HERRegative nodal U
AYAcT xHmE:F FyRKENI KA IK R pCR
genomic risk (gene R2§ R HER3DXd + Letrozole
signature) ( _ . 5.6 mg/kg g21d x 6 cycles Sl Follow up
A No prior treatment for the + letrozole 2.5mg QD +OFS E > years
breast cancer R
Aé\é?,':za EI:FS ;i:ﬁgtgi‘ sgéy Standard Multragent Chemotherapy [ib%
EC or AC ql14d or g21d x 4 cycles
(N = 120) followed by weekly paclitaxel

80mg/m2 x 12 weeks

Primary endpoints Rate ofpCR(ypTO/is ypNO) at surgery
Secondary endpointSORRCelTllscore change, Ki67 drop, PAM50, ROR; Safety

SABCS 202A4bstrLBA6 © 2025 Cornerstone Specialty Network. All rights reserved.



s neoadjuvant HER3Xd alone or in combination with letrozole provide
KEWPDATE SOLTI VALENTI I\Tﬁefit for highrisk HR+/HER2arly BC?

PCRand ORR rates

pC R HER3DXd HERZDXd + N&lElpleliglelr=Te)Y ORR HER3DXd HER3DXd + N&lElpleliglelr=Te)Y
(n=50) LET (n=48) (n=24) (n=50) LET (n=48) (n=24)
pCRrate, n (%) 2 (4.0%) 1 (2.1%) 1 (4.2%)
(95% CI) (0.513.7) (0.2:11.1) (0.1:21.1) ORR, n (%) 35(70.0%) 39(81.3%) 17(70.8%)
(95% CI) (55.4-82.1) (67.491.1) (48.987.4)
PD, n (%) 0 1 (2.1%) 1 (4.2%)
Treatment arm
; |
W 04 : |
5 n Ill I |I||l| ‘m HERS DX Lotozel
5 g B Chemotherapy
TI: E L0 desresssmsssssmsssssssssssssssssssssssssssss s 8 | el AR R RN BR R R - . Overall Response
28 *CR
E g 8 PR
E,g ] gg
g - o NE
E- cT stage cM stage
& o TH o N1
e T2 N2
o T3 N3
4004 *T4
Overall Rasmnse L L ] SRR RN RRR RN RN RN RN RN RN R RN RN AR RRRRRRRRRRRRRRRRRRRRRRRR R AR D
Eﬁ :ggg S0000000000000000800000000000000000000800000000000000000000000000000000000000000000000000000000000000000000000000800000000
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s neoadjuvant HERBXd alone or in combination with letrozole provide
GOSN SOLTI VALENTINES o8 P

efit for highrisk HR+/HER2arly BC?
HER3-DXd
N=50

Ki67 change

HER3-DXd + LET Chemotherapy
N=48 N=24

100 100 100
75 75 75 k -18.69
k -15.38 P=0.001
P<0.00001
k-14.94 k -33.07
50 P:0001 ® a0 P<00001 50
. R k -6.99
E— . P=0.281
o 25 Kk -4.61 2
| ‘ P=0.008 ‘
| | *
. |
N=46 N=38 N =34 0 - e N=36 v N=23 N=18 N=12
Baseline C2D1 Surgery Baseline C2D1 Surgery Baseline C2D1 Surgery
Ki67 drop

Kié7 change between baseline and C2D1

The following changes were also observed in HER@ and HERBXd + LET arms: A *meanchange  —'median
A Significant change inCelTllscore from baseline to C2D1 and from baseline to surgery.
A Association of €elTllchange from baseline to C2D1 with radiological response.

*CelTILA combined score based on tumor cellularity andor-infiltrating lymphocytes (TILS)

© 2025 Cornerstone Specialty Network. All rights reserved.



s neoadjuvant HER3Xd alone or in combination with letrozole provide
KEWPDATE SOLTI VALENTI Iﬁﬁefit for highrisk HR+/HER2arly BC?

HER2DXd +
Safety HI(EnR_35%>)<d LET
- (n=48)
All treatment-related AEs (TRAES) Summary
Any grade 48 (96.0%) 47 (97.9%) 23 (95.8%) ComparablgpCRrates and ORR with
HER3DXd with or without letrozole
DN} RS xo 7 (14.0%) 7 (14.6) 11 (45.8%) versus multtagent chemotherapy
Treatment reduction (any) 3 (6.0%) 4 (8.3%) 9 (37.5%) [ 2 0 SNJ A y OARS y OS 2 7%
related AEs, reduced rated of dose
Treatment interruptions (any) 6 (12.0%) 2 (4.2%) 12 (50.0%) reductions, interruptions and

discontinuation with HER3Xd

Treatment discontinuation (any) 0 2 (4.2%) 2 (8.3%)

© 2025 Cornerstone Specialty Network. All rights reserved.



SABCS 2024: RAPID REVIEWS

EMBER ELECTRAg SERENA
VALENTINL (targeting ER, (targeting ER, (targeting ER,
(targeting HER3) ESR1) ESR1) ESR1)
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Selective Estrogen Receptor Degrader
ImluneStrant(L”Iy) Breast cancer cell

Cytoplasm
b ““'llllll...‘ ! ;

. . £ 4 o* *, Ak e
Imlunestrant |S an Oral Iy ava.llable \ IIIIIIIII* ’/‘ EEsssasssnsswssnneussnwnns® ‘ ’.IIIII’ & I CERI
SERD that Su ppresses eStrogen ey --n--ll........'....-"‘.glllllllll-ll-l-llllll---" A TTTTTTTETTTTT =
signaling and subsequently Imtunestrant ‘ | |
inhibits cell proliferation in ER o U PO o [, SR
expressing tumor models. ‘o G Bemel 2B By

| T
Selective ER Degraddmlunestrant : degradation
Molecule Information | Lilly Oncolog
Wild-type ER Mutant ER '
References L ) ¥ X s . ‘g ................::i:‘ebar;ne

Bhagwat SV, et al. Cancer Res. 2021;81(13_Suppl):1236.

VandeKoppléM, et al. ESMO Open. 2023;8(1_Suppl):19.

Patel HKBihaniT.Pharmacolrher. 2018;186:124.

JeselsohmR, et al. Clin Cancer Res. 2014;20(7):A757 . Ny £

TecalceCruz AC, et al. Cell Signal. 2017;34122. iy o ot Imlunestrant blocks

Lee HR, et al. Int J Mol Med. 2012;29:838. o ER-dependent activity and degradation of wild-type
transcriptional and mutant ER suppress tumor growth

activity T T
R
-~ ,"'

e
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https://www.lillyoncologypipeline.com/molecule/selective-er-degrader/
https://www.lillyoncologypipeline.com/molecule/selective-er-degrader/

Does imlunestrant (an oral SERD) as a monotherapy or combined with abemaciclib provid
KEYUPDATE EM BEFB benefit for patients with ER+, HER2Ivanced BC pretreated with endocrine therapy?

Study designRandomized, phase llI trial Primary Endpoints: A vs Bimlunestrantvs SOC ET
PFS in patients with ESR1m

Stratif?ed by: Prior |m|uneStI‘ant SOC ET
Viscoral metauiases. PFS by Investigator (n = 138) (n = 118)
(Y/N), Region
A ER+. HERIBC Imlunestrant No. of events 109 102

A Men and Pre/Post 400 mg QD mPFS, mo (95% Cl)  55(3.97.4)  3.8(3.7-5.5)
menopausal women 0.62(0.460.82)
A Prior therapy. . : .
A Adjuvant Recurrence Std of Care ET HR (35% Cl) P <0.001
on or within 12
months of completion 1 Fulvestrant or

of Al+ CDKA4/6i Exemestane*
A ABC Progression on
first-line Alx CDK4/6i

Primary Endpoints: A vs Bmlunestrantvs SOC ET

A No other therapy fomBC Imlunestrant ; :
feaa 400 mg QD + PFS in all patients
abemaciclib Imlunestrant SoC ET
PFS by Investigator (n =331) (n =330)
*98% treated: Fulvestrant 88%; Exemestane 10%
o dooints| _ 4 PES f No. of events 237 253
rimary endpoints Investigatorassesse or
AVeBIn paﬁ’ients e Ean MPFSmMo (95% CI)  5.56 (5.37.3) 5.5 (4.65.6)
wAVvsBin all patients 0 0.87 (0.721.04)
wCvsAin all patients R (ERE ), P <0.12
Secondary endpointsOS, PFS by BICR, and ORR, Safety Note: Did not reach significance

Exploratory EndpointsPFS and OS for C vs B in all patients
© 2025 Cornerstone Specialty Network. All rights reserved.



Does imlunestrant (an oral SERD) as a monotherapy or combined with abemaciclib provid
KEYUPDATE EM BEFB benefit for patients with ER+, HER2Ivanced BC pretreated with endocrine therapy?

PFS by subgroup in patients with ESR1m: A vBrBunestrantvs SOC ET
Imlunestrant ~ SOC ET

Subgroup No. of Events(Total No. Hazard Ratio (35% Cl) Interaction p-value
Visceral metastasis No 39/54 4251 —— 0.51(0.32,079) 0,612
Yes 70/64 60/67 —— 068 (047,0.9)
Previous CDK4/6 inhibitor No 29145 31133 —— 042(0.25,0.72) 0.246 Summary of Avs B:
Yes 8093 71185 —— 072 (0.52, 1.01)
5972 48057 062 (0.41,0.93) 0.732 ImluneStrantmonOtherapv
PI3K pathway mutation status Detected —— 62(041,0. : . B
P Not celcle TS —— 061 (041, 091) significantly improved PFS vs std of
0 13 care ET in patients with ESR1m but
*Favorslmlunestram Favors SOCET F did not reach Significance In the

overall population; Imlunestrant

Secondary EndpointA vs BORR for all patients and ESR1m status monotherapy may provide armral

Al Patients _ Patients targeted therapy option with a
50 - Patients with ESRTm without ESRTm :
generally favorable safety profile
40
< 304
£ 201 12% 14%

0
@-16) 8% (8-21)  gos 1% g9

(6-16)
10 (5-12) (2-13) (4-13)
1. B = 1B Note: OS data are immature

© 2025 Cornerstone Specialty Network. All rights reserved.




Does imlunestrant (an oral SERD) as a monotherapy or combined with abemaciclib provid
KEYUPDATE EM BEFB benefit for patients with ER+, HER2Ivanced BC pretreated with endocrine therapy?

Primary Endpoint: Arm C vs - Amlunestrant+ Abemaciclib venlunestrant
PFS in ALL patients

Imlunestrant + Imlunestrant
PFS by Investigator Abemaciclib (n = 213) (n =213)
No. of events 114 149
MPFSmMo (95% Cl 9.4(7.511.9 55(3.85.6
Smo (95% Cl) ( ) ( ) Summary of C vs:A
HR (95% CI) 0.57(0.440.73) P <.001
Imlunestrantin combination with abemaciclib
PFS by subgrougirm C vs A Imlunestrant+ Abemaciclib venlunestrant significantly improved PFS vsilunestrant monotherapy
Imlunastrant + abemaciclib Imlunestrant regardless Of ESle StatumluneStrantWIth
Subgroup No.of Events/TotalNo. ~ Hazard Ratio (35% CI Interaction p-value abemaciclib may provide aall-oral therapy option
Previous COKA nhiitr No W 4 —— 000812 0066 b2 &S0i C5! | LIWINRPISRXRIF UL
1es L 4 ) regulatory health authorities globally
ESR1 mutation status Detected 36167 71192 —— 053(0.95,080) 0574
Notdeected 781146 78121 —— 059(043,08)
PIBK pathway mutation status~ Detected 55188 T84 —— 081042087 082
Not detected 53109 13112 L8 0.55(0.39,0.79)
025 05 1 Z

Favors Imlunestrant + abemacicib ~ Favors Imlunestrant
© 2025 Cornerstone Specialty Network. All rights reserved.
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Elacestranf ORSERDU®) (Menarini)
Mechanism of Disease and Mechanism of Action

ESR1 wild-type ESRI-mutated
estrogen receptor SERM estrogen receptor
S,

/ fulvestrant

ESRIm emergesl é
Binding pocket

SERMs and fulvestrant bind to ESRI wild-type SERMs* and fulvestrant have decreased binding
A Demonstrate d n vitroandin vivoantitumor aCt|V|ty, estrogen receptors to inhibit cancer growth aoffinity (30-40 fold) for ESRI-mutated receptors

. . . . . Clinical significance has not been definitively established.
including in cells resistant foilvestrantand a CDKA4/6i, i y
and cells with ESR1 mutatidns A Hacestranthas strong binding affinity for ESRiutated receptors

A An ER antagonist that binds to-BRh&

A Binds to the mutated ESR1 receptor, resulting in receptor

A Inhibited 17 -estradiotmediated cell proliferation at . . -
degradation and antitumor activity

concentrations inducing degradation of-&Rha
protein mediated through the proteasomal pathway in,
ER+/HERDreast cancer cells

EfSRl-mutatec: dReceg'rct)_r
esirogen recepror egraaarion
A Does not target the PI3BK/AKT/mTOR pathtfay / e W

—

Clinical significance is unknown.

References: 1Brett JO, Spring LNBardiaA, Wander SA. ESR1 mutation as an emerging clinical biomarker in metastatic hormone ngasititer breast canceBreast Cancer Re3021;23(1):852. Bihani
T, Patel HK, Arlt H, et &llacestran{RAD1901), a selective estrogen receptor degrader (SERD), has antitumor activity in multiple ER+ breast canderipatidenograft modelsClin Cancer Res
co r ne rs tone 2017;23(16):4793804.3. BihaniT, Patel HK, Arlt H, et &lacestranfRAD1901), a selective estrogen receptor degrader (SERD), has antitumor activity in multiple ER+ breast canderipatient
: L xenograft modelsClin Cancer Re2017;23(16):4793804 [supplementary appendi¥}. ORSERDU [prescribing information]. New YorkSkévnlineTherapeutics, Inc., a Menarini Group Company,
spec:aﬂy 2023.5. BardiaA, AftimosP,BihaniT, et al. EMERALD: phase Il triadlatestranfRAD1901) vs endocrine therapy for previously treated ER+ advanced breast Eataer Oncol2019;15(28):3209
3218.6. Patel HKBihaniT. Selective estrogen receptor modulators (SERMs) and selective estrogen receptor degraders (SERDSs) in cancePtiaatmaenilher 2018;186:124.



Doeselacestrantin combinationbenefit patients with ER+, HERRZIvanced or
KEWPDATE E L E CT RA metastatic breast cancer

Results
mPF3n efficacyevaluable patients from ELECTRA Phase 1b

Elacestrantt Abemaciclib (95% CI)
All patients 27 8.7 (6.1¢ 16.6)
A Prior ET + CDKA4/6i 24 8.7 (6.1¢ 16.6)
A ESRImutated tumors 11 8.7 (2.0¢ NC)
A ESRImutation not detected 12 7.2 (1.9¢ NC)
AtNA2N 9¢b /5YnKcA XxMH Y2y id&Ka 16.6 (7.5¢ NC)
Dose Level
A ElacestranB45 mg QD + Abemaciclib 150 mg BID (RP2D)L2 8.7 (7.2¢ NC)
A ElacestranB45 mg QD + Abemaciclib 100 mg BID 7 7.5 (1.9¢NC)
A Elacestran258 mg QD + Abemaciclib 100 mg BID 8 8.4 (1.7¢ 17.3)

NC, not calculable

Early results, small n but some indication of efficacy in patients who have received a prior CDK4/6i
a2zNB (G2 02YSX

© 2025 Cornerstone Specialty Network. All rights reserved.
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SERENA: Camizestran{AZ)

A nextgeneration SERD for the treatment of ER+
breast cancer, acting as a pure ER antagonist and

selective ERdegrader.

[ ' YAT S @écNdnigmiofaction stops the
transcription of ER target genes in wilge (blue)
and mutant (green) ERimpairing tumor cell

proliferation.

Other signaling pathways are essentiaBRfbreast cancer proliferation and survival, and contribute to
mechanisms of endocrine therapy resistance, including CDK4/6 and PI3K/AKT/mTOR pathways. Inhibitors
of these signaling axes are currently approved targeted therapigsglimusandalpelisi) or under
investigation (e.g¢apivasertih. , P < 0.05;, P < 0.005; , P < 0.0005. Cédtijzestrant CAPI,

capivasertibh CDK, cyclidependent kinase; CoA, cytochrome C oxidase assembly; Del, deletion; E2,
estradiol; E2F, E2F transcription factor; ERE, estrogen response elementiuitgs¥ant m, mutated;

MET, metastatic; PALBO, palbociclib; PRIM, primary; RB1, retinoblastoma gene; TGI, tumor growth
inhibition.

Cancer Res. 2023 Sep 19;83(23):39894

@ Wild-type
D LBD-activating mutation

e Proteasome

@ Estradiol (E2)

Growth ®e2°
factors

-WSK
Alpelisib —

(PI3Ka specicifc) l

Capivasertib ——

Everolimus ——

Survival and
proliferation

Palbociclib
Abemaciclib

Camizestrant
1 ngSERD

—_—
* Pure ER

antagonist

ERa

ERa
=
>

Active

|

Cell proliferation

Cell proliferation

Cell
proliferation

Selective ER
degrader

g

Inactive

N,JZ

Residual
ERa

Nucleus

Cytosol
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SERENA

Study designPhase 1

Doescamizestranin combination withribociclibbenefit patients with ER+, HERR2gative

advanced breast cancer

A Previously treated women (any menopausal status)
A13S x my &SI Na *CBR24
ﬁ ER+ / HERReg advanced breast cancer o CBR24 (priofulvestrant)
d CBR24 (prior CDK4/6i)
A ing CBR24 (ESR1m detected)
A No selection based on prior sensitivity to ET ORR (measurable disease a
A Prior treatment with CDK4/6i and /dulvestrant baseline)
permitted ORR (measurable or nen
measurable disease at
Objectives baseline)

A Primary Determine safety and tolerability of
camizestrantn combination withribociclib
A SecondaryDetermine anttumor activity, efficacy,

and pharmacokinetics (PK)

Median PFS (95% CI)

Camizestrant 75mg + Camizestrant 75mg +
Ribociclib400 mg

Ribociclib800 mg
(n=28) (n=32)

15/27 (55.6%) 17/32 (53.1%)
10/18 (55.6%) 10/21 (47.6%)
15/25 (56.0%) 17/32 (53.1%)
9/16 (56.3%) 8/12 (66.7%)

3/18 (16.7%) 4124 (16.7%)

3/27 (11.1%) 4132 (12.5%)

8.1 (1.9 NE) 8.1 (2.0c NE)

A 33 of 38 ESR1m variants were reduced by >50% by cycle, 2 day 1
A 19 of 38 ESR1m variants cleared to undetectable levels

*CBR24 is defined as the percentage of patients who have the best objective response of CR or
PR in the first 25 weeks or who have SD for at least 23 weeks after start of treatment

Early results, small n but some indication of efficacy in patients who have received a prior treatment

az2NB (2 02YSX

© 2025 Cornerstone Specialty Network. All rights reserved.



Safety of Oral SERDs

SERD Elacestrant Imlunestrant Camizestrant Giredestrant
Adverse Nausea (35%) Nausea (17%) Visualdisturbances (24%  Fatigue (14%)
Events Fatigue (19%) Diarrhea (21%) Bradycardia (26%) Arthralgia
Vomiting (19%) Fatigue (23%) Nausea (18%) Backpain
I 0) 0)
Arthralgia, Fatigue (18%) Nausega10%)
Decreased urinary tract o Diarrhea(9%)
appetite, infection, Dizziness,
arthralgias constipaton, vomiting, and Cough,
headache asthenia constipation

Bardiaet al JIC®021;Jhaveret al SABC3024;Oliveiraet al SABC3022;Martin JC2024

cornerstone
specialty network
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SABCS PADMA Supports the existing guidelines of using endocrine therapy with a CDgdléo¢iclib)as a
2024 . standard of care in 1L setting for patients with HR+/HERZ

H R_|_ Bl‘eaS'[ DESTINBreastO6:Regardless of disease burden or time to progression to endocrine CDK4/6i,
trastuzumahderuxtecanbenefits patients with HR+, HER®v status following endocrinbased therapy

Can cer without prior chemotherapy
New guidelines for identification are needed for HE&R&/ -ultralow. No FDA approval yet for this
Ke population
SOLTI VALENTIN¥eoadjuvant HERBXd patritumabderuxtecar) alone or in combination with letrozole
Take awayS shows encouraging results with similar efficacy to standard ragkint chemotherapy but with a better
tolerability profile

EMBER3: Imlunestrant monotherapy benefits patients with HR+, HERI®Ranced breast cancer with
ESR1 mutations. Imlunestrant in combination with abemaciclib benefits patients with HR+, HER2

Q & A advanced breast cancer regardless of ESR1 statumaftargeted therapy option could delay
chemotherapy

@EdithPerezMD

ELECTRA aiSERENA: Novel combinations of oral SERDS with targeted therapies have the potential tc
provide benefit to patients with HR+/HER&Ivanced breast cancer and delay the use of chemotherapy.
copnepstone Optimal sequencing of therapies and role of mMESR1 to be determined

specialty network >




Metastatic Breast Cancer: Case Summary and Approach
45 yo > de novo metastatic HR+/HER2ast cancer with bone involvement

IstLine:

A Al/OS + CDKA4/6i |:> A Fulvestrant +/ Abemaciclib
(Rbociclib
Abemaciclib,
Palbocicliby

A Fulvestrant +
Palbaciclib+
Inavolisib
(PIK3CANMET
refractory)

NGS
BiopsyttDNA@ baseline
CtDNA@ progression

cornerstone

2ndine:;

A

A
A

Fulvestrant Alpelisib
(PIKSCAmM)

Fulvestrant +
CapivasertifPIK3CAm,
AKTMPTENM

Elacestran{ESR1m)

Olaparib BRCAm

Trastuzumalderuxtecan
(ADC, HERBW/ultralow)

(Pending approval: DB06)

)

CtDNA at
progression

3dLine @nd beyond:

A Anti-estrogen +Everolimus

A Trastuzumalgeruxtecan(ADC, HERBw)
A Chemotherapymany choices)

A Sacituzumalgovitecan(ADC)

A Datopotamabderuxtecandink (ADC)

Ongoing clinical trials exploring:

A New antiestrogens

A New CDK4/2 inhibitors

A New targeted agents (PI3K, RAS pathway’
A New ADCs

© 2025 Cornerstone Specialty Network. All rights reserved.



2024 SABCS Key Studies

HR+ HER2and Triple HERZ2+
Breast Cancer Negative Breast Cance Breast Cancer
w PADMA w OlympiA WPATINA
w DESTINBreast06 w Rapid Review wRapid Review
w Rapid Review ® Breastimmuned3 wneoHIP
w SOLTI VALENTINE w Geparbouze wMARGOT
w EMBERS w CamRelief wNRGBR004
w ELECTRA w ZEST
© SERENA
cornerstone
o,y T
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OLYMPIA Clinical Trial

Does adjuvant Olaparib provide |leiegm benefit
for patients with germline BRCA1/2 mutation
associated HERf2gative breast cancer?

Updated analysiat 10 years from first patient iwith a median followup of 6.1 years

cornerstone
specialty network
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OLYMPIA Clinical Trial: 10 Yr update

Study Design: phase 3, multicenter, randomized, placebtolled trial

Stratified by ER+ and/or PgR+ vs TNBC,
prior CT (neoadjuvant vs adjuvant),

A HERZ(ER+ and/oPgR—* or prior platinumbased CT (yes vs no)
TNB@)_ BC Neoadjuvant Group

A Germline BRCAlf2utant A TNBCnonpCR Olaparib*

A disease . A ER+and/or PgRmor-pCR and —~ 300 mg BID for 1 yr Followup
Stage HIII BC or no pCR to ft{ B 9D aO2Nb| xo - 921 continues until
neoadjuvant CT e O 0k S (n ) i

A eted definitive local Y82 Redz@l yi ART M & dzN approximately
ICo;ng eted de mglyeoofcaét,v , 10 yr after
: X C e A randomization
neoadjuvant or adjuvant CT Adjuvant Group Placebo* of last patient
containing anthracyclines | | =~ A TNBCkLJt H 2 NJ xLJbwm BIDfor 1 yr
and/or taxanes A ER+and/or PgR#&:A G K xn a

A ECOG PS 0/1 adzNASNE Th xc O&@®T Sa | 2| (n - 915)

(N = 1836)
= = . . ) *and concurrent adjuvant therapy
FOSSTAYSR Fa Tw LI/ &aUlAyAy3 xm:od A Endocrine therapy
U5 STA y SR | a Il w LI/ aul A y- A )f 3 F M2 A Bisphosphonates

A No 2nd Adjuvant Chemotherapy

Primary endpoint:Invasive diseasfree survival (IDFS) by STEEP system

Key secondary endpoint®istant diseasdree survival (DDFS), Overall survival (OS), BRCA1/2 associated cancers, Symptom / Health
related QoL, Safety

© 2025 Cornerstone Specialty Network. All rights reserved.



OLYMPIA Clinical Trial:

Baseline Characteristics

10 Yr update

Olaparib Placebo Olaparib
Characteristic (n =921) (n =915) Characteristic (n=921)
Median age, yr (range) 42 (3649) 43 (3650) Hormone Receptor Status

Presence of gBRCA mutation,

A ER and /oPgR+ / HER2

n (%) A Triple Negative Breast
A BRCA1 657 (71.3%) 670 (73.2%) Cancer
A BRCA2 261 (28.3%) 239 (26.1%) Prior chemotherapy
A BRCAL and BRCA2 2 (0.2%) 5 (0.5%) A Adjuvant (ACT)
Menopausal status (female A Neoadjuvant (NACT)
only), n/N (%) A Anthracycline andaxane
A Premenopausal 572/919 552/911 regimen
(62.2%) (60.6%) A Neo(adjuvant) platinum
A Postmenopausal 347/919 359/911 based therapy
(37.8%) (39.4%) Concurrent endocrine therapy

Primary BC surgery, n (%)
A Mastectomy

A Missing 0

699 (75.9%)
A Conservative surgery only 222 (24.1%)

(HR;positive only)

168 (18.2%)
751 (81.5%)

461 (50.1%)
460 (49.9%)

871 (94.6%)

247 (26.8%)

146/168
(86.9%)

Placebo
(n =915)

157 (17.2%
758 (82.8%)

455 (49.7%)
460 (50.3%)

850 (92.9%)

238 (26.0%)

146/157
(93.0%)

673 (73.6%)
240 (26.2%)
2 (0.2%)

© 2025 Cornerstone Specialty Network. All rights reserved.



OLYMPIA Clinical Trial: 10 Yr update

First IDFS events
Event, n (%) Current Analysis Previous Analysis* Current Analysis Previous Analysis*
Patients with first IDFS event 178 (19.3%) 134 (14.5%) 258 (28.2%) 207 (22.6%)
Distant recurrence 106 (11.5%) 88 (9.6%) 149 (16.3%) 136 (14.9%)

A CNS recurrence 26 (2.8%) 24 (2.6%) 40 (4.4%) 38 (4.2%)

A Excluding CNS recurrence 80 (8.7%) 64 (6.9%) 109 (11.9%) 98 (10.7%)
Regional (ipsilateral) recurrence 11 (1.2%) 9 (1.0%) 22 (2.4%) 18 (2.0%)
Local (ipsilateral) recurrence 11 (1.2%) 9 (1.0%) 12 (1.3%) 12 (1.3%)
Contralateral invasive BC 26 (2.8%) 15 (1.6%) 36 (3.9%) 18 (2.0%)

Second primary nonbreast
malignancies

Deaths without prior IDFS eveht 4 (0.4%) 2 (0.2%) 2 (0.2%) 0%

*Previous data from OS IA2 that occurred 2.6 yr ago.
"Olaparib arm: heart failure with preserved ejection fraction (n = 1), cardiac arrest (n = 1), unknown cause (n = 2); placerdiagenic shock (n = 1), COMMD(n = 1).

20 (2.2%) 11 (1.2%) 37 (4.0%) 23 (2.5%)

© 2025 Cornerstone Specialty Network. All rights reserved.



KEY DATA OLYMPIA Clinical Trial: 10 Yr update

IDFS (ITT population) IDFS by Subgroup

100 1
;\‘9“ Subgroup Olaparib  Placebo Stratified hazard ratio for invasive P value for
= 80 Number of patients with an disease-free survival (95% Cl)  heterogeneity
g invasive-disease event/total number
? 88.4 81.4 77.4 74.8 72.8 70.3 All patients 178921 258/915 & 0.648 (0.535 - 0.784) NA
@ 60 - Prior Chemo !
& 4 Year IDFS rate: 6 Year IDFS rate: Adjuvant 65/461 98/455 i 0.657 (0.479 - 0.897) 0.94
0 Difference (95% Cl) | Difference (95% Cl) Neoadjuvant 1131460  160/460 1 0.648 (0.508 - 0.823)
& 401 . 8.4% (4.5%, 12.3%) | 9.4% (5.1%, 12.7%) Prior Platinum :
0 es ] 1 . 520-1. .
)] olaparib (178 events) Y 48/247  60/238 ) 0.763 (0.520 — 1.113) 0.39
o — placebo (258 events) No 1300674  198/677 I 0.628 (0.503 - 0.783)
2 5 04 HR status |
& — . . HR+HER2- 35/168 47157 S P 0.681 (0.437 - 1.051) 0.86
2 Stratified hazard ratio 0.65 (95% CI: 0.53, 0.78) TNBC 1421751 211/758 —— ! 0.652 (0.526 - 0.805)
BRCA [
0-— . . w - . ‘ . . . . . . : . BRCA1 106/579  177/588 —a+ 0.563 (0.441 - 0.715) 0.61
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 BRCA2 49/235 62/216 — T 0.707 (0.484 - 1.026)
Number at risk Time since randomisation (months) BRCA1/2 both 072 073 | ; NC
olaparib 921 778 712 670 632 570 361 194 05 1 _
placebo 915 766 683 628 588 512 327 181 Favors olaparib ~ Favors placebo

© 2025 Cornerstone Specialty Network. All rights reserved.



KEY DATA OLYMPIA Clinical Trial: 10 Yr update

IDFS by HR Status
Triple negative ER and/or PgR positive
100+ 935 89.3 860 831 816 80.0 100 928 914 872 829 807 775
=
E 80 1 k 80
g —_—
o 60 8.2 813 775 753 735 708 60/ 894 819 769 720 697 677
o)
2 40 olaparib (142 events) 40 1 olaparib (35 events)
2 placebo (211 events) placebo (47 events)
-
® 201 Median follow-up: 6.3 years 201 Median follow-up: 5.7 years
§ 0 Stratified hazard ratio 0.652 (95% CI: 0.526, 0.805) 0 Stratified hazard ratio 0.681 (95% Cl: 0.437, 1.051)
[ - |

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Time since randomisation (months) Time since randomisation (months)
Number at risk
Olaparib 751 636 579 544 514 463 306 178 168 140 131 124 116 105 53 15
Placebo 758 632 565 519 489 430 282 162 157 134 118 109 99 82 45 19

© 2025 Cornerstone Specialty Network. All rights reserved.



KEY DATA OLYMPIA Clinical Trial: 10 Yr update

Distant diseasdree survival

DDFS (ITT population) DDFS by Subgroup

100 94.4 90.6 87.7 86.0 85.2 83.5 Subgroup Olaparib  Placebo Stratified hazard ratio for distant P value for
;\3‘ Number of patients with a disease-free survival (95% Cl) heterogeneity
— 80+ distant-disease event/total number
© .
> —~— \ |
3 90.3 83.9 80.9 785 774 75.7 All patients 1421921 207/915 - | 0.653 (0.526 — 0.807) NA
5 Prior Chemo !
® 60 4 Year DDFS rate: | 6 Year DDFS rate: Adjuvant 45/461 721455 0.623 (0.427 - 0.901) 0.73
g Difference (95% CI) | Difference (95% Cl) oo 97/460 1351460 . | 0675(0.518 - 0.874)
8 7.5% (3.8%, 11.2%) | 7.8% (3.8%, 11.5%) Yes 42047 501238 . 0.812 (0537 - 1.222) 0.27
- — placebo (207 events) HR+HER2- 33168  41/157 _ . 0.745 (0.469 - 1.177) 0.59
§ 20- TNBC 109/751  166/758 - T 0.645 (0.505 — 0.820)
B ” . ] BRCA |
a Stratified hazard ratio 0.65 (95% CI: 0.53, 0.81) BRCA1 61579 138/588 sl 0,563 (0.426 - 0.739) 057
0 BRCA2 45235 551216 _ 0.730 (0.490 - 1.081)
T 7 11— T T — 1 — T — T — T — 11— BRCA1/2 both 012 03 : NC
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 , ;
Number at risk Time since randomisation (months) 0.5 1
olaparib 921 785 718 679 649 588 373 200 Favors olaparib Favors placebo
placebo 915 778 698 649 604 534 340 189

© 2025 Cornerstone Specialty Network. All rights reserved.



KEY DATA

Overall Survival (ITT population)

100 4 \wz& 90.4 89.4 87.5
80 1 96.9 92.8 89.2 87.2 85.5 83.2
g 4 Year OS rate: 6 Year OS rate:
T 60. Difference (95% CI) | Difference (95% Cl)
% 3.2% (0.2%, 6.2%) 4.4% (0.9%, 6.7%)
a
T 40+ .
5 olaparib (107 deaths, 94 due to breast cancer)
6 —— placebo (143 deaths, 128 due to breast cancer)
20 4
Stratified hazard ratio 0.72 (95% CI: 0.56, 0.93)
0 . T T

0 6 12 18 24 30 36 42 48 54 60

Number at risk Time since randomisation (months)

olaparib 921 846 795 765 728 660
placebo 915 843 788 739 698 616

66 72 78 84

420 224
390 221

OLYMPIA Clinical Trial: 10 Yr update

Overall Survival by Subgroup

Subgroup Olaparib  Placebo
Number of patients with
a death/total number
All patients 107/921 143/915 —i— :
Prior Chemo !
Adjuvant 31/461 48/455 N
Neoadjuvant 76/460 95/460 i
Prior Platinum |
Yes 351247 34/238 s
No 720674 109/677 —m—
HR status !
HR+/HER2- 24/168 28157 _
TNBC 83/751 115/758 —— :
BRCA !
BRCA1 64/579 94/588 —a—
BRCA2 28/235 38/216 — .
BRCA1/2 both 0/2 0/3 !
! |
0.5 1

-
>

Stratified hazard ratio for
overall survival (95% CI)

0.725 (0.563 - 0.930)

0.638 (0.402 - 0.997)
0.774 (0.571 - 1.045)

0.979 (0.610 - 1.574)
0.653 (0.483 - 0.876)

0.814 (0.469 - 1.404)
0.713 (0.536 - 0.944)

0.667 (0.484 - 0.914)
0.676 (0.412 - 1.098)
NC

Favors olaparib  Favors placebo

© 2025 Cornerstone Specialty Network. All rights reserved.

P value for
heterogeneity

NA

0.49

0.15

0.67

1.00



OLYMPIA Clinical Trial: 10 Yr update

Deaths (ITT population)

Olaparib Placebo
(n=921) (n =915)
Patients, n (%) Current Analysis Previous Analysis* Current Analysis Previous Analysis*
Total deaths 107 (11.6%) 75 (8.1%) 143 (15.6%) 109 (11.9%)
Primary cause of death
A Breast cancer recurrenc: 94 (10.2%) 70 (7.6%) 128 (14.0%) 103 (11.3%)
A Othert 13 (1.4%) 5 (<1.0%) 15 (1.6%) 6 (<1.0%)
A Missing 0% 0% 0% 0%

*Previous data from OS IA2

“Other cause of death (including fatal AEs):

A Olaparib: pancreatic carcinoma (n = 1), acute myeloid leukemia (n = 3), cardiovascular (n= 4), multiple organ dysfuirotiva @ys 1), neutropenic sepsis (n = 1),
unknown (n = 3)

A Placebo: ovarian cancer (n = 2), pancreatic carcinoma (n = 1), pharyngeal carcinoma (n = 1), acute myeloid leukemigggdysp)astic syndrome (n = 1),
pneumonitis (n = 1), cardiovascular (n = 2), superior vena cava occlusion (n = )9dovil1), unknown (n = 2)

© 2025 Cornerstone Specialty Network. All rights reserved.



OLYMPIA Clinical Trial: 10 Yr update

Safety Summary: AE of Special Interest
Olaparib (n = 911)

Placebo (n = 904)

AE, n (%) Current Analysis Previous Analysis* Current Analysis Previous Analysis*
Leading to death 5 (<1.0%) 2 (<1.0%) 10 (1.1%) 4 (<1.0%)
AE of Special Interest at any time 57 (6.3%) 31 (3.4%) 84 (9.3%) 51 (5.6%)
A Occurred on treatment 14 (1.5%) 14 (1.5%) 28 (3.1%) 27 (3.0%)
A Occurred >30 days after last dose 44 (4.8%) 18 (2.0%) 57 (6.3%) 24 (2.7%)
MDS/AML 4 (0.4%) 2 (0.2%) 6 (0.7%) 3 (0.3%)
Pneumonitis 9 (1.0%) 9 (1.0%) 13 (1.4%) 12 (1.3%)
New primary malignancy 45 (4.9%) 21 (2.3%) 68 (7.5%) 36 (4.0%)
A Breast 26 (2.9%) 14 (1.5%) 36 (4.0%) 16 (1.8%)
A Ovary/fallopian tube 5 (<1.0%) 2 (<1.0%) 14 (1.5%) 10 (1.1%)
A Pancreas 3 (<1.0%) 0% 1 (<1.0%) 1 (<1.0%)
A Other 13 (1.4%) 6 (<1.0%) 21 (2.3%) 10 (1.1%)

*Previous data from OS IA2. AML acute myeloid leukemia; MDS myelodysplastic syndrome
"Adverse events leading to death are;
A Olaparib: pancreatic carcinoma (n = 1), acute myeloid leukemia (n = 3), cardiac arrest (n = 1);
A Placebo: ovarian cancer (n = 2), pancreatic carcinoma (n = 1), pharyngeal carcinoma (n = 1), acute myeloid leukemigelody)lastic syndrome (n = 1), pneumonitis (n = 1),
cardiogenic shock (n = 1)
- No patients were still on treatment at OS IA2.
© 2025 Cornerstone Specialty Network. All rights reserved.



OLYMPIA Clinical Trial: 10 Yr update

New Breast and Ovarian Cancers anés@aly Pregnancies

New Breast and Ovarian Olaparib Placebo Olaparib Placebo
Cancers (n =921) (n = 915) On-Study Pregnancies (n=911) (n =904)

rBa_tlnctlom:zatlo:l, r; (%) t Number of Pregnancies*, n 51 51
ilateral mastectomy pos
' ma yp 143 (15.5%) 163 (17.8%) Pregnancy outcomes, n
randomization, n (%)
A Patients with contralateral - i A Full term 32 39
invasive BE n A Premature birth 2 3
A Pat|§nts Wlth contralateral 3 4 A Spontaneous miscarriage 3 6
noninvasive BC, n A Termination 6 3
Bilateral salpingectomy or BSO 186 (20.29%) 168 (18.4%) A Missing ; .

prior to randomizatios, n (%)
Bilateral salpingectomy or BSO

*In the olaparibarm: 8 patients had 2 pregnancies, and 1 patient had 3 pregnancies

pOSt randomizatioﬁ, n (%) 239 (26'0%) 249 (27'2%) In the placebo arm: 7 patients had 2 pregnancies, and 1 patient had 5 pregnancies
A Patients with new primary
ovarian or fallopian tube 5 14

cancef, n

BSO Bilateraalpingeoophorectomy

1. 3 patients in th@laparibarm and 2 patients in the placebo arm had bilateral mastectomy prior to contralateral invasive breast cancer.
2. Salpingectomy only recordedlaparib(n = 1), placebo (n = 2); oophorectomy only recordiegbarib(n = 22), placebo (n = 13);

3. Salpingectomy only recordealaparib(n = 2), placebo (n = 4); oophorectomy only recordigbarib(n = 14), placebo (n = 13);

4. 1 patient in theolaparibarm and 1 patient in the placebo arm had BSO prior to new primary oveaizce

© 2025 Cornerstone Specialty Network. All rights reserved.



A

In the third prespecified interim analysis of the phas _ _
1l OlympiAtrial (after a median followp of 6.1 yr), 1 Adjuvantolaparibshould be the
yr of olaparibafter (neo)adjuvant chemotherapy standard of care for patients with hig

continued to improved IDFS, DDFS, and OS in patie risk gBRCAlh?nutant HERJhegativ

with highrisk gBRCA1/&hutant, HER2egative early . o [ t ey edl
breast cancer primary preast cancer, regardiess
status

Benefit across all key subgroups, including patients
with HRpositive disease

Highlights the importance @ff

Occurrence of new primary malignancies was lower testing
compared to placebo

Final OS analysis is planng
No new safety concerns; no increased risk of MDS 2029
AML

cornerstone

specialty network >
© 2025 Cornerstone Specialty Network. All rights reserved.
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DoesNivo + Ipi provide benefit to patients with TNBC with residual disease

KEVUPDATE B re aStI mmun 6)3 after neoadjuvant chemotherapy?

Study designmulticenter, randomized, opelabel Phase Il trial

Stratified by
ECOG PS, centers,

A Patients with early =~ @nd RCB score

TNBC

A Previously treated
with neoadjuvant
chemotherapy
followed by
breast/node surgery

A No immune
checkpoint inhibitor

A Residual cancer
burden (RCBIJ or
RCHII

A ECOG PSD

Nivolumab 360 mg 1V g3w, 8 cycl
+

Ipilimumab 1 mg/kg q6w, 4 cycles

Capecitabine
1000 mg/m2 BID

d1-d14, g3w, 8 cycles

Primary endpoint:invasive diseasfee survival (IDFS)
Secondary endpoint®verall survival, local/regional recurrence (LR) rate,
Distant recurrence (DR) free survival; safety according to CTCAE £00LHR

Note: 114 pts to detect an improvement of they2 IDFS rate from 6Qy &’z 61 wY ndpn T

Oct 2021: N=95: premature end of trial due to 4 reymptomatic myocarditis iNivo+ Ipi arm

Primary Endpoint:IDFS

Median followup: 34.3 months

NIVO +IPI

| I N Ll 1
(0 L

CAPECITABINE

HR:0.84(95%CI: 0.4§ 1.59) 1

NIVO + IP145 >0
Capecitabines0 4

Months from randomization

Nivot Ipi Capecitabine
Endpoints (95% CI) (n=45) (n=50)
Nb relapse (%) 17 (38) 22 (44)
iIDFS; 3yr 62% (0.46; 0.75) 60% (0.4%0.72)
OS¢ 3yr 75% (0.59; 0.85) 73% (0.5& 0.84)
Lo LR free survivad, 3yr 85% (0.69; 0.93) 88% (0.74; 0.95)
DR free survivag 3yr 71% (0.5% 0.82) 68% (0.53% 0.79)

© 2025 Cornerstone Specialty Network. All rights reserved.



Breastimmuned3

Safety Overview

Number of pts (%)

Related AE

wSf I 4GSR DNI RS

wSfIFTiGdSR DN} RS

Leading to
discontinuation

Related SAE

Nivot Ipi

(n=45)

43 (96%)
3% (87%) 9
2% @9%) 9
17 (38%)

11 (24%)

Capecitabine

(n=50)

48 (96%)
32 (64%)
22 (44%)
7 (14%)

3 (6%)

aza

20 02YY2Yy o6 ME:0 NBT I

~

Hand and Foot Syndrom e 10

i 2%
Neutropenia 18%

; 18%
Lymphopenia | — 2%

ALAT Increased s 13%

; 20%

- 9%
Diarrhea 10%

Hypothyroidism T 22%

Myocarditis g0

m NIVO + IPI m Capecitabine

DoesNivo + Ipi provide benefit to patients with TNBC with residual disease
after neoadjuvant chemotherapy?

No benefit with NIVO + IPI versus capecitabine in the post operative setting after neoadjuvant chemotherapy for
patients with earlystage TNBC with residual cancer burd#ror -1l

© 2025 Cornerstone Specialty Network. All rights reserved.
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KEYUPDATE NSABP 89/GBG96 GeparDouze Does neoadjuvant chemotherapy with

atezolizumab followed by adjuvant atezolizumab
benefit patients with Stage Il and [Il TNBC?

Study designprospective, doubkblind, randomized Phase llI Primary Endpoint:EFS
Stratified by Group, primary
tumor size, nodal status, PD 1.007 4-yr EFS 85.2%
A Invasive breast L1 status and CT schedule
cancer diagnosed by = osl ot
core needle biopsy Placebo + PA"’C‘;:ebOEg = 2 4-yr EFS 81.9%
i Paclitaxel + or !
A Negative for ERegR Carboplati q2wk or  [HU] - E
HER2 on central clloofelEn o $ ;
testing by ASCO/CAP q3wk CE R & ;
A CI|n|CaI Stage TlC |f = G § 0.25 1 by Chemo/Placebo :
.- 1T} . i
n;zge'pos::;\ée EI(_:;\”" T3 Atezo+ E ssaa ChempolAcecsizasab : Median followup 46.9months
CNe, orc h 1208 Paclitaxel + AC or EC |5 e S, T
irrespective of nodal : 0 6 12 18 24 30 36 42 48 54 60 66 712
Carboplatin Y A
status 3wk No. at Risk Time in Months
A No prior CTor RT q To mm= 777 743 707 675 645 624 571 425 281 173 90 30 &g
N:1550 (Rll) 12 WeekS 8-12 WeekS Colr;]rploefte — 773 749 719 689 666 645 610 450 299 196 94 35 15
. . . therapy
Primary endpoint:Eventfree survival (EFS)
Secondary endpointverall survival (OS), pathologic Complete Responsg in Chemo/Atezolizumab Chemo/Placebo
the breast and lymph nodepCR, Toxicity n=773 n=777
. - # of events 110 133
Note: 114 pts to detect an improvement of they IDFS rate from6Qy £z 61 wY n®pnT J
Oct 2021: N=95: premature end of trial due to 4 reymptomatic myocarditis iNivo+ Ipiarm 3-yr EFS (95%ClI) 87.7% (85.189.9) 83.8%(81.0-86.3)
*Atezolizumab 1200 mg or placebo IV on Day 1 Q3W for 4 doses. 4-yr EFS (95% CI) 85.2%(82.487.7) 81.9%(78.9-84.6)
Mt OfAGFESE yn Y3IkYHn L+ vz FT2NImMH R2a8a b OFNDB2LX LT GAY 1!V /| 2F p L+ 2y 51&'m vo?2 F2NJn OeofsSao
{FrYS +ta Ay § odzi RSLSYRAy3 2y !/ k9/ &aOKSRdx S dzaSRo HR: 0.895% CI 0.62.03),p=0.08
§(A) Doxorubicin 60 mg/m2 IV + (C) cyclophosphamide 600 mg/m2 IV on Day 1 Q2W or Q3W for 4 cyelgisutni¢lBP0 mg/m2 IV + (C}.
fAtezolizumab 1200 mg or placebo IV on Day 1 Q3W after surgery until 1 yr.

© 2025 Cornerstone Specialty Network. All rights reserved.



KEYUPDATE

NSABP 89/GBG96 GeparDouze

Does neoadjuvant chemotherapy with
atezolizumab followed by adjuvant atezolizumab
benefit patients with Stage Il and [Il TNBC?

100 .
Secondary Endpoint: _ Ko Secondary EndpointOS
. <8 80
pCRrate in breastand £z Fad,-usted P =0.0091
lymph nodes TE %0 1.00] s 4-yr OS 90.2%
E ‘:é} ) M
Note_:‘*2—§ided CMH test adjusted by E _% | 4_ r OS 89 S(y
stratification factors collapse of P status é -I.ﬁ 20 _'m 0.75 y " C;) HR 086
== 2 ' (95% Cl 0.62.19)
Chemo/Placebo ChemojAtezo E 0.50 1 |
EFS bpCRStatus @ !
{ 4-year EFS e i
- SR 93% g 0.25 1 == Chemo/Placebo :
.’.- » B o i I
_ ‘;“n - EFSE -L Chemo/Atezolizumab |
'g 0.7 ‘--"n . : 4-year EFS e :
§ s ﬁ~%"-’-’-‘-’-‘1—.|!.-.¢* 70% 0 6 12 18 24 30 36 42 48 54 60 66 72
g 4-year EFS ! WA No. at Risk Time in Months
":-': b Chemo/Placebo, pCR i == 777 751 728 T11 692 679 624 462 306 194 101 31 8
G 0.50- b Chemo/Atezo, PCR i mm= 773 752 733 720 706 690 646 468 310 204 99 36 15
£ w= o= == Chemo/Placebo, Non-pCR :
— == Chemo/Atezo, Non-pCR :
4-yr EFS bpCR(95% CI) Chemol/Atezo Chemo/Placebo
0.25
. 93% 91% i i i i i
With pCR HECRD) ) No benefit with adding atezoll_zumab to nepadjuvant
Without pCR 70.5% 68.9% chemotherapy followed by adjuvant atezolizumab in
) 64.375.9 63.274.0 . .
— ( ) patients with Stage Il and Stage IIl TNBC
0 6 12 18 24 30 36 42 48 54 60 e]s 7'2
Time in Months
"Capecitabine received by 49.7% of patients in placebo arm and 46.8% of patients in atezolizumab grm.
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" D n juvantamrelizumalbpl hemother nefi ients with early or locall
KEYUPDATE CamRellef agf;nciga_?ﬁlgg?ta elizumabplus chemotherapy benefit patients with early or locally
Study designdoubleblind, randomized Phase Il trial Primary Endpoint:pCR
A12.2% (95% Cl 3.3-21.2)"
Stratified by clinical stage (Il 80 1-sided P = 0.00001
vsll),PB M /t{ O6fmMn @& XMnOL 56.8%
A el Alpatents < | o
(T2NG Plancaeﬁo " Placebo + S Standard S I
. EC care g 40
1MO/T3NoMO or —> Pacl|taxel_+ q2wk or U (per clinical ey I Camrelizumab-chemo
T2N23M)/T3Na Carboplatin R practice q
3MO)* g4wk q2wk G guideline) 20 [ Placebo-chemo
A No prior systemic —
therapy Camre E )
A ECOG PSD + Paclitaxel R 126/222 98/219
A Centrally assessed t EC g2wk or J@ Standard A11.4% (95% C1 4. 15-26.1)"
PDL1 expression Carboplatin 80 (95[0/_0 Cl-4.0-26.8)"
g4wk 57.8%
49.4%
= : Uptp 1 o -
N 441 (Rll) 16 weeks 8 weeks Ofehgra)gy z 60 38.0% 43._7%
: : : O T |
Primary endpoint;pCR(ypTOTis ypNO) Highrisk patients g - i
14
Secondary endpointsEFS, DFS, DDFS;guegery ORR, Safety 2 5 h
Stage |l Stage Il
*Clinical stage, n (%0)CamréChemo 143 (64.4%) 79 (35.6%) 0 — I o —
140 (63-9%) 79 (36-1%) Stage lll Node positive

© 2025 Cornerstone Specialty Network. All rights reserved.



: Does neoadjuvantamrelizumabplus chemotherapy benefit patients with early or locally
NEbPRRI = CamRe“ef advanced TNBC?

Tumor Radiographic Response Before Surgery

Secondary EndpointsEFS, DFS, DDFS

e Chemo/Camrelizumab Chemo/Placebo
T —, n=222 n=219
-~ 'w
80-
Best Overall Response, (%)
$ 9 EFS Complete response 44 (19.8%) 41 (18.7%)
w
W 404 it - Sidiie Partial Response 150 (67.6%) 140 (63.9%)
-chemo -chemo 1004+ i
204 Event, n/IN (%) 22/222(9.9) 26/219 (11.9) i M"‘“‘H%Mﬂ*—o Stable Disease 7 (32%) 15 (68%)
SR RepOh) DEN ARl Aok i0ae 80- Progressive Disease 3 (1.4%) 10 (4.6%)
0 T T T T 1
0 6 12 18 24 30 DFS Not evaluable 18 (18.1%) 13 (5.9%)
No. at risk Time from randomization (mo) & 604
s - - » ORR (95% ClI), % 87.4% (82.% 91.5) 82.6% (77.@ 87.4)
8 404 Camrelizumab Placebo
100 7% ol e The addition ofcamrelizumalto neoadjuvant
T - — B ——+ 7 vent, VN (o ! : : . . . .
- HR" (95% CI) _0.58 (0.27-1.24); P=0.0784 chemotherapy provided modest benefit to patients with
0 T T T T 1
0 & 12 18 24 % early or locally advanced TNBC
g 60 - D DFS No. at risk Time from surgery (mo)
n 98 128 65 27
8 404 Camrelizumab  Placebo Not FDA approved
~chemo -chemo
204 Event, n/N (%) 11/198 (5.6) 16/200 (8.0)
HR (Go%ch 002028130 P07 The U.S. FDA granted Orphan Drug Designatioartoelizumabior advanced hepatocellular
0 T T T T 1 i i i
> 3 5 % oA 30 carcinoma in April 2021.
No. at risk Time from surgery (mo)
198 128 o 27 1 0 A New Drug Application (NDA) was submitted to the FDéafarelizumabn combination with

65

rivoceranibfor the firstline treatment of unresectable hepatocellular carcinomdC¢in May 2023.
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- Does MRD directed therapy mtDNAtesting benefit patients who had completed
KEYDATA ZEST Trial  §ngrGvsyd sAGK y2 S0ARSYOS 2F NI RA23

Study Design: randomized, doubldind, Phase 3 trial

A
A

Stage k Il breast cancer ' ' Primary Endpoin:
TNBC (regardless of BRCA HER2tBRCAn Niraparib |nve;i2}/atordpo t
status ortBRCf HR+/HER) . Including HR+ assessed DFS
Completed prior std therapy and TNBC Secondary
with curative intent (target N=200) =EW=e)] Endpoint OS
A HR+ allowed adjuvant CtDNA
endocrine therapy Surveillance CtDNA
A TNBC allowed adjuvant (serialctDNA positive Primary Endpoint
pembrolizumab e RD) Investigator
No clinical sign of recurrence assessed DFS in the
Patients who had neoadjuvant TNBGBRCt R HRdand full
chemotherapy and tumor (target N=600) L populations
showed no response were Secondary
excluded Endpoint OS

Note: DFS was initially the primary endpoint. Changed to safety and tolerability of niraparib when enrollment stopped (studyddrdue to low randomization rate with 1901 patients recruited
into ctDNAsurveillance and 40 randomized). Recurrefre interval was also assessed

Patients received 20@r 300 mg/d of niraparib, depending on weight and platelet count.-BisBase free survival defined ame from randomization to the earliest date of disease recurrence
or death by any cause per investigatmssessed RECIST vittDNA circulating tumor DNA detecteEllRd homologous recombination deficiency assessed by Myng@hoiceHRD Plus CDX

© 2025 Cornerstone Specialty Network. All rights reserved.



- Does MRD directed therapy mtDNAtesting benefit patients who had completed
KEYDATA ZEST Trial  §ngrGvsyd sAGK y2 S0ARSYOS 2F NI RA23

Radiographic recurrence at ctDNA detection Recurrence rates by ctDNA level and prescreening visit

Total tested, ctDNAv, Recurrence

Prescreening N n (%) rate, n (%) 5

M No recurrence M Recurrence

1901 147 (7.7%) 73 (49.7%) T

Visit 1 1901 99 (5.2%) 52 (52.5%) " 6

Visit 2 1086 36 (3.3%) 15 (41.7%) & o ’T

Visit 3 783 4(0.5%) 1 (25.0%) <

Visit 4 475 5(1.1%) 3 (60.0%) g,

Visit 5 183 3(1.6%) 2 (66.7%)

Visit 6 30 0 0 e

Visit 7 6 0 0 . oo

Visit 8 2 0 0 Prescreening visit 1 Prescreening visits 2-5
Visit 28 1086 48 (4.4%) 21 (43.8%)

Recurrence was associated with higher ctDNA level

© 2025 Cornerstone Specialty Network. All rights reserved.



7E ST T - | Does MRD directed therapy mtDNAtesting benefit patients who had completed
ra iNBIGYSyd 6AGK y2 SOARSYOS 2F NI RA23

KEYDATA

BaselinectDNAIlevel and recurrencdree interval

Recurrencefree interval ctDNAhigh
1.0 *l] Placebo Placebo Niraparib 1.00 o e T e e | Wirapar
~—— Niraparib (n=22) (n=18) Medan recurence 23)| 57061
0.9 Even{s. n (%) | 17 (77.3) 14 (77.8) | § 0.75 Hazard retio (5% C1) Ae
3 0.81 ?;ggﬁaglg‘f;“é'ence 54 (2.8-9.3)| 11.4 (57-182) §
c 1 1 s 0.50
@ 0.7 4 Hazard ratio (95% CI) 0.66 (0.32-1.36) ;
3 061 £ oz
E 0.5- .
= 041 o 2 4 6 8 10 12 14 16 18 20
-(% Time from randomization, mo
0 03' No. at risk
e Placebo 13 10 Rl 3 3 2 2 1 1 1 1
o 0.2 + Niraparib 7 5 4 3 3 3 2 2 1 1 1
0.1 ctDNAlow
00 - . . . . . . . . . . . . - . . S 1.00 & Placebo = Nirapand e T e
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 [ | e
Time from randomization, mo ¥ ne e T =TT
No. at nisk g
Placebo 22 19 10 8 6 5 4 3 3 3 3 2 1 1 0 g
Niraparib 18 16 14 13 13 11 7 7 3 3 2 1 1 1 0 >
é 0.25
|dentifying patients with minimal residual disease (MRD) and .
intervening with appropriate therapies could play a critical role in B
delaying or preventing disease recurrencetDNAtesting prior to end o TRt -
2F yS2F R2dz@I yi GKSNI LB YI& 08 mreecoezz:zaiofja O
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SABCS
2024

HER2/
Triple
Negative BC

Key
Takeaways

Q&A

@EricSchaeferMD

cornerstone

specialty network >

OLYMPIAUpdated results demonstrated sustained, clinically meaningful improvement with Olaparib at
years for patients witlyBRCAmMIER2hegative highrisk early breast cancer

Breastimmune03: No benefit with NIVO + IPI versus capecitabine in the post operative setting after
neoadjuvant chemotherapy for patients with eadiage TNBC with residual cancer burdear-Il|

NSABP B59/GBG96 GeparDouzeNo benefit with adding atezolizumab to neoadjuvant chemotherapy
followed by adjuvant atezolizumab in patients with Stage Il and Stage |Il TNBC

CamReliefThe addition otamrelizumalio neoadjuvant chemotherapy provided modest benefit to
patients with early or locally advanced TNBC

b20 FLLNRPISR Ay (GKS ! {1 X

ZESTCirculating free tumor DNADNA evaluation may become useful in clinical practice in early breas
cancer for curative treatment evaluation as well as minimal residual disease (MRD) detection and
intervening with appropriate therapies.




Managing HER2 Triple Negative
Breast Cancer in Community
Oncology

Discussion

cornerstone
specialty network
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Triple Negative Breast Cancer:. Case Summary and Approach

41 yo female presented with breast mass.
Mammogram revealed 3 cm lesion in right breast and
exam revealed one palpable node

Testing
A ER/PR O%JER2 IHC O
A Invasive ductal carcinoma

Treated based on Keynote 522
A Carbo/TaxolPembrofollowed byDoxdCytoxan

Germline testing:
A + BRCA 1 mutation

Underwent bilateral mastectomy
Left breast neg for canceRight breast had a yT1INOMO IDC
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Triple Negative Breast Cancer:. Case Summary and Approach

41yo female presented with breast mass. What would you do next?
Mammogram revealed 3 cm lesion in right breast and

exam revealed one palpable node _ _
1. Continue single agent Keytruda
Testing
A ER/PR O%JER2 IHC 0 2. Start Single Agent Xeloda
A Invasive ductal carcinoma
3. Add Xeloda to Keytrudano data yet
Treated based on Keynote 522

A Carbo/TaxolPembrofollowed byDoxdCytoxan 4. Complete Keytruda then start

Germline testing: Olaparib

A + BRCA 1 mutation _
5. Add Olaparib + Keytruda
Underwent bilateral mastectomy
Left breast neg for canceRight breast had a yT1INOMO IDC 6. Other

cornerstone

specialty network



KEYRECAP KEYNOF&22

early-a i3S ¢b. / K

Previously presentedESMO 2024 Presidential Symposium LBA4primary EndpointUpdated EFS

Does adding neoadjuvant pembrolizumab to chemotherapy followed by adjuvant
pembrolizumab improve eventree and median survival for patients with highsk

* Tissue sample for Carboplatin®

PD-L1 assessment®

+ Paclitaxel

100 ] :
KEY DATA KEYNOTE-522 Schema 90 '84.6% e
1 - ]
£ 804
[ 1
. - . - D 1
Study Design: prospective randomized placebo-controlled phase 3 trial £ 704 176.4% | i
n- - -]
Neoadjuvant phase: starts from the first neoadjuvant treatment and Adjuvant phase: starts from the first adjuvant ‘S 60 r : :
Stratification Factors: ends after definitive surgery (post-treatment included) treatment and includes radiation therapy as o 504 HR2 0.65 (95% Cl, 0.51 _0_83) :
. ? oael mmlsT[; :}2 T3/74) ) indicated (post-treatment included) Q ! A ) 1
umor size [T1/TZ vs Meoadjuvant Treatment 1 Neoadjuvant Treatment 2 <= 404 ) ! i !
*  Carboplatin schedule [OW vs 03W) [cycles 1-4; 12 weeks) {cycles 5-8; 12 weeks) dc) ) :
8 304 i i
Carboplatin®  Doxo?/Epirubicin® + S & 20- : i
+Paclitaxel*  Cyclophosphamidef 10- : :
* Age>18 years U Median follow-up: 75.1 months i
) - embrolizumab 200 mg q3w o} : T < H L T i T I I ! T T T .
*  Newly c?ag:losed Pembrolizumab 200 mg q3w R 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
TNBC of either Tlc . Time, months
N1-2 or T2-4 NO-2 G No. at risk
« ECOG PS0-1 784 769 728 702 681 665 654 644 633 625 618 602 409 164 O
E 390 382 358 330 312 300 293 287 285 278 273 264 178 76 0
R
Y

Key Secondary EndpoinDverall Survival

HR?2 0.66 (95% ClI, 0.50-0.87)

Primary Endpoints: pCR (ypT0/Tis ypNO) assessed by local pathologist in ITT populationg; EFS assessed by investigator in ITT population 100
Key Secondary Endpoints: OS 90
75.1-month median follow-up & B
%! o
aMust consist of at least 2 separate tumor cores from the primary tumor. bCarboplatin dose was AUC 5 q3w or AUC 1.5 QW. cPaclitaxel dose was 80 mg/m?2 qw. dDoxarubicin dose was 60 mg/m2 q3w. g
Epirubicin dose was 30 mg/m2 Q3W. fCyclophosphamide dose was 600 mg/m2 O2W. gubjects without pCR data dus to 2ny reason or wha received necadjuvant chemotherapy not specified in the protocal were counted s non-pCR. hPO-L1 = 704
assessed at 2 central laboratory using PD-L1 IHC 22€3 pharmDs and mezsured using the combined positive score (CPS; number of PD-L1-pasitive tumar cells, lymphocytes, and macrophages divided by total number of tumar cells x 100). g
B -« 60+
© 2024 Cornerstone Specialty Network. All rights reserved. [=)
e 504
. £ 404 P=0.00150"
Median followup of over 6 years g
© 30
]
a. 204
Neoadjuvant pembrolizumab with chemotherapy followed by 104
Median follow-up: 75.1 months
1 L] T

5-yr rate (95% CI)
86.6% (84.0-88.8)
81.7% (77.5-85.2)

adjuvant pembrolizumab post surgery should be a standard of care EEE

12 18
for patients with highrisk earlyd G  3S ¢ b . / Y

24

720
354

T
30

712
345

36 42 48 54
Time, months

698 693 683 677
336 328 321 318

60 66 72 78
670 656 448 176
313 300 199 82

N Engl J Med . 2020 Feb 27;382(9):82Q © 2025 Cornerstone Specialty Network. All rights reserved.
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OS bypCR

Does adding neoadjuvant pembrolizumab to chemotherapy followed by adjuvant
pembrolizumab improve eventree and median survival for patients with highsk

early-a G I 3 S

100 195.1%
——————— . 1
. A
90- | 94.4%
f -
o‘q-:; 80 :
= 704 .
& i
& 60- |
o] I
o 504 !
8’ 40- Pembro + Chemo/Pembro Responder 1
I
E Placebo + Chemo/Placebo Responder I
© 304 )
QL I
o 20-[ ] "
104 |
Median follow-up: 75.1 months !
0 T T T T T T T T T T T T T 1
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, months

495
217

495 490 484 482 481 476 474 469 468
217 216 212 209 209 206 205 204 202

465
201

460
193

318
133

130
54

0
0

pPCR Yes
- HR (95% Cl)
0.69 (0.38-1.26)

PCR No
~ HR (95% CI)

0.76 (0.56-1.05)

¢b.

/I K

Key Questions:

Who are the patients that are cured
with neoadjuvant pembrolizumab?

Do all patients need (the full year
of) pembrolizumab?

© 2025 Cornerstone Specialty Network. All rights reserved.



KEY DATA OLYMPIA Clinical Trial: 10 Yr update at SABCS 2024
IDFS (ITT population) OS(ITT population)
100 A 100 4 98.0 95.0 92.8 90.4 89.4 87.5

g‘a‘\ K -

T 80 80 1 96.9 92.8 89.2 87.2 85.5 83.2

; g 4 Year OS rate: 6 Year OS rate:

$ 50 88.4 81.4 174 74.8 72.8 70.3 T 604 Difference (95% CI) | Difference (95% Cl)

i >

£ 4 Year IDFSrate: | 6 Year IDFS rate: s 3.2%(0.2%, 6.2%) | 4.4% (0.9%, 6.7%)

0 Difference (95% Cl) | Difference (95% Cl) ?

M - 0 0 0 % (5.1%. 12.7% = 40 -

.ﬁ 40 olaparib (178 events) 8.4% (4.5%, 12.3%) | 9.4% (51%, 12.7%) g 0 olaparib (107 deaths, 94 due to breast cancer)

° — placebo (258 events) 3 —— placebo (143 deaths, 128 due to breast cancer)

§ 201 20

Z Stratified hazard ratio 0.65 (95% CI: 0.53, 0.78) Stratified hazard ratio 0.72 (95% CI: 0.56, 0.93)

0 B T T T T T T T T T T T T T T 0 T T 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 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Number at risk Time since randomisation (months) Number at risk Time since randomisation (months)
olaparib 921 778 712 670 632 570 361 194 olaparib 921 846 795 765 728 660 420 224
placebo 915 683 628 588 512 327 181 placebo 915 843 788 739 698 616 390 221
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CREATK

Adjuvant Capecitabine vs SoC in Patients With Residual Disease After Neoadjuvant C

KEY DATA

A Randomized, multicenter, opeabel phase lll trial

Trial was terminated early since interim analysis met primary endpoint

Stratified by ER or node status, age,
neoadjuvant CT, taxane use, and institution

|
Patients aged 2G4 yr |
with HER2stage #IlIB v

EBC and residual disease

(non-pCR) after L
preoperative CT; no prior
treatment with oral
fluorouracil; ECOG PS 0/1
(N =910)

Capecitabinel250 mg/m2 BID on Daysl¥4 Q3W
for 6 or 8 cycles* SoC
(n =443)

*IDMC approved increased treatment duration to 8 cycles after
reviewing tolerability.
“Endocrine therapy if ER+ and radiotherapy if indicated.

Ve

A Primary endpoint:DFS

A Secondary endpointsDS, time to disease recurrence or death, safety, cost effectiveness
Masuda. NEJM. 2017;376:2147.



KEY DATA CREATK

Adjuvant Capecitabine vs SoC in Patients With Residual Disease After Neoadjuvant C

A Disease-free Survival in Full Analysis Set B Overall Survival in Full Analysis Set
1.0+ ; 1.0+ :
. . = . Capecitabine
5-Yr Capecitabine SoC Hazard 5 E . ] “%%
+ S C AI Rat|0 a 03 § g 08 Control
Rate, % 0 One Value 3 3
1) — — 1] =
(n = 443) QEEZE  (95% Cl) % 06 Control £ 0.6+
« >
& (o]
DFS 0 70 % 0.4 '-0; 0.4
(primary 74.1 67.6 : 0.01 z =
end oint) (053092) 4 0.29 Hazard ratio for recurrence, 5 024
p S second cancer, or death, 0.70 a Hazard ratio for death, 0.59
a 95% Cl, 0.53-0.92 95% Cl, 0.39-0.90
0.59 e S T S S S o T A S S B
oS 89.2 83.6 (039.0 . 90) 0.01 Years since Randomization Years since Randomization
No. at Risk No. at Risk
Capecitabine 443 385 359 286 175 34 Capecitabine 443 408 391 321 197 43
Control 444 366 328 255 158 19 Control 444 406 375 297 180 27
C Disease-free Survival among Patients with Triple-Negative Disease D Overall Survival among Patients with Triple-Negative Disease
—  1.04 1.0+
]
> ¥ :
£ E Capecitabine
3 - S -
. . . 2 08 Capecitabine § 0%
QU i 3
Adjuvant capecitabine g z .l et
w 2 Q 2
5 0 . o >
@ Control o]
significantly improved 5yr o S
. 5 g
DFS and OS rates in y | E
] 0.2 Hazard ratldo for recurrednce,h 058 5 0.2+ y | et e
- - = second cancer, or deatn, O. E azard ratio for death, 0.
patlents Wlth H ERQbreaSt 3 0.0 95% (I, 0.39-0.87 0.0 959% Cl, 0.30-0.90
. T T T T T " T T T T T
0 0 1 2 3 4 5 0 1 2 3 4 5
Can Cer an d reS I d u al Years since Randomization Years since Randomization
1 No. at Risk No. at Risk
d ISease Capecitabine 139 109 96 76 42 11 Capecitabine 139 124 116 91 50 11
Control 147 95 84 69 47 6 Control 147 125 108 82 52 9

Masuda. NEJM. 2017;376:2147.



Considerations in the Treatment of Ear§tage TNBC

QBWI Capecitabine x 8 cyclels

7
Neoadjuvant T/AC vs TC vs No pCF{ Complete 1 yr :
ITlC’ NO I ' Tx — \ \ : Pembrolizumab (9 cycles}’

Taxane/platinum e cenrranen RN

I Surgeryl gBRCAV I Olaparib x 1 yI

—| TCa/AC + pembrolizuma*/

any N+ TX

¢ XH FY > . Neoadjuvant
—

pPCR
\ Complete 1 yr

pembrolizumab

T1la/b,

NO —>| Surgery I—»INchemotherapy|4>| Docetaxel/cyclophosphamide vs taxane/carboplaﬁn

A Ongoing trialsTailoring neoadjuvant therapy to response; optimizing postneoadjuvant thegapy
ADCs, checkpoint inhibitor?

A gBRC/Mathogenic variantneoadjuvant in addition to adjuvant PARP inhibitors?

*For patients who received neoadjuvant chemotherapy plus pembrolizumab.



Key At what point do you ordeagBRCA
Questions mutation testing?

At Initial diagnosis
After surgery
At metastatic diagnosis

Which patients are you testing for
OgBRCAM
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NCCN Guidelines

Genetic/Familial HigiRisk
Assessment:
Breast, Ovarian, Pancreatic, and

Prostate
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