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Expanding Options for Intermediate to High-Risk HR+, HER2- Early Breast Cancer:
CDK 4/6 Inhibition in the Adjuvant Setting

monarchE Study Design'-2

4 Cohort 1 (91%) )

High risk based on

dinical pathological features On-study treatment period
2years

*+ 24 ALN or 1-3 ALN and at |east

1 of tha following )
- Grade 3 disease Abemaciclib
K - Tumor size 25 cm ‘/ o (150 mgq twice dally)
+ endocrine therapy (SOCt

Follow-up period

HR+/HER2-,

node-positive Stratified for prior chemo, 11 Erdoat =
higl:.-.r‘i)::'E;E. menopeusal staius, and reqion N=5E379 o yeasmas
4 ~ clincally indicated
y . | )
oﬂn'ﬁ"iﬂﬂﬁﬁ?z Caohart 2 (9%) Endocrine therapy (SOCP
High risk based on Ki-67

+ 1-3 ALN and Ki-67 220%" i |
@nd grade <3 and lumor size Primary objective: IDFS

<5 cm » Secondary objectives: IDFS in high K<67 populations, DRFS, OS,

\ / safety, PK, and PRO3 |

* Receuitment from July 2017 to August 2012, ® Erdocrine therapy of paysician's chaice (eg, arcmatase inhibilors, taraxifon, LHRH ageriat),
1. Harbexk N, EEMO 2023, Abatraet LEA1T. 2. Restogi F ot al. J Clin Onccl. 2024,00:1-7,




Sustained IDFS Benefit in ITT: Evolution of Yearly Rates

Alive with metastatic dz
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Time (months) Nominal P<.0001
NG. atrisk
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[ Abemaciclib + ET reduced the risk of IDFS events by 26.6% compared to ET alone }
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Key Secondary Endpoint: Overall Survival in ITT

Consistent OS Benefit Across Prespecified Subgroups
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in OS for patients with HR+ HER2-, node-positive, high-risk EBC

r
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At a median follow-up of 6.3 years, abemaciclib + ET  reduced the risk of death by 15.8% compared to ET alone J

congress
Stephen Johnston, MD, PhD. @m



Study Design: NATALEE

An open-label, multicenter, randomized, phase 3 trial2

patients with stage Il and Ill HR+/HER2- EBC RIB Primary End Point .
« Prior ET allowed up to 12 months 3 week 40(/)1'“9/ d‘;y o IDFS using STEEP criteria
» Anatomical stage llIAa Weeks onil week oftfor 3y
* NO with: * Secondary End Points
« Grade 2 and evidence of high risk: NSAI = RFS,DDFS, 0S
. Ki-67 = 20% Letrozole or anastrozoleb for2 5y = PROs
 Oncotype DX Breast Recurrence Score = 26 or R + goserelin in m\clavr; rz;r;i premenopausal : Ig;fety and tolerability
* High risk via genomic risk profiling 1:1c
« Grade 3 ]
e N1 Exploratory End Points
= DRFS

» Anatomical stage lIBa
* NOorN1
« Anatomical stage lll
. NO, N1, N2, or N3

= Gene expression and alterations in
tumor ctDNA/ctRNA samples

Efficacy outcomes for the 5-year analysis were estimated by the Kaplan-Meier method, and results are descriptive. The
Cox proportional hazards model was used to estimate the HRs and 95% Cls.

v/ v/ v/ P

aEnrollment of patients with stage Il disease was capped at 40%. bPer investigator choice. Cl,

confidence interval; ctDNA/RNA, circulating tumor DNA/RNA; DDFS, distant disease-free Primary Analysis Final iDFS 4-year Exploratory 5-year Prespecified 6-year Prespecified
survival; DRFS, distant recurrence-free survival; EBC, early breast cancer; HR, hazard ratio;

iDFS, invasive disease-free survival; ITT, intention to treat; mo, months; NSAI, nonsteroidal .

aromatase inhibitor; OS, overall survival; PK, pharmacokinetics; PRO, patient reported outcomes; db q
RIB, ribociclib; RFS, recurrence-free survival. an eyon
1. ClinicalTrials.gov. Accessed November 8, 2023. https:/clinicaltrials.gov/study/NCT03701334 27.7 mo 33.3mo 44.2 mo 55.4 mo y

2. Slamon D, et al. Ther Adv Med Oncol 2023:15:1-16. Median iDFS follow-up Current readout

John Crown, M.D.
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m“ NGress
025


https://clinicaltrials.gov/study/NCT03701334

IDFS by Nodal Status

With a median of 2 years off RIB treatment, RIB continues to demonstrate persistent benefit in
patients with high-risk NO disease and N+ disease

NO N+
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At this 5-year follow-up of NATALEE, RIB + NSAI continue to reduce the risk of recurrence beyond the 3-year

treatment window, supporting its use as adjuvant therapy in patients with HR+/HER2- EBC at high-risk of
recurrence, Including those with high-risk N0 disease

congress
RN
Cl, confidence interval; HR, hazard ratio; iDFS, invasive disease-free survival; NSAI, nonsteroidal aromatase inhibitor; RIB, ribociclib. m
John Crown, M.D.



Phase [l EMERALD Clinical Trial: Study Design

Elacestrant vs Fulvestrant PFS atl 6 arnd 12 Months
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» Prior Adjuvant
Therapy ~b5-65%

* Prior Al ~>80%
» Prior Fulvestrant -25-30%

Bidard FC, et al. J Clin Oncol. 2022;40:3246-3256.



EMBER-3 Primary Endpoint:

Imlunestrant vs SOC ET (ESR7m patients)
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VERITAC-2: Investigator-Assessed PFS
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Bifunctional

small molecule
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SERENA-6 Study Design

Phase Ill, randomized, double-blind, placebo-controlled study (NCT04964934)

» Female/male patients with
ER+, HER2— aBC*

Camizestrant (75 mg qd) +

continuing CDK4/6i

+ placebo for Al Primary endpoint

PFS by investigator
assessment (RECIST v1.1)

Secondary endpoints

 All patients who have
received Al + CDK4/6i
(palbociclib, ribociclib, or

STATS: 195 PFS events: Power = 0.93
o N _ for HR = 0.61 at 5% 2-sided
abemaciclib) as initial “E1 significance. Planned interim after 135 - PFS2
endocrine-based therapy for N=315 events, at P <.0001
aBC for at least 6 months ©oE

« Safety

« ESR1m detected in ctDNA | ULV YO IS Y et o
with no evidence ot disease
progression

» Patient-reported outcomes

Continuing Al (anastrozole/
letrozole) + CDK4/6i +

placebo for camizestrant

*F/U every 8 weeks for the first 18

Groups well balanced for age (61), Treatment continued until disease rr]onths, then every 12 weeks until
post-MP (~80%), ECOG 1 (31%-35%), progression, unacceptable toxicity, patient disease progression.
visceral mets (42%-45%), median time for withdrawal, or death

ESRT1 detection (22 months), median prior
CDK4/6 inhibition (23 months), and ESRTm type (D538G: 45% vs 52%; Y537S: 39% vs 38%; Y537N: 19% vs 16% for camizestrant vs control, respectively).

Turner NC, et al. ASCO 2025. Abstract LBA4.



First-Line Camizestrant for Emerging ESR7-Mutated aBC

First global registration phase 3 trial to demonstrate clinical utility of ctDNA monitoring to detect and treat emergent resistance mutations in breast
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ER-Targeted Drug Classes: Summary
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1.
2.
3.
4.
5.
6.
7.

Correlation of Relapse and Survival with Amplification of the
HER-2/neu Oncogene: Aggressive Biology = High Unmet Need

Correlation between HER-2/neu
gene amplification and expression’
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Slamon DJ, et al. Science. 1989 May 12;244(4905):707-12.
Slamon DJ, et al. Science. 1987 Jan 9;235(4785):177-82.
Seshadri R, et al. J Clin Oncol 11:1936-1942, 1993.

Konecny G, et al. J Natl Cancer Inst. 2003 Jan 15;95(2):142-53.

Borg A, et al. Oncogene 6:137-143, 1991.
Stal O, et al. Cytometry 16:160-168, 1994.
Berger MS, et al. Cancer Res 48:1238-1243, 1988.

Disease-free
survival probability

Overall
survival probability

Disease-free and overall survival probability
in lymph node positive breast cancer patients2

1.0+
0.3 4
Not amplified (n =52)
0.6+
0.4+
Amplified (n=11)
0.2 4 >5 coples
P =0.015
0 v Ll Ll Al T | )
1.0 7
0.3 - Not amplitied (n=52)
0.6 -
0.4
Amplified (n=11)
02 >5 copies
P =0.06
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0 12 24 36 48 60 72 84

Overexpression of HER2/neu
is associated with adverse
prognostic factors, including:

« Advance pathologic
stage!

« Number of metastatic
axillary lymph nodes3

 Decreased estrogen and
progesterone receptor
expression4

* Increased S-phase
fraction5

 DNA ploidys®

* High nuclear grade?



DESTINY-Breast11 study design

A randomized, global, multicenter, open-label, Phase 3 study

(NCT05113251)

Patient population

* Previously untreated
HER2+ eBC

+ HR-positive or
HR-negative

« High-niek defned as:

- 2¢T3 and NO-3 or
c¢T0-4 and N1-3

- Inflammatory BC

Stratification factors

» HR status: ER and/or
PR-positive or negatve

* HER2 slalus. (IHC 3+ or
ISH+ in the absence of
IHC 3+ slalus)

n=321 T-DXd* — THP*

Randomized

1:1:1

4 + 4 cycles

ddAC? — THPS
4 + 4 cycles

Recommended
post-neoadjuvant
treatment per study
protocoll

pCR: radiotherapy and

cencomitant trastuzumab 2
pertuzumeb for up to 1 year

No pCR: rediotherapy end
T-DM for up to 14 cycles

HR-positive: endocrine
theragy

The T-DXd alone arm closed on March 13 2024, following
Independent Data Monitering Committee recommendation

The reasons wara multfactorial, including a lower pCR rate, low likel hood
lhal T-DXd alone would be superor lo ddAC-T=P, anc tha liming of surgery

Data cutoff:
March 12, 2025

Primary endpoint

pCR (yoTU/1s ypNO) by blinded
central review

Secondary endpoints

pCR (y=T0 ypNO) by binded
central revew

EFS

Safety

Pharmacokinetics and
immunogenicity

Invasive disease-free survival
Overall survival
Health-related quality of life

Additional outcome
measures

Residual cancer burden (RCB)

High-sesalsfion comrgated tomogmahy ches! scans wa performed every € weaks daring reatmaat. if ILD\preumonitis was suspeciod while "ecoiving T-DXe, troatmen was interrupied and a full investigaticn completec. Exbocardiograms 50 moltigatad ncauisifien scans
were parformed during sceening (<28 days pror te randomizatior), curing tresliverny (<3 days defere Cycie 5|, and o end of reafivent 10 assess b ventricular sjaction fractioa "5 4 mohg CAN: Tpacitaoe! 3) mom‘ OW + rasacemal (5 mohg CAN) + peticumab B840 mg
ading Juse followed by 42 g CIW), Wowarubecn (30 mpn G2W) + Cpdogueghanmide (000 vglve® QW) Spaditane! (8C gl QW) + bastaiurad (8 mghy ading cose filewod Ly B righg QW) + po teaanad (64 g oadeyg Jdose folowsd by 420 reg QIW], Ywe recennendsd
wndow lor iurgery wit 3-8 weaks falowing sdmnaraton of he aut doie of reosdiuvart itudy teatment; Iacminiatond as pert of the padient’s SOC al 1 naestigater’s dacsicn T, chrical Limoe stage; ER, oatreges receptce; 140, immunohistechamalry; ILD, mersttial lun) deeass;
ISHL, N S8 MDWIZERO-DOSIIVE. I, NOSM S1a0; FR. prOgesiorons recopior QXN ivary 2 waers T-DVI, TEsSMZeMal emiarsna: YOI VS U, 806ench of irvasne Cancer N e DRast &g £xiary nooes. yoT ) voNd. 3088 Cf NVasive 8% N-S0U Zancar i 12 DIEastand 20y rods

Nadia Harbeck, MD
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PCR (ypTO0/is ypNO): primary endpoint (pathologic Complete Response)

pCR (ypTO0/is ypNO) by subgroups

ITT population? (primary endpoint)
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Necin Hartecs, ND
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T-DXd-THP ddAC-THP

Neoadjuvant T-DXd-THP demonstrated a statistically significant and
clinically meaningful improvement in pCR vs ddAC-THP
Improvement was observed in both the HR-positive and HR-negative subgroups

For the I'T sepulat on, trestment +Mecia wer estimated by the diffarence n pOR with D56 Cls and Pva wes based on the straiified Misitinen and Nurminen's reethod, with strata welghting by samgle skce (o Mantel-Hasnsael waigvs)
Patients with ro vaic mcarde regasdng pCR statue for 2ny ressss asee contidersc 10 be noe-reapendes (ncliding bet nor miled lo withdraaal rom the study, pregresscn of diseams or death beficrs surgery, lack of surgical specimer, o definec at rat svalable by the ceniral pathobgist)
SUDCrOUE 2NaYSeS were Jadailed Ty DINCed Coalrd review DU rspOYers wine CoIned &S CRle s wic onfy caved rardoTized STy reatmert (1 1aas] 0N C0se) 3N N0 pUK. MaO-SiCed M-y e crossed N2 U LS presdaciied Domnaay. 11, rren-o-beal

Nadia Harbeck, MD After surgery, 81.3% of patients receiving T-DXd-THP had no or minimal residual invasive cancer — congress
(RCB-0+I) detected in the resected breast or lymph node tissue vs 69.1% of those receiving ddAC-THP (- ESMD



Conclusions

« In DESTINY-Breast11, T-DXd-THP showed the highest reported pCR rate in —— PCR rate

HER2+ eBC for a registrational study in the neoadjuvant setting, despite a high o
prevalence of HR-positive disease and a high-risk population’™3* 673 /0

« T-DXd-THP showed a statistically significant and clinically meaningful improvement
in pCR rate vs ddAC-THP: A11.2% (95% Cl 4.0, 18.3)
~ pCR benefit for T-DXd-THP vs ddAC-THP was independent of HR slatlus and

More than twao thirds

of patients in the
T-DXd-THP arm

disease stage had a pCR
* An early positive trend in EFS was observed, favoring T-DXd-THP vs ddAC-THP HR-positive: 61.4%
- Hazard ratio: 0.56 (95% CI 0.26, 1.17) HR-negative: 83.1%

+ The safety profile of T-DXd-THP was favorable vs ddAC-THP
- Lower rates of Grade 23 AEs, serious AEs, and AEs leading to dose interruptions
- Lower rates of hematological AEs, left-ventricular dysfunction, and fatigue
~ ILD rates were low and similar between arms (1 grade 5 ILD in each arm)

DESTINY-Breast11 results support T-DXd-THP as a more effective and less toxic
neoadjuvant treatment compared with ddAC-THP, and it may
become a preferred regimen for patients with high-risk HER2+ eBC

"HELOACH DK ralss 1080red Dy 0 TONS YOIND | FOrs o1 re0aiad icnal Siuaes 1or N20aduvant SUL Daaiments 1 HEM2+ 50 rangsd Tom 37.3% 10 62 /%, 2nd MCOOSIVE ravaence maged mom 45.7% B 52.4%'
“Hober J, et ol 4 Din Ooco’. 2022 40 208062954 2. Hurvitz SA, et ol Lencet Oncol 2010,19:112-12C; . Glarn L, et ol Lancef Oncal. 2002,12:25-02

Nadia Harbeck, MD iy o
e rarbeck %% DESTINY-Breast11 EEESMD



PHASE 3 DESTINY Breast05: PRIMARY ENDOINT AND SUBGROUP ANALYSIS (N=1600)

T-DXd vs. T-DM1 for residual disease following HER2-targeted NAT in high-risk patients: inoperable or operable eBC (cT1-3,N0-1,M0) with axillary LN+ disease after NAT

H H . sa . N N T-OXd TOM1 a a a
Primary endpoint: IDF S (invasive Disease-Free survival) [T o1 Primary endpoint subgroup analysis: IDFS (inwsive Disease-free surviva)
Patients with events, n (%) 5162 _ . 102(125)
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SAFETY: 2 adjudicated grade 5 ILD events in the T-DXd arm (0.2%), none in the T-DM1 arm.
Numerically more low-grade (1/2) J,LVEF in the T-DXd arm (2.6% vs. 1.4% for T-DXd and T-DM1, respectively.

Adjuvant radiotherapy timing (sequential or concurrent) showed no differences in adjudicated drug-related ILD

Similar distributions ¢f any grade adjudicated drug-related ILD events were observed with sequential and concurrent radiotherapy in
both treatment arms (T-DXd: 10.7% and 9.6.% vs T-DM1: 2.6% and 1.0%, respectively)

Adjuvant T-DXd demonstrated superior efficacy with manageable safety in patients

with high-risk HER2+ eBC and residual invasive disease after NAT, representing a
potential new standard of care in this post-neoadjuvant setting




The future of ADC in HER2+ eBC

NEOADJUVANT POST-NEOADJUVANT / ADJUVANT

Phlll | Phil
DESTINY-Breast11: 1-DXd +'- sequential THP vs AC-TH=! DESTINY-Breast05: 1-DXd vs T-DRM1
ADAPT-HER2-IV: T-CXd vs. chemoM/F? ATEMPT 2.0: T-DI1 + trastuzumab vs. trasiuzuman + pachtaxel
APTnea: Pertuzumab + trastuzumab = pachtaxel (4PCT) ADEPT: Pertuzumab + trashizumah + =T¢

= atezolizumab vs. AC + HPCT + atezolizuman vs. HFCT?
ASTEFANIA: A2z izumab + T-DM” ve. placedbo + T-DM*7

Fhll
COMPASSHER2-RD: Tucatinib + T-Di1 vs. T-DM1 + placebo’

COMPASSHER2-pCR: Neoaduvant trastuzumab + peruzumat -+ paclitaxelnab-paclitaxel or doceiaxe -> surgery within 42 days,
post-necad uvanl rasluzumat + periuzumad + SOC radiotherapy (if pCR), or T-DM1 £ SOC chemotherapy/hormone therapy (if residua disease)”

PHERGAIN-2: Necaduvant FDC SC trastuzumab = periuzumabd (£ =7) folowed by post-neoadjuvant FDC SC trastuzuman + petuzumab or 1-CV1
or chemotherapy be‘ore acjuvant T-DA (£ ET)C

DECRESCENDO: Neoaduvan: FDC SC trastuzumad + petuzumab + pacltaxel or docetaxel ‘olowad oy
post-nzoaduvant FDC SC rastuzumab + perfuzumab (d RCE=0)or T-DM* (it RCB 21) or anthracycline-based chemotherapy before -0V 1 (if RC8 22311



MBC: PFS

Key Eligibility Criteria

= HER2+ MBC

= Asympromatic/incctive brain metastases alloacd

= DFI >6 mentrs from last chemotherapy or HER2-targeted
therapy in (neo)adjuvart setting

= 1 prior I ne of ET in the metastatic setting pcrmitted

= No other prior systemic therapy for MBC

-

rd

Seebab lity of TS

T-DXd + placebo

PFS by BICR

935 0% — -
I a0.7 26.3
- Median, m> (95% C1) 26 5 ey (21,8, NC)
J0.1% Hazard rafio (85% CI) 0,56 (0,44, C.71)
(Wl %A Jd ) F-',e'm <0.00(]0|

5.4 mg/kg q3w
Blinded untl/l final FFS analysis®

T-DXd + pertuzumab

T-DXd: 5.4 me/Kg a3w

16 M 7 ¥

Tine foon ravdom zalon [runll =)

e 7 » 10 v
m I o .2 ]

i
P

Fertuzuman: 840 mg lnading dose,
then 420 mg q3w

N=1157
JHP

Stratification facicrs, D2 rovo vs recurrent IMBC, HR+ vs HR-, and PIK3CAmut
Primary encpoint: FFS (BICR)

Key secondary endpoint: 0S
Other secordary endpoirts: FFS by INV, ORR, DOR, PFS2, sefaty

Groups well-balanced for age (54), world region (49% Asia
ECOG 0 (64-67%), HER2 IHC 3+ (81-83%), HR+ (54%), de
novo metastatic dz (52%), PIK3CAmut (30-31%), CNS mets

Confirmed ORR® (BICR)
. = PFS by INV was similar (HR=0.49; 95%
: w] e T0.6% Cl, 0.39-0.61; P<0.00001)
iy s | - Benefit with T-DXd + P vs THP was
; 204 consistent across prespecified
i o] subgroups, including stratification
=l factors
il = Median follow-up: 29.2 months
e —— — - 2 grade 5 ILD events in the T-DXd + P
W~ Bl arm, none in control

(6%), visceral mets (69-73%).

aMedian PFS estimate for T-DXd is likely to change at updated analysis. b Stratified log-rank te
Tolaney SM, et al. ASCO 2025. Abstract LBA1008.

PFS benefit with T-DXd + P vs THP was consistently observed across
prespecified subgroups, including stratification factors



Primary Results From PATINA Phase 3 Trial of Palbociclib +

Anti-HER2 Therapy + ET in HR+/HER2+ MBC

Key Eligibility Criteria
= HR+/HER2+ MBC at)
= No prior treatment in ABC setting beyond induction therapy

Pelto + AnU-HER2 + AnU-HER2 + ET

ET (n=261) (n=357)
Everte 126 136
mPFS, morts 443 20.1
(35% Ol i32.4.80 9] 123.338.6]
HR (35% CI) 074 (0,58 0.04)

Nomimal 1-sesed Pyloe Q004

]
W
— 6-8 cycles of treatment, including trastuzumab =+ ; | 734 Yoy
pertuzumab and taxane/vinorelbine b A%
= Completion of induction chemotherapy and no evidence % -
of disease progression T s
o
@ a0 M”l“"
Palbo + Anti-HER2 + ET £ 38.2% M it
{ Palbociclib (125 mg PO qd D1-D21) + v 33.4%
trastuzumab + pertuzumab + ETa Until S
PD or a o
toxicity
Anti-HER2 + ET o |
Trastuzumab + pertuzumab + ETa [ (B 12 13 24 kD _ as 42 48 51 on ne 72 T8 #4
Time (months)

. , , Pabo+ HERZ + ET 261 211 203 168 146 128 113 64 38 $5 33 14 4 1 0
Stratification factors: pertuzumab use, prior (neo)adjuvant HER2 + 1T 2537 198 139 137 116 102 87 68 51 29 14 6 10
anti-HER?2 therapy, response to induction therapy, type of

. ! Confirmed CER® =
Primary endpoint: INV-assessed PFS ORR® ) = e 0%
Key secondary endpoint: OS e P=) 046 )

o . W o

Groups well-balanced for age (53), median #cycles induction Rx (6), 8 . S8 22 20 g

pertuzumab use (97%), prior Al (91%), prior (neo)adj anti-HER2 Rx (71-73%), N - ,

best response to induction therapy (CR/PR = 68.5%) °l - :
aTrastuzumab and pertuzumab were administered per SOC. ET options include an Al or fulvestrant. .1::%.?}::.;?4':7 A:‘.E:E:r: z ":;"":":"2 ':::"“ ?::::

Metzger O, et al. SABCS 2024. Abstract GS2-12.



The HER2+ mBC 1L Treatment Landscape is Likely to Continue to Evolve With
Emerging Data From Ongoing Trials — many are induction/maintenance design

HER2+ mBC 1L Treatment Options

Trastuzumab + pertuzumab 1
+ taxane (CLEOPATRA)' Trastuzumab + pertuzumab (CLEOPATRA)'.a

T-DXd * pertuzumab (DESTINY-Breast09)2

Palbociclib + anti-HER2 + ET (PATINA)3.4.2 HR+

Inavolisib + trastuzumab + pertuzumab (INAVO122)5.a PIK3CAm *
Trastuzumab + pertuzumab

+ 1 Fe
taxane (CLEOPATRA) Giredestrant + trastuzumab + pertuzumab (heredERA)é. ER+ ¥

Tucatinib + trastuzumab + pertuzumab (HER2CLIMB-05)7

T-DXd (DEMETHER)? Trastuzumab + pertuzumab (DEMETHER)3? 3

aET can be added with maintenance trastuzumab + pertuzumab for patients with HR-positive disease as per guidelines.®
1L, first-line; ER, estrogen receptor; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IA, interim analysis; mBC, metastatic breast cancer; PIK3CAm, PIK3CA mutation; SOC, standard of care;

T-DXd, fam-trastuzumab deruxtecan-nxki.
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INAVO120: A Phase lll, Randomized, Double-Blind, rmemm——
Placebo-Controlled Study?:2
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INAVO120: A Phase lll, randomized, double-blind, ™ &

« {weral, PIKICAMutations are tne second mast commor mutation (—40% n

p Ia ce bo -co nt ro ' I ed stu d y1 -2 ER+) cbserved in all breast cancer patients, second only to TP53 mutations!

" ™
S e !(SY_ e_"_g'_blh_ty_ c_rtte_ﬂ_a _____ 2 Frarolment penind: Jan.ary 7(020 to Septemeer 2023
| Enrichmcnt of paticmts with poor prognosis; I S  E—"
! : . EIP I Inavolisib (8 mg )
5P PlK3CA-mutdteq. HR+, HER2—- aBC by cenlal ' + palbaciclib (125 mg PO QI 11-021) 48
| cIDNA* o~ locel tissus/ztDNA. test 1 + fulvestrant (600 mg C1D1/15 and Q4wy)! ->: =
: *  Measurable disease : o‘::ﬂ;,’:ay E S
o <l
I = Progression during/within 12 months of | 2 mmf:_“'f;? (mpg?jn s )
! djuvant ET completion l B e gk
i T N o s 4 + fulvestrart (600 mg C1D1715 and Q4w)!
* Ne prior therapy for aBC Bt
- Stratificat en factors: T
* Fasting glucose <126 mg/dL and HbA,. <€.0% - Vigcazral ciseass (Yes vs. na, > |navolisib is a PI3Ka
N e’ o Zrwoc me iesislance {onmeay v seconda g )? : H : :
+ wegion (Norzh America/Westem Zorope vs. Asia vs. Crher) Inhlbltor Wlth a hlgh

degree of selectivity over
beta-, gamma-, and
delta- PI3K isoforms

= Primary endpoint: Investigator-assessed PFS
« Seconcary endpeints included: OS; investigator-assessed ORR, BOR, CEBR, and DoR; PROs
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INAVO120: A Phase lll, Randomized, Double-Blind, Placebo-
Controlled Study

INAVO120 updated PFS INAVO120 key secondary endpoint: OS5
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* This is the first time OS has been significantly improved by a PISK pathway-targeted drug

* Median time to first subsequent chemotherapy = almost 2 years (23 months)

* Hyperglycemia, stomatitis, and dry eye/blurred vision were reported at a higher frequency in the
inavolisib group, but discontinuation rate was low



Mutations in the PI3 Kinase/AKT Pathway Are Actionable: CAPItello-291 Phase llI
Trial of Capivasertib + Fulvestrant in Al-Resistant HR+, HER2— mBC

Most common adverse reactions (incidence >20%), were diarrhea, rash,
hyperglycemia, lymphopenia, anemia, nausea, fatigue, leukocytosis,
hypertriglyceridemia, neutropenia, Tcreatinine, vomiting, and stomatitis.

Key Ellgibllity Criterla PFS by Investigator in the AKT Pathway-Altered Population
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Novel PIKSCA/AKT/MTOR Drugs in Clinical Trials

Target Key Features Name
PIK3CA Allosteric, pan-mutant, isoform selective RLY-2608
PIK3CA, MTORC1, MTORC?2 Pan-class | isoform, multiple subunits, IV Gedatolisib
PIK3CA Mutant specific for PIK3CA H1047R OKI-129
PIK3CA Allosteric, mutant selective STX-478
PIK3CA Covalent TOS-358
AKT Pan-AKT inhibitor |patasertib
AKT E17K Mutant selective ALTA 2618
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DESTINY-Breast061.2

Multicenter, open-label, randomized pt;ase ] stu&y

Pafient population T-DXd
« HR+ mR(C 5.4 maha QIW
« HER2-ow (IHC 1+ or IHC 24/1SH=) or (n = 436)

HER2-Jltralow (IHC 0 with membrane staining)f

Prior lines of therapy

-~ Progressicn 8 montie of siating 1L
E™ + COK4%

o
Recurrence £24 months of starting aduvant ET

Seratification factors
+  Prior COKAE use (yes vsno)

= HERZ caproosion (IHC 1+ v HC 24A3H- vs IHC O wils o drane slow i)
«  Prior tacane in the nonmelastalic seling (yes vs no)

HER2-ultralow = No staining OR faint/barely
perceptible, incomplete membrane staining
in £10% of tumor cells. NCCN defines HER2-
ultralow as HER2 IHC 0+.5 The FDA label
defines it as IHC 0 with membrane staining,
as determined by an FDA-approved test.

FDA approved January 27, 2025

T-DXd demonstrated a statistically
significant and clinically meaningful PFS
benefit vs TPC (conventional
chemotherapy) in HR+, HER2-low mBC in
an earlier line of treatment than in
DESTINY-Breast04

Results in HER2-ultralow patients were
consistent with HER2-low

Confirmed ORR was 57.3% (T-DXd) vs
31.2% (TPC) in ITT

No new safety signals were identified;
ILD remains an important safety risk of
T-DXd

T-DXd

TPC

— PFS

T-DXd

PFS in HER2-low

Hazard ratio 0.62: P<0.0001

an

Med|

iniITT (HER2-low + ultralow) —

Hazard ratio 0.64; F<0.0001

Median

DESTINY-Breast06 establishes T-DXd as an effective new treatment option for patients with
HR+, HER2-low and HER2-ultralow mBC following 21 endocrine-based therapy

New FDA indication 1/27/25: HR+, HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow (IHC 0 with membrane staining) breast
cancer, as determined by an FDA-approved test, that has progressed on 1 or more endocrine therapies in the metastatic setting.

HER2, human epidermal growth factor receptor 2; HR, hormone receptor; ILD, interstitial lung disease; ITT, intention-to-treat; mBC, metastatic breast cancer; ORR, objective response rate; PFS,
progression-free survival; T-DXd, fam-trastuzumab deruxtecan-nxki; TPC, treatment of physician’s choice.
1. Curigliano G, et al. ASCO 2024. Abstract LBA1000; 2. Bardia A, et al. N Engl J Med. 2024;391:2110-2122.



TROPION-Breast01: Dato-DXd vs Chemo for 2—-3L HR+, HER2— mBC
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Bardia A, et al. J Clin Oncol. 2024;42:2281-2294.
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mPFS by BICR: 6.9 mo vs 4.9 mo (HR 0.63)

mOS: 18.6 mo vs 18.3 mo — not statistically
significant

Major toxicities: nausea, stomatitis, alopecia,
dry eye, low-rate ILD

FDA approved January 17, 2025



Roadmap: HR+, HER2— mBC U

Source: Dr Laura Huppert, UCSF. 2025.
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Triple-negative breast cancer (TNBC) is the most aggressive breast cancer subtype

TNBC is highly invasive, exhibiting high metastatic potential, early relapse and poor outcomes

More likely to occur in premenopausal women aged 40—
50 years old1.2

~46% of TNBC patients will have distant metastasis.2
Median survival after metastasis is only 13.3 months

TNBC accounts for

10-15%
of all breast
cancer cases’

Five-year mortality rate is 30%?2

TNBC = triple-negative breast cancer.
1. Furlanetto J and Loibl S. Breast Care (Basel) 2020;15:217-226. 2. Schrodi S, et al. Ann Oncol. 2021;S0923-7534(21)04218-6. doi: 10.1016/j.annonc.2021.08.1988 [Online ahead of print]. 3. Villegas SL, et al. Eur J Cancer

2021;148:159-170.



TROP2 ADC IMPROVES PFS vs TPC in 1L mTNBC KN3ss

Median PFS (CPS<10)
TPC: 5.7 months
e HR: 0.62 ;21*'% HR: 0.57
el ey AMedian PFS: 28mo. ] '} AMedian PFS: 5.3 mo.
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Median follow-up (range), mo 13.2(<0.1-29.2) Madian follow-up (range), mo 27.5(13.3-38.7)
N PFS events (%) 349 [§ N PFS events (%) 408 (63
Median PFS (95% Cl), mo 9.7 (8.1-11.1) 6.9(56-8.2) Median PFS* (95% Cl), mo 10.8 (8.6-13.0) ! 5.6 (5.0-7.0) |
Stratified HR {95% ClI) 0.62 (0.50-0.77), p <0.C0OC Stratified HR (85% Cl) 0.57 (0.4740.69), p <0.
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e congress
The patient populations in the 2 trials were sufficiently different that the outcomes cannot be compared head-to-head. m



ASCENT-04: SG+pembro vs. Chemo+pembro in PD-L1+ 1st-line Metastatic
TNBC Progression-Free Survival by BICR DS CREmERST Chemo - Pembrs
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SG + pembro demonstrated statistically significant and clinically meaningful improvement in PFS vs

chemo + pembro by BICR analysis, with a 35% reduction in risk of disease progression or death
AISE were a composite of the known toxicities of each agent.

Resulis from ASCENT-04/KEYNQTE-D19 support the use of SG + pembro as a potential new standard of

care for patients with previously untreated, PD-L 1+, locally advanced unresectable or metastatic TNBC

Data cutoff date: March 3, 2025.
aTwo-sided P-value from stratified log-rank test.
BICR, blinded independent central review; chemo, chemotherapy; HR, hazard ratio; PFS, progression-free survival; pembro, pembrolizumab; SG, sacituzumab govitecan.

OS data were immature (26% of target event rate), HR=0.89.

. Tol SM et al. ASCO 2025;Abstract LBA109
SG was a subsequent Rx in 81% from the chemo+pembro control arm. craney Sieta strac



. BEGONIA Study: DATO-DXd + Durvalumab

Overall Response and Duration of Response (Arm 7)
Overall, 11.3% patients had PD-L1 high tumours and 87.1% had PD-L1 low tumours
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NATALEE and monarchE Population Criteria

AJCC anatomical
staging'

Stage IB
Stage lIA

Stage IIB

Stage IlIA

Stage IIIB

Stage llIC

TN (MO)

TONTMUTINImi
TON1
TIN1
T2NO

T2N1
T3NO
TON2
TIN2
T2N2
T3N1
T3N2
T4NO
T4N1
T4N2
Any TN3

NATALEE??

Only if grade 3 or grade 2 with Ki-67 220%
or high genomic risk®

N | AARSS%Y

NATALEE allowed?;
=Any N1, N2, or N3

*NO: T2 (G2 + high genomic risk or KI-67 220% or G3),

T3, 0r T4

monarchE*

| Only if grade 3 or Ki-67 220%
Only if grade 3 or Ki-67 220%
Only if grade 3 or Ki-67 220%

X

Only if grade 3 or Ki-67 220%

XIS S S KPX

Only if tumor size 25 cm or grade 3 or Ki-67 220%
v/

v

monarchE allowed*:

* Any N2 or N3
* N1 only if G3 or tumor size 25 cm or Ki-67 220%

AJCC, American Joint Committee on Cancer; G, grade; M, metastasis; mi, micrometastasis; N, node; T, umoer; TN, tumor, ncde.
*High risk as determined by Oncotype DX/Prosigna/MammaPrint/EndoPredict.?

1. Amin MB et al. AJCC Cancer Staging Manual. Bth ed. Springer; 2017.537-636. 2. Slamon D et al. Ther Adv Med Oncol, 2023;15:17588359231178125, 3. Slamon D et al. N Engl J Med. 2024,390(12).1080-1091,

4. Harbeck N et &l. Ann Oncol. 2021;32(12):1571-1581.

.

NO not

allowed in
monarchE

J

Table adapted from Slamon D et al. with permission.



