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The era of personalized medicine in HER2+ EBC

* The favorable outcomes of HER2+ breast cancers provide
opportunity to:

* De-escalate therapy for lower risk patients to reduce the toxicities
of treatment

* Escalate therapy for minority of patients who are risk for
recurrence despite maximal current management




Strategy for Managing Patients With
Stage |-l HER2+ EBC

cT1lccNO
Surgery -> trastuzumab- S
based therapy Assdess R.'Sk ‘ . Neoadjuvant
(observation only; and Patient ‘ Anti-HER2 (H+P) + Chemo Therapy
TH followed by Preference ‘
Residual invasive pCR
*High-risk patients (age <35 yr, grade 3, hormone receptor negative, disease (ypT0/is ypNO)
multifocal disease) could be considered for neoadjuvant therapy. l l
T-DM_I x 14 HxPix1lyr
[

= There is uncertainty with regard to patients with T1cNO disease ' l

included in both the APT and the KATHERINE trial.

If HR+: Endocrine therapy x If HR+: Endocrine therapy x 5
= Depending on the clinical circumstances (higher risk?), these patients

5yrs yrs and consider neratinib if
could be considered for NAT. high risk
= Advantage: additional benefit from T-DM1 if no pCR
= Disadvantage: risk of overtreatment based on the results of l
APT.
Neratinib if HR+?

Barcenas. Ann Oncol. 2020; 31:1223. ESMO Guidelines 2024



DE-ESCALATION STRATEGIES

_ M) Check for updat
Editorials

* Short Trastuzumab durations  Anthracyclines in Early Breast Cancer: The Long Goodbye

* On |y Perse phone demonstratec  thomas crinda M2 and Harold J. Burstein, MD, PhD!
the o ptl mal duration! D0 htips:f/doi. org/10.12004000-24-01916
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A . . . . . ACCOMPANYING COMNTENT
For more than 50 years, through successive iterations of regimens incorporating alkylating

agents, anthracyelines, and taxanes, adjuvant cytotoxic chemotherapy has improved the = Article, p. 373
prognosis of patients with early breast cancer, reducing recurrence and cancer -related death.*=
Remarkable progress in supportive care—especially antiemetics and growth factor support—

Accepled Saplember 11, 2024
has made treatment feasible and tolerable for a greater percentage of patients, although longer- SPIEE SRl

e Avoidin gd nthra CyCI ines term risks remain, including neuropathy, fatigue, and deconditioning, Anthracyclines in e S 2
particular are persistently linked to rare instances of cardiac injury or myelodysplasiafacute J Clin Dneal 43:367-364
d BCI RG 006 myeloid leukemia (AML).** & 2024 by Amesican Saciety of
Clnical Onealamy
L4 TRAl N 2 In parallel with improvements in adjuvant chemotherapy has come the recognition that breast

cancer subtypes vary in their need for adjuvant chemotherapy owing to the efficacy of targeted
endocrine and anti-human epidermal growth factor receptor 2 (HER2) therapies. On the basis of
genomic analyses, most patients with anatomic stage [ or II, hormone receptor —positive breast
cancers can effectively be treated without chemotherapy at all,*"® whereas those with early-
stage HER2-positive cancers can do very well with chemotherapy and trastuzumab-based
regimens that omit anthracyelines.” * Among patients with triple-negative breast cancer (TNEC),
the incorporation of immunotherapy into standard treatments™ has prompted suggestions that

¢ S ma I I t umors ( Re move pa rt Of t nonanthracycline regimens may suffice.” The question that remains is which patients and which
. cancers still need anthracycline-based adjuvant chemotherapy?
e APT: paclitaxel + trastuzumab

 ATTEMPT: T-DM1

View Online
i Article




APT: Can we leverage the effectiveness of trastuzumab to de-
escalate chemotherapy in low-risk HER2+ breast cancer?

HER2+
ER+ or ER- srel 1o (e [e] [7] [P ] 7] 7] [°] [P [P [P
Node Negative E—
3
: . 5“1‘ 12 WEEKS OF PACLITAXEL/TRASTUZUMAB

Adequate organ fx l
413 patients enrolled

FOLLOWED BY 13 EVERY 3 WEEK DOSES OF TRASTUZUMAB

Trial designed to determine if treatment with paclitaxel/trastuzumab is
assoclated with a low (5%) rate of recurrence after 3 years




DISEASE-FREE SURVIVAL

APT. OUTCOMES AT 10 YRS
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APT. OUTCOMES AT 10 YRS
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eDeath from Breast Cancer



Replace cytotoxic therapy with a targeted drug

ATTEMPT Trial

= Arandomized (3:1), open-label phase Il study

Stratified by age (<55, 2 55), planned radiation therapy (Y/N), planned hormonal therapy (Y/N)

T-DM1

1
1
i
Women with stage 1 HER2+ BC  + 3.6 mg/kg IV Q3W x 17

with NO or N1mic disease; (n=383) Follow-up for
LVEF 2 50%; no prior invasive 5 yrs after
BC surgery; < 90 days final dose of
from last surgery Paclitaxel 80 mg/m2 IV + T-DM1 or TH
Trastuzumab
(N =497) Trastuzumab 2 mg/kg IV Q1W x 12 6 me/kg Q3W x 13

(n=114)

Study not powered to assess efficacy of TH or to compare efficacy of T-DM1 to TH
= Coprimary endpoints: 3-yr DFS in T-DM1; comparison of incidence of clinically relevant toxicities
with T-DM1 vs TH, including: grade 2 3 non-hematologic AEs, grade 2 2 neurotoxicity, grade 2 4
hematologic AEs, febrile neutropenia, and any AE requiring dose delay or discontinuation of
protocol therapy

Tolaney S et al JCO 2021

Tolaney S et al Lancet Oncol 2023

ATEMPT: CLINICALLY RELEVANT TOXICITY

Clinically Relevant Toxicity T-DM:J((TJ 383)

Grade 23 non-hematologic toxicity

37 (10%)
Grade = 2 neurotoxicity 42 (11%)
Grade 24 hematologic toxicity 4(1%)
Febrile neutropenia 0(0%)
Any toxicity requiring dose delay 106 (28%)
Any toxicity requiring early discontinuation 67 (17%)

Tocar 176 (46%)

Tarantino P et al JCO 2024

TH (n = 114)
N (%)
13 (11%)
26 (23%)
0(0%)
2(2%)

30 (26%)
7 (6%)

53 (46%)
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Tai

ored therapy: Image —guided optimization

I, PET-CT)

CAN EARLY
RESPONSE HELP

US REDUCE OR REPLACE RESIDUAL MICRO- DISEASE
CHEMOTHERAPY? DISEASE METASTASIS RECURRENCE




SAN ANTONIO
BREAST CANCER

TRAIN Il Study (Louis et al, RS1-03, SABCS 2024) (2 SFOSUM
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One in three patients with HR-/HER2+ and one in six with HR+/HER2+ breast cancer achieve a pCR with only three

cycles of neoadjuvant chemotherapy




PHERGain: Can PET response be used to guide therapy
de-escalation in HER2+ EBC?

Key Eligibility Criteria

1. Centrally confirmed
HER2[+] stage I-IlIA
EBC.

2. Tumor diameter = 1.5 cm
by MRI or ultrasound.

3. Presence of a breast
PET-evaluable lesion.

Stratification factors

« Hormonal receptor status

(+1-)

->
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TCHP  PH (ETx)
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N=71
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TisSuelnlooo \: o Tissuermrood ] ! Tssue/nlooa ]
____samples .___samples | \___samples
If subclinical TCHP Surgery
— ->
PET M1 X6 (Y/IN)
GROUP C

First
Primary
Endpoint

* pCRIin
PET
Responders
(Arm B)

Second
Primary
Endpoint

» 3-year
iDFES rate in
Arm B

C: Carboplatin; D: Docetaxel, EBC: Early breast cancer; ETx: Endocrine therapy (letrozole post-menopausal/tamoxifen pre-menopausal), Adjuvant ETx up to 3 years from surgery; PET: 18F-fluorodeoxyglucose positron emission
tomography/computed tomography; H: Trastuzumab SC; HER2: Human Epidermal Growth Factor Receptor 2; iDFS: Invasive disease-free survival; MRI: Magnetic resonance Imaging; P: Pertuzumab IV; R: Randomization; TCHP:
Trastuzumab, pertuzumab, docetaxel, and carboplatin. ¥ All hormonal receptor-positive patients received ETx concomitantly with PH (except on chemotherapy).
*+ PET RESPONDERS: RECIST responders after cycle 2 with SUV,,,, reduction 240%.
*  pCR, Pathological complete response (ypTO/isNO)

Dr. JAVIER CORTES MD PhD

phergain



Primary Endpoint: pCR in *¥F-FDG-PET responders in group B

pPCR was observed in patients with both HER2++ and HER2+++, pts with stage Il and stage Ill, and pts ER+ and ER-.

PET Responders and Non- PCR rate
Responders it
90
i p<0.001
58 = 95% Cl, 31.6-44
(20.4%) < 60
£ 5 37.9%
2 40
227 ;g
(79.6%) 10
0
ypTO0/isNO
B PET Responder [ PET Non-Responder Null hypothesis: pCR £20%
Subgroup analysis: 3-y iDFS rate without CT
in PET responders with pCR (n=86)
100% —fmn...

g
3

2
FS

3-year iDFS rate: 98.8%
(95% CI: 96.3-100%)
Events: 1/86
(Regional recurrence)

&
ES

]
ES

Invasive Disease-Free Survival

2
B

0 3 6 3 12 15 18 21 24 27 30 a3
Time since surgery (months)
Number at risk

I 86 86 85 85 84 84 84 82 82 82 82 80

78

Challenge:
40%
achieved -
pCR with ...60% need
HP... but escalated
\ . adjuvant therapy!!!

Can we use upfront biomarker selection?




HER2DX

« HER2DX is a tool incorporating tumor size, nodal
staging, and 4 gene expression signatures tracking
immune infiltration, tumor cell proliferation,
luminal differentiation, and the expression
of the HER2 amplicon, into a single score.

* In a combined analysis of APT and ATEMPT, the
HER2DX risk score was found able to identify a
population of patients with higher risk of recurrence

HER2DX 27-gene test

ImmunetGG ImmuneGG
HER2 amphcon P e
- O—> =
- Lumnal F Luminal
g ProMeraton - 2 Prolderaton
» Tumor stage - - Tumor stage .::>Nonpﬂl
Nodal stage . 3 s & ? 8 Nodal stage
Tine, y
Blue = Good outcome Bilue - High pCR
Red ~ Bad outcome Red - Low pCR

1. Prat A et al. EBioMedicine. 2022;75:103801. 2. Tarantino P et al. ESMO Breast 2023. Abstract 6P.

Recurrence-Free Interval, Proportion
8
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0.25 4
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e

HER2DX Risk-Score  7-Years RFI HR (95% CI) P

Low risk 97.4% Ref.

High risk 82% 7.33 (2.29-2347) <.001
0 2 4 6 8 10 12

Time, y

445 421 396 250 150 139 35
26 23 20 12 8 8 “



JAMA Oncology | Original Investigation

Tumor-Infiltrating Lymphocytes and Survival Outcomes
in Early ERBB2-Positive Breast Cancer
10-Year Analysis of the ShortHER Randomized Clinical Trial

Maria Vittoria Dieci, MD: Giancarlo Bisagni, MD; Stefania Bartolini, MD; Alessio Schirone, MD; Luigi Cavanna, MD; Antonino Musolino, PhD;
Francesco Giotta, MD; Anita Rimanti, MD; Ornella Garrone, MD; Elena Bertone, MD; Katia Cagossi, MD; Samanta Sarti, MD: Antonella Ferra, MD;
Federico Fiacentini, PhD; Enrico Orvieto, MD; Melinda Sanders, MD; Federica Miglietta, PhD; Davide Massa, MD; 5ara Balduzzi, PhD:

PFierfranco Conte, MD:; Roberto D'&mico, PhDy; Valentina Guarneri, PhD
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Patient selection is crucial in either
escalating or de-escalating strategies
e High risk population require more
treatments, even after pCR

Urgent need for biomarkers to identify
those patients requiring “more” or
“less”treatment

HER2-positive breast cancer is not a
uniform entity

Clinical trials to escalate or de-escalate
systemic therapy in HER2-positive disease
should increasingly consider, beyond
pPCR/RD, the hormone receptor status and
the intrinsic molecular subtypes

DE-(ES)-CALATION STRATEGIES

I

pCR
Low risk — DE-ESCALATION

VS.

high risk — OPTIMISATION

Residual disease
Any risk — ESCALATION always

In any case, we need biomarkers and trials to guide any decision




Pathologic Complete Response and Individual Patient Prognosis
after NACT plus anti-HER2 therapy in HER2 + early BC

TABLE 2. Multivariate Cox Models for EFS and 0S According to pCR

pCR— pCR+
EFS 0s EFS 0s
Prognostic Factor HR {95% CI) P HR (95% CI) P HR (95% CI) P HR (95% CI) P
cT (cT1-2 vcT3-4) 0.62 (0.53 to 0.73) <.001 047 (0.37 t0 0.60) <.001 0.67 (0.50 to 0.90) .007 0.55 (0.34 to 0.87) 011
cN (cN— vcN+) 066 (05510 0.79) <001 075(058t00.96) 025 0.72{0.531t00.98) .039 061 (0.3610 1.03) .065

Hormone receptor status
{hormone receptor+ v
hormone receptor—)

0590500 0.68) 005 044(0361t00.55) <001 097(0.73t01.29) 842 0.76(047to1.22) 251

1.0 4

0.8 +

0.6

0.4

van Mackelenbergh MT,
J Clin Oncol. 2023 41:2998-3008
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Need for Approach to Patients with RD (high risk) using
preoperative therapy to adapt adjuvant treatment

Outcomes for HER2+ BC

treated with trastuzumab-based
therapy
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Katherine update results

The NEW ENGLAND
‘i JOURNAL of MEDICINE

CURRENT ISSUE SPECIALTIES w TOPICS

This content is available to subscribers. Subscribe now. Already have an account?

ORIGINAL ARTICLE _F }\\< in B v
Survival with Trastuzumab Emtansine in Residual

HER2-Positive Breast Cancer

Authors: Charles E. Geyer, |r., M.D., Michael Untch, M.D., Ph.D., Chiun-Sheng Huang, M.D., Ph.D., M.P.H., Max S. Mano,
M.D., Ph.D., Eleftherios P. Mamounas, M.D., M.P.H., Norman Wolmark, M.D., Priya Rastogi, M.D., sz , for the
KATHERINE Study Group™  Author Info & Affiliations

Published January 15, 2025 | N Engl | Med 2025;392:249-257 | DOI: 10.1056/NEJMoa2406070 | VOL. 392 NO. 3

KATHERINE Study Update

= Prior neoadjuvant therapy consisting of: T-DM1
3.6 mg/kg IV Q3w

14 cycles

— Minimum 6 cycles of chemotherapy
- Minimum 9 weeks of trastuzumab 3
- Second HER2-targeted agent allowed

= Residual invasive tumor in breast or axillary nodes N = 1486

= Randomization within 12 weeks of surgery

+ Radiation and endocrine therapy per
protocol and local guidelines

* Switch to trastuzumab permitted if
T-DM1 discontinued due to AEs

= Primary endpoint: IDFS
= Secondary endpoints: IDFS with second primary non-breast cancers included, DFS, OS, DRFI, safety, and QoL

= Stratification factors: Clinical stage at p ion (inop: vs operable), HR status, preoperative HER2-directed therapy,
pathologic nodal status after preoperative therapy

KATHERINE IDFS final analysis;
median follow-up 8.4 years

1004 3 years 5
years
w 84.4% 7 years
80.8%
804
= 60
o
id
£ 40
a T-DM1 — TDM1
(n=743) Trastuzumab
204 IDFS events, no. (%) 239 (32.2) 146 (19.7)
Unstratified hazard ratio 0.54 (95% CI = 0.44, 0.66); p < 0.0001*
04
T T T T T T T 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 90 96 102 108 114 120
. Time (months)
No. at risk
Trastuzumab 743 877 636 595 556 540 51 495 485 475 460 444 431 421 397 368 238 187 74 42 2
T-DM1 743 708 682 658 637 620 605 591 574 561 548 537 521 516 481 443 281 236 89 50 3

* pvalue for IDFS is now exploratory given the statistical significance was established at the primary analysis.
Cl, confidence interval, IDFS, invasive disease-free survival, T-DM1, ado-trastuzumab emtansine

Loibl et al, SABCS 2023

San Antonio Breast Cancer Symposium®, December 5-9, 2023

KATHERINE OS at median follow-up 8.4 years

3 years

AE, adverse event; DFS. disease-free survival: DRFI, distant recurrence-free interval,
HR_ hormone receptor; IDFS, invasive disease-free survival, IV, intravenous; OS, overall survival
Q3W, every 3 weeks; Qol. quality of life; R, ;; T-DM1,

Adsapted from N Engf J Med, von Mingkwitz et al., Trastuzumab emtansine for residual invasive

HER2-positive breast cancer, Vol. 380, Pages 617-628
Copyright® (2018) Massachusetts Medical Society

Loibl et al, SABCS 2023

Geyer CC et al NEJM 2025

5years
o 9 7 years
100 r—— 95.1% 91.4% S;J%
804
£ 60
]
& T-DM1
w404 (n=743)
o
Events, no. (%) 126 (17.0) 89(12.0)
— T-DM 1
204 Unstratified hazard ratio 0.66 (95% CI = 0.51, 0.87); p = 0.0027 Trastuzumab
Boundary for statistical significance hazard ratio <0.739 or p < 0.0263
0 6 12 18 24 30 36 42 48 72 78 84 90 96 102 108 114 120
No. at risk
Trastuzumab 743 898 677 661 643 825 616 600 586 543 532 511 490 374 280 148 72 9
T-DM1 743 719 702 695 B75 662 849 842 626 585 576 554 530 394 312 158 93 14

Significant reduction in risk of death by 34% with T-DM1

Cl, confidence interval; OS, overall survival; T-DM1, ado-trastuzumab emtansine

Loibl et al, SABCS 2023




Escalation strategy

Trastuzumab deruxtecan x 14 (DESTINY-05)

Population > .
T-DMa1 + tucatinib x 14 (COMPASS RD)
HER2+ (o] g
ER+ and ER- i ! T-DMa1 + atezolizumab x 14 (ASTEFANIA)

Residual diseas (RD)

after neoadjuvant
therapy e T-DM1x 14 +/- placebo

Destiny-Breastos / COMPASS HER2 RD / ASTEFANIA

NCT04622319 NCT04457596 NCT04873362




FASCINATE N trial

IBIA BRI NE IR 1L

( / BREAST CANCER
( SYMPOSIUM®

HER2‘|‘ Su bty pe Study Design ?ﬁumeakh AACR

American Azsociaion
o Tor Cancer Rasaarch’

4 ™

- ~ SHR-A1811 (4.8 mg/kg, iv, Q3W)
Key eligibility criteria’ T
» 18 years or older; \ Y J
* Primary tumour size of =22 cm; S
' N

+ Early-stage (T2-3, NO-1, MO) c?r locally SHR-A1811 (4.8 mg/kg, iv, Q3W) + U )
advanced (_T2—3, N2 or N3, MO; T4, any Pyrotinio (240 mg, po, qd) Primacy cndsoine:
N, M0) BC; 8 cycles R :

« Pathologically confirmed HER2+ BC N ) * PCR (/Tis and ypNO)
(defined as IHC score 3+ or 2+ with ISH G Seccondary endpoints’
amplification on the primary tumor); y _ N\ E . ADD NG AC mmd Oaénb,

» Left ventricular ejection fraction of 255%; _ PCoHP: ) —_ 55% H R_

» ECOG performance status of 0 or 1. Nab-paclitaxel (100 mg/m< iv, Days 1, 8, R

\_ ) and 15, 28-day per cycle) +
Carboplatin (AUC 1.5, iv, Days 1, 8, and Qf o
- N | . 15, 28-day per cycle) + Y QOA’J node positive

e Trastuzumab (Q3W) +
| SHR-A1811 = Trastuzumab rezetecan | Pertuzumab (Q3W) 10% Sta ge [
i HER2 Topo1-ADC (DARG) ; 6 cycles
Sl vt b A \ J

== 24 weeks -

Tumor assessments, including CT or MRI scans, were conducted by investigators at baseline and every two cycles thereafter until disease progression, patient
withdrawal, initiation of new therapy, or death, in accordance with RECIST (version 1.1) guidelines.

Abbraviations - IHC, immunohistochemistry; I1SH, in-situ hyhridization; ECOG, Eastern Cooperative Oncology Group; ORR, objective response rate; iDFS, invasive disease-free survival; O3, overall survival.



() AN ANIONIY
BREAST CANCER
( SYMPOSIUM®

Efficacy Analysis: pCR Hurhean AACR

— . ter Carcer ¢
Mays Cancer Conter e

100_ :P‘ Probabilir_y.of equivalence.based on Bayesian 100_
« Comparison of A1811 with PCbHP, 78% 0
C i f A1811+Pyrotinib with PCbHP, 75% 745% 18.0%
= omparison o yrotunip wi , (1] - (64.0-85.5) T1.7%
o s (S T
75 (53.9-71.8) (53.2-71.1) (55.3-72.8) 75— 50.0% 54.1%
| 1 i l l (36.1-63.9) aazy TP
l T (30.9-59.3)
= (L[] g
o 50 o 50
Q O
=1 =13
25+ 25_
5 SHR-A1811
|‘—T‘| SHR-A1811+Pyrotinib
0— 55/87 55/88 58/90 a PCbHP 0 35/47 38/50 38/53 20/40 17/38 20/37
T T T T I I I
Overall population HRnegative HR positive

Data are % (90% CI).

There was no significant difference in pCR rate among the SHR—A1811, SHR—A1811 plus pyrotinib, and pCpr groups

HYPOTHESIS
Potent ADC-delivered chemotherapy may overshadow dual HER2 blockade effects




- D Semee

U c @ iyl orte ntial dru a roval in early-sta e ( SBAR%AQS%T(?;\%%ER
J = 9 ke ¥ 9 ( SYMPOSIUM®
HERZ+ breast cancer (" Qurisn AACR

Population

HER2+ EBC Arm A Trastuzumab deruxtecan
HR+ or HR- Q3W x 8 cycles

High-risk defined

as one of the Arrh B Trastuzumab Paclitaxel QW (d1, 8, 15), + =
following: e deruxtecan trastuzumab + pertuzumab Q3W ?Q))
Q3W x 4 cycles X 4 cycles =
* TxN1—3Mo )]
e T. N.M Arin C Doxorubicin + Paclitaxel QW (d1, 8, 15), +
SR ﬂ» cyclophosphamide trastuzumab and pertuzumab
* Inflammatory BC Q2W x 4 cycles Q3W x 4 cycles

NCT05113251

Destiny-Breasti1 Phase lll Trial Harbeck N et al SABCS 2021



First line therapy



Where were we?

No. AT Risk

Chemotherapy
plus trastuzumab

Chemotherapy alone

Survival (%)

Design:
Phase 3 RCT

Chemotherapy plus trastuzumab AC/EC or Paclitaxel
+/- trastuzumab in 15t line HER2+ MIBC

Median OS:

20.3 mo vs 25.1 mo (p=0.046)

100

904

80 4

704

60

504

40 Chemotherapy alone

30+

201

101

0 1] 1 l 1 T 1 1 L L 1
0 5 10 15 20 25 30 35 40 45 50

Months after Enroliment
235 214 192 165 134 114 96 a7 1
230 205 180 136 116 97 76 37 13

Slamon D NEJM 2001



CLEOPATRA TRIAL

Trastuzumab + Docetaxaer

: z +Partuzumasb
Patients with
HER2-positive MBC
centrally confirmed
(N=808)
Tru stuzrumab t Df..u.: ote kel
+Piacebo
Category Subgroups
All = ——
Prior . De novo = =i
troatmont necladjuvant therapy — 3
Europe = —
HNorth America = I —
Region South America = | e s |
Asla = ——
; :: yoars = -
vars = [ ————
Age group =78 ;--u - ——
= 75 years
White = ——
Black of ppouol 4
Race Aslan = ———
Other - F—+—H
Viscoral Bl
Discase type Nonvisceral - —_—
[ erran staten — e 1 p |
HER2 IHC statue ELl Lo
FISH status FISH-positive = =
T T
o 1 2 3
HR

Baselga J et al, NEJM 2012; Swain S et al, NEJM 2015

18t line therapy

* Pertuzumab + trastuzumab + taxane is first line SOC

Addition of Pertuzumab Improves PFS

(median follow-up 99.9 months)

100
0
80

7
60—
50

404

0=

survival (%)

30+

20+

Investigatorase sied progre sion-free

10—

Landmark progression-free survival at 8 years 16% 304 events (76%)
Al Ll L L yisomk s e s
74
yyy7y. y ¥
Landmark progression-free survival at 8 years 10%, 329 events (B1%)

Number at risk

(number censored)
Pertwumab 402 (0)
Placebo 406 (0)

I 1 T 1 I
10 20 30 40 50

i I I I LI I 1
&0 Flo) Bo 90 100 110 120

Time since randomsation (months)

B4018) 179(24) 121(34) 93(40) 71(47)
273(27) 10337 76(39) 53(44) 43 (47)

G0(43) 52(54) 43(60) 34(66) 21(7®) 6(92) a(98)
35(49) 30(52) 23(54) MN(56) 10 473 oG

Suvain 5, ot al. Lance! Oneol. 2000:21:519-530

Addition of Pertuzumab Improves Overall Survival
(median follow-up 99.9 months)

Owveral lsurvival (%)
w
=]
1

204

10+

Median OS with pertuzumab:57.1 months
Median OS with placebo:
Hazard ratio

— Pertuzurmab, trastuzwmab, and docetaxel
—— Placsbq trastuzumab, and docetaxel

40.8 months
0.69, 95% CI 0-58-0-82), p<0.0001

= & i

Landmark overall survival at 8 years 23%, 280 events (69%)

Numberat risk
(number censored)

Perzumab  402(0) 371(14) B 26
Macebo 406(0) 350(19) 280(30) 23

T T T T T
10 20 30 40 50

0(37) 228(41) 183(48)
0(36) 1B1(41) 149(48)

T T T T T T 1
60 70 gD 90 100 110 120

165(50) 150(54) 137(56) 120(50) 71(102) 20(147) O(167)
1552  96(s3) 88(53)  7S()  44(34) 11(115)  1(15)

Swain S, et al. Lancet Oncol. 2020;21:519-530



( ) SAN ANTONIO

BREAST CANCER
Uy L L
PH”_A phase”lclinicaltrial Burhasn AACR
N=590
K iaibilitv criteri Pyrotinib (400 mg, QD, orally)
« HER2+recurrent or Trastuzumab =1 Primary endpoint:
v
metastatic breast cancer” Docetaxel PFS (per INV)
* Treatment-naive for Secondary endpoints:
metastatic disease . v PFS(per IRC)
« At least one measurable v 0S
lesion? \‘: gRg
» ECOG performance status = ;
v CBR
ofoor1 Placebo v Safety
- Adequate organ function Trastuzumab

Docetaxel

Xu et al. SABCS 2024



Pyrotinib iNn first-line HERZ"‘ metastatic breast cancer

( SAN ANTONIO
BREAST CANCER
( SYMPOSIUM'

GUTHeakh AACR

SanAnwmio American Assoiaion
for Career Rassar
Mays Cancer Conter = i h.

Docetaxel + trastuzumab +/- pyrotinib (n=590; PHILA Phase lll trial)

PFS: 22.1 vs 10.5 months

Median PFS
PyroHT: 22.1 months (95% CI 19.3-27.8)

20- K‘K\\ \ HT: 10.5 months (95% CI 9.5-12.4)
3 -
§ L HR 0.44 (95% Cl 0.36-0.53)
‘ i
& ) \ . 3.year 1-sided FP<0.0001
-E \t ~ PFS rate
2 - rin .
l—* | 39.7
E 7 \\\\; - . PyroHT
| - -+ = =
g A . | -
- - e -‘_\* I 9.9%
‘#—1;.'_}1,_,_‘_'_ . ) HT
01, ‘ . . . ' ; . . ' ;
0 6 12 18 24 30 36 42 48 54 60
Number at risk Time from randomization (months)
PyraHT 297 252 198 152 122 a7 B4 36 26 17 0
HT 293 235 126 73 52 28 11 7 5 1 [1]

Grade 23 diarrhea: 47.8% vs 4.4%

1-year 2-year 3-year 4-year
OS rate OS rate OS rate OS rate
100 4 w———— SN
T 88.7%
96,69 _""*‘w:;h'_t% L 80.9%
80 4 94 5% '-ﬁlkﬂm*_." 74.5 PyroHT
B4.1% -—
“"‘H L Rl oE e B R RRAR
. 60 e W HT
2 :
w
© 404
20.] HR 0.64 (85% Cl0.46-0.89)
1-sided P=0.0038
04
0 6 12 18 24 30 36 42 48 54 60
Number at risk Time from randomization (months)
PyroHT 297 292 284 272 256 203 143 85 S0 29 0
HT 293 288 273 264 238 197 133 75 43 21 0

% of pts who received subsequent anti-HER2

Pyrotinib arm: 52%
HT arm: 76%

Xu et al. SABCS 2024



( SAN ANTONIO
BREAST CANCER
( SYMPOSIUM'

6 UTHeah AACR

SapAnonio  Amersn Ass oeadan
i T - for Cancwr Ressarth’
Muaye Cancer Center

How does this result compare to THP/>

PHILA CLEOPATRA® PERUSE™

N 590 808 1436
HR-positive 58% 49% 04%
HER2 3+ 81% 89% -
Visceral disease 75% 78% 069%
No previous systemic therapy 49% 53% -
Prior trastuzumab 15% 11% 28%
Taxane + trastuzumab
ORR 72% 069% -
Median PFS 10.5 MO 12.4 MO -
Taxane + dual HER2 blockade
ORR 84% 80% 79%
Median PFS 221 Mo 18.5 Mo 20.7 Mo

*, docetaxel; **, docetaxel, paclitaxel or nab-paclitaxel

Xu et al. SABCS 2024
Baselga et al. NEJM 2012

& Grade 23 diarrhea: 47.8% PHILA vs 7.9% CLEOPATRA Swain et al. Lancet Oncol. 2020

Miles et al. Ann Oncol 2021




Can be done more?



T Pertuzumab

T-DM1 Al

DS8201 ij (auasu'ozole\/
3

letrozole.
HER2

exemestane) ﬂ
P

oo,

PD-L1 inhibitors
(Atezolizumab)

PD-L1

FEPP R M P R S A R R R TRPEPEITRT
T T T T TS T T TP T T TR IT L

L'y
TKI /

(lapatinib, ~
neratinib,

pyrotinib) +

inhibitors:
(Everolimus)

- CDK4/6 inhibitor
(palbociclib. ribociclib,
abemaciclib. dal ib )

1 SERDs (tamoxifen)
& SERM (fulvestrant)

ET = single anti-HER2 therapy

TAnDEM [

EGF30008 [

eLECTRA 1]l

ET = dual anti-HER2 therapy

PERTAIN Il

ET/CT +single anti-HER2 therapy
SYSUCC-002 I

Liang Y, et al. Ther Adv Med Oncol 2024

Crosstalk between
ER pathways

HER2 and

Trastuzumab + anastrozole versus
anastrozole

Lapatinib + letrozole versus letrozole

Trastuzumab + letrozole versus
letrozole

Pertuzumab + trastuzumab +
Al versus trastuzumab + Al

Trastuzumab + ET versus
trastuzumab +CT

HR+/HER2+ (207)

HR+/HER2+ (219)

HR+/HER2+ (57)

HR+/HER2+ (258)

HR+/HER2+ (392)

4.8 versus 2.4
(p=0.0016)

8.2 versus 3.0
(p=0.019)

14.1 versus 3.3
(p=0.23)

18.9 versus 15.8
(p=0.007)

19.2 versus 14.8
(p<0.0001)

28.5 versus 23.9
(p=0.325)
33.3 versus 32.3

Data not shown

60.2 versus 57.2

33.9 versus 32.5
(p=0.094)




Pal

Trastuzumab/pertuzumab
| HER2/3

\

PISK/AKT

TSC2
bociclib 1

Al or fulvestrant CDK4/6

ER  wmed Cyclin D1

Goel S, et al. Cancer Cell 2016;29:255-269

l "\ o

p-RB =——————p S phase

11 | Proliferation
T11G1 arrest
T11Senescence

* The cyclin D1-CDK4 axis is essential for the initiation
and maintenance of growth of ErbB2-driven
mammary carcinomas

* Persistent cyclin D1-CDK4 activity drives resistance
to the HER2 pathway blockade

Inhibiting both CDK4/6 and HER2 maximizes suppression of
TSC2 phosphorylation, leading to a more complete shutdown

of S6RP phosphorylation and inhibition of Rb, reducing cellular
proliferation.



( SAN ANTONIO

BREAST CANCER

AFT-38 PATINA @ e
ittt ittt e ‘\
: :
|
' Pre-Study ' | Key eligibility criteria Palbociclib “S;’;‘g PO QD -
i * Histologically confirmed . | ™ Completion of induction N=518 Trastuzumab + Pertuzumab +
: HR+HER2+ MBC : chemotherapy and no Endocrine therapy' 25

! i I . . UntilPD | < 3
| = No prior treatment in the | evidence of disease or 3
: advanced setting beyond i progression (i.e., CR, PR, toxicity | & 3
! induction treatment i or SD) 1 Tract £ Port b ® P
| = 6-8 cycles of treatment ! rastuzuman 2 Fertuzumab +
| 3
: including trastuzumab + E Endocrine therapy!
| pertuzumab and taxane !
e /L y

Start of Study AFTER Induction
Patients who experienced disease progression
during induction or screening were not included
In study. Patients with de novo resistance were

eliminated

Metzger O et al. SABCS 2024



( SAN ANTONIO

Rt
AFT-38 PATINA Study Design e s
. -} e \
! |
|
| Pre-Study ' | Key eligibility criteria Palboclclib “S;TQ PO QD D1- —
i ® Histologically confirmed i | = Completion of induction N=518 Trastuzumab + Pertuzumab +
| HR+HER2+ MBC : chemotherapy and no Endocrine therapy! 48
I . . | d fd Until PD g :
. " Noprior treatmentin the evidence of disease or >z
! advanced setting beyond | progression (i.e. , CR, PR, toxicity | 5 2
! induction treatment i or SD) Tract bt Port . » P
| ™ 6-8 cycles of treatment | rastuzumab I Pertuzumab +
| H
| including trastuzumab + E Endocrine therapy?
| pertuzumab and taxane ! R
' 1
¥ ¥

Stratification Factors

* Pertuzumab Use (Yes vs. No)
+  The non-pertuzumab option is limited to up to 20% of the population * 97% used pertuzumab

» Prior anti-HER2 therapy in the (neo)adjuvant setting (Yes vs. No, including denovo) ___

« Response to induction therapy (CR or PR vs. SD) by investigator assessment’

+ Type of endocrine therapy (Fulvestrant vs. Al)

Prior trastuzumab 71%

Al: 91% ORR 69%

Metzger O et al. SABCS 2024



( SAN ANTONIO
BREAST CANCER

Investigator-Assessed PFS ( ?g;““;:f“ﬂ;ﬂ

.................

100

Palbo + Anti- + Anti-HER2
HER2 and ET and ET

o0

. Events n (%) 126/261 136/257
. Median in mos (95% Cl) 44.3 @
| Hazard ratio (95% Cl) 0.74 (0.58-0.94)

6l

Nominal 1-sided P value 0.0074

50

LT .
38.2% H e o
3 %

. This is quite high!

Percent alive and disease free

Time (months) | alive and disease-free, 52.6 months

wnls-al-Rik

Metzger O et al. SABCS 2024



CLEOPATRA End-of-Study Results:

Adding Pertuzumab to Taxane + Trastuzumab Improves PFS and OS
(median follow-up ~100 months)

90% of patients never had

. . rior trastuzumab so PFS
- Median PFS: : -
v o should be higher with
18.7 mo CLEOPATRA than in PATINA,
3 :
b o where 71% had prior
= trastuzumab
23 4
é 301 Landmark progression-free surveval at 8 years 16%, 304 events (76%) : :
g = Why is this PFS so much
g 104 . = a
S o sedeysehosidaimsinienstn) lower than the control arm in
0 10 n 30 40 9 b0 0 80 50 100 110 ]
- S PATINA?
number censoeed)
Ptwumab 402000 2B4018) 1MO4) 1G4 B TN GG SN 43(60) 34(68) 0B 61) 0 Endocrine therapy was not
Pacebo 406000 23070 UOBY M09 B4 BED BEN 06N BEA nEE  wWiEN 43 o) C allowed during maintenance

setting in CLEOPATRA

Swain S, et al. Lancet Oncol. 2020;21:519-530.



PERTAIN End-of-Study Results:

Adding Pertuzumab to Trastuzumab and Aromatase Inhibitor
(induction chemo per investigator choice)

Median PFS: 20.6 mo with pertuzumab
(16.9 mos with chemo; 26.6 mos without chemo)

l 100 <
904 —t— Pertuzumab + trastuzumab arm
80 - —+— Trastuzumab arm

70+
604
50+
40 4
30
204
10 4

0 { :
Number of 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84

patients at risk
Paertuzumab + PFS (months)

trastuzumab arm 129118 104 B6 76 67 59 57 50 47 41 a7 34 34 32 30 26 23 19 19 158 18 15§ 13 13 7 3 1 0
Trastuzumab arm 129108 91 76 65 57 49 3B 32 28 22 22 19 17 16 14 14 13 12 11 10 8 7 7 4 2 1 0 0

Event-free probability (%)

Arpino G, et al. Clin Cancer Res. 2023;29:1468-76.



100

90

20

70

60

50

40

Percent alive

30

20

Palbo + HER2 + ET
HER2 + ET

Secondary endpoint: Overall Survival
~ (Iinterim analysis)

0

261
257

Palbociclib + Anti- + Anti-HER2
HER2 and ET and ET

Events 58/261 61/257

Median in mos (95% CI) NE (71.6 - NE) 77 (72-NE)

3-yr 0S8, %, 95% ClI 87 (82.8-91.2) 84.7 (80— 89.3)
5-yr 0S8, %, 95% ClI 74.3 (67.7-80.9) 69.8 (62.4-77.2)

Hazard ratio (95% Cl) 0.86 (0.6 — 1.24)

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

Time (months)

Patients-at-Risk
207 187 146 101 60 22 7 | 0
188 167 125 90 49 22 6 0

229 220

248 239 22
1 215 197

235 228 2

(3=

SAN ANTONIO
BREAST CANCER
SYMPOSIUM®

()
%

\wr Cancer Smrewrcy

Final overall survival
analysis requires 247
events. Only 119
observed thus far.

*Kaplan-Meier method; TUnstratified
Cox model; Cl=confidence interval;
NE=not evaluable; OS=overall
survival;



(Grade 2 2 in 210% of patients) Iy

Adverse Events, n (%)” Palbociclib Control

(N= 261) (N= 248)
Grade 2 Grade 3 Grade 4 Grade 2 Grade 3 Grade 4
Neutropenia 2 (19.9) 165 (63.2) 12 (4.6) 10 (4.0) 11 (4.4) 0 (0.0)
White blood cell count decreased 0(11.9) 30 (11.9) 1(0.4) 2 (0.8) 0 (0.0) 0(0.0)
Fatigue (22 9) 14 (5.4) 0(0.0) 2(12.9) 0 (0.0) 0 (0.0)
Stomatitis 5(17.2) 11 (4.2) 0(0.0) 3(1.2) 0 (0.0) 0 (0.0)
Diarrhea 9 (26.4) 9(11.1) 0(0.0) 6 (10.5) 4 (1.6) 0 (0.0)
Upper respiratory tract infection 0(11.9) 1(0.4) 0(0.0) 16 (6.9) 0 (0.0) 0(0.0)
Urinary tract infection (10 0) 2 (0.8) 0(0.0) 19 (7.7) 1(04) 0(0.0)
Arthralgia 23 (8.8) 4 (1.5) 0(0.0) 44 (17.7) 3(1.2) 0(0.0)
Ejection Fraction decreased 22 (8.4) 1(0.4) 0(0.0) 21 (8.9) 8 (3.2) 0 (0.0)
Cardiac heart failure 0 (0.0) 0 (0.0) 0 (0.0) 1(04) 1(04) 0 (0.0)

The incidence of Grade 24 AEs regardless of treatment attribution was similar across study arms (12.3% vs. 8.9% for palbociclib-
containing arm vs. control; p-value = 0.21)
No treatment-related deaths were reported in either arm of the study

*AEs were assessed per CTCAE V4.0 regardless of treatment attribution. Stomatitis, mouth ulceration, mucosal inflammation, and mucositis were assessed as medical concepts using
grouped terms. Fatigue and asthenia were assessed as medical concepts using grouped terms. Cardiac safety data was also included in the table above.
AE=adverse events.



Can be done more in first line?

HEREDERA TRIAL: A role for ORAL SERDs IN 1st LINE?

A PHASE M, RANDOMIZED, OPEN-LABEL STUDY EVALUATING THE EFFICACY AND SAFETY OF GIREDESTRANT IN COMBINATION WITH
HEchL[MB_OS Study design PHESGO VERSUS PHESGO AFTER INDUCTION THERAPY WITH PHESGO+ TAXANE IN PATIENTS WITH PREVIOUSLY UNTREATED HER2-
G POSITIVE, ESTROGEN RECEPTOR-POSITIVE LOCALLY-ADVANCED OR METASTATIC BREAST CANCER

Induction Maintonance Long-Term
PATIENT POPULATION TREATMENT ENDPOINTS Therapy Therapy Follow- Up
1L HER2+ MBC Tucatinid Primary endpoint [ ] m_.
A
N=650 + astuzumab S EES Dy BV Enrollment Randomization - PO
o , qpresyey -
¢ periuzuma mwm > Praviusly :atlm:umy
R > amun
ot | SN -0 [ B e o, IR |
P Poo  patons Secondary€P: s
+ * CNSPFSInITT
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Front Line Standard is Likely to Change: T-DXd?

DESTINY-Breast09: Is T-DXd superior to DEMETHER: T-DXd Induction

THP in first-line setting? Induction ~ Maintenance  Post-treatment
therapy therapy follow-up |
< > < > < H

T-DXd R
— T-DXd  |RSPHESGO Physician’s
" 6 cycles FDC SC choice
Untreated metastatic breast cancer T-DXd + pertuzumab s |
(n=378) bzl P l_

il BL C2D1 C1D1 C2D1 |
Primary endpoints: 1-year PFS; 3-year OS

How will QOL on T-DXd compare to maintenance HP?

NCT04784715. Primary endpoint: PFS

Development of shorter or non-continuous, more tolerable,
and sustainable trastuzumab deruxtecan schedules?




Second line therapy and
beyond



DESTINY-Breast03: First Randomized Ph3 Study of T-DXd o
An open-label, multicenter study (NCT03529110)

Patients . .
P d t
+ Unresectable or metastatic HER2-positive® T-DXd e > CLEOPATRA (18.5 m)
breast cancer 5.4 mg/kg Q3W K p _— and
+ Previously treated with trastuzumab and (n = 261) ey secondary endpoin
taxane in advanced/metastatic setting® - 08 > MARIANNE (14. 1 m)
» Could have clinically stable, treated brain Secondary endpoints trials
R - ORR (BICR and

Stratification factors T-DM1 investigator)
Hormone receptor status 3.6 mg/kg Q3W + DOR (BICR)
(n = 263) = PFS (investigator)

Prior treatment with pertuzumab
History of visceral disease " Sty Updated data at ASCO 2024

Interim analysis for PFS (data cutoff: May 21, 2021)

+ Efficacy boundary for superiority: P < 0.000204 (based on 245 events)

+ |DMC recommendation to unblind study (July 30, 2021)

Key secondary endpoint, OS: boundary for efficacy: P < 0.000265 (based on 86 events)

#""s DESTINY-Breast03: Updated Analysis (DCO Nov 20, 2023)
Effi by i tigat t '
ICaCy DYy Investligator assessmen I -
Overall surviva roKd Tou
100 CORR e v I
| 00 = T-DXd 5.4 mg/k T-OM1 36
o0. ¥ cR 1007 ! HEASS “»l’ﬂvlu . Median (95% CI), months 52.6 (43.7-NE) 427 (354-NE)
- 739 S . g N Hazard ratio (95% € 073 (0.850.3¢
go|  COmR:T8S B PR S Median (95% C, months  29.0 (23.7-40.0) 7.2 (8.84.3) ~— _ — —
N e - Patients with events, n (%) 110 421) 125 (473)
70 A\, Hazard ratio ($5% CY 0.30 (0.24-038) -
1 ‘ ! b Patients with 129 (43.4) 197 (749 ;
s . events, n (%) CASi A ) 4 ~— T-DXd: 67.6% (95% CI, 61.3%-73.0%)
iﬁ | . . T-DM1: $5.7% (95 CI, 40.2
T % M- - T-OXd: 62.5% (95% C1, 56.2%-68.3% )
) 7 % e, T.OM1: 50,1 (95% C1, 43.8%,.56.2
$ 04 cORR: 36.9% " g Ny 7 o 4
q I Y, 3 - T-OXd: 45.7% (95% CI, 38.9%-52.2%) 5 “‘“\ .
0 2 A TOM1: 12.4°% (95% CL 8.1Y%A7.77 ] s S H
g 2 e P,
20 ® 4 s T SR, c -
& \ Lottt a0
10
0
0 S
CORR, 1 (%) 206 (78.9)
(95% CIp (138837)
CA.n (%) 33 (126)
PR, (%) 173(66.3)
SO 1 (%) 4318.4) T —r—T—r—
PO, 0 (%) 2{08) 3 XMW MM N NN
. )“;Lr l‘.’" I S0.0) Sk I Teme, morths
DoR® median ($5% CI), months 305 (23 0-NE) 7o(141.227) "o AR oMM 4
DoR rate 8t 35 mortrs - .
8% el % 489(41356 1) 87(189392) 0 1% "o [
CORR, Confimed chmctee sepatse ole. CR, compiele response. DOR. durmion of isspiese NE. Nt ashmatie: PD, progiesssive Bsease. PES, progessionine sunvteal PR. DAl esponse S0, statwe diease, TOM1, Erstinsi:
nbanarw T sheummb ¢ e
"Cased on Clopper-Pesrson mefod for sisgle properon and % the dfsence of 2 propotions wilh contiruty comection *Medan |3 Yom Kaplen Meer analysls O for medien was corpeted g fe Drookimeyer Crowiey mehod X5, oversl Savwsl T-DMY Bashuured satarsire T-0Xd Yashaurmed derudecsn

Erika Hamilion, MO

2024 ASCO m susemo o Erika Hamilton, MD

. |

A mPFS: 22 months A B e e

These data continue to support the use of T-DXd as standard of care in patients with

HER2-positive mBC whose disease progressed after trastuzumab and taxane and show
Cortes J et al Nat Med 2024 the longest OS observed in this setting




Evidence for Treatment After T-DXd in MIBC

Real-world retrospective study of non-T-DXd tx Multicenter cohort study of tucatinib +

immediately after T-DXd*: trastuzumab + capecitabine with prior T-DXd?:

= N =352 patients with HER2+ MBC ®= N =101 patients with HER2+ MBC

" Median 4L of therapy prior to T-DXd ® Median 4L of prior therapy for MBC
n= gi q{:apecitabineftrastuzumabﬂucatinihj 4.7 Outcomes, All Patients Patients With BM
n= .

= 2 1 — —
Rf i Endagr-i?ne treatment, 4.4 e (95% Cl] ll'l » 101] (I'I » 39)
no25 ' v mPFS 4.7 ( 3.9-5.6) 5.0 (3.9-6.8)
n=56 qthemc + anti-HER2 mAb, 5
=44 : - mOS 13.4 (11.1-NR) 12.9 (9.6-NR)
2; %g = | Anti-HZR;lm.Ab{s} +TKI7.3 mTTNT 52 {45_?0] 57 {4.?—86]
n=27 I 1OV, 4.1 |
n=20 .
n=7 15,71
n=148 | Sacituzumab govitecan, 2.3
n=13 73] P value*® <.001

| | | | | | | | | | | | | | | | > ] Progression on prior T-DXd _
| | | | | | | | | | | | | | | | [ Discontinued prior T-DXd in the absence of progression
Real-World PFS (MD) IFLEDEEI%%T?E?&E? E:?j%%{érlyrgﬁiﬁfﬁgepﬁ among all treatment types

1. Tarantino. SABCS 2024. Abstr P1-08-08. 2. Frenel. JAMA Netw Open. 2024;7:e244435.



Brain metastases

CNS Disease is Frequent in HER2+ MBC

¢ 30-50% incidence—risk continues over time

<f=1yr 1-2 yr 2-3yr > 3yr

12
10

o N B~ O

Of N=64 patients alive 23 yrs from HER2+ MBC diagnosis, the number of patients who
developed new brain metastases in each time interval

Olson et al, under review; Brufsky et al, CCR 2011; Lin et al, JCO 2008; Lin et al, CCR 2009; Boccardo et al, ASCO 2008;
Sutherland et al. Br J Ca 2010: Metro et al. Ann Oncol 2011: Lin et al ] Neurooncol 2011: Bachelot et al. ASCO 2011

Brain Metastases in HER2+ Breast Cancer

% BM at any time during their metastatic disease
(in the absence of screening)

50 4

49
40 A 3 o
30 -
20 4 19
al
0 :

ER+HER2- | ER+HER2+  ER-HER2+ Triple neg

Patients (%)

Prevalence of BM occurrence during mBC
history is higher for HER2+ BC, especially in

the HR- subgroup

Dadix A, Br J Cancer 2020; Pasquier D, et al. Eur J Cancer 2020; Le Rhun et al, Ann Oncol 2021




Destiny Breast 01, 02, 03 pooled analysis

EEEMD
2023

-
%

sl

8 DESTINY-Breas:01, -02, ana -03

Explornrc’)ry B()st |C Rvsponao, ORR, and D()R per B'CIQ

|ntracr:|n|a| ORR’
Con

TOXBMD mparator BM Poo

DB01/02/03: CNS-PFS with T-DXd in HER2+ BM

. .
L9 o A () ToiE SRR
\“\\ L — T —
% ° t*+. \\\_\ E L\_LL\_‘L
| i i T i T
Trantoalstavia BMs f‘ "1 7 5 1
(n = 58) o oW oM o2 ouomom % % M
< bél‘a[:‘le.;;s:avs'e”w vt 48 (46.2) 15 (34.1) 28 (48.3) 15 (60.0) »
Progressive disease 3(29) 1(2.3) 7(12.1) 5(20.0) 4 ol Aol B~ B - B - R ) A S ol <
Not evaluable/Missing 6(5.8) 8(18.2) 7(12.1) 2(8.0)
12.3(9.1-17.9) 17.5(13.6-31.6) 11.0 (5.6-16.0) NA® HR 0.59 (95% Cl, 0.39-0.89) HR 0.19 (95% ClI, 0.11-0.35)
: Ic itn wostoa/ ' ! BM. Median CNS-PFS: 12.3 vs. 8.7 months Median CNS-PFS: 18.5 vs. 4.0 months
Numerically longer median CNS-PFS was observed in patients with
treated/stable and active BMs randomized to T-DXd vs comparator
Q} Stable: treated with local modalities and non-
progressive
Q} Active: either untreated asymptomatic or treated
with local modalities but progressive Per FDA criteria, patients with untreated BMs from DESTINY-Breast02 and -03 would be considered to have active BMs®

5;.-1";.-1 a'&\. HLI rvitz, WD

The population of patients with baseline BMs from DESTINY-Breast02 and -03 therefore consists of a mix of
treated/stable and untreated/active metastases



DESTINY-
Breastl2

Baseline BMS: pFS (primary endpoint)

p S UIBUeN

« Aged 218 years

= Pathologically documented HER2+
advanced or metastatic BC with or
without baseline brain metastases

* Received 52 prior lines of therapy
in the metastatic setting
(tucatinib naive)

« Disease progression on prior
HER2-directed regimens

- ECOGPSOor1

« No known or suspected
leptomeningeal metastases

Atie Nt §

Stable BMs (previously treated)
Active BMs (untreated or

previously treated / progressing
[not requiring immediate local
therapyl)

iy
%78 DESTINY-Breast12

’ Baseline BMSCNS PFS

iy
#%%% DESTINY-Breast12

s

Overall population (KM analysis)
N=263

12-month CNS PFS:
58.9%
(95% C151.9, 65.3)
1

Data maturity: 38.4%

1.0+
1.04 i
09 Overall population (KM analysls) Datamaturity'422% (%] 02
.91 : : L 0.8+
= ) a
9 0.84 N=263 Median PFS (post-hoc anaiysis): »n 074
o 074 17.3 montns (95% CI 13.7,22.1) 5 0.6
505 5 051
2 05 Ly
H = 0
= 044 12-month PFS: : 03
£ 03 61.6% £ 02
0.2 (95% Cl1 54.9, 67.6) o o1
0.1 | .
] 0.0
0.0 T T T T T T T T T T T t T T T T T T T T T T T T T T 1 0
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27
Monen - A s 263
Acoww 283 257 246 232 225 208 193 185 177 158 130 114 105 100 76 70 50 44 34 31 23

(o) S — Stavie BM= Active BM. Unereated (=39)
(N=263) (n=157) (==106) Prertem cromes
Overatl no. svents 111 64 47 20

12-monen PFS, %
(95% CI)

61.6
(54.9, 67.6)

62.9
(54.0,70.5)

59.6
(49.0, 68.7)

47.0
(29.6,62.7)

o (=)

]

t T T T T T T T T T T T T T

1 2 3 4 5 6 7 8 9 10 " 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Montns

258 242 229 224 208 192 178 166 132 107 95 85 79 59 52 33 30 24 23 16 15 5 4 2 2

Active BMs (n=106)

Post-hoc anaiysis

66.7
(53.4,76.9)

Overanl no. events 101 61 40
12-moncn CNS PFS, % 58.9 57.8 60.1
(95% Cl) (51.9, 65.3) (48.2,86.1) (49.2,69.4)

26 27

T-DMa zmewed comsistam: |2=memin PFS in potiomts with siable amnd acttve BNs

Lin NU ESMO 2024; Harbeck. Nature Medicine. 2024;30:3717.

T-DXa showea consistent 12-montn CNS PFS in patients with stabie and active BMs



SAN ANTONIO
BREAST CANCER

HER2+ MBC Treatment Algorithm ‘?;fff:ﬁs“i“im

A
o Tucatinib + capecitabine Margetuximab + ChT
2 + trastuzumab
S Taxane T-DXd p—
7] “
o x T-DM1 Trastuzumab + ChT
8
2 trastuzumab
g Active CNS involvement Neratinib +
ﬁ ¥ - Tucatinib + capecuLablne capecitabine
+ trastuzuma —
e pertuzumab* - T-DM1
N .
i T-DXd Anti-HER2 tx + ET
1L 2L >3L >4L SL+

* After induction chemotherapy, maintenance therapy with ET and CDK4/6 with HP indicated for ER pos disease

Chiara Corti et al., Systemic Therapy in Breast Cancer. Am Soc Clin Oncol Educ Book 44, £432442(2024).001:10.1200/EDBK_432442
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