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Virtual Plenary Sessions (1/2)
25 November 2025; 17.30 2 20.30 CET (Central European Time)

Time

17.3071 17.40

Title

Welcome and meeting overview; introduction to the voting system

Speaker
Nadia Harbeck

Advancing Treatment Strategies in HR+, HER2+ BC: Disease Course Starting From Diagnosis

17.407 18.00

Initial therapy of HR+, HER2+ eBC T where to start and where to go
A From diagnosis through perioperative therapy i neoadjuvant and adjuvant therapy
decisions
A Role of pCR and biomarkers in guiding post-resection initial therapy decisions i
identification of high-risk patients who should receive adjuvant therapy

Peter Schmid

18.00 7 18.20

Monitoring and managing the treatment of patients post-resection
A Monitoring i what (disease recurrence and the 3 As: AEs, adherence, attitude), where, and
when?
A How long is long enough? Recent insights for extended adjuvant therapy decisions and
discussions, including potential changes in adjuvant therapy

Giuseppe
Curigliano

18.20 7 19.00

BC case-based panel discussion
A Case 1: HR+, HER2+ newly diagnosed eBC
A Case 2: High-risk HR+, HER2+ BC i duration and adjuvant therapy selection
A Case 3: HR+, HER2+ recurrent disease

A Q&A

Moderated by
Nadia Harbeck

19.007 19.05

Break
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Virtual Plenary Sessions (2/2)
25 November 2025; 17.30 2 20.30 CET (Central European Time)

Time

Title

How Does HR+, HER2i mBC Treatment Look Today and Tomorrow?

Speaker

Beyond a cure: Management of first- and second-line endocrine and CDK4/6 inhibitor
treatments for HR+, HER2i mBC
A Evolution of 1L treatment (eg, do all patients need ET + CDK4/6 inhibitor? Which

19.0571 19.35 patients might be appropriate for palbociclib + fulvestrant?) Joseph Gligorov
A Roles of biomarkers, disease site, molecular profiling, and resistance mechanisms in
guiding treatment decisions
A Detection of ESR1 mutations i how and when to test (not involving treatment decisions)
Beyond ET: Endocrine therapy-resistant mBC (including ESR1 mutations)
A ESR1 mutations i changing therapy at molecular progression vs disease progression?
19.357 19.50 A Biomarker-driven decisions i role of targeted therapies such as oral SERDs (eg, Giuseppe Curigliano
elacestrant), PI3K inhibitors (eg, alpelisib), mTOR inhibitors (eg, everolimus), AKT
inhibitors (eg, capivasertib)
Panel discussion: What is the optimal sequencing strategy for HR+, HER2i mBC?
19507 2010 A How to use serial endocrine approaches Nadia Harbeck and all
' ' A Where do ADCs fit in? faculty
A When to transition to chemotherapy
o > . " :
20.107 20.20 How brlght_ls the_ f_uture.of HR+ BC? Ongoing ar_1d planne_d clinical trials Peter Schmid
A Ongoing clinical trials and novel therapeutic strategies
20.207 20.30 Session close Nadia Harbeck
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a Question 1

In which country do you practice medicine?

France

Germany

Italy

Spain

UK

Scandinavia

Middle East

Africa

Asia

Other country or region

STIOMmMOoOOm>E
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Q Question 2

In the last 12 months, how many patients with HR+ mBC have you treated?

03]
6215
16225
26235
036

mooOw>
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a Question 3

Which of the following is true for  elacestrant ?

A. Elacestrantis an oral selective estrogen receptor degrader (SERD)

B. Elacestrant produced a significant PFS benefit over standard of care in ESR1-mutant, ER+,
HERZ locally advanced or mBC that progressed after a minimum of 1 line of ET including a
CDK4/6i

C. The most common grade C8 ((2%) adverse reactions of elacestrant were nausea (2.7%),
AST increased (2.7%), ALT increased (2.3%), anemia (2%), back pain (2%), and bone pain
(2%)

D. Two of the above are correct
E. All three of these are correct

(’BC Global Breast
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a Question 4 "

What did the ELEANOR study results presented at ESMO 2025 add to the previous results
of the phase Ill ExteNET trial of extended adjuvant neratinib in HER2+, HR+ early breast
cancer?

A. ELEANOR demonstrated that the efficacy and safety of the ExteNET approach translated
well in 66 clinical practice sites, reinforcing the role of neratinib as an effective option for
reducing recurrence risk in this patient population

B. ELEANOR revealed some AE and adherence challenges that will make extended adjuvant
therapy with neratinib challenging outside the clinical trial setting

C. There was no indication that neratinib could provide a clinically meaningful reduction in
recurrence risk in ELEANOR

D. Two of the above are correct
E. None of the above are correct
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HER2+ eBC 2 where to
start and where to go
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Initial therapy of HR+, HER2+ early breast cancer:
where to start and where to go

Professor Peter SchmiD, PhD, FRCP

Lead, Centre for Experimental Cancer Medicine
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HERZpositive breast cancer is biologically complex

HER2-positive

HER2-positive tumour

disease today! cell features?

HER2-positive tumour
microenvironment?

HER2 3+ HER2 ISH+

Protein
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ISH, in situ hybridisation; ER, oestrogen receptor;
HER2 3+, HER2 overexpression.
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1. Courtesy of Dr Pedro Fernandez;
2. TCGA Network, Nature 2012; 490:61-70.



EBCTCGancet2021.

Trastuzumab improves outcome in HER2+ EBC

60 13864 women
10-year gain 9-0% (95% C1 7-4 to 10-7)
RR 0-66 (95% C1 0-62 to 0-71)
50 Log-rank 2p<0-0001
-~ Trastuzumab
40 -@- Control
304 31.9%
22.9%
204
17-0%
104
0 1 1
0 5 10
= 13864 women
10-year gain 6-4% (95% C1 4-9t0 7-8)
RR 0-67 (95% C1 0-61t0 0-73)
7| Log-rank 2p<0-0001
&
£ -
=
£
(=]
E
o
£
= 21.1%
P
&5

14-7%

Events/women Ratio of annual event rates Rate ratio (CI)
trastuzumab:control

Allocated Allocated

trastuzumab control
Site of first recurrence (x'=10-
Distant 1378/8299 (16:6%)  1899/8328 (22.8%) 063(057-070)
Isolated local 385/8299 (4:6%) 478/8328 (57%) 072(059-089)
Contralateral 203/8299 (2:4%) 191/8328 (23%) — 093(068-126)
Follow-up period, years (trend X}=16-2; p<0-0001)
0-1 720/15575 (46%)  1193/14882 (8:0%) 053(046-061)
24 678/20066 (34%)  790/17927 (44%) 073(062-085)
59 33227567 (12%)  359/23755 (15%) 080(064-1.01)
=10 40/7756 (05%) 4816477 (07%) — 065 (034-1:25)
Ageat entry, years (trend X;=03; 2p=0-58)
<45 674/2767 (24-4%)  859/2727 (31:5%) 066 (057-078)
45-54 571/2951(193%)  809/3038 (26:6%) 062(052-073)
55-69 486/2380 (20.4%) 66112368 (27-9%) 066 (0:55-079)
=70 39/201(194%) 61/195 (31:3%) 050 (025-100)
ER and PR status (x3=8-4; 2p=0-015)
ER-and PR+ or PR 919/4098 (22:4%)  1259/4093 (30.8%) 063(055-072)
ER+ and PR 22001126(195%)  365/1164 (314%) 055 (0-43-071)
ER+ and PR+ 6032957 (20-4%) 71302911 (245%) 076 (064-0.89)

Nodalstatus (trend y:=0.
No

N1-3

N4+

Tumour diameter (trend yi=0.
1-10mm (T1a +b)

1120 mm (T10)

21-50 mm (12)

>50mm (T30rT4)

Tumour grade (trend y=0-0; 2p=0-99)
Welldifferentiated

2p=065)

Moderate
Poor

Trastuzumab duration (trend yi=0-2;

<12months

12 months.

>12 months

Chemotherapy schedule (x=3-0; 2p=0-083)
Concurrent

Sequential

HER2:CEP17 ratio (trend X
0019

2034

3549

50-74

75-99

2100

Unknown

. Total

- 9950 <= 95%Cl

0-65)

205/1735 (11:8%)
512/3122 (16-4%)
87112783 (313%)

68/544 (12:5%)
442/2639 (167%)
888/3995 (22:2%)
198/590 (33.6%)

29/170 (17:1%)
506/2419 (209%)
1136/5322 (213%)

33/115 (28.7%)
1328/6484 (20.5%)
409/1700 (24-1%)

640/3421 (18:7%)
1130/4878 (232%)

441205 (215%)
122/541(22:6%)
134/623 (21:5%)
228/1207 (18-9%)
158/918 (17:2%)
185/929 (19.9%)
899/3876 (23-2%)

1770/8299 (21:3%)

291/1783 (16:3%)
740/3119 (237%)
1126/2773 (40-6%)

94/551 (17:1%)
6482786 (233%)
1212/3926 (30.9%)
224/548 (40-9%)

33/182 (181%)
69812486 (28.1%)
1517/5274 (28-8%)

38/116 (32:8%)
1827/6515 (28.0%)
525/1697 (30-9%)

92913434 (27:1%)
1461/4894 (29.9%)

511235 (217%)
151/524 (28:8%)
199/668 (29-0%)
353/1266 (27:9%)
227/916 (24.8%)
289/1063 (27-2%)

1120/3638 (308%)
2390/8328 (28:7%)

--;-)-H-ﬂ-ﬁ_*-\ﬂ-“ s

S ml ek
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Favours trastuzumab Favours control

Treatment effect 20<0.0001

067(050-089)
061(051-072)
067(058-077)

061(038-099)
065 (054-079)
063 (055-072)
069 (0:50-0.94)

0-65(0:54-077)
066 (0:58-074)

064(058-071)
068 (057-081)

061(0:53-070)
069 (061-0.78)

079 (052-119)
075 (0:51-1:08)
058 (0-44-0-76)
058 (041-081)
067 (0-49-0:90)
0-63(055-0.72)
0643 (0-597-0-6¢



New options and challenges for EBC

New drugs/

Characterising strategies

1°/2° resistance

f

De-escalation

Extended clinica
risk assessment
(eg, cfDNA)

Neoadjuvant
therapy as
functional assay,

Molecular risk
assessment

Over-

Effective treatment
Ineffective tailoring
treatment

Schmid P, Personal Communication.



Pre- or postoperative chemotherapy in HER2+ EBC?

z

t NEB2LISNF GADPS GKSNILR a aFdzy OlAazylft S

Adjuvant Treatment

A
I 1

Chemo

RCTs confirm same
outcome with

adjuvant/neo- PCR » Reduce surgery or
adjuvant therapy Historically if inoperable ypTO/is ypNO systemic therapy
(eg, NSABP18) /
Chemo
\ Residual Optimise surgery and/or
Disease » systemic therapy
|\lec’adJL1V"51r‘t How can we target residual
Treatment disease?

!

Downstaging
Facilitates less
invasive surgery
(BCS, SLN, TAD)



PCR to NACT associated with better letegm outcome

Chemotherapyeffect more relevant in ERegative or less ER sensitive

Eventfree survival

0.63

0 0.2 0.4 0.6 0.8
HR for EFS pCR vs RoGR

Cortazar et alLancet.2014.

Pathologic complete
response(pCR) rates

- -

HER2+, ER

HER2+, ER+

ER+ G1/2 (lufinal A)

50.3%

0 10% 20% 30% 40%

PCR rates by subtype

4

50%



PCR and longerm outcome according to intrinsic subtype

Recurrenceree survival PCR rates

High pCR,
Excellent longterm is it possible to de

Outcome despite low escalate?
HER2 luminal pCR

—— ———— ¢

HER?2 enriched

Basal HER2+

h_>
10% 60% 80%

0 0.2 0.4 0.6 0.8 1.0 Poor longterm

HR for RFS according to subtype outcomeq rates by subtype
new strategies?

N9831 trastuzumab adjuvant trial;
1426 patient tumors Subtype by Prosigna PAM50

Perez et alJNCI2017; CareyJCO2016.



New options and challenges for EBC

New drugs/

Characterising strategies

1°/2° resistance

f

De-escalation

Extended clinica
risk assessment
(eg, cfDNA)

Neoadjuvant
therapy as
functional assay,

Molecular risk
assessment

Over-

Effective treatment
Ineffective tailoring
treatment

Schmid P, Personal Communication.



New options and challenges for EBC

De-escalation

f f

- Dual versus single blockade - De-escalating chemotherapy
- T-DM1 in nonpCR - Shorter duration

- Extended therapy with TKI

- New agents

Schmid P, Personal Communication.



New options and challenges for EBC

)

!

- De-escalating chemotherapy
- Shorter duration

Schmid P, Personal | Communication.



Do we need anthracyclines (TRAIN study)?

9 cycles of neoadjuvant therapy

Paclitaxel
+ carboplatin
X+ pertuzumab

HER2+ BC, +trastuzumab
Stage II-llI

Eventfree survival S
= FEC
3X + pertuzumab
100% +trastuzumab
__‘_h‘__\._ &
90% _—
L

80%
g 70%
_g 60%
% 50%
(%]
g 40% PTC+Ptz FEC-T+Ptz
= (N=219) (N=219)
2 30%
0 Events, n (%) 21 (10) 23 (11)
o 20%

3-yr EFS (95% Cl) 93.5(90.4-96.6)  92.7(88.3-96.2)
10%
HR (95% CI)* 0.90 (0.50- 1.63)
0%
0 2 3 4 5

Van der Voort A, et al. ASCO 2020.

Years since randomization

Paclitaxel

6 X + carboplatin

6X

+ pertuzumab
+ trastuzumab

Paclitaxel
+ carboplatin
+ pertuzumab
+ trastuzumab

Ki1abinsg




Can we deescalate chemotherapy in stage Il/lll disease’
KRISTINE: pCR rates after neoadjuvamiM1 + P vs TCHP

6 cycles of neoadjuvant therapg

Docetaxel
+ carboplatin Pertuzumab
+ pertuzumab + trastuzumab
+ trastuzumab

ITT Population

PCR rate
Overall, % (95% CI)  55.7 (48.862.3) 44.4 (37.851.2) 0.0155
ER+, % 43.8 35.1
ER, % 73.2 54.2

Hurvitz S, et al. ASCO 2016.



Can we deescalate chemotherapy in small cancers?
APT Trial in T<3 cm NO

HER2+ Enroll
ER+ or ER- —

:Igde Negative PACLITAXEL 80 mg/m? + TRASTUZUMAB 2 mg/kg x 12
<3cm

Planned N=400 ‘

FOLLOWED BY 13 EVERY 3 WEEK DOSES

AC TOAQTHZIIMAR I8 manllmai®

1.0 L ——
L — e I
0.8
0.8 ——
= E Stratum No. of Events 7-yr DFS (%)  95% CI (%)
— Point Est (%) _ 95% CI (%) No. of events = 0.6 - Negative 10 90.7  84.6% 10 97.2%
s 98.5 97.2 10 99.7 6 = Positive 13 946  91.8%to 97.5%
o —
= 96.3 94.4 to0 98.2 14 = 0.4 - Hazard ratio (pos : neg), 0.61 {95%, Cl 0.27 to 1.4)
— 0.4 - 93.3 90.4 to 96.2 23 %2}
w e
[ [am]
=)
0.2
0.2 -
T T T T T T T T T
T T T T T T T T T 0 12 24 36 48 60 72 84 96 108
0 12 24 36 48 60 72 84 96 108 Time (months)
Time (months) ot ekt
No. at risk: Neg W 134 126 126 123 119 111 73 43 10
W 406 388 38 378 362 M7 247 120 M 0 Pos m 272 262 259 255 243 236 174 77 24 0

Tolaney S, et aNEJIM2015/JC02019.



Probability

Can we deescalate chemotherapy in small cancers?
ATEMPT Trial in T<2 cm NO

N =383

Key Eligibility Criteria
Stage 1 HER2+ breast cancer
A HER2 centrally tested
(ASCO CAP 2013
[ EILES)
A NO or Nimic N=114
A Left Ventricular EF 050%
A No prior invasive breast cancer
A 0 days from last surgery TH

Paclitaxel 80 mg/m2 IV + Trastuzumab 2 mg/kg IV wkly
x12 A Trastuzumab 6 mg/kg every 3 wks x13

TH (n = 114)
n (%)

5-year outcomes with IDM1: iDFS

Clinically Relevant Toxicity

1.00
DNJ RS -hematofogigtoxicity 37 (10%) 13 (11%)
0.75 DN} RS xH Yy SdzNR (2 EA QR EABN) 26 (23%)
No. of L CE 0 = a A 7 T S R
DNJ RS n KSYIl G2t 23A01%2EAOAQ®BY%
Events  iDFS 95% Cl i (1%) (8%)
Febrile neutropenia 0 (0%) 2 (2%)
050 383 11 97.0%  (95.%98.7)
Any toxicity requiring dose delay 106 (28%) 30 (26%)
025 Any toxicity requiring discontinuation 67 (17%) 7 (6%)
3 Distant Events Total 176 (46%) 53 (46%)
0-0% 12 2a 36 48 60 72 T-DM1: Better QoL, lower rate of alopecia and amenorrhea

Months

Tolaney S, et al. SABCS 2@81ridge et al, SABCS 2019, Ruddy K, et al, SABCS 2019.



Which stage | HER2+ patients should get systemic theray

Hormone Receptor Statu <0.5cm 0.5¢1.0cm >1.0c2.0 cm
HR+
HR; Sometimes*

*If high risk features (high grade with LVI), and relatively larger size.



New options and challenges for EBC

!

- Dual versus single blockade
- T-DM1 in nonpCR

- Extended therapy with TKI

- New agents

Schmid P, Personal Communication.



Can we improve response to NACT?



Can we increase response to NACT?
Neoadjuvant single vs doublet HER2 blockade

Event rate lower than expected!

HR 0.84

NeoALTTO phase Il trial
(N = 455) . 29 505 Confirmatory

: T adjuvant trial
Paclitaxek :
Lapatinib+ 1 24.7% |

Trastuzumab :

51.3% L+T

]
g
=

©
2
&

@
Q
F3

51% N+ ,43% HR
L+T percentage of planned dose 66%

B
2
&

pCR = ypTOE

N
Q
R

.1 ALTTO phase Il trial (N = 8381)

Percentage of Patients Alive and Disease Free

2
&

YearSZSince Handum?zatiun
NeoSphere phase |l trial 98.6 96.4 94.1 923
(Noa1ny . 29.0% T 10
: Confirmatory 0. 98.8 95.7 93.2 90.6
HR 0.81

f=a)
T

_ 62% N+, 36% HR
— P+T completed 85%

o~
T

adjuvant trial
: 0

Docetaxek : 24.0% N

Pertuzumab+ :

Trastuzumab d 45.8% P+T

PCR =ypTO = | . )
; Chemofree P + T APHINITY phase Ill trial (N = 4805)

T T T T T T T 1
6 12 18 24 30 36 42 48

Months

Invasive Disease—free
Survival Rate (%)

[
(=3

o

o

Baselgalancet.2012; GianniLancet OncoR012 and 2016; Piccart.Clin OncoR015; Von MinckwitANEIJM2017.



Adjuvant single vs doublet HER2 blockade (APHINITY

Time to first IDFS event by treatment regimen and nodal status

Node-positive cohort, ITT population Node-negative cohort, ITT population

3 years 6 years 3 years 6 years
100- 100 97.5% 95.0%
92.0% 98.4%
87.9% ’ 94.9%
90.2%
804 83.4% 80 4
| Pertuzumab | Pertuzumab
T &0 {n=1503) T &0 (n =897}
z Z
a 20 Events, n (%) 173 (11.5) 239 (15.9) a 0 Events, n (%} 48 (5.4) 48 (5.3)
Unstratified HR {95% Cl) 0.72 {0.59, 0.87) Unstratified HR {95% Cl) 1.02 {0.69, 1.53)
6 year duration 6 year duration
204 Difference in Event Free Rate (%) o 204 Difference in Event Free Rate (%)
95% Cl for Difference (1.9, 7.1} 95% Cl for Difference (-2.0,2.2)
0 . 1 2 3 4 5 6 0 . 1 2 3 4 5 6
No. of patients at risk Years from Randomization No. of patients at risk Years from Randomization
1503 1420 1357 1301 1257 1205 814 897 857 841 821 798 773 668
1502 1439 1359 1288 1223 1176 741 902 873 856 846 816 791 680

Piccart et al. SABCS 2019.



Neoadjuvant single vs doublet HER30ockade
Is the quality of the pCR the same?

TREATMENT
STUDY TREATMENTARMS  PTS.(N)  pona) iy HER2-POSITIVE HR-POSITIVE HER2-POSITIVE HR-NEGATIVE

HannaH?3 1: D+FEC+H SC>H SC 297 H=>H ——pCR  ——Non-pCR bCR Non-pCR
2: D+FEC+H IV=H IV 299 H—=H 1.00 = 1.001
1: D+H>FEC+H 107 H->H
NeoSphere®® 2: D+H+P>FEC+H 107 PH—H 0.75 0.75 -
3: H+P=>D+FEC+H 107 PH->H
1: FEC+H+P/D+H+P=H 73 PH=>H 0.50 0.50 -
TRYPHAENAS? 2: FEC/D+H+P=>H 75 PH=>H
3: D+C+H+P—=>H 77 PH=H
0.25 A 0.25 +
BERENICES® 1: ddAC/T+H+P>H+P 199 PH-PH Hazard ratio = 0.29
; 2: FEC/D+H+P=>H+P 202 PH=>PH
0.00 T T T T T T T 0.00 T T T T T T
(o] 12 24 36 48 &0 72 84 o] 12 24 36 48 60 72 34
KRISTINELO:1L 1: D+C+H+P=>H+P 221 PH-=>PH

Time (months) Time (months)

H—H (N = 236) PH—H (N = 185) PH—PH (N = 352)

(HANNAH; (NEOSPHERE; (BERENICE;
PATIENTS WITH pCR NEOSPHERE) TRYPHAENA) KRISTINE)
Patients remaining at risk 189 160 71
EFS rate 87% 92% 95%
95% ClI for EFS rate 82-90% 87-95% 90-97%

Swain S, et al. SABCS 2019.



PCR rates in HR+, HER2+ vg HHEER2+

Distinct subgroup:

HR+, HER2+
triple-positive
. 20% T
Paclitaxek L
Lapatinib+ .
Trastuzumab 30.0% N
PCR = ypTG

26.0% e

BaselgalLancet2012; GianniLancet OncoR012 and 2016; ParklEIJM2016.

Role of ET?
T-DM1? FDXd?

Paclitaxel+

Lapatinibx
Trastuzumab

ER

pCR = ypTG

36.8% T

33.8% 1
56.0% N
63.2% T4p




How to increase pCR rates in tripf@ositive (HR+, HER2-

Is there are special role for ADCs in trigb@sitive disease?

HR+, HER2+ HR+, HER2+
Triple-positive Triple-positive

| 41.0% TDM1 + P | 50.8%
m 41.5% TCHP xT—DM1+P 69.0%

pCR =ypTO0 ypNO pPCR =ypTO0 ypNO

Harbeck N, et al. ASCO 2016; Masuda. ESMO 2017.



DESTINY-Breastll: The FIRST phase lll trial of
neoadjuvant T-DXd in HER2+ eBC

Patient population

* Previously untreated
HER2+ eBC

= HR—positive or
HR-negative

* High-risk defined as:
- 2¢T3 and NO-3 or

¢T0-4 and N1-3

- Inflammatory BC

Randomized Wkmgad
HH

Patient characteristics

4 + 4 cycles

4 +4 cycles

T-DXd* — THPt

ddAC? — THPS

T-DXd-THP (n=321) | ddAC-THP (n=320) [uc.CLLaril)
\Am: 160 (49.8) 157 (49.1) 127 (44.4)
. 140 (43.6) 137 (42.8) 139 (48.6)
o)t
Race, n (%) ﬁﬁg':igxf”ca" 5 (1.6) 722 7 24)
Othor 12 (3.7) 10 (3.1) 8 (29)
HR status, n (%) Positivel 236 (73.5) 235 (734) 205 (71.7)
Clinical tumor  cT0-2 176 (54.8) 188 (58.8) 157 (54.9)
stage, n (%) cT3-4 145 (45.2) 132 (41.3) 129 (45.1)
Nodal status,n N0 26 (8.1) 35 (10.9) 20 (7.0)
(%) N+ 287 (89.4) 281 (87.8) 254 (88.8)

Sara Hurvitz, MD
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PCR (ypTO/is ypNO): Primary endpoint

ITT population? (primary endpoint) HR-negative

PpPloe. 1%

PpPll. 2% (95% CI 3.0, 28.8)

100 P9 . 1%

I
83.1

1
|
|
|
|
100 - 0 .
(.95/;9 g'ooéy)ls'3’ : (95% CI1 0.2, 17.9)
80 - 673 & | god{ | 671

| 61.4

£ 56.3 52.3

S 60 A I 60 -

[0 |

O 40 - | 40 -

o

20 - : 20 -
0 216/321 180/320 I o 145/236 123/235
T-DXd-THP ddAC-THP | T-DXd-THP ddAC-THP 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 ITT population, treatment effects were estimated by the difference in pCR with 95% Cls and P-values based on the stratifi ed Mi et ti nen and Nurminend6és method, wit hHaenszeeweightsyei ghting by sam

Patients with no valid records regarding pCR status for any reason were considered to be non-responders (including but not limited to withdrawal from the study, progression of disease or death before surgery, lack of surgical specimen, or defined as not
evaluable by the central pathologist). Subgroup analyses were unstratified. *By blinded central review; ApCR responders were defined as patients who only received randomized study treatment (at least one dose) and had pCR; two-sided P-value crossed the

0.03 prespecified boundary. ITT, intent-to-treat
Nadia Harbeck, MD A congress
4% DESTINY-Breast11 E2ESMD
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RCB outcomes

ITT population HR-positive HR-negative
RCB-I

P9 . 2%
®13. 3% ' |

Py
@)
©
S

100 - P12. 2%
I
81.3 |

80 H

60 A

40 A

57.5 63.1 52.8

20 A

[ |
e
=X
2 S
N n
=)
o ©
= O
<

o m
w— O
o
c o
o O
it
s 8
°n
o

261/321 221/320
T-DXd-THP ddAC-THP

184/236 152/235

o
1

T-DXd-THP ddAC-THP T-DXd-THP ddAC-THP

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

Almost 80% of patients with HR-positive disease had RCB-0+| with T-DXd-THP.

Unlike pCR results, RCB analysis is based on raw data and is not corrected for patients who did not receive study treatment or any bridging/off study neoadjuvant treatment; therefore, there may be differences between pCR and RCB-0. Not reported
in 13 patients (4.0%) in the T-DXd-THP arm and 24 patients (7.5%) in the ddAC-THP arm. RCB class was based on central pathologic evaluation of the residual viable tumor (identified on routine hematoxylin and eosin staining after mapping of the surgical specimen)

. iy
Nadia Harbeck, MD e
adia Harbec O'u.,: DESTINY-Breast11 M
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EFS

Hazard ratio

. 0.56
1.0 e 9965-5”//00 055 056 (95% CI 0.26, 1.17)
(95% -5,98.6) EFS event maturity was 4.5%;
0 : at final cutoff, maturity is
LL predicted to be ~10%*
LLl
©
- EFS events: 18/320
2 0.9 93.1%
= (95% CI 88.7, 95.8)
©
8 EFS events:
& 11/321
0.8"
L
OT 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
_Number of Time from randomization (months)
patients at risk
T-DXd-THP 321 315 313 305 248 220 208 189 141 93 50 14 2 0
ddAC-THP 320 303 296 285 231 199 187 163 124 72 35 14 1 0

An early positive trend in EFS was observed, favoring T-DXd-THP vs ddAC-THP.

The median duration of follow up was 24.3 months with T-DXd-THP and 23.6 months with ddAC-THP. *Predicted maturity assumes that the observed EFS hazard ratio continues after data cutoff (March 12, 2025)

. iy congress
Nadia Harbeck, MD #%%8 DESTINY-Breast11 EOESMD
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T-DXd alone arm: Efficacy summary

On March 13, 2024, the T-DXd-alone arm closed following Independent Data Monitoring Committee recommendation.*
Patients who were still receiving T-DXd alone could remain on therapy or immediately switch to local SOC.

PCR rate EFS
1.0 =
T-DXd ddAC-THP
% (n=286) (n=320) @
Primary analysis kS
Switch to local SOC classified as non-pCR E 0.9 = 93.1% EFS events
pCRA 43.0 56.3 § Hazard ratio (95% C188.7, 95.8) 18/320
o
0 - - - 2
® (95% Cl ) 713.2(120.8,15.4) a (95% C1 0.41, 1.62)
I . At data cutoff (March 12, 2025),
Pr_especmed supplemen'gary anal_y5|s 08 EFS event maturity was 5.4%
Switch to local SOC not automatically classified as non-pCR =)
A 0 T T T T T T T T T T T 1
PCR 2L £l Numb fO 3 6 9 12 15 18 21 24 27 30 33 36 39
®» (95% CIl ) 158(1134,19 patienltjsmaterrisok Time from randomization (months)
T-DXd alone 286 280 276 271 240 208 199 175 134 95 43 14 2 0
ddAC-THP 320 303 296 285 231 199 187 163 124 72 35 14 1 0

T-DXd alone showed inferior but robust pCR compared with the 5-agent ddAC-THP.
EFS data were similar for T-DXd alone and ddAC-THP.

Treatment effects were estimated by the difference in pCR wi tdhwith Si%taRdighting bysanple size (i¢ MasteliHaenszel weighte) dMediain éutation of fellow up wat 24Bumonths nen6s met ho
(T-DXd) and 23.6 months (ddAC-THP). Analyses are reported in the ITT population. *The reasons were multifactorial, including a lower pCR rate, low likelihood that T-DXd alone would be superior to ddAC-THP, and the timing of surgery; *by blinded central review

. -y
Nadia Harbeck, MD congress
adia Harbeck, 457 DESTINY-Breast11 5 m
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TEAEs In at least 20% of patients in either arm

Overall

Nausea

Diarrhea

Alopecia

Fatiguet
Transaminases increased?*
Neutropenia$
Constipation

Vomiting

Neuropathy peripheral
Anemiaf

Stomatitis
Leukopeniall

T-DXd-THP (n=320)* ddAC-THP (n=312)*

98.1
64.7

47.5
41.3
34.4

17.2

98.7

Any grade

B B Grade 23

I
100 80 60 40 20 0 20 40 60
Patients experiencing AEs (%)

80

100

T-DXd-THP had fewerany-gr ade and grade O3 hematol ogi caTHPand f
Aside from nausea, gastrointestinal toxicity was comparable between arms.

*Safety analyses included all patients who received at least one dose of any study treatment; Agrouped term: fatigue, asthenia, malaise, and lethargy; Ygrouped term: transaminases increased, aspartate transaminase increased, alanine transaminase increased,
gamma-glutamyl transferase increased, liver function test abnormal, hypertransaminasemia, hepatic function abnormal, and liver function test increased; “grouped term: neutrophil count decreased and neutropenia; Tgrouped term: hemoglobin decreased, red blood
cell count decreased, and anemia and hematocrit decreased; €grouped term: white blood cell count decreased and leukopenia. TEAE, treatment-emergent adverse event
ngr
BERLIN co g ess
2025

Nadia Harbeck, MD
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NPT

Recruitment Phase Study Treatment Phase
Approx. 12 months

Study treatment vs. SoC pCR-assessment

Therapy to be completed over 1 year in Follow-up Phase
Study Population N=402 12 / 18 weeks

total

SoC min. 2 to 5.5 yrs
(EOS)
***

12 weeks (4 cycles) Non-pCR (in particular SoC therapy **
T-DXd >ypT1la or ypN+) or near (chemotherapy +
n=180 pCR ** anti-HER2-treatment)

Cohort 1 (n=269)

HER2+ and low- to intermediate-risk

per Investigator’s decision

: Re;;)mm?;di“i”é N pCR (or near pCR **) SoC therapy **
=T =ET2 (M =< 2@, @ (anti-HER2-treatment)

12 weeks PAC + T +P S
n=89 u
r
4
® Non-pCR (in particular 14/12 cycles T-DXd (1 year
r >ypT1la or ypN+) or near = in total recommended)
18 weeks (6 cycles) y DCR ** OR
Cohort 2 (n=133) T-DXd * - SoC therapy ** (anti-HER2-
HER2+ and intermediate- to high-risk n=88 —_— treatment +/- >
per Investigator’s decision <: chemotherapy)
* Recommendation:
-T2 (>3 - <5 cm), cNO 18 weeks i
DOC/PAC + Carbo + T + P (SaC) PCR (or near pCR #+ )  |—pt 0C therapy ** {anti-HER2-
treatment)
n=45
i Post- d] diotherapy**** and endocrine therapy should be administered per local clinical standards
Tumour Tissue samples (mandatory/gptional) # (m) # (m/o) # (m) # (o) anytime, at recurrence
Blood sample collection (optional) # # # # # # # #

Abbreviations: Carbo — Carboplatin, DOC — Docetaxel, EOS — End of Study, Near pCR: residual tumor size <5Smm (ypT1a), P — Pertuzumab, PAC — Paclitaxel, pCR — pathological complete response,
R —Randomization, S — Surgery / Biopsy, SoC — Standard-of-Care, T — Trastuzumab, T-DXd — Trastuzumab-Deruxtecan

* Surgery strongly recommended. Exceptional core biopsy allowed after consultation with sponsor, if further neo-adjuvant therapy intended.
** Treatment and also classification of near pCR at investigator’s decision according to clinical stage at baseline

*** Timepoint of definite surgery in case of prolonged neoadjuvant treatment after 12 weeks of further neoadjuvant treatment.
****concurrent in case of anti-HER2-treatment, sequential in case of chemotherapy, prior to T-DXd recommended

|€R3U T-DXd for therapy deescalation (stage I/ll) ™wsc

43



Can further therapy

In patients with residual disease after NACT
Improve outcomes?



Can change of adjuvant Tx improve outcome in HEGR?

KATHERINE trial T DM1
14 cycl
bS’[agetl;IIIB NACT + HERA Non- ( cycles)
reast cancer e CR
(HER+) py p Trastuzumab
(14 cycles)

KATHERINE:ykar IDFS KATHERINE:=year OS

100~ 3 Years 3 :ears 7 Years
88.4 T-DM1 7 ;’Ue;rs 100 et ol T.DM1 %01
w80 . 6 T tb By
= w804 rastuzuma
< 1 £ 84.4
= ’ Trastuzumab o 14 - 2
£ 60 67.1 . E 604 L Absolute difference,
E L Absolute difference, %5 4.7 percentage points
- 13.7 percentage points g
S 404 &
H 8 404
8 §
k7] g
o 204 & 204
0 R U . o 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 9 102 108 114 120 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120
Months Meonths
No. at Risk No. at Risk
T-DM1 743 708 682 658 637 620 605 591 574 561 548 537 521 516 481 443 281 236 89 50 3 T-DM1 743 719 702 695 675 662 649 642 626 614 604 597 585 576 554 530 394 312 158 93 14
Trastuzumab 743 677 636 595 556 540 511 495 485 475 460 444 431 421 397 368 238 187 74 42 2 Trastuzumab 743 696 677 661 643 625 616 600 586 576 558 549 543 532 511 490 374 280 146 72 9

T-DM1 REDUCED RISK OF RECURRENCE T-DM1 REDUCED RISK OF DEATH
OR DEATH BYALF BYONETHIRD

Geyer CE, et al. SABCS 2018; von Minckwitz GNEM12018.



KATHERINE: IDFS subgroup analysis

Consistent benefit across all subgroups

Trastuzumab (n=743) T-DM1 (n=743)

Total 3-Year 3-Year Hazard T-DM1  Trastuzumab
Group N IDFS IDFS Ratio 95% CI Better Better
All 1486 77.0 88.3 0.50 (0.39-0.64) o
Primary tumor stage (at definitive surgery) '
ypTO, ypT1a, ypT1b, ypT1mic, ypTis 637 83.6 88.3 0.66 (0.44-1.00) I

1. High risk of recurrence if LN+ at time of surgdiryear iDFS: 72%)

2. High risk of recurrence if inoperable at baseli(féyear IDFS: 67%)

" 3. Less benefit seen in HER2 IHC 2+ compared to Il-(maelar |DFS 72% Vs 83%)

N\ X O 00 JO \U.Uc—1.00) <

4 No |mprovement in rates of CNS recurren@bO% VS 5 1%)

DINU

Central HER2 status by IHC’

0/1+ 25 83.9 100.0 <0.01 (0.00-NE) € >
2+ 326 80.9 84.7 0.83 (0.50-1.38)
3+ 1132 75.7 89.0 0.43 (0.32-0.58)
T | SRR
“Includes all ypT4 and 1 patient with ypTX; ‘Three patients had “unknown” HER2 IHC status. 080 Te8Y 10T R0 100
This presentation is the intallectual property of Charles E. Geyer Jr. Contact him at cegeyer@veu.edu lor pe ) o repant and/or distribu

Geyer CE, et al. SABCS 2018; von Minckwitz GN&E\12018.
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A global, multicenter, randomized, opefabel, phase Il tria{NCT04622319)

Primary endpoint

>
AResidual invasive disease in the breast and/or axillary lymph nodes for 14 cycles S :
after neoadiuvant chemotheranv and HE&gected treatment N =~1600 N =800 <=; B SSBee £ e el
AHighrisk > A
V' Non-operable eBC (cT4, N®or cT13, N23) prior % Other secondary endpoints
to NAT or o A os
V Operable eBC (cT3, NO1) prior to NAT with axillary node T-DM1 3.6 mg/kg Q3W 8 A DRFI
positive disease (ypNB) after NAT for 14 cycles S)r A BMEI

ACentrally confirmed HERZ+ (IHC 3+ or ISH+) eBC N =800 A Safety
AECOG PS0or1

ITT Population

Stratification Factors

AExtent of diseace nrinr tn NAMAN nnerahle nnerahle) Receptor status HR+ 581 (71'0) 583 (71'4)
AHERZarg ~ 5% s i S HR; 237 (29.0) 234 (28.6)
AHormone  were inoperable at baseline Operative status ~ Operable 387 (47.3) 393 (48.1)
APostNAT ~ compared to KATHERINE trial at presentation Inoperable 431 (52.7) 424 (51.9)
Postneoadjuvant  Positive 660 (80.7) 658 (80.5)

~2 Xas many patients were nodal status Negative 158 (19.3) 159 (19.5)
node-positive at time of surgery _ Single HER?2 targeting 176 (21.5) 171 (20.9)

compared to KATHERINE trial gleogtgg%/ant Dual HER? targeting 642 (78.5) 646 (79.1)

PP Neoad). anthracycline use 423 (51.7) 399 (48.8)

Geyer CE, et al. ESMO 2025.




T-DXd T-DM1
n =818 n =817

Prim ary en d po int: IDFSa Patients with events, n (%) 51 (6.2) 102 (12.5)

3-year IDFS, % (95% CI) 92.4 (89.7-94.4) | 83.7 (80.2-86.7)

= HR (95 % CI) 0.47 (0.34-0.66)
Z 10 P value <.0001°
S

%)

% 11 L L
!-T 08 7 . LI “‘I 1
:

Q ]

n i

a 06 ® T.DXd (n = 818) .

o = T-DML (n=817) '

‘0 T + censor '

(-5 |

E OO 7] 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 F 1 1 1 1 1 1 1 1 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Time, months
Number at Risk:
T-DXd 818 788 781 776 771 768 758 753 731 684 634 544 440 380 370 275 218 212 129 92 90 46 14 14 O 0 0 0
T-DM1 817 781 769 760 745 734 719 708 687 632 599 527 417 355 337 233 186 177 120 84 79 38 14 13 4 1 1 0

53% reduction in the risk of invasive disease recurrence or death for T-DXd compared with T-DM1.

HR, hazard ratio; IDFS, invasive diseasei free survival, T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

Efficacy stopping boundary, P = 0.0183.

3DFS is defined as the time from randomization until the date of first occurrence of one of the following events: recurrence of ipsilateral invasive breast tumor, recurrence of ipsilateral locoregional invasive breast cancer, contralateral invasive breast cancer, a distant
disease recurrence, or death from any cause. Two-sided P value from stratified log-rank test. Hazard ratio and 95% CI from stratified Cox proportional hazards model with stratification factor of operative status at disease presentation.

Dr Charles E Geyer Jr ‘-.. mcnngress
¢+> DESTINY-Breastos -
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Categories of first IDFS events

120 -
100
80
60
40
20
0

102

Patients, n

Total events Distant Local invasive Regional Contralateral Death without
recurrence recurrence recurrence invasive prior reported

. disease event®
Category of First IDFS Event

Lower distant and locoregional recurrences were observed with T-DXd vs T-DM1, including CNS recurrences.

IDFS, invasive diseasei free survival, T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
Participants who experienced multiple types of IDFS events within 61 days of their first event are reported in the category according to the following hierarchy: distant recurrence CNS, distant recurrence non-CNS, local invasive recurrence, regional recurrence, contralateral

breast cancer, and death without a previous event.
aCNS as sole site for distant recurrence or one of multiple distance recurrent sites °Causes of death in the T-DXd arm were 2 drug-related ILD, unrelated respiratory tract infection, acute respiratory failure (outside AE reporting period), acute respiratory distress syndrome

(outside AE reporting period), and 2 disease progression, and in the T-DM1 arm were drug-related sepsis, unrelated ovarian cancer, unrelated aneurysm, unrelated pneumothorax, unrelated leiomyosarcoma, self-inflicted gun wound, and 2 disease progression.

Dr Charles E Geyer Jr - ST congress
+5% DESTINY-Breastos EAESMD
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TEAES

Nauseaab

Constipation

Neutrophil count decreased
Vomitingac

White blood cell count decreased
Fatigue

# Radiation pneumonitisd
Anemia

AST increased

ALT increased

Diarrhea

Platelet count decreased
Decreased appetite

Headache

Arthralgia

n

020 %

T-DXd

of

320
sr6 D
sro |
207 [
295 10
288
283 |
256 |
237 |
232 [}
212 [
200 [

pat i

T-DM1
B 203

J 162

Ml 44

Jo.0

Bl 30
fl 202
Bo

o
B 5o
W 53

| 100

158 J 207
103 | l 205
30 -20 0 -20 30

ALT, alanine aminotransferase; AST, aspartate aminotransferase; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.
aProphylactic antiemetics were recommended but not mandatory. ®In the T-DXd and T-DM1 arms: 39.1% and 23.7% grade 1, 27.8% and 5.5% grade 2, and 4.5% and 0.1% grade 3 events, respectively. ¢In the T-DXd and T-DM1 arms:
19.0% and 6.9% grade 1, 10.9% and 2.0% grade 2, and 1.1% and 0.1% grade 3 events. 9In the T-DXd and T-DM1 arms: 24.2% and 20.8% grade 1, 4.6% and 6.1% grade 2 events.

Dr Charles E Geyer Jr
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Adverse events of special interest: ILD/pneumonitis and
LV dysfunction

Adjudicated drug-related ILD

n (%) Any grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
T-DXd (n = 806)2 77 (9.6) 16 (2.0) 52 (6.5) 7 (0.9) 0 2(0.2)
T-DM1 (n = 801)2 13 (1.6) 8 (1.0) 5(0.6) 0 0 0

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

Similar distributions of 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).

LV dysfunction

n (%) Any grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
T-DXd (n = 806)2 23 (2.9) 1(0.1) 20 (2.5) 2(0.2) 0 0

T-DM1 (n = 801)2 14 (1.7) 0 11 (1.4) 3(0.4) 0 0

CT, computed tomography; ILD, interstitial lung disease; LV, left ventricular; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
aAll patients who received at least 1 dose of study treatment.

Dr Charles E Geyer Jr “.. Mcungress
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Schmid P, Personal Communication.

Role of
third-
generation
ADCs?

Further
de-escalation?

Primary breast

cancer

T2 or N+

Adjuvant chemo
(after surgery)

AGT or CarboT + AGT or CarboT +
Trastuzumab TrastPertuzumab
Weekly Paclitaxel + pCR Non
Trastuzumab (50%) pCR
Trastp
Pert(N+) | TPM1

Neratinib
ER+
(if not T-DM1)

Neoadjuvant CT
(before surgery)

Role of
immuno-
therapy

Can TKils

prevent CNS
recurrence?

HER2+ early breast cancer

Role of
third-
generation

2
AicE Pre-op vs postop?

Lowerrisk patients?

What to do post T-DXd

Role of
third-
generation
ADCs?
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Monitoring and managing the treatment of
patients post-resection

GiuseppeCuriglianoM.D., Ph.D.
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Current and future treatment strategies for patientswithER+/ HER 2 1
early breast cancer

Definition of risk of
recurrence in
ER+/ HEd2y1
breast cancer

Treatment landscape and future
strategiesforER+/ HER2 1
early breast cancer

Discussion and Q&A

2 ER, estrogen receptor; HER2, human epidermal growth factor receptor 2.
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Despite treatment advances in breast cancer, recurrence remains a
challenge in the early setting

A meta-analysis of published adjuvant ET  ChT trials in
H R + / H E&BEZ temonstrated that early risk of recurrence2
is considerable and accumulates over time2

Breast cancer is one of the most diagnosed
cancers globally, representing nearly 12% of
all new cancer cases, and is a leading

cause of cancer-related deaths among 16 1
women?

14 - 12%

(97 16%)
12 -
10 -
7%
(51 9%)

ET NChT arms (%)
[0}

H R + / H Etdriors are the most common
type of eBC, accounting for >70% of all

70%

Invasive recurrence rate in

cases worldwide? ‘
2 -
0
3y Sy
(n=31,012) (n=30.139)
aET  ChT control arms (study arms excluded). All patientS

ChT, chemotherapy; eBC, early breast cancer; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; y, years.
1. Loibl S, et al. Ann Oncol. 2024;35(2):159i 182. 2. Curigliano G, et al. ASCO 2024. Abstract 541.



Early breast cancer classification has evolved fromanpopul at i o
approachtoamorein p e r s o napgdroachle d o

AJCC/UICC TNM stage
(basic classification)

AJCC stage + Prognostic
(advanced clinical relevance) factors

AJCCiiper sonal i
(advanced clinical +
personalized relevance)

+ Prognostic + Risk assessment + Clinical trial
factors models stratification

1\ J U J
Y 4
Population survival Personalized survival
outcomes outcomes

AJCC, American Joint Committee on Cancer; TNM, tumor, node, metastasis; UICC, Union for International Cancer Control.
4 1. Amin MB, et al. CA Cancer J Clin. 2017;67(2):93i 99.
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IRIDE working group consensus: understanding risk stratification
allows for personalized treatment plans and improved outcomes!

Tumor size T3/4 T1
Nodal status N2/N3 NO
Grade 3 1
Ki-67 >30% <20%
ER/PgR expression level ER <10% and/or PgR <20% n/a
Residual cancer burden RCB-llI RCB-0

Genomic signature

(Oncotype DX, High-risk class Low-risk class
MammaPrint®,
EndoPredict®,

. .. PAM50 ) . . .
Intermediate risk is deﬁne(} as NOa disease with G1/2 and T2i T3 or G3 and T1ci T3, or as N1 disease with G1 and T2 or G2 and TOi T22

aln patients aged 03 5y NG sumors are intermediate risk if >3 cm, and NO G2 if >2 cm, whereas in patients aged <35 years, NO G1 tumors are intermediate risk if >2 cm, and NO G2 if >1 cm.
ER, estrogen receptor; n/a not available; PgR, progesterone receptor; RCB, residual cancer burden.
1. Garutti M, et al. Cancers (Basel). 2022;14(8):1898. 2. Lammers SWM, et al. ESMO Open. 2024;9(5):103008 (including supplementary data).



The risk of distant recurrence is positively correlated with increased
tumor size and nodal involvement?

19

52
20 - T N4i 9
S 3
) Tlc )
2 2 ;
3 3 N1i 3
S 10 - Tia/b =
) ) NO
IS c
s i s
» u
(a] ()
0
0 ET for 5 years 5 10 15 20 0 ET for years 5 10 15 20
5
Years Years
No. at risk No. at
risk
T2 9,445 3,901 1,129 218 N4i 9 12,333 8,116 2,165 259 52
Tlc 13,875 5,967 1,641 309 N1i3 31,936 23,576 7,250 949 183
aniNGdisease. 5,627 2,053 704 131 NO 29,925 24,081 8,571 1,982 414

ET, endocrine therapy; N, number of nodes involved; T, tumor size.
6 1. Adapted from: Pan H, et al. N Engl J Med. 2017;377(19):1836i 1846 (including supplementary data).



The risk of recurrence is positively correlated with increased tumor

grade and Ki-67 status?!:2

Tumor grade?

30
Rate ratio (low vs high grade), 0.50 (95% ClI, 0.37i 0.67)
p<0.001
g
S 20
c
et
5 High grade 17
S 4 Moderate grade
= Low grade
S 13
7 104
(@] 10
ET for 5 years ' ' '
Y 10 15 20
Years

aMonarchE Kaplani Meier curve in Cohort 1 Ki-67 high versus Ki-67 low at additional follow-up 1.
Cl, confidence interval; ET, endocrine therapy; HR, hazard ratio; yr, year rate

7 1.PanH,etal. N EnglJ Med. 2017;377:1835i 1846. 2. Harbeck N, et al. Ann Oncol. 2021;32(12):1571i 1581.

Invasive disease-free survival, %

95 A

90 A

85 A

80

75

70

@2yr: 94.4%
@2yr: 92.9%
....... @3yr: 91.7%
. 0,
@2yr:915% % i @3yr: 87.2%
@2yr: 86.4%
@3yr: 86.1%
@3yr: 79.0%
Cohort 1 Ki-67-high Patients Events
s Abemaciclib + ET 1,017 104 LrR=063 (95% CI 0.49i 0.80)
=== ET alone 986 158
Cohort 1 Ki-67-low
*  Abemaciclib + ET 945 62 1R =0.70 (95% CI 0.51i 0.98)
= ETalone 968 86
T T T T T T T T T T T T T 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 4

Months



RWE: risk of recurrence was significantly greater in the high-risk vs
non-high-risk group, highlighting the need for better therapies

Invasive disease-free survival for the high-risk vs non-high-riska groups?

1.0 - 97.1

95.0 02.7

g 0.8 -
“q'_) ° Non-high-risk group
0n >
& % 0.6 -
o S '
TS
g 5 High-risk group2
5 @ 0.4
©
>
£
0.2 1
+ censored
Log-rank p<0.0001
0.0 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9 10
Follow-up time from initiation of adjuvant endocrine therapy, years
No. at risk
High-risk group 557 466 368 274 206 148 86 47 21 0
Non-high-risk group 3,471 2,923 2,317 1,816 1,364 897 516 278 120 18 0

aHigh-risk tumors identified using inclusion criteria from the monarchk trial.
RWE, real-world evidence.

8 1. Sheffield MK, et al. Future Oncol. 2022;18(21):2667i 2682.
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Decision-making in the treatment of E R + / H Ed&ayibreast cancer
IS based on the risk of recurrencel

HR+/ HEéeBE1

Luminal A-like

Low-riska

Adjuvant ETe

Postmenopausal women Premenopausal women

A Al A Tamoxifen
A Tamoxifen
A Tamoxifen C Al

[ Treatment duration: 5 years ]

ail L arw $miplies low-risk genomic score (preferred) and/or lower-risk features on traditional pathological analysis, including lower-grade histology, robust ER and PgR expression, and lower measures of proliferation.
A H i rgi hamplies high-risk genomic score and/or higher-risk features on traditional pathological analysis, including higher-grade histology, lower ER expression, and higher measures of proliferation. °Premenopausal
women with lower-risk tumors who are not advised/recommended to receive OFS may benefit more from adjuvant ChT (include patients with low-risk T1cNO, stage Il T2i 3NO, stage Il T1i T2N1 tumors). 9Stage N1 with
primary tumor >5 cm, and/or grade 3 and/or Ki-67 O 2 0 9gBRCA1/2-wt or untested. ‘Ribociclib has been approved by regulatory agencies in this setting but has not yet been added to the official ESMO living guidelines.
gTamoxifen can be given if Als are not tolerated. "if patient is premenopausal. '7i 8y e a treatdent duration seems sufficient for most patients at high risk.

Al, aromatase inhibitors; ChT, chemotherapy; eBC, early breast cancer; ER, estrogen receptor; ET, endocrine therapy; gBRCA1/2, germline BRCA1/2; HER2, human epidermal growth factor receptor 2; OFS, ovarian
function suppression; PgR, progesterone receptor; wt, wild type.

1. Adapted from: Loibl S, et al. Ann Oncol. 2024;35(2):159i 182.



Treatment is intensified in adjuvant settings for tumors with high-risk
characteristics?

HR+/ HEeBZI

Luminal B-like

Luminal A-like

Neoadjuvant therapy

Adjuvant ET

Stage Il or high-risk stage Ilde

A Als (+ OFSh)
ET + Abemaciclib for 2 years A Tamoxifen C Al

ET + Ribociclib for 3 yearsf

[ Treatment duration: 7i 8 years! ]

af L arw smiplies low-risk genomic score (preferred) and/or lower-risk features on traditional pathological analysis, including lower-grade histology, robust ER and PgR expression, and lower measures of proliferation.
b H i rgihsémiplies high-risk genomic score and/or higher-risk features on traditional pathological analysis, including higher-grade histology, lower ER expression, and higher measures of proliferation. cPremenopausal
women with lower-risk tumors who are not advised/recommended to receive OFS may benefit more from adjuvant ChT (include patients with low-risk T1cNO, stage Il T2i 3NO, stage Il T1i T2N1 tumors). 9Stage N1 with
primary tumor >5 cm, and/or grade 3 and/or Ki-67 O 2 0 ¢gBRCA1/2-wt or untested. fRibociclib has been approved by regulatory agencies in this setting but has not yet been added to the official ESMO living guidelines.
gTamoxifen can be given if Als are not tolerated. "if patient is premenopausal. '7i 8y e a treatdent duration seems sufficient for most patients at high risk.
Al, aromatase inhibitors; ChT, chemotherapy; eBC, early breast cancer; ER, estrogen receptor; ET, endocrine therapy; gBRCA1/2, germline BRCA1/2; HER2, human epidermal growth factor receptor 2; OFS, ovarian
function suppression; PgR, progesterone receptor; wt, wild type.

10 1. Adapted from: Loibl S, et al. Ann Oncol. 2024;35(2):159i 182.
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The monarchE trial assessed the addition of abemaciclib to ET for
2 years in patients with node-positive high-risk HR + / H EéBEZ%42

Phase 3

Patient population

HR +/ H E RighiriskeBC
patients, who had surgery and
radiotherapy and/or (neo)adjuvant

chemotherapy (as indicated) 1:1

N=5,637

Abemaciclib + ETa

150 mg BID

Phase 3 objectives

ET Primary: IDFS¢
continued
Secondary: IDFS in high Ki-67 population, OS,
safety, PK, PROs

66— 2years ———©

STRATIFICATION FACTORS
A Prior chemotherapy

A Menopausal status

A Region

° KEY INCLUSION CRITERIA

A Women and men: O 1 gears

A HR + / HE Rdlé positive, early-stage resected invasive BC with absence of
any evidence of metastatic disease

A Underwent definitive surgery of the primary breast tumor(s)

A Pathological axillary lymph node involvement with at least one of the following:
O 4positive ALN; tumor size O 5cm; grade 3 tumor; Ki-67 02 0 %

A Patients may have received up to 12 weeks of ET

AEcocPsofol

A Metastatic disease (incl contralateral

A Inflammatory BC
A Previous treatment with any CDKA4/6i longer

OFS is required for men and pre/perimenopausal women

e KEY EXCLUSION CRITERIA

A Received an experimental treatment
in a clinical trial within the past 30
days or five half-lives, whichever is

ALNSs) node-negative BC

A History of venous thromboembolic
events

Previously receiving ET for BC prevention

agndocrine therapy ( p h y s ichoice) stahdard-of-care was administered according to package label until discontinuation criteria were met. PET continued for 3i 8 years as clinically indicated. cPer STEEP criteria.

ALN, axillary lymph node; BC, breast cancer; BID, twice daily; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DRFS, distant relapse-free survival; eBC, early breast cancer; ECOG PS, Eastern Cooperative Oncology Group
performance status; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IDFS, invasive disease-free survival; OFS, ovarian function suppression; OS, overall survival;
PK, pharmacokinetics; PROs, patient-reported outcomes; STEEP, Standardized Definitions for Efficacy End Points system.

1. Johnston S, et al. J Clin Oncol. 2020;38(34):3987i 3998. 2. ClinicalTrials.gov. NCT03155997.



SustainedDF3Benefitin ITT:Evolutionof YearlyRates

1004
90 -
80 4
704
60 -
50 -
40 -
30 -
20 4
==
0 treatment period | '. : : ! .
0 12 24 36 48 60 72 84 96
Time (months)

76.5

Numbef IDFSvents

IDFS (%)

Abemaciclil> ET
ET 547 722

HR(95%C):0.7340.6570.820)

NominaP<.0001

|
|
|
|
1
|
|
|
|
|
|
|
|
I
I
|
1
|
|
|
|
|

No. at risk

Abemaciclib + ET 2808 2549 2406 2285 2173 2056 1763 369 0
ET 2829 2573 2374 2193 2057 1923 1621 363 0

Abemaciclir- ETreducedherisk of IDFSeventsby 26.6%comparedo ETalone ]

StephenJohnstonMD,PhD

ContenpfthispresentatiascopyrigtandresponsibiligftheauthorPermissiois requirefbrreuse.



~30%ewePatientan AbemacicliArmLivingwithMetastati®isease

600-

400

200:

Number of patients

Abemaciclib +ET ET

Status . Deaths not related to breast cancer® = Deaths due to breast cancer  Alive with metastatic disease

Percentagdmsedn|TTpopulatior@bemacichibET,N=280& T, N=2829Deathslueto AEsanddueto unknownause.

congress
s m
2025

StephenJohnstonMD,PhD
ContenbfthispresentatiascopyrighandresponsibiligftheauthorPermissiois requireforre-use.



KeySecondargndpointOveralSurvivain ITT

100

Numbepof OSevents

AbemacicliB-ET ET 360
301

HR(95%C1):0.8420.7220.981)
P=0.0273
AtprimaryOStesting,0Sin ITTmetthecritical
boundanof0.04342sided} for statistical
significance
aCalculatedsingd 6 B-Fléméngypestoppingoundariyasedntheobservedumbeofevents
0 12 24 36 48 60 72 84 96
No. at risk Tlme (months)

Abemaciclib + ET 2808 2614 2518 2407 2342 2236 1967 425 0
ET 2829 2664 2546 2443 2338 2215 1908 433 0

Atamediarfollowup of 6.3years,abemacicli- ET reducedherisk of deathby 15.8%€omparedo ETalone

StephenJohnstonMD,PhD

ContenpfthispresentatiascopyrigtandresponsibiligftheauthorPermissiois requirefbrreuse.




ConsistenOSBenefitAcrossPrespecifieubgroups

Abemaciclib + ET ET Favours Ab?maciclib +ET Favours ET ,
n Events n Events HR (95% CI) Interaction p-value

Overall* 2808 301 2829 360 —— 0.842 (0.722, 0.981)

Age, years 0.786
<65 2371 233 2416 283 —e—1 0.825 (0.694, 0.982)

265 437 68 413 i —e—— 0.870 (0.628, 1.205)

Menopausal status 0.163
Premenopausal 1221 91 1232 123 —— 0.716 (0.546, 0.939)
Postmenopausal 1587 210 1597 237 —— 0.907 (0.753, 1.092)

Prior treatment 0.433
Neoadjuvant chemotherapy 1039 143 1048 180 —e— 0.788 (0.633, 0.982)

Adjuvant chemotherapy 1642 142 1647 159 —e——] 0.892 (0.712,1.119)

Baseline ECOG PS 0.577
0 2405 252 2369 298 —e— 0.822 (0.695, 0.972)

1 401 48 455 61 —<e— 0.927 (0.635, 1.353)

Primary tumor size, mm 0.072
<20 781 55 767 87 —— 0.598 (0.427, 0.839)

220 but <50 1371 150 1419 178 —— 0.880 (0.708, 1.093)
250 607 91 610 91 —e— 1.001 (0.748, 1.339)

No. of positive lymph nodes 0.531
1-3 1118 96 1142 109 —e—— 0.893 (0.679, 1.175)

49 1107 110 1126 134 ——— 0.841 (0.653, 1.082)
10 or more 575 92 554 117 —e— 0.723 (0.550, 0.950)

Tumor grade 0.732
Grade 1 209 16 216 21 I * | 0.788 (0.411, 1.510)

Grade 2 1377 146 1395 158 B 0.930 (0.743, 1.165)
Grade 3 1086 134 1064 157 ——oi 0.829 (0.658, 1.044)
Tumor stage 0.516
Stage Il 716 50 740 69 p—— 0.746 (0.518, 1.073)
Stage Il 2078 248 2077 289 p—t—I 0.850 (0.717, 1.007)

First ET 0.366
Tamoxifen 857 73 898 102 ———1 0.734 (0.543, 0.991)

Aromatase inhibitor 1931 226 1887 257 —— 0.864 (0.723, 1.033)

o
(]
-
N

*Regiomnfenrolimentace andprogesterorstatusiatanotshowrdueto spacdimitations

congress
StephenJohnstonMD,PhD

ContenbfthispresentatiascopyrighandresponsibilinftheauthorPermissiois requireébrre-use.



The NATALEE trial assessed the addition of ribociclib to NSAI for
3 years in patients with stage llorlllHR + / H E¢éBET4

Phase 3
Patient population . . .
Ribocliciba + NSAIP Phase 3 objectives
HR +/ H E Rimediate/high-risk 400 mg QD N ) -
eBC patients, who had surgery and ET Primary: IDFS per STEEP criteria
as indicated, radiotherapy and/or continuede
(neo)adjuvant ChT 11 Secondary: RFS, DDFS, OS, safety, PK,
’ PROs
N=5,101

66— 3years ———©

STRATIFICATION FACTORS
A Anatomic stage (Il vs Ill)
A Menopausal status

A B llERehismatherapy (yes/no) OFS is required for men and pre/perimenopausal women

A Region
0 KEY INCLUSION CRITERIA e KEY EXCLUSION CRITERIA
A Women and men aged O 1 @ears with unilateral primary invasive A Prior treatment with CDKA4/6i A Distant metastases of BC beyond
E R +/ H EBC2umor and complete surgical resection with A Prior treatment with tamoxifen, raloxifene, regional lymph nodes and/or evidence
microscopic margins free of tumors with available archival tumor tissue or Als for reduction in risk of BC and/or of disease after curative surgery
A Anatomical stage group Il: (N1/ or NO with G3 or G2 and/or Ki-67 prior treatment for osteoporosis in the A Clinically significant, uncontrolled
0O 2 0 %rstage Il disease preceding 2 years heart disease and/or cardiac
A Completion of (neo)adjuvant ChT and adjuvant radiotherapy (if A Prior treatment with anthracyclines and repolarization abnormalities
indicated) cumulative doses of O 4 5nfy/m2 for A Major surgery, ChT, or radiotherapy
A Permitted to have received any SOC (neo)adjuvant ET but must be doxorubicin or of O 9 Onfly/m?2 for epirubicin within 14 days prior to randomization

randomized <12 months of initial start date of ET
A EcoGPsof 01

aThree weeks on, one week off. PAdministered according to package label until discontinuation criteria were met. cAdditional treatment with the NSAI beyond 60 months was at the discretion of the treating physician and was not considered to be part of

the trial treatment.

Als, aromatase inhibitors; BC, breast cancer; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ChT, chemotherapy; DDFS, distant disease-free survival; eBC, early breast cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; ER,
estrogen receptor; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IDFS, invasive disease-free survival; NSAI, non-steroidal aromatase inhibitors; OFS, ovarian function suppression; OS, overall survival;
PK, pharmacokinetics; PRO, patient reported outcomes; QD, once daily; RFS, recurrence-free survival; SOC, standard of care.

1. Slamon D, et al. N Engl J Med. 2024;390(12):1080i 1091. 2. ClinicalTrials.gov. NCT03701334. 3. Fasching PA, et al. ESMO Congress 2024. Abstract LBA13; 4.Slamon DJ, et al. Ther Adv Med Oncol. 2023;15:17588359231178125



IDFSby NodalStatus

Witha mediamnf2 yearoffRIBtreatmeniIBcontinuego demonstrat@ersistenbenefitin

patientswith highrisk NOdiseaseandN+disease

NO

1007

9..3'4 (A=2.8) 90.3(A=5.7)

80

60- Mediarfollowup: 60.1months

RIB+NSAI
40 (N=285)

Invasive Disease-Free Survival (%)

. | ByeaiDFSeventsy 25 46
HR (95%1) 0.6060.372.986)
0 3-YrRIBTreatmerReriod
T T T T T T T T T T T T T 1
0 6 12 18 2430 B 42 48 54 60 66 72 78
N . Time Since Randomization (Months)
0. of patients at risk
RIB+NSAI 285 262 258 250 244 240 233 229 227 24 164 52 3 0
329 301 205 289 279 2711 250 253 45 225 164 56 1 0

Cl,confidencmtervalHR,hazardatiojDFSjnvasiveliseasdreesurvivalNSAlnonsteroidaromatasmhibitorRIB ribociclib.
JohnCrownM.D.

ContendfthispresentatiascopyrighandresponsibilioftheauthorPermissiois requireébrre-use.

N+

RIB+NSA
(N=2261
292

0.7370.6310.860)

360

- 90.4 (A=2.7) 84.9 (A=4.4)

100

£

S -

g

@ 504 Mediarfollowup: 55.2months
i

2

a 5yearnDFSeventsn
2 20| HR (95%I)

S

=

0 3-YrRIBTreatmerReriod
T 4 T T T T
0 6 2 18 24 30 3% 42 48 54 60 66 72
No. of patients at risk Time Since Randomization (Months)
RIB+NSAI 2261 2086 2015 1956 1889 1839 1789 1730 1653 1300 834 221 6
2218 1936 1870 1789 1726 1666 1610 1543 1463 1146 758 179 2

2025



SecondarnandExploratonEndpoints

RIB+ NSAdemonstratentinuedenefin DDFSNdDRFS

DDFS

1009 e 91.7 (A=2.6)
= 86.8(A=4.3)
?g_: 80
2
:

& 6 Mediarfollowup: 55.5months

% 40

= .| | 5yeaDDFSeventsy 375

2 HR (95%) 0.7090.608.827)
0+

T 1 T
0 6 12 18 2430 B 42 48 54 60 66
. Time Since Randomization (Months)
No. of patients at risk

RIB+NSAI 2549 2353 2283 2217 2149 2094 2038 1973 1891 1525 1005 274
2552 2244 271 2092 2023 1954 1888 1812 1723 1386 936 237

w

oo

100

80

60

40

20

Distant Recurrence-Free Survival (%

DRFS

88.4 (A=4.0)

Medianfollowup: 55.7months

No. of patients at risk

RIB + NSAI 2549

RIB+NSA
(N=2549
5yeaDRFSventsp 252 331
HR (95%1) 0.6990.594).824)
0 6 2 18 2 30 3% 42 48 5 60 66
Time Since Randomization (Months)
2361 2291 2235 2166 215 2062 1998 1919 1543 1017 276
2552 2251 2180 2108 2043 1979 1910 1836 1749 1409 949 243

Cl,confidencimtervalDDF SdistantliseasdreesurvivalDRFSdistantecurrencireesurvivalHR hazardatio] TT,intentioto treatNSAlnonsteroidaromatasmhibitorR B ribociclib.

JohnCrownM.D.
ContenbfthispresentatiascopyrighandresponsibilioftheauthorPermissiois requireébrre-use.
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OSinthelTTPopulation

AsOSdatamaturesa positiverendavorindr|B+ NSAkreatmertontinueto emerge

100 94.1 (A=1.6)
il M
80
£
=
= 60 , .
> Mediarfollowup: 56.5months
=]
@ RIB+NSAI
T 40
S N=2549
o SyearOSeventsn 138 162
D7 |HR(@5%C) 0.800(0.6371.003)
Nominaﬂ’-valui 1—side= 0.026
0 3YrRIBTreatment Period

T
0 6 12 18 24 30 36 42 48 54 60 66

No. of patients at risk Time Since Randomization (Months)

RIB + NSAI 2549 2404 2236 2299 2259 2219 2185 2132 2072 1684 1128 325
2652 2301 2255 2208 2160 2116 2063 2009 1956 1591 1076 309

aComparisoof survivabetweetreatmerdarmswasgeneratetly stratifietbgranktest(l-sidedP-valuejnformationahdnotpreplanned).
Cl,confidencmtervalHR hazardatio;| TT,intentiono treatNSAlnonsteroidaromatasmhibitorQS,overalsurvivalRIB ribociclib.

JohnCrownM.D.

ContendfthispresentatiascopyrighandresponsibilibftheauthorPermissiois requireébrre-use.
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SurvivalStatusOverTime:FeweBGRelatedeathan RIBArm

Apositivéd SsignalnfavorofRIB+ NSAkreatmertiasbeenobservedtearlietimepoints

FinaiDFSAnalysiglTT)

ExploratorgYearAnalysi¢ITT)

PrespecifiestyearAnalysi¢ITT)

DatacutoffJuly21,2023

DatacutoffApril29,2024

DatacutoffMay28,2025

Numbeofpatients
N w
o o
o o
[ [

=

o

o
L

155

169

i 36 N 301

0 .
RIB+NSAINSARIONneR 5. NSAINSARIONe RIB+ NSAINSARAIone
J—
i ollow 36 44 57
up (months)
OSHR(95%Cl) 0.89(0.661.20) 0.83 (0.641.07) 0.800(0.6371.003)

JohnCrownM.D.

ContenpfthispresentatioscopyrigtandresponsibiligftheauthorPermissiois requireébrre-use.

SurvivalStatus
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NATALEE includes node-negative patients and a broader population of
patients with stage Il and Il disease compared with monarchE?l2

AJCC anatomical staging TN (MO) NATALEE

Stage IIA TO N1 Y Grade 3 or Ki-67 020%
T1N1 Y Grade 3 or Ki-67 020%
T2 NO G3orG2withKi-6702 0 % N
or high genomic riskb )
Stage 1IB T2 N1 Y Grade 3 or Ki-67 O20%
T3 NO Y N
Stage IlIA TO N2 Y Y
T1 N2 Y Y
T2 N2 Y Y
T3 N1 Y Y
T3 N2 Y Y
Stage IlIB T4 NO Y N
T4 N1 % Tumor size O 5m or grade 3
orKi-6702 0 %
T4 N2 Y Y
Stage IlIC Any TN3 Y Y

SUHUILE UL UISiapy wWill USPETIU ULE GPPIUVAL, GUULEDSS, 119K, 1UHIY-LENTT EHILALY, SAISty PIUIIS, QU PAUEHIL PISISISHILE. “Iigil ISR ad> USIEHTINIEU Uy UIILULYPE UA, FIUSIYIA FAVIOU, IVIQHIHGE L, Ul EHUUF TEUILL EFUIT RISK OUUIE.
AJCC, American Joint Committee on Cancer; G, grade; M, metastasis; N, node status; T, tumor size.
21 1. Slamon DJ, et al. Ther Adv Med Oncol. 2023;15:17588359231178125.
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HR+/HER?2- Early Breast Cancer

HR+HER2- EBC (a)

:

Luminal A like

i

Luminal B like

+ 4

[ Low risk l [ High risk
|

Adjuvant ET I, A] i 2
&
Stage Il or high-risk
stage Il
U S
I gBRCA1/2testing [ESCATIA] (b)) === == === == = = N
_____________ 7
gBRCA1/2-wt or untested gBRCA1/2m and stage Il or
high-risk non-pCR (f)

Abemaciclib for 2 years + ET
[I,A; MCBS A] (d)

Ribociclib for 3 years + Al + OFS
[I, B; MCBS A] (e)

Olaparib for 1 year + ET

I, A: MCBS A]




Extended adjuvant Al studies

| 5-year letrozole

| 2/3-year letrozole

| 6-year anastrozole

| 3-year letrozole |

| 5-year letrozole

| Al 5 years

| 5-year placebo

| Al 5 years

| 5-year letrozole

| 2.5-year letrozole

“ Al 5 years

| 5-year anastrozole

| 2-year anastrozole

1. Mamounas; Lancet Oncol. 2019; 20:88-99; 2. Blok; J Natl Cancer Inst 2018; 110:40-48; 3. Gnant; SABCS 2017;

2. 4. Tjan-Heijnen ; Lancet Oncol 2017; 18:1502-11

PRESENTED AT: 2019 ASCO

ANNUAL MEETING

PRESENTED BY: Lucia Del Mastro, MD

Presented By Lucia Del Mastro at 2019 ASCO Annual Meeting

ET duration,
years

5vs7/8

5/6 vs 8/9

0.81
(0.65-1.00)

0.79
(0.62-1.02)

0.85
(0.62-1.02)

1.007
(0.87-1.16)

0.92
(0.74-1.16)
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A new strategic approach for adjuvanttherapy inE R+ / HEdBEZ 1

A Oral SERDs have shown evidence of superior efficacy over SOC in metastatic settings??2
A Their potential is now being explored in early-stage disease to enhance treatment outcomes in adjuvant settings

A Current investigations focus on two strategies: upfront34 or a switch approach5i?
Years 1 2 3 4 5 6 7 8 9 10

Current SOC ET for high-risk HR+ / HE&BE1

ET + CDK4/6ia ETb

Upfront strategy

Oral SERDe¢

Switch strategy

ET CDK4/6id Oral SERD

The diagram is provided for illustrative purposes only. Therapy time frames may vary based on individual treatment plans.

aPatients may receive 2 or 3 years of CDK4/6i depending on whether they are treated with abemaciclib or ribociclib, respectively. "Patients may receive up to 10 years adjuvant treatment, although 7i 8 years are usually sufficient per current ESMO
guidelines. cPatients may receive 5 or 7 years of oral SERD therapy depending on whether they are treated with giredestrant or camizestrant, respectively. dPatients may receive 2i 5 years of adjuvant ET (NCDK4/6i).

CDKa4/6i, cyclin-dependent kinase 4/6 inhibitor; eBC, early breast cancer; ER, estrogen receptor; ET, endocrine therapy; HER2, human epidermal growth factor 2; HR, hormone receptor; SERD, selective estrogen receptor degrader; SOC, standard of care.
1. Bidard FC, et al. J Clin Oncol. 2022;40:32461 3256. 2. Jhaveri KL et al. N Engl J Med. Published online December 11, 2024. doi:10.1056/NEJM0a2410858. 3. ClinicalTrials.gov. NCT04961996. 4. ClinicalTrials.gov. NCT05952557.

5. ClinicalTrials.gov. NCT05514054. 6. ClinicalTrials.gov. NCT06492616. 7. ClinicalTrials.gov. NCT05774951.



The lidERA trial is evaluating upfront giredestrant as single-agent
adjuvant therapy in intermediate/high-risk E R + /| H EdBE13

Upfront strategy Intermediate/high risk

Phase 32a

Patient population

Intermediate/high-risk stage 17 Il Giredestrant®
30 mg QD

Phase 3 objectives

Primary: IDFS (excluding second primary non-
BC), time from randomization to occurrence of
IDFS event

E R+ / H Ed&BE who had prior
surgery with curative intent and
completed (neo)adjuvant ChT _o_
(if administered) and/or surgery
<12 months prior to enroliment; 1:1
O 1 weeks of prior ET allowed

Secondary: OS, IDFSY (including second primary
non-BC), DFS, DRFI, LFRRI, safety, PK, and

Long-term follow-up
(5 years)

N=4,200

e———— S5years ——© PROs
STRATIFICATION FACTORS
A Risk (intermediate vs high)e
A Prior chemotherapy (yes or no)
A Menopau§al stqtus OFS is required for men and pre/perimenopausal women
A Geographic region
° KEY INCLUSION CRITERIA e KEY EXCLUSION CRITERIA

A Patients with intermediate- or high-risk HR + / H E @&8Z (N0 and >T1c with G3 or A Prior ET with a SERM, SERD, or Al (short A stage IV (metastatic) BC

Ki-67 O 2 0 8 Oncotype DX/MammaPrint high; N+) course of O 1 @eeks of (neo)adjuvant ET is A Active cardiac disease or history of
A Participants who received adjuvant ChT must have completed a O 2-@lay washout allowed) cardiac dysfunction

prior to randomization A Receiving or planning to receive a CDKA4/6i Prior treatment with investigational
A Undergone definitive surgery of primary breast tumor(s) with tumor-free margins (short course of Q12 weeks of neoadjuvant therapy within 28 days prior to initiation
A ECOG PS 0i 2 CDK4/6i prior to randomization is allowed) of study treatment

A Pprior history of invasive BC or DCIS

aThis clinical trial is being conducted globally. PAdministered orally. cEndocrine therapy ( i n v e s tchoigeaof tamoXifen, anastrozole, letrozole, or exemestane) is administered per local label. dPer STEEP criteria. ¢Patients are categorized as
intermediate- or high-risk based on anatomical (tumor size, nodal status) and biological (grade, Ki-67, gene signatures [Oncotype DX or MammaPrint, if available]) features.
Al, aromatase inhibitor; BC, breast cancer; CDK4/6, cyclin-dependent kinase 4/6; ChT, chemotherapy; DCIS, ductal carcinoma in situ; DFS, disease-free survival; DRFI, distant recurrence-free interval; eBC, early breast cancer; ECOG PS, Eastern
Cooperative Oncology Group performance status; ER, estrogen receptor; ET, endocrine therapy; G, grade; HER2, human epidermal growth factor receptor 2; IDFS, invasive disease-free survival; LFRRI, locoregional-free recurrence rate at interval; N,
node status; OFS, ovarian function suppression; OS, overall survival; PK, pharmacokinetics; PRO, patient-reported outcomes; QD, once daily; SERD, selective estrogen receptor degrader; SERM, selective estrogen receptor modulator; SOC,
standard of care; STEEP, Standardized Definitions for Efficacy End Points system; T, tumor size.

25 1. ClinicalTrials.gov. NCT04961996. 2. Ascione L, et al. Curr Opin Oncol. 2024;36(6):465i 473. 3. Geyer CE, et al. SABCS 2021. Abstract TPS616.
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The CAMBRIA-2 trial is evaluating upfront camizestrant (N abemaciclib)
as adjuvant therapy in intermediate/highrisk ER + /| H EdBEZ%3

Upfront strategy Intermediate/high risk

Phase 32a
Patient population

ER+/ HEEBE patients with ARM A: continue standard ET® Phase 3 objectives

intermediate/high-risk disease who Nabemaciclibe .
completed definitive locoregional Primary: IBCFS
therapy N(neo)adjuvant ChT; ‘o_
0 1 ®eeks of (neo)adjuvant ET
N=5,500

Secondary: IDFS, OS, DRFS, safety, COA,
11 ARM B: camizestrantd and PK

75 mg QD Nabemaciclibe

6——— 7yepars ———©

STRATIFICATION FACTORS
A Risk (intermediate vs high)
A Menopausal status

A Prior CDK4/6i treatment (yes/no) OFS is required for men and pre/perimenopausal women

0 KEY INCLUSION CRITERIA e KEY EXCLUSION CRITERIA

A Women and men; aged O 1 gears A Inoperable locally advanced or metastatic BC A History of any other cancer (except

AER+/H E daudyistage resected invasive BC with absence of any A Pathological complete response following non-melanoma skin cancer or
evidence of metastatic disease neoadjuvant therapy carcinoma in situ of the cervix) unless

A Intermediate or high risk of recurrence (T4; O 2LN; T1ci T3 NO [mic], A Prior camizestrant, investigational SERD/ in complete remission with no therapy
or 1 LN and G3, or poor genomic risk, or Ki-67 ©020%) investigational ER targeting agents, or for O 5years
Completed locoregional therapy K (neo)adjuvant ChT fulvestrant Any evidence of severe/uncontrolled
Patients may have received up to 12 weeks of ET systemic diseases

A EcoGPs0i 1
aThe clinical trial study design presented aligns with clinical study protocol global amendment 2 v3 (July 20, 2023). "Endocrine therapy ( i n v e s tchoigeaof tamoxifen, anastrozole, letrozole, or exemestane) is administered per local label once daily.
cStandard dose per approved local guidelines or per institutional SOC. dAdministered orally.
BC, breast cancer; CDKA4/6i, cyclin-dependent kinase 4/6 inhibitor; ChT, chemotherapy; COA, clinical outcome assessment; DRFS, distant relapse-free survival, eBC, early breast cancer; ECOG PS, Eastern Cooperative Oncology Group performance
status; ER, estrogen receptor; ET, endocrine therapy; G, grade; HER2, human epidermal growth factor 2; IBCFS, invasive breast-cancer-free survival; IDFS, invasive disease-free survival; (I)LN, (ipsilateral) ymph node; mic, microinvasion; N, node; OFS,
ovarian function suppression; OS, overall survival; PK, pharmacokinetics; QD, once daily; SERD, selective estrogen receptor degrader; SOC, standard of care; T, tumor.
1. ClinicalTrials.gov. NCT05952557. 2. ABCSG. CAMBRIA-2 study details. Available at:https ://iww.abcsg.org/en/abcesg-studien/studies-open-for-enrollment/abesg-62-cambria-2-2/abesg-62-cambria-2
3. Ascione L, et al. Curr Opin Oncol. 2024;36(6):4651 473.

-studiendetails (accessed on March 05, 2025).



http://www.abcsg.org/en/abcsg-studien/studies-open-for-enrollment/abcsg-62-cambria-2-2/abcsg-62-cambria-2-studiendetails

The CAMBRIA-1 trial is evaluating camizestrant as single-agent therapy in
Intermediate/high risk E R + / H E éBE following 21 5yrs of adjuvant ET1-3

Switch strategy Intermediate/high risk

Patient population

E R+ / H EBE patients with . : Phase 3 objectives

intermediate/high-risk disease who ARM A: continue standard ET® .

completed definitive locoregional Primary: IBCFS

therapy and standard adjuvant ET —°—

(NCDKA4/6i) for 2i 5 years Secondary: IDFS, OS, DRFS, safety, PK, and
(+ 3 mo) without recurrence 11 ARM B: @.{Fmizestrantc PROs
N=4,300 75 mg QD
&————— Syears ———€

Phase 32a

STRATIFICATION FACTORS
A Risk (intermediate vs high)
A Duration of prior adjuvant ET

A Menopausal status OFS is required for men and pre/perimenopausal women
A Prior adjuvant CDK4/6i (yes/no)

0 KEY INCLUSION CRITERIA ? KEY EXCLUSION CRITERIA

A Women or men aged O 1 fears A Considered at intermediate- or Inoperable locally advanced BC or distant A History of previous BC (except

A Confirmed ER + / H EdBE without high-risk (O T Brad excluded]; metastatic disease (including contralateral ipsilateral DCIS treated with_
evidence of distant metastasis @ LN; T4ci T2 NO [mic], or ALN) locoregional therapy alone O Syears
Recgiving SOC adjuvant ET O 2 #o 1 LN and G3, or poor genomic A History of any other cancer (except non- ago/cor!tralateral DCIS treated VYIth
but © 6 Mo risk, or Ki-67 (20%) melanoma skin cancer or carcinoma in situ of locoregional therapy at any time;
Prior (neo)adjuvant CDK4/6i + ET is ’ ;hoetﬁgglx) ;Jor:ké%s g\a::somplete remission with patients must have comp_letgd ET
permitted but must be completed py y O Syears prior to randomization)

A ECOGPS0i 1

aThe clinical trial study design presented aligns with clinical study protocol global amendment 2 v3 (July 20, 2023). PEndocrine therapy ( i n v e s tchoigeaof tantoxifen, anastrozole, letrozole, or exemestane) is administered per local label
once daily. ¢ Administered orally.
ALN, axillary lymph node; BC, breast cancer; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DCIS, ductal carcinoma in situ; DRFS, distant relapse-free survival; eBC, early breast cancer; ECOG PS, Eastern Cooperative Oncology
Group performance status; ER, estrogen receptor; ET, endocrine therapy; G, grade; HER2, human epidermal growth factor 2; IBCFS, invasive breast-cancer-free survival; IDFS, invasive disease-free survival; LN, lymph node; mic,
microinvasion; mo, months; , node status; OFS, ovarian function suppression; OS, overall survival; PK, pharmacokinetics; PROs, patient-reported outcomes; QD, once daily; SOC, standard of care; T, tumor size.

27 1. ClinicalTrials.gov. NCTO5N774951. 2. Ascione L, et al. Curr Opin Oncol. 2024;36(6):465i 473. 3. Hamilton EP, et al. ESMO 2023. Abstract 354TiP.
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The EMBER-4 trial is evaluating imlunestrant as single-agent therapy in
patients with high-risk E R + / H EdBEZ following 2i 5yrs of adjuvant ET1.2

Switch strategy High risk

Patient populationa

Phase 3 -

Imlunestrant®

Phase 3 objectives

Primary: IDFS (excluding second non-BC primary
cancers)

E R+ / H EdBE patients with
high-risk of recurrence (NO included)
who received between 2 and 5 years

of SOC ET NCDKA4/6i

400 mg QD2

o

izl Secondary: DRFS, OS, IDFS (including second

non-BC primary cancers), safety, PK, and PROs

CorEihue ET¢

N=8,000

6————— Sypars ————©

STRATIFICATION FACTORS?

A Time of relapse since initial adjuvant ET
A Prior adjuvant CDK4/6i (yes/no)

A Menopausal status

A Nodal status ) ) )
A Geographic region OFS is required for pre/perimenopausal women and all men

Q KEY INCLUSION CRITERIA

? KEY EXCLUSION CRITERIA
A Women or men aged O 1 gears A Received (24 mo but O 6 0 Metastatic disease (including contralateral A History of previous BC, except for

mo of any adjuvant ET
May have received

A Confirmed ER+, H E R 2eBC, resected, invasive BC,
without evidence of distant metastasis

ipsilateral DCIS treated by locoregional

Al
A Inflammatory BC therapy alone O 5y/ears ago

>6 mo consecutive gap in therapy during prior
adjuvant ET

Completed or discontinued prior adjuvant ET
>6 mo prior to screening

A Prior ET of any duration for BC
prevention (tamoxifen or Als) or
raloxifene

(neo)adjuvant ChT and/or
CDKA4/6i or PARPI
A EcoGPsoi1

A Atincreased risk of recurrence based on clinical-
pathological features at diagnosis (NO T O 5cm, or G3
T 2i5cm; N1 TO5cm, or G2/3 T2i 5 cm; N2, N3)

aThe clinical trial is being conducted globally. "Administered orally. cEndocrine therapy ( i n v e s tchoigesof tamo)ifen, anastrozole, letrozole, or exemestane) is administered per local label.

Al, aromatase inhibitor; ALN, axillary lymph nodes; BC, breast cancer; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ChT, chemotherapy; DCIS, ductal carcinoma in situ; DRFS, distant recurrence-free survival; eBC, early
breast cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; ER, estrogen receptor; ET, endocrine therapy; G, grade; HER2, human epidermal growth factor receptor 2; IDFS, invasive disease-free
survival; mo, months; N, node status; OS, overall survival; PARPI, poly-adenosine diphosphate-ribose polymerase inhibitor; PK, pharmacokinetics; PROs, patient-reported outcomes; QD, once daily; SOC, standard of care;
T, tumor size.

1. ClinicalTrials.gov. NCT05514054. 2. Ascione L, et al. Curr Opin Oncol. 2024;36(6):465i 473.



Elacestrant shows both degradative and partial agonist properties

A Elacestrant exhibits selective degradative activity in breast and uterine tissues and agonist activity
in bone?

I SERD activity: elacestrant greatly reduced ER availability, showing reduction in tumors regardless
of ESR1 mutation status?

I agonistic properties: at lower doses, elacestrant can function as a SERM and has estrogen-like effects,
which can both reduce hot flashes and protect against bone loss?-3

SERD activity

Fulvestrant Camizestrant Elacestrant Tamoxifen
Giredestrant
Imlunestrant

Adapted from: McDonnell DP, et al., 2021

ER, estrogen receptor; SERD, selective estrogen degrader; SERM, selective estrogen receptor modulator.
29 1. GarnerF, et al. Anticancer Drugs. 2015;26(9):948i 956. 2. Bardia A, et al. J Clin Oncol. 2021;39(12):1360i 1370. 3. McDonnell DP, et al. J Clin Oncol. 2021;39(12):1383i 1388.



Elacestrant demonstrated activity in ESR1 wild-type tumors

Elacestrant provides a numerical Elacestrant showed growth inhibition
benefita in PFS at 61 12 months? in cellsP resistant to CDK4/6i2
ST986 HBCX-21
Elacestr ESR1-wt, PIK3CA-mut (E542K) ESR1-wt, PIK3CA-wt
ant 84% ER+, 77% PgR+ 99% ER+, 98% PgR+
1600 4 —— Vehicle 1000 9 —— vehicle
—s— Fulvestrant 1 mg/dose —-
« 1400+ —e— Fulvestrant5 mg/dose - . Fulvestrant 1 mg/dose
e —— Elacestrant 30 mg/dose £ 800- Elacestrant 30 mg/dose
Event 82 78 £ 12001 —— Elacestrant 60 mg/dose IS ~—* Elacestrant 60 mg/dose
Hazard ratio 0.86 °E5 1000 1 g 600
o (o]
p-value 0.31 > o0l > 400
@] (@]
6-month PFS, 28.58 21.85 E 401 £
% (95% CI 18.98i 38.18 12.717 30.99 i A T — 200 ook
O( 0 ) ( ) ( ) 200 4 §!!!!! . -
12-month PFS, 18.16 11.22 e
.. o 0 T T T T T T T T T T T T 1 0 T T T T T T T T T T T 1
%(95% Cl) (8.60i 27.73) (2.82119.62) 0 5 10 15 20 25 30 35 40 45 50 55 60 65 0 5 10 15 20 25 30 35 40 45 50 55 60
Days of treatment Days of treatment

Asterisks represent significant differences in the indicated treatment groups relative to vehicle control at end of treatment

aThe EMERALD study was not powered to demonstrate statistical significance for ESR1-wt. bPDX models ST986 and HBCX-21 were selected based on relatively high expression levels of wt-type ER and PR.
cMean tumor volumes NSEM of indicated PDX models treated with elacestrant or fulvestrant at the indicated dose.

CDKA4/6i cyclin-dependent kinase 4/6 inhibitor; Cl, confidence interval; ER, estrogen receptor; ESR1, estrogen receptor 1; mut, mutation; PDX, patient-derived xenograft; PFS, progression-free survival; PIK3CA,
phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha; PgR, progesterone receptor; SEM, standard error of the mean; SOC, standard of care; wt, wild type.

1. Bidard et al. J Clin Oncol. 2022;40(28):3246i 3256 (supplementary data). 2. Kaklamani V, et al. ASCO 2023. Poster 291.



ELIPSE: elacestrant demonstrated relevant biological and molecular
responses in eBC, supporting further investigation?

Treatment with elacestrant results in a 27% Tumor biology evolved to a more endocrine-

sensitive and less proliferative phenotype

CCCAarate, and substantial Ki-67 suppression

. - : Basal-lik HER2-enriched Luminal A Luminal B
Baseline characteristics Overall population asallike enriche . umina o uminal
221 02 1 -
22

CES

o }
n 3] 06 02 4 10 4
Histologic type (%) £ %] 02 A 02 02 05 -
Ductal 17 (73.9) £ \ ' ' 00 1
Lobular 4 (17.4) » 067 -056 1 02 06
Other 2(8.6)

h " " Proliferation score ROR-P ESR1 PGR MK167
Centralized baseline Ki-67 0 501 i T = o] oA
Median 5}30 g 007 % . 24 2
i @ - J

Range S o4 1 44 4

g 7 2 6 6
Results [ Overall population | Luminal A (n=12) [T 04 3 \ sl — ——

Baseline Day 28 Baseline Day 28 Baseline Day 28 Baseline Day 28 Baseline Day 28
n 22 11
CCCA at day 28, n (%) 6 (27.3) 5(41.7) - Decrease = |ncrease = No change
(95% CI 10.7i 50.2)

Ki-67 O 1 0 &bday 28, n (%) 14 (63.7) 11 (100.0)
Ki-67 geometric mean change, % -52.9 -64.6
(95% ClI) (95% CI -67.4 t0 -32.1) (95% CI -79.4 to -39.3)

aComplete cell cycle arrest (Ki-67 02 . 7 %) .

CCCA, complete cell cycle arrest; CES, chemo-endocrine score; Cl, confidence interval; eBC, early breast cancer; ESR1, estrogen receptor 1; HER2, human epidermal growth factor receptor 2; MK167, marker of
proliferation Ki-67; PGR, progesterone receptor gene; ROR-P, PAM50-derived risk of recurrence plus a proliferation index

31 1.Vidal M, etal. Clin Cancer Res. Published online January 16, 2025. doi:10.1158/1078-0432.CCR-24-2460 (including supplementary data).
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ELEGANT trial evaluates elacestrant as single-agent therapyino pur e
high-r i ER+B1ER2- eBC patients following 2-5yrs of adjuvant ET?1.2

Switch strategy High risk

Patient population

Phase 3

Riboclicib? + NSAIP
400 mg QD

Phase 3 objectives

HR+/HER2-, intermediate/high-risk

€BC patients, who had surgery and ET Primary: IDFS per STEEP criteria
as indicated, radiotherapy and/ar continued-
(neo)adjuvant ChT Secondary: RFS, DDFS, OS, safety, PK,
PROs
N=5,101

&———— 3years ———————————®

STRATIFICATION FACTORS

« Anatomic stage (Il vs IIl)

* Menopausal status

* Receipt of prior chemotherapy (yes/no)

OFS is required for men and pre/perimenopausal women

* Region
0 KEY INCLUSION CRITERIA e KEY EXCLUSION CRITERIA
A Women or men aged O 1 Pears A 2ie years from date of curative A Stage IV metastatic BC
A Confirmed ER+, HER2I early stage IIi Il surgical resection A Inflammatory BC
resected invasive BC without evidence of A Received O 2 o but O 6 @0 of A History of malignancy within 3 years of the date of randomization, except for adequately
recurrence or distant metastasesd ET (Als or tamoxifen) NCDK4/6ie treated basal or squamous cell skin cancer, superficial bladder cancer, or carcinoma in
A High-risk of recurrence defined at initial A Pre/perimenopausal women and situ of the cervix
staging as O 4oositive ALN or 1i 3 positive all men will be administered an A History of any prior (ipsilateral and/or contralateral) invasive BC except for ipsilateral DCIS
ALN and histologic grade 3 disease or LHRH agonist treated by local regional therapy at any time
tumor size O 5&cm A Considered a candidate for an >6 mo of continuous interruption of prior SOC adjuvant ET or discontinued adjuvant ET
A ECOGPS0i1 additional 5 years of ET >6 mo prior to randomization

aElacestrant 345 mg is equivalent to 400 mg elacestrant hydrochloride. PAnastrozole, letrozole, exemestane, or tamoxifen per local label once daily. c<Change in endocrine therapy after randomization in the control arm from an Al to another Al or
tamoxifen is allowed peri n v e s t judgenénb dRécarrence-free at baseline basedoni n v e s t begtadsessmerg and negative imaging completed within 6 mo prior to randomization. ePatients who received prior CDK4/6i or PARPi must have
already completed or discontinued these treatments.

Al, aromatase inhibitor; ALN, axillary lymph node; BC, breast cancer; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DCIS, ductal carcinoma in situ; DRFS, distant recurrence-free survival; eBC, early breast cancer; ECOG PS, Eastern Cooperative
Oncology Group performance status; ER, endocrine receptor; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; IBCFS, invasive breast cancer-free survival; LHRH, luteinizing hormone-releasing hormone; mo, months; OFS,
ovarian function suppression; OS, overall survival; PROs, patient-reported outcomes; QD, once daily; QoL, quality of life; SOC, standard of care.

1. ClinicalTrials.gov. NCT06492616. 2. ELEGANT. STML-ELA-0422. 2024.
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Summary of ongoing studies investigating oral SERDs as adjuvant
therapyforHR + / HEEBE 1

Patient population ELEGANT! EMBER-423 CAMBRIA-134 liIdERA356 CAMBRIA-237
N 4,220 8,000 4,300 4,200 5,500
Intervention Elacestrant Imlunestrant Camizestrant Giredestrant Camizestrant (Nabema 2 y)
Trial design TREATMENT SWITCH AFTER 2-5 YEARS OF ADJUVANT ET UPFRONT ADJUVANT TREATMENT
Risk of recurrence T ++ + + +
Patient population Pure high-risk High-risk Intermediate/high-risk Intermediate/high-risk Intermediate/high-risk
Prior CDK4/6i exposure allowed YES YES YES NO NO
TO N1 If grade 3 If grade 3 NO YES NO
If arade 3 If O 2LN+, or grade If © ALN+, or grade
T1N1 If grade 3 g 3, or genomic YES 3, or genomic high-
A high-risk, or risk, or
Ki-67 O 2 0 (#cl NO mic) Ki-67 O 2 0 @hcluding NO mic)
. If grade 3 or genomic high- If grade 3 or genomic high- If grade 3, or genomic high-
T2No NO If tumor size 5 cm or grade 3 risk or Ki-67 risk¢  or Ki-67 risk, or Ki-67
020% 020% 020%
T2N1 If tumor size 5 cm or grade 3 If tumor size 5 cm or grade 2/3 YES? YES YES?
1B . If grade 3, or genomic high-risk, | If grade 3 or genomic high-risk¢ | If grade 3, or genomic high-risk,
Disease stage T2No NO If tumor size 5 cm or grade 3 O K67 62 0 % O K67 62 0 5% O S Ki67 62 0 %
InA YES YES YES YES YES
If tumor size O &cm, or b
T4 NO NO grade 3and 2i YES! YES YES
5cm
e . If tumor size O 5cm, or
T4 N1 If tumor size O &cm or grade 3 ! YESP YES YES
grade 3 or grade 2 and
2i5cm
T4 N2 YES YES YESP YES YES
nc YES YES YES YES YES

Comparisons of efficacy and safety should not be drawn or inferred in the absence of head-to-head studies
aFor 1 LN+ only if grade 3, or genomic high risk, or Ki-67 >20%.5T4d excluded. Abema, abemaciclib. cOncotype DX or MammaPrint high. CDK4/6i cyclin-dependent kinase 4/6 inhibitor; eBC, early breast cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; ET,
endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; ILN, ipsilateral lymph node; incl, including; LN, lymph node; mic, microinvasion; N, node status; SERD, selective estrogen receptor degrader; T, tumor size; y, year.

1. ClinicalTrials.gov. NCT06492616. 2. ClinicalTrials.gov. NCT05514054. 3. Ascione L, et al. Curr Opin Oncol. 2024;36(6):465i 473. 4. ClinicalTrials.gov. NCT05774951. 5. ClinicalTrials.gov. NCT04961996. 6. ClinicalTrials Register EU. Available at: https:/www.clinicaltrialsreqister.eu/ctr-
search/search?query=LidERA (accessed March 2025). 7. ClinicalTrials.gov. NCT05952557.
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Monitoring of minimal residual disease through ctDNA is likely to prove
beneficial for anticipating recurrencel

Diagnosis
Neoadjuvant
Early | Adjuvant
Detection ! Surveillance Metastatic relapse
: R > e > < »
A SURGERY RELAPSE
Response to :  Treatment response
neoadjuvant therapy : : monitoring

Recurrence
monitoring after
adjuvant therapy

Levels of ctDNA

CtDNA, circulating tumor DNA. Time
34 1. Adapted from: Natera. Signatera. Available at: https://www.natera.com/oncology/signatera-advanced-cancer-detection (accessed March 06, 2025).


https://www.natera.com/oncology/signatera-advanced-cancer-detection

In monarchE, patients with persistent ctDNA positivity exhibited a higher
risk of IDFS events compared to those who achieved ctDNA clearancel

Patients who remained or became ctDNA+ on treatment were more likely to
experience recurrence compared to those who became or remained undetected

Longitudinal analysis

8 (N=889)a
- Baseline (T ) , Baseline (+),
S undetect detect
8 _- ed N=831 ed
by g N=58
TS : - . Became
o £ Persistently 1 Became + Persistently + i
>
5 ¢ (undetecte
S
= N 749 (90) 82 (10) 34 (60) 24 (40)
IDFS event, 107 (14) 76 (93) 34 (100) 10 (42)
T T T T T n (%)
0 12 24 36 48 60 4-year IDFS 87.5 11.0 n/a 58.3
Time (months) rate, % (95% (85.1-89.9) (5.9-20.3) (41.6-81.8)
No. at risk Cl)
Persistenﬂy 1 749 731 691 664 611 162 aThe ctDNA subset was enriched by patients with IDFS events within 24 months; therefore, the
- estimated IDFS rates in each subgroup are not reflective of that in the overall population.
Becamel 24 23 15 14 14 3 Robust assessment was limited in 194 patients with <3 post-baseline timepoints and there may be
Became + 82 70 46 17 9 0 differences in IDFS; total events 227.

Persistently + 34 18 8 2 0 0

Cl, confidence interval; ctDNA, circulating tumor deoxyribonucleic acid; IDFS, invasive free survival; n/a, not available
35 1.Loietal. ASCO 2024. Abstract LBA507
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TREAT ctDNA study evaluated elacestrant efficacy iInE R+ / H EdBE 1
patients with ctDNA relapse?2

Phase 3 (n=220)

Patient population
pop Elacestrant

e, 3years aner
e Phase 3 objectives

ctDNA screeni Signatera™ 345 mg* QD . . ! :
e rrrgbfrjémimdy entry t’:::’;::::::“" Primary: DMFS in patients with ctDNA relapse
until the end of accrual, while receiving *  CtDNA testing Secondary: IDFS, RFS, OS, safety, tolerability
adjuvant ET . « CTMRI and PROs
Continue ET® *  Mammogram
N= 1,960 = Bone scan
& Z2years —@
STRATIFICATION FACTORS
= Duration of ET at time of ctDMA detection (6.5 vs 6.5 years)
« Stage lIBwvs Il
* Prior CDK4/6i treatment (yes/no)
* Region
0 KEY INCLUSION CRITERIA e KEY EXCLUSION CRITERIA
A Women or men age O 1 @ears A Suspected recurrent disease
A Confirmed ER+¢, H E R 2eBC without evidence of distant metastasis A Prior treatment with any SERD or investigational ER antagonist
A Stage Ilb or IIl and completed adjuvant ChT A Previous history of invasive BC or bilateral BC
A Completed O 4ycles of neoadjuvant ChT and Oy p Tdr gpN+ A Child-Pugh score greater than Class A
A Received 2-7 years of ET A Uncontrolled significant active infectionsd
A Prior CDK4/6i or PARPi allowed if completed O 1 o prior to A Any history of coagulopathy in the past 6 mo

enrolment
A ctDNA+ per the Signatera assay (Randomization phase)

aElacestrant 345 mg is equivalent to 400 mg elacestrant hydrochloride. PAnastrozole, letrozole, exemestane, or tamoxifen per local label once daily. ©O 1 0 $taining. ¢Grade 3 per CTCAE v5.0.

BC, breast cancer; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ChT, chemotherapy; CT, computed tomography; ctDNA, circulating tumor deoxyribonucleic acid; DMFS, distant metastasis-free survival; eBC, early breast
cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; ER, estrogen receptor; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; IDFS, invasive disease-free survival; mo,
months; MRI, magnetic resonance imaging; OS, overall survival; PARPI, poly-ADP ribose polymerase inhibitor; PRO, patient-reported outcome; RFS, relapse-free survival.

1.Clinicaltrials.gov. NCT05512364. 2.TREAT ctDNA. EORTC-2129-BCG. 2023.



HR+/HER2- EBC*

Current EBC ESMO Guidelines 1

Overview of EBC treatment

HR+

=

ER2-*

fr——
2

z <
by

Si?
o
| —

(Neo)adjuvant ChT followed by
ET[LA]

Stage Il or high-risk
stage I

l

\/ NE
gBRCA1/2-wit or untested gBRCA1/2m and stage Il or
high-risk non-pCR®
! 7

Abemaciclib for 2 years + ET Olaparib for 1 year + ET

{1, A; MCBS AJ* [1, A; MCBS A; ESCAT I-A]+'

ChT, chemotherapy; CPS and EG, pretreatment clinical stage and post-treatment pathological stage, estrogen receptor and tumor grade; EBC, early breast cancer; EMA, European Medicines Agency; ESCAT, ESMO Scale for Clinical Actionability of molecular
Targets; ESMO, European Society for Medical Oncology; ET, endocrine therapy; FDA, US Food and Drug Administration; gBRCA1/2, germline BRCA1/2; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; m, mutation; MCBS, Magnitude
of Clinical Benefit Scale; N, node; pCR, pathological complete response; wt, wild type. 2 Details for the role of surgery in HR-positive, HER2-negative EBC available in Loibl S, et al. Ann Oncol. 2023;35(2):159-182.

bStage N1 with primary tumor >5 cm, and/or grade 3 and/or Ki-67 20%. cESMO-MCBS v1.1 was used to calculate scores for new therapies/indications approved by the EMA or FDA. The scores have been calculated and validated by the ESMO-MCBS Working
Group and reviewed by the authors (https:/iwww.esmo.org/quidelines/esmo-mcbs/esmo-mcbs-evaluation-forms). @ If gBRCA1/2 testing is appropriate and feasible. ¢ Patients with HR-positive tumors and non-pCR after neoadjuvant ChT require a CPS and EG
score O 3o receive olaparib. fESCAT scores apply to alterations from genomic-driven analyses only. Loibl S, et al. Ann Oncol. 2023;35(2):159-182.



https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms)

Overview of clinical trialsinHR + / HEEBLI

1/O

ADC

Neoadjuvant

Trial

Treatment

Clinical/pathologic/genomic factors

KEYNOTE-756 (Ph III)

Pembrolizumab + CT in
neoadjuvant and + ET in adjuvant

AGrade 3, invasive ductal ER+/HER2i
AHigh risk: T1c-2 ( O&n) cN1-2 or T3-4 cNO-2

$2206 (Ph Ill)*

Durvalumab + CT

A stage II-1ll ER+/HER2i
AHigh risk: MammaPrint Ultrahigh (MP2, -1.0 to -0.57)

I-SPY (Ph Ily*

Adaptive trial with multiple
sequential regimens (including I0)

A stage II/IlI, or T4, any N, MO, including inflammatory cancer

or Regional Stage IV (if supraclavicular LN are only
metastasis)

AMammaPrint High, any ER, any HER2; MammaPrint Low,

ER-(<5%), any HER2 status; or MammaPrint Low, ER+,
HER2+

Post Neoadjuvant

SASCIA (Ph Illy*

Sacituzumab govitecan

AH E R 2uiith residual disease at high risk of recurrence
after neoadjuvant CT:

AH R 1 any residual invasive disease > ypT1mi
and/or ypN1>1mm

AHR+: CPS+EG O3 or CPS+EG 2 and ypN+

*academic study. ADC, antibody-drug-conjugate; CPS, clinical and pathologic stage; CT, chemotherapy; EBC, early breast cancer; EG, estrogen
receptor status and histologic grade; ER, estrogen receptor, ET, endocrine therapy; HER, human epidermal growth factor receptor; HR, hormone
receptor; 10, Immuno-oncology; LN, lymph node; Ph, phase. References: clinicaltrials.gov




Overview of clinical trialsinHR + / HEEBBL1

ET +

CDK4/6
inhibitor

PARPI

Adjuvant

Trial

Treatment

Clinical/pathologic/genomic factors

monarchE (Ph Ill)

ET + abemaciclib

AHR+H E R 2 © 4+LNs (N2/N3) or 1-3 +LNs (N1) and G3 and/or tumor
O &m (cohort 1)
A1-3 +LNs and Ki-67 O 2 0 @<3 and tumor <5 cm; cohort 2)

NATALEE (Ph Ill)

ET + ribociclib

AHR+ H E R 2 stage Il/Ill irrespective of LN status; high risk for stage 1A
T2NO disease (G2 and Ki-67 O 2 0 86high genomic risk; G3)

POLAR (Ph lI*

ET + palbociclib

AHR+ H E R 2 isolated locoregional recurrence

Ph Ill China ET + dalpiciclib (SHR6390) AHR+ H E R 2N+ high risk
Ph 11l China ET + TOB3616 AHR+HER21
OlympiA (Ph III) Olaparib AHR+ H E R 20r TNC gBRCA1/2m and high-risk factors

lIdERA (Ph Il

Giredestrant mono
+ abemaciclib substudy

AMedium-/high-risk stage I-lIl HR+, HE R 2 T
ARisk based on anatomic (tumor size, nodal status) and biologic features
(grade, Ki67,0ncotypeDx or MammaPrint)

CAMBRIA-2 (Ph Il

Camizestrant + abemaciclib

AIntermediate-high to high-risk HR+, HE R 2 T
ARisk defined by specified clinical and biologic criteria

TREAT Alntermediate-high risk E R + / HE Bt&ge liBor lllOR Oy p Tahct

CtDNA (Ph JepzsiE ypN+ after NACT

11> | I N S DY 2o SR S S = S TSP TN DI 7> CHS P N TN

CAMBRIA-1 (Ph Ill) Camizestrant AHR+ H EiRt@mediate or high risk based on clinical-pathological
risk features

ELEGANT (Ph 1Il)

Elacestrant

AHR+ H E R 2N+ with high risk at initial screening

EMBER-4 (Ph IIl)

Imlunestrant
Approved for use in EBC.

AHR+ H EiRcPeaised risk based on clinical-pathological risk

*academic study. CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ctDNA, circulating tumor DNA; EBC, early breast cancer; ET, endocrine therapy; HER,
human epidermal growth factor receptor; HR, hormone receptor; LN, lymph node; NACT, neoadjuvant chemotherapy; Ph, phase; SERD, selective estrogen
receptor degrader; TNC, triple negative cancer. References: clinicaltrials.gov.




EBC treatment algorithm through 2029: first estimated approval

Overview of EBC treatment

2029 | 2028 | 2027 | 2026 | 2026 | 2027 |
e ! | i o L ] i (1] v i Kevaoté’SG : :
CAMBRIZ | | | EMBER i POLAR | Pembrolizumab+@€o) Durvalumab+dT
Camizestrant = | |mluneitrant i ] Palbociclib+ET +ET(ad)) urvalumal
abemaciclib = ! I : i . T . i :
; Q. e | Qo i ! : : : :
J' | camizestrant . lidERA I I I | ;
! ! | giredestramonor ] ] ] i ]
9 TREAT ] ; abemaciclgubstudy = | : : i :
Elacestrant ' : | A | :
T »| sacituzumap !
i | govitecan|: i
A
[ gBRCA1/2m and stage Ill or ]
high-risk non-pCR*
@CDK4/6i @ OralSERDs@ ADCs @ 10 3
. . n . Note: Timing of approvals is intended to give a
;r#elcsl?rlgﬁgelocoreglonal gri\tlj\;l)c;(;‘oig;\?zzrt?itglle [l A; MCBS A; ESCAT I-AJ global picture view and that there are likely to be

variations by region and country

ADC, antibody-drug-conjugate; CT, chemotherapy; EBC, early breast cancer; ESMO, European Society for Medical Oncology; ET, endocrine therapy;
HER, human epidermal growth factor receptor; HR, hormone receptor; 10, Immuno-oncology; SERD, selective estrogen receptor degrader. See ESMO
guidelines slide for footnotes related to the treatment algorithm.



FutureHR + / H EEBCillandscape

Low risk High risk
Neoadjuvant Neoadjuvant CT +/- 10; ADC?
ADC if residual disease
Adjuvant 4 J
i Stage Il/lll irrespective of LN N3, N2, N1 with primary . .
Low risk status; high risk for stage IIA tumor >5 cm, and/or grade 3 Int-high risk gBRCA1/2m
T2NO disease and/or Ki-67 20%
ET ET ET +
+ ribociclib + abemaciclib PARPI

Bz Int-high risk after 2-5 years of ET (+/- CDK4/6i)
adjuvant

v

ADC, antibody-drug-conjugate; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; CT, chemotherapy; EBC, early breast cancer; ET, endocrine therapy;
gBRCAL/2m, mutation in germline BRCA1/2; HER, human epidermal growth factor receptor; HR, hormone receptor; 10, Immuno-oncology; SERD, selective
estrogen receptor degrader.



For which patients would you prefer CT

Chemotherapy de-escalation or sparing trials jdeescalation? Wil ongoing irals provide

sufficient evidence to change practice?

Ribociclib Abemaciclib

RIBOLARIS! Adapt Cycle23 CORALLEEN4 CARABELAS6
Design Sparing Sparing De-escalation Sparing
Number of patients 1100 1670 106 200
Menopausal Status Any Any Post Any
Stage Il I-IIA -1
A Grade2or3 Intermediate risk by A LumB A Ki-67 O20%

" . A Ki-6 7 02 6rtigh A ADAPT criteria (nodal status, RS, T, A Tumor O2cm A Stage lIA-IIB
Additional clinical/ risk G, Ki-67, PR) OR A1 TgNO M
pathologic/genomic by genomic assay A Clinical risk criteria (LumB like [G3 A Ki-67 > 30% or

A ER+ cells > 10% and/or Ki-67 020%], N1, T2, PR A Ki-67 20-30%, PR negative
0%)
Neoadjuvant CTvs CT vs ABE +
Treatment RIB +LET ET RIB + LET LET
. CT +RIB + LET CT vs RIB + Al

Adjuvant Treatment VSRIB + N/A N/A

LET

o Assignment based on Eligibility based on
Randomization response to neoad; response to neoadj ET 11 11
RIB (Prosigna ROR) (Ki-67)
: . 24 wks (neoadj) +
Duration CDK4/6i 2.5 yrs (adj) 2yrs 24 wks 2yrs
; 600 mg (neoad))

Dose CDK4/6i 400 mg (adj) 600 mg 600 mg 150 mg BID
Primary Endpoint DMFS in ROR-low iDFS and dDFS PAM'SOO Residual Cancer Burden 0-l index

cohort low-ROR %

. - Completed Completed

Status Recruiting Recruiting (met primary endpoint) (did not meet primary endpoint)

ABE, abemaciclib; adj, adjuvant; Al, aromatase inhibitor; BID, twice a day; CT, chemotherapy; dDFS, distant disease-free survival; DMFS, disease metastasis-free

~urvival; ER, estrogen receptor; ET, endocrine therapy; G, grade; iDFS, invasive disease-free survival; LET, letrozole; LumB, luminal B; N, node; N/A, not available;
20adj; neoadjuvant; PR, progesterone receptor; RIB, ribociclib; ROR, risk of recurrence; RS, recurrence score; T, tumor. References: 1. Clinicaltrials.gov.
ps:/iclinicaltrials.gov/study/NCT05296746. 2. Harbeck N, et al. ASCO 2022. Poster TPS609. 3. Prat A, et al. Lancet Oncol. 2020 Jan;21(1):33-43. 4. linicalTrials.gov.
1ttps://clinicaltrials.gov/ct2/show/NCT04055493 5. ClinicalTrials.gov https://clinicaltrials.gov/study/NCT04293393



https://clinicaltrials.gov/ct2/show/NCT04055493
https://clinicaltrials.gov/study/NCT04293393
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Key takeaways
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Risk assessment enables personalized treatment approaches, optimizing therapeutic
outcomest2

High-risk patients exhibit significantly lower invasive disease-free survival than do
intermediate/low-risk groups, underscoring the need for enhanced treatment strategies3

Adjuvant ET intensification with CDK4/6 inhibitors has shown clinical benefit;
however, emerging resistance remains a challenge, contributing to disease recurrence45

Oral SERDs have shown evidence of superior efficacy over SOC in metastatic settings,
particularly in the presence of ESR1-mutand are now being explored in early-stage disease
as either an upfront or switch treatment strategy?®i 8

Elacestrant is the only oral SERD with agonistic properties being investigated as a

switch strategy inafn p u high-riskp o p u | a following demonstration of CCCArate
reduction, substantial Ki-67 suppression, and activity in ESR1 wild-type breast cancert.9i 11

CCCA, complete cell cycle arrest; CDK4/6, cyclin dependent kinase 4/6; ESR1, estrogen receptor 1; ET, endocrine therapy; SERD, selective estrogen receptor degrader; SOC, standard of care.

1. Amin MB, et al. CA Cancer J Clin. 2017;67(2):93i 99. 2. Garutti M, et al. Cancers (Basel). 2022;14(8):1898. 3. Sheffield MK, et al. Future Oncol. 2022;18(21):2667i 2682. 4. Johnston S, et al. J Clin Oncol. 2020;38(34):3987i 3998. 5. Hortobagyi
GN, et al. Ann Oncol. 2025;36(2):149i 157. 6. Bidard FC, et al. J Clin Oncol. 2022;40:3246i 3256. 7. Jhaveri KL, et al. N Engl J Med. Published online December 11, 2024. doi:10.1056/NEJM0a2410858. 8. Ascione L, et al. Curr Opin Oncol.
2024,36(6):465i 473. 9. ClinicalTrials.gov. NCT06492616. 10. Vidal M, et al. Clin Cancer Res. Published online January 16, 2025. doi:10.1158/1078-0432.CCR-24-2460. 11. Kaklamani VG, et al. ASCO 2023. Poster 291.
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BC case-based panel
discussion

Case 1: Joseph Gligorov
Case 2: Giuseppe Curigliano
Case 3: Anwar Alnouri
Moderator: Nadia Harbeck
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Case 1. HR+, HER2+ newly
diagnosed eBC

Joseph Gligorov, MD, PhD
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Miss Adelaide B (1)

59 years old

Treated 11 years before for pT2 (28mm) N1 (2/210)MO (IDC SBR2 ER 90%, PgR
20%, HER2 neg, Ki67 25%)

Mastectomy, 3 courses of FEC100 and 3 courses of doceaxel), Radiotherapy and
5 years tamoxifen followed by 4 years of aromatase inhibitors

No particular comorbidities
Bone pain indicating a relapse of bone and liver metastases (3 lesions) (PET-CT)
Normal biology

Liver biopsy: adenocarcinoma from breast orign (GATA3 positive), ER80%, PgR
0%, HER2 1+

(BC Global Breast
Cancer Academy



Miss Adelaide B (2)

What is your first line MBC treatment choice, if the patient was diagnosed 10 years before gBRCAZ2 carrier
due to family history of multiple breast cancers?

What is is your first line MBC treatment choice, if the patient was diagnosed with symptomatic liver
metastatic disease (bilirubine 2.5x UNV) and pleural effusion?

What is your first line MBC treatment choice, if the patient was diagnosed during the first year of adjuvant
tamoxifen (only symptomatic bone disease and normal liver biology) ?

What is your first line MBC treatment choice, if the patient was 43 years old with de novo metastatic
disease (only symptomatic bone disease and normal liver biology) ?

What is your first line MBC treatment choice, if the patient was 75 years old with only asymptomatic bone
disease ?

(BC Global Breast
Cancer Academy



a Question 5

What would be your first ine mBC treatment for the patient that was presented in Case 1
during today®8 presentation

ET alone

ET + CDKA4/6i
Chemotherapy
T-Dxd

Other

moow2»

(BC Global Breast 107
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a Question 6

Do you ask for complementary information  ?

A. Yes
B. No

(BC Global Breast 108
Cancer Academy
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Case 2: High-risk HR+,
HER2+ BC?2 duration and
adjuvant therapy selection

Giuseppe Curigliano, MD, PhD
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Patienthistory

Patienfprofile
(@\ A 61yearsldwoman
A Caucasiaethnicity
A BMI25,3(overweight)
A G3P3menopausat47y
A Nonsmokedrinksocially
A Norelevanmajocomorbidities
A Noallergies
A Familyhistoryof cancer:
o Fathedeceasetbrprostateance(65yearsld)

o Paternalncledeceasetbrpancreaticance(57yearsold)
o Paternairandmothéeceasetbrovariamance(53yearold)

BMI: Bodymassindex;G: gravidity; P: parity; y: years

Vi)

Ovarian
cancer
Died53y

Pancreatic ~ Prostate

cancer
Died57y

cancer
Died65y

/ Deceased




Diagnosiof HR+/HERDreastcancer

Aug2023

Diagnosis

Initialpresentation =
C@ A Biannuacreeninmammography
— withevidencefnewcalcifications.

A BreastS:atleftbreastiwo
hypoechogemodulesneasuring
21x14nmm(A), intheleftsupere
externajuadrangndl14x9mm
(B),inthesuperioparareolasite. &
Noaxillarfymphadenomegalies.
BIRADSAc.

BIRADSBreastimagingReportingand Data System;US:ultrasound




Diagnosiof HR+/HERDreastcancer

Aug2023

Diagnosis

Initialpresentation 2
C@ A Biannuacreeninmammography
— withevidencefnewcalcifications.

A BreastS:atleftbreastiwo
hypoechogemodulesneasuring
21x14nmm(A), intheleftsupere
externajuadrangndl14x9mm
(B), inthesuperioparareolasite.
Axillarfymphadenomegalies.
BIRADSAc.

Corebiopsy(A).Pathologyeport
A IDCNOSG2.

A ER(IHC)65%PgR(IHC)5%Ki67:
40%HERAHCscore+

A ISHtestpositive.

FNAQB).Pathologyeport
A c5

BIRADSBreastimagingReportingand Data System;ER:estrogenreceptor; FNACfine-needle
aspirationcytology;G: grade; HER2human epidermalgrowth factor receptor 2; IDC:invasive
ductalcarcinomajHC:immunohistochemistrytSH: in sitinybridization;NOSnot otherwise
specified;PgR:progesteronereceptor; TNM, tumour¢nodegmetastasisiuS: ultrasound

StagecT2(m)cN1cMO(II)




Diagnosiof HR+/HERDreastcancer

Augr023
Diagnosis Invasiveductalcarcinomas2of theleft breast

ER:65%;PgR:5%;Ki67:40% ;HERZositive
StagecT2(m)cN1cMO(I1)

Neoadjuvanpertuzumalandtrastuzumalleruxtecariollowedby THRN
DESTINY1trial

+geneticcounselingndicated

ER:estrogenreceptor; G: grade; HER2human epidermalgrowth factor receptor 2; PgR:progesteronereceptor; TNM, tumourgnodecmetastasis



Surgery

Aug2023  Sepr023
Timeline

Diagnosis  Neoadjuvant
treatment

A NeoadjuvatreatmenhDESTINY1

A GermlinewutationfBRCA2c.6313delA
p.(Ile2105TyrisglassH




Surgery

Aug2023  Sep023 March2024
Timeline
Diagnosis  Neoadjuvant Surgery
therapy

// A Bilatera\iastectomlyeftnipplesparing
T mastectomg:confluedumpsneasuring

morethan2 cm
é A SLNDFrozersectiomxamination:

metastasisfcarcinomaithextranodal

extensiom?2/2sentindiympmodes. IS TE—

A Mastectomgdicated
Surgery A 2/2metastatiympmodes

A Extranodaktension

A soCor >N+

ESMQGuideline2022; Donker,LancetOncol 2014 Savolt,EurJSurgOncol2017



Surgery

Aug2023
Timeline

Diagnosis

4

4

4

Sep2023 March2024

Neoadjuvant Surgery

therapy

A Leftipplesparingnastectomgt:confluent
lumpsneasuringhoreghan4 cm

A Leftaxillaryympmodedissection
A Immediatereasteconstruction
Histology

A IDCNOSG2 pLVI1

A ER(IHC)65%PgR(IHC)5%;Ki6740%);
HER2HCscore2+;ISHtestpositive

=

Geneticounseling
A GermlinenutatioofBRCA2c.6313delA
p.(lle2105Tyrisglassb

A Bilatergbrophylactamnexectonandright
prophylactioastectonigidicated

A Firsdegreeelativesounselingdicated

StagepT2(4.2cm)pN2a(6/16M1(multiplebonemetsat PETscan)

ESMQGuideline2022; Donker,LancetOncol 2014 Savolt,EurJSurgOncol2017



Surgery

Aug2023  Sep023 March2024
Timeline
Diagnosis  Neoadjuvant SurgeryM+
therapy

/{ A Whictiherapy?
A Olaparib?
A ContinugDX?
A TDM1?

ESMQGuideline2022; Donker,LancetOncol 2014 Savolt,EurJSurgOncol2017



Surgery

Aug2023 Sep2023 March2024 May 2024
Timeline
Diagnosis  Neoadjuvant Surgery
therapy
Newtreatment

A Tucatinitrastuzumandcapecitabine




a Question 7 )

Which therapy would you use to treat the patient with HR+, HER+ BC that was presented
i n Case 2 during today®s presentation

A. Olaparib
B. Continue TDX
C. TDM1

(BC Global Breast 119
Cancer Academy
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Case 3: HR+, HER2+
recurrent disease

Anwar Alnouri, MD
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25/11/2025 Medical Oncology

HERZ2+ Breast Cancer
Case Presentation

Anwar Alnouri, MD
Kuwait Cancer Control Center
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Introduction #1 The Patient

47 F, pre-menopause
Previously healthy with no medical issues

No significant family history of malignancy




Initial Diagnosis #2 The Story

History

01 | Symptom 02 | Mammogram

Incidental finding of R breast mass Rt UOQ breast mass measuring
22 x 17 mm suspicious for
malignancy. Suspicious R axillary
lymph node

oo oicdionsy: 04 | FDG PET/CT

Invasive ductal Ca

A
A Grade 3 il ; R breast hypermetabolic lesion
ﬁ ER 80% (high intensity) (SUV max 14) with R axillary
PR 30% i
LN te. No eviden f
A HE2(3+) by IHC POSITIVE di St;g? ?n:tas?azeg s
A Ki-67 20%




Evidence) Tr N

for This Patient ?




