19%Jornadas HITOS |, 20 2 4
ONCOLOGICOS: pe ™}

MADRID 20 - 21 NOVIEMBRE 2024

SERDS orales en el tratamiento del
cancer de mama precoz

Sara LopeZarruella MD, PhD

GFicam «ffé%/ﬁ * M Hospital General Universitario 0006 o ooe
=Y. AL SN é@% Gregorio Marafén CLOETOncC 18cti




19%Jornadas HITOS o 2024
ONCOLOGICOS: pe'™*

Disclosure of potential COl

* Employment: Hospital General Universitario Gregorio Marandn & Universidad Complutense (Madrid)

* Leadership or fiduciary role in board, society, committee or advocacy group (unpaid): Member of the
board of directors @SEOM & @GEICAM

* Consultant/Advisory Role: Astra Zeneca, Novartis, Roche, Pfizer, Celgene, Pierre-Fabre, Lilly, Seagen,
Daiichi-Sankyo, Pharmalex, Veracyte, Menarini_Stemline, Gilead & MSD

* Research Funding (clinical trial participation as Pl): Novartis, Roche, Amgen, Genentech, Pfizer, Seagen,
Astra Zeneca, MSD, Lilly, Menarini_Stemline, Gilead & Daiichi-Sankyo

* Speakers Bureau: Novartis, Roche, Pfizer, Astra Zeneca, Daiichi-Sankyo & Lilly



19%Jornadas HITOS o

ONCOLOGICOS: KE’°R2024 GUidE" negor ea.rlyH R+/H ERBC

Adjuvant endocrine therapy in HR+ EBC®
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Potential candidates for adjuvant PAPRI+ET éescalationé

‘Only if grade 3 or Ki-87 220%
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Loiblet al Ann Oncol 202&urstein et al NEJM 2028jamoret al TAMO 2023

!

Abemaciclib for 2 years + ET
1, A; MCBS AJ¢

!

NAif gBRCAL/ 2 mut & non-pCRand CPSHEG score >3
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60 —— 1990-99
ROR(ER+ BC) RS

EBCTCG 1%ITs

Inthe lastdecade(20062009)the DRRvas o 20-5%
A NO(35% @5yr & 7.3% @10yrs) - 123 154%
A N13(8.0% @5yr & 14.7% @10yrs) 10 % 17%
A NA49(17.6% @5yr &28.5% @10yrs) o so%

T T
0 5 10

Distant recurrence (%)
w
o
Il

Number at risk
(number of events [annual rate]
for each 5-year period)

1990-99 29080 (3458[2:6%]) 23509 (1865[2:0%]) 13014
2000-04 45495 (3770[1-8%]) 35101 (1662[15%]) 10563
2005-09 40236  (2116[12%]) 25271 (790 [1-2%]) 2507
70 gene signature | 21 gene Recurrence score 8 gene signature PAM 50 Breast Cancer
(MammaPrint®)* | (Oncotype DX®)*$ (Endopredict®)* (Prosigna®)® Dt (=)
Prognosis after 5 not separately yes yes yes yes
yrs (late shown
recurrences)
Predictive impact | poorly validated yes not shown not shown EAT after 5 yrs
(chematherapy
benefit)
Who are the patients that need extended adjuvant ET? A\
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EXTENDED ADIVANT .\
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s L eNerT 7 X
any N s
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OptimizingeTior eHR-/HER2BC

Tailoringthe optimal duration of adjuvantET
Refiningthe selection(ID)of patientsfor treatment
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A Optimizinguseof OFSor premenopausalvomen
Dissectinghe direct andindirectbiologicaleffectsof
ERmanipulation
Optimizingnew treatment strategiesfor different
clinicalcontexts
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with biological
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at higher risk of

late relapse and/or

who may benefit
from extended
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Clinical
utility

Avoidance or
reduction of
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therapy; less
toxic
combinations

Tailoring of
extended

endocrine
therapy

Level of
evidence (65)

1B
(MammaPrint,
Breast Cancer
Index)

1B
(Breast Cancer
Index,
MammaPrint)
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Estrogen SERMs
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Decreased dimerization
and translocation.
Degredation by UPS

ER confor-

mational
change

Estrogerbindsthe ER, diganddependenttranscriptionfactor,promotingER
dimerizationandtranslocationto the nucleus TheestrogenboundERdimerregulates
geneexpressiorthat facilitatescell growthandsurvival
A SERMsselectiveestrogenreceptormodulators) competitivelybind ER and mediate a
tissuedependentanti-estroge neffect (i.e. Tamoxifer
A SERDselectiveestrogenreceptordegraders slow ER nucleatranslocationincrease
receptorturnover, and reduceranscriptionof ERregulatedgenes (i.e. Fulvestrant)

Ascioneet a CurOncol 2024; Patel et apj BreastCance2023; Corti etal CTR 2023

CERAN SERCA PROTAC

. Ubiquitination “”
Ub Ub Ay

ﬁj Degradatlon via
LA

C530 | C530
link link

CERAN&ompleteestrogenreceptorantagonistg bind ER anghotentiatetheir
effectbyinducingERdegradationandblockingtranscriptionalactivity
SERCAselectiveestrogenreceptor covalentantagonistg covalentlybindthe
C530residueinthe ERligandbindingdomainand promoteauniqueantagonist
conformationthat decrease&Rregulatedgenetranscription
PROTAQ@roteolysistargeting chimerg mediateaninteractionbetweenER
andthe E3 ligaseomplex facilitatingubiquitinationof ER andubsequent
proteasomabegradation the PROT A@oleculeisrecyclednthis process
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(€] = [7A\\7//24 01075 HON (N (@R Re[015Y. ULl A Roleof complete Ezblockade SERD (FUL) + Al combo wsoAbtherapy?

2852 mujeres posmenopdusicas con cancer de mama temprano y receptores hormonales

positivos
EE— 100 A ;
o — A1/3 plannedpopulation
A Stratifidationcriteria: prior CT; LN stafus and HR status %0
Anastrozole Anastrozole
;E 70 + fulvestrant
Fulvestrant dosis de carga de 500 mg Im Anastrozol 1 mg oral una —E 60 # 85201 n=ay =433
dia 0 y 250 mg d:(a 14 y 28, segujdo de vez al dia durante 5 afios % s0 DES event* n (%) 62 (14.2) 49 (113)
250 mg cada 28 dias durante tres afios ,,_: w Type of event
—+ i Breast cancer relapse 43(9.8) 35(8.1)
Anastrozol 1 | | di a 301 Distant ( loco-regional) 38(8.7) 31(7.2)
du.r:;t:zsoa.ﬁosmg oral una vez a a 20+ Loco-regional only 5(L.1) 4(0.9)
104 Second primary breast cancer 3(0.7) 1(0.2)
! o [ - 0 le + Ful Death without evidence of relapse 16 (3.6) 13 (3.0)
A Primary endpoint: DFS Tt —r—
A Keysecondaryendpoints TTR, BCSS, OS, BMD Time Since Random Assignment (Years)
Design Treat. (N) TTP (mo) CB (%) DoR | OS(mo)
mo) () Adverse events (>5% in  Anastrozole Anastrozole + fulvestrant
?p;: Iraa;::omlzed FUL250+ANA 12:2;/:102(0 .99, slsé)vsssg; iggw 37180v;382(10 either arm) n (%)
Be,gheta, T \(,s p=0.91) (1.0, p=0.99) p=1.00) n=437 n=415
J02012 HT: >2/3 ad
R.-Ia;se aﬁejr//?ﬁ]'ing ANEED) Grade Grade
requir. Sys Tto
SNOG Pl rendomized,  FUL250+ ANA PFS 15vs135 - - 0S 47.7vs413 2 3 4 2 3 4
S [O‘?;;D label o (345) (0.80, p=0.007) (0.81, p=0.049)
prior adj i s .
Metaetd  aroooc"OVOMI ANA(349) PFSNo-TAM: OSNo-TAM: 47.7vs Bone pain 13.(3.0) - - 24(5.8) 3(0.7) -
NEM 2012 118’;35;; 074, 32670(3672‘;' Fatigue 10 (2.3) 1(0.2) - 28 (6.7) 2(0.5) -
p=0. p=0
A NAcombo FUL+ANailedto showbiomarkerevidenceof superiorbiologicalactivity (ER Hot flushes 13(3.9) 2103) N 18 (43) 30D -
p 9 Y Joint pain 54 (12.4) 10 (2.3) - 46 (11.1) 10 (2.4) 1(0.2)

expressioreduction@23wks,alsoPR/ki67expressiofover FUL aloneRobertson et al )
BCR 2013) Muscle pain 10(2.3) 2(0.5) - 19 (4.6) 2(0.5) -
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OralSERDm the advancedCsetting

Emerald Serena-2 Ameera-3 acelERA Ember-3
@ M eCh ani Sr-mf E'Fresistan ce (Elacestrant), (Camizestrant), (Amcenestrant), ph 2 (Giredestrant), ph 2 (Imlunestrant +/-
ph3 ph 2 abemaciclib), ph 3,
ESRutsrare inPTY<1%) ongoing
ESRInutsincreaseafter Alin MBC: Sample size 478 240 367 303 800
A ESRmuts (plasma) afte’Al- Control arm Fulvestrant (165/238, 69 %)  Fulvestrant (73, 100 %) Fulvestrant (89.8 %) or Al Fulvestrant (75 %) or Al Fulvestrant or
exposure@metastatic or Al (73/238, 31 %) (6.8 %) or tamoxifen (3.4 %) (25 %) exemestane
. Population Postmenopausal women or Postmenopausal women Women (any menopausal Women (any menopausal Postmenopausal women
recurrenceprior to treatment men status) or men status) or men or men
for MBC (3-212%) Primary PFS in overall population PFS PFS PFS PFS in overall population
A ESRmuts @postAltreatment endpoint and in ESR1-mutant and in ESR1-mutant

in MBC (1360%) % ESR1-mutant

Y5375 (18%)
YS37C (7%)
YEITN (5%}
25 Y8370 (1%}

E380Q (13%)

D538G (33%) .
€] Prior

fulvestrant
Prior CDK4/6
inhibition
Prior ChT for
advanced
setting
Visceral disease

all other AF2
LsseH (%) © mutations (16%)
L536R (1%)
L5369 (1%)

ESR1 mulation prevalence (%)

human ESR1
protein domains

Results (if
available)

Fulvestrant

Raloxifene
Lasofoxifene

Tamoxifen
Torimefene
H3B-6545 (SERCA)

Bazedoxifene

Elacestrant
Giredestrant
Amcenestrant
Camizestrant
Imlunestrant
Rintodestrant
D-0502
Zb-716

ZN-c5
SHR9549

— Oral SERDs

Lsz102

GDCO810

GDC0927

AZD9496

ARV-471 (PROTAC)
OP-1250 (CERAN)

Green: approved for distinct indications.
Blue: currently in clinical development
Black: clinical development discontinued

115/239 (48 %, elacestrant),
113/239 (47.2 %, control
arm)

Allowed (29.3 % exp. vs
31.5 % control)

Required (100 %)

Allowed (20.1 % exp. vs
24.4 % control)

68.2 % exp. vs 71 % control

ITT, PFS HR*: 0.70; 95 % CI,
0.55-0.88).

ESR1-mut, PFS HR*: 0.55;
95 % CI, 0.39-0.77.

29.7 % (C75), 35.6 % (C150),
47.9 (fulvestrant)

Not allowed
Allowed (49.6 %)

Allowed (C75, 21.6 %; C150,
12.3 %; control, 26 %)

58.1 % (C75), 58.9 % (C150),
58.9 % (control)

C75, mPFS: 7.2 mo (90 % CI,
3.7-10.9), HR*: 0.58 (90 % CI,
0.41-0.81).

C150, mPFS: 7.7 mo (90 % CI,
5.5-12.9), HR*: 0.67 (90 % ClI,
0.48-0.92).

C75 (n = 22) ESR1-mut, mPFS:

6.3 mo

(3.4-12.9); HR*: 0.33 (90 % CI,

0.18-0.58).

C150 (n = 26) ESRI-mut, mPFS:

9.2 mo

(3.7-12.9); HR*: 0.55 (90 % CI,

0.33-0.89).

65/143 (45 %,
amcenestrant), 55/147
(37.4 %, control arm)
Allowed (10.4 % exp. vs
10.2 % control)
Allowed (79.7 %)

Allowed (9.8 % exp. vs 12.9
% control)

63.6 % exp. vs 63.9 %
control

mPFS 3.6 vs 3.7 mo, HR:
1.051 (95 % CI, 0.789-1.4)

51/151 (33.8 %,
giredestrant), 39/152 (25.7
%, control arm)

Allowed (20 % exp. vs 18 %
control)

Allowed (42 %)

Allowed (31 % exp. vs 32 %
control)

69 % exp. vs 68 % control

ITT, PFS HR: 0.81; 95 % CI,
0.60-1.10).

ESRI-mut, PFS HR: 0.60;
95 % CI, 0.35-1.03.

NA

Not allowed

Allowed

Not allowed

NA

NA

Corti etalCanceiTreatRev202;Jeselsohret al NatRevClin Oncol 20183rinshpuret al BBA 2023 3; McDonnell et al JCO 2021
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-(v): Gl diarrhea& nausea) AND Fatigue
* Bradydardia& oculartox.

A. Elacestrant B. Camizestrant 75mg C. Camizestrant 150mg

o e
] 3
1 » o
ALT i 1
1 e
hot tfl
D. Giredestrant E. Imlunestrant F. Amcenestrant
¥ 10,0%) nat a (3 nausea (20,3%)
35 fat fatigue (28%) cough (0%) 35 fatigue (11,2%)
30 )
APtk t oy
1 15
10 10

Gheyseret a CancefTreatRev2024
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A 5-yr prospectivestudy (201213, N=13%ts) @Norway 38%
discontinuarionwithin 60 mo (7%selfreported discordantwith
prescriptionreported data)

E FS Source HR (95% Cl)

Chirgwin (n=4290)*  1.61[1.08; 2.40] .
Dezentje (n=1962)*  1.35[0.94; 1.93] -
Font (n=2413)" 1.71[1.16; 2.52] -
Lao (n=9557)" 2.441.89; 3.14) —-—
Makubate (n=4619)*  1.69 [1.37; 2.08] -
Pistilli (n=1177)" 1.88[0.85; 4.16] —_.——
Seneviratne (n=1149)" 2.14 [1.46; 3.14] ——
Lower AET Weaver (n=857)" 1.37[0.67; 2.80] _—
Pecessity belief. Positive AET Positive HCP Ejlersten (n=6259)°  1.45 [1.14; 1.85] ——
Lower percaived necessity beliefs relationship Gao (n=699)" 1.39[1.07; 1.80] w
Bothersome risk of breast Negative HCP Higher perceived Support with Weaver (n=857)" 1.25[0.75; 2.08] —
side effects cancer recurrence relationship risk of breast symptom 1 1
. ) cancer recurrence management 05 2
Fear of Negative Lack of support Side effects -
long-term/serious  medication beliefs with symptom tolerable Satisfied with
side effects management 2 follow-up care O S Source HR (95% CI)
Dissatisfied with Greater social DeBrito (n=5681)*  1.67 [1.48; 1.88] B
follow-up care support Font (n=2413)* 2.11[1.62; 2.75) —a—
Lower social QUANTITY — i Hershman (n=8769)* 1.49[1.23; 1.81] —.—
support Hsieh (n=30573)"  1.98[1.81;2.17) -
QUALITY OF LIFE Lao (n=9557)" 1.75 [1.47; 2.09] .
Makubate (n=4619)* 1.10[0.94; 1.28] 4=
OF LIFE . S Winn (n=9492)°  1.21[1.06; 1.38] =
e Ejlersten (n=6259)° 1.26 [1.11; 1.43] -
_MEESSSET Gao (n=699)" 1.18[0.83; 1.66] —
ey N Hershman (n=8769)" 1.26 [1.09; 1.46] .
e Hsieh (n=30573)°  2.18[1.99; 2.39] -
| 4 r 1
A d h 05 2
A erelnce h o h  ocdi tolbwed (* A Systematiceview (14 studie§ demonstratesghat non-adherence
A Compliancehowwellp h'y s i ccdersarefollowed () and nonpersistenceo ETnegativelyaffect EFS (HR 1.3® 2.44)
Persistenceghow longindividual continue®n prescribedherapy(#) & OS(HR 1.260 2.18)

Chlebows ket al CanceiPrevRes 2014Eliasseret al BMQCance2023; Lambert et a BMCance2018;Franzokt a Lancet Oncol 2021; Ha
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EMBER (N CT04647 487 A" IMLUmonotherapybiologicalactivity @3doselevels

(optimizationof drug-dosingbeyondMTD ?

ITT population
N=87

{ Post-menopausal women with stage It~ ( L, ER+( % h ), HER -,

For dosgreduction?
Operable and untreated EBC

Imlunestrant 200 mg Imlunestrant 800 mg

Imlunestrant 400 mg

= = N=292
Biopsy Imlunestrant 800 mg | b
S(t a:% Z I-I)” |:> 15 day Primary Surgical mITT (n=22) mITT (n=27) mITT (n=26)
& ) Safety ER=22 Safety ER=27 Safety ER=26
ER+, HER2- BC Imlunestrant 400 mg (RP2D) | :> Resection or N=28 (100%) PR=20 N=30 (100%) PR=26 N=28 (97%) PR=26
Biopsy Ki-67=21 Ki-67=22 Ki-67=20
. Imlunestrant 200 mg® |
Phasd, openlabel noncontrolled randomized 400mg
AE Term B
aStratified by tumor histology (invasive ductal carcinoma [IDC] vs. invasive lobular carcinoma [ILC] vs. other) n, (%) Grade
> Treatment window was -2 to +7 days up to date of surgery/repeat biopsy All
©200 mg cohort was added in a protocol amendment, and opened after enrolment to the randomized cohorts £ EE 21 (7% 17 (57) 1 mm 3 (42
was completed L Diarrhea 311D [} 3(10) 9 0 15(17) 0
Fatigue 2(7) 0 6 (20) 0 12 (14) 0
. L i 3 Hot flush 4 (14) 0 2(7) 0 8(9) 0
A Phasela/b EMBER trial: IMLU favorable safety aneliminaryefficacyin pts with ESRut or wt Nausea _ 3 <(171)> 0 ;s; 14 gg; 10
. . . . reast pain
ER+ ABC after RID prior ET &olerability acrossall doselevels(200-1200 mg)with no DLTsn Headach 2(7) 0 2(7) 1@ | 6m | 1@
doseescalatiorandthe MTDnot reached(moretoxicitieswith dosesabove400 mg) x ,i‘l”h"“'g"“ ““; . f° i d - L
A Differencesnlow-gradeAEswith 400 mg véhigher dosespotentially affectinglongterm adherence 0 newor unexpectedsafetyfindings
Figure 3. Absolute change in ER and PR H-score and Ki-67 % stain ed nuclei at week 2
eome ea 00 mg 400 800 mg 0 ER (N=75) PR (N=72) Ki-67 (N=63)
90% PD bioma rke 6 .
ERa -89% 8 -70% -81% ? ' . |z
(-96%, -72%) 91%, -60% (-78%, -59%) (-87%, -72%) -
o -85% 6 2% 81% .
(-:97%, -37%) 90%, -38% (-:92%, -60%) (-89%, -66%)
Ki-672 -69% % 2% -70%
(-79%, -54%) 80%, -57% (-81%, -59%) (-76%, -63%)
> 20 17 59
Baselie '?;g;} c|;/° -70% % -78% -73%
C (-80%, -56%) 80%, -57% (-84%, -70%) (-78%, -67%)
Baseline Ki-67 % 16 8 37 é
n. %, (90% C) -73% % -75% -73%
7 (-83%, -56%) 829, -53% (-83%, -63%) (-79%, -64%)
Baseline Ki-67 % ® v 52 . .
n, 9%, (90% Cl) 87;307%;9% T 845/78(@8% 81;059270/ A PotentERdegradationanddownregulationof the key ER target (PR)
(573, -59%) e (Dd% D0} | (809, 67%) A Consistenbiologicalactivityacrossall PDbiomarkersalongwith evidenceof CCCA
CCCA® (%) 3/20 (15%) % 6/17 (35%) 14/59 (24%)

4 400 mg IMLUNisthe optimaldosecurrently beingtested
e —

Nevenet a ClinCanceiRes 2024)haveriet al JCO 2024
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SERENA (NCT04588298) A CAMI Bleffect at different doses &durations(optimal doseselectior)?

Ki } Ag EEMAII | g EEMAR/AR AB: P eEAPMAARE Prospective adaptivetageddesign

U ER+ AER2-A/8 e A AscEilyeAgi /£ U Cl eAki AMERAHCAI-EgAE

W HiA Akrge, } AAAAINE | hAxeEmi A AEeEtyeAgi /£ Si gAAhe4EA AhAARAEE: A

e A W Cl oAkl AMKIET PRSI § Changdrom baselinein Ki67labellingindex

Primary analysis of secondary endpoint

Sage 1, 2 combined Sage 3 Sage 1, 2 combined Sage3
100 2000 .
1000{
g L]
! 1185 } 22 | 1225 " 1 g g .
o o 2
A 5-7d camizestrant 75 mg (n=12) . 6-7d camizestrant 76 mg (n=24) R 12-15d camizestrant 76 mg (n=24) 3 60 —e e %-E L]
¥ 40 | ¢ . g -3 -
. -
. F
«| ¥ %
Diagrostic bio b= -4
| OA-EEels i AlyAEA A} dtp rAKEAVES AR KA1l AVETRAR A iAAG) At 121 MAGERAG: (INAEES AR JPKALL 31 ANAEEE iAS) i e ol 58 51 3 —+—Fe o T I8
AR AR R A AR PO JOS g Al Aa e e a A A aag e Aaas o s o e s PK samping 75mg 150 mg 300 mg 75mg 150mg mg mg mg mg mg
U NB:AAKEAE eEAAAE efi nAi Kra7AgAL; AVE-EAI gimh /A&l AErmr e} Erellj MeBnABEA i K674 eEi i AgA/EA 5% A P . =26 (031 (1) (024 (n=26)
Percentagechangefrom baselinein ER expresion (PD data) 57 days 12-15 days 5-7 days 12-15 days
Sage 1, 2 combined Sage3 Sage 1, 2 combined Sage3 Baseline Ki67 o ) Percent "
Pre-treatment 300 3 0 On-treatment change®
® On treatment \ E Ki67
. %\ 1 g: -20 . .
§ ™ s | L §8 o .| s v .
3 3 . }\‘i : is I o A After 5-7d exposure CAMI 75 mgeducedKi67 scordo alesserdegreethan
£ o i e i 3 B ol S S 150 and 300 mg
{ ! 3 2 w0y, W Sy A After 12-15dexposure CAMI 75 and 150 nrgducedKi67 scoréo a similar
‘ 75m; ISOmig 300 mg 75:“; 150m.g e f;l:g 1::):\9 300 mg .'.‘:.mg 1:.0-mg SUbStantlauegree(~82%) .
029 05 et o2 029 Lo B B e B e B e A" PKsteadystate doesnot necessarilgranslateto PDsteadystate
12-15 days 5-7 days 12-15 days

e

Percentage change*

75 mg CAMachievesmaximallevelsof ERdegradation antagonism
anddownstreamKi67suppression

On-treatment ER

A ERlevels at baseline, and degree of degradation on treatment, are similar across 75, 150 and 300 mg doses,
and duration of exposure
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ELIPSENCT04797728

Key eligibility criteria Open-label, single-arm, multicenter window of opportunity trial

(N=24)

* Post-menopausal women

= Histologically confirmed, operable
invasive breast carcinoma

* Tic (215 mm)-T3 by ultrasound

= ¢NO, cMO

* ER-positive (21%)*

* HER2-negative*

* Locally assessed Ki67210%

Elacestrant +28 days
400 mg orally
Once daily

Screening

ER, estrogen receptor pre treatment

* As per local assessment and based on ASCO/CAP guidelines
** Tumor biopsy is taken if surgery cannot be performed at day 28

Primary Complete Cell Cycle Arrest (CCCA)
Endpoint (centralized Ki67<2.7%)

Secondary end-points
Centrally assessed Ki67 geometric mean change, switch in PAMS0 molecular subtypes, differential expression of a 192-gene
custom panel, tumor-infiltrating lymphocytes variation between baseline and post-treatment (D28) tumor samples; safety.

* A 27% CCCA rate and a statistically significant decrease in Ki67 (- 53%);
* A trend toward lower CCCA rate as baseline Ki67 increases;

Evidencdrom WOOitrials (PostM

A ELA Bhctivityshortcourse(4wk)of pre-operative inpostM?

Complete Cell Cycle Arrest and Ki67 change from baseline
Following short-term pre-operative treatment with elacestrant, complete cell cycle arrest (CCCA)
was achieved in 27% (N=6) of the patients. At surgery, Ki67 decreased to <10% in 14 patients (64%)

— —
___Ki67 change from baseline (N=19) Baseline | Baseline
8 | Mo e s - - 7 w2 3 Overall Kig7*** Ki67***
"’(’N"_';';)"" <20% 220%
H (N=13) (N=6)
® CCCA* (Ki6752.7%) at surgery 6(27%) 4(31%) 1(17%)
§ CCCA* odds by baseline Ki67 unit
Bed increase (95% CI**) 026 (0.66,1.02)
H Ki67510% at surgery 1(6a%) | 1007% | 107%)
2 Al Centralized Ki67 geometric mean | -53% 505% | -57.9%
— change (95% CI**) (-67,-32) | (68,-24) |(-83,9.96)
[, S— Proportional change (p-value) 50.05
1 = e *CCCA: ;SO 7 3t baseline was available
Baseline Surgery from 19 patients.
Baseline 67 <20% (23] . Baseline K7 220% (4-6) By vivi o
L ¢ P2005
s & g |
e ®
H g
Is 3 of
H H
- -
5 | s .
Baseline. Surgery Baseline Surgery % bt 67 208 et 067 20
Differentially expressed genes at surgery vs. baseline
Downregulated at surgery Upregulated at surgery
e
w 2
wpa : *Top ten upregulated
@ Top ten downregulated| v
Basal-like ":{';‘:;:')"
o4 N=1(5%) =

* An upregulation of immune-related genes together with a suppression of proliferation and estrogen signaling-related o7 b
o L

genes: z o 2 Luminal 8 Luminal A
* A shift toward a more endocrine-sensitive and less proliferative phenotype, irrespectively of Ki67 suppression; 7 o8 aw N3 (a5 ) N2 (55%)

A CCCA rate of 45% and a more pronounced mean Ki67 suppression (-65%) among Luminal A tumors, while no CCCA e

. S . X . . I PAMSO0 subtypes
occurred among Luminal B tumors. These findings suggest that PAMS50 subtypes might further refine patient selection for 3 1 = Luminal A = Luminal B
|
treatment. = Basal-like # Normal-like

Vida et a SABCS 2022

False Discovery Rate=5%
T T

0 1 2
log2 Fold-Change
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ONCOLOGICOS: pe'™*

PREcoopERANCT05896566)

A Ho:Efficientand selectivelegradationof ERby GIREallowscompletesuppre ssioof
ERsignalingand maythereforeexhibitthe sameanti-proliferativeactivity even

without LHRHan premen
Screening | | WOO Treatment Phase | | EoT Visit |
Day 29
(23days)
‘,_ Giredestrant' (3 "
o P
(g‘ [Premenopausal patients with 3
S ER-positive/HER2-negative, N=220 3
5 cancer ®7 4 > — 28 days (£3 days) after
o | |- Stage |. stage Il or operable I Triptorelin (3.75 mg IM, on day 1) @ iopsy/surgery
) stage Ill (excludes T4) 221 <
4 [~ Available tumor tissue <
s |- Baseline Ki-67 210% <
(by local testing) " I Anastrozole' (1 mg daily. PO) |
I Triptorelin (3.75mg IM. on day 1y
(e T T N
| Fepe | Dy oy 15 a2
[ Blood | | Blood | | Blood |
E2, E2, E2, Centrall
| Ki-67 FSH, LH FSH, LH FsH, i Ki-67 ......."é
fromasy 1
. on day 29 (23 days)

Stratification factors:

+  Ki-67 as determined by local assessment (10-19% vs 220%) Recruiting
«  Age (240 vs >40 years)

Primary Objective: Among premenopausal women with ER+/HER2- operable invasive
breast cancer:
To determine if 4 weeks of giredestrant + triptorelin results in greater anti-
proliferative activity than anastrozole + triptorelin
To determine if 4 weeks of giredestrant without triptorelin results in anti-proliferative
activity that is similar (non-inferior) to giredestrant + triptorelin
Primary Endpoint: Relative change in Ki-67 between pre-treatment tumor biopsy and
a post-treatment tumor re-biopsy (Ki-67-labeling index, the percentage immunostaining
cells by IHC in central lab).

Munzoneet al ASCO 2024; http swiw.gruposo ti.orgensayosclinicdpremiere

Evidencdrom WOO trial PreM

PREMIERE/SOZII04 (NCT0598209

A Ho:evaluatingthe biologicaleffectsof elacestranwith or without
triptorelin.

[ wee ]

o Pre-menopausal women
o Agedz 35 years old

o Operable Breast cancer
o Clinical Stage I-1IB

o ER2 10%/HER2-

o Ki672z 10-35%

SURGERY OR
BIOPSY

Elacestrant400 mg QD

Primary Objective:
Rate of Complete Cell
Cycle Arrest rate in
each arm

Elacestrant400mgQD Triplo(r;l:ngsgzsgrrgi‘m.

___ma_

ZO=4PN=200Z>»2

Pre treatment
Tumor biopsy DAY 28(26-30)
« Ki67 Day 14 . Tumor biopsy

i K
+ PAMS0 P Blood .\!/. : :.‘s’:lsn
Blood k“ * CBC, biochemistry pan R
. CBC, biochemistry * E2,FSH Bloot ‘_,._‘
. E2,FSH . CBC, biochemistry ¥/
EKG * E2,FSH

*Stratification factor: Research-based PAMSO (Luminal A versus Non-Luminal A)

A Primaryendpoint: biologicalactivity of ELA+ OFS ipremer> Rateof
CCCAycentralassessment % Ki 67 < 2.7 %) afte
A Keysecondaryendpoints evaluatethe antiproliferativeactivity of
ELA+ OFS aftetreatment; IDchangesn researchbasedPAM50
subtypespre- and posttreatment; effect of optimaland suboptimal
OFS; E2/FSIEvelsin blood; Safetyanstolerability



menros 22024  Evidencdrom WOO & NAetting

COOpERAN @10 eyl A GIRE antproliferativeeffectvs ANA after 2wks?

AEdrom final analysig@surgery)

. 2-week neoadjuvant single-agent 16-week neoadjuvant combination
Openl abel, randomi sed controll ed, phase2 window-of-opportunity phase (ET + palbociclib) phase
N Giredestrant plus palbociclib group  Anastrozole plus palbociclib group
A s N (n=112) (n=109)

Giredestrant 30 mg Grade1-2  Grade3 Grade 4 Grade1-2  Grade3 Grade 4

ER+, HER2- untreated BC (locally assessed) Giredestrant 30 mg > PO QD D1-D28 Blood and lymphatic system disorders
PO QD D1-D14 Palbociclib 125 mg .
= cTlc (21.5 cm)-cT4a—c at presentation PO QD D1-D21 o~ 13 MR 17(15%) &) 2R By 2Es) A
@ = Leukopenia 13 (12%) 1(1%) 0 13 (12%) 3(3%) 0
. — e =4 ‘s
= Available baseline tumor tissue = 9 Anaemia 12 (11%) 0 0 6 (6%) 0 0
Anastrozole 1 mg b General disorders and administration site conditions

« Baseline Ki67 score

Anastrozole 1 mg PO QD D1-D28 . .
o REHEEEE e PO QD D1-D14 : Palbociclib 125 mg Asthenia Bzw) 0 0 Z7(5%) 0 0
i PO QD D1-D21 Fatigue 10(9%) 0 0 18 (17%) 0 0
i Mucosal inflammation 9(8%) 0 0 3(3%) 0 0
+ Randomization was stratified by tumor size, baseline Ki67 score, and progesterane receptor status. Biopsy Pyrexia 2(2%) 0 0 6 (6%) 0 0
* Endpoints assessed here include Ki67 suppression from baseline to surgery, CCCA (Ki67 <2.7%) at surgery, ORR, pCR, and safety.
Investigations
Geometricmean relative Ki67 scorehangebaselineto-wk2 inpts with complete e O I U N
t | K67 (Wom'] e White blood cell count 13 (12%) 1(1%) 0 8 (7%) 2 (2%) 4]
Cen ra | SCO res aS decreased
- ) Alanine aminotransferase 0 1(1%) 0 6 (6%) 3(3%) 0
| fmelnerowedd emewnney R Thegreater relative geometricmeanreductionin Ki67 increased
af " el et @wk2 (superiosupressionof cell proliferation) with ::Z‘S’E"a'"““'“a'd"“’d“‘ o o . b o ;
4 p=0.043 GIRE relativédo ANAmaintainedin tumourswith high Diarhoes 8 0% o . By o o
g2 . . ; ; g
1 (=20 %pw (aZ_ﬁ%;l_Jase!lneKlm s_cprea@ﬂso Constipation 6% o 0 6% o o
g regardles®f baselinebiologicalandclinicalfeatureseg, Musculoskeletal and connective tissue disorders
L. stageat diagnosishistologicakubtype PR status) Arthralgia 2@ o 0 21(19%) 0 0
£ A Greaternumberof tumoursshowedCCCA @wk&ith Skin and subcutaneous tissue disorders
3 GIRE vs ANA Alopecia 6 (5%) 0 0 5(5%) 0 0
3 =0.50-
3 . . . 6 (5% %,
: A @wk2higherproportion of ptsin ANAgroupwere ER :‘“h — o0 0 M0 ‘
H . ascular disorders
& -ors re_5|_stantvs GI_RE ] Hot flush 15(13%)  1(1%) 0 16(15%) 0 0
A Similarresultsin subsequentomparison
—~1.004 H H A Bradycardiar sinusbradycardian 4-5%pts with GIRE
bgsgllnésurglcalsam plesafter ETPalbofor 16wks A B5%SAEsn GIRErm (hipfx, uterineperforation, pirexia and COVID19 and MI)
A Similar ORR 50% vs 49.1% and pCR 4.5% vs 4.6% A Lowdiscontinuationandinterruption rates (12% vs 11%)

Faschingt al ASCO 202Burvitzet a Lancet 2023 e —



Flonaies HITOS . ) ()6) A Adjuvantsetting(OT$3: Giredestrant
LIDERANCT04961996

Patients with ER+, HER26 e BC
A Medium- or high-risk disease giredestrant 30 mg QD

A Postmenopausal or pre-/perimenopausal women, and men*

A Prior surgery with curative intent

A Completed (neo)adjuvant chemotherapy (if administered)
and/or surgery <12 months prior to enrolliment; short course

Aj 12 Eii oBAj AMBAETe AEi h Physician& choice of adjuvant

|

Long-term follow-up
(5 years)

endocrine monotherapy?
N = 4100

Stratification factors

A Risk (medium vshigh, based on anatomic [tumor size, nodal status] and biologic [grade, Ki67, gene signatures (OncotypeDx or MammaPrint)
if available] featuresof the primary tumor)

A Geographic region (USY Canada/Western Europe vs Asia-Pacific vsrest of the world)

A Prior chemotherapy (no vsyes) Active, not recruiting

A Menopausal status(pre-/perimenopausal vspostmenopausal)

Primary endpoint A Upfront (S 12wks pl‘ior ET)

. 12\/;?(?:5?:&2@;Tsr;s.veaJéLths, excluding second priman non-8Cs the tme from randomizaion A BCfiSkSEleCtion(intermediatd hlgm pNO and >pTlC
iecc?::;{;:,difﬂms A Distant nlecurrence—free intervall. + G30rk | 6 7 20r m]@)%éMammaPr|nth|gh

A !DFISgperstandaédizgd definitiogéforefficacy end points) i g;:;;fg|onalrecurrence—free interval. ORpN 1,pN 2, pNS

A Dimasodce sl ) §2§$ife°pk;"rte§§§utcomes A Control TAMor anyAl @LHRHN men/pre-perimen)

A AdjuvantCDK4/6br PARPot allowed



Flonaies HITOS . ) ()6) A Adjuvantsetting(OT9: Imlunestrant

\

Arm A A

Imlunestrant 400mg GO Primary endpoint: IDFSxcluding

secondnon-breastprimary
invasivecancers
A Keysecondaryendpoints DRFS,

(

(N = approximately 6,000)

(5 years)

Patients who have received 2 to 5

v

Randomization

years adjuvant ET for ER+/HER2- .
EBC, with increased risk of Arm B 0sS, IDF@CIud!ngsepondnon-
Physicians' Choice of ET breastprimaryinvasivecancers
recurrence )
\_ -/ —_— Tamoxifen or Al safety, PK anBROsv
(5 years)

Stratification Factors:
* Time from initial adjuvant ET

« Prior adjuvant CDK4/6 inhibitor
treatment

* Nodal status -
+ Menopausal status at diagnosis Recruiting
* Geographic region

> A Switch & extended2-5yr prior ET)

A BCriskselection pNO and tumosize> 5 ar @8
tumor size2-5cm OR pN1 and tumeize= 5 ar @8
or G2 tumorsize2-5cm OR pN2, pN3

A Control TAMor anyAl @LHRHIN men/pre-perimen)
A AdjuvantCDK4/6or PARPare allowed

Jhavert al SABCS 2022 e —
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CAMBRIA (NCT05774951

Arm A: Continue standard ET (Al or tamoxifen)
+ LHRH agonistt Primary

Study endpoints

IBCFSt is defined as the time from randomisation to the date of the first occurrence
of invasive IBTR, locoregional invasive BG recurrence, distant recurrence,
contralateral invasive BC, or death due to any cause (second primary non-breast
invasive cancers are excluded)

Secondary

IDFS defined as the time from randomisation to the date of the first occurrence
of invasive IBTR, locoregional invasive BC recurrence, distant recurrence, invasive
contralateral BC, second primary non-breast invasive cancer, or death due to any cause

DRFS defined as the time from randomisation to the date of first distant recurrence or
. ) death from any cause
Arm B: Camizestrant (75 mg once daily) = 0S defined as the time from randomisation until death from any cause
LHRH agonist# Safety
Pati ported out including treatment-associated symptoms and HRQoL

Pharmacokinetics

N=4300

Planned duration of treatment:

randomised 60 months, or until discontinuation

1:1

Clinical efficacy endpoints (IBCFS, IDFS, DRFS) are defined as per STEEP 2.0 criteria. '
“The CAMBRIA-1 study design presented aligns with ciinical study protocol global amendment 2 v3 (20 July 2023). #IBCFS analysis will be conducted using a stratified log-rank test adjusting for stratification factors, assuming a two-sided
o significance level of 5%.
Tinvestigator's choice: Al (exemestane, letrozole, anastrozole) or tamoxifen, standard dose per investigator, once daily. Pre- and peri-menopausal women, and men,
will be administered an LHRH aganist per lacal guidelines.

#Pre- and peri-menopausal women, and men, recelving camizestrant must be administered an LHRH agonist.

Stratification factors -
A Riskprofile (highvsintermediate)

A Durationof prior adjuvantET . .
A Menopausabtatus atrandomization Q A SWIt_Ch & eXt.end_edZ'Syr pl’lOl’ ET)
A Prior CDK4/6i A BCriskselection(intermediate high): pT1eT2, pNO and

G3orhighriskGEAOrKir6 7 >dt [iéb CT ¢apped
@30% OR pT1d2, pNOmior pN1 and G®r highrisk

A SERENRA trial (openlabel, randomisedphasez trial) for ABC 1 prior GELOrKi6 7 > 2 @uigpT DR 2ymphnodesinvolved
ET, CAMI 75 mg, 150 mmg300 mg ¢ntil closed vs FUL500 > PFS
: : AR OR =T &xclgdédregiardlesshodal status
Benefit @crosssubgroupspreviousCDK4/6i usdijverand/or lung ) )
mets, ESRInut @baselinebt ctDNA A Control TAMor anyAl @LHRHN men/pre-perimen)

A AdjuvantCDK4/6br PARPare allowed
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CAMBRIAR (NCT05952557

* ER-positive, HER2-
negative, early BC

Intermediate-high or high-
risk of recurrence

Completed definitive surgery
+/- chemotherapy N~5500

Free of invasive disease e
ECOG PS =<1

Stratification factors:
Risk of Recurrence: high vs intermediate-high

Menopausal Status: pre- or perimenopausal women or men vs postmenopausal women

Planned use of CDK4/6i: Yes vs. No

A Basedbon SERENR trial results

Loiblet al SABCS 2023

7 years of treatment

Standard ET (Al or TAM)

* CDK4/6i

Adjuvantsetting(OTg: Camizestrant

Primary Endpoint
Camizestrant + CDK4/6i + Invasive BC-free survival

Secondary Endpoints
Invasive disease-free survival
Distant relapse-free survival
Overall survival

Other endpoints
« Safety
Patient-reported tolerability
and QoL
Pharmacokinetics

Q A Upfront & Extended< 12wks prior ET)

A BCriskselection(intermediate high): pT1¢T3, pNQor
involvementof 1 positivelymph node (or only micro metastatic
diseas¢ and G3r highriskgeneexpressiorassayor Ki67
>20%or prior chemoORAnNy T with pathologicainvolvementin
>2 i p dymphaddes@RAhyT4tumorsregardlesof
nodal status

A Control TAMbr anyAl @LHRHN mer/pre-perimen)

A AdjuvantCDK4/6br PARPareallowed
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e s wd (0 24 Adjuvantsetting(OT$: Elacestrant

ELEGAN{NCT06492616)

PHASE 3

Patient Population
Node-positive ER+/HER2— eBC Elacestrant
with high recurrence risk who 345 mg* QD

received between 2-5 years

of SOC ET + CDK4/6i. o 5j
LHRH agonist is required

for pre/perimenopausal Conti
ntinue ET*
women and men Anastrozole 1 mg QD, Letrozole 2.5 mg QD,
Exemestane 25 mg QD or Tamoxifen 20 mg QD
N=4220
STRATIFICATION FACTORS PHASE 3 OBJECTIVES
* Menopausal status (pre-/perimenopausal vs Primary: Evaluate IBCFS
post-menopausal) Secondary: Evaluate DRFS, OS, safety, PROs-QoL, and PK
 Prior CDK4/6i treatment in the adjuvant setting
(yes or no)
« Time since curative surgery (<48 mo vs >48 mo)
*Bacestrant 345 mg 5 eguisalent to 400 mg elcestrant dipdrechionde. “Dhange in ET after mndomization in the control aem frem an AL be anotee AL or to mofen b5 alkrsed as per
irreestigetor's: jedgment. ‘Other protoccl-defined indusion/escheion critens mey apply. Beourmence-fres ot bassine bassd on irvestigetors best ssesment and negative imeging completed <8 Recruiting
ma prior tn randomizabon,

Q A Switch& extended (25yr prior ET)

A BCriskselection(high : = 4axilagylgniphnodes
A EMERALD trial data and FDA/Eaphroval OR 13 positiveaxillarylymphnodesand G3or Tumorsize
> 5 c¢cm

A Control TAMor anyAl @LHRHN men/pre-perimen)
A AdjuvantCDK4/6br PARPare allowed
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[SURVIVE (NCT05658172)§juid BIOguidedfollow-up surveillancan eBC

A Currentguidelinedimit routine BCfollow-upto clinicalexaminationsand breastimaging(imagingfor distant metastase®nly be performedin
pts with specifisymptom$ >>doesliquid BIGguidedintensifiedsurveillancdtumor markersCA 27.29, CA 125 and CEACandctDNA
detectdistant-relapse in a prsymptomaticstageto trigger ésecondanadjuvanttreatmentinterventiong with potential survivalbenefit?

Germanmulticenter, controlledphase3 superioritytrial

Indicationfor (neo-)adjuvantCT
and/or largetumor size( > 50 mm)
and/or positivelymphnodes( = p N1 mi ) l R v W———
and/orhighgr ade (= G3) ﬂ

. . Circulating free tumor DNA (cfDNA)
*SurveillanceProtocol " detectedina tumoriformed approach (RaDaR’)

detected by the CellSearch® System

Tumormarkers CEA, CA27.29 and CA125

in collaboration with Tosoh Bioscience

Randamization + Baseline Vit
Screening, ” wm]...m«m :naelvsnm

Standard Surveillance

Guideline-based Standard Follow-Up  +
blood drawls (biobank)

N=1750

RN > > LT S
, (EEEEEEEE RN T
Metastasis-specifc symptoms Deteetcn of pb el TN DS8sSE OF Mown 3 & S R 3o omodom B o» d
Metastasis-specific Symptoms . t t O F toh t ot T N i 1

» Two co-primary endpoints: Overall Survival (OS) and Overall Lead Time Effect
» Secondary endpoints: Distant disease-free survival (DDFS), Invasive disease-
free survival (IDFS), Quality of Live (Qol), sensitivity and specificity of liquid

biopsies, and others
Interventional Trials
EORTC 2128CG: TREATDNA(NCT05512364)

Pfister et al ASCO 202Mergeleyal SABCS 2028uessmanmet al SABCS 2023
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EORTC 2128CG: TREAIDNA(NCT05512364

Screening phase Randomization phase
Y- 1960 patients 000 220 patients meeting the eligibility criteria for the
H 41\ H *Intermediate to high-risk of recurrence Nmm screening phase
[‘1‘ 2 [‘2‘ 2 [‘2\ +Stage Il or Il ER+/HER2- Breast Cancer 4} H 41\ « ctDNA + (Signatera™, Natera, Inc)
PHRNS - Medium to long duration adjuvant ET +No evidence of recurrence in imaging
Personalized tumor-informed ctDNA testing (Signatera™, Natera, Inc) every
6 months OR

ctDNA+ participants from the SURVIVE study (NCT05658172)

N N 1960 Endpoints
Screening phase (N=1960) Randomization phase (N=220) . - . .
r ' \ Primary: Distant-Metastasis Free survival
Secondary: Invasive Disease-Free Survival, Relapse-Free Survival,
[ ELACESTRANT FOR 2 YEARS ] 400 mg QD)raI |y Overall Survival, Safety and Health-Related Quality-of-Life

[ IMAGING EVERY 4 MONTHS FOR 3 YEARS ]

ctDNA +,
ER+ HER2- early Imaging -
—_—

breast cancer

[ IMAGING EVERY 4 MONTHS FOR 3 YEARS ]

*Until the last pati

e DL oimmmmminammo sae Q) : :
oy Omonte - Mammogam - CTME ovay & e ek 10, 30,40, 59,80, 6, 113, 19 iy PR 3yen A Switch @Mol Relapsg 4.57 yrsprior ET ANIZtDNA)
until accrual of the + CT/MRI at W156 patient in

last patient + Bone scan * Mammogram and bone scan oncelyear (at week 48, 96 and 156)

A BCriskselection(High/ctDNA+): StageIBor stagelll and
completionof adjuvantCTor at least4 cyclesof NACT and
residualdiseaseat surgery( =y pofyphN)

A Control TAMor anyAl @LHRHIN men/pre-perimen)

Ignatiadiset al ESMO 2024 Blergelet al SABCS 2023, Saura C EBwM@st2024
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AMEER& (NCT05128773

A randomized, multicentre, double-blind, phase 3 study of amcenestrant (SAR439859) versus
tamoxifen for the treatment of patients with hormone receptor-positive, human epidermal
growth factor 2-negative or positive, stage IIB-lll breast cancer who have discontinued

Adjuvantsetting(OT3: Amcenestrant

. T Lre
sanofi | APEQR ‘Cl <8 BI?

~ -
’ (N

adjuvant aromatase inhibitor therapy due to treatment-related toxicity

Screening Period

Follow-up Period

1869 patients

Stratification factors: Arm A

+ Prior exposure to Al

« Prior exposure to CT and
HER2 inhibitor

* Prior exposure to CDK4/6

inhibitor <R>
+ Geographic region
+» Men/Menopausal status

Participants will receive their assigned treatment for the planned
duration of 5 calendar years of the occurence of any withdrawal
criterion, whichever occurs first.

5-year Treatment Period (C1-C65)

Amcenestrant 200 mg PO QD (D1-D28) +
Tamoxifen-matching placebo PO QD (D1-D28)

Survival/Disease Follow-up

(up to 10 years from randomization)

Amcenestrant-matching placebo PO QD (D1-D28)
+ Tamoxifen 20 mg PO QD (D1-D28)

Arm B
PR
1869 patients
T T I T T T T Yearly (£ 45 days)
-28 days C1D1 C2D1  C4D1 C7D1 C58D1 EOT
(£3) (£7) (£7) (£7) 30days(x7)
after last IMP

A AMEERA4 (NCT04191382phasell preoperative WO@hat comparedthe safety and

efficacyof 2 doselevelsof amcenestrantind a standaraloseof LETwith pairedbiopsies

assessedor biomarkers

A AMEERAS (NCT04478266phaselll, randomized double-blind, multinational study

analyzedvomenwith E R +

H E R@mparM@\@ cenestrant+PalbesLET+Palbs>

failedto reachthe prespecifiedboundaryof continuationon interim analysis

Meyskenst a ASCO 2022

Primary endpoint

Invasive breast cancer-free survival
(IBCFS)?

Key secondary endpoint
Invasive disease-free survival (IDFS)
Exploratory endpoints
Adherence to treatment (MMAS-8)
Translational research

Relationship of tumour biomarkers
(blood & tumour) and genomics (RNA&
DNA) with the safety/efficacy endpoints

Future research in blood and tissue

[reminsted [

Other secondary endpoints
Distant relapse-free survival (RFS)

+ Locoregional RFS

+ Overall survival (OS)

Breast-cancer specific survival
(BCSS)

Safety

Patient reported outcomes (FACT-
GP5, EORTC-QLQ-BR23/C30)

Pharmacokinetics

Sponsor decision to prematurely stop the study, not linked to any safety concern
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It hasbeen20yearsfrom fulvestrantto elacestrantapprovalby the FDA irnthe ABGCsetting The exactrole of
oral SERD# the therapeuticlandscapdor HR+early BCis still uncertaintoday, the benefit of the SERDm
monotherapytrialswasmoderatein the ABCsettingandthe role of SERDms the combinationtrials with
CDK4/6or PIK3CAs underway Novel ET aralsounderdevelopmen{SERCASEERANSROTACQSs

As newSERDarelikelyto extendto the adjuvantsetting, the safetyprofile will becomeincreasingly
important. Tolerabilityis crucialfor compliancan eBC Then canthe favorabletoxicity profile in the
metastaticsettingbe extrapolatedto the potentially curativesetting? Will SERDsnprove patients quality of
life in the adjuvantsettinggiventheir different toxicity profile?

Whetherthe “biologicalefficacy bidlogicalvalidationof ontarget drug effects) demonstratedn advanced
and WOO/NArialsis strongenoughto initiate adjuvanttrialsfor SERs beingtested. ~ Aather...
interestingscenariosare emerging suchasthe role of new oralSERDms improvingoutcomesfor patientsat
higherrisk of suboptimalOFS.

It is still unknownwhetheremployingoral SERDm the (neo)djuvantsettingwill significantlyimprovelong-
term outcomesbut datafrom awhole waveof clinicaltrialsis eagerlyawaitedto understandif they will
replacethe traditional endocrinebackbones

A Howto selectthe* t a mpapelatior’ for SERD the adjuvantsettingis an openquestion all patients baselineE SRmut (only 1% priorto ET),
acquiredESRInut (6% in ABC afteadjuvantlAbut after 5-10yrs...) ?

A Thedefinition of the beststrategyfor SERDis alsounderevaluation 1) upfront therapy; 2) early-switch; 3) extendedreatment; or 4 )second
adjuvantapproache$ uponmolecularrelape(ctDNAtriggered?
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