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HR+/HER2- early Breast Cancer® Systemic Therapy

Adjuvant endocrine therapy in HR+ EBC* l
| Luminal A like | Luminal B ke
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Luminal A-like stage | Luminal A-like stage NI-lll

Luminal B-like stage |-Hl

Stage Il or high-nsk
stage Il
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Tamoxifen [I, A] ‘ QFSB':S”::]“['mﬂﬂ Tamoxifen followed by Al [1, A] e e e e e -

- h AL, A] l l
Al followed by tamaxifen I, A]
Tamaxifen® [, A] gBRCA1/2wl or untested gBRCA1/2m and stage Il or
) high-risk non-pCR, ()

Olapanib for 1 year + ET
[1. A MCBS A

Ribociclb for 3 years + Al + OFS
[l, B; MCBS A (e)
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Assessig Risk in HR+HER2+ Early 8reastCanker ( > 1 |

Low risk factors
(all present):

Tumor grade |
pT1

pNO/i+/mi

Low baseline Ki67

No LVI

Low genomic score(s)
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ET +/- CDK4/6i CT+

EVIONLY (+/-CT) ET +/- CDK4/6i

| Tumor diameter: 2 - 5 cm
Nodal status: N1
HR level: low/intermediate
Grade 2
Proiferation Index: intermediate

Tumor diameter: <2cm
Nodal status: NO

HR level: high
Grade 1

Prolfferation Index: low
Genomic risk: low
CDNA: negative

MorgantiS et al, Breast Cancer Res Treat. 2B&hget al. Signal Transduction and Targeted Therapy 2025,

High risk factors
(at least one):
Tumor grade lll

pT3

pN1 in premenopausal
pN2 in postmenopausal
High genomic score(s)

Diagnostic methods Long-term management
Traditional methods Advanced methods 1. Comprehensive rehabilitation plan
rl, w\]_- = . @ Ry 2. Digital health and telerehabilitation
i“ﬁ . P f . | & "':! - 3. Psychological and social support
Histopathology BUS CT/MRI Multiplex IF ctDNA  Digital pathology 4. Diet and lifestyle intervention
Risk factors Tumor growth and progression ~ Treatment optitions|
/ Primary Tumor Site Sites of Metastasis
/ ‘ £
o £\ o~
Nulhpanty/ Brain Lung Liver
no breastfeeding e e Surgery
> 3 :gg - . =
\ /ﬁ\ : Vertebrae f ": s @
Genetic 4 ’
predisposition § N Radiotherapy
‘. ‘9
TN “ Proliferation
\ VA _/: 4 k1
A -
alcohol L Bormancy Endocrine therapy
(0o ) pl "
=/ (@ /".:SASP # @
Exposure to B - o
estrogen : = Immunotherapy
Intra-tumoral
Tumor stemness Cell senescence Programmed cell death 3
/ 7 N\ microbiota
Late . A\ iV, M
menopause L A Targeted therapy
Circadian rhythm  Anti/Pro-tumor immunity ~ Tumor metabolism Tumor dormany
/ { . Tumor cell + Macrophage Neutrophil B cell o Tecel w CAF
Luminal epithelial cell = Myoepithelial cell === Endothelial cell @ Red blood cell| Chemotherapy
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What can we do?

Al/TAM + OFS
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15-Year Update of tihe SOFT and TEXIT Tirdts

15-year Outcomes for Women with Premenopausal Hormone
Receptor-positive Early Breast Cancer in the SOFT and TEXT Trials
Assessing the Benefits from Adjuvant Exemestane (E)+ Ovarian
Function Suppression (OFS) or Tamoxifen (T)+OFS

Prudence A Francis MD

On behalf of the SOFT and TEXT Investigators and
and the International Breast Cancer Study Group

PA Francis, O Pagani, GF Fleming, BA Walley, M Colleoni, G Rubovszky, C Tondini, EM Ciruelos, HL Gomez,
HR Bonnefoi, HJ Burstein, C Chini, F Puglisi, S Spazzapan, A Bernardo, M Climent, M Bellet, T Ruhstaller, B Bermejo,
SK Chia, S Martino, CE Geyer Jr, MP Goetz, JN Ingle, V Stearns, NE Davidson, F Le Du, B Mdller, RE Coleman, S Loibl,
EP Winer, B Ruepp, S Loi, | Lang, AS Coates, RD Gelber, A Goldhirsch, MM Regan

Riunisne Anniale

GRUPPO
ITALIANO
MAMMELLA 2025 ASCO #ASCO25 PRESENTED BY: Frudence A Francis, MD
Preseniadion is peopsy of e srhor and ASCD. Fermesseon reguirsd Kl nease; oonlaol pemRaions s g

AMMUAL MEETIMG



OFS and llong Term Reduction of lnvasive BC Events

SOFT Overall Population
Breast Cancer-Free Interval, 15-year Median FU

100 4
15-yr BCFI
= 7] E+OFS 78.6% +6.5vsT
E T+OFS 75.7% +3.7wsT
E 50— T 72.1%
i
£ T+OFSvs T HR=0.82 (0.69-0.98) p=0.03
g E+OFSvs T HR=0.70 (0.58-0.84)
20 Pts Ewents HR vs T(35%C1) 15 y BOFE
T 1018 255 T2.1%
T+HOFS 1015 223 OB0E9-058) T57%
04 E+OFZ 1014 180 O70{0.58-084) THE%
a : 10 15 Breast cancer events continue over time
Years since randomization
At risk (censored)
T 018 TR2180) a1a208) 31TE1) d
5 101S 1) TA[1TE) 401 i n
e . i e | o 1/7 first DFS events non-breast 2
malignancies

Breast cancer events include: fnvasive local, regional, distant recurrence, nvasive contralmbera! breast concer
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SOFT: OFS!|improves@S\WaimlyimHHigh Risk Patients

No Chemotherapy, median age 46 Prior Chemotherapy, median age 40
100 — A —————— I 100
el ) - D T —
" 15-yr Overall Survival o i ——
_ E+OFS 95.0% +0.3vsT _
2 oo T+OFS 95.8% +1.1vsT £ 6o 15-yr Overall Survival
2 2
'; g 94.7% ® E+OFS 81.0% +4.3vsT
! = £ . T+OFS 77.1% +0.3 vs T
a Q. b § 76.8%
201 Pts Events HR vs T (95%CI) 15y OS: 20 Pts Events HR vs T (95%Cl) 15y OS:
T437 23 94.7% T423 90 76.8%
T+OFS 445 19 080(044-147) 958% T+OFS 423 88 095(0.71-127) 77.1%
2 E+OFS 447 21 089(049-162) 95.0% 0- E+OFS 411 71 0.80(0.59-1.09) 81.0%
0 5 10 15 0 5 10 15
Years since randomization Years since randomization
At risk (censored) At risk (censored)
T 437 410(25) 373(59) 225(194) T 423 306(24) 200(54) 174(161)
T+OFS 445 418(25) 382(55) 229(200) T+OFS 423 378(23) 308(55) 106(173)
E+OFS 447 414(28) 371(85) 231(197) E+OFS 41 365(21) 31149) 161(181)
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&UPro 5 - IR «nlv ﬂl\ﬂhnllnlnll :
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<35 y: OFS Yields Substantal Bengfit in Young Pafients

Breast Cancer-Free Interval Overall Survival
100 - 100
__ 80- 80 -
£
i g o
2
§ - 15-yr OS
; E+OFS 82.5% +14.4vsT
L o it g } = T+OFS 77.9% +9.8vsT
+ 4 +9.8 vs
£ E+OFS 69.6% +18.3vsT i
a . 0
201 Pts Events HR vs T (95%Cl) 15y BCFI: T+OFS 64.1% +12.8vsT 201 Pts Events HR vs T (95%Cl) 15y OS:
T76 31 51.3% T 51.3% T76 21 68.1%
T+OFS 79 26 073(043-123) 64.1% T+OFS 79 16 0.77(040-148) 77.9%
o E*OFS 86 22 050(029-086) 69.6% o E*OFS 86 14  054(028-106) 825%
0 5 10 15 0 5 10 15
Years since randomization Years since randomization
At risk (censored) At risk (censored)
i j 76 43(12) 32(10) 17(28) T 78 80(7) 47(12) 30(25)
T+OFS 70 53(8) 44(13) 20(34) T+OFS 70 068(5) 53(11) 25(38)
E+OFS 88 70(5) 57(14) 27(37) E+OFS 88 75(4) 83(11) 37(35)

93% in subgroup had prior chemotherapy
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extended ET

Can we do something
more?

Al/TAM + OFS
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Duratiom effendoernie:thierapyy

100
904
804
704

GIM4 study design

60

50
40

N
J
Disease-free survival (%)

30

Control arm

Postmenopausal at 3-2 yrs Letrozole o IO (55 (1065093 p-00064
randomization (up to 5 yrs of ET) o S
ER+ andlor PR+ \_ W, (number censored)

2-3-yearletrozale 1030 999 966 919 878 816 746 636 515 394 310 217 139 64 13 0
(0) (20) (37) (64) (94)  (140) (185) (270) (365) (462) (529) (595) (659) (711) (756) (767)
T1-3; NO-N+ L
’ p

erleerae 1?02)6 32%1) (9;7% (%f) (887951 (23; (zgi) (2;31 éé; (ﬁ;) (3531511 (ﬁi, (gg) (77456: (91980) (1024)
No sign of disease recurrence Extended arm
Tam for 2-3 yrs
y 5 yrs Letrozole o T
(up to 7-8 yrs of ET)
N=2056 . o
Recruitment in 69 centres in Italy (GIM group), 2005-2010

=)

o
~
o0
[r-3
=
o
o
s
[
[~
Y
s
[
'S
oy
o

Overall survival (%)
W
T

HR 0-77 (95% C1 0-60-0-08); p=0-036

o T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 3 g 10 11 12 13 14 15

Time since randomisation (years)
Number at risk

(number censored)
2-3-year letrozole 1030 1021 1006 991 968 933 895 863 810 738 656 533 389 211 61 2
©) 8) (17)  (26)  (40)  (65)  (B9) (111) (154) (213) (2B5) (388) (a52) (677) (B23) (881
S-yearletrozole 1026 1019 1006 988 965 941 916 868 823 755 682 568 416 231 60 3

(©) 6 1) @) 0 T e 140, (200) (G70)  (511) _(686) _
GRUPPO

ITALIANO

MAMMELLA

Del Mastro L et al. Lanc@ncol 2021;22(10):14587 ;LoiblS et alAnnOncol2024;35(2):1582



Trial Years of treatment

Pearls and pitfalls; of EET

Total Efficacy Adherence
duration Neurological

Cardiological

L5
1 3 4 15 DFS, HR (95% CI) DFS, HR (95% C1) . ) ; : ’ ;
ol { Extended endocrine therapy with tamoxifen Extended endocrine therapy with tamoxifen
After 5 years tamoxifen 1 Cerebrovascular events | Ischaemic heart events
aTTom 3 yeurs 075-0.90" 0.86-1.05" NR Extended endocrine therapy with aromatase inhibitor
Stage I-1ll 1 Cardiovascular diseases
10 years
ATLAS 5 years 075-0.90" Breast cancer 80%. Psytholﬂgical
Stage |-l mortality:
10 years 0.71-0.¢ N " N Ty
). el Extended endocrine therapy with aromatase inhibitor
NSABPB-14 5 years 7years DFS: 7years 05: NR T Depression
100% No tam=78% tam=91%
10 years placebo=82%, P=0.03 placebo=94%, P=0.07
MA.17 5 years 037 0.30" 80%
Stage I-1II (0.23-0.61) (0.47-0.53) it j
So%toss% No ® O 0 0 9 oy Nutritional Gynaecological
NSABPB-33 Syears  0.68,P=0.07 No difference NR Extended endocrine therapy with tamoxifen Extended endocrine therapy with tamoxifen
Stage I-1IIA N'=0.50 No deaths exe (16) 7 3
50% No ® ® 9 9 9 (0.30-0.86) vs placebo (13) T Obesity t Endometrial cancer

10 years 30-0.

1 Hot flashes
ABCSG-6a syears 062 0.89 NR Extended endocrine therapy with aromatase inhibitor

Stage I-1l (0.40-0.96) (0.59-1.34) Libid
65%-70% No o 9 8years 4 Libido
I Sexual health
After 2-6 years any ET 1 Hot flashes

GIM-4 6 years 078 0.77 5 years=63%

> 4
> Ao Ao 4
Stage I-1Il (0.65-0.93) (0.60-0.98) 2-3 years=80% .
“ssNo ® 9 9 9 9 8years e Articular
O
DATA > dite e byears, 086 093° Sysars=o/% Extended endocrine therapy with aromatase inhibitor
® 9 9

]
L

*

® 06 00 o
® 96 ¢ o
4 ¢ o
® ¢

]

Y
-
.
.
2y

Stage I-1II (0.72-1.01) (0.75-1.16) 3 years=79% N
=30% No < ® 9 9 gyears  CT=079(0.63-0.99) T Arthralgia

1 Joint pain
NSABP B-42 Any ET: 5 years 0.85 0.97 62.5%
Stage I-1ll 20% tam > ai (0.74-0.96) (0.82-1.15)
=60% No 70% 5 years ai . ’ ’ 10 years
AERAS Any ET: 5years 0.55 1389 78%
Stage I-IIIA 10% tam—>ai P=0.0004 P=0.665 Vascular Bones
=80% No '90% 5 years ai . " 10 years

Extended endocrine therapy with tamoxifen Extended endocrine therapy with aromatase inhibitor
IDEAL Any ET: 75years 092 104 5 years=60% + Thrombosis t
Stage I-1II 10% 5 years tam (0.74-1.16) (0.78-1.38) 2.5 years=78% . 'T OStEDpDrDSIS
=25% No 60% tam —>ai s % 4 10years 1t Pulmonary embolism 1 Risk of fractures
ABCSG-16 Any ET: 8 years 0.99 1.02 2 years=80%
Stage I-1II 50% 5 years tam (0.85-1.15) (0.83-1.25) 5 years=67%
=70% No 40% tam - ai , 10 years
SOLE6 Any ET Continuous 1.08 0.85 85%-90%
100% N+ (0.93-1.26) (0.68-1.06)

Intermittent
After 10 years ET

MAa7R /. /’ 5 , «. ; ’ 10years  0.66 0.97 5 years=62.5%
Stage I-1Il N > N N ’ (0.48-0.91) (0.73-1.28) placebo=623%
=45% No , », ,. ‘,/’ ® @ 15 years
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ET non-Adherence and non-Persistence in BC Survivorship

Systematic review: 10 studies measuring the efects of endocrine treatment non-adherence (patients not
taking treatment as prescribed) and non-persistence (patients stopping treatment prematurely) on survival

Adherence to therapy
patient's willingness to take the
prescribed medications
(Right TIMES - DOSAGES - FREQUENCY)
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Source HR (95% CI)
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)" 244 [1.89; 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]
Weaver (n=857)" 1.37 [0.67; 2.80)
Ejlersten (n=6259)°  1.45[1.14; 1.85)
Gao (n=699)" 1.39[1.07; 1.80)

Weaver (n=857)" 1.25[0.75; 2.08)

Fig.2 Event-free survival Forest plot for event-free survival, reporting the

breast cancer. n=number of patients in the study

Source HR (95% CI)

DeBrito (n=5681)"  1.67 [1.48; 1.88)
Font (n=2413)" 2.11[1.62; 2.75)
Hershman (n=8769)" 1.49 [1.23; 1.81]
Hsieh (n=30573)"  1.98[1.81:2.17]
Lao (n=9557)" 1.75[1.47; 2.09]
Makubate (n=4619)" 1.10 [0.94; 1.28]
Winn (n=9492)" 1.21[1.06; 1.38]
Ejlersten (n=6259)" 1.26[1.11; 1.43]
Gao (n=699)" 1.18[0.83; 186
Hershman (n=8769)" 1.26 [1.09; 1.46]
Hsieh (n=30573)"  2.18(1.99; 2.39]

—

05

———
_.._
——
+
-
—.—
— -
.-
-
+
. —
o
2

Persistence

hazard ratio (HR) for non-adherent {*) and non-persistent (#) patients with

-
N
-

continuity of adherence from the
beginning of treatment until the end

D (discontinuation)

—t -

——

-

r

05

1

2

Fig.3 Overall survival. Forest plot for overall survival, reporting the hazard ratio (HR) for non-adherent (*) and non-persistent (#) patients with breast

cancer. n=number of patients in the study

Eliasseret al, BMQCance2023




A new strategic approach for adj tx in &R+ (H=MDZeBC > | D:

AOral SEI?DS have shown evidence of superior efficacy over SOC in metastatic
settings

ATheir potential is now being explored in easlipge disease to enhance treatment
outcomes in adjuvant settings

A Current investigations focus on two strategies: upfédrdr a switch approachy’

Years 1 2 3 4 5 6 7 8 9 10

Current SOC ET for high-risk HR+/HER2- eBC

Upfront strategy

Oral SERD¢

Switch strategy

ET + CDK4/6i¢ Oral SERD

Rmm M The diagram is provided for illustrative purposes only. Therapy time frames may vary based on individual treatment plans. =1 = - o T
GRUPPO Patients may receive 2 or 3 years of COK4/6i depending on whether they are treated with abemaciclib or ibociclb, respectively. "Patients may receive up to 10 years adjuvant treatment, although 7-8 years are usually sufficient per current ESMO G 1 7S b
ITALIANO guidelines. “Patients may receive 5 or 7 years of oral SERD therapy depending on whether they are treated with giredestrant or camizestrant, respectively. “Patients may receive 2-5 years of adjuvant ET (+ CDK4/6i) = £ I m r @ x i e,
CDK4/6i, cydin-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; S0C, standard of cane. ! - L AL ¢
MAMMELLA 1. gidard FC, etal. J Ciin Oncol. 2022;40:3246-3256. 2. Jhaveri KL et al. N Engl J Med. Published online December 11, 2024. doi:10.1036/MEJMoa2410858. 3. ClinicalTrials.gov. NCT04961996. 4. ClinicalTrials.gov. NCTD5852557. GAMO B
| = - > -

5. ChnicalTriaks.gov. NCT05514054. 6. CinicalTnals.gov. NCT06482616. 7. CinicalTrials.gov. MCTOS774851.



Low estrogen receptoir expnession (1-9%)

< >
i F= 001
.E 14
S 127 . . .
o
LLi ® e
% 1{:_----%-------------- assssssssssssfsssasessasssseees T“IE 2. MC"ECU'EF ClESE le Bﬂlrderlinﬁ ER-Fositive Patients
- ;
T 5‘_‘ o . P=174 o IHC Molecular Subtypes by PAMSD
= ﬂ- ?ﬂ
= 8 o P=.023 IHC Lawval Mo, of Luminal  Lurninal HERZ
E * L. — . (%5] Patients A B Armplified  Basal  Mormal
= i . <001
s 6 o P= 226 < = > 0 183 2 1 51 11 18
< P P= 002 - 19 25 0 2 8 12 3
E‘ 4 4 N - 10 & 2 1 1 1 1
: ' ' = 10 251 120 61 38 16 16
0% 1-9% 10% = 10%
[m=183) {n =25) (n =8) {n=251) Abbreviations: ER, estrogen receptor; HERZ, hurman epidermal growth factor
receptor 2; [HC, immunohistochermistry; PAMSO, multigene test used to
Immunohistochemistry El‘ﬂup assign melscular class to individual breast cancers, '8
Bl 4 4 i AL : " o S Lala[a[a[a]

} ﬂﬂlxnulnrﬂlv i
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Impact of AET omission on OS in ERlow BC

1.0 —
\Adjuvant ET

No Adjuvant ET

- With median follow-up of 3 £ 08 29705 3yros
z = Al
years, 586 deaths observed g 5 W0 -
. & 06 & o S
- Omission of AET was <—§ . ~
associated with significantly £ 04 g S N N
worse OS compared to = - s i S
patients who started AET (HR 2 0246 s -

1.25, 95% CIl 1.05-1.48, o 1 2 3 a4
p=001) When adeStIng for 0.0 - Years Since Definitive Surgery
various factors* | | | |

0 1 2 3 4
"Adjusted for age, comorbidity score, race, ethnicity, year of Years Since Definitive Surgery
diagnosis, PR, HERZ2, clinical and pathologic staging Number at risk
Adjuvant ET 3768 2924 1634 418
No Adjuvant ET 2729 1776 871 204
2024 ASCO presenten Bv: Grace M. Choong, M.D. Mayo Clinic Rochester LN T, ASCO AshcAN sCCETV O
ANNUAL MEETING entation is property of the author and ASCO. Permission required for reuse; contact permissions@asco org @ Cancer Ceniter KNOWLEDGE CONQUERS CANCER
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extended ET chemotherapy

Can we do something
more?

Al/TAM + OFS
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Orpheus to infentheQDXRS fram HEE

a. Resection b Profiling C.  Digitization d.  Modeling
~r
= W=
& Scan histology lnlor recurrence
IHC score from slides
N \e! .’/ \'\
a g vi’l "
Early-stage HR+/HER2- Recurrence score Pathologist report Interpret tumor
breast cancer architecture
e, f
Slides =
- o 11, 59.6 million tiles
Reports val. ;8 250 ‘ '
test 7]
Patients
0 2500 5000 7500 0 5000 10000 15000
Tiles
pllinilpmm— nuciear
o O mterpre(anon
- 3 — anig
g |8 BT
. 3
U M
o,
A m.. o~
Overall T, Grad o D %
" Contined sora 7, grade Wil (mod, drser) [ overai]] g l[§>5°[0'm°l
— .
Esvogen Receplor [umor | §' - tensor fusion
Postive nuclear staining in 70% of tumor | grade = O
Progestercne Receptor i -
Pash Joar stai 20% of t ;
N ve nuciear staining n of tumor [E - _l
Negative (1+)
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BoehmKM et al. NatursComm2025

nature communications 8

Article ps://doi.org/10.1038/541467-025-5728:

Multimodal histopathologic models stratlfy
hormone receptor-positive early

breast cancer
Received: 19 August 2024 Kevin M. Boehm ®"2'8 Omar S. M. El Nahhas ® 348, Antonio Marra ®5578,

Michele wzme Justin Jseo , Lior Braunstein?, Nikol IausScIl uzm o8,
Accepted: 13 February 2025 Pier i H. nah Y. Wen®, Britta Walgal t®S, Evan D. Paul'®",
Published online: 02 March 2025 Pavol Cekan ®'°1, Ramona Erbe '3'2 Chimam.L, Loeffler®,

Elen Guerini-R 1314 Nicola Fusco'™ chlnra Frascarelli™*, Eltjona Mane™,
|#®]Check for updates o5 Sl via 5 paola Zagaml@s"“,

Curigliano ®%'4, Pedram i®7, Jorge S. R ilho®17.12,

Fresia Pareja ®°'°, Sarat Chandarlapaty ® ™ 210 , Sohrab P. Shah®'™® ' &
Jakob Nikolas Kather ®375*°

It is @ multimodal deep learning tool to infer the
ODX RS from H&E whole-slide images

Orpheus identifies TAILORX high-risk cases (RS >
25) with an area under the curve (AUC) of 0.89,
compared to a leading clinicopathologic nomogram
with 0.73.

Il n patients with RS O 25, Ol
of metastatic recurrence more accurately than the

RS itself (0.75 vs 0. 49 mean time- dependent
AUC).




Beyond RS: THe Adtttet Wdlue dfRSTlin

o o _ _ _ o _ e NEW ENGLAND
A RSCIlifr improves decisiommaking by integrating clinical risk ]OURNAL of MEDICINE
Clinical and Genomic Risk to Guide the Use of Adjuvant

A RSCIim is not always available in Europe due to access limitatior

. . . . . Therapy for Breast Cancer
A RSCA4All is a machine learning tool replica®&gliit outputs At i b e T
A Offers free, wekbased access to support therapeutic decisions

vcw drrm HL{JM FSRdd IF(_,qg mM ."-\MB kyDLIpme\«er
JGK;Ima JLB ngA dcwsng

2019: RS + Clinical risk for prognosis

Development and Validation of a Tool Integrating
the 21-Gene Recurrence Score and User Input
Clinical-Pathological Features to Individualize
Prognosis and Prediction of Chemotherapy 14 e s e 22
H - i tiation): 2
Beneflt In Early BreaSt cancer Oncotype DX Planned Horn::n:I Treatr;eni: Tamoxifen
Joseph A. Sparano, MD'; Michael R. Crager, PhD? Gong Tang, PhD?; Robert J. Gray, PhD% Salomon M. Stemmer, MD; and Breast Recurrence Score® Result )
Steven Shak, MD® Patient Age At Surgery: 46
Calculation Estimates

2021: RSCIlin™ for prognosis & prediction

When patient specific characteristics are added to the Oncotype DX Breast Recurrence Score result, the following risk estimate

provide additional information on your patient:
. |ndividua|izeq distant a Individualized absolut
We thOI recurrence ”“3"':;;2 7’6 (95% Cl: 6% - 9%) rr_j:hlevil'nsfhltj;p: benefit <1
Riunisne Anndale . N — ‘ =
GRUPPO .
G I M.TAL.ANO https://rsc4all.streamlit.app
MAMMELLA

Jacobs F et al, ESMO Open 2025 (in press)



RSCIm4All: ML for Accessible Risk IRrediction

A Developedon data from 3Europearcenters 290

patientswith HR+/HER2node-negative early BC
(20202022) :

A N A

A Inputs tumor size, grade, Ki67, BRIR RS (24gene)
A MatchesRSCIif in 97¢100% ofcasedor riskcategory Linear regression

v v

Logistic regression

v

ROC Curves v
PRECISE VALUE CATEGORY
1.0' l"l‘.. 7 @ I *

-l - ,/, I
. R 1
> s
0.8 1 ,’ v
’
© ,/’ Distant Chemotherapy Distant Che 'l
E R Reccurrence Risk yenefit Reccurrence Risk benefit
v 0.6 7
> ,
2 . l /\ /\
I} 7 v
£ e
Qé‘ 0.4 /’, % % IOW hlgh no yes
= L’ <10% >10% <3% >3%
’
’
0.2 ,z' = ROC curve of class 0 (area = 1.00)
' 7 ——— ROC curve of class 1 (area = 1.00)
7 = = micro-average ROC curve (area = 0.99)
,/’ = = macro-average ROC curve (area = 1.00)
i 0.0 T T T T
Riunisne Anndale 0.0 0.2 0.4 0.6 0.8 1.0

GRUPPO False Positive Rate
I M ITALIANO
MAMMELLA

Jacobs F et al, ESMO Open 2025 (in press)



RSCIm4All: external validation

A513 reaiworld HR+/HER2nodenegative early breast cancers (2@20
2024) from 3 Italian centers

ARSC4AIl maintained high accuracy: ROC=0.99

AConcordant upward reclassification associated with: high grade, high
Ki67, lowPgR larger tumor size.

Low (RSClin) - 507 (64.7%) No (RSC 498 (63.5%
No (RS) - 590 (75.3%)

High (RS) - 301 (38.4%) High (RSClin) - 277 (35.3%) Yes (RSClin) - 286 (36.5%
Yes (RS) - 194 (24.7%)

GRUPPO S Gl
ITALIANO Y 21"
MAMMELLA - ”

Jacobs F et al, ESMO Open 2025 (in press)

Low. (RS) - 483 (61.6%) S




ADAPT cycle tnall design

Clinical routine / Screening » Trial treatment ) Follow-up
N=5274 screened N=16§4 Rlbodcllb. 600 mg/d Endocrine therapy
randomized (2 years) atinvestigator's
Induction Biopsy (neo) Aromatase inhibitor choice
Diagnostic endocrine | surgery (ad)) . (+ GnRH in premenopausal)
biopsy  —» therapy  __  Endocrine — bears: Therapy setting (neoadjuvant vs adjuvant) decided by investigator.

Recommended neoadjuvant treatment duration: 6 months.

@Mdays) (KB ) g s g g8 Rcou Serke
c/pN, RS, ET response ks) at investigator's choice
Eligibility criteria

« Luminal-B-like early breast cancer
+ ¢/pNO-1 with additional risk factors MOAFT EMSTIHecEate fink Primary outcomes
« High clinical risk: (i) Grade 3 and/or ¥R S8 S RO e >1°:/° , « iDFS + dDFS
(i) Ki-67 o7 220% andior (jii) c/pN2- | * RS >258nd Ki-67p00e710%inclpNO-1 | g0 40 outcomes
3 and/or (iv) ¢/pT2-4c + RS =25 and Ki-67 et $10% in c/pN2-3
(iv) c/p . PR Nf‘;:fg G RERaE +0OS- Qo'L . treatment adherence
+ Recurrence Score® assessed with ¥rospecive of ET-responde slstin. sowed by e invesigeior's decision * pCR - clinical response rate
Oncotype DX® test SR et e « breast-conservation therapy rate

ADAPTeycle addresses the question whether CDK 4/6i + ET can replace CTx in intermediate to high-risk disease
stratified according to nodal burden, RS, and ET-response.

Reiunisr
GRUPPO
ITALIANO
MAMMELLA HarbeckN, ESM@reast2025




ADAPT cycle: results

pCR rates

pPCR rates PCR or near-pCR rates
* PCR defined as sl 257 0R 0.58 (95%C1 0.33, 1.00)

. =05
ypTO/is ypNO 15- OR 0.79 (95%Cl 0.38, 1.66) 20 d
3 p=.542 3 15.4%

* Near-pCR defined as ypT1a ypNO £ | g by

. 7.1% @ 104 _ 95%

« Median treatment duration: 2 - 5.7% 2
5.7 months (min: 0.7, max: 10.5) i

0- | 0- -

* 167 patients (90.8%) in the SoC n=316 n=184 n=316 n=182
T st received anthiacycine- Ribociclib SoC CTx Ribociclib  SoC CTx
containing regimens

Riunisne Anndale v A,m . B

mﬁﬂh ll[\ﬂ[lnuninl[ 8 i _Ldit=il
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MAVIMELLA HarbeckN, ESMreast2025



chemotherapy

extended ET

CDK4/6
inhibitors

Al/TAM + OFS

A

ek

E @ Hn'lnrﬂ\ lll\ﬂ[!nl Jni]"lll y
-

Can we do something
more?

L0 f" TN
Z 26 2 SETT;MBRE 2025
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monarchE study design

ITT population*
(includes both Cohort 1 and Cohort 2) On-study treatment period
N\ 2 years
( COHORT 1: 2
High-risk based on it
. 2 Abemaciclib
COHORT 1 clinical pathological features (150mg twice daily)
91% « 24 ALN OR + )
HR+. HER2 * 1-3 ALN and at least 1 of the Endocrine Therapy' Follow-up period
e Dol d B below: R1:1 Endocrine Therapy
ode-Positive, - . S
High-risk EBC - Grade 3 disease N = 5637 3-8 e ::t:ic;mcally
- Tumor size 25 cm
9 . Endocrine Therapy'
Cohort 2 Cohort2: | |
9%, High-risk based on Ki-67 Stratified for: 3
. . Primary Objective: IDFS !
“~ : L3ALN and K167 220%_ : m‘:\g‘;’:j’::"’s'ga‘;y | Secondary Objectives: IDFS in high Ki-67 E
SREI BN A * Region ! populations, DRFS, OS, safety, PK, PROs |

*Recruitment from July 2017 to August 2019.
tEndocrine therapy of physician’s choice [e.g., aromatase inhibitors, tamoxifen, GnRH agonist].

Riunisne Anniale
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NATALEE study design

* Adult patients with HR+/HER2- EBC Ribociclib
* Prior ET allowed up to 12 mo 400 mg/day Primary End Point
« Anatomical stage IIA2 3 weeks on/1 week off — iDFS using STEEP criteria
* NO with: for 3y
» Grade 2 and evidence of high risk: Secondarv End Points
- Ki-67 = 20% NSAI y .
+ Oncotype DX Breast Recurrence Score = 26 or Letrozole or - R_ecurren.ce'free survival )
« High risk via genomic risk profiling anastrozoles for 2 5y — Distant disease—free survival
« Grade 3 - lini N - OS
oL e = b
» Anatomical stage IIB2 P Womenp — Safety and tolerability
* NO or N1 - PK
» Anatomical stage Il
« NO, N1, N2 or N3 NSAI Exploratory End Points
I N = 5101b Letrozole or — Locoregional recurrence—free
S anastrozoled for 25y survival
ia“fm"?iz“:mt" s"al'ltiﬁcmm" + goserelin in men — Gene expression and alterations in
natomical stage: Il vs
Menopausal status: men and premenopausal women vs postmenopausal women and premenopausal tumor ctDNA/ctRNA samples

Receipt of prior (neo)adjuvant chemotherapy: yes vs no women
Geographic location: North America/Western Europe/Oceania vs rest of world

2 Enroliment of patients with stage Il disease was capped at 40%. ® 5101 patients were randomized from 10 Jan 2019 to 20 April 2021. © Open-label design. ¢Per investigator choice.

CT, chemotherapy; ctDNA/RNA, circulating tumor DNA/RNA; EBC, early breast cancer; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IDFS, invasive disease-free survival; N, node; NSAI, nonsteroidal aromatase inhibitor; OS, overall survival; PAMS50,
prediction analysis of microarray 50; PK, pharmacokinetics; PRO, patient reported outcome; R, randomized; STEEP, Standardized Definitions for Efficacy End Points in Adjuvant Breast Cancer Trials

1. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT03701334. Accessed April 6 2023. 2. Slamon DJ, etal. J Clin Oncol. 2019;37(15 suppl) [abstract TPS597].
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Invasive Disease-Free Survival at 3 years
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