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INTRODUZIONE
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RISCHIO DI RECIDIVA DOPO 5 ANNI DALLA DIAGNOSI

Effect of additive “T+N score” (range 1-6)
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PAZIENTI IN PRE-MENOPAUSA

Pazienti giovani con malattia luminal-like sono quelle a maggior rischio di recidive tardive

Loco-regional recurrence

Years 0-5 (on endocrine, 74,194 women) Years 5-20 (off endocrine, 62,923 women)

Events Women RR (95% Cl) Events Women RR (95% CI)
|
Analyses given TN status:
Age at diagnosis (years
g 9 y ) 3.16 (2.50-3.99)
<35 76 1585 —— —— 1.87 (1.30-2.70)
35-44 276 10344 - 1.57 (1.37-1.79) -+ 157 (1.35-1.82)
45-54 390 22568 - 0.92 (0.83-1.01) c f I t m .
55-64 471 25439 - 0.88 (0.80-0.97) 408 22337 0.90 (0.81-1.00) osa a re a e r I n e
65-74 220 14258 - 0.69 (0.59-0.80) 219 12392 - 0.90 (0.77-1.04)

dei 5 anni di terapia
Pistant recurrence ormonale adiuvante?

Analyses given TN status:

Age at diagnosis (years)

<35 338 1585 - 218 (1.96-2.43) 1.51 (1.26-1.83)
35-44 1288 10344 . 1.22 (1.15-1.29) - 1.00 (0.92-1.09)
45-54 2017 22568 . 0.88 (0.84-0.92) 1267 19326 = 0.86 (0.81-0.91)
55-64 2430 25439 ' 0.97 (0.93-1.02) 1736 22337 . 1.04 (0.99-1.09)
65-74 1267 14258 - 0.95 (0.89-1.01) 957 12392 - 1.12 (1.04-1.20)

Pan H et al, N Engl J Med 2017;377:1836-46.



TAM->TAM PER 5 ANNI (5 anni vs.
ATLAS

10 anni totali)

TAM 5 years Recurrence Breast cancer mortality
(6454 pts) 504 —®- Continue tamoxifen to 10 years .
TAM 5 years —B- Stop tamoxifen at 5 years
(12894 pts) 5-9 years: RR 0-90 (0-79-1.02) 5-9 years: RR 0-97 (0.79-1-18)
Placebo 5 years 40+ =10years: RR 0-75 (0-62-0-90) . iTIO yearsi RR 0-7& (0-58-0-88)
All : log-rank p=0-002 years: log-rank p=0-01
(6440 pts) years: log-rank p
30 .
Nodal status 251%
Node-negative 3360 (52%) 3354 (52%) 1832 (53%) 1845 (54%) 20 21:4% _
N1-3 1667 (26%) 1621 (25%) 938 (27%) 893 (26%) 14-5% 15.0%
N4 or more 968 (15%) 965 (15%) 536 (16%) 534 (16%) 12.29’:
Unknown 459 (7%) 500 (8%) 122 (4%) 146 (4%) 104 131% ] )
Tumour diameter -0%
1-20 mm 2462 (38%) 2463 (38%) 1660 (48%) 1620 (47%) 5:8%
21-50 mm 2749 (43%) 2727 (42%) 1309 (38%) 1328 (39%) 0 | : : : | :
550 mm 620 (10%) 628 (10%) 251 (7%) 252 (7%) 0 > 10 15 o > 10 15
(Diagnosis) (ATLAS (End of (10 years (Diagnosis) (ATLAS (End of (10 years
Unknown 623 (10%) 622 (10%) 208 (6%) 218 (6%) entry) treatment) since entry) entry) treatment) since entry)
Menopausal status at ATLAS entry (p=0-79) i
PREM ENOPAU SA=8% Premenopausal 64/326 (20%) 73/304 (24%) 72 342 — 0-81(0-15)
Postmenopausal or unknown  553/3102 (18%) 638/3114 (20%) -48-8 297-6 -.— 0-85 (0-05)

Davies C, Lancet. 2013;381(9869):805-816. d0i:10.1016/S0140-6736(12)61963-1




TAM—->TAM PER 5 ANNI (5 anni vs. 10 anni totali)

TAM 5 years
(1172 pts)

TAM 5 years

(583 pts)

Placebo 5 years
(569 pts)

Placebo, % Tamoxifen, %

Characteristic* (n = 569) (n = 583)
Age, y

=49 26 26

50-59 30 30

=60 44 44

Mean =+ standard deviation 56+9 56+ 10
Menopausal status

Premenopausal/perimenopausal 25 27

Unknown 1 <1
Type of surgery

Total mastectomy 56 56

Lumpectomy + XRTY 44 44
Clinical tumor size, cm

<2.0 65 68

2.1-4.0 33 28

=4.1 2 4

Mean =+ standard deviation 21+1.1 20+£1.2

NSABP B-14

Disease-Free Survival Relapse-Free Survival Survival
100 100
90 90
80 80
% 1 - - - %
70 ’ 70
|p=0.03  |P=0.13 | P =0.07 i
60 # Pts. # Events # Events # Deaths 60
| --Plac 569 ~ 106 || --24 | 1 --39 |
— Tam 583 137 — 47 — 57
50 e e S E—. — 50
Year0 t 2 3 4 5 6 7 0 1 2 3 4 5 6 7 0 1t 2 3 4 5 6 7
#at -- 569 531 491 229 531 491 229 554 529 257
risk — 583 527 472 209 527 472 209 560 528 239

NODE-NEGATIVE:
100%

PREMENOPAUSA
= 25%

<49 vyears (n=305) #events =50years (n=2847) #events

Relapse-Free

Survival ¢ 27 -_* 54
Disease-Free

Survival : 53 T 190

Survival 8 —e— 88

Fisher B et al., J Natl Cancer Inst. 2001;93(9):684-690. doi:10.1093/jnci/93.9.684



TAM~->1A PER 5 ANNI (5 anni vs. 10 anni totali)

National Cancer Institute of Canada (NCIC CTG) - MA17

IA 5 years
(2593 pts)

TAM 5 years

(5187 pts)
Placebo 5 years
(2594 pts)

Treatment 0.14 0.04
Letrozole 418 (48) 2163 (50)
Placebo 459 (52) 2126 (50)
Age at randomization (years)
<60 877 (100) 1271 (30) <0.001 0.99
60-70 0 (0) 1694 (40)
>70 0 (0) 1323 (31)
Missing 0 (0) 1(0)
Race
White 779 (89) 3925 (92) 0.005  0.002
Black 33 (4) 146 (3)
Other 54 (6) 150 (4)
Unknown 5(1) 39 (1)
Missing 6 (1 29 (1

Axillary lymph node status
Negative 369 (42) 2198 (51) <0.001  0.11

Positive 495 (56) 1863 (43)
Unknown 12 (1) 214 (5)

PREMENOPAUSA = 877 pazienti

DFS HR 0.26 (0.13-0.55); P=.0003
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418 314 88 0 0
2163 1589 453 6 0
459 348 84 1 0
2126 1524 434 7 0

Time from randomization (months)

# At Rlski_ etrozole Pre—menopausal?

# At isk(Letrozole Post-menopausa )
h acebo Pre-menopausa ?

# At Rlsk( acebo Post-menopausal)

— Letrozole Pre-meno aus : %06’9 -menopa
— Flace re-meno, usa : osi-meno ausa

Goss PE et al., Ann Oncol. 2013;24(2):355-361. doi:10.1093/annonc/mds330



RUOLO DELLA SOPPRESSIONE OVARICA DOPO 5 ANNI DI OT

SOFT Trial = 5 anni soppressione ovarica

Non ci sono evidenze a sostegho
/ SOFT Study \ _ N

e TamoxienxSyears | 1016 s della soppressione ovarica

- Pre-menopausal; ~ 4
- <12 weeks after surgery f h e °

and :: chemo; ’ > Tamoxifen+ OFS x 5years | 1015 pts O It re I 5 a n n I
- ER+or PR+ 210% cells \ J
OR - ~
- Zr:-menc;lpau;al; h S;rgtiﬂgfjr for Exemestane + OFS x 5years | 1014 pts
- =8 months after chemo; -Prior L - -

k ER+ or PR+ 2 10% cells / N status Ovarian Function Suppression: ’ Orl g ina [ Stu dy
“Type of OFS 1) Triptorelin 3.75 mg i.m. q 28 days (80.7%) @ CrossMark

2) Bilateral cophorectomy

#) Bleteralovarn iradator Extended Therapy With Letrozole and Ovarian
Suppression in Premenopausal Patients With

ASTRRA Trial = 2 anni soppressione ovarica )
PP Breast Cancer After Tamoxifen

StUdy DeS]gn Kathryn ]J. Rudcly,1 Stephen D. DeSantis,” William Barry,3 Hao Guo,’

sl bo sl Caroline C. Bloc:k,4 Virginia Borges,5 Eric P. Winer,”> Ann H. Partridge2

within 3 months after last cycle of chemotherapy

Chemotherapy induced amenorrhea: Oral tamoxifen Premeno pause (FSH levels < 30mIU/ml)
Evaluation of ovarian function every 6 months for 2 years
1:1 randomization

GbR P = Studio di fase Il - chiusura anticipata dopo aver incluso

Menopause for 2 years (FSH levels < 30mIU/ml or

Permanent menopause group menstruation history within 6 months) Solo 16/50 pa Zienti per 3'5 an ni

Group B
Tamoxifen only

H1: T+OFS (C+E) is better than T alone (B+D)
Randomization stratified according to LN status and institutions.

Francis PA et al, N Engl J Med 2015;372:436-46 & N EnglJ Med 2018;379(2):122-37. Kim HA et al, J Clin Oncol 2020;38(5):434-43. Ruddy KJ et al, Clin Breast Cancer 2014;14(6):413-6



EXTENDED ET IN PAZIENTI IN PRE-MENOPAUSA

Premenopausal at diagnosis

Risk assessment*

Low risk < > High Risk
(no chemotherapy) (chemotherapy
recommended)**

OFS +
Tamoxifen for 5 years

Tamoxifen OFS +
for 5 years

Al for 5 years

{> Consider Extended ET' <}

Patient has become Patient
postmenopausal still Premenopausal

Tamoxifen for 5 years L Tamoxifen x 5 years
(total 10 years of ET) (total 10 years ET)

Al for 5 years
(total 10 years of ET)

Vaz-Luis I., Am Soc Clin Oncol Educ Book. 2021;41:1-15. doi:10.1200/EDBK_320595
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TAM—->TAM PER 5 ANNI (5 anni vs. 10 anni totali)

STUDIO ATLAS

TAM 5 years
(6454 pts)

TAM 5 years
(12894 pts)

Placebo 5 years
(6440 pts)

Breast cancer recurrence

50 —®- Continue tamoxifen to 10 years

—m- Stop tamoxifen at 5 years

5-9 years: RR 0-90 (0-79-1-02)
40—~ =10 years: RR 0-75 (0-62-0-90)

All years: log-rank p=0-002
30+

25-1%
204 21-4%
14-5%
10 131%
0 T T T
0 5 10 15
(Diagnosis) (ATLAS (End of (10 years
entry) treatment) since entry)

STUDIO aTTom

TAM 5 years
(3468 pts)

TAM 5 years
(6953 pts)

Placebo 5 years
(3485 pts)

% recurred

At risk:

aTTom: 10 vs 5 years of tamoxifen:
Recurrence by treatment ASCO 2013

580 vs 672 recurrences
RR=0.85 (95%CI 0.76-0.95) ———
p=0.003
32%
............. i
...... 2P = 0.003
1 2 3 4 5 6 7 8 9 10 1" 12 13 14 15

Years from Randomisation

conftinue 3468 3283 3113 2933 2754 2513 2210 1959 1576 1239 924 682 463 314 190 101
slop 3485 3305 3139 2928 2714 2453 2180 1908 1527 1143 843 618 429 275 164 87

Presented ASCO 2013

Davies C, Lancet. 2013;381(9869):805-816. doi:10.1016/S0140-6736(12)61963-1 |Richard G. Gray et al., ASCO 2013




TAM~->1A PER 5 ANNI (5 anni vs. 10 anni totali)

National Cancer Institute of Canada Clinical Trials Group (NCIC CTG) - MA17

IA 5 years
(2593 pts)

TAM 5 years

(5187 pts)
Placebo 5 years
(2594 pts)

Median follow-up

30 months 54 months
Letrozole n=2593 : Letrozole n=2,457 LET
Tamoxifen . .
N = 5,187 : :
Placebo n=2594 . n =804 PLAC
—_——) - []

5 years —
5 years \;\

v v
1998 2003 2005
Unblinding

: Letrozole n=1,579 PLAC-LET

Node-positive = 40%

100 f---=--==c_____
80 +
[ab]
(o]
o 60
[
[«b)
e
2 40 1 Adjusted hazard ratio between PLAC-LET and LET:
0.37; 95% ClI, 0.23 to 0.61; P <.0001
20 7 PLAC-LET
--PLAC
0 20.0 40.0 60.0 80.0 100
11 R —
it
80
[<b]
o
& 60
[
@
(&)
oS 404
o Adjusted hazard ratio between PLAC-LET and LET:
0.38; 95% Cl, 0.20 to 0.73; P=.0004
20
PLAC-LET
--PLAC
0 20.0 40.0 60.0 80.0 100

Time From Random Assignment (months)

5.3 years

DFS

2.0% vs. 4.9%
P <.0001

DDFS

1.0% vs. 2.4%
P =.0004

0S
0.61 (0.52 to 0.71)
P =.001

Goss PE. J Clin Oncol. 2008;26(12):1948-1955. doi:10.1200/JC0.2007.11.6798



TAM~->1A PER 5 ANNI (5 anni vs. 10 anni totali)
NSAPB B-33

Relapse-free survival

100 e e e — — 96%
IA 5 years . %
(783 pts) =
© 60J HR=044 P=0.004
TAM 5 years > 94% v 96%
(1590 pts) t oV 0
40
Placebo 5 years 5 HR 0.44, P=.004
L
(779 ptS) 20 - Group N Events
Placebo 779 37
= = Exemestane 783 17
0 1 2 3 4 5
” Time After Randomization (years)
(o]
Exemestane Placebo All Patients Subgroup (no. patients) . HR  p-value
Characteristic (n=799) (n =799 (N=1,598) <60 years (n=777) S 053 Pe .06
Age years 260 years {n = 785) —a— 080 P=.43
< 60 49 51 50 <2cm (n = 955) ._._:_. 079 P=.40
= 60 51 49 50 >2cm (n = 558) — " 0.49 P=.04
Tumor size, cm ER +\and PR + (n = 1266) — 070 P=.15
0-2 61 61 61 ER + or PR + (n = 248) —_— 0.52 P=.17 DFS EVENTS
> 2 38 38 38 Node-negative (n = 807) - 113 P=.74
Unknown 1 1 1 Node-positive (n = 755) —— . 050 P=.01
No. of positive nodes Prior adj. chemo (n = 863) —— 058 P=.05
0 52 52 52 No. prior adj. chemo (n = 699) I—I-:—i 090 P=.43
1-3 33 33 33 00 05 10 15 20
HR
o L 1 15 Exemestane better Placebo better

Mamounas EP et al., J Clin Oncol. 2008;26(12):1965-1971. doi:10.1200/JC0.2007.14.0228



TAM e/o IA-21A (5 anni vs. 10 anni totali)
NSABP-B42

1.0
5 years Al A
(1983 ptS) 08 DFS
©
>
2 061 0,
Al 5 years 5 years Placebo : +3.3%
(1983 pts) g HR 0.85
% Treatment P=0'01
E Placeb
Placebo group Letrozole group o2 _— Le?rcoezoole
(n=1983) (n=1983)
0.0 r r r ' . r T
Age at randomisation, years 0 2 4 6 8 10 12
Years after random assignment
<60 675 (34:0%) 685 (34:5%)
60 1308 (66-0%) 1298 (65-5%) B 101
Race 0.8 —
White 1840 (92-8%) 1848 (93-2%) OS
Black 81(4-1%) 70 (3:5%) % 06 1 -0.1%
Asian 39 (2:0%) 39 (2-0%) § 04 HR 0.97
Other or unknown 23 (12%) 26 (13%) P=0.74
Pathological node status 0.2 A Treatment
Placebo
Negative 1134 (57-2%) 1145 (57-7%) — — Letrozole
Positive 849 (42:8%) 838 (42:3%) o0 0 2 4 6 8 1I0 12
Years after random assignment

Mamounas EP, J Natl Cancer Inst. 2023;115(11):1302-1309.



TAM~->1A (5/6 anni vs. 8/9 anni totali)
DATA Disease-free survival

- 100+
o
6 years Al T
y $ oo 69.2%
(827 pts) 5
TAM 2-3 years §  e0- )
(1912 ' ) "":: —— B-year anastrozole 66.0/)
RS % — 3-year anastrozole
© i
3 years Ay 3 407 iazard ratio: 0-86 (95% C1 0-72-1-01; p=0-073)
833 o
( ptS) 8 204
a
©
2
Characteristic® 6-year anastrozole 3-year anastrozole 0+ : : : : : | | | | | |
(N = 827) (N = 833) 0 1 2 3 4 5 6 7 8 9 10
Median age - years (IQR) 57 (51-64) 57 (51-64)
Age at randomisation - no. (%)
<60 years 483 (58) 488 (59) In popolazione ER+ e PgR+
>60 years 344 (42) 345 (41)
Pathological tumour status - no. (%) < 100+
T1 376 (45) 383 (46) = 0
™ 392 (47) 382 (46) T g 70.8%
T34 58 (7) 67 8) g
Unknown 1 (<1) 1(<1) g 60
Pathological nodal status - no. (%) ..g —— B-year anastrozole 64-4%
Negative 266 (32) 282 (34) 2 —— 3-year anastrozole
© i
Positive 561 (68) 551 (66) o 40 Hazard ratio: 0-77 (95% Cl 0-63-0-93)
5 o
Gl 139 (17) 158 (19) g 204
@ 130 (52 415 (50) s
&3 229 (28) 238 (29) < 0
Unknown 29 (4) 2) 0 1 2 3 4 5 6 7 8 9 10

Tjan-Heijnen VCG,. EClinicalMedicine. 2023;58:101901. Published 2023 Mar 20. doi:10.1016/j.eclinm.2023.101901



TAM=->I1A (5 anni vs. 7/8 anni totali)
GIM 4

Disease-free survival

5 years Al
(1026 pts) 1007
TAM 2-3 years >
80
(2056 pts) £ 20l
2-3 years Al $ 6o
@ 50
(1030 pts) i +5% DFS
2-3-year letrozole 5-year letrozole 20-] —— 5-year letrozole (extended)
group (n=1030) group (n=1026) —— 2-3-year letrozole (control)
10+ HR 078 (95% Cl 0-65-0-93); p=0-0064
Age, years 60 (54-67) 61 (54-68) o : [ | | : : : : | I I ] | | :
Tumour size 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
pT1 704 (68-3%) 703 (68-5%)
pT2 261 (25-3%) 252 (24-6%)
PT3-4 34(33%) 43(42%) Overall survival
Unknown 31(3-0%) 28 (2-7%)
Type of breast surgery 100
Breast-conserving surgery 777 (75-4%) 772 (75:2%) 90+
Mastectomy 232 (22:5%) 246 (24-0%) 80 ‘N
Unknown 15 (1-5%) 8 (0-8%) 70
Nodal status iﬁ’ 60
pNoO 581 (56-4%) 568 (55:4%) : o o
pN1-2-3 411 (39-9%) 428 (417%) ?; 401 +4A) OS
Unknown 38 (3-7%) 30 (2-9%) 3 304
Tumour grade 20
G1 156 (15-1%) 161 (15-7%)
G2 564 (54-8%) 589 (57-4%) 109 HR 077 (95% C1 0-60-0-98); p=0-036
G 221 215%) 213 20.8%) S S S S S 2 S S A

Del Mastro L. et al., Lancet Oncol. 2021;22(10):1458-1467. doi:10.1016/S1470-2045(21)00352-1



TAM e/o IA21A (7/8 anni vs. 10 anni totali)

ABCSG-16

TAM 2-3 Al 3-2
years years

TAM 4-6 years

Al 5 years

Disease-free survival

5 years Al
(1605 pts)

2 years Al
(1603 pts)

100+
! 5 Yr of anastrozole
90— i
]
X 801 :
= 1
—_ _ i 2 Yr of anastrozole
g 70 ! Node
E 60_ : -t-
? 504 E positive:
o
E 404 ! = 30%
] 1
§ 30- E
A 20 ! Hazard ratio, 0.99 (95% Cl, 0.85-1.15)
104 | P=0.90 by log-rank test
1
1
0 | i I I | | | I I |
0 1 2 3 4 5 6 7 8 9 10

IDEAL

TAM 2-3 Al 3-2
5 years Al
years years (670 pts)

TAM 4-6 years

Al 5 years (669 pts)

Disease-free survival

100
< 80
Node 2
- 2 60
positive: :
) £
> 50% T 40
g
2 20
P=.49
0
0 2 4 6 8 10

Gnant M, N Engl J Med. 2021;385(5):395-405. | Blok EJ et al., J Natl Cancer Inst. 2018;110(1):10.1093/jnci/djx134.



QUALE DURATA DI EXTENDED THERAPY?

Adjuvant ET

Total ET Prior to Random No. of Follow-up, iDFS 0s
Duration Trial Population Assignment Treatment Patients  months (95% Cl) (95% CI) Adherence
10 yearsor ~ ATTOM™® Pre- and 5 years of TAM 5 years of 6,953 108 > 10-year RR, 0.7 > 10-year RR 0.86; lINA
more Vvs. postmenopausal, TAM vs. 0.66-0.86 0.75-0.97
5 years stage I-lll, known observation
ER+ 39%
ATLAS!! Pre- and 5 years of TAM 5 years of 6,846 ~ 120 > 10-year RR, 0.7 BCSS
postmenopausal, TAM vs. 0.62-0.90 > 10-year RR,
stage -1l observation 0.71; 0.58-0.88
MA-17'2 Postmenopausal, 5 years of TAM 5 years of 5,187 30 0.58; 0.82; 0.57-1.19;
stage |-l LET vs. 0.45-0.76
placebo
NSAPB B-33'2 Postmenopausal, 5 years of TAM 5 years of 1,598 30 0.68; p = .07; N+,
stage I-III1A EXE vs. 0.50; 0.30-0.86
observation
NSAPB B-42'* Postmenopausal, 5 years of ET 5 years of 3,923 82.8 0.85; 0.73-0.999;
stage -IIIA (Als or TAM + Als) LET vs. p =.048 0.92-1.44
placebo
AERAS!® Postmenopausal, 5 years of ET (ANA 5 years of ANA 1,697 58.8 0.548; p = .0004 1.389; p = .665 78%
stage -l or TAM + ANA) vs. observation
MA-17R’ Postmenopausal 4.5-6 years of 5 years of 1,918 75.6 0.66; 0.97; 62.5%
women, stage [-llI Als and prior TAM, LET vs. 0.48-0.91 0.73-1.28
any duration placebo
7-8 years vs. DATAY Postmenopausal, 2-3 years of TAM 6 years of ANA 1,860 49.2 0.79; 0.91; 67.2%,
5 years stage -1l vs. 3 years of 0.62-1.02* 0.65-1.29* 6 years;
ANA 78.6%,
3 years
GIM-418 Postmenopausal, 2-3 years of TAM 2-3 years of 2,056 140.4 0.78; 63%, D years;
stage |-l LET vs. 0.65-0.93 80%, 2-3
5 years of LET years
7.5 years vs. IDEAL'® Postmenopausal, 5 years of any ET 2.5 years of 1,824 79.2 0.92; 1.04; 59.9%, 5
10 years stage |-l LET vs. 0.74-1.16 0.78-1.38 years; 78%,
5 years of LET 2.5 years
ABCSG 16'° Postmenopausal, 4-6 years of 2 years of 3,484 118.0 0.99; 1.02; 80%, 2 years;
stage |-l ET (Als, TAM, or ANA vs. 0.85-1.15** 0.83-1.25** 67%,
TAM + Als 5 years of ANA 5 years

DURATA:
10 anni > 5 anni
7/8 anni > 5 anni
10 anni = 7/8 anni

7-8 anni di durata
ottimale nelle pazienti a
rischio
Intemedio/alto

Vaz-Luis I,. Am Soc Clin Oncol Educ Book. 2021;41:1-15. doi:10.1200/EDBK_320595
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PREDIRE RISCHIO DI RECIDIVA DOPO 5 ANNI

CTS'S 100 1 © 5- to 10-year DR risk (95% Cl), % No. of DR
L . . e S 2.5 (1.810 3.4) 40
Prevedere il rischio di recidiva a 10 anni nelle " 56271040} 64
pazienti senza recidiva nei primi 5 anni 6.9 (5.6 to 8.5) 108
7.7 (6.3 10 9.5) 95
90 -
Donne in post-menopausa =
o Ll o o m
Rischio basso (<5%) - intermedio - alto (>10%) @
L
oc
a 80 - 17.3 (14.8 to 20.1) 198
20.3 (17.2 to 24.0) 195
Low
Tumour size (mm) Intermediate
High
70 -
Tumour Grade | Grade 1 v 5 6 7 8 9 10
Follow-Up Time Since Random Assignment (years)
Patient age (years) ATAC
Low 1,989 1,779 1,698 1,607 1,472 784
. Intermediate 1,484 1,269 1,194 1,084 969 b22
Number of nodes involved High 1,262 1,004 912 796 686 327
BIG 1-98
Low 2,861 2,779 2,438 1,601 867 442
Intermediate 2,136 2,056 1,829 1,231 724 385

Dowsett M, J Clin Oncol. 2018;36(19):1941-1948. doi:10.1200/JC0.2017.76.4258



TEST GENOMICI

RUOLO DEI TEST GENOMICI NELLA PREDIZIONE DELLE RECIDIVE TARDIVE

Oncotype DX Prosigna (PAM50) EndoPredict MammaPrint Breast Cancer Index (BCl)

2- tio (H/1) &
21-gene recurrence score 50-gene assay 12-gene assay 70-gene assay e T () )
Type of assay molecular grade index

Centralized Decentralized Decentralized Centralized

Decentralized
Tissue sample FFPE FFPE FFPE Fresh frozen or FFPE FFPE
DNA microarray & qRT-
PCR

Low. intermediate & Dichotomous: Dichotomous:
Results presentation ’ Continuous variable Continuous variable

high-risk groups Low & high-risk groups ~ Good & poor prognosis

Technique gRT-PCR gRT-PCR gRT-PCR gRT-PCR

TransATTOM (n=583)

COCIREIEERLIREIEE TransATAC trial (n=785  TransATAC(n=785pts)  ABCSG-6and ABCSG-8 CSCia e MA-17 (n=249 pts)
late recurrence pts) ABCSG-8 (n=1,246 pts) trials (n=1,702 pts) IDEAL (n=454 pts)

NSABP-B42 (n=2,179 pts)

Early relapses Early & late relapses
v P Early & late relapses Early & late relapses Early relapses v P

SUGCELEERITEHELRS RS predictive and Prognostic Predictive and prognostic

Prognostic for pNO and Prognostic for pNO and Prognostic for pNO and

N for pNO and pN1 (1-3
I [PORIE) (L pN1 (1-3 positive nodes) pN1 (1-3 positive nodes) pN1 (1-3 positive nodes)

of benefit of extended
positive nodes) —.
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Recurrence (%)

TAM 4-6 years

50

30

10

Al 5 years

1

Overall, Unselected (N = 908)

o 7.5 years
=10 years

Absolute benefit: 4.9%
HR: 0.69 (0.47-1.03)

P=0.070
T T T T 1
2 4 6 8

Years since randomization

10

IDEAL
< 80
©
2
5 years Al = o
(454 pts) 2
o
& 40
8
2.5 years Al 5 L,
(454 pts)
P=.49
0
0 2 4 6 8 10
Overall, BCI (H/l)-Low (N = 479) Overall, BCI (HN)-High (N = 429)
- I O o
w w
7.5 years 7.5 years
Q - e 10 years = = 10 years
£ 3
g 3 2 S -
E Absolute benefit: 0.5% é Absolute benefit: 9.8%
3 & 1 HR 0.95(0.58-1.56) 3 <4  HR: 042 (0.21-0.84)
& P=0.835 2 P=0.011
2 - 2 -
—_r T T T T 1 - - T T
0 2 4 6 8 10 0 2 4 6 8 10

Years since randomization

Noordhoek I,. Clin Cancer Res

Years since randomization

. 2021;27(1):311-319. doi:10.1158/1078-0432.CCR-20-2737



BREAST CANCER INDEX
NSABP-B42

A All patients B BCI (H/l)~Low C BCI (H/I)-High
o o o
37 ! ST |04 >4 ST !
| 04 years >4 years 1 years years 1 O—4years >4 years
N HR: | 0.86(0.51-1.43) 047 (0.28-0.81) N HR: | 0.47 (0.19-1.17) 0.68(0.33-1.39) ] HR: | 1.21(0.83-2.32)  0.29 (0.12-0.69)
& - Absolute benefit: | 0.4% 1.7% & 4 Absolute benefit: 1 1.1% 0.4% &4 Absolute benefit: -0.4% 3.6%
2’ 178 e ° P: | 0.55 <0.01 e P 0.10 0.29 < P 0.56 <0.01
x ] ! i ! 7 : OVERALL
O o | == Placebo : o | = Placebo | o] e Placebo |
PAZ I E N T I = === Letrozole = e Letrozole o e Letrozole 1
— ] - 1 - )
]
b= ﬁ_ﬁ o _____i,_.‘"‘:_JF-_'_E - —a_{_’_,;ga"'__aj“
S - i < - i S - i
i | | 1 | | | e | | 1 | | | e 1 1 | | I I
A NO NO, BCI (H/1)-Low NO, BCI (H/l)-High
o o o
o) — o - o -
= ' 0-4years >4 years o ! 0-4 years >4 years =} ! 04 years >4 years
] ]
- HR: | 1.29(0.51-3.26) 0.75(0.31-1.78) - HR: , 0.28(0.03-2.48) 1.05(0.35-3.14) - HR: |, 2.03(0.62-66) 0.32(0.06-1.7)
< Absolute benefit: : —0.3% 0.1% < Absolute benefit: : 0.7% -1.0% S Absolute benefit: : -1.5% 1.8%
= o] P: , 0.60 0.51 s 7] P: 0.22 0.93 o] P: 0.23 0.16
S ! - ! - ! NODE
DD: Placebo ' Placebo | Pl b !
o -— | o — | o e Placebo
S = Letrozole : S === Letrozole ! S === Letrozole | N EGATIVE
— ] — ] — ]
[} 1
g — —_— g —— — g é—,:.'_—-—"_'_':: s d
S - e S ¥ S ;
it | I | 1 | | o | | | 1 | | it | | | I | |
B N+ N+, BCI (H/1)-Low N+, BCI (H/1)-High
o o [=]
@ - @ - " @ - ;
e y O0-4years >4 years e ,  0-4years >4 years e , O-4years >4 years
- HR: 1071(0.38-1.33) 0.37(0.19-073) - HR: : 0.54 (0.20-1.49) 0.49 (0.19-1.28) - HR: 1 0.94(042-2.09) 0.28(0.10-0.77)
L
&  Absolute benefit: 1.6% 4.6% 8 Absolute benefit: | 2.4% 3.5% Q|  Absolute benefit: 0.5% 5.6%
s °© P 0.29 <0.01 = P: : 0.23 0.14 S P: 0.87 <0.01
< ! !
- . X -
x | | e Placebo | N O D E
0 o e Placebo : o e Placebo \ o !
o === | etrozole | =] === | etrozole (<] Letrozole : P O S IT I V E
]
. | ! - !
o ! o ! o 1
S S i S 4 i
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Mamounas EP,. Clin Cancer Res. Published online February 20, 2024. doi:10.1158/1078-0432.CCR-23-1977



ADERENZA ALLA TERAPIA ENDOCRINA ADIUVANTE E OUTCOMES

Strata -+ Completion - Early cessation

To 5 years
endocrine therapy

Endocrine therapy

)
initiation ; ' _ oo
1.5-year induction i E;glzzgg 1 >
Surgery date Recurrence | : % 90% 1
[} Qo
1 [
Endocrine therapy H Last : s
initiation ! prescription date I © 80%
! S io 2: 2
1.5-year induction A-yearRx . 1-yearRx x ! Ilncluded E
H i adherent g 70% -
Surgery date . Recurrence | L
! b
Endogri_qe t_herapy 1 Last ! 3 o,
initiation E prescription date : Scenario 3: § 60% 1
I— X Included a
1.5-year induction 1-year Rx H | cary - 509
Surgery date i I cessation %
_ ; [ 0 1 2 3 4 5 6 7 8 9
E"d"‘i::i’t‘i:t'ig:mpy ; : Time from breast cancer surgery (years)
: Scenario 4: Number at risk
1.5-year induction 1 1-year Rx Included
H adherent £ 3,589 3,533 3,454 3,370 3,307 3,231 2,938 2,726 2,466 1,970
Surgery date ! £
L Y J 2} 1,011 1,011 971 908 839 709 579 522 457 379
Yearly exposure updating 0 1 2 3 4 5 6 4 8 9
Time from breast cancer surgery (years)
A 100 B 1.00
= =
= S
2 075 T 0.75
=
=
'-'c- L
c
= S
2 0.501 S 050
= =
- -
= ®
= === Continuation 80.7% 9 = Adherence 81.7%
= 0.25 w Discontinuation 73.6% ‘; 0.25 == Non-Adherence 77.8%
> .
03) Logrank, P < 0.0001 s Logrank, P < 0.0001
W
0.00{ ‘ : ‘ , ! 0.00
0 2 4 B 8 10 0 2 4 6 8 10

YEARS

Collin LJ et al., Clin Cancer Res. 2021;27(5):1421-1428. | Hershman DL,. Breast Cancer Res Treat. 2011;126(2):529-537.
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CONCLUSIONI

La durata della terapia endocrina si basa soprattutto su rapporto rischi/benefici per ogni paziente.

Premenopausa:

* Pazienti a basso rischio: Tam 5 anni.

* Pazienti a rischio intermedio/alto: OFS + Tam o IA per primi 5 anni e successivamente Tam/IA.
* Non ci sono dati sulla prosecuzione di OFS oltre il 5° anno.

Postmenopausa:.

* Pazienti a basso rischio: Tam e/o Al per primi 5 anni.

* Pazienti a rischio intermedio/alto: 7/8 anni standard per la maggior parte delle pazienti.

 Pazienti a rischio molto alto: considerare 10 anni totali, se terapia tollerata, rapporto rischi/benefici.

Ruolo emergente dei test genomici per la previsione del rischio di recidive tardive.

La migliore terapia endocrina adiuvante e quella che la paziente riesce a tollerare meglio.



CONCLUSIONI

/ ALOTAZONE
AL
ONCOLOGA
4 VEDICA

ALGORITMO 8: CARCINOMA MAMMARIO INFILTRANTE
NON METASTATICO OPERATO ER E/O PgR POSITIVO:
TERAPIA ENDOCRINA ADIUVANTE

[ Basso rischio]-»

Tam per 5 anni'”?

Pre-menopausa
15 <

A

| Alto rischio |—>

Carcinoma mammario
infiltrante non
metastatico operato:

ER e/o PgR positivi

l

Post-menopausa|
(85.2.2) | -

Tam + soppressione ovarica
per 5 anni' 0
exemestane + soppressione ovarica
per 5 anni

In pazienti pN+ ad alto rischio
di recidiva considerare abemaciclib
per 2 anni in associazione
a terapia endocrina’

Al per 5 anni o
Tam per 2-3 anni=> Al per 3-2 anni

In pazienti pN+ ad alto rischio
di recidiva considerare abemaciclib
per 2 anni in associazione
a terapia endocrina’

Loibl S., et al. Ann Oncol 2024; https://doi.org/10.1016/j.annonc.2023.11.016 | Linee Guida AIOM — Carcinoma mammario in stadio precoce, 2024
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OFS in
premenopau
sal women

ET ET

Stage type years

TlabNO TAM (or Al) 5 No

Consider for

T1lc NO TAM or Al high-risk

orif Al

Consider
(Yes if Al)

TAM or Al Yes
Al Yes

TAM or Al

Bisphosphonates
(postmenopausal
or OFS)

No

No
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