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IS MORE ALWAYS BETTER?
AGENDA

* CHIRURGIA

* RADIOTERAPIA
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CHIRURGIA SINODAR-ONE: SENTINEL VS AXILLARY NODE DISSECTION

Eligibility
Age = 40 and = 75 years

Invasive BC (cytology/core biopsy assessment)

Unilateral lesion

Tumor size = 5 ecm (cT1-2) (ultrasound/mammography assessment)

Clinically negative axillary nodes (INO) (ulirasound assessment)
No more than two SLINs proven metastatic

Intention-To-Treat population (n = 879)

Y
| Arm A: Standard treatment (n = 439)

i =l

Per-Protocol population (n = 822)

l

’ Arm A: Standard treatment (n = 403) ’

(a)
Recurrence free survival (intention-to-treat population)
10
0
[} . t —
5 yrs RFS: p=0.511
os| S 3,3%
E6.9%
0.4
o2 Axill treat t
= - i reatmen
(histological assessment) —d i
oo — Experimental surgery
o 12 24 36 4% [ 72
Months
Patients at risk V] 1 wyear | 2 years | 3 years | 4 years | 5 wears
Standard surgery 439 374 286 189 105 26
Experimental surgery | 440 400 300 194 a8 26
y (b)
Am B: Experimental treatment (n = 440) o 1
p=0.936
[}
5 yrs OS
"1 S98,8%
os| £98,9%
’ o2 Axillary treatment
v ~Standard surgery
— T Experimental surgery
0.0
‘ Arm B: Experimental treatment (n = 419)
o 12 24 36 48 [ 72
Months

Tinterri C, et al, Ann Surg Onc 2022; BJS 2023
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CHIRURGIA OMITTING AXILLARY DISSECTION IN SENTINEL-NODE METASTASES

2766 Patients underwent randomization

|
T1-T2-T3

1382 Were assigned to undergo
sentinel-node biopsy only

1384 Were assigned to undergo completion
axillary-lymph-node dissection

21 days

11 Withdrew consent within

21 days

131 Withdrew consent within

1371 Were included in the modified
intention-to-treat population

1253 Were included in the modified
intention-to-treat population

criteria

biopsy

32 Had violation of inclusion

3 Were excluded within 21 days
1 Did not undergo sentinel-node

36 Had violation of inclusion
criteria

7 Were excluded within 21 days
5 Did not undergo completion
axillary-lymph-node dissection

1335 Were included in the per-protocol
population

1205 Were included in the per-protocol
population

Proportion of Patients Alive and Free
from Recurrence

No. at Risk

Sentinel-node
biopsy only

Dissection

10 Sentinel-node biopsy only
0.9+
08 Completion axillary-lymph-node dissection
077 No.of  Recurrence-free
06 Events  Survival (95% Cl)
054 percent
Sentinel-Node 89 89.7(873-919)
0.4+ .
Biopsy Only
034 Dissection 91 887 (863-9L])
0.2 Hazard ratio for recurrence or death, 0.89
0Ll (95% C1, 0.66-1.19)
' P<0.001 for noninferiority
0.0 T T T T 1
0 12 pL 36 48 60
Months since Randomization
1335 1276 1069 832 577 307
1205 1159 1009 m 544 274

de Boniface J et al, NEJM 2024



CHIRURGIA INSEMA Trial: AXILLARY SURGERY IN BREAST CANCER cT1-2 cNO (Pts 5502)

5502 Women =18 yr of age with breast
cancer were assessed for eligibility

343 Withdrew

Y

157 Underwent mastectomy
118 Withdrew consent
73 Had other reasons

5154 Underwent randomization

5154 Were included in the

Population

[

40 Surgery-Omission Group
20 Surgery Group

o Surgery-cmission groug
20—

Surgery group

Mao. of Events/Total Mo.

99/962
A2E/3BOE

Percentage of Patients
H
1

Hazard ratio for invasive disease or death,

20— 091 [95% CI, 0.73—1_14)
10|
T T v v T T v v .
o 12 24 £ 48 &0 Tz 84 96 108
Months

No. at Risk
Surgery-omission group 982 a4z 918 877 23z 743 477 272 82 0
Surgery group 3896 3726 3582 3459 3286 2950 1842 1008 EFT) o

296 Were excluded from the
per-protacol population
252 Did not undergo post-
operative radiotherapy
38 Underwent axilla surgery

not according to randomi-
zation group

6 Had other reasons

B Owerall Survival in the Per-Protocol Population

4858 Were included in the

intention-to-ireat population per-protocol population
. ]
1030 Were assigned to the 4124 Were assigned to undergo 962 Were assigned to the 3896 Were assigned to undergo
SUrgery-omission group sentinel-lymph-node biopsy surgery-omission group sentinellymph-node biopsy

1 Surgery-omission group
w ¥ Surgery group
E 80
£
S 50
o Mo. of Deaths fTotal No.
gn o] Surgery-Omission Group 287962
E a0 Surgery Group 165,/3896
] Hazard ratio for death, 069 (959 CI,
= 20 0.46—1.02)
10
v v v v v T = v ]
o 1z 24 E1 48 &0 72 84 96 108
Months
MNo. at Risk
Surgery-amission groug a62 950 931 a0a &71 793 517 289 a8 o
Surgery group 3846 3768 3659 3554 3417 3110 1478 1098 360 a
C Invasive Disease—free Survival in the to-Treat Populati
100
50 Surgery-omission group
] -
E=] 80
E . Surgery group
s
- St MNo. of Events/Total No.
g Fr. Surgery-Omission Group 11201030
a0 Surgery Group 4614124
8 20 Hazard ratio for invasive disease or death,
&£ 0.95 {95% CI, 0.77—1.17}
o T T T T T T T T 1
4] 12 24 1 a8 50 72 84 as 108
Months
MNo. at Risk
Surgery-omission group 1030 Qa7 961 817 565 774 494 283 23 o
Surgery group 4124 3891 3732 3597 3409 3051 1907 1039 136 0

HUMANITAS

Reimer T et al, NEJM 2025
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CHIRURGIA EDITORIALS

Axillary Dissection — The Bell Tolls for Thee

................ axillary lymphnode dissection has fallen out of favor in many circumstances.
(de Boniface paper)

EDITORIALS

Sentinel-Lymph-Node Biopsy in Early-Stage
Breast Cancer — Is It Obsolete?

Patients with G 1 or 2, cT1 tumors are ideal candidates for this approach. If surgical pathological
examination reveals a larger T2 tumor, a high-grade tumor, or vascular invasion — factors that
increase the likelihood of nodal metastases— patients can then undergo sentinel-lymph-node
biopsy. This approach will avoid axillary surgery for the majority while minimizing
undertreatment. (Reimer Paper)

HUMANITAS McGuire KP, NEJM 2024 HU



CHIRURGIA

PROPOSAL
cT1, pT1, cNO (low risk) No sentinel lymphnode
cT2, cNo (high risk) Sentinel lymphnode, no axillary dissection
cT3-T4 cN +/- Biopsy, before neoadjuvant therapy

cT1-T4, cN +/- After neoadjuvant therapy: sentinel +/- dissection
(according to nodal status?)

HUMANITAS



Radiation therapy

comes from a machine comes from mplants

outside the bady placed inside the body
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A

Local Recurrence

RADIOTERAPIA: LUMINA STUDY: NO RT AFTER BREAST-CONSERVING SURGEP:
B Contralateral = \ o‘ 6“6

MINAL A, BC

9

Characteristics of the Patients* o e R
All Patients 0.9 020 g(‘a ge \o
Characteristic (N =500) i “Q N \)( .36
Age 0.7 T "\ . g S S \N
Median (IQR) — yr 67.1 (62.9-71.6) Z 06 0.10- 06 (\l\“ ea‘
Distribution — no. (94) é 05 6“ 68 6 q
55 to <60 yr 61 (12) £ o4 0.05 2 Go(\ -a\. I
60 to <65 yr 138 (28) 034 | - ge 6\" (\Ge 0.036 -.1. ...... - 3| _______ i .-.-.--;
65 to <70 yr 136 (27) 0.2 0 o‘ ? ‘ea ‘(G 02
70 to <75 yr 107 (21) 0.1 ‘9 . ‘x\b eo\) :;
75 to <80 yr 42 (8) 00 \le‘a ﬂ“\ a\ < 3 T ; ! . :
=80 yr 16 (3) 66 ‘eé \OG Years since Enrollment
Tumor size 39“ “ea 0‘ No.atRisk 500 a7 463 449 398 26
Median (IQR) — cm 1.0 (0.7-1.4) \e c Ge 398 246
Distribution — no. (%) e a" «e‘ . 6@(\ C Any Recurrence (local, regional, or distant)
<0.5 cm 39 1~ e( a\‘ . G 1.0-
0.5-1.0 cm k \X\ \“ . _uence of Local Recurrence, 0.9 020
1.1-2.0 cm \\o Ge‘ ‘\\e < .atateral Breast, and Any Recurrence. 03 ol
Tumor grade — no. (%) e‘\ Ga“ (\eﬁ \X\e _ae probabilities of loeal recurrence in the 0.7+ ‘
1 ‘(\ 6\’ ,a\O 6’\0 ral breast (Panel A), contralateral breast cancer £ 05 0.10
2 Q‘o ea ﬂ ‘a (~anel B), and any recurrence (Panel C) among the " 054
Histologic c- ‘\Q b‘ e‘aQ o‘ 500 patients with luminal A breast cancer who were 2 044 005
D ((\0 0\ P \X\ . o(\ enrolled in the study. The red horizontal line at 5% 0.3 0,004 :
P '\‘\ . (\e - 96\ (Panel A) represents the prespecified boundary for 0.2 0 1 2 3 4 5
® \)((\ G‘\ \ ) 5' an acceptable incidence of local recurrence at 5 years. 0.1
\ 60 S o °® Dashed lines indicate the 90% confidence interval, 0.0 . - ;
h e(\‘ &\\ 122 0 1 2 3 4 5

and the insets show the same data on an expanded
¥ axis.

Years since Enrollment

T.J. Whelan T.J. Et al, NEJM 2023
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RADIOTERAPIA PROSPECT TRIAL: POSTOPERATIVE RT OMISSION IN EARLY BC AFTER BREAST MRI

METHODS. PROSPECT is a prospective two-arm, non-randomised trial of RT omission in patients
selected using preoperative MRI and postoperative tumour pathology: age 50 years or older, unifocal
CcT1INO, non-TN, pT1NO or N1mi, breast-conserving surgery (BCS) and, if pT1INO or N1mi.

All received systemic therapy.
THE PRIMARY OUTCOME WAS IPSILATERAL INVASIVE RECURRENCE RATE(IIRR) AT 5 YEARS.

QALYS AND COST-EFFECTIVENESS OF THE PROSPECT PATHWAY WERE ANALYSED.

FINDINGS.443 patients with BC underwent MRI. Median age was 63-0 years.Of the eligible 201 were eligible

for BCS without radiotherapy:
IIRR at 5 years was 1-0% (upper 95% CI 5-4%) with an increased QALYs by 0-019 (95% ClI

0-008-0-029) and saved AU$1980 (95% CI 1396—-2528) or £953 (672—-1216) per patient

INTERPRETATION. PROSPECT SUGGESTS THAT WOMEN WITH UNIFOCAL BC
ON MRI AND FAVOURABLE PATHOLOGY CAN SAFELY OMIT RADIOTHERAPY

HUMANITAS Mann G.B. et al, The Lancet, 2024 HU



RADIOTERAPIA EUROPA TRIAL: HT vs RT after breast-conserving surgery

ENDOCRINE ENDOCRINE
THERAPY THERAPY
) — 366 PTS 103 PTS
Inclusion criteria;
Random Analysed

age 70 years/older,

Versus mmamn ) | Versus

luminal A-like, 731 pts
early breast cancer

RADIOTHERAPY RADIOTHERAPY
365 PTS 104 PTS

NO DIFFERENCE IN RELAPSE RATE BETTER HRQOL FOR RADIOTHERAPY

HUMANITAS Meattini | et al, The Lancet 2025 HU



RADIOTERAPIA Omitting Regional Nodal RT after Response to Neoadjuvant CT

00—
—— RNI
No RNI
80—
2 No.of  5-Year
ks Events Estimat,
RANDOMIZED PHASE 3 STUDY o vnts et
[
;n RNI 50 92.7
g 0l NoRNI 59 013
. c
Patlents 1556 g Hazard ratio for invasive
2 breast cancer recurrence or
204 death from breast
T1-T3 N1 Mo ====) ypNO 048 (95% I, 0.60-1.28)
P=0.51
S % % & a7
Ra n d om: Months since Randomization
RN I 772 No. at Risk
RNI 772 717 644 544 427 294 172

No RNl 784 No RNI 784 744 663 557 437 309 192

Figure 1. Effect of Regional Nodal Irradiation on the Invasive Breast Cancer Recurrence—free Interval.

Shown is the 5-year estimate of survival free from invasive breast cancer recurrence or death from breast cancer.
RNI denotes regional nodal irradiation.

Mamounas E.P et al, NEJM 2025 HU



RADIOTERAPIA Omitting Regional Nodal RT after Response to Neoadjuvant CT

A Locoregional Recurrence—free Interval B Distant Recurrence—free Interval
RNI
100 1004 No RNI

No RNI o
" “ N
€ 80 E 80
2 o
5 No.of  5-Year F No.of  5-Year
w601 Events Estimate w 601 Events Estimate
@ o
B 0l percent 8 4ol percent
P wm N CONCLUSIONS
g 204 No RNI 1 98.4 5 204 NoRNI 48 93.4

Hazard ratio, 0.57 (95% Cl, 0.21-1.54) Hazard ratio, 1.00 (95% Cl, 0.67-1.51)

R R % % & & »| Theaddition of adjuvant regional

Months since Randomization Months since Randomization

nodal RT did not decrease the
RNI 772 717 643 543 425 292 171 RNI 772 717 645 546 429 295 172
No RNI 784 744 663 557 437 309 192 No RNI 784 747 668 562 443 313 195 - - -
risk of invasive breast cancer
C Disease-free Survival D Overall Survival . .
T em , T recurrence or death in patients
§ 30 NI 5 30 . .
Noof  sYer who had negative axillary nodes
& 0. percent & 404 percent -
N Lomon o after neoadjuvant chemotherapy.
& Hazard ratio, 1.06 (95% Cl, 0.79-1.44) E Hazard ratio, 1.12 (95% Cl, 0.75-1.68)
S & @ % @ & » S R % % & e =
Months since Randomization Months since Randomization
No. at Risk No. at Risk
RNI 772 715 636 536 418 287 166 RNI 300 748 703 618 502 360 218
No RNI 784 739 656 549 430 303 188 No RNI 802 775 735 644 516 7l 228

Figure 2. Effects of Regional Nodal Irradiation on Secondary End Points.

Shown are effects of regional nodal irradiation on the locoregional recurrence—free interval (Panel A), the distant recurrence-free inter-
val (Panel B), disease-free survival (Panel C), and overall survival (Panel D).

HUMANITAS Mamounas E.P et al, NEJM 2025 HU
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FOLLOW UP MAMMO-50: Annual vs less frequent mammography in BC over
50 ys in the UK: a randomised, phase 3, non-inferiority trial

TUMOR CHARACTERISTICS

Annual Less frequent Total (n=5235)
mammography mammography
group (n=2618) group (n=2617)

(Continued from previous page)

Distance from closest radial margin, mm

. <1 242 (10-6%) 245 (10-7%) 487 (10-6%)
Patlents 5235 =1to <2 239 (10-5%) 187 (8-2%) 426 (9-3%)
=2 to <5 523 (22-9%) 510 (22-3%) 1033 (22-6%)
=5 987 (43-2%) 1029 (45-0%) 2016 (44-1%)
Not known 296 (12-9%) 318 (13-9%) 614 (13-4%)
ER status
RAN DOM . Positive 2047 (89-5%) 2039 (89-1%) 4086 (89.3%)
* Negative 233 (10-2%) 241 (10-5%) 474 (10-4%)
Not evaluated 7 (0-3%) 9 (0-4%) 16 (0-3%)
M rx eve ry ye a r (26 1 8) Progesterone receptor status
Positive 1091 (47-7%) 1033 (45-1%) 2124 (46-4%)
Negative 408 (17-8%) 439 (19-2%) 847 (18-5%)
vs Not evaluated 788 (34-5%) 817 (35-7%) 1605 (35-1%)

HER2 status

M rx yea rly x zyrs Positive 255 (11-1%) 269 (11-8%) 524 (11-5%)

Negative 2002 (87-5%) 1988 (86.9%) 3990 (87-2%)
Not evaluated 30 (1-3%) 32 (1-4%) 62 (1-4%)
a n d afte r Receptor status grouping
HER?2 positive; any ER and 255 (11-1%) 269 (11-8%) 524 (11-5%)
progesterone receptor status
eve ry 2-3 yea rs (26 17) HER2 negative; ER positive or 1846 (80-7%) 1824 (79-7%) 3670 (80-2%)
progesterone receptor positive
Triple negative 134 (5-9%) 144 (6-3%) 278 (6-1%)
HER2 negative; ER and progesterone 22 (1-0%) 20 (0-9%) 42 (0-9%)

receptor negative, or both ER and
progesterone FECEP(DF not known or
not evaluated

Not known or not evaluated 30 (1-3%) 32 (1-4%) 62 (1-4%)

Data are n (%) unless indicated otherwise. Percentages might not add to 100% due to rounding. DCIS=ductal
carcinoma in situ. ER=oestrogen receptor. NPI=Nottingham Prognostic Index

HUMANITAS Dunn J.A. The Lancet, 2025 HU



FOLLOW UP MAMMO-50: Annual vs less frequent mammography in BC over
50 ys in the UK: a randomised, phase 3, non-inferiority trial

— 100 wr—— 100
£ -
g £
§ 75 HR0:92 (95% Cl 0-64-1:32) g 75 HR1.00(95% CI 0-81-1.23) 5 75— HR1.07(95%Cl 0-87-1-33)
= = =
: :
& 5o £ 5o 2 01
g g g
c e
S 254 5 254 S 25
= —— Annual mammography &E
£ —— Less frequent mammography
0 T T T T T 1 0 T T T T T 1 9 T T T T T !
o 1 2 3 4 5 6 o 1 2 3 4 5 6 o 1 2 3 4 5 6
Number at risk Number at risk Number at risk Time since randomisation (years)
(number censored) (number censored) (number censored)
Annual mammography 2618 2591 2554 2500 2426 1906 538 Annual mammography 2618 2563 2502 2439 2346 1835 515 Annual mammography 2618 2501 2554 2501 2426 1906 538
(0) (23) (50) (91) (155) (664) (2026) (0) (23) (47) (84) (146) (634) (1932) (0) (18) (36) (59) (105) (580) (1926)
Less frequent mammography 2617 2514 2456 2398 2307 1837 471  Lessfrequentmammography 2617 2494 2425 2353 2244 1779 442 Less frequent mammography 2617 2514 2456 2398 2307 1837 471
(0)  (97) (145) (193) (237) (739) (2100) (0 (96) (138) (182) (259) (703) (2011) (0) (84) (120) (149) (227) (646) (1993)

IMPLICATIONS OF ALL THE AVAILABLE EVIDENCE

Data from this study indicate that offering less frequent mammographic surveillance to
this group of women from 3 years post diagnosis is safe and has no detrimental impact
on survival, detection of recurrences, or detection of new primary cancers, and has the
potential for considerable cost savings.

Evidence from Mammo-50 could be used to amend guidelines on mammographic
surveillance in this patient group.

HUMANITAS Dunn J.A. The Lancet, 2025 HU



FOLLOW UP RETHINKING SURVEILLANCE AFTER BREAST CANCER




FOLLOW UP ROUTINE SURVEILLANCE FOR CANCER METASTASES —
DOES IT HELP OR HARM PATIENTS?

Risk of Death in the Surveillance and Control Groups among Persons with Cancer.

Primary Site Trial Author

of Cancer Year Imaging Intervention
Ghezzi Chest x-ray, bone scan, .
1994 liver ultrasonography i Surveillance
Breast bz 110l Uk e Chest x-ray, bone scan * Contrel
1994 i
Kokko Chest x-ray, bone scan,
2005 liver ultrasonography

Average across 12 Trials

0 10 20 30 40 50 60 70 80 9|0 1(|)0
Percentage Who Died by End of Trial

THE PRIMARY EFFECT OF SURVEILLANCE IS TO GIVE PATIENTS BAD NEWS SOONER.
ON THE BASIS OF EXISTING DATA, LESS SURVEILLANCE WOULD BE BETTER FOR PATIENTS.

HUMANITAS Gilbert Welch H. NEJM 2025 HU
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HORMONE THERAPY EXxtended adiuvant letrozole in postmenopausal pts with
early-stage BC: a multicentre, randomised, phase 3 trial

7 INTERPRETATION
Pts: 5 years of letrozole
2056 after 2-3 yrs resulted in a significant
on Tamoxifene o] TR improvement in
s 0 DB PR R R disease-free survival.

Random. ‘;Ey' et o o (9367(; o 39748: (E:E) cnsg} (E;G) G W @m E 6D (7641 7 (727) Sequential en do Crin e

. T O G0 @ G0 09 03 o0 @) G @ @9 60 Gn 0o o e

Letrozolo for 2-3 yrs . therapy with tamoxifen
Vs = for 2-3 years followed

Letrozole for 5 yrs i by letrozole for 5 years

» should be considered
oot . asone of the optimal

i :‘ 5 6 5 é 5 10 1 12 13 14 15

T domisation (years)
(“u’:::::;::; ime since randomisation (years) Stan d ard

2-3-yearletrozole 1030 1021 1006 991 968 933 895 863 810 738 656 533 389 m
(0} (8 (7)) (26 (40 (65 (89) (111) (154) (213) (285) EESE) { 5 ) (577) (8 3] (33 )
Syearletrozole 1026 1019 1006 988 965 941 916 868 823 755 682
©) 6 (12 (@) (8 (520 (o (107) (46) (2000 (264) (3? ) ES ) (5351 (35 ) (907)

HUMANITAS Del Mastro L. et al Lancet Onc, 2021 HU




HORMONE Extended HT for early BC pts (meta-analysis of 12 R trials) g

THERAPY 22 031 postmenopausal women after at least 5 yrs Q

p=0-23 -@- Control
20| —- 2-3 years AIT

Distant recurrence (%, SE)

| T
10 6-2% ),,.:::.‘
P B
’ﬁ%
0 T T
0 (5)
ivent rate (% per year) Years 0-1

and logrank analyses
2-3 years of AIT -
ooooooo

30 6893 women 7511 women ea
RR 0-91 (95% Cl 0-77-1-07) g ‘\f

in

#ﬁ*‘:‘”’.ﬁi
—2:0% 4-4%

0(5) 5(10)
Years

10 (15)

since allocated treatments differed (and approximate years since diagnosis)

Years 0-1 Years 2-4 Years 5-9 Years =10
89/9190) 1-85 (11/593) 5 years of AIT 0-25 (18/7322) 0-58 (59/10115) 0-45 (44/9792) 0-34 (3/884)
1.01(95/9374) 1-23 (7/570) Control 0-11(8/7392) 059 (60/10215) 059 (59/9921) 1-23 (11/892)
0-97 158 RR 221 X 033
#64-1.26)  (95% C10.72-1.31)  (95% Cl 0-62-4-00) (95% C11.02-4-82)  (95% Cl 0.69-1-42)  (95% Cl 0-49-1.09)  (95% Cl 0-11-0-97)
-3-6/33.7 -1-3/42.6 2.0/4-4 (O-E)/V 5-0/6-3 -0-4/28-8 =7-7/24-5 -3-7/3-4

EBCTCG. Lancet 2025
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Enrolled: Nov 2003 — Apr 2011
Premenopausal ER and/or PR > 10%

* Premenopausal HR+

* Planned OFS TEXT
* No planned chemo (40%)

OR planned chemo (60%)

* Premenopausal HR+
* No chemo (47%)
OR SOFT
* Remain premenopausal
< 8 mos after chemo
(53%)

mN—-—2002>>2

2/

mN—-—2002>»=

HORMONE

&7 TEXT and SOFT Designs  rueraey

TAMOXIFEN AND EXEMESTANE TRIAL (N=2672)

[

Tamoxifen+OFS x 5y
Joint Analysis

Exemestane+OFS x 5y

(N=4690)

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

Tamoxifen x 5y

Median follow-up 16 years (max 21 years)
Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

HUMANITAS

Prudence AF, ASCO 2025



SOFT & TEXT Joint Analysis HER negative
E+OFS vs T+OFS Treatment Effect by Age

Hazard Ratio :
E+OFS T+OFS (95% Cl) 15-yr DRFI Difference
Events Pts Events Pts I E+OFST+OFS
All HER2- 227 2011 298 2024 | 87.6 83.7 +3.9%
DRFI Age at randomization
<35 41 180 50 170 I 73.3 65.7 +7.6%
35-39 62 333 77 320 79.7 72.3 +7.4%
40-44 62 641 90 662 89.3 85.5 +3.8%
45-49 49 657 66 695 } 92.0 89.5 +2.5%
50+ 13 200 15 177 = 1 93.1 90.8 +2.2%
04 0.5 0.75 1 1.5 2
E+OFS T+OFS H"’(‘ggz/do g:la)tio 15-yr OS Difference
Events Pts Events Pts I E+OFS T+OFS
All HER2— 226 2011 258 2024 : 88.5 86.9 +1.7%
Age at randomization
Overall =35 41 180 40 170 ; 79.4 75.6  +3.8%
Survival 35-39 53 333 63 320 83.1 79.5 +3.6%
40-44 62 641 77 662 90.1 87.8 +2.2%
45-49 52 657 60 695 - 91.5 91.6 -0.1%
50+ 18 200 18 177 4 i 90.6 88.2 +2.3%
0% o8  ovs 1 15 >
Favors E+OFS Favors T+OFS
H

UMANITAS
Prudence AF, ASCO 2025



HORMONE THERAPY Study design — MONARCHE (Abemaciclib)

Cohort 1: Inclusion based on
clinicopathological risk

factors:
+ 24 ALN OR
+ 1-3 ALN and at least 1 of the
b?'ﬂ“ém.ogic Grade 3 — Abemaciclib (150mg twice daily for up to 2 years®)
- Tumor size 25 cm + Standard of Care Endocrine Therapy®
HR+, HER2-, (5 to 10 years as clinically indicated)
Node+ high risk ITT includes

early breast

both C1 and C2

cancer Standard of Care Endocrine Therapy®©
Stratified for: (5 to 10 years as clinically indicated)
Cohort 2: Inclusion based on « Prior chemotherapy
Ki-67: + Menopausal status
1-3 ALN and + Region
Centrally tested Ki-67
220%9
Other criteria: « Not Grade 3 and tumor size
« Women or men not 25 cm

Primary Objective: Invasive disease-free survival (IDFS) (STEEP criteria)

Key Secondary Objectives: IDFS in Ki-67 high (220%) population, Distant
relapse-free survival (DRFS), Overall survival, Safety, Patient reported outcomes,
and Pharmacokinetics

* Pre-/ post menopausal

« With or without prior neo- and/or adjuvant chemotherapy

» No distant metastasis

» Maximum of 16 months from surgery to randomization and 12
weeks of ET following the last non-ET

“Recruitment from July 2017 to August 2019; ® Treatment period = first 2 years on study treatment after randomization; “Endocrine therapy of physician's choice [e.g. aromatase inhibitors, tamoxifen, LHRH
agonist]; “Ki-87 expression assessed in all patients from both cohorts with suitable untreated breast tissue using Ki-67 immunohistochemistry Assay by Dako/Agilent
Abbreviations: ALN, positive axillary lymph nodes; R, randomized

HUMANITAS Rastogi P. et al, JCO 2024 HU



HORMONE THERAPY Study design — MONARCHE (Abemaciclib)

DRFS (%)

100 927 (A=2.8)
b R T ) %01 89.9 1 Iaa.z L muee 83.6 (A =7.6)
90 ! Ps.m-s.m 86(A=61) 80 - } 844 : ,
801 : 86.7: B 792 70 1 3 i 3 *
70 4 ! ! ! : —_ I 1 I 1
‘ SIS : | : |
801 1 » 507 ‘ | ‘ '
1 ] I 1 L ! : :
0 : : : | S ‘ ! : ! Abemaciclib + ET  ET alone
40 - I ! \ | Abemaciclib + ET  ET alone : ! : ! n = 407 n =585
| ‘ ‘ \ n=345 n=501 30 - } ! } | HR (95% ClJ: 0.680 (0.599,0.772)
30 - : | | } HR (95% CI): 0.675 (0.588,0.774) : | : | Nominal P< 001
| | | | Nominal P<.001 20 4 i \ ' |
20 I I I . I I I 1
10 | — Apemacicib + ET i 3 3 | 0] :emam“h*g 3 E 3 E
— ' ‘ | ! 0 T T T T . T T : T T r s
0 . T T T T T T T . T T )
6 6 12 18 24 30 38 42 48 54 60 68 72 0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months) Time (months)
CONCLUSIONS
At the pivotal 5-year mark for adjuvant EBC trials, adjuvant abemaciclib plus
ET continued to reduce the risk of developing invasive and distant disease
HUMANITAS
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HORMONE THERAPY  Study design — NATALEE (Ribociclib)

+ Adult patients with HR+/HER2- EBC Rigﬁ:c;is 1482 g\g’d
: :m:t ETiaI leta up“t:.12 e for3y Primary End Point
b —  IDFS using STEEP criteria
* NO with:
+ Grade 2 and evidence of high risk Secondary End Points
RG220 % Letrozole or a:assﬁzzoled for25y i RECNTEno JIEe Syl
. Ozngotype DX Breast Recurrence Score + goserelin In men and : ggtant disease-free survival
;ighofsk v ic isk profiing R1:1° premenopausal women —  PROs
L | genom I "
. Grade 3 : g:lety and tolerability
* N1
* Anatomical stage IIB* Exploratory End Points
* NOorN1 NSAI - Locoregional recurrence-free
* Anatomical stage lll Letrozole or anastrozole? for 25 y survival :
* NO, N1, N2, or N3 + goserelin in men and = Gene oxprossion and

alterations in tumor

b
N=5101 premenopausal women CtDNA/GIRNA samples

1 Randomization stratification 1
I Anatomic stage: Il vs III 1
i Menopausal status: men and premenopausal women vs postmenopausal women |
i Prior (neo)adjuvant chemotherapy: yes vs no

LGeographic location: North America/Western Europe/Oceania vs rest of world :

HUMANITAS Slamon D et al. NEJM 2024. HU



HORMONE THERAPY  Study design — NATALEE (Ribociclib)

Recurrence-free Survival Distant Disease—free Survival
100 Ribociclib+NSAI [ ———— Ribociclib+ NSA
%04 No. of Patients 3Yr 904 T N s No. of Patients  3-Yr Distant
with Event/  Recurrence-free : with Event/  Disease—free

2 801 NSAI alone Total No. (%) Survival 2 801 NSAI alone Total No. (%) Survival
g 70 percent 2 707 percent
[ [
& 60 Ribociclib+NSAI  159/2549 (6.2) 917 & 60 Ribociclib+NSAl  167/2549 (6.6) 90.8
S 5 NSAlalone  207/2552 (8.1) 8856 S 5o NSAl alone  212/2552 (8.3) 88.6
[ o
g 40 Hazard ratio for recurrence or death, ag 40+ Hazard ratio for distant disease or death,
§ 30 0.72 (95% Cl, 0.58-0.88) § 304 0.74 (95% Cl, 0.60-0.91)
[7] 7]
o 90 & 204

104 104

0 0

v | J T T T T T 1 T T T T T T J 1

0 6 12 138 24 30 3% 42 & 0 6 12 18 24 30 36 42 43
Months Months
No. at Risk No. at Risk

Ribociclib+NSAl 2549 2358 2283 2210 1733 1124 314 12
NSAl alone 2552 2247 2174 2086 1646 1080 290 13

o

Ribociclib+NSAIl 2549 2352 2280 2199 1729 1119 311 12 0
NSAl alone 2552 2244 2168 2080 1643 1076 288 13 0

=1

CONCLUSIONS
Ribociclib plus an NSAI significantly improved invasive disease-free survival
among patients with HR-positive, HER2-negative stage Il or |ll early breast cancer.

HUMANITAS Slamon D et al. NEJM 2024. HU



HORMONE THERAPY NATALEE vs MonarchE - TOXICITY

ADVERSE EVENTS NATALEE

Any grade neutropenia 45.8% (19.6%) 62.8% (44.4%)
(>G3)
Liver related AE (>G3) 9.5% (2.1%) 26.7% (8.6%)
Diarrhea (> G3) 83.5% (7.8%) 14.6% (0.6%)
QT prolungation (> G3) 0.0% 5.4% (1.0%)
ILD pneumonitis (> G3) 2.7% (0.3%) 1.6% (0.0%)




HORMONE THERAPY

. Overall Survival

No. of Patients
with Event/
Total No. (%)

61/2549 (2.4)
73/2552 (2.9)

100 1
; Ribociclib+NSAI
w “\%—W 100
| | i ' 90
80 ' ' ' ' NSAI alone
: : : : g 80
7 : : : : 3
— 60 | e e ‘ H
= \ l ; ; & 60+ . T Ribociclib+NSAl
z w Abemaciclib : : «|  Ribociclib NSA alone
40 | 1 1 . """,‘.‘f;},"; HET ?:!:3": E 40+ Hazard ratio for death,
. ! ! | HR (95% CI): 0. .749, 1. o i X .54—1.
30 ! ! ! : 195% Cly F?:‘-Wz:'a f“"‘“ 1.088) § 30 0.76 (95% Cl, 0.54-1.07)
2 : : : : & 201
—— Abemaciclib + ET ! ! ! 1 a
01— : : : : 10
0 . ; ; . . . . v - \ 0 T T T T T T T |
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48
Time (months) Months
mber at risk: No. at Risk
naciclib + ET 2,808 2,666 2,614 2566 2518 2455 2407 2373 2260 1271 528 80 [ Ribociclib+NSAI 2549 2405 2337 2303 1905 1338 451 21 0
ET 2,829 2,705 2,664 2599 2545 2496 2,440 2,382 2,243 1279 538 77 0 NSAl alone 2552 2303 2256 2209 1823 1273 385 22 0
Hazard Ratio
E+OFS T+OFS (952 CI) Diffarance
Ewvents Pts Ewvents Pts .
All HER2— 226 2011 258 2024 ; 1795
Age at randomization 1
Overall =35 a1 180 40 170 : +3.8%
Survival 35-39 53 333 63 320 - —
0 —ahat 62 541 7T 662 : +2. 2%
45—49 52 657 &0 695 0.1 %
S50+ 18 200 18 177 ! 2,350
o4 O&6 o.75 1 1.6 2

" Favors E+OFS

Favors T+0OFS
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HORMONE THERAPY LETTER TO THE EDITOR

To the Editor: The NATALEE trial showed that among patients HR-positive, HER2-negative
BC, invasive DFS at 3 years (primary end point) was higher by 3.3 % among those who
received adjuvant ribociclib plus endocrine therapy than among those who received
endocrine therapy alone. The cost of 3 years of ribociclib treatment in the United States is
approximately $500,000. Improvements in invasive DFS generally predict smaller (or no)
improvemente in OS. The optimistic assumption that 3.3 % improvement in RFS — point
improvement in OS, translates into a requirement 30 pts be treated (and have toxic effects)
to save 1 life, at a cost of approximately USD 15 million- far beyond reasonable limits of
cost-effectiveness. And why 3 years of treatament? The median time that patients with
advanced disease receive ribociclib before disease progression is 20 months. The trial has
several other problems, such as those of MONARCHE trial evaluating adjuvant abemaciclib,
that cast doubt on the validity of the conclusions. The world, included the United States,
cannot afford 3 years of adjuvant ribociclib.

HUMANITAS HU Tannock | et al, NEJM HU
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DE-ESCALATION
OF THERAPY




DEESCALATION De-escalated neoadjuvant pertuzumab + trastuzumab therapy +/-
In EARLY BC weekly paclitaxel in HER2-positive,HR negative early BC
(WSG-ADAPT-HER2+/HR-): survival outcomes from a

+ . : :
HER2 3 multicentre, open-label, randomised, phase 2 trial (Pts 134)
L™
.;. L e — , 100 _
£
= -
E ,i'-u:... -E. ﬁ-.
- E:
&= g sl
T G- i 0
: 3
4 g 35
5
£ HR 095 (955 C1 0-04-3-12) peid 36 0 i pma0IS-E
i : T T T T 1 a ]Ir‘ .i'l-1- j:El a1|3 Erlil
o 2 24 lﬁ 43 E:I Tiifrie Sance Fandomisatian [ months)
Musmbe at risk Number at risk
(mumber censored) {rumber censored) " :
. . il . T b phss pertuzumab 92 (0) (4 B1010)  76(%)  EB(IS)  41(87)
rastummab phs pertuzumab - 92 (0) 88 () 00 7403 6Bpg)  ages | . e . .
Trastuaumab s pertuzuengb 42 () il a0l 704 3 061 118l aitun.mahpl.r;ﬁrtp:;;:lﬁ 421a) 41(1) 40(1) 3704 15 [8) (41}
ks paclitaxe .

Further chemotherapy could be omitted in patients with a pCR
HUMANITAS NITZ U et al, Lancet Oncol 2022 HU




DE-ESCALATION The TRAIN-study: Trastuzumab plus weekly paclitaxel

In EARLY BC and carboplatin as neoadjuvant treatment for HER2-
(HER2 3+) positive BC (Pys 111, Stage Il and I11)

Pathologic complete response rate in breast and axilla with 95% con-

fidence intervals, overall and according to different baseline charac- 1.0 94 —¢ "
teristics (n = 108). - = l-i

Yo (95% CI) p —4-_
Overall 43 (33—52) — 05 - T e
Age (years) 0.57 !I-|
<50 40 (26—54) = -
>50 45 (32—59) 3
Clinical tumour stage 0.84 ﬁ 06
T1-2 44 (31-57) _:
T3-4 41 (26—57) =
Clinical nodal stage 1.00 3
Negative 41 (21—64) o 04 -
Positive 43 (32—54) L — pCR
Clinical disease stage 1.00 E = = NopCR
II 43 (30—56)
II1 43 (28—58) 02
Histology 0.83
Ductal 42 (32—-52)
Lobular 60 (15—95)

46 46 42 37 25 8 pCR

Other 50 (1-99) 0.0 - 62 59 52 49 34 g NopCR
Hormone receptor status 0.08 I - T | T |
ER— and PR— 53 (38—68) 0 1 2 3 4 5
ER+ and/or PR+ 34 (23—48) Time (years)
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DE-ESCALATION HELEN-006:A MULTICENTRE, RANDOMISED, PHASE 3 TRIAL

In EARLY BC De-escalated neoadjuvant nab-paclitaxel/trastuzumab/pertuzumab vs
: . ,

(HER2 3+) docetaxel/carboplatin/trastuzumab/pertuzumab in HER2 + early BC

Nab-paclitax: Docetax: .
stuzumab, and  carboplatin, [ Nab-paclitaxel, trastuzumab, and pgs
rtuzumab group trastuzumab, and
(n=332) pertuzumab group
(n=337)
Med (41-55)
Ag C
175 (53%)
(47%) - H R +

Wom: (100%)

Asi (100%)

Me aus.

menop: (54%)
men 152 (46%)
Ts 1
T T2 277 (83%)
T T4 55 (17%)
No stat =(].
ositive 41 (73%) _ p 039
Negativ: 91 (27%) |
Dis e
n 214 (64%)
118 (36%)
Histol umod pe -
Ductal 315 (95%)
LLLLLLL 3 (1%) =
Other 14 (4%)

Tumour grading g 526% 48 2%
G1 1 (=1%) =2} i
G2 141 (42%) _O
G3 190 (57%) 94 (58%) -8

Hormon epto 4=
Positive 196 (59%) 193 (57%) nﬂf
Negati 136 (41%) 144 (43%) T T

i-67 ind
=30% 73 (22%) 75 (22%) n=332 n=337 n=136 n=144 n=196 n=193
=30% 259 (78%) 262 (78%)

Xiu-Chun Chen et al. Lancet onc 2025




DE-ESCALATION HELEN-006:A MULTICENTRE, RANDOMISED, PHASE 3 TRIAL

In EARLY BC De-escalated neoadjuvant nab-paclitaxel/trastuzumab/pertuzumab vs
: . ,

(HER2 3+) docetaxel/carboplatin/trastuzumab/pertuzumab in HER2 + early BC

MNab-paclitaxel, trastuzumab, Docetaxel, carboplatin,

and pertuzuma b group trastuzumab, and pertuzumal b
(Nn=332) group (N=337)
Grade 1-2 Grade 3 Grade 4 Grade 1-2 Grade 3 Grade 4
Haematological adverse events
Anaemia 298 (90%) 2 (196) o 289 (86%) 13 (4%) o
Leukopenia 114 (349%) 1(=1%) O 120 (362%) 17 (59) o
- " TP S s ~rmmen ~ ~nE fCanen P ~

Interpretation These findings might suggest a potential advantage of nab-paclitaxel combined with trastuzumab and
pertuzumab compared with the standard regimen in neoadjuvant therapy for patients with HER2-positive early
breast cancer, suggesting that this new combination might establish a new standard for neoadjuvant treatment in this
patient population.

mr e e wamaan nn P

'aminotranﬁfera.;ue T N T - N
Increase d aspartate 164 (49%) 13 (42%) o 128 (38%) o o
aminotransferase

Increased alkaline phosphatase 175 (53%) (=] [e] 125 (37%) o [e]
Increased creatinine 10 (3%) (=] [e] 38 (11%%) o [e]
Hypokalaemia 21 (69%) 1(=1%) O 80 (24%) o o
Hyponatraemia 31 (9%) A (=126) o 32 (9%%) o [e]
Hypocalcaemia 20 (6%) 1 (=12%6) 1 (<1%) 19 (6%6) o o

Data are all grade 1 or grade 2 adverse events that occurred in =10% of patients in either treatment group and all
grade 3 and grade 4 adverse events. No deaths occurred in either group. Patients might have had more than one
adverse event. NA=not applicable.

HUMANITAS Xiu-Chun Chen et al. Lancet onc 2025 HU



DE-ESCALATION TRAIN-3: a multicentre, single-arm, phase 2 study
In EARLY BC MRI-guided optimisation of neoadjuvant CT duration in stage

HER» 3+

lI-1ll HER2-positive breast cancer. (235 pts)

HERhuman eﬁidermal growth factor 2 PTC=pacitae, trestuzumab, and carboplati, If  radological completeemission on breast MRI was obseved in patients with cinicallymph node-positve
disease, atargeted biopsy ofthe at-baseling marked lymph node was warranted-—e, an ulrasound quide targeted biopsy (fing needle asiration or core biopsy). Inormone receptor-positive disease,

anon-PCR could also be detected using vacuur-asssted core biopsies.

No Continue Continue to
pathological PTCand complete
complete pertuzumab 9 14 cycles of
response to complete trastuzumab
nine cycles emtansine
Stage [I-11l Three cycles Three cycles Three cycles Surgery
HER2- of 3 weekly of 3 weekly of 3 weekly within
positive —p{ PTCand PTC and PTC and 6 weeks after
breast cancer pertuzumab pertuzumab pertuzumab last
chemotherapy
A
Continue to
Radiological complete response Pathological complete
complete p lyearof
response trastuzumab
plus
pertuzumab
HUMANITAS van der Voort A. et Lancet Oncol 2024
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TN EARLY BC KEYNOTE 522: Event-free Survival with Pembrolizumab
in Early Triple-Negative Breast Cancer

100—=
\_\R‘—\M
90 Pembrolizumab—chemotherapy
£ 80
Q
@
g 70 Placebo—chemotherapy
S
[t
o 60
g
[
4 504
=
o
T 40-
a
G
o
2 30
Q
5
3 20
10 Hazard ratio for event or death, 0.63 (95% Cl, 0.48-0.82)
P<0.001
G I T T T T T 1 T 1 T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Month
No. at Risk
Pembrolizumab—chemotherapy 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 O 0
Placebo—chemotherapy 390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 O 0
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TN EARLY BC Tailoring CT-10 de-escalation in early-stage TN BC

The KEYNOTE-522 triall has shown substantial and clinically meaningful improvements
in pCR, EFS and OS when neoadjuvant chemotherapy was combined with preoperative
and postoperative pembrolizumab for patients with stage II-I1l TN BC.

Consequently, the KEYNOTE regimen—a 24-week and four-drug polychemotherapy
(carboplatin and paclitaxel followed by doxorubicin [or epirubicin] and cyclophosphamide)
has become thestandard of care. However, this approach is associated with substantial
adverse events, some of which are severe and irreversible

Showing the feasibility of an even more substantial de-escalation of neoadjuvant CT-10,
as explored in the Neo-N study, will likely require stringent patient selection criteria,
which could include limiting tumour burden to stage |-1l or node-negative disease (or
both) and incorporating biomarkers of baseline immune activation,7 DNA damage
repair,8 and genomic signatures.9 Additionally, adaptive trial designs incorporating
serial imaging techniques and ctDNA based monitoring to dynamically guide

HUMANITAS _Gongalves A, de Nonneville A. Lancet Oncol 2025



RESPONSE RELATED TO HR STATUS

/A
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TAKE HOME A MESSAGE

1. Common sense of oncology: outcomes that matter. Booth CM et al, Lanct Oncol 2023

For both patients and clinicians, cancer treatment decisions are increasingly
complicated. While some cancer treatments provide large benefits, many new
approved treatments do not help patients live longer or better. All cancer
treatments have side-effects, can cause substantial financial burden, and can
result in lost time for patients spent in hospital rather than with friends and family.
Thus, it is important to not only study and promote treatments that improve survival
or quality of life (or both), but also to identify treatments that do not. Cancer
systems now face a troubling paradox. In some circumstances there is
substantial overuse of treatments with very small benefits, and at the same
time many patients worldwide do not have access to the treatments that can
make a very meaningful difference in their lives

HUMANITAS HU



TAKE HOME A MESSAGE

1. Common sense of oncology: outcomes that matter. ( Booth CM et al, Lanct Onco 2023)
2. Immunotherapy: balancing the risks and benefits

Immunotherapy undeniably plays an important part in cancer treatment—contributing
to a future that transforms cancer from an acute diagnosis to a chronic

manageable disease. But no anticancer treatment comes without risk. Additional
research on the nature of immunotherapy-related adverse events, their association
and mechanistic overlap with overall patient response, and the mitigation of severe
life-threatening events is warranted.

HUMANITAS HU



TAKE HOME A MESSAGE

1. Common sense of oncology: outcomes that matter. ( Booth CM et al, Lanct Onco 2023)

2. Immunotherapy: balancing the risks and benefits

3. When less is more—reducing complexity in cancer trials.( Patel TH, Lancet Oncol 2025)

FDA Oncology is committed to modernising evidence generation in a way that can
encourage participation in clinical trials. We call upon the oncology drug
development community to work to find opportunities to bring simplicity back to
clinical trials—because when there is a focused question, less could be more.

HUMANITAS HU



TAKE HOME A MESSAGE

1. Common sense of oncology: outcomes that matter. ( Booth CM et al, Lanct Onco 2023)
2. Immunotherapy: balancing the risks and benefits
3. When less is more—reducing complexity in cancer trials.( Patel TH, Lancet Oncol 2025)

4. The need for pragmatic, affordable, and practice-changing real-life clinical trials in oncology
(leary A et al , Lancet 2024)

5. Putting patient safety first: a global imperative (Lancet Oncol, 2024)
6. Evidence for a reduction in number of cycles of immune checkpoint inhibitors (Lancet Oncol )

7. Shifting perspectives: a reflection on cancer-specific QoL metrics in cancer care economics
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