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Tappe fondamentali della terapia anti HER-2

1998 l'inizio

2005 la rivoluzione

Adjuvant Trastuzumab Trials >14,000 pts
pT1a-b NO esclusi

Median follow-up
HERA
(n = 3,401) |_._| | 4 years d DFS
PACS04ED/ED — H I 0 i OS
(n = 528) | = 4 years |
NSABP/NCCTG
(n = 3,968) I'!i._| 3 years
BCIRG 006 AC — DH —a—
(n =2,147) —a— 3 years
BCIRG 006 DCarboH —a—
(n =2,148) — 3 years
FinHer VH / DH? | 0 |
(n =231) | o | S years
! Favors Favors no !
0 trastuzumab 1 trastuzumab 2

Hazard ratio
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APHINITY: Study Design

« International, randomized, double-blind, placebo-controlled phase Il trial []

Wk 52
Patients with HER2+ EBC,

no prior invasive BC or anticancer
tx or RT, N+ any tumor size
(no TO) or NO tumor size
>1cm*, BLLVEF 2 55%
(N =4805)

CT' + Trastuzumab/Pertuzumab

Surgery (n =2400)

10-yr follow-up

CT' + Trastuzumab + Placebo
(n = 2405)

«  Primary endpoint: IDFS per modified STEEP definition[?! (excludes second primary non-BC as
event)

« Secondary endpoints: IDFS per STEEP definition,[?l OS, distant recurrence-free survival, DFS,
recurrence-free interval, safety, cardiac safety, health-related QoL

*Or node negative with tumors > 0.5 to <1 cm + at least 1 of following: G3; ER and PgR neg; aged < 35 yrs.
Node-negative enrollment capped after first 3655 patients randomized.

"Tx initiated < 8 wks post surgery. Permitted CT: standard anthracycline or nonanthracycline regimens
(FECx3-4 > THx 3-4; ACx4 > TH x 4; or TCH x 6, followed by HER2-targeted therapy for total of 1 yr).
Endocrine and/or radiotherapy. could be started at end of adjuvant CT.

1. von Minckwitz. NJEM. 2017;377:122.
Claudio Zamagni Rozzano 21 giugno 2023 2. Hudis. JCO. 2007;25:2127.



Median FU by Treatment Regimen (ITT Population)

APHINITY Interim Overall Survival Analysis at 8.4 years ‘\\- |
~

/
100 8 years
_—r—re—— —— 92.7%
92.0%
80 1 Pertuzumab Placebo
—_ (n =2400) (n=2404)
=
E g0 4 Deaths, n (%) 168 (7.0) 202 (8.4)
Z Adjusted HR (95% Cl) 0.83 (0.68,1.02)
w
= -val 0.078
g 40 - p value
(o] Median FU, years 84
20 - 8 year duration
Difference in death rate (%) 0.7
0 95% Cl for difference (-0.8,2.3)
0 1 2 3 - 5 6 7 8
No. of patients at risk Years from randomisation
2400 2304 2261 2216 2161 2108 207 2004 1827
\_ 2404 2339 2292 224 2169 2125 2058 1988 1834 Y,

Node-positive Cohort  Node-negative Cohort

Pertuzumab Placebo Pertuzumab Placebo
(n=1503) (n=1502) (n =897) (n =902)
IDeaths, n (%) 130 (8.6) 163 (10.9) Deaths, n (%) 38(4.2) 39 (4.3)
IUnadjusted HR (95% Cl) 0.80 (0.63, 1.00) Unadjusted HR (95% Cl) 0.99 (0.64, 1.55)
:8 year duration 8 year duration
Difference in death rate (%) 1.9 Difference in death rate (%) -0.9
.95% Cl for difference (-04,4.1) 95% ClI for difference (-28,1.0)
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APHINITY Updated Descriptive IDFS Analysis
at 8.4 Years Median FU by Treatment Regimen -

ITT population
/ 3 years \
100 —— 1% 6 years 8 years
80 Pertuzumab Placebo
(n = 2400) (n = 2404)
= 607 Events,n (%) 267 (11.1) 342 (14.2)
g Adjusted HR (95% Cl) 0.77 (0.66, 0.91)
~ 407 8 year duration
Difference in event free 26
20 o rate (%) ’
95% Cl for difference (0.7,46)
D L L L] L] L] L L L L] L] L L] L] L] L] L
0 1 2 3 4 5 6 7 8
No. of patients at risk Years from randomisation
2400 2217 2198 2122 2055 1995 1954 1876 1677
\_ 2404 2312 2214 2134 2043 1984 1898 1817 1651 J
Node-positive Cohort Node-negative Cohort
Pertuzumab Placebo Pertuzumab Placebo
(n=1503) (n =1502) (n=2897) (n=902)
Events, n (%) 202 (13.4) 276 (18.4) Events, n (%) 65(7.2) 66 (7.3)
Unadjusted HR (95% ClI) 0.72(0.60, 0.87) Unadjusted HR (95% Cl) 1.01(0.72,1.42)
8 year duration 8 year duration
Difference in event free rate (%) 4.9 Difference in event free rate (%) -1.0
95% CI for difference (2.2,7.6) 95% Cl for difference (-3.5,1.5)
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T-DM1 vs trastuzumab adjuvant?

|- ‘Centrally. confirmed
HER2-pasitive EBC |

Node-positive
. OR
Node-negati\.re and

HR-negative and

- Anthracyclines (AC)? Taxanes (T)

tumor =2 cm (T2+)

Trastuzumab + pertuzumab (HP)

~ Upto18 cycles (1 year)

N=1846
: | Up to-18 cycles (1 year) }
10 —Q_'-————auae_
fab) ——-_z
L o8-
o
o
L 06 AC-THP ACKP
L (n = 826) (n =832)
5 IDFS events, No. (%) 82 (9.9) 80 (9.6)
= 044 N + Stratified HR, 0.97 (95% CI, 0.71 to 1.32)
= P- 583
2 o2 3-Year IDFS (%) 94.1 92.8
o
1 1 1 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66
Time (months)

No. at risk:

AC-THP 826(0) 804(17) 797(22) 790 (24) 768(31) 745(40) 735(44) 717(52) 694 (62) 476(273) 178(568) 7 (737)

AC-KP 832(0) 808(19) 792(26) 773(32) 755(38) 739(40) 730(44) 718(47) 695(65) 471(286) 180(574) 16 (736)

Claudio Zamagni Rozzano 21 giugno 2023

. Co-primary endpoints

IDFS in N+ and ITT
population

Krop IE et al J Clin Oncol 2022



eBC HER2+
Terapia adiuvante 2023

Chemio + 1 anno trastuzumab*®

(+ pertuzumab in N+)
(+/- ormonoterapia)

« concomitante > sequenziale

6 mesi sono un’opzione possibile in casi selezionati (Earl HR et al Meta-analisi ESMO 2021)

Quale chemioterapia?
Ey,C x 4 — paclitaxel 80 mg/m2/w x 12
Platino/taxani

Paclitaxel 80 mg/m2/w x 12 in pT1 pNO (compresi i pT1mi diffusi)
(St Gallen 2023 panelist 84.6%)

Claudio Zamagni Rozzano 21 giugno 2023



eBC HER2+

Adiuvante vs Neoadiuvante



Terapia adiuvante vs neoadiuvante:
efficacia a lungo termine analoga

Adjuvant
(e & chemotherapy

Neoadjuvant
b chemotherapy ‘ ‘ 7}

Ad eccezione dei tumori localmente avanzati o comunque non
passibili di chirurgia conservativa la chirurgia sequita dalla terapia
sistemica adiuvante e rimasta lo standard per molti anni,
indipendentemente dal bioprofilo

Claudio Zamagni Rozzano 21 giugno 2023



Adiuvante vs Neoadiuvante

7

% Consentire Chirurgia
(non operabile — operabile)

7

% Consentire chirurgia conservative
(mastectomia — quadrantectomia)

K/

“ Anticipare la terapia sistemica per migliorare la sopravvivenza?

Claudio Zamagni Rozzano 21 giugno 2023



[CANCER RESEARCH 39, 3861-3865, October 1979]
0008-5472/79/00398-0000$02.00

Effect of Surgical Removal on the Growth and Kinetics of Residual
Tumor’ R e
Nurten Gunduz, Bernard Fisher,? and Elizabeth A. Saffer

Department of Surgery, University of Pittsburgh School of Medicine, Pittsburgh, Pennsylivania 15261
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Chart 1. Effect of the presence of a distant tumor focus on tumor growth. Chart 3. Effect of the removal of a distant tumor focus on tumor growth. @,
presence of distant focus; O, after removal of distant focus (12 to 15 mice/
group).
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Efficacy in NSABP B-18 and B-27 after a long follow-up
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Terapia adiuvante vs neoadiuvante:
efficacia a lungo termine analoga

Adjuvant \
(e & chemotherapy

60
4756 women, 1329 deaths
15-year loss 0.7% (95% Cl 2.7, 4.1)
501 RR 1.06 (95% C1 0.95, 1.18)

Log-rank p = 0.31 Neoadjuvant

40 = 34.4%

Neoadjuvant

g
Z
.E
S di 28.5% X
N BN NN NN DN DN BN BN BN BN B BN BN B B B B B B e . g =B Adjuvant
5 3019 Adjuvant
= 33.7%
§ 18.1% 26.6%
- 204
Neoadjuvant o
m -
chemotherapy ‘ 10
0 |
0 5 10 15
Time since trial entry (years)

Ad eccezione dei tumori localmente avanzati o comunque non
passibili di chirurgia conservativa la chirurgia sequita dalla terapia
sistemica adiuvante e rimasta lo standard per molti anni,
indipendentemente dal bioprofilo

1 Early Breast Cancer Trialists' Collaborative Group (EBCTCG); Lancet Oncol 2018
Claudio Zamagni Rozzano 21 giugno 2023



Adiuvante vs Neoadiuvante

»» Consentire Chirurgia
(non operabile — operabile)

% Consentire chirurgia conservative
(mastectomia — quadrantectomia)

»» Anticipare la terapia sistemica per migliorare la sopravvivenza?
* Fornire informazioni prognostiche
» Anticipare risultati che richiedono migliaia di Pazienti in fase

adiuvante (approvazione accelerata di farmaci)?
Quindi pCR come end-point surrogato di outcome?

Claudio Zamagni Rozzano 21 giugno 2023



Pathologic Complete Response and

- . . . A B
Individual Patient Prognosis After Neoadjuvant
Chemotherapy Plus Anti-Human Epidermal
Growth Factor Receptor 2 Therapy of Human -
. e z z
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FIG A1. (A) EFS and (B) OS according to pCR in all patients. EFS, event-free survival; HR, hazard ratio; OS, overall survival; pCR, pathologic complete

response.
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Re-Evaluation of Pathologic Complete
Response as a Surrogate for Event-Free and
Overall Survival in Human Epidermal Growth
Factor Receptor 2—Positive, Early Breast Cancer
Treated With Neoadjuvant Therapy Including
Anti-Human Epidermal Growth Factor Receptor e clear at patient level

2 Th '
erapy * poor at trial level

Pierre Squifflet, MSc'; Everardo D. Saad, MD'; Sibylle Loibl, MD?; Marion T. van Mackelenbergh, MD?; Michael Untch, MD?;

Priya Rastogi, MD?; Luca Gianni, MD®; Andreas Schneeweiss, MD®; Pierfranco Conte, MD’; Martine Piccart, MD® ; Hervé Bonnefoi, MD®;
Christian Jackisch, MD'%; Valentina Nekljudova, PhD'; Gong Tang, PhD'!; Pinuccia Valagussa, MD'?; Colin Neate, MD'3;

Richard Gelber, PhD'#; Coralie Poncet, PhD'*; Dominik Heinzmann, MD'®; Carsten Denkert, MD'?; Charles E. Geyer Jr, MD&;
Javier Cortes, MD'%; Valentina Guarneri, MD’; Evandro de Azambuja, MD®; David Cameron, MD?°; Gustavo Ismael, MD?';

Norman Wolmark, MD'®; Patricia Cortazar, MD??; Marc Buyse, ScD"?*; and on behalf of the CTNeoBC Project
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Adiuvante vs Neoadiuvante

»» Consentire Chirurgia
(non operabile — operabile)

»» Consentire chirurgia conservative
(mastectomia — quadrantectomia)

»» Anticipare la terapia sistemica per migliorare la sopravvivenza?
*» Fornire informazioni prognostiche
»» Anticipare risultati che richiedono migliaia di Pazienti in fase

adiuvante (approvazione accelerata di farmaci)
Quindi pCR come end point surrogate di outcome?

/
°

Modulare (personalizzare) la terapia post-operatoria e migliorare
I’outcome

Claudio Zamagni Rozzano 21 giugno 2023



NSABP B-50-1/GBG 77/Roche BO27938
Katherine: Study Schema

Residual Invasive HER2 Positive Breast Cancer in
Breast and/or Axillary Nodes after Neoadjuvant
Chemotherapyand Trastuzumab

>

[ }
Trastuzumab 6 mg/kg T-DM1 3.6 mg/kg
gq3wk x 14 doses q3wk x 14 doses

Radiation per standard guidance; hormone therapy if ER or PR pos
Accrual goal - 1484 patients
Primary Endpoint: DFS
SLIOES ARE THE PROPERTY OF THE AUTHOR. PERMISSIGN REGUIRED FOR REUSE PRESENTED AT ‘-'-\S(::@ "J""I,l",lu'”i..].‘_‘;

eeting

von Minckwitz G et al ASCO 2015
Claudio Zamagni Rozzano 21 giugno 2023 von Minckwitz G et al NEJM 2019



The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 FEBRUARY 14, 2019 VOL. 380 NO.7

Trastuzumab Emtansine for Residual Invasive HER2-Positive
Breast Cancer

G. von Minckwitz, C.-S. Huang, M.S. Mano, S. Loibl, E.P. Mamounas, M. Untch, N. Wolmark, P. Rastogi,
A. Schneeweiss, A. Redondo, H.H. Fischer, W. Jacot, A.K. Conlin, C. Arce-Salinas, |.L. Wapnir, C. Jackisch,
M.P. DiGiovanna, P.A. Fasching, J.P. Crown, P. Wiilfing, Z. Shao, E. Rota Caremoli, H. Wu, L.H. Lam,

D. Tesarowski, M. Smitt, H. Douthwaite, S.M. Singel, and C.E. Geyer, Jr., for the KATHERINE Investigators*

T1-4, NO-3, MO (T1a/bNO not eligible)
Preoperative systemic treatment consisting of at least 6 cycles with a total duration of at least 16 weeks,
including at least 9 weeks of trastuzumab and at least 9 weeks of taxane-based chemotherapy

Note: HER2-directed therapy and chemotherapy may be given concurrently; patients may have received more
than one HER2-directed therapy.; Patients may have received an anthracycline as part of preoperative therapy

Claudio Zamagni Rozzano 21 giugno 2023



KATHERINE: Kaplan-Meier Plot of IDFS (ITT)

1004 x 3-years
88.3%
801 e
77.0%
60~ Trastuzumab
X T-DM1
2 Trastuzumab  T-DM1
a 40+ (n=743) (n=743)
IDFS Events, no. (%) 165 (22.2) 91 (12.2)
Unstratified HR=0.50 (95% Cl, 0.39-0.64)
20 P<0.0001
3-years IDFS 77.0% 88.3%
O . L] L] L] L] L] L] L] L] L] L] L]
0 6 12 18 24 30 36 42 48 54 60
|t 3 676 635 594 555 501 342 220 119 38
743 707 681 658 633 561 409 255 142 44 4

Claudio Zamagni Rozzano 21 giugno 2023

Geyer CE et al SABCS 2018,
von Minckwitz G et al NEJM 2019



Subgroup Analysis of iDFS

3-Yr Invasive Disease—free
Subgroup T-DM1 Trastuzumab Hazard Ratio for Invasive-Disease Event (95% Cl) Survival Rate

no. of patients with an invasive-disease T-DM1  Trastuzumab

event ftotal no. %

All patients 91/743 165/743 I—.—| 0.50 (0.39-0.64) 88.3 77.0
Age group 1

<40 yr 20/143 37/153 |—+—| 0.50 (0.29-0.86) 86.5 74.9

40-64 yr 64/542 113/522 —— 0.49 (0.36-0.67) 88.8 77.1

=65 yr 7/58 15/68 [ -0 | 0.55 (0.22-1.34)  87.4 811
Clinical stage at presentation 1

Inoperable breast cancer 42/185 70/190 |—E-I—| 0.54 (0.37-0.80) 76.0 60.2

Operable breast cancer 49/558 95/553 —a— 0.47 (0.33-0.66) 923 82.8
Hormone-receptor status E

Negative (ER-negative and progesterone-receptor-negative or unknown) 38/209 61/203 —a— H R 0.50 (0.33-0.74) 82.1 66.6

Positive (ER-positive, progesterone-receptor—positive, or both) 53/534 104/540 I—-—| 0.48 (0.35-0.67) 90.7 80.7
Preoperative HER2-directed therapy 1

Trastuzumab alone 78/600  141/596 —— HER2 agentsos ©37-065) 877 75.9

Trastuzumab plus additional HER2-directed agent or agents 13/143 24/147 | EI | single/combo 0.54 (0.27-1.06) 90.9 81.8
Pathological nodal status after preoperative therapy 0

Node-positive 62/343 103/346 —a— N 0.52 (0.38-0.71) 83.0 67.7

Node-negative or NE 29/400  62/397 —— yp 0.44 (0.28-0.68) 928 346
Primary tumor stage at definitive surgery |

ypTO0, ypTla, ypTlb, ypTlmic, ypTis 40/331 52/306 H—.— 0.66 (0.44-1.00) 88.3 83.6

ypTl, ypTlc /175 42/184  <+—m—— ypT 0.34 (0.19-0.62) 919 75.9

ypT2 25/174 44/185 o | 0.50 (0.31-0.82) 88.3 74.3

ypT3 9/51 2157 - - | 0.40 (0.18-0.88) 79.8 61.1

yoT4 3/12 611 | 029 (0.07-1.17) 70,0 30.0
Regional lymph-node stage at definitive surgery i

ypNO 28/344  56/335 —1— 0.46 (030-0.73) 919 83.9

ypN1 29/220 50/213 ——— 0.49 (0.31-0.78) 88.9 75.8

ypN2 16/86 38/103 |—I—E—| 0.43 (0.24-0.77) 8l.1 58.2

ypN3 17/37 15/30 ——-0n | 071 (0.35-1.42) 52.0 406

ypNX 1/56 662 = : | 0.17 (0.02-1.38)  98.1 88.7

01'3.0 I I()ISOI o I100 260 I I SIOO

T-DM1 Better Trastuzumab Better

Claudio Zamagni Rozzano 21 giugno 2023 von Minckwitz G et al NEJM 2019



Tappe fondamentali della terapia anti HER-2

1998 l'inizio

2005 la rivoluzione

2019 il nuovo paradigma

. emtansine | Katherine: Study Schema
(T-DM1)8 :

; Residual Invasive HER2 Positive Breast Cancer in
\ " / . o Breast and/or Axillary Nodes after Neoadjuvant

Chemotherapyand Trastuzumab

B | 5>

: : : : | l

: 3 3 . : Trastuzumab 6 mg/kg T-DM1 3.6 mg/kg
------- ... Querall Survival ... .. q3wk x 14 doses q3wk x 14 doses

‘TH3RESA T-DM1 >TPC

EM|L|A T DNH >C : /L f Radiation per standard guidance; hormone therapy if ER or PR pos

T ape Lap . Accrual goal - 1484 patients

SLIDES ARE THE PROPERTY OF THE AUTHOR: . PERMISSION REQUIRED FOR REUSE. PRESENTED AT: AS(:@ ’\RE':‘L"_'(I“E

von Minckwitz G et al ASCO 2015
von Minckwitz G et al NEJM 2019
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L'ottenimento della pCR assume
quindi importanza di per se,
iIndipendentemente dal suo valore
come end-point surrogato di
outcome

Claudio Zamagni Rozzano 21 giugno 2023



Carcinoma mammario HER2+ in fase precoce

“ T T e e Py N R

o = S

New decision point

ieesn 7 _
9 ) T-oM1
disease

Chemotherapy -T+/-P

[ All patients should be given the opportunity to optimise treatment after surgery according to their
response to neoadjuvant therapy

Claudio Zamagni Rozzano 21 giugno 2023



eBC HER2+ nel 2023

Trastuzumab e pertuzumab® in neoadiuvante

Claudio Zamagni Rozzano 21 giugno 2023 ° attualmente indicato (on label) ma non rimborsabile



NeoSphere: Study design and main results
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pertuzumab (840—420 mg) R S 401 T
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TP (n=96) Y 3 307 T J | |
docetaxel (75—100 mg/m?) > g 201 — l T l
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: . . Gianni L, et al. Lancet Oncol 2012; 13:25-32
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JAMA Oncology | Brief Report

Efficacy, Safety, and Tolerability of Pertuzumab, Trastuzumab,
and Docetaxel for Patients With Early or Locally Advanced
ERBB2-Positive Breast Cancer in Asia

The PEONY Phase 3 Randomized Clinical Trial

Zhimin Shao, MD; Da Pang. MD; Hongjian Yang, MD; Wei Li, MD; Shusen Wang, MD: Shude Cui, MD; Ning Liao, MD; Yongsheng Wang. MD;
Chuan Wang, MD; Yuan-Ching Chang, MD; Hweichung Wang, MD; Seck Yun Kang, MD: Jae Hong Seo, MD; Kunwei Shen, MD;
Suphawat Lachawiriyakamel, MD; Zefei Jiang, MD; Junjie Li, MD; Julian Zhou, PhD; Betsy Althaus, PharmD; Yixiang Mao, MD; Jennifer Eng-Wong, MD

Figure 2. Efficacy Data

| A ] Differences in tpCR rates in the

ITT population . Pertuzumab, trastuzumab, and docetaxel

. Placebo, trastuzumab, and docetaxel

86 of 219 Patients 39.3%

24 of 110 Patients 21.8%

0 20 40 60 80 100
tpCR Rate by IRC, %

55 of 160 Patients 34.4%
Lymph Node Positive
16 of 89 Patients 17.9%

0 20 40 60 80 100
tpCR Rate by IRC, %

Claudio Zamagni Rozzano 21 giugno 2023

Shao Z et al JAMA Oncol 2020



Neoadjuvant chemotherapy with or without anthracyclines
in the presence of dual HER2 blockade for HER2-positive
breast cancer (TRAIN-2): a multicentre, open-label,

randomised, phase 3 trial

Mette S van Ramshorst, Anna van der Voort, Erik D van Werkhoven, Ingrid A Mandjes, Inge Kemper, Vincent O Dezentjé, Irma M Oving,
Aafke H Honkoop, Lidwine W Tick, Agnes J van de Wouw, Caroline M Mandigers, Laurence j van Warmerdam, Jelle Wesseling,
Marie-Jeanne T Vrancken Peeters, Sabine C Linn, Gabe S Sonke, on behalf of the Dutch Breast Cancer Research Group (BOOG)

FEg,C x 3 Cb AUC6 g3w (or AUC 3 d1-8)
+ Pac80d1-8 x6

Stage II-llI Surgery within 6 weeks

N
HER2+ ‘

Cb AUC6 q3w (or AUC 3 d1-8)
+ Pac80d1-8 x9

Trastuzumab + Pertuzumab at standard
doses g 3w x 9 in both arms

Claudio Zamagni Rozzano 21 giugno 2023 Lancet Oncol 2018; 19: 1630-40



TRAIN-2 Trial: pCR (ypTO0/is ypNO) according to treatment and ER-PR status

Claudio Zamagni Rozzano 21 giugno 2023

Patients with a pathological complete response (%)

Patientswith a pathological complete response (%)

A
1007

804

60

204

804

60

404

204

p=095
[ 1
68% (95% Cl 61-74)

67% (95% Cl 60-73)

Anthracycline group

Non-anthracycline group

89% (95% CI 80-94)

84% (95% C175-91)

55% (95% Cl 46-64)
51% (95% Cl 42-60)

Non-anthracycline
group group
ER-negative and PR-negative patients

Anthracycline group Anthracycline group Non-anthracycline

ER-positive and/or PR-positive patients

van Ramshorst MS et al Lancet Oncol 2018



Tappe fondamentali della terapia anti HER-2

1998 l'inizio

2005 la rivoluzione

2019 il nuovo paradigma

2020 l'evoluzione della specie

ADC Characteristic Differences Between T-DXd
The NEW ENGLAND and T-DM1
JOURNAL of MEDICINE
ESTABLISHED IN 1812 FEBRUARY 13, 2020 VOL. 382 NO.7 Trastuzumah Trastuzumab
Tucatinib, Trastuzumab, and Capecitabine for HER2-Positive deruxtecan T oXa™ T oM emtansine
Metastatic Breast Cancer (T-DXd)? Payload MoA Anti-microtubule (T-DM1)*

hbt

S { ~8:1 Drug-to-antibody ratio ~3.5:1 \ /
Tumor-selective cleavable
Yes linke: ?
e of bystander
ttmor effect?
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D88201-A U305 (DESTINY—BreastOS) Study DeS|gn

Key Patlent Ellglblllty

« HER2-positive
. Non-metastahc (T1-4,NO- 3 MO)

"Breast cancer dlagn05|s B

_ -A1 least 16 weeks

|nc|udestaxane+

» Evidence of remaining -
disease after preoperatlve

« All cancer removed at surge

~Breast Cancer Surgery |

_treatment -

. recurrence
Inopei’able at presentation

or

« Pathalogically positive .'axlllaryr
lymph nodes following

(before neoadjuvant therapy) __

Inve_srr'gationar Arm:
..... Trastuzumab... . ...
Patient Populatlon dertixtecan (T-DXd)
<HER2+ eBC with 5.4 mg/kg q3w for : ;
residual disease : 14 cycles Follow-up: ; :
g0 therapy with high risk Safety FU:
of recurrence : Comror Arm - Disease FU :
| *Centrally confirmed Trastuzumab emtansine |« LongtermFU | ...
HERD+ status - (T-OM) : :
. 0. 3.6 mg/kg q3w for
EECOG PS 0-1 14 cycles
.-£JURE
Stratification Factors Endpomts Additional Notes
1) Operatlve status at disease presemaltlcm1 f . Prlmary . Exploratory - Randomization within 12
' |operable, inoperable) : | =IDFS : - PROs(QoLy @ weeksofsurgery
2) Post-neoadjuvant pathologmal nodal status2 o Secondary.f - Br_omarkers_ . Adjuvant radlotherapy
(positive, negative) - : : - DFs - - PK : and/or endocrine :
3 - Tumor-hormone receptor status : = DRFI- - fher?py Eelr protocol and
(positive, negative) - — BMFI 2l ==
4) HER2- targeted neoadjuvant therapy approach = gl? : : : : : :
- = : : : : :

~ (single, dual)

Claudio Zamagni Rozzano 21 giugno 2023

.neoadjuvanttherapy... .:......} ... ...

1 Operable cllnlcal stages T“l 3,NO-1 MO Inoperable cllnlc:al stages T4,NO-3 MO or T1-3 N?_ 3,M0
2Pesm\re ypN1—3 negatlve ypNO . . . .
AE=adverse event; BMFI=Brain metastases-free interval; DFS Disease free survival; DF{FI Distant recurrence

FU=follow-up; HER2=Human epidermal growith factor receptor 2; IDFS=Invasive disease:-free survival, 0S=0verall
survival, PK=pharmacockinetics; PRO=patient reported outcome; QolL=quality of life R=randomization

‘free'interval; eBC=early breast cancer; ECOG PS=Eastem Cooperative Oncology’ Group pefformance’statas;” 00T T Tt



CompassHER2 RD study design

HER2+ RD after
preoperative
chemotherapy and
HER2-directed T-DM1 and placebo x 14 cycles >
therapy

2
T1-4, NO-3 at -
initial presentation
Any ER-

If HR+, node- T-DM1 and tucatlnlg x 14 cycles -
positive

Al

Surgery
Follow-up

Registration/
Randomization

At least 6 cycles
of chemotherapy
preoperatively or
pre- and post-
operatively

O’Sullivan CC et al Future Oncol 2021
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Destiny B11- Study Design: Phase 3, open-label 3-arm Neoadjuvant Study

" Population —

Population

HER2+ EBC Arm A
HR+ or HR-

High-risk defined as

one of the following: Arm B Paclitaxel QW (d1, 8, 15), +
* TN, .M, > trastuzumab and pertuzumab
. Q3W x 4 cycles

A

Surgery

* T34N,My

* Inflammatory BC Arm C Doxorubicin + Paclitaxel QW (d1, 8, 15), +
— cyclophosphamide trastuzumab and pertuzumab
Q2W x 4 cycles Q3W x 4 cycles

Post-neoadjuvant therapy will be determined by investigator and administered as per local SOC

Stratification factors:

* HR Status
* HR+ vs HR- Primary Endpoint:
*  pCR (ypTO/Tis ypNO Key Design Features:
* HERZIHC PER P oo * Study powered for pCR; SOC pCR
* IHC3+ vs Other Secondary Endpoints: benchmark 56%; Target pCR A15% for
*  pCR (ypTO ypNO) both experimental arms
* EFS * Cap HR-negative patients at 30%
* IDFS (natural prevalence)
* OS * N+ orlarge tumor only eligible
* HRQolL
* Safety

PK and immunogenicit
Claudio Zamagni Rozzano 21 giugno 2023 g y




Key Message
eBC HER2+ nel 2023

Approccio neoadiuvante in tutti gli stadi (esclusi cT1NO?)

Tutta la chemioterapia® prima dell’intervento

*EC/AC— taxani oppure platino/taxani (solo taxani nei TINO?)

Trastuzumab e pertuzumab® in neoadiuvante
Trastuzumab adiuvante nelle pCR; TDM1 se malattia residua (T e/o N)

Claudio Zamagni Rozzano 21 giugno 2023 ° attualmente indicato (on label) ma non rimborsabile
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