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Terapia Neoadiuvante Michelino De Laurentiis

Istituto Nazionale Tumori «Fondazione Pascale»
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Disclosures

* Fees for Talk or Consultation

* Astrazeneca, Amgen, Arvinas, Celgene, Daiichi-
Sankyo, Eisai, Eli-Lilly, Exact Science, Gilead,
Istituto Gentili, Menarini-Stemline, MSD, Novartis,
Pfizer, Pierre Fabre, Roche, Sanofi-Aventis, Seagen,
Sophos, Veracyte
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Scopo della Terapia Neoadiuvante
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Scopo della Terapia Neoadiuvante

» Evaluate Treatment sensitivity

Treatment Escalation

Clinical Trials
Capecitabine

T-DM1
T>1-2c Olaparib
/ & Abemaciclib

Treatment De-Escalatation

‘903 * No Adjuvant Tx
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Scopo della Terapia Neoadiuvante

ldentification of early markers of response
*Understanding mechanisms of resistance
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Treatment Escalation in Non-pCR HER2+ EBC -
100
T-DM1
§ 80 Trastuzumab
T
§ g 60— 3-Yr Invasive
a s No. of No. of Disease—free
- g 40 Patients Events (26) Survival, 26
L —
= h T-DM1 743 91 (12.2) 88.3
S Trastuzumab 743 165 (22.2) 77.0
= 20— Unstratified hazard ratio for disease recurrence or death,
0.50 (95% Cl, 0.39-0.64)
P<0.001
0 I I I I ] ] ] I I I
0 6 12 18 24 30 36 42 48 54 60

Months since Randomization

von Minckwitz et al, New England J Med 2018
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Treatment Escalation in Non-pCR TNBC
_ 1.0
<
=
S
0.8—
ﬁ o TR Capecitabine
L
a 0.6+ T e e e
S
g Control
2 0.4
o
=
% 0.2 Hazard ratio for recurrence,
= second cancer, or death, 0.58
o 95246 CIl, 0.39-0.87
0.0 T I T I T
O 1 2 3 4 5
Years since Randomization

Masuda et al, New England J Med 2017
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Treatment Escalation in Non-pCR BRCAmM

100 93.3

90:'\\ = 89.2 .

5 88 4 Olaparib (106 events)
.0 81.5 b Placebo (178 events)
X 60- Between-group difference in
..E 50 3-yrinvasive disease—free survival,
9 8.8 percentage points
s (95% Cl, 4.5-13.0)

304 Stratified hazard ratio for invasive

20- disease or death, 0.58

a (99.5% Cl,0.41-0.82)

P<0.001
0 | | | | | | |
0 6 12 18 24 30 36 42
Months since Randomization

Tutt et al, New England J Med 2021
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KEYNOTE-522 Study Design (NCT03036488)

B Neoadjuvant Phase =————y d— A djuvant Phase ey
Necadjuvant Treatment 1 Neocadjuvant Treatment 2 Adjuvant Treatment
[cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) {cycles 1-9; 27 weeks)

Key Eligibility Criteria
Age =218 years
Newly diagnosed TNBC of
either T1c N1-2 or T2-4 NO-2

ECOG PS 01

Tissue sample for PD-L1
assessment®

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W

A Placebo

Placebo

Stratification Factors:
» Nodal status (+ vs -)
= Tumor size (T1/T2 vs T3/T4)

» Carboplatin schedule (QW vs Q3W)

Neoadjuvant phase: staris from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

=*Must consist of at least 2 separate tumor cores from the primary tumor. “Doxorubicin dose was 60 mgm= Q3W.
tCarboplatin dose was AUC 5 Q3W or AUC 1.5 QW. *Epirubicin dose was 90 mg/m? Q3W. C Confidential
*Paclitaxsl dose was 80 mg/m?® QW. 'Cyclophosphamide dose was 600 mg/m< Q3W
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60— i HR 1
" : Events (95% CI) P-value
E 50— ! Pembro + Chemo/Pembro 15.7% 0.632 0.00031b
: 0.48-0.82
40— '  Pbo + Chemo/Pbo 23.8% ( )
30— i
20— ;
10 E
Median follow-up®: 39.1 mo E
0 | | ] ] ] | | 1 I ] ] I | | 1 | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at Risk ot
Pembro + Chemo/Pembro 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0
Pbo + Chemo/Pbo 390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 0

*Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. *Prespecified P-value boundary of 0.00517 reached at this analysis. C Confidential
“Defined as the ime from randomization to the data cutoff date of March 23, 2021.

Schmid al, ESMO Virtual Plenary July 2021
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CLINICAL PRACTICE Early Breast Cancer
GUIDELINES

<+ v v
N ) N ) N )
Tumour < 2 cm a Tumour > 2 cm or optimal surgery not feasible ™ ———— No wish for breast
opti - easible™ and wish for breast conservation and breast conservation or breast
nnh:lnfiql AL fgasimg aftor dmﬂnﬂaginn

Treatment TNBC/HER2-positive tumours > 2 cm and/or with positive axilla
regardless of feasibility of optimal surgery

* Biology that requires ChT (TNBC, HER2-positive, \J; \*/
luminal B-like), to assess response and prognosis [ Satisfactory response ] [ Unsatisfactory response ]
and eventually decide on postoperative therapies,
should preferentially receive preoperative ChT NV v - v
breast cancer
+ If ChT is planned, it should all be given as i :
neoadjuvant
, _ _ Postoperative ChT + anti-HER2
+ Concomitant postoperative RT, postoperative ET if applicable
and anti-HER2 therapy J' l

Postoperative RT* if applicable Postoperative ET*
(mandatory after BCS) if applicable

m © 2019 ESMO. All rights reserved. esmo.org/Guidelines/Breast-Cancer/Early-Breast-Cancer

B g




RETE ONCOLOGICA REGIONE CAMPANIA
VOLUMI MINIMI CHIRURGICI SEDI SPECIFICI INDICATI PER LA PARTECIPAZIONE ALLA RETE
ONCOLOGICA REGIONE CAMPANIA - FASE DI TRANSIZIONE

VOLUMI CHIRURGICI DI VOLUMI MINIMI FASE DI
RIFERIMENTO - n°pazienti TRANSIZIONE *** n.° pazienti

CUT OFF CUT OFF ridotto (
RIFERIMENTO * 20%) **

SEDE TUMORALE
MAMMELLA 120

Centri di Senologia:

n.22 individuati dalla Regione




PDTA Regionale ca Mammario Operabile

Tumore della mammella localizzato, operabile

NB: i tumori HER2+ e Triplo-negativi > 2 cm seguono percorso della malattia
localmente avanzata (Figura 5)

Chirurgia radicale*

Radioterapia adiuvante, secondo le linee Chemioterapia/ Terapia target/
guida Ormonoterapia adiuvante, secondo le
linee guida




PDTA Regionale ca Mammario Operabile

Metastasi a
distanza:
s

Carcinoma mamimario metastatica
localmente avanzato Mo
operabile o carcinoma
infiammatorio

Trattamento per
malattia

-
r.—"— -\ Metastasi a
Carcinoima manumario distanza: >
mfiltrante NO )
potenzialmente —, Biopsia o
eleggibile per terapia :> Linfonodi ascellari agoaspirato
ggﬂmTE climicamente linfonodale. Terapia
M/ US/C, repere) sospettic 51 p{ Eventuale clip E—. primaria/
'n.\ _‘/.i' - per localizzazione neocadiuvante
del linfonodo
Malattia 1|I ’...r> bioptizzato
operabile J ™
Linfornodi Considerare —™™
ascellari biopsia del
climnicamente linfonmnodo
sospetti: NO sentinella dopo
terapia
necadiuvante




PDTA Regionale ca Mammario Operabile

4 N ™
Linfonodi cNO prima ) L
della NACT Considerare biopsia del LS dopo NACT
\ J \ /
4 A 4 v"  biopsia del linfonod tinell
Terapia Linfonodi cN+ prima |9P5|a fa in crno os?n |mla a con
primaria/ —<% della NACT e cNO Y L::fc"'zzotd;fiopp's tra:azl.'lte )
. dobo la NACT argeted lymph node biopsy
neoadiuvante _ P y (TLNB/MARI)?
S v' Targeted Axillary Dissection — TAD? y
4 N ™

Linfonodi cN+ dopo

E— Dissezione ascellare
la NACT

N J N\




“Kderenza al PDTA Regionale x Neoadiuvante

RETE ONCOLOGICA
CAMPANA

1

INT IRCCS Pascale

100% Ca Mammario Precoce valutati al GOM Pre-Operatorio

80% Ca Mammario Precoce valutati al GOM Pre-Operatorio
(autodichiarazione dei centri)
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