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Terapia neoadiuvante - Cosa sappiamo gid dalle
evidenze scientifiche e dalla pratica clinica

»FE' certamente indicata nelle forme localmente
avanzate di CM

» Pyo indurre un downstage del fumroe

Puo aumentare i tassi di chirurgia conservativa e
migliorare i risultati cosmetici

» Non e detrimentale

» OCR € un marcatore surrogato di outcome della
malatfia

® | tassi di pCR sono diversi nel diversi sottofipi di CM



Tassi di pCR e softotipo di CM

* ACOSOG 71071, n=694, stage II-llI

HR+ HER2-
HER2+
TNBC

Boughey, Ann Surg 2014

207
170

16% 35%
50% 43%
48% 47%

Nodal pCR After Neoadjuvant Therapy, cN1->cNO

* Single institution prospective series, stage II-1ll patients, NAC

MSKCC 2013-15 DF/BWCC 2015-17
N=195 N=169

Overall nodal pCR 96 (49%) 65 (38%)*
| ER+/HER2- 21% 16%
ER+/HER2+ 70% 50%
ER-/HER2+ 97% 76%
ER-/HER2- 47% 47%

*ITCs and micromets included as ypN+

Mamtani A et al. Ann Surg Oncol 2016; Laws et al Ann Surg Oncol 2018




La pCR e correlata con la Sopravvivenza
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TRIALS Patients (n)
GBG/AGO: 7 6377
NSABP: 2 3171
EORTC/BIG: 1 1856
ITA: 2 ' 1589
Total # patients 12993

Lancet 2014 12:384:164-172
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L'evoluzione della strategia neoadiuvante

» Aumentare il tasso di pCR per migliorare outcome
» Migliorare |la selezione dei pazienti

» |dentificare fattori predittivi
» Fscalation delle terapie

»Doppio blocco in HER2+

»Sali di platino, Immune Checkpoint Inhibitor, Parp Inhibitors
in TN

= (Cdk4/6i + ET in ER+/HER2-)

= NAT come sitrategia per modulare la terapia
adiuvante




Migliorare la selezione delle pazienti - pCR rate in
rapporto allo stato di Recettori ormonali nello
studio Neo-Sphere (HER2+)
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Gianni, SABCS2010




Migliorare la selezione delle pazienti - pCR rate in
rapporto al sottotipo molecolare nello C40601(HER2+)

C40601: pCR by Intrinsic Subtype
(all arms)

80

Exploratory pCR by Arm and
Intrinsic Subtype

89%

' Carey , ASCO 2013




Nuovi fattori predittivi a NAT - ctDNA e CTC
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La persistenza di
ctDNA dopo 1 ciclo o al
termine di NAT
associata a minor
probabilita pCR ed
outcome sfavorevole in
TNBC

Cavallone, Sci rep 2020



NAT Escalation per aumentare il tasso di pCR per
migliorare la sopravvivenza nei tumori HER2+

DFS in base alla risposta a NAT

EC 2> T+H
i e I

GeparQuinto (tpCR) EC > T+H
3-yr DFS [ EC >T+L 90% 83%

L > L+T - surgery - FEC + L
NeoALTTO (breast pCR) H = H+T > surgery 2> FEC+H

3-yr EFS B H/L = H/L+T = surgery = FEC + H/L

AC = T+H

AC > T+L 90% 81%
AC =2 T+H/L

NSABP B-41 (breast pCR)
5-yr RF| (4]

H+T = surgery 2 FEC+H
NeoSphere (tpCR) H/P+T = surgery = FEC + H

5-yr PFS [5] H/P = surgery > T > FEC + H
P+T - surgery > FEC+H




Immunoterapia neoadiuvante nei CM TN

Studio  |Terapia | pCR%

ISPY-2 Paclitaxel + Pembrolizumalb 20 vs 60
Keynote-522  CP->EC + Pembrolizumab 51 vs &5
GeparNuevo nabP->EC + Durvalumab 44 vs 53
(61 in 2w window)

NeoTrip Carbo-nabP + Atezolizumab 41 vs 44
Impassion 031 nabP->AC + Afezolizumab 41 vs 57
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Beneficio indipendente da 40 o | |
espressione di PD-L1, ma piu  [* . | | |
elevato in PD-L1+ 20 - | | |
(caveat: eterogenita nella 10 7 - | ,
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I beneficio in pCR si associa ad aumento della
sopravvivenza

Keynote-522

First Pre-planned Interim Analysis for EFS

191.3%
100 — ' 85.3%
o] W
80- ;
707 .+ First interim analysis of EFS based on 1174
R 607 patients: pre-calculated P value boundary for
@ 504 significance of 0.000051 (HR <0.4)
w 404 Events HR .
(95% Cl) * Median follow-up, 15.5 months
30+ Pembro + Chemo/Pembro 7.4% 0.632
20 Placebo + ChemolPlacebo  11.8% o 03 |
104
0 1 L T -t rrrtrrrrrrrrr 1
0 3 6 9 12 15 18 21 24 27
No. at Risk Months
784 780 765 666 519 376 242 73 2 0
390 38 380 337 264 186 116 35 1 0

aPre-specified P value boundary of 0.000051 not reached at this analysis (the first interim analysis of EFS). Hazard ratio (Cl) analyzed based on a Cox regression model with
treatment as a covariate stratified by the randomization stratification factors. Data cutoff April 24, 2019.

Schmidt, NEJM 2020




L'evoluzione della strategia neoadiuvante

» Aumentare Il tasso di pCR
» Migliorare la selezione dei pazienti

® |denfificare fattori prediffivi
» Fscalafion delle terapie

» Doppio o triplo blocco in HER2+

»Sali di platino, Immune Checkpoint Inhibitor, Parp Inhibitors
N TN

= (Cdk4/6i + ET in ER+/HER2-)

= NAT come strategia per modulare la terapia
adiuvante




Verso una ottimizzazione della strategia
neoadiuvante ed adiuvante

oCR | pCR as guide for treatment

de-escalation

Early BC

Based on tumor and
NAT microenviroment Post-neoadjuvant treatment

characteristics
- Capecitabine

Residual disease

Immunotherapy
Predicting response to Agenti anti-HER2
NAST

T g Circal tials

- GES -HRD Pronosis and ad' uvant Based on tumor and
- Imaging-Machine learning treatment selection microenviroment
Ot ors o characteristics

- Immune Milieu
-ctDNA -GES
- Others

Sharma, ASCO 2020, modified




Modulare la terapia adiuvante in base alla risposta a NAT —
ruolo della terapia anti-HER2

T-DM17" 3.6 mg/kg IV Q3W x 14 cicli

Donne con HER2+ EBC (cT1-4/N0-3/M0) con (n = 743)
malattia residua invasive (mammella o LN)
’l . . .
all’intervento chirurgico dopo NAT (CT + agenti Trastuzumab 6 mg/kg IV Q3W x 14 cicli
anti-HER2) (N = 1486) (n=743)
100~
N \ E S e .
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— g8y Tt
X 60" T-DM1  Trastuzumab ; s
Iy (n=743) (n=743) 3 pEACY
(7] '0.4' rashia + T
& 40- Events,n (%)  91(12.2) 165 (22.2) 2 | — TodambhRe 50) R o
—_— 3-yr IDFS, % 883 77.0 £ | — TDM HR# (n=534) | Unstaifed haarrato 4 C1: L8 [035:080) |
20- | e )
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HR: 0.50 (95% Cl: 0.39-0.64; P < .001) M it b
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0 6 12 18 24 30 36 42 48 54 60 Ti mrts|
Patients at Risk. n months Trastzuman HR 540 a3 44 1 i 3 163 168 1] L) 4
' T-OMIHRe 5 508 9 in 461 ] % 18 '] .| 4
T-DM1 743 707 681 658 633 561 409 255 142 44 4 TosomabH-owoom 2 0 M 0 W om0 0B R % B 0
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4 TOM1 HR=or wknown 208 199 18 1 m 15 11 T M 1 0

Geyer. SABCS 2018. Abstr GS1-10. von Minckwitz. NEJM. 2019;380:617.



Modulare |la terapia adiuvante in base alla risposta a NAT —
ruolo della capecitabina nei tumori TN

5-year DFS S5-year OS
C Disease-free Survival among Patients with Triple-Negative Disease D Overall Survival among Patients with Triple-Negative Disease
= 1o 1.0t 78.8%
-2 = Ea e T Capecitabine
CREATE-X Eo] T
=
HER2- g 0.6 =g 0.6 Control
Contml: b 3 70.3%
Tty S 3 o
wac sursers | Nonocn [ g -
or NOde + Standard therapy ;, D] e e % o
( —900) + Capecitabine S i, P ';"lc E";r ';j 8'-' © d" th, 0.58 & . I'J‘;{'.d('_?-'g'.}g 'Agr‘fcfat' 0.52
- 1 2 3 : 0 1 2 3 4
MaSUda, NEJM 2017 Years since Randomization Years since Randomization
No. at Risk No. at Risk
Habine 139 109 36 76 42 1 Capecitabine 139 124 116 9 SO
147 95 84 63 az 6 Contro 147 125 108 L. ¥4 9
N;
Study Eligibility Treatment Median HR for DFS (CI) p-value HR for OS (CI) p-value
follow-up
XT-XEC vs T- 280
CBCSG-01 T>1cm of LN+ 57y 0.66 (0.44-.99) 0.04 0.67 (0.37-1.22) 0.18
FEC
All TNBC
RD post NAC 910; All: 0.70 (0.53-
HER2- X vs. 36y 0.93)
SREATEX 94% of patients observation 30% TNBC: 0.58 ot 0-60 (0-40-0.92) 001
had priorAand T TNBC HR+: 0.81
T1c-T3, NO-N3a,
CIBOMA Prior X vs. 73y
2004-01 neo/adjuvant CT observation All TNBC 0:82140.69.1.06) 4’16 .92 (066125 u622
with A+/-T

(DFS HR 0.53 vs 0.94 per basali;
essere arricchito di sotfotipo non basale

» Ufilita forse ristretta ai TN non-basali, come suggerito dallo studio CIBOMA
basali sono piu senslbili a CT, E Create-X potrebbe




Modulare la terapia adiuvante in base alla risposta
a NAT — ruolo per 'immunoterapia?

Surgery: Pathologic Complete Response

Adjuvant checkpoint inhibitor trials SWOG S1418:
Residual disease

¥

Cure

Trial N Intervention S
- Pembro
A-BRAVE 335 Avelumab x 1 yr TNBC: S Pl
vs. observation > 1 cm residual é
IMPASSIONO030 2300 Weekly paclitaxel, invasive cancer | § N\
DDAC (or EC) or + LN T .
+/- atezolizumab x 1 yr % Snabi Ll
Y

Primary Endpoint: IDFS Overall and PD-L1+

Adapted from Adams S et al JAMA Oncology 2019




Quali conseguenze della strategio
neoadiuvante

» Modifica del tipo di chi
co de

»\/qlo

» N\ odi
»Possibile In tutti | sot

®»|ndicata indipendentemente dalle
dimensioni del tumore $¢
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Le stesse cose valgono per i fumori
screen detected?

® Disfribuzione del parametri biologici e
clinici nei tumori SD e non-SD

®»Screen-detection come fattore
prognostico




Screen e non-screen detected. Differenze?

B International breast cancer association consortium (IBCAQ)
Breast SurgANZ - Other presentations
Bl BreastSurgANZ - Screen detected cancers

82.3

71.3 71.4

16.2

98 13.0
6.3 " 7.6 6.2 58 35 - 6.7
I I e == .
Luminal A Luminal B HER2 enriched Basal-like

P value < 0.0001




CM screen € non-screen detected. Differenze?

Stage Interval Screen Total p value OR* 95% CI1
Overall N=1091 N=1791 N=2882
I 421 (38.6%) 1189 (66.4%) 1610 (55.9%) <0.001 3.14 2.69. 3.68
1 455 (41.7%) 487 (27.2%) 942 (32.7%)
111 175 (16.0%) 105 (5.9%) 280 (9.7%)
v 40 (3.7%) 10 (0.6%) S0 (1.7%)
ER + PR + Her2 — N =641 N=1305 N— 1946
I 202 (45.6%) 905-910 (70%) 1197—-1202 (61%) <0.001 2.73 225,332
11 248 (38.7%) 325 (24.9%) 573 (29.4%)
I 85 (13.3%) 67 (5.1%) 152 (7.8%)
v 16 (2.5%) <5 (0.4%) 17-21 (1%)
ER + PR — Her2 — N=287 N=132 N=219
I 29 (33.3%) 80 (60.6%) 109 (49.8%) <0.001 3.08 1.75.5.42
11 37 (42.5%) 42 (31.8%) 79 (36.1%)
111 14 (16.1%) 10 (7.6%) 24 (11.0%)
v 7 (8.0%) 0 (0.0%) 7 (32%)
ER +Her2 + N=90 N=129 N=219
I 24 (26.7%) 72 (55.8%) 96 (43.8%) <0.001 3.47 1.94, 6.22
I 34 (37.8%) 45 (34.9%) 79 (36.1%)
101 26-33 (29-37%) 8 12 (6-9%) 38 (17.4%)
v <5 (4.4%) <5 (1.6%) 6 (2.7%)
ER — PR — Her?2 + N=75 N =68 N=143
I 21 (28.0%) 35 (51.5%) 56 (39.2%) 0.02 2.73 1.36. 5.45
1 35 (46.7%) 22 (32.4%) 57 (39.9%)
111 14-18 (19-24%) 11 (16%) 25-29 (17-20%)
v <5 (4.0%) 0 (0.0%) <5(2.1%)
ER — PR — Her2 — N=181 N=147 N=2328
I 50 (27.6%) 88 (59.9%) 138 (42.1%) <0.001 3.91 2.46, 6.21
1 05 (52.5%) 49 (33.3%) 144 (43.9%)
I 25-30 (15.5%) 611 (4—7%) 35 (10.7%)
v 510 (3—-6%) <5 (2.0%) 11 (3.4%)

\\




NAT applicabile nei tumori in stadio inizialee

Linee Guida ASCO 2020

Recommendation 3.2

+ Patients with cT1a or cT1bNO TNBC should not routinely be
offered neoadjuvant therapy outside of a clinical trial.

Recommendation 5.2

» Patients with T1a NO and T1b NO, HER2-positive disease should
not be routinely offered neoadjuvant chemotherapy or anti-HER2
agents outside of a clinical trial.

Evidence-based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

High

Strong

Informal consensus

Evidence Quality

Strength of
Recommendation

Intermediate

Moderate




Le stesse cose valgono per i fumori
screen detectede

® Distribuzione del parametri biologici e
clinici nel tumori SD e non-SD

®»Screen-detection come fattore
Prognostico




Valore prognostico della modalita di diagnosi nei tumori mammarri
HER2+ in stadio iniziale (pT1aNQ) — Risulfati dai Registri di Patologia

dell’Emilia-Romagna

2003 2004 2005
4 5 7
9 15 10
16 11 15
20 22 21
26 22 29
5 4 5
10 8 14
10 18 19
2 6 13
10 7 7
11 10 7
130 128 147

2006

4
6
8

14
18
6
11
21
5
10

2007

4
14
12

29
13
5

2008

5
11
12

22
19
4

2009 Total
5 34
12 77
13 87
24 152
16 143
4 33
11 71
13 107
11 59
8 55
7 56

124 "IIEII’

* 35% non-SD
(n=298, di cui 47%
interval cancer)

* 65% SD
(n=552)

Musolino, EJC 2018
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P =0.01
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La modalita di diagnosi (SD vs IC) e un fattore
prognostico indipendente, in particolare nel
sottotipo HER2+

Raccomandazioni ASCO contro NAT in Tla da
limitare ai tumori SD?
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Invasive Disease-free Survival per sottotipo e modalita di diagnosi

1

P =0.003

= Screen-detected, HER2+

— Interval cancers, HER2+
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b

P=0.52

= Screen-detected, ER +

== |nterval cancers, ER +
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Musolino, EJC 2018



NAT De-escalation nel tumori HER2+

TRAIN-2: study design

HER2+ BC
Stage lI-1N

Strotified by
cT(0-2vs 34)
N (neg vs pos)
ER (neg vs pos)
oge (<50 vs 250)

3x FEC-T + Ptz 6x PTC + Ptz

*  PTC+Puz cycle of 3 weeks, day 1 PTC+Pt2, day 8 only P: P = paclitaxel 80mg/m*; T
6mg-min/mi; Ptz = pertuzumab, 420mg (loading dose 840mg)

8mg/kgl Ptz = pertuzumab, 420mg (loading dose E40mg)
*  Adjuvanttrastuzumab to complete one year of treatment and endocrine therapy for ER+ and/or PR+ tumors

6x PTC + Ptz Primary endpoint
* pCR (ypT s, YPNO)
by local assessment
Secondary endpoints
* Toxicity (CTCAE 4.03)

= trastuzumab 6mg/kg (loading dose Smg/igl C = carboplatin AUC =

¢ FEC-TePtz cycle of 3 weeks: F = S-flucrouracil S00mg/m’; £ = epirubicin 90mg/m?; C = cyclophosphamide S00mg/m?;T = trastuzumab 6mg/kg (loading dose

Three-year foliow-up of necadwvant chemotherapy with
o without anthracychnes in the presence of dual HER2
blockade for MER2-positive breast cancer (TRAIN-2).
randomized phate 3 trial

PCR rate (Endpoint primario)

Surgery

RFS, BCSS, OS

100% p=0.75

68% 67%

PCR rate (ypT0/is, ypNO)

PTC+Pr2

FEC-T+Pz

Un regime neoadiuvate senza
antraciclina, carboplatino e taxolo
based, puo essere utilizzato nelle
pazienti con tumori in stadio II-11l

Un regime NAT con solo taxolo e
anti-HER?2 utilizzabile nei T1bNO,
anche SD?

Event-free survival
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Overall survival
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Terapia neoadiuvante — evoluzione del concett
ed applicazione ai fumori SD

» Jso consolidato, in particolare per tumori aggressivi
» Fvoluzione deil concetti

®» Risposta patologica come fattore prognostico

» NAT come modalita di personalizzazione della terapia adiuvante

» Tumori SD a prognosi complessivamente migliore (meno
aggressivi, stadi iniziali)

» NAT non indicata in T1a-T1b NO; possibile uso (di regimi de-escalati) in
HER2+ e TN T1c NO, ai fini di modulate terapia adivante sulla risposta
patologica

» Stesse indicazioni del NSD se tumori di dimensioni maggiori o N+




