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SAPIENZA Dichiarazione conflitti di interesse RO oSSR A
UNTVERSITA DI ROMA SANTANDREA

Non ho rapporti (finanziari o di altro tipo) con Aziende Farmaceutiche, con Aziende che trattano
dispositivi medici e con organizzazioni di comunicazione. | relatori che non hanno alcun coinvolgimento
con lindustria dovrebbero informare il pubblico che non sono in grado di identificare alcun confiitto di
interessi.

M Ho / ho avuto rapporti (es. Membro di Advisery Board, onorari per attivita cditoriali, consulenze
scientifiche, partecipazione comitati scientifici, possesso di un brevetto per un prodotto, investimento in
un‘organizzazione farmaceutica, partecipazione a sperimentazioni cliniche) con Aziende Farmaceutiche,
con Aziende che trattano dispositivi medici e con organizzazioni di comunicazione. La tabella sotto
riportata va compilata comunicando i rapporti intercorsi negli ultimi due anni. Devi comunicare queste
informazioni all'audience

Rapporti Aziende/Organizzazioni

lo Dr. Daniele Marinelli

* Confermo che queste informazioni sono esatte
= Sono consapevole che queste informazioni saranno pubbliche

Dichiaro di aver compreso l'informativa sul trattamento dei dati personali fornitami da AIOM Servizi Sri
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* G.B., 38aa, premenopausa.

e Novembre 2014. Autopalpazione: nodulo duro al QSE mammella
destra.

* Ecografia mammaria + mammografia: lesione di 29x20mm al QSE
destro; cavo ascellare negativo.

* Biopsia mammaria: Carcinoma duttale infiltrante G3 ER 85%,
PgR 80% HER2 3+, Ki67 60%

e Stadiazione con TCtb negativa per lesioni secondarie.

CDi Luminal B (HER2+) localmente avanzato, operabile
cT2 cNO MO
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Quali opzioni terapeutiche?

 De-escalating

[ ER-positive; lapatinib plus trastuzumab studies

I ER-positive; pertuzumab plus trastuzumab studies
Ch emOth erap y 1004 (@ E:-zeg:t:rve;ﬁag:tinib pIuF; traztuzt::mab stu;ies ’
(an th raCyC/In es_free [ ER-negative; pertuzumab plus trastuzumab studies
regimens/single-agent
chemo) —

* Escalating anti-HER2
treatment

Patients with pathological complete responses (%)

 Chemo-free regimens

 Neoadjuvant T-DM1
(KRISTINE/WSG- Trial
ADAPT)

Loi S, Lancet Oncol. 2018
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Quali opzioni terapeutiche?

HER2-Enriched Subtype and ERBB2 Expression in HER2-
* De-escalating Positive Breast Cancer Treated with Dual HER2 Blockade
chemotherapy
(anthracyclines-free
regimens/single-agent
chemo)

0% |

In

16.1%

pCR RATE

10. 8%

[N ]

0%

* Escalating anti-HERZ2 6.7%

treatment ‘
0%.

° - { ERBBZlow/ ERBBZhigh/ ERBB2low/ ERBB2high/
Ch em o .f r ee r eg’mens nonHER2-E nonHER2-E HER2-E HER2-E
¢ N eoa d _I uvan t T‘ D M 1 Supplementary Figure 3. Pathologic complete response according to ERBB2 mRNA levels
and HER2-E subtype. Erros bars represent the 95% confidence intervals of pCR rate. pCR =
( K R l S Tl N E / WS G' pathological complete response

ADAPT,
) 1. PAM50->dato qualitativo

2. HER2 mRNA-> dato quantitativo Prat A et al, J Natl Cancer Inst. In press
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De-escalating
chemotherapy
(anthracyclines-free

regimens/single-agent

chemo)

Escalating anti-HER2
treatment

Chemo-free regimens
Neoadjuvant T-DM1

(KRISTINE/WSG-
ADAPT)

Setting neoadiuvante:
Quali opzioni terapeutiche?

Neoadjuvant Trastuzumab Emtansine and
Pertuzumab in Human Epidermal Growth Factor
Receptor 2—-Positive Breast Cancer: Three-Year

Pt s with & patha bogial comphet o e ygaorne (%)
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Outcomes From the Phase Ill KRISTINE Study

AZIENDA OSPEDALIERO-UNIVERSITARIA

SANT'’ANDREA
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No, at riskc

TCHeP 214 212 209 198 9 161 17

TCHeP 204 193 187 e 174 158 24

Hurvitz SA et al, JCO 2019
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Quali opzioni terapeutiche?

In pratica clinica... UNEon?:'DA J*\Dn

L uso di pertuzumab, in associazione a trastuzumab e chemioterapia. in fase neoadiuvante ¢ autorizzato ma
non rimborsato in Italia per 1l carcinoma HER2+ localmente avanzato, infiammatorio o allo stadio iniziale
ad alto rischio di recidiva (fascia Cnn).

Trattamento chemioterapico neoadiuvante secondo lo schema ECdd = Docetaxel q3wks/Trastuzumab

Incorporazione dei farmaci antiHER2 - Nelle pazienti con carcinoma mammario HER2+ candidate a ol ) B L L AR B T
terapia sistemica primaria, il trastuzumab associato a chemioterapia dovrebbe essere considerato in prima :
detaEone: JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Nelle pazienti con tumori operabili HER2-positivi (stadio II-1IIA), uno studio randomizzato di fase II ha

valutato I"aggiunta concomitante di trastuzumab a una chemioterapia con paclitaxel per 4 cicli e FE(75)C

per 4 cicli*®*!_ Lo studio che prevedeva |’arruolamento di 164 pazienti é stato chiuso prematuramente dopo

solo 42 pazienti randomizzate per il riscontro di un significativo incremento del tasso di pCR con I'utilizzo

del trastuzumab (65% vs 26%). La cardiotossicita ¢ stata modesta alle dosi somministrate. L’analisi

aggiornata (con ulteriori 22 pazienti) ha confermato I’elevata percentuale di pCR, I'assenza di riprese di

malaitia: c Fassenza. di-tossicitd significative. Nelle: pazienti con' tumori HER2+ “logalmerite f‘wm_“ N Significantly Higher Pathologic Complete Remission

inflammatori uno studio randomizzato (studio NOAH) ha confrontato la sola chemioterapia (doxorubicina- by . Z 7 AL e

paclitaxel x 3 cicli seguita da paclitaxel x 4 cicli seguita da CMF x 3 cicli) con la stessa chemioterapia in Rate After Neoadjuvant Therapy With Trastuzumab,

combinazione con il trastuzumab, prima del trattamento chirurgico. L’aggiunta del trastuzumab ha Paclitaxel, and Epirubicin Chemotherapy: Results of a

(aiumenlato signi{icalivamente la percentual; di pCR siz; nella popoladzior;‘eacomlples;iva che nel sottogruppo Randomized Trial in Human Epidermal Growth Factor
I pazienti con la mastite carcinomatosa (38% verso 20%). Lo studio ha inoltre dimostrato un vantaggio - s PRI vralle Rieaact (Cam e

assoluto del 15% in EFS a 5 anni a favore di trastuzumab®>**. Complessivamente, da un a metanalisi di 5 R“L.Pt(‘)r 2—[ (Nlm( OPL r‘:hk B““lb[ Cancer

studi, I'aggiunta di trastuzumab alla chemioterapia neoadiuvante & risultata associata ad una maggiore oo ety ek eyl ospt oot e IR

probabilita di ottenere una pCR (38% vs 21%, RR 1.85, 95% CI 1.39-2.46, p<0.001)*. Sebbene non sia Masstimo Cristofuntll, Dobea K. Frye, Terry L. Smith, Kelly K. Hunt, Sonpe £ Singlosary,

emerso un rischio clinicamente significativo di cardiotossicita con 1 regimi che prevedevano trastuzumab N Y LRI LTSN RO e I Dot

concomitante ad antracicline nel trattamento neoadiuvante del carcinoma HER2+%% o schema piu

diffuso rimane la sequenza di antracicline e taxani con il trastuzumab somministrato in concomitanza con 1

taxani.

1. Linee guida AIOM 2018
2. Buzdar et al. J Clin Oncol 2005
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 Maggio 2015. Mastectomia destra + Linfadenectomia. Esame istologico: CDi con aree di
aspetto mucinoso. Linfonodo sentinella sede di ripetizione metastatica. ypT1lc ypN1a (1/10)
G3, ER 40% PgR- HER2 3+.
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HER2-positive

Risposta patologica completa:
Valore prognostico

HER2-positive, hormone-receptor-positive

AZIENDA OSPEDALIERO-UNIVERSITARIA
SANT'ANDREA

HER2-positive, hormone-receptor-negative

100+ . "
£ 80 - _\5\‘\_“—\—\1 -
£ 60 e
g = ‘\‘ - " i )
z 711 L' \&H‘;»._
2 40+ 1 i ) 8
£
2 20+ . .
HR 039 (95% C10-31-0-50) HR 0-58 (95% Cl 0-42-0-82) HR 025 (95% C1 0-18-0-34)
0 I I 1 I 1 1 1 1 I 1 1 1 1 I 1 1 | I 1 I 1 I 1 1 1 1 1
6o 1 2 3 4 5 6 7 8 9 o 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
Number at risk Time since randomisation (years) Time since randomisation (years)
pCR 586 527 454 371 212 120 37 4 2 1 247 224 194 157 91 S0 17 2 2 1 325 293 250 205 115 65 19 2
NopCR 1403 1157 918 713 436 269 106 33 3 1 839 723 617 484 306 198 79 24 3 1 510 392 269 200 111 59 22 6

LA RISPOSTA PATOLOGICA COMPLETA - Oltre agli obiettivi clinici, la terapia neoadiuvante
rappresenta un formidabile modello per la ricerca traslazionale e clinica, grazie alla disponiblita di
campioni tissutali pre e post terapia e grazie alla precoce evidenza di efficacia di cura, valutata in base alla
risposta e in particolare al conseguimento della risposta patologica completa (pCR). A questo proposito, va
ricordato che la definizione pii ampiamente accettata di pCR osservabile dopo terapia neoadiuvante,
prevede I'assenza di malattia invasiva residua a livello mammario e I'assenza di malattia misurabile
in qualsiasi linfonodo ascellare (ypTOypNO). Poiché I'eventuale persistenza di carcinoma in sifu non
influisce sul rischio di recidiva a distanza, il caso di esclusiva malattia intraduttale residuale continua
a corrispondere alla definizione di pCR (ypT0/is ypNO).

La pCR documentata alla chirurgia dopo NACT riveste un significato prognostico rilevante'*?!. Nel 2014
una metanalisi per singola paziente che ha analizzato 11.955 pazienti incluse in 12 studi clinici
randomizzati di neoadiuvante (CTneoBC): l'eradicazione del tumore dalla mammella e dai linfonodi
(ypTOypNO o ypTO/is ypNO) era associata ad una migliore EFS (ypTOypNO: HR 0,44, 85%CI 0,39-0,51;
ypT0/is ypNO: HR 0,48, 95% CI 0,43-0,54) e OS (HR 0,48, 95% CI 0,33-0,69) rispetto all’eradicazione
del tumorw invasivo dalla sola mammella. L’associazione tra pCR (ypT0/is ypNO) ed outcome a lungo
termine ¢ risultata piu forte nelle pazienti con tumori a rapida crescita, tra cui i sottotipi TNBC (EFS: HR
0,24, 95% CI 0,18-0,33; OS: HR 0,16, 95% CI 0,11-0,25) e HER2-positivi (EFS: HR 0,39, 95%CI 0,31-
0,50; OS: HR 0,34, 95% CI 0,24-0,47)". La metanalisi ha permesso di confermare questo effetto
prognostico a livello individuale (“per paziente™) ma non a livello di protocollo chemioterapico (“per
trial™).

LINEE GUIDA
2018

ADn

1. Cortazar P et al, Lancet 2014
2. Linee guida AIOM 2018
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Residual cancer burden

THE UNIVERSITY OF TExAS
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1.  http:;//www3.mdanderson.org/app/medcalc
/index.cfm?pagename=jsconvert3
2. Symmans WF et al, J Clin Oncol 2017
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Pre-neoadiuvante
|l1tegl‘ated evaluatlon Of PAM50 SUbtypes aﬂd immune Tqur-]nﬁ]trating Lymphocytes in Patients Receiving
modulation of pCR in HER2-positive breast cancer Trastuzumab/Pertuzumab-Based Chemotherapy:
patients treated with chemotherapy and HER2-targeted A TRYPHAENA Substudy
agents in the CherLOB trial
80
A Test for interaction ER*LPBC phenotype: non significant
N
P<0.001 P=0.149 P=0.024 60 \
- Al _ N \§ N
® Non-LPBC ES
' : m LPBC & 407
1 494 o 26.8% oan 31% o
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B Test for interaction treatment (arms B and C vs A)"LPBC phenotype: P=0.002) x 1st quartile 2nd quartile 3rd quartile 4th quartile
90
gg- P=052 P=0.006 P=0.022 TILs at diagnosis
2 % TiLs % s7% >7% & >14% & >32%
§ 40 $32%
% # Non-LPBC
10 W LPBC
0 N=105 N=88 N=17 N=32 N=27 N=5 N=34 N=28 N=6  N=39 N=33 N=6 80 Test for 78
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= 60 '
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Vastioun: 28 s wURNIA. & ] P=.047
e 01 3
JournaL oF Cumicar ONCoLOGY ORIGINAL BEPORT o SE
[x) 21
(=R 20 -
Tumor-Infiltrating Lymphocytes and Response to ; 0 Ll . 1 /gnatiadis M et al. J Nat! Cancer Inst. 2018
Neoadjuvant Chemotherapy With or Without Carboplatin N= 108 105 2% 27 ) o ’ ’
in Human Epidermal Growth Factor Receptor 2-Positive PM PMCb PM PMCb 2. Dieci MV et 67/, Annals Of OI’)CO/Ogy 2016

and Triple-Negative Primary Breast Cancers

Non-LPBC LPBC 3. Denkert Cetal, JCO 2015



SAP]ENZA Tum or -inf iltr atin g Ly m p h ocy tes: AZIENDA ér)'SPéDALlERO'UNIVERSITARIA

UNIVERSITA DI ROMA ]
Post-neoadiuvante SANTANDREA

Stromai lymphocyte mt”ltraneﬁ after necadjuvant

chemotherapy is associated with aggressive Early Stage _HERZ—Posmve Breast Qancers Not
residual disease and lower disease-free survival in Achieving a pCR From Neoad] uvant
HER2-positive breast cancer Trastuzumab- or Pertuzumab-Based Regimens
A B . Have an Immunosuppressive Phenotype
Figure 3 Post-Treatment Immune Subset Analysis According to Receptor Status. Tumor Tissue Was Analyzed to Examine Stromal TiLs
o %7 Using Hematoxylin and Eosin and FoxP3 Using Immunohistochemistry. (A) Post-Treatment TiLs in Cancer Tissues With
HR/HER2* Disease. (B) Post-Treatment TiLs and FoxP3 Cells in HR/HER2" Cancer Tissues With Residual Diseases
z 2 (Non-pCR) or Without Residual Disease (pCR)
é 40 § 40
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; } B—— S £
409 . .
20 e 39408 1 [ .
L A : : S 30- . )
5 - | 2 ¥
o 5 i - gn E 24 ‘."? 204051
RCB 1 RCB 2 ACB 3 < b 8
8 5 4 |.
c D & 10 - S 164051 . °
[____‘__‘1 1 . ] lb.—:&-—- | : t:::;::j
60 60 | - [—‘—, ¢ . .’ 0e+00 oo
HR/HER2" HR'/HER2® non-pCR PCR i o
4 4
F 40 - = 40 +
| ]
S
1. Hamy AS et al, Annals of Oncology 2017
ol 5 2. Force J et al, Clin Breast Cancer. 2018
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De-escalated adjuvant Trastuzumab - ShortHER:

Fattori predittivi

Association of tumor-infiltrating lymphocytes with
distant disease-free survival in the ShortHER
randomized adjuvant trial for patients with

early HER2+ breast cancer

A TILS (10% increments) HA 95% Cl DDFS intsraction P
Long (Arm A) 082 0711142 . |
Short (Arm B) 060 041088 o8s | } |
x| 08 0.8 1.0
B TIL<20% TIL=20%
L \ ] _‘=\—.\.——L_—
80 4 80
z %7 2 80 ,
& :{- Long (Arm Aj: events 896
S w] — o {Arm A): events 28/345 8 o —— Short (Arm B): events 2/88
Short (Arm B events 45/327
20 20 4
Log-rank P=0.018 Log-renk P=0.044
04 HR=1.75 65% Gl 1.08-2,80; P=0.020 o4 HA=023, 95% CI 0,051,085 P=0.054
L Ll T 1] T T L L Ll T Ll
0 2 4 5 8 10 0 2 4 6 8
years years
N ot ek N ntrisk
Long (Amm A) 345 35S 30 173 R [+] Long (Am A) 05 « B0 a3
Shoct (Arm 8) zr 313 ) 195 4 ] Short(Am B} 98 o« 2 a8

Interaction treatment arm*TILs (binary variable): P=0.015

AZIENDA OSPEDALIERO-UNIVERSITARIA
SANT'ANDREA

PAM50 HER2-enriched subtype as an independent
prognostic factor in early-stage HER2+ breast cancer
following adjuvant chemotherapy plus trastuzumab
in the ShortHER trial.

Factors

Stage III vs I-11

TILs 10% increments

Intrinsic subtype: HER2E
vs other

Hormone-receptor negative
vs positive

Grade 3 vs 1-2

Age: =60 yrs vs 18-59 yrs

Univariate Cox Models
for MFS

HR (95% CI)

4-33 (2.50-7.51)

0.63 (0.43-
0.91)

2.78 (1.49-5.22)

1.08 (0.60-
1.94)

1.97 (0.96-
4.05)

0.97 (0.55-1.72)

|

0.001

0.013

0.001

0.804

0.605

0.017

Univariate Cox Model
for MFS
HR (95% CI) P
4.07 (2.33- <
7.13) 0.001
0.55 (0.37-
3.49 (1.84- <
6.61) 0.001

1. Dieci MV et al, Annals of Oncology 2019
2. Conte PF et al, ASCO 2019
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Th NEW ENGLAND JOURNAL of WEDICINS Neratinib after trastuzumab-based adjuvant therapy in
patients with HER2-positive breast cancer (ExteNET):

a multicentre, randomised, double-blind, placebo-controlled,

Adjuvant Pertuzumab and Trastuzumab phase 3 trial
in Early HER2-Positive Breast Cancer

‘ ORIGINAL ARTICLE |

Arlene Chan, Suzette Delaloge, Frankie A Holmes, Beverly Moy, Hiroji lwata, Vernon | Harvey, Nicholas | Robert, Tajana Sitovski, Erbon Gokmen,

Gunter von Minckwitz, M.D., Marian Procter, Ph.DD., Evandro de Azambuja, M.D Gunter von Minckwitz, Bent Ejlertsen, Stephen K L Chig, Janine Mansi, Carlos H Barrios, Michael Gnant, Marc Buyse, Ira Gore, John Smith I,
Dimitrios Zardavas, M.D., Mark Benyunes, M.D., Giuseppe Viale, M.D., Thamas Suter, M.D Graydon Harker, Norikazu Masuda, Katarina Petrakova, Angel Guerrero Zotane, Nicholas lannotti Gladys Rodriguez, Pierfrancesco Tassane,
Amal Arahmani, Ph.D., Nathatie Rouchet, M.Sc, Emma Clark, M.Sc., Adam Knott, Ph.D. AlvinWong, Richard Bryce, Yining Ye, Bin Yao, Miguel Martin, for the ExteNET Study Group
Istvan Lang, M.D., Chnstelle Levy, M.D., Denise A. Yardley, M.D., jose Bines, M.D.,
Richard D. Gelber, Ph.D., Martine Piccart, M.D and Jose B ga, M.D
or the APHINITY Steering Committee and Investigators Syear analysis
C Population with Node-Positive Disease
100 98.1 949 92.0 899 -
e —— 3
£ 0 98.2 937 90.2 86.7 5
é% H 70
g3 © §
2% :
o S 40.] — Pertuzumab, 139 events £ €
’5 g w—= Placebo, 181 events §
Sa 20 - 504
£ 7| Unstratified hazard ratio, 0.77 (95% Cl, 0.62-0.96) — Neraliid
P~0.02 Hazard ratio {85% CI) = 0,60 (0.33-1.07) s
9 ) B . ) Y . L2 ’ ° I L
0 6 12 18 24 30 36 42 48
Months affer randomaation
Months No. 2 risk
HR+'51 year from trastuzumab without pCR
No. at Risk Nodel 131 128 521 13 120 94 %3 91 51 28 N
Pertuzumab 1503 1444 1419 1387 1358 1327 1283 912 423 fockn " W By W g a8 @ - " ™
Placebo 1502 1453 1439 1408 1359 1319 1264 832 405
LINEE GUIDA Pertuzumab adiuvante in associazione a chemioterapia e trastuzumab é stato approvato dall’EMA per le 1. von Minckwitz G et al, NEJM 2017
2018 ‘AD.H pazienti con carcinoma mammario HER2 positivo ad alto rischio di recidiva (linfonodi positivi o recettori 2. Gnant M et a/, SABCS 2018

ormonali ncgativi); in Italia e attualmente in classe Cnn. 3 Linee gUida AIOM 2018
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Proposta terapeutica: protocollo KATHERINE
Agosto 2015. La paziente acconsente; randomizzazione: braccio T-DM1.
Terapia antiormonale con Tamoxifene 20mg/die + Leuprorelina 3.75mg g4 wks.
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The NEW ENGLAND JOURNAL of MEDICINI

ORIGINAL ARTICLE

Trastuzumab Emtansine for Residual
Invasive HER2-Positive Breast Cancer

G. von Minckwitz, C-S. Huang, M.S. Mano, S. Lo bl, E.P. Mamounas, M. Untch

N. Wolmark, P. Rastogi, A. Schneeweiss, A. Redondo, H.H, Fischer, W. Jacot

A K. Conlin, C. Arce-Salinas, I.L Wapnir, C j.:.”‘u sch, M.P. DiGiovanna,
P.A. Fasching, |.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. Gever, |r., for the KATHERINI Investigators

KATHERINE Study Design

* cT1-4/NO-3/MO at presentation (cT1a-b/NO excluded)
= Centrally confirmed HER2-positive breast cancer
= Necadjuvant therapy must have consisted of
~ Minimum of 6 cycles of chemotherapy
* Minimum of 9 weeks of taxane - ~
« Anthracyclines and alkylating agents allowed Trnstarmah

» All chemotherapy prior to surgery 6 mg/kg IV Q3W
~ Minimum of 9 weeks of trastuzumab 14 cycles
« Second HER2-targeted agent allowed

* Residual Invasive tumor in breast or axillary nodes Radiation and endocrine ,the,rap!
per protocol and local guideline:

= Randomization within 12 weeks of surgery

Stratification factors:

= Clinical presentation: Inoperable (stage ¢T4 or ¢tN2-3) vs operable (stages ¢T1-3N0-1)
Hormone receptor: ER or PR positive vs ER negative and PR negative/unknown
Preoperative therapy: Trastuzumab vs trastuzumab plus other HER2-1argeted therapy
Pathological nodal status after neocadjuvant therapy: Positive vs negative/not done
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.”
Trastuzumab Group T-DM1 Group
Characteristic (N=743) (N=743)
Median age (range) — yr 49 (23-30) 49 (24-79)
Race or ethnic group — no, of patients (%6) 1
White 531 (71.5) 551 (74.2)
Asian 64 (8.6) 65 (8.7)
Black 19 (2.6) 21 (2.8)
American Indian or Alaska Nativei 50 (6.7) 36 (4.8)
Multiple or unknown 79 (10.6) 70 (9.4)
Clinical stage at presentation — no. of patients (%)
Inoperable breast cancer§ 180 (25.6) 185 (24.9)
Operable breast cancer§ 553 (74.4) 558 (75.1)
Hormone-receptor status — no. of patients (%)
Estrogen-receptor-negative and progesterone-receptor— 203 (27.3) 209 (28.1)
negative or status unknown
Estrogen-receptor-positive, progesterone-receptor- 540 (72.7) 534 (71.9)
positive, or both
Previous use of anthracycline — no. of patients (%) 564 (75.9) 579 (77.9)
Neoadjuvant HER2-targeted therapy — no. of patients {%})
Trastuzumab alone 596 (80.2) 600 (80.8)
Trastuzumab plus pertuzumab 139 (18.7) 133 (17.9)
Trastuzumab plus other HER2-targeted therapy| 8 (1Y) 10 (1.3)

* Additional baseline characteristics are listed in Table S1 in the Supplementary Appendix. Percentages may not total 100
because of rounding. HER2 denotes human epidermal growth factor receptor 2, and T-DM1 trastuzumab emtansine.
1 Race or ethnic group was reported by the investigators,
1 The American Indian category includes North, Central, and South American Indians.
§ Inoperable breast cancer was defined as tumor stage T4, nodal stage Nx, and metastasis stage MO or tumor stage Tx,
nedal stage N2 or N3, and metastasis stage MO.
§ Operable breast cancer was defined as tumor stage T1 to T3, nodal stage NO or N1, and metastasis stage MO, von Minckwitz G et al, NEJIM 2018
| Other HER2-targeted agents were neratinib, dacomitinib, afatinib, and lapatinib. ’
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A E
100 100
T-DM1 T-DM1
8 80 o 80
& Trastuzumab § - Trastuzumab
é £ 60 3-Yr Invasive E &
22X 60 - 60-]
@ s No. of No.of  Disease—free g § No.of  Hiouof 3f-Yr F;e‘::"t'
o Patients Events (%) Survival, % & £ 2. e e
v 5 40+ T.DM1 743 51 (12.2 e g S 404 Patients Events (%) Recurrence, %
G G (122) : 53 T-DM1 743 78 (10.5) 89.7
g Trastuzumab 743 165 (22.2) 77.0 i Frastizanel TH3 121 (16.3 83.0
- 20 Unstratified hazard ratio for disease recurrence or death, frs 20 FaguTuma (163) i
0.50 (95% Cl, 0.39-0.64) Unstratified hazard ratio for disease recurrence,
P<0.001 0.60 (95% Cl, 0.45-0.79)
c I T T T T T T T T T 0 I T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Months since Randomization Months since Randomization
No. at Risk No. at Risk
T-DM1 743 707 681 658 633 561 409 255 142 44 4 T-DM1 743 707 682 661 636 564 412 254 143 45 4
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4 Trastuzumab 743 679 643 609 577 520 359 233 126 41 4
C
100 ______ TDMI
e
. 304 Trastuzumab
£
=
E ™ No. of No. of
a Patients  Events (%)
o T-DM1 743 42 (5.7)
o Trastuzumab 743 56 (7.5)
8 201 Unstratified hazard ratio for death,
0,70 (95% C1, 0.47-1.05)
P=0.08
o T T T T T i j T T T
0 6 12 18 24 30 i6 42 48 54 60
Months since Randomization
No. at Risk i i
T-DM1 743 719 702 693 663 648 508 345 195 76 12 von MIanWItZ G et al’ NEJM 2018

Trastuzumab 743 695 677 657 635 608 471 312 175 71 8
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3-Yr Invasive Disease-free
Subgroup T-DM1 Trastuzumab Hazard Ratio for Invasive-Disease Event (95% Cl) Survival Rate
no. of patients with an invesive-disease T-DM1  Trastuzumab
eventftotal no. %

All patients 91/743  165/743 -, 0.50 (0.39-0.64) 883 77.0
Age group '

<40 yr 20143 37153 . 0.50 (0,29-0.86) 865 749

40-64 yr 64542 1134522 —a— 0.49 (0.36-0.67) 338 77.1

=65 yr 7/58 15/68 -» i 0.55 (0.22-134) 874 811
Clinical stage at presentation ‘

Inoperable breast cancer 42/185 70/190 I'—fi——{ 0.54 (0.37-0.30) 6.0 60.2

Operable breast cancer 49/558  95/553 R 0.47 (0.33-0.66) 92.3 828
Hormone-receptor status ‘

Negative (ER-negative and progesterone-receptor-negative or unknown) 38/209 61/203 Py 0.50 (0.33-0.74) 821 66.6

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

Trastuzumab alone 78/600 141596 . 0.43 (0.37-0.65) 87.7 75.9

Trastuzumab plus additional HER2-directed agent or agents 13/143 24/147 F g { 0.54 (0.27-1.06) 90.9 818
Pathological nodal status after preoperative therapy :

Node-positive 62/343 103/346 —— 0.52 (0.38-0.71) 830 67.7

Node-negative or NE 200400  62/397 oome 0.44 (0.28-0.68) 92.8 84.6
Primary tumor stage at definitive surgery ‘

ypT0, ypTla, ypT1b, ypTimic, ypTis 40/331 52/306 f—:—.— 0.66 (0.44-1,00) 883 836

ypT1, ypTlc 14175 42184 <+—m——| 0.34 (0.19-0.62) 919 75.9

ypT2 25/174 44/185 o 0.50 (0.31-0.82) 88.3 743

ypT3 9/51 21457 - i 0.40 (0.18-0.38) 79.8 611

ypT4 312 611 - : | 029 (0.07-117) 700 30,0
Regional lymph-node stage at definitive surgery :

ypNO 28344 56/335 [ 046 (030-0.73) 919 83.9

ypN1 291220 50/213 i 0.49 (0.31-0.78) 88.9 75.8

ypN2 16/86 38/103 ————— 0.43 (0.24-0.77) 81.1 58.2

ypN3 17/37 15/30 I : 0.71 (0.35-1.42) 52.0 40.6

ypNX 1/56 6/62 - I { 017 (0.02-1.38) 98.1 88.7

0.|20 O.ISO 1.00 2.l00 5.60
T-DM1 Better Trastuzumab Better

von Minckwitz G et al, NEJIM 2018
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* Novembre 2014. Carcinoma duttale infiltrante G3 ER 85%, PgR 80% HER2 3+, Ki67
60% cT2 cNO

* Trattamento chemioterapico neoadiuvante secondo lo schema ECdd = Docetaxel
q3wks/Trastuzumab

 Maggio 2015. Mastectomia destra + Linfadenectomia. Esame istologico: CDi G3 con
aree di aspetto mucinoso. Linfonodo sentinella sede di ripetizione metastatica.
ypTlcypNla (1/10) G3, ER 40% PgR- HER2 3+. RCB-II

e Agosto 2015. Protocollo KATHERINE - T-DM1 + Terapia antiormonale con
Tamoxifene 20mg/die + Leuprorelina 3.75mg g4wks.

 Maggio 2019. DFS 4+aa. Prosegue terapia antiormonale.



&Qgﬁr’}gﬁ Caso clinico: + AZIENDA OSPEDALIERO UNIVERSITARIA
Quali opzioni in caso di recidiva?

Maggio 2019. DFS 4+aa

Opzioni terapeutiche in caso di recidiva di malattia HER2+ dopo T-DM1 adiuvante:
e Trastuzumab + Pertuzumab

* Rechallenge con T-DM1 (in caso di late recurrence?)

e Lapatinib

* Nuovi ADC (DS-8201/altri)

Trastuzumab deruxtecan (DS-8201a) in patients with |

advanced HER2-positive breast cancer previously treated e

with trastuzumab emtansine: a dose-expansion, phase 1 _ 4

study i

Kenji Tamura, Junji Tsurutani, Shunji Takahashi, Hiroji lwata, lan £ Krop, Charles Redfern, Yasuaki Sagara, Toshihiko Doi, Haeseong Park, i 2 muummu”"““mmmmwumm
Rashmi K Murthy, Rebecca A Redman, Takahiro Jikoh, Caleb Lee, Masahiro Sugihara, Javad Shahidi, Antoine Yver, Shanu Modi ; e

Figure 3: Best percentage change in tumous size from baseline in individual patsents with HER2-positive
breast cancer treated with trastuzumab deruxtecan (5.4 mg/kg or 64 my/kg doses; n=110)

Dotted lines denote 20% increase or 30% reduction in tumour size. For this plot, one subject was excluded due to
no post-baseline sum of dameters

Tamura K et al, Lancet Oncology 2019
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KATHERINE implications for HER2+ tumors
mgmt @nejm @sabcssanantonio #SABCS18
Stage 1: paclitaxel/trastuzumab

Stage 2/3. Neoadjuvant pertuz/trastuz based
chemo regimen (e.g. TCHP) with goal of pCR

Postop: pCR --> maintenance HP; residual
disease --> TDM1
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