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Carcinoma mammario: terapia neoadiuvante
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Carcinoma mammario: obiettivi della terapia neoadiuvante

Tumori mammari operabili:
Consentire un intervento chirurgico meno esteso e aggressivo e esteticamente piu accettabile
Ridurre le complicanze post-operatorie
Valutare ’efficacia della terapia sistemica

Ridurre recidive a distanza (??)

Tumori mammari localmente avanzati non operabili (cT3-4 e/o cN2-3) e carcinoma infiammatorio:
Rendere operabile il tumore
Valutare ’efficacia della terapia sistemica

Ridurre recidive a distanza (??)




Carcinoma mammario: terapia neoadiuvante

Risposta parziale

Risposta completa
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Risposta patologica completa (pCR):
- assenza di malattia invasiva residua a livello mammario
. - assenza di malattia misurabile in qualsiasi linfonodo ascellare
(ypTO/is ypNO)
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Progressione di malattia




Carcinoma mammario e NACT: pCR e OS

Event-free survival
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Figure 2: Associations between pathological complete response and event-free survival and overall survival
ypT0/is ypMNO definition of pathclogical complete response (ie, absence of invasive cancer in the breast and axillary nodes, irrespective of ductal carcinoma in situ).

HR=hazard ratlo.
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Figure 3: Associations between three definitions of pathalogical complete response and event-free survival and overall survival




Carcinoma mammario e NACT: pCR e OS
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NACT: pCR e sottotipi di carcinoma mammario

HR+ Her2- 7-16%
HR+ Her2+ 30-40%
HR- Her2+ 50-70%
HR- Her2- 25-33%

Caparica et al., Ther Adv Med Oncol 2019, Vol. 11: 1-23



Carcinoma mammario e NAHT: ki-67 e OS
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Fig. 1. Recurrence-free survival according to tertiles of tumor KiG7 expression at baseline
(top panel) and after 2 weeks of treatment [bottom panel). The divisions refer to the natural
logarithm of the percentage of KiE7-positive cells at 2 weeks.




Carcinoma mammario: terapia neoadiuvante

NEOPLASIE DELLA MAMMELLA L'"EEEH.IG:'DA _ADT]

VALUTAZIONE POST-TRATTAMENTO

Le pazienti che ricevono un trattamento necadiuvante devono sottoporsi a pertodiche valutazioni cliniche
durante 1l periodo di cura per valutare la nsposta e assicurarsi che il tumore non progredisca. Per le pazienti
in progressione durante 1l trattamento necadiuvante, e che sono giudicate comungue operabili, é suggerito
|"anticipo della fase chirurgica. Diversamente, le pazienti giudicate inoperabili, dovrebbero essere proposte
per una nuova linea di chemioterapia, con farmaci non cross-resistenti, con 1'obiettivo di ricreare eventuali
opportunita di chirurgia mammaria e/o di radioterapia.

Stable disease

v

Progressione di malattia




Carcinoma mammario, NACT: early clinical asseSSment
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= G3 Figure 1. Daesign of the GeparTrio trial. After confirmation of breast
. cancer by biopsy examination, patients received two cycles of docstaxel,

US assessment ava]lable doxorubicin, and cyclophosphamide (TAC). After sonographic assess-
ment, nonrespondears weare randomby assigned to treatment with four

additional cycles TAC or four cycles vimorelbine and capecitabina (MX).

Responders were randomized to am additional four or six TAC cycles,

and results of this study are reported in the accompanying articla by

Sonographc Evaluaton

won Minckwitz et al. [13).

Primary endpoint: US response

GeparTrio Trial

Manfred Kaufmann, On behalf of the German Breast Group
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Neoadjuvant Vinorelbine-Capecitabine Versus
Docetaxel-Doxorubicin-Cyclophosphamide in Early
Nonresponsive Breast Cancer: Phase lll Randomized
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Figure 2. Disposition of patients (CONMSORT diagram) in the GeparTrio
trial. Flow of patients who did not respond to the initial two cycles of
docetaxel, doxorubicin, and cyclophosphamide (TAC) is shown. MX =
winorelbine and capecitabina.



Carcinoma mammario, NACT:

Table 3. Response assessmant at surgery®

early clinical asse$

Parameter TAC arm, Mo. (] NX arm, No. (%)
Sonographic measuramant
Chierall rasponset 162 (505 154 (51.2
Complete response 29 9.00 20 (8.86)
Partial response 133 (41.4) 134 (44.5)
Mo change B3 (259) a4 {27.9)
Progressive disease 14 (4.4) 11 3.7
Unknown 62 (19.0) 52 17.0)
Physical examination
Oreerall response 213 (66.4) 184 {G1.1)
Complete response €1 (19.0 48 {15.9)
Partial response 1652 (47 .4) 136 (45.2)
Mo change 62 (19.3) JE (25.2)
FProgressive disease 825 G {2.00
Urniknawn asnzo a5 12.0
Most appropriate methodt
Oreerall response 223 69.5) 188 (62.5)
Complete rasponse 47 (14.6) 3723
Partial response 176 (54.8) 151 {50.2)
Mo change 772400 88 (29.2)
Progressive disease B(2.5) 21427
Unknow 13 1400 1715 61
Pathological assessmeantd
RG 5 17163 18 6.0
RG 4 601.9) 1{0.3)
RG 3& 12130 4 {1.3)
RG 2 26 (B.1) 26 {8.8)
RG 1/0 280 (77.9) 244 {81.1)
Unknowwn 10031 227
Surgical outcome
Breast-consandand Sur 184 (57.3 180 (59.8
umorectomy [TE. {17,
Sagmeantactony 94 (29.3) 86 {28.6)
Cuadrantectonmy 37 N15) 40 {13.3)
Mastectomy 127 (39.6) 114 {37.9)
Mo surgery 5(1.68) 5{1.7
Unknowsm 501.8) 2107

TAC = docetaxel, doxorubicin, and cyclophosphamide; MY = vinorelbine and
capecitabine; RG = regression grade.

\

Neoadjuvant Vinorelbine-Capecitabine Versus
Docetaxel-Doxorubicin-Cyclophosphamide in Early
Nonresponsive Breast Cancer: Phase lll Randomized
GeparTrio Trial

Gunter von Minckwitz, Sherko Kimmel, Petra WVogel, Claus Hanusch, Holger Eidtmann, Jarn Hilfrich,
Bernd Gerber, Jens Huober, Serban Dan Costa, Christian Jackisch, Sibylle Loibl, Keyur Mehta,
Manfred Kaufmann, On behalf of the German Breast Group
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Carcinoma mammario, post-NACT:
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JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Measurement of Residual Breast Cancer Burden to Predict
Survival After Neoadjuvant Chemotherapy

W. Fraser Syrnumans, Florentia Peintinger, Christos Haizis, Radhika Rajan, Henry Kuerer, Vicente Valera,
Lina Assad, Anmna Poniecks, Bryan Hennessy, Marjorie Green, Aman U. Buzdar, 5. Eva Singlesary,

Primary tumor bed dimenslons {(vd,d,) 1.24(1.0410 1.48) .02
Cellularity fraction of invasive cancer {f_) 7.37(2.16 10 25.1) 001
Slze of largest meatastasis (d__) 1.17 (09910 1.38) .06
No. of positive lymph nodes 111 {1.04 10 1.19) 002

Ag 1. The pathologica! variablas Includged bidmensional damaters of the primary tumor bed {d, ), tha proportion of primary twmor area containing invasive
carainoma (f,,), the number of positive lymph nodas (LM, 3nd the diamater of the fargest nodal metastasis (d,, ). These covariatas wera inclugad in @ multivariata
anaysis of distant re@apsa-frae survival in tha paciitaxel plus fucrouract, daxorubicin, and cyciophosphamice {T/FAC) cohort.

Table X kuithvaniate Cox Propariional Hazards Anatyses of Prognostic Factors of Distant Relapse-Free Survival In T/FAC Treated Cohaort
Analysk Without RCE Index Analysis With RCE Ingex®

Hazard Hazard
Variatila Ratio 26% CI P Ratio 26% CI P

Age | B0 v =B 022 D.18to .84 ool 0.41 02010 0.3 o
Stage pee 0l 1 of I} 301 13310684 noa 237 08810535 08
Harmone receptor Statust {positive v negathvel 048 D.141a 167 25 054 0.1610 1.85 2
Harmene treatment fyes v nol 054 01612 1.85 21 033 00912 116 08
Pacitaxed schaduie (3-weekly v weakly) 150 1.08t02.08 0z 148 10410 2.04 0
Response (AD v pCA) 487 17712121 Doz oo 01210232 4
ACE Index — = C 2m0 ) 1.70t0 260 <001

58; ER, 8

tDefined a5 positive If ER positve or PR positve.

Abbreviations: T/FAC, pacitaxel plus fuorourscs, doxorubicin, and cyclophosphamide; ACE, reskiual cances burden; D, residual disessa; pCA, pathologic complete

PR, progesierone [ecepion.
"F < 001 and * = 24.8 oy the likzlinood ratio test) for the comparison with the analysis without the BCB Index.




Carcinoma mammario, post-NACT: residual cancer burc
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Aig 2. Likeahood of distant relspse In patients with residusl cancer burden (RCE) -0 (pathalogh: complete rasponsa), RCEH, ACE-L or ACEHI In: (A) entie peciael
pius fucrouracl, donorubicin, and cyciophosphamide (TIFAC) conort; (B) subset witout agjlvant hormane treatment; §C) subsat who recaived adjuvant harmone
treatmeant (91% of hormone recaplor—positive and na honmona receptar-negative patients). P values are from a kogHank test Tor diference between all survival curves.

JOURNAL OF CLINICAL ONCOLOGY

ORIGINAL REPORT

Measurement of Residual Breast Cancer Burden to Predict
Survival After Neoadjuvant Chemotherapy

W. Fraser Spmmans, Florentia Peintinger, Christes Hatzis, Radhika Rajan, Henry Kuerer, Vicente Valero,
Lina Assad, Anna Poniecks, Bryan Hennessy, Marjorie Green, Aman U. Buzdar, 5. Eva Singletary,



Carcinoma mammario, post-NACT: CPS+EG score

Table 1. Point Assignments for the CPS + EG Staging Systam VOLUME 28 © NUMBER 18 - MAY 20 2011
Stage Points JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT
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Carcinoma mammario, post-NACT: TIL

Annals of Dncology 25: 611-618, 2014
dioi 10 1093/annonc/mdtSSE
Published online & January 2014

i ) ) Stromal lymphocyte infiltration after neocadjuvant
Prognostic value of tumor-infiltrating lymphocytes

on residual disease after primary chemotherapy che_:mothe_rapy is associated :‘Nith agg rESSive_ .
for triple-negative breast cancer: a retrospective residual disease and lower disease-free survival in

muiticenter study HER2-positive breast cancer

M. V. Dieci'2.3.7, C. Criscitiello* T, A. Goubar', G. Viale5 5, P. Conte?3, V. Guarneri®-3, G. Ficarra?,
M. C. Mathieu®, S. Delaloge'-2, G. Curigliano22.F & F. Andre?.2.10.%

A-S. Harmy'-, 1-¥_ Pierga®*, A Sabaila®, E. Laas®, H. Bonsang-Kitzis'%°, C_ Laurent'-, A. Vincent-Salormon®,

P. Cottu®, F. Lerebours®, R. Rouzier™”, M. Lae™ & F. Reyal";"sv"
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Figure 2. Prognostic vahse of high lymphocytic infiliration on residual disease after necadjuvant chemotherapy. Estimated Kaplan-Meyer curves of metastasis-
free survival (A) and overall survival (B) for all patients. Estimated Kaplan-Meyer curves of metastass-free survival for patsents with node-negative and <2 cm
residual disexse (C) and for patients with node-positive and/or >2 cm residual disease ().



Carcinoma mammario, post-NACT: gene profiling

Tabla E. Sivdics evabgling molecular biomarkers in residual dissasa.
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Patients with HERZ-negative stage 1-111B breast cancer
Age 20—T4 g
ECOHG performance-status score of Jor 1

i

Meoadjuvant chemotherapy

Surgery

i

Mo complete response on pathological
assessrment, or a2 complets response
with pasitive lymph nodes

Randomization

l

The NEW ENGLAND JOURMNAL of MEDICIMNE

ORIGINAL ARTICLE

Capecitabine group, standard Control group,
therapy plus capecitabine standard therapy

1250 mg/m?, twice a day, on days 1-14

Adjuvant Capecitabine for Breast Cancer
after Preoperative Chemotherapy

M. Masuda, 5.-J. Lee, S. Ohtani, ¥.-H. Im, E.-S. Lee, |. Yokota, K. Kuroi, 5.-A. Im,
B.-W. Park, S.-B. Kim, Y. Yanagita, 5. Ohno, 5. Takao, K. Aogi, H. Iwata, ]. Jeong,
A. Kim, K.-H. Park, H. Sasano, Y. Ohashi, and M. Toi

Primary endpoint: DFS
Secondary endpoint: OS
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Table 1. Characteristics of the Patients at Baseline ™

C i Controd Group

Characteristic (M =) (e
Age at enroliment — yr

Bedian 48 48

Hange 25-74 15-74
Menopausal status — no. (3}

Premenopawsal 262 (59.1) 243 (55.9)

Postmenopauwsal 121 (40.9) 196 (44.1)
Body-mass index}

Median e no

Range 15.6-39.9 156412
Tumaor size at diagnosis — no. ftatal mo. [35)

=dcm B2/d42 (15.4) 61 fddad {13.7)

=2 to =5 cm 244 /442 (55.2) 275444 E1.9)

»5cm B5/d42 (14.7) 69/ d44 {15.5)
Skin or chest-wall infiltration of any size — no. fbotal no. (%) B5442 (14.7) 39444 (B.B]
Hormane-receptor stabus — no. {5

Estrogen-receptor positive or progestercne-receptor positive 304 (GB.6) 257 (65.9)

Estrogen:neceptor negative and progesterone:-receptor negative 139 (31.4) 147 (33.1])
Meoadjuwant chemotherapy = na. (%)

Sequential anthracycline and taxane 357 (BOUE) 371 (B5.E)

Concurrent anthracydine and tasane &3 (14.2) 53 {11.9)

Anthracycline-containing chemaotherapy cnly or docetaxel and cyclophosphamide cnly 1 (5.2) 19 (4.3)

Fluorouracil plus anthracyclined 26 (59.1) 271 (61.0)
Pathological-efiect grade — no.total no. (92)]

o 19434 {4.4) 131435 (3.0

laorlb 237434 (51.5) 220435 [5006)

2ork 183434 (422} 2021435 (464}
Ma. of lymph nedes involved on histologic assessment — no. (3E)

o 176 (39.7) 171 (X8.5)

1=% 165 (37.3) 174 (39.7)

=4 102 (23.0) 99 (22.3)
Adjrsant endocrine therapy = no. {3

Yes 208 (67.3) 304 (68.5)

Mo 145 (32.7) 140 (X1.5)
Radiotherapy — no. (36)9

Yes 321 (72.5) 126 (73.4)

Ma 121 (27.3) 118 [26.5)
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Figure Z. Kaplan-Meier Estimates of Disease-free Survival and Overall Survival.
Panels & and B show disease-free survival and overall sursival, respectively, in the full analysis set [primary amabysis). Tick marks indicate

censored data. Panels € and D show disease-free survival and overall survival, respectively, in the subgroup of patients with triple-negative
breast cancer [ie., breast cancer that was negative for estrogen receptors, progesterone receptors, and HERZ).
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Figure ¥. Subgrouwp Analysis of Disease-free Survival in the Full Analysis Set.

On the basis of the Cox model, prespecified subgrowp analyses for background or prognostic factors were conduct-
ed to estimate hazard ratios with 95% confidence intervals and to test for inberaction among subgrowps with the e
of two-sided P values. Post hoc subgroup analyses were conducted regarding body-mass index (BMI; the weight in
kilograms divided by the square of the height in meters) in all patients and BMI in patients with hormone-receptar-
megative disease. & tumor size of cT4 indicates a tumor of any size with direct sxtension to the chest wall or skin.
Diata on turmor size wers missing for one patient in the capecitabine group. The pathological effect of necadjuvant
chemotherapy was graded from 0 to 3 according to the response criteria of the Japanese Breast Cancer Society™:
grade [ indicates no response, grade la a mild response, grade 1b a moderate response, grade 2 a marked response,
and grade 1 a complets response. Data on pathalogical effect were missing for nine patients in each group. frrows
indicate that the limits of the confidence interval are not shown.
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European Journal of Cancer
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Initia! Pubmed search
~5 3 74 SWdl@S Original Research
Capecitabine in early breast cancer: A meta-
Duplicates removed, N=62 analysis of randomised controlled trials

Non breast cancer studies, N«<28
; Metastatic Dreast cancer studies, N~95
| sbstracts, N=6 Non RCTs, N«161

Akina Matori * bﬁ,)osee-Lyne Ethier * Y&, Eitan Amir * P8, David W. Cescon > P 2 &

| Major conference

-
!

RCTs comparing capecitabine and
control, N=34

>

Control arm is not standard chemo, N«2
No HR for OS/DFS Iis avallable, N=9
Ongoing trials, N«5

Sub-analysis of induded studies, N=10

-
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(n=414)

Potentially relevant titles identified from
MEDLINE, EMBASE, and Cochrane databases

v

v

Excluded by titles and abstracts during first screened
(n=398)

References retrieved for more
detailed evaluation
(n=16)

v

Potentially appropriate RCTs
(n=6)

Excluded during detailed evaluation (n=10)
Without appropriate control arm (n=3)
Without sufficient data (n=3)

Single-arm study (n=2)
Duplicate (n=2)

v

RCTs included in meta-analysis
n=7

Potentially appropriate RCTs from meeting abstracts
(n=1)

Fig 1. Results of search strategy.

RESEARCH ARTICLE

Capecitabine in Combination with Standard
(Neo)Adjuvant Regimens in Early Breast
Cancer: Survival Outcome from a Meta-

Analysis of Randomized Controlled Trials

Ze-Chun Zhang'*, @i-Ni Xu®*, Sui-Ling Lin®*, Xu-Yuan Li**
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RESEARCH ARTICLE

Capecitabine in Combination with Standard

gy - (Neo)Adjuvant Regimens in Early Breast
ID HR (95% Cl)  Weight )
A Cancer: Survival Outcome from a Meta-
Adjuvant setting : Analysis of Randomized Controlled Trials
J@suu N - ' 9791060, 1.08) 10 Ze-Chun Zhang'*, Qi-Ni Xu®“, Sui-Ling Lin*®, Xu-Yuan Li**
Martin M (2015) : 1.30 (1.03, 1.64) 1529
O'Shaughnessy J (2015) . 0.84 (0.67, 1.05) 16.39
Toi M (2015) < - j 0.70 (0.53,0.93) 10.46
Subtotal (I-squared = 78.4%, p=0.003) ~<<_ 0.91 (0.80, 1.03) 53.08
Neoadjuvant setting ; Study
Bear HD (2015) — 1.01 (0.77, 1.33) 11.08 D HR (95% CI)
von Minckwitz G (2014) —— 0.92(0.73, 1.15) 16.02 )
von Minckwitz G (2014) o 0.97 (0.78,1.22) 16.54 Adjuvant setting :
O =3 120100 : 03O8 150 9 Joensuu H (2012) — 0.73(0.54,1.04) 13.38
Subtotal (-squared =0.0%, p=0067) < > DEON00L 500 B Martin M (2015) — 113 (082, 155) 14.18
: O'Shaughnessy J (2015 —_— 0.68 (0.51,092) 16.52
Heterogeneity between groups: p = 0.564 U Toi M 19015 YA ) @ 4 0.60 (0 40.0 92) 8.29
Overall (I-squared = 51.8%, p = 0.042) < 0.93 (0.85,1.02) 100.00 W | NNe.000 &
: Subtotal (l-squared = 61.1%, p=0.052) <> 0.78 (0.66,0.92) 52.36
Favors Capecitabine ! :
T = T :
53 1 1.89 Neoadjuvant setting .
Bear HD (2015) —— 0.95 (0.68, 1.32) 13.07
Fig 2. Forest plot of di free survival of pati d with itab without capecitabine. von Minckwitz G (2014) i 0.93 (0.69, 1.26) 15.85
von Minckwitz G (2014) , 0.97 (0.72, 1.30) 16.46
Ohno S (2013) : 0.67 (0.30, 1.48) 2.26
Subtotal (I-squared = 0.0%, p = 0.864) <P 0.93(0.79, 1.11) 47.64

Heterogeneity between groups: p = 0.137
Overall (I-squared = 34.4%, p = 0.154) <>

Favors Capecitabine '

0.85 (0.75, 0.96) 100.00

T T
3 1 333

Fig 3. Forest plot of overall survival of patients treated with capecitabine versus without capecitabine.
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Study % RESEARCH ARTICLE
D HR(95% Cl)  Wei i L. . . .
( ) e Capecitabine in Combination with Standard
Triple negative (Neo)Adjuvant Regimens in Early Breast
Joensuu H (2012) - 0.48 (0.26, 0.88) 13.11 Cancer: Survival Outcome from a Meta-
Martin M (2015) - 1.19 (0.70, 2.04) 17.04 A ) . .
nalysis of Randomized Controlled Trials
O'Shaughnessy J (2015) - 0.81 (0.57, 1.15) 39.57 y
Toi M (2015) —_— 0.58 (0.39, 0.87) 30.28 Ze-Chun Zhang'~, Qi-Ni Xu®, Sui-Ling Lin**, Xu-Yuan Li**
Subtotal (l-squared = 54.7%, p = 0.085) <> 0.73 (0.59, 0.91) 100.00
Hormone receptor positive/Her2 negative
Joensuu H (2012) - 0.91 (0.63, 1.30) 27.94
Martin M (2015) —_—— 1.40 (1.06, 1.85) 47.27
Toi M (2015) —_— 0.84 (0.57, 1.23) 24.79
Subtotal (l-squared = 65.6%, p = 0.054) <> 1.09 (0.90, 1.32) 100.00
>3 lymph nodes positive
Joensuu H (2012) - 0.64 (0.43, 0.96) 33.05
O'Shaughnessy J (2015) e 0.79 (0.55, 1.13) 41.12
Toi M (2015) - 0.82 (0.52, 1.29) 25.83
Subtotal (I-squared = 0.0%, p = 0.663) <_ > 0.74 (0.59, 0.94) 100.00
Favors Capecitabine
I ||
26 1 385

Fig 4. Forest plot of disease-free survival of subgroup analysis in the adjuvant setting.
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Primary endpoint: iDFS
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ECOG-ACRIN EA1131 - "A Randomized Phase Il Post-Operative Trial
of Platinum Based Chemotherapy Vs. Capecitabine in Patients with
Residual Triple-Negative Basal-Like Breast Cancer following

Neoadjuvant Chemotherapy"

Primary endpoint: iDFS
Secondary endpoint: OS, RFS



Carcinoma mammario TN, post-NACT: PARPinhs

1082

Abstact— Cisplatin with or without rucaparib after preoperative chemotherapy in patients with triple-negative breast

cancer (TNBC): Final efficacy results of Hoosier Cancer Research Network BRE09-146
Kathy D. Miller*, Yan Tong', David R. Jones’, Tom Walsh’, Michael A, Danso’, Cynthia X. Ma*, Paula Silverman®, Mary-Claire King?, Sunil 5. Badve', and Susan M. Perklns.’

Safety Cohorts 1 and 2
Cisplatin + Rucaparib Rucaparib
x 4 cycles | X 24 weeks |

Minimum & patients per cohort, followed through 2 cycles of therapy
to ensure safety prior to initiation of randomized trial.

Randomized Phase I

Stratify by
= Anthracycline exposune ¥s. not

Cisplatin x 4 cycles + Residual LM involvement vs. not

Ve
AN

=B - -0 ]

4 cyches

Cizplatin + Rucaparib

Rucapanio
x 24 weiks

X Cisplatin
‘ (n = 65)
Median age 48 (27-69)
African American 20%
Known germiine BRCAL or 2 BRCA1~-1
mutation at entry BRCA2-2
Deleterious BRCA mutation 21.5%
by BROCA analysis®
Neoadjuvant Chemo
Anthracycline 66%
Taxane 92%
Carboplatin 0
Radiation Therapy 88%
Median residual tumor 1.9 ¢m (0-9)
Median residual LN+ 1(0-15)
Median Residual Cancer 2.6{0-5,0)
Burden (n=53)

*BROCA analysis available in 101 patients

Cisplatin + Rucaparib
{n=63)

47 (21-75)
17.5%

BRCA1~-1
BRCA2-2

12.7%

48%
89%
9.5%

86%
1.9cm (0-11.5)
1({0-38)

2.7 (0-5.3)
(n=58)
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x'“ Cisplatin with or without rucaparib after preoperative chemotherapy in patients with triple-negative breast
cancer (TNBC): Final efficacy results of Hoosier Cancer Research Network BRE09-146
Kathy D. Miller', Yan Tong', David R. Jones', Tom Walsh?, Michael A, Danso’, Cynthia X. Ma', Paula Silverman®, Mary-Claire King?, Sunil 5, Badve', and Susan M. l’eﬂdugl

1 Cisplatin Cisplatin + Rucaparid
Al patients (ITT) 60.5% 67.3%
Deleterious BRCA mutation 68.4% 70%
by BROCA analysis
Disease Free Survival - All Patients
P A
o
= — 2 year DFS = 67.3%
R, TP
r ol \_‘ AT ‘ LIRS IR 4
g 2 year DFS = 60.5%
“c:v.‘ Gerveon Nr;'o-"m =
Exploratory analysis
2 year DFS Cisplatin Cisplatin + Rucaparib

Prior anthracydine 58.6% 73.3% (p=0.03)
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Trial Population Rationale Design Treatment

TNBC

NCT02530489 TNBC patients Immunotherapy Phase Il Weekly Nab-paclitaxel
with residual with anti-PDOL1 for 12weeks plus
disease after atezolizumab [1200mg
anthracycline- every 3weeks for 12weeks)
based NAT \!

Surgery

Atezolizumab four cycles

NCT02954874 TNBC patients Immunotherapy  Phase lll ARM A: pembrolizumab for
with residual with anti-PD1 12 months
disease after NAT ARM B: placebo
NCT02926196 TNBC patients Immunotherapy Phase Il ARM A: avelumab for
with residual with anti-PDL1 12 months
disease after NAT ARM B: placebo
Post-neoadjuvant treatment and the e

Dol 101177/
1758835919827714

management of residual disease in breast
cancer: state of the art and perspectives

sssssssss

Rafael Caparica, Matteo Lambertini@, Noam Pondé, Debora Fumagalli,
Evandro de Azambuja and Martine Piccart
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178 patmervis screened for allgebaliny

236 meligible

2842 randomiby assigned

andomb assigned Neratinib after trastuzumab-based adjuvant therapy in
e HER2-positive breast cancer (ExteNET); 5-year analysis of a

12 wnknorsen protoool ame ncdmeng

rrumber randomised, double-blind, placebo-controlled, phase 3 trial

3 gmvoc ket A Mot Frevks & Fver P Dhrtar St Srboge Sovery Ny ooy e Sarrm oo Vit Sapben | O
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Carcinoma mammario Her2+, post-NACT: T-DM1

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.
Trastuzumab Group T-DM1 Group
Characteristic [N=743) [M=743)
Median age (range) — yr 49 (23-80) 49 (24-79)
Race or ethnic group — no. of patients (%)}
White 531 (71.5) 551 (74.2)
Asian 64 (5.6) 65 (8.7)
Black 19 (2.6) 21 (2.8)
American Indian or Alaska Mative} 50 (6.7) 36 (4.8)
Multiple or unknown 79 {10.6) 70 (9.4)
Clinical stage at presentation — no. of patients (36)
Inoperable breast cancerf 130 (25.6) 185 (24.9)
Operable breast cancerd 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)
Meoadjuvant HER2-targeted therapy — no. of patients (3&)
Trastuzumab alone 596 (80.2) 600 (80.8)
Trastuzumab plus pertuzumab 139 (18.7) 133 (17.9)
Trastuzumab plus other HERZ-targeted therapy| g (L1) 10(1.3)

# Additional baseline characteristics are listed in Table 51 in the Supplementary Appendix. Percentages may not tatal 100
because of rounding. HERZ denotes human epidermal growth factor receptor 2, and T-DM1 trastuzumab emtansine.

T Race or ethnic group was reported by the investigators.

I The American Indian category includes Morth, Central, and South American Indians.

§ Inoperable breast cancer was defined as tumor stage T4, nodal stage Mx, and metastasis stage MO or tumor stage Tx,
nodal stage N2 or N3, and metastasis stage MO.

9 Operable breast cancer was defined as tumor stage T1 to T3, nodal stage N0 or M1, and metastasis stage MO.

| Other HERZ-targeted agents were neratinib, dacomitinib, afatinib, and lapatinib.
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v  pCR unico fattore prognostico per
eventuale post-NACT??

v Chirurgia per le pazienti in progressione
di malattia in corso di NACT

v Capecitabina post-NACT per i carcinomi
mammari TN in assenza di pCR

v  T-DM1  post-NACT per i carcinomi
mammari Her2 + in assenza di pCR??

v Quale post-NACT nei tumori mammari
HR+ in assenza di pCR??

v Post-NAHT??

Z%razz'e  per [ attenzione




