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Nelle donne con carcinoma mammario TRIPLO NEGATIVO (recettori ormonali negativi ed HER2-
negativo) candidate a ricevere chemioterapia primaria/neoadiuvante, ¢ raccomandabile I'aggiunta

del platino ad uno schema standard con antracicline e taxani rispetto alla sola chemioterapia a base
di antracicline e taxani?

Nelle donne con carcinoma mammario triplo negativo (recettori
ormonali negativi ed HER2 negativo) candidate a ricevere
Moderata chemioterapia primaria/neoadiuvante, 1’aggiunta del platino ad Positiva debole

uno schema standard con antracicline e taxani puo essere preso in
considerazione.
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basis. The addition of platinum compound (carboplatin) to
neoadjuvant chemotherapy allows for an increase in the pCR
rate in triple-negative tumours, particularly in those carrying
deleterious BRCA 1/2 or RAD mutations or in patients pith a
family history of breast/ovarian cancer. But the effect of those
compounds on long-term outcomes is unknown (I, B) [147-
149]. The chemotherapy regimens to be used in the neoadjuvant
setting are the same ones used in the adjuvant setting.
Unfnrtunatel}r, there are no validated predictive markers to
allow the tailoring of the regimen to the individual patient.
Therefore, it is recommended that a sequential regimen of
anthracyclines and taxanes is used for the vast majority of
patients [I, B]. For BRCA 1/2 or RAD mutations it is acceptable
to add a platinum compound, after discussion with the patient.
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National Comprehensive
Cancer Network®

Even though the results of randomized trnials show improvement in pCR
rates when carboplatin 1s added to anthracycline- and taxane-based
chemotherapy, the long-term outcomes such as OS or DFS associated
with the incorporation of carboplatin are not yet known. Therefore, at
this time, the NCCN Panel does not recommend addition of carboplatin
to neoadjuvant standard chemotherapy for patients with tnple-negative
breast cancer outside a clinical trial setting.

NCCNGuidelinesversion1.2019






>

Proportion Disease Free

O

Proportion Disease Free

1.0+

0.8

0.6

0.4

0.2

e,

LUMA

== pCR in=108)

no pCR [n=1,532)
Log-rank
P= 358

1.0+

0.8

0.6

95 50 75 100 125
Disease-Free Survival (months)

—

= pCR in =164}
no pCR [n =373}

Log-rank

P 0D

HER2+

95 50 75 100 125

Disease-Free Survival (months)

Proportion Disease Free

m

Proportion Disease Free

1.0+

1
0.8 1
0.6 -
0.4 LUMB
== pCR (n = 40) HER?Z2
0.2 + nao pCR n =317)
Log-rank
F= 005
0 95 50 75 100 125
Disease-Free Survival (months)
1.{]_\;'_
0.8 1
0.6 -
0.4 -
= pCR (n = 282)
0.2 - nio pCR (n = 629) TNBC
Log-rank
F= 0
0 95 50 75 100 125

Disease-Free Survival (months)

@

Proportion Disease Free

-

Proportion Disease Free

0.8 1
0.6 -
0.4 LUMB
— bCRin=129 HER2+
0.2 + no pCR {n = &25)
Log-rank
F= 445
I 1 I 1 1
0 25 50 75 100 125
Disease-Free Survival (months)
1.0 4
0.8 1 E E
0.6 -
= | yminal & {n = 105)
0.4+ e Luminal B HERZ nagative {n = 40)
w== | yminal B HERZ positive {n = 126]
w== HER?Z positive (nonluminal; n = 164}
0.2 { === Tripla negative in = 282}
Log-rank
P= 055
I 1 I 1 1
0 25 50 75 100 125

Disease-Free Survival (months)

VonMinckwitzet al. JClinOncol2012



Pathological complete response and long-term clinical
benefit in breast cancer: the CTNeoBC pooled analysis

Patricia Cortazar, Lijun Zhang, Michael Untch, Keyur Mehta, Joseph P Costantino, Norman Wolmark, Hervé Bonnefoi, David Cameron,
Luca Gianni, Pinuccia Valagussa, Sandra M Swain, Tatiana Prowell, Sibylle Loibl, D Lawrence Wickerham, Jan Bogaerts, Jose Baselga,
Charles Perou, Gideon Blumenthal, Jens Blohmer, Eleftherios P Mamounas, Jonas Bergh, Viadimir Semiglazov, Robert Justice, Holger Eidtmann,
Soonmyung Paik, Martine Piccart, Rajeshwari Sridhara, Peter A Fasching, Leen Slaets, ShenghuiTang, Bernd Gerber, Charles E Geyer Jr,

Richard Pazdur, Nina Ditsch, Priya Rastogi, Wolfgang Eiermann, Gunter von Minckwitz

Event-free survival

100+

i

40—

Event-free survival (%)

20+

HR 0-48 (95% C10-43-0-54)

—— Pathological complete response
—— Mo pathological complete response

Number at risk
Pathological 2131

complete response
No pathological 9824

complete response

T | | |
3 6 9 12 15

Time since randomisation (years)
1513 583 337 124 35
6169 2674 1523 525 165

Overall survival (%)

Overall survival

100
En _ -
60
40
HR 0-36 (95% C1 0-31-0-42)
20
0 | | | | | |
0 3 6 9 12 15 18
Time since randomisation (years)
2131 1618 640 383 145 43 3
0824 7119 3173 1859 659 209 3

CortazalP et al. Lancet 2014



Event-free survival (%)

80 —

60—

40—

20+

Hormone-receptor-positive,
HER2-negative

100+

HR 0-49 (95% C10-33-0.71)

0

0 1 2 3

Mumber at risk

pCR 270 244 224 184 113 69
No pCR 2401 2226 1978 1616 1017 658 247 84

| | | |
4

I
5

HER2-positive
100+
pCR
£ 801 CR
3 Y
= B0
=
£ 40
No pCR o No pCR
=
= 204
HR 0-39 (95% C1 0-31-0-50)
| | 1 | 0 | | | | | | | 1 |
& 7 8 g 0 1 2 3 4 5 &6 7 g 9
Number at risk
21 6 2 2 pCR 586 527 454 371 212 120 37 4 2 1
20 1 NopCR 1403 1157 918 713 436 269 106 33 3 1
Triple negative
100
# 804
3 pCR
g 60—
£ .0 No pCR AssociatiorbetweenpCR
£ and EFS byreastcancer
5 204
HR 0.24 (95% C1 0-18-0.33) subtype
0 | | | | | | | | |
c 1 2 3 4 5 &6 7 & 9
Number at risk Time since randomisation (years)
pCR 380 340 310 250 166 B8 29 11 1
NopCR 768 604 429 317 198 125 50 13 1 Cortazar P et al. Lancet 2014



Molecular subtype

Biologic pathway
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Mutazioni BRCA1 e BRCA2
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