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-
Objetivos

Nos 20 min de apresentacao espero transmitir:

 Conceitos gerais sobre tratamento neoadjuvante
- Avaliacao pré-tratamento e selecao dos pacientes
« Importancia da resposta patologica completa

- TERAPIAS-PADRAO PARA HER 2+ E HER 2 NEG

- Existe papel da platina no tratamento neoadjuvante do cancer
de mama triplo negativo?
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Conceitos gerais

» Objetivos:

Downstage

Avaliacao precoce da efetividade do tto sistémico
Avaliacao prognostica

Tratamento precoce da doenca micrometastatica
Instrumento para aprovacao mais rapida de novas drogas
Cancer de mama na gestacao

Planejamento de terapia local ( BRCA, duvidas)
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Acesso a Pertuzumabe (HER 2 +)






Fenotipos de cancer de mama

« Fenotipos de interesse por terem implicacOes terapéuticas claras.

ER+

65%—75%

N

HER2+
15%-20%
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- Triplo Neg.
15%
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Avaliacao pré-tratamento

« Historia clinica
- Estadiamento sistémico ( sobretudo para estadio lll)
- Bidpsia e IHQ. PAAF/biopsia axilar
- Laboratdrio com bioquimica basica
- ECO

- Marcacao tumoral/ axilar

- Avaliacao genética




Neoadjuvante x Adjuvante

Neoadjuvant chemotherapy for operable breast cancer

J. S. D. Mieog, J. A. van der Hage and C. J. H. van de Velde

Department of Surgery, Leiden University Medical Centre, Albinusdreef 2, 2300 RC Leiden, The Netherlands
Correspondence to: Professor C. J. H. van de Velde (e-mail: C.J.H.van_de_Velde@lume.nl)

British Journal of Surgery 2007; 94: 1189-1200



e
Sobrevida Global

Overall survival rate Weight
Study Neoadjuvant Adjuvant Hazard ratio (%) Hazard ratio
Neoadjuvant
USAZ 3of 26 6 of 27 B 0-37 0-18 (0-03, 1-19)
Institut Curie'® 55 of 200 60 of 190 —o-- 9-55 0-79 (0-54, 1-15)
Bordeaux'® 48 of 134 51 of 138 7-64 0-99 (0-65, 1-51)
NSABP22 221 of 742 218 of 751 40-20 1-02 (0-85, 1-22)
ECTO' 32 of 451 30 of 451 5-39 1-06 (0-64, 1-74)
EORTC'® 111 of 350 104 of 348 18-57 1-09 (0-83, 1-42)
Subtotal 470 of 1903 469 of 1905 81.73 1-00 (0-88, 1-13)

Test for heterogeneity: x2 = 5-16, 5 d.f., P=0-40, = 3-1%
Test for overall effect: Z=0-06, P=0-95

‘Sandwich'’
Royal Marsden?® 43 of 144 53 of 142 —0 12-36 0-81 (0-58, 1-13)
St Petersburg®* 20 of 137 300f 134 ———0—— 2-61 0-88 (0-43, 1-79)
London?' 27 of 100 210of 110 —— 2:05 1-21 (0-61, 2-39)
Japan'® 3of 20 3of25 o 0-45 1-61 (0-29, 8-99)
Subtotal 93 of 401 107 of 411 <> 18-27 0-89 (0-68, 1-16)

Test for heterogeneity: x2=1.52, 3 d.f., P=0.68, ?=0%
Test for overall effect: Z=0-87, P=0-39

Total 563 of 2304 576 of 2316 ¢ 100-00 0-98 (0-87, 1-09)
Test for heterogeneity: x2 = 7-26, 9 d.f., P= 061, I°=0%
Test for overall effect: Z=0-43, P=0-67
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Recorréncia local

Locoregional recurrence rate Relative risk Weight Relative risk

Study Neoadjuvant Adjuvant (fixed) (%) (fixed)
Breast-conserving surgery

Lithuania® 10of 50 3 of 50 +——o 2-98 0-33 (0-04, 3-10)

ECTO'" 6 of 284 10 of 296 —_—— 9-74 0-63 (0-23, 1-70)

EORTC' 21of 122 14 of 77 —a— 17-08 0-95 (0-51, 1-75)

NSABP22 54 of 503 34 of 448 —a— 35-78 1-41(0-94, 2:13)

Subtotal 82 of 959 61 of 871 < 65-59 1-13 (0-82, 1-54)

Test for heterogeneity: x* = 3-98, 3 d.f., P= 0-26, ? =24-5%
Test for overall effect: Z=0-74, P=0-46

Mastectomy
ECTO" 2 of 154 12 of 579 o 5-02 0-63 (0-14, 2:77)
Japan'® 20f20 30f25 o 2-65 0-83 (0-15, 4-52)
EORTC'® 20 of 207 23 of 257 —0— 20-42 1-08 (0-61, 1-91)
Bordeaux'® 8 of 49 12 of 136 -+ 6-32 1-85 (0-80, 4-26)
Subtotal 32 of 430 50 of 997 . 34-41 1-14 (0-74, 1-75)
Test for heterogeneity: x2 = 2-09, 3 d.f., P= 055, I° = 0%
Test for overall effect: Z=0-58, P=0-56

Exclusive radiotherapy
Subtotal 0 0 Not estimable
Test for heterogeneity: not applicable
Test for overall effect: not applicable

Total 114 of 1389 111 of 1868 < 100-00 1-13 (0-88, 1-46)

Test for heterogeneity: x2=6-08, 7 d.f.,, P=0-53, ?=0%
Test for overall effect: Z=0-94, P=0-35
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Taxa de mastectomia

Mastectomy rate Relative risk Weight Relative risk
Study Neoadjuvant Adjuvant (fixed) (%) (fixed)
Royal Marsden® 16 of 149 310f 144 ———— 2-39 0-50 (0-29, 0-87)
Institut Curie'” 22 0f 95 310f86 e 2:47 0-64 (0-40, 1-:02)
NSABP% 239 of 743 302 of 752 -0 22:77 0-80 (0-70, 0-92)
EORTC'® 203 of 323 262 of 341 o 19-33 0-82 (0-74, 0-91)
ABCSG'2 71 0f 214 85 of 209 —o 652 0-82 (0-63, 1-05)
USA® 15 of 26 16 of 27 —— 1-19 0-97 (0-62, 1-53)
Institut Curie'® 73 of 200 66 of 190 — 3 513 1-05 (0-80, 1-37)
London?! 11 of 100 90f110 o 0-65 1:34 (0-58, 3-11)
Subtotal 650 of 1850 802 of 1859 & 60-46 0-82 (0-76, 0-89)

Test for heterogeneity: y2 = 9-43, 7d.f., P=0-22, I°=258%
Test for overall effect: Z=5-10, P < 0-001

ECTO"™ 154 of 438 579 of 875 -8 29-30 0-53 (0-46, 0-61)
Bordeaux'? 74 of 134 136 of 136 —o- 10-24 0-55 (0-47, 0-64)
Subtotal 228 of 572 715 of 1011 L 2 39-54 0-54 (0-48, 0-60)
Test for heterogeneity: x2=0-16, 1 d.f., P=0-69, P=0%
Test for overall effect: Z=11-32, P < 0-001

Total 878 of 2422 1517 of 2870 ¢ 100-00 0-71 (0-67, 0-75)

Test for heterogeneity: x2 = 53-66, 9 d.f., P < 0-001, /> =83-2%
Test for overall effect: Z=10-92, P < 0-001
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Taxa de complicacoes

Complication rate

Relative risk Weight Relative risk
Study Neoadjuvant Adjuvant (fixed) (%) (fixed)
Postoperative complications
EORTC'® 0 of 350 2 of 348 < 18-54 0-20 (0-01, 4-13)
Edinburgh15 7 of 40 7 of 39 ‘Cr‘_| 52-43 0-98 (0-38, 2-52)
USA25 40126 4 of 27 29-03 1-04 (0-29, 3-72)
Subtotal 11 0of 416 13 of 414 100-00 0-85 (0-41, 1-76)
Test for heterogeneity: x* = 1-06, 2 d.f., P=0-59, I = 0%
Test for overall effect: Z= 0-44, P= 0-66
1 L 1
0-2 0-5 1 2
Favours Favours
neoadjuvant adjuvant



pCR é amplamente definida como
a auséncia de células cancerosas apos
a resseccao tumoral

pCR é amplamente utilizada para avaliar a resposta a terapia neoadjuvante

A resposta é finalmente avaliada nas amostras de tumor ressecadas



Comumente
denominada

Cddigo TNM

Definicao

. pPCR do German
pCR maméria (bpCR) pCR total (tpCR) Breast Group (GBG

ypT0/is

Auséncia de cancer
invasivo na mama
(independentemente de
carcinoma ductal in situ
ou envolvimento nodal)

ypT0/is NO ypTO/NO

Auséncia de cancer
invasivo na mama e
linfonodos axilares
(independentemente de
carcinoma ductal in situ)

Auséncia de cancer
invasivo e cancer in situ
na mama e linfonodos
axilares

Ambas associadas a melhores
resultados a longo prazo de eficacia
em comparacao a pCR mamaria

Ogston, et al. The Breast 2003; Cortazar, et al. Lancet 2014; von Minckwitz, et al. ] Clin Oncol 2012.



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, Vladimir Semiglazov, Robert Justice, Holger Eidtmann,
Soonmyung Paik, Martine Piccart, Rajeshwari Sridhara, Peter A Fasching, Leen Slaets, Shenghui Tang, Bernd Gerber, Charles E Geyer Jr,

e

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

9440 included in the trial-level analysis
Event-free survival Overall survival
100+ 100
. 80+ 80+
Z 3
[ i
S 60 3 60 —
: — -
T 407 T F 40
g HR 0-48 (95% C1 0-43-0-54) & HR 0-36 (95% €1 0-31-0-42)
w
20+ 20
7 — Pathological complete response 0
—— No pathological complete response
0 T T T T T T o T T T T T T
0 3 6 S 12 15 18 0 3 6 S 12 15 18
Number at risk Time since randomisation (years) Time since randomisation (years)
Pathological 2131 1513 583 337 124 35 2 2131 1618 640 383 145 43 3
complete response
No pathological 9824 6169 2674 1523 525 165 1 9824 7119 3173 1859 659 209 3
complete response

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

HR«~hazard ratio.

Published online February 14, 2014 http://dx.doi.org/10.1016/50140-6736(13)62422-8



e
Definicdes de RPC

Event-free survival Overall survival
100—
80- R —
* _
- £
2 T 60—
g 2
; 40 T 40+
g 3
- 20+ — YPTOypNO (n=1554); HR 0-44 (95% C10-39-051) 20- — yPTOypNO (n=1554); HR 036 (95% I 0-30-0-44)
—— ypT0/is ypNO (n=2131); HR 0-48 (95% C1 0-43-0:54) — ypT0/isypNO (n=2131); HR 036 (95% (10:31-0-42)
ypT0/is (n=2558); HR 0-60 (95% {1 0.55-0.66) ypT0fis (n=2598); HR 0.51 (95% Cl 0-45-0-58)
0 T T T 1 o T T T 1
0 5 10 15 20 0 5 10 15 20
Time since randomisation (years) Time since randomisation (years)

Figure 3: Associations between three definitions of pathological complete response and event-free survival and overall survival



A Percentage of patients
Porcentagem de RPC achieving pathologicl
complete response
(95% CI)
Cinical tumour stage 5
T1(n=785) _— 183 (15.7-21-2)
T2 (n=7328) -~ 19-9 (19-0-20-9)
T3(n=2493) — 130 (11.7-143)
T4a-c (n=781) —_ 145 (12:1-17-1)
T4d (n=482) —_— 160 (12.8-19.6)
Uinical nodal status
Negative (n=6320) ~+ 18-8 (17-9-19-8)
Positive (n=5487) —+ 16-9 (15-9-17.9)
Histological type
Ductal (n=8567) = 155 (14-7-16-3)
Lobular (n=1221) —t— 7-8 (6:3-9.4)
Mixed (n=475) —_— 227 (19-0-26.8)
Tumour gsrade 8 (54407
1(n=426) — -0 (5-4-10-
2(n=4392) -+ 123 (11-3-13:3)
3(n=3217) — 25-8 (24-3-27-4)
Clinical tumour subtype
Hormone-receptor-positive, HER2-negative, grade 1/2 (n=1986) 75(6:3-8.7)
Hormone-receptor-positive, HER2-negative, grade 3 (n=630) _ 16-2 (13-4-15-3)
HER2-positive, hormone-receptor-positive, trastuzumab (n=385) _ 309 (26-3-35-8)
HERZ-positive, hormone-receptor-positive, no trastuzumab (n=701) e 183 (15.5-21.3)
HER2-positive, hormone-receptor-negative, trastuzumab (n=364) E 50-3 (45-0-55:5)
HER2-positive, hormone-receptor-negative, no trastuzumab (n=471) — 30-2 (26-0-34-5)
Triple negative (n=1157) —_—— 33-6 (30-9-36:4)
T 1 T |

T T
c 10 20 30 40 50 60
Pathological complete response (%)
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Rh+ HER 2 -

Hormone-receptor-positive, Hormone-receptor-positive, Hormone-receptor-positive,
HER2-negative HER2-negative, grade 1/2 HER2-negative, grade 3
100 ] \\% _\RT‘ -M—
" -\ - . . i \
= T S
E \\ - N -
2 60 . - : - ~—
@ ey | 1 —y
£ 0 il ) W
2
3 204 8 R
HR 0-49 (95% C10:33-071) HR 0-63 (95% (1 0-38-1.04) HR0-27 (95% C1 0-14-0:50)
0 T T 1 T 1 T I 1 T T T T T I T T 1 T T 1 T I T I T T T
¢ 1 2 3 4 5 6 7 8 9 o 1 2 3 4 5 6 7 8 9 o1 2 3 4 5 6 7 8 9

Number at risk
pCR 270 244 224 184 113 69 21 6 2 148 134 123 102 5§55 33 10 5 2 2 102 92 83 71 49 30 9 1 0
No pCR 2491 2226 1978 1616 1017 658 247 84 20 1 1838 1653 1493 1236 790 517 198 68 15 528 458 376 290 173 111 38 14

~N

-
(%]



HER 2 +

HER2-positive HER2-positive, hormone-receptor-positive HER2-positive, hormone-receptor-negative
100 T -
— m
£ 80 - \-.\ 7
— N
E &0 N
5 S \ L -
£ w0 a - | - o
=
2 20+ - _
HR 039 (95% Cl0-31-0:50) HR 058 (95% C10-42-0-82) HR 0-25 (95% C10-18-0-34)
0 1 I 1 I 1 ] I 1 1 I 1 I I ] 1 1 1 I I I I ] I 1 I 1
o 1 2 3 4 5 6 7 8 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
NopCR 1403 1157 918 713 436 269 106 33

TRIPLO NEGATIVO

w N

247 224 194 157 91 50 17 2 2 1
839 723 617 484 306 198 79 24 3 1

325 293 250 205 115 65 19 2
510 392 269 200 111 59 22 6

Triple negative
100 — pCR
ze | E 87 T
g
e 60+
a - L
& 01
=
3 204
HR 0-24 (95% C10-18-033)
0 T T T T T T T T
¢ 1 2 3 4 5 6 7 8 9
Number at risk Time since randomisation (years)
pCR 389 349 310 250 166 88 29 11 1
Nop(R 768 604 429 317 198 125 50 13 1



——
HER 2 POSITIVO

Estudo NOAH (MO16432):
Lancet 2010

Estudo NeoSphere
Lancet 2012
Lancet 2016

Estudo TRYPHAENA
Annals of Oncology 2013



Neoadjuvant chemotherapy with trastuzumab followed by
adjuvant trastuzumab versus neoadjuvant chemotherapy
alone, in patients with HER2-positive locally advanced
breast cancer (the NOAH trial): a randomised controlled
superiority trial with a parallel HER2-negative cohort

Luca Gianni, Wolfgang Eiermann, Vladimir Semiglazov, Alexey Manikhas, Ana Lluch, Sergey Tjulandin, Milvia Zambetti, Federico Vazquez,
Mikhail Byakhow, Mikhail Lichinitser, Miguel Angel Climent, Eva Ciruelos, Belén Ojeda, Mauro Mansutti, Alla Bozhok, Roberta Baronio,

Andrea Feyereislova, Claire Barton, Pinuccia Valagussa, Jose Baselga



Estudo NOAH (M0O16432):
Desenho do estudo Lancet 2010

Um estudo internacional, aberto e fase lll de trastuzumabe
neoadjuvante—adjuvante em pacientes que apresentam cancer de mama
localmente avancado ou inflamatério HER2- positivo

CMLA HER2-positivo CMLA HER2-negativo
(IHQ 3+ ou FISH-positivo) (IHQ 0/1+)%
(n=117) (n=118)  (n=99) ;

AT
3/3 sem x 3 ciclos

AT

3/3 sem x 3 ciclos 3/3 sem x 3 ciclos

3/3 sem x 4 ciclos

3/3 sem x 4 ciclos

CMF
4/4 sem x 3 ciclos

H a cada trés semanas x 4
ciclos + CMF 4/4 sem x 3 ciclos

I I

H continuo 3/3 sem até a
semana 52 19 cruzaram para H

I
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SLE na ITT HER2-positiva

Beneficio significativo de SLE com adic¢ao de trastuzumabe
a quimioterapia em pacientes HER2-positivas

i = _\“_\_\——\_“_‘—;
; e
g Pacientes Eventos  Sem ajuste Ajustada
g8 04 HR Valordep HR Valordep
S 2 Com trastuzumabe 117 3 059 0013 058 00126
S Sem trastuzumabe 118 51
N° em risco
17 113 109 102 87 75 58 40
118 109 100 82 71 58 40 22




.
Sobrevida global na populacao ITT HER2-positiva

Tendéncia de beneficio de sobrevida global com adicao de trastuzumabe
a quimioterapia em pacientes HER2-positivas

¥ 8 04 Pacientes  Eventos HR  Ajustada

=3 Com trastuzumabe 117 18 0,62 0,0114
S Sem trastuzumabe 118 26
N° em risco
117 114 113 112 101 85 67 46

£

118 113 110 104 a3 81 57




Taxas de pCR na populacao ITT

Melhora significativa em pCR com adicédo de trastuzumabe
a quimioterapia nos grupos de tratamento HER2-positivos

m Com trastuzumabe

m Sem trastuzumabe
P=0,0007

P=0,001
40% [
30%
20%
LU“E '
0%

bpCR tpCR

pCR* (%)




Neoadjuvant and adjuvant trastuzumab in patients with
HER2-positive locally advanced breast cancer (NOAH):
follow-up of a randomised controlled superiority trial with a
parallel HER2-negative cohort

Luca Gianni, Wolfgang Eiermann, Vladimir Semiglazov, Ana Lluch, Sergei Tjulandin, Milvia Zambetti, Angela Moliterni, Federico Vazquez,
Mikhail | Byakhov, Mikhail Lichinitser, Miguel Angel Climent, Eva Ciruelos, Belen Ojeda, Mauro Mansutti, Alla Bozhok, Domenico Magazz,
Dominik Heinzmann, Jutta Steinseifer, Pinuccia Valagussa, Jose Baselga



Fvent-free survival (%)

~—— Chemotherapy plus trastuzumab
Chemotherapy

Hazard ratio 0-64 (95% (1 0-44-0.93)
log-rank p value 0-016

5-year event-free survival (%, 95% CI)

Number at risk
Chemotherapy plus 117

trastuzumab
Chemotherapy 118

| I
S .
Chemotherapy plus  Chemotherapy
trastuzumab (n=117) (n=118)
49 (42%) 62 (53%)
58% (48-66) 43% (34-52)
| 1 I |
48 60 72 84
66 56 43 24

49 39 28 14



B
100 Hazard ratio 0-66 (95% C1 0-43-1.01)
T log-rank p value 0-055
90 ey
80
70 —

Overall survival (%)
w
o
1

40—

30

20 Chemotherapy plus Chemotherapy

trastuzumab (n=117) (n=118)
10 Events 36 (31%) 47 (40%)
5-year overall survival (%, 95% Cl) 74% (64-81) 63% (53-71)
0 1 T T T T 1 I
0 12 24 36 48 60 72 84
Number at risk Months
Chemotherapy plus 117 113 107 92 78 70 53 28
trastuzumab

Chemotherapy 118 112 85 81 69 56 37 21



Efficacy and safety of neoadjuvant pertuzumab and
trastuzumab in women with locally advanced, inflammatory,
or early HER2-positive breast cancer (NeoSphere):

a randomised multicentre, open-label, phase 2 trial

Luca Gianni, Tadeusz Pienkowski, Young-Hyuck Im, Laslo Roman, Ling-Ming Tseng, Mei-Ching Liu, Ana Lluch, Elzbieta Staroslawska,
Juan de la Haba-Reodriguez, Seock-Ah Im, Jose Luiz Pedrini, Brigitte Poirier, Paolo Morandi, Vladimir Semiglazov, Vichien Srimuninnimit, Giulia Bianchi,
Tania Szado, Jayantha Ratnayake, Graham Ross, Pinuccia Valagussa

Estudo NeoSphere
Lancet 2012
Lancet 2016

5-year analysis of neoadjuvant pertuzumab and trastuzumab
in patients with locally advanced, inflammatory, or
early-stage HER2-positive breast cancer (NeoSphere):

a multicentre, open-label, phase 2 randomised trial

Luca Gianni, Tadeusz Pienkowski, Young-Hyuck Im, Ling-Ming Tseng, Mei-Ching Liu, Ana Lluch, Elzbieta Starostawska,
Juan de la Haba-Rodriguez, Seock-Ah Im, Jose Luiz Pedrini, Brigitte Poirier, Paolo Morandi, Viadimir Semiglazov, Vichien Srimuninnimit,
Giulia Valeria Bianchi, Domenico Magazzu, Virginia McNally, Hannah Douthwaite, Graham Ross, Pinuccia Valagussa






NeoSphere: desenho e objetivos do estudo

Pacientes com
cancer de
mama HER2
positivo
operavel ou
localmente
avangado/
inflamatério*

Sem
quimioterapia
prévia e
tumores
primarios > 2
cm (N=417)

TD (n=107)
trastuzumabe (8—6 mg/kg)
docetaxel (75—100 mg/m2)

PTD (n=107)

pertuzumabe (840—420 mg)
trastuzumabe (8—6 mg/kg)

docetaxel (75—100 mg/m2)

PT (n=107)
pertuzumabe (840—420 mg)
trastuzumabe (8—6 mg/kg)

PD (n=96)
pertuzumabe (840—420 mg)
docetaxel (75—100 mg/m2)

Administracdo no estudo: 3/3 sem x 4

Endpoint primario:
Comparagdo das taxas de bpCR
I'D vs PTD

TD vs PT

PTD vs PD

Endpoints secundarios:
SLP

SLD

Seguranga

Analises exploratorias:
SLP por estado de receptor hormonal

Associagao SLP-tpCR
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Resultados bpCR

80% - Bl HR positivo
B HR negativo
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SLP: todos os bracos de terapia, populacao ITT

Ly PTD PT PD
n=107 n=107 n=107 n=96 PTD
SLP em 5 anos, — PT
% (IC de 95%) 81 (71-87) 86 (77-91) 73 (64-81) 73 (63-81) o
N° em risco
L 107 101 89 83 78 58
PTD 107 99 94 = - -



SLP para tpCR e sem tpCR por estado de
receptor hormonal, Populacao ITT -
tumores HR negativos

4 vz , .
] " e AP

e LY

HR negativo
Sem tpCR tpCR
n=134 n=72

SLP em 5 anos, % (IC de 95%) 72 (64-79) 84 (72-91)

HR (IC de 95%) 0,65 (0,32-1,30)

SLP, %

A CIT VU O




Trastuzumab Pertuzumab, Pertuzumab plus  Pertuzumab plus
plus docetaxel trastuzumab, trastuzumab docetaxel
(group A; n=107) and docetaxel (group C; n=108) (group D; n=94)
(group B; n=107)
Alopecia 70 (65%) 68 (64%) 1(1%) 63 (67%)
Neutropenia 67 (63%) 54 (50%) 1(1%) 59 (63%)
Diarrhoea 36 (34%) 49 (46%) 30 (28%) 51(54%)
Nausea 39 (36%) 41(38%) 15 (14%) 34 (36%)
Fatigue 29 (27%) 28 (26%) 13 (12%) 24 (26%)
Rash 23 (21%) 28 (26%) 12 (11%) 27 (29%)
Mucosal inflammation 23 (21%) 28 (26%) 3(3%) 24 (26%)
Myalgia 24 (22%) 24 (22%) 10 (9%) 19 (20%)
Asthenia 19 (18%) 22 (21%) 3(3%) 15 (16%)
Headache 12 (11%) 12 (11%) 15 (14%) 12 (13%)
Data are n (%).
Table 4: Summary of the ten most common adverse events (any grade)




Annals of Oncology 24: 2278-2284, 2013
doi:10.1093/annonc/mdt 182
Published online 22 May 2013

Pertuzumab plus trastuzumab in combination with
standard neoadjuvant anthracycline-containing and
anthracycline-free chemotherapy regimens in patients
with HER2-positive early breast cancer: a randomized
phase Il cardiac safety study (TRYPHAENA)

A. Schneeweiss', S. Chia?, T. Hickish®, V. Harvey*, A. Eniu®, R. Hegg®, C. Tausch’, J. H. Seo?,
Y.-F. Tsai®, J. Ratnayake'?, V. McNally', G. Ross'? & J. Cortés'"

"National Center for Tumor Diseases, University Hospital, Heidelberg, Germany; “British Columbia Cancer Agency — Vancouver Centre, University of British Columbia,
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Ciclos1-3 4-6
r'eml____FEC_
pertuzumabe + trastuzumabe

cmI L0 |0 docetaxel
p':);sﬁlzv-o trastuzumabe
confirmado | pertuzumabe + até completar

1 ano

centralmente
(n = 225)

docetaxel

pertuzumabe + trastuzumabe

carboplatina

|
;

Todos os 3 bragos foram experimentais

Administragao do estudo a cada trés semanas:
FEC: 500 mg/m?, 100 mg/m?, 600 mg/m?
Carboplatina: AUC 6
Trastuzumabe: Dose de ataque de 8 mg/kg, dose de manutengdo de 6 mg/kg
Pertuzumabe: Dose de ataque de 840 mg, 420 mg de manutengdo
Docetaxel: 75 mg/m? (com aumento para 100 mg/m>, se tolerado, apenas nos bragos A e B)



- Eventos cardiacos durante o tratamento
neoadjuvante

FEC+H+Px3 - T+H+Px3 FECx3 - T+H+P x3 TCH+P x6
(n=72) (n = 75) (n=76)
5}’9§)E sintomdtica (grau 23), 0 (0,0) 2 (2'7) 0 (0'0)
DVSE (todos os graus), n (%) 4 (5,6) 3 (4,0) 2 (2,6)
Declinio de FEVE = 10 pontos
pe(rg%e)ntuais para menos de 50%, 3(4,2) 4 (5,3) 3(3,9)
n




Resposta completa patoldagica
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FEC+H+P x3 — T+H+P x3 FEC x3 — T+H+P x3 CH+P x6
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Resposta completa patolégica (%)
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HER 2 NEGATIVOS

« RH+:

« TRIPLO NEGATIVOS:



——
HER 2 NEGATIVOS

* RH+:
- Candidato a quimioterapia neoadjuvante?
- Mudanca de conduta em caso de downstage?

« TRIPLO NEGATIVOS:

- Incorporar platina?
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PRIMEIROS ESTUDOS

Study (year) Regimen

Swain SM (1987) 76 CAMFx (2-11) 49%  44%
Perloff M (1988) 113 CAFVPx 3 22% 55%

Hortobagyi GN (1988) 174 CAFx3 17% 70%
Jacquillant CL (1988) 98 VbTMFAPX (2-4) 23% 68%
Valagussa P (1990) 277 AVx (3-4) 7% 55%
Pierce LJ (1992) 107 CAMF - -
Schwartz GF (1994) 189 CMF or CAFXx (3-11) NA 85%

Zambetti M (1999) 88 EorAx3 3%  67%
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ESCOLHA DA QUIMIOTERAPIA

- Esquemas de quimioterapia conforme adjuvancia:

Comparisons between different polychemotherapy
regimens for early breast cancer: meta-analyses of long-term
outcome among 100 000 women in 123 randomised trials

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)

www.thelancet.com Vol379 February 4, 2012
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Breast cancer mortality (%)

10

8575 women

Breast cancer mortality

RR 079 (95% Cl 0-72-0-85)
Log-rank 2p<0-00001
10-year gain 6:5% (SE 1-2)

21-0%

15-9%

No CTX
35-8%

29-3%
Anthracycline

Death rates (%/year: total rate-rate in women

without recurrence) and log-rank analyses
Allocation Years 0-4

CTX 3-:38 SE0-13

No CTX 4.77 SE0-17

Rate ratio 0-73 SE 0-05

(O-E)/V -97-5/307-0

Years 5-9

3-.57SE 016
4.31SE0-21
0-83 SE 0.07
-35-9/193-2

Nuinvall smanvbalida,

Year 10+
2.83SE0-19
2.98 SE0.22
0-92SE0-11
-6.7/81.0

5253 women

RR 076 (95% Cl 0-68-0-84)

Log-rank 2p<0-00001
10-year gain 6-2% (SE 1-3)

15-3%

11-8%

No CTX
27-6%

21-5%
CMF

Death rates (%/year: total rate-rate in women
without recurrence) and log-rank analyses

Years 0-4

2.51SE0-14
3-23SE017
0-75 SE 0-07
-43-5/151-3

Years 5-9

2.42SE0-16
314 SE0-19
0.74 SE 0-08
-33-7/109:6

Year 10+

1.80SE 016
2:10SE018
0-82SE0-12

-11.9/59-1



BENEFICIO DO TAXANE

71 33084 women: control with MORE non-taxane

chemotherapy (82% N+)

Anthracycline control
22-0%
19-2%
Taxane+anthracycline

RR 0-86 (95% Cl 0-82-0-91)
Log-rank 2p<0-00001
5-year gain 2-9% (SE 0-6)

| I 1 | I
Recurrence rates (%/year) and log-rank analyses

Recurrence
507 11167 women: control with the SAME
non-taxane chemotherapy—ie, unconfounded
comparisons (100% N+)
407 Anthracycline control
34-8%
€ 301 27:3% 30-2%
g Taxane+anthracycline
o
g 20 - 23'7%
10 RR 0-84 (95% Cl 0-78-0-91)
Log-rank 2p<0-00001
8-year gain 4-6% (SE 1-0)
0 1 | I 1 | I 1 |
Recurrence rates (%/year) and log-rank analyses
Allocation Years 0-4 Year 5+
Tax+anth 5-51(1280/23249) 3-10 (413/13343)
Control 6-43(1239/19259)  3-62(381/10534)
Rate ratio 0-84 SE 0-04 0-85 SE0-07
(O-E)/V -955/557-3 -30:5/182-8

Years 0-4 Year 5+

437 (2607/59665) 3-01(153/5082)
5-02 (2586/51508) 2.69 (127/4727)
0-85 SE 0-03 1.03SE0-13
-181-4/1153-8 1.9/63-6
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BENEFICIO DO TAXANE

Overall mortality

507 11167 women
RR 0-86 (95% Cl 0-79-0-93)
40- Log-rank 2p=0-0002
8-year gain 3-2% (SE 0-9)
& 30 Anthracycline control
% 26.7%
1;\ 23-5%
£ 20- 18-2% Taxane+anthracycline
16-3%
10
0

012345678
Years



Escolha do taxane

VOLUME 33 -+ NUMBER 21 -+ JULY 20 2015

JOURNAL OF CLINICAL ONCOLOGY

Total enrollment
(N =5,052)

I
I I I I

Paclitaxel every 3 weeks Paclitaxel once per week Docetaxel every 3 weeks Docetaxel once per week
(n=1,272) (n=1,258) (n=1,262) (n=1,260)
| | | |




No.

P3
P1
D3
D1

1.0 Stratified log-rank P=.0014
0.9 -
£  08-
._g
S 07
o
—_
(=8 0.6
;; 10-Year 95% Cls
T o5 Rate (%) (%)
o 21 —=P3 655 62710682
Pl 707 67.91073.3
044 ..p3 719 69.21074.4
—D1 671  64.31069.8
0.3 1 1 ] 1 ) |
0 2 4 6 8 10 12
Time Since Random Assignment (years)
at risk
1,250 1,091 932 817 722 601 306
1,231 1,114 979 861 751 631 304
1,236 1,04 974 870 789 680 346
1,233 1,105 947 821 716 602 313



Triplo negativo

1.0 1 Log-rank P=.032 1.0 Log-rank P= 094
0.9 - 0.9
£ 08 = 081
o o
© i 7
o o
a 0.6 s 0.6
— ' 10-Year ~ 95%Cls s ;O-Y?;f) 95‘(%%?'8
0 Rate (%) (%) S 054 e
’ ’ ' P1 75.1 69.41079.9
Pl 690 63010743 044 -.p3 687 62310742
041 --03 623 55610682 —D1 686  621t074.1
—D1 568  50.0t063.1 0.3 , . : : . '
0-3 Ll Ll T T T L] 0 2 4 6 8 10 12
0 2 4 6 8 10 12 _ _ .
. . . Time Since Random Assignment (years)
Time Since Random Assignment (years) No. at Fak
No. at risk P3 2861 232 190 168 149 134 84
P3 261 207 166 138 126 102 47 P1 274 245 218 196 179 167 102
P1 274 226 197 175 159 127 61 D3 248 214 186 159 144 139 87
D3 248 195 160 134 120 106 £2 D1 243 218 184 156 143 129 77

D1 243 197 160 133 109 88 49
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Disease-Free Survival

No
TC
AC

VOLUME 27

NUMBER 8 MARCH 10 2009

JOURNAL OF CLINICAL ONCOLOGY

1.0 4
0.9 4
H
'E 81%
S 0.8-
Q
) TC
= —AC 76% L|
0.7 4 95% Cl: 0.56 to 0.98
P=.033
HR =0.74
0-6 T Ll L T T T Y L
0 12 24 36 48 60 72 84 96
Time (months)
. atrisk
506 481 442 410 378 349 320 195

510 483 449 405 372 343 303 194

1.0
‘—g 0.9 4 87%
= O
c g
-
wn |
— 8 08 o !
© o TC
L Q. - AC
> —
= 0.7 | 95% CI: 0.50 to 0.97
P=.032
HR = 0.69
0-6 T Ll T T Ll T y T

0 12 24 36 48 60 72 84 96
Time (months)

No. at risk
TC 506 487 461 434 398 371 344 207
AC 510 488 464 438 407 375 327 210



Dose-Dense Chemotherapy in Nonmetastatic Breast Cancer:
A Systematic Review and Meta-analysis of Randomized
Controlled Trials

Luisa Bonilla, Irit Ben-Aharon, Liat Vidal, Anat Gafter-Guvili, Leonard Leibovici, Salomon M. Stemmer

Manuscript received April 11, 2010; revised September 3, 2010; accepted September 17, 2010.

Correspondence to: Salomon M. Stemmer, MD, Institute of Oncology, Davidoff Center, Rabin Medical Center, Petah Tikva, Israel (e-mail: shtemers
@clalit.org.il).

J Natl Cancer Inst 2010;102:1845-1854

10 ESTUDOS HETEROGENEOS




SOBREVIDA LIVRE DE RECORRENCIA

Study
subcategory Iog[HR] (SE) HR (95% Cl) Weight % HR (95% Cl)
Conserved dose dense chemotherapy trials
Baldini 2003 -0.3575 (0.2666) = 2.07 0.70 (0.41t01.18)
Citron 2003 -0.2219 (0.0884) —a— 18.79 0.80 (0.67 to0 0.95)
Venturini 2005 -0.1074 (0.1058) o 13.12 0.90 (0.73t01.11)
Subtotal (95% C1) & 33.98 0.83 (0.73t0 0.94)
Test for heterogeneity x2 = 1.13, df = 2(P = .57), P = 0%
Test for overall effect Z = 2.83(P =.005)
Modified dose dense chemotherapy trials
$Burnell 1 2009 -0.5230 (0.1524) - 6.32 0.59 (0.44 t0 0.80)
§Burnell 2 2009 -0.1237 (0.1673) —r 5.25 0.88 (0.64t0 1.23)
Linden 2007 -0.0929 (0.0725) "' 27.94 0.91 (0.79to0 1.05)
Untch 2009 -0.3506 (0.1378) S—p— 7.37 0.70 (0.54t00.92)
Moebus 2003 -0.4517 (0.1361) - 7.93 0.64 (0.49to0 0.83)
Von Minckwitz 2005 -0.0587 (0.1333) — 8.26 0.94 (0.734t01.22)
Kummel 2006 -0.3698 (0.2380) —— 2.59 0.69 (0.43to1.10)
Subtotal (95% Cl) L 4 66.02 0.81 (0.73 t0 0.88)
Test for heterogeneity x* = 13.01, df = 6(P = .04), ?=53.9%
Test for overall effect Z = 4.59(P<.001)
All trials combined (95% Cl) ’ 100 0.81 (0.75t0 0.88)
Test for heterogeneity x* = 14.28, df = 9(P = .11), P=37.0%
Test for overall effect Z = 5.38(P<.001) R . R
02 0s 1 2 S
Favors Favors
dose-dense conventional

chemotherapy chemotherapy



SOBREVIDA GLOBAL
Study
subcategory log(HR] (SE) HR (95% Cl) Weight % HR (95% CI)
Conserved dose dense chemotherapy trials
Baldini 2003 -0.1376 (0.2951) - 2.78 0.87 (0.49 to 1.55)
Citron 2003 -0.2055 (0.1044) —8— 22.24 0.81 (0.66 to 1.00)
Venturini 2005 -0.1257 (0.1345) - 134 0.88 (0.68 to 1.15)
Subtotal (95% Cl) @ 38.42 0.84 (0.72t00.98)
Test for heterogeneity x2 = 0.23, df = 2(P = .89), P=0%
Test for overall effect Z=2.17(P=.03)
Modified dose dense chemotherapy trials
Linden 2007 -0.1021 (0.0887) —&r 30.81 0.9 (0.76t0 1.07)
Untch 2009 -0.4140 (0.2808) - 3.07 0.66 (0.38t01.15)
Moebus 2003 -0.4335 (0.1998) e 6.07 0.65 (0.44 t0 0.96)
Therasse 2003 -0.0101 (0.1358) — 13.14 0.99 (0.76 to 1.29)
Von Minckwitz 2005 -0.2302 (0.1959) — 6.32 0.79 (0.54t01.17)
Kummel 2006 -0.5639 (0.3348) - 2.16 0.57 (0.30to 1.10)
Subtotal (95% Cl) ‘ 61.58 0.85 (0.75t00.96)
Test for heterogeneity x2= 5.92, df = 5(P = .31), = 15.5%
Test for overall effect Z= 2.55(P =.01)
All trials combined (95% Cl) 0 100 0.85 (0.77t00.93)
Test for heterogeneity x?=6.17, df = 8(P = .63), F=0%
Test for overall effect Z = 3.35(P<.001) . ~ - N
0.2 0.5 1 2 5
Favors Favors
dose-dense conventional

chemotherapy chemotherapy



RH POSITIVO
Study
subcategory log[HR] (SE) HR (95% CI) Weight % HR (95% Cl)
Citron 2003 -0.08 (0.1243) 67.44 0.92 (0.72t0 1.17)
Venturini 2005 -0.09 (0.1789) 32.56 0.91 (0.64 t0 1.29)
All trials combined (95% Cl) 100 0.92 (0.75t01.12)
Test for heterogeneity x*= 0.00, df = 1(P = .96), F=0%
Test for overall effect Z= 0.85(P = .40)
02 0s 1 2 5
Favors Favors
dose-dense conventional
RH NEGATIVO chemotherapy chemotherapy
Study
subcategory log[HR] (SE) HR (95% CI) Weight % HR (95% Cl)
Citron 2003 -0.3 (0.1469) —— 62.95 0.74 (0.55 to 0.98)
Venturini 2005 -0.42 (0.1915) —— 37.05 0.66 (0.45 to 0.96)
Al trials combined (95% Cl) > 100 0.71 (0.56 to 0.98)
Test for heterogeneity x=0.22,df = 1(P = .64), P=0%
Test for overall effect Z= 2.96(P = .003) . . N N
02 05 1 2 s
Favors Favors
dose-dense conventional
chemotherapy chemotherapy



TAXA DE COMPLICACOES
A Study
subcategory RR (95% Cl) Weight % RR(95% Cl)
Baldini 2003 - 1.31 1.63 (0.28 to 9.46)
Citron 2003 - 63.89 1.11 (0.85to 1.45)
Venturini 2005 B 34.79 1.13 (0.79t0 1.62)

All trials combined (95% Cl) S 100 1.13 (0.91 to 1.39)

Total events 164 (Dose-dense),146(conventionalchemotherapy)
Test for heterogeneity x?= 0.18, df = 2(P=.92), F=0%
Test for overall effect Z=1.10(P=.27) . 5 3

02 05 1 2 s
Favors Favors
dose-dense conventional

chemotherapy chemotherapy



E a platina?? 2



——
()

REAST CANCER
YMPOSIUM

(}SAN ANTONIO

Qo
**CTRC

for Cancer Research

S2-04

Early survival analysis of the randomized phase |l trial investigating the
addition of carboplatin to neoadjuvant therapy for triple-negative and HER2-
positive early breast cancer (GeparSixto)

Dr. von Minckwitz institution received research funding from Roche, Teva and GSK.
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Introduction

= Carboplatin added to anthracycline/taxane-based neoadjuvant
chemotherapy significantly improved pathological complete response
(pCR) rates in patients with triple-negative breast cancer (TNBC) in two
large phase Il b studies (GeparSixto, CALGB 40603).%2

" In GeparSixto, carboplatin improved the pCR rate from 36.9 to 53.2%
(+17.4%; p=0.005) in patients with TNBC only.?

= Germline (g)BRCA status was a significant predictor of pCR; but results
were non conclusive for predicting the effect of carboplatin.?

= Here we report disease-free survival (DFS) for GeparSixto after median
35 months of observation.

“ AGO_B lyon Minckwitz G et al. Lancet Oncol 2014, 2Sikov et al. J Clin Oncol 2015
SRTAST STUDN *von Minckwitz G et al. ASCO 2014

This presentation is the intellectual property of GBG and AGO-B, Contact publications@germanbreastgroup.de for permission to reprint and/or distnibute

STUCY GRCUP
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N=315
patients

with centrally
confirmed
TNBC

or
c¢T1 and cN+ or

PNg n+

I Paclitaxel (P) 80 mg/m? qlw

San Antonio Breast Can

’ Design for Patients with TNBC

R

}
c¢T2, ¢T3, or cT4a-d

PMCb

Non-pegylated
liposomal doxorubicin (M)
20 mg/m? qlw

er Symposium Decembér12, 2015

Carboplatin (Cb) q1lw

Bevacizumab 15 mg/kg q3w

Surgery

Dose of AUC 2 was reduced to AUC 1.5
after enrolment of 330 patients
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SCRMAN

’ pCR Rates by Subtype

San Antonio Breast Cancer Symposium Decembé@r12, 2015

ypTO ypNO
HER2-pos. BC TNBC
100% - 100%
OR 0.84; p=0.6 OR 1.94; p=0.005
80% - 80%
36.8% 32.8% 36.9% 53.2%
60% - 60% -
40% - 40%
20% - 20% -
0% - 0% 1
PM PMCb PM PMCb
N=136 N=137 N=157 N=158

Test for interaction p=0.015
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SCRMAN

San Antonio Breast Cancer Symposium Decembé@r12, 2015

DFS: Effect of Carboplatin
b in TNBC

100% T—
8 90% T e e o 3 yrs DFS 85.8%
s i Hw‘“““.—mcm-»—n—o—u—u
:'-» 80% 71 B WW
§ % 3 yrs DFS 76.1%
» 60%
T 509% Logrank p=0.0325
g 40% HR PMCb to PM = 0.56, 95% CI (0.33, 0.96), p=0.0350
t a9y — PM 36/157 events
=) ’ -
8‘ 20% PMCb 21/158 events
a 10%
0% ’ - , '
0 12 24 36 438
— PM 157 139 118 50 0
-~ PMCb 158 144 126 50 0

DFS, months




CSCRMAAN

i in TNBC

GBG pCR Rates SymgéRéZ§§tm£ m;rlizéwCa rboplatm

ypTO ypNO
s gBRCA wt gBRCA mut
OR 2.09 (1.24-3.53) OR 1.60 (0.52-4.93)
P=0.005 P=0.413
o : | f k 1
|
33.1% 50.8% 50.0% 61.5%
60%
m I l
PM+Chb PM+Cb

N-1 21 N=120 —24 N=26
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DFS by gBRCA Status and pCR

GBG

SCRMAAN

).

in TNBC

=k 0.

g 100%

- 90% T

@ 80% T

S 70% 1

v 60% T

T 50% t+ —BRCA wt no pCR 44/140 events

g 40%  —BRCA wt pCR 4/101 events

= o 1 —BRCA mtno pCR 6/22 events

£ 30% T —BRCA mt pCR 1/28 events

o 20% 71

© 10% 1

o 0%

0 12 24 36 48

—BRCA wtno pCR 140 116 97 44 0
—BRCA wt pCR 101 95 86 39 0
—BRCAmtno pCR 22 21 15 5 0
—BRCA mt pCR 28 27 24 8 0

DFS, months
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Event-free and overall survival following neoadjuvant weekly paclitaxel and dose-
dense AC +/- carboplatin and/or bevacizumab in triple-negative breast cancer:
outcomes from CALGB 40603 (Alliance)

()
d } SAN ANTONIO
Sy

Dr. Sikov: speaker for Eisai. He has also disclosed that he has a contract with AbbVie. He has
disclosed unpaid participation on advisory boards for Celgene and AbbVie.



CALGB 40603: Schema - Randomized Phase |l

_Arm
Paclitaxel 80 mg/m? wkly x 12 [L1\SE B

BN Paclitaxel 80 mg/m? wkly x 12 JELLIS & g Surgerys*

S

Bevacizumab 10 mg/kg q2wks x 9 XRT*
2X2
- No Adjuvant
Randomization PRI R Ll U B &P ddAC x 4 ’é’ Systtlamic
————> Carboplatin AUC 6 q3wks x 4 Treatment
Planned*

Paclitaxel 80 mg/m? wkly x 12 JL[L\oS &
——— Carboplatin AUC 6 q3wks x 4

Research “Research

biopsies- Bevacizumab 10 mg/kg q2wks x 9 biopsies if

frozen and - residual tumor
fixed

*MD discretion

This presenation is the intellecival property of the authars. Contact them at wsikovEdwinr .org for permrmission o reprint andior distribute
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CALGB 40603 - EFS by pCR Breast/Axilla

© e,
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‘é © HR=0.30 (0.19-0.45), p=<0.0001
£ o
o === non-pCR 3-yr=62%
—— R 3-yr=86%
o
o 1 4 | T
0 1 2 3 4 5 6
Nurmber ot Risk Years from Study Entry
non-pCR 236 189 141 81 32 4 0
pCR 207 198 166 114 36 0 0

This presentation is the intellecival property of the authors. Contact them at wsikoviEdwihr org for pemmission o reprint andior distribute
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CALGB 40603 - OS by pCR Breast/Axilla
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g © HR=0.20 (0.11-0.36), p=<0.0001
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o 1| == nonpCR 3-yr=73%
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o
o’ T T L4 T
0 1 2 3 4 D 6
Number at Risk Years from Study Entry
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CALGB 40603 - EFS by Nodal Status/Response
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CALGB 40603 - EFS for carboplatin vs. not
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CALGB 40603 - OS for carboplatin vs. not
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PREOPERATIVE/ADJUVANT THERAPY REGIMENS 12,34

Regimens for HER2-negative disease®®

Preferred regimens:

* Dose-dense AC (doxorubicin/cyclophosphamide) followed by
paclitaxel every 2 weeks

* Dose-dense AC (doxorubicin/cyclophosphamide) followed by
weekly paclitaxel

* TC (docetaxel and cyclophosphamide)

Regimens for HER2-positive di 6,7,8,9

Preferred regimens:

* AC followed by T + trastuzumab pertuzumab1?
(doxorubicin/cyclophosphamide followed by paclitaxel plus trastuzumab *
pertuzumab, various schedules)

* TCH (docetaxel/carboplatin/trastuzumab) * pertuzumab

Other regimens:

* Dose-dense AC (doxorubicin/cyclophosphamide)

* AC (doxorubicin/cyclophosphamide) every 3 weeks (category 2B)
* CMF (cyclophosphamide/methotrexate/fluorouracil)

* AC followed by docetaxel every 3 weeks

* AC followed by weekly paclitaxel

* EC (epirubicin/cyclophosphamide)

* TAC (docetaxel/doxorubicin/cyclophosphamide)

h imens:
« AC followed by docetaxel + trastuzumab #* pertuzumab??
* Docetaxel + cyclophosphamide + trastuzumab
* FEC (fluorouracil/epirubicin/cyclophosphamide) followed by docetaxel +
trastuzumab + pertuzumab?
« FEC followed by paclitaxel + trastuzumab + pertuzumab?
« Paclitaxel + trastuzumab
« Pertuzumab + trastuzumab + docetaxel followed by FEC1?
* Pertuzumab + trastuzumab + paclitaxel followed by FEC'?



Take home message

- Quimioterapia realizada previamente a cirurgia, ou neoadjuvante,
apresenta similar sobrevida livre de progressao e global em relacao a
guimioterapia adjuvante.

Um dos principais objetivos € o downstage tumoral

A resposta patoldgica completa (RPC)é fator progndstico importante.

Para tumores HER-2 positivos, recomenda-se incorporar trastuzumabe (e
se possivel, pertuzumabe).

Para tumores HER-2 negativos, os protocolos de quimioterapia se baseiam
nos protocolos da adjuvancia

« A incorporacao da carboplatina na neoadjuvancia para triplo negativos
aumenta a taxa de RPC. Pacientes com resposta completa parecem
possuir prognostico semelhante, independente do uso de carboplatina e
do status BRCA.



