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Cancer de Mama HER2 positivo
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Cancer de Mama

e Risco de Cancer de Mama invasivo duranteavida--1:8

* Risco de Obito por Cancer de Mama--1:35
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Cancer de Mama

TENDENCIAS DAS INDICES DE SOBREVIDA EM 5 ANOS (%) POR ANO
DE DIAGNOSTICO, ESTADOS UNIDOS, 1975-2008

1975-1977 1987-1989 2002-2008
Cancer de mama | 75 | 84 | 90

Embora a mortalidade venha caindo é o que mais
mata as mulheres.



Cancer de Mama

Estimated number of deaths in 2018, worldwide, all caners, females, all ages

Breast
626 679 (15%)

Other cancers
1 550 997 (37.2%)

Lung
576 060 (13.8%)

Colorectum
396 568 (9.5%)
Pancreas Cervix uteri
205 332 (4.9%) 311 365 (7.5%)

Liver Stomach
233 256 (5.6%) 269 130 (5.5%)

Total : 4 169 387 GLOBOCAN



Cancer de Mama

Estimated number of deaths in 2018, worldwide, all cancers, females, ages 25-44

Breast
80 799 (24.8%)

Other cancers
109 495 (33.6%)

Lung
12 773 (3.9%)
Stomach
14 891 (4.6%)
Colorectum
16 478 (5.1%)

Cervix uteri
55 509 (17%)

Ovary Leukaemia
17 362 (5.3%) 18 350 (5.6%)

Total : 325 657 GLOBOCAN



Carcinogénese e disseminagao
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Carcinogénese e disseminagao

| Brain

Lung

Liver

Triple-negative cancer Non-triple-negative

cancer
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(higher in HER2
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Carcinogénese e disseminagao

Triple-negative cancer | Non-triple-negative
AR = : - cancer
10%
(higher in HER2+
breast cancer)




Cancer de mama

)

Doenca localizada Doenc¢a avang¢ada
(nao-metastatica e operavel) (metastatica ou inoperavel)
* Potencialmente curavel * Incuravel
* Tratamento visa a cura ou retardo da * Prolongar sobrevida mas também

recidiva melhorar a qualidade de vida
* Tratamento agressivo * Tratamento PALIATIVO
* Tratamento CURATIVO * Doenca ‘crénica’ exigindo

tratamento quase continuo
e Sequencia de linhas de tratamento:
e 12linha -> 22 linha -> 32 [inha....



Cancer de mama nao metastatico

Risco baixo Risco médio/alto

’ Cirurgia
Cirurgia

Quimioterapia

Adjuvancia §
Radioterapia

s

Hormonioterapia Hormonioterapia




Cancer de mama nao metastatico

Risco alto

Neoadjuvancia T

’ Cirurgia
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Subtipos moleculares e fenotipicos

Receptores
Hormonais
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Uma historia de +30 anos
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Una historia de +30 anos

Receptor-specific

e Em 1987 a hiperexpressao de "““j."s Q o
HER2 foi identificada como i
fator preditivo de resultados
piores em cancer de mama,
conferindo um fenotipo mais
agressivo e com pior

prognostico.

e Cerca de 20% das neoplasias de
mama tem hiperexpressao ou
amplificacdo do gene HER 2.

Cytoplasm

e A proteina HER 2 se mostrou
um alvo importante para o
desenvolvimento de terapias
especificas.







HER2 - FISH
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Human Epidermal Growth Factor Receptor 2 Testing in
Breast Cancer: American Society of Clinical Oncology/
College of American Pathologists Clinical Practice Guideline
Focused Update

Antorio C. Wolff, M. Elizabeth Hale Hammond, Kimberly H. Allison, Brittany E. Harvey, Pamela B. Mangu, John

M.S. Bartlett, Michael Bilous, lan O. Ellis, Patrick Fitzgibbons, Wedad Hanna, Robert B. Jenkins, Michael F. Press,
Putricia A. Spears, Gail H. Vance, Giuseppe Viale, Lisa M. McShane, and Mitchell Dowsett

HERZ/CEP17 ratio = 2.0
Average HERZ signals/cell < 4.0

Assess IHC using sections from the
same tissue sample used for ISH

IHC O or 1+ IHC 2+ HC 3+
HERZ negative with Observer blinded to previous results e
ISH, ing at least 20 cells RERZpcsiivn
HER2/CEP17 Ratio 2 2.0 Other ISH
Average HER2 signalsicell < 4.0 result
A Result should be
HER2 ".ega""e adjudicated per internal
i oy procedures to determine
comment final category

HERZ/CEP17 ratio < 2.0
Average HERZ signals/cell = 4.0 and < 6.0

Assess IHC using sections from the
=ame tissue sample used for ISH

IHC D or 1+ IHC 2+ IHC 3+

HER2 negative with Observer blinded to previous results

comment® recounts ISH, counting at least 20 cells AR
HERZ/CEP17 ratio < 2.0 Other I5H
Average HERZ2 signals/cell = 4.0 and < 6.0 result
Result should be
HER2 negative with adjudicated per internal
comment® procadures to determine
final category

HER2/CEP17 ratio < 2.0
Average HER2 signals/cell = 6.0

Assess IHC using sections from the
same tissue sample used for ISH

HCOor 1+ HC 2+ HC 3+
HERZ negative with Dbserver blinded to previous results .
ISH, ing at least 20 cells RERZpesiive
HERZ/CEP17 ratio < 2.0 Other ISH
Average HER2 signals/cell = 6.0 result
Result should be
HER2 adjudicated per internal
positive procedures to determine
final category

Relacdo HER2/CEP17 > 2.0
No cépias < 4.0 2>
FISH Negativo -> Repetir

Relacdo HER2/CEP17 < 2.0
No cépias=>24.0e<6.0 >
FISH Negativo -> repetir

Relacdo HER2/CEP17 < 2.0
No cépias > 6.0 >
FISH Positivo



Cancer de mama

- Ganho realem SG ?

PERGUNTAS FUNDAMENTAIS
x -\ 1. TRASTUZUMABE REALMENTE APRESENTA
; | BENEFICIO ?
¢ . - Ganho real em SLD ?

Doenca localizada 2. QUAL A MELHOR FORMA DE
N . , ADMINISTRACAO DO TRASTUZUMABE?
(naO'mEta statica e ope raVEI) - Sequencial vs Concomitante ?
* Potencialmente curavel - Qual o regime de QT mais
apropriado (AC-TH, TCH, TH) ?
* Tratamento visa a cura ou retardo da )
recidiva 3. DURAGAO DO TRATAMENTO COM

TRASTUZUMABE ?
* Tratamento agressivo - 1 ano ? 6 meses ? 9 meses ?
* Tratamento CURATIVO
4. INCORPORACAO DE NOVAS DROGAS ?
- Pertuzumabe ?
- Neratinibe ?



1. TRASTUZUMABE REALMENTE .
APRESENTA BENEFICIO ?

NSABP-B31 HERA trial

Herceptin apos termino QT ad;]

AC-TH vs AC-T ' g\/ . lano vs 2anos vs observacao
HR 0.54 b > HR 0.54

BCIRG 006

AC-T versus AC-TH @ . AC-T versus AC-TH versus
versus TCH WA AC>T—->H

HR 0.60

FINHer PACS 04

FEC=>D/Vino—>H CLINICAL FEC ou ED vs FECou D +
versus FEC>D/Vino ONCOLOGY Herceptin

HR 0.42 HR 0.86




Atualizacao NSABP-B31 + N9831: 10 anos

MLOAE 50 0M®nON
Fe N

Overall Survival (%)

=1

AC = TH (288 events|
wa AL & 71415 0vern)

0 1 2 3 4 5 6 7 8 9 1
Time Since Random Assignment (years)

NO. M
AC<TH 2008 1,905 1960 1807 108) 1788 1700 1006 1085 708 4B
AC=T 208 1062 553 1006 1700 1680 150 108 M M MW

£
® W
R
£ o
‘3 MR OGN0 00
o P 00
Eoa
Q@
w
-]
e
2 AC = TH 1473 evern)
c AL = T )00 evarcy)
o 1 2 3 4 5 6 71 8 9
Time Since Random Assignment {years)
No. ot ik

ACSTH 2018 1960 18088 1767 Y05 140 I5M 120 10 410 MW
ACT 208 1587 1089 1500 1A 1300 A0 s M

BENEFICIO ABSOLUTO em 0OS: 9%
0.54-0.73

BENEFICIO ABSOLUTO em DFS: 11%
Cl 0.53-0.68

HR 0.63 95% CI

HR 0.60 95%
Perez E A et al. JCO 2014;32:3744-3752




Atualizacao NSABP-B31 + N9831: 10 anos

10 yr DFS by Regimen
Table 4. Doxorubicin and Cyclophosphamide, Then Pacitaxel and Trastuzumab Compared With Doxorubicin and Cyclophosphamids, Then Pacitaxel: Hazard of Factor AC = P+H (%) AC=P (%)
Death and Hazard of Disease Event Within Subgroups n=2028 n=2018 Difference (%)
08 DFS Age: <40yrs 77.6 61.9 15.7
40-49 yrs 78.3 69.5 8.8
Fact No. of Patient HR 95% CI HR 95% Cl
= o “ ° 50-59 yrs 773 68.2 9.1
Age, years 60+ yrs 66.4 60.1 6.3
<0 054 067 04610099 050 03710067 ”
104 133 065 043008 084 05110078 Ne. P; sitive nodes
260 083 051 03710069 063 049t00.82 49 73.6 60.9 12.7
Hormone receptor status 210 64.7 411 23.6
ERnegative and PoRnegative 1828 065 05310080 062 05210073 Hormone receptors
ER-posttive or PgR-positive 2215 061 04910076 061 05110072
Tumo?:izevecr:r i ' ' ER- and PR- 73.9 62.9 1.0
: + +
01 15% 05 03810069 056 L4008 ER a."dl orPR 79.0 69.1 9.9
2150 2056 068 05610082 065 05610076 Tumor size (cm)
251 % 08 0391008 0 0B00§7 0-2 83.5 73.0 10.5
2.1-5.0 72.8 63.3 9.5
Abbrevitions: DFS, disease-ree survival; ER, estrogen receptor; HR, hazard ratio; OS, overall sunvival; PgR, progesterong receptor. >5.0 70.8 49.3 215

Perez E A et al. JCO 2014,32:3744-3752
Romond et al. SABCS 2012



1. TRASTUZUMABE REALMENTE APRESENTA

BENEFICIO ?

- Ganhorealem DFS ? SIM
-GanhorealemO0S? SIM



2. QUAL A MELHOR FORMA DE ADMINISTRACAC

DO TRASTUZUMABE?

O D oo
. 901 etzerenna... g ol 00 e
* Sequencial vs 22 3w
oo 5
S ? EE 60+ === AC - TH - H (Arm C; 139 events) E 601 === AC = TH - H (Arm C; 76 events)
0 ncom Ita nte H ﬁ o 50 AC—T-H (Arm B; 174 events) 5; 504 AC—T-H (Arm B; 96 events)
£0 4 o
29 5 5-Year DFS T 304 5-Year 0S
85 (%) 95%Cl HR 95%CI P o % 95%Cl HR 95%CI P
o= 209 ----45 820t0865 077 0B3tol11 .02 % 207 ----919 90010937 078  058to105 .10
10 801 77.410829 [T 8.7 87710918
~ d 0 1 2 3 4 5 & 1 0 1 2 3 4 5 § 1
N9831 Compara gaO IrEta Time From Random Assignment {years) Time From Random Assignment (years)
No. at risk No. at risk
AC>TH vs AC T2 H mEEAREAE ME3 22N

84’ 5 % VS 8 O . 1 % Table A1, Common Adverse Events Reported*
H R 0.77 |C 95% 0-53-1. 11 Arm A v Arm B Comparison (%)" Al‘mB“AI'T%(;Somparison

ArmA(n= ArmB (n= ArmB(n= ArmC(n=

Adverse Event 1,087) 1,097) 954) 049)
Grade > 4 hematologic toxicities
Leukopenia 8.6 7.2 7.2 8.2
. . Neutropenia 26.5 27.5 26.7 30.6
Prespecified grade > 2 nonhematologic
Mesmo perfil de efeitos
Arthralgia 7.7 10.0 11.6 8.5
M M = M Left ventricular ejection fraction 2.1 7.9 9.7 10.7 I
colaterais e disfuncao ventricular Lirien .
Nail changes 4.0 5.4 7.7 4.7
Neuromotor difficulties 3.0 5.1 6.1 2.3
Neurosensory difficulties 134 14.67 19.7 87
Other grade > 3 nonhematologic toxicities
Nausea 54 49 47 55
Febrile neutropenia 41 4.3 3.7 6.6

*Reporting requirements included grade > 4 hematologic toxicities, grade > 2 neuropathies, nail

changes, myalgias, arthralgias, and other grade > 3 nonhematologic toxicities.




Concomitante Beneficio DFS Hazard Ratio

NSABP-B31 SIM HR|0.60 95% CI 0.53-0.68, P <.001

BCIRG-006 SIM HR|0.64;|95% Cl, 0.53-0.78; P < .001 (AC-TH)
HR|0.75;95% Cl, 0.63-0.90; P = .040 (TCH)

Sequencial

HERA SIM HR) 0.76]95% Cl, 0.6-0.87; P <.001

N9831 (ARM B) SIM HR)} 0.69}95% Cl, 0.57-0.85; P <.001

FNCLCC-PACS-04 NS HR}0.86]95% Cl, 0.61-1.22; P = 41




2. QUAL A MELHOR FORMA DE ADMINISTRACA
DO TRASTUZUMABE? 7
* Qual o regime de QT mais apropriado (AC-TH, TCH,
TH) ?
AC-TH versus TCH
BCIRG 006

4 xAC 4 x docetaxel 1- —nacT  Patients Evenis HR(95%CL) P
2 . 1073 326 1(reference)
shetmgm o A Al Patients . =M jos 29 072(061-085) <0.0001
‘ —TCH 075 279 077(065-080) 0001
’AC-)T HHHHDDDD 100+ \ﬁ)*z% ! ! S 0.9
9 Tplus
o, 196% 1849 v
o 87%! el 10470 trastuzumab 8
+ ’ g G £
cHItsnglsH 4xAC 4 x docetaxel g = G s SN L
(Centra ) 60/600 mg/m? 100 mg/m? T; i i | @
2 . e §
N+ [P ACSTH R S Y
b v i v i | | | 5
- [
or high-risk 1 year trastuzumab G404 : i ! : 205 |
N- v | | [ i s
. g A £
6 x docetaxel and carboplatin 3 2 | ! ! ! 05 |
N=3222 75 mg/me AUCE ! ! ! ! ’
! | 1 | 1
| | 1 |
Stratified by Nodes + TCH H H H H H H 00 112 234 316 4:8 6;0 712 8|4 04 T T T T T T T T T T 1
and Hormonal
Receptor Satus mummmmm L il 0 12 24 3% 48 ‘60 72 8 9% 108 120 132
1 year trastuzumab » Time (months)

Slamon et al. NEJM 2011
Slamon et al, SABCS 2015



Follow up 65 meses §

AC-T plus
Clinical Event AC-T  Trastuzumab TCH
number of events  Estudo n3o tem poder para
Total events 201 146 149 comparar os regimes
Distant breast-cancer recurrence 188 124 144 .
* AC-TH apresenta numericamente
Grade 3 or 4 congestive heart failure 7 21 4 menos recorréncias
Acute leukemia 6 1 17

* Toxicidade hematoldgicas similares

* Um total de 21 casos de ICC grau %
FOI lOW u p 10 dnos 10 Years com AC-TH comparado com apenas

4 casos no braco TCH (P =.0005)
ACTH TCH
Disease-free survival events 269 279 * Um total de 200 pacientes com
o o .
Grade 3/4 congestive heart failure 21 2%) 4(04%) queda > 10% na fracdo de ejecao
ventricular com AC-TH, versus 97 no
Total disease-free survival events 290 283 brago TCH (P < .0001)
Treatment-related leukemia 7 0
Sustained LVEF loss > 10% 200 o7 e 7 casos de leucemia no braco AC-TH
versus 0 no braco TCH
ACTH = doxorubicin and cyclophosphamide followed by docetaxel and trastuzumab; TCH =
docetaxel, carboplatin, and trastuzumab; LVEF = left ventricular ejection fraction.




Mas sera que todos os casos precisam de

antraciclinas e/ou regime intenso?

406 pacientes
tumores < 3cm
NO

Braco unico

<N XN X X

APT trial: TH x 12

Median Follow up: 4 anos

A Disease-free Survival
1.0+

0.84

T T T T T 1

0 12 24 36 48 60 n
Month

No. at Risk 406 390 385 366 193 67 5

B Recurrence-free Interval
10

08
2 06
H
I3
-]
& 044

0.24

0.0

No.atRisk 406 390 385 366 193 67 5

Primary tumor
Size
Tlmic: <0.1 ¢cm
Tla:>0.1t0 <0.5cm
T1b: >0.5to <1.0 cm
Tlc:>1.0to<2.0cm

9(2.2)
68 (16.7)
124 (30.5)
169 (41.6)

T2:>2.0t0<3.0cm

36 (8.9)

Nodal status

C Disease-free Survival According to Tumor Size

10+ >lem
0.8 ['
<lem
2 06
3
[
3
& 04
0.2

T T T T T 1
0 12 24 36 48 60 n

Month
No. at Risk
>lem 205 196 194 184 98 31 1
<slem 201 194 191 182 95 36 4

D Disease-free Survival According to Hormone-Receptor Status

LO-—-——V—W-

HR-positive
0.3

HR-negative

0.0 T T T T T 1
0 12 24 36 48 60 n
Month

No. at Risk

HR-posiive 272 263 258 249 128 40
HR-negative 134 127 127 117 65 27

o w

|N0

400 (98.5)

N1mic

6 (L.5)

Distant recurrence*
Skeletal tissue, HER2-positive
Soft tissue, HER2-negative
Death

Breast-cancer—related

Not breast-cancer—related

1(0.2) 27
1(0.2) 46
0

2 (0.5) 13,71




Atualizacao 7 anos APT trial

100 . ' , .
e r—— Disease-Free Survival Events with Median
Follow-up of 7 Years
i
4 DFS§ Event N (%) Time to event
E [months; mean(range)]
H Any recurrence or death 23 (5.7)
by 992%  98.4%to=99.9% 3
] Local/Regional Recurrence* 5(1.2)
5 93.1%  SB.8%toS05% 7 Ipsilateral axilla (HER2+) 3 29(12-54)
"3 Ipsilateral breast (HER2+) 2 51 (37-65)
£, a §7.5% %59kt 501% g New Contralateral Primary Breast Cancer 6(1.5)
= HER2+ 1 56
HER?- 3 36 (12-59)
Unknown 2 87 (84-90)
. . ‘  Distant Recurrence 4(1.0) 490763 |
[ " M ¥ &% 0 o oM % Death
S Timé (Maribs) Non-breast cancer related 8(20)  58(13-71)
i ] » m % u H! 120 L

Recurrence-free interval 7 anos: 97.5%
Nenhuma morte cancer especifica
Apenas 4 (1.0%) recorréncias a distancia

Tolaney et al, ASCO 2017



2. QUAL A MELHOR FORMA DE ADMINISTRACAQ

DO TRASTUZUMABE?

* Sequencial vs Concomitante ?

Uso de trastuzumabe concomitante a QT parece ser
superior ao uso sequencial

* Qual o regime de QT mais apropriado (AC-TH, TCH,
TH) ?
TH em tumors de baixo risco (< 2cm, N-) aparece como

uma otima opcao, com um indice de recidiva a
distancia muito baixo!

AC-TH ou TCH (principalmente em pacientes com risco
cardiovascular)



3. E?

HERA trial
0S FOR 2 YEARS VS. 1 YEAR
HERA TRIAL DESIGN A TRASTUZUMAB AT 8 YRS MFU

) 2(
ACCRUAL 2001 - 2005 (N=5102) \
97.4%
\ 100+ 92.6%
= 80 87.6%
1 g ]
Surgery + (neo)adjuvant CT = RT g 60 -
l c Trastuzumab 2 years = = =
: -
[} Trastuzumab 1 year ==
= 40
g
l 2 7 Pts  Events HR(2vs1) 95%Cl  p-value
o 20 2years 1553 196 105  (0.86-1.28)  0.63
i 1year 1552 186
q 0 T T T T T T T T 1
OBSERVATION 1 year Trastuzumab 2 years Trastuzumab 0 1 2 3 4 5 8 7 3 )
n=1698 8 mglkg - 6 mg/kg 8 mglkg - 8 mg/kg Years from randomization
3 weekly schedule 3 weekly schedule No. atrisk
n=1703 n=1701 Trastuzumab 2years 1553 1553 1525 1485 1438 1382 1317 1193 708 208
After ASCO 2005, Trastuzumab 1year 1552 1552 1513 1461 1413 1364 1329 1218 732 225

option of switch
to Trastuzumab

1 ano = 2 anos



E uma terapia mais curta?

trastuzumab up to 12 months
trastuzumab 6 months P H ! R E t . |
Stratification N
1. ER pos [ neg

N
2. Chemo: conco/ seq stop trastuzumab

O O R A A A

0 3 6 9 12 15 18 21 24 30mos

Clinical exam
LVEF

Mammography Up to 60 mos...

R: Randomization after informed consent

1,00

0.751 '
: L 1.56)
; N
o 0.50 Events HR 95%Cl p-value
o Tiam 176
Q Tém 219 128 (1.05-1.56) 0.29

0.25' ' T ' v

1 1 1 ]
000, —Tlm =——-- T |

T T T T T T

Trastuzumab
T-12m 1690 1613 1390 980 544 18
T-6m 1690 1586 1353 939 526 23 1 5 3

< HR 1.28 (1.05-
HR para NI 1.15
HR 1.57

0 12 u o 48 60 (086_210 ) 9
HR para NI e

trastuzumab up to 12 months
trastuzumab 6 months H O R G t . I
Stratification N
1. ER pos [ neg

N
2. Chemo: conco/ seq stop trastuzumab

Clinical exam
e L]
0 3 6 9 12 15 18 21 24 30mos
Mammography l Up to 60 mos...
R: Randomization after informed consent
A

6m (n=240)

g

®

:

s 60%-

2

5

&

B 4%

5

g P=0.137

a HR:1.58, 95% C.I: 0.86-2.10
20%

0%

T T T
0 10 20 0 40 50 60 70 80 90

100 110 120

DFS (months)
12m 241 | 241 | 227 | 187 | 139 | 103 78 | 53 | % | 11 | 0 | 0 | 0
Bm WA 228 0 |2 @ &7 (M [ 2 [T 1410




E uma terapia mais curta?
Short-HER trial PERSEPHONE tr

R chemotherapy cycles Trial Assessments
II II IIIIII trastuzumab cycles v sl
LT e
Pts 265 yrs receved Docetarel 30mp'sqm
11%of the pisin the long arm received pacitarel 175 mg/sqm R@ health economics
I I I II I lI I I I I 56mg/kg R randomisation any time
until after cycle 9

Randomization

: } —
12mos Wms  assasssessassssssees seen
v ' v v
Docetne HEmghgload ' ' ' ' '
I I 100 3w ~Emghgqlnks g ? z z g ? z
Hémgigload
Stratification factors: HRstatus, Nodal status ~2mgiywy \ i
‘ R 18 2

Time in months

00—
T 89.8‘:.10_4%

195.7%

= DFSevents s ® " i H

5 5 X |

- "«  HRpataNI1.3 3 i
s ma o g z = 12 Months

l |
: .3 E—GMonths

1 = |

: fo |

T — Nor-ctureny marge @
[] 1 4 ¥» & ® “ % w
Mors from randomzaton S T o 90% CI
Em‘;’u &7 &8 M % M W ™ w8 e ':u N -g 20 - H@?%W
Bshot 66 6 5% 54 4% ¥ 2 10 % 12 mon! 4 4
— A kg Bshort H R 1-079 6months 265

0+ ' 1 v i

0 1 2 3 4 5
< 10 Years from diagnosis
- 3 /0 No. at Risk

12months 2045 2013 1887 1666 1304 1012

6months 2043 2007 1879 1647 1316 1016



PHARE

HORG

SHORT-Her

PERSEPHONE

6m versus 12m
Nao inferioridade

HR para NI 1.15

6m versus 12m
Nao inferioridade

HR para NI 1.53

9 sem versus 12m
Nao inferioridade

HR para NI 1.3

6m versus 12m
Nao inferioridade

NI: “ <3%"

Negativo para nao-inferioridade

HR 1.28 (1.05-1.56)

Negativo para nao-inferioridade

HR 1.57 (0.86-2.10)

Negativo para nao inferioridade

HR 1.15 (0.91-1.46)

POSITIVO

HR 1.07 (0.93-1.24)



3. DURACAO DO TRATAMENTO COM TRASTUZUM

« PERSEPHONE utilizou um cut-off para nao-inferioridade
diferente dos outros estudos

* No PERSEPHONE, pacientes que receberam QT
concomitante (padrao atual) apresentaram melhor DFS com
trastuzumabe por 1 ano

* Apenas 1 de 4 estudos clinicos mostrou nao inferioridade

v' 1 ano de trastuzumabe ainda deve ser o
padrao
v' 6 meses pode ser considerado (alto risco CV)



4. INCORPORACAO DE NOVAS DROGAS ?

- Pertuzumabe? APHINITY TRIAL

Table 1. Demographic and Baseline Disease Characteristics of the Patients.
A P H I N ITY Pertuzumab Group Placebo Group
Characteristic (N=2400) (N=2404)
study schema Nodal status — no. of patients (%)
0 positive nodes and tumor <1 cm* 90 (3.8) 84(3.9)
—m 0 positive nodes and tumor >1 cm* 807 (33.6) 818 (34.0)
13 positive nodes 907 (37.8) 500 (37.4)
05— [ I
Adjuvant chemotherapy regimen — no. of patients Fo)'i'
m | Anthracycline-containing regimen 1865 (77.7) 1877 (78.1)
Non-anthracycline-containing regimen 535 (22.3) 527 (21.9)
Negative 864 (36.0) 858 (35.7)
Positive 1536 (64.0) 1546 (64.3)
* HERZ+ centr GH,V ccrnf irmed Protocol version — no. of patients (%)*
= Node +or node = (tumor >1 cm or 0.5-1 ¢m with high risk feature) Protocol A 1828 (762) 1827 (760)
+ Stratification factors: Protocol B 572 (23.8) 577 (24.0)
- MNodal status, ER/PR +; geographic region; A et
= Anthracycling vs non-anthracycline regimen Ay 26(136) 327(136)
40-64yr 1759 (73.3) 1784 (74.2)
265 yr 315 (13.1) 293 (12.2)
" Pathological tumor size — no. of tumors/total no. (%)§
*Chemo: FECorFACx3ord4->THx3-4 OR ACx4-THx4 OR TCHx6
0Oto<2cm 978/2400 (40.3) 948/2405 (39.4)
2to<Sem 1275/2400 (53.1) 1283/2405 (53.3)
Clinicaltrials.gov. 25m 147/2400 (6.1) 174/2405 (7.2)




A Intention-to-Treat Population
Table 2. Site of First Invasive-Disease Event.*
100 98.6
Pertuzumab Group  Placebo Group
9 988 : : : Event (N=2400) (N=2404)
H‘: —
& L 0. of patients (%)
gl 604
.g & Any invasive-disease event 171(2.1) 210(8.7)
e,g 404 — Pertuzumab, 171 events Category of fiest invasrve-disease
'é g — Placebo, 210 events event
2V - Distant 12 (47 139 (5,
= 204 Stratified hazard ratio, 0.81 (95% Cl, 0.66-1.00) il Sl 203
P=0.045 CNS metastases 45(1.9) 44(18)
0 T I T I T I T | Locoregional recurrence 26 (1.1) 34 (14)
0 6 12 18 24 30 36 42 48
Contralateral breast cancer 5(0.2) 11 (0.5)
Months
Death without previous event 28 (1.2) 26 (1.1)
No. at Risk

Pertuzumab 2400 2309 2275 2236 2199 2153 2101 1687 879
Placebo 2404 2335 2312 2274 2215 2168 2108 1674 866

Figure S4. Kaplan-Meier Plots of Distant Recurrence-Free Interval.

Cl denotes confidence interval.

100
9
2 80
Q
£
_§00-
4 yr IDFS HR= 0.81 (p = 0.045) s
— ° — ° [
£ 40
4 . — 0 é == Pertuzumab, 119 events
Beneficio Absoluto=1.7% £ 50| = Paca, seves
g Stratified hazard ratio, 0.82 (95% CI, 0.64-1.04)
o p=0.101
0 T T T 15 T T T
0 6 12 18 24 30 36 42 48

Months
No. at Risk
Pertuzumab 2400 2320 2293 2256 2225 2185 2126 1704 887
Placebo 2404 2344 2325 2289 2239 2203 2145 1701 881



APHINITY TRIAL: Analises de Subgrupos

Status Linfonodal Status Hormonal

B Population with Node-Negative Disease

100 99.7 99.1 98.4 9.7 A Hormone receptor-negative 100
99.5 99.0 975 9.2 5 " »
80 2
2 5
N N — ol RE negativo
[V} -
i : HR=0.76
— — ® —
?, $ 404 — Pertuzumab, 32 events H R_ 1 . 13 8 40
> 2
@ — Placebo, 29 events — 3 == Pertuzumab, 71 events -
Ea 20 P—0644 520_ — Placebo, 91 events P 0085
= 7 Unstratified hazard ratio, 1.13 (95% Cl, 0.63-1.86) g —_— "
g ! 3 Unstratified hazard ratio, 0.76 (95% CI, 0.56-1.04) _— 0
P=064 A=0.5% E | oo A=2.3%
Q T T T T T T T 1 ' 0 T T T T T T T 1
0 6 12 18 24 30 3% 4 48 0 6 o' x xn % 2 08
Months
Months No. at Risk
" Peuzumab 864 836 81 813 797 T4 755 600 34
No. at Risk Paccbo 88 87 811 78 7M1 7 730 59 302
Pertuzumab 897 865 856 849 341 826 818 775 456
Placebo 902 882 873 366 856 849 844 792 46l
C Population with Node-Positive Disease BHomone ecoptorposiive 100
100- 98.1 949 92.0 89.9 - 0% % 8% a4 916
80 98.2 93.7 90.2 86.7 604

. RE Positivo
:Petmzumab,100events HR:O 86
— Placebo, 181 events & Um::ﬁ;:r:::ﬁuee(maowm) .
p=0277 h o P20277

Unstratified hazard ratio, 0.77 (95% Cl, 0.62-0.96) P — O . O 1 9 o . . ‘ } . . .
P=0.02 0 6 12 18 24 30 K3} 42 48 —
0 T T T T T T T A=3.2% Months A_1 .4%

0 6 12 18 24 30 36 42 48 No. at Risk

604 N +
40- — Pertuzumab, 139 events H R:O . 77

Invasive disease-free survival (%)

Invasive Disease—free
Survival Rate (%)

20

o

Pezumab 1536 1473 1454 1423 1402 1319 1346 1087
Months Placsbo 1546 1508 1501 1481 1444 1410 1378 1105

g8

No, at Risk
Pertuzumab 1503 1444 1419 1387 1358 1327 1283 912 423
Placebo 1502 1453 1439 1408 1359 1319 1264 882 405



4. INCORPORACAO DE NOVAS DROGAS ?

- Neratinibe? ExteNET TRIAL

HER2+ breast cancer (local)
- |HC 3+ or ISH amplification

Prior adjuvant trastuzumab &
chemotherapy

Lymph node —/+ or residual
invasive disease after
neoadjuvant therapy

ER/PR + or -

c
he
=
©
N
£
o
L
c
©
—
-
-

Neratinib x 1
year

240mg/day

N=2840

Placebo x 1 year

n (%) Neratinib (n=1420) Placebo (n=1420)

Nodal status

+ Negative 335(23.6) 336 (23.7)

+ 1-3 positive nodes 664 (46.8) 664 (46.8)

+ 24 positive nodes 421(29.6) 420 (29.6)

Hormone receptor status

+ Positive 816 (57.5) 815(57.4)

+ Negative 604 (42.5) 605 (42.6)

(Neo)Adjuvant chemotherapy

¢+ Yes 1420 (100) 1420 (100)
Trastuzumab 1420 (100) 1420 (100)
Anthracycline only 136 (9.6) 135(9.5)
Anthracycline + taxane 962(67.8) 965 (68.0)
Taxane only 318(22.4) 316 (22.3)
Non-anthracycline / taxane 4(0.3) 4(0.3)

Concomitant endocrine therapy in hormone-positive patients

s Anti-estrogen only 375 (26.4) 347 (24 4)

+ Aromatase inhibitor only 362 (25.5) 379 (26.7)

+ Anti-estrogen + aromatase inhibitor 20(1.4) 34(2.4)

+ Non-anti-estrogen or aromatase inhibitor 3(0.2) 4(0.3)




4. INCORPORACAO DE NOVAS DROGAS ?

- Pertuzumabe ?

Maior beneficio em LN +, porém considerar o risco
absoluto. T3NO podem ter beneficio. Ainda nao esta
claro o beneficio em subgrupos RE — e RE +, porém RE —
parece apresentar maior ganho

- Neratinibe ?
Beneficio em pacientes alto risco, N+
Considerar pros e contras da toxicidade

Auséncia de evidéncia em pacientes expostas ao
Pertuzumabe



Cancer de mama Adjuvancia

A

Doenca localizada

Risco médio/alto

} Cirurgia ‘

Quimioterapia

(nao-metastatica e operavel)

* Potencialmente curavel ',

e Tratamento visa a cura ou retardo da
recidiva

Radioterapia

* Tratamento agressivo

* Tratamento CURATIVO
Hormonioterapia




\

Cancer de mama Neoadjuvancia

Risco alto

Quimioterapia

Reducao da extensao

da cirurgia
' Cirurgia

NA MAMA
E NA AXILA

Radioterapia

Hormonioterapia




Cancer de mama

Doenc¢a avangada
(metastatica ou inoperavel)

* |ncuravel

* Prolongar sobrevida mas também
melhorar a qualidade de vida

* Tratamento PALIATIVO
* Doenca ‘cronica’ exigindo
tratamento quase continuo

* Sequencia de linhas de tratamento:
P2 linha -> 32 linha....



Primeira Linha

\ Trastuzumab
HER2+ (central) MBC n=235 (4 mg/kg > 2 mg/kg wkly)
*  no previous »
chemotherapy + chemotherapy
for 1:1 L (anthracycline or taxane) "
metastatic disease
(N=469)
* Prioradjt CTX: Chemotherapy |
66.95% ) n=234 | (anthracyline or taxane) J

<
——m

50% 32% <0,001
TTP 7,4 meses 4,6 meses <0,001
0OS 25,1 meses 20,4 meses 0,046

N Engl J Med. 2001 Mar 15;344(11):78: ?‘



Primeira Linha (CLEOPATRA)

= Pertuzumab+trastuzumab
HLEARBZC.; ‘(;e';gg') Lz > (840 mg - 420 mg q3wks) @
(N=808) 1:1 { Docetaxel 26 cycles J
21 year from
°°:' d‘;:fj::t of Placebo+trastuzumab
trastuzumab m’ (8 me/kg > 6 ma/kg a3wks)
\ ) L Docetaxel 26 cycles J

N EnglJ Med. 2012 Jan 12;366(2):109-1 ;\



Primeira Linha (CLEOPATRA)

__ Pertuzumab+trastuzumab+

g 901 docetaxel 100 i
® %7 = Placebo+trastuzumab+docetaxel g -
E 70 20 Pertuzumab, 168 events
2 60 ol
9 50- 3,60_
7 v 50
g 40 O 40 4 Control, 221 events
% 30 30
£ 204 ol 8 Pertuzumab+trastuzumab+ docetaxel
§ 10 - ig_ __ Placebo+trastuzumab+docetaxel
0 ' ' ! ! J ' O l T l l T l l 1
30 40 50 60 70 20 50
Time (months) T‘me (months)
80,2% 69,3% <0,001
PES 18,7 meses 12,4 meses <0,001
0OS 56,5 meses 40,8 meses <0,001

*Toxicidades G3-4 no braco Docetaxel + TP

*Neutropenia 48%, neutropenia febril 14%, diarreia 8%

N Engl J Med. 2012 Jan 12;366(2):109-1
N Engl J Med. 2015 Feb 19;372(8):724-



Primeira Linha (CLEOPATRA)

A Overall Survival
100
90—
80+
* 70—.
= Pertuzumab, 168 events
=
2 604
§ so
v
-g 40+
6 30
204 :
Hazard ratio, 0.68 (95% Cl, 0.56-0.84)
1049 p<o.001
e 1 ] 1 ' 1 L) 1
0 10 20 30 40 50 &0 70 80
Months
No. at Risk
Pertuzumab 402 371 318 268 226 104 28 1 0
Control 406 350 289 230 179 91 23 0 0

N Engl J Med. 2015 Feb 19;372(8):724-5




Primeira Linha (CLEOPATRA)

Table 3. Adverse Events in the Safety Population.*
Placebo plus Trastuzumab Pertuzumab plus Trastuzumab
Adverse Event plus Docetaxel (N=397) plus Docetaxel (N=407)
number (percent)
Grade 3 or higher eventsi:
Neutropenia 182 (45.8) 199 (48.9)
Febrile neutropenia 30 (7.6) 56 (13.8)
Leukopenia 58 (14.6) 50 (12.3)
Diarrhea 20 (5.0) 32 (7.9)
Peripheral neuropathy 7 (1.8) 11 (2.7)
Anemia 14 (3.5) 10 (2.5)
Asthenia 6 (1.5) 10 (2.5)
Fatigue 13 (3.3) 9(2.2)
Granulocytopenia 9 (2.3) 6 (1.5)
Left ventricular systolic dysfunction 11 (2.8) 5(1.2)
Dyspnea & (2.0) 4 (1.0

N EnglJ Med. 2012 Jan 12;366(2):109-1

N




-

Paclitaxel + Trastuzumabe + Pertuzumabe

I I I I I q3weeks...........coeeuinnnn.
I I I I I q3weeks...............o.ee.
4

@ a3months..............

Paclitaxel at 80 mg/m? q week
I Pertuzumab at 840mg load — 420mg q 3weeks @ Echocardiogram

I Trastuzumab at 8 mg/kg load — 6 mg/kg q 3 weeks

| UNM+ Trast + Per

RR 59%
PFS 19.5 m
0S 43.4m

‘\v‘

J Clin Oncol. 2015 Feb 10;33(5):442-7



Vinorelbina + Pertuzumabe + Trastuzumab

(VELVET)

-

previously treated with systemic

therapy in the metastatic setting

.

N
Patients with HER2-positive
advanced breast cancer not

non-hormonal anti-cancer

(N=210)*
J

RR
PFS
0S

Cohort 1 (n=106):
Sequential administration of pertuzumab

and trastuzumab in separate infusion bags, 4 N
followed by vinorelbine

Progressive disease,

unacceptable toxicity,

N withdrawal of consent,

predefined study end,
or death

| UNM+ Trast + Per

74.2%
14.3 m

NA

Breast Cancer Research (2016) 18:126




PERTAIN

PERTAIN Study Design (Phase Il Trial)

Pertuzumab + Trastuzumab
+

( Postmenopausal \
patients with HER2- Aromatase Inhibitor
positive and hormone Choice of OR
fecepiot-postiive chemotherapy Docetaxel or Paclitaxel == Aromatase Inhibitor
LA/MBC, not previously must be R (18-24 weeks)t
treated with systemic specified
non-hormonal before
anticancer therapy in the randomization
advanced setting
\ (N = 258)*
/ i +
Stratification factors: Aromatase Inhibitor
. Chemotherapy (yes/no) OR
* THimesiesscuan hotmone empy Docetaxel or Paclitaxel == Aromatase Inhibitor
(<12 months/212 months/no prior therapy) (18-24 weeks)t

* 165 events to detect significant improvement in PFS from 7 months to 10.8 months (i.e. HR 0.645) with 80% power and a 2-sided log-rank test at an alpha level of 0.05.
t Choice of chemotherapy must be specified before randomization; administered per product labelling. LA, locally advanced; R, randomization.
This presentation s the intellectual p »@unina.at for pe it and

J Clin Oncol 36:2826-2835. \




PERTAIN

A Pertuzumab
Plus Trastuzumab
Trastuzumab Arm
Arm (n=129)
(n=129)
100 Events, No. (%) 74 (57.4) 92(713)
20 4 Median PFS, months 18.89 15.80
£ w0/ 195% CI) (14.091027.66) | (11.04 10 18:56)
}' 70 A, months 3.09
HR (95% CI) 0.65 (0.48 to 0.89)
60 'M i P 0070
50 [Median

Pertuzumab plus trastuzumab arm

Event-Free Proba
3

e Trastuzumab arm

10
Pertuzumab
uzur Trastuzumab
012345678 91011121314151617 181920 21 22 23 24 25 26 27 28 20 30 31 32 33 34 35 36 37 38 39 40 41 42 43 4 Trastuzimab arm
Progression-Free Survival (months) . (n=56)
100 4 Events, No. (%) 29 (53.7) 43 (76.8)
%0 Median PFS, months 21.72 12.45
— (95% CI) (12.42 t0 32.95) | (6.21to 18.53)
£ 80 h: 9.27
g A, months .
Z 70
S HR (95% CI) 0.55 (0.34 to0 0.88)
8 60 P 0111
IS} Median
& 504
L
@ 40
b
= 304
Lol
3 201
104 Pertuzumab plus trastuzumab arm
= Trastuzumab arm

0123456 7 8 91011121314 151617 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44
Progression-Free Survival (months)

J Clin Oncol 36:2826-2835. N




Cancer de mama

)

Doenca localizada Doenc¢a avang¢ada
(nao-metastatica e operavel) (metastatica ou inoperavel)
* Potencialmente curavel * Incuravel
* Tratamento visa a cura ou retardo da * Prolongar sobrevida mas também

recidiva melhorar a qualidade de vida
* Tratamento agressivo * Tratamento PALIATIVO
* Tratamento CURATIVO * Doenca ‘crénica’ exigindo

tratamento quase continuo
e Sequencia de linhas de tratamento:
e 12linha -> 22 linha -> 32 [inha....
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TDM1 e TDM1 + Pertuzumabe

(MARIANNE)

HER2-positive progressive or

recurrent locally advanced BC (T';:aMl )* pertuzumab J
or previously untreated MBC

I T-DM1+ ﬁ ei ‘ ‘
e Pontos Importantes

e Resultados do Cleopatra nao disponiveis no desenho do estudo.
e Aproximadamente 30% das pacientes receberam trastuzumabe

previamente em cenario (neo)adjuvante.

J Clin Oncol. 2015 May 10;33(14):1574-834 \



TDM1 y TDM1 Combinado a

Pertuzumabe (MARIANNE)

100
100

£ 80

w 80 1

=z o

g 3 4

@ 60 ~ 60

g

[T

S 40 1 5 40

O 20— HT 20 o == HT

= — T-DM1 w— T-DM1

— T-DM1+P — T-DM14P
’ 0 6 2 18 2 30 3 0 48 0 : J J J J J i ! )
i Hitiiio) 0 6 12 18 24 N 3% 4 4 54

HT 365 265 163 107 75 50 21 5 Time (mo)

T-D1 367 267 176 133 104 67 28 3
T-DM1+P 363 261 177 135 109 i
67,9% 59,7% 64,2%
PFS 13,7 m 14,1 m 15,2m p 0,31
PO,14
(ON NA NA NA NS

J Clin Oncol. 2015 May 10;33(14):1574- |




