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Conflits d’intérét
en rapport avec cette presentation

— Le Laboratoire ROCHE



Questions et réponses

— Le traitement de référence est CT + trastuzumab 12 mois

— Le bénéfice du trastuzumab dépend-il des RH ?

— Peut-on aussi traiter les tumeurs pT1 NO ?

— Peut-on raccourcir la durée du trastuzumab ?

— Doit-on prolonger la durée du trastuzumab ?

— Doit-on prescrire le trastuzumab concomitamment a la CT, a la RT ?
— Peut-on prescrire le trastuzumab sans CT ?

— Peut-on administrer le trastuzumab differemment ?

— Peut-on remplacer le trastuzumab ?

— Faut-il associer le trastuzumab avec une autre thérapie anti-HER2 ?



Le traitement de référence
est CT + Trastuzumab
pendant 12 mois




AMM du trastuzumab en phase adjuvante

Herceptin est indiqué dans le traitement du cancer du sein précoce HER2
positif : apres chirurgie, chimiothérapie et radiothérapie (si indiquee)

— apres une chimiothérapie adjuvante avec la doxorubicine et le
cyclophosphamide, en association avec le paclitaxel ou le docétaxel.

—> en association a une chimiothérapie adjuvante associant le docétaxel
et le carboplatine.

—> en association a une chimiothérapie néoadjuvante, suivie d'un
traitement adjuvant avec Herceptin, chez les patients ayant une maladie
localement avancée (y compris inflammatoire) ou des tumeurs mesurant
plus de 2 cm de diametre.



Meéta-analyse des essais adjuvants
avec trastuzumab

Figure 7. Disease-free survival: all studies.

Experimental Control Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI
B31 (1) 073 011 1672 1679  21.8% 0.48 [0.39, 0.60] -
ECIRGO06 -0.45 041 1074 1073 23.2% 0.64[0.52 0.78 -
Buzdar =227 111 23 19 0.6% 0.101[0.01, 0.91]
FinHer -0ar 035 115 116 52% 0.42[0.21,0.83] R
HERA -0.46 0,09 1703 1698 247% 0631[0.53 0.75] -
MNOAH -0.83 0.22 117 118 10.7% 0.59 [0.38, 0.91] —
FACS-04 -015 018 260 268 138% 0.86 [0.60,1.27] =
Total (95% Cl) 1964 4971 100.0% 0.60 [0.50, 0.71] L
Heterogeneity: Tau®= 0.02; Chi*=12.25, df= 6 (P = 0.06); F= 51% :IJ.EH IJ:.1 1 'I:IZI 'IIZIIZI:

Testfor overall effect Z=5.889 (P = 0.000013

(1) B31+N9831

Favours experimental Favours control

The Cochrane Library 2012, Issue 4



Meéta-analyse des essais adjuvants
avec trastuzumab

Figure 4. Overall survival: all studies.

Experimental Control Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
B31 {1 -0.4 017 1672 1679 22.0% 0.67 [0.48, 0.94] -
BCIRGOOG -0.46 013 1074 1073 37.7% 0.63 [0.49, 0.81] L3
Buzdar 1] 0 23 19 Mot estimable
FinHer -0.6 0.36 115 116 4.9% 0.55[0.27,1.11] I
HERA -0.46 017 1703 1698 22.0% 0.63[0.45 0.88] -
MNOAH -048 03 117 118 71% 062 [0.34,1.11] —
FACS-04 0.24 032 260 268 6.2% 1.27 [0.68, 2.38] -
Total (95% Cl) 4964 4971 100.0% 0.66 [0.57, 0.77] '
Heterogeneity: Tau®= 0.00; Chi*= 470, df= 5 (P=0.45), F= 0% =D 01 051 1 'I:El ‘1EIU:

Testfor overall effect Z=516 (P = 0.00001)

(1) B31+MN3831

Favours experimental  Favours control

The Cochrane Library 2012, Issue 4



Le bénéfice du trastuzumab
dépend-il des RH ?




Etude HERA
DFS a 3 ans selon les sous-groupes

Subgroup (no. patients) MNo. events HR (95% CI)

T vs obs
Nodal status

Not assessed (neoadjuvant CT) (372) - 39 vs 50 0.66 (0.43, 1.00)
Negative (1099) = o | 34 vs 58 0.59 (0.39, 0.91)
1-3 positive nodes (976) Poom I 50 vs 80 0.61 (0.43, 0.87)
=4 positive nodes (953) | l | 95 vs 132 0.64 (0.49, 0.83)

Hormone receptor status
ER negative + PgR negative (1627) I
ER negative + PgR positive (172)

126 vs 190  0.63 (0.50, 0.78)

12 vs 12 0.77 (0.34,1.74)

| 26 vs 39 0.82 (0.50, 1.34)
(

(

ER positive + PgR negative (460) a
ER positive + PgR positive (984) .
All patients (3401) - * :

| | |
0.0 0.5 1.0 1.5

Favors Tratuzumab HR Favors observation
T, trastuzumab; obs, observation; HR, hazard ratio

46 vs 61 0.63 (0.43, 0.93)
218 vs 321 0.64 (0.54, 0.76)

Untch M . Ann Onc 2008



Etude BCIRG 006 AC—T versus AC—TH
OS a 5 ans selon les sous-groupes

AC->T  AC->TH HR (CI) AC->TH AC->T
Subgroup O/N O/N better better
Nodes - 22/309  8/310 0.38(0.17,0.87)
Nodes +  119/764 _ 86/764 __ 0.67(0.50,0.88) ——
HR - 81/500 547500 0.63(0.45,0.89) ——
HR + 60/573  40/574 0.62(0.42,0.92) i
Tsize<2cm  31/361  16/329 0.49(0.27,0.91) =
Tsize>=2cm 110/712  78/745 0.66(0.49,0.88) ——
00 1.0 2'0

Slamon D. NEJM 2011



Proportion

0.00

015
1

0.10
1

0.05
|

Taux de rechute locale
selon RH, HER2, trastuzumab

322 pts RH+ HER2+ sans trastu
314 pts RH+ HER2+ avec Trastu

=

Logrank p=0.008

HR+/HER2+/No Tz

!_-_I'

o

- [
- HR+/HER2+ [YesTz

iy

HR+/HER2-

Proportion

257 pts RH- HER2+ sans trastu
292 pts RH- HER2+ avec trastu

° Logrank p=0.136

Triple-negative

r HR-/HER2+/No Tz'

—
R | HR-'HERZ2+/Yes Tz

Years

Kim MM . Cancer 2012
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Béenéfice du trastuzumab selonle T etle N
dans I'étude HERA

Patients, n Outcome (3-year DFS)

Trastuzumab  Observation  Trastuzumab  Observation HR (95% Cl)

Overall 1703 1698 80-6% 74-3% 0-64 (0-54-0-76)
Node negative® 544 555 90-8% 84-9% 0-59(0-39-0-91)
Node negative (1-1-2-0cm) 252 258 91-3% 86-7% 0-53(0-26-1-07)

Follow-up 23.5 months. DFS=disease-free survival. HR=hazard ratio. *Node-negative group of 1099 patients includes
60 with tumours <1 cm, 33 with tumours 1.0 cm, 510 with tumours 1.1-2-0 cm, 484 with tumours =21 cm, and
12 with tumours of unknown size.

Banerjee S, lancet 2010



Etude BCIRG 006 AC—T versus AC—TH

OS a 5 ans selon les sous-groupes

AC->T  AC->TH HR (CI) AC->TH AC->T
Subgroup O/N O/N better better
Nodes - 22/309  8/310 0.38(0.17,0.87)
Nodes+  119/764 86/764  0.67(0.50,0.88) -
HR - 81/500 547500 0.63(0.45,0.89) ——
HR + 60/573  40/574 0.62(0.42,0.92) i
Tsize<2cm  31/361  16/329 0.49(0.27,0.91) =
Tsize>=2cm 110/712  78/745 0.66(0.49,0.88) ——
00 1.0 2'0

Slamon D. NEJM 2011



Recurrecnce-Free Survival

Evolution des pTlab NO
sans CT et trastuzumab adjuvant
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— HR Positive (N = 771)
— Her2 Positive (N = 98)

— Triple Negative (N = 143)

P —value = .0004
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Distant Recurrecnce-Free Survival
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Months From Assessment

Theriault RL, Cl Breast Cancer, 2011



Les recommandations de I'INCA

 L'association de chimiothérapie et trastuzumab dans les
tumeurs pT1ab NO n’est pas contre indiquée mais, a elle

seule, la surexpression de HER2 ne peut pas la justifier.

« Son indication doit tenir compte des autres facteurs

pronostiques utilisés pour prescrire une chimiothérapie.
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B omprenense NCCN Guidelines Version 3.2012 S L T
NCCN getr Ereast Cancer Table of Confents
Network® Invasive Breast Cancer s
SYSTEMIC ADJUNANT TREATMENT - HORMOME RECEPTOR POSITIVE - HERZ POSITIVE DISEASED

« Tumor < 0.5 cm or pNO + Consider adjuvant endocrine therapy
= Microinvasive < . | Adjuvant endocrine therapy
pN1mi * zdjuvant ¢ hemothe rapy U4

T1. nT2 T3 with trastuzumab™
P, pld orpls

and pND or pN1mi Adjuvant endocrine therapy
(=2 mm axillary Tumor 0.6-1.0 cm *| + adjuvant chemothe rapy -
Histology:t node metas tasis) with trastuzumab®
= Ducta
# Lobular Adjuvant endocrine therapy
= Mixed Turmar = 1 cm *| + adjuvant chemotherapy
= Metaplastic with trastuzumab [category 1)¥-%
Adjuvant endocrine therapy

Mode positive (one or more
metastases > 2 mmto one or mare
ipsilateral axillary lymph nodes)

» | + adjuvant chemotherapy
with trastuzumab (categaory 1)U~
See Follow-Up [BINV-16])

See Adjuvant Endocrine Therapy (BINY-J) and Adjuvant Chemothe rapy [BINY- K]

®See Principles of HER2 Tesing (BINV-AL

TMixed lcular and duetal eareinama as wal a5 reetaplaste caringera should be graded Based an he ductal conponent and Yeded Basad an his grading. The
rredagastie or rixed corrponent does mol aller prognasis,

“Evidenss suppors hal e magnilude of banefl fom surgica of radiafon ovadan ablalion in premenofalsa women wit hofmone-moeplof-posilive breas! canoear is
sirmilar 1o hal achieved with CMF done. Eary evidenos suggests smilar benefis from ovadan suppression §e, LHRH agenisl) as from ovadan ablation. The
cormiinalion of ovarian abalonfsuppmasion plus andocrne haragy may be superia 1o suppmssion done. The banafl of ovarian aHaSonisUDDnes & n
remanapaled warman wha have mesived adjuvan] chemabharapy is unceriain.

*Chemoheragy and endocrine herapy wsed a6 aduvan! hierapy should be given sequentaly wilh endoerine theragy Talowing chemaheragy. The benefls of
eherrotherapy and o endodrine herspy am addifve. However | hie abgdute bensdil framn chermaherapy may be emall. The dedsion ¥ add chemoherapy 10 andoeing
Ferapy should be individudized, sspacially i ose with a lavomble prognoss where he incremend benefl o chamahampy may be sraller Availsble data sugges
i sequential ar cancurrent andodaine harany Wit radiglion therapy is acceptakie.

¥ There are lirited dala o make dhemalberagy recommendalions lor hase over 70 y old. Treatrent should be individugized with eonsideralion of camabid condlions

#Tha prognoss of paiers with T1a and T1b lumors halare node negadive is genermlly favamble even when HERZ is amglifed or overexprassed. This is a popualan
of breasl cancer pafens thal was ol studied in e available randarrizad Yials. The decision Ior uee of imsluzurmsh herapy in this cohod of pafients rus balance he
knan tosicifes of tmEluZumal Sueh as cardac xdly, and the unosrtain, absalute benefls that rray exstwith Fastizureal theragy.

Meota: All relorrn atd I Ord a8 SRRy TA unledl o arwiEd inedcaned.
Clisical Trigli MOCTM Daliaeis Tt |rd Do | i 300 Q0o O 1 diry CAACET DR EAT 18 10 & Cinbaal wial Pandcipa®on in cliaical 14als B a8 paclly anddamged.
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http://www.nccn.org
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Etude PHARE

’: INsTITUT
™. NATIONAL
< St I I s oo CANCER

trastuzumab up to 12 months

trastuzumab 6 months

Stratification N
1. ER pos/ neg \A
2. Chemo: conco/ seq = stop trastuzumab
Clinical exam
LVEF l \ l \ \

0 3 6 9 12 15 18 21 24 30 mos

Mammography | | | ! + Up to 60 mos...



Etude PHARE — DFS
Suivi médian = 42,5 mois

97.0 93.8 90.7 87.8
1.00- e ————— _
0.757 95.5 91.2 87.8 84.9
= I 1 I |
= | : : :
© 0.50 : ; ; ;
DE_ Events HR 95%CI p-value
0.25- H12m 176
H6ém 219 1.28 (1.05-1.56) 0.29
0.00 I =| i| i| i|
0 12 24 36 48
Months
At risk
H-12m 1690 1613 1390 980 544
H6m 1690 1586 1353 939 526

H-12m =——=—-—- H-6m




Etude PHARE — DFS
Suivi médian = 42,5 mois

A = i Equivalent
' |
| |
| |
|
B '—.—': : Superior
|
| |
| |
c | - n PHARE trial
| |
| |
| |
|
D —:—.—|: Non Inferior
|
| |
| |
E | : | Inferior
.85 1 1.15 1.3 145 1.6

HR

“After careful thought and lengthy debate we recommend that entry to the trial be
suspended. We do not recommend, at this time, a crossover to a longer duration of
intervention for the 6 month group but would reserve the option of such a
recommendation for the future, dependent on how the data develop”
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HERA TRIAL DESIGN
Accrual 2001 — 2005 (n=5102)

T

Surgery + (neo)adjuvant CT # RT

1

1 year Trastuzumab

8 mg/kg — 6 mg/kg
3 weekly schedule

2 years Trastuzumab

OBSERVATION
n=1698

8 mg/kg — 6 mg/kg
3 weekly schedule
n=1701

n=1703

option of switch

After ASCO 2005,
to Trastuzumab

CT, chemotherapy; RT, radiotherapy



DFS FOR 2 YEARS VS. 1 YEAR
TRASTUZUMAB AT 8 YRS MFU

Disease-free survival (%)

No. at risk
Trastuzumab 2 years
Trastuzumab 1 year

76.0%

Trastuzumab 2 years = =— =

Trastuzumab 1 year

Pts Events HR(2vs 1) 95% CI p-value

2years 1553 367 0.99 (0.85-1.14) 0.86
- 1 year 1552 367
| | | | | | | | 1
0 1 2 3 4 5 5] 7 8 9
Years from randomization
1553 1553 1442 1361 1292 1223 1153 1051 633 194
1552 1552 1413 1319 1265 1214 1180 1071 649 205



DFS BY HORMONE RECEPTOR
STATUS AT 8 YRS MFU

Hormone receptor positive Hormone receptor negative
92.6% received endocrine therapy 2.8% received endocrine therapy
g - 77.2% g 74.7%
> > '
5 60 = 5 60 =
(7] (7]
o = Trastuzumab 2 years === o = Trastuzumab 2 years ===
< 40 - Trastuzumab 1 year < 40+ Trastuzumab 1 year
8 20 Pts Events HR(2vs 1) 95% ClI p-value 8 20 Pts Events HR(2vs 1) 95% ClI p-value
la) 2years 798 185 1.05  (0.85-1.29)  0.67 la) 2years 755 182 093  (0.76-1.14) 0.51
"l i1vear 790 175 "1 ivyear 762 192
0 T T T T T T T T 1 0 T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
Years from randomization Years from randomization
No. at risk No. at risk
Trastuzumab 2years 798 798 747 710 673 642 597 544 321 97 Trastuzumab 2years 755 755 695 651 619 581 556 507 312 97

Trastuzumab 1year 790 790 736 691 663 634 617 559 337 106 Trastuzumab 1year 762 762 677 628 602 580 563 512 312 99



OS FOR 2 YEARS VS. 1 YEAR TRASTUZUMAB
AT 8 YRS MFU

0
100 97.4% 92 6%
| W — 86.4%
- =7 91.4% T
g 87.6%
©
2 60 -
o Trastuzumab 2 years =— =— =
(?') Trastuzumab 1 year
‘:E 40 =
g m Pts Events HR(2vs1) 95% Cl p-value
O 20 - 2 years 1553 196 1.05 (0.86-1.28) 0.63
- 1 year 1552 186
0 I I I I I I I I |
0 1 2 3 4 5 6 7 8 9
Years from randomization
No. at risk

Trastuzumab 2 years 1553 1553 1525 1485 1438 1382 1317 1193 708 208
Trastuzumab 1 year 1552 1552 1513 1461 1413 1364 1329 1218 732 225



Peut-on prescrire le
trastuzumab
concomitamment a la CT,
alaRT?




Etude de phase Ill N9831

A

Radiation and/or
hormonal therapy
as indicated

R

ﬁ Arm A: AC q3w x 4 > Paclitaxel qw x 12

d

0

m "

A Arm B: AC g3w x 4 —>» Paclitaxel qw x 12 —>» H qw x 52
S

S

i Paclitaxel qw x 12

g : —> + —>» Hqw x40
o ArmC: AC q3w x 4 H qw x 12

m

e

n

t

—> Pas d’irradiation de la CMI

Perez EA et al. JCO 2011



Etude N9831 — Survie sans maladie
bras A versus bras B

g -] Hﬂ | “---- i
2= 80- R
© ~— 70-
O D
= 2D 60 -
= C mmm= AC — T — H (Arm B; 165 events)
< a 50 AC — T (Arm A; 225 events)
(7]
2 & 40-
E % 3.:] | b-Year DFS
o= (%)  95%Cl  Adjusted HR  95% Cl P
o 20| <===80.1 77.31083.0 0.67 054t00.81 <.001
10 4 71.8 68.6t0 75.1
| | | | | |
0 1 2 3 4 5 b6
Time From Random Assignment (years)
No. at risk
ArmA 1,087 728 643 582 530 470 330
ArmB 1,097 735 675 624 588 539 389

Perez EA et al. JCO 2011



Etude N9831 — Survie sans maladie
bras B versus bras C

O

100 pommennnn.
.
90 - “----—--_.._--__‘_-“
— — e
25 80-
© = 70- o
2 Non significatif
ﬁ e 601 ___. AC - TH — H (Arm C; 139 events) p <0,00116
@ 907 AC—T—H (ArmB;174events)  yoyr une analyse intermédiaire
— N
— 40_
@ @ 5-Year DFS
B 30- (%)  95%Cl HR 95% Cl P
o 20| -===845 82010865 077  053to1.11  ,022
10 - 80.1 77.4t0 82.9
0 1 2 3 4 b 6
Time From Random Assignment (years)

Mo, at risk
ArmB 954 830 766 707 654 519 288
ArmC 949 837 790 742 691 576 334

Perez EA et al. JCO 2011



Arrét du traitement par trastuzumab
pour évenements cardiaques

Bras nombre Traitement FEV { IC
A 1087 AC-T 0 0
B 1097 AC-T-H 3,6 % 1,5 %
C 049 AC-TH-H 7% 2.2 %

— Diminution de 15% de la FEV Initiale
—> Diminution de 10% sous la valeur inférieure normale

Halyard MY et al. JCO 2009



Altération asymptomatique de la FEV
et insufffisance cardiaque congestive

NSABP B-31, AC — g3wkP 0.9 NR NR
NSABP B-31, AC — g3wkPH — H 3.8 €&— 117 15.5
NCCTG N9831, AC — qlwkP 0.3 05 0.8
NCCTG N9831, AC — qlwkPH — H 33 €— 6.6 9.9
NCCTG N9831, AC — qlwkP — H 2.8 5.0 7.8
BCIRG 006, AC — T 0.7 NR NR
BCIRG 006, AC — TH — H 2.0 NR NR
BCIRG 006, TCH — H 0.4 NR NR
HERA, chemotherapy 0.0 0.1 0.4 0.5
HERA, chemotherapy — H 0.6 1.6 1.4 3.6
Classe NYHAIII :

Il existe une limitation évidente de la capacité d’effort : le patient se sent toujours bien au repos mais un effort
minime provoque déja des symptémes.

Classe NYHA IV :

Le patient ne peut plus effectuer aucun effort sans éprouver de symptémes : les symptémes de I'insuffisance
cardiaque sont déja présents au repos et s’aggravent au moindre effort.

Coster RB et al, Ann Oncol 2010



Toxicités lors de I'association RT-Trastuzumab

o nbre CMI Tox cutanee Oesophagite FEV
Belkatcelml Y G2 G2 < 50%
et a
146 71% 51 % 12 % 10 %
Shaffer R nbre CMI CHF Arrét du trastu
et al 44  41% 0,7 % 13,6 %

Belkacémi Y et al, Ann Oncol 2008

Shafer R et al, Radioth Oncol 2009



Peut-on prescrire le
trastuzumab sans CT ?




Trastuzumab prescrit en monothérapie

Patientes HER2 +,
1€ ligne M+
Obijectif principal : SSP

Trastuzumab

puis docetaxel
Trastuzumab
+ docétaxel

Survival

1_{]- ke ww ol oo Ll

0.0 ""-.-I-"-H-ﬁ{.“_ H+ D (N=53)

’ Mfl‘flillfd"-‘ﬁ‘ﬁfllrn:

0.8 = :

0.7 randuandunndnnns

0.6 4 HSH+D (N =54) lemiit e

0.5 -

0.4 =

0-3 HR: 2.72 (1.03-7.18)

0.24 P = 0.04 (log-rank test)

0.1 -

0.0 =

0 100 200 300 400 500 600 700 800 900 1000 1100 1200 1300 1400 1500

N at risk Study Day
H+D 53 53 51 49 44 37 33 27 21 16 12 7 5 3 1 0
H=>H+D 54 53 48 47 38 3 26 19 13 11 8 & 3 1 0 0
(Sequential)

Inoue K et al. BCRT 2009, 9



Peut-on prescrire le
trastuzumab sans CT
pour les tumeurs RH+ ?




Etude TANDEM

Anastrozole 1 mg daily + Trastuzumab 4
mg/kg loading dose = 2 mg/kg gw until

208 patients disease progression

HER2+ RH+
MBC

Anastrozole
1 mg daily until
disease progression

* Objectif principal = SSP
* Objectif secondaire = SG, TBC

« Crossover autorise a la progression
Kaufman B et al. JCO 2009, 27, 5529



SSP et SG - TAhDEM

Survie sans progression

2.4vs 4.8 mois
p =0,0016

o = : Hazard
> E 3 Events Median PFS  95% Cl ratio P
b o 084: 87 48months 37t07.0 063 .0016
- _g semen 99 2.4 months 2.0to 4.6
© o 064:
A<=
E E 0.4 - i..'l._JI
D> > e,
2 > 021 .
o =S ey
) : .--\.1.-;!"_“___"“”.“"
1 1 1 1 1 1 1 1 1 1_.-I.“ 1 1 1 1 1 1 1 1 1
0 3 6 9 12151821 24 27 30 33 36 39 42 45 48 51 54 57 60
L )
2.4 months Time (months)
Mo. at risk

Trastuzumab 103 48 31 17 14 13 11 9 4 1 1 0 0

+ anastrozole
== Anastrozole

alone

104 36 22 9 65 4 2 1 o 0O O 0 0

Overall Survival

(probability)

No. at risk
Trastuzumab 103 91 83
+ anastrozole

== Anastrozole
alone

Survie globale

23,9 vs 28,5 mois
p =0,325

Events Median OS 95% Cl P
Ty 58 285 months 22.8to42.4 325
e 64 239 months 18.2t0 37.4

0

104 96 87

3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60
aemonths  Time (months)

76 63 49 36 24 12 4 3 0 O

73 58 42 34 22 & 2 1 1 0

Kaufman B et al. JCO 2009, 27, 5529



Peut-on prescrire
le trastuzumab
différemment ?




Etude adjuvante HannaH

Neoadjuvant treatment Adjuvant treatment

Subcutaneous trastuzumab

Patients with W

HER2-positive p| Randomisation
early breast 11

cancer T

Surgery
18 cycles/1year
Follow-up: 2years

Intravenous trastuzumab

Coprimary endpoints: € and pCR

[ Trastuzumab subcutaneous 600 mg (5 mL) given every 3 weeks

[ Trastuzumab intravenous 8 mg/kg loading dose; 6 mg/kg given every 3 weeks

[ Docetaxel 75 mg/m?

[1 Fluorouracil (500 mg/m?), epirubicin (75 mg/m?*), and cyclophosphamide (500 mg/m?®) given every 3 weeks

Ismael G. Lancet 2012



Patients achieving pCR (%)

Etude adjuvante HannaH

60 —

[ Intravenous trastuzumab (n=263)
[ Subcutaneous trastuzumab (n=260)

tpCR

Ismael G. Lancet 2012



Peut-on remplacer
le trastuzumab ?




Etude ALLTO
en phase adjuvante

Trastuzumab

Surgery and
chemotherapy
completed

=

Randomize

Trastuzumab He

|1 wepks —=

=6 whs™

314 weeks

-

Lapatinib + Trastuzumab

51 weaks

All patients: radiotherapy, if indicated.
Hormone receptor-positive patients: endocnne therapy for at least 5 pears.




Etude ALLTO
en phase adjuvante

Trastuzumab

Surgery and
chemotherapy
completed

=

Randomize

Trastuzumab

-

|1 wepks —=

= wiks = 314 weeks

Lapatinib + Trastuzumab ‘

51 weaks .

All patients: radiotherapy, if indicated.
Hormone receptor-positive patients: endocnne therapy for at least 5 pears.

On Sept. 9, 2011, GlaxoSmithKline announced that the arm 2 was closed
since an early analysis of the results so far showed that lapatinib wasn't
working as well as trastuzumab to lower the risk of recurrence. Other
arms of the ALLTO study will continue.



Etude MA.31/EGF108919

taxane + lapatinib vs taxane + trastuzumab
en premiere ligne du cancer du sein méetastatigue HER2+

(R)
[ \R) l

(n = 636)
/ Traitement expérimental \ / Traitement standard \
LTAX/L TTAX/T
Lapatinib I Lapatinib Trastuzumab I Trastuzumab
+ taxane = jusqu’a + taxane —>» jusqu’a
K24 semaines progressign/ 24 semaines progression
Population ITT pour SSP : n = 318 Population ITT pour SSP : n = 318
Population évaluée pour la Population évaluée pour la
tolérance : n = 313 tolérance : n = 317

® Obijectif principal : survie sans progression .
Gelmon K et al., LBA671 actualisé



Etude MA.31/EGF108919

100'j

oo
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l . s

P e rce n ta g e
-~ oo
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1

. ..

.

0_

Progression Free Survival
Centrally-confirmed HER2+ Analysis

Median PFS TTAX/T= 13.7 months
Median PFS LTAX/L = 9.0 months
HR=1.48 (95% Cl =1.15 -1.92), P=0.003

0

#TTAX/1250
#LTAX/L266

I
5 10 19 20 25 30 33 40

181 93 39 20 8 1 0 0
178 71 30 10 2 0 0 0

Time (months) Gelmon K et al., LBA671 actualisé



Faut-il associer
le trastuzumab
avec une autre thérapie
anti-HER2 ?




Etude CLEOPATRA

Pertuzumab + trastuzumab + docetaxel

—>
Patientes avec A (n =402)
maladie métastatique | 11
HERZ2+
N = 808
N\ Y, | Placebo + trastuzumab + docetaxel

(n = 406)

* Pertuzumab : 840 mg dose de charge, 420 mg dose de maintenance

* Trastuzumab : 8 mg/kg dose de charge, 6 mg/kg dose de maintenance
« Docetaxel : 75 mg/m? avec escalade a 100 mg/m? selon la tolérance

« Avec un nombre minimal recommandé de 6 cures

* Objectif principal : Survie sans maladie
* Objectifs secondaires : Survie globale, Taux de réeponse, Tolérance

Baselga J, NEJM 2012



Etude CLEOPA

RA

Survie sans maladie

1.0 — +T+D :
Pertuzumab :I A = 6.1 Mois
0.9 Placebo + T+ D
0.8
0.7
o6 HR = 0.62 [0.51-0.75]
S I - - p<0.0001
0.4 - ;
0.3
0.2 -
0.1 -
12.4 : 18.5
0.0 I I I I I I I I
0 5 10 15 20 25 30 35 40
o Time (months)
n be arisque
Pertuzumab + T + D 402 345 267 139 83 32 10 0 0
Placebo+ T+ D 406 311 209 93 42 17 4 0 0

Baselga J, NEJM 2012



Etude CLEOPATRA
Survie globale

Dans cette analyse intermédiaire avec un recul de 19,3 mois,
le seuil de significativite pre-déefini (HR <0.603; p <0.0012) n’a pas été atteint.

1.0

0.9 —
0.8 -
0.7 =
0.6 —
0.5 -

0.4 - HR = 0.64 [0.47-0.88]
0.3 p = 0.0053*

02- ™ Pertuzumab + T + D: 69 events
0.1 Placebo + T + D: 96 events
| Time

0.0 I I I I I I I I | (months)
0 5 10 15 20 25 30 35 40 45

n be arisque
Pertuzumab + T + D 402 387 367 251 161 87 31 4 0 0
Placebo + T + D 406 383 347 228 143 67 24 2 0 0

Baselga J, NEJM 2012



NeoSphere: study design

417 patients

Chemo-naive &
primary tumors
>2Ccm

operable or
locally advanced
or inflammatory*
HER2-positive BC

Primary endpoint:
comparison of pCR
rates

BC, breast cancer; FEC, 5-fluorouracil, epirubicin and cyclophosphamide

TH (n=107)
docetaxel +
trastuzumab

THP (n=107)
docetaxel +
trastuzumab +
pertuzumab

HP (n=107)
trastuzumab +
pertuzumab

TP (n=96)
docetaxel +
pertuzumab

Study dosing: q3w x 4

< T M @ O C O”

FEC g3w x 3
trastuzumab q3w cycles 5-17

FEC g3w x 3
trastuzumab q3w cycles 5-17

docetaxel g3w x 4—>FEC g3w x 3
trastuzumab g3w cycles 5-17

FEC q3w x 3
trastuzumab g3w cycles 5-21

*Locally advanced=T2-3, N2-3, MO or T4a—c, any N, MO; operable=T2-3, NO-1, MO; inflammatory = T4d, any N, MO
H, trastuzumab; P, pertuzumab; T, docetaxel

Gianni L et al. Lancet Oncol 2012



NeoSphere pCR rates: ITT population

p = 0.0198
50 - p=00141 | 5 = 0.003
O 40 - M
2 1
D 45.8
-+ B
> 20
E:’L 20.0 1
0 - 1 24.0
16.8
O | | | 1
TH THP HP TP

H, trastuzumab; P, pertuzumab; T, docetaxel o
Gianni L et al. Lancet Oncol 2012



Study Design

T
HER2+ BC maclitaxel

T>2cm
(inflammatory BC

excluded)
LVEF > 50%
N=450

trastuzumab

Stratification:
*T=5cmvs.T>5cm

| lapatinb____|
*ER or PgR + vs.

ER & PR - trastuzumab

*NO0-1vs.N22

» Conservative surgery
or not 6 wks + 12 wks

MN-S00Z2>»2
<JAIMOICW

52 weeks of anti-HER2 therapy

Baselga J et al. Lancet 2012



Efficacy — pCR and tpCR

=
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EE{"J
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o
©

0

L T L+
N=154 N=149 N=’152‘

pCR

Pathological Complete Response

L: lapatinib; T: trastuzumab; L+T: lapatinib plus trastuzumab
pCR pathologic complete response

L T L+T
‘N = 150" N = 145" N = 145"

tpCR

Locoregional (total) pCR
* Excludes 15 patients with
non-evaluable nodal status

Baselga J et al. Lancet 2012



Valeur pronostique de la RCh
pour les tumeurs HER2+

TECHNO Study - Overall Survival

"|ﬂ|:|'- T P 1 r pCR
H-I.I—l-l-l&u—ml—hl—l.l—ﬂ-h
80+
w
E 04
m -
E EC x4-Paclitaxel + Trastuzumab x4
[ 53
5 40
=8
Logrank p =0.0074
20+
pCR g4 74 62 G2 47 17 [
no pCH | 133 118 86 B4 65 33 14

0 10 20 30 40 50 60
Overall Survival in months by pCR
== pCR == nopCR
Untch M et al. JCO 2011



Etude ALLTO
en phase adjuvante

Trastuzumab

Surgery and

chemaotherapy p= Randomize
completed Trastuzumab -l-r

+— |1 weeks —= 2§ whs= 314 weeks

Lapatinib + Trastuzumab ‘

- 51 weaks =

All patients: radiotherapy, if indicated.
Hormone receptor-positive patients: endocnne therapy for at least 5 pears.




APHINITY: Chimiothérapie avec Anthracycline

@ A = Chimio anthracycline @ T = Chimio taxane

Anthracycline based chemotherapy

3-4 cycles 1 3-4 cycles !
| | |
1

Trastuzumab 8mg/kg, puis 6 mg/kg Q3W

Confirmation
centrale du

Pertuzumab 840 mg, puis 420 mg IV Q3W

statut HER2 | 3-4 cycles 1 3-4 cycles I:
[ |

|

Trastuzumab 8mg/kg, puis 6 mg/kg Q3W

Placebo IV Q3W

| ] | ]l 1
I 1 I i N 1

Randomisation 1 semaine Thérapie Anti HER2 pour un total d’1 an (52 semaines)
dans les 7 semaines maxi
apres la chirurgie

Radiothérapie et/ou hormonothérapie
peuvent étre débutées a la fin de la

Chimio Anthracycline : Dose maxi autorisée : S Ve SUE NERY
chimiothérapie adjuvante

FEC(ouFAC) > T Doxorubicine = 360 mg/m?

AC(orEC)> T Epirubicine = 720 mg/m?
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