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Eligibility
Non metastatic operable, histologically confirmed
adenocarcinoma of the breast
Axillary nodes positive or negative and tumor size = 10 mm

At least four cycles of a chemotherapy for this breast cancer

Patients for whom a 12-month adjuvant treatment with
trastuzumab has been initiated

Baseline LVEF value 3 months after initiation of treatment
with trastuzumab allowing to pursue treatment

Overexpression of HER2 in invasive component of primary
tumor

Signed informed consent
Patients with history of other cancer eligible

X Pivot et al, ESMO 2012, LBA5 PR
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Stratification

1. ER pos / neg
2. Chemo: conco/ seq
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24 30 mos

+ Up to 60 mos.

R: Randomization after informed consent



@ Statistical Methods

* Non inferiority randomized trial
— 2% variation in terms of absolute difference of recurrence

— The 95% CI HR margins should not cross the 1.15 boundary
— 1040 DFS events required for 80% power at 5% level
or
4 years of accrual and at least 2 years of follow-up
— HR were estimated from the stratified Cox model

* Accrual target: 3400 patients



Study information

Activated: 30/05/2006

Randomization
3384 patients
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4 patients excluded from analysis
1 Informed consent not signed
1 Randomized twice
2 HER2 negative after FISH testing

Trastuzumab 12 months Trastuzumab 6 months
1690 patients 1690 patients

eMay 28t 2010 — IDMC meeting

‘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”

Closed: 09/07/2010
Database locked: 31/07/2012




o

< G
& Patient Characteristics Q

n=1690 n=1690

Age, median (range) 54 (21 — 86) 55 (23 - 85)
Tumor: 0—-2cm 54.7% 52.4%
2-5cm 38.5% 39.8%
>5cm 6.8% 7.8%
Nodes: negative 55.4% 54.7%
1 — 3 nodes 30.0% 30.2%
>4 nodes 14.6% 15.1%
Positive Estrogen receptor 57.6% 58.8%
Inflammatory disease 3.5% 3.4%
SBR: I 3.1% 3.3%
I1 41.0% 40.9%

I11 55.6% 55.8%
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(Q Treatment Characteristics

n=1690 n=1690

Type of Chemotherapy
No Anthracyclines 10.2% 11.8%
Anthracyclines no taxanes 15.9% 15.5%
Anthracyclines and Taxanes 73.9% 72.7%
Concomitant Chemotherapy 57.8% 57.7%
Sequential Chemotherapy 42.2% 42.3%
Radiotherapy 87.7% 88.2%
Hormonotherapy 50.6% 50.2%

Trastuzumab duration, mean (sd) 11.8 (2.03) 6.3 (1.46)



DFS Events

42.5mos. median Follow-up

DFS Events (n=394)

Local Recurrence
Regional Recurrence
Distant Recurrence

Controlateral Breast Cancer
2d Primary Malignancy

Death

12 mos

(n=1690)

10.4%

1.1%
0.6%
6.4%

0.4%
1.5%

0.4%

6 mos
(n=1690)
13.0%

1.4%
0.5%
8.3%

0.7%
1.5%

0.5%

Q
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0 12 24 36 48 60
Months
Trastuzumab
T-12m 1690 1613 1390 980 544 18
T-6m 1690 1586 1353 939 526 23

* Cox model stratified by ER status and concomitant chemotherapy



Primary endpoint

scenarios

A —8 < Equivalent
B —— Superior

C ; ] PHARE trial
D —— Non Inferior

B L = ! Inferior
85 1 1.15 1.3 145 1.6
HR

X Pivot et al, ESMO 2012, LBA5 PR
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U HR (95% ClI)

Estrogene Receptor : :
Negative (1412) F—®—— 1.34(1.02-1.76)
Positive (1968) I—:—Ill—i 1.23(0.92 - 1.65)
Chemotherapy modality I
Sequential (1476) 'H—a— 1.41(1.06 - 1.86)

Concomitant (1904)  +—#—— 1.15 (0.87 - 1.53)
Age (years) o

<50 (1193) — i 1.38(1.01- 1.89)

>=50 (2187) H—— 1.22 (0.94 - 1.57)
Nodal status I

Negative (1842) H—— i 1.33(0.95 - 1.87)

Positive (1515) h—+-— 1.25 (0.97 - 1.60)
Tumour size (cm) : :

<2 (1771) s 1.02 (0.72 - 1.44)

>=2 (1294) H—8——  1.41(1.09-1.81)

|
Al patients (3380) % 1.28 (1.05 - 1.56)

0 1.15 2
Favors 6 months Favors 12 months
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< of subgroup analysis

* The aim of this analysis was to assess the trastuzumab
duration effects for specific subgroups

— Identified by pre-defined stratification factors
« Estrogen receptor status

« Sequential or concomitant administration of trastuzumab with

chemotherapy
« Assess heterogeneity by interaction tests

— 0.10 significance level
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@ Trastuzumab duration effect: Q
PPPPP according to ER

ER negative ER positive
1.00 1.00
0.75- 0.75-
B 2
'r'éu 0.50 HR =1.34 : 95%Cl: (1.02 - 1.76), p=0.037 'é 0.50 HR =1.23: 95%Cl: (0.92 - 1.65), p=0.15
< £
0.251 0.25+
0.00-ER negative 2m ====- T-6m 0.00ER positive 12m ====- T-6m
0 12 24 36 48 60 0 12 24 36 48 60
Months Months
Trastuzumab Trastuzumab
T-12m 716 668 568 410 221 6 T-12m 974 945 822 570 323 12
T-m 696 639 544 373 207 8 T-6m 994 947 809 566 319 15
_ Trastuzumab 12 months Trastuzumab 6 months
Events N DFS-3 Events N DFS-3
ER negative 92 716 0.888 117 696 0.829

ER positive 83 974 0.920 102 994 0.912
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@ Trastuzumab duration effect: Q
PPPPP Treatment modalities

Sequential Concomitant
1.00- 1.00
0.75 0.75-
i z
5 3
S 0507 HR = 1.41: 95%Cl: (1.06 - 1.86), p=0.016 S 0.50 HR = 1.15 : 95%Cl: (0.88 - 1.53), p=0.32
- e
0.25- 0.25-
0.00-{Sequential T-12m ===-- T-6m 0.00Concomitant T-12m ————- T-6m
0 12 24 36 48 60 (I) 1Iz z|4 3I6 4I8 slo
Months Months
Trastuzumab Trastuzumab
T-12m 729 691 616 502 324 17 T-12m 961 922 774 478 220 1
T-6m 747 692 605 485 309 19 T-6m 943 894 748 454 217 4
_ Trastuzumab 12 months Trastuzumab 6 months
Events N DFS-3 Events N DFS-3
Sequential 84 729 0.904 117 747 0.857

Concomitant 91 961 0.907 102 943 0.896
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. and Chemo-trastuzumab modalities

m Main effects model Nested Interaction model

N=3380 HR 95% CI P HR 95% CI P

ER + 0.61 (0.50-0.75) <0.0001 0.52 (0.39-0.68) <0.0001
Conc 0.83 (0.68—-1.01) 0.065 0.71 (0.54-0.93) 0.013
ER* Conc —= 1.41 (0.95-2.09) 0.093
LR test -3077.38 —3075.96 > 0.092

« Significant interaction —
— * Reference category

- Sequential _| Concomitant _ - Sequential _| Concomitant _
- HR* = 1.00 HR = 0.83 - HR* = 1.00 HR = 0.71
(0.68 —1.01) (0.59 - 0.85)
ER + HR = 0.61 HR = 0.51 ER + HR = 0.52 HR = 0.51

(0.50 - 0.75) (0.38-0.67) (0.39-0.68) (0.39-0.67)



/. Trastuzumab duration effect: Q i
“““““ ER negative — Sequential modality

1.00 ~=emy
hhhhhhhhhhhhh ﬂ-—._,__‘_I_‘_
0754  TUmme———— T ——
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'8 0.50 HR =1.57 : 95%Cl: (1.08 - 2.28) / N
X \
o 0064 [ AN
15 / \\\ //—\\
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g .004 4 \\\
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0.00-ER neg - Sequential T-12m  ———-—- T-6m \
T T T T T T .002 \\
0 12 24 36 48 60 AN
Months ~.
Trastuzumab 0+ ER neg - Sequential | T-12m —===-- T-6m |
T-12m 312 288 254 210 130 5 : . . . . .
T-6m 314 282 244 188 113 8 e L 24 onths 48 60
Trastuzumab 12 months Trastuzumab 6 months
Events N DFS-3 Events N DFS-3
46 312 0.875 69 314 0.786

HR = 1.57  (1.08 — 2.28)
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Trastuzumab duration effect: Q bt
ER negative — concomitant modality

|
|

1.00-
0.75
z
% .006
%’ 0.501 HR = 1.10 : 95%Cl: (0.73 -1.65)
7
o .004-
0.25 g
0.004 ER neg - Concomitant T-om ————- T-6m B .002-
0 12 24 36 48 60
Months
Trastuzumab 0-ER neg - Concomitant | T-12m —===- T-6m
T-12m 404 380 314 200 91 1 . . ; ; . .
T-6m 382 357 300 185 94 0 s 12 24 s P 48 60
Trastuzumab 12 months Trastuzumab 6 months
Events N DFS-3 Events N DFS-3
46 404 0.898 48 382 0.866

HR = 1.10 (0.73 - 1.65)
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3 ER positive- Sequential modality

1.00

0.75
12
% .006
Léu 0.50- HR = 1.25 : 95%Cl: (0.81 -1.91)
2
o .004
0.25‘ %
0.00-ER pos - Sequential T-12m ———-- T-6m N .002-
0 12 24 36 48 60
Months
Trastuzumab 0 ER pos - Sequential | T12m —==-—- T-6m
T-12m 417 403 362 292 194 12 . : ; . . .
T-6m 433 410 361 297 196 11 0 12 & i 48 60
Trastuzumab 12 months Trastuzumab 6 months
Events N DFS-3 Events N DFS-3
38 417 0.925 48 433 0.908

HR = 1.25 (0.81 — 1.91)
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ER positive- concomitant modality
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1.00-
0.75
=
= .006
=
"8 0.507 HR = 1.23 : 95%Cl: (0.83 -1.82)
o
B .004+
0.25+ o
0.00-ER pos - Concomitant T-12m  ===-=- T-6m .002
0 12 24 36 48 60
Months
Trastuzumab 0-ER pos - Concomitant | T-12m —==—-- T-6m
T-12m 557 542 460 278 129 0 T T T T T T
T-6m 561 537 448 269 123 4 v L 24 ks 8 48 60
Trastuzumab 12 months Trastuzumab 6 months
Events N DFS-3 Events N DFS-3
45 557 0.913 54 561 0.916

HR = 1.23 (0.83 -1.82)
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ER and Chemotherapy modalities

ER - Sequential (676) i 1 1.57 (1.08 - 2.28)

ER + Sequential (850) = = 1.25(0.81-1.91)

ER - Concomitant (786) = 1.10 (0.73 - 1.65)

ER + Concomitant (1118)

All patients (3380) 1.28 (1.05 - 1.56)

|

|

-

|

|
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IF | 1.23 (0.83 - 1.82)

|
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|
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Conclusion

PHARE failed to show that 6 months of trastuzumab is non
inferior to 12 months

Subgroups analysis suggested

— Sequential modality for ER negative tumors impacted the overall
results

— Results in other groups seemed compatible with non-inferiority
hypothesis

PHARE longer FU & PERSEPHONE, SHORTHER & SOLD
trial results are expected
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Conclusion

Trastuzumab duration effect:

subgroup ER negative — Sequential

1.00+

0.75

DFS Probability
o
w
<

0.25+

modality

HR =1.57 : 95%Cl: (1.08 - 2.28)

0.00-ER neg - Sequential T-12m ————-T-6m
T T T T T T
0 12 24 36 48 60
Months
Trastuzumab
T-12m 312 288 254 210 130 5
T-6m 314 282 244 188 113 8
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Trastuzumab duration effect:
subgroup other patients

1.00

0.75+
=
;;
S 0.50- HR = 1.18 : 95%Cl: (0.93 -1.49)
a
w
(N
fa)
0.25+
0.00-Other groups T-12m  ====-T6m
T T T T T T
0 12 24 36 48 60
Months
Trastuzumab
T-12m 1378 1325 1136 770 414 13
15

T-6m 1376 1304 1109 751 413



