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| PHARE* Trial results comparing
| 6 to 12 months of trastuzumab in
adjuvant early breast cancer
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Background (=

La
* 1 year of adjuvant trastuzumab has been
improving DFS/0OS(- 2)
* 9 weeks of adjuvant trastuzumab provided
similar magnitude of benefit)

* Concerns emerged with cardiac-toxicities
following trastuzumab exposure

Piccart 2005 : *Romond 2005 : 2Joensuu 2006
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Objectives (=

b
* Primary objective

— Compare the effect of 6 months versus 12 months of
treatment with trastuzumab in terms of disease-free survival

— Disease-Free Survival (DFS) from randomization to first event

* local, regional, or distantrecurrence, contralateral breast, second
non-breast malignancies, or death from any cause

* Secondary objectives
— Cardiotoxicity
— Distant metastasis Free Survival

— Qverall survival




Eligibility Qs

Non metastaticoperable, histologically confirmed adenocarcinoma
of the breast

Axillary nodes positiveor negativeand tumorsize 210 mm
At least fourcycles of a chemotherapy for this breast cancer

Patients forwhom a 12-month adjuvant treatment with
trastuzumab has beeninitiated

Baseline LVEF value 3 months afterinitiation 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 cancereligible

-Mm 85028 12.0rg
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Clinicalexam
LVEF

Mammography

trastuzumab 6 months

Stratification

1.ER pos [/ neg
2. Chemo: conco/ seq

ERESMD ™

Study design Q=

~

trastuzumab up to 12 months

stop trastuzumab

|

15 18 21 24

-—

|

30 mos

< +Up to 60 mos...

R: Randomization afterinformed consent

WWW.esmo20 12.01g




Statistical Methods \\\\Q

* Non inferiority randomized trﬁxo
n

— 2% variation in terms of absolut e of recurrence

— The 95% CIHR marglns sh oss the 1.15 boundary
— 1040 DFS events requ 80% power at 5% level

4 years of a@ d at least 2 years of follow-up
— HR w ed from the stratified Cox model

?ﬂrual target: 3400 patients
NEress
nw WWW_ SEmo20 12 org
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4 Study information Qe

o Activated: 30/05/2006

Randomization
3384 patients

4 patients excluded from analysis

1 Informed consent not signed
1 Randomized twice

2 HER2 negative after FISH testing

Trastuzumab 12 months
1690 patients
*May 28 2010~ IDMC meeting

Trastuzumab 6 months
1690 patients

“After careful thoughtand lengthy debate we recommend that entry tothe trial be suspended.
We do not recommend, atthis time, a crossover to a longer duration of intervention for the 6

month group but wouldreserve the option of such a recommendation for the future, dependent on
how the data develop”

09/07/2010
EERNESMD ™™ oo

Data base locked: 31/07/2012

www_ssmo20 12 org
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Patient Characteristics (s

I <
n=1690 S

Age, median(range) 54 (21 —-86) 55 (23 —-85)
Tumor: 0-2cm 54.7% 52.4%
2-5cm 38.5% 35.8%
>5cm 6.8% 7.8%
Nodes: negative 55.4% 54.7%
1-3nodes 30.0% 30.2%
Z4 nodes 14.6% 15.1%
Positive Estrogen receptor 57.6% 58.8%
Inflammatory disease 3.5% 3.4%
SBR: i 3.1% 3.3%
| 41.0% 40.9%
il 55.6% 55.8%

WWW.86M020 12.07g
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— Treatment Characteristics -

I -
n=1690 n=1690

Type of Chemotherapy :

No Anthracyclines 10.2% 11.8%

AnthracyclinesnoTaxanes 15.9% 15.5%

Anthracyclinesand 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%
Trastuzumabduration, mean (sd) 118 (6.3) 6.3 (1.46)

-M . 8m020 12 07




(. Cardiac toxicity Qs

12 months 6 months
(n=1690) (n 1690)

Cardiac events® 5.7%

<0.0001
LVEF** < 50% 6.3% 47% 0.04
LVEF** < 50% and { > 10% 4.8% 3.6% 0.071
LVEF** > 50% and + > 15% 7.4% 7.0% NS

* Investigator reported events (composite with clinical and LFEV finding)
** Based on morethan > 25,000 assessments




< DFS Events

42.5mos. median Follow-up

[NsTITUL
NATIONAL
pu CANCEF

12 mos 6 mos
(n=1690) (n=1690)

DFS Events (n=3%4)

| ocal Recurrence
Regional Recurrence
Distant Recurrence

Controlateral Breast Cancer
2nd Primary Malignancy

Death

10.4%

1.1%
0.6%
6.4%

0.4%
1.5%

0.4%

13.0%

1.4%
0.5%
8.3%

0.7%
1.5%

0.5%

ESMO e SABCS 2012



Disease Free Survival
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97.0 93.8 90.7 87.8
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o Events 95%C p-value
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Héem 219 1.05-1.56) 0.29
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0 12 24 K &) 43 60
Months
At rek
H-12m 1690 1613 1350 980 544 8
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H-12m ———=- H&Hm
EElESMD
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* Cox model stratified by ER status and concomitant chemotherapy




DFS Forest plot
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Ageyrs :

<35 (129) , s 1.78({0.70-4 53)

35-45 (1065) —— 1.32(0.95-1.54)

50-55 (1058) ——— 1.38(0.95-2.01)

60 (1128) —— 1.08({0.75-1.54)
Nodal status |

Negative (1842) - 1.31(0.93-1.84)

1-3 pos. nodes (100B) —8— 1.27(0.90-1.78}

>3 pos. nodes 357) —— 1.22(0.85-1.75)
Tumour size(cm) ,

0-2(1771) —a—— 1.00(0.71-1.42)

2-5(1254) —— 1.45(1.03-195)

5 (242) —e { 1.23(0.75-2.00)
Estrogene Receptor |

Negative (1412) - 1.32(1.01-174)

Positive (1968) —— 1.23(0.92 -1 65)
Chemaother I

Segquential (1428) —— 1.39(1.05-185)

Concomitant {19852) — 1.17(0.89-154)
All patients (3380) »-',.—c 1.28(1.05-1 56)

0 5
Favorsémo

ERESMD

111515 2 25
HR

Favorsl2mo

www.esmo20 12.0rg




Overall Survival Qe

42.5mos. median FU

99.9 98.7 96.9 95.0

0.75 4

050 4

proba bility

0.25 -

0.00 1

| — e e
1 ' ) T RES e ST

95.3 97.2 95.2 93.1

Events HR 95%C p-value
H12m 66
Hém 93 1.47 (1.07 - 2.02)
i i i i

At risk
H-12m 1630
H&m 1630

12 24 36 48 60

Months
1662 1463 1042 583 19
1645 1438 1016 566 25
H-2m -—=—-- H-6m

-W W 8smo20 12.01g

* Cox model stratified by ER status and concomitant chemotherapy
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PHARE* Trial results of subset
analysis comparing 6 to 12
Q months of trastuzumab in
" adjuvant early breast cancer
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Objective and strategy (::
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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Estrogene Receptor

Subgroup effects

HR (95% Cl)

Favors 6 months

Negative (1412) F———  1.34(1.02-1.76)
Positive (1968) H—— 1.23 (0.92 - 1.65)

Chemotherapy modality I
Sequential (1476) IH—8—— 1.41(1.06- 1.86)
Concomitant (1904)  +—-—i 1.15 (0.87 - 1.53)

Age (years) &
<50 (1193) —8—— 1.38(1.01- 1.89)
>=50 (2187) H—— 1.22 (0.94 - 1.57)

Nodal status &
Negative (1842) H—— 1.33(0.95 - 1.87)
Positive (1515) - 1.25 (0.97 - 1.60)

Tumour size (cm) : :
<2 (1771) . N 1.02 (0.72 - 1.44)
>=2 (1294) | H—a——  1.41(1.09 - 1.81)

R
Al patients (3380) _ il 1.28(1.05- 1.56)

0 1.15 2

Favors 12 months

Q
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/| Trastuzumab duration effect: Q
according to ER

ER negative ER positive
1.00- 1.00-
0,75 0,75
e HR = 1.34 : 85%CI: (1.02 - 1.76), p=0.037 (+50 HR = 1.23 - 95%CI: (92 - 1.65], p=0. 15
0,25 0,25
0 (0| ER negative m ====- T-6m 0,00 ER positive Tiim ————- T-6m
o 1z 24 36 43 [=01) i} 12 2 36 48 &0
Menths Menths
Trastuzumalks Trastuzumak
T-12m 716 =t et 410 271 6 T-12m 974 945 822 570 323 12
T-Gm 696 639 C44 373 207 8 T-6m 994 947 ans C&G 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

Treatment modalities
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Sequential Concomitant
1.00 1.00
0.75 0. 75
0.50 HR = 1.41: 95%Cl: (1.06 - 1.86), p=0.016 0,50 HR=1.15: 95%CI: {0.85 - 1.53), p=0.32
0.25 025
0.00 -3 equential L — Tom 0,00+ Concormitant L T-6rm
T T T T T T
0 1z 24 36 45 &0 |.1| 1|2 2I4 3|5 4|a sln
ronths Maonths
Trastuzumab Trastuzurmab
T-12m 729 691 Gla 502 324 17 T-12m 961 (=] 774 178 20 1
T-6m 747 592 605 485 309 19 T-6rm 943 594 745 454 7 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



Trastuzumab duration effect: Q
ER negative — Sequential modality

1.004

0,75

0.50 HR =1.57:955%CI: (1.08 - 2.28} 5 b
006 ! *

I \\
‘.'r \.\ _,"'-’_‘\'\

0.25 ! —~ e *\
I %

004+ / \ \

1

\\ e
T-1Zm ———-—- T-6m . A ™~

.00 HER neg - Sequential .
T T T T T T o024 h

0 12 24 35 48 60 .
MMaonths .

Trastuzumab 0 ER neg -Sequential ‘ Tam  —o- T-6m |

T-12m 312 788 754 710 130 5 . - . - - -

T-6m 314 282 244 188 113 8 . = M e 48 &u
Trastuzumab 12 months Trastuzumab 6 months
Events N DFS-3 Events M DFS-3
46 312 0.875 69 314 0.786

HR = 1.57  (1.08 — 2.28)



<‘ Trastuzumab duration effect: Q
...... ER negative — concomitant modality

1.00

0,737

Rililhy

0,50 HE =1.10 : 95%CI: (0.73 -1.65}

004

0.25 / \ “/( \

0,00 —{ER neg- Cencemitant T-lim ===~ T-6m 00z \\
T T T T T T
0 12 24 36 48 B0
Maonths
Trastuzumab o R neg - concammant | T-12m ————- T-6m
T-12m 4 380 314 200 a1 1 : . . . .
T-6m 382 357 300 185 944 0 “ 12 M anths 43 &l
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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Conclusion

|
ER and Chemotherapy modalities :
|
|

ER - Sequential (676) :I i I 1.57 (1.08 - 2.28)
|

ER + Seqguential (850) i : 1.25 (0.81 - 1.91)

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

ER + Concomitant (1118) :

I
I
"
IF l 1.23 (0.83 - 1.82)
|
I
I
I
|

All patients (3380) H— 1.28 (1.05 - 1.56)

1 year



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



Conclusioni, mie...



“Further exploration of the data, especially in
selected subgroups is ongoing; further results
will be presented in a couple of months.

The results probably won't give a black and
white answer, and the researchers will probably
need to look at subsets of patients to see who
benefits from six months of treatment and who
should get a full year,” Prof Pivot said.



Appunto, che conclusioni possiamo trarre dallo
Studio Phare ?

Aggiunge qualcosa, o modifica, o rinforza lo
standard attuale di trattamento ?

Possiamo utilizzare, e se si come, | dati per
sottogruppi (ancorche pre-pianificati)?

O, piu semplicemente, continuiamo a ritenere
che 1 anno di trattamento sia comunque ed

Indipendentemente dai sottogruppi, lo standard
di trattamento ?



ADJUVANT TRASTUZUMAB

< lYear =

6 Months -:.__-y IJ\ <= 2 Years

"?

<t 2>

ONE YEAR ADJUVANT TRASTUZUMAB
REMAINS STANDARD



La parola al Metodologo....
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Primary endpoint scenarii
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Primary endpoint scenarii
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C | el PHARE trial
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|
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[ Seleziona il principio attivo

Studi di non inferiorita e di equivalenza: limiti e ambiguita

istrazione L’'incertezza del trattamento come fondamento del trial
Irezza jione clinica randomizzata e controllata (Randomized Controlled Trial, RC ainente accettata come gold
=ioni standard della ricerca MCOT, pr— : _— dle se essi si equivalgane oppure se uno dei due

- . i risulti migliore. |
0Ziazione e rimborsabilita g

sumi e spesa farmaceutica e attivita HTA Mel progettare qualsiasi frial clinico non si pud prescindere da un principio etico e scientifico fondamentale: il “principio di

rmazione scientifica incertezza". Infatti uno studio clinico & giustificato unicamente se il paziente e il medico sono incerti circa il trattamento da
rimentazione e ricerca adottare tra quelli disponibili. In questa condizione il trial consente di superare l'incertezza e rappresenta il modo migliore per
scegliere il trattamento per il paziente. Peraliro, nell'incertezza il trial rappresenta anche l'unico moedo eticamente corretto di
trattare il paziente: somministrare il frattamento sperimentale senza controllarne I'efficacia ignificherebbe esporre il paziente a un
potenziale rischio ancora non noto; viceversa decidere di non intraprendere il nuovo trattamento significherebbe negare al
tro studi paziente un potenziale beneficio clinico. Affinché il *principio di incertezza” sia realmente rispettato si devono verificare

naci contraffatti contemporaneamente due condizioni: che limpiego del nuovo intervento sia eticamente giustificato e che la scelta del
trattamento di confronto sia appropriata.

Il processo di pianificazione di un frial clinico comincia con il riconoscimento e la definizione delle “incertezze” circa il valore
relativo dei trattamenti da testare, |a traduzione delle “incertezze” in ipotesi di ricerca e la formulazione del testo
ninistrazione Aperta dellinformazione destinata al paziente.

porti internazionali
ri amministrativi

pie avanzate

sparenza, valutazione e merito

| tipi di studio

| tipi di studio A seconda del disegno pianificato si parla di studi di superiorita, di non inferiorita e di equivalenza. Scopo di uno
studio di superiorita & dimostrare che il nuovo trattamento sia superiore a quello di confronto, attraverso la formulazione di due
ipotesi: lpotesi nulla della non differenza tra i due interventi testati, e quella alternativa di superiorita del nuovo frattamento.
Mella formulazionedelle due ipotesi viene stabilita una differenza (D) tra i due interventi, rilevante dal punto di vista clinico, che,
se dimostrata, implica la superiorita del nuovo trattamento. Obiettive degli studi di non inferiorita & quello di dimostrare che un
nuovo trattamento non sia peggiore rispetto a guello di confronto, stabilendo a priori una differenza limite (-D - @), che =i possa
considerare imilevante dal punto di vista clinico, che permetia di considerare il nuovo intervento non inferiore rispetto a quello di
confronto.

Analogamente, attraverso uno studio di equivalenza si vuole verificare se i due interventi indagati presentino lo stesso profilo di
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