con il Patrocinio dell’Associazione Italiona di Oncologio Medico A 11

Progetio CANOA

CARCINOMA
MAMMARIO:

QUALI NOVITA PER IL 2013?

“Soper leggere” uno studio clinico per migliorare lo protica clinico

Conrdimotori scientifici:

Stefanio Gor
Giovomni L. Pappogalla

Comitate Schentifico:

Emilie Brin
Mossimao Di Maia

Jumnifer Foglieta
Alessia Lavogg

Negraor - Verona 22-23 marzo 2013
Ospedale Socro Cuore - Don Calobria

QUANTO LA SELEZIONE
DELLE PAZIENTI E LA
SCELTA DELL’ENDPOINT
PRIMARIO POSSONO
INFLUENZARE I
RISULTATI?

Lo studio Cerebel

Alessandra Fabi

Oncologia Medica A

IRE 2 ISG

TITUTO NAZIO I ISTITL
RI( 1\\1 11\\ S\\(,\Ill( ANO

ISTITUTI DI RICOVERO E CU CARATTE CIENTIFICO




Giudice
(impatto sul
clinicalpractice)

Persona informata
sul fatta




CEREBEL (EGF111438): An open-label randomised
Phase Il study comparing the incidence of CNS
metastases in patients with HER2+ metastatic breast
cancer, treated with lapatinib plus capecitabine versus
trastuzumab plus capecitabine

Xavier Pivot!, Bogdan Zurawski2, Rozenn Allerton?, Alessandra Fabi?,
Eva Ciruelos®, Roma Parikh®, Michelle DeSilvio’, Sergio Santillana’,
Ramona Swaby’ and Vladimir Semiglazov®

EudraCT number: 2008-000673-38
ClinicalTrials.gov Identifier: NCT00820222

ICHU - Hapital Jean Minjoz, Besangon, France; Centrum Onkologii im. prof. L. Lukaszczyka, Bydgoszcz, Poland; ¥ The Royal
Wolverhampton Hospitals NHS Trust, Wolverhampton, United Kingdom; *Instituto Nazionali Tumori Regina Elena, Roma, ltaly;
*Hospital Universitario 12 de Octubre, Madrid, Spain; %GlaxoSmithKline, Uxbridge, United Kingdom; "GlaxoSmithKline,
Collegeville, PA, USA; *Petrov Research Institute of Oncology, 5t. Petersburg, Russian Federation



ARRUOLAMENTO

Q% 59 B “s!
:
Russia ‘ Polonia UK - 64

Italia

ARRUOLAMENTO ITALIANO Andamento dell’arruolamento

Centri
Fabi
Martoni
Bidoli

Gori .
Puglisi -

Ravaioli .
Giardina

Amadori 5
Brandes

Barni 5
Falcone |

Ferro

TOTALE ,_n'_

B Seriesl

|—
]_
!

-!—

— i a

a|:|r-ll

dec 2010 I__
jun 2011

aug 2011 je—

dec 2009
jun ..'-l{JlI}
dec 2011




ARRUOLAMENTO

’ 1
ARRUOLAMENTO ITALIANO Andamento dell’arruolamento

Hll il |-

[ B = R = R = = e = T T B




Background

* Lapatinib and capecitabine

— |s approved for the treatment of patients with HER2+ MBC who have

progressed on prior trastuzumab therapy in the metastatic setting
(Geyer et al 2006; Cameron et al 2008)

* Trastuzumab and capecitabine
— Clinical activity in patients with HER2+ MBC (Von Minckwitz et al 2009)

* CNS metastases constitute a major clinical concern in 28—43%
of trastuzumab-treated HER2+ MBC patients
(Bendell et al 2003; Clayton et al 2004)

— Lapatinib and capecitabine demonstrated a lower incidence of CNS
metastases

(Cameron et al 2008)
— EMA requested a confirmatory study

Geyer CE, et al. N Engl ] Med 2006;355:2733-43; Cameron D, et al. Breast Cancer Res Treat 2008;112:533-43; Von Minckwitz G,
et al. ] Clin Oncol 2009;27:1999-2006; Bendell JC, et al. Cancer 2003;97:2972-7; Clayton Al, et al. Br ) Cancer 2004;91:639-43




Study objectives

* Primary Objective

Incidence of CNS as site of first relapse

* Secondary Objectives
PFS (time from randomisation to progression and/or death)

0S

ORR, CBR

Time to first CNS progression

Incidence of CNS progressions at any time

Safety
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Milestones.......and the dates

JAdditional approved granted for lapatinib/capecitabine in
EU: June 2008

ICerebel was a specific Obligation measure required by CHMP

0 The study enrolled the first patient on 14 April 2009.

0 Based upon recommendations of the CEREBEL IDMC
(convened on 6 June 2012), following analysis of the interim
safety and efficacy data of 475 randomised patients, the study
was terminated on 11 June 2012 (final analysis 540 pts).



Anotherpoint....

The protocol was subsequently amended to include
an independent review of baseline and on-study CNS
MRI scans to both confirm eligibility as well as
recurrence, because 39 of the first 199 accrued
patients showed abnormalities on their baseline MRI
that could not be adjudicated.




Study design

KEU’ eligibility
HER2+ MBC* R Phase lll Planned N=650
* Prior anthracyclines A
or taxanes Lapatinib 1250 mg/day
- Anyline th N g *
ny iine therapy D Capecitabine 2000 mg/m?/day, days 1-14 q21 days
* No CNS metastases**
* Evaluable systemic dx O
M
Trastuzumab 6 21
Stratification | L
* Prior trastuzumah s CEFE{:TEI‘T"E 2500 nﬂm’fda?, da'fs 1-14 q11 dﬂ""ﬁ
— Y&s Vs no E
* Prior MBC tx D
- 0vs>1

*FISH+/IHC 3+
**No CNS metastases at baseline confirmed by independently reviewed MRI scan
Pivot et al, SABCS 2011 : 20% failure at screening with MRI




Statistical design

* 650 subjects were required to detect an absolute decrease
in the incidence of CNS as site of 1st relapse of 8%

— Assuming an incidence of 20% CNS metastases in the
trastuzumab + capecitabine arm, and

— Resulting in an incidence of 12% CNS metastases in the
lapatinib + capecitabine arm

— Provide 80% power with a 2-sided a=0.05

* Incidence of CNS based on adjusted odds ratio estimate from
the logistic regression model

* CNS metastasis incidence assumptions based on'unscreened
patient population



Results: patient demographics and tumour

characteristics
Lapatinib + capecitabine Trastuzumab + capecitabine
(N=271) (N=269)

Age in years, median (range) 53 (27-83) 56 (31-79)
ECOG status at baseline, n (%)

n 269 266

01 260 (96) 261 (98)

2 9(3) 5(2)
Race, n (%)

Caucasian/White 266 (98) 261 (97)
HER2 status, n(%)

IHC 3+ only 235 (87) 223 (83)

FISH+ 62 (23) 63 (23)
Oestrogen receptor status, n{%)

ER+ 133 (49) 122 (45)

ER- 135 (50) 144 (54)

Unknown 3(1) 3(1)
Progesterone receptor status, n(%)

PR+ 98 (36) 80 (30)

PR- 158 (58) 173 (64)

Unknown 15(6) 16 (6)




Results: patient demographics and tumour

characteristics
Lapatinib + Trastuzumab +
capecitabine capecitabine
(N=271) (N=269)
Stage IV at initial diagnosis 52 (19) 44 (16)
Visceral disease, n{%) 173 (64) 164 (61)
# of Involved sites
>3 77 (28) 78 (29)
<3 194 (72) 191 (71)
Patients who have received
prior trastuzumab, n (%) 167 (62) 159 (59)
Adjuvant 81 (30) 70 (26)
Metastatic 96 (35) 93 (35)




Exposure to study treatment

Lapatinib + capecitabine Trastuzumab + capecitabine
(N=269) (N=267)
Lapatinib Capecitabine Trastuzumab Capecitabine
1250 mg daily 2000 mg/m? q3 weekly* 2500 mg/m?
Daily dose (mg), 1250 1336 8.0 cycles 1630
median (range) (678-1427) (691-2120) (1-40) (698-2500)
Patients with dose
reductions, n (%) 29 (11) 113 (42) 120 (45)
Number of dose
reductions, n (%)
0 240 (89) 156 (58) 147 (55)
1 27 (10) 70 (26) 71 (27)
2 1 (<1) 37 (14) 32 (12)
3 or more 1 (<1) 6(2) 17 (6)
Patients with dose
interruptions, n (%) 111 (41) 180 (67) 109 (41) 204 (76)

*No dose reductions for trastuzumab were permitted per protocol




Overview of safety profile

Lapatinib + Trastuzumab
capecitabine + capecitabine

(N=269) (N=267)
All AEs, n (%) 245 (91) 245 (92)
Serious AEs, n (%) 34 (13) 45 (17)
Fatal AEs, n (%) 4(1) 1(<1)

AEs leading to study treatment discontinuation, n (%) 29 (11) 35 (13)




Key AEs by maximum toxicity grade

AE, n (%) Lapatinib + capecitabine Trastuzumab + capecitabine
(N=269) (N=267)

Gradel Grade2 Grade3 Graded4 |Gradel Grade2 Grade3 Graded
Neutropenia 4(1)  24(9) 7(3) 2(<1) 3(1) 25(9) 11(4)  4(1)
Febrile neutropenia - - 0 0 - - 0 0
Anaemia 3(1) 12(4)  3(1) 0 3(1) 18 (7) 4(1) 0
PPE 60(22) 47(17) 25(9) 0 56(21) 58(21) = 40(15)  1(<1)
Diarrhoea 67(25) 38(14) 16(6) 0 51(18) 33(12) 21(8) 0
Rash 46(17) 9(3) 4(1) 0 13 (5) 5(2) 1(<1) 0
Stomatitis 11(4)  4(1)  1(<1) 0 9(3) 10(4)  4(1) 0
ALT 13(5) 17(6) 3(1) 0 9(3) 18 (7) 6(2) 0
Hyperbilirubinemia 4(1) 24(9) 4(1) 0 4(1) 15 (6) 3(1) 0
Vomiting 18(7) 11(4)  4(1) 0 15 (6) 6(2) 3(1) 0
Cardiac* (1) 1(<1) 0 0 1(<1) 3 (1) 2 (<1) 0

PPE, palmar-plantar erythrodysaesthesia syndrome; *cardiac refers to all LV dysfunction, EF decrease,
and/or ventricular dysfunction




Primary endpoint: CNS endpoints (modified ITT)

Lapatinib +

capecitabine

(N=251)

Trastuzumab +
capecitabine

(N=250)

OR (95% Cl) p-value

Primary endpoint: CNS endpoints (modified ITT)

median (range)

Lapatinib + Trastuzumab + OR (95% Cl) p-value
capecitabine capecitabine
(N=251) (N=250)
CNS as first site of relapse, n (%) 8 (3) 12 (5) 0.65 0.360
(0.26, 1.63)

Incidence of CN5S progression 17 (7) 15 (6) 1.14 0.8646
at any time, n (%) (0.52, 2.51)
Time to first CN5S progression, 5.7 (2-17) 4.4 (2-27) -




Investigator-assessed PFS (ITT population)
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OS (ITT population)

100 .,.........--._---1.__,___““1_”- —— Lap + Cap
"._h_‘“ senens Tras + cap
80 - e,
£ 60- g
g
’E Lap+Cap | Tras+Cap SRR .
s 40- (N=271) (N=269) ;
o Events, n (%) 70 (26) 58 (22) :
20 | | Median 05, manths 22.7 27.3 S
Hazard ratio (95% Cl) 1.34 (0.95 -1.90)
Stratified log-rank p-value 0.095
n ] | | ] L| L ] L}
0 5 10 15 20 25 30 35 40
Time from randomisation (months)
Subjects at risk
Lap + Cap 271 194 129 79 48 27 7

Tras+Cap 269 207 140 97 61 29 6 1



Response efficacy (ITT population)

Lapatinib + capecitabine Trastuzumab + capecitabine

(N=271) (N=269)
ORR, n (%) 73 (27) 85 (32)
CR, n (%) 8(3) 12 (4)
PR, n (%) 65 (24) 73 (27)
SD, n (%) 97 (36) 104 (39)
SD >24weeks, n (%) 39 (14) 33(12)
CBR, n (%) 112 (41) 118 (44)

PD as best response, n (%) 49 (18) 38 (14)




PFS and OS in patients with prior trastuzumab

treatment (ITT)

Investigator-assessed PFS 0s
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PFS and OS in patients with no prior

trastuzumab treatment (ITT)

Investigator-assessed PFS 0s
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PFS and OS in patients with 21 line of previous metastatic
therapy (ITT)
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Alive without progression (%)

PFS and OS in patients with no previous metastatic therapy
(ITT)
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Conclusions (1)

* Inconclusive for primary endpoint (CNS as first site of relapse)

— There was a low incidence of brain metastases as the first site of
progression in both arms

— These are the first prospective data in subjects with HER2-positive MBC
showing an approximate 20% incidence of asymptomatic brain metastases
(Pivot et al 2011)

* Inthe ITT population, PFS was longer for those who received
trastuzumab plus capecitabine

* In the trastuzumab naive group, trastuzumab plus capecitabine
had superior efficacy

* |nthe group previously treated by trastuzumab no superiority
was observed

Pivot X, et al. San Antonio Breast Cancer Symposium 2011




Conclusions (2)

* Lapatinib in combination with capecitabine is indicated for use
after progression of disease on a prior trastuzumab containing
regimen in the metastatic setting

* The safety profile of lapatinib + capecitabine was consistent
with the registration study EGF100151 and the established

safety profile

— The incidence of AEs, SAEs and AEs leading to discontinuation was low
and similar between treatment arms

* Proactive diarrhoea management is important for tolerability
and quality of life
— 6% Grade 3/4 lapatinib + capecitabine
— 8% Grade 3/4 trastuzumab + capecitabine
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