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Kapkivoc MaoTou

zuyvornta 1:10 - 1 :14 yuvaikeg
KAnpovopikoG 5% yovidia BRCA1
BRCA2

OikoyevinG 20% ayvwoTra yovioia
ouUVUNapyouv kal aAAa veonAaopara

Kdl O€ APPEVEG
(n.x. Ca n. EVTEpPOU)

2nopaodiKoc 75%



Kapkivoc MaoTou
MpoAnwn I

"‘EAeyxoc Bapouc (\ Beppidec), aocknon,
aAKOOA

AlaTpo®n — eAaioAado, pikpn nAikia 1n1s
KUnong, AvricuAAnnTika, 6nAacpoc
(npo@UAA&n peXPI Ta 50)

HAikia >60, MacTtoypa®ia vs ynAapnoneg
MaoTtou

2TIG yuvaikeg pe BRCA1, BRCA2

MRI MaoTtou. H aocknon o< Hikpn nAikia
HEIOVEI TV REPATOTNTA TOU YOVIOIOU



Kapkivoc MaoTou
MpoAnwn I1

BRCA1: MO6avoTnTa yia Ca MaocTtou 50-80% Zuvunapén pe Ca
®woBNnknc 40%

BRCA2: M6avornTa yia Ca Maoctou 40-70% 2uvunapén pe Ca
®woBNnknc 20%

Mpo@UAAKTIKN HaoTEKTOHN VS MapakoAouBnon eni 105 pe (+)
yovidla JHE HAOTEKTOHN NPoPUAakKTIKa 2% Ca MaoTou vs
49% eni 378 aoB. P (+) yovidia ka1 napakoAoubnon os
6£Tn O1apKEIa (3 Clin Oncol 2004)

[Nlapado&o evw o1 Oykol £ni (+) yoviOoiwV Eival AHETANAACTO!I 1N
OPHOVOEEAPTWHEVOI, N NPOPUAUKTIKIN WOBNKEKTOMN HEIWVEI
T0 Ca MaoTou oT1o 50% kal (puoikad 1o Ca woBnKnc oto 95%




NMPOAHWH ZTON KAPKINO
TOY MAZTOY

Mpo@UAAKTIKN HAOTEKTOUN
1) Z€ YUVAIKECG PE OIKOYEVEIAKO IOTOPIKO

peiwon kata 90% (8inénTixou Ca)

oAIkn kaAAiTepn ano unodopia MacTEKTOMN
2) 5 BRCA1 ) BRCA2 i} HAGTEKTOMIN

NapaTteivel Tnv emifioon yia 5 €Tn

3) Enaypinvnon (20-25 eTov), TapoEIPEvN;
(BRCA2)



NMPOAHWH ZTON KAPKINO
TOY MAZTOY
Xnueionpo@UAa&n

1) Tauo&i®évn 20q vs Placebo (NSABP-P1)
13.400 yuvaikec TUYAIONOINUEVN LUEAETN

a) >60 eTov B) 35-59 ETOV PE OXETIKO KivOUVO
v) AoBiaxo Ca in situ

AnoteAécuara Tauofipevng vs Placebo

Kivouvog 3.4/1000 vs 6.8/1000

AinéGnTiko Ca 89 aoBeveic vs 175 aoh.

Meiwon o€ 0ppHOVOEEAPTOHEVOUG OYKOUG kaTa 69%
Meiwon unoTtponng 47% Meiwon Ovnrornrag 26%



NMPOAHWH 2TON KAPKINO
TOY MAZTOY

Tauo&ipevn (NSABP-P1)

aAAa: Euvoika anoTeAEouara
a) Meiwon OoTIKWV KATAYHATWV

B) Meiwon kapdIayyEIaK®V ENEICODIWV;
MNapevEPYEIEC

a) OpopBosuBoAika,

B) Ca evdounTpiou 2.5 @opEC

Y) QYYEIOKIVNTIKEC S1ATAPAXEC




NMPOAHWH 2TON KAPKINO
TOY MAZTOY

PaAofipévn Evista®
MORE (Multiple Outcomes of Raloxifene Evaluation)

7.700 yuvaikeg diapeon nAikia 66.5 eToOV HE 00TEONOPWON
a) Palo&ipévn 60g B) PaAofipevn 120g y) Placebo

Meiwon oppovoeEapTnuévou Ca MaoTou

Kata 90% - Z& peraavaiuon

EM 10.553 a00. Meinon kapkivov

1.3/1000 vs 4.7/1000 Placebo

4 €T napakoAoubnong



NMPOAHWH ZTON KAPKINO
TOY MAZTOY

MovTéAa Gail, Claus

1) ®uAn 2) Zuyyeveic npwTou Babuou

3) HAikia yévvnong np@wTou naidiov

4) Biowiec oTov paoTo, 5) HAIkia evaping
nePIOdou



NMPOAHWH ZTON KAPKINO
TOY MAZTOY

Zupnepaopara

1) Tauotipévn o vwnAol KIviivou
Yuvaikeg (U€ npoooys) yia Tig
NApPEVEPYEIEG)

2) Palofipévn pali pe TNV 0OTEONOP@OT)
HEIDVE] TOV OpUOVOEEaPTNUEVO KaPKivo
MaoTou




Kapkivoc MaoTou

ACOEVEIG HE UNEPEKPPACT) OYKOYOVIOIoU
HER/2 New (25-30%)

Auopevng lMNpoyvwon ANETANAACTO!l PN
OPHOVOEEAPTWHEVOI CUXVEG UNOTPONEC.
AVOEKTIKOI OYKOI OTOUG GAKUAIOUVTEG
napayovteg (n.x. CMF)

2€ NPOYXWPNHEVI VOGO ZUVOUAOHOGC XNHEIO +
Herceptin® oAU kaAn avranokpion,
peEyaAuTeEpn enifinon ano 1iG HER /2
APVNTIKEG




The rationale for early testing for
HERZ2-positive breast cancer

HERZ2-positive breast cancer is an aggressive
form of the disease characterised by early
progression and poor prognosis

— recognised in guidelines as an

Independent risk factor

Up to 25% of women with EBC have
HER?2-positive disease

Early testing and targeting off HER2-positive

breast cancer with Herceptin® maximises the -
opportunity. te Impact faveurably the course of this . sy "
aggressive disease N LA TR




Herceptin® consistently reduces
the risk of death by one-third

HERA CTx—>H 1 year —{— 2
B-31/ N9831 AC—»PH —— 3
BCIRG 006 AC—-DH —L! i 3
BCIRG 006 DCarboH I (] i 3
1 1
0 Favours 1 Favours no 2
Herceptin® Herceptin®

Hazard ratio

[ Size of square represents sample size; horizontal bars indicate 95% confidence intervals
H, Herceptin®; AC, doxorubicin, cyclophosphamide; P, paclitaxel;
D, docetaxel; Carbo, carboplatin

Perez et al 2007;
Slamon et al 2006; Smith et al 2007



Herceptin® benefits outweigh
the risk of cardiac events (HERA)

» Plateau of cardiac events after 1 year

« Cardiac events largely manageable (80% of patients with severe CHF
were asymptomatic at last scheduled clinic visit)



Neoadjuvant Herceptin® significantly
Improves pCR rates in the NOAH trial

PCR 90 | _
(%) o B Without Herceptin®

M with Herceptin®

70

p=0.004

60
50 p=0.002
40
30
20

0

HER2 positive HER2 negative HER2 positive HER2 negative
(n=228) (n=99) (n=62) (n=14)

Baselga et al 2007; Gianni et al 2007



Conclusions

Guidelines recommend Herceptin® as the
foundation of care for patients with HER2-
positive breast cancer

1-year adjuvant Herceptin® extends patients’
lives; reduces risk of death by one-third

Benefit of Herceptin® has been observed in
all subgroups analysea

Large benefit of Herceptin® treatment
outweighs the risk of cardiac events, which
are largely reversible and manageable




Kapkivoc MaoTou - Ogpanesia
MaoTekTOMNN NAVTA;

Mepikn apaipeon MaoTou + Xnueio +
AxTivoOepaneia: 'Ido1a emBiwon HE TN
HAOTEKTOHN

Tonika npoYwpnuevn vooocg Mponyeitai n
Xnueio0epansia Avranokpion 60-90%
lNMAnpng e€Eagavion TnG padac 15-20%
(MpoyvmoTIKOC Napayovrtac)

[IpoeyxeipnTikN XNUEIOOEPANEIQ OE
XEIPOUPYNOIHO OYKO > YNOOTAdIONOoINGH =
30%0 NEPICOOTEPEG ENEPPATEIC
HE d1aTNPNON HACTOU




Kapkivoc MaoTou
Tonika NPoXwWPnHEVI VOOOC

AcOsveic pe Oykoyovidio HER-2

1) Taxotere + Carboplatin + Herceptin:
avranokpion 82% HE NANPN AVTANOKPIoN
(C.R.) 37%

2) Taxotere + Cisplatin + Herceptin:

avranokpion >85% [MaBoAoyoavaTopikn
(C.R.) 27%



Kapkivoc MaoTou
ZUUNAnpwUATIKN XnUeloBepaneia

EnIBAAAETAl OE NPOKANUAKTNPIAKEG YUVAIKEC
MOU E£XOUV: HEYAAO OYKO £ BOETIKOUG
HaoxaAiaiouc AEHPADEVEG £ apvnTIKOUG
OPHOVIKOUG UNOOOXEIG.

EqpapHoleTal KAl O€ HETAKANHAKTNPIAKEG
VUVAIKEC HE OYKOUG APVNTIKOUG OE
OIOTPOYOVIKOUG Il MPOYECTEPOVIKOUG
UNOOOYXEIC



Kapkivoc MaoTou
ZUHNAnpwHAaTikn Ospansia

XnueioBepansia Msiwon Msiwon
unoTponwy | Bavarwv

MoAuxnueioBepansia 23,5% 15,3%

18.788 acO.

CME 249%0 1490

AAAa oxnuara 25% 17%0




Adjuvant Drug Therapy: Percentage Reduc-
tion in the Annual Odds of Either Recurrence or Death (from

Any Cause)

cm——

Reduction in Reduction

Annual Odds  in Annual
Patient of Recurrence  Odds of
Age () Therapy (%) Death (%)

<50 Tamoxifen X 5y vs. no 45 + 8 32 +10
therapy

50-59 Tamoxifen X 5y vs. no 11+8
therapy

60-69 Tamoxifen X 5y vs. no
therapy

<40 Polychemotherapy vs.
none

40-49 Polychemotherapy vs.
none

50-59 Polychemotherapy vs.
none

60-69 Polychemotherapy vs.
none

(Adapted from refs. 110 and 619.)




Effect of Age on Outcome with
Adjuvant Chemotherapy

Reduction in Annual Reduction in Annual

Age (y) Odds of Recurrence (%) Odds of Death (%)

<40

40-49
50-59
60-69

(Adapted from ref. 619.)




Metaanalysis of the Effects of Ovarian Ablation

Reduction in Reduction in
Annual Odds of  Annual Odds
Group Recurrence (%)  of Death (%)

Ovarian ablation vs. no adju- 25 17
vant therapy (age <50)

Ovarian ablation + chemo- 10+ 9
therapy vs. chemotherapy

(Adapted from ref. 634.)




Kapkivoc MaocTou
ZUuunAnpwpaTikn XnUeEloBepaneia

Newtepa dsdopeva I

O1 avOpakukAiveg (Adriamycin, Epirubicin)
gival OpaocTIKOTEPEG TOU CUVOUAOHOU
Methotrexate — Endoxan — 5Fu (CMF) os
NPOXWPNHEVH VOOO YI'aUTO Kal anoTEAOUV
opada eAgyyou (control arm) yia
OUYKPITIKEG HEAETEG

H xnNHEI0OEPpANEIa OTIG VEEC YUVAIKEG EIVal
OpPAOCTIKI] WG KUTTAPOTOEIKN aAAd KAl AOyw
TNG OPACGEWG TNG OTIC WOBNKEG (XNUIKN
®WOoBnKEKTOMN)




Kapkivoc MaocTou
ZUuunAnpwpaTikn XnUeEloBepaneia

Newtepa dsdopeva I1

H sicaywyn Tov Taéavwv oTnV CUNNANPWHATIKN
(adjuvant) Xnpueio0epansia BEATIOOE Ta
anoTeAEopara

1) FAC (5Fu — Adriamycin — Cyclophosphamide) vs
TAC (Docetaxel (Taxotere® — Adriamycin —
Cyclophosphamide)

TAC: - Meiwon unoTponwv 28%
- Meiwon 6avatwv 30%

2) Adriamycin + Cyclophosphamide (AC) vs
AC akoAouBoupevo ano Taxol (AC+T)

AC+T: av&énon Tou d1aGTIHATOC XWPIC UNOTPOIN




Kapkivoc MaoTou
NewTepa dsdopEVQ

e Apwparaon ‘EvCUHO Nou HETATPENEI
OTEPIVOEIOEIC OPHOVEG (N.X. avOpoyova)
OE 010TPOYOVd OTO AINOC oTa ENIVEPPIOIa
OTO VEONMAAOHATIKO KUTTAPO

o O1 avaoTOAEIG TOU EVIUHOU pWHATAOCT)
(Arimidex® Femara® Aromasin®).
110 OpUOCTIKEG OE CUYKPION
HE TNV Tapogipaivh € NPOXWPNHEVO
Ca MaoTou



Kapkivoc MaocTou
NewTepa Aedopeva

ZUUNANpwUAartikn oppovoBepansia I

MeAeTrn ATAC (Arimidex + Tamoxifen vs
Combination)

BEATI®WON OTO JIACTHHA XWPIG UNOTPOMNN
(DFS) 2% oTnv 3£T1i0 GTO GUVOUAOHO Kdal
HEIWON THG EHPAVIONG VEOU KaPKIVOU GTOV
aAAo paoTo kata 58%



Kapkivoc MaoTou
NewTepa AsOopEVQ

ZuunAnpwparikn oppovoBfepansia 11

MeAETn MA BIG-1-97

Meta 5eT1n xopnynon Tamoxifen:

- Femara vs Placebo > BeAtioon

- (DFS) 6% o1a 4 £TN Kal HEIWON ENPAVIONG

VEOU Kapkivou kata 50% ota 4 €11 PE TO
Femara (NEJM 2003)




Kapkivoc MaoTou
NewTepa AsOopEVQ

2uunAnpwuarikn OppovoOepaneia IT1

MeAETn Exemestane

Xopnynon Tamoxifen X2-3 £1n ka1 GUVEXION
pe Tamoxifen n Aromasin® X2-3 £1n

BeAtioon DFS 4,7% ota 3 £Tn Kal HEIOON
EHPAVIONG VEOU KAPKIVOU HAOOTOU KAaTd
56% oTnv opada Aromasin (NEJM 2004)




Kapkivoc MaocTou
Oepansia

NewTEpa pappaka

Ta&avec: - Taxol® - Taxotere®
Vinorelbine Navelbine®
Gemcitabine Gemzar®
Capecitabine Xeloda®
Transtuzumab Herceptine®



Kapkivoc MaocTou
Oepansia
[MpoXWPNLEVN VOGOG
OpLOVOEEAPTWLIEVOC KAPKIVOG
EvTonion paAaka Hopia — ooTd

MeyaAngG nAikiag yuvaikec — Makpa eniiwon
— kaAn noioTnTa {WNG HE OPHOVIKOUG
XEIPICHOUG + AIpWoPWVIKAa AAaTd nou
npokaAouv block oro cuoeTnpa
OOTEOKAQOTMWV OOTEOPBAACTWV = BEATIOON
HETACGTATIKNG VOOOU OTa 00Td (AIlYOTEPEC
enINAOKEC) (Zometa®)




Kapkivoc MaocTou
MpoxwpnHEVN VOOOC

2NAAYXVIKEG EVIONIOEIG

XnueioBspaneia

FEC Ta&avec, VEWTEPOI CUVOUUCHOI

Alay. emiBioon ~2 €1

Eni HER/2(+) oykwv n npoodnkn Herceptin®
au&avel TV avTanokpion kKal TV eniBiwon.

2ToxeUpEVN Bepaneia (Target) NewTeEpa (pappaka
HOVOKAWVIKA I OUCIEG MOU MMAOKAPOUV Ta EVUHG
(KIVaoEG TUPOGIVNG) TO HEAAOV TNHG OYKOAoyiag



NMpoodoc oTnv Bepansia
NPOXWPNHEVNC VOGOU
Tonika NPOXWPNHEVN VOOOC

1. H nposyxsipnTikn XnMHeEIOBepaneia €ival MNOAU
AnoTEAEOHATIKN AOY®W KAANG dAIHATWONG TOU
OYKOU.

2. O KGAUTEPOG MPOYVMWOTIKOG MApAyovrag €ivai n
naboAoyoavatopiky nAnpnc €&agavion Tou
OYKOU.



O ouvduaopoc AvBpakukAivne + Herceptin
NPENEI va AnoPeUYETAl WC KaAPOIOTOEIKOG
EVW HE aAAa pappaka n.X. Taxotere®,
Navelbine® €ival GUVEPYIOTIKOG XWPIG
TOEIKOTNTA.



Bevacizumab (AVASTIN®)

orov. Kapkivo Tou MaoTou



Kupiapyn kai cuvexng napoucia Tou VEGF og oAa Ta
oT1adia TnG vooou, EI01IKOTEPA CNHAVTIKOG OTA NP®IHA.

Mpwipo Evepyog 6ykog Aognon  Ayyeiokn S1Rénon Dormant Makpivi
B MIKpO- o
oTadio BT METAOTAON
Avascular Angiogenic Vascularised (Tumour cel (Seeding in E——
tumour switch tumour intravasation) distant organs) angiogenesis)

G

|
: 4 . b
» W= 7 h
~ \ L «
pgRe” i - 2

21ad10 oTta otroia o VEGF 1raifel poAo otnv veoayyeioyéveon?

=
o

» VEGF " eror

+~bFGF
—TGFR-1
+TGFiR-1 + PLGE

—PLGF ~ PD-ECGF

FELLECEE —+ Pleiotrophin

ACEnon Touv SykKou

60% TwvV yuvaikwv Je Kapkivo paoTtou ekppdalouv povo tov VEGF ota rpwipa oTddia Tng vooou?

Adapted from 1.Poon RT, et al. J Clin Oncol 2001;19:1207-25
2 DeVita 7th edition



To Avastin® (bevacizumab) gival o npmToc Kkai
povadikoc avri-VEGF napayovrac pe
anodedeIyUEVO OPEAOC OE OIAPOPETIKA

veonAaouara

e AVaouUVvOUOOMNEVO avOpwnivo

HOVOKAWVIKO
avTi-VEGF avricwua

— 939 avBpwnivo, 7% ano NOoVTiKI
o MEeI@WVEI THV AVOCOYOVIKOTNTA

— AvayvmpiCel OAEG TIG YVWOTEG
IcopopPPEG TOUu VEGF-A
— Xpovog nUiosiac (wneG 17-21 nUEPEG

-

-

Growth
Proliferation
Migration

-~ Survival



To Avastin® anoguUpovTag Tov KEVTPIKO diapecoAaBnTr
NG ayyeioyeveonc VEGFE neTuyaivel AuEcA Kal GUVEXT)
KAIVIKG adNOTEAECHATA

Aueoa atroteAéoparta 2.UVEXN atToTeEAEouaTa

€ O :vnocupsgravooTuiripxaVTOS QAmMﬁﬁ@@ﬁb@Umﬁﬁ‘gTou VEGF
ayyEIakoU SIKTUOU Tou dykou'™ YERYPPEELRE@BINEOBY I

3-4

e ermemWQP@Unﬁp|pou ayyelakou OIKTUOU
XN HeNpBEQROIEISIE IR THKOYKOU “*°

s

1. Willet et, al. Nat Med 2004; 2. Baluk, et al. Curr Opin Genet Dev 2005; 3. Inai, et al. Am J Pathol 2004;
4. Gerber, et al. Cancer Res 2005; 5. Jain, et al. Science 2005



KAIVIKEG HEAETEC TOU
AVASTIN® oT10 HETAOCTATIKO
KAPKIVO HAOTOU



E2100 (perérn éykpiong EMEA

2007)

H peyaAuTtepn peEAETn daong II1 pe
avTi-VEGF Oepansia otnv NnpmTh
VYPAHUMN TOU HETAOTATIKOU Kapkivou
ToUu MaoTou

KD Miller, M Wang, J Gralow, M Dickler, MA Cobleigh, EA Perez, TN
Shenkier, NE Davidson



E2100 study design:
paclitaxel + /- AVASTIN®

Previously
untreated locally
recurrent or mBC
(n=722)

\_

N

Paclitaxel:
90mg/m? qw for 3 weeks of a
4-week cycle

4

Paclitaxel
(n=354)

Treat to disease
progression*

-

\_

Paclitaxel +
AVASTIN
10mg/kg every
2 weeks
(n=368)

~

=) Treat to disease
progression

v

e Primary endpoint: progression-free survival
e Other endpoints: overall response rate, overall survival, quality of

life

Miller, et al. SABCS 2005



Bevacizumab + paclitaxel (E2100): 2xPFS

benefit
confirmed by Independent Review Facility (IRF)

PFS by PFS by

1.0 e investigator IRF*

" Paclitaxel (n=354) —

0.8 Bevacizumab + paclitaxel (n=368) —

. 1 HR=0.42 HR=0.48
€ 0.6-
L 0.4
al

0.2

0.0 s L : E—— : .|
0 6 12 18 24 30 36
Months

*Scans available for 90% of patients

Data on file submitted to CHMP Nov 07



E2100: avranokpigeic (agBeveic pe
LETPNOIUN VOCO)

Investigator

assessment IRF assessment
(n=525) (N=472)
48% °0%

] Bevacizumab + paclitaxel

Paclitaxel

Best response, %

CR + PR CR + PR
p<0.0001 p<0.0001

CR = complete response; PR = partial response Data on file submitted to CHMP Nov 07



OS estimate

E2100: au&non TNC cuvoAIKNC eMIBINoNG
(oTouc 1°vS 30 unvec)

1.0
Bevacizumab + paclitaxel (n=368): median OS 26.5 months
81.4% Paclitaxel (n=354): median OS 24.8 months
08 |~~~ T T T TN
74.0% HR=0.869 (95% CI 0.722, 1.046)
06 | pP=0.017* Log-rank test: p=0.1374
............... hooioo
............... D o b e
1 50.1%
0.4 ;
1p=0.191* :
! R,
: b
0.2 ' =
; ' e T
’ |
|
*Post-hoc :
0.0 :
0 6 12 18 24 30 36 42 48 54

60

Data on file submitted to CHMP Nov 07



E2100:
guyvornTa eppavionc AE Baduou

Paclitaxel AVASTIN® + Paclitaxel
(n=346) (n=365)

BaBpos voPfapomrag Babpog vofapoTnrag

3 4 3 4 Tipny p
OXETICOpPEVEG KUPIWG pg TNV XNpeioBepatreia
NevpoTTaBEeic 17,1% 0,6% 23% 0,5% 0,05
Komwon 4,6% 0,3% 8,8% 0,3% 0,04
MoAuvon 2,9% 0% 8,8% 0,5% =0,001
OXETICOPEVEG KUPIWS PE TV GVTI-GYYEIOYEVETIKY Bepateia
YTTEPTOON 0% 0% 14,5% 0,3% =0,001
OpoppPoepPfolikd eTraio6dic 0,6% 0,9% 1,6% 0,5% NS*
Movoképaiog 0% 0% 2,2% 0% 0,008
Alplopparyic 0% 0% 0,5% 0% NS®
MpwTeivoupic 0% 0% 2,7% 0,8% =0,001
AiGTpnUn Yoo TpevTepiKol 0% 0% 0,5% 0% NS~
Kapdionyyeiokn oy o pic 0% 0% 0,8% 1,1% 0,02

Avo) :
voAsEITOLpYIGE 0% 0,3% 0,8% 0% NS*
QpIoTEPCG KoIAIag

H oudloy AE BoBpod =3 qrov vmoypewTikl pévo oto okéhog Tou auvivaopol Koo £Tol keBioTaron bdokodn n éykupn
efrywyr CUYKPITIKDY GUPTTEROaPaTWY.




ErbB Family of Tyrosine
Kinase Receptors

e Family of evolutionarily
conserved type 1 Yy
receptor tyrosine |
Kinases

Extracellular
domain
~ . (binds ligand)

e Four members identified

to date: b
Transmembrane ‘
- ErbB1 (EGFR/HER1) J/&"S" M L o
- ErbB2 (HER2) - domain
(kinase activity)
- ErbB3 (HER3) —

- ErbB4 (HER4)



Receptor Activation Process

TK Activation
Receptor ~ Ligand Hetero/homo- ~ and Tyrosine
Expression Binding  dimerization Transphos-
phorylation _
L 2 3 Signal
® 4 Transduction
.. -oend 5 Receptor
= X o _Dap_E B . W Internalization
& ¥ ‘7‘“1! Y N\g

. l . L I| | ; _' = ) ‘ I.:: 1 7 .
| D & D e %S Degradation or

Reexpression

Y Clathrin

Cell-Cycle 5 € ot
Progression | @

Survival

Proliferation



Antibody versus small molecule
ErbB2-targeted agents

-

\_

trastuzumab!
 Directed toward

extracellular portion

of receptor

~

Monoclonal antibody —

v

\' /é¢ /f,a“'
N -
-

s
-

/Small molecule — lapatinib?— \
 Directed toward kinase domain

(intracellular target)
« Can directly and efficiently inhibit

phosphorylation and activation of

\ downstream signalling pathways /

1. Konecny et al. Cancer Res 2006;66:1630-9; 2. Rusnak. Mol Cancer Ther 2001;1:85-94; 2. Hegde et al. Mol Cancer Ther
2007;6(5):1629-40; 3. Xia et al. Oncogene 2002;21(41):6255-63



Lapatinib is an oral, small molecule,
dual targeted agent in development for
the treatment of ErbB2-positive breast

cancer that acts intracellularly

L d Pertuzumab
gands Blocks ErbB2/3
irgstuaundb interaction
& Blocks ErbB2 VEGFR-
activation §) Bevacizumab
-~ 1! Blocks VEGF
: l/ ~ \\ interaction
_ with receptor
\ ) <v -
» - ' > v .
- SN ,
] - y
|
Tumour cell \ I\ j Endothelial
membrane \ * &S cell membrane
Lapatinib™
Inhibits ErbB1
Erlotinib/gefitinib & ErbB2 Sunitinib/pazopanib
Inhibit ErbB1 phosphorylation Inhibit VEGFR
phosphorylation phosphorylation
ErbB1 ErbB2  ErbB3  ErbB4 VEGFR

Cell cycle progression, proliferation, Differentiation Angiogenesis
survival, apoptosis



EGF100151 study design — Phase II1,
randomised, controlled study of lapatinib
plus capecitabine versus capecitabine alonel

Patients with ErbB2-positive locally
advanced or metastatic breast cancer
that progressed after prior
anthracycline, taxane and trastuzumab

(N=399)

}

RANDOMISATION

}

-

\_

Lapatinib 1250 mg po
gd continuously +
capecitabine 2000 mg/m?/d
po days 1-14 q3wk

~

J

-

\_

Capecitabine 2500 mg/m?/day
po days 1-14 g3wk

~

J

Treatment continued until progression

po = oral; qd = once daily; g3wk = once every three weeks

1. Geyer et al. J Clin Oncol ASCO Annual Meeting Proceedings 2007;25(18S): abstract 1035.



Lapatinib plus capecitabine study
EGF100151: significantly longer
progression-free survival in a difficult-to-
treat population?i.2
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1. GSK DATA ON FILE - Study EGF100151 results (April 2006 cut-off); 2. Geyer et al. J Clin Oncol ASCO Annual Meeting
Proceedings 2007;25(18S): abstract 1035.



Lapatinib plus capecitabine study
EGF100151.:
key efficacy results?'.2

Outcome Lapatinib + | Capecitabine Hazard Odds p-value
capecitabine (N=201) ratio ratio
(N=198) (95% CI) | (95% CI)
Median TTP 0.57
2 4, — ) 1
(months) ° . (0.43, 0.77) RO
ORR (%) 23.7 13.9 — Lo 0.017
° ' ' (1.1, 3.4) :
Clinical benefit 0)
29.3 17.4 — 0.008
rate (%) (1.2, 3.3)

95% CI = 95% confidence interval; Clinical benefit rate = CR, PR or stable disease >6 months; ORR = overall
response rate (PR or CR); PFS = progression-free survival; TTP = time to progression

1. GSK DATA ON FILE — Study EGF100151 results (April 2006 cut-off); 2. Geyer et al. J Clin Oncol ASCO Annual Meeting Proceedings

2007;25(18S): abstract 1035.




EGF30001 study design+

Patients with locally advanced or
metastatic breast cancer with no prior
treatment in metastatic setting
(N=580)

Patients unselected for ErbB2-positivity

}

RANDOMISATION
I

Paclitaxel 175 mg/m? q 3 wk Paclitaxel 175 mg/m? q 3 wk

Lapatinib 1500 mg po qd Placebo po qd

po=oral; gd=once daily; g 3 wk = once every three weeks

1. DiLeo et al. J Clin Oncol ASCO Annual Meeting Proceedings 2007;25(18S): abstract 1011.



Study EGF30001: significantly better
efficacy with lapatinib plus paclitaxel versus
paclitaxel in
ErbB2-positive patient subgroup?

Lapatinib + | Placebo +

Outcome paclitaxel paclitaxel | p-value HR
GELY)) (n=39) (95% CI)

ORR (%) 60 36 0.027 A

TTP th 8.1 5.8 0.011 0.2/
(months) | ' ' (0.34, 0.93)

0S th 24.0 19.0 0.16 0:0%

(months) . . . (0.3, 1.2)

HR = hazard ratio; 95% CI = 95% confidence interval; NA = not applicable; ORR = overall response rate; OS = overall
survival, PFS = progression-free survival; TTP = time to progression

1. Di Leo et al. J Clin Oncol ASCO Annual Meeting Proceedings 2007;25(18S): abstract 1011.
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