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> TOXEUPEVN Bepaneia

H avanmuén Tou oykou, N avBekTikoTnTa
OTNV. ANONTWOoN Kal N IKavoTnTa Yida
ONUIOUPYIa UETACTACEWY. EEAPTATAl AMO
LOPIAKOUC MAapayovTeC, Ol OMoiol UHoPOUV.
VA ArnOTEAECOUV GTOXOUG Vid
avTiveonAaouaTIKn Bepaneia



>TOXOI avTIVEONAAONATIKNG BEpansiac

» ER, PgR

» Androgen Receptors
» HER-2

» KIT

» VEGF

» EGFR
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TKI-targeting approaches
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Tumor cell

Capillary

VEGF

Angiogenesis

MALIGNANT TUMORS NEED
A BLOOD SUPPLY TO GROW

THE ANGIOGENIC SWITCH
TRIGGERS GROWTH OF NEW VESSELS

VEGF TRIGGERS MULTIPLE DOWNSTREAM
SIGNALS THAT PROMOTE ANGIOGENESIS

VEGF
receptor

ANGIOGENESIS AND VASCULARIZATION
SUPPORT TUMOR GROWTH AND METASTASIS

Vascularization
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» AIAPOPETIKN TOEIKOTNTA
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Kaplan-Meier Estimates of Survival and Progression-free Survival

Overall Survival (3£)

No, at Risk
FL+bevacizumab 407
IFL+placebo  4]]
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Progression-free Survival (25)

No. at Risk
IFL+bevacizumab 402
IFL+placebo 411

269
22
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Molecular Pathways and Targeted Therapies in Renal-Cell Carcinoma

< sek 0

Protein translation

The NEW ENGLAND
Brugarolas J. N Engl J Med 2007;356:185-187 "E JOURNAL of MEDICINE




RCC Is a Highly Vascularized

and VEGF-Expressing Tumor

Expression of VEGF in ~6,500

tissue specimens
(GeneLogic/Affymetrix®)
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VEGF Signaling Pathway Inhibitors:
Approved and Investigational Agents




MTOR Signaling Pathway Inhibition
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1.0

0.8

0.6

0.4

PFS probability

0.27

PFS

Independent central review

Hazard ratio = 0.415
(95% CI: 0.320-0.539)
P<0.000001

Sunitinib (n=375)
Median: 11 months
(95% CI: 10-12)

— IFN-a (n=375)
Median: 4 months
(95% CI. 4-6)

0.0

No. of subjects at risk

375
375

Sunitinib:
IFN-a:;

235
152

§) 7 8
Time (months)

90
42

14

32 2
18 0

Motzer RJ, et al. NEJM 2007



Kaplan-Meier estimates of overall
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survival

Hazard ratio = 0.821
(95% Cl, 0.673 to 1.001)

P=.051

=== Sunitinib (n = 375)
Median, 26.4 months
(95% Cl, 23.0to 32.9)

IFN-0.{n = 375)
Median, 21.8 months
(95% Cl, 17.9to 26.9)

No. of deaths/
No. at risk

Sunitinib 0/375
0/375

IFN-o.

3 6 9 12 15

18

27 3 33 3

21 24

Time (months)

44/326
61/295

38/283
46/242

48/229
52/187

42/180
25/149

14/61
15/53

Overall survival subgroup analysis by
individual baseline factors

Baseline Factor

Sunitinib v IFN-o. treatment effect,
without adjusting for risk factors

ECOG =0
ECOG =1

Time from diagnosis to treatment > 1 year 344 -

Time from diagnosis to treatment < 1 year 391 -

Hemoglobin < LLN
Hemoglobin = LLN

Corrected calcium < 10 mg/dL
Corrected calcium > 10 mg/dL
LDH < 1.5 x ULN

LDH > 1.5 x ULN

No. of metastatic sites = 1

No. of metastatic sites = 2
Prior nephrectomy: Yes

Prior nephrectomy: No

Bone metastases: Yes

Bone metastases: No

Lung metastases: Yes

Lung metastases: No

Liver metastases: Yes

Liver metastases: No

Motzer, R. J. et al. J Clin Oncol; 27:3584-3590 2009

N
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Hazard Ratio (95% Cl)
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Resistance to VEGF-Targeted Therapy

Is a Key Clinical Issue

Adaptive (evasive) resistance




Combination of targeted Agents:

Horizontal versus Vertical Blockade
okt it oy 0

Horizontal Blockade Vertical Blockade
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Multiple different signaling pathways A single signaling pathway e.g. VEGF
are targeted is targeted in = levels




Activated T cell Exhausted T cell Effector T cell
Immune Response Immune Response Immune Response
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Immunosuppressive tumor microenvironment

Tumor cell Inhibited
or T cell
Dendritic cell

Nivolumab

PD-L1 expression provides PD-1 expression on TILs imp
immune escape mechanism T cell function

rogrammed death-1; PD-L1, programmed death ligand-1.
ich D, et al. Nat Med. 1996;2:1096-103; Gabrilovich D, et al. Nat Rev Immunol. 2009;9:162-74; Bronte V, et al. ] Immunot ;24:431-46;
t al. Clin Cancer Res. 2008;14:6674-82; Ko |S, et al. Clin Cancer Res. 2009;15:2148-57; Thompson RH, et al. Clin Canc
RH, et al. Proc Natl Acad Sci US A. 2004;101:17174-9.




Ymnoooxeac HER-2 kai Trastuzumab
(Herceptin® ) =

> AICI|J€|J[3pCIVI'KI"] » MoVOKAWVIKO
YAUKONPWTEIVA 185 avTiowpa Evavrl Tou
kDa urodoyea HER-2

» Evioxuon 1ou yovidiou \
oc 15-25% Kkapkivoy AVOPWIOMNOINUEVO

UaoTOU (95%)
q » ANOTEAEOUATIKO OE
NEIPANPATIKA LMOVTEAA



PD-L1 Prevalence in Solid Tumors

'UBQIH,@: (ICs) P UBC IHC TCs) -

T, 2y
B pan e

ICs; tumor-infiltrating immune cells.

TCs; tumor cells.

PD-L1+ if 2 5% ICs or TCs were positive for PD-L1 staining
(Genentech/Roche PD-L1 IHC).

PRESENTED AT: 5 QIEIEIHQI(S

SCIENCE & SOCIETY




MPDL3280A: Summary of ORR in UBC

Efficacy-evaluable population with UBC in Phase | expansion

PD-L1 IHC ORR Dx+ vs Dx= ORR

Tumor-infiltrating
immune cells (ICs) % (95% Cl) % (95% Cl)

IHC 3 (n=10) 50% (22-78)
43% (26-63)

IHC 2 (n=20) 40% (21-64)
IHC 1 (n=23) 13% (4-32)

11% (4-26)
IHC 0 (n=12) 8% (0.4-35)

« 2CRs(1IHC2,1IHC3)
« 16 of 17 responding patients had ongoing responses at the time of data cutoff

* ORR =52% (95% CI, 32-70) for Dx+ with = 12 weeks of follow-up

Investigator-assessed ORRs unconfirmed) per RECIST v1.1.

2 pts with unknown IHC status are not included in table.

Diagnostic (Dx)/PD-L1+: IHC 3 (= 10% of ICs PD-L1+) and IHC 2 (= 5% but < 10% of ICs PD-L1+).
Diagnostic (Dx)/PD-L1—: IHC 1 (= 1% but < 5% ICs PD-L1+) and IHC 0 (<1% ICs PD-L1+).

Patients dosed by Nov 20, 2013 (= 6 wk follow-up) with measurable disease at baseline. Clinical data cutoff was Jan 1, 2014. ASCO

PRESENTED AT: SOF\A/I,EIE{IL'JIGIG

SCIENCE & SOCIETY




KRAS Evaluable Patients:
PFS by Treatment

Median Mean
Events/N (%) In Weeks In Weeks

=== Pmab + BSC 191/208 (92) 8.0 154
0.8 \ —== BSC Alone 209/219 (95) 7 A 96
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Progression-Free Survival for Panitumumab-
Treated Patients by KRAS Status

1.0+ —Lll Median (95% CI) in Weeks
0.97 — Mutant: 7.4 (7.1-8.0)
0.8- —— Wild-type: 16.2 (8.3-23.7)
0.7-
0.6-
054
0.4-

0.3
0.2+
0.1-

0.0— | | | | | i — | | |
0 5 10 15 20 25 30 35 40 45 50 55

Weeks From Enroliment

Proportion with PFS

Patients at Risk:
Mutant 24 24 6 6 4 3 p 2
Wildtype 38 38 25 25 17 14 13 7 6 3 3




AVTIQYVEIOVEVETIKOI NAPAYOVTEC

» To HOVOKAWVIKO avTiowpa Bevacizumab (Avastin)
ENIMNKUVE TNV ENIBIWON O AOBEVEIG UE PETACTATIKO
KApPKIVO M. EVTEPOU, Ol onoiol eEAaBav ¥nueioBepansia

» Eniong augénoe Tnv: eAeUBEPN-NPOODOU VOCOU ENIBIWGT OF
A0BEVEIG UE PETACTATIKO KAPKIVO VEPPOU WETA ANO
Bepaneia e KUTTAPOKIVEG Kal BEATIWOE TA AMOTEAECHATA
TNG XNMEIOBEPANEIAG OE [N MIKPOKUTTAPIKO KAPKIVO
MVEUIOVOG.

» TOEIKOTNTA: UMEPTACH, AIHOPPAYIA AEATIKOU N NMVEUHOVW®Y
(onavia), d1aTPnon eviEPoU (onavia)

» Eival eykekpIpEVo yia TV Bepaneia PETACTATIKOU KAPKIVO
M. EVTEPOU OE CUVOUAGCHO PE IPIVOTEKAVN Kal
pBoplooupakiAn



Most Common Side-effects (220%) Reported with
the Four Licensed Agents for mRCC

Fatigue, gastrointestinal disorders, dysgeusia,
Sunitinib?t ' decreased appetite, hypertension, HES, skin
discolouration, mucosal inflammation, rash
4 ™) 4 ™)
Sorafenib? ' Diarrhea, rash, alopecia
- y, - y,

disorders, oedema, metabolic disorders,
dyspnea, pain, cough, bacterial infections

~ : : : :
Asthenia, anemia, rash, gastrointestinal,
Temsirolimuss® '

- y, v,
( Anorexia, fatigue/asthenia, hemorrhage,
Bevacizumab/IFN-a%° ' hypertension, influenza-like illness,
& J & headache, diarrhea J

1. Pfizer Inc. SUTENT® (sunitinib) Summary of Product Characteristics, February 2009; 2. Bayer Healthcare. Nexavar® (sorafenib)
Summary of Product Characteristics, 2008; 3. Wyeth Pharmaceuticals. Torisel® (Temsirolimus) Summary of Product Characteristics, 2009;
4. Escudier B, et al. Lancet 2007; 5. Roche Products Ltd. Avastin® (bevacizumab) Summary of Product Characteristics, 2008



Three Key Factors for Successful Therapy Management
in mMRCC

Optimum

Efficacy

Side-effect Treatment
Management Duration




Cancer In Ireland 2007: What
affects your outcome?

= What cancer you have 200,
and how extensive it -
is 100+
- Where you Iive ¢ Excess Mortality SW vs E 1954-2001
B Lung M Prostate B Breast B Colorectal
= Where you are treated 00,
= Who treats you = ﬂE ﬂE
ol L]
(P\is‘ﬂ&é@&vé&?

= How much you earn &7




Cancer Care 2007

Doctor- surgeon,
radiotherapist,
medical oncologist

Nurse specialist
Pathologist
Radiologist
Psychooncologist
Social worker
Interventional pain
GP

Occupational Therapist
Physiotherapist
Dietician

Palliative care

Public health nurse
Business manager
Secretary

Pharmacist

Pastoral care

IT



B Frograssion-free survival
>50% Second-line irinatacan
>50% Second-line oxalipiatin

B >50°% Receives all third-cytotoxic

{(months)

1415 1418

1NN

12-13

Madian overall survival

| l

Bevacizumab Bevacizumab FOLFIRI FOLFOX FOLFIRI FOLFOX 1AL infusicnal  Xeloda Bolus BSC
plus FOLFCX plus then then S-FUNLV E-FLILY
or FOLFIRI IFL Oxaliplatin  Irinctecan

or XELOX then ‘ X.. , Y J % J

unused cytotoxics

| Y i 4

Antl-VEGF Combination No
with chemotherapy
sequential i
combination




