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Kapkivog lNveupova

* Mn-upikpokuTTapPIKO Ca
— ADEVOKaPKIVWUQ
— MNAAKWOEC
— Ca €K heyaAwV KUTTApWVY

* MIKPOKUTTOPIKO




Lung Cancer Subtypes

G

Squamous Cell
Carcinoma
25%-30%

Adenocarcinoma
35%-40%

Non-small Cell

Lung Cancer

~85% Large Cell

Carcinoma
10%-15%

http://www.ncbi.nim.nih.gov.




H €C€ENIEN oTNV KATAVONON TNS IOTOAOYIOC TOU KOPKiVOU
TTveUpova

Today (2013) Targetstoday Targets In the future

EGFR ALK

DDR2  MET FGR
and others

Adeno@radnoma larg-:- cell carcdnoma Squamous cell carcinoma
. .
f WT '

Non-smal-cell ung @ncer ' Small-call lung cancer

Lung cancer

Adeno@ranoma Large-cel carcinoma Squamous cell carcinoma without oncogenic alteration

Adenocranoma and treatable oncogenic alterationswith approved

o - Small-cell lung cancer Squamous cell carcdinoma with oncogenic Ateration
drugs (EGFR mutation and ALK transiocation)

Lancet 2013; 382: 709-19




Molecular Subtyping of Non-Small Cell Lung Cancer

Adenocarcinoma

A EGFR

Bl EGFR-sensitising (15%)
B EGFR other (2%)
Il KRAS (25%)

Il ALK (7%)

B HER2 (2%)

[ BRAFV600CE (2%)
I BRAF other (1%)
Il ROS1 (2%)

[ RET (2%)

I NTRK1(0-5%)

B MET (3%)

1 MAP2K1 (0-5%)
3 PIK3CA (1%)

0 NRAS (0-5%)

Il >1 mutation (3%)
KRAS g ynknown (31%)

Non-small cell lung cancer
as one disease

B Squamous Cell Carcinoma
Subtyping based on histology

B EGFR I (5%)
B DDR2 (4%)
B FGFR1 (17%)
B PIK3CA (14%)
B PTEN (18%)
Il PDGFRA (9%)
B FGFR2 (3%)
B Unknown

Other
alal

Adenocarcinoma
55%




@¢eparTreia Ca Trveupova

« NSCLC
— Xelpoupyeio

— 2uoTnuartikn Bepatreia (XMO kai BioAoyiKoi
TTAPAYOVTEQ)

— AKO

« SCLC
— XMG
— AKO
— XeIpoupyeio oe auaTnpPa ETTIAEYUEVOUC QOOEVEIC




Lung cancer stage grouping (eighth edition)

T/M Label NO N1 N2

T1 Tla =1 IA1 1B 1A
Tib >1to2 1A2 1B IIIA

Tic>2to 3 1IA3 1B

T2 T2a Cent,

Visc Pl
T2a >3to4 1B

T2b>4to5 1B

T3 T3>5t07
T3 Inv
T3 Satell

T4 T4 =7
T4 Inv
T4 Ipsi Nod

M1 M1a Contr
Nod

Mia P/
Dissem

M1b Single

M1c Multi

Centr, Visc Pl: tumor involving main bronchus (not carina), atelectasis to hilum or
visceral pleura; T3 Inv: tumor invading chest wall, pericardium, phrenic nerve; T3
Satell: separate tumor nodule(s) in the same lobe; T4 Inv: tumor invading
mediastinum, diaphragm, heart, great vessels, recurrent laryngeal nerve, carina,
trachea, esophagus, spine; T4 Ipsi Nod: tumor nodule in different ipsilateral lobe; M1a
Contr Nod: separate tumor nodule(s) in contralateral lobe; M1a Pl Dissem: malignant
pleural/pericardial effusion or pleural/pericardial nodules; M1b Single: single
extrathoracic metastasis; M1c Multi: multiple extrathoracic metastases (1 or >1 organ).

Original figure modified for this publication. Detterbeck FC, Boffa DJ, Kim AW, et al. The
eighth edition lung cancer stage classification. Chest 2017; 151:193. Table used with the
permission of Elsevier Inc. All rights reserved.



NSCLC stage at
presentation

Stage Il

Stage Il

)N FOR CURE
TED PATIENTS

Stage IV




AKO

* H 1Mo eué\ikTn BeparTreia Tou Ca Trveupova
— Agv atraiteital KAAR KATAoTOON TOU A0BEVOUg
— 2KOTTO £XEI TOV TOTTIKO £AEYXO TNG VOOOU
* AC@AANG PE TTPOCAPUOYES
— Aoon
— [edio
— KAaouaroTtroinon
— 2UVOUOO MO JE AAAEC BeparTTeieg




Xpnoeic AKO oto NSCLC

e 2UMUTTANPWMATIKN (META ATTO XEIPOUPYEIO) O€
OPICHEVEG TTEPITITWOEIC

¢ 2€ OouvOUaONO ue XMO og ToTTIKG
TTPOXWPNUEVN VOOO

* AvVOKOUQIOTIKA OTNV TTpoXwpenuévn /
METAOTATIKA VOOO




XnueloBepatreuTika Papuaka

* [1AaTivouxa
— Cisplatin
— Carboplatin

Mn mTAaTivouxa
1 yevia 2" yevid
Etoposide Paclitaxel
Cyclophosphamide Docetaxel
Mitomycin Vinorelbine
Vicristine Gemcitabine
Vindesine Topotecan/Irinotecan
Doxorubicin Pemetrexed




Cisplatin

* Bapu pétaAro aAkuAiwTAG Tou DNA (dnuioupyei cross-links oTo
DNA)
» KUpPIEC TTAPEVEPYEIEC
— Naurtia kai éueTor (ouxva)

NeppotogikotnTa (5%)
QroTogIkoTnTA
MepipepIkr vEUPOTTABEIX
ATTwAEIa NAEKTPOAUTWV
METpIa UEAOTOEIKOTNTA
2TTAVIO AAWTTEKIA

« Xpelaletal evudATWaonN TIPIV KAl JETA TN Xopnynon




Carboplatin

* [Mapouoia dpaon e 1o cisplatin (DNA cross-links)
*  AIOQOPETIKA TOCIKOTNTA

— MueloTtogikoTnTa (KUPIA TTAPEVEPYEIQ)

— METpia vauTia Kal EUETOI

— NeupotogikoTnTa oTravia

— Ne@poTogIkéTnTa OTTAVIa

— 2TTavia GAWTTEKIA

» Adon utroAoyileTal cUPPWVA PE TNV KABapan KpeaTIvivng




Paclitaxel (Taxol)

* AvaOoTOA£QG ATTOTTOAUMEPIOHOU TWV HIKPOCWANVAPIiwV
(oTaBepoTTOINTAC)
» KUpPIEC TTAPEVEPYEIEC
— MueAoTOEIKOTNTO
— [epipepIkr) veupoTTabela
— Ava@uAaKTOEIOEIC avTIOPATEIG
— NaurTia Kal EuETOI
— BAevvoyoviTida
— ApOpaAyieg Kal HUaAyieg
— AAwTTeKia
— Kapdiakég appubuiec (Bpadukapdia)
» [lpoctoiyacia ye dexamethasone, ranitidine, diphenydramine




Docetaxel (Taxotere)

* ‘|1010 Opdaon pe 1O paclitaxel

* [NapeveEpyeleg
MugAoTogIkOTNTA
Kartakpdartnon uypwv Kal oidnuara
BAgvvoyoviTida
Aiappoia
NauTia kai EUETOI
AMNAEPYIKEG QVTIOPATEIG
AANwTTEKiO

« Xpndel xopnynong dexamethasone Trpiv Kal JETA TNV £yXuon




5 eT¢ empBiwon NSCLC avaloya pe
oTAdIO

A 67%

IB 57%
55%
39%
25%
3-7%
1%




Xpnon XMO oto NSCLC

2 UUTTANPWHATIKA META OTTO XEIPOUPYEIO
[1poeyXelpNTIKN

AVEYXEIPNTN TOTTIKA TTPOXWPNMEVN VOO OC
Oepatreia HETAOTATIKIG VOOOU




O¢epartreia rpwiyou NSCLC

Xelpoupyeio ival n Kupla Bgpartreia
[MevTaeTAC Spwce emBiwon eival 39-67%
[ToAAOI a0OEVEIC EXOUV UIKPOUETAOTATIKN VOOO

[TOAAEG HEAETEC auuTTANPWHATIKNG XMO £xouv
dnuoolcuBEi

— T1aAaIOTEPEC PEAETEC OEV £DEICAV OPENOC

— Xpnolyotroinon TTaAaIOTEPWY OXNMATWYV

— KakOG oXedIAOUOC HEAETWV




survival (all trials)

Mool My

04

HR translates into an absolute
benefit of 4% at 5 years and 5%
. at 8 years

02
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XMO
Mn eCaipEaiun vooog

['la TTOAAG Xpovia n AKO ATav n TTpoTelvouevn Bepartreia
Makpa eTiiwon o€ yovo 5% Twv aocBevwyv

2 METO-avaAUoEIC £xouv Ogicel BeATiwWON TNS eTIRiwWONG ME
TTpooBnkn XMO

@aivetal 0TI N Tautdéxpovn xoprpynon XMO kair AKO utrepTepEi TNG
O1a00XIKNG Xopnynong aAAd ocuvodeUETal ATTO MEYAAUTEPN
TOIKOTNTA




NSCLC kopu®png Trveupova
(Pancoast)

e 2UXVA uTTapyel dINBnon TG BwPAKIKNS £I00O0U Kal TOU
Bpaxioviou TTAEYUATOG

» AUOKOAO va £€aipebei 0 Oykog pe eAeUBepa Opia

» [Npoeyxeipntik) XMO + AKO akoAouBouueva atro
xelpoupyeio Exouv deicel 50-70% dieTn emIRiwon




MetaoTaTikd NSCLC

e Octwpeital aviatn vooocg

* aAaidtepa dev eAauBavav Bepartreia

* [oAAEG peAETeEC XMO €vavTi UTTOOTNPIKTIKAG HOVO
aywyng £xouv ogicel opeAog atro Tn XMO
— BeAtiwon 1ng emBiwong 2-4 prveg
— Aucnon povoetoug emmpiwong kara 10-20%
— BeAtiwaon troiétnTag (wNng




KataoTtaon lkavotnrag
Performance Status katad ECOG

ACUUTITWHATIKOG

IKavOG va EKTEAETEI KOBNUEPIVES
OpPAaTNPIOTNTEG

KAIvipng <50% tn¢G nuEpag
KAivipng >50% Tng NUEPAG
KAIvipnG OAN TV nUEPQ, PMTTOPEI va
XPEIACETAI VOOOKOUEIOKN TTEPIBaAWN
@dvaTog




XMO peTaoTatiknG vOOou O¢€
PS 0-1

MoAaidTepa povobepartreia pe cisplatin

2UvOuaopoi cisplatin pe vewTepa XNUEIOBEPATTEUTIKA PAPUAKO
IO OTTOTEAEOUATIKOI

« 2002 : MeA€Tn 4 ocuvouaOopWV
— Cisplatin + Paclitaxel
— Cisplatin + Gemcitabine
— Cisplatin + Docetaxel
— Carboplatin + Paclitaxel

* ‘1010 atroteAeopaTIKOTNTA KAl ETTIRIWON




Kaplan-Meier Estimates of Overall Survival (Panel A) and the Time to Progression of Disease
(Panel B) in the Study Patients, According to the Assigned Treatment

—— Cisplatin and paclitaxel
Cisplatin and gemcitabine

-===Cisplatin and docetaxel

——~— Carboplatin and paclitaxel

Survival (%)

—— Cisplatin and paclitaxel
Cisplatin and gemcitabine

---=Cisplatin and docetaxel

=== Carboplatin and paclitaxel

Time to Progression (%)

Schiller, J. H. et al. N Engl J Med 2002;346:92-98 The NEW ENGLAND
JOURNAL of MEDICINE




Platinum Doublet Chemotherapy
in Advanced NSCLC1

Overall response 25 to 35%
Time-to-progression 4-6 months
Median survival 8-10 months

1-year survival 30% to 40%
2-year survival 10% to 15%

Failed Paradigms:
Triplet Chemotherapy??
Non-Platinum Chemotherapy
Single-Agent Chemotherapy

1. NCCN Non-Small Cell Lung Cancer Clinical Practice Guideline, v.2.2008. Available at:
1 ICl . 2. Frasci G, et al. J Clin Oncol. 1999;17(8):2316-

2325. 3. Kelly K, et al. Clin Cancer Res. 2000;6(9):3474-3479.



Aidpkeia XMO

* Agv UTTAPXEI OJOPWVIa

« MeAETeg €xouv deicel 0TI 4 KUKAOI ouvduaopEVNG
XMO pTtropEi va apkouv

* AvWTEPOG aPIOUOSC KUKAWY : 6




XMO deUTEPNC YPANMNC

« Q1 TEPIOOOTEPOI A0OEVEIC £XouVv NON AGBel BepaTreia e
TTAQTIVA

To Docetaxel (Taxotere) €xel TTapel EvOeEIEN oav 2Ns
YPOMUUNG BepaTtreia kaBwg £xel dgigel BeATiwon TNG
emRiwong

To Pemetrexed (Alimta) £dcice TrTapouola
arroteAeopaTikoTnTa e 1o Docetaxel pe pikpoTepn
TOCIKOTNTA KAl €XEI EVOEICN 0 a0BEVEIC E UN-TTAAKWOES
NSCLC




“BloloyikéC” BepaTTeiec




Bevacizumab
Recombinant Humanized Monoclonal Antibody to VEGF

+ 93% human,
7% murine

« Recognizes all
Isoforms of VEGF-A

 Terminal half-life
17-21 days




H m1pooBrikn bevacizumab otn XMO BeATIwvEl TRV €TTIRIwON
o€ NSCLC

Phase lll ECOG 4599 trial:
Paclitaxel/Carboplatin £ Bevacizumab

Nonsquamous histology, no hemoptysis, brain metastases
1.0 7
12 mo 24 mo
0.8 - - Pac/carbo + bev, n = 434 51% 23%
- Pac/carbo, n = 444 44% 15%

0.6 =
12.3

HR: 0.79, 0.67-0.92
0.4 = ’ P=.003
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~37% of patients with advanced NSCLC are eligible to receive bevacizumab, <20% if exclude age 270 years

Sandler A, et al. N Engl J Med. 2006;355(24):2542-2550.




Oncogene “Drivers” in Adenocarcinoma

Unknown 32.5% KRAS 35%

ROS1 fusion 1%
KIF5B-RET 1.5
HER2 2%
BRAF 4%

MET amp 4%
ALK fusion 5%

EGFR 15%

Biomarker selection
may be driven
by histology?

“Drugable” mutation
profiles will vary according
to tumour histology




HER1 HER1 (EGFR), HER2,

EGFR-specific ligands (EGFR) HER3, or HER4

(e.g., epiregulin and transforming

growth factor a) — Cell membrane
| .

-

-

Cell proliferation, -

ell survival, metastasis,

and angiogenesis

N Engl J Med 2011;364:947-55.



EGFR Pathway

Ligand: EGF, TGF-a

Cell membrane

EGFR-TK -
s | Erlotinib
EGFR-TK PI3K.« ® ' RAS Gefitinib
pathways Akt

STAT MAPK

Proliferation e ’ Resistance
I to apoptosis

Metastasis
Angiogenesis

Invasion




AvaoToAegic Tou Y1rodoxéa Tou ETndepuikou AucnTikou
Mapayovrta
EGFR (Tyrosine Kinase Inhibitors — TKI's)

[MaAaidTEPQ XpNoIPoTTOIoUCAME KAIVIKG KPITAPIa yia Tn XprRon TKI's:
AdevokapKivwua
[Muvaikeg
Mn KaTtTvIoTEG
ACIaTIKA KaTaywyn

2UOXETION ME Ol OTTOIEG ATTOTEAOUV TO KUPIO
KPITIPIO YIA TN XPON QUTWY TWV TTAPAYOVTWY WS TTPWTNG YPOUMNAGS BepaTreia

AuTN TN oTIYPR UTTApXouV apkeToi avaoToAeic Tou EGFR 10U €X0UV TTapEl £yKpIion
yia 1n Bepatreia Tou NSCLC pe petalAageig tou EGFR

— Gefitinib

— Erlotinib

— Afatinib

— Osimertinib



Progression-Free Survival in EGFR Mutation—
Positive and EGFR Mutation—Negative Patients

EGFR Mutation Positive EGFR Mutation Negative

Gefitinib (!’l = 132) Gefitinib (n =91)
Carboplatin/paclitaxel (n = 129) Carboplatin/paclitaxel (n = 85)
HR (95% CI) = 0.48 (0.36, 0.64)
P<.0001

No. events gefitinib, 97 (73.5%)
No. events C/P, 111 (86.0%)

HR (95% CI) = 2.85 (2.05, 3.98)
P<.0001

No. events gefitinib , 88 (96.7%)
No. events C/P, 70 (82.4%)

Probability of Progression-Free Survival

=
2
[4
-
@
°
2
Y
13
2
®
4
g
a
L]
=
b
£
a

12

Months
Atrisk :
Gefitinib 132 108 71 31 1 3 0 91 21
c/P 129 103 37 7 2 1 0 85 58

Treatment by subgroup interaction test, P<.0001
ITT population
Cox analysis with covariates

Mok TS, et al. N Engl J Med. 2009. In press.




Randomized Trials of EGFR
TKI vs CT in 1st Line Rx

Study ORR PFS (mo)
EURTAC 58% vs 15% 9.7 vs 5.2

OPTIMAL 83% vs 36% 13.1vs 4.6
NEJ 002 74% vs 31% 10.8vs 5.4

WJTOG 3405 62% vs 31% 9.2vs 6.3

IPASS 71% vs 47% 9.5vs 5.5
LUXLUNG 3 56% vs 23% 11.1vs 6.9

Conclusion: Because there are no survival differences, chemotherpy
Must have prolonged survival after TKI

Presented By Paul A. Bunn, MD at 2013 ASCO Annual Meeting



Response to Crizotinib in Patients With
NSCLC Carrying an EML4-ALK
Translocation...

- A receptor tyrosine
kinase (anaplastic
lymphoma kinase e
[ALK]) fuses to the !
echinoderm i

!

- Multiple variants of the
translocation have been
identified

y .

o A

Kwak EL, et al. N Engl J Med. 2010;363(18):1693-1703.




Summary of Tumor Responses In Patients
with Advanced ROS1+ NSCLC (N=14%)

100
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Response Rate 57%
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*Response-evaluable population. TTumor ROS1 FISH-positive, but negative for ROS1 fusion gene expression . *Crizotinib
heldfor =6 wks prior to first scanswhich showed PD.




Immuno-Oncology and “Hallmarks of Cancer”

Emerging Hallmarks

\

\KU\ CLICE

Breakthrough of the Year

Cancer
Immunotherapy

T cells on the attack

Deregulating cellular [\ Avoiding immune
energetics \g destruction

-

A
/ £ Genome instability
. N % and mutation

p

s ENADIING Characteristics

Hanahan D, et al. Cell. 2011;144(5):646-674.



Immune System and Cancer: Optimal Activity

Antigens are released from tumor cells and captured
by antigen-presenting cells (APCs)

APCs then present the tumor antigens to T cells

T cells require a costimulatory signal to become fully activated
and proliferate to initiate an antitumor immune response

Activated T cells recognize tumor
antigens

T cells kill tumor cells

Chen DS, et al. Immunity. 2013:39(1):1-10.




Targeting Checkpoint Pathways

Activating
Receptors

Inhibitory
Receptors

CD28

T cell
stimulation

Agonist
Abs

Blocking
Abs

Meliman |, et al. Nature. 2011;480(7378):480-489.

 Tumors can deregulate
checkpoint and activating
pathways, and
consequently alter the
immune response

- Targeting checkpoint
pathways may restore
optimal immune response




Blockade of CTLA-4 and PD-1 Signaling

Priming phase

-

Dendritic cell T oA

Activation sigrials
87 CD28
/

e
Iy — Negativefegulation
< PD-1 s

! PO.L1

|nhbbﬂ;‘gnals

~ Antibody

- CTLA-4 blocks CD-28 related T-cell - Binding of PD-L1 to PD-1 receptor
activation downregulates T-cell effector functions

- Antibody against CTLA-4 restores - Antibodies to PD-1 or PD-L1 inhibit the
CD-28 related T-cell activation PD-1 pathway, allowing for T-cell

Ribas A. N Engl J Med. 2012;366 (26):2517-2519. mediated rejection of tumor




AvooofBeparreia oTn 2" ypOauMA
TTAakwdoug Ca trveupuova

A% e NEW ENGLAND
:7“)) JOURNAL of MEDICINE

“ ORIGINAL ARTICLE II

Nivolumab versus Docetaxel in Advanced
Squamous-Cell Non—-Small-Cell Lung Cancer

May 31, 2015



Overall Survival

Nivolumab Docetaxel

100 4
n=135 n=137
90
mOS mo, 9.2 6.0
80 (95% CI) (7.3,13.3) (5.1, 7.3)
70 - # events 86 113
60 HR = 0.59 (95% CI: 0.44,0.79), P =
E so 1-yr OS rate =42% 0.00025
8
40 ~ Nivolumab
30
ke Docetaxel
10 4 1-yr OS rate = 24% =»-e ®
0 T T T T T T |
[ 3 6 9 12 15 18 21 24
Time (months)
Number of Patients at Risk
Nivolumab 135 113 86 69 52 31 15 7 0
Docetaxel 137 103 68 45 30 14 7 2

Symbos represent censored obsenatons Gettinger ASCO 2015



AvoooBeparreia aTn 27 ypauun
uN-trAakwooug Ca trveupova

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Nivolumab versus Docetaxel in Advanced
Nonsquamous Non—-Small-Cell Lung Cancer

H. Borghaei, L. Paz-Ares, L. Horn, D.R. Spigel, M. Steins, N.E. Ready, L.Q. Chow,
E.E. Vokes, E. Felip, E. Holgado, F. Barlesi, M. Kohlhéufl, O. Arrieta, M.A. Burgio,
J. Fayette, H. Lena, E. Poddubskaya, D.E. Gerber, S.N. Gettinger, C.M. Rudin,
N. Rizvi, L. Crind, G.R. Blumenschein, Jr., S.J. Antonia, C. Dorange,

C.T. Harbison, F. Graf Finckenstein, and J.R. Brahmer

September 27, 2015



A Overall Survival

Overall Survival (96 of patients)

No. at Risk
Nivolumab
Docetaxel

100-
90+
80+
70
60+
50

51

30
20+
10-

0

40-~—-—~—_—~—~———~—_i—>

™
39 Nivolumab
P=0.002
Docetaxel

0

292
290

232
244

194
194

T T T
9 2 15 18

Months

169 146 123 62
150 111 8 34

T
21

2
10

T
24

|
2]

No. of Median 1-Yr
Deaths/ Overall Overall
Total No.  Survival  Survival Rate
of Patients  (95% Cl) (95% Cl)
mo %
Nivolumab 190292 122 (97-15.0) 51 (45-56)
Docetaxel 223/290 94 (8.1-10) 39 (33-45)

Hazard ratio for death, 0.73 (96% CI, 0.59-0.89)



KEYNOTE-024: Pembrolizumab vs
Platinum-Based Chemotherapy as

First-Line Therapy for Advanced
NSCLC With a PD-L1 TPS 250%

Abstract LBAS8

Reck M, Rodriguez-Abreu D, Robinson AG, Hui R, Csoszi T, Fulop A,
Gottfried M, Peled N, Tafreshi A, Cuffe S, O’Brien M, Rao S, Hotta K,
Leiby MA, Lubiniecki GM, Shentu Y, Rangwala R, Brahmer JR

OkTwRpioc 2016



H avoooBepartreia kaAutepn amrd 1n XMO otnv 1" ypapun
BepaTreiag o€ PuN-pIKPOKUTTAPIKO Ca Trveuova o€ eTTIAEYPEVOUG
ao0¢eveig

Overall Survival

Events, Median, HR
n months (95% CI)

Pembro 44 NR 0.60

' Chemo 64 NR (0.41-0.89)
180% ,
o 170%
54%

.005

-

0S, %
23385883888
¥

DMC recommended stopping the trial because of

superior efficacy observed with pembrolizumab
1

D ———

}
9 12 15 18 21

0 3
No. at risk Time, months
154 136 121 82 29 1" 2 0
151 13 106 64 34 7 1 0

Data cut-off: May 9, 2016

Reck M, et al. Ann Oncol. 2016;27(suppl 6): Abstract LBAS. Reck M, et al. N Engl J Med. 9 Oct 2016. [Epub ahead of print].

OkTwRpioc 2016



Immune-Related Adverse Events (irAEs)

4 N 0
: Neurologic Ocular
Endoc___nne Neuropathy Iritis
H Thyrond!:? Meningitis Uveitis
yroidism illain—Barré Conjunctivitis
Hypeypo rtuhyr| o ‘_ji_sm Guillai mé Syndrome L ) )
Hypophysitis
Hypopituitarism . N
Adrenal m
Insufficiency . Pericarditis
\ J ~ , ’
4 .
e ~ Dermatologic
Mucositis
Pulmonary Rash
Pneumonitis ! Vitili
Respiratory Failure . \ S,
AN / 4 )
Hepatic
K \ Transaminitis
Gastrointestinal Hepatitis
Nausea, Emesis, \_ J e
Diarrhea, Colitis, e ] ‘
Perforation, Renal
Pancreatitis Nephnt|s_ kel
\ / \Renal Insufﬁcuencyj b




MikpokuTTapikd Ca Trveupova
SCLC

* [NepiopiopEvn vooog
— Aldpeon emBiwon 14-20 priveg
— 2-e1N¢ emBiwon 40%

« EkTETOUEVN VOOOC (METAOTATIKN)
— Aldpeon empiwon 9-11 urveg
— 2-eTAC emmiBiwon <5%




XMO ot trepiopiopevo SCLC

Taxewg eCEAICOOUEVOC OYKOG JE TAON VA JIACTTEIPETAI VWPIC
EuaiobnTtoc otn XMO Kkai otnv AKO

H kaBiepwpuévn Bepartreia eivaio ouvduaouog cisplatin kal etoposide
kKal AKO (avtatrokpioelg 70-90%)

MeAETEC £xouv OEiCel OTI N TAUTOXPOVN XOPrynon atrd Tnv apxn Kal
AKO BeATiwvouyv Ta atTOTEAECPATA KAl TNV ETTIRIWON

Av n vooog o€ TTARpn ugeon peta 1n XMO/AKO yevikd cuvioTaTal
TTPOPUAAKTIKI) AK® gyke@AAou




XMO ot exkteTauévo SCLC

KaBiepwuévn Beparreia ival o ouvduaouog TTAaTivag Kal etoposide
MrTropei va xpnoiuotroinBei carboplatin avri yia cisplatin
Avtatrokpioelg 60-70%

O ouvduaoudg cisplatin kai irinotecan @avnke KaAAUTEPOC O€ Mia
MEAETN OAAG Oev eTIBEPaIONKE o€ pia deUTEPN MEAETN

XpNoIUoTToinon eVOANQOOONEVWY OXNUATWY Kal JeyaBepaTreiag €
BeATiwoav Ta atToTeEAéOUATA




MPM

Kapkivog pecodnAiov
vitaitio yw 1% twv Oavédtwy oté kapkivo

oil)ei)\eu)u O€ £LOTTVOI] HLKPOIVWYV OPUKTOU CPHLAVTOU

(7t16 omtévia gprovitn)
Aiépeon esufioon:

5 ujves (apoywpnpévy véoog)

16 jujvee (Thevpirinij povo véoog)
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HETX XTTO TTOAUVETH ELOTIVOH OULUYKPLUXTWYV
KHULXVTOUL TTPWTOEKONAWVETXL OXV YKPLCOAEUKWTTX
HLKPOOTCIX OTO TOLXWHUHXTLKO KXL OTTAXXVLKO
LDTTECWKOTX ot Béoelg milky spots







n akp g Sidyvwon givor onpoavTikig ywa Adyoug
LA TPLKOU RELPLOPOU AXAASE Kol Yot VORLKOUG

Abdyoug

H kuttapolAroyikn e€étaon peovektei KoL o
e kéTNTAH Kol o svatoOnoia (35-75%

Si&yvwon)

Avoocototoynpkoi deikteg (calretinin, Wilms'’
tumor 1 antigen (W'T1) prropod¥v va

utootnpifouv TnVv pecoOnAwakn tpoéAsvon

MeooOwpakookortikn] BroPpic cuyvd yperdleton



= ()¢ evtomopevo Deweltat To Kakon0eg
pnecoONAtwpa kAwvikov otadiov |

-  AmOnon kapdag, dapoayuatog,

OwEAK KOV TOLXWHATOS ONHatvel 0TAOLO
I11
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YELPOUPY LK

o¢ eEeKEVHEVA KEVTOX
eE0UTeCWOTIKN TTVELVUOVEKTOUN
TIAVTA 0€ OLVOLAOMO Ue adjuvant xnpeto

video-assisted OwEAKOOKOTIKT) TVEVUOVEKTOMN



Phase III Study of Pemetrexed in Combination With Cisplatin
Versus Cisplatin Alone in Patients With Malignant Pleural
Mesothelioma

By Nicholas J. Vogelzang, James J. Rusthoven, James Symanowski, Claude Denham, E. Kaukel, Pierre Ruffie, Ulrich Gatzemesier,
Michael Boyer, Salih Emri, Christian Manegold, Clet Niyikiza, and Paolo Paoletti

Purpose: Pati with malignant pleural theli

latin arm versus those in the control arm was 0.77. Me-

a rapidly progressing mali with a median survival
time of 6 to 9 months, havo pro\nously responded poorly to
chemotherapy. We conducted a phase lll trial to determine
whether treatment with pemetrexed cnd :Lsplahn results in

dian fime to progression was significantly longer in the pem-
etrexed/cisplatin arm: 5.7 ths versus 3.9 months (P =
.001). Response rates were 41.3% in the pemetrexed/cispla-
tin arm versus 16.7% in the control arm (P <.0001). After 117

survival time superior to that achi i ulono
Patients and Methods: Ch th
who were not ollglblo for curative surgery were mndomly
assigned to receive pemetrexed 500 mg/m? and cisplatin
75 mg/m? on day 1, or cisplatin 75 mg/m?2 on day 1. Both
regimens were given intravenously every 21 days.
Results: A total of 456 patients were aulgned 226 re-
ceived pemetrexed and cisplatin, 222 r
alone, and eight never received therapy. Median survival time
in the pome'roxed/euplchn arm was 12.1 months versus 9.3
months in the control arm (P = 020 two-sided log-rank hsi)
The hazard ratio for death of p ts in the p

tients had lled, folic acid and vitamin B, , were added
to reduce toxicity, muhlng ina slguﬁcun' reduction in toxic-
ities in the pemetrexed/cisplatin arm.

Conclusion: Treatment with p trexed plus cispl
and vitami ppl ion resulted in superior survival
time, time to progression, and response rates compared
with treatment with cisplatin alone in patients with malig-
nant pleural mesothelioma. Addition of folic acid and vita-
min B, significantly reduced toxicity without adversely
affecting survival time.

J Clin Oncol 21:2636-2644. © 2003 by American
Society of Clinical Oncology.
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Pem/Cis 226 185 m 50 19 7 0 Pem/Cls 168 141 86 35 9 1 0
Cis 22 173 91 32 19 3 0 Cis 163 128 69 20 9 L] 0

Fig 1. Kaplan-Meier estimates of overall survival time for all patients (Pts) (A) and for fully supplemented patients (B). Overall survival was significantly longer for
the pemetrexed/ cisplatin-treated patients (Pem/Cis) in the group of all patients (P = .020) and approached significance for the group of fully supplemented patients (P =
.051). MS, median survival; Cis, cisplatin alone.



OYMQMA

2. Taviol oykol (1.5 mrepimrwoelg/ €roc/ 1.000.000)

EvrotriCovral o1o TTPO0BOI0 HECOBWPEAKIO

20% Twv OYKWV uecoBwpakiou

/5% €ival kaAonBeig




KAINIKH EIKONA

« Tuyaio atreikovioTIKO eupnua (40%)

* [lapouadia BWPAKIKWY CUUTITWHATWY
— OWpPaKIKOG GAyog
— AuoTrvoia
— Bnxag
— lNapeon @pevikou veupou
— 2UvOpoMOo Avw KOIANG GAERQG

* [lapaveottAaouaTtika cuvopoua
— Myasthenia gravis
— Pure red cell aplasia




OEPAIEIA

* XEIPOYPTIKH
* XHMEIOOEPATIEIA
* AKTINOGEPATIEIA

Image taken from VATS




5eTNC emRiwon

Stage | 94-100%

Stage |l 86-95%

Stage Il 956-69%

Stage IV 11-50%




2UUTTEPAOUATO

* H Beparreia Tou pn-pikpokuTTapikou Ca mrveupova (NSCLC) ota apxika otddia (1 kai
II) BaoileTal 0TN XEIPOUPYIKA aPaipeOn KAl TN CUUTTANPWUATIK XMO.

* To NSCLC atadiou Il avrigeTwtrideTal Kupiwg pe ouvduaouEvn XMO / AKO.

* YTTApxouv onPavTIKES £CEAICEIC OTNV KaTavonon TnG BioAoyiag Tou Ca Trveupova TTou
E€XOUV 0ONYACEI TNV EQAPPOYH VEWV BEPATTEIWY TTOU £XOUV AANAEEI TO TOTTIO.

» 2710 TTpoXwpnuévo NSCLC n cuoTtnuartikn Bepartreia (XMO, otoxelouoeg BepaTtreieg
Kal N avoooBepartreia) atroteAoOUV TNV BACIKA AVTIMETWTTION.

* H AKO BeATiwvel Tov EAeyXO TNG TOTTIKAG VOOOU

* 2TO MIKPOKUTTAPIKO KAPKIVO TTVEUUOVA TOV KUPIAPXO POAO OTNV QVTIMETWITION £XOUV N
XM@ kai n AKO.




