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Small Cell Lung Cancer

SCLC - MKIT



Atapopec amo tov MMKIT (NSCLC)

* [pnyopoc puBpuoc duthaoclacpou
* Meyaloc puBuoc avamntuénc
* MpwLKN aVATTUEN OITOAKPUOUEVWY UETAOTACE WV

* Av Kol ap)LKa elvol evaioBntog otn XMO kot AKO, oL acBeveic o€
Alyouc pnveg W eva xpovo cuvnBwc uTtotpoTiLalouV UE
XNUELOOVOEKTLKN VOTO.



* Epudaviletol oxedov amMOKAELOTIKA OE KOTTVLOTEC KOL CUXVOTEPQL OF
Bapelc KATVLOTEC

* Mn kamvioteg 2.9%

e Muscat JE, Wynder EL. Lung cancer pathology in smokers, ex-smokers and never
smokers. Cancer Lett 1995; 88:1.
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Large cell carcinoma
Non-smoker

. - -
........



loTtoAoyLa

* Oat cell («kutTApWV BpwUNG»)
* Intermediate type (EvoLapec0¢ KUTTAPLKOC TUTTOG)

* Combined type (Mwtoc tomoc)



W.H.O. — NeupoeVvOOKPLVELC OYKOL
e SCLC

® Mukto SCLC (ouviotdapevo kupiwc amd SCLC pe karmolec reptoxec NSCLC)
® LCNEC (Large Cell Neuroendocrine Carcinoma)

e KapKwvoeldng GyKoL, TUTILKOL Kall ATUTTOoL

* Travis, WD.. The concept of pulmonary neuroendocrine tumours.. In: Pathology & Genetics: Tumours of the Lung,
Pleura, Thymus, and Heart., Travis, WD, Brambilla, E, Muller-Hermelink, HK, Harris, CC. (Eds), IARC Press, Lyon

2004. p.19.




) Oykot upnAnc dtadpopormnoinonc

e Combined SCLC

e TUTILKA =) MEonc Kat YapunAng dtapopomoinonc
KOLL LTUTTOL KOLPKLVOELON



‘Types of Lung
Cancer

There are 2 major types of lung

cancer: /7

* Small cell lung cancer (SCLC)

Non-small cell lung cancer

(NSCLC)

(If a lung cancer has characteristic
of both types it is called a mixed
small cell/large cell cancer. This
Is uncommon. )

These 2 types of lung cancer are
treated very differently.







- “’



MLKTOC TUTTOC

e SCLC >>> Squamous, LCC, Spindle > 10%

* Tao umtoAounta otoelor NSCLC: 2e omolobnmote mMocooTo



© 2006 Elsevier Inc.



e >e un Bepamevpeva SCLC oL Aoutol TUTIOL AVEU PLOKOVTOL OTIAVIWG

* JTLC VEKPOTOMEC HeTa armo Beparmeia: 30% exeL SladopormnolnBel oe
NSCLC



+

» MNoAuvduvapa stem cells

o 1As NEICHE pe petaAagelc tov EGFR amoktouv popdoAoyia SCLC
KaBwC avamTtUCoETOL AVTLOTAON OTOUC avaoToAelc Tou EGFR

N

llvovtaun evaicOnta otig Oeparmneieg touv SCLC

e Sequist LV, Waltman BA, Dias-Santagata D, et al. Genotypic and histological evolution of lung cancers acquiring resistance to EGFR
inhibitors. Sci Transl Med 2011: 3:75ra26.
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Bloxnueta tov SCLC




AgV UTTIAPYOUV LOPLAKOL OELKTEC VLA TNV ETIAOYI CUYKEKPLULEVNC
Oeparmeiac mapa POVO G KAWVLIKEC LEAETEC

* Kepativn

* AVTLYOVO emONALOKAC LEUBPAVNC
* TTF1

e Juvarmnrtoduaoivn

* Xpwpoypavivn

* CD56

* NSE

* Dopa dexarboxylase
* GPR

e KaAottovivn

* |GF



AUTOKPLVELC KOL TIOPAKPLVELC BpOYOL

Avéntikoi mapayovtec tou SCLC:
* |GF-I
* GRP

Adpavomolntng:
* NeUPWVLKN EVOOTIENMTIOAO ms)  YTIOEKPpALETOL

* King KA, Hua J, Torday JS, et al. CD10/neutral endopeptidase 24.11 regulates fetal lung
growth and maturation in utero by potentiating endogenous bombesin-like peptides. J
Clin Invest 1993: 91:1969.
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[TpoBAETITIKOL OELKTEC?

AEN YINMAPXOYN MPOBAENTIKOI AEIKTE2



KALVLKN ELKOVA

*  AvanTUOOETOL KUPLWC KEVTPLKA

*  ApXWKA UTtOBAEVVOYOVIWG KOl LETA
evOoPpoyxLIKWE

*  Mala otn MUAN pe Aepdpadevonadeila




J s
" ‘x. .



Small Cell Lung Cancer

-.5_ o PET scan showing

—~——

©
- -, W
W a typical small cell
" lung '“”9 “ cancer with a
| nodes — large mediastinal
v cancerq* mass making it
hard to even see

roces / the heart on the
left side




2 UUITTWLATOA oY LOL

* Brixag

e Alpontuon
e AvoTmvola
e KatafoAn

* Metaotaoelc (70% twv acBsvwv): ‘Hriap, envedpidla, oota, LUEAO
TWV 00TWV, EYKEPAAOG.



[TepLPePLKOC OYKOC Ywplc AepudadevomabeLa
KuttapoAoyikn e€etaon: “SCLC”

n
TUTILKO N ATUTIO KOPKLVOELOEC?

(xewpoupynotua)

|

Blodia kat pecobwpokookonrnon



EkTtoun povnpouc Oykou

e 4-12% twv ektopnBeviwyv olwv Ntav SCLC

e Kreisman H, Wolkove N, Quoix E. Small cell lung cancer presenting as a solitary pulmonary nodule. Chest 1992: 101:225.

* 4% twv aoBsvwv pe SCLC epdavilouvv povnpn olo

e Quoix E, Fraser R, Wolkove N, et al. Small cell lung cancer presenting as a solitary pulmonary nodule. Cancer 1990: 66:577.

" 2/3 Twv acBevwv pe povripn 0o €XoUV ToV «EVOLAUECO TUTION

" 2/3 TV A0BEVWV PLE EKTETAUEVN VOOO £XOUV TOV TUTIO KKUTTAPWV
Bpwpng»
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>Toolomolnon kata VALSG

* Neploplopévo SCLC: Oykoc MEPLOPLOUEVOC OTO CUOTOLXO NULBWPAKLO
le Aepdadevec mov pmopouv va teptAndBouv oto 161o
aKTIVOBEpaTTEVTIKO TIESLO

* EkteTapévo SCLC: OykoC e ATMOUOKPUOUEVEC LETAOTAOELC,
neplkopdLlakn Kot UTTE(WKOTLKN CUAAOYI], ETEPOTTIAELUPOUC
uTtepkAeidLouc N uAaiouc Aepdadevec (TNM [-111B)



Small Cell Lung Cancer: Staging

[ Limited disease
B Controversial

Extensive disease




TNM 7

[l TtV avadelen acbevwv

nov TBavwc va wpeAnBoulv armo To XEPOUPVYELO.



H otadlomotlnon mepAaPAVEL:

* Quolkn g€€taon

* MMANPN ALUATOAOYLKO Kol BLoXNULKO EAEYXO

* AkTIvoypadia Owpakog

e CT BwpaKkoc Kol KOLALoLG

e CT eykedalou kot kata rpotipnon MRI

* Artetkovion tou okeAetoU (PET-CT vs orivOnpoypadnpo ootwv)

e OoteopueAikn Boyia
* Mapakevinon vTE(WKOTIKAC oUAAOYNC-TtEPLKAPSLOTIAPOKEVTNON



* H amelkovion tou eykedpalou eival Betikn og 15% twv acbevwv
e 5-8% €lvall QCUUTTTWLATIKOL

e HardyJ, Smith I, Cherryman G, et al. The value of computed tomographic (CT) scan surveillance in the detection and

management of brain metastases in patients with small cell lung cancer. Br J Cancer 1990; 62:684.

e Evtomion oto HUEAO TwV ootwyV armavtatol o€ 15-30% twv acBevwy
e Q)¢ povnpng petaotoon oto 2-6%

e Tritz DB, Doll DC, Ringenberg QS, et al. Bone marrow involvement in small cell lung cancer. Clinical significance and
correlation with routine laboratory variables. Cancer 1989; 63:763.

* To omvOnpoypadnua ootwv elvol BeTIKO ewc kat oto 30% Twv
aoBevwVv aKOUA KOl ETIL ATTOUCLOC CUUMTWHATWY N aavénuevng ALP

e Levitan N, Byrne RE, Bromer RH, et al. The value of the bone scan and bone marrow biopsy staging small cell lung
cancer. Cancer 1985; 56:652.
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O poAoc tou PET-CT

* EvawoBnoia 100%
* Auénon tng xpnonc tou amo 5 og 20%

* 51 aoBevelc
e 18 pe meploplopevn vooo otn CT, 2 €€ auTwv €lxov EKTETAMEVN VOoO oTto PET
e AmoO touc 33 pe ekteTapevn vooo otn CT, 6 eiyov eploplopevn vooo oto PET

* Vinjamuri M, Craig M, Campbell-Fontaine A, et al. Can positron emission tomography be used as a staging tool for
small-cell lung cancer? Clin Lung Cancer 2008; 9:30.

* Brink |, Schumacher T, Mix M, et al. Impact of [18F]FDG-PET on the primary staging of small-cell lung cancer. Eur J
Nucl Med Mol Imaging 2004; 31:1614.
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2UUTEPAOLLAL:

H otadlomoinon pe PET pmopetl va aANaeL
ad’ evoc to otadio

ad’ ETEPOU TO OKTIVOOEPATTEUTIKO TESLO



O poAoc tnc SUV

» WnAn SUV oxetiletal pe XELpOTEPN NMPOYVWOoN



Alopeon enplwon

** MNeploplopevn voooc 15-20 UAVEG

s ExteTapevn voooc 8-13 HAVeG

_ Aetng emBiwon Nevraetng emPBiwon

MeploploUEVN VOOOC 20-40% 10-13%

EKTETAUEVN VOOOC <5% <2%



[TpOYVWOTLKOL TTOP ALY OVTEC

* ECOG

* H anwAela Bapouc

* H ouvEyLlon TOU KATVIOMOTOC

* H ektaon tn¢ vooou

* H uynAn LDH

* To dUAO: OL yuvaikeg €xouv KAAUTEPN MIPOYVWON

e  Paesmans M, Sculier JP, Lecomte J, et al. Prognostic factors for patients with small cell lung carcinoma: analysis of a series of
763 patients included in 4 consecutive prospective trials with a minimum follow-up of 5 years. Cancer 2000; 89:523.

e Rawson NS, Peto J. An overview of prognostic factors in small cell lung cancer. A report from the Subcommittee for the
Management of Lung Cancer of the United Kingdom Coordinating Committee on Cancer Research. Br J Cancer 1990; 61:597.
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XELPOUPYELO

2uVLIoTATOL:

»2€ 000UC £XYouv povnpn olo

»2€ 000UC OEV £XOUV ATTOUOAKPUOUEVEC LETOLOTAOELC
»2e 000U OEV £XOUV VOOO OTO LECOBWPAKELDO

»2€ 000UC OEV UTIAPXOUV QVTEVOELEELC VIO XELPOUPYELD



2ta pn eéapeotpa SCLC n 5eTtnc emPBiwon eivar <5%



Alepeuvnon

e PET-CT
* MRI eykedalou

 EBUS-TBNA 1 pecobwpakookomnnon



Meteyxelpntikn XnuewoBepameia (XMO)

Meta amo kabe ektoun va akoAouBel emikouplkn XMO

(5etnc emBiwon 53% vs 40%)

* Yang CF, Chan DY, Speicher PJ, et al. Role of Adjuvant Therapy in a Population-Based Cohort of Patients With Early-Stage Small-Cell Lung
Cancer. J Clin Oncol 2016; 34:1057.
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Meteyxelpntikn AKGO 7

* N2 voococ — opeloc (29% vs 19%)
* N1 voooc — kappa dtadpopa
* NO — xelpotepeuon (39% vs 46%)

* Wong AT, Rineer J, Schwartz D, Schreiber D. Assessing the Impact of Postoperative Radiation Therapy for Completely
Resected Limited-Stage Small Cell Lung Cancer Using the National Cancer Database. J Thorac Oncol 2016; 11:242.
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XELPOUPYELO LETA QTTO ELoAyWYLKN XMO 7
MONON 2E ENMIAETMENOY2 AZOENEI2
» Xwpic N2 vooo

NMAHPHZ 2TAAIONOIHZH

Eberhardt W, Stamatis G, Stuschke M, et al. Prognostically orientated multimodality treatment including surgery for selected patients of small-cell
lung cancer patients stages IB to IlIB: long-term results of a phase |l trial. Br J Cancer 1999; 81:1206.

Lewinski T, Zutawski M, Turski C, Pietraszek A. Small cell lung cancer I--1ll A: cytoreductive chemotherapy followed by resection with continuation of
chemotherapy. Eur J Cardiothorac Surg 2001; 20:391.




XHMEIOOEPATIIEIA MKI

* XMO 1" ypauung

* Meploplopevou MKIT
% AKO
e ExteTapEvou MKII

* XMO 276 ypopng

* XMO 3¢ ypappng

e AvoooBeparmneia



XnuewoBeparmeia 1S ypappnc tov MKIT




AVTLLLETWTILON TIEPLOPLOUEVNC VOOOU

* Xwplc Bepamneia oL acBeveic emtBLwvouv Alyouc HNVEC
* O OYKOCG €lval xnHeLlogevaioOntog Kot akTtvosvaiodntog
* 80-90% GUVOALKN OVTOTOKELON

* 50-60% «TTARPNC» OLVTATTOKPLON






2UOTNMOTIKN BepaTela

» [l 6Aouc Touc aoBeveic
»Apeon evapén HEoO o€ 7 NUEPEC
»H otadlonoinon &ev npenel va poc kobuotepel

> ELOLKA oL cuPMTWHOTIKOL oBevelc peEmeL va Bepamevovtal AUEOD



YuvnOwc 4 kukAolt XMO Baolopevn otn mAativa

-+

ouyxpovn AKO katd ta mpwipo otadla TG vooou






* Apxika, CAV (Cyclophosphamide, Adriamycin, Vincristine)

+
emotkoAovOn AKG

Metayeveotepa EP

Evans WK, Shepherd FA, Feld R, et al. VP-16 and cisplatin as first-line therapy for small-cell lung cancer. J Clin
Oncol 1985:; 3:1471.

Fukuoka M, Furuse K, Saijo N, et al. Randomized trial of cyclophosphamide, doxorubicin, and vincristine
versus cisplatin and etoposide versus alternation of these regimens in small-cell lung cancer. J Natl Cancer
Inst 1991; 83:855.
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H rAativa €6€Lée kaAUTEpa amoTteEAEGOTA
o€ oxeon pe to CAV kat to CEV

Fukuoka M, Furuse K, Saijo N, et al. Randomized trial of cyclophosphamide, doxorubicin, and vincristine versus cisplatin

and etoposide versus alternation of these regimens in small-cell lung cancer. J Natl Cancer Inst 1991; 83:855.

Sundstrgm S, Bremnes RM, Kaasa S, et al. Cisplatin and etoposide regimen is superior to cyclophosphamide, epirubicin,

and vincristine regimen in small-cell lung cancer: results from a randomized phase |ll trial with 5 years' follow-up. J Clin
Oncol 2002; 20:4665.
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Cisplatin 4 Carboplatin?




e Overall response rate, progression-free survival, and overall survival

IAIA

* Rossi A, Di Maio M, Chiodini P, et al. Carboplatin- or cisplatin-based chemotherapy in first-line treatment of small-
cell lung cancer: the COCIS meta-analysis of individual patient data. J Clin Oncol 2012; 30:1692.

e Skarlos DV, Samantas E, Kosmidis P, et al. Randomized comparison of etoposide-cisplatin vs. etoposide-carboplatin
and irradiation in small-cell lung cancer. A Hellenic Co-operative Oncology Group study. Ann Oncol 1994: 5:601.

e Lee SM, James LE, Qian W, et al. Comparison of gemcitabine and carboplatin versus cisplatin and etoposide for
patients with poor-prognosis small cell lung cancer. Thorax 2009; 64:75.
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* Carboplatin: MeyaAutepn atpatoAoyikn toélkotnta

e Cisplatin: MeyaAUtepn pn atpoatoAoyikn toélkotnta



“Gold Standard”: Cisplatin + Etoposide

* Cisplatin +

* Irinotecan

* Irinotecan plus cisplatin compared with etoposide plus cisplatin for extensive small-cell lung cancer.

Noda K2, Nishiwaki Y, Kawahara M, Negoro S, Sugiura T, Yokoyama A, Fukuoka M, Mori K, Watanabe K, Tamura T, Yamamoto S, Saijo N; Japan
Clinical Oncology Group. N Engl J Med. 2002 Jan 10;346(2):85-91.

 Paclitaxel + Etoposide

* ] Dimitroulis, A Rapti, G P Stathopoulos, S Rigatos, J Stathopoulos, J Koutantos, A Athanasiadis, K Tsikritsaki, D Karaindros, K Katis, D Antoniou, M
Toumbis, P Giamboudakis (2008) Comparison of cisplatin-paclitaxel combination versus cisplatin-etoposide in patients with small-cell lung
cancer : a Phase Ill study Oncol Rep 20: 4. 879-84.
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2XNUoTa e TIAKALTOEEAN: AVTIKPOUOLEVA
QTOTEAEOLLATAL

|6

e Reck M, von Pawel J, Macha HN, et al. Randomized phase |ll trial of paclitaxel, etoposide, and carboplatin versus
carboplatin, etoposide, and vincristine in patients with small-cell lung cancer. J Natl Cancer Inst 2003; 95:1118.

e KaAUtepn

Levitan N, Dowlati A, Shina D, et al. Multi-institutional phase I/Il trial of paclitaxel, cisplatin, and etoposide with
concurrent radiation for limited-stage small-cell lung carcinoma. J Clin Oncol 2000; 18:1102.

* OxL KaAUTEpPN

e Ettinger DS, Berkey BA, Abrams RA, et al. Study of paclitaxel, etoposide, and cisplatin chemotherapy combined
with twice-daily thoracic radiotherapy for patients with limited-stage small-cell lung cancer: a Radiation Therapy
Oncology Group 9609 phase Il study. J Clin Oncol 2005:; 23:4991.

e HornlL, Bernardo P, Sandler A, et al. A phase Il study of paclitaxel + etoposide + cisplatin + concurrent radiation
therapy for previously untreated limited stage small cell lung cancer (E2596): a trial of the Eastern Cooperative
Oncology Group. J Thorac Oncol 2009: 4:527.
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NEOTEPOL TTAPAYOVTEC

* Tirapazamine

* Thalidomide

* \Vandetanib

* Bevacizumab

* Matrix metalloproteinase inhibitors
* Tamoxifen

* Bec2/BCG vaccine

* AvoooBeparneia



AktivoBepareia (AKO



2 NILOVTLKOC 0 poAoc Tnc AKO Bwpakoc-
ueocoBwpaklou

 Tortikn umtotpornn oto 80% twv acBsvwv pe XMO povov

* H emiBiwon BeAtwwvetoal pe tnv AKGO

* Pignon JP, Arriagada R, Ihde DC, et al. A meta-analysis of thoracic radiotherapy for small-cell lung cancer. N Engl ) Med 1992;
327:1618.

* Warde P, Payne D. Does thoracic irradiation improve survival and local control in limited-stage small-cell carcinoma of the lung?
A meta-analysis. J Clin Oncol 1992: 10:890.

e Gaspar LE, Gay EG, Crawford J, et al. Limited-stage small-cell lung cancer (stages I-lll): observations from the National Cancer
Data Base. Clin Lung Cancer 2005; 6:355.
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[TpoPUAAKTLKA...

OMAokpavia AKO (PCl) og aoBevelc e onNUAVTLKA N TTANPN QVTOTTOKPLON



EAattwvel Tn miBavotnta eAATTWOoNG EUPAVIONC TWV EYKEDAALKWY
LLETOLOTAOEWV

KOl

Avéavel Ta toocoota eMLBLWoNC o€ alcBevVeic Ue TIEPLOPLOUEVN VOOO



AKTLvoBEpaTELD - TTAPAYOVTEC KAELOLOL
* H 600n

* O aKTLVOBOAOUMEVOC OYKOC

* H kAa.opatomnoinon

* H evowpatwon otn XMO




AxktvoBepamneia Bwpako — Mote?

* [priyopn €vapén yla KAAUTEPO ATOTEAECHA

e 2TOV 1° ] 2° KUKAO

* Me ghaxlotn peiwon tTwv docewv tng XMO



[pootBsuevn otn XMO

TIOPEXEL LLOL ULKPN OAAGQL OTATLOTIKA onuavTikn BeAtiwon otnv erPlwon

o€ oxeon He tTn XMO povov,

UE KOOTOC TNV atvénaon tnc toélkotTnTac



»To peyaAUtepo odeloc napatnpnOnke o dtopa < 55 gTwv
» 0L BAaPec amo tnv AKO ntav peyaAutepecg o atopa > 70 etwv

* OL OUYXPOVEC TEXVIKEC atUEAVOUV TO OPEAOC KAL LUELWVOUV TN
toélkotnta

* AntoAuto odelog otnv eriBiwon 15.7% (8600 acOeveig)

e Corso CD, Rutter CE, Park HS, et al. Role of Chemoradiotherapy in Elderly Patients With Limited-Stage Small-Cell Lung
Cancer. J Clin Oncol 2015; 33:4240.
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YupPatika oxynuato AKO

* 60-70Gy o€ KAaopata Twv 2Gy

e 16% £AeyxOC TNC TOTILKNC VOOOU yLa 0couc eAafav 30Gy
* 63% €AeyX0C TNG TOTILKNC VOOOU yLa 0ooug eAafav 50Gy

* Choi NC, Carey RW. Importance of radiation dose in achieving improved loco-regional tumor control in limited
stage small-cell lung carcinoma: an update. Int J Radiat Oncol Biol Phys 1989: 17:307.

* 96% £AeyX0OC TNG TOTILKNC VOOOU yLa 0o0ouU¢ eAafav >60Gy

e PapacRJ, SonY Bien R, et al. Improved local control of thoracic disease in small cell lung cancer with higher dose
thoracic irradiation and cyclic chemotherapy. Int J Radiat Oncol Biol Phys 1987: 13:993.
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AKO meploplopevou mediov — Gold Standard

Mpemnel va neplthapfavel oktivofoAnon otn:
e KUpla vooo

* >TOUC AepudadEVEC



e KUplat vooo (peta tn XMO)

* Ytouc Aspudadevec (mtpo XMO)

v Antapaitnto to PET-CT



2TOYOC TOU TIEPLOPLOUEVOU TIEOLOU

H eAdttwon tnc ToéKOTNTAC,

XWpPLC va KlvOUVEUOULV Ta TTOOOOTA EAEYXOU TNC VOCOU



KAaopotomnolnon
»2uvnOwc 1.8-2Gy mevte dopec tn Boopada yia 6 efOopadec
»Mpotiuntéa HEB0SOC elval n EmITayYUVOUEVN UTEpPKAaouaTotolnon:

v Mikpotepa Staothuoato UE LeyaAutepn 60on

v EAQTTWVEL TN TOVOTNTO TNC OVOYEVVNONC TWV KOPKLWVLKWY KUTTAPWV

e Auéavel tn mBavotnta PAABNC TWV LYLWV LOTWV



ErtakoAouBn, Tautoxpovn, EVOANOLOOOUEVN
AKOG

* Tautoxpovn kat evaAAacocopevn AKO:

* [MAeovektel oto OtTL Sev dLakomtoupe thv XMO

e Melovektel oto OTL N ToélkOTNTA AvEaveTal (LUEAOKATAOTOAN, TIVELOVLTLOQ,
olcodayitida)

e Warde P, Payne D. Does thoracic irradiation improve survival and local control in limited-stage small-cell carcinoma of the
lung? A meta-analysis. J Clin Oncol 1992: 10:890.
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H ouyxpovn XMO-AKO mpoTipatal ano tnv
eTtaKOAOUON KaL uTtooTNPL(ETAL ATTIO TTOAAEC
LEAETEC KOl LETAVAAUOELG

e Owoodayitic aocuvnONC aAAa Lo cuyvi OTn cuyXpPovn
 [Mveuvpovitic ota idla moocootad
e Oavartol 1o ibLo

* Gregor A, Drings P, Burghouts J, et al. Randomized trial of alternating versus sequential radiotherapy/chemotherapy in limited-
disease patients with small-cell lung cancer: a European Organization for Research and Treatment of Cancer Lung Cancer
Cooperative Group Study. J Clin Oncol 1997; 15:2840.

e Takada M, Fukuoka M, Kawahara M, et al. Phase |ll study of concurrent versus sequential thoracic radiotherapy in combination
with cisplatin and etoposide for limited-stage small-cell lung cancer: results of the Japan Clinical Oncology Group Study 9104. J
Clin Oncol 2002: 20:3054.
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Perry MC, Eaton WL, Propert KJ, et al. Chemotherapy with or without radiation therapy in limited small-cell carcinoma of the lung. N Engl J
Med 1987; 316:912.

Bunn PA Jr, Lichter AS, Makuch RW, et al. Chemotherapy alone or chemotherapy with chest radiation therapy in limited stage small cell lung
cancer. A prospective, randomized trial. Ann Intern Med 1987; 106:655.

Perez CA, Einhorn L, Oldham RK, et al. Randomized trial of radiotherapy to the thorax in limited small-cell carcinoma of the lung treated
with multiagent chemotherapy and elective brain irradiation: a preliminary report. J Clin Oncol 1984: 2:1200.

Rosenthal S, Tattersall MH, Fox RM, et al. Adjuvant thoracic radiotherapy in small cell lung cancer: Ten year follow-up of a randomized study.

Lung Cancer 1991; 7:235.
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XMO 11 ypoppnc tou ektetopuevou SCLC




* ATTOLOKPUOUEVEC LETOOTAOELC

* NepkapSLakr cuAAoyn

* Yrie{wKkotikn ouAAoyn

* AvtinAevupouc urtepkAeidlouc Aepdadevec

* AvtinAevupouc uAaiouc Aepdpadevec



[Tl va Bepamevoouvpe?

* OLaoBeveic (ouv Alyo (8-13 pnvec)

* O OyKoC avtarnokpivetal otn XMO akopa Kol 0€ TPOXWPNUEVO oTAdLO

» Ox povo BSC!



1. Mpotipwvtol ot cuvduoopol

2. 2uyxpova Kot oxL StadoyiKka...

e Lowenbraun S, Bartolucci A, Smalley RV, et al. The superiority of combination chemotherapy over single agent chemotherapy in small cell

lung carcinoma. Cancer 1979: 44:406.




ePlatinum compounds (cisplatin, carboplatin)

e Podophyllotoxins (etoposide, teniposide)

e Camptothecins (irinotecan, topotecan)

e Alkylating agents (ifosfamide, cyclophosphamide)

e Anthracyclines (doxorubicin, epirubicin, amrubicin)

e Taxanes (paclitaxel, docetaxel)

e\/inca alkaloids (vincristine, vinorelbine)

* Nitrosoureas, methotrexate, bendamustine, gemcitabine.






Kapmntobeoivec avtl etonooldnc?

* MaAAov oxL...

* Noda K, Nishiwaki Y, Kawahara M, et al. Irinotecan plus cisplatin compared with etoposide plus cisplatin for extensive
small-cell lung cancer. N Engl J Med 2002; 346:85.

* Hanna N, Bunn PA Jr, Langer C, et al. Randomized phase Il trial comparing irinotecan/cisplatin with etoposide/cisplatin
in patients with previously untreated extensive-stage disease small-cell lung cancer. J Clin Oncol 2006; 24:2038.

* Lara PN Jr, Natale R, Crowley J, et al. Phase Il trial of irinotecan/cisplatin compared with etoposide/cisplatin in
extensive-stage small-cell lung cancer: clinical and pharmacogenomic results from SWOG S0124. J Clin Oncol 2009;
27:2530.

* Hermes A, Bergman B, Bremnes R, et al. Irinotecan plus carboplatin versus oral etoposide plus carboplatin in extensive
small-cell lung cancer: a randomized phase |l trial. J Clin Oncol 2008: 26:4261.

e Zatloukal P, Cardenal F, Szczesna A, et al. A multicenter international randomized phase |ll study comparing cisplatin in
combination with irinotecan or etoposide in previously untreated small-cell lung cancer patients with extensive
disease. Ann Oncol 2010; 21:1810.
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Epirubicin + Cisplatin?
Avtl yla etomtooidn + cisplatin?

NAI:

e Elval povonuepn Bepareia

e KaAutepn cuvoAwkn avtamnokplon (74% vs 69%)

* 16t0¢c media time to progression (7.6 pnvec kat yio ta 6U0)
e KaAutepo median survival (10.9 vs 10.1 pnvec)

* Alyotepn atpatoloyikn toéikotnta (42% vs 57%)

» Artal-Cortés A, Gomez-Codina J, Gonzalez-Larriba JL, et al. Prospective randomized phase Il trial of etoposide/cisplatin versus
high-dose epirubicin/cisplatin in small-cell lung cancer. Clin Lung Cancer 2004; 6:175.
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[TpooBNnKn 3°Y papuakou?
* MakAta&eAn: Asv UTTEPEXEL

e MeyaAUtepn BvntotnTa 0TO OKEAOC TNC TOKALTAEEANC

 Niell HB, Herndon JE 2nd, Miller AA, et al. Randomized phase |ll intergroup trial of etoposide and cisplatin with or without
paclitaxel and granulocyte colony-stimulating factor in patients with extensive-stage small-cell lung cancer: Cancer and
Leukemia Group B Trial 9732. ) Clin Oncol 2005; 23:3752.

* Mavroudis D, Papadakis E, Veslemes M, et al. A multicenter randomized clinical trial comparing paclitaxel-cisplatin-etoposide
versus cisplatin-etoposide as first-line treatment in patients with small-cell lung cancer. Ann Oncol 2001; 12:463.
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|poopaudn?

e AVALLLKTO QItoTEAEOHOTOL

1) Odeloc: Aetnc emiPfiwon (13% vs 5%)

* Loehrer PJ Sr, Ansari R, Gonin R, et al. Cisplatin plus etoposide with and without ifosfamide in extensive small-cell lung
cancer: a Hoosier Oncology Group study. J Clin Oncol 1995; 13:2594.

2) Kaveva odeloc

* Miyamoto H, Nakabayashi T, Isobe H, et al. A phase |ll comparison of etoposide/cisplatin with or without added
ifosfamide in small-cell lung cancer. Oncology 1992: 49:431.
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Teooepa papLaAK?

* Cisplatin (d1) + Etoposide (d1-3) + Cyclophosphamide (d1-3) +
Epirubicin (d1)

Response rate 76% vs 61%

Median survival 10 vs 9.3 pAvec

Movoetnc 40% vs 29%

MeyaAn toélkotnta Kot Bavatol oe oxeon Ue 1o EP (22% vs 8% kat 9% vs 5%)

* Pujol JL, Daures JP, Riviere A, et al. Etoposide plus cisplatin with or without the combination of 4'-epidoxorubicin
plus cyclophosphamide in treatment of extensive small-cell lung cancer: a French Federation of Cancer Institutes
multicenter phase Ill randomized study. J Natl Cancer Inst 2001: 93:300.
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EvaA\aooopeva oxnuata?

* CAV pc EP

Roth BJ, Johnson DH, Einhorn LH, et al. Randomized study of cyclophosphamide, doxorubicin, and vincristine versus etoposide and cisplatin versus
alternation of these two regimens in extensive small-cell lung cancer: a phase lll trial of the Southeastern Cancer Study Group. J Clin Oncol 1992;
10:282.

e Fukuoka M, Furuse K, Saijo N, et al. Randomized trial of cyclophosphamide, doxorubicin, and vincristine versus cisplatin and etoposide versus
alternation of these regimens in small-cell lung cancer. J Natl Cancer Inst 1991; 83:855.

* Evans WK, Feld R, Murray N, et al. Superiority of alternating non-cross-resistant chemotherapy in extensive small cell lung cancer. A multicenter,
randomized clinical trial by the National Cancer Institute of Canada. Ann Intern Med 1987; 107:451.

* Feld R, Evans WK, Coy P, et al. Canadian multicenter randomized trial comparing sequential and alternating administration of two non-cross-resistant
chemotherapy combinations in patients with limited small-cell carcinoma of the lung. J Clin Oncol 1987; 5:1401.

* CDE (cyclophosphamide, doxorubicin, and etoposide) pe VIMP
(vincristine, carboplatin, ifosfamide, mesna)

e Postmus PE, Scagliotti G, Groen HJ, et al. Standard versus alternating non-cross-resistant chemotherapy in extensive small cell lung cancer: an EORTC
Phase Ill trial. Eur J Cancer 1996; 32A:1498.

* PE pe TOomoteKAvn

» Baka S, Agelaki S, Kotsakis A, et al. Phase Ill study comparing sequential versus alternate administration of cisplatin-etoposide and
topotecan as first-line treatment in small cell lung cancer. Anticancer Res 2010; 30:3031.
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A€V NTOV ATTOTEAECHOTIKAL



AN\EC LeBooOOL

* AU¢non tg doong

Schabel, F, Griswold, et al. Testing therapeutic hypotheses in mice and man: observations on the
therapeutic activity against advanced solid tumors of mice treated with anti-cancer drugs that have
demonstrated or potential clinical utility for treatment of advanced solid tumors in man. In: Methods
in cancer research: Cancer drug development, Vol. 17, Part B, Academic Press, New York 1979. p.p. 4.




* YYPnAOTEPN AVTATIOKPLON

* MeyaAutepn toélkoTNTA

e Kauuia dtadopa otnv cuVoALKN erBlwon

» TENIKQZ: AvTiKpoUOUEVA ATIOTEAEOHATOL



e KAtpakwon tnc 6oong: To&kotnta xwplc opelog

« Hande KR, Oldham RK, Fer MF, et al. Randomized study of high-dose versus low-dose methotrexate in the treatment of extensive
small cell lung cancer. Am J Med 1982; 73:413.

e Johnson DH, Einhorn LH, Birch R, et al. A randomized comparison of high-dose versus conventional-dose cyclophosphamide,
doxorubicin, and vincristine for extensive-stage small-cell lung cancer: a phase lll trial of the Southeastern Cancer Study Group. J Clin
Oncol 1987; 5:1731.

e Figueredo AT, Hryniuk WM, Strautmanis |, et al. Co-trimoxazole prophylaxis during high-dose chemotherapy of small-cell lung cancer.
J Clin Oncol 1985; 3:54.

e Hong WK, Nicaise C, Lawson R, et al. Etoposide combined with cyclophosphamide plus vincristine compared with doxorubicin plus
cyclophosphamide plus vincristine and with high-dose cyclophosphamide plus vincristine in the treatment of small-cell carcinoma of
the lung: a randomized trial of the Bristol Lung Cancer Study Group. J Clin Oncol 1989; 7:450.

e |hde DC, Mulshine JL, Kramer BS, et al. Prospective randomized comparison of high-dose and standard-dose etoposide and cisplatin
chemotherapy in patients with extensive-stage small-cell lung cancer. J Clin Oncol 1994: 12:2022.

* Arriagada R, Pignon JP, Le Chevalier T. Initial chemotherapeutic doses and long-term survival in limited small-cell lung cancer. N Engl J
Med 2001; 345:1281.

* Arriagada R, Le Chevalier T, Pighon JP, et al. Initial chemotherapeutic doses and survival in patients with limited small-cell lung cancer.
N Engl ) Med 1993: 329:1848.




* JUXVOTEPEC Oeparmeiec: AVTIKPOUOUEVEC amtOWELC

 Murray N, Livingston RB, Shepherd FA, et al. Randomized study of CODE versus alternating CAV/EP for extensive-stage
small-cell lung cancer: an Intergroup Study of the National Cancer Institute of Canada Clinical Trials Group and the
Southwest Oncology Group. J Clin Oncol 1999: 17:2300.

e Furuse K, Fukuoka M, Nishiwaki Y, et al. Phase Il study of intensive weekly chemotherapy with recombinant human
granulocyte colony-stimulating factor versus standard chemotherapy in extensive-disease small-cell lung cancer. The
Japan Clinical Oncology Group. J Clin Oncol 1998; 16:2126.

e Ardizzoni A, Tjan-Heijnen VC, Postmus PE, et al. Standard versus intensified chemotherapy with granulocyte colony-
stimulating factor support in small-cell lung cancer: a prospective European Organization for Research and Treatment
of Cancer-Lung Cancer Group Phase Ill Trial-08923. J Clin Oncol 2002: 20:3947.

e Sculier JP, Paesmans M, Lecomte J, et al. A three-arm phase Ill randomised trial assessing, in patients with extensive-
disease small-cell lung cancer, accelerated chemotherapy with support of haematological growth factor or oral
antibiotics. Br J Cancer 2001: 85:1444.

e Steward WP, von Pawel J, Gatzemeier U, et al. Effects of granulocyte-macrophage colony-stimulating factor and dose
intensification of V-ICE chemotherapy in small-cell lung cancer: a prospective randomized study of 300 patients. J Clin
Oncol 1998:; 16:642.

* Thatcher N, Girling DJ, Hopwood P, et al. Improving survival without reducing quality of life in small-cell lung cancer
patients by increasing the dose-intensity of chemotherapy with granulocyte colony-stimulating factor support: results
of a British Medical Research Council Multicenter Randomized Trial. Medical Research Council Lung Cancer Working
Party. J Clin Oncol 2000; 18:395.

* Thatcher N, Qian W, Clark PI, et al. Ifosfamide, carboplatin, and etoposide with midcycle vincristine versus standard
chemotherapy in patients with small-cell lung cancer and good performance status: clinical and quality-of-life results
of the British Medical Research Council multicenter randomized LU21 trial. J Clin Oncol 2005: 23:8371.




e Yootnplén pe kutokivec (GM-CSF, G-CSF): Em{ruLeg

 Woll PJ, Hodgetts J, Lomax L, et al. Can cytotoxic dose-intensity be increased by using granulocyte colony-stimulating
factor? A randomized controlled trial of lenograstim in small-cell lung cancer. J Clin Oncol 1995; 13:652.

e Pujol JL, Douillard JY, Riviere A, et al. Dose-intensity of a four-drug chemotherapy regimen with or without
recombinant human granulocyte-macrophage colony-stimulating factor in extensive-stage small-cell lung cancer: a
multicenter randomized phase Il study. J Clin Oncol 1997; 15:2082.

* Fukuoka M, Masuda N, Negoro S, et al. CODE chemotherapy with and without granulocyte colony-stimulating factor in
small-cell lung cancer. Br J Cancer 1997; 75:306.

e Hamm J, Schiller JH, Cuffie C, et al. Dose-ranging study of recombinant human granulocyte-macrophage colony-
stimulating factor in small-cell lung carcinoma. J Clin Oncol 1994: 12:2667.

e Miles DW, Fogarty O, Ash CM, et al. Received dose-intensity: a randomized trial of weekly chemotherapy with and
without granulocyte colony-stimulating factor in small-cell lung cancer. J Clin Oncol 1994: 12:77.

e Crawford J, Ozer H, Stoller R, et al. Reduction by granulocyte colony-stimulating factor of fever and neutropenia
induced by chemotherapy in patients with small-cell lung cancer. N Engl J Med 1991; 325:164.

* Trillet-Lenoir V, Green J, Manegold C, et al. Recombinant granulocyte colony stimulating factor reduces the infectious
complications of cytotoxic chemotherapy. Eur J Cancer 1993: 29A:319.

* Bunn PA Jr, Crowley J, Kelly K, et al. Chemoradiotherapy with or without granulocyte-macrophage colony-stimulating
factor in the treatment of limited-stage small-cell lung cancer: a prospective phase lll randomized study of the
Southwest Oncology Group. J Clin Oncol 1995: 13:1632.




* METAMOOXEVON QLUOTIOLNTLKWY KUTTAPWV

e Elias AD, Ayash L, Frei E 3rd, et al. Intensive combined modality therapy for limited-stage small-cell lung cancer. J Natl Cancer
Inst 1993; 85:559.

e Elias A, Ibrahim J, Skarin AT, et al. Dose-intensive therapy for limited-stage small-cell lung cancer: long-term outcome. J Clin
Oncol 1999: 17:1175.

e HumbletY Symann M, Bosly A, et al. Late intensification chemotherapy with autologous bone marrow transplantation in
selected small-cell carcinoma of the lung: a randomized study. J Clin Oncol 1987: 5:1864.

* Leyvraz S, Perey L, Rosti G, et al. Multiple courses of high-dose ifosfamide, carboplatin, and etoposide with peripheral-blood
progenitor cells and filgrastim for small-cell lung cancer: A feasibility study by the European Group for Blood and Marrow
Transplantation. J Clin Oncol 1999; 17:3531.

* Buchholz, E, Drings, P, Pilz, L, et al. Final results from a single center, controlled study of standard versus dose intensified
chemotherapy with sequential reinfusion of haematopoietic progenitor cells in small cell lung cancer (abstract). Proc Am Soc
Clin Oncol 2003.

e Lorigan P, Woll PJ, O'Brien ME, et al. Randomized phase Ill trial of dose-dense chemotherapy supported by whole-blood
hematopoietic progenitors in better-prognosis small-cell lung cancer. J Natl Cancer Inst 2005; 97:666.




Atapkelo XMOG







Oeparmneia cuvtrpnonc?
AVTLKPOUOLLEVO. OTTOTEAEOLATAL

e Schiller JH, Adak S, Cella D, et al. Topotecan versus observation after cisplatin plus etoposide in extensive-stage small-cell lung cancer:
E7593--a phase lll trial of the Eastern Cooperative Oncology Group. J Clin Oncol 2001:; 19:2114.

* Hanna NH, Sandier AB, Loehrer PJ Sr, et al. Maintenance daily oral etoposide versus no further therapy following induction chemotherapy
with etoposide plus ifosfamide plus cisplatin in extensive small-cell lung cancer: a Hoosier Oncology Group randomized study. Ann Oncol
2002; 13:95.

_—) ==




AktivoBeparmela ektetapevou SCLC

[lot aoBevelc pe kaAn aviamokplon otn XMO kot KaAo PS

OUVLOTATOL KoL akTlvoBeparmeia Bwpakoc
KOl
nPodUAAKTLKN) oAokpavia AKO

Grade 2B



HAWKLwEVOL 0loBEeVELC

* To 1/3 twv aocBsvwv sival >70 Twv
e Auénuevn ToSkOTNTA
* Nocoota enBiwong ta dla pe ta cuvRON oxRuoTta

» Tal povomapayovTika oxnpata ivouv xapnAotepn empiwon

* Girling DJ. Comparison of oral etoposide and standard intravenous multidrug chemotherapy for small-cell lung cancer: a stopped multicentre randomised trial. Medical Research
Council Lung Cancer Working Party. Lancet 1996; 348:563.

e Souhami RL, Spiro SG, Rudd RM, et al. Five-day oral etoposide treatment for advanced small-cell lung cancer: randomized comparison with intravenous chemotherapy. J Natl
Cancer Inst 1997; 89:577.

e Shepherd FA, Amdemichael E, Evans WK, et al. Treatment of small cell lung cancer in the elderly. ] Am Geriatr Soc 1994; 42:64.

e Ardizzoni A, Favaretto A, Boni L, et al. Platinum-etoposide chemotherapy in elderly patients with small-cell lung cancer: results of a randomized multicenter phase Il study
assessing attenuated-dose or full-dose with Tenograstim prophylaxis--a Forza Operativa Nazionale [taliana Carcinoma Polmonare and Gruppo Studio Tumori Polmonari Veneto
(FONICAP-GSTPV) study. J Clin Oncol 2005; 23:569.

e YauT, Ashley S, Popat§, et al. Time and chemotherapy treatment trends in the treatment of elderly patients (age >/=70 years) with small cell lung cancer. Br J Cancer 2006;
94:18




Carboplatin vs Cisplatin

220 acOeveic >70 sTwv

Cisplatin (25 mg/m? nuépeg 1-3)

Etoposide (80 mg/m? nuépeg 1-3) +

Etoposide (80 mg/m? nuépeg 1-3) +
Carboplatin (25 mg/m? nuépeg 1-3)

PS=3 AUC5
JuvoAwkn enBiwon-MNoocooto 73% 73%
OVTOTIOKPLONG

Awdpeon enBiwon 9.8 UNVeg 10.6 pAveg
ErBiwon 1 €toug 41
Toéwotnta 161 161
Acupuntwpatikn Bpoppormevia 16% 56%

Okamoto H, Watanabe K, Nishiwaki Y, et al. Phase II

study of area under the plasma-concentration-versus-

time curve-based carboplatin plus standard-dose

intravenous etoposide in elderly patients with small-cell
lung cancer. J Clin Oncol 1999: 17:3540.
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Apa...?

XPpNOLUOTIOLOUE TLC LOLEC BepaTteELlEC OTIWC LLE TOUC VEOTEPOUC 0loBEeVE(C



PS 3 kaL4

* Av 10 PS odelAetal otn vooo...




H xnuewoBeparmeia 21 ypappng




* 2uvNOwWC elvoll AlyOTEPO ATIOTEAECATLKN

* >TOXEVEL OTOV EAEYYO TWV CUMITTWHATWY KoL TNV Ttototnta {wng
* MMapataon Tou XPOVOU YLaL TNV UTTOTPOTN

* Melwon tou dopTiou ToU OYKOU

* [loocooToO avtamokpLlong 25%



Ertipévovoa voooc

* Mn avtanokplon  UMOTPOTI o€ <45 NUEPEC
e Agv UTIAPYXOUV 0ONYLEC

* Av untapyxet KAwvikn peA€tn: NAI

e Av OxL: MovoBepareia PLe TOTTOTEKAVN N LPLVOTEKAVN



AVOEKTLKN VOOOC

* Yrniotpomnn <90 nUEPEC

* MovoBepareia pe TOMOTEKAVN N LPLVOTEKAVN

e ToélkoTNTO MO TomotekAvn? =) [lakAlTaéeAn

e TeAevtaila AUon: AKTIVOBEPATTELD OE OUUMTTWHOTIKEC TIEPLOXEC



EvaloBntn voooc
* Yrniotpomn > 90 nUEPEC
e JuvnOBiletaL: Tomotekavn N Ipwvotekavn

* AV UTTOTPOTILAOEL O€ > 6 MNVEC KOl KOTA Itpotipnnon > 1 €toc:

* MAatwouyoc cuvéuacuocg (EP)

e @Garassino MC, Torri V, Michetti G, et al. Outcomes of small-cell lung cancer patients treated with second-line chemotherapy: a multi-
institutional retrospective analysis. Lung Cancer 2011; 72:378.
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AToTEAEOOTIKOTNTO TwV Beparmelwy 2NS
YPOUMUNG




OTIOTEKAVN

Evkekplpévn amo to FDA yla uttotponn > 45 nuepwv
Auvéavel tnv enBiwon oxetika pe tn BSC

KaAUTtepOoC EAEYXOC TWV CUUTTTWHUATWV

EvoodAEBLa kal per os popdpn LoodUvapeg

ApPOOTIKN KOTA TWV EYKEDAAKWY LETOOTACEWV

Nopevepyelec: Oubetepornevia, avatpio, Opoppornevia (grade 3, 4)

\{gggPal\Aéeéé,SSchiller JH, Shepherd FA, et al. Topotecan versus cyclophosphamide, doxorubicin, and vincristine for the treatment of recurrent small-cell lung cancer. J Clin Oncol

von Pawel J, Gatzemeier U, Pujol JL, et al. Phase ii comparator study of oral versus intravenous topotecan in patients with chemosensitive small-cell lung cancer. J Clin Oncol 2001;
19:1743.

Eckardt JR, von Pawel J, Pujol JL, et al. Phase |l study of oral compared with intravenous topotecan as second-line therapy in small-cell lung cancer. J Clin Oncol 2007; 25:2086.




|pLVvOTEKQVN

* EvaAAaKTikn TNC TOTTOTEKAVNC

e Avtamokpion 16-47%

e Masuda N, Fukuoka M, Kusunoki Y, et al. CPT-11: a new derivative of camptothecin for the treatment of refractory or relapsed
small-cell lung cancer. J Clin Oncol 1992: 10:1225.

e LeChevalier, T, Ibrahim, N, Chomy, P, et al. A phase Il study of irinotecan in patients with small cell lung cancer progressing after
initial response to first line chemotherapy (abstract). Proc Am Soc Clin Oncol 1997; 16:450a.

 DeVore, R, Blanke, C, Denham, C, et al. Phase |l study of irinotecan in patients with previously treated small cell lung cancer
(abstract). Proc Am Soc Clin Oncol 1998: 17:451a.




AA\OL EVAANQKTLIKOL TTAPAYOVTEC:

s MoakAtta&eEAn (1" smidoyn)
Avtamnokplon 20-30%

* MepLdpepikn veupomabdela, aAAepylkn aviidbpaon
* Meplkn avtamnokpLon 29%
e Atapeon dtapkela avrarokplong 100 nUEPEC

* Smit EF, Fokkema E, Biesma B, et al. A phase |l study of paclitaxel in heavily pretreated patients with small-cell lung cancer. Br J
Cancer 1998; 77:347.

e Yamamoto N, Tsurutani J, Yoshimura N, et al. Phase Il study of weekly paclitaxel for relapsed and refractory small cell lung
cancer. Anticancer Res 2006; 26:777.




* lepottaunivn (LvaAyio, ypumwdnc cuvdpour, LUEAOKATAOTOAN)
e TepoloAapidn (yaotpevieplkeg dStatapaxec, SuokolAlotnta)

* BivopeAprmivn (vevupornaBela, pueAoKaTaAGTOAN)

e Masters GA, Declerck L, Blanke C, et al. Phase |l trial of gemcitabine in refractory or relapsed small-cell lung cancer: Eastern Cooperative
Oncology Group Trial 1597. J Clin Oncol 2003; 21:1550.

e HoangT, Kim K, Jaslowski A, et al. Phase |l study of second-line gemcitabine in sensitive or refractory small cell lung cancer. Lung Cancer
2003; 42:97.

e Pietanza MC, Kadota K, Huberman K, et al. Phase |l trial of temozolomide in patients with relapsed sensitive or refractory small cell lung
cancer, with assessment of methylguanine-DNA methyltransferase as a potential biomarker. Clin Cancer Res 2012; 18:1138.

*  Furuse K, Kubota K, Kawahara M, et al. Phase Il study of vinorelbine in heavily previously treated small cell lung cancer. Japan Lung Cancer
Vinorelbine Study Group. Oncology 1996; 53:169.




Ertidoyn acBevwy yia 31 ypoupn XMoo

* ECOG 0-2

* EmBupuia tov aoBevouc yia Bepameia



AvoooBepareia MKIT




T-cell receptor

PD-1
inhibitor
Tumour




Checkmate 032:

OS in Non-Randomized Cohort

100 -
0 B
80
70
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0S (%)

Nivolumab

Nivolumab + Ipilimumab

40
30 _____________ll-yr05=27%

20
10

Number of
Patients at Risk
Nivolumab 98 56 39 35

61 43 33 28

12

26

24

15

21

21

4.1(3.0,6.8)

7.8 (3.6, 14.2)

18 21
Time (months)

17 12

19 16

*Between first dose and database lock; follow-up shorter for patients who died prior to database lock.

Hellmann M et al. Oral presentation at ASCO 2017. Abstract 8503.
Abbreviations can be found in the speaker notes.
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Checkmate 032: Summary of Response
per BICR — Non-Randomized Cohort

Summary of response

Nivolumab + Ipilimumab (n = 61)
ORR, % (95% Cl) 11 (6, 19) 23 (13, 36)
Median time to response, mo (range) 1.4 (1.1-4.1)
Median DOR, mo (range) 17.9 (2.8—-34.6+) 14.2 (1.5-26.5+)

Patients with ongoing responses at 2 yr,*%

Tumor PD-L1 expression in
non-randomized cohort (n = 159)t

ORR by tumor PD-L1 expression

Nivolumab + Ipilimumab (n = 61)

Less than 1% 14 (9/64) 32 (10/31)

1% or more 10 (1/10)

*Percentage of responders (nivo, n = 11; nivo + ipi, n = 14).

TPercentage of patients with quantifiable PD-L1 expression; PD-L1 expression was not evaluable/missing in 43 patients (27%).
Hellmann M et al. Oral presentation at ASCO 2017. Abstract 8503.

Abbreviations can be found in the speaker notes.
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Checkpoint inhibitors

| Nivolumab | Nivolumab+ Ipilimubab

Avtarmokplon 10% 21%
To&kotnta grade 3-4 13% 24%

Attla Bavatou MuoaoBgvela Gravis,

vedPLKA AVETIAPKELQ,
TveL HoviTo a

Antonia S], Lopez-Martin JA, Bendell J, et al. Nivolumab alone
and nivolumab plus ipilimumab in recurrent small-cell lung cancer

(CheckMate 032): a multicentre, open-label, phase 1/2 trial.
Lancet Oncol 2016; 17:883.
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Immunotherapy for extensive-stage SCLC
(September 2018)

First-Line Atezolizumab plus Chemotherapy in Extensive-Stage Small-
Cell Lung Cancer.

Horn L, Mansfield AS, Szczesna A, Havel L, Krzakowski M, Hochmair MJ,
Huemer F, Losonczy G, Johnson ML, Nishio M, Reck M, Mok T, Lam S,
Shames DS, Liu J, Ding B, Lopez-Chavez A, Kabbinavar F, Lin W, Sandler
A, Liu SV,

IMpower133 Study Group SON EnglJ Med.



* Immunotherapy has transformed frontline treatment for non-small

cell lung cancer, but its role in small cell lung cancer (SCLC) has been
unclear.

* In a randomized trial of 200 patients with treatment-naive, extensive-
stage SCLC, the addition of the anti-programmed death-ligand 1 (PD-
L1) antibody atezolizumab to carboplatin and etoposide (versus
placebo ) improved median overall survival (12.3 versus 10.3
months), as well as progression-free survival (5.2 versus 4.3 months).
Rates of toxicity were similar between the two groups.



https://www.uptodate.com/contents/atezolizumab-drug-information?source=see_link
https://www.uptodate.com/contents/carboplatin-drug-information?source=see_link
https://www.uptodate.com/contents/etoposide-drug-information?source=see_link

* Based on these data, we nhow recommend the addition of
atezolizumab to platinum-based chemotherapy for the frontline
treatment of extensive-stage SCLC.




[MopATAEUPEC KATOLOTAOELC




2UvOpopo avw KolAng pAEBac (2AKD-SVCS)




* Apxiloupe pe XMO (Bepamneia ekAoyng)

e Y& aoBeveic pe ekoeonpaopevn dSucdopia AKO



[MopoaveOTAACLATLKO. cUVOpPOLA

210 10% twv acBevwv pe SCLC



Paraneoplastic syndromes associated with lung cancer [5, 6]

Syndrome

Patients affected %

Causative protein or antibody

HyponatraemialSIADH

h

Arginine vasopressin or atrial natrivretic peptide

Ectopic corticotropin syndrome

Corticotropin

Lamberi—-Eaton myasthenic syndrome

‘ioltage-gated calcium channel antibody

Acromegaly

GHRH

Gynaecomastia

Hypercoagulability

Thrombocytosis

[,

Encephalomyelitis/subacute sensory neuropathy

Anti-Hu, amphighysin, CWZ

Zancer-associated retinopathy

Enti-recowverin

Dermatomyositis

fecanthosis palmaris, erythema gyratum repens

Mephrotic syndrome

SIADH: syndrome of inadequate antidiurefic hormone; GHRH: growth hormane-releasing hormone.




AUTOQVTIOWMATA EVAVTLOV TOU OYKOU, TOU
KNZ kol TnC veupopuikne cuovapnc

* NMapeykepaAldka ekpUALOTIKA cUvVOpouOL
* Lambert-Eaton Myasthenic Syndrome (LEMS)

* ACTH

e Avtidloupntikn opuovn



SIADH

e Artavtatol oto 70% tou SCLC
* Movo to 1-2% gudavilel Tto cUVOpoOuO

* ALOTOPOYLLEV QTIEKKPLON VEPOU AOYW CUVEXOUC EKKPLONG
avTLdLoupNTIKNG OPLOVNC



* YIovaTpLoLpior ollpatog
* YITOWOUWTIKOTNTA TTAQCLOTOC

* YITEPWOHWTLKOTNTA OUPWV

e AUENON TNC WOUWTIKOTNTOC TWV oUpwV > 100mosmol/kg
e Auénon tou vatpiou Twv oupwv > 40meq

* To kaALo cuvnBwc dev dLatapacoetal
e Agv UTTAPXOUV NAEKTPOAUTLKEC SLATAPOXEC
* To OUPLKO 0&U O0TOoV 0PO £lval cuvnNBwWC YapnAo



* OepamMELA TNC UTTOKEIKEVNG VOOOU

e 2TEPNON LOATOC

e [loooUnkn vatpiou

* [lpooUnkn Sdtoupntikou th¢ aykuAnc (500 mosmol/kg)
* AepekAoKUKALVN Kat AiBLo (?)

* AVTOyWVLOTEC TOU uTtodoxea tng ADH
e KoviBamtavn, toABarmtavn



Eaton-Lambert pvaoBeviko cuvdpopuo

e Atatapoxn Twv dtavAwyv tou Ca*t pe amoteéAeopa tn dtatapoxn NG
EKKPLONC TNC OLKETUAXOALVNC

* Apyn MpoodeuTIKA aduvapia Twv akpwy, Enpootopia, pHelwon
OVTAVOKAQOTIKWY, EUTTAOKN KPAVLIOKWY VEUPWV



Eaton-Lambert vs Myasthenia Gravis

Lambert-Eaton Myasthenia Gravis

Mpocuvarntikni PAABN Metaouvarmntiki BAABN
(Atatapoxn Twv StavAwv Ca*) (avtiowpoata katd tng ACH)
EkdNAwoeLg amo 1o autovopo KN Xwplic ekdbnAwoelc amnod to

avtovopo KNZ

Yxetiletal pe SCLC YxeTileTal pe Bupwpa N
uTtepmAaoia Touv BUupou
BeATlwveTaL Ye TN MpooTmabela Erdevwvetal e tn mpoomnabesia
JUUHETPLKN TtPOCBOAN HUWV AcUUETPN TTPOCBOAN LUWV
Mewwpéva n amovia Tevovtla DuoloAoyLka TEVOVTLA

OLVTOVOLKAOLOTLKAL OLVTOVOLKAOQLOTLKOL



Oeparmela

* EvbodAEPBLa avocoodalpivn

* 3,4-diaminopyridine (obwveL TNV EkKpLon aKETUAXOALVNC)
* AVOOOKATOOTOATLKA

* M\aopadaipeon

* AVTLXOALVECTEPAOEC



for more
information

on lung cancer,
keep smoking.




EpwtnoeLc

* MMola elval N maylwpeVN xNUELoBeparmeia mpwtng ypopunc tov MKM?



AKOUa KAAUTEPQ ATIOTEAECATO UTTOPOUV VA ETILTEVXOOUV UE TNV
QVTLIKATAOTO0N TNC £TONOCLONC ATTO TNV LPLVOTEKAVN.

Mottt OpWE auTtoc o ocuvduacopoc 6ev eilval Toco dnUodLlANc?



Amtapoitntn n oAokpavio¢ mpodulaktikn AKO

2woTto N AaBoc?



Mowa eivoil n XMO yua tnv:

1) Ermuupevouoa
2) AvOektikn
3) EvaioBntn vooo



H povn eykekplpevn xnuetoBeparmeio 2NS ypotlUN G €LvalL n TOTOTEKAVN.

2woTto N AaBoc?



ATt 0ca eAexOnoav moLo SLaLOTWOATE OTL ELVOLL
TO KUPLOTEPO MPOPBANUa pe tTn XMO tou MKIT?



Avadepate U0 xnUeLoBepameuTIka oxnUata 2" ypapUnG



Avadepate oxnuato aovoooBeparmelog E0Tw Kol UTTO SOKLUN



