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- 12" World Conference on Lung Cancer (WCLC)
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Update on International Association for the Study of
Lung Cancer (IASLC) staging project

IASLC ldiausmiutvszazlsnzesfithe non-small
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Update on systemic therapy in advanced NSCLC
1. First-line therapy
yinmaAnninusluafnTmds meta-analysis @
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vilisldmsudeyafugwlumsdnudose dwmsy first-line
therapy Tu advanced NSCLC dudinazsanfiogianszes 118 4
3l malignant pleural effusion viagibssay IV waﬂqﬂlﬁﬁqﬁ

- gassadvianinsgu ldui platinum-based
chemotherapy Taswuinisliien cisplatin ¥38 carboplatin
Samfupnaivradudn 1 ofa dladwids Tdun paclitaxel,
docetaxel, gemcitabine %38 vinorelbine (WyUssAnswalunis
AavauBIABNIINEILAz R INMTIeadinndiAneiu? ®

- AMNUANANTENIN cisplatin WLaY carboplatin Tu
first-line therapy

NI meta-analysis TiunanililaiSoudioy
dszdnduaeuIngu platinum 3¢Mi19 cisplatin WAz
carboplatin Tumﬁ'ﬂm@'ﬂ'zﬂ advanced non-small cell lung
cancer wuﬁﬂﬂ’mmﬁﬁi cisplatin-based chemotherapy
Wun1sdneusn ﬁé’m'\m‘:‘mm'ﬁ"mﬁﬁn’héﬂwﬁ‘lﬁﬁ“u
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carboplatin-based \&nipy* wAfifl toxicity fideiu Tunie
UjliAfuuziiEe B toxicity Aiteaa 1duri3es nephrotoxicity
uaz IV fluid volume uddty fionaiienld carboplatin weidn
#B9n15aA toxicity 1389 cytopenia nndfienaidanld

cisplatin
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A3 NLERAY IASLC staging for NSCLC

Teazidun Stage Q¥ Stage Insi

Tumors = 2 cm i Tla
Tumors > 2 cm - 3 cm T T1b
Tumors > 3 cm - 5 cm 2 T2a
Tumors > 5 cm - 7 cm T2 T2b
Tumors > 7 cm 1 T3
Tumors with additional nodule(s) in the same lobe T4 S
Tumors with additional nodule(s) in another ipsilateral lobe M1 T4
Pleural dissemination (malignant pleural or pericardial T4 Mia
effusions, pleural nodules)

Additional nodules in the contralateral lung M1 Mia
Distant metastases (outside the lung/pleura) M1 M1b
T2aN1 tumors (= 5 cm) 1B 1A
T2bNO tumors (> 5 to 7 cm) B A
T4NO and T4N1 tumors 1B A

- WANIANWIIN meta-analysis WUIINTSIAELAT]
e 3 wfiasaudu (triplet chemotherapy) laldifin
Yszdndualunisine ladisuiumsldisnafivhde 2 oile
(doublet chemotherapy)®

- Ml epidermal growth factor receptor-tyrosine
kinase inhibitor (EGFR-TKI) sanfusiafivdadunissnm
winlugiilan advanced NSCLC Laildifanlszlami Soilfoya
fufusnn13@nen INTACT 1, INTACT 2, TALENT uaz
TRIBUTE®®
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Weadoeiunsine first-ine Tufile advanced NSCLC fitin
suledigosinlyil

1.1 Chemotherapy

Tunsdszgn weLe 2007 1&inassiwaunasin 2
n3AneN Mg 1e9en pemetrexed *‘ﬁatflummﬁﬂﬂmna"u multi-
folate inhibitor uazfufen1sineusoiaulsd Thymidilate
synthase (TS) Lﬁa'lﬁl,ﬂun"rs"i'nmLl.'sn'[mjﬂ'm advanced
NSCLC Tﬂﬂ'[uﬁf-ﬁgﬂuﬁ’u pemetrexed |#Funsuansuidiuen
mmjﬁwﬁwﬁeﬁm%’u second-line therapy 14 advanced
NSCLC? m‘:ﬁnmﬁﬁwmuﬁagmm pemetrexed 13U first-
line therapy il

- Gronberg WazAmE lFTe9unanIsAnELIeY

Winuseni19n131¥ carboplatin + pemetrexed Aun15l%
carboplatin + gemcitabine LijEl'[ﬁLfJumﬁ'ﬂmLLiﬂIuQﬂ’m
advanced NSCLC 446 718 wuindszdndwalunissnuniu
\F9inTnInaUEUDY Lm::a"mi'\mﬁamﬁimmﬁﬂquﬁu 2 ngy
lifarauandeiu wagaelunguiiléisy carboplatin +
pemetrexed H toxicity TasawnzTui39209 bone marrow
suppression 1a8n31"

- #7U Scagliotti wazams WinuieuTEnitens v
cisplatin + pemetrexed funsiv cisplatin + gemcitabine Tu
#178 advanced NSCLC 1,725 37t wudidnanisdnm
adeAdaiy nande UstAndwazesyine 2 gassananalaidl
ANLANFEITU mewudﬂnsjuﬂﬁ cisplatin + pemetrexed i
cytopenia ¥apnin x,m:ri‘awudﬂﬁﬁ'mﬁﬁ histology {luuuy
adenocarcinoma LUae large cell carcinoma Lﬁaﬂﬁﬁu cisplatin
+ pemetrexed &uﬁﬁmﬁm'smﬂ%ﬁmﬁn'jﬁgﬂm cell type &v
nafil#sy cisplatin + gemcitabine'

uanvnilgefiseuseents@neuuy feundowyin
ﬂﬂ’mﬁlﬂu non-squamous histology #i overall survival #n71
squamous type Lilalé¥u pemetrexed "z’iqmmﬁmwsﬁ:ﬁﬂwﬁ
\{lu squamous cell carcinoma #n3 overexpress Laulwsl
TS Tuﬂm:ﬁﬁﬁ’mn@:u non-squamous 3iN¥=# low-expression

ypiaulyd TS™
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Ann1sfnuwilefhinaulaiieaiy first-line chemo-
therapy Tufile advanced NSCLC filvifiaymifieniuuazlond
289A151% immediate docetaxel (W3isuifivuiunisln
docetaxel at progression saevulan Schiller uazpms H
¥1N19 randomize {178 advanced NSCLC filasuy
gemcitabine + carboplatin (fu first-line therapy 374 4
cycles 191650 immediate docetaxel (mnﬁﬁgﬂ 6 cycles)
Wisuifisuiun17ld delayed docetaxel Lipil disease
progression 1u wuiﬁﬁﬂ’wﬁ\lﬁ‘%‘u immediate docetaxel 3
progression-free survival fndlwidlaiia disease progression

usdmnssendinlavinoasilaei 2 ngulsiwanseiu®

1.2 anti-EGFR antibody

TuadrlfiiisvouaesnmsiSouieunsld cetuximab
F91u anti-EGFR monoclonal antibody $3ufusAiitTe
cisplatin + vinorelbine tW3suifibufiunialvisafitiagasd
naipeeeafisn 1y firstline treatment Tufilay EGFR-
expressing NSCLC 31U 86 318 wn*hrﬁﬁ’mﬁlﬁ%’u
cetuximab 526788l response rate WAY time-to-progression
fnin uazlalléd toxicity WinBuptneiiusdg™

Tunsuszga ASCO 2007 Butts UAZANE oo
M3# cetuximab ufusAiitndA gemcitabine + platinum
Tur?i"’ﬂtlﬂ untreated stage IlIB (malignant pleural effusion)
v3a stage IV NSCLC lanlailfidileils EGFR status 97u7u
131 578 wansAnsianwindidseiumesoudeuniid na
Ao wu’i'}@'ﬂmﬁlﬁ%’u cetuximab 37u#A78H response rate
(28% vs 18%). progression-free survival (5.09 WU vs 4.21
\BY) wax overall survival (11.99 1ABU vs 9.26 LABw) Andn
n‘dﬂ'ﬂqﬂﬁ'lﬁ%’umLﬂﬁn"']ﬂml,ﬁmﬂﬁi"mi.ﬁm Wwenfl drug-related
infusion reaction ¥MNN6L (156% vs 1.5%)"

gdlumavszgn WOLC 2007 Lynch uazAniz 16
MeunIdne lugiie advanced NSCLC 91U 676 518
TroSpuifinusewinn s first-line therapy faseafiiinie
(paclitaxel/docetaxel + carboplatin) 378U cetuximab NUNTS
Tenafitdnfssedi@en wuiﬁﬁiﬂquﬁ‘lﬁ%‘u cetuximab 7%
feddnsnineuaussininatwiiisddgneads widoys
L%‘ENé‘msﬂn'ﬁsam‘ﬁ"amﬁu%‘lﬁﬁiﬂuowuvia‘lﬂ'lumﬁﬂi:qu ASCO
2008"

wananiin1adnefiddya@miy cetuximab Tu
advanced NSCLC #nn1idnswiledia FLEX (First-line
treatment for patients with EGFR-expressing advanced
NSCLC) fifasasfinsssumansdnwasnuihuda q 4 f
=y i lsnsutvdselpmizasnisld anti-EGFR antibody
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1.3 Anti-angiogenesis
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i = - ) o ' ) o o w [
angiogenesis Luﬂ'imflumﬁnmLL‘ini'JunumLﬂumwfiuggﬂ'm
advanced NSCLC 31nn15@ns ECOG 4599 dawuindlaiiia
bevacizumab Faiilu anti-vascular endothelial growth factor
receptor (VEGF) monoclonal antibody dinlusaniusiiadi
111A paclitaxel/carboplatin Tur&iﬂ’m advanced non-
squamous NSCLC filsifl brain metastasis v ¥igied
v da a X @ - ' oo o w
sasmsseadininduliussanu 2.3 Roustreiiibddumne
ana"”
M . L o &
'ﬂmdﬂma\m'l'[unqu anti-angiogenesis fitiaAn{uilil

firweulumsyszas ASCO 2007 370 AVAIL study  Gdnmn
WisuiisusEninem s bevacizumab TuR 7.5 mgr/kg, 15

- o a @ ; =
mg/kg vi38 placebo Waifadnludu first-line therapy laz
T luunseeil disease progression Tun1sdnmgtan
advanced %38 recurrent non-squamous Taw NSCLC #iludl
brain metastasis 7 l§fueiaiiteia cisplatin + gemcitabine
TIUIWNINHA 1,043 778 wuéwﬁjﬂwﬁ‘lﬁ%’u bevacizumab 374
Fandl progression-free survival, response rate LLRE response

a X i oo 6w aa i

duration ANTUBENHTBRIALNIIATRA ttﬂﬁax‘{ﬂ'{umuﬂad
overall survival INNIANEASNANTeBaRamNiudDly™

2. Second-line therapy

Tugihy advanced NSCLC filsafimagnanusnniu
ﬂé'o'-rmlﬁ‘%'umLﬁﬁﬂwﬂmgﬂ‘msn‘l,uLLa‘v"n'I’u unndginminig
Wanlumsliisn second-line therapy léiun wuafiviin wis
molecularly targeted therapy ﬁdﬁagﬂﬁmﬂﬂﬂuiauﬂﬁ

v ; o X
#1131 second-line therapy gl

2.1 Chemotherapy

niduedtiedldsunseensuindunnsgu
#m3¥u second-line therapy Tu advanced NSCLC léun
docetaxel %38 pemetrexed® LAZ3INNITTIBULANIANT
Useluntlanesn pemetrexed Tuna"mjﬂamqu wuinwatneg
\Aeatioandn docetaxel 1oty second-line treatment &n
e

saugafivalvisdnduy ¢ Alnmessuiisy
\Wisuiu docetaxel 8 m¥U second-line chemotherapy Hizu
topotecan Fuwuinusz@ninadiounin docetaxel, vinflunine
wuinseanBualndifiseiil ua toxicity 8nn1 uae ixabepilone

FawpiduszAninand1oadeiu docetaxel uaxluil cross-
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resistance uasiinsAnmszey 2 mirauladan (Hudu
d1un13An¥IN19% second-line combination
chemotherapy WUIMIFAIINIINDUAUBIILATU UADATINT

s ‘a w W - o 2w ¥
sonfinlaisinoiu uarnadnafsedegetiuan®*

2.2 anti-EGFR

madanduusnaneaivhiiadmiy second-line
treatment l§uA m3T% EGFR-TKI Liid1azifiu erlotinib 1ilald
\flu second-line therapy Tugfiheitlignansalienaihiagns

=

i 2 1§ viawdleliilu third-line therapy Fslviselomilunis

a &=

findanisendinewiibddyneatin® via gefitinio B9
fuwlinlumsisdarnsseadinud s duneaia®
ﬁaa‘.}amﬂm'ﬁﬁnﬂﬂumu’ﬂm second-line therapy
§ w3 advanced NSCLC flddnyTuilil fimimsouwanesnis
AnuriiuSsuifisuseniteenaiitate docetaxel Adaidiu
second-line chemotherapy ﬁmﬂ‘ijﬁuﬁu EGFR-TKI léun
gefitinib figdty 2 nadnedasialud
2.2.1 msfinn Japan V-15-32
L']"Junﬁﬁnmﬁﬁ'flu@'ﬂauzﬁﬁuﬁhmu 489
swiliiu advanced ¥3p metastatic NSCLC fiduwmaddayn
wwiitinedhetiay 1 gas uabiiu 2 gas TaswSeudioy
seninmilien docetaxel Tuzunn 60 mg/m’ Nn 3 daw
ffun1alvien gefitinib 250 mg/Au wugthenguitlé gefitinib
fansInImaUAUeY. time-to-treatment failure WAz quality of
life ﬁﬂ‘h@ﬂ?ﬂﬂfﬁﬂﬁlﬁ docetaxel Wazdl adverse event grade
3/4 tpsnitagneiiludAgnnada widnsniTsendinues
ﬂﬂwﬁv‘u 2 ngalaiuandnoiu \ipfanstun subsequent therapy
wé’ﬁmnﬁéﬂauﬁummﬁﬂ study drug wm’wjﬂaﬂumﬁuﬁlﬁ%’u
81 docetaxel #lamal@isu subsequent gefitinib 53% uazdl
dhuiiiee 26% fldlEsunasnendusnuanainen docetaxel
Tusnedfuaslunguitlésuen gefitinib dlanaldfy
subsequent docetaxel \fitn 36% uaziigihudsdn 40% la
15umssnenaudn sadu subsequent therapy FINA1IF9ENR

¢ w a0 w W oS v
WumauasAgivinligoaeTunduitlésu study drug 1u

gefitinib 1 l#fidnsnssaadinfidninfiduls

2.2.2 msdnuvy INTEREST (Iressa
non-small-cell lung cancer trial evaluating response
and survival against taxotere)

Hunsdnendivinlunduglsvidudulng
uazdfiasuesduainnidowinnile Lm:ﬁﬁﬂwrﬁamﬁ
widsdmdnedszann 22% Anwnludie locally advanced
W39 metastatic NSCLC fidsumadsiaeniaiitnia platinum-

based 3udnatetion 1 gas wdlaiiiu 2 gas TaswFeuiiivy

529177981 docetaxel 2UIA 75 mg/m” @A cycle Uy gefitinib
250 mg/iu ﬂ’ﬁﬁnmf’fﬁi’lmu@'ﬁquﬁtﬁﬁwmiﬁnmﬁ’wm
1466 1 wamaAnsmuiibiiansuandsluEosdnsinis
mﬂ%""im'[ur&}ﬂaﬂﬁ’a 2 nay LLﬂ:WUiWﬁﬂ']ﬂﬂﬂ"ﬁH‘?ﬂﬂq gefitinib
finadnodpstionnin Tasawizateieluiiaswes cytopenia
wenaniliiiafianswides EGFR profile 13U EGFR FISH wu
dﬂﬁ”‘ﬂwﬁﬁwa EGFR FISH {uuin souauassasn docetaxel
uaz gefitinib 1didwe q M uasgiaefl EGFR FISH fluuan
mauﬂuaaﬁn’hﬁjﬁmﬁﬁ EGFR FISH fuauluit 2 naNen’

2.3 Chemotherapy S2ufU molecularly targeted
therapy

fin3fine randomized phase Il W3suiisun3In
bevacizumab 57811 chemotherapy (docetaxel VED)
pemetrexed) W3a3INL erlotinib fun13I% chemotherapy
\iesethaden el second-line therapy Tugthn 120
seidu advanced non-squamous NSCLC wu'jwﬁﬂmﬁ“lﬁ%'u
bevacizumab + erlotinib mu'ﬁnwwiamﬁnmlﬁﬁn'hﬂﬂuﬂﬁ
1650 chemotherapy Wiewatinifind W3ald3U bevacizumab +
chemotherapy ua:wumauﬁﬂﬂaan‘;uLtiaauﬁal.ﬁﬂ%f‘m'iu
ﬁﬂwﬁiﬁ%’u bevacizumab 5.1% ﬁﬂ‘mﬁiﬁ‘%’u bevacizumab +
chemotherapy %38 bevacizumab + erlotinib Huwaltinzes
disease-free survival Way overall survival ﬁn’hﬁ'jﬂ’mmﬁ%’u
chemotherapy tRitatnadien uslaiffuddgmiosda filelu
nuilléisu bevacizumab + erlotinib fATIMITEREinil 1 1
Wity 57.4% Selndidseiulunguitldiy bevacizumab +
chemotherapy (53.8%) Tumm:ﬁﬂﬂwﬂﬁ"ﬁ'ﬂ chemotherapy
Wissagadeaidnnissendiai 1 Diniu 33.1%7

Update on small cell lung cancer therapy

auitinluduzasn1sinen small cell lung
cancer (SCLC) #inauladmiuilil loun

- WA9INN13An®Y EORTC 08993-22993 law
Slotman WRTAME Tui3aezaans i prophylactic cranial
irradiation (PCI) Tuf{t)a extensive SCLC F93189UNATDY
mst# PCI 20-30 Gy Tuftln extensive SCLC llaalsignany
u'ln‘fiuﬂﬁ'ﬂ’m chemotherapy 4-6 cycles Wisufinunu
observation Wui1 PCl &131308A symptomatic brain
metastasis 71 1 1 16 254% (146% vs 40.4%: HR 027, p
< 0.001) LLa:L'ﬁN failure-free survival W% overall survival 1
) (HR 0.68. p = 0.003)*

- Thalidomide Tu small-cell lung cancer

fl9nerun1s@nerandssinadengs Senasay
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UszAnBuanas thalidomide Baiflu anti-angiogenic agent Tae
Anenlugiilie extensive %3p limited SCLC flaimelEsused
Pianinau Imaﬁﬂ’lﬂﬂnﬂﬂlﬁ%’u etoposide + carboplatin
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1. dolagnénsu first-line therapy Tu advanced NSCLC

A. 81§A5 platinum + gemcitabine [Wusz@nina
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