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Table 1. Clinical trial of postoperative adjuvant chemotherapy

Study Tx No. Stage [ median survivial 5YSR p Value
(%) duration(mos) (%)

Holmes ef al. CAP 62 55 23 -

(1986) BCG/levamisole 68 57 16 - 78
Figlin et al. CAP(immediate) 94 58 32.7 -

(19%4) CAP(delayed) 94 58 32.7 - -
LCSG RT+CAP 78 90 20 -

(1988) RT 86 94 13 - 33
Dauzenberg ef al. COPAC+RT 138 72 14.9 18

(1995) RT 129 70 15.4 19 .68
Ohta et al. VP 90 100 31 35

(1993) None 91 100 31 41 -
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Table 2. Ongoing phase T trials in postoperative adjuvant chemotherapy

Study Case group Control group Stage
Intergroup Adjuvant EC/RT RT T1-3N1, T1-3N2
Trial (EST 3590)

European Trial

(EU-94043) MVP No treatment I, O, Ila
(EU-96010) EC or VC No treatment 1,0, Ma
CALGB (CLB-9633) PC No treatment T2NO
CANADA (NCIC-BR10) NC No treatment T2Ng, T1-2N1

EC etoposide/cisplatin
VC vinca alkaloid/cisplatin
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MVP mitomycin/vindesine/cisplatin
PC paclitaxel/carboplatin

NC vinorelbine/cisplatin
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Table 3. Comparative clinical trial in preoperative neoadjuvant chemotherapy

. Survival
Study Tx No. of Patient - Downstage
median(mos)  2-yr(%) 5-yr{%)

Rosell et al. ChemoTx +0p 30 26 32 25 32%
(Spain) Op 30 8 0 3 -
Roth ¢f al. ChemoTx +Op 28 64 60 21 14%
(US) oP 32 11 25 3 -
Depierre et al. ChemoTx+0p 187 36 59
(French) Op 186 26 52

ChemoTx : chemotherapy  Op : operation

Table 4. Radiotherapy with and without chemotherapy in locally advanced non-small cell lung cancer

RT median survival Survival at
Study  Dose(Gy) Chemotherapy No. R.R.(%) {mos) 1-yr(%) 2-yr(%) 3-yr(%)
" Finnish 55 - 119 44 10.3 41 17 11
CAP 119 49 11.0 42 19 7
NCCTG 60 - 58 64 10.3 45 16 5
MACC 56 55 104 46 12 4
French 65 - 177 35 10.0 41 14 4
VAPC 176 31 12.0* 51 21 12
CALGB 60 - 77 35 9.6 40 13 10
PV 78 46 13.7* 54 26 24
SNUH 55 - 46 32 9.7
PEV 43 28 15.0

*p<0.02, *p=0.01

7ol 9-10714oA 14742, 5d & go] 5%
A 15% 2 37Hlee € & AUt

o}=22] Cancer and Leukemia Group B(CALGB)
dre Bl 58la, Mgt 5% m]Rko]
o, dAEel gxde] Ao} Futelo] gl A3
7] AP oz AN aAd 239 3lete
e R AT FRAETTT] 9.74LA
1387142 dF= 33 AEG] 11%A4 24%
2 AdEcke 2ausigith

FRAAe] A7 PARIREH MIC=z 38t
HE 1 A FIRE7IE] 9.970LoA 137)

gz, 23 AEo] 18% A 24% 2 9viA Z7}
SIS ofe} gho] A% ou|UAl FEHI L
kil L

=zl ty|g QoM 35399 A|37]) #4)
£ oz A8 E 33 ZAA AR A
Fofl Al3BEiEdl, FYAE7I] 1078EA 12
A4, 33 FEE] 4% M 12% = duiiA 27t
stz Rastict #ek opel 2437 YAA e
o] 60%<t 43% 2 f-2ld Apolrt glol shstare]
Hgo] 944479 v Aol E8EHT Y2E Al
AkshaL QTR 4).
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Table 5. Randomized trials of concurrent chemoradiotherapy

No. R.R(%) Median Survial at

Survival(mos) 1-yr(%) 2-yr(%) 3-yr(%)

Study RTx Chemotherapy
Dose(GY)
EORTC 55 (8*) -
30 mg/m?/wk
6 mg/m*/wk
Trovo 45 (C*) -
6 mg/m*/wk

Soresi 50.4 (C) -

15 mg/m?*/wk
Ansari  60(C) -

70 mg/m*/wk

108 62
98 59
102 67
88 59
85 51
50 50
45 64
93 38
90 49

46 13 2
44 19 13
54 26 16
10.3
10.0
11
16
10 40 9
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Table 6. Survival of small cell lung cancer patients with combination chemotherapy

Era Survival
Limited disease Extensive disease

Prechemotherapy

Supportive care 3 mo (median) 1.5 mo (median)

Surgery <1% (5-year) -

Radiotherapy 1-3% (5-year)
Chemotherapy

Single agent 4 mo
Combination

Median 10-14 mo 7-11 mo

5-year 0-1%
Combination with chest radiotherapy

median 12-16 mo 7-11 mo

5-year 6-12% 0-1%

cisplating F4 02 & ofA| 5o AMEHHA T4
ENE 103 A%, 1d &L 24 Axe] P
o] 21ie+.

ECOGY SWOG BN Nz AES AFR-E}
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Sic. B ohe} FlEe] ShAlol BAE 7k
R, A7HAE @A 2= A, Taxanes& w5 AMS-3}
£ 7 5 T WSl AEHT 9o, tirapa
zamineo]\} multitargeted antifolate, ©}2 A &8}
A AA T A SFaHEAE AR AxEo|

A& Ao
aMET 2t sEtay
1) EEgAaY
1969&4_' Green %-©] cyclophosphamide& A= o
Fojstd AE7|ZEo] 2u) Hojg B o] ofe

712 A E0] o]&FH% e, Lowenbraun o] ¥
o e dAslnz Falga) AFELol o Foh= 2

I wyslgct. 1% 1978 Livingston 0|
CAV(cyclophosphamide, adriamycin, vincristi-
ne) B HE AW B A=t} F4E B
e AE70E glstnas, CAVARio] 1980
Aol A EHQF X159 EFEe] HIU.

x|z 3zl A cisplatine]y} etoposide 2]
FAa = Aoy, F oAV AldEHlAN dFa
7} Aok Aol 1970 Tkl BH8F7] &,
Evans o] 1985 CAV Qo] &3l gxls
EP(etoposide, cisplatin) 8 o8 283} 55% 2]
#olge BASEL, XNELA IUY A=
86% 9] =& Bael&L FEsIn, HE/U= CAV
2 b3t 298 4k o7y EP 82 #s)
&3 AENZ Yol H|mA FAo] Ho 3T 7
au ZdFe o] v, AT FH BA
ANz Ao AW + = Fel el 1990
dole] 7 sk MEYel HH HAIde
cisplatin tj4lo]l carboplating AMg-3le] §UT &
A& o He RAgo| KA, ECAME A
3 UATH(E 6).

19703dlel = F¢ ey 23374 ASSAAT

— 538 —



— Recent advances in lung cancer chemotherapy —

2) 27X A=

PUEFAE FH717] 93l ol 7iA] GAIEE
7¥she Almgol el B Svistd ot A4
E7E AFAIIAE el Fabg-e o Bol
A7) Wil de) /\}9“517*] =319
A FVIA AEaHe] J5g sdske
AT 2VAEley 2 3?-7] 743raol AlxH%h
x717sa¥ o= Johnson & CAVAYS, lhde
& EPa¥E, Crawlford 5& CAEgWE #442t
Hgsided, 7ldie whge) daljgolut §&°4 g
73 glol e Zrlshe ARyt gif-Roloid @
31 ;51%37‘] 23}—’ Uch £71333ta e HE Lo
g A F 8% gqla e
"'/\]’3}*‘5 ZoR, HFEH Yagoz VEES
AL EE AN AH
o ¢&Ao] HaddleRs A & o] Fke ok
Aol AE Aolekz H T ol24 7Pgel Utk
Fr1st e sz AtEFoldE ArE )
Ag7A L] AFENRs Beley BHAEI1%e
FFER o AEVIZEY e BEEA) ggkm X
B3 APEEo] 6-18% 2 EA Yl o] X3 g
ALHA] Rokn gt Egh 2@AMEAFARG-
CSF)¢] 7 o g0z L8827 gk B
FobAA ofe] 71x] A|ZEo] UUAT o
& Ev AT YR Aot B APTEo
o] A Uehte Eeldt AE ol AdgAA)
Blojuz] Baha 9f
E33sta o] %3}1" < EAT EE AUsied

[

Z

ke
%

Q,

Az 6}f~tﬂ oluj FatAldl e WAL T Fad
PUoz Azt webd Gl i Yye &
ole g:a 2 @Al gl FrH Bataletg
He T2 Sojdks Zo] AlLSUTh. 19854
Natale £o] CAV/EP mtfog 43 AAsle &
QE7|Ie] A1 AAlNA 22} 18.57)
43 122049YE #E3Y T, CanadadFor=
Aag A CAVeRlEY CAV/EPut] 8o &
e 2 AEIINNA $3he WESAT. Bt o}
Uzt o™ waﬁg—e— Mg BAYL E 4 Qe
cisplatinell 2jgt Al=4d2} #Z4, doxorubicino
ofgt AAEAL Fo) ARAES FIL + 9

A= Qdol g Al=sHz Ao

o

3) 8% YARdR |zt HHaY

AgE7le] AAMEADAM FAaEF F5 A}
ﬂfnw WHe RN Fad 24, Beie 2 A

& AT LA Ao o A
WBE: Mol w2 s, ud, FA As
o2 sy A7k ExE 33 d7AH
3 FAAS 53] 271 BAA 8} uiglck
# Slct.

T

ok T

jin' E”"
o oot Moz

et
=2,

&y
e
)

Mz2 gefE

HlA Ho spEEo] AMSHY] AFE FHERE
vinorelbine, paclitaxel ¥ docetaxel, gemcitabine,
irinotecan ¥ topotecan %o} Ut} o]]dt kA&
S G502 AMAE dE vhEgo] 20-30% 2
& 71Ee] eSS 9Eo R AU HET €53
A woh mEkA 7129 okAlEe tiste] W&
ANZE oA 2714 e 37HE Bashe vk &
o] He-arHEe] A2y R A3 ATER AxH
i @J»P‘“Ol Husm gk of ﬂ?" 50% Wl =
& W8S YeRR, Al47ie] WA vlaAE
ol_/] 1d 28T o] Y= Aoz HEHY

— 539 —



— S. Y. Kim, et al —

Table 7. Single agent activity of new chemotherapeutic agents for NSCLC

No. of No. of Total CR Median % of 1-year
Studies* Patients +PR(%) survival (wks) Survival
Paclitaxel® 10 317 84 (26%) 37.3 (24-56) 41
Docetaxel 8 300 77 (26%) 41 (27-48) 52
Vinorelbine 6 621 126 (20%) 32.5 (29-40) 24
Gemcitabine! 9 572 122 (21%) 40.6 (21-49) 39
Irinotecan 4 138 37 (27%) 35 (27-42) NR**
Topotecan 5 119 15 (13%) 38 (22-40) 35

*Number of studies reporting results.

#Includes both short (1-3 hr) and long (24 hr) infusion schedules. There were no differences

in response or survival on infusion duration

Includes doses of 60-100 mg/m? The response rate were 23% at 60 mg/m® and 29% at 100

mg/m? Survival data were similar.

Includes doses of 800 mg/m? given on day 1, 8, and 15 of a 28-day cycle. At doses )1,000

mg/m? there were no obvious dose response

**NR, not reported

Table 8. New chemotherapeutic agents in small cell lung cancer

Chemotherapy R.R.(%) Response Survival R.R.(%) in treated patients
duration(mos) duration(mos)

Gemcitabine 27 3.3 12.0 -
Paclitaxel 34 3.0 7.2 -

with EP 99 - 11.3 -

with EC : 83 7.0 8.0 -
Docetaxel 25 4.7 9.0 13
Topotecan 39 4.8 10.0 -
Irinotecan 50 2.0 6.2 41
Vinorelbine 27 - - 16

HE 7, 8,9, 10). FEA A% E3 A BV 5 Aok

1) Vinorelbine

Vinblastine ] AIAEAE ZA7HAZ] vinka-alkaloid
A%< vetd EZ2A], mitotic spindle®] micro-
tubuleo] Agjzo =z Zg3ict, Fd FALL IFT
Zraon, BxAd AZAWWL vincristine Bt} 703}

1 #uje] wAo] &3l vesicanto|BE HypelE

Z

o502 AMGHE W 20% WHele] whe-E 29-
4079 FYAEFE B cisplatin? ¥4 &
30% 9 W&, FIEEVINL 407, 1Q 4

2) Taxanes : Paclitaxeln} Docetaxel

Paclitaxel & A FE1}E¢] Taxus brevifolia €]
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Table 9. Phase TI studies of new drugs plus cisplatin or carboplatin

No.of No. of Total CR Median % of 1-year
Studies*  Patients  +PR(%) survival (wks)  Survival

Navelbine+ cisplatin 7 328 135 (41%) 38 35-40
Paclitaxel+ cisplatin 8 286 121 (42%) 42 36
Paclitaxel + carboplatin 8 333 137 (46%) 38 40
Docetaxel+ cisplatin 5 255 88 (35%) 35 58
Gemcitabine + cisplatin 6 245 114 (47%) 57 61
Irinotecan+ cisplatin 7 185 81(44%) 34 NR*
Topotecan+ cisplatin 1 22 3 (22%) 32 26

*Number of studies reporting results.
*NR, not reported

Table 10. Recent randomized trials . New agent-cisplatin combinations in advanced non-
small cell lung cancer

Study Response rate  TTP(mos) MST(mos) 1-yr survival
France(Le Chevalier et a/.)
Vindesine/cisplatin 19 N/A 7.6 28
Vinorelbine/cisplatin 30* N/A 9.5*% 37
ECOG(Bonomi et 4l.)
Etoposide/cisplatin 121 3 7.6 32
Paclitaxel/cisplatin 27! 4.5% 9.5% 37
Paclitaxel/cisplatin/GCSF 32! 5.3* 9.9% 39
Italy(Crino et al.)
Mitomyecin/if osfamide/cisplatin 26 5 9.6 34
Gemecitabine/cisplatin 23* 4 79 32
Japanese(Masuda ef al.)
CPT-11/cisplatin 43* 4.8* 12 49
Vindesine/ciplatin 31 3.7 10.8 40
EORTC(Giaccone G et al.)
Tenoposide/cisplatin 29 4.9 6.0 41
Paclitaxel/cisplatin 47 5.4 ‘ 5.9 43
*P <05
'p<0.001

CPT-11—irinotecan ; G-CSF — granulocyte~colony stimulating factor ; MST—median survi-
val time ; TTP—time to progression
NR, not reported

— 541 —



— S. Y. Kim, et al —

AANA 28 ZoH, docetaxele ¥ FEUF
YA F2H AdEoz vigAdE oot tubuling
polymerizationg &ZX3}1 AHAIE microtubule?)
depolymerizationg W33ttt o] % 7}x] kA A}9)
o] Zg7|AdlE Aol7t glon, HA AZA= x}o]
7} gick. ol ¥ A F-AL-L FAEA &
o} IFT FAFTE FI AYEE 7| B HE
Z ol2= B¢t =ECY. g2 RN FAE 2
-4 AF ZF5EE 43 AEA Bgoz =
2% 4 Ut} docetaxeld] Ho|% RagozE H
%, AF3Z7}, B T third space fluid collection
o] Qlth.

Paclitaxel & @502 AMEYL o 26% <] W3
&3 37.35(24-56F) 9] FYNEIIL, 41%9 1
d AEEE el cisplatinzle] ¥EoM
40% A%e] vhg-&31 40% AF 13 AZ:gS U
ehfio} 71&9] cisplatin ¥ H}t 4% 44 &
BoFUt. carboplatin® HEE W FUT &
7t Jeigon, EaizgaFol) dxAAE e
Hag NsE AA e

Docetaxel2 @502 48 wl= paclitaxels} 1)
3 a5l lom, 5718 B AR cisplating
1 T8 oFAlo] Azig Aol wHg-gol 21%,
A&7\7ko] 175, JE7|7bo] 4250 o|2oe=
olt}. cisplatin® HE3& vz GEoz AMEY
wje} Aol =A ti=x] ¢k, paclitaxeld}
cisplatin 32 Q¥HET} thA AFo] "Holxlx Ao,
Vel F o B2 34 A7AHE idsieol & Aot

ok ot

mo = Hd M)
oo o

3) Gemcitabine

Gemcitabine & cytosine arabinoside®} & 3
2o, AR AR ot HIAM A o=
thokgh obFgole] A7t A3 glon, S4L
7Aug Aoz Jept led 1% A= 3455 &
FTA2%, 0.1% Wt Eamztadge] iy
Aow 19| BRIARF, FEF, dAH Ay 2

a2 F7} Aok

FEaHNA 21% 9] W& 31-49F2] ZYA
717t& JeplEd ol EP8¥ax 3/ vz
F& A o|HA HAL8-2 PAF] e Aoz et
. A o] SfAlE thE okAl9he] Bl Qlo] ¢
A thAto] H=t| cisplatino]y} carboplatin®}
423 Aol 47%(29-54% ) o] ¥H&-&, 5759 =%
A&7, 35-61% 9] 1'd AEEE VeEhfo] Usg
Hell vlaf gdsirt. T35 o] oFAl9} taxene]| A <}e]
HEAEE ZlgFol).

rh

&40

2 A

4) Topoisomerase 1 inhibitor

Irinotecan(CPT~11)-& tlekst 4Fe) AFEC] Al
=5 vAAEASANE 27%H 2] vhE
7 3553 Azo FYAEIITY HHE ERH
cisplatin®} HE3& wi 44% 9 WE-&7 3439
FLAE7IE JeIT. £3 FRgo2E A}
o} FAFAALZ =, 20% FEAA FFE 0

el AALE BA8E 5797 Adsine 2700 &

Topotecang B|AAEH Y] G502 AL
W= irinotecan®] 7Z$-¢t nlFriRE OE A2e
kAo vlg] AFo] "ofxlc). cisplatind}e] BE-Q.
Hol A= Ao dojxint. T} A EH M=
GEo 2 ALYL o 40% 2] W3-8, 4.87199 ut
S$A4717, 107149 FIREVEY] 44 & veRd
A1, EPgay Auigt AECA AM-SlE die 12
% 9] W& 2059 FYAETIY AHE VERY
Ack. E ALl HEE = CAVSRHET vt
2 AFE A9

olE AIES AMEEHE Wl o8 7IX| AEE
o] AL, AFE A= gt A= vhEe] B
IR 2 el B 4 =t -4 platinum & 2§35
371 FAE Heshe A3 dF-Eol I 3hveln,
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Table 11. Novel therapeutic approaches to advanced NSCLC

Hypoxic cytotoxin

Signal transduction modulator

MMPIs and antiangiogenesis agents

Multitargeted antifolate{ MTA)

Gene replacement therapy

Tirapazamine
Trastuzumab ( Herceptin)
Bryostatin-1

UCN-01

R115777

Marimastat

Bay 12-9566

' ANt-VEGF

ALIMTA

Ad-p53

Table 12. Phase III trial of Tirapazamine/cisplatin versus cisplatin

Study Response( %) TTP(mos) MST(mos) 1-yrsurvival(%)
CATAPULT
Tirapazamine/Cisplatin 27.5 N/A 8.2 33
Cisplatin 13.7 N/A 6.5 21
Puoalue <0.05

TTP, time to progression ; MST, median survival time ; N/A, not available

platinum#A| & A &3 FAEETN HEd HE ATE
o] 1REolch. EE o|7} B A Eoh) #5Y
o]l Bojal= #AH(PS=2)E0) U7t o8 712 Alx
% 3 Z2HE vt Rolel & Zlejd

VPaog XgughAv AdfsiAL Aast Ex
SollM Y] ARE A o1E FAEC] ARHI e
tl, AS7Re] ZA#2ZE Fossella Fo| W
docetaxel 75mg/m*& ARS8 Ao] f98 Ants
R AT

M2 FHEDE(FE 11,12)

Na7A] ezl g B3 e EAAEER
AFE9 Zoe oy FET WIS A A
op gt ofe] 714 7FeAES AT Yo olEe
88 A5A X APYPE] AREHL . =
A 472 Ui 4 ded 3, 23848 4

3h= 23& ALl Aoli(anti-angiogenesis),

X

e ARAAES Ak BAE AgskE Ao
A (inhibition of growth factors), A+ apopto-
sisg Z3se E3& AM3he AL, miAjue
FAAANEE Az B Folth

Tirapazamine(hypoxic cytotoxin : SR259075)
2 FHo wxd dAIEAA cisplatinz e
%A% cisplatin BSFiurc} Bg-g AELo] 9

vl Z7vstant. 84 taxeneAlAIL WAL B9}
wae gof ang JAE Feloh

Trastuzumab-& Her-2/neu 489} AsH=
AA g FEFE gAolth. fHidlA AY HMA A
EEger}t Her-2/neu 4991 A o ohghatel]
Al o] FAle] Fo7h AlEHT 9]

ANzHgAZ ZHE2E¢ Bryostating, UCN-1,
R-115777 %-& cisplatin £& paclitaxel $3 ¥
S5l FLaWt FEEOA st dA 24 £ 3
A} A8 Eo) 7(]25§ o]t}

— 543 —



- S. Y. Kim, et al —

Matrix metalloproteinase inhibitor(MMPI)\}
HAAIBAA ARl marimastat, BAY12-9566, anti
-VEGF %] &= T+ paclitaxelo]t} carboplatin
o] g Qo] AlwFolrt.

Multitargeted antifolate(MTA)A|AI¢] ALIM-
TAs ©Eog I cisplatin, carboplatin,
gemcitabine F3te] W& QM) ek AlmEo] B

= 9l

g

Aol Aueld HlaAEAY] BB wEARo
Aotk 2ha FAT S G T e ol
& WU AR o] ohet s d BE Y
& FAsX Aol Bohe Rolch. dei] SlalA
A

Aol HIIEFAE fxaiA] i ofEe Aol
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L3
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& W 71T & g Aoz JidEg. 6\ 7]
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o S5 Aog 4 A2 e YL g
Aolgt & 4 ot A 1erE 34 AFEo] A
AP T geonz ol ATAINEE rte] Holo}
& Aotk t]Ro] AWFetA slez AUE =g
FLELEY] WAL HYe A5 B} 2L 7]
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PCI7} vlaA s goFe 242 $ dris die
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