BEDBH L AROBAIR

BELZHME SIFEHRTHSPLRBREHTHSBTC, %8-TTC, GP, NPLIPOEHUARASLELBORBRIT
GP, NPORMIERERBEH o hE Lok, UL, ZRBOR 53, Z¥L5I, MEAPHCERENELILE, ASTH
BTHBIELHIITC, GP, NPOWTh TR TELR» 51, BTLLRELBNETHB, it bhAk kS, KRB
EHICEBLCE, IPEBLTTC CIRE, MEEs %<, JEBUDFF A v CREER, BEESHEHRL LEkSE
#ifi, Bok, FRSDEL, GPTRIMMERSMEL, Fhik BT ELo%, DFDTC, GP, NPL SIZIPE &L T
B, BRAHTRIRES, TH, BRE, BEFDE, NPT IEEHES10%L LSS THENBETERP > 2O TH S,
BMUMRED, T, TH, SR8, BEND
K# ok, ¥z, QOLO KIS (physical 222 ﬁ%ﬁmsgs’

domain) HERBRBHETRT TH o7, S L ' NP
M 14,
FACSD &R Efﬁm’#‘%{ﬁ ST(H) S142 114 L
1££$T$(/) e 59 P8
ARBROBRTE, BYHIBT3HEET miggy—m;ﬁg ﬂp(ﬁ) a7 A
RHOGEH O IP & REBEIR TC, GP, NPORJIC %‘mm o -
HREREXEDLA TN, UL, ZORKR . : L
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REVIEW
S ERREORBOAEEAL

REUABROBE, FLUITEWEh, X518, QOL, # L, MOBKRROERLESWET 5L, FACSTHNS
SOWERLERALHD )  SRBRBEICEDbhA,  AIP, TC, GP, NP &I EEseai I/ NARaBbE s E L 5
ERBRL D SRR BR TS LIRS, UL,  BBEETHB, FACSTERERAHLEE 27T - LIkl
RBUMERE AL 2o B, BOFREFRBBBET  AOHELEETRESE00, BEACHT 58602 HE
PIBoTWT S, REBBRSMBATOZ LRI ALY,  BREZAGNS, IP, TC, GP, NPRAYME THAE £
U7ed T, FRBOKE» L ZRBRBEHETHBTC, GP, NP BAVinn, BHIZBLTEIAThOBEYS D, BE0
MERBROMMBRIP LR TH 3 LEBR I AL, SHRE, ABEPRLLELL, BMLDBEINT S BE

ZThTid, 4% TC, GP, NPA#EIRTHWAZLIZEBRVTH -~ OHRBREFBIRTIONRYTH B, L\
2351 —BERTCOBEDOERIBERRRT R TOERE
BELTHRESRERETHY, BATC, GP, NPE BIT#R

NEREERTHEILKEDYEBEN, 1) Kelly K, et al. J Clin Oncol 2001; 19: 3210-8.
2) Schiller JH, et al. N Engl J Med 2002; 346: 92:8.
Ebtjic 4 3) Scagliotti GV, et al. J Clin Oncol 2002; 20: 4285-91.
4} Fossella F, et al. ] Clin Oncol 2003; 21: 3016-24.
(BEOBRE BT XTCOBEIZE-TH~D LD LIRS 5) Kubota K, et al. Proc Am Soc Clin Oncol 2004; 22: 618s.
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237 |

ETIR MR E O L&A

P
— VIR

FL&IC

bHBECBOTHBADTECERIFERBS TS FALLD, BUTRERDOE 16, LM TEE I
o ThB. JliBADHK 8 FINF/PAKIIET, SHIKZTD1/3DEZRIPWAKTHLEHBEREZE T
T DHRIEIC S BEEIN S, HiBARB LIS HIMEBEROMMB TS h 2 EH T, 2015
FERRFEMOBBERI BIHAZBLE ETFHRINTNBY.

Cisplatin B350 1970 S i3 AEFT I DRI I3 LT CA #é#: (cyclophosphamide, doxorubicin)
% CAMP ###: (cyclophosphamide, doxorubicin, methotrexate, procarbazine) & \‘- 7: cisplatin % & %7
WEFRLSERE ST h T iods, 1980 4E4RIC cisplatin BEIGT 5 & LI & » THTIE/ SR - &
BALFFHANT K & MR L2, Z D%, Best Supportive Care (BSC) Lk AL2EHin: & o lleiER M5 B s
T&h, EFFREPFECETRZERE S 5 C LRSI h3D,

1990 FEMRICA B &, FHHBAFD LSIIHEIURIHBAF E VWb 2EFMAR I N, DBETD
irinotecan, docetaxel, paclitaxel, gemcitabine, vinorelbine, amrubicin, S-1 BN CREEISHIN TV 5.
5 3 AL B AR OBBIC L > TEIHREHOMABT LY TOLFIPMFELTREL R Y, B KHH
ZEEKRBRAUERAFETITON TS, LA LESAL, KRE L THE TR HRICIIE LGS, T/
NI 33 4F B ISR O HEIRBRI L BRI £ - TW 5.

ZD—HT, BEDHBARDOHD G4 DBEBDBEBIRBRICEDORABFESBIRTESZ LD -
7o, BEISTOPRELT D 7 » TRIHIWRHRAMRLGE, F#, Performance Status, &OHIER & BHDOHEIKG
S CIE Lo LT, BHEEORILIC RS W IR AR R BIR Lie < T e Sz,

AR TUEAETT IR N 3 3 B BAE OBERER LR IS DWW TR L 72\

O Y)EL P EE

1 ]| Best Supportive Care (BSC) vs 2 3 A p A KB HEH

BSC & L3k CTAFIME, BHRZUB LA FZTFH) YV AOERTIR, 75FFUAZBRTONHM
ARIDIL AT B Tld e - 7223, cisplatin & VWb BIHEOHBIC & 2LFEEO D HREN L)
RABEWENAY. 190 ERICAVE I HRFABAABERA SIS LS5k B L, BSC L) HIIBAFUEA
HTHEFMBAERICERT S C L OHAOBERRAR CREI N, 43 HRTMNAFEA & BSC D ILfkR
BBBBAIThN, (CERERITHON 5 BSC IR THBIATFNMAZER$5 Z L ARAEOLMRMN L
o TWnBI~D (F1).

2 || Cisplatin 8% vs Cisplatin + &5 3 A AFI
3 HAH D AKIT 1990 FFARUCHR S MR TH Y, 1980 FRLUBTDIER & 3R 2 HIEABRE 2R
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ELVIS)
Shepherd®
Ranson®
Anderson”
Wozniak®
Gatzemeier?
Sander®

Von Pawelll)

MOOK W DEzEK 2004-2005

®1 #3IHRAHKAROEGDR

BSC

VNR

BSC

DTX

BSC

PTX

BSC

GEM

CDDP
CDDP+VNR
CDDP (100 mg/m?)
CDDP (80 mg/m?) +PTX
CDDP
CDDP+GEM
CDDP
CDDP+TPZ

75

74
160
103

78

79
150
150
209
206
207
207
262
260
219
219

19.7%
7.1%
16%

19%

12% (P=.0002)
26%

17% (P=0.028)
26%

11.1% (P <.0001)
30.4%

13.7% (P <.001)
27.5%

21 wk(P=0.03)
28 wk
4.6 m(P=0.047)
7.0m
4.6 m(P=0.037)
6.8m
5.0 m(P=0.84)
5.7m
6 m(P=0.0018)
8m
8.1 m(P=0.862)
8.6m
7.6% (P=0.0013)
9.1m
27.7 wk (P=0.0078)
34.6 wk

BSC CDDP  CDDP

New New
Alone +0id Alone +Platinum
SRR R{E
0)‘139&@(5) 5.4 7.0 7.6 7.5 8.8
RERFF 2 4 5 10 40
BHER 228 897 506 1,340 8,194

E1 FNERRTOEGFHRPRE

SHDBHY. BRI IL Paclitaxel, docetaxel, vinorelbine, gemcitabine, irinotecan, tirapazamine 7z & D
CLRIEL, H#3HHMSARITEF T vindesine R etoposide 7z & D 2 fitf REL AR E cisplatin DB
AL FEFREOBHREFL TS (1.

SWOG T i X 7 cisplatin+vinorelbine & cisplatin B# D l#EB Tid cisplatin & vinorelbine £ A
PRI 354 B IR T cisplatin BFI L O Eh o 7oA, ESPEAE MR IEE 2 P AKRS G AA V2 A
B), TN W Th 2 AR @A vs6 M A) HRERD, bY¥hkETIDHBH LR
2 IO T BRIT R S8 L 7 - T\ %8, —J5C cisplatin+ gemcitabine & cisplatin 3K D AR TH
., cisplatin B# & v cisplatin + gemcitabine §f F O 5 5 Z850% (30% vs 11%), AFFMRE (9.1 1A vs
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T6AH) &I RFTH 210,
SR OOWBRRORER 1990 FEREELUMIL, 75 FF5% &5 3 HRBSAFD 2 FIHHBFLEA I/
MR OB & £ 2 bR TN 5.

31 2% vs 37

2HRIOHA & SHIBFR OB RBR OBETHN, 20 FICHEINAAZTFY AT, 19804EH 6
2003 FE DRI HIT I N/ ST HRRICOWTHHT LTV A2, B vs 2K6HH, 2 KPR vs 3 FPHAI TS
R, £FAH, BECBELUTHENINTHY, 3HRAE AR, BRIV BVWEGELRLL. Lol
EGFHETCREALD I 2ANBTCERSAONSLOD, 2HGME SHHFHTREELLIRDOLN
9, BHEZHIYIATHRL T, AFUBEENONS VAREET S 2HIGHHRESEED
BNV L L CEMTH B LRI TWSD,

41 %502

DBRE TN HRORD DN B A IR WETLS %Y 2~3 a— R TET & LS IILEFE
THIEBEWH, BEKTIESD THNIHRBEME T L L BELWES5THS. PEMEEL % {ia— 2
ETHBINEL BRI LR BRIEL <223, Smith 513 cisplatin+ mitomycin + vinblastin % 3 27— &
& 6 a—RATHEE L, Socinski Hd carboplatin+paclitaxel % 4 I— AT T3 58 & PD & 7 % Ctg:
TAHHTOIRERT> TWBR. WIFNOWE GILFMEkE 3 a—RB L4 -2 Lilksi+ 25 - &
DEHHMETRDONBWE DB TH - 7o Fio, WEMEFHEH:HIC paclitaxel & L < 13 vinorelbine %
WML O A DD OGN Tz, LB - TTSFF 1A L8 3R BAFD 2 FPHH
LFIRE " 3~4 23— AR 5 OPBBHEDOIEMIRITIIC 3 5 AR 2 B EHL SR TH B

5 || Cisplatin vs Carboplatin

Carboplatin {3 cisplatin DFFEEATH ), B TIIEDITIIE S L TH 10%DOZES)R %4 L, cispla-
tin & i U TR MO ML SMEW S & NI TH 5. .

EORTC 73 etoposide & 8 L T cisplatin & carboplatin % &3 % A BB VELCRR % 1T - TLE,
cisplatin & carboplatin % IlAZ 3 2B OE B E S N CT& 7. EORTC DRBR T, %3 cisplatin T
27%, carboplatin T 16% & cisplatin D83 » - 7o 4, LIFWIMPRE TR ZNZN30WE 27/ LT &
AEEDLLIRWRER Tz -7, BR, BRI cisplatin 2330 <, 1f/MEIAMT carboplatin 2582 - 7219,

2004 4F i cisplatin & carboplatin O RO A X7 F 5 U ZAMB JCOWHME I N A, Bk 13HD
ASCO @ abstracts & PubMed X D RBEINAL 2,948 BH, 8 FSATIEMH LIZbDOTH 5. KPR
13 cisplatin @ Jj 25 carboplatin K D FBICE» o> 1o, LHEHM CRBHECHEERBDO LN - 7
(hazard ratio=1.050; 95%CI, 0.907 to 1.216; P=0.515). X GICHED & TRt b M/MREA LIS OE B
I3 cisplatin (KIS W ABMIICH 7. L L, 3 HRH A AFIC cisplatin & L < 1Z carboplatin #0Ff L
7o HEBABUIC IR - 7o T, 53R, AT & 1T cisplatin B3 - TV 7= (hazard ratio=1.106; 95%
CI, 1.005 to 1.218; P=0.039)!6~2D. Cisplatin & carboplatin “Ci3 cisplatin DEAIHREAET V& 5 TR
HBEN, XOBNEI K OFLTHS. WML L ISR ETT > VU NDEIS OB, &
POFYBEY: 2% 18 L T carboplatin 858IRE N 5 C L AHFB SN B, BRI > IINIE/ NG % 5 %
& L7 Hat iR ft gk Tl cisplatin #(fH$ 5N 2 LOBER LV (R 2).

6 | 138 vs |HE

7 5 v A T{Th N cisplatin + vindesine & cisplatin + vinorelbine, vinorelbine A D =% % et o Y
MARBR T, 583 HAHBAF @ L7 cisplatin+ vinorelbine FEB NI, AT & & BRIz
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29) Bunn PA Jr, Lilembaum R: Chemotherapy for elderly patients with advanced non-small-cell lung cancer. J Nat! Can-
cer Inst 95: 341, 2003

30) Gridelli C, Perrone F, Gallo C, et al: Chemotherapy for elderly patients with advanced non-small-cell lung cancer: the
Multicenter Italian Lung Cancer in the Elderly Study (MILES) phase I randomized trial. f Nat! Cancer Inst 95: 362~
372, 2003 .

31) Frasci G, Lorusso V, Panza N, et al: Gemcitabine plus vinorelbine yields better survival outcome than vinorelbine a-
lone in elderly patients with advanced non-small cell lung cancer. A Southern Italy Cooperative Oncology Group (SI-
COG) phasell trial. Lung Cancer 34: S65-S69, 2001

32) Hainsworth JD, Burris HA 3rd, Litchy S, et al: Weekly docetaxel in the treatment of elderly patients with advanced
nonsmall cell lung carcinoma. A Minnie Pearl Cancer Research Network Phase Il Trial. Cancer 89: 328-333, 2000

33) Ohe Y, Niho §, Kakinuma R, et al: A phasell study of cisplatin and docetaxel administered as three consecutive
weekly infusions for advanced non-small-cell lung cancer in elderly patients. Ann Oncol 15: 45-50, 2004

34) Fossella FV, DeVore R, Kerr RN, et al: Randomized phaselll trial of docetaxel versus vinorelbine or ifosfamide in
patients with advanced non-smali-cell lung cancer previously treated with platinum-containing chemotherapy regi-
mens. The TAX 320 Non-Small Cell Lung Cancer Study Group. J Clin Oncol 18: 2354-2362, 2000

35) Hanna N, Shepherd FA, Fossella FV, et al: Randomized phaselll trial of pemetrexed versus docetaxel in patients
with non-small-cell lung cancer previously treated with chemotherapy. J Clin Oncol May 1 22(9): 1589-1597, 2004

(8 BEF - R £ KT #—80)
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i 5
Schiller'? CDDP+PTX 303 21% 7.8m
(24h : 135 mg/m?)
CBDCA+PTX 299 NS NS
. (3h: 225 mg/m?) 17% 8.1m
Roselli® CDDP+PTX 302 28% 9.8m
P=0.45 P=0.019
CBDCA+PTX 306 25% 8.2m
Fossellal? CDDP+DTX 408 31.6% 11.3m
NR NR
_ CBDCA+DTX 406 23.9% 9.4m
Mazzanti?® CDDP+GEM 62 41.9% 104m
P=0.29 P=0.39
CBDCA+GEM 58 31.0% 10.8m
Zatloukal?V CDDP+GEM 87 41% 8.75m
P=0.09 P=0.90
CBDCA+GEM 89 29% 7.97m

NS:H#E#£%L, NR: #E5=kL

FITH- 7. BLWHRARDBK 4 LR EINEKIEH IR THW L PT, CORBORRICKIEI—
O v /B Tid cisplatin & vinorelbine OO AR SBHERI L LTHWONRD L DI/, —J5, XKET
2 ECOG T, cisplatin+ paclitaxel & cisplatin+ etoposide D IS B i/, ThETCHVWSLHLNT
¥ 7- cisplatin+ etoposide $##3: I .~ T cisplatin+ paclitaxel B O S B FEESH, A TR & DI RIFZER T
B 7223, HHAHETEK X N/ cisplatin+ vindesine & cisplatin+ docetaxel % Ll U758 WA O R T
W, EBRE, LHENRE B ICABIC cisplatin+docetaxel 2 BIF TH - 7220, 7 S5F 8% +IHFE (1980 4
REMTCBAR S WA &7 5F TR +HHTE G 3SIRIBAH) &Il UBKRABRE RS < il
TNTWEY, HIAFHCEEREFPRMER 2R LD HHBE TR L 7 cisplatin + vindesine &
cisplatin+ docetaxel % ik LA MHRBROATHS. L L, BORRTHIFEALDOWRRT, 75+
TR+ HECEFMRPEE T ZEABEONTEYD, AZTFIVADKRTR, 75FFHH+FHHE
THAEMBHEBRREE L TWA I EHRRENTWES., ULirlcd- T, BIE T csplatin+ i 3 HAHFHA
HOMABEDLEDFRERLEZ LN TS,

T 77 F 7+ 8H + 5 3 M AR

2002 MG X - ECOG @ Wi BB Tk, # 1,200 O # % % % & L T cisplatin + paclitaxel,
cisplatin+ gemcitabine, cisplatin+ docetaxel, carboplatin+ paclitaxel © 7/ 5 % > ##H| 4+ 4 3 HAH B AF O
APEUBL TS, e LTE, T4 HRITEYR, LFHERTERRERRDLNLHR 578,
% 7z, Fossella & DR TI3 cisplatin+ docetaxel 43 cisplatin + vinorelbine & ¥ &4 FFWHI B R T 5 B
(MST: 11.3 78 vs 10.1 18, p=0.044) HRDLN7H 3 HEBORRTH Y, WEOSEMLERT
LERFRBELIZZESTWEWD, LchoT, ThbDEREH S cisplatin+ 8 3#HREBAFTH TV
DA EBEHEORIT LA E L, BIERASOYEBEONDBDLEZLNTVS.

DBETH 602 EMAEEGELTT5FFHA L4 3 UHRHBAFD 2 FOHHA % ik 5 4 FFOH MR
B (FACS) 2 hr-20, HHE T X N irinotecan % & s cisplatin +irinotecan X HHF & L,
SEATEOKA & LT gemcitabine, paclitaxel, vinorelbine ® 3 F &l L7z, i & L Cid4RMORBFIC
L TWTFhOBAEaHE TS 30~33% TIZ L A LIRS, AR, 1 EEHER, RBETE
TOMMTHOHEEERAONED -7z (K3). TORRBRIARMD I FAFRPNERDO 1 E4LFRLY
10%EA L4 B C 2 B BB F A VTEExhA., LrL, 3IBNORBREVWTFhL8HESHE
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%3 FACS DR (ASCO 2004)

FEBIE 145 145 146 145
A FE SR R e 142 B 123 B 14.8 A 114 A
14E4FE : 59% 51% 60% 48%
FEET £ TOMM 4.7 8 45 B 408 418
BHE 31% 32% 30% 33%

THTAH LR CERP oI BEIBIL T, carboplatin+paclitaxel TlHE, HEEENL K ALN,
cisplatin + gemcitabine THi/hMRIIRA % < & bh /. cisplatin+ vinorelbine T3 /MR A, HALIBIE
w, BRE, BERVBIVVERVER -7, %7 QOL % Cid Xt %31 T - /= cisplatin +irinotecan T
H1EFIEO QOL B TFHBEERTH -7/, TOQOL DRWKERNLBRLD 51ENIIFERODH S L
CATHAB. FACS DRERD A D BITIELEMBTE T - 7D THH% b cisplatin+irinotecan # #EHE(H
B L ERADBESLTHD. L L, —BERICEBWTERRESRIRT 28481, o NERROR
BOmMOR, SN AR TALERSS. Lichi-> T, FACS THH 2 h- RSB WY
N A BETIE NI O R & U T—RIBIKCTRIR LB ABRETHS.

8| 7o FFEREST UV 3 AR ARGREE

TS5FFUR G TR S HAHBAFD 2 KRR, XOTSFFRAL D2 FPFBHELE
ol U CHmE B W E W S I THA R E2ERGAY. 7S5FFHAZE TRV IR BATD 2
ORI EYR, 4HFMNTT7SF AL G 2 AR BB T 5D TREVAD, PSOLWH
EIEHRAEE T 3 HAHAAR D 2 G RISKIZ 2 b wR, APHER L TT S5 F T RFBE
FAC &I WIEM: ¥ OB B O AICINEG I N 528, 43 #HAQAUH 5 A O— i i O
gemcitabine BFINI N B C & B % <, gemcitabine + vinorelbine, gemcitabine + docetaxel, gemcitabine +
paclitaxel DO & 75 F FRAHBREOLERRA L {fTbhi. LaL, WFhi4EHFHRO K
TTSFFTHUAGHEIREICES Z i3k, BRBRE- Tokvy, £, bBAETEE S W BERR
B T gemcitabine +docetaxel DRFRIZ & D SR ICMIBEMNT R A HBLL, 2 2ORBRAHTHOL-HIC Pk &7
> TWA. FBEEARWTHSH, HAETRENE L L CTHEEITR P« OB AR CERBE RS
LT EELLETHS. '

9 || SEEICHT ByEE

R/ NAUIENE: E M CICR A N D BED S H 50% LA LM 70 BELEOBEE L Wb Tws. EinE 2
HOBRKFBRIHAAANBRELELIC OV TRER/BD L D00, BMEENR L Ui bRk OmBHRR
Bli#AETITHOITW52 (%k4). ELVISRR T, 70 %L LOBERSE %5 K1 vinorelbine ¥ 5.5 &
BSC L g L, vinorelbine # 5.3 TAFMIHP M 7 BERL TSR L -7 (288 vs 2158)0. &5
T IMARRBAKI 7 SF M & L L THERBMENC &5 5, 70 U EOEEE %58 IC gemcita-
bine A & vinorelbine B %, gemcitabine + vinorelbine D ff AR O=ZF % i L-BERAR BT H
7239, MILES B TCld, gemcitabine & vinorelbine Ot 2, T EANOBAG R LN TEYGER, £
Bk & I BEERE LM - 7230, ZEBT Quality of life (QOL) 32 A LR LT, BT HHHH
RETHI- 0. SRBENE L LEBRKAROL I 70FEL 2R L LTRY), ZOHTPS20MH
F3 181N DES. Z LT, F7FFFWARMEAD L i 2 ABHBREORYRIT 16~22% T, 4
F3imirp LBl 18~36 T - 723230,
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x4 SHECH

49 % I/ REIREE DR R KR
Z”i?;?g% A z T T

R TN

DA et IR RATH S

None 24% 28% 78 — 21 wks
ELVIS® =70

VNR 30 mg/m? d1, 8 q3 wks 24% 26% 76 20% 28 wks

VNR 30 mg/m? dl, 8 q3 wks 19% 29% 228  19% 37 wks
Gridelii®® GEM 1,200 mg/m? d1, 8 q3 wks ) ) =70 18% 30% 224 17% 28 wks

GEM 1,000 mg/m2+VNR 25 mg/m? d1, 8 g3 wks 19% 31% 229 20% 32 wks

VNR 30 mg/m? dl, 8 g3 wks 22% 42% 60 15% 18 wks
Frasci3V =70

GEM 1,200 mg/m?-+VNR 30 mg/m? dl, 8 g3 wks 27% 40% 60 22% 29 wks
Hainsworth®® DTX 36 mg/m? weekly X6 g8 wks >65 41% 31% 39 18% 5mo
Ohe3® CDDP 25 mg/m2+DTX 20 mg/m? =75 0% 29% 33 52% 15.8 mo

di, 8, 15 q4 wks (69 wks)

%5 Pemetrexed & docetaxel M5 MABER

EHE (%) 9.1(24/264) 8.8(24/274)

' 95%CI(5.9~13.2) 95%CI (5.7~12.8)
1EETFR (%) 29.7 29.7
B TR () 29 2.9
T & COREFRE () 34 35

HHRET TSR LOBIRE #X R & L7 weekly 512 & 5 cisplatin+docetaxel @ 2 B HBEHEOHE T
MR fThhic, HRIEMI 75 BULETHLOPS 0-1 DBHZICBREI NI, BHHIL52%, AFUKEP
Pefiid 69 W (15.8 #A) T, weekly #%4.1C & 5 cisplatin+docetaxel {3 ElhE O Ik NMNKIIGRE IZ 45 %) T
SZREETEDLVWIHDTHH-/®. COFKEE ST X T 70K DE R T cisplatin O— {535 H §f
L WER % R IC weekly @ cisplatin+docetaxel & weekly @ docetaxel BRI I HiA A JCOG TH A
#H e JCOG0207) TH5.

(2 BXE Ay s D R R P Y -

1 ]| Docetaxel

TSFFEF LB IMRIBAFD 2 G HPFERCHR LRI 2DV FSL VERELLT
{3, docetaxel D HFIM i BEHE TH 5. Shepherd i3, TS5 FFHUATOWEBRTREIC 3BMEED
docetaxel & 4-# & BSC T4 MM, Z84hR, M, QOL DL %1 - /9. Docetaxel iX 75 mg/m? &
100 mg/m?2 ORIL A5 B CHBEI N/, &L LTBSC & Lull L7841 docetaxel 75 mg/m? #2451 -
TEAV/ES A VEBROHAMSED b, Paclitaxel, vinorelbine, gemcitabine, irinotecan & \>» 725 3
HRBBARE LAV FS 4 VREEE LTHWAE THARA T/ K, FIHRRTEIVESA V
Bl LTOERHELRENA D docetaxel D & T - 7. Fossella i3, docetaxel 75 mg/m? &
docetaxel 100 mg/m2, Z LCa v+ a— UE & LT vinorelbine % U < i3 ifosfamide % LMLk 3 5 F M HER
R 1T - 7. ZEHIII docetaxel 100 mg/m? B 5-M 05 10.8% TH M, docetaxel 75 mg/m2 FD 6.7% &
vinorelbine % L < i ifosfamide ¥ D 0.8 B IR TE WS DD, 144 TR T docetaxel 100 mg/m2 T
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21%, docetaxel 75 mg/m? B¢ T 32%, vinorelbine % L < I3 ifosfamide 3 C 199 & docetaxel 75 mg/m? T
REFTH- 7.

ChODERRBROER, BMRTRTSFFRMACLE 77— A 54 VERBEOBRANIE docetaxel
75 mg/m? DRFUEMHBBREM L EZ OGN T 5.

2 || Pemetrexed

Pemetrexed (Alimta) (J3ERE & B2 E RN T/L, ML X ORPEEHA L L THAMBROMM LN Z
BLVO56DTHS. SHLIKBAYIIVH, E¥IVBLR2OHHHIC LY MBRHBHEBHEIESIEHNT
& 578, BRABTIE 1,000 ng/m? £ TCORGBEBEEN TS, Pemetrexed iz v K54 Ve
LTHA LA, docetaxel & ik L CEYER, £FHM L ITTIZRA U TH 5 I & BN D% K
ARBTHE L TWw5A, Pemetrexed Dk & 72458013 docetaxel & ) HHMUNRB W & TH B . &4
docetaxel IMRXTEHNV F 54 VEEDHRBEOPREZLTHAL B LBWIHEINS (EH).

BEpHYI(C

A, ALHEFHEDTRDBEKDONBAK D SO VOB G FIEHZEICY 7 FLTWA I LRHSLTHS
B, ROHPBAFZHCTESICEREE 2 L3852 L #W# L T, sequential chemotherapy =
VX AL THRE: (SWOG9806) »EM /-, Sequential chemotherapy i Norton-Simon O 7z &
WCESWT, 1 DO EERAKRBDB B HE TR VB LIRS, ROMEFELVIAVCHOREZD
FigCHBH. SWOG9806 Tld, carboplatin+gemcitabine 3 =1 — A#y 5.441C paclitaxel 3 O — A% 1% 5.4 %
77tk & cisplatin+ vinorelbine 3 = — A H5-44IC docetaxel 3 I— A% L+ 5 HEARE SR/, L L,
WENOHETHEF PR IHEL O B A THY, FUHRRICEDS L > HFHEREBEOhEb 7. I
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Phase III Study of Docetaxel Compared With Vinorelbine in
Elderly Patients With Advanced Non-Small-Cell Lung
Cancer: Results of the West Japan Thoracic Oncology
Group Trial (WJTOG 9904)

Shinzoh Kudoh, Koji Takeda, Kazuhiko Nakagawa, Minoru Takada, Nobuyuki Katakanii, Kaoru Matsii,
Tetsu Shinkai, Toshiyuki Sawa, Isao Goto, Hiroshi Semba, Takashi Seto, Masahiko Ando, Taroh Satol,
Naruo Yoshimura, Shunichi Negoro, and Masahiro Fukuoka
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Purpose

Docetaxet has shown activity in elderly patients with advanced non-small-cell lung cancer
(NSCLC). This randomized phase ! trial evaluated the efficacy and safety of docetaxel versus
vinorelbine (the current standard treatment) in elderly patients.

Patients and Methods

Chemotherapy-naive patients age 70 years or older with stage 111B/IV NSCLC and performance
status 2 or lower were eligible. Patients randomly received docetaxel 60 mg/m? (day 1) or
vinorelbine 25 mg/m? (days 1 and 8) every 21 days for four cycles. The primary end point was
overall survival. Overall disease-related symptom improvement was assessed using an
eight-item questionnaire.

Results

In total, 182 patients were enrolled. Median age was 76 years (range, 70 years to 86 years). There
was no statistical difference in median overall survival with docetaxe! versus vinorelbine (14.3
months v 9.9 months; hazard ratio, 0.780; 95% Cf, 0.561 to 1.085; P = .138). There was a
significant difference in median progression-free survival (6.5 months v 3.1 months; P < .001).
Response rates were also significantly improved with docetaxe! versus vinorelbine {22.7% v
9.9%; P = .019). The most common grade 3 to 4 toxicities were neutropenia {82.9% for docetaxel;
69.2% for vinorelbine; P = .031) and leukopenia (58.0% for docetaxel; 51.7% for vinorelbine).
Other toxicities were mild and generally well tolerated. Docetaxet improved overall disease-related
symptoms over vinorelbine (odds ratio, 1.86; 95% Ci, 1.09 to 3.20).

Conclusion

Docetaxel improved progression-free survival, response rate, and disease-related symptoms
versus vinorelbine. Overall survival was not statistically significantly improved at this time.
Docetaxel monotherapy may be considered as an option in the standard treatment of elderly
patients with advanced NSCLC.

J Clin Oncol 24:3657-3663. © 2006 by American Society of Clinical Oncology

Chemotherapy in patients with advanced
NSCLC improves survival, reduces discase-related

Due to a general increase in life expectancy in
developed countries worldwide, the proportion of
the general population in these countries that is
elderly is increasing. For example, in 1970 in Ja-
pan, 7.9% of the general population was 65 years
or older, which increased to 17.3% by 2000, and is
estimated to reach 29.6% by 2030.! As non-small-
cell lung cancer (NSCLC) is a common disease in
the elderly population, the question of how best to
treat elderly NSCLC patients will become increas-
ingly important.?
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symptoms, and improves quality of lite (QOL)
compared with best supportive care.® Although
platinum-based doublets involving newer agents,
such as docetaxel, paclitaxel, gemcitabine, vinorel-
bine, and irinotecan, are standard first-line chemo-
therapy for most patients with advanced NSCLC,"*
the use of these regimens in elderly patients remains
a topic of debate. The main reasons given for with-
holding standard platinum-based doublet regimens
from elderly patients are age-related impairment of
organ function, presence of potentially complicating
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comorbid conditions, and a lower ability to tolerate the potential
toxicity of combination chemotherapy than younger patients.

Three prospective randomized trials have investigated the
optimal chemotherapy for elderly (70 years or older) NSCLC
patients.®™ The Elderly Lung Cancer Vinorelbine Italian Study
Group reported significantly superior survival and QOL with
single-agent vinorelbine over best supportive care (median sur-
vival time, 6.4 months and 4.8 months, respectively; n = 161).°
Two other studies have attempted to determine whether doublet
regimens arc optimal over single-agent therapy in elderly -pa-
tients.”® The conclusive results were reported in the Multicenter
Italian Lung Cancer in the Elderly Study (MILES), which enrolled
more than 700 patients and reported no significant survival differ-
ence between single-agent vinorelbine, single-agent gemcitabine,
or a regimen with both agents combined.®

Docetaxel has demonstrated activity and acceptable toxicity in
the treatment of advanced NSCLC, including elderly patients.>'2
However, to date, no prospective randomized trials of docetaxel in
clderly patients have been published. Two phase II trials of tri-
weekly docetaxel 60 mg/m’ (the recommended dose and schedule
in Japan) have been performed in adult patieats with NSCLC.'>'
We conducted an exploratory, combined-subset analysis of the
cohorts of patients age 70 years or older from these two trials: in 53
patients with a median age of 74 years (range, 70 years to 80 years),
the median survival time was 10.3 months and the response rate
was 24.5% (unpublished data). This encouraging retrospective
result led us to design a prospective phase I1I trial to evaluate the
efficacy of docetaxel versus vinorelbine in elderly patients with
previously untreated advanced NSCLC, the results of which are
reported herein.

Eligibility Criteria

Chemotherapy- and radiotherapy-naive paticnts with histologically
or cytologically proven stage HIB/IV NSCLC were enrolled. Other inclu-
sion criteria included: age 70 years or older with a life expectancy of 3 months or
longer; measurable and assessable disease; Eastern Cooperative Oncelogy Group
performance status 2 or lower; adequate function of the bone marrow (leukocyte
count, 4,000/2L or higher; absolute neutrophil count, 2,000/pL or higher; hemo-
globin concentration, 9.5 g/dL or higher; platelet count, 100,000/uL or higher),
kidney (serum creatinine, 1.2 mg/dL or lower), and liver (total bilirubin, 1.5X the
institutional upper limits of normal or lower; AST and ALT 2.5X the institutional
upper limits of normal or lower). Exclusion criteria included: presence of
symptomatic brain metastasis or apparent dementia; active concomitant
malignancy; massive pleural effusion or ascites; active infection; severe
heart disease or grade 2 or higher ECG abnormality; uncontrolled diabetes
mellitus, ileus, pulmonary fibrosis, diarrhea; bleeding tendency. All pa-
tients gave written informed consent and the protocol was approved by the
institutional review board at cach participating center.

Before treatment, all patients underwent a complete medical historyand
physical examination, chest radiography, fiberoptic bronchoscopy, chest and
abdominal computed tomography (CT) scan, a brain CT or magnetic reso-
nance imaging scan, an ECG, pulmonary function tests, and arterial blood gas
analysis. A radionuclide bone scan was also performed to document the
extent of the diseasc. Laboratory tests included a CBC with WBC differen-
tial, liver function tests, serumn electrolytes, serum creatinine, blood urea
nitrogen, and urinalysis.

3658

The physical examination and laboratory tests were performed
weekly. Chest radiography and/or CT were repeated every cycle to evatuate
tumor response.

Treatment Plan

Patients were randomly assigned to reccive a minimum of four cycles of
tri-weekly docetaxel 60 mg/m* (1-hour intravenaus infusion, day 1) or wi-
weekly vinorelbine 25 mg/m” (intravenous infusion, days | and & weekly
vinorelbine 25 mg/m* is the recommended dose in Japan'®). Random assign-
ment was centralized at the West Japan Thoracic Oncology Group (WITOG)
data center in Osaka, Japan; patients were stratified according (o institution,
discase stage (I1IB v IV), and performance status (0 to 1 v 2).

Vinorelbine was delayed on day 8 if leukocyte and platelet counts were
lower than 2,000/L and lower than 50,000/j4L, respectively, and was withheld
until the counts had recovered to 4,000/ul. or higher and 100,000/, or
higher, respectively; patients were withdrawn from the study if longer than 3
weeks had elapsed from the time of the last treatment until these eriteria were
satisfied. The presence of grade 4 leukopenia and/or ncutropenia led to redluc-
tions in the doses of docetaxel and vinorelbine by 10 mg/m* and 5 mg/n”,
respectively, in the subsequent cycle. Patients were withdrawn from the study
in the event of progressive disease, consent withdrawal or grade 3 or higher
nonhematologic toxicity without myelosuppression, nausca, vomiling, or al-
opecia. Second-line treatment was given at the physician’s discretion,

Patients were evaluated for objective response before every cycle using
WHO criteria.'® A minimum duration of 4 wecks was required 1o document a
response and the best response was recorded for each patient. PDrug-
induced toxicity was assessed before every cycle and was classified in
accordance with National Cancer Institute Common Toxicity Criteria,
version 2.0."7 The worst data for each patient acrass all chemotherapy
cycles were used in the toxicity analysis.

QOL Assessment

QOL was assessed using a sclf-administered questionnaire, which in-
cluded a visual face scale for global QOL'™ (primary QOL analysis) and cight
separate measures for assessing disease-related symptoms (sccondary QOI.
analysis; Fig 1). The eight disease-related symptom items were derived trom
two sources: the disease-specific symptoms scorc for the first four items ol the
Lung Cancer Working Party, Medical Research Council'” and the tremment-
related symptoms for the last four items of the Functiomal Living Index,
Cancer.? Patients completed the questionnaires at enrollment and at 3 weeks,
9 wecks, and 12 weeks. QOL was considered to have improved if' the difference
in score between any survey point and baseline was positive and to have
worsened if the difference was negative.

Statistical Analysis

The primary objective was to determine whether docetaset improved sur-
vival compared with vinorelbine. The study was designed with an 80% power
using a two-sided log-rank test at a level of .05 to detect a 60% inprovement in
median survival time from 6.4 months with vinorelbine to 10.3 months with
docetaxel; this required 90 patients per treatment arm. An interim analysis was
performed after 120 patients were accrued; after the data had been reviewed, a
decision was made to continue the study.

Survival analyses were conducted on the intent-to-lreat population us-
ing follow-up data available at March 28, 2005. Overall survival was caleutated
from the start of therapy to the date of death from any causc or last follow-up.
Progression-free survival was calculated from the start of therapy o the date of
disease progression, recurrence, or death from any cause. Survival curves were
estimated using the Kaplan-Meier method. A Cox proportional hazards re-
gression model adjusted by the stratification factors (performance status,
stage) was applicd.

The x? test was used in the response rate comparison and the toxicity
analysis. For the QOL analyses, the comparison between the arms was
conducted using generalized estimating equation regression models by
GENMOD procedure in SAS (SAS Institute, Cary, NC1.** An odds ratio of
higher than 1 indicated that QOL was better with docctaxel than vinorel-
bine, achieving statistical significance if the 95% CI excluded 1.
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A

E 4 3 2 ! Fig 1. (A) An Hlustration of the visual face
scale for global quality of life and (B) the
Sympiom Not af all A ljtie Modesately Very much disease-related symptoms questionnare.

B 1 Cough ¢] 1 2 3

2 Pan 4] 1 2 3

3 Anorexia 4] 1 2 3

4 Shortness of breath [+] 1 2 3

S Fatigue 0 1 2 3

6 Nausea [+ 1 2 3

7 Bowel disorder [} 1 2 3

8 Sleep disturbance [¢] 1 2 3

Patient Characteristics
A total of 182 patients were enrolled and randomly assigned (90
to docetaxel, 92 to vinorelbinc) between May 2000 and September
2003 from 32 institutions in WJTOG (Fig 2). Two patients were
subsequently considered ineligible due to being entered twice in the
study {(n = 1, vinorelbine arm) and consent withdrawal immediately
after random assignment (n 1, docetaxel arm). Therefore, the
intent-to-treat population comprised 180 patients: 89 assigned to
docetaxel and 91 assigned to vinorelbine. One patient assigned to
docetaxel developed disease progression before starting chemother-
apy and was therefore not treated. Thus, toxicity and response were
evaluated in 88 docetaxel patients and 91 vinorelbine patients,

Patients’ baseline characteristics were well balanced between the
treatment arms (Table 1). Although more patients receiving vinorel-
bine than docetaxet had a performance status of 2, the difference was
not significant (P = .057).

The median number of treatment cycles was four in the do-
cetaxel arm and three in the vinorelbine arm, which was signifi-
cantly different (P = .050). Overall, 45 (51.1%) of 88 docctaxel
patients and 37 (40.7%) of 91 vinorelbine patients completed four
cycles of chemotherapy. The major reasons for treatment with-
drawal in the docetaxel versus vinorelbine arms were diseasc pro-
gression (19.3% v 35.2%), adverse events (12.5% v 9.9%),
physician’s decision to withdraw patient {6.8% v 5.5%), protocol
violation (3.4% v 3.3%), and consent withdrawal (2.3% v 3.3%).
The relative dose intensities were 90.7% and 83.1% for docetaxel

Patients accrued and randomly assigned
N= 182

/\

Assigned docetaxet
n=90

Assigned vinorelbme
n=92

Refusal before Ireatment
n=1

Double entry
n=1

=

Overall survival

Fig 2. Flow diagram for the study. QoL,
Progression-fiee survivat

quality of kife.

Qol. data missed
Untrealed due o disease n=t
progression —ag—
na=
- =
’ . ! Toxicily
Recewed docetaxel Received vinorelbine l____>
n=388 n=9t response

\l’l\'l\'-j(‘(J.OI:\'
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Table 1. Patient Characteristics
Docetaxel Vinorelbine
{n = 89) n =91
No. of No. of
Characteristic Patients % Patients %

Age, vears
" Median * 76 76

Range 70-86 70-84
Sex

Male 69 77.5 68 74.7

Female 20 225 23 25.3
Performance status

0-1 88 98.9 85 934

2 1 1.1 6 6.6
Stage

1B 33 371 33 36.3

v 56 62.9 58 63.7
Histology

Adenocarcinoma 57 64.0 51 56.0

Squamous cell carcinoma 26 29.2 31 34.1

Other 6 6.7 9 99
Weight loss®

> 10% 12 135 12 131

=10% 77 86.5 78 85.7
Comorbid illness 38 42.6 36 39.6

None 51 57.3 55 60.4
Smoker 18 20.2 23 25.2

Never 71 798 68 747
A data was not obtained from one vinorgibine patient.

and vinorelbine, respectively; most patients received the projected
dose of chemotherapy in both treatment arms.

Second-line chemotherapy was administered to 85 patlents
(47.5%; 45 docetaxel patients and 40 vinorelbine patients). Among
patients initially treated with docetaxel, five patients received second-
line vinorelbine, while nine patients enrolled in the vinorelbine arm
received crossover treatment with docetaxel. Fifty-two patients
{29.0%) received second-line gefitinib: 33 patients (37.5%) in the
docetaxel arm and 19 patients (20.9%) in the vinorelbine arm.
Response and Survival

Overall response rates significantly favored docetaxel over vi-
norelbine (22.7% v 9.9%; P = .019; Table 2). Progressive disease
during treatment occurred in 37.4% of vinorelbine-treated patients

Table 2. Response to Treatment
Oocetaxel (n = 88) Vinorelbing (n = 91)
No. of No. of
Response Patients % Patients %
Complete response 0 0
Partial response 20 22.7 9 99
Stable disease 47 53.4 45 49.5
Progressive disease 18 20.5 34 37.4
Not assessable 3 34 3 3.3
Overall response rate 22.7 9.9
95% Ci 13.9t031.5 3.81016.0

NOTE. P = 019.

3660

and in 20.5% of docetaxel-treated patients; the difference between
arms was significant (P = .012).

By March 28, 2005, 143 (79.4%) of 180 paticnts had died {do-
cetaxel, 68; vinorelbine, 75). Median follow-up for survivors was 11.6
months. The median progression-free survival time with docetaxel
was significantly longer than with vinorelbine (5.5 months v 3.1
months; hazard ratio, 0.606; 95% Cl, 0.450 to 0.816; P < 001 Fig 3).
Mediansurvival time was 14.3 monthsand 9.9 months with docctaxel and
vinorelbine, respectively. Although docetaxel prolonged median survival
time by 4.4 months, the overall survival distributions were not statistically
significant (hazard ratio, 0.780; 95% CI,0.561 to 1.085;log-rank P = .138
and generalized Wilcoxon test P = .065; Fig 4). One-year survival rates
were 58.6% and 36.7% for docetaxel and vinarelbine, respectively.
Toxicity

Overall, 179 patients were assessable for toxicity. Table 3 summa-
rizes the major toxicities. Grade 3 to 4 neutropenia occurred in more
patients in the docetaxel arm than in the vinarelbine arm (P = .031),
However, there were no significant differences between the docetaxel
and vinorelbine arms in the occurrence of grade 3 to 4 febrile neutro-
penia and infection. The incidence of grade 3 to 4 anemia was rcla-
tively low and there was no grade 2 or higher thrombocytopenia in
eitherarm (Table 3). Alopecia (any grade) occurred significantly more
frequently in the docetaxel arm than the vinorelbinc arm (P < .0001),
Overall toxicity in both treatment arms was gencrally mild and well
tolerated in eldetly patients with NSCLC.

One patient (age 76 years with stage IV diseaseand a performance
status of 1) developed treatment-related interstitial pneumonia after throe
cycles of docetaxel; despite steroid pulse treatment, the patient clied from
this toxicity on day 65 after the start of the third treatment cycle.

aoL

Baseline QOL data were available for all patients except one
vinorelbine patient (for whom data were not colected due to human
error; Fig 2). Thus, 179 patients completed baseline questionnaires;
questionnaire completion rates were 92.2% at 3 weeks, 83.2% at 9
weeks, and 69.8% at 12 weeks. Compliance rates were not significantty
different between the arms (P = .311). QOL data were missing in 28
surveys due to death or severe impairment of the patient’s gencral
condition; this accounted for 3.9% of the total number of surveys
scheduled. The proportions of data missing at bascline annd at 3 weeks,
9weeks, and 12 weeks were 0%, 1.1%, 2.3%, and 6.7% in the docetaxel

80 4

60 ~4

Progression-Frea Suraval (*3)

20

, . et g e s
24 35 a8
Aonihs

Fig 3. Progression-free survival curves for patients treated with docetaxel
{n = 89} or vinorelbing {n = 91}.
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Fig 4. Overall survival curves for patients treated with docetaxel {n = 89) or

vinoretbine n = 91).

arm compared with 0%, 1.1%, 6.6%, and 13.2% in the vinorelbine
arm. The distribution of the missing data was not significantly differ-
ent between the treatment arms (P = ,150). In terms of global QOL,
no significant difference was observed between the two arms (odds
ratio, 1.30; 95% CI, 0.80 to 2.11; Fig 5). Docetaxel was associated with
significantly better improvement in the overall symptom score than
vinorelbine (odds ratio, 1.86; 95% Cl, 1.09 to 3.20; Fig 5). When the
cight-symptom scores were analyzed separately, the docetaxel arm
showed significantly better improvement in anorexia and fatigue than
the vinorelbine arm. These results did not change when the QOL data
were reanalyzed with the missing information from the 28 surveys
assigned as unimproved.

Qdds 3ato (95% Ch
Glabal QoL {face scale) Pt oo e 13008002 1
Overall symploms e ] 1864 09t03 20}
Cough W - m— 1.211{0.64 10 228)
Pamn o et e | 087 (035102 73)
Anorexia e ] 212(10210143)
Shartness of breath P o g 0.80 (04210 1 H51)
Fatigue Pre— - m——f 238(1 18104.81}
Nausea + 2.06 (04110 10 23)
Bowel disorder [ 0.99 (0 48 10 2 05)
Sleep disturbance Sennse oo mwwnd 10505810191

1.0
Vinorelbine Betier Docetaxei Belter

Fig 5. Forest plot of odds ratio for global quality of life (QoL) and discase-related
symptoms analyses.

This phase III trial showed that docetaxel provided significantly longer
progression-free survival (5.5 months v 3.1 months; P < .001), a
significantly higher overall response rate (22.7% 1 9.9%; P = .019), a
more favorable 1-year survival rate (58.6% v 36.7%) and significantly
better disease-related symptom improvement than vinorelbine in ¢l-
derly patients with advanced NSCLC. However, although docetaxel-
treated patients also experienced a longer median survival time (14.3
months v 9.9 months) than vinorelbine-treated patients, the primary
end point of improved overall survival with docetaxel was not
achieved. Possible reasons for failing to detect a signiticant dif¥erence
between the docetaxel and vinorelbine survival curves may include an

Table 3. Toxicities
Docetaxel (n = 88) Vinorelbine (n = 91)
Grade (%) Grade {%}

Toxicity 1 2 3 4 1 2 3 4
Leukopenia 10.2 27.3 52.3 5.7 6.6 30.8 35.2 16.5
Neutropenia 4] 6.8 26.1° 56.8* 2.2 8.9 30.8 38.5°
Anemia {Hb) 59.1 36.4 23 1.1 - 418 42.9 88 11
Thrombogytopenia 13.6 0 s} o 26.4 0 [ 0
AST 22.7 23 11 0 24.2 4.4 33 0
ALT 273 34 1.1 0 198 5.5 2.2 0
Creatinine 14 0 0 1.1 99 0 0 33
Nausea 25.0 17.0 10.2 0 20.9 143 88 0
Vomitingt 9.1 34 0 0 0 1.1 1.1 0
Febrile neutropenia - —_ 12.5 0 — —_ 10 0
Infection 4.5 15.9 11.4 0 5.5 7.7 13.2 0
Constipation 26.1 148 23 0 18.7 208 5.5 BN
Diarrhea 159 5.7 45 0 14.3 33 1.1 0
Mucositist 10.2 5.7 0 0 33 o] 0 0
Alopecia$ 455 284 — - 308 0 — -
Peripheral neuropathy 125 11 (4] 0 7.7 0 0 0
NOTE. P values ware obtained by ¥ test.

Abbreviation: Hb, hemoglobin.
“Indicates grade 3 10 4 neutropema; P = 031,
tindicaies grade 1 to 4 vomiting; P = 007,
tindicates grade 1 1o 4 mucositis; P = .004.
Sindicates grade 1 to 2 alopecia; P < .001.
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insufficient accurrence of documented events as a result of the study
population comprising patients with relatively good prognosis, in
addition to a high proportion of patients (47.5%) subsequently receiv-
ing second-line therapy. Another reason may have been the small
sample size and the prespecified aim of detecting an improvement in
survival from 6.4 months to 10.3 months. The selection of a2 median
survivat in the reference arm of 6.4 months for the sample size calcu-
lation was based on the results of the Elderly Lung Cancer Vinorelbine
Italian Study Group study.® However, more recent survival data from
the MILES study® reporting a median survival of 8.3 months with
vinorelbine may have been more appropriate. Had this value been used in
the sample size calculation a larger study population would have been
required which would likely have allowed the present analysis to detect
statistically significant differences between the treatment arms.

The survival findings with vinorelbine in this study were similar
to or slightly better than those reported in other studies; vinorelbine
monotherapy in elderly NSCLC patients has previously shown me-
dian survival times of 4.5 months te 8.3 months and 1-year survival
rates of 13% to 38%.“" One reason for a slightly longer median
survival time in our study may be the relatively better prognosis of the
enrolled patients. Interestingly, the median survival time of 14.3
months with docetaxel in this study appears to be similar to that
reported for platinum-doublet chemotherapies assessed in a recent
Japanese randomized trial in chemotherapy-naive NSCLC patients,
which reported median survival times of 11.4 months to 14.8
months.® The improved overall survival time in the docetaxel arm
may be attributed to gefitinib treatment as a second-line treatment.
Japanese patients are sensitive to gefitinib, and 37% of patients who
were treated with docetaxel also received gefitinib, compared with
20.9% of vinorelbine treated patients although this difference may be
attributable to the numerically greater number of patients alive after
initial docetaxel treatment. Crossover to second-line chemotherapy
was permitted in this protocol and could have also influenced out-
comes. However, as only a small number of patients in either treat-
ment arm wete treated with alternative chemotherapy as salvage (five
patients from the docetaxel arm and nine patients from the vinorel-
bine arm), outcomes for these patients were not felt to significantly
alter the overall results of the study.

Age should still be taken into consideration when selecting
appropriate chemotherapy in the clinical setting given the likeli-

hood of metabolic changes with advancing age. the increased like-
lihood of comorbidities, and general lack of clinical trial data
specifically in older patients,

The toxicity profiles for both treatment arms were generally mild
and tolerable in this study. Although severc neutropenia oceurred
significantly more often with docetaxel, there were no differences in
the incidence of febrile neutropenia or other hematologic toxicitics
between the two arms. The incidence of grade 3 to 4 neutropenia
(69.3%) with vinorelbine treatment in our study was somewhat higher
than that reported in the MILES (25%).* The reason for these differ-
ences is unclear. In our study, patients treated with docetaxel experi-
enced a relatively higher incidence of severe neutropenia compared
with patients treated with vinorelbine, although the incidence with
docetaxel was similar to that seen in Japanese phase 11 studics of
docetaxel in patients with advanced NSCLC (87%, grade 3-4 neutro-
penia).'* However, the incidences of grade 3 febrile neutropenia
and grade 3 infection were relatively low and similar between the
treatment arms in our study. Importantly, there was no diffecence
in global QOL between the treatment arms. Furthermore, do-
cetaxel significantly improved QOL in terms of discasc-related
symptoms compared with vinorelbine.

The WITOG 9904 study is the first prospective, randomized,
phase 111 trial of taxane monotherapy for elderly patients with ad-
vanced NSCLC, and has shown encouraging efficacy with single-agent
docetaxel. To further improve outcomes, we would suggest that the
next step for treating elderly patients might be to prospectively inves-
tigate platinunm-doublet regimens, particularly docetaxel with carbo-
platin, in phase I1I trials. Retrospective analyses suggest that platinum
doublets are effective and tolerable in fit, clderly patients.™**' For
further future studies in elderly patients, it would be of interest to
investigate regimens involving docetaxel combined with a molecular-
targeted agent (such as gefitinib, erlotinib.™ or bevacizumab), as
molecular-targeted agents are associated with relatively mild toxicity
profiles compared with cytotoxic agents.

In conclusion, docetaxel improved response rate, progression-
free survival, and overall disease-related symproms compared with
vinorelbine in elderly patients with advanced NSCLC; overall survival
was not significantly improved. Based on these results, docetaxel
monotherapy may be considered as an option in the standard treat-
ment of elderly patients with advanced NSCL.C.
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Irinotecan in the treatment of
small cell lung cancer: a review

of patient safety considerations

Masaaki Kawahara ,
National Hospital Organization Kinki-chuo Chest Medical Center, 1180 Nagasone, Sakai,
Osaka, 591-8555, Japan

A water soluble derivative of camptothecin, irinotecan (CPT-11) is effective
against small-cell lung cancer (SCLC), as well as non-SCLC and gastrointestinal
cancers. This extended review of recently concluded and ongoing studies
focuses on irinotecan in the treatment of limited (LD) and extensive (ED} SCLC
specifically considering the safety of patients. Irinotecan-induced diarrhoea is
pervasive, and can be severe and life-threatening especially in combination
with neutropenia. It can have a significant impact on patient quality of life,
negatively influencing compliance with therapy and dose-intensity. For
LD SCLC, irinotecan can be administered with radiotherapy concurrently or
sequentially. In a Phase 1l study for ED SCLC comparing etoposide and cispla-
tin (EP) and irinotecan and cisplatin (IP) regimens, severe myelosuppression
was more frequent in the EP arm than in the IP arm, and conversely severe or
life-threatening diarrhoea was more frequent in the IP arm than in the
EP arm. IP resulted in significantly higher response rates and overall survival
in Japan, and confirmatory Phase |l studies are ongoing. Irinotecan should
not be administered to patients with any degree of ongoing diarrhoea above
their baseline. Irinotecan can be administered with relative safety for
patients with SCLC only through careful patient monitoring, especiaily
‘regarding diarrhoea and myelosuppression.

Keywords: chemotherapy, irinotecan (CPT-11), radiotherapy, small-cell lung cancer (SCLC), toxicity
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1. Introduction

Lung cancer is the Jeading cause of cancer deaths worldwide, with > 900,000 deaths
per year attributed o the disease 1). About 15 — 20% of lung cancers are small-cell
lung cancer (SCLC), although the frequency has been decreasing relative to other lung
cancer over the last two decades [2). SCLC is considered distinct from other non-small
cell lung cancers (NSCLC) because of its clinical and biological characteristics 13). The
clinical characteristics of SCLC tend to be aggressive behaviour with rapid growth,
early spread to distant sites, but more sensitive to chemotherapy and radiation. SCLC
is usually staged as either limited disease (LD), in which the tumour is confined to the
hemithorax of origin, the mediastinum, or the supraclavicular lymph nodes, or exten-
sive disease (ED), in which tumours have spread beyond the supraclavicular areas.
About 30% of patients with SCLC have LD. Management of most cases of LD SCLC
involves combination chemotherapy, usually with a platinum-containing regimen,
and thoracic radiation therapy (TRT). If a complete response is obtained, the patient
may be offered prophylactic cranial irradiation. The median survival time (MST) of
LD SCLC is 16 — 24 months with current forms of treatment, such as chemoradio-
therapy with or without surgery. ED SCLC patients are treated with combination
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