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EFIICOWTHEBOFRELZHENTL L L LIS,
BER~ OB REEHENERE L T
BHOBRICOWTLRE 2N - TtHET
-

R EHE

19764 5> 5 19874F F TH124E/iz, SCLC %
XTI ILRFESE 2 ARE L 02 DB ERIC
BW{ 3 ONBREKRRABRSITh Y, SEES
i3, WEESRHEITRETH - 7218060 5 &,
CR #7187:7401 % MR 2 HFEREFERICOWTR
wEmz .

.13 O0MIKABOBREE, E. 2%
DR THW b L bFEEORE - ARORM
%Y, 197644 5 1981 FE DRIz 4T 117z cyclo-
phosphamide (CPA), vincristine (VCR),
methotrexate, procarbazine ¢ 4 FIFE 5 7
5 COMP EEYNERKRAB TiE, limited dis-
ease (LD : WZ»—RIMEE &, #RH & UHE
L&Y ocEICRB L, Sk, iR
BrE v ) 214, extensive disease (ED :
WED LD n#iE 22 THERL 2L n) 1761,
EH38Blic D W T DFHE AT EE TH - /2. T kS
REERIC BV T B A, TR RS (pro-
phylactic cranial irradiation : PCI) {3 option
EL, LD o CR Bloo—EBic o AiciTh iz,
e T19814F A 5 19864F & Ti, COMP &, %
U I U CERIREIC IR Rt & & & 2 L7z VP
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F1 19764 A 5198742 BT 2 KNI BT 2 BRAREBR 8

NO. of
Extent of patients Chest
Era Chemotherapy disease evaluated irradition PCIV
1976—1981 COMP LD? 21 Optional No
ED® 17 No No

1981—1986 COMP-VAN LD 54 Randomized

alternating ED 56 No for CRs(LD/ED)
1986—1987 CAV-PVP LD 16 Mandatory ~ Mandatory for CRs

hybrid ED 16 No No

UPCI : prophylactic cranial irradiation, 2LD : limited disease, ¥ED : extensive disease

%2 3ONBKRABRICBY 2 LEREOHE - BE

1. COMP

Drug Dose (mg/m*) Route Given on
Cyclophosphamide 270 iv Day 1-5
Vincristine 1.4 iv Day 1
Methotrexate 6.5 im Day 1-5
Procarbazine 65 po Day 1-5
Courses repeated every 3-4 weeks

II. COMP-VAN

Drug Dose (mg/n¢)  Route Given on
Cyclophosphamide 270 iv Day 1-5
Vincristine 1.4 iv Day 1-5
Methotrexate 6.5 im  Day 1-5
Procarbazine 65 po Day1-5
VP-16-213 140 po Day 29-32
Adriamycin 40 iv Day 29
ACNU 40 iv Day 29

Courses repeated every 7-8 weeks
. CAV-PVP hybrid

Drug Dose (mg/mr) Route Given on
Cyclophosphamide 700 iv Day 1
Adriamycin 30 iv Day 1
Vincristine 1.4 iv Day 1
Cisplatin 60 iv Day 8
VP-16-213 100 iv Day 8,9

Courses repeated every 3-4 weeks

-16, adriamycin(ADM), nimustine &) %%
VAN #%Hic5 2 5 COMP-VAN ZE#EEY
2547, LD 54%l, ED 5661051105z
CHFHEA LT H - 72, ZOERKRABR TR LD
FE B EMEBICEN ) M1, iz COMP-
VAN o 144 70k 2494 7 Lofiic40 Gy

IgERmEH 2475 2 & & L, 7z, CRIEFI D
12 L EMEBEI D HTIc & D40 Gy APCL 252
32 & kL7, 19864E 4% & 1, CPA, ADM,
VCR #» 5 7% 5 CAV &k, cisplatin, VP-164
57r A PVP % 194 7 )0ndhiz #iAa AT short
interval T 542 CAV-PVP'DOFHER
Bafthi, LD, ED &£16#l, F3260ic>wT
DA ANz, LB, ZORETIE, CAV
-PVP #¥ RS RicEL 2B s (4%nwL 62
—Z) » & LD @flicxt L T50 Gy MRS
752 &L, LD o CR EMICIZ30 Gy @
PCl #5252 r& 1.

% . 3ic LENERBBRICB VT CR 218724E
BlogEENOBEROEERT 27T, 146lo
WiR%E A5 &, BHESIH, LHE15E, FEfR
fH65mTH N, PSIZ0-1 L BRIFTHo72bD
B554%1 & KBk Sz hs, PS 2-3 DEHFD
206 4E L 7. EBERI T, LD #4781, ED
M TH Y, FHETEETH - 72 LD 91BID52
%, ED 89%1030% iz Z h Fh a2 L 7z, IGERER
5 &2 723180 vy LD EFITH Y, PCI
51T 7239Fl R ERINERIE LD 2761, ED 12
WTh-7e, B, BENCHRERIGFEL,
B L) CR #7872 ED Sl 3BIFEAEL 12
7, BT SRR L 72,

S RHEIR BRSO RN ek
[2BEV, JRIERIIC RS b N IEERT RAOTEE
WLz CREL., Thbh, HER
WiRFIC EHE X e BRREER 2RI UESBIC &
LEEMREELLEMNE, AULREEZHAC
T restaging 75 & L ICREXHNHERE S



BRI DGR B I B S 2 2R

1313

£3 BHERRRCBCTEZL2ERLELERANEROER

COMP COMP-VAN CAV-PVP Total
No. of CRs 9 48 17 74
Sex ! Male 9 36 14 59
Female 0 12 3 15
Median age (range) 64 (59-70) 66 (34-80) 65 (50-77) 65 (34-80)
Performance status :
0-1 35 13 54
2-3 3 13 4 20
Extent of disease :
LD 7 30 10 47
ED 2 18 7 27
Chest irradiation :
Yes 4 18 9 31
No 5 30 8 43
PCl: Yes 2 16 9 39
No 7 32 8 32

*Three patients who had brain metastasis at diagnosis and achieved complete remission with chemother-
apy and brain irradiation were eliminated from the analysis.

#4 FTLEROIEREINDOVREERIA
No. (%) of initial relapse
Ex'tent of No. of No. primary CNS Liver Bone Node BM Others
disease CRs relapsed complex
LD 47 32* 20 (43) 7 (15) 2 2 1 0 2
ED 27 23* 12 (44) 5 (19) 1 1 2 2 2

* . One each of those simultaneously relapsed at 3 sites.

EHL, TNCOEBRFROERIHEEI N
Lo E L7z, CREMIZEHNE LTLET ES
RICTEBLBEL, BEOEE ST
Emg 2N, EWCTRE, BE~—H—%4 L%
BEHEMKL -, BRVELNLEAICE, AT
FTHEEREZ ST 3 SHICHENLRELITF
R OREREIT - 72,
£ H 1 O #E#HTIE Kaplan-Meier g% AW,

I HMOEEEREICIE PMEB L UL
wilcoxon ME % 7z,

23 &

1. MIFEREML
HRESIC CR EBINIFEHFRERM 2 R L
REEREFE. 41RT. LD EFNIC B TIZATH

t 2 Bl RmE I R B L ERS R B D
72T L 2. 2B EREL 2%, RER
BRI B E A200] (43%) EmDEL, Kk
Tha 78 (15%) TH YD, SEBUH, BL L
~DOPEREIRBD NI, £, BREHFIOH B COMP
fEF D 1B IERE, B, ) > S8 3 # AT
FEREEZ L 72, —%, ED G780 5 & 2 s
BB o iR B T L, 258t 23451
BV TERI R I N 230D NRIZ LD i
B & RBkIc, 1261 (44%), B 5 51(19%)
DB %<, EREC»»h LT, RREE
RERTMOBEEE O T2, &k l, COMP
FEG 1HIIREERE, B, B 3 »Fnc [
BEL:.
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2. LD fEflic 1) 2 R E LML - MR 4T

HFRRE & ALk MR o) Ho;

LD o CR #EFNz DWW TSR RNAEAR & (L
FREEMBIC T, BRERNERILE(E.
5). {LEEEE BB 6F h 14 AERL, 20
5 B11B (69%) DIRBERILI LA TH
D, 360 (19%) DENDWTH -72. —K,
HoEREE ST RIS BT 2 BRIV 18H) & 24>
<, Ib OB (29%) P REBRAIC S L 7205,
% DRE LR BB N F i (R T
Btz (p<0.05). F7/, MENICERLZ9

E

B 2 Bl RE P0G b NERThH-72. W
A HDBEHRDII»IE, 3B (13%) o8
VTS IR BRI TH - 7225, PEHICE
WTRE, &, ) roHih SRR &
T-THY, TOBEREIMLI LR EEREIC
HXTEHTH -7

WEFIZ DV THZB P 5 R SEBIRER % Bt
L& X, 1IoRd, (LERERm L 112,
R ke 20 RAESEBLHES (3 R R A O PR 21
%, CFBEEBMBE62%, F72, 24» ALED
BREAARFEDLICEL, U HORLTIZEZN

£S5 LD RIS 5 IEBRA OB MIC & 5 BRIALO R

No. (%) of initial relapse

No.

Treatment No. of primary .

modality CRs relapsed  complex CNS Liver Bone Node Others

CT only 16 14 11 (69) 3 (19 0 0 0

CT+RT 31 18* 9 (29) ** 4 (13) 2 2 1 2
. One patient simultaneously relapsed at 3 sites.
** . Two patients had relapse at the margin of irradiated field.

100 1
b !- —————— -—;i —————————————————— —
Chest RT (=) (N=16)
] p<<0.05

/Chest RT (+) (N=31)

Cumurative actuarial probability (%)

1 U 1 ¥ T

4 5 6 1 8

Years from beginning of chemotherapy

X1

LD sEflic 81T 5 KRR ER RMFETFER | LR RN & IR A B0 th
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FN3T% L69% TH Y, MR IZWIBA» L
NEFRZEBRLEBSELH S (p<0.05) v
REERIRENT,

DE, WHBHHEROEEIC L 2 LD &4
DEFIMICOWTRE 22 72, JoEREs 4
BB, FRHERARADBRNTREER. 6 0L T
Holz, TREFHEFRMEZ, WERESHE
BE23.14 A, LR EMEI8.9, AT,
BRI A EERRD b N h - 1205(F. 2),
2L b REAEFG)II LRI S ORI R 7 Blic

%6 LD EF: MIRFES SRR R HBEOR

PRASHE
chest RT (+) (=)
No. of patients 31 16
Sex (male/female) 23/8 12/4

Median age (range)  62(34-75) 66(54-75)

Performance status :

0—1 28 13

2—3 3 3
Chemotherapy :

COMP

COMP-VAN 18 12

CAV-PVP 9

100+—

MU, B kimE Tl 2 flicBEd, il
FEHC & 2 REAE RO LATREE 1L,
3. CR#lizBF 5 PCIL iz o>WT ket | PCI

B X Ik PCI B b

PCIOHMEIC &k 2 BEBRANBVEE. TICR
T, ZOB, ED Bl 5 BIBERTIC T Tl ISR
PEEL TV 3B 2B L 02 BIFONS
ELT: BYMRERBETH - 2 EBIL, JE
PCI 24 LD 20609 56 (25%), ED 128
38 (25%) TH - 7zmizxtL, PCIETi3 LD
27619 281 (7 %), ED 126w 241 (17%) T
»Y, PCIEC B TERWERITR S L b,
FEERRD LN o7, 72, MIRERE
NGB COMBM TAkE2EIALN
¥, PCL #, 3E PCI B & L @385 & nER
PEERIIC S RN, RERDS b, B
BRI DRIED 2B D LN, b
BYWIFNLIEPCIEL LN LD TH - 72,

PCI #, 3 PCl Bk o BIERBMEE
FHEL2BES X, 3i0RT. PCIETIIAE
BRLATE12 » ADRES T 7 %, 24 B LB~
DEFEBIY %, 19% THBELL 2, —F, FE
PCI B B Tidl25 A20%, 245 A30%, 36
# RA47%, 484 A65% EEERINZEBE & LI R

M2 LD EGICHT 2 2L | (bR B & MRS G Ao

o0
£
2
&
@ 50
# Chest RT (+)
8 yaya
o
(0
/ L.—
0 Chest RT (=) ‘ , ,
0 1 2 3 4 5 6 7

Years from beginning of chemotherapy
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KT ZBEEFEPUCT 2 PCl nAKIC & 2 HRIALO Ml

No. (%) of initial relapse

Extent of No. of No. Primary . :
PCl Jisease CRs relapsed complex CNS Liver Bone Node BM Others
Yes LD 27 16 9 (33) 2 (7 1 2 0 0 2
ED 12 8 4 (33) 2 1N 1 1 0 0 0
No LD 20 16* 11 (55) 5 (25) 0 1 0 0
ED 12 12* 7 (58) 3 (25)** 0 1 2 1
* : One each of those simultaneously relapsed at 3 sites.
** 1 One each of those relapsed as leptomeningitis.
e
= 100-
>
s 1
o) i
(1))
0
o i
E_ r._‘.< ________________ —
— T |
© i PCI (=) (N=32)
£ 90+ —— =
3 | =
2 i i P=0.07
(6] !
© 1 ——————— | —
o i - PCH(+) (N=39)
2 _ =
3
r - d
3 J .
g 0 —— T T T T T T T
O 0 1 2 3 4 5 6 1 8
Years from beginning of chemotherapy
E3 CR #liz 34 5 i RERBMEEE | PCL # & 3k PCI B g
RSB EA L 7077, B R TR %8 LD il : PCI Bk 3k PCI BEOBRRAEER
EEERFD LN -7z (P=0.07).
PClL A EIC & 2 £ HFAMNES LD iE PCI (+) PCI (-)
- =41 4. ~ i AR L No. of patients 27 20
Blic B> TREL 72, &. 8 ICTIRE @E""fﬁlj A Sex (male/female)  21/6 14/6
RRT A, Tl AR A PCT #2315 Median age (range)  66(52-77) 60(34-74)
H, JEPCIE19.7% ATH 0 (K. 4), BED Ferformance status: "
Lz 2, PClyBEDERICHEST 2 FRIZR "4 3 ;
Fra o P Chemotherapy -
DNz, COMP 9 5
COMP-VAN 16 14

CAV-PVP 9 1
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(3]
o

Percent surviving

Years from beginning of chemotherapy

B4 LD EFlcET 3 2 BMoEFMR | PCI B & Ik PCI 0 ik

*x =

B/ NI 2 TR E A ER T, BHEILY
RERERE ETH, & ORBRICE
RS M ERT I EMMLIL, TOEBEREILS
FIERILEEENEAIC & - T, 1970F/R %3
X N 1980FEARKEIC 21T TE L WiE & &IT
7202 19814F, TA LT > FCHE»pNIE1E
BAMBIEN T — 7 a v 7BV TRINRG
BRI 3 LR 0 “State of the
Art"®c k%5 &, LD T CR %45%, £HH
FirhsfEld 5 A, 3 EEHFEIS-20%, EDHIT
CR#25%, £HFHH P H-E 8 » H, 3 FEFE
0% & 7 - Twv 5, LIk, Zn“State of the Art”
PHZ DBEEBEL OB OWRI L EN
T x7-%%, %Dk VP-16, cisplatin Z<Hii/NEIE
BmOLEREICRNAN S N2 2 & TEFHM
DR, CRENHE L I BRTIIH 17
Eom Ly b, A BEOEETL COMP #
#, COMP-VAN e, CAV-PVP hybrid
gk + dose intensity 995 5 & & b 12, CR
BOWEIELNTNS. LrLErs, CRE
BrEflokSEIIHERERUVET, EE"Y

HF I N2 REEERSIL, LDI2B8T15-20
%, ED 2BV TIHIZITEE L v 5 NERED
THY, HINIREZBEECLD S & v )RRk
B HRE L IRRREVWBURICH 5.

i/ ilgEs— B CR ICEAINTCLER2
[ T & WA NERIE, f/ Nl £ Y
RO — D L {b2EFLIC & % clonal selection
DORERWEMBBIEET 52 &, HbniihE
EHRFBDIRL Tw 35 biclEEmiasuEs
23 L € £Fit i (multi-drug resistance) ' %
BETHIEN2HTHY), ZomWEra—>
HRFEL, RV CEHKRMICER ST EE
ENTns, Lih-T, BEXHLET2-6
IR FDERENEEAL, ZALLOXTEE
CBEDBETHA I,

Skt Ui alREOBRBES
A L2455, EREDWRALL2L L TR
REIRLEVWI EHRVZE 1, Chak'y,
Souhami'®? & DEEE & IZITEUL 2L N ThH -
72, TR, —RICIREE ST KD tumor
volume 2FL TN, FBEMIZLELEL
BMErTEL TWBEMTHEZ E b, &
L EYFEATE—ELIEC, 7 o— 2l
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HLRTWREICHZHTHH ) LHESN
72, R T, FRERERCBERSZ(CRD LN,
NI REERVBRDOEREL v, WhY
ZEEFN B THLILICEREL T3
EEZ LN,

MEBERIMORBED 2 VERTH 721
DHEFEBISEE 44 (80%) & KB %E S
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LiLs,
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W|ES—REITH 555, Bl AR OBKE
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WIBELHREND L KX - 29 4R
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AR Z R TIC & & F - 7228, MERRF LM
HWIEN TR 2 RET I WREFH 5 L BN
7z,

Bt /MBI 12 22T T 109% D EE B I BRiER

T OOE &

BHHFET 55, 2L LORMEFAICBT
% R o) R R BIFEERII50-80%IF T 5 &\
bIUTWw 3 EEALRRBRLZETINET
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FEFHRANERICIZFS L EvweTo0d
— gy & B 51919 CRBINDAIZ DN T4
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Bz, Fo4R, MENHELERRT
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T REIC OV TRET 202 7225, PCL 25 E#y
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RBOME ST, RPEFE L LI
16T 5 52 LN MU NRERRICNT 2505
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N %hRA97% combined modality treatment #%
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ki, LDERICBIT 2 PClHESE
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DRI/ LNEZ L LY, BRI 2
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Iz, BERDTEEIERITH0BDERI L
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SRIGERCSRE % %07 i MElE . CR
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Part 2. Patterns of relapse in patients

with small cell lung cancer receiving
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Between 1976 and 1987, a total of 180 patients with small cell lung cancer who were entered
into three protocol studies of an intensive chemotherapy with or without radiotherapy was
fully evaluated for tumor response and survival. Of them, 74 patients achieved a complete
response (CR) : 47 out of 91 patients with limited disease (LD) and 27 out of 89 patients with
extensive disease (ED). The author analysed the pattern of relapse among the 74 patients in
an attempt to clarify the role of chest irradiation and/or prophylactic cranial irradiation. Of
47 patients with LD achieving a CR, 20 patients (43%) developed initial relapse in the chest and
seven (159%) developed it in the brain. Of the 27 patients with extensive disease, the chest was
also the most frequent site of initial relapse (44%) followed by the brain (19%). In patients
with LD receiving chemotherapy plus chest irradiation, the rate of initial relapse in the chest
and the cumulative actuarial probability for initial chest relapse 2 years later were 29% and
37%, respectively. These figures were siginificantly lower than the rate of 69% and the
probability of 69% for patients receiving chemotherapy alone (p<0.05). The patient survival
was improved by the addition of chest irradiation substantially, but not significantly. How-
ever, long-term disease-free survivors predominated in the group of patients receiving chemo-
therapy plus chest irradiation. Prophylactic cranial irradiation exerted no significant advan-
tage for prolonging survival. However, it showed a trend for reducing the brain relapse in
complete responders. These findings indicate that chest irradiation concomitant with inte-
nsive chemotherapy may be effective for prolonging suvival in patients with LD through

preventing relapse from the chest.



