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Clinical Study of Topotecan as Second-Line Treatment
in Small Cell Lung Cancer

Hak-ryul Kim, M.D., Sei-Hoon Yang, M.D. and Eun-Taik Jeong, M.D.

Deparment of Internal Medicine, W onk wang University, School of Medicine, Iksan, Korea

Background : The majority of chemotherapy-treated small cell lung cancers(SCLC) patients eventually recur.
Although many patients are in excellent physical condition at the time of recurrence, few drugs or drug combi-
nations are capable of effecting a tumor regression in this setting. Topotecan, a topoisomerase I inhibitor, is one
of the more widely studied single agents in SCLC. The aim of this study was to determine the response rate,
survival and toxicity of topotecan as a second line treatment in SCLC.

Methods : 19 patients with measurable SCLC, progressive during the first line chemotherapy (9 cases) or re-
current after the first line chemotherpy (10 cases), were enrolled in this study. Topotecan was administered as
a 30-minute daily infusion at a dose of 1.5mg/m? for 5 consecutive days, every 3 weeks.

Results . The overall response rate was 26.3% (5/19, CR 2, PR 3, SD 3, PD 11). The median survival was 24
weeks. The response rate and survival were poor in the nonresponders during first chemotherapy, those who
were refractory to the first chemotherapy (recurrent within 3 months after completion of first chemotherapy )
and extensive disease, but the results were not statistically significant. The toxicities were mainly hematologic
and anemia grade III 1/90, leukopenia grade Tl 6/90 IV 4/90, thrombocytopenia grade M 1/90 NV 1/90, vor-
iting grade 1 1/90 of cycles were occurred. There was no treatment-related deaths due to severe myelosup-
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pression.

Conclusion : Topotecan can be an active second line chemotherapeutic agent for treating SCLC. (Tuberculosis

and Respiratory Diseases 2002, 52 : 230~240)
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Table 1. Patient characteristics

Table 2. Response of 1st line chemotherapy

Number of patients

Number of patients

Mean age. years 62.9 (52-77)
Sex

male . female 14:5
Anatomic stage

limited 9

extensive 10
Performance status

ECOG 0, 1 12

2 7

Metastatic sites

liver

brain

spinal cord

bone

pericardium

= DN DN N Ot

2 23 598 A8 F 1999 A EHY 81
24 $:d=14:5 93, HF 99 629491,
55t W) Ad] E84g7]1=9 110 k(13
A8l = Ad]  #g7| =12 1 7, 347} A Eshd
A BA7)8 SAsIEL). 1099 A7) sxje] A
o] A7le 743 bel, tix 24, Hp 24, F 29,
¢ 14tk PSE ECOG 0-1, 124, 2, 74 %
t}(Table 1). 12} 3}8ta )& EP 174, CAV 19,
VIP 1490, 12} ststayy 3387159 ATAANA
¥hg-0] 21919 (nonresponder) 9|, 132} 313ta ¥
H8-2 HAF AW 104 (CR 4, PR 6) & 199
4} (Table 2).

2. X7 g

A 19¢1% CR 24, PR 34, SD 34, PD 1142
A WE-EE 263%(5/19)9 o™, 1A s8tay 3
F7] ¢ FHhg 94 PR 29, SD 34, PD 4
o 22X vhg-& 22.2%(2/9), 14 sstaxie] vhg

1st regimen

EP 17
CAV 1
VIP 1

Response of 1st regimen
9 (SD 5, PD 4)
10(CR 4, PR 6)

no response after 3 cycles
response after 6 cylces

EP (etoposide, cisplatin),

CAV (cyclophosphamide, adriamycin, vincristi-
ne)

VIP (vepesid, ifosfamide, cisplatin)

10o= CR 29, PR 19], PD 7o24] ¥8-& 30
%(3/10)019eH, Fr7tel #2l3 ol glglnh
12 3etay £3F AETEe AL AE VFe
2 3l vhg-&-& vusdrt. 13 33tey £8 3
Rgohliel ALd 6o9] W32 CR 19, PD 542
A W8 16.6%(1/6)91, 3/HY olFel A
4e)¢] ¥kg-& CR 14, PR 14, PD 2024 wkg
& 50%(2/4)9o, td d7t & stog $AY
frojAde) ol2Ae RIHTHChi-square 7). 3l
oty gl wE w2 A37] 99 CR 29,
PR 29, SD 14, PD 4924 Hh3-& 44.4%(4/9)
i, 837] 109+ PR 19, SD 249, PD 742
A HRE 10%(1/10) 24 2olg BRAF o) B4
3 fojygdel o] XM tH(Table 3). A T
o] Whg x| &7)7ke] 3P 14FH ot

3. Y= Ikt

A 1999] Y BEVNNL 247 oA, 14 33ta
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Table 3. Response evaluation

CR PR SD PD Response rate
Total 2 3 3 11 26.3%

Response to 1st regimen

Nonresponders (n=9) 2 3 4 22.2%

Responders (n=10) 2 7 30.0%
Time of recurrence

<3 months (n=86) 1 5 16.6%

>3 months (n=4) 1 1 2 50.0%
Anotomic stage

Limited (n=9) 2 2 1 4 44.4%

Extensive (n=10) 2 7 10.0%

All differences are statistically insignificant.

Table 4. Median survival time

Table 5. Toxicities in all courses (n=90)

Survival time(weeks) WHO Grade il I\
Total 24 Anemia 1
Response to 1st regimen Leukopenia 6 4
Nonresponders (n=9) 17 Thrombocytopenia 1 1
Responders (n=10) 24 Vomiting 1
Time of recurrence
<3 months (n=6) 14 % WHO 7122 Q&L grade M(Hb 65~79 g
>3 months (n=4) 39 /dL) 7} 13, W7 2428 grade HI(1,000~2,
Anatomic stage 000/mm?) 7} 63], grade IV (<1,000/mm?) 7} 43}
Limited (n=9) 36 Hor, A ZAAE-2 grade 1M(25,000~50,000
Extensive (n=10) 16 /mm’)7F 13, grade NV (<25,000/mm*) 7} 13

All differences are statistically insignificant.

)et Brie) S AEIE A7t 365, 165
Ao 9Al BAE fodd olE2xw BRI
(Kaplan-Meier analysis, Log-rank test) (Table
4). FHAEIZR2 CR o|& A7} 249 £33
A3 ]2zt glsith

4. sistave| #x1g

Qe Ratge ArbKsd & 905719 sstay

How, ngdsty =4e oMY TEY] grade 1l
(815 TE 6-103}) 7} 14990}, Eoshy 2 njd
Ak Ratgo slatgrol 48k 7hAasligond,
528 2 oA A5t ek ASe sl
(Table 5).
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2ta ¥ 3F7)%e] FitgFol e 156%9 vHE&'
12189 935 82 HAFe] AUFdME 5hY%
o] ¥egS Byt W 1x8ye] EPY w 23}
8¥o2 CAVAMEAYE 128 FikgrolAs
8% &g 1xt8W #8539 Addls 14%
o] W85 EYrl 2xayoez EP AT
CAVAR-ZRET} vhg-go] o} 28j1} 1990dt) o]
Tl A EH Y JelA CAVHT EPYE HHE o
2 AN QlolA 231 sstayogA EP9 9%
< m - AlFEo} oot deidog AlgH= EPE
1zla oz AAR 9ol vhe-go] nj$ Bl
M Z& okl F, topotecan, irinotecan, paclitaxel
ol 9%t N2 Fetae] Al=HL Ut
Topotecan<- camptothecin®] 84 WIS E
N 2A topoisomerase I J4| 7]50] o] GAY 5
ol A aekatg-o] 1A gtom't A E Hgl A
T AEEo] gttt #3719 AAE HgelA topo-
tecan ©EE 1o oz AMA] 39%(19/48) 9
W3 107199 FHHEVINE  BHAFGS
Ardizzoni & AAE #He] A 92444 2
QM0 2 topotecan TEQW AREAlY] wRe-g 22
%(20/92, CR 7, PR 13), 2%4=717t 5470948
BAFEAT. Pawel T2 34 A IHezAM 44
¥ Het AP 23188 o 8 topotecan BEQ
H 10749t CAV E§8H 10404 whe-g2 7}
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1, PR 18)0]3L, UYL/ 242} 265, 247
F24 topotecan WEro] CAV EHFtHo) ¥k-3-
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25.9%(30/116, CR 3, PR 27)¢] w88 Hu3}
A

AAge] A EHY 2318 o7 topotecan T
58 uhg-g2 26.3%(5/19, CR 2, PR 3,
SD 3, PD 11) 4 7|9 HuE"®a} fAlsict.

Topotecan ¥& Zggozr A== topote-
can—+cisplatin £¢a8%¥9] W8 25.9%%e H=
aRe] 22% 9 foldt zlo)t glo AM et A
T A= topotecan ¥ EFgRiHUE WEQH
o] RHH o7 LolalA o|guelet AHE

Irinotecan(camptothecin-11)2 <A}  topoiso-
merase I JAA £ topotecan F-A1gH 242 A
Ua glen] 347 aMEHe] 1x18HA] EP 9}
v:w3t Az} (A)3AH]3), irinotecan+cisplatin®
EPY uh8-8-2 747+ 84.4%(65/77, CR 2, PR 63),
67.56% (52/77, CR 7, PR 45)0]ler, U&7
7ve 74zt 128744, 94MEEAN 3l (p=
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L Hhe-& 78%(18/23, PR 18), £4AE717F 251
dg BAFHTH,
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SHAE7|TE 7.8 0] uig S HHog BY
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e el 2A71 Aok A A= T,

AN EA G Ao Ale] 238 QlofA] ARS-
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o] 71 $=5hu) v defl 7t 23« 2A] a1, o}F] A|3
el N QIATE At vpea] grotd ofy 1 A
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A 2 Ao A HA A= A2E oA T
% o= Aol 71 A= wEsh] oyt

Giaccone 57& 2HE #igd aAdAlo 238 e
2 teniposide® Fol3le] 33.3%(11/33)9] ¥h3-&
S 2Ye, ol& oA AHd ARG 7Eeg
of, 12} 8 48 80 oJule] AUt 148 re-
fractory(©)3} refractory) @ 80Y o5 A
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&2 747} 125%(2/186), 52.9%(9/17) 24 sensi-
tiveTe] Whe-go) E¢tom JohnsonF "% 2xt8H
©F etoposide AEETRHE HAIG 23 455%
(10/22)9] ¥H3-8-& Bo, 1x3stay U=
90Y o]y A3 refractory T 90UolF A e
sensitive?] &2 747t 125%(1/8), 64.2%
(9/14) 24 M2 Fo& 2ol& HAFYt 18|
topotecan TEHQWHE 2xp8¥oz AlEEE Ao
AT QLAY 37HEE 7]E0 = 3t sensitived
3} refractoryT9] WS-8 Zhzh 37.7%(17/45,
CR 6, PR 11), 6.4%(3/47, CR 1, PR 2)EA] ¥4
Te PE BAFAY. & 1x8H] S5F AdA
Aol =&FE V&2 U
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Z} 55.6%(10/19), 0%(0/4) 2A 18 ks
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(104]) 9] w82 ztzt 22.2%(2/9, PR 2, SD 3,
PD 4), 30.0%(3/10, CR 2, PR 1, PD 7)oz
(Table 3), FHYE7IL 4 175, 24F2A,
EAAH oA ol2xe Radou 1218 vhg
o] we-g @ AEgo| Y33 THTable 4). ¥Hs
§o] WMETHUE WA R o5 BiHThE B4
Ukt olE 9=e] Hue 148Y 637] $ES
o] FukeFollont, AxEe] Al 12184 3
F7] ¢5¥o FykegolojA] exe] RiKt} vl
2 wg] Ao g WM Ee] PAo] AL Al
o 22189-& AAIE Bo] opdr} AZEc) Ea
1218 ¥ (104) & 12189 &5 37]delyol
AAE refractoryT (69 ) 3 370Qol o ALt
sensitive T (44) ) 0.8 Tl vwg vg-&2 7}
7t 16.6%(1/6, CR 1, PD 5), 50%(2/4, CR 1,
PR 1, PD 2)(Table 3)°] 1, SYBE7|7He 742
143, 39724 (Table 4), o7} A& B2 &
AF FoAdll ol2x= RIMoY sensitivew ol
refractory =Rt W&, AFEgo| U5t

AA EFge] A FFA oA 7 F83 IR
£ a7 o) & A, g9 xelzA Wk
& U AES A gL vH e, £ AT
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A&7 2tz 36F, 16F ©)UTH Table 3, 4).
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o WMYEF ZaFe N 69, NV 49, 2T 34T
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ZaZol grade 1 28.0%, NV 46.9%, 4% Zx
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22183 0 24 topotecan TE QM ARRo] Foi
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