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A Phase I Trial of Combination Chemotherapy with
Cisplatin & Etoposide in Small Cell Lung Cancer
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Background: The objective responses of cisplatin and etoposide (PVP) combination chemother-
apy as second-line therapy following CAV was high (40~50%) and, in several reports, PVP yields
survival results that are at least as good as those obtained with cyclophosphamide or doxorubicin-
based regimens and with less host-related toxicity in chemotherapy-naive patients.

We conducted a phase II study to evaluate the effect of a combination of cisplatin and etoposide
as a fitst-line therapy in patients with small cell lung cancer.

Methods: Sixty-one previously untreated small cell lung cancer patients with measurable lesion
(s) received cisplatin(30 mg/m’ 1V, day 1~3) and etoposide(100 mg/m’ IV, day 1~3). In patients
with limited disease, affcr completion of 6 cycles of PVP chemotherapy, chest and prophylatic bra-
in irradiation was performed in case of complete responder, chest irradiation only in partial respon-
der.

Results:

1) Of 55 evaluable patients, 13(24%) had a complete response and 29(53%) had a partial
response.

2) The median survival time was 55.8 weeks for all patients(N= 55), 61.1 weeks for limited
disease(N=31), 51.3 weeks for extensive disease(N=24).

3) The response duration was 29.1 weeks for responders(N=42).

4) There was no significant prognostic factors influencing response rates.

5) The toxicity was tolerable and there was no treatment-related deaths.
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Conclusion: The PVP combination chemotherapy as a first-line therapy was effective and well-

tolerated in patients with small cell lung cancer.
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Table 1. PVP Chemotherapy Regimen

Cisplatin
Etoposide

30 mg/m’ IV day 1~3
100 mg/m’ IV day 1~3
repeat every 3 weeks
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oHE Assislen, SRl B9 FRelT B
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etoposided] 832 =AsIrHTable 2).
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SCLC*

[ |
LD** ED***

| |

PVP x & PVP x 6

Reevaluation

l__l_1

CR PR CR PR
RT(chest+brain) RT(chest} RT(brain) observation

Reevaluation

SCLC(small cell lung cancer)*
LD(limited disease)*™ CR:complete response
ED(extensive disease)*™ PR:partial response

. /
Fig. 1. Treatment Plan in SCLC.

Table 2. Dosage Modification of Etoposide Ac-
cording to CBC and Cisplatin Accor-
ding to Serum Creatinine

WBC(mm®) platelet(x10’/mm®) Etoposide dosage(%)

> 4,000 > 100 100%
3,000~4,000 75~100 75%
< 3,000 <75 1 weck delay
creatinine(mg/dl) Cisplatin dosage(%)
< 12 100%
12~20 50%
= 20 1 week delay
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Table 3. Pretreatment Characteristics of Pa-~

tients

No. of Patients(evaluable/total) 55/61
Age(median) 28~70(54)
Sex M 48(87%)
F 7(13%)
Performance status(ECOG) 0 or 1 35(64%)
I 20(36%)
Stage limited 31(56%)
extensive 24(44%)

Table 4. Response Rates

limited disease extensive disease overall (%)

CR 8/31(26%) 5/24Q21%) 13(24%)
PR 21/31(68%) 8/24(33%) 29(53%)
SD 2/31( 6%) 7/24(29%) %16%)
PD 424(17%) 4 7%)

CR: complete response
PR: partial response
SD: stable disease

PD: progressive disease

(26%)°1%1 3L, F-Hukgo] 216)(68%) 2 Wh3Eo] 94%
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Fig. 2. Survival according to response.

Table 5. Prognostic Factors influencing Res-

ponse Rate
No of response  P-value

Sex M 37/48(77%) NS
F 4 1(57%)

Age >55 20/25(80%) NS
<55 24/30(80%)

Performance 0&I 30/35(86%) NS
status i 13/20(65%)

Stage limited 28/31(90%) NS
extensive 14/24(58%)

NS:not significant

ol AR Hollell A A= T N BE FHIhE
A o= Jeh A gsich. dishy EXolds &
2623]9] Eqssto s WETAZL grade Io] 74
3(28%), grade 117} 362](14%), grade M7} 53)(2%)
2 F 1158)(44%)93L, GADRAEZL grade 1o] 143]
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213(8%) 2. YT 9 Y4ug4iE 25 Y G-
de [-119] 73u]et Bapg02 Fdol} 71sdol o3t A

ol $iict. vidHEY 4L AR FA0] gra-
de Io) 64|(11%), grade 117} 24|(4%) = & 84(15%)%
3L, ARS8 grade 1o] 94l(16%) & 55 71943
ol|glti(Table 6).
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Fig. 3. Survival according to disease extent.
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Fig. 4. Response duration.
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Table 6. Toxicity

grade 1 )i m v Total
Hematologic(n=262)

Leukopenia 74(28%) 36(14%) 5(2%) 0(0%) 115(44%)
Thrombocytopenia 14( 5%) 4 2%) 3(1%) 0(0%) 21( 8%)

Nonhematologic(n=55)

Neuropathy
Azotemia

6(11%)
9(16%)

2(4%)
0(0%)

during 262 cycles of PVP chemotherapy
based on CBC done just prior to next cycle

8(15%)
9(16%)

0(0%)
000%)

0(0%)
0(0%)
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b og 52 uhS-Ed 4 A2 H28-8 vehy
2 gk shtayow A7kE|x|qh A3 ool ot
BIE s Sleiie g PVPY A 4 A7
o} @7 RAL-g F43 A F e EEH b
oFAl9] AMte] I aslelel JuiEic)

2 o

AP AAEALL Wk FAEE9} 2T A
AR ol E YehiA et 3pstke Holl v]ad whe-& Aot
3 dedA] glck 2T 10047 CAVell Aafdk 3h2te) of
& X224 AEEY cisplatin®} etoposide 83} 3}g}
SH(PVP)E AAIE It SR A X EEA] A
ool 2 WHEES Haska gick ol AREE
PVPaHe] f84 9 HBAE Hrslaat sk

HHH: 1989 1193E] 1991 129744 LAE ¥
o ZAE Aigke g Ak 6179 35S o
Ao 2 cisplatin 30mg/m’$} etoposide 100mg/m*S- A
1Y RE] A 3U7A) Al off 35 A F whe A
gslo] 1 AnE W4 ek

gk & 6199 A5yl Fsdt 557004
ZHkgo] 1300(24%), F-E4ES0] 2999(53%), EHio] 9
ol(16%), X1ePo] 4dl(7%)Z FHHE-S 77% %tk Al
7ol SAukSo] 84ll(26%), FEuES0] 210068
%R Fri7lolA e SAukgo] 56l(21%), FEuks
o] 84ll(33%). 2, A WE7|7Fe] P17} 55.85F,
27171 61.15F, a7zt 51.35ck )5 AA| |
79 HRRAIZRE 29.1F 5 A2 BAkg-2 gL
ek

ZE: A #Rdell gloiA PVPAYS YAXER
ALA] AZFE Bakgo] glomiA vl AFEQ] &
g spzteiog A7kl
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