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[ Abstract ] Background and objective At present no standard second-line combination has been established for
recurrent small cell lung cancer (SCLC). Therefore we evaluate the efficacy and safety of irinotecan in combination with nedapla-
tin/cisplatin against refractory or relapsed small cell lung cancer. Methods In this retrospective study, we analyzed the data of
1,140 patients who diagnosed small cell lung cancer at our hospital from April 2009 to April 2012. Of all the patients, 34 patients
were treated with irinotecan and nedaplatin (irinotecan 60 mg/m” on days 1, 8 nedaplatin 85 mg/m’ day 1, every 3 weeks) , and
20 patients were treated with irinotecan and cisplatin (irinotecan 60 mg/m” on days 1, 8 cisplatin 75 mg/m” day 1, every 3 weeks)
as the second-line treatment. Prognostic factors of overall survival (OS) were estimated by Kaplan-Meier and Cox's Regression-
proportional hazards model. Results Of all the 54 eligible patients, median progression free survival (PFS) was 4.9 months, and
median OS was 13.3 months. Median PFS was 5.4 months for irinotecan plus nedaplatin (IN)) and 4.9 months for irinotecan plus
cisplatin (IC), respectively (P=0.465). Median OS was 14.3 months and 13.3 months, respectively (P=0.704). In multivariate
analysis, ECOG PS, number of metastases and cycles of chemotherapy were independent prognostic factors. The toxicities were
mild, while toxicity profile was slightly different for each of the arms: hematologic toxicity was higher in IN group, and diarrhea
was higher in IC group. Conclusion Irinotecan plus platinum is effective and tolerable for refractory and relapsed small cell lung

cancer. Irinotecan plus nedaplatin is non-inferior to irinotecan plus cisplatin in terms of efficacy and safety.
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Characteristics

Irinotecan+Nedaplantin (n=34)

Irinotecan+Cisplantin (n=20)

Age (yr)
<65
=65
Gender
Male
Female
Stage
Limited
Extensive
Lung metastasis
Yes
No
Bone metastasis
Yes
No
Liver metastasis
Yes
No
Brain metastasis
Yes
No
Treatment-interval
<90d
90d-180d
>180d

30(88.2%) 17 (85.0%)
4(11.8%) 3 (15.0%)
28 (82.4%) 16 (80.0%)
6 (17.6%) 4 (20.0%)
12 (35.3%) 5(25.0%)
22 (64.7%) 15 (75.0%)
9 (26.5%) 5(25.0%)
25 (73.5%) 15 (75.0%)
9 (26.5%) 7 (35.0%)
25(73.5%) 13 (65.0%)
7 (20.6%) 3 (15.0%)
27 (79.4%) 17 (85.0%)
15 (44.1%) 6 (30.0%)
19 (55.9%) 14 (70.0%)
12 (35.3%) 6 (30.0%)
18 (52.9%) 9 (45.0%)
4(11.8%) 5(25.0%)
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Fig 1 Kaplan-Meier curve of progression free survival (PFS) for all the

patients
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Tab 2 3-4° adverse events of two groups
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Fig 2 Kaplan-Meier curve of overall survival (OS) for all the patients

Irinotecan+Nedaplatin Irinotecan+Cisplatin P
Neutropenia 17 (50.0%) 7 (35.0%) 0.396
Thrombocytopenia 10 (29.4%) 2 (10.0%) 0.174
Anemia 7 (20.6%) 2(10.0%) 0.458
Nausea & Vomiting 0(0.0%) 2(3.7%) 0.133
Diarrhea 0(0.0%) 2(3.7%) 0.133
R 3 CoxBAREDH
Tab 3 Prognostic factors of survival in Cox progression analysis
Variables B SE P HR 95%Cl for HR
NSE (normal vs abnormal) 0.066 0.559 0.906 1.068 0.357-3.196
Relapse intervals 0.260 0.607 0.668 1.297 0.395-4.258
No. of cycles (1-3 vs 4-6) -1.749 0.586 0.003 0.174 0.055-0.549
Metastases (single vs multiple) 0.888 0.390 0.023 2429 1.131-5.217
ECOGPS 1.269 0.420 0.003 3.557 1.562-8.099
Liver metastasis (Yes vs No) -0.621 0.668 0.352 0.537 0.145-1.988

ECOG PS: Eastern Cooperative Oncology Group performance status

(P=0.003) JEAEAFIN AN, B IN R (K3) o

ZIN 240 0 i 98 S — ol A R R AR R R R, PIA
B X ARy Rk, Ry R B /0N A i il 9 AL T B AT R R
859-95%, JIZ /NG AT 98 19 2R 9 60%-80% 7,
{E/INAH P iR 22 AR B, 2R —iRyT e sl 2

Ko M HX TR LR BE, AT s A . N
IENCCNHE B 1 Sl 52 K 04 /N2 il 988 5825 2 i R
S . BRAERYSCHRRGE , X5 T390 775 00 /)N 240 i il s 2
# L SRR A RCR R 0%, WA Pk R
FIATNCCNSE B 4fi 77 9 7 58 2 20k B T 1LY I PR3
AOEE SR, — I PR S 56 2 7 1 52 22 DU M 3R 36 7 (128 4]
BB R N25%", & P9I A2 IR YT AT IR (/41
L 9 5 P A AR A 11,99 ML K A Bt U B 24 1 P

HERERERERERE
www.lungca.org



TAT4 o ] it g 2 5201349 H S 1645 45 9 4

Chin J Lung Cancer, September 2013, Vol.16, No.9

BEXHEURSE A B A MR RS2 g b, A R B 129% F1
16%"">'% . — IR IL I PR S 36 1 4% SRR /R SEAS B 7 7 %
(A6 350% 4723.8% 7, 20124 Pietanza 2 7 38 T R L
a7 52 A BOMETE (/N LG g, AR AR 229, AL
LA R]GR S 84 T o ME—— 0T 0 &2 K KB A B TLL Il
PR S5V RIE W — 2R AL 45 R 60K LA_E A2 K 1/ NAAR i
R (BUBSE R ) M, ShEME 2 17 RS A
Pkl + K B B+ 22 22 L R = 2R T 5580 BRCR
24.3% vs. 18.3%, & K5 WL A R[] 258 vs. 24.7 )8,
I H AN 524 AT 38 3 54 1 A T 5T B VP AU AR 22
fife, BETim RIS A5, NCCNHS m #E# Ui it g
B[R] > 2434 F (0 SR B B ANV R 7 2407 (126HIE
), EEE NN TS SR BRERINERRITE
RN /IR BB A R o (U B2 F N B YT RO
AHAE, MHEZT, S BREN T R BRIE, W
AR H A/ NEA B Ilm RS2 g v, B2 B R R
7 XEETR PR /N2 i U T ARSI R, A AR
S S50%H147% > HX BIISURIE ST A 1 5 b, AL+
JUBI, A et i At B 28 — 23R 7 52 & (1) /N i
HIA RS, 3 —IUE A £ B LS, AL T 464
SR/ NI B, B DT R ZNRTT, AR
HH17.5% , LA TR AT AE D AR A LI I R ik
B (JCOGOS11 ) HLESEAE ) 2 /N0 i fii 93 2845 v —
LA TP ST R REE S A 7 2 T e 5 U
L RSB 4 R R A S BRI A A T RIT R
R BOME A T /DN A R A SR A AR R 30.6% , 5 i
2T A A R AR R o AR SEG R T R RS
BHZE 7 SR T BUR A S VA M /N A0 L it e 1) Hh L PES
H4.91M A, HALOSIEE] T13.340H , W BT H:
2y %, X—LRATRE S AR E MEEEA L, &
S b RS 1) — RSB, RZERE TG G r
BT ZEIRITRIIPSIE A 0 43-143, W AL 2 85 1
BIT, IF HX AR 7 80T A4 R AR AR 45 . Song
Ul B Z M T 193/ N I i — AT I R
RIR A AT BB 21407 A B = 2 R (25.4%
vs 9.1%, P=0.012) FIH K HPFS ( 3.804 ] vs 2.13J1,
P=0.001) . ik, XFTPSPEAMIL. AR EUIRRLFINEFE,
FKABRA T ERF G HIEOR . ARSI, AR UK
52 RN 255k i B W S AR AE T IR 2234 )T, (H2
PAZH (03 I 7P RIORN I 7 8 e e 2 2500, W RE S
EN LYV EP S

ARSI, INZ] S ICL 7E T 817 A e WY P Ak 3

ToZE5t . 20134 kKM —F H ARG 3 B R A A5 840
—ZRIBYT )2 /0N 20 A A T I R 56 S FE H ORR
H100%, HIPES K 7 OSS3 5k 6.64~ A Alie4~ 7 %
[) R A3 Pt S 5 BRIE 5 I R AR I R B b, VA AF
IFIEIARL . X R R S B BRI A 4% IR T R 0973
AL TR A VR 7 58 o

TCZH (4™ 55 A8 2 b kAR s FINGL, (He4e
22 R (P=0.133) ; INZLAY3EE -4 1L/ R PR &
(P=0.174) , {HRZHAT LA AN R-1IBIEIT S A
1E, REWJEE6IT . A& A LB 1EiRYT T 3T
oo INZL1GI ALy b B A 28, FFIE T N 28 .
B E BRI 30 AE, & LT B 84F, BH PR 10
., BATEROTE, AREERENRENR, BE
BT SATICG. ICH B 1 AR R BBET:, %
FERIBIT BT, BEAEAYSWOGO124 521 i & B1 -
UGTIAIMIABCBIJER#R 5 sr B R B MEA Y, H
T M S5 DRRG I A T PRI PR S B v N K, Rl H
Ja I IR TAEH s JE R HERR = e s, R
Fll gk . ICHFIING oIS 7EST AR Pk 7 TRERAR L, 32
FRINJT SIR0YT R B/ NI R AT 5. 7
Ah, ZEUREAE LI TR T ARER) R it ORI
ST 58, DRI 9% 700 ek PR il P e 2 e R v o bz 4
JEREAG, —ZRAT RS R & A 0 2 B 8 mr, F HL
o BN, R FHINGT ]k S XU

B, AL R 48.1% 1) B FAE T LRIA YT ik
JRJEHZ T =83097, B 1T Ay T I B A A [A]
WK TAREZ = 4IGr B #H (P=0.033) ., TE#E% —
VBITII R, 1906 (73.1% ) 152 THG T 2407,
Ho 76 (26.9% ) BFHEZ T IRHEIEI+ BB+
HENTLENIIT, 70 (269%) BEEZ T EEE+R
AWM 7 RAbIT . AT W TR S B BRI S A ZIA T Ok
VL) BB TR A R AP AR RS, nTRANR SR YT H
R o

X FOSHCoxZ N E MM MA KRB /R : B4
RITRTIPSIESY (P=0.003 ) . —ZRIGJ7HTHIFE L RN
A4 (P=0.023) | #5250 S B B T 23R T 1A JR A 5K
(P=0.003) ZEAELFMM FEHNZE., BEHREEE
FIERAL AN WG A DG, T AN ] B % RS 3 57 X A= A7 Bsf [
P LTS A1 g FEVAE e 3 S Y R v g L B E 2 A 1D
B, AAE R, UL N T ZR T Ik g vT LA
AL AR IR R o B T IMIREA B AR A T o S B
—RCRA, M AR R AR A S TR R ARSI

HERERERERERE
www.lungca.org



o [ iR 2 d520134E9 A S 16 55 930)

Chin J Lung Cancer, September 2013, Vol.16, No.9

- 475 -

57.4% M BHETERIIRIAS T PR T IRy, 2 NER 4
SRS A S WO X IR YT TR IS B AR A7 ) TG
S0 (P=0.450)

ARSI ST R I SR A S HLA B 2 Ty 56
(SEER A RAR L, -5 A RCR AP X T — 5
WREGFERE, RS T R UTAEZ AR
B 378 B -5 2 SR B T8 IS 7 80FN 22 A AT 55 I
BAJTSARML, TR IR R T 5 . AR SO [al B
Yot , TR H AR, BEE T R RT RO RSO,

AR TR TR A I R UESK

2 % X M

1 Govindan R, Page N, Morgensztern D, et al. Changing epidemiology of
small-cell lung cancer in the Untied States over the last 30 years: Analysis
of the surveillance, epidemiologic, and end results database. J Clin Oncol,
2006, 24(28): 4539-4544.

2 Turrisi I AT, Kim K, Blum R, et al. Twice daily compared with once-daily
thoracic radiotherapy in limited small-cell lung cancer treated concurrently
with cisplatin and etoposide. N Engl ] Med, 1999, 340(4): 265-271.

3 Schiller JH. Topotecan in small cell lung cancer. Semin Oncol, 1997, 24(6
Suppl 20): $20-27-S20-33.

4 Glisson BS. Recurrent small cell lung cancer: update. Semin Oncol, 2003,
30(1): 72-78.

S Fujita A, Takabatake H, Tagaki S, et al. Pilot study of irinotecan in refractory
small cell lung cancer. Gan To Kagaku Ryoho, 1995, 22(7): 889-893.

6  Masuda N, Fukuoka M, Kusunoki Y, et al. CPT-11: a new derivative of
camptothecin for the treatment of refractory or relapsed small-cell lung
cancer. J Clin Oncol, 1992, 10(8): 1225-1229.

7 NodaK, Nishiwaki Y, Kawahara M, et al. Irinotecan plus cisplatin compared
with etoposide plus cisplatin for extensive small-cell lung cancer. N Engl J
Med, 2002, 346(2): 85-91.

8  Kameyama Y, Okazaki N, Nakagawa M, et al. Nephrotoxicity of a new
platinum compaound, 2548, evaluated with rat kidney cortical slices. Toxicol
Lett, 1990, 52(1): 5-24.

9  Desoize B, Madoulet C. Particular aspects of platinum compounds used at
present in cancer treatment. Crit Rev Oncol Hematol, 2002, 42(3): 317-328.

10 Kanzawa F, Koizumi F, Koh Y, et al. In vitro synergistic interactions between
the cisplatin analogue nedaplatin and the DNA topoisomerase I inhibitor
irinotecan and the mechanism of this interaction. Clin Cancer Res, 2001,
7(1): 202-209.

11  Simon M, Argiris A, Murren JR. Progress in the therapy of small cell lung

12

13

14

15

16

17

18

19

20

21

22

23

cancer. Crit Rev Oncol Hematol, 2004, 49(2): 119-133.
Gant SC, Gralla R], Kris MG, et al. Single-agent chemotherapy trials in
small-cell lung cancer 1970-1990: the case for studies in prevously treated
patients. J Clin Oncol, 1992, 10(3): 484-498.
Smyth JF, Smith IE, Sessa C, et al. Activity of docetaxel (taxotere) in small
cell lung cancer. Eur ] Cancer, 1994, 30A(8): 1058-1960.
Masters GA, Declerck L, Blanke C, et al. Phase II trial of gemcitabine in
refractory or relapsed small-cell lung cancer: Eastern Cooperative Oncology
Group trial 1597. ] Clin Oncol, 2003, 21(8): 1550-15S5S.
Furuse K, Kubota K, Kawahara M, et al. Phase II study of vinorelbine
in heavily previously treated small cell lung cancer. Japan Lung Cancer
Vinorelbine Study Group. Oncology, 1996, $3(2): 169-172.
Jassem J, Karnicka-Mlodkoeska H, van Pottelsberghe C, et al. Phase II study
of vinorelbine (Navelbine) in previously treated small cell lung cancer
patients. Eur ] Cancer, 1993, 29A(12): 1720-1722.
Yamamoto N, Tsurutani J, Yoshimura N, et al. Phase II study of weekly
paclitaxel for relapsed and refractory small cell lung cancer. Anticancer Res,
2006, 26(1B): 777-781.
Pietanza MC, Kadota K, Huberman K, et al. Phase II trial of temozolomide
in patients with relapsed sensitive or refractory small cell lung cancer,
with assessment of methylguanine-DNA methyltransferase as a potential
biomarker. Clin Cancer Res, 2012, 18(4): 1138-1145.
von Pawel J, Schiller JH, Shepherd FA, et al. Topotecan versus
cyclophosphamide, doxorubicin and vincristine for the treatment of
recurrent small-cell lung cancer. J Clin Oncol, 1999, 17(2): 658-667.
Sevinc A, Kalender ME, Altinbas M, et al. Irinotecan as a second-line
monotherapy for small cell lung cancer. Asian Pac J Cancer Prev, 2011,
12(4): 1055-1059.
Song Z, Shao L, Lin B, et al. Single-agent chemotherapy compared with
combination chemotherapy as second-line treatment in extensive-stage
small cell lung cancer: a retrospective analysis. Clin Transl Oncol, 2013 Feb
20. [Epub ahead of print]
Oshita F, Sugiura M, Murakami S, et al. Phase II study of nedaplatin
and irinotecan in patients with extensive small-cell lung cancer. Cancer
Chemother Pharmacol, 2013, 71(2): 345-350.
Lara PN Jr, Natale R, Crowley J, et al. Phase III trial of irinotecan/cisplatin
compared with etoposide/cisplatin in extensive-stage small-cell lung cancer:
clinical and pharmacogenomic results from SWOG S0124. J Clin Oncol,
2009, 27(15): 2530-2535.
(iR . 2013-05-08 f&[ul: 2013-06-01)
(ASCHHE IR )

Cite this article as: Yu SF, Wang Y, Hu XS, et al. A Retrospective Study of the Efficacy and Toxicity of

Irinotecan in Combination with Nedaplatin versus Irinotecan in Combination with Cisplatin as Salvage

Treatment in Refractory or Relapsed Small Cell Lung Cancer. Zhongguo Fei Ai Za Zhi, 2013, 16(9): 470-475.

[TEF %, F3E W, 5 B B R G 4%

IR IR N — 3R S A T A/ NN SR8 P

2 % T RIVE R U, o il 247, 2013, 16(9): 470-475.] doi: 10.3779/j.issn.1009-3419.2013.09.06.

HERERERERERE
www.lungca.org





