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Clinical Efficacy of Combination Chemotherapy with Ifosfamide,
Cisplatin, and Etoposide(ICE) in Advanced Non-Small Cell Lung Cancer
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Purpose | To evaluate the efficacy and toxicity of combination chemotherapy using ifosfamide, cisplatin, and
etoposide in patients with advanced non-small cell lung cancer(NSCLC).

Materials and methods : Thirty-three patients with inoperable NSCLC(stage b+ V) who had measurable
diseases, and had not been treated with chemotherapeutic drugs, were enrolled in this study (from March 1995
to December 1996). The patients received ifosfamide(1500mg/nt /day, a full drop with Mesna on days 1-5),
Cisplatin (80mg/ i /day infusion with a hydration on day 2), and Etoposide(100mg/mi /day infusion for 2 hours
on days 1-3). The treatment was repeated every 4 weeks.

Results : Ten patients showed a partial responses (30.3%). The overall survival time of the responders was
longer than that of the non-responders (median 55 vs 22 weeks, p=0.01). The toxicities of this treatment were
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tolerable. Grade 3 or 4 leukopenia was observed in 21%. There was 1 death related to febrile neutropenia. The
non-hematologic toxicity was mild. The relative dose intensity given to the patients was 0.86 ifosfamide, 0.87

cisplatin, and 0.89 etoposide, showing an average dose intensity of 0.87.

Conclusion : A combination regimen of ifosfarnide, cisplatin, and etoposide is effective and tolerable for treat-

ing advanced non-sraall cell lung cancer. (Tuberculosis and Respiratory Diseases 2002, 52 : 309-316)
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83 HAEE Al Wr)E 2Rslac.
2. Xz

£ ICE E3sjsla e 43 140z %63 Ags}
glorl, 2 FAHA W82 thet 2ot Etoposide
100mg/nf & 1dellM 3U7A] AwFASIHa, ifo-
sfamide= 1,500mg/m & 1o A 5U7}A] 11714
A FALEI 01, mesna 250mg/ni & ifosfamide
U A 308 2 FYF 3/l 35 AFuzals)
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g O 3EY g FFEAT 49F X8
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nitol & FAEAT. FFEAE  metoclopramide,
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At
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Table 1. Patient characteristics

Characteristics No. of patients
No. of patientrs 33
Sex(M/F) 29/4
Median age(yr) 56

Range 38-70
Stage

b 12(36.4%)

v 21(63.6%)
Pathology

Squamous cell carcinoma  18(54.5%)

Adenocarcinoma 12(36.4%)

Others 3(9.1%)

1298 (36.4%), HolA Hhdo] AW H--(stage
V)= 219(63.6%) o)t (Table 1).

2. xjg&n

ICE Baaersistase % 130371 AEUL, &
24} AE 2Ygghe 3959} A 33| A
Zz 94 W= ggon, RE W= 0B F
auted) #gsl= vhe-gLo 303%doh vHA, B

2 149 (42.4%), APL 97 (27.3%) et &
8 A&7\7ke] ZAZEe 482 (18-70F) Ax AA

Ao} ok AEZZHS 355 (1-107F) Het. wke

e

ok

Table 2. Treatment results

10% % stage b7t 39, stage N 79 oA

oA

uhe7el (PR 103) @A AE7|7to] 51.20+8.
89 ZFo|i Tukg-e] 79 28.39+4.29 FE W
o] Fukg-7d) Blg] FAHez {#(p=0.01)
AEgo e BAn AA 338 MA AEVI
+436F2 #RIJYHTable 2). A=
st o7} 33 A

3. #5438

AR 337 $AF n|PYH FAgoIE o4
243 (73%), BR% 229 (67%), THE 117(33
%), A} 6 (15%), BRAAYE 28 (6%), =
A 29(6%) o2 BRI Grade 3-4 o139 F
Q% gy BAgonE 3FT AT TH(2
%), 4w 74%Z 58 (16%), W8 3H(9%) o2
BAEPgon g #H A 1403%) 7 25T
Aazoz A RPFo 2 AR AL YA
nzagse e wAEQl 82 35U

4. YL
ICE 2384 3 A8€ 371X oHAle) #5894

= ifosfamide: 1,600mg/m /wk, cisplatin< 80mg
/i /wk, etoposidei= 100mg/mi /wk o] ZAAITE, HA)

Total No. of evaluable patients
Complete response
Partial response
Stable disease
Progressive disease

Median survival of responder (weeks) (range)}*
Median duration of non-responder (weeks) (range)

Median survival duration(weeks)

33
0 (0%)
10 (30.3%)
14 (42.4%)
9 (27.3%)
55(13-107)
22(1-78)
35

*»=0.01
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Table 3. Dose intensity

Ifosfamide Cisplatin Etoposide
Standard dose intensity (mg/m /wk) 1500 20 75
Received dose intensity (mg/ni /wk) 1285.6 17.4 67.1
Relative received dose intensity 0.86 0.87 0.89

Average received dose intensity 0.87

2 BAA T A Se8BREE ifosfami-
de”} 0.86, cisplatin®] 0.87, etoposide”} 0.89 2 T
TH o2 0.879 3L FY= AT} (Table 3).
@
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e WaAE ol Fxe 38 /Y & 9o
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Table 4. Comparison of dose in ICE regimens

Source TIfosfamide(g/ni)

Cisplatin(mg/ni) Etoposide (mg/ i)

Shepherd et al®
Shirinian et al*

40onday 1
1.8 daily for 3 days

A B 1.8 daily for 3 days
Z 5B 1.0 daily for 4 days
B AT 1.5 daily for 5 days

25 daily for 3 days

20 daily for 3 days

20 daily for 3 days

20 daily for 4 days
80 on day 2

100 daily for 3 days
80 daily for 3 days
80 daily for 3 days
75 daily for 4 days
100 daily for 3 days

g2kl cisplatin Fo37h A% e FE,

@ AARANE Yoy AMLS vk, W
o-go] Taldt o] AR Fe AAAAM £ A
22 AEdHs Ae AEA G 5 Aok FE A
29 K2 Zrlsh= Al2& ifosfamided] & ¢
F50] FH2o) PPt 7] mixed microsomal
oxidase systemoll ©js} A E W F wh
27 248k M ¥ DNAY cross-linking 31
gota e Jehls ifosfamidet cisplatino]
etoposideshs 2| vlad F571EAA7L okt
zg g2k 854 (dose limiting toxicity) ?! &34
ugdo] X ad A X9} FHA mesnag B
Eojgto 24 ofte] 7Pl de wet 4% 13
o] Azl de] AMEA SATHE v EH el A
Ifosfamides VLAAZE 21~32%¢] WHE-EH
uheol Al oF 107)9e] F4 AE7|7te] EaHgle
W5 cisplatin@ & 40% W&o WgEE H
o] B3tgWo ifosfamide® 78l ICE E§sist
o] AleEal e,

ICE Zg3lstagd] e suele] A758 49
B Shepherd$2¢] RaolAl 4692} FAleA it
S8 37T% AAMAE/NE 26FQ7 WHT LS
=65 o] 30%0li A8WAH Alge] 14U
t}. Shirinian5*& 37952 &alellA A whg-Eol
405%, AAANE/Z 2859 o} Grade 3, 49
7 727 0% 2 B Fa4-g YA S
oAl 19983 AlEZol Abgd 24 JFAIEH
20001 Z5%2] AgaA ztzt A 367, 2079
Al wheE 28%, 25% HAl AEIIR 425,

> b
e
2 H

(o2

;

287401 Grade 3, 4 olAe] WBFEALFE 87
%, 1.6%<2 A7E wusigrt. 53| Shirinian%s,
N%e) AFME wg-Fo] 7]Ee thE EisiEte
w3} vl oy, $FET) F5 e BxkpdlMe W
$Bo] Wi EUtheE AT AHE 2t

AP E7INe B AFdM 3532, o2 ATEY
-53} okzte] zjolr} Yedl ol Z AFnivt iy
=)o) ECOG F3 e, ZAAZQ |, thAef3}t 59
AR ol f2 FUNEE /T ¥4
AW 2 ge] Fuk f5ot Fojohmel S8k Ty
o efzre] Afeol7} Yomz olE iz Hlwdlyle g
= Row WA (Table 4). £ AFNME o
717 ol 62 AN B E F7)% Byt 3wl =
3L okle] £37)% (dose intensity) F3 T o8]
AFeh= Afol7t U TH(Table 3).

zg g REL L O G179 nRAE UE
TAAZo|AT B AT E Grade 3, 4 o144 ¥
Eztazo] 21% 2 ShepherdBol Big 30%,
Shiriniane] B3# 90% X2tk WA Jehgeu Al
Zo| B3 87%, 25| Hud 1.6% Rtk =7
Vel ol= 7z dFtult ifosfamide, etoposide
9} etoposided] 373=st tt2ng A vl
= olgdg Aoz FoHd M Aok A o
s} Halg Azts]olxt(Table 3). HlEYA F
Agoat 04 BRZF Y, AAL, LRAAE,
1A To] BAFUL 3FF gaFow AT HE
z3} V=g oz Q% WA Hgeg ApyE 497t
29 T UHA BALES BF HHA] A8R
3] 8=}t
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o’del Aoz ey v M EH Y i ICE B
FaFa oM E & AT 2 o E A3 e
Higolu o oS Eysstaysst fAls
A5 anel 244 BAY 5 AT 22 o}y
7Pl AEH oz 999 ATAR) gl Aos
FH 22 #xE 59 A9H d7e M 9y
o] gEle) Aa@el] U o] FF AL W
Ss3telzta YA€

2 <

Al

BlEAE HRe AA HUe] 75-85% 5 xix|ahd
TR Azl $HE 7| 5 U= B Wyo)
U A A iR dA Bolsd ez 10-35%
Arrte] o] yhsdlna Be BXoAM WA
A 5ot Y sstayo] x| m lt). ofd] B A3
AEL A B2 EA HY BRS04 ICE 2%
etalE A g3l X8 malel RAL 5o 2AbE
Art.

g2

1995 3¥HE 19963 129714 2|8tz o2 )
M ¥ Hgo s Ahtm DA 2 Aol4] W
o 8 o] BrFs3 #AF 3A 9t 3lst
SHolu WA X8E ¥ 8 #xE yios
dlo] ICE B33l8te (Ifosfamide 1.5gm/m? full
drop with Mesna day 1-5, Cisplatin 80mg/m?/
day infusion with hydration day 2, Etoposide in-
fusion for 2 hours day 1-3)& 43 71702 A3
7 1=8

g 1t

A 3379 ¥l F g W glglony, RE @
= 107 (30.3% ) o]31c}. Wkg-Fo| Tukg-Fo) b
3 FAFo= o3 (p=0.01) WE&) AL B
AL AA] 337} HA AYE7IZEE 3530+£4.36F2
HEHU B £V # Ao A=Y
Grade 3-4 o]4}o] a3 Peishy Ralgog 3

T 4Tl 21%44 BFEUT. BalA B
H oY) YA 48P PE ifosfamides} 0.
86, cisplatin®] 0.87, etoposide”} 0.89% HFH o
2 0879 &24=7} FY=U

3 E:

ol’de] A= Ifosfamide, Cisplatin, Etoposide
(ICE) Eftsistale Ratge sg8usEs 7|
9] B3 8o} fAN we-BE By WA 1)
2¥ e & A5 Wez MaR
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