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Clinical Effects of the Combination Chemotherapy of Heptaplatin
and 5-Fluorouracil in Advanced Gastric Cancer
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Heptaplatin is a new platinum derivative with antitumor activity against gastric cancer. Preclinical studies
showed that it is less toxic than other platinum analogues. The purpose of this study is to evaluate
the efficacy and toxicity of the combination therapy of heptaplatin and 5-fluorouracil in Korean
advanced gastric cancer patients. This study was investigated retrospectively. The patients group con-
sisted of 65 advanced gastric cancer patients with no prior radiotherapy. All patients received heptapl-
atin 400 mg/m” by 2-3 hour infusion on Day 1 and 5-FU 1000 mg/m’ by 12-24 hour continuous
infusion for 5 days. After the first cycle, subsequent doses were adjusted according to the toxicity.
Courses were repeated every 28 days. As results, objective response occurred in 16 patients (24.6%).
Two were complete and 14 were partial response. Median progression free survival was 32 weeks
with 29% of patients progression free at 1 year. The most common hematologic toxicity was ane-
mia. Grade 3 or 4 anemia was seen at 2.7% of treatment cycles. Grade 3 or higher leucopenia was
seen at 1.2% of cycles. Grade 3 or 4 neutropenia and thrombocytopenia occutred at 6.1% and 1.5%
of cycles, respectively. The most common nonhematologic toxicity was proteinuria. Though no
patients experienced grade 3 or 4 proteinuria, proteinuria was a considerable factor for this chemo-
therapy. Grade 3 or higher gastrointestinal toxicities were nausea and vomiting (4.6% of patients) and
diarrhea (1.5% of patients). Grade 2 renal toxicity with elevation of serum creatinine was seen in
0.3% of cycles, which is less than that of other platinum analogues. This study showed that combina-
tion therapy of heptaplatin and 5-FU have modest antitumor activity against advanced gastric cancer
without severe renal toxicity.
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9 RS2 Y3 A7)d] DA ZHH FES
Algslelet® 50~80%] AE-S FAHY Ao}
AR 2 <t A € wetd e AF
of &t slgtaelt WA QWS Frlsle] Al
Fozy ] ANBAAE FolEs ol sloist
o =3 A Al Holr} AdAY THA o] B}
T3 BAS A A HERUES AA R Ae)
dgt X Bxel}. == gt EpEql 3}siAle]
Ak} chefal A awe] Ate] 83 FAleta 3
et

Slokell F2 AMgE= AR Sfuorouracil (5-FU),
mitomycin, nitrosourea, doxorubicin, etoposide X metho-
trexate 5-0] 912 o]& A F =0 ALgd}
25 30% °l3te] whe-E-g X9 AT T3]
=&}t ey o)E RIS 24] o)A W8Sy
&S 7T AEZZHE QAT B
Ao vehgel’ MacDonald 52 3 $14 2A}
oA FAM (5-fluorouracil, doxorubicin, Mitomycin C)
o] B3tawl s AAjsle] 4292 WH-EH Y] ub
SAE7I1ZE, 1250499 AL ER-Ere Ry
1?1980 dTh Fubel] cisplatine] Z13A) $igtol] gk
uhg-Eo] 19%2 R olele Kl giglw' o)F=
o2 AgiAlel B8 B ssta o] AlxH%H
Preusser 5= EAP (etoposide, doxorubicin, cisplatin)
23 st a s At 64%9] RSB (FH ks
21%), TREe WRSA&7IZb 17709 AEIZH
Auhee B wsleiw' Ohtsu 5~ FP (5-FU, cisplatin
=3 sletaie g 4390 uRR-E, 7Y "ANE
717+ Barsted cisplating 71222 3 B3} 2}k
ol 7|&e] AR sl e A ¢
Sholl W3t cisplatin®] 3t A= E181AL, oA
TE9 A5, AAEAR T A4 FE = dE
o Alg-o] AgkEo} gk 3Tl biochemical
modulator®4] leucovorin, interferon-o0 5= 7]& &
o] F7F3lAv} taxotere, topoiosomerase inhibitor2}
< Alefkgo] AMEEZ 9lH

Heptaplatin (G1E2)2 W5 2] A2 3)sh
A1 cis-malonato [(4R, SR)-4,5-bis(aminomethyl)-1,3-
dioxolane] platinum (e]=}, WF 2HA| A= Bl
TE FAlel WPy AAE 7L glen s 22
3 el EA5= DNA o)A F2e) 35 o
DNA EA|E Asgoz2yn A E 44 9 F4& o
At FAEE AAFE FYEHE pRIG
Heptaplatin &z} 5-FUS} H-8-3le] =134, HolA
E e F AR fdEiale] A= F A
< 7R glem, 7|E uig AA Al v A
45 oA, TE, A4 39 kgl auT
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platinumAl &etAle] gk A EES] WA S £
3 FotET AL TR Aoz A e
Cisplatin (CDDP)?] 7% platinum (Ptyell 23] f-=%
A=A o] cisplatin®] pharmcokineticse} FAI 7} ek
w37 9ekY & #& Pe] 55wt CDDPY #
A" AEAL o] A7lE Ao gA U o
2 YA B4 dosing scheduled ARAZHE o
bolus injectiond} 72 EIE FIA|wHA 374§}
43} AAEAS 771 AoE Yelgel Y Kim
Sofl 2Jgt A2AF AllM heptaplatin® - 17% HH--E
o} 72020 HE WAL Bah? Hakg
ol Grade 3 o149 F=h4-2 gisien, 7Pk wlwish
Hzkeo gy W 2hAS "G FAAaF
azotemia, 241, TE, AAEA Sl =EA U9
B asielet.

2 g 2% E4AEE e F 22 9
AA|go] B3 919t IAE AR S-fluorouracil
2 heptaplatin®] FF3}F S Fof HE F 2 W
45 (objective response rate), 313 A&7 ZHPFS,
progression free survival) @ 382 FeHoR F
Apelar, 218 AE7|7 el s v]A dFUAE
S o U i

AT

CHAHEERL

A fskez sy 2000 1958 20014
119714 SFUS heptaplatin 53 2H-& A2 &4
g 32} o) e 3F7] o)A} Fof WhE 3R}
E garez gxte) ¢4, o= oF71E5E st
F3pg wpgo2 28-S At Frisldeh. 243
Aoz Ayl 2PA A SAEA X2H A
So] Erlsdr Sidsah) AeolA 2t IS i
A& 2L $u4 XEBE P2 AgeE It
AE Hol= £& F 357} Add F Fo3 IxE
Aoz slgdv}. =3 5-FUSH heptaplating: Mo = 3
F7) oA Foigt RS AR vt ekay
% 2 WA 3537]el CT scan A7} e A S
Ao ® slgen] 5.FUs} heptaplatin 74 2} HIARAD
X 8E "83}x] ¢kI Eastern Cooperative Oncology
Group(ECOG) performance status7} 0-2¢) Z:AFE- tiAd
o7 3j9dv} =3t 5-FUSt heptaplatin T3 I &
AA 71% H7lel A hemoglobin 10 g/dL ]2}, white
blood cell(WBC) count 4.0x10°/Le]A}, platelet count
100x10°7L. ©] 4}, serum creatinine(Ser) 1.5 mg/dL ©]3},
X creatinine clearance(CrCL) 65 ml/min ©] /o] i
total bilirubin 1.5 mg/dL. |3}, serum aspartate aminotransferase
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(AST), alanine aminotransferase(ALT) 4=%]7} A AFx] 2]
2 olsiel WAE AR Bl 4EAF o
FAl Foi7t Qlsiont Aot Hold FAE X
syl o T3 A= 7|7+e HrkEl] 998 5-FU
9} heptaplatin T F& F A7 T AHr)H
L2 28E vk gk AYS Prlshd 83 A
A AR 3RS g R §19ic). Heptaplating- %1
A 19k olefell AME3F 7%, 5-FUS} heptaplatin
oJ 2} FAlel WA X85 W3 A, XE ATl
QIS WA £ sle O AEAEE HHE A9
He 8-S A A Aldskad

A2 £E upy

5-FUS} heptaplating 3577] o]A} Fof 22 SAs
2] YT EAE Fkxle] vPH o7 ZAlEle] e}
A RS FHsich AR, A 71 EAS B
Al Slsted SRl A, A3, A%, AE, 71X
s PA8E 248 AF, Borrmann i Y
A E $ol R 5 FUSS heptaplatin Fol A Az
- 53t FEtae] S5 o e whei WA
2B 5= 5‘_7\}5]—93\\3}. E4, 5-FUS} heptaplatin H
|8We] B ol 7E AREA Fof WG A
TMNWZ], Ao F-4], A& +F5HECOG 71%),
At {9} 7|z7ke sl A, ukeE 2 T
A3 AEE FrIE fsle] BN gl Iy gk
T XA #ed, F9F FAAHCEA, CA199, CA 72-4)
HEaH Fo A3 Fof F
2] A2 wiw :'537}3]- on, B w9 Fuiy o
Zoj A ¢lo] T4 XA o Aawt 9= A=
Al A Z e} =3 5-FUS heptaplatin 3-89 T3]
W ER F ApEEE A, A 3oAsE xjsge 7)
7R EAsEE A, 7 siskey] Alb s Fl)
dArE] AL A=t 3 A8 74 (WBC, RBC, segmented
neutrophil, Hgb, Het, PLT), 27154 AHAST, ALT, ALP,
LDH, total bilirubin), 417718 FAR]BUN, Scr, proteinuria,
24X|Z} urine analysis, 244]7} creatinine clearance), urine
analysis 55 sk

e

P

Table 1. Dosing schedule of heptaplatin

Foigan

Day 1ol heptaplatin 400 mg/m's 5% E%F 500
mLell 3A4sled 23417 E<t 42 AE F AT
ARBIaAL wf 4Febe} whERe] MGIH 5-FUE 1000 my/
mY/day S22 5% EETF 200 mlel 3)Aste] 12-
24A17Fe)| AA Day 1-Day 57HA] 54zF ASAbslia
o] & 4Fulrl uHEsle] Fof wigpT) B Eg) spEkg
He 2712 AgEge gxke] A A 54
o ulel 275 %ich. Heptaplatin o Aol 1500 mL
2] 09% salineg 12A)7F E<9l AWFAPsI=dE] of7]0)
10% MgSO, 10 mL(8 mEq)¢} KCl 20 mEqE =33t
o AulFal Fhgdrh. AXAZ furosemide 20 mg,
dexamethasone 10 mg, lorazepam 0.5 mgs A=A}
3laz :ILEE AA3}7] $13] A}l v ondansetron
8mg WX granisetron 4 mgS AW 515w}, Heptaplatin
# 5-FU §o| F post hydration®Z Fof A3} 72
Sl 1500 mLE AMES sledv). Baeslene A
Aehs =g dasy 54 F AAEA ] HAE
739 715 (Table 1)l webA oFz FoloFE 3HAstr]
v Fof 7ldE A71Eei

Fofuy

HIS = (Objective Response Rate)ofl CHgt HI}
iAol wigk v 7 5}7‘}4 ‘:]'5 #od ANE
7 Ao slo] BF 289, FH Xaay 293, &
o FA2F Fo Al wet offe] WAVIES <A
2 3o v 45mbd Hrlsladet. SPHRES(CR: complete
response)S- F A 45 FeF EE FA sl WA
A0 27 98] Aehl, o 7)0Ee At
wWaol 2471 9 o, B-EHR3(PR: partial response)
2 FHa 457 EE S A BN A F A
739] glo] 50% o4y FABIAL ThE WM z=7)7)
AAAL M2 Havt A2 S oS WE A
st =3t CTY B4 WA 4ol 4k CEA,
CA19-99] 50% ©lAke] ZtA%® PRE ZH5-38lic)h. o
CR#} PR®] &2 “H&-5(objective response rate)Z A
o)sigie), FAAFE(SD: stable disease)s 4 75
& W) F 27e) 50% 3= AFRAY 25%
ojsli F7lsla Helx 457t A EE- Wwe] 7lH

A A AR F Day 28] #2AH = DN H4 (2

D
P
e

Zr5 Aol wet

. 3 5 ZHEA) Grade3 1 F7 {2 7] F oA AARSEAL 1 FF 34 o] glow
neutrophil <1500/m PLT <7500/m o)A 20% 7ek
A=A A7) 5ol T
Ser (mg/dL) CrCL (ml/min)
<l.6 >65 100% of dose (400 mg/mz)
1.6-25 40-65 50% of dose
>2.5 <40 2 Bk
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Table 2. Toxicity criteria
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Grade 0 Grade 1 Grade 2 Grade 3 Grade 4

Hematologic

Hgb (g/dL) >11.0 9.5-10.9 8.0-94 6.5-79 <6.5

WBC (10%/uL) >4 3.0-3.9 2.0-2.9 1.0-1.9 <1.0

ANC (10*/uL) >2.0 1.5-19 1.0-14 0.5-0.9 <05

PLT (10%/uL) >100 75-99 50-74 25-49 <25
Gastrointestinal

Bilirubin (mg/dL) <15 1.5-3.0 3.1-6.0 6.1-12.0 >120

AST/ALT (IU/L) <50 51-100 101-200 2001-400 >400

AP* <275 276-550 551-1100 1101-2200 >2200

Oral - Erythema, sore Ulcer, eat solids Ulcer, eat ligid Can’t eat

Nausea/Vomiting - Nausea, vomiting  Transient vomiting Severe vomiting Intractable

Diarrhea - < 2day >2day Intolerable hemorrhagic dehydration
Renal

BUN (mg/dL) <32 33-65 66-130 131-260 >260

Scr (mg/dL) <15 1.6-3.5 3.6-7.0 7.1-14.0 >140

Proteinuria - 1+ 2-3+ 4+ nephrotic obstruction

*Alkaline phosphatase

A dsks W= Aeojslgon, AWA(PD: progressive
diseasey= 34 7Vedt WA & W 2 F AAY ¢
o] 50% ol Z7lsld AV AEe wwe] AL o
2 A3 HF WEL vt Fod F
7] F9] ukgo 2 Frlsigot.

s ME J[ZHPFS: Progression Free Suvival)e| 7}

TR YE717HL heptaplatin?} 5-FU W8-S
Az GERE §4 WA P Ao 2A
7} ARG A2 WAV A7) FA7F ST 3
29 AR Aeslgict. FAs AE 717k median
2 F 292 Jeie, 19 A ARe 7418 3
o] WEES AT

A MEZ(Overal Survival)e] 7}

AA AE 71712 heptaplatin®} 5-FU W4 2¥&
A AR FEHE A} AR SR AYsigle
o, 3xje) 4 #A Aol wet B FR] A, A
B, FxEE, A 5 RAE Y] 20024 24
nYL 7IeeR Uil

EM(Toxicity)oll chst B}

AAEEAe] 9=, A4 o5 7)159) OcS A4 =2
aWE o83 dodEky HAez g, W
BrZ, 35T aF i 42 Frlslga,
23714 FALE total bilirubin, AST, ALT, ALP, &
A, TE, AAF 58 Bkl e, 215427 BUN,

serum creatinine, T, 2447} Q¥ ARE 53
8le] WHO 715(Table 3yl T3] grade 1~47FA]
3 7}sisi).

047243}

#HXte] Baseine characteristics

5-FUS} heptaplatin®] B3t 357] o4 Foi3}
of Fahe} Hapge] BAe] s A= ¥ 659
olflem AHEE FA} 473, A} 18822 ¢
A7} 20f o4} wgkeh. ¥kl median AL 504
(range 26-704)°1512 U4} 43 5L ECOG 7]
4 0] 469, 10] 1992 fF-E FEF At
5-FUS} heptaplatin 532 E& Fo 7] A =2 &
gAH Fo] 71Fe] AW A= 4822 FP(S-FUSH
cisplatin)7} 27, CEF(cisplatin, epirubicin, 5-FU), ELF
(epirubicin, leucovorin, 5-FUy} 242} 198 e)gi3 7t
sjorane] Axg AR Aozt ADA F4H A
o 5oz B OISeHS Fof e uA eHle
obAY H4aE e g A SEAES T
2 A= F 47TY2E total gastrectomyS WS- $HA}
7} 219, subtotal gastrectomyS W2 2Abrl 269019
o Ael7t il FARe & 340l Ao] AR
= Babdolrl 169 47%)2 713 Al pancreas, liver
7} Z47b 479 (11%)015e. 91k B7] HR stage IV7F
627401313, WA, MB7} 27 2354 139wt 24
54 ¥2%F antrume] 19%(32%), body 177(28%),
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Table 3. Baseline characteristics of patients

Table 3. (continued)

Characteristics No. % Characteristics No. %
Total 65 HEAY -4
Sex Pylorus, antrum 19 322
Male 47 72 Body 17 288
Female 18 28 Fundus, cardia 7 11.8
Median Age(range), years 50 (26-70) Mixed subsites 16 27.1
=< 39 years 9 13.8 Unknown 7
40-64 years 50 77 Metastatic site 34
265 years 6 92 Peritoneal 16 47
Stage Pancreas 4 11.7
A 2 3 Liver 4 11.7
1B 1 1.5 Others 9 26.3
v 62 95.3 Prior therapy
ECOG Performance status None 8 277
0 < 46 70.7 Chemotherapy 4 6.1
1 19 292 Surgery 47
Borrmann classification Total gastrectomy 21 323
1 1 L5 Subtotal gastrectomy 26 40
I 9 13.8 Radiotherpy 0 0
m 32 492 FoF 2 A
v 9 13.8 CEA >5 11 16.9
unknown 14 21.5 CA 19-9>60 12 18.5
Differentiation CA72-4>3 7 10.7
Well 3 4.6
Moderately 11 16.9
Poory 3 “ 3%7] o)A} Foe Bt 659 NMSEL HrY
Histology 73} CRo] 24 (3%), PRe| 14%(21.5%), SD 3173 (47.7%),
Adenocarcinoma 56 86 PD7} 187 (27.7%)° A h(Table 4). & 79 AA W
Signet ring cell Ca. 8 12 $-E-(objective response rate}> 24.6%Fch T A
unknown 1 1.5 & 7)7HPFS)2] medians- 3253 29%2] R}l A

og] F9jo] chysow W A7} 169 (27%)°)
%iv}. Borrmann ¥-F-2 I§e] 19, 1o 97, IMe] 32
H, Ive] 9%, Bro] 14308 dubHql I=91E9)
S Hoh T BT A5E A% CEAYL
11%9(169%), CA 19-97} 129 (18.5%), CA 72-27} 793
(10.5%)°193=F. 32}+2) baseline characteristics= Table
33 2o}

HESED ST 4E 7|7t

3577] o] Fo 2 A} 657l F 341F7)E
7Pt Fodwt F719] mediand 657)(range 3
9F7NHReH AYE 6F717A] EF Foike Alg
o] 38Y(58.4%)2% 71 WL 3FU9k 9k Al
68(9.2%), 45771714 HhE A= 119(6.1%), 557
7R 9 (13.8%), 957174X] MRS AlRe- 17(1.5%)
°]9l}. Heptaplatin®] median cumulative 822 2099
mg/m*| I 5-FUE 5249 mg/m’det.

e e

1 o2 PFSE Ryth A& F Apdsh Alehe
12922 overall survival®] mediane- 47.55 gvh. CR
2 2994 HAFHUEH o]F A A Foit2 F
71 EF 7193 B 979 SRR AL 9l
Qom 747+e] PESE 8059} 78F%ith. PRS- 14736
A FEHG om Tk Fo)= 55771 49, 657
7} 94, 957)%= 1933 PFSY median 5057t}
34 ARl S4A Apdo|u) el glo] AT &
BA7HA] AEE gle AR 39elginh 692 A
o] A= gler 272 follow-up AR} vu]s}e].

Ol 2Ix}

FAE AE7)Zb S vA = G FUARE A
37 S5ty o=, A, $iske) $1X), Bommann®-F,
histology, TMN, $8AlEei - 52 x5 A3l
A A A8 AE 70l FelsA s vl
A= 89le 2 AAH] FE FAEITH(Table 6).
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Table 4. Objective response rate and progression-free
survival (PFS)

Response No. %
CR 2 3.1
PR 14 215
SD 31 477
PD 18 27.7

Total 65 100

Overall response (CR+PR) 16 24.6
Median PFS (weeks) 32
1-year PFS (%) 29
Overall survival (n=12, weeks) 415

Table 5. Extract of Exposure to Treatment

Exposure No.
No. of cycles administered 341
No. of cycles per patient (median) 6
range 3-6
Cumulative dose per patient, mg/m” (median) 2099
range 1200-3600
4 (Toxicity)

658 AT dake = & 341F7)F Hrlslge
o HAbx S vlgddEgH FAHE v
WHO(Table 2)] 7|5l wiel Hrlsigd. 714 &3
HHeA 5442 -z B 3kl o A hemoglobin
FA7F 11 gdL 3k 3} 259 (123F7)S A L)st
409 (218571)Y% EA3E A3 Grade 2 o]Ake] wlde]
vebd 2l 139(32.5%), 16571(7.3%)8 L Grade
39 WYL 44(6.1%), 5571(2.3%)IT}. Grade 49 Al
g viEE 19, 15710 HedAH T Grade 2 ©]AF
o] Wiy 2kAdpe] Yuhd AxlE 149 (23%), 205
71(5.9%)%iv}. Grade 3 WHF 7142 179(1.5%) 1
F71(03%)3 L Grade 4 WHATF TAZE 3% (4.6%),
35371009%)90 A Vebgel. Grade 2004k 3257 7¢
252 20930.7%), 2657](7.6%) A A=}
Grade 39] 3FT 4% 99(13.8%), 1457)(4.1%),
Grade 4 337 ZA43L 69(9.2%), 757)(2.0%)0A
velydth 337 FtaFe] Yeh) GCSFE Foite
A 2ol Grade 20]4F¢] A& 7Hago] 1}
et B 798(10.7%), 7571(2.1%)3 5}, Grade 39
A 2AZL 49(6.1%), 45771(1.2%)892 Grade 4
o] dag ZaFE 19, 15794 Jeldoy 2
2 BHAFA ok (Tables 7, 8). /W4 £3F n) o5}
A FAL WilnE Grade 2 W7} 319 (47.7%)0
A 2 21 Grade 3, 49 A8 il v 2%
HA) dslel. Grade 32 A, FEI} 39 4.6%)0M
HEEgor JTEA 5 AHT o= Brsln
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Table 6. Prognostic factors for progression free survival

Prognostic factor P value
Age(year)

<35

36-64 047

= 65
Sex

male

female 0.29
Tumor site

antrum

body 0.197

cardia
Differentiation

well

moderately 0.109

poorly
Histology

Adenocarcinoma

Signet ring cell carcinoma 0.092
T 0.256
N 0.21
M 0.0001
Surgery

TG

SG 0.33

24, FERE Qe 1942 B kA FHE 557]
T FstdT). Grade 32 AAR= 1964 FAEgle
o 7F5A] 2 Grade 20]4F2] AST/ALT Ar5o] 214
W 3= 39 (4.6%)F 2 Grade 32] AST/ALT AF5o]
7 (3.1%) R Grade 2¢] ALP A45o] 39 (4.6%)
oA LAEG]2r) Grade 30]4ke] Azt ALP A%
2 WAEA FU}. AST/ALTS ALP7F FAlell Ak
3 A= gl9ivi(Table 9). A5ALEE SCre} 1.5
mg/dL oA} 458t A7l 3957)(11.4%)lA el
21 Grade 2= 27 157](0.3%)A %t 2=}
BUN A2 557](1.5%))A) Vel em 1% Grade
27} 1%03%)eIA VEhsde), i x(Dipstickd], 30 mg/dL
oAyt WAHE T 73FIQLI%E HHEC] ¥
ororm Grade 2% 405F7](21.4%)2 v)x3 nlwale]
TH(Table 10). 24A]17} urine collection- 3} 3z} 309
o} BUN, SCr, creatinine clearance, urine proteins
FALE el A3 137] Fo F 7 A7s
W 3jako] FtiTables 11, 12). Mean 24-hour urine profein
£ baseline 183 mg/dayollA] §-o§ F 9260 mg/day=.
FA48 A4S 29w mean SCr2 baseline 0.89
mg/dLellA 129 mg/dLz Asdtelet. #7171 wHd
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Table 7. Hematologic toxicity by cycle (n=341 cycles)

Table 10. Renal toxicity by cycle (n=341 cycles)

Toxicit Grade 1 Grade?2 Grade3 Grade4 Toxicit Grade 1 Grade2 Grade3 Grade 4
xaty n(%) n(%) n(%) n(%) y n (%) 1% 0% n%)
Leucopenia 40(117) 16(47) 1(0.3) 3(0.9) BUN A% 4(1.2) 1(0.3) 0 0
Anemia (n=218)  62(284) 10(4.6) 5(2.3) 1(04) Ser A% 38(11.3) 1(03) 0 0
Thrombocytopenia 3(09) 20.6) 4(12) 1(0.3) Proteinuria 33(9.8) 40 (11.9) 0 0

Neutropenia 1965.6) 5(1.5) 4@ 7Q0)

Table 8. Hematologic toxicity by patient (n=65 4 )

Grade 1 Grade?2 Grade3 Grade4
n (%) n(%) n(% 0%
Leucopenia 21(323) 11(169) 1(1.5) 34.6)
Anemia (n=40) 27(67.5) 8(20.0) 4(10.0) 1.5
Thrombocytopenia 3(46) 2@3.1y 4@1) 1(1.5)
Neutropenia 14215 577 9(138) 6(9.2)

Toxicity

ol Frbste FAE HedM 657 Fo A
proteinuria -2 344 mg/dLol X Scr 1.08 mg/dLE
27 A=Yk, Mean BUNE cycleo] ®HE-2 wju}
o} Akdled baseline 117 mg/diolr] 657) S
T 16 mg/dLE 455 % 2 mean CrCLY baseline 90

Table 9. Nonhematologic toxicity by patient (n= 65§ )

Grade 1 Grade2 Grade3 Grade4

Toxicity n(%) 0% 0% 1%

Gastrointestinal

Nausea/vomiting 16 (24.6) 10(154) 3(4.6) 0
Diarrhea 3¢46) 346y 1(1.5 0
Liver
AST/ALT 15(23.00 1(1.5) 2(@3.1) 0
ALP 4(6.1) 346 0 0
Renal
Proteinuria 24 (36.9) 31(47.7) 0 0

mVmind| A 657] ¥ 59 mi/mino.=2. ZFAsgT)
Baselineoll M 677] o A (Day 1 Foi A 2441%7F
ol vhe] Hu WIS %= JEWE @ BUNZ
37.2% 57}8}ai¢ SCre 21.3% A53om CrCLe
34.1%2] #4E BHTh 2442 DPBH?“EP 6F71 5
of AA 87.9%-4 Ao ¥oc) 7} FESo] ST
2 7S W A5Ae] AdsAE de Fo)
wHERe) uhel HA3e] s 6549 84 F -
g0z FoF7|7l A7EHHd A= 7H(20%, 9
F7helddel. 179 715 3R} 45(6571), 120l
G718 B 3P ETT)elR T I HeleE o4,
‘ﬂ HAE &s] §2he] 3H3EF), 5
2% H0F7), W+ 2% 24TV, A
ag%@mma) 191570, AZFEF 1890F7)Hu
Heptaplatin $-3F 242 93t A= 85(22.8%, 17
F7NheR Yog= ALy Fe] 5HIFT)SE 7}
A gk, 35T AaF0R M (657)), A, TE
2 185F7helgt. RS 50% ARl 45719
I A4 ZFo] Helo|gel. 30% o] 8574w
2lolo e ALY Z0] 1TV, IFT FAhDTOR TF
7195}, 25% FYeFgt Ao} 8579 a AsyFeR
6F7), A, T7E % A23A FerEeg 157, &
ZFF 2AaZo R 15799 20% s A= 3%
T 7 AZ0 7 1_’,710:11;]_ 5-FU _&ak zxqo FHgg
g AFgRS 109 (28.5%, 245 7))0)9l3 YqlHE 3%
T AEAaFe] SH(3FHE AABIR, 774 Aok 1
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Table 11. Nephrotoxic marker change before and after chemotherapy (mean+SD)

Cycles BUN(mg/dL) SCr(mg/dL) CrCL(ml/min) 24-hour urine protein (mg/day)

| A 11.8+4.2 0.89+0.25 90.5+23.3 183 £295
% 169+12.6 1.29+0.55 51.8+143 9260 + 5007

5 A 142+6.0 1.02+0.23 70.2+20.6 329 +405
5 13.1£4.5 1.27+£0.35 463+11.5 2712+3147

3 A 13.9+45 1.07+£022 60.0117.6 317£245
% 15.1+42 1.15+0.32 51.2+179 1011£748

4 A 14.8+5.0 1.10+0.25 59.2+16.2 335218
= 147+38 1.13+0.26 58.2+18.1 1007 =682

5 il 154+47 1.07+0.25 61.0+18.5 3601303
* 17.8+6.5 1.25+0.40 544+21.8 708 +: 646

6 il 162+6.1 1.08+0.26 59.6+15.3 3441284
F 13.6+5.7 1.03+0.18 - -
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Table 12. Mean changes of nephrotoxic marker from baseline to each cycles (%)

Cycle
Nephrotoxic marker
1 2 3 4 5 6
BUN (%) 0 20.3 177 254 305 372
Ser (%) 0 14.6 20.2 235 20.2 213
CrCL (%) 0 224 =270 -345 -32.5 -34.1
Protein, 24U (%) 0 79.7 732 830 96.7 87.9
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