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COMBINATION THERAPY CONSISTING OF GEMCITABINE,
DOCETAXEL AND CARBOPLATIN AS A SECOND-LINE
CHEMOTHERAPY FOR THE PATIENTS WITH MVAC-TREATED
METASTATIC UROTHELIAL CARCINOMA
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From 2001 to 2006, 11 patients with MVAC-treated metastatic urothelial carcinoma received as a
second-line therapy GDC therapy consisting of gemcitabine (1,000 mg/m?) on day land 8, docetaxel
(80 mg/m?) on day 1 and carboplatin (AUC 5) on day 1 in each 2l-day cycle. The 11 patients
received a total of 42 cycles. The median progression-free survival and the median overall survival
were 3 months (range 0-51) and 10 months (range 2-51), respectively. The median overall survival
from diagnosis of the metastasis was 13.0 months (range 7-55). Complete response and partial
response rates were 1/11 (9%) and 5/11 (45%), respectively. One- and two-year survival rates were
36 and 9%, respectively. Grade 3 or 4 hematologic toxicity included neutropenia (69.0%),
thrombocytopenia (47.6%) and anemia (45.2%). Non-hematologic toxicity of grade 3 or 4 consisted
mainly of diarrhea (23.8%) and anorexia (21.4%). GDC regimen as a second-line chemotherapy was
effective in 54% of patients with MVAC-treated metastatic urothelial carcinoma, although the high
incidence of hematologic toxicities and short period of progression-free survival remain to be major
problems.

(Hinyokika Kiyo 54 : 581-585, 2008)
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Table 1. Patients characteristics
Case Yerfor- o oriein Pa- Neoadjuvant  Adjuvant Therapies Tarect
No Mmance site 8 Operation 0 °  Grade  TNM therapies/ therapies/  before GDC/ lesi%n
status 8Y courses courses courses
1 0 Left ureter Nephrectomy TCC 3 pT4pNO — HDMVAC/3 HDMVAC/2 Lung
Total TCC> _ _
2 0 Bladder cystectomy AC 3 pT2bpNO HDMVAC/2 Lung
Total
Left cystectomy + . . :
3 0 pelvis/bladder nephrourete- TCC 3 pTipNO HDMVAC/3 Liver
rectomy
4 0 Bladder — TCC 3 — — — HDMVAC/11 LN
Total
Right cystectomy + pT3bpN1 o
3 ! pelvis/bladder nephrourete- TCC 3 (Iyl, v1) HDMVAC/2 RTx.50Gy LN
rectomy
Total TCC> pT2bpN1 . .
6 0 Bladder cystectomy AC 3 Uyl v1) HDMVAC/3 LN
7 0 Leftpelvis  Nephrourete- pqn g pT3pNO — HDMVAC/6 — Lung
rectomy (Iyl, v1)
. Nephrourete- - _ RTx. 40 Gy,
8 0  Left pelvis recl?omy rce 3 pT2pNl  MVAC/I GO LN
TCC>
Total pT3pNO . .
9 0 Bladder cystectomy g‘xgg 3 (Iy0, v1) HDMVAC/3 GC/2 Liver
Resection of Ab-
10 0  Bladder the abdominal TCC 2 E’TTllfR_BT) HDMVAC/3 &% %Y dominal
wall metastasis wall
10 Leftureter  NePhrourete poq g pISpNI —  HDMVAC/3 GC/3 Liver
rectomy (Iyl, v1)

TCC: transisional cell carcinoma, AC : adenocarcinoma, SCC : squamous cell carcinoma, RTx: radiotherapy, LN : lymph node,
HDMVAC: : high-dose MVAC, GC: gemcitabine + carboplatin.

mance status & T %1% 6 #l, HDMVAC JiifT# O#5fs
9Bl THo 7. HDMVAC k% 1T- 728D
5, 4B THEFRLOUH HDMVAC #8555 7
EOFEMHT GDC W E AT 7. S RIOME T,
MVAC #EEROFERIZR L GDC #ik & 17 - 72 &5
1360, B RR R GRG0 2 60 % BRAb L 721160 & 12 A
&G L7, BEE RIS, Table 1 127R$ (Table
1.

GDC # ko5 )7 14, gemcitabine 1, 000 mg/

m>

, day 1, 8, docetaxel 70 mg®, day 1, carboplatin
AUCS, day 1, 2l-day-cycle & L7z (Table 2). %
FRCHATHRES TR T— A XD Table 2 D X 9 I
dose reduction L CTHifr L 7z. I — AkafrH, 2,000/
ul DT O IERR A 5\ i 1,000/ LUF OBF Bk
WA % B L7813 100 pU O FFRIER 2 0 = — il
¥ (G-CSF) O TiEF %, wiat#Es LRl T
1ot FAE/OEVEEDN 8g/dl TR A
Baciy, RERIMERO@mINZ 1T > 72, & 512I/MR

IRIEAT 30,000/pd DUV & 7% 28561218, iRE MM
i 2 47 - 72.

1 ~ 232 IR EDZDD CT % s
L, i 4 EHIEE R DS 32 W& SRR E 2179
& L7z pRlE A, BRI o B 12
o7z bbb, 2EO CT THEREN LI
HWHRLAZ EZMER L2 A % complete response
(CR), MEBEED 2 FIHET0% L 5\l ]
T 7E T30% Ll _E O JEG O fi N2 iR 28 &
partial response (PR), A% &b 1 HOREDHEFE
325 % N ESER L7236 5 \ W3 72 iz s B L
7-%54 % progressive disease (PD) & L, Zhlit%x
no change (NC) & L7z,

EROMRDFEDO N R DYER, AEELRD
BETE LA oo, WEEHRT L L. A%
FROFFMNIZ 1L, National Cancer Institute Common
Toxicity Criteria Version 2. 0% Fv» 72, 41 %
BEPTI S NRE,S &, AFLRowE - A

Table 2. Regimen of GDC combination therapy

Anticancer agents Full dose Dose reduction 1 Dose reduction 2 Administration day
Gemcitabine (mg/m?) 1,000 800 600 Day 1, 8
Docetaxel (mg/m?) 70 60 50 Day 1
Carboplatin (AUC¥) 5 4 3 Day 1

§ Dose=AUC X[ {(140-age) X BW (kg)/(72XSCr)} +25] (0.85 for female).
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Table 3. Results of 11 patients

WHO toxicity grade

Survival (high
ghest)/supportive care
e Tarse Gouse B2 Reduon froErson, Ozl e e o, M LT e prsn
Yoo e ofGDG G o () T Toon) sk B Sl Remphik a0
(mon.) (units) (units) (units)
1 Lung 2 NC — 0 2 12 3/1,900 2/0 2/0 Dead
2 Lung 3 NC — 0 20 21 4/2,700 2/0 3/0 Dead
3 Liver 5 PR 79 5 6 7 3/1,500 3/0 3/0 Dead
4 LN 8 PR 85 4 11 34 4/4,700 3/6 2/0 Dead
5 LN 1 NC — 0 7 12 4/2,200 2/0 3/15 Dead
6 LN 3 PR 89 3 10 10 4/3,800 1/0 3/20 Dead
Evisce-
7 Lung 4 NC ration 0 13 31 4/5,800 2/0 4/70 Dead
8 LN 2 CR 98 51 51 55 4/3,900 4/4 4/170 Alive
9 Liver 5 PR 95 6 6 7 4/4,600 4/28 4/410 Dead
Abdomi- —
10 o) wall 2 NC 0 7 13 4/1,000 4/4 2/0 Dead
11 Liver 7 CR 85 10 14 15 4/4,850 3/8 4/110 Dead
LN : lymph node.
day 1 225 X OWHFIZOWTIHILEE THEF LAz T2 HOARTHR T LB 16, 3 2—ZH RS- =

ZRIIM 2 ABEFZOME T — R day 1 2 SIHEH KD
TERENDFTHDLWVIIWT T THE L7,

& R

KR BEBIOEEAE % Table 3 12783 (Table
3). BEHVFH3. 80— (1 ~8) fTT&7.
1 23— AH720FH25. 20 (21~32) % ZL 7.
Gemcitabine @ day 8 x5/ #3423 — AH1103 —

wEHNT 2 HITH o 7.

Progression free survival (#1937 H (0 ~51)
THh b, GDC #E% [k L T2 5 D overall survival
EHROEI0r B (2 ~51), BEAER I T2L0
overall survival IZHJfEI3 A A (7 ~55) THo 7z
(Fig. 1). Z®hE1354% (6/11) THhY, whiffss
9% (1/11), #MAEMEIZ45% B/11) Tho7-.
1, QEALHILI6, 9% CTdH-o 72 (Table 3). FEAL
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Overall survival, progression free survival and survival after the diagnosis of metastases.
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Table 4. Grade 3 or 4 toxicity
WHO Toxicity grade (% of courses)
Toxicity
3 4
Neutropenia 33.3 38.0
Thrombocytopenia 16.6 30.9
Anemia 33.3 11.9
Diarrhea 19.0 4.7
Nausea/vomiting 21.4 0.0
Mucositis 4.7 0.0
Neurotoxicity 2.3 0.0

¥ 8/3 (100%), Wi 0/3 (0 %) THho1-.

Grade 3 & %5\ 3 4 DA EFS I Table 4 12”7
(Table 4). ‘& BEFOHIE, 0L ER KA 2529/42 (69.
0%), I/ 384> A320/42 (47. 6%), % I A 19/42
(45.2%) \CHBLL 72, WALZERIE, THI210/42
(23.8%), WEAUMEM:1X 9/42 (21.4%) (ZHH L 72,

FREHN 0 2 RHER R & L C, IRE R i Bk
% 11/42 23— A (26.2%), 6/1181 (54.5%) TIL%
EL, 1 a—AH7)FHLL2HA (0~8) LET
Hotz. PEEIM/ANEIZ15/423— 2 (35.7%) ,
6/1161 (54.5%) THHEELL, 1a—AH720)FY
18.9 Hif (0 ~170) &% E L7z, G-CSF #51d4
B, @a—ATHifTL, | 23— AH7=0F 879 ug
(0~3,000) HZE L7

DTFICRIAF 21572 2012 3R 3 5. fER 4 14,
EMERE AT RIS B RBIAR, HERRE, RAEY o HilcER
BLTWED, U NEAERT TCC OER % iR
L, HDMVAC ##E#% 112 — 2 Jif7tk, GDC k%
8 I — AT L, WML E3MI HORMAERF %S
7o ERI 8, EEERERE L2 B, HKEIR,
g B Y NEEmE T MVAC 1| 23— A12X5%
ncoadjuvant therapy £, 7o bRE S % T L 72.
Hith L2 B ¥t OB O 729 40 Gy O B4,
GDC #tik % 2 3 — A TWRELEM 5T, 510 A
7o LHEAF LBIE S RINEM AT 5 (Tablel, 3).
B, L2 HiEfld GDC #E O FIARZE 2 & 1 d Bt
L7

Z

KWFFEIZ BT 5 GDC # kD regimen &, MVAC
FEEIRPUEBNIZ S § % gemcitabine+ % ¥4 2 R+ H
RIEH O 3 FPEAFEE L FEHT 5720 12bivbhns
ZR L1z, MAfrbiid Hoshi 5 OWE" 2 5%,
& X4 2 RITIE pacritaxel &0 b fEEREE R T LoV
F—-Rohr v e s docetaxel ZHH L, HE
AI2iE MVAC T S5 cisplatin % #ElF, BFREE
B2 b v 9\ carboplatin 2 BRI L 72, & 7k
i%, Hussain 5 O#EY 2 B# 12 L7

b}

AWF7eTlE, GDC #EZF1E MVAC OB
PREE bR FRAEG] D 54 % TRESGH/ NI R D D o 7285, 2
A E R fE 3 4 H &8 <, MVAC #ER O iE f)
IZ GDC # k%147 9 i 78 T @ median survival &
137 A C& Y, MVAC #ik AR O s 12 E~F W 2
FHROWFIHEON R o720 L LIEFICIE,
MVAC BED A TR EMAFIIEO v E TR
7255, GDC #EDOBAN £ & 22 F A L
TolEZONT 2B ERERLZ. WTNORES D
GDC BEDBRIILTIZH 72 ER NS,

S T REAR AL O FRAL B B RN A, N, ) v oNEiDS
100, 75% &<, MOZEFIL0 % & IFF I
R ol WEBIINTARYEOE bbb
ALLRTIC 3 Bl % #isE LT a4, JEBIILO CR %1
o Re T, IFEIIRE EAR— ~ &Y oJFE)iE GDC
WEEToTHED, @ LAEIC R RD LD >
T BEIED D 5.

HEFLIL grade 3 UL O HIMEREA2569. 0%, i
AN 547, 6% L AFBEIIHI AR R5R <, EHOE &
BTS2 BN eEERES, THAN23.8%, MK
Wi A521. 4% & B4 < B L7z, MVAC B0
HEFELIE, GCHEEL IR L-EBEARBRTE, &
M17.6%, IM/MREA20.6%, HIMERH82.3%, T
H#18. 3%, WELUEI20.8% & #iE s hTwap?Y. Kif
7213 MVAC #iE# O B#F TN $ 5 GDC RO MES
Th b7, e B bk 2wy, i
carhoplatin 12 & % & & 2 &% /MK A A3 < H
WL, BEIM/MRENEZ 23— ZXD35.7%, &FO
54.5% CLEL L7z Z LIIFESND.

Chemotherapy naive 78RR E BRI ISR LT,
gemcitabine X % ¥ VR & o - HIPUER L B4
FOPUEH & L 72 3 FI6F R E O BE LS Hems
&, CRE12~32%, % %)% 43 ~68%, median
survival 11.0~14. 77 H £ ENTnwb. L2 LRIED
bILbNORE L RIS, FERRLAPERRA T~
75.0%, HM/NRA2. 0~43.7% & %25, AAFHIH
% MVAC BRI IR TERIIER S 51213 E-> T
w&b\m‘

HAETIEIRBEZHE L ORIR Y S, first line& LT
® gemcitabine X ¥ ¥4 ¥ REEHNIMEH L 12 < .
MVAC #iE#R O 2 JALERE L L T Dz T O
&, BREHEICCTHEH L TW20088IKTH 5. AIF
MNHOWE L LT, csplatin & H.l & § 2 M4 b
P & f AT P O ERFS I IR B R 12k LT, Hoshi &
¥ gemcitabine 750 mg/m*: days 1, 8, carboplatin
200 mg/m?*: day 1, docetaxel 50 mg/m?: day 1 @ 3 I
BEH#R L% 21-day cycle TFTV, CR #20%, FH)FHE
47% % WE LT D, HEFHZIIbLON L FICS
BTREL, FEOEYHEERLED.
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HERZOL SITHHEOMELHEL, BEEOFH
PIEEN R WRELERTH A, 512 MVAC #iE
BOIEBNC BT 2 HEHANOFHIE, ZORFEOWHY
WY EEIND I, BN s s RKE %2R
EEZLNL. bNLONOKETY 2 a—AHOFS
EEREY SR Do 72IERIE45. 6% 12 Fo
7z.

Ha&RF %M L 7%\, gemcitabine & ¥ ¥4 2%
DK & B B LFHDE, chemotherapy naive JiE
#1C median survival 2514, 4~15. 8% A%'Y, MVAC
JEEIRPUBIIZAT - 72T T & MVAC JEHERIE 2 5
1917 ATH 0, BHRL33~70% Tho 7.
Grade 3 BL_EOIF P ERIRA 1236 ~66%, WESMEM: (3
T~11%EMESINTVE, IS DORENIT A EHHA
BN E S 2RO R WHETH HH, wild
IO TH V), SHO KRB LR 272 £
na.

A
mna aff

GDC #:13 MVAC #t OS R R % b 52 58 i
BID54% CTHERTH - 72705, BEFRGHITR, LR
MIEE2 - 72, Lo LIEFNC & - Tid MVAC #ikf%
ThHoTh, HEHLAEFIMUEESRLEREHICE -
BB L IIFESNS.
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