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GEMCITABINE AND CISPLATIN (GC) OR GEMCITABINE
AND CARBOPLATIN (GCARBO) IN PATIENTS WITH
METASTATIC UROTHELIAL CANCER

Takayuki Sumrvosai, Keiyu MaATsuMoTO, Noriaki UTSUNOMIYA,
Takehiko SEGawa, Koei MUGURUMA and Mutsushi KAWARITA
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Twenty-four patients with metastatic urothelial carcinoma of bladder (11) and upper urinary tract (13)
received gemcitabine 1,000 mg/m? on days 1, 8, and 15, and cisplatin 70 mg/m? (GC) or carboplatin area
under the serum concentration-time curve (AUC) 5 (GCarbo) on day 2, every 28 days. One to 13
chemotherapy cycles (median number, 4) per patient were administered. Three patients (12.5%) achieved a
complete response (CR) and 9 (37.5%) a partial response (PR).  Six patients (25%) experienced no change
(NC) and six patients (25%) progressive disease (PD). The overall response rate (CR +PR) of GC (57.9%)
was greater than that of GCarbo (20%), but the difference was not statistically significant (p=0.13). At a
median follow-up of 14.7 months, the median time to progression was 4.6 months (range, 0.9-34.7), and the
median overall survival 12.3 months (range, 2.1-46.4). Grade 3 and 4 leukocytopenia occurred in 15
patients (53.6%) and grade 3 and 4 thrombocytopenia in 16 (57.1%). Gemcitabine could be administrated
on both day 8 and day 15 only in 43 (34.7%) of the total 114 courses because of hematological toxicity.
Gemcitabine chemotherapy combined with cisplatin or carboplatin is effective in the management of

metastatic urothelial cancer. High hematological toxicity was observed and caused high omission rates of

gemcitabine on day 8 and/or day 15.

(Hinyokika Kiyo 59: 1-6, 2013)
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Table 1. Patient characteristics

Characteristics

No of patients 24
Male : female 20:4
Median age (range) 68.5 (54-80)
WHO performance status

0 21

1 2

3
Primary site

Bladder 11

Renal pelvis/Ureter 13
TNM classification of metastases

MO 15

Ml 9
Operation for primary site

Yes 13

No 11
Tumor grade

Grade 2 4

Grade 3 17

Grade X 3
No of metastasis

1 8

2 or more 16
Metastatic site

Lymph node 17

Lung 9

Liver 7

Bone 6

Others 4
Prior chemotherapy

Yes 12

Ist line
2nd line

No 12
Cisplatin/Carboplatin

Cisplatin 19

Carboplatin 5

20104E 12 & Tl IR I B R R 24480 (9320
B, 4 61) 12 GC/GCarbo B % 41140 — A, if
Jefii4 a3—A (1 ~133—A) fiff L7z, BETR
Table 1 (27779, GC/GCarbo ¥ 1 B 45 IRy 0 4F fig 1L
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G A va— )izl a—2BHEME L7
Gemcitabine 1% 1,000 mg/m?® % day 1, 8, 15 2% %5
L7z Cisplatin (¥ 70 mg/m* % day 2 \2H% 5952 &
ZL7zhs, 2vT7F =22 0772 A (Cer) 25 50~
60 ml/min @ & S K5 =% 75% 120 E L, 50ml/
min PLF @ & & 13 carboplatin AUC 5 OG- 1225 L
7z. Cer \Z24WEMEHIR L 7242, "Rz L7F =
(mg/dD) X JR&E (ml/min) /&7 L7 F = (mg/d)”
DFIHENEZ HWTRD 72, KWFZET cisplatin % 100%
dose THEG-TEX72DIX176H, 75% dose TG L 72D
1L 241, carboplatin IZZH L7zDid 5 #7257z,

GC/GCarbo FIZHE D RS, AERAIRZ & oJEm
AR DA FHEHGANIHR S HIF 7 & OXHER T %
FEAT L7z, FImER 2,000/ LT (GFHER 1,000/ LA
T) FFMME 7.0x 1074 LT O¥54, day 8, 15
@ gemcitabine (33 5-H1E & L7z, FHIMER 1,000/ LA
T (G ER 500 /ud LUF) O¥561% G-CSF #5355 $2 5-
L, Hb 6.0g/dl LLFRIf/MK 2.0% 10*/ul LLF O
AlxE ez it L7z

GC/GCarbo #iEOFIFIE 2 2 — A H DI W] {55
B CHSE L7z, BUEIE RECIST 12 L7225 CHIE
T 52 ENL VS, KL WHO EH#EZEH L Tw
72O RTFFE DR FH b S HUhE- 72 FRA T REE
ZEMSSEAIZIE R L 725813 complete response (CR),
50% L FAii/IN L 72356 1% partial response (PR), 25%
PLEBR F 72138002 B L 72356 13 progression
disease (PD), Z®1i% no change (NC) &Ez& L 7:.
AP EHGEED LN LB EIIRET L IR T
L, $XTCR 25X CR, §XTCPR 721X CR+
PR O#23 NC 0¥ L EZ%4 S PR, 12TH PD 2°
HIUE PD, TNLAINENC LEFELAZ. £ CR &
PR ®&EF% overall response rate (OR) LEFL /2.
HEFHLIIOWTIE, CTCAE version 4.0 129V, %
D X OREE 22N L7210,
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1213 log-rank BE & H\y, & 512 Cox HHINY—F
BTNV CEERMITZ AT L2, LR MITT
e LB EF 2 ow T, AFEOREM LK
Kaplan-Meier #: % FiV CHLFMI# 2 Ko 72, kit
AL p<0.05 LEFL 7.
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GC/GCarbo ##: O #) F 1k, OR %1261 (50%)
T, 9HCRA3H (12.5%), PR 259K (37.5%)
7Zofz. —JiINCIZ 66 (25%), PD 6% (25%)
7oz, BRI EI4. 7 Ho S b, JEREI
BLUOAFEIzERZhgeftid 64 H (0.9~34.7

Table 2. Response according to disease site

CR PR NC PD Total
Lymph .
oot 6(35.3) 4(235) 5(294) 2(118) 17 (100)
Lung 4(44.4) 2(22.2) 3(33.3)  9(100)
Liver 2(28.6) 4 (57.1) 1(14.3) 7 (100)
Bone 1(16.7)  2(33.3) 3 (50) 6 (100)

(7 R RIRES B R - S LRk 3

A, 1237 H (2.1~46.44 H) 7257z

R DR R A RS (Table 2). 1) ¥/ SHifRf
X OR 2558.8% & KHAF725 720128 L, Ik & &
I ENEN28.6, 16.7% ERNREARIZS72 L
L) oNEigER b T, ) o EiER iR o R
T OR ICHEMFM B EEZTRBO SN ol (p=
0.178, 0.127).

JRIEH), — it/ ZIRIGH N, cisplatin/carbo-
platin 52 7 )v— 7% 53 \F, R % HE L 72 (Table
3). BEMCRSERE, —UGHIERE, cisplatn FETENL T
OR RN %2R L7z, T_THREIENICER
EEIBOLNA o7z (p=0.22, 0.27, 0.13).

AN RS B fEBR R T 12D TRET L 724
% Table 4 |\Z/R9. HAEMHTCIE, FE2I38 100
BE2BO D6, BEHED NC/PD O THEAH
BsHBEIZE 272 (p=0.03, 0.001). THHDH
TCEERMNTL72L 2 A, NC/PD OADTERIAT-
&7 o7z (p=0.02). Fig. 1 I CR/PR & NC/PD i
T AR AR R R Y. IRADPEEGRD SR
WHO £#:12 L7225 o TR Z A RICHE L CR/

Table 3. Response according to primary site, Ist line or 2nd line, and cisplatin or carbo-

platin
n CR (%) PR (%) NC (%)  PD (%) OR (%) P

Primary site

Bladder 11 2 (18.2) 5 (45.5) 2 (18.2) 2 (18.2) 7 (63.6) 0.99

Renal pelvis/Ureter 13 1(7.7) 4 (30.8) 4 (30.8) 0.8) 5 (38.5)
Ist line/2nd line

Ist line 20 3(1)) 8 (40) 4 (20) 5 (25) 11 (55) 0.97

2nd line 4 1(25) 2 (50) 1(25) 1(25)
Cisplatin/Carboplatin

Cisplatin 19 2(10.5) 9 (47.4) 5 (26.3) 3(15.8) 11 (57.9) 0.13

Carboplatin 5 1 (20) 1 (20) 3 (60) 1 (20)

Table 4. Univariate and multivariate analysis of predictive factors associated with

overall survival

Factor Category Univariate (log-rank) Multivariate
A =70
8 0.4
=69
Primary site Bladder
) 0.57
Upper urinary tract
No of metastasis 1
0.99
=2
Ist line/2nd line Ist
0.97
2nd
Cisplatin/Carboplatin Cisplatin 0.65
Carboplatin ’
Liver or bone metastasis No
0.03 0.87
Yes
Response of GC/GCarbo PR/CR
0.001 0.02

NC/PD
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Log-rank P = 0. 001

Time (months)

26. dmonths (median), NC/PD group :

9. imonths (median)

Fig. 1. Overall survival according to response of GC/GCarbo.

Table 5. Adverse events of GC/GCarbo

Grade 1 Grade 2 Grade 3 Grade 4 Transfusion GCSF

Mucositis 0 0 0 0

Anorexia 4 1 6 0

Nausea/Vomitting 5 3 0 0

Diarrhea 2 0 1 0

Neuropathy 1 0 0 0

Renal dysfunction 8 0 0 0

Leukocytopenia 3 6 12 1 11
Anemia 3 12 5 2 3
Thrombocytopenia 3 6 6 8 6

PR & NC/PD \247\F 72, HAF I H Jefi i3 CR/PR
T26.47% 2K LT NC/PD TY. 17 A L HEAEZR
72 (p=0.001).

GC/GCarbo L OH EH G 2R T (Table 5). FE
MEFEOF EFZRIE, grade 3 DERAIRD 6 4,
grade 3 O TR 1 BIIRED ENIZb DD, ONER
grade 3/4 OWES/EME 1 Bl b BO SN o7z B
FERE D grade | OREEDY 8 FIZFED SN72h, Zh
£ D cisplatin % 3 % Z & X carboplatin ~EH §
52 L3 ol —HMEHEEORFFRI,
grade 3/4 O HMEIEA, M/MGED, BiSZhZ
13l (54.2%), 1461 (58.3%), 760 (29.2%) I
PR BT, HIMER A 23T LT GCSF % 11#124%
5L, /MGEA 8 L OEIMIZH L ClidEn -z 6
B, 3 BRI % 61T L 72, Grade 3/4 @ HILEkiEA
ERBOTAEGIO D B, 2 B FEEELT P BRI AE % 72
7z 723 FITUE A A EKE T cisplatin Z 70~
80% L2y L7z

Grade 3/4 @ FIIEREA B L O/ 2 XD
gemcitabine % Vg ) 20— A5 T X 72ERNIL 1

Table 6. Omission rate of gemcitabine on day 8

and 15
No of courses (%)
No omission 37 (32.5)
Day 8 omission 10 (8.8)
Day 15 omission 58 (50.9)
Day 8 and 15 omission 9 (7.99)
Total 114 (100)

BIH RO %A o7z, T — AT gemcitabine DFxH-1K
WERME L72& 25 (Table 6), day 8 & day 15 & [
HEDITKGTEADIZ3Ta -2 (32.5%) DAT,
60% x5 EHIEL Tz (%<1 day 15 %
dil). F7- gemcitabine @ dose intensity (DI ; T 7E#%
Gallat LEBRKRSG Lm0 e) 2MEfLz-e 2
A, 66.7%72o7z.
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% £ 9127 o572, Gemcitabine & cisplatin 23 .\ > (2 AH
FRREZHEO LV H2 S GOREATAT & Lk
®, 20004F12 von der Maase © %% GC #E & MVAC
WikD 7 v 7 2LRB A B L7227, OR & MVAC
B T49. 4%, GC R i T45. 7%, 447 B i
MVAC ###:T14.87 H, GC #ETI3.87 H £131F
7207275, EELRONGE, KDL 2z X

FEB - BUMAE 2 & OF EFROFEIEHED GC
ETHBILA e h o7z BUE GC L MVAC #Rik
EHB L CHSEORREFS, ) Rehl At
LCROLN, BROTA FT 4 »T—Hike LT
RSN TWR0Y,

GC/GCarbo k% HifT L 72O 05— KL F 72132
KIGHR R DI L > THIIEIZED D B0 8 el
L7z, ZRB L OEFANR L QICAEEAEZRO T
FORMIZE o7z, Lo L—UKIGHD200, —RFED
4B EFEBIVEUAR D D3 o 72728, RWFZE7Z1T Tl
GC/GCarbo ¥k % ZiG# & L CHifT L T — kI
EEREOFEMIEPHEONDL L VI FEMICES Do
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Cisplatin & carboplatin TR RIZEZED L0 EH
b FS L 72, Carboplatin 13 cisplatin & [7] U F1 41
AWTH DA, cisplatin & ) FHEDSEH S LTV D
TeOBERBESENEFATHIHGTHIENTES. R
% FEZRR A LT carboplatin THERL S 7z ¥ X~
DIEFBAED N ODIE SN TV LD, BRI E
TP 7RG TIE— RIS IITEIL cisplatin TRERL S L7z
LY XY EIWARRTH SO L L EORTC study

30986 T Cer %% 30~60 ml/min OB HEREASE VIERFIIZ
% L C gemcitabine & carboplatin O #f F vk & #ei) L
72X Th, OR 1342% & Wi B AF 72 7217 L7z
Ao TEREEDSEVIER (Cor 50~60 ml/min LLT)

T3 cisplatin Z i L THRG3 5%, b DI carbo-
platn IZEH T 52 ENRLE SR TWEY, K%
Tl cisplatin Z#5- L7227 )V —7® OR 757.9% 72>

2% LC, carboplatin 255 L7277 )V — 71320%

&, MEHEEI A AL RO % 7o 727 carboplatin
@ OR MW 2R L7z, Ld LEEBIZE A D 7 <
R H3d %728, cisplatin & carboplatin DEEHIZD W
CIEME 7 I X R 72 o 7z

GC LI 2 W& B 2 AWF7E & & IR T
(Table 7)°7 182V 5 1 % i %% (grade 3/4 @
FHILERIE A 35 & OV A) 13O E6] & i L
TR THo7z. Lo L gemcitabine @ DI 2566.7%
RS, HAATR INETHE SR TWE AT
Va— VTIHMLERE T EET A5 2 LIENETH .
LA > THRMCHE LAY V2 — VIZEHS 5 2
EDVRBEEZLNDL, THNETGCHEDA T
DWTHRET L7z#E & LT, Als 51321H
Jil ¥l (gemcitabine % day 1, 8 (2F#¢5) & 28 H i
(gemcitabine % day 1, 8, 15 |2#%5) THIMELHE
HREWE LY. S FTEEMNTIIERE0HF)
MaR LoD, MiE#FEOHEER2NHEYTHE
IR LIREE I > 774 7 Y ADRIFE S L i L
Twab, BETHAMOHERL ) SRAT T a—VE
BBl LT 1 a—A21HEM T gemcitabine % day 1
& oday 8 I ZHREG T A HER 1 - ABHEMO T T
gemcitabine % day 1 & day 8 £7213 day 15 12859 %
BT TETDH .

& B

Ta— )iz

A0 24 e T O R R BB E IS 5 GO/
GCarbo JRIEDERM Z s L7z, &R B 7%
HRMEZRL, OR %GR 7B O A B L]
Mz iE s U7z FRMEaHIE D F EF RIS BB

Table 7. Summary for GC (the present study includes GCarbo)

. . Grade 3-4 Grade 3-4 .
n  OR/CR (%) Median survival (months) leukocytopenia (%)  thrombocytopenia (%) Relative DI GEM (%)

von der Maase® 203 49/21 13.8 71 57 80

Als AB'® 61 55/22 14.7 77 72 76.9
Lorusso'” 54 48/15 12.5 39 20

Kaufman®” 46 41/22 14.3 63 60

Moore?" 31 57/21 13.2 39 55 69

Ozawa”’ 55 64/13 13.2 33 44

Present study 24 50/13 12.3 54.2 58.3 66.7

OR : overall response, CR : complete response, DI : dose intensity, GEM : gemcitabine.
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7207278, grade 3/4 O IMERIA R M/NMTIE A % 2
B EICREYD, £ { OIEBIT day 8 B & U day 15 @
gemcitabine 3¢5 T & & po 72,
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