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Table 1. Clinical details (1) on 38 patients with benign
prostatic hypertrophy orally administered
200 mg of sparfloxacin before prostatectomy
— background characteristic —

No. examined (pts) 38
Method of operation (pts):
transurethral resection 27
open prostatectomy 11
Age (y) 68.7%! (51—84)*2
Body weight (kg) 54.0 (40-174)
Laboratory data :
total protein (g/dl) 6.5 (5.4-8.1)
GOT (Iu/1 22.3 (14-39)
GPT (IU/D 18.3 (7-32)
BUN (mg/dl) 16.1  (7.7-28.6)
creatinine (mg/dl) 1.2 (0.9-1.8)

No significant difference was observed in background
characteristics of the patients among each group.
*'mean value *’range

Table 2. Clinical details (2) on 38 patients with benign prostatic hypertrophy orally
administered 200 mg of sparfloxacin before prostatectomy

Time after administration (h)

2 4 6 8 12 24

No. examined (pts) 6 6 7 8 6 5
Method of operation (pts) :

transurethral resection 4 4 5 5 4 2

open prostatectomy 2 2 2 3 2 3
Actual time after administration (h):

mean 2.1 4.1 5.7 7.8 11.8 24.0

SD 0.2 0.4 0.4 0.4 0.9 0.2
Resected weight (g) :

mean 16.5 9.5 13.0 10.2 8.6 11.4

SD 10.8 7.2 13.7 8.8 6.4 8.8
Pathological diagnosis (pts) :

fibromuscular 3 3 2 3 2 1

glandular 1 0 1 0 0 0

mixed 2 3 4 5 4 4
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Table 3. Concentration of sparfloxacin in serum
Time after administration(h)
2 4 6 8 12 24
No. examined (pts) 8 8 7 8 6 5
Sparfloxacin concentrations ( £z g/ml) :
min 0.22 0.20 0.19 0.11 0. 486 0.18
max 1.80 1.15 2.64 2.00 1.50 0. 87
mean 0.79 0.73 1. 10 0. 90 0.78 0.43
SE 0.24 016 030 018 0.18 0.12
Table 4. Concentration of sparfloxacin in prostatic tissue
Time after administration (h)
2 4 8 8 12 24
No. examined (pts) 6 6 7 8 6 5
Sparfloxacin concentrations (1 g/g) :
min 0.37 0.24 0.21 0.14 0.50 0.21
max 1.64 .71 2.31 2.35 2.61 1.20
mean 0. 81 0.92 1.35 0.94 1.15 0.53
SE 0.21 0.25 0.31 0.28 0.32 0.18
Table 5. Prostate/serum ratio of sparfloxacin concentration
Time after administration (h)
2 4 6 8 12 24
No. examined (pts) 6 6 7 8 6 5
P/S ratio:
min 0. 47 0. 69 0.82 0. 54 0.64 0.42
max 2.17 1.73 2.72 2.10 2.86 1. 95
mean 1.22 1. 26 1.37 1.03 1.54 1.29
SE 0.25 0.20 0.25 0.17 0.32 0.25

P/S ratio : prostate/serum ratio of sparfloxacin concentration

ECRBEENFROBVIZHONATRIEN -,
SPFX 200 mg &5, 2, 4, 6, 8, 12, 24 Bfj
#OMENRE (mean+SE) (3 0.79+0.24, 0.73%
0.16, 1.10%0.30, 0.90%0.19, 0.78+0.16, 0.43+
0.12 pg/ml TH 7 (Table 3)s £ ETNETHDRH]
STIRSAS P MBI, 0.81+0.21, 0.92+0.25 1.35+
0.31, 0.94+0.28, 1.15+0.32, 0.53+0.18 ug/g T
% o7 (Table 4 ), % 7: SPFX O IR4K/ MR

B (P/S) HiZ1.03 &0 1.54 L EEARTEL DI,
R IZ—EDHFRH%R L (Table 5),

& 5 program MULTI 2R\ /- one compartment
modelic & 2884 T3, MANREER,

C=1.42 (e—o. 04921 _g-0. un) .
RO, COXRMNENNS A -5 —T,,,
14.1h T... 5.6h Ca.. 0.96 gg/ml C,.» 0.4
ug/ml, AUCo-pun 16.76 g h/ml, AUCj.. 25.50
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Fig. 1. Simulation curve of sparfloxacin in serum
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Fig. 2. Simulation curve of sparfloxacin in
prostatic tissue

vg-h/ml TH-7 (Fig.1)o %7 well-stirred
model IZ & % 8 T AT R RE 13
C=1.89 (g0 0811t _g-0. 3321}

ERBON, TO/8FA—H—3T,,, 136h, T,.,67h
Cau. 114 ug/g, C,.,0.55 ug/g, AUCo-zn 21.36 g
*h/g, AUCy.o 31.73 ug-h/gTH -7 (Fig.2)o
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Table 8. Theoretical concentration in serum
and prostatic tissue after an oral
administration of 200 mg of sparfloxacin

Time after Sparfloxacin concentration
administration —
serum prostatic tissue

(h) (ug/ml) (ug/g)

1 0. 44 0.44

2 0.70 0.73

3 0. 85 0.92

4 0.92 1.04

5 0.85 1.10

8 0. 96 1.13

7 0.94 1. 14

8 0.92 1.12

9 0. 89 1.10
10 0. 85 1.07
11 0. 82 1.03
12 0.78 0.99
13 0.75 0.95
14 0.71 0.91
15 0. 68 0. 87
16 0.65 0.83
17 0.62 0.79
18 0.59 0.75
19 0. 56 0.71
20 0.53 0.68
21 0.51 0. 64
22 0.48 0. 61
23 0. 46 0.58
24 0.44 0.55
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EZZohTV3E", SEIORT TRENENOIREER
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ZRHOONTR AN 10 —FH, R, BILR~NOBIT
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BRICISRIEDIREEIC & BITHMAT 2 ETHEN: b ikt &
NBaLHILH-1Y,

MEFICLD, RAOBREELHEMBRNAEEIEE
BHoNndb00, —RBREIBRELT - LAKKOD
P/S Hi3 0.5 kil & EMAETTHEEICH D, ceftizoxime
(CZX) 0.431". cefoperazone (CPZ) 0.143%,
cefotaxime (CTX) 0. 421", latamoxef (LMOX)
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~ORRKLBDOELELE LT, lEEkE 14 LR (BY
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OMEHRBEIRN T &Lick D, FHOEFENIE
ER AT, SPFX ORIILIRKELE/ MM KE (P/S) K
21,03 &0 154 EEEERTEE DI, RIZ—EDME
BERLI. T T—EORETT, ERIAHMICIH
45 EEZ 50, well-stirred model i & 5 RijILiR4E
BANBREOIITEIT o720 COEBAEH NS A—5—
it, T,,, 1.6 h T... 6.7h C.., 1. 14 ug/e
Cu4n 0.55 1g/g. AUCo-gun 21.36 g - h/g, AUCpeo
31.73 ug-h/g &, ARIFILR~NDBIFEBITER
L., HBREEVWEILRESAREZRBMICO D #RF
THIENEHE N, —F, EXONALBRETOLS
G EDDORETFETH BRILRE (prostatic fluid :
PF) ~D#¥{TIicBd 284 Td SPFX OPF/serum
iz 1.17 Evwbih, OFLX (PF/serum o :1.12) %
ENX (1.19) &£ [R% T, NFLX (0.26) ¥ CPFX
(0.31) ik, BIEFRBIANEONME>TVSE'Y,

— ISR LR R OERE L LU T Escherichia
coli, Klebstiella pneumoniae, Proteus mirabilis ®
DEBEENFVEVDNE 'Y, B AT/ SPFX D
ERER IS B in vitro DB DORI T, E. coli
NIHJ JC— 2, E. coli Kp, E. coli ATCC 27166, K.

pneunoniae PCI 602, K. pneumoniae ATCC 29665,
P. mirabilis ATCC 211000 MIC iz h ¥ S0,05
rzg/ml, $0,05,¢g/ml, $0.05ug/ml $0.05u¢g/
ml, 0.10zg/ml, 0.10ug/ml LHMWHRAEA%ERLT
WD, &7 MR ISR RE B3 R DEER S Mk O RIS T
b, E. coli 51 ¥¥ £ U K. pneumoniae 28 i<343 3
SPFX ® MIC,,!% 0.30 zg/ml, 0.20 ug/ml &/
CPFX cLESDENMA%ERL, ARICHT 58
Bt R IIEH SN TWEW, E. coli LT Entero-
coccus faecalis X EERMET 55 v FRILMEET L
itHWVWTH, ENX, OFLX, CPFX &% /o %
Alick~, SPFX CREFLREDRMIBESATL
520, &5 SPFX RROE Y Fohlt  BER
BECILEBRNERERTH 1277 I VTBLU=S
I7/5 X R EDRBIIH L TLARVRENETRTOA
BoP, LT 77 XBLCHEICH L THAVE
HEBLTOAE?Y ,, HERFORERERD Chlamydia
trachomatis 8 ¥k T3 3~ T MIC 0.083 y g/ml T,
minocycline 213 ® % % DD, CPFX. OFLX,
erythromycin (EM) icl L, &bH TR/ AESH
ERLTVA?Y, COLIICEKRIAILRREELS
Z—BEEY S5 I OoTRELH L TCHVRENEET
BE LB, FIRERA~OBITLRIFEEA SN, T
hZ TIRERRIT S -2tk s X CRBERT IR RER
#4942 SPFX KX BHEMOBEUHLIRENTH 0%, T2
% T, invivo KEVWTHAEROBUMRICEUTHS
CEMRINTVS Y o AFRIATILRF#r 2 kDR
EiRdbBAADI L, MBS IVIIFEHABAM LMD
T, BB L CREAIIRROERICOEYLEMLE
Aohs,
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PHARMACOKINETIC ANALYSIS ON PENETRATION
OF SPARFLOXACIN INTO PROSTATIC TISSUE

Toshimi Takeuchi, Naoki Yamamoto, Yoshito Takahashi,
lkuo Shinoda, Yasuhisa Ito, Minoru Kanematsu, Yoshihito Ban
and Yukimichi Kawada
Department of Urology, Gifu University School of Medicine
40 Tsukasa—machi, Gifu 500, Japan

The concentration of sparfloxacin in the prostatic tissue and serum was measured in 38 patients
with benign prostatic hypertrophy undergoing prostatectomy after preoperative oral administration
of 200 mg of sparfloxacin. The mean concentrations (uzg/ml) of sparfloxacin in the serum were
0.79 at 2 hours, 0.73 at 4 hours, 1.10 at 6 hours, 0.90 at 8 hours 0.78 at 12 hours, and 0.43 at
24 hours after administration. The corresponding concentrations (u g/g) in the prostatic tissue
were 0.81, 0.92, 1.35, 0.94, .15 and 0.53 respectively. The concentrations of the drug in the
prostatic tissue and serum were consistently close (the mean ratio of prostatic tissue concentra-
tion to serum concentration : 1.0—1.5). The pharmacokinetic parameters were analyzed by the
program MULTI according to the one compartment model in serum and well—stirred model in
prostatic tissue. The parameters in the serum were as follows : T,,,, 14.1 hours; T.,,, 5.6
hours ; C.,., 0.96uzg/ml ; AUCy.yy. 16.76 g - h/ml. Those of prostatic tissue were as follows :
T,,2,13.6hours ; T,,,, 6.Thours ; C,.,, l.14ug/g ; AUCy.yy.21.36 g - h/g. This data suggested
an effective penetration of sparfloxacin into the prostatic tissue.



