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FhEHDD 1.103+0.015ug/ml EZERICELL,
vEhot, FRR-EMEL -V oY —Fitk
DIKAARS 5 &, KRABICE L, FHMmMBEREIZZE
JEETH 1.3~2.01%, BRETHL2~2.0ELR L1,

T8I I R il



524 CHEMOTHERAPY

AUG. 1991

(wg/mi)

1.5
300 mg (MeantS.E., n=3)

—o— Fasting
—e— Non-lasting

Plasma level

0 T T T T T 1
0 12 24 36 48 60 72 (h)
Time
Fig. 1. Plasma levels of sparfloxacin after a

single administration
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Fig. 2. Urinary excretion of sparfloxacin after a
single administration

Table 1. Plasma levels of sparfloxacin in healthy subjects after a single oral dose of 300 mg

Pharmacokinetic parameter

Subject c T T AUC urinary
no. " met 172 9-®  excretion
(rg/ml) (h) (h) (ig-h/ml) 0-72h(%)
1 1.12 4.0 17.0 29.20 9.83
1.25 4.0 13.4 25.90 11.51
. 1.20 8.0 16.0 31.80 11.61
Non-fasting
average 1.19* 5.3 15.5 28.97°" 10. 98*
SD 0.06 2.3 1.9 2.96 1.00
1 0.717 4.0 23.1 25. 40 7.36
2 0.94 4.0 14.3 25.70 8.42
) 3 0.67 4.0 16.3 21.50 8.50
Fasting
average 0.79 4.0 17.9 24.20 8.09
SD 0.14 0.0 4.6 2.34 0. 64
*p<0.05 **p<0.1

Agar—well method (E. coli Kp)

2) FRepHEit

TS L UOCRENRDORPHM A Fig. 212RL
1o BRSO EWRED peak RHOBWE X 24. 1,
24.5 &LV 30.4ug/ml EZNEIhESK0~ 2,
4~6BLU4~6BMICRoN, 0~T2 Bl RHK
RepEIRBIZENTNT.36, 8.42 B LU 8.50% TH »
tro —H, B%IZEHOD peak RPBWE 1L 26.6, 29.8
HLU30.0pg/ml EENEFNHEEHK0~2, 4~6,
§~12HMICEoN, 0~T72 MO BRHKEKRPERNRIZ
FhE0 9.83, 11.5BLV11.6%ThH-7%, B—R%
B—UNhra=¥—ETHNKDIETSE0~T2HMD

FRRPENBIETEH S LUREKE bHIBZLEAL
2o

3) EMHHER S A -5 —

ZERE LV REDOREESEH/ 35 £ — 7 —% Table
1279 Peak KM (T,,,) B X UM (T,,) 1
ZERIEEAS, 4.0 & 179 BER), A&AS5.3 & 15.5 Bfi%
~L, MEMTHEEZRIR SN, - 785, peak M
hRE (C,,) tEREHKTEK (AUC,..) T
3, R0 T9ug/ml & 24.20 pg-h/ml, B&
AM1L.19ug/ml & 28.97 ug-h/ml L HEMTHER
% (p<0.05 & p<0.1) RSN, FHTEEHBL
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Table 2. Clinical summary of uncomplicated cystitis case treated with sparfloxacin

Evaluation?®*
. . |Dosage e e .o MIC :
No. | Age | Sex | Diagnosis mg Xday Symptoms'*| Pyuria'*® |Bacteriuria' (10°CFU/ml) — ~ ide effects
+ # E. coli 10® 0.1
1 |31 | F AUC | 100x3 excellent | excellent -
- - )
AUC : acute uncomplecated cystitis ' °*befor treatment **UTI : criteria by the Japanese UTI Committee
after treatment Dr :doctor's evaluation

Table 3. Clinical summary of complicated UTI cases treated with sparfloxacin

Diagnosis Dosage MIC Evaluation®*
No. | Age | Sox | ~———————————— UTI group Bacteriuria'* . Pyuria'" Side effects
underlying condition mg/dayxdays (10*CFU/ml) UTI Dr.
cccC P. aeruginosa 10* 200 #
| |80 |M|—— | G-4 | sooxs poor poor -
prostatic cancer P. geruginosa 10* 200 #*
.CCC E. coli 10* 0.03 *
2|15 | F|——— | G~ 300X 5 1l excellent -
neurogenic bladder (G -
CcCcC S. epidermidis 10* 50 t
3|8t [M|——— | G-« | 0x8 moderato | good “”d“;“d)
neurogenic bladder S. aureus 10* 125 ace, han
CcCC S. marcescens 10 6.25 -
4|60 M|————| G-2 300X 5 poor fair -
BPH post—ope. S. marcescens 10 8.25 +
ccc S. marcescens 10* 3.13 .
5|16 | M| ——————| G-1 300% 5 poor poor -
neurogenic bladder,
bladder rupture S. marcescens 10 313 *
cccC E. faecium 10* 6.25 #
6|6 |M|— 1 G-2 | 300x5 moderate | good -
BPH post—ope. =) +
CcccC S. epidermidis 10* 313 #
7|4 M|— | G-4 300% 5 excellont |excellent —
bladder cancer E. cloacae <10’ 0.78 -
cccC S. marcescens 10* 1.56 »
8|88 M|——— | g-2 | 300x5 poor poor -
BPH post—ope. S. marcescens 10 6.25 "
ccce -) .
9| |M|l— 7 — 300 5 lusi poor -
BPH post-ope. S. aureus 10’ 125 #
CCC : chronic complicated cystitis '*before treatment **UTI : criteria by the Japanese UTI committee
BPH : benign prostatic hypertrophy after treatment Dr. : Doctor’s evaluation

URKICHT S 0 ~T2 Bl 0 RRRFERRICHE VT WHMEPRBE BLALE O ), BMEATIIRR 2 HlEeHRICE
b, TNhZh 809 B LT 10. 8% LBEDEIHSHNEE MEREICd AR 1 B 1B 100 mg %, @MEEICII1IEL

(p<0.05) @b 7 (Table 1), [E] 300 mg 2 BKICHNIRE ¢, UTI EXFEHEE (83
MO, (B3 BEY I > THRYEEIT 70
I. B K & & & 2. Rk
1. MRBLVHE 1) bk BBl K

BEOREEBONI BB L 1 5 &% UTI BHEICER LB ED | fl3EYD
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Table 4. Overall clinical efficacy of sparfloxacin in complicated UTI

Criteria for clinical evaluation in complicated UTI
300mg X 1/day, 5days treatment

Pyuria Effect
Cleared Decreased Unchanged bact:f'i:rr;a
Bacteriuria
Eliminated B 2 1 3
Decreased
Replaced 1 1
Unchanged 1 3 4
Effect on pyuria 3 1 4 patlenst total
:} Excellent 2
overall efficacy rate
E Moderate 2 4/8
(including failure)

Table 5. Overall clinical efficacy of sparfloxacin classified by the type of infection
Criteria for clinical evaluation in complicated UTI

Overall
Group No. of patients |Excellent|Moderate| Poor efficacy
rate
group 1 (indwelling catheter) 1 1 0/1
group 2 (post-prostatectomy) 3 1 2 1/3
Mono-
microbial| group 3 (upper UTI)
infection
group 4 (lower UTI) 4 2 1 1 3/4
sub-total 8 2 2 4 4/8
group 5 (indwelling catheter)
Poly-
microbial| group 6 (no indwelling catheter)
infection
sub-total
Total 8 2 2 4 4/8
T&H -1 (Table 2 ), KXt L TREEHAEIF. BRR1IFP, RELFITH-
2) 1B PR B R E foo EMRICH L TIRERILIF, KB 1H, RE4

1@ PR Mt PR EE R AE O 1] D EAY % Table 3SR L plcho, RAEKRDIRIED2H. GYH2H. B4
foo 9B UTI EXEICAE L /ERNIL 8 1T, MER #IT&H >t (Table 4 ),
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Table 6. Bacteriological response to sparfloxacin in complicated UTI
Criteria for clinical evaluation in complicated UTI

S. epidermidis 2 2

E. faecium 1 1

E. coli 1 1

P. aeruginosa 1 1

S. marcescens 3 3

E. cloacae 1
S. aureus 1
Total 8 4 4 2

" regardless of bacterial count

Table 7. Clinical summary of chronic prostatitis patients treated with sparfloxacin

Treatment WBC'* Bacteriuria'* Evaluation®*
Side
No. [Age  Symploms' VB, VB, EPS VB,
m::;:‘ dz'd':“‘;“ vB, |VB, [EPS|VB, o | pr | e
4 ys species |count| species |count| species |count| species |count
* o fo~ifo~]|  [1~a =) slomach
F2%| 300x] 9 . —|——|— —_— —— — —— | drop out unknowndim{m
+ * =) =)
9 X —_— ] J— —_— - —_— — . -
57| 300x 1 1l ~ : N Sepider- - 5 exclusion] excellent
midis
"*before treatment **UTI : criteria by the Japanese UTI Committee
after treatment Dr. : doctor’s evaluation

Table 8. Laboratory findings before and after administration of sparfloxacin on uncomplicated cystitis

[Throm—| istributi -
o g Betore &%8 Hy | Bt oo WB(; WBC distribution (%) __|cor | GPT |AL-P{ BUN gn :‘l‘:&
Sex After | " (67D} () (ﬁ?nﬁ) (/o) baso | eosino | neutro | lymph | mono l,%‘g# (107) | AUAY AU (mg/d) (mg/dl)

3| B | 493 |14.5]|43.0| 28.4 8,600 O 1 49 45 5 0 2 ) 24 13| U 0.9
FI A | 495 |145(43.5| 29.2 |8400 0 3 60 9 8 0 21 1 38 10T | M 1.0

KEFERTTIE, | B0 1 HREY 2B03M ¥, Serratia marcescens 3 ¥kMNEHKL12e —H KRG
LBIE%, 2mmER 4BO4FIEH2H, 1 % HBE T3 Staphylococcus aureus 1%k, Entero-
B, %% 14 TH -7 (Table 5)0 bacter cloacae 1 #%k*% R7: (Table 6 ),

ARENYDRTCRIAFESHICOB SN/ 5 B8 & 3) f8HRIIAR %

DHH 4t RE &N, Pseudomonas aeruginosa 1 RUEFILRZED 2 i3 VWFhn b UTI BECARLE
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Table 9. Laboratory findings before and after administration of sparfloxacin on complicated UTI

No [Age{Before| RBC | Hb

Throm~ WBC WBC distribution (%) GOT | GPT |AL-P| BUN S-crea-

Ht
[Sex] Afer 0 g ) (56 [FoNE| ) [ —T——

neutro | lymph | mono

- tinine

80| B | 371 [124|37.5] 33.4 | 6600 0 0
M| A | 30 |11.4]3.0] 3.8 | 820 0 3

68
67

18 14 0 10 10 (20 18 L1
2 8 0 19| 1 [ 2815 L1

5| B | 427 [12.2]41.0f 212 | 56000 © 2
F{ A |03 |128]3.0[ 19.8 | 500 I 4

85
5

/] 5 0 19 [ 16 (301 | 19 0.7
30 8 0 2018|221 12 0.5

8] B | 365 {13.9]425] 8.5 3100 0 4
M| A | 366 {136]|42.0( 10.6 | 3,50 0 4

59
"

30 7 0 B2 | 106 19 0.8
17 5 0 % (2 |107] 19 0.9

601 B | 434 |13.9(42.0| 20.8 (12,300 O !
M| A | 460 |14.4|445] 35.9 [10.300] © 3

]
]

2 8 0 % | 30 M| 9 0.8
40 12 1 2% ) 3% |16 | 11 0.8

62) B | 260 | 8.8(285/| 46.9 | 7,400] 0 1
M| A |26 | 94(300] 4.7 | 6,60 0 1

5l
48

3 15 0 % | &2 8 0.5
49 2 0 B M1 0.6

69 B | 285 | 9.3(28.5( 29.2 | 5600 0 5
M| A |37 [101[3L5| 3.9 |650] 0 2

68
67

2 5 0 4 | 10 {107 W 0.8
21 10 0 12110 | 110 | 12 0.8

64| B | 486 | 14.3[42.0( 19.0 | 4,600] I H]
M| A | 516 |155(455] 19.3 | 5000 1 3

61
63

2 { 0 M) IS | ML} W L1
2 4 1 1719 [ 43] 18 1.2

8| B | 360 |10.6)325| 27.4 | 8800 0 3
M| A |32 |11.3[35| 28.1 |820| 0 3

62
64

3l 4 0 15 | 17T f2az | u 10
30 3 0 16 | 13 |23 23 L1

750 B | 445 |14.6 [44.0( 17.2 |5700| 2 15
M| A | 429 [141[430] 184 [550| 3 7

50
5%

2 4 0 13 )10 (1er] 2 1.0
23 6 0 1m ]9 [ 181 28 1.2

Table 10. Laboratory findings before and after administration of sparfloxacin on chronic prostatitis

No.|Age| Before| RBC | Hb | Ht WBC

(Throm- WBC distribution (%)

AL-P| BUN | S-crea-

"[Sex| After oiId)g/dD) (%) [Poete, | ) [ —T——

neutro | lymph | mono

- ot | GPT tinine
alt}'![r)ll!(’::l (lum (lU/l) (un (mg/dl) (mg/dl)

| %) B | 549 [17.1]49.0] 2.4 |4,500] © 3 49 3 10 0 A\ 43|l 0.8
M| A |521 [162[47.0] 20.1 |3,300( 1 4 1 39 9 0 20 53 {1310 0.9
) §70 B | 471 [15.4]46.5| 10.1 |6.800 2 0 2 42 14 0 ) 8 (28] 9 0.9
M| A | 417 [157]41.0) 121 |6,50| 0 0 2% 69 5 0 104 | 104 | 229 | 7 0.9

Motedt, EF 2R3 EREHETCRIFEYTH - £
(Table 7)o
4) BIfER

1S Y PR BE R AE DRER 3 Ik 5% 3 BB LV ER

H, FEORFHRBDONIH, RGP EERBRLETE
BEEATY, BEARRK 25 ABCRER L. &
TABMERSL AR DER 1 1 5% 4 B BicHBAREE
BN, WIRPEICED, EPHICEROBELES
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1o

AEEERI%OMBEE(LFERES Table 8, 9, 10
IRTD, BEICLAEEAOCNARRIIIAILIEDS
nfiﬁ\—) f:o

o % 3

Sparfloxacin (SPFX) i3 7' 7 LIBMEREZ I LH 7S
LIt MEMEZTICHUBLVWREARY b7 L%
HL, BUBED=2—F /0 B TRERDEN - 1
WREE, <43 75X=, 753197, KRR EE
BEBEZFICH L THRVRBEEREZRLY, Caro
OEFRICANMFEIN IR TH S,

AFIAENCREAL TEHMBO L WERITHD, R4
DINE TORAKEF ORI Y LOLBOEKT,
REMAIC 300 mg % BEIKRE L1200 EABHEICRIF
TRABOXELE 70 R — " —FILL ORI L1, &5
#1B5ME TOMRPRE ZAKKRESOH N ERIFICLL
L. DLED-720% C,,, ¥ AUC DX /1¥M)/55
A=F =00 ~T2HMOBRRRPENRBILEVT, &
BEMICHEEZLED SN, BEKRSDHH 20~50%
@, HLBROSNEHLEMT 3 L AKBRSOFRAMK
NRgENT, CORBBRBLAOINZE TR LA-FER
HDOEHK| D S B Tid tosufloxacin (TFLX)" D &N &
BICENT b EEREIN,

CUODHREN. AREELERLAR L B 1ERK
BEICL BERMIRETZ1T » 7, BHEBMMEBERED 1
PlIEBTH - 1oy, BUEBHBMERBEEREIFADS B
UTI EYFEEEICARLSATRIED2H. BY
20, BMHAPITH 7, E|YHD 4 HITI 1 P ShitE
EBT® 3 P. aeruginosa BB I N TV, fhod 3 i
NoRBEZHETH B39 DS marcescens N EEX
ATL3Ibibsd, REINTWE N »7, EFIS
SEREZICA, REAF—TFTILEZEEL, T/ EH
4, BIIVWTNLATREKREHREKEVTHOARDE
BORBEEE IS T B50EI R L TH0, B
tEREDLTRIEGH LA WRIETH - LRI N
oo BWITAFITHER LA WVEMICIZMIE b HKRD T &
BRCEUTHD, BASHOHIREDLEMLL D S
tEZ ont,

BRI IR R I B L TIRIERD DR, BHERIERE
TEAL M7, BAa2DRE L7 EHRHED enoxacin
(ENX)*iclLTd, 1BLIEDAREVITL TS

17 VADENS bERETH B EDBAMILZIT 7,
BIERICMIL T L BlicBAm. FWo R, 1 HIcH
HMARRBAEHD A, WFEN LFICURELEEB LI
Motieo BL, —a2a—F/0 K—-RICBIEFHELTH
BHEARUT VL —EREIERENTED, KA
KHLTLEROERE IS HSLENHELEAON
foo BERRBMICHEVWTIR A LBERIED SN D -
2o

ME& o ARNSMRIESHBEBICHE I 2BPEICKHLT
BRLKA L EL SN,

b4 L

1) BEBEBREREELBEEAARIME L., FE
v R Y L (2), Sparfloxacin (AT —4140),
Isf 8, 1990

2) UTIHREE (RE: KE®IEK) : UTI W
E (% 3 h%)s Chemotherapy 34 : 408~441,
1986

3) UTIHHES (RE: KRIEK) : UTI EFE
BUE(E IR B, 1989

4) FB ¥ MA X OKEE= BHRL, A
RE, HREEH  RIEBREEICHT S AT-2266
DEBER), ERKEIMRET. Chemotherapy 32 (S—
3) : 829~837, 1984

5) CEMEZRE. WA X KEE= 8/8HERL, TH
¥, HEEFH : REBBRREICXHS S DL - 8280
DOEMY). BRI IT. Chemotherapy 32 (S—
1) : 725~734, 1984

6) A X, FZH a8 HHEZER  @REFREIC
Bt 5 BAYo986T @ B HER), BE K BIRH,
Chemotherapy 33 (S—17) : 746~1760, 1985

7) BHIEFE. A X RFBE—, BB WK
BHAMICH T B T 3262 DEME), EERNR
ito Chemotherapy 36 (S—9) : 1129~1137,
1988

8) A X, BFIEE. WEEF - KSR
HiF 5 NY-198 D ERSY), EXRIIKRIT. Chem-
otherapy 36 (S—2) : 1010~1019, 1988

9) BHIEE REE— BA X HREERN 84
BIMARRICH T 3 enoxacin DEEKKIRT, FEH
Wh 51 : 2065~2070, 1989
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BASIC AND CLINICAL STUDIES OF SPARFLOXACIN
IN URINARY TRACT INFECTIONS

Masanobu Tanimura, Shinichi Kataoka and Yukitoshi Fujita
Department of Urology
(Director : Prof. Y. Fujita)
Kochi Medical School
Kohasu, Oko—-cho, Nankoku-shi 783, Japan

Sparfloxacin, a new oral antimicrobial agent, was investigalted for absorption and excretion,
clinical evaluation and side effects. The results were as follows:

1. Sparfloxacin (300 mg) was administrated orally to three healthy volunteers. Plasma levels
reached a maximum of 0.793+0. 138 z g/ml at 4 h fasting and 1.103%0.015 ¢ g/ml at 6 h non—
fasting.

The urinary recovery rates within 72 h were 8.09+%0, 64% fasting and 10.98+*1.00% non-
fasting.

2. One case with acute simple cystitis, 9 cases with complicated urinary tract infection and 2
cases with chronic prostatitis were treated with sparfloxacin. One case with acute cystitis and 4
in 8 cases with complicated urinary tract infection were effective by the criteria of the Japanese
UTI committee.

3. In 2 cases, | redness and | stomach discomfort were found, but were not so severe as to
necessitate treatment. No other side effect was observed in 10 cases. Clinical laboratory tests
showed no abnormalities in all 12 cases.



