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18 1 B SnalfEafHi+ 2 o> RERIHEH sparfloxacin (SPFX) DM RS BAEE
Xt 2 A, XeEMML T, RARMHTERBD I LG 2 - ERRIEBHERICL IR
ML, &7, SPFX ORAFHIC B 2 XYMBOER, 26N, RMREBMRICE
3 3Rb MIC DZRICOWLTRETL 72,

1) UTI RS FMEMCHAET 24T —TLHFROMMEREBPELNREL,
SPFX300mg * 1 H 1 @#A% (MBE) 27-39Aa% (EE) 5 HMBEE5 LHBERNL
Too BIBSER 1196, MB O, ERUPLEDEOEINRE L. BASHEC
I AREEEDEROBEYRIIMBEE79.6%, EE£63.6%, BIEFARREIIMES. 1%, ER
1.7%TH D, Lbic MELED >y, GHECEREL2TED Lo, B, RROHE
X, BV, FTHREHEC L 2ERIROEMETCIMBLERCEL TV,

2) BERABFRILT 47 6LIIXLT, cross-over 5T SPFX 300 mg ¥ #R% E /2
BYB#CS AMKBSL, #5188 5 BEOMmb#E, Rb®E:2 HPLCETREL,
R EACHE L, 5 1BEBX U5 HEHD SPFX O Guaxs Tmexs Tizy AUC B XU
RepgEttEIziz, MBL EROMCERELZRZD R Do,

3) BERABF6ROEMRES X UBHMREAWT, FE¥Eko 3 3K$ MIC, K pH,
RbhELBAA > BELEAMEL oo 3EME 4 KROEREKR I T 5 Kd MIC i3, Mueller
Hinton Broth w813 3 MIC L R TEBIc A S WHEETR L, £7, RA—FlicB8iF 3 &MHER
rBEROEB TR, BRERICEVT6FFSHATI~3BEOMICOLAB LU 4HT2~5
fEORD 2HERBA A BEDO LR 2D,

PO IR, SEMRBRREDOKREICE VT, RHEREBERTORG MIC D223,
SPFX OFRFEEHAIC L 2RIRDEEE L & ¥ D 2A[REM R RBR L TV 7z,
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D& L AL 16 B L, HEOHFF /o HAD
HTRLEL, 181 ERESTELERA L L TEBSN
Tn3Y, ¥BPORVEAOMARFHIC OV TR, WX
OET 0 68 1 EREBTON T 254, BREFE DR
3 EAD S RAR 2 EBROCRET L BRI & 72
HEIN TR,

AEHKLIZ1 H1ERSESTRER SPFX 2w T, &
M RBBRE T MY, et L URER%IHE
LT, RARETERLD Z»E L2 _EEREERARC
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DER, o, RMRBMRICBT 2ReHMEL
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Fig. 1. Chemical structure of sparfloxacin and
its glucuronide.
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UTT 208 EBE3) (CRHIE & LTV B XM R B MG
fEE L7eot, #7 -7 LHRBIIRATEZEEL
foo REZRMZ 16 ML, IRIRS5 a/HPF LA, M
BRI10‘CFU/mMI L E & L oo %2 8, MINE B 12
1990 £ 1 H~1990 £ 8 H DMz, MILK®B LU %
DOBYH 14 MR OWRBE 2B L, BRBINORMH®
D@ e N 19 ERTH - 1,

2) MREN B L UBEHE
MRHEF & L T SPFX 150 mg $€ 8 & U488 LRSI
THER 7S XAV, | BSRI, WMHER
BEMRE 12 1513 3 SPFX 0 A LB BARR ) 1 MK 1 %
SVT300mg #BIRLA", 1HALLTHEYD
Bl1aAhcEEE 27T L REN2EA -
Y—LERARL, METREOA, EBTRIDA
PEEE L, BEORBAEREICT S~
Vi1 aEIic, BRk, YREMAREEZHER
L1, 1EFRSELTS5HS, 108% [AT-ME
$£) EFRRLBCSD I, E— by —ALBIXURE
DOHBIZRATHEL L 72,

ER OB FIZ4ER S 1BEL, SEBCME
LEENRBUCKZ LD, avhu—F (BB
1) LEERCEISD 7, BT x— - a—Fi2H
BRI T3V bo—IBFEL L, ZBREAOHHFER
Bz, EAEMHIE, o to—IaHEL2EH
DEH (EE, 77 R EE808HF) o0 T, BFE
BEREERZHE (KFHERHER) EKEL TIER
BErBUERELIABREIT- .

BERAEFICOWLTIZ, MOMEESB L VEERZRIC
HELYBLIRTLEZONSEROHBIIREILEL I,
fh, TVI=UhglzRd=T 207 A8FOHEHR
DOHBLTELRIH/I B L ELT,

3) RPSEEHORE L MIC 0filE

R DME 1 dip-slidek (V) AV F®FEH)
IDBERBEBOTHEBEHAEL 728, P
KEEZHEEEEE CXF L, HEORE & MIC
DRE%1T> 1o MIC DRIE X BF(CEREFESE
HED Z@V, SPFXOMIC 28I L 7. 28, &
HBRICBOTOEOT K, REEERL

4) EERPE, ZehUBLIUEALOHE

BERZIR 12 UTI BRI > TREHEKREIE, S
BB ERYE LI, £, FhERFlcERE
DX TEKRSIRE [E%], (%), [R2HR,
F4E%hl, [TBE) @5 EREICHIEL 2,

BIEAB L VERREBOREXREIC OV TR,
UTI &#cft-> CEIERORBE B L URBRER L 0
HEBEREHEL 2o BIFFA B L VEBEKRREMOLKE

ERELT, THEOUNTHIELSEE [R2TD
3], [IBIZRLTHS), [PrMBsb5 ], (MM
H5] D4EMHEL

AR OYSE IR, FTHESHEKNR EELELHX
LT, 7H70ZRA5—Ntbic (/) H1EFIBHIET
*’JEL?’Co

5) /IBEAE LR
BRRTHRTRTOYr—AH—F2EL, BRE
WrMEL LT, MERE (KBALZ, AXME,
MBTE—, INRN, BRI, FHE—, TRXHF
D78 KBOTEMEBLCRNL, FELADR
DBRVEREL, $LBAMCOVLWTIRUTIAR
21T
IhoDYEICS L TEBROEHEIC REHMNLL
CEEWMBELALET, v bo—F08F - T—-F%
BARL 7o,

6) MTHEE

PAREDET — 5 DY - BifiZ 2 Fo—-5 08
Db EICKAXNERTTo . MEKKRT—50
RE, #RICIE LT Wilcoxon DELIAMRE, FHE
x’ME, Fisher DEEREHRE LA, BEAE
R 5% L L,

2. H- 915D 2EVMEOHEK

D & R

BEBRANBFES>7 17 64 (Tablel) * ¥k
FErlLl, IhoDBBRERIARICKI > T+ 2R
i), BECIVEEL, FELSESREAH
(KR HET, FEBIERR) TTbhi-BajoRk
BZH CTHCRELEBDONZL > 1 ETH S,

2) HBREFIORA

6 BB X Fig. 2R T T, RBREOH
Bl 2EEEDRLTERD3IZTOD 2B
T, cross-over #iZ & D SPFX 300 mg (150 mg #

Table 1. Summary of healthy volunteers

Case Age BH BW
Sex
No. (yrs) (cm) (kg)
1 male 30 166.5 71.0
2 male 37 166.0 65.0
3 male 30 163.5 59.0
4 male 44 171.0 61.0
5 male 38 168.0 68.0
6 male 29 173.5 59.0
Mean 347 | 1681 | 638
+SE 2.4 1.5 2.0
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[1st triall

[2nd trial)

<-Washout period-=

Morni Cases No's 1~3:
grou;g sparfloxacin 300 mg X 5days
daily ingestion at 07 : 00

Cases No's 4~6:

Evening sparfloxacin 300 mg X 5days

BTOUP | 4aily ingestion at19 : 00

(2 weeks)

Cases No's 4~6

sparfloxacin 300 mg X 5days
daily ingestion at 07 : 00
Cases No's 1~3:

sparfloxacin 300 m¥ X 5days
daily ingestion at19: 00

Fig. 2. Design for the pharmacokinetic study.

2% 21H1nEHAk MB, 7:00) 138
St (EB, 19:00) c¥n¥hs5 HMRAL .
Z8, ARPMIZ 1990 F£11 A~191FE 1A TH-
720
BERERIRS 1HE8 L U5 HE IR 24 Rk
¥ TRESKESHFERENRICARL, HYE (FEBIE
R, “RA—BIRE) cl2@8E2H (BHEER,
[E¥T2, ME, ki, &R, BRRE, (EX) 2%
7, BREOLWIESERINRGRRL ., &5
2~4 HE DX, HERE ZER & BFE2EE T I
DRhs, BB RBEETHEEORMICRAL .
EyBELRNTI®/RS5S1HEBESHEIR, MEBEO
PRLrEROYBRRE—A=2— (N4
BYa—AX28R) L, RA3NIFNCRRE
Z35&3c L, 8, ABBHP IRBREICHLT
7ha— VOB EEIEL, EYEEORT B 3MKA
ARSI ETAH 7 A VEEREB L UBRELRIEL
1z

3) i, HRORAB L VRIEH %
#5188 L U5 BED SPFX lRAEAT, A
1, 2, 3, 4, 6, 12, 24 B¥R% MM 5ml % M
L7ze 28, 5 BEIDWTIZ 48 BFfH% 2 BRI
L1z, Mz~ U INFARE ClE 2 E LB,
HIEREE CHEE (—20C) BREL . £/, BRI
SPFX R A% 0~2, 2~4, 4~6, 6~12, 12~24, 24
~48 GHEDAS) BROMBTERL 72, SRMH
DREBFTHLIE, BEAEMAELTE10ml 25
WL, HIER: CEE (—2000) RFEL
m#Eh s X FREOSPFXEE 8 & UFSPFX
glucuronide (SPFX-G) #&& i3 HPLC ¥ic & D KH
FWERTHIEL 7%

4) PR
BEADAERRS L USEEBHHFE T A7
i3, 6 RDFHELEERETRDbLL (XHF T
WEDO»ETT). BEI, paired t-test EFVLTM
Py EBERLEL, Ml 5% EERAREL L,

3. R MIC L% - BMIR O

1) ROBE
MEBRABFRI 7417 6% (FH48.2K) »
S REPRBF I BREX L 72 PR % IR, 10 : 00~14 2 00 @
RCERER L 2R BMIR & L TUTORZEICHEL 120
2) B¢ MIC 0#IE

SPFX 0#igEHIZ 96 R4 7u7v— 2RV
WERERETHE L 7z, L REMEHKE (0.45
um: Corning #t) U 7%, £ D 180ul 22 OB E
D SPFX ¥ 20 pl \hI & 72, RIC, BB DO —K
1z2% %% % Mueller Hinton Broth (MHB, Difco) T
1,000 EHERL 2%, ZOFRBEOH Lyl 2EHEL,
24707V — 27T —7TEHEHLTITCTHEEL
7eo MIC 133258 48 RERRICHIE L 7o BB E L T
Staphylococcus aureus 209 P JC-1, Escherichia coli
NIH] JC-2, E. coli P-51208 8 & U Pseudomonas
aeruginosa 12 O 4 Bk w7z,

3) RREBIURFTEEA AV BEOHE
WAREE L RICOWT, RREAABK (N-~
VFA4RAT 49w I7ASG®: v VR =4) 2HOVT,
vavty /-5, EEKkE, B0, CYrEry, 7
Nk, 7RO, BHE, pH 8L UHEOCHS A
ExTo70 B8, pHEPPEBEDRKRTHH-TYH
pH2BET 2RI LR ZDEEMEHORAECH
A

REDEBA 4 ViK1, KHEAMERCERE
I X< FHAHTEE (ICPS-1000 III: B EBBIERT) %
BAwTHlZEL 7,

II. & %

1. # -4 1 E#%5OMEKIKAR

1) REBEEFO#EESHE

HZBREAOSRAZBROF/R, HXTEEITFY
101.4%ThH Y, 77 R§EL DFEANTHEN, HBER
B, RTERSWCET 3HRAR, BHABRR T RT
DB CHEEL Tz,

2) FEFIOERD HF»
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Bt - ik, 2o he, MBES%QUFTLES
DD Fviz, PFRRATCHEL N BRICBVT,
DT e BD®D T kb Ui, BRHEKE DR
NRIZBERGCEHRLERADSL L LD, 836K
rohTHESHCKESIRE N 8 HERAL L
Teo E7:, BEHRORME - RIERNEHINZ» D
7o 3BIB & CIRIER DS 8 HRMD 1 Flic D\ TIdhiHk
L7, Tho DR, REFOKAEIZ, MBELE
BHOmMEMcERE2WYkno (Table2),

ERMEFMESIC B 5 B, BILKFHEEH
FORBHRLRAL D, FAREAT Y AL O
EtEhih o 3FB L UEERE - IERED
DREBETCRETERL -6 P>V T}, BEH
BrbcHERORCHBERAL .

K& OTMNRIZ, {SHEMOREE2MbTRE
ANLLERAERA L L, BEREMICOWTI,
B ERMGAT 3 BUAE L URSKT % 3 HUARNI EHE
ANTEF AL Lz, 28, BERREFEREOR

0T, ERMAH (BRI S L) R 7ok [BERZ
L) MESN TRSHBICOWT R, HMERRT
HR RN L 7 RR, ERREMORMERMAL LT
OMMIZMAZVBI L LT,

BEFE S 4 W E O PRI Wi, EHREC & 5 HEY
FhhlEFAERBALE L, £, ARAEHEOR
Mirtfk iz, FIED & VEER LR ORHUE ORABE
Bhc, BYEUETRERGID R THIRE L DR RMN
Wt [HHMRBD ] LUB SN BIERREAHAD 1
FlEMmMATERE LT,

3) FREAERIMK

REE5HMIZ1II9PTHD, W22, KK 45
BB MBS, ERUPILEHEORMERE
Ltz BIERSEOFMNRITMESIH, EE60
Blehrh, BRALOFMENRIIMEESOH, EF4M
PTHot, BB, ENEEAMOIHICOVTIAE
BMicEEDDH o7 (Tabled),

4) HWRETF

Table 2, Reasons for exclusion and drop—out

R Morni Eveni Statistical
eason ornin; veni
g ng test
Pyuria less than 5 cells/HPF 1
Exclusion Bacteriuria less than 10‘CFU/ml 4 9
Infection due to yeast 3 5
Sub-total 8 14 NS
No examination ruled by protocol 1 2
Drop—out .
Incomplete dosing 1
Sub-total 2 2
Total 10 16
NS: not significant
Table 3. Breakdown of the patients
Breakdown Morning | Evening Statistical
test
Total number of patients 59 60
No. of patients excluded 8 14
No. of drop-out patients 2 2 NS
No. of patients evaluated for clinical efficacy 49 44
No. of patients evaluated for global safety 59 60 NS
No. of patients evaluated for utility 50 44 NS

NS: not significant
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BRETMEER < 817 2 RO WRETF % Table ¢
KRT . A6 & U UTI & BURMBEER 0445 TR
MIEBRZ2BOLY, *OHONREFTIERS
ERDMo N,

BERIORFIMEDSI# % Table5 iRt , R
SRMEOLMIC IIHEMIcERE 2RO T, WL L
77 AR HIK 40%, 7 7 ABRME K 60% D
WETHY, 75 AWM E T i Enterococcus  fae-
calis, 77 LhBBMETIXE. coli SBHLBETH—
BLTwi, £, Table6 it E5HISMEEKICTT 2
SPFX D MIC %%, 77 LM EE 7 7 AN E
KELHTRT, MBEMOMICAFICIEREER
B3, TR L b MIC,, il & B B4 Bk DB b3
PR, COBEARY S LABEEICSHLTEETH-

Tz

UEED, #38& U UTIEBRBRIOIHT
ARMICERE LD 08, BUMOHBICTMYE %
LTBEDOLDTREL, £/, ®FOMOEE T
MicERZEL2BEO ROz L&D, MEOHEKIZT
HETHD L ELT:,

5) ERRRR

O ZBREYEIC L 2REHKZR
BAHMKYE % Table7 R+, MBETII®Y 16
Bl (32.7%), BE#235 (46.9%) T, EZ LB %
BbEREYEIZT9.6%THo/, EBETIRENE
n 138 (29.5%), 158 (34.1%), BRI 63.6%
THY, MBI VPP E > THLRENERZRED S
nixhot, Zhi UTIHRBRERIICHEET 2 L,

Table 4. Background characteristics of the patients

No. of patients Statistical
Item Category
Morning | Evening test
male 23 34
Sex <0.05
female 26 10 P
40~49 3
50~59 6
Age 60~69 15 12
NS
(years) 70~79 17 17
80~89 7 7
90 1
Monomicrobial group 2 4
infection group 3 11 3
Type of infection group 4 28 24 p<0.05
Polymicrobial oup 6
: o yn?ncro ia group 1 3
infection
+  (5~9 cells/HPF) 2
Grade of . +  (10~29 cells/HPF) 12 6 NS
rade of pyuria et 20 23
+++ 17 13
10¢ 3 5
Grade of 10% 8 7
bacteriuria 10° 13 10 NS
(CFU/ml) 107 21 19
>107 4 3
+ 24 30 NS
Symptom _ 25 14

NS: not significant
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MBS T 12 M ORI K 20%8 <, WINEE

Table 5. Clinical isolates before the treatment WTIZEBOAN %E/O -7z, LOL, w¥ho
BCBLTOLRMMCNBREBD Lo . X8,
Clnical tolates |0t ) sutinieal gy st 6 RIERIRL T b, WNOBAR
Morning | Evening | ‘% KM E LR L 78S, VIR OHBRERDIH
S. aureus 2( 33101 A
CNS 1018|101 BREHRMEE DR L L 1:RRR & MMRDY
S. epidermidis 2(33|3( 5.1 ROBRE Table8 i2RT. MRHMRTIX, EXLH
S. sciuni 1( 1D MB53.1%, EB29.5%, FXXMM34.7%, E
S. hominis 1(16]3(C510 156.8%THD, MEORRHRVEEEBNITL
S. cohnii 1( 1.6 feo HIBERZMM T IE, ME{LAMB67.3%, ER
S. milleni 1C L 59.19%, F&EHM#14.3%, EB25.0%THH, M
S. haemolyticus | 1 { 1.6) BOMBILES P PR > L SHRBIBO 2>
S. agalactiae 1( 17D oo
GPB y-Streptococcus | 2 ( 3.3) NS @ THEHTCL LHREDR
Streplococess sp. | 1.( 1.6} L LD FHEMTC & 5 MKRIE Table 9 i0FT 2L <
i;ﬁ:ﬁ:’:’; e i (16.9 <, HREIEMEE83.7%, EB63.6%THo1 M
E avium LD BHOGYXEIZUTIHEL D 4% <, EBTR
E. durans 1O LD RETHo 1, MHMOLKRTIR, AHALOELS
Enterococcus sp. | 1 ( 1.6)| 1 ( 1.7) “g) Mﬁﬂﬁg;ﬁggﬁg;;unr“ko
Micrococcus sp. 1 .
s L7 HMEZOMR I Table 10 icR"T T, METE6
Surtotal | (DB (RG] S #h 534k (86.9%), E BT 598478 (79.7%)
E. coli 18 (29.5) |12 ( 20.3) Mk L, MEMOBNEAECERELZID LD
C. freundii 1(1.6(2( 3.4 Tre 70, 7S LBMEE 7S LARMEHE, 6T,
K- pnewmoniae 15 ( 8.2 4 ( 6.8) BT URRE L T b RBMIC 22 B a5 12,
K. oxytoca 1( 1.7 @ BERLBE
?“’”g"”“ e ;E ;:; SHMBS®ORT CFLc BB L - BEE
P:f:::;:m 3 49|20 30 Table11 iRy, MBETIR 126125 144, ERT
émmﬁ Lo |1 RIBILS KIS NI, MBLE LIS T LE
R P I I HEOLTIERES 7 5 AREE LD bRt 108, £
P. putida el DEE B & URERLRE LR 1 ERROEE B
X. maltophiia | 1 ( 1.6)| 1 ( 1.7 WT, AEMICEERBDZP T,
M. wrethralis 2( 3.3 g et
A. calcoaceticus 1( 1.7 BIfEA
GNR 1( 1.7 ARERSCIVHBEL-H-HBENBEAR

Table12wR3 2k, MBET3H (5.1%), E#
T18 1.7%) THH, HR\EREFOHBED

Sub-total 38 (62.3) |34 (57.6)

Total 61 (100 ) 159 (100 ) SRERERLZD O, BIEHONER, MBT
GPB: Gramrpositive bacteria RER - E\H, HXB®, FORERYELE1H, E
GNB: Gramr-negative bacteria BCRFEOREAEL1IFATH- -, BEHSHERA
CNS: Coagulasenegative staphylococcus ik L-ES - BHO 1Fl2B VT o 3BT

GNR: Granmrnegative rods
NS: not significant

KTRICREEZRELE,

@ BEREBERE
BERREMORELE X Table 13 X RT L <L T,
M B Ti2 S-GOT-S-GPT O R4 18I, EBTIitS
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Table 6. MICs of sparfloxacin against the clinical isolates before treatment
MIC (ug/ml) No. of highly
No. of | Treatment i isti
Organism strains TO! Geometric treélsta(r:’/té) Statistical
group Range 50% | 90% Mode | Strains test
mean (MIC2100)
GPB 19 Morning 0.05 — 100| 0.39 50 0.57 0.1 1(5.3) NS
22 Evening 0.05 — 100| 0.39 12.5| 0.67 0.39 1 (4.9
GNB 37 Morning | 0.025—->100| 0.1 100 0.40 =0.025 4 (10.8) NS
32 Evening | S0.025—>100| 0.2 ([>100 0.65 0.05,0.1 4 (12.5)
Total 56 Morning | £0.025—>100| 0.2 50 0.45 =0.025,0.05( 5 (8.9 NS
54 Evening | <0.025—>100| 0.39 25 0.66 0.1 5(9.3)
GPB: Gram-positive bacteria
GNB: Gramnegative bacteria
NS: not significant
Table 7. Overall clinical efficacy classified by type of infection
No. of Overall .
i . Treatment . . Statistical
Type of infection patients Excellent | Moderate Poor efficacy
group test
(% of total) rate (%)*
Group 2 morning
(post—prostatectomy) evening 4 (9.1 2 2 -
Monomicrobial | Group 3 morning | 11 ( 22.4) 4 6 1 90.9
infection (upper UTI) evening 3( 6.8) 2 1 -
Group 4 morning | 28 ( 57.1) 9 15 4 85.7 NS
(lower UTI) evening | 24 ( 54.5) 8 8 8 66.7
morning 39 (1 79.6) 13 21 5 87.2 NS
sub-total X
evening | 31 ( 70.5) 10 11 10 67.7
Polymicrobial | Group 6 morning | 10 ( 20.4) 3 2 5 50.0 NS
infection (no indwelling catheter) | evening 13 ( 29.5) 3 4 6 53.8
morning 49 (100 ) 16 23 10 79.6 NS
Total .
evening 44 (100 ) 13 15 16 63.6
*(Excellent + Moderate)/Total
NS: not significant
-GOT+LDH ®_+&, S-GOT+S-GPT 0 L&EH»& 1 7 BA%

BTHotze CNSDEBIVWTHLBEETH -
@ HMERXEHE
EER L EERMREMERAL T, THREMSHELL
BiEZ2E% Table 14 IZRT, [RETHB] & [z
RELTH2) 2 EbE-RERIWHBEL LITH,
MB£94.9%, EB98.3%ThH D, MEMICEEZED
Ripolze

BERMR LW EHEL T, THRESHELE
A% Table15 =T, HEENRT F /Ry —
)% 20 mm EIZRKY]> THEEHL 72FFD 60 mm LA ED
* HRAXR) 13, ME80.0%, EF65.9%TdH VY,
MEODHFBERTHoBEETII o7,

2. B4 1ERSCBTEVHEOLE
6DKRT T 47k, £85 HEORARARE % 2 [H
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Table 8, Overall clinical efficacy in complicated urinary tract infections

Pyuria Effect on
Cleared Decreased Unchanged b furi
Bacteriuria Group acteriuria
Eliminated morning 16 5 12 33 (67.3%)
iminate evening 13 ¢ 9 2% (59.1%)
i 1 1(2.0%)
Decreased morn.mg
evening
morning 5 3 8 (16.3%)
Replaced
eplac evening 2 5 7 (15.9%)
Unch d morning 4 1 2 7 (14.3%)
nchan,
change evening 11 11 (25.0%)
Effect on ria morning | 26 (53.1%) 6 (12.2%) 17 (34.7%) Patient 49
uri
Y evening | 13 (20.5%) | 6 (13.6%) | 25 (56.8%) | total 44
morning 16 (32.7%) Overall efficacy rate
evening 13 (29.5%) Morning group 39/49 (79.6%)
morning | 23 (46.9%) Evening group 28/44 (63.6%)
Moderate e
evening 15 (34.1%) L
Statistical test
Poor morning 10 (20.4%) Effect on pyuria . p<0.05 (Wilcoxon)
evening 16 (36.4%) Effect on bacteriuria: NS

NS: not significant

Table 9. Clinical efficacy assessment by the doctor in charge

Treatment No. of Effi isti
. Excellent Good Fair Poor feacy Statistical
group patients rate (%)° test
Morning 49 20 21 3 5 83.7 x'(2good)
p<0.05
Evening 44 13 15 6 10 63.6 Wilcoxon : NS

*(Excellent + Moderate)/Total

ZTL, SPFX®51CLk3LEXONRERED
shizholz,

© MmsE

m# s ok Z 1tk (SPFX) £ & Uf glucuronide
(SPFX-G) OEH#E % Table 16, SPFX OBEHRE
% Fig. 312R 7,
#51H80Mm+ 0 SPFX @ 1 & Uf SPFX-G #
Bovr—7i3, METIRLELCRAIKMETDHY,
ZOBEXENFN1.33 ug/ml, 0.43 ug/ml TH>
fro EBTIRE—27 R b CIRA4RI%THY, %
DBEEIZZENFN1.37ug/ml, 0.51 ug/ml TH >
7oo #ESHE TR IBEHERMNICE—ZIEMET

NS: not significant

BEHKRAIRMETHD, EBTIRELCRAS
HE%THo7, E—I/BDOREIIMEBTCREAT
N 1.82ug/ml, 0.58 ug/ml, EETIZ2hF+h 2.03
pug/ml, 0.67 ug/ml THo7:, HBLHLICSHEHD
BE—7{EE, 1HEOEY—27#EO#K1.3~1. 56
ALTwi, Larliss, HEMOmsG SPFX #
BOEETIR, E—I/B2a80T RTOBAICEWT
FREEXZD L, o, MHBSPFX-GMETIZ1H
HOMRM 12 R¥fitk, 4 HEDMRA 24 594, 5HE
DIRA 12, 24, 48 REMIED SRS BV T E BHH
BCEL-12%, TOERVTFRb/IEL, mh
SPFX-GBEOHB & L CimBtilic B E ik
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Table 10, Bacteriological response to the treatment

Clinical isolates

Morning

Evening

No. of
strains

Eradicated
(%)

Persisted

No. of

strains

Eradicated
(%)

Persisted

Statistical
test

S. aureus
CNS

sciun

cohnii

. milleri

ML nnn

GPB

E. avium
E. durans

. epidermidis

hominis

haemolyticus
agalactiae
y-Streptococcus
Streptococcus sp.
E. faecalis

E. faecium

Enterococcus sp.
Micrococcus sp.

2
1
2

—_ e e

N 0O o~ N

— e e

—_ N = N

1
1
3
1
3

10

— b

W o N = O

9 (90.0)

)

NS

Sub-total

23

20 (87.0)

o~
o

NS

E. coli

P. putida

GNR

C. freundii

K. pneumoniae
K. oxytoca

E. aerogenes
S. marcescens
P. mirabilis
GNB/| P. rettgeri

P. aeruginosa

X. maltophilia
M. urethralis
A. calcoaceticus

18

N = = Y = W e

17 (94.4)

BN - =W = W O

—
N

S B R R R R

NS

Sub-total

38

33 (86.8)

34

26 ( 76.5)

NS

Total

61

53 (86.9)

59

47 (1 79.7)

12

NS

GPB: Gramrpositive bacteria

GNB: Gramrnegative bacteria
CNS: Coagulase—negative staphylococcus
GNR: Gram-negative rods

NS: not significant
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Table 11. Strains appearing after the treatment
No. of strains (%) Statistical
Clinical isolates Morning Evening test
S. aureus 2 (14.3) 1( 8.3
CNS 1(7.1D 2 (16.7)
S. epidermidis 3 (21.4) 1( 8.3
S. saprophyticus 1( 7.1
S. haemolyticus 2 (14.3)
GPB
a-Streptococcus sp. 1( 7.1
E. faecalis 1( 8.3
E. avium 1( 7.1
Corynebacterium sp. 1( 8.3 NS
Sub-total 11 ( 78.6) 6 ( 50.0)
S. marcescens 1( 8.3
P. aeruginosa 1( 7.1
P. acidovorans 1( 8.3)
GNR | p Juteola 1( 8.3
A. calcoaceticus 1( 8.3
Sub-total 1( 7.1 4 (33.3)
Yeast 2 (14.3) 2 (16.7)
Total 14 (100 ) 12 (100 )
Patient with strains appearing 12/49 9/44 NS
after the treatment (%) (24.5) (20.5)
GPB: Gram-positive bacteria
GNR: Gramrnegative rods
CNS: Coagulasenegative staphylococcus
NS: not significant
Table 12, Clinical adverse reactions
Treatment . Date of |Administration| Severity of |Relation to|Incidence |Statistical
Sex | Age| Type of reaction
group appearance| of the drug |the reaction| the drug (%) test
F | 70 |nausea & vomiting| 1st day discontinued ++ probable
i F | 76 |photosensitivity 3rd day continued + probable
Morning | .. ... | o e 3/59
paresthesia in the A (5.1
F | 66 2nd day continued + probable : NS
hands
aresthesia in the
Evening | F | 48 P ' 4th day continued + probable 1/60
hands (1.7)

NS: not significant
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Table 13, Abnormal laboratory findings

Treatment Abnormal laborat i i Statistical
Sex | Age | Items of test .a .a ratory Normal range Relation to | Incidence atistica
group findings the drug (%) test
. M 64 S-GOT 30—45 5~35 possible 1/44
Morning
S-GPT 1231 3~30 possible (2.3)
M 73 S-GOT 26—36 5~31 possible NS
LDH 341—858 165~430 probable 2/43
Evening |----q-crccfevmemmmmen e
M| 64| SGOT 32-+48—69°—57° 8~40 possible | (4.7)
S-GPT 22—51-94*—64° 5~35 possible
*follow-up results
NS: not significant
Table 14. Global safety
Treatment No. of Almost Somewhat . Safety rate Statistical
. Safe . Problematic
group patients safe problematic (%) * test
Morning 59 55 1 3 0 94.9
NS
Evening 60 57 2 1 0 98.3
*(Safe + Almost safe)/Total
NS: not significant
Table 15. Clinical utility
Utility
Treatment | No. of Analogue scale (mm) Statistical
i rate (%)
group | patients | 1458y | 79~60 | 59~40 | 39~20 | 19~0 | Mean+SD | (260mm) test
Morning 50 25 15 4 5 1 74.21+23.1 80.0
NS
Evening 44 18 11 7 7 1 67.5+25.4 65.9
NS: not significant
Day1 Day5
Zg: * —e— Morning group
=~ 1.8k 1 / *\‘ --o-~Evening group
< 1.6} 4 *\\ Mean t+ SE (n=6)
=1
1.4}
E 1.2}
2 1.0F
S 0.8
Goel
&0.41
0.2 -
I 1 1 1 1l L L) 1 1 1 1
01234 6 12 U 01234 6 12 U 48
Time after administration (h) Time after administration (h)
Fig. 3. Plasma levels of sparfloxacin following multiple oral

doses (300 mg once a day for five days) .
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Table 16, Plasma levels of sparfloxacin and its glucuronide following multiple oral doses (300 mg once a day for

five days)

Morning group (ingestion at 07: 00)

Plasma concentration (ug/ml)

day 1

day 4

day 5

lh 2h 3h 4h 6h 12h 24h

2h | 1h 2h 3h 4h 6h 12h 2Uh 48h

0.39 1.21 1.33 131 1.10 072 0.38
$0.13 £0.16 +£0.13 £0.14 £0.11 £0.07 +0.04

0.07 033 0.43 042 033 022 0.12
$0.04 +£0.05 £0.05 £0.05 £0.03 +£0.02 +0.01

Sparfloxacin

Glucuronide

1.10 1.53 1.66 1.82 1.5 107 0.58 0.11
+0.21 £0.18 +£0.11 £0.08 £0.05 £0.05 £0.05 £0.02

0.3 0.47 055 0.58 0.45 0.31 0.16 0.0
+0.10 £0.09 £0.05 £0.04 +0.03 +0.02 £0.01 £0.00

Evening group (ingestion at 19: 00)

Plasma concentration (ug/ml)

day 1 day 4 day 5
lh 2h 3h 4h 6h 12h 24h{2h [ 1h 2h 3h 4h 6h 12h 2h 48h
Sparfloxacin| 0.50 1.07 1.29 1.37 1.25 0.90 0.46| 0.75| 1.25 1.76 2.03 1.93 169 130 0.63 0.1
+0.13 +0.18 +0.11 +0.04 £0.07 £0.06 £0.03| £0.07 |£0.26 +£0.21 *+0.14 +0.13 +0.12 £0.14 £0.06 +£0.01
Glucuronide | 0.17 0.3 0.46 051 0.5 031 016 0237 040 057 067 067 0.55 040 018 0.08°

+0.06 +0.06 £0.05 £0.05 £0.05 £0.04 £0.02

+0.02 |£0.11 £0.07 £0.06 +£0.05 +0.06 +0.03 £0.02 +0.00

Values are means+ SE of six healthy male volunteers.
*p<0.05 vs morning group at the corresponding time

BWbDELEZT,

@ XBHEHNNTRA—7F

TR DR 5K KB FIFRY T A —
% % Table17 i2 =¥, W& D SPFX 8 & U SPFX-
G OMEEHEMIZ 1I~13BTH D, TEEMIcE%
I 705, SPFX OMKEBBIC DV TIZE
1 HHABROBRSE (I6BM)Y KR TeRPEL 2o
7zo SPFX ® AUC X 0—24 B T 1 H H 18~21
ugeh/ml, 5 HHE 27~31 ug-h/ml, 0—-oTiZ 1 HE
25~29 ug-h/ml, 5 HH 36~41 xg-h/ml THH, *
JorvHELTIREBRHOKEVEETRL, ThoD
AUCfic>wTi}, 1HBE S5 HE L DI ISR
DILBEHBOEEHDHOD, THMICIIELEDS
hizd - tzo SPFX-G ® AUC iz SPFX ©o#11/3 T
H»h, 1BECRAMNMCEREXFD L > 7208,
5HECR EROMBPBEEDE % KB L T 024 FF
i, 0ot bICEHDOABERICEMEERL 2,
FOEIZE NS LT,

@ RegEit

BRI BT 2 HED SPFX 8 & UF SPFX-G 0

RPRMEEME 3 L UIRDPRE % Table 18, 19 iR
o %7, Fig. 4 i ciZSPFXic2wT, MBORT
RN E S L CRPBE L TERRL 72,

EHO1HE®D4, 665M % TD SPFX ORb R
MR I USHED 4, 2N CORTENGE
WRIMBIVERCE@EERLL, LML, 18
Ho 24 85 & T SPFX DR RREEM B IZHEE L
I I%THY, SHED 4 KME TR MERN
15%, EB#713%, 48 B§fl: CTIz M BE#919%, E
BHN1I%THY, ThoDRPEREMEIZOWLT
RRHEECERZER2EBD R 572, SPFX-G oL
Tid, BERMBORT BB R+ & CHEMIcE
BE2FIohotz,

ROBEWDOWTIE, SPFXD 5 HE D 0~2 B
M, SPFX-GD 1 HED 4~6 BB L UU5HED 0
~2 REEILISN i3, TMBERO BT C L TEEES
o XAS 1R A

3. Rep MIC L %R - BRIR O H#

R MIC, pH BX USREA 4 > BEOREREE
% Table 20 iR,
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Table 17. Pharmacokinetic parameters of sparfloxacin and its glucuronide following multiple oral doses (300 mg
once a day for five days)

Morning group (ingestion at 07: 00)

day 1 day 5

lex Tmu Kal 7-‘Hl AUC (ug'h/ml) lex Tmlx Kol Tm AUC (ﬂg'h/ml)
(ug/ml)  (h) (h™Y) (h) 0-24 0—c0 [(ug/ml) (h) (h=Y) (h) 0—24 (-

Sparfloxacin| 1.36 3.3 0.059 12.0 18.0 25.2 1.85 3.7 0.056 12.8 26.6 36.4
+0.14 +0.2 £0.003 + 0.5 + 1.7 + 2.3|+0.09 +0.3 +0.004 £ 0.9 + 1.4 £ 2.3

Glucuronide 0.44 3.7 0.055 13.3 5.5 8.3 0.57 3.7 0.056 12.7 7.9 10.4
+0.05 +£0.2 *0.005 + 1.2 + 0.5 + 0.9 £0.09 +£0.3 +0.004 £ 0.9 + 0.6 =+ 0.7

Evening group (ingestion at 19: 00)

day 1 day 5

Cmax T max Ko Ty: AUC (ug-h/ml)| Cnex T mex K. T,, AUC (l‘g'h/ml)
(ug/ml)  (h) (h™) (h) 0—+24 0—c© |(ug/ml) (h) (h™Y) (h) 024 (-

Sparfloxacin 1.46 3.8 0.056 12.6 20.8 29.3 2.05 2.8 0.056 12.6 30.6 41.1
+0.04 *0.5 #0.003 + 0.7 *+ 0.6 =+ 1.1 +£0.13 0.3 +0.002 + 0.4 * 2.7 = 3.7

Glucuronide 0.53 4.0 0.059 11.9 7.3 10.1 0.73 3.2 0.062* 11.3 9.6* 12.5°*
*+0.05 =+0.4 +0.004 + 0.7 + 06 =+ 0.8| £0.07 =+0.5 *0.004 £ 0.7 = 0.8 * 1.1

Values are means+SE of six healthy male volunteers.
*p<0.05 vs morning group at the corresponding time

Day 1 Day 5
70 120 70~ — —Edoming group 920 _
3 s =<0~ -~ Evening group
sok 188 el Mean t SE (n=6) 18 8
lig® *p<0.05 vs momning group -162
~ I - = I . -]
= 5 ,
g SOT 4 e \550: r{ 1 N , 1“ S
Ji1p T 2
2 40} 12 5 =0t | . 128
T ! 110 2 ¢ |0 P4 410 &
|4 [ S Dkl | 8
2 30 g § u)30» ! AT g ¢
g i 2% v E t/ S . g
= 20} ‘ 16 = 5 20f - - 16 3
= ' 5 ° ; s
L {4 & L 4 44 3
10t 1, € 10 A 1, g
H 3 /4 1 ©
1 1 1 1 1 1 1 1
0246 12 24 0246 12 24 48
Time after administration (h) Time after administration (h)

Fig. 4. Urinary excretion and urine levels of sparfloxacin fol-
lowing multiple oral doses (300 mg once a day for five days) .

SPFX iR MIC{#& i3, *fBB & L 72MHBT® F—Flic BT 2 KHER & BEROKE TIZEBIC XD
MIC { & HeRT, S. aureus 209 P JC-1 T 2~3 &, ERHB2LbDOD, HREE 2R 5B WTEM
E. coli NIH] JC-2 T 3~6 %, E. coli P-51208 T 6~ ROFBBERELD H 1~3BFRKELWMIC{E®ZRL,
8%, P aeruginosal2 TI~TERKEWHERL Z DA P. aeruginosa 12 B W TEHETH -
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Table 18. Urinary excretion of sparfloxacin and its glucuronide following multiple oral doses (300 mg once & day

for five days)

Morning group (ingestion at 07: 00)

day 1 day 5
Cumulative urinary excretion (% of dose) Cumulative urinary excretion (% of dose)
0-2h 0—4h 0-6h 0-12h 0-24h| 0-2h 0-4h 0-6h 0-12h 0-24h 0-48h
Sparfloxacin 0.77 2.51 3.72 6.45 9.38 1.93 4.28 5.75 10.51 14.50 19.01
+0.18 +0.45 + 0.47 + 0.67 + 1.01| £0.38 + 0.55 + 0.64 * 1.11 * 1.43 * 1.90
Glucuronide 1.37 3.96 6.87 13.78 21.39 3.68 7.15 10.85 23.02 33.39 43.11
+0.40 +0.47 + 0.49 + 0.64 + 2.00| £0.84 + 1.53 + 1.93 + 4.03 + 542 = 6.97
Total 2.15 6.47 10.59 20.22 30.77 5.61 11.43 16.60 33.53 47.89 62.12
+0.57 +0.36 =+ 0.21 + 1.07 + 2.72| £1.19 + 1.85 + 2.35 + 4.98 * 6.68 + 8.71
Evening group (ingestion at 19: 00)
day 1 day 5

Cumulative urinary excretion (% of dose)

Cumulative urinary excretion (% of dose)

0-2h 0—-4h 0-6h 0-12h 0—24h| 0—2h 0—4h 0-6h 0-12h 0-24h 0-48h
Sparfloxacin| 0.42 1.68° 2.69° 5.14 9.11 1.28 3.10° 5.21 8.20° 13.44 16.88
+0.17 +0.17 =+ 0.24 + 0.44 + 0.94| £0.27 + 0.36 *+ 0.8 =+ 1.21 =+ 1.72 + 2.28
Glucuronide 1.02 4.44 7.75 16.08 27.98 2.96 7.28 13.58 21.40 32.72 41.38
+0.43 +0.53 =+ 0.75 + 1.56 + 4.46| +0.60 + 0.90 + 2.81 + 3.11 =+ 4.33 + 4.82
Total 1.45 6.12 10.44 21.22 37.09 4.23 10.38 18.79 29.60 46.16 58.25
+0.60 +0.67 =+ 0.97 + 1.97 £ 5.28( +0.84 + 1.16 =+ 3.60 + 3.93 =+ 4.95 + 6.08
Values are means*SE of six healthy male volunteers.
*p<0.05 vs morning group at the corresponding time
720 MicBHcERIBD N1,
RpH DL TREAZXZD Sh, #HEE A~C II1. * 3
TREMRIBEETH > -0, BERTIISHER SPFX it #HE¥EHEI KL, 181 HO®E

WLBERENTHD, EBRED TR Ih L RIRAD
E#ERLI,

Rp&BA AV BECOVLTIREEREE, F, 2%
W, R7AY T A, HVYT LA, BHRO2MHEEBA
AYOBER, BEROAFBBHEIRLD b 2~5FF
{, REMIC t DM % > piib¥7, 7MUY
by, AV VLD IEEEA A DORE X, HKERE A,
BA2BWVLT2HEEA A v e RDOB = %2R, B
ROFH2~5 EROBEETR LT,

FRMS Do) =45, EHEERE, &, E
YAEY, ok, 7RO, EAEB L UHER
DVLTRTRTEFEHEEANCH D, KHRLBHEEKRO

TR TCELFHF /o RTHL, SERL I
SPFXic2wT, 1H1E&ESHORAREICLY
BRURICERLD LI OELERIT 21201, Hl
MRBEBEENRICL T_EEREERBR S ERL
Teo TORER, IRE M) BHrIfs5 (E) BOE
KYRICEEZBD DT, TOFEEBRDI-HIZ, &
HERAIC & 2RMBEBORS, =51 3RUEE LB
RORFMIC, RIEBA A > MEZ L I2O>WTR
Eu AN

SERHLSPFX 0 1 A 5&iz, 151 HE
HIR% 5 M5 & 2 MM REBLE C T 24
FORREBRBROBRFICET VT 300mg 2ERAL
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Table 19, Urine levels of sparfloxacin and its glucuronide following multiple oral doses (300 mg once a day for

five days)

Morning group (ingestion at 07: 00)

day 1

day 5

Urine level (ug/ml)

Urine level (ug/ml)

2-4h 4-6h

6—12h 12—-24h

0-2h 2-4h 4-6h 6—12h 12—-24h 24—48h

51.82
+10.07

Sparfloxacin 33.12 22.59

Glucuronide 58.69

+29.52 *11.80

17.69
+ 4.90 £ 2.66

46.38
+15.14 *10.34

59.09 62.75 42.16 42.96 27.98 11.25

+ 12.3¢ £ 5.79 £+ 5.51 + 14.96 * 3.93

115.74 116.67 105.21 114.10
+ 27.92 + 32.46 + 17.49 + 46.81 £16.41

Evening group (ingestion at 19: 00)

day 1

day 5

Urine level (ug/ml)

Urine level (ug/ml)

0—2h 2—-4h

4—6h 6—12h 12-24h

0—2h 2-4h 4-6h 6—12h 12—24h 24—48h

Sparfloxacin| 12.63 44.20 58.49 43.29

Glucuronide 32.03 121.81 186.30° 149.09

24.14
7.16 = 11.93 £ 12.51 * 4.86

76.27
+13.79 * 28.44 * 41.99 + 43.45 *23.34

26.72* 47.39  50.82 46.47  21.42 10.59

+ 557 £ 7.40 £ 7.14 £ 9.62 + 4.37 £

59.44* 118.58 148.10 128.56  47.32
+12.82 + 27.81 *+ 26.76 + 36.68 £13.78

Values are means+SE of six healthy male volunteers.
*p<0.05 vs morning group at the corresponding time

727 FORR, MEORABERHBREOERRRI
79.6%THD, FREKABROBYHEE.8%L VK
10%& <, U< 300 mg HHRE S HEKRS LY
EREN - EIH_EERUEARTCOFYXR
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— %, SPFX o B &1 MIC {# i, MHB T o MIC
BrHRTERHEIIAEZLRY, BCEEF /o Uttt
¥TH3 E. coli P-51208 CBWITEETH->. B
BETCRF*F /o0y ROUBEROERBOEIMC# > T,
¥ /o UittERROEIMBREEIC 2> TWwb, Lichio
T, E. coli P-51208 TA & NcBE e\ LhEEm
Mk TORST MIC 0EPZ ERICIIHET 2 LEL
b0, 5% RGP MIC 0fIE2HEOREREE WM
ZOLEBHZbDEEIOND, £, KERLE
IR & DFRF MIC OB CREBICL D EFTOER
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Table 20, MICs of sparfloxacin in urine against standard strains and urine levels of metal jons

Healthy MIC (ug/ml) against: Urine Urine | Metal ion concentration (mM)
volunteer |Urine sample ; N ; volume
. Pl€| S. aureus E. coli  E.coli* P. aeruginosa pH ) Mg** Ca’* Zn** Na* K*
ex, Age) 209P JC-1 NIHJ JC-2 P-51208 12 m
A Night urine 0.39 0.39 50 50 6.5 310 | 4.8 8.6 0.0046 137 40
(M, 53) Day urine 0.2 0.2 50 12.5 7.5 342 [1.4 4.2 0.0014 136 56
B Night urine NG NG 100 25 6.5 212 |7.2 4.0 0.0115 151 70
(M, 44) Day urine NG 0.1 50 3.13 7.0 515 1.5 1.1 0.0029 83 26
C Night urine 0.39 0.2 25 12.5 6.5 388 | 6.0 7.7 0.0041 106 11
(M, 43) Day urine 0.2 0.2 25 6.25 7.5 407 (1.3 3.1 0.0020 182 33
D Night urine 0.2 0.39 50 50 7.5 413 | 2.8 3.2 0.0115 186 14
(M, 52) Day urine 0.2 0.39 50 6.25 6.5 287 1.1 1.2 0.0073 201 67
E Night urine NG 0.39 25 12.5 6.5 297 (3.3 2.5 0.0044 111 29
(M, 51) Day urine NG 0.39 50 12.5 6.5 260 [4.0 5.2 0.0044 231 57
F Night urine 0.2 0.78 50 25 6.5 575 [3.7 2.0 0.0047 103 23
(M, 46) Day urine 0.2 0.2 50 12.5 6.5 289 2.7 1.5 0.0043 169 61
Mueller Hinton broth 0.05 0.0125 0.39 0.39 7.4 - 0.20 0.13 0.0031 107 1.4
Night urine: first urine in the morning *quinolone-resistant strain

Day urine: urine collected during 10: 00~14: 00
NG: no growth

H2b00, 2L L TEHBRO A 1~3 % MIC
fHEBKELSRD, RERCBI 5 SPFX OHiEHE
THashi, B, ZOREHETHERIZP. aer
uginosa 12 CBWCEETH- 12,

ERpH ic2WwTix, BHERT6FIF 5F226.5D5F
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AVDRIRVIAEANY T LOREDOMEIMIZIFF
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V- MEERFA D IHENBET I 50D ¥R
SNTV3EI,

—7F, REERBRIEDEEIC BT 2 IR —BN
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The efficacy and safety of sparfloxacin (SPFX), a new quinolone which can be administered once
a day, were investigated in a double-blind comparative study to determine the effect of altering the
time of administration. Differences in the pharmacokinetics depending on the time of administration
and changes in the MIC values in nocturnal and diurnal urine were also examined.

1) A comparative study was performed by administering 300 mg of SPFX once a day after
breakfast (group M) or after dinner (group E) for 5 days to noncatheterized patients with compli-
cated urinary tract infections according to the criteria of the Japanese UTI Committee. Of a total
119 subjects, 49 in group M and 44 in group E were analyzed for efficacy. The overall clinical efficacy
judged by the evaluation committee was 79.6% in group M and 63.6% in group E. The incidence of
side effects was 5.1% in group M and 1.7% in group E. Both rates were higher in group M, but there
were no significant differences between the groups. Group M also showed significantly greater
efficacy in improving pyuria and greater overall clinical efficacy as evaluated by the attending
physicians.

2) In a cross-over study performed in six healthy male volunteers, 300 mg of SPFX was adminis-
tered after breakfast or after dinner for 5days, the blood and urine levels of SPFX on the 1 st and
5 th day of administration were measured by HPLC, and the pharmacokinetics were compared. The
Grax, Tmax, Ti2, and AUC values and the urinary excretion rates of SPFX on the first and fifth days
showed no significant differences between groups M and E.

3) The MIC of urine for standard bacterial strains, the urinary pH and the urinary concentration
of metal ions were measured using the nocturnal and diurnal urine obtained from the six healthy male
volunteers. The MIC values of urine for four standard strains of three bacterial species were
markedly higher than those obtained in Mueller Hinton broth. In a comparison of the nocturnal and
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diurnal urine in the same subjects, the MIC was 1 to 3 tubes higher in five out of six cases and the
urinary bivalent metal ion concentration was 2 to 5-fold higher in four out of six cases in the
nocturnal urine.

The above results suggest that differences in the MIC between nocturnal and diurnal urine could
be responsible for differences in the efficacy of SPFX, depending on the timing of administration
when it is used in the treatment of complicated urinary tract infections.



