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FHHRAT R 28F

BHRS - BRI - W6 E&
BEREEHE K FEFDWREMHE
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Bk T EH#A A4

FLOWBEORAZ= 2 —% 7 0 v RE Epazufloxacin (PZFX) (2D T, By - BaRERET %
707,

1) MEESCB LT L pHOEE

Pseudomonas aeruginosafARIZ DT, ¥ L RPpHOME I ICE LI T EE 4tk & Hos
BRES L 72 AR DA 135545 L UpHOEE % Z1F 5755, A BE L R TEEID L H 577,

2) & MEIMARHE (human prostatic fluid, PF) ~D TR

AH200mg % HEHR 5 L 2B OPF NI X 1B % T, 0.18ug/ml(n=4), 2651 1% T0.20

pg/ml(n=2) T o7z, MiFHiZZNZN0.12(1h), 0.26(2h) TH - 7,

3) FRERMEEFEYSE (urinary tract infection, UTI) 12
AHF| % 1E]50mg~200mg% 1 H2 ~ 3@ A%
100%,

M EECTEMEMMEUTIIZIE 145 1445,

3~14HMEORS L7z, BRI

x5 % BRIR %R
RENRITUTIZERD

BHMUTHZIZ 206141861, 90% DA

WRTH o7z, ZOMICHIIIREIFIETEEEHETENTH o7

4) LT&eth

2’&%'“ £O  BERIBIVER (386515 15 1285 0 Bk 1E 7557

ROLNT, RRREBRERELE

2DV TR E O BB A 245 2B B & 17,
Key words : PZFX, iR ISFHEMR A, LRIRE, HRIRE

Pazufloxacin (PZFX) 13 E LML F T E##MA A B & Uk
AEMHI N+ FECHAME S H LVEOA = 2 —
¥/ ULSRMEECTH D, ARIBFEORZHF & FHIC
77 LRt ERE (gram positive cocci, GPC) 7 & Pseudomo-
nas aeruginosa & 0 75 L PSR B (gram negative
bacilli, GNB) iZ3f L THEIE VA AR ML EEH %
Y5, BT 2 I3BBEREORRA & HRTOXRE D4
BELTR, BORSCINBVLEREESBONS
&, MR AR TE L, o THEmER
PIRBICHE SN, AOBVRFBRESELND I
Thd, BIZHVCIFRE & RAEEHE S NS ERT
HEDPRERDBNI LA INE TORMTFMENT
“ho INEAEMITALDE LT, BIEARKOEERH
MEELETHSZ L HITONB, KEIIANBIEDS
RELT, BICRPiE, JHEEI RO THIZUTIC
HYDHEEL L CHVERESEE STV,
SE, bRbIIZPZFXOEMHUTIHKDP, aerugi-

nosalZ X HIENIZDOWT, K& RpHOEE %
RET L7z RABIREIIPFADBITIEEE % M & & 3L 12
TE L7z BRIRAYIZIZIREEMEBSGE (3 L TARRFIZ L b
EREITCERMORE 2T 2D THET 5,

B, SEOETORKAERIZI989F10 A EA L E
E8TAFIIEDT X, GCP*¥FL TIFo7,

I. M # & F &

1. ABERRET

1) MEEHICBIIZTE L pHOE

BRIR 2 & 2B S 172 P. aeruginosa 5% (TC-43, S-68, S-
406, S-91038 £ UfS-916) L iE# D P aeruginosa 1%k
(IFO 3445) 123§ 5 PZFX D B/ H B IE B (MIC) O
WET BRRFRAEREL L CBRAEFREY BV THo

* B8 3 & L T id ofloxacin (OFLX) & ciprofloxacin

(CPFX) Z A2 72, ERFRARIEL A AL miEes
MICHIE " (ZH# LT, Mueller-Hinton agar (MHA, Difco)
FRVTMICEBRIE L7z, —F, WRAFIE e A

‘T254 FHHHELI-19-1
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BFEB-hER%0.INERE $ 72120 1NKEILF b
)7 LKBEWEMZ TpHS.8, pH6.8 B X U'pHB.0IZFAE
LzborRAV, ZhCERZRmML#ICEHYEE
L (BfEHE10°CFU/ml), 37°C T18BFR &AL ARRAYIC
BYDBDH LN VERREEMICE L7,

T2, B MREAVZHEBHAICRIZTEEY 1IHO
BHEMUTID & 58 L 72 P. aeruginosa TC-43 THRET L 72,
P. aeruginosa TC-43 i3 Mueller-Hinton broth (Difco) T
J7TCTISHFME RS L MRICEEL, EHIRMEEHE
BICAEBEKZHE L7, 2BBE L L TIZCPFX & B2/,

2) PFN\OBITIEE

19922 A 2 L3R IR HERRLRER 222
FEDH/ LN BUR I RASRE CHEEY - H LEFT
H b, WHRIERF X665 TPZFX % 200mgi @ THEOR S5
L7zo 1E-32KRMBICRIN R~ Y ¥ — V%17 VWPF %
RELL, FIRFICERML L7z Mg 2 e L7, IR
B E M F TEKRA SHAZ AT CTHPLCE TIT -
726

2. FRIRARRET

199242 A7 5199346 A ¥ T FHEHRBIEIMRE
Bz b N HEH R BER A X FEFRWR B2 ZZ LA
BORONINRBET, HEMMUTI 156], HHEHS
UTI 216, RISZIREIBIDEI39BIE xR & Lz, 1%
DERTMITL8KE ~805K, FHERIX, 50+ 20.25,
BRI TIIBELF, LE24BI THIIZ1IF1.6TH - 720

HEFEIIAEF % 1H50mg~200mgTEAIE LTC1H
SEIEBZRIXE Lz k5t At EAMUTITIZ3AR,
BHEMUTITIRS~7HE, SMRIRATIR7AR, 18
HRIZIRARTIR148E & Lz, BRRSIRE DM EIZUTIE
REFM R (B3 B L U F 0B/ 12 LTI,
HTERBYEEMICLLHEDITo 72, BEMEIZOVT
3E - MEMEIERZ S CICBERBREEORELTHOE
BeREt L7z, o8, MEORELEBOERIINSE
SUEPHERBE (CEMELE - - V) Tffo7 B
WCTTREZ PR ) M OMICOHIE % B AL RiE 218k
EIHREVTo 72,

I. # E-

1. HEBERRET

1) MEFEHICBIIZTESE pHOBE

pH6.8D & MRAIZ BT HPZFXDMICIIMHAIZ B
AMICEHET A L, F% 345 D1CHEDPET
L7z —7F, MEBEHIDOFLX, CPFXi32~165D12
MENIPET L7ze TUA ) HEIOPHSOD L b Rz
B HPZFXDMICIZ, pH6.8DIRHMIC L Ho#k L T %
PAGOUIHE KT L7255 BEH IR E 0 164
TEN L7z, —HEEMEOPHS.8D . FRHITIL,
pH6.8DRHFMICL 8 LT, stHEHIZ2H 683 D1
CIHREDPET LD L TPZFXDIRE N DK T L

AFDITH 72, %8B, 1HEIZBVTIEES 124
BA%/RLA(Fig 1),

b FRAIZBIT B HEIER#R 2 pH, MICHI I Fig. 24255
L7z, pH6.8D L MRAKEH & L 7-BFICIZPZFXIIMHA
TOD1LMICD125ug/mITiE T ¥ b O — ) & IZIZEK
HMEEZRLZ. LA L, pHE.8DRH T1 MICOD50,g/
mIDEFIRE T, 1EHHTHEENLI005DLIZEAL,
2EER CRRRALT £ TRA L7 (Fig 24), Sz
HEOBRETETOMEIRE SN L ¥ EkT 2,
—7, CPFXIZMHAT®D1 MIC 12.54g/mITIZPZFX & [
BICHEREZE L2 D2 o 72, pHE.8DFRH1 MICH 25
pg/mlTHFEREDEETH o 72, pHE.8DRH2 MICH
50ug/ml C7HER % ICEEA1005 D 1 F THEFEHHIS] &
N7z (Fig. 2B), BIZEMZED/2pH5.8D MR zE
WTid, PZFXIZpH5.8MDRH1 MICD 25ug/mlTI3EE
WMBEERS M o72h, 2 MICO50ug/ml T3/ %I
HEAL005D1IZ% Y, SEEMTHRIHEAUT I °8E
WFR %R L7z (Fig. 2A) —7, CPFXIZpH68MDRH2
MIC?D504g/ml$ & UFpH5.8 DR A1 MICD 1004g/ml T
DYWRE ZRE L2 H o 72 (Fig. 2B),

2) BIZIRHE(PF) NOBITIEE

PFADRE L &R % Table 1127R L 72, PFAQ
FHBATE FHMmMERREIL, FREABEE5IBEET
0188 X U'1.71pg/ml, 2% T0.2038 & U'1.07ug/ml
Thotz, 7z, MifuiEk (PF/S) i1, 2BM#TEL
Th0.128 L T70.26 TH -7,

2. ERPREORRET
BREBRE L ER L - EFOEESL L UBRS5E - 5
8% Table 2, 31Z7R L 72,

1) S FMR B ESE (acute uncomplicated UTL
AU-UTI)

1451 D Bt Bt R 2 P UTISE DR 2 e 10 A L
ZI3BIOREBRRMNEIZE48B), HR5H CHBE
100%TH o720 72, EREHE b FAEICHZEL00%
Thole, BREBRICHBABOD - - EFId 26 CHBR
Staphylococcus epidermidis, Streptococcus agalactiae, Candi-
da albicansTdH - 72, BYEMEEZTELIMIZUTIY
€, EREHEL IZEZHTH -7 (Table 4, 5),

2) WHEMRBBAIE (complicated UTI, C-UTI)

21BIDC-UTIZ G L, = Orh TUTIEES)ERHiREIC
EBL7HEBIL20B1TH o 720 BABERLEIIZWIS
Bl, HEh36U, ERH2BITHELIO% Td - 72 (Table 6)o

UTHRETRREREBIZIR T, BB mRLE 1561325
126, &%h26, 3161 THHKII%TH Y, HEHE
RARBESBIE RSB, AR5, EA1HITH - 7= (Table
7)o MBEBRR 12 Enterococcus faecalis 1#% B % GPC,
GNBIZH LIEN 7R B R 4R L 720 GNBTIIP. aerugi
nosa ARDETIRE SN, B TIX105E 258 245,
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a) P. aeruginosa S-68 - pazufloxacin
Urine (pH 8.0) —A— : ofloxacin
—— : ciprofloxacin
Urine (pH 6.8)
Urine (pH 5.8)
MHA*(pH 7.2) -
T T T T T T T T T T 1
b) P. aeruginosa S-406
Urine (pH 8.0) q

Fig. 1.

Urine (pH 6.8)

Urine (pH 5.8)

MHA*(pH 7.2) |

©) P. aeruginosa S-910
Urine (pH 8.0)

Urine (pH 6.8)

Urine (pH 5.8)

MHA* (pH 7.2) - e O

T T T T T T T T T

-

d) P. aeruginosa S-916
Urine (pH 8.0)

Urine (pH 6.8)
Urine (pH 5.8)

MHA*(pH 7.2) o

T T T T T T T T T T 1

e) P. aeruginosa IFO 3445
Urine (pH 8.0)

Urine (pH 6.8)

Urine (pH 5.8)

MHA*(pH 7.2)

T T T T T T T T T 1

T
0.10 020 039 0.78
MIC (pg/ml)
*MHA : Mueller-Hinton agar

against five strains of Pseudomonas aeruginosa.

156 313 625 125 25 50 100

Comparative antibacterial activity between pazufloxacin and its relative compounds in different media
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Medium ; pH 6.8 urine Medium ; pH 5.8 urine
9 4 9 —
control g control
2 2
8 3
© ©
bS] k)
) 0
S S
1 3 5 7
Time (h) Time (h)
M ; 12.5 pg/ml (1 MIC on MHA) O ; 25 pg/ml (1 MIC in urine, pH 5.8)
0O ; 50 pg/ml (1 MIC in urine, pH 6.8) A ; 50 pg/ml (2 MIC in urine, pH 5.8)

Fig. 2A. Bactericidal effect of pazufloxacin against Pseudomonas aeruginosa TC-43 in human urine.

Medium ; pH 6.8 urine Medium ; pH 5.8 urine
9 9 —
g control g control
7 7 4
2 2
g e g o
o o
bS] bS]
3 4- g 45
3 A 3
2 2
0 b e S —
1 3 5 7 1 3 5 7
Time (h) Time (h)
W ; 12.5 pg/ml (1 MIC on MHA) A ;50 pg/ml (2 MIC in urine, pH 6.8)
O ; 25 pg/ml (1 MIC in urine, pH 6.8) 0 ; 100 pg/ml (1 MIC in urine, pH 5.8)

A ;50 ug/ml (2 MIC in urine, pH 6.8)

Fig. 2B. Bactericidal effect of ciprofloxacin against Pseudomonas aeruginosa TC-43 in human urine.
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Table 1. Prostatic fluid levels of pazufloxacin after oral administration of 200 mg
Time Patient Concentration (ug/ml) PF/serum
()] No. PF Serum Urine
1 0.067 1.73 313 0.04
2 0.33 1.21 171 0.27
1 3 0.19 1.50 71 0.13
4 0.13 2.41 107 0.05
mean + SD 0.18+0.11 1.71+0.51 166 £107 0.12+0.11
1 0.24 0.59 108 0.41
2 2 0.16 1.54 209 0.10
mean 0.20 1.07 159 0.26
PF: prostatic fluid
Table 2. Background of patients treated with pazufloxacin
Age No. of cases Sex
(yr) (%) male female
16 ~24 7(18) 0 7
25~34 4 ( 10) 2 2
35~44 3( 8 0 3
45~54 7 (18) 4 3
55~64 5(13) 3 2
65~74 10 ( 26) 5 5
75~ 80 3( 8 1 2
Total 39 15 (38) 24 (62)
Underlying disease: neurogenic bladder (NB) 8
(complicated UTI) urethral stricture 6
benign prostatic hypertrophy 2
ureteral stricture 1
vesicocele 1
vesicoureteral reflex (VUR) 1
NB + urethral stricture 1
NB + VUR + contracted kidney 1
Table 3. Daily dose and duration of pazufloxacin
: Duration (days)
Diagnosis Daﬂy dose Y Total
(mg x time/day) 3~4 5~6 7~8 14 unknown
50 x2 1 1
50 x3 7 1 8
AUC 100 x 2 1 1 2 14
100x 3 1 1 2
200 x 3 1 1
AUP 200x3 1 1 1
50 x3 1 1
100 x 2 1 1
C-UTI 100x 3 5 3 8 21
200 x 2 1 1
200 x 3 9 1 10
Prostatitis 200 % 3 1 2 3 3
Total 9 18 9 2 1 39

AUC: acute uncomplicated cystitis

AUP: acute uncomplicated pyelonephritis

C-UTI: complicated urinary tract infection
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Table 4. Overall clinical efficacy of pazufloxacin in uncomplicated UTI
Symptom Resolved Improved Persisted Effect on
Pyuria cleared|decreased [unchanged|cleared |decreased |unchanged |cleared |decreased junchanged bacteriuria
eliminated 9 1 1 11 (79%)
Bacteriuri decreased 2 1 3 (21%)
(replaced)
unchanged 0
Efficacy on symptom 11 (79%) 2 (14%) 1 (7%) Case total
Efficacy on pyuria 13 (93%) 0 1 (7%) 14
[E———]| Excellent 9 (64%) et .
overall efficacy rate
[ ] Moderate 5 (36%) 14/14 (100%)
: Poor (including failure) 0
Table 5. Bacteriological response to pazufloxacin in uncomplicated UTI
Isolate No. of strains Eradicated (%) Persisted*
S. saprophyticus 1 1
E. faecalis 1 1
E. coli 13 13 (100%)
X. maltophillia 1 1
Total 16 15 (93.8%) 1
* regardless of bacterial count
Table 6. Overall clinical efficacy of pazufloxacin in complicated UTI
Pyuria Effect on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated | 15 | 3 18 (90%)
Decreased
Replaced 1 1 ( 5%)
Unchanged 1 1 ( 5%)
Effect on pyuria 15 (75%) 1 ( 5%) 4 (20%) patient total 20
{Z} Excellent 15 (75%)
overall effectiveness rate
[ ] Moderate 3 (15%) 18120 (90%)
l ] Poor (including failure) 2 (10%)

Table 7. Overall clinical efficacy of pazufloxacin classified by the type of infection

Group I\ggh;rfe%a?;r;t)s Excellent | Moderate | Poor effe ct(izz‘;reai rate
1st group (indwelling catheter) 0
‘ . 2nd group (post prostatectomy) 0
Moi’r‘l‘f’(’;:tci;‘r’]b‘a‘ 3rd group (upper UTI) 3 ( 15%) 1 1 2/3
4th group (lower UTI) 12 ( 60%) 11 12/12 (100%)
Sub total 15 ( 75%) 12 1 14/15 ( 93%)
. ' 5th group (indwelling catheter) 0
POilr}l'&i}':r?lal 6th group (no indwelling catheter) 5 ( 25%) 1 4/5
Sub total 5 ( 25%) 1 4/5
Total 20 (100%) 15 2 18/20 ( 90%)
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96% AR HE S N7z (Table 8) , fFHt L 72E. faecalis®MIC
112100pg/mlITH o 72, 72, %5 %HBE I Candida
AIKERD b7z,

B, BMEBUTI? OSSN ZHKRD ) bR IR
13%, BEIZ2IKRDOPZFXOMICZHIE L, REHR L
DEBRE AT BRE SN LA 27-DIEGPCH 9 HMIC
0.78g/ ml @ Streptococcus saprophyticus& =2100ug/mlDE.
faecalisD2BRT, ZDMOKRIE, HE#M, HEMHOBER

WHERZCBRASNZ, TORELE A AR HMCH
break pointidiZ> & ) & L7z Ao 72 (Table 9),

3) RIMAR%E

S AT BR 25 161 1 AE S B O Acinetobacter lwoffii &
coagulase-negative staphylococci (CNS) 23petE1b L 72, fE
ROFE - HERFBAHE L7275, BIMLBRE H& (EPS) #
DHMEBAAED 2O UTIHIE, TEEHELDICHE
% Td o7z (Table 10),

Table 8. Bacteriological response to pazufloxacin in complicated UTI

Isolated No. of strains Eradicated (%) Persisted*
S. epidermidis 1 1
CNS 3 3
B y-haemolitic Streptococcus 1 1
Gran-positive E. faecalis 3 2 1
E. faecium 1 1
E. avium 1 1
Sub total 10 9 ( 90%) 1
E. coli 8 8
K. pneumoniae 1 1
l();:(?t[: t-ir;egative E. cloacae 2
P. aeruginosa 4
Sub total 15 15 (100%) 0
Total 25 24 ( 96%)

* regardless of bacterial count

Table 9. Relation between MIC and bacteriological response to pazufloxacin in complicated and uncomplicated UTI

<0.025| 0.05 | 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 | 2100 | ND
' MIC (ug/ml) Total (%)
Isolated organism cJur[clulc]u clufcfu]c]ulc]u clufc]ufclu]c]ufc]u]c]uc]u
S. epidermidis : : : : : : : o : : : : U
S. saprophyticus : : : : : 0 : : : : : : : 201
CNS ; S e 11/ A S N V7 A ) G I I A I I
G(+) | y-haemolytic Streptococcus : : . : : : : LU : Lo
E. faecalis <o ferzany : : - |01 : 21311
E. faecium 1/1: : : : : : : : 11
E. avium : : : : : Ut 1 :
Sub total 1/15 20/1 1/1; 2/2;1/1 2/25 l/l; 1/1E 1/1; 0/15 9110 12
: : : : : ¢ |(90%):
E. coli gaiogfin | ] 3/3:3/3| 8/8 ‘1313
K. pneumonie 1. : . : : BV
E. cloacae n: : e : : : ; e
G(=) | P. aeruginosa : : C o : ; SIUH ; ; o | 4
X. maltophilia : : : RUIIEE Co : : : 11
6/6:9/9 (1/1: 3/3:111 A UE . . 4/4:3/3|15/15:14/14
Sub total S A O I R T IR I T I A (R o st
Total 6/6:9/9 |1/1: 3/3:1/1|1/1: O 202 |22 (UL U1: |01: |4/4:3/3) 241251516
: : : : : : : : : : : : D 1(96%): (94%)

UC: Complicated  2U: Uncomplicated ~ND: not done ~ CNS: coagulase-negative Staphylococci
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BHF IR LD L b ICRAE ML, EPSH
DHMERBAAZED DO UTIHIE, EEEHEEL DICEHE
T o7 (Table 11),

4) =&k

AE 5L HEMEMNBIER L LT38BHR1H
(2.6%) CEEOHBEIFEDONH, HERTHER
AZEE L7z (Table 12) . #IERTHICERRRE CRMIL,
Frigae, THEE) 2T o22480 ) b, AFICERET S
EEZ LNIREBOLEENIIFREEME D LR 2HICFR
& 57z (Table 13),

m £ =

HEEOMICREHOME TEBLpHIZE Y EE
FITHZILBHMOENTWAEY, UTIOREREIZXT 5B
ZHIT— R ICMHAD R EHER b FRP TOHEEHED
SVBRERERCRBRTZbDLEZOND, £2°T
MHA & R TOXRF OHE N 2 #E L7z, HREIIC
UTILA & 538 U 72 P. aeruginosa (TC-43) Th b, % D
8, A HMHAIZ L AMICK Y RFTOMICIHET T4

bOD, FEBEHLUREOETOREINESL, Br
HETIESIEOREREETH o7z, ZOHS R
5l AR CRRET L 720 X BRIEAIISMHA TPZFX & [/ LMIC
%7 L7-CPFX ¥ L72, CPFX#*pH6.8DRH1 MICDH50
pg/ml C7EERIEICEED L1005 DLICHA L-Di#L
T, PZFX% 50ug/mifl 2 758 CIX1IRE R A I HENR
1003 D LIZ@A L7z, §5FRMEDpHS.8 TIXCPFXAt100
pg/mlDERE T OB DOMFE L HE L 2o DL
T, PZFXi350ug/ml DA DR BE TIRFM £ ICH B
10053 DLCRED Lz 2 DOFICFE CMHATOMICHIE
TIHEAICL DE®B X UDHTIHEBHICEZYEH 5 2
EDED LN, WERBRIZDOWTABRY, —a—%)
O RMEENQ) I B L UpHICH L TOREYX
X BT BHFEFIIMONQE HARTI D L) 2B
LhruboBbhilz,

B BRBEANOBATIX, &S5 1REH 1% TO0.18ug/ml, 28
BI#£T0.20ug/mlTdH Y X MLIFHITL, 2BEH B TELE
N0.128 L 10.26 TH o 7z, FREH & AR5 LBV

Table 10. Clinical summary of acute prostatitis patients treated with pazufloxacin

Treatment WBC Bacteria Evaluation* |
Patient | araion] G |Pever| Fainon MIC P
No. ose uration | day icturiti : effects
0 (mg/day) route (days) |exam. mictuniion | VB, | VB, [EPS| VB, | VB, | VB, |EPS|VB,| species |count (ug/m) UTI {Dr.
A. lwoffii 0.2
0 + + + |+ o} 10°
1 |61]20x3 [P.0.| 7 CNS 02 I moderate | good| -
7 - - - # | + 0 S. epidermidis| 10° | 12.5 ‘
CNS: coagulase-negative Staphylococci
+UTI: proposed by the Japanese UTI Committee
Dr.: doctor’s evaluation
Table 11. Clinical summary of chronic prostatitis patients treated with pazufloxacin
Treatment WBC Bacteria Evaluation*
Patient ) Side
No. [0 dose | Ndratn| cay SymOOmsl | oy | B | VB, ERS 7, UTL D, [efcs
(mg/day) (days) |exam. N *species [count [species|count|  species  Jcount|MIC| species count[MIC
CNS 0.39
0 + + |+ 0 0 | Corynebacterium sp. | 106 |0.39|S. epidermidis| 107
E. faecalis 6.25 oose
1 |45 |200x3 |P.0.| 14 moderate good| o |
7 - - W |t 0 0 | Pseudomonas sp. | 10¢ 0 :
it} W[t 0 0 0
MRSA 12.5
0 - .
* * 0 1S sl | [154 0
MRSA 1.56 -
L 63 20x3 PO 1, + 0 0 |P.aenginoss | 100 (039 o | [motereled
E. faecalis 313
14 + 0 0 0 0

CNS: coagulase negative Staphylococci
L UTI: proposed by the Japanese UTI Committee
Dr.: doctor’s evaluation

MRSA: methicillin-resistant Staphylococcus aureus
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Table 12. Frequency of side effects

Type of side effect

Severity of symptoms

Relation to the drug

Loose stool

Probable

Total No. of cases with side effects (%)

1/38 (2.6%)

Table 13. Laboratory abnormal values

Age Relation
No. Sex Total dose Item to the drug Follow up
1 4}? 3.0¢g GPT 19 (before) = 60 (5 days) Probable 31 (9 days)
58 GOT 29 (before) — 43 (5 days) Possible
2 F 3.0g GPT 33 (before) — 82 (5 days) Possible —
ALP 201 (before) — 259 (5 days) Possible
Rate of occurrence (No. of cases/No. of examined) 2/24 (8.3%)

CEBT A, LA LMEES AT 5L, WEETIIHTL
BRI L CHEIMDPFCELREILELTVA LA
LNANYEER TORRMEIIRIVARE Z AR & LR
REFLBIZET 5, 2 BSEOBKREEHENIIES 236
(BH16, BH26)) THo 7275, AHI1H600mgx 7~
H4ABTWTNOEFRTH o7z, PZFXDOUTHZA T 5
AR I E MM UTIIC100%, #MMEMUTIZO0%, RIZAR
RIIIFIFIBIBEN L BNEFERHIETH o7z, C-UTIN L5
BLZEKRICHT 2 MEFNRFEIE, MIC=100u4g/ml
D E. faecalis B { P. aeruginosa 4%k % & 10FE 24873
BREIN, 96%DBVKEEERTH 72, TOMKITn
Vit R E N ARFOBEN BN EBVIRFIEBEIC X
AbDEEZ b7, F7-break pointAtid o & H Lxwn
CLIIMONQERL B I L TH Y, HiREEIZEHHHE
WEhst7 =2 %8 & RBELMEENCTH > 72,
LEASBDP. aeruginosatlZ ¥t 3 5 H G & BRR AR
LERDE, REONQOH THOMEDIIFL LTI, €
MREFOPHIZE W BB L ST w2 &, RPEENS
WZERENPLAT, UTIDEEIZD - EDBEL TS
bDEVR B, $EIZP aeruginosa® & 9 12— MR IZMICHS
® <, break pointfft OMICIZ & % HkkTid, [ LMIC
ThHoTORRNZ L BEBEIFENTHS ) LBbI b,
—H CHL AR (Ty,.) P28 & G\ O TLHIED
REWPETH B, B Tldfleroxacin®sparfloxacin®
LTy oA 16~ 178 &£ BVWNQAS L/ &1, once a
dayiG A e ) — B9 2 o TE 2DV, ThHDE
MExtty 2 L BB TH S, 1A 3EEGHEIL 7 4
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Laboratory and clinical studies of pazufloxacin in the treatment of
genitourinary tract infection

Keizo Suzuki, Masaki Horiba, Kiyohito Ishikawa, Sinobu Kato and Toshiyuki Tanaka
Department of Urology, Hiratsuka Municipal Hospital
1-19-11 Minamihara, Hiratsuka 254, Japan

Yorio Naide, Kiyotaka Hoshinaga and Masahiro Yanaoka
Department of Urology, School of Medicine, Fujitagakuen University

Kazuo Fujimaki
Research Laboratory, Toyama Chemical Co., Ltd.

Pazufloxacin (PZFX), a new family of oral newer quinolones, was tested for the in vitro activity on
several strains of Pseudomonas aeruginosa isolated from UTL For clinical evaluation, the drug was
administered in the treatment of UTI, prostatitis. The results obtained were shown in the following

1)  Inwvitro activity on several clinical isolates of P. aeruginosa . The MIC values on the strains tested,
varied according to the pH values of medium. When comparing with other conventional drugs, the in vitro
activity of PZFX was less influenced by the culture medium than the other control drugs. The MIC values
of PZFX had a tendency to more active in acid media than in alkaline media.

2) Penetration into human prostatic fluid after intake of 200 mg of PZFX: Average concentration
(zg/ml) of prostatic fluid (PF) was 0.18£0.11 (n=4) at 1 hour, and it was 0.20 (n=2) at 2 hours. The
ratio between PF/serum was 0.12£0.11 (1 h), 0.26 (2 h) respectively.

3) Patients with genitourinary tract infection were treated with oral administration of PZFX 50~
200 mg b.i.d. or t.i.d. after meal for 3~14 days. According to the criteria proposed by the Japanese UTI
Committee, the overall clinical efficacy of PZFX was 100% (14/14) in uncomplicated UTI, 90% (18/20)
in complicated urinary tract infection and 3/3 in prostatitis.

4) For safety, mild loose stool was observed in one patient, during the course of therapy. Laboratory
abnormal values were detected for slight elevation of GPT in one case, also that of GOT, GPT and AlIP in

the other case.



