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2 6 43l & M7z coagulase-negative staphylococci(CNS),
methicillin-resistant Staphylococcus aureus (MRSA), En-
terococcus faecalis, Escherichia coli, Cilrobacler freundii,
Klebsiella pnewmoniae, Enlervobacler cloacae, Serralia
marcescens,  Proteus mirabilis, Proleus wvulgaris,
Pseudomonas aeruginosa % 30 4%, Bl 3308233 5
TMFX D i /N5E BRI BE(MIC) & H ALtk &
Bt (agar dilution method)?IHE » Tl L, X H3E
& L 7:tosufloxacin(TFLX), ofloxacin(OFLX) D MIC &
L7z,

2. MR

WAPR ZRFHE . 72 O IEHERREE T (T D3 72 B F%
EREEORD LN WBET, BRIKHARZ O U
RWOKEDSHFEON/Z18BEF MR, TMFX 150~
300mg% B[] ¥ 713 M HEdk 5%, 2~ 6018 B o i
O NIZMIEFIREXE. coli Kp X BER & L7 bio-
assay ¥ (agar well method)(Z & V) #ll%€ L TMFX D #fi ik
RRAITERE Lo REICL S TMFXO SRS X UM
HHBREONERFME X ZNEN0.12,g/ml, 0.078
ng/mlTdh -7,
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weid L 7o & W M % § 5 TMFX @ MIC range,
MICs0, MICgo, MICgo% Table 1-1, 1-2IZ7RF, CNS,
MRSA, E. faecalisiZ3t3 HTMFXDMICqld #h #h
12.5p4g/ml, 50rg/ml, 125ug/mlTdh Y, WHBED
TFLX & 131Z1E%, OFLXER%LULEDREH%FL
720 E. coli, K. pneumoniaeZ3F3 5 TMFX D MICid
£ N Z10.39 #g/ml, 0.20 xg/ml T ¥, TFLX,
OFLX L [FIEDMWHE I 2R L 7o C. freundii, E.
cloacaelZx§ A TMFX DMICyo ld £ N E16.25ug/ml,
3.13u#g/mlIT&» Y, TFLX, OFLX & [B% UL OHEH
Td - 726 P. mirabilis, P. vulgarisiZxt L T b TMFX
OB N EZR LZNZEFN1.564g/ml, 0.784g/ml
TEWDOREE ¥ ML L7245, TFLX, OFLXIZK~3
1S BRETdH - 720 TMFXILS. marcescenstZ
# L TWETFLX & %, OFLX & 1) 1ERFEEN, P.aeru
ginosa |23 L TIXTFLX & ) 1E¢BE4%5 1, OFLX L%
DIRENERLED, WThOERIIHLTH25
pg/mlLL_E DMIC % 78§ Bk ASS. marcescens T50%, P.
aeruginosa T30 % IEEHFIE L7,
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TMFX 5% O MiERE, SHPiRE, M/
T DRI E B % Table 21271, EEIR53HMED
Mg, SampiRaE, R/ MmELE, 150mgl

Table 1-1. In vitro activity of temafloxacin, tosufloxacin and ofloxacin against organisms isolated from

patients with urinary tract infections

MIC (ug/ml)

Organism Antimicrobial

(no. of strains) agents Range 50% 80% 90%
Coagulase- temafloxacin =0.10~ >100 0.20 6.25 12.5

negative (30) tosufloxacin =0.10~50 0.20 12.5 25

staphylococci ofloxacin 0.39~50 0.78 12.5 25

Methicillin- temafloxacin =0.10~ >100 12.5 25 50

resistant (30) tosufloxacin =0.10~50 25 50 100

S. aureus ofloxacin 0.39~50 25 50 50
temafloxacin 0.39~50 1.56 1.56 12.5

E. faecalis (30) tosufloxacin 0.20~25 0.78 3.13 25

ofloxacin 0.78~50 3.13 3.13 25
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Table 1-2. In vitro activity of temafloxacin, tosufloxacin and ofloxacin against organisms isolated from
patients with urinary tract infections

QOrganism Antimicrobial MIC (ug/ml)
(no. of strains) agents Range 50% 80% 90%
temafloxacin =0.10~0.78 =0.10 0.20 0.39
E. coli (30) tosufloxacin =0.10~0.39 s0.10 s0.10 0.20
ofloxacin =0.10~0.78 =0.10 =0.10 0.39
temafloxacin =0.10~50 0.78 3.13 6.25
C. freundsi (30) tosufloxacin =0.10~50 0.78 6.25 12.5
ofloxacin =0.10~100 0.78 3.13 6.25
temafloxacin =0.10~0.78 =0.10 =0.10 0.20
K. pneumoniae (30) tosufloxacin =0.10~0.78 =0.10 0.20 0.20
ofloxacin =0.10~0.78 =0.10 0.20 0.20
temafloxacin =0.10~50 =0.10 0.20 3.13
E. cloacae (30) tosufloxacin =0.10~50 =0.10 0.20 3.13
ofloxacin =0.10~50 =0.10 0.20 3.13
temafloxacin 0.20~50 25 50 50
S. marcescens 30) tosufloxacin 0.20~50 50 50 50
ofloxacin 0.20~ >100 12.5 >100 >100
temafloxacin =0.10~1.56 0.39 0.39 0.78
P. mirabilis (30 tosufloxacin =0.10~1.56 0.20 0.39 0.39
ofloxacin =0.10~1.56 =0.10 =0.10 0.20
temafloxacin =0.10~0.78 0.20 0.39 0.78
P. vulganis 30 tosufloxacin =0.10~0.78 0.20 0.39 0.39
ofloxacin =0.10~1.56 0.20 0.39 0.39
temafloxacin 0.78 ~ >100 1.56 >100 >100
P. aeruginosa (30) tosufloxacin 0.39~100 1.56 50 50
ofloxacin 0.39~ >100 6.25 100 >100

Table 2. Concentration of temafloxacin in serum and cerebrospinal fluid

Case Age Sex BW Dosing* Dose Sampling Concentration** C/S
no. (y) (kg) (mg) time (h) Serum CSF Ratio
1 55 F 53 S 150 2 1.00 <0.12 <0.12
2 52 M 61 S 150 3 1.90 0.25 0.14
3 79 M 54 S 150 3 1.86 0.64 0.34
4 59 M 45 S 150 3 2.42 0.29 0.12
5 74 F 47 S 150 3 1.56 0.30 0.19
6 81 M 53 S 150 3 0.68 <0.12 <0.18
7 61 M 57 S 150 3 1.30 0.13 0.10
8 68 M 46 S 150 3 0.75 0.15 0.20
9 59 M 52 S 150 3 1.45 0.22 0.22
10 53 M 56 S 150 6 0.39 0.12 <0.33
11 75 M 49 M 150 3 0.54 0.25 0.46
12 66 M 66 M 150 3 0.45 0.16 0.35
13 65 F 48 S 300 2 1.70 0.33 0.19
14 61 M 62 S 300 3 1.90 0.36 0.18
15 63 M, 53 S 300 3 1.70 0.35 0.20
16 67 M 55 S 300 3 1.80 0.32 0.18
17 72 M 57 S 300 6 1.00 0.52 0.52
18 43 F 63 S 300 6 0.45 0.22 0.49

*Dosing,  S: single dose, M: multiple dose,  **Concentration ug/ml
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H#tn=7)TENEN1.49ug/ml, 0.28.g/ml, 0.19,
300mgf% 5-M:(n=3)T1.80#g/ml, 0.34ug/ml, 0.19T
HHMBENOBITRIZEEBO Lol T 12,
150mgli e 5-B(n=2) D 3ME M B, 7 5 UIZ300mgllt
B+ 5-BE(n=3) D 6 K [B] B 0 Bt/ i tb 12 # L # i,
0.41, 0.51TH o7,

3.

i R (AR R

TMFX % /5 L 70 IR B B RIE B 526100 3 1,
AUC, MIMEYEUTI® B CRIKIB, BIMY L%
8B DR % Table 3-1, 3-21Z7R L7z,

TIHEHEI L KM ORBHUADER, Auc
92.9%, CCC 72.7%, CCP 60.0%, Rﬁ%loo%,

Table 3-1. Clinical summary of urethritis patients treated with temafloxacin
pat o Treatment Dav of Urethral WBC | N. gonorrhoeae Evaluation
?\?oe.nt ‘g’g; n:;%s dose route duration Ogsye?‘ Symp- rdeits'r smear|VB gram- culture ¢. trmwm Sile
(mg x /day) (days) |yation| M8 charge 1] stain (chlamydiazyme) | UTI  |Doctor|effects
0 + H + |+ + -
22 |28|G6U| 150x2 [po.| 14 [ 3] « | ¢ |+ |+] - moderate | ™% | ()
erate
7 - + + [+ ] - moderate
0 - +# + |+ + + +
GU
B3]+ | 150x2 [po| 36 LS F | F ]| eﬁ' =)
Cu 7 + + + |+ | - n
14 - - - 10 - - excellent
0| + + + |+ | + + - -
4 |18 |GU| 150x2 |po.| 3 e]m' -)
3 + - - 1-1 - - excellent | et
GU: gonococcal urethritis ~ CU: chlamydial urethritis
Table 3-2. Clinical summary of UTI cases treated with temafloxacin
Treatment Symptoms Pyuria Bacteriuria (before/after)
Case|Age . . —[before/after] Doctor’s | Side
No. | (1) Sex Diagnosis dose duration ( before ) species count (MIC (ug/ml) |ayatuation leffects
(mg x times) | (day) | pain | fever after pe (CFU/ml) [10° CFU/ml
45 | 37 | M [acate epididymits|  300x2 | 7 ||| L | Eefueeslis | 100 | ND el
- ; 7
46 |72 | M |acute epididymitis| 150x2 | 14 ||| —= Eoli | 10 |65 |;derste ()
47 | 37 | M |acute epididymitis| 150 x 2 7 —-i-t- % 4_+ : moderate | (—)
48 | 31 | M |acute epididymitis| 150 x 2 14 % —f— 4_:_" c. trac— fs ND moderate | (—)
: 7
49 |62 | M |acute epididymitis| 300 x 2 7 % lf— 4: E._colz 10 ND excellent | (-)
50 | 73 | M |acute epididymitis| 150x2 | 7 ||| —= CNS | 10 | ND |iderste| ()
51 | 37 | M |acute epididymitis| 150 x 2 7 % ——i_f— 4_+ S. epzdfnmdts <16° 0.10 excellent | (-)
w | ow - K. pneumoniae 10¢ ND
52 | 69 | M |acute epididymitis| 150 x 2 7 |—|— — S. epidermidis excellent | ()
CNS: coagulase-negative staphylococci  ND: not done '
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apE FRR100% T - 72(Table 4),
UTIER SR 28 12 &3 L 22 AUC 8BNS T A 484
BRI, EX5H, HMIBICHHEL0%THY,
QM I HE S NTZE coli 48k, CNS 38, K.
pmewmoniae 1#K, FH8BRAFCNS 18k & Bk  74#(87.5%)
FEBOREEEME L, UTEERFEMERICERKL
FEMEUTT 22800 L CRIBR IS 2 8) 8270
£40.9%, W27.3%, AE31.8%, MERIIHNT S
WRAHEKT2.7%, WEKMI.1%, AE182%THY,
SRS IIENI6.4%, FAR45.4%, ERH18.2%
T o7-(Table 5o HHBIREHG OMET Tid BRI
R BB 3REABI, BABE17H))T80%, BB
BIFITL00% DAEMETH o7z, MIRFEMIITEHA
NHE5ICE Y24k F 204k (83.3% ) AT Kk LS.
avidermidis, CNS#3%K, S.aureus, E. faecalis & 14K,
HelA SR MBE & LTS/ (Table 6)o 4
BHRICH T A TMFXOMIC & MIEE KR ORET T,
6.25ug/mIA T D19RIT ERRIE R L7225, 12.54g/ml
PLEMRISHRAIBRATHE L 72D A TH 572,

IRERIBIF2BIASKIEE, 16IAKIRI L 75307
DRATERT @& - 72T DA b ARH D512
L hiHgk L7,

SRR LR R8BI LT RIREMET100%
DERELH SN,

FH &G LAzs2Blic BB RIPER k2o 5 h
3, MR 2 M Lz30Blics T AR & DM
HAEED N A RIEMO RN LB IETRD Sl h o 72,

o * %

SROPLH ), IRIEVTHE A XY b v, BT
I ERHO>VWHbY® L= 2 —F ) oL RPN EIE, B
TSI RSSE D EMIE & L TR B WIEHI D —D
THAHN, 677 LGRS HHH O,
WAL DB, FRbEt: oKz &% BEZISH LV JEFH)
DRFETHOI T B, TMFX b ELF O R RIEH] 12k
N, BOLDEBEROERITH 5, 7

AE OME N DOWEF T2, TMFXD Y 5 ABHERIC
T HIMEIEAIEEE L L TFLX & [d%, OFLX &
F%ETHY, 75 LBME I L TWETFLY,

Table 4. Clinical effect of temafloxacin

Diagnosis P::.t:n Excellent Moderate Fair Poor Efi(iaecy
AUC 14 7 6 1 92.9%
CCC 22 13 3 1 5 72.7%
CCP 5 1 2 2 3/5
Acute epididymitis 8 3 5 8/8
Urethritis 3 2 1 3/3
Total 52 26 17 1 8 82.7%

AUC: acute uncomplicated cystitis

CCC: chronic complicated cystitis

CCP: chronic complicated pyelonephritis

Table 5. Overall clinical efficacy of temafloxacin in complicated UTI

Bacteriuria Pyuria Cleared Decreased Unchanged bE(f:fteecr:u(i'?a
Eliminated l 8 l 5 3 16 (72.7%)
Decreased
Replaced 1 1 2 ( 9.1%)
Unchanged 4 4 (18.2%)
Bfect n pyuria (40.%%) (27.63%) @1 .78%) P

1| Excellent 8 (36.4%)

[ ] Moderate 10 (45.4%) s G

L] Poor (including failure) 4 (18.2%)
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Table 6. Bacteriological response to temafloxacin in complicated UTI
Isolates No. of strains Eradicated Persisted Strains appearing
(%) after treatment

S. aureus 1
S. epidermidss 3
CNS 3
E. faecalis 2 1/2 1 1
E. coli 12 12/12
C. freundii 2 1/2 1
K. pneumoniae 1 1/1
E. cloacae 3 3/3
E. aerogenes 1 1/1
S. marcescens 1 0/1 1
P. aeruginosa 2 1/2 1

Total 24 20 (83.3%) 4 8

CNS: coagulase-negative staphylococci

OFLX L IZIFEDIMBE N 2R L7z LA L%adH,
P. aeruginosa & S. marcescens T, V3 ) A2
LT b 25ug/mbhEDOMICH RS ZENEFNI0%,
50%BHONTEY, MEROMMERIET 5720,
CHODOBEAHB LT VA F— T VEBHEIINT
BHEHOERICH - Tid, FOBEERZSHEIC
T EREILETH 5,

—fZIZ, —a—F /0 RIEERNIGRBREITEC
&1, GABA®receptor~NIEEMHEER*H/T 57
&, MRKOTMBEEICHET 5 & iR OBRER
DREBEENECERNICH 5 TMFXIZRAUEHE
, B0 HHEHTH B, SEOHKRE T,
150mg & 7212300mg B [E13% 5- 305 ) B OB ITHRIZ
WIFNRL19%ThH D, BRIIHRE LARREROFH
T3, OFLX, FLRX L E D ICBITOLWEH L E 2
Shiz, SEDERMBREHENIC BV TZEWER DR
BRI ohhd o755, E%EETIE245860413
B(0.53%) ICHBERIFEDOLNTWE I EY, &5
IS5 EORETTL, 150mgEftx 561IC B 1) 5 3K
B E 7% 5 U2 300mg B % 551 D6k B O RITER I
FNFN41%, 51% &, HEEKSIRME LD LEN
BITELRLAZ DL, HREBEEL OHERE, T
KRR TERIC BV ARSI BEROHBUZ
FE2IHVENH D,

A E QSRR TIIUTIEE M A EICA LA
AUC 8%, #MMEUTI 2261, RERIBUSTHEH

#(3100%, 81.9%, 100% LR TELHETH-
120 AHIOEANBIREOKEIREE, &6 TIAHDER
HIRRE 265, AUCIZIZ1E100mg, 1H1~2[, #7-
FVEEBER L= 2~ F /70 HICHEKRDOS VP
aeruginosa X S. marcescens D BEFEB % B3  HBHUTI
12131 150mg~300mg, 1H 2@ D5 TH4%EK
MEVHFETEDLEEbND, T2, ZORVHEN
& BT R ABBITE, S, SRR LIRERRH
B EREDOH RS, BIMBRRICH LTS T32HR
PR TELER L BN,

1)

2)

5)

X # ’
WA B, ABIR— P390 B ALFHES
SWMEBERKLBES, FEI KTV 7 L
Temafloxacin(TA-167), K%, 1991
BA(L#F@ESS | R/AREERIEREMON
EEFHETIZ DWW T, Chemotherapy 29 - 76~
79, 1981
UTIFRZES (It E  KRIEFRK) @ UTIEEREFEiEE
(#3K%), Chemotherapy 34 : 408—441, 1986
NEFW : = 2 —F /7 0 v FoRTBITICH
+ 5 B % Chemotherapy 38 : 461 ~ 476,
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B Hig, BHEEEE: HF 0 HORER
EEOME/GF 0 ROERK, LH R
%), pp167~174, 547 - H4 LA, BH,
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In vitro activity, penetration to the cerebrospinal fluid and
clinical evaluation of temafloxacin in urinary tract infections
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Department of Urology (Director: Prof. Y. Ohi), Faculty of Medicine, Kagoshima University
8-35-1, Sakuragaoka, Kagosima 890, Japan
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The in vitro activity of temafloxacin (TMFX) against 30 strains of 11 species isolated from
patients with urinary tract infections (UTI) was measured by the agar dilution method with an
inoculum size of 10 CFU/ml. The drug showed activity comparable with that of tosufloxacin and
comparable with or superior to that of ofloxacin against most of the strains tested.

The mean ratio of cerebrospinal fluid level to serum level 3 hours after a single 150 mg or 300
mg oral dose was 0.19.

The clinical efficacy rates of the drug against 8 cases of acute simple cystitis, 22 cases of
chronic complicated UTI, and 3 cases of gonococcal and/or chlamydial urethritis as judged by the
criteria proposed by the Japanese UTI Committee were 100%, 82% and 100%, respectively.
Neither adverse reactions nor abnormal changes in laboratory findings caused by the drug were
observed.



