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*Fig LR L7ze & b IHS 2 % 12 peak 255 L,
FOMITFNFN137£013xg/ml, 0.71 £0.38
ug/ml & FHNENFLX ORI 245 DL A B RE % 7’ L 72,

2) R

AH| W NICNFLX DR A BE L & b 12442 ~ 41k
#HiZpeak® R L, FNEFN302.6+36.74g/ml, 381.4
+153.4pg/mlITHh o720 T 7-24W M F TORRAEIL
I AH 13655+ 7.8%, NFLX342.7£11.3%Tdh -
7:(Fig. 2)o

3) JMYHHEMINT X =5 —

AH A OVINFLX 2 ISR 2 38 4 5 3R o 2 2 ¢
J A— % — % Table 127K L 720 peak IIL il * i &
(Cmax)$ & Upeak BT max) i &K Tid £h£11.46
+0.09¢g/ml, 2.00%0.71h, NFLX TiZ # N ##0.80
+0.40ug/ml, 1.60£0.55hTdH - 70 FWIA(T),2)B
L IREMRTHRAUC)TIREA I EhFhe24
0.89h, 14.99+1.854g+h/ml, NFLXTiZF N ¥h5.21

£0.64h, 497£1.75pg°h/mITH o720 £ 72, Rehf
INH 1L BN EH65.5£7.8% £42.7+11.3% T,
Cmax®, Ti,2**, AUC**B X URPEIR* IZEnT
B 2= 6 7 (paired ttest: *p < 0.05, *p<
0.01)
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YeAEBE Z 3. AHK1E 150mgZ V> L300mg% 1
H2BRHEG L, TDOELF UTIEDFE A%
W28 & O ICERNTE > THRE 21T 5 72,
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a. SMHBMHMERAEELLFIOEH% Table 212

2—
200 mg (Mean + SD, n - 5)
- —@—— TMFX
g
L=V
f —(0O——NFLX
S 1
2
:
19}
0 T T T T T T I T
0 2 4 6 10 12 24
Time (h)
Time after zﬁl)muustratlon 05 1 2 4 6 8 10 12 24
Temafloxacin (ug/ml) 0.60 1.14 1.37 1.33 1.15 0.91 0.70 0.57 0.43 0.13
(mean * SD) +0.53 +028 *0.13 +0.14 +0.09 *0.10 =*0.11 *0.09 +0.09 =*0.04
Norfloxacin (ug/ml) 0.17 0.67 0.71 0.56 0.41 0.29 0.19 0.14 0.11 0.04
(mean * SD) +0.07 +0.30 *0.38 *0.24 +0.15 +0.10 +0.06 +0.05 =+0.04 =0.02

Fig. 1.

Serum levels of temafloxacin and norfloxacin after a single administration.
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b, B IR B RS AE B 105 OEH % Table
MR LT UTIEREEICAE LEMILSFITH Y, ¥
W3, ERSHITH -7

Table 5IX8FINREHRIREERLIZBDTH 5,
WERICH LTI BMEAL3E, AESHITH -7z, IR
Rkt LTREF(L3F, SFefl, REFITH -7,
RERREHEBIDOAZIHE % Table 6178 L72,

B LEDWD L
BlERBD LD o1,

MG 22 10 Kh A T B 510 1 40k & A5 i Aile
BED S LW M3k LR S - b o, KK DN
73 D §G > Pseudomonas aeruginosa, Cilrobacler freundii
T & O IWMEBRATEM L 72(Table 7)o

C. IEMRTMERR A M #1350 DYy % Table 8IZ/R L
T2 79 I VTHIRMEEO20NETH BHIEIRTE R
Poleh, 14BEHETEENTH o7, D16
(X Staphylococcus epidermidisHSorHE 2, FHEME L
FEMTH DA, UTIHED SR L7,

d. MBMERT IR IBE O3B OB % Table 9IZR L

VLR et S e i 51 (B AH) C U AT R

SEIBMMBEEF T - 71205, H 7 — T VEBIEF(1 7oo 3B & BUTIHEHIZEF L L b o 7oA, FIRIEN
400 200 mg (n = 5) ~100
i —— TMFX
== ! —-O——- - ——-NFLX
[ 80 o
| 3
~ 300- S
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P | T, _| '_ ______
0 T T T T T I } 0
0 2 4 6 8 12 24
Time (h)
Time after ?hd')’“‘“smt"’“ 0~2 2~4 4~6 6~8 8~12 12~24
temafloxacin 248.3 302.6 226.6 149.2 77.6 45.5
. +136.4 +36.7 £71.8 +52.7 +32.4 +20.3
concentration
(ug/ml) norfloxacin 360.7 381.4 123.5 78.6 40.9 21.1
Mean +156.0 +153.4 +29.7 +19.0 +17.9 +7.3
+SD

temafloxacin 9.2 22.2 32.5 39.9 52.3 6535
cumulative +4.3 +6.5 +6.7 +7.4 +7.1 +78
re“g}’fry norfloxacin 10.7 22.9 29.3 33.2 37.7 42.7
- ’ +3.2 +7.6 +9.1 +10.0 +10.5 +11.3

Fig. 2. Urinary excretion of temafloxacin and norfloxacin after a single administration.
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Table 1. Serum levels of temafloxacin and norfloxacin in healthy subjects after single oral dose of 200 mg

Subject Pharmacokinetic parameters
ubjec
no. Conax T nax Thre AUC,..,,  urinary excretion
(ug/ml) (h) (h) (ug - h/ml) 0~24 h (%)
1 141 2.00 5.57 13.09 72.07
2 1.46 2.00 6.28 13.76 53.85
3 1.55 3.00 6.32 16.78 64.20
Temafloxacin 4 1.54 1.00 5.39 14,16 73.31
5 1.34 2.00 7.65 17.15 63.88
average 1.46* 2.00 6.24** 14.99** 65.46*
SD 0.09 0.71 0.89 1.85 781
1 1.06 1.00 4.61 4.74 43.52
2 1.25 2.00 5.34 7.33 51.52
3 0.90 2.00 4,81 6.11 55.58
Norfloxacin 4 0.41 2.00 5.07 3.20 34.03
5 0.36 1.00 6.24 3.47 28.77
average 0.80 1.60 5.21 4.97 42.68
SD 0.40 0.55 0.64 1.75 11.33
*p<0.05 **p<0.01
HPLC method
Table 2. Clinical summary of uncomplicated cystitis cases treated with temafloxacin
Age N Dosage . e sy MIC* Evaluation** Side
No. 1) Sex | Diagnosis (mg/day x days) Symptoms* | Pyuria Bacteriuria (106 CFU/m) - o s
: 6
1127 |F AUC 300 x 3 Jf 14}_’-2 E. col ) 10 01 excellent | excellent | —
) 5
2|20 |F| Auc 300 x 3 T S s“p"’ph{'f;“ 0089 | excelent | excelent | —
: 7
3(23|F AUC 300 x 3 f Otl E. col O 10 0.5 excellent | excellent | —
“ W CNS 105 0.39
4|48 | F AUC 300 x 3 E. cols 0.05 excellent | excellent | —
- 0~1 (=)
; 5
5|8 |F| auc | 30x3 * B8O derte | exelen | -
; 6
6|45 |F| AuC 300 x 3 + - S “‘W"{‘f)'” 10 02 | excellent | excellent | —
7029 |F| auC 300 x 3 e 5 10 SO0 | et | excelent | —
; 6
860 [F| AUC | 303 ) B E O cnclent | excelnt | -
ole |F| auc 300 x 2 e TR = W00 01 | oy iided | excellnt | —
: 3
10|67 |F| auc 300 x 3 * (Bl AT\ B oxied | god | -
1|69 |F| AuC 300 x 3 | = excluded | good | -
AUC: acute uncomplicated cystitis ~ * before treatment ~ ** UTI: criteria proposed by the Japanese UTI Committee

after treatment

Dr.: doctor's evaluation
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Table 3. Overall clinical efficacy of temafloxacin in uncomplicated cystitis

Symptom Resolved Improved Persisted Efficacy on
Pyuria cleared | decreased |unchanged | cleared |decreased |unchanged | cleared |decreased |unchanged | bacteriuria
eliminated 7 1 8
.. |decreased 0
Bacteriuria (ceplaced)
unchanged 0
ain
Efﬁcacgn():riiatjon 8 0 0 case total
’ 8
Efficacy on pyuria 7 1 0
E:\] Excellent 7
overall efficacy rate
|:I Moderate 1 8/8
[ Poor (or failed) 0

Table 4. Clinical summary of complicated UTI cases treated with temafloxacin

o228 sy Diagnosis Ul Dosage Bacteriria® MIC* Pyuria Evaluation** Side
" Gm) underlying condition | 8¥OUP (mg/day x days) (106 CFU/ml) UTI pr | effects
cce P. aeruginosa 107 50 -
18 M|————| G1 600 x 5 P. aeruginosa " >100 ——| poor good -
T prostatic cancer . 10 H
P. aeruginosa 100
CCP . 5
2|7 | F | neurogenic bladder | G-3 600 x 5 P dETuEmOsa 104 >100 il poor poor -
P. aeruginosa 10 >100 #
I-renal stone
) CCP L
—_— P. mirabilis 10° 3.13 +#
3(8 | F | neurogenic bladder | G-3 600 x 5 . mirabilis 0 5 - poor poor -
r-renal stone
CCC ..
— C. freundii 108 50 +#
4184 | M B?H G4 600 x 5 C. freundsi 10 ) ™ poor good —
prostatic stone
CCC E. coli 105 0.1 +
5(7|F nelrogenic biadder G4 600 x 5 =) = 0 excellent | excellent | —
CCC . K. pneumonize  10° 0.2 +
6 —_ -
65 | M newrogenic bladder G4 600 x 5 =) — -1 excellent | excellent
© CCC E. coli 10° 0.1 +
7|65 — | G- _
F newrogeic bladder G4 600 x 5 =) — 0 excellent | excellent
CCC , "
B[ 70 | M | newogeric badder | G4 | 600 x5 | Lrdemgmesa 100 100 * | opoor | fir | —
P. aeruginosa 10 - +
ureteral reflux
cee () - +
LR v 600 x 5 | . epidermidis 50 |g—|exclded | far | —
] " Streptococcus sp. 25
0[n|p|—=LC (=) - 5~ 10 _
= neurogeric bladder 600 x 5 ) — <1 excluded | good
CCC: chronic complicated cystitis * before treatment  ** UTI: criteria proposed by the Japanese UTI Committee
BPH: benign prostatic hypertrophy after treatment Dr.: doctor’s evaluation

CCP: chronic complicated pyelonephritis
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SETIATR2BI, WHBITH -7z,

e SR AR LI AH) 1M IR E AT,
FEREMNETEANTH 2720 BEDR S & UMICH
HEZT, R LD o3RS N7 Proteus mirabilis 7S AR
HoRKEEE Z bz, (Table 10)

2) WA

VL AR % £ 45 U7 28 RE BN IFEFH,  BiRR R A
fiD R IFFRD LN 72,

FRNLHB W L TEMED L W EHTHY, |
FAMIH & DILERBT D12, BFEDOY Y Fopk
¥ B A A O o THEHE M 7 3K T d BNFLY &

Table 7. Bacteriological response to temafloxacin in
complicated UTI

Isolated No. of strains Eradicated  Persisted*

E. cols 2 2/2
) ]lII.I ,,% } A\#V . - K. pneumoniae 1 11
TMFX\Z 7 7 LR, 79 ABYER B & OWesUH: C. freundii 1 1
W7 & LIRIEWIT 2 _ Y7 b I ARk L, Moy P. mirabilis 1 1
5 AWM, WA, 253 YT, w4379 X~ P aewginosa 3 3
I LTIERICMVWER I 2/ LY, Chhrbon Total 8 3/8 5
FRRICHA R S N HAFITH B, *regardless of bacterial count
Table 5. Overall clinical efficacy of temafloxacin in complicated UTI
Pyuria Effect on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated [ 3 | 3
Decreased
Replaced
Unchanged 3 5
Effect on pyuria 3 3 pahel;t total
[— 2
[: Moderate overall efficacy rate
oderaf a/8
: Poor (or failed) 5
Table 6. Overall clinical efficacy of temafloxacin classified by the type of infection
Overall
Group No. of patients | Excellent Moderate Poor efficacy
rate
group 1 (indwelling catheter) 1 1 0/1
Mono- group 2 (post-prostatectomy)
microbial group 3 (upper UTI) 2 2 0/2
infection group 4 (lower UTD) 5 3 2 3/5
sub total 8 3 5 3/8
Poly- group 5 (indwelling catheter)
microbial group 6 (no indwelling catheter)
infection sub total
Total 8 3 5 3/8
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Table 8. Clinical summary of urethritis cases treated with temafloxacin
] Treatment,  |Day of WBC N. gonorrhoeae ) Evaluation*
Age ) — abser- Symot Urethral C. trachomalis Side effects
Yo. () |Diagnosis | dose~(duration ODSET- |SYMPIOMS | 1 charge [smear |VB, |gram- culture {MIC | chiamydiazyme) un | e ide etlec
(mg x times)| (days) |vation stain '
] 0| + + + +
1(2| NGU | 150x2 [ 14 7 - - 0 not done excellent -
14 - - 0 excellent
0 + + + | - -+
2140| NGU | 300 x 2 14 17 - - - - not done excellent -
14 - 0] - excellent
0 i " B Species: S. epidermidis
3({2 | NGU | 150 x2 | 17 7 not done excellent Count: 107
m _ 0l - MIC: 0.2
*UTL criteria proposed by the Japanese UTI Committee
Dr.: doctor's evaluation
NGU: nongonococcal urethritis
Table 9. Clinical summary of chronic prostatitis patients treated with temafloxacin
Treatment WBC* Bacteria* Evaluation** |
o[ Symptom* VB VB EPS VB e
o. i tom
| S e T v, v s By - o | o, e
mg x imes) | {days species | count |species | count | species |count [MIC | species |count | MIC
1~ |11~ ~v-haemol-
I e _
sl s0x2 | 1 H | 3]s - . | __|yticstre- | 10° | 0.2 |exclu good| —
- - |1~ ptococcus | ded
3 (=)
1~ Bacillus
+ 2 sp. | 107 [0.39 |exclu-
2 — === ——|——|— = | == -
A130x2 | 15 . =) ded good
4
+ 3~5 A Jocalis| 10% |>100 exclu
3n —_ == || ————— | —|— - _
00x2 | 13 ™ i NFR gt :g ded [P
9 A. faecalis
* before treatment **UTL: criteria proposed by the Japanese UTI Committee
ater treatment Dr.: doctor’s evaluation
NFR: glucose-nonfermentative rods
Table 10. Clinical summary of epididymitis case treated with temafloxacin
Age Treatment MIC Doctar's | S
No. S _ - . - - octor’s ide
) ex Diagnosis dose duration | Symptom* | Pyuria Bacteriuria (105CFU/ml) | evaluation | effects
(mg x times) | (days)
_ I 6
165 | M | Lacute epididymitis | 300 x 2 7 * | Pomirabilis 10 089 god | —
7~10 (=)
* befoe treatment
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DMT200mg i EH 512 & B ENBREE & 0 2 4 —
/"_Hi‘: J: V) ’f’ﬁﬁ’l Lt’o #‘ﬁﬂiiNFLX k'[‘max, Tl/gti
KL TWAB L DD, CmaxiINFLXOM2{, AUCK
W3k ThY, MEHLEEEZ S L, NFLXL L~
FROHFAMLIHELOOThHo7, TN IETHDbA
EY (ROYGIEN b TG G R a8 v §: 4 K i ol S P Y
NS %R L 22ofloxacin®iZid B LI Wb D
Dlomefloxacin® & I ZIXF M2 EHRMEL R L, HKL
DTN S h 7z,

CNOOHHE ), AL EEL, A% 1E2E
BHEIEGIC & D ERIRE % 1T o 720 BMEHEAEME IR
RBELIHI R UTIRENS (A B L 7284 TR 76,
AL NI KT D - 7275, UTIHRBISEHL
7o IS BME M PR B A B 8B TR AL ER
36U, EREHIE VI BETH o720 BEIOSHOS L
ABTIEAF OHLR T DTGV Pseudomonas aeruginosa,
Citrobacter freundii ST HE S TV 7z, 58D D1HITid
EH| DR D B B Proteus mirabilisH35TBE S T/
A, BREBAICLIBUTETRLEION, AL
B2 LR EREEREIER L2 WIRETH - /2L
Zrohl, FKBHREREEBIDOILIFIT
THRERD 2B TIIEITH - 72, BUERTLIRRA
ZOIPNTETUTIEREICER L b o 7295, EBE
HETIEAER20, EHIFITHY, invieDHEN
GlaZETHLAROFRAESENSND, SHH
B EAREZO1FIEAF ARG * 1TV, FHREEHE
TIEMNTH -7

BIER, BRREMOREIZIFALZEDLNT, K
BlOZEEITRR I N,

DEX Y, AENLLREBRIEIBIC BT 5 REEME R
BAEK LTHRALZERITHA EEZ LN,

8)

X 73
WH M, ARSI —  H39E B A {bemy
SRV HALMIEE, FHL v H Yy,
Temafloxacin (TA-167), K7, 1991
UTIFFERXUCE © KBLIERK) | UTISA)ER{ A i
(#53/K)o Chemotherapy 34: 408~441, 1986
UTHFZE &N | KIRIERK) | UTIZEADEM S i
(% 3/)) :& 4o Chemotherapy 39: 894 ~ 932,
1989
TR, BA K, KIGE=, Bit#L §
TREEW, TEMEEF | REBIIEICITT HAT
2266 DEMEN, HERAIMET. Chemotherapy 32
(S-3): 829~837, 1984
IHERERE, A K, KEE=, eHHL ¥
B %, HHEFEFR D REEEEINT ADL
8280 D H:AEN), HERHIMETo Chemotherapy 32
(S-1): 725~734, 1984
mA %, HE A, BEERN  GREBEEE
1281 H5BAY09867 D HEHER, Falk MR,
Chemotherapy 33 (S-7): 746~760, 1985
BHIER, AR &K FEE—, BHEER @
REGEEIKIC BT HT-3262 DB, ERY
#5t, Chemotherapy 36 (S-9) : 1129~ 1137,
1988
WA %, BHIEE, BEHEA @ GREHER
2B HNY- 198D RN, BIRBRE
Chemotherapy 36 (S-2): 1010~1019, 1988
BHIEE, HEE—, EEFERA  BREHER
|23 B Sparfloxacin (SPFX)DEBERY, FRRE
#5to Chemotherapy 39 (S-4): 523~530, 1991
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Basic and clinical studies on-temafloxacin in urology

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

Noriyuki ke
Department of Urology, Kochi Prefectural Central Hospital

Yoshihiro Kamei
Department of Urology, Takahashi Hospital

Hitoshi Tsuchida
Department of Urology, Takeshita Hospital

We studied temafloxacin (TMFX), a new oral antimicrobial agent, for its absorption and
excretion, clinical efficacy and side effects.

1) TMFX 200 mg and norfloxacin (NFLX) 200 mg were administered to five healthy
volunteers. Serum levels reached a maximum of 1.37j:0.13/1g/ml at 2 h with TMFX and 0.71 %
0.38 #g/ml at 2 h with NFLX. The urinary recovery rates within 24 h were 65.5+7.8% with
TMFX and 42.7+11.3% with NFLX.

2) Twenty-eight patients with genitourinary tract infections were treated with TMFX. They
consisted of 11 patients with acute uncomplicated cystitis (AUC), 10 with complicated urinary
tract infection (CUTI), 3 with non-gonococcal urethritis (NGU), 3 with chronic prostatitis and one
with acute epididymitis. Eight patients with AUC, 3 of 8 with CUTI and 2 with NGU were
effectively treated by the criteria of the Japanese UTI Committee.

3) No side effects were observed. Clinical laboratory tests showed no abnormalities in any of
the 28 cases.



