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6% Dextran

Leukocyte
v !
! v \ rich plasma
solution Ficoll-paque HBSS
500 g, 30 min. washing

_ -
Heparinized PMN
blood suspension

PMNs =1 x 105/ml
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Distilled water (0.95 ml)
Vigorous agitation (60 sec.)

Fig. 1. Bactericidal assay with sub-MIC (1/16, 1/4, 1 MIC)

of quinolones.

'T036 FLRTTHAERFATS



CHEMOTHERAPY

296 DEC. 1993
2)  POPMNICYER % E S -4 (Fig. 2)
S B & RARIRBEL, 1074/ mITPMN( X 10°, 2X 69 Dextran o W \ b o
108/mh) & & $1237C T605MRM L7zo £ D#%HBSS solution %mwumaqng HBSS
S L, 150X TR L T ORMERL L | |— — - e T | ) e
72(2[), T OPMN%EBIWTHMIEE NE L7, WR Heparinized PMN
blood suspension

W &AL L FARTH B,

2. [HRER UER

19904E4 A A5 19914E3 A 12 MR RilbeE, F 7013
ABE TR A B W I R I IR UIE & BB I & 1ule) 3 %
wmonsaplzags Lo FONRIZANSEL L
4%, WA RO 260, i1, Sk
WRIBITdH o720 FERIL28IKN HT74ET, 150% kR
E60MLLLTH o7z HEHIEH 26, KB TH
ol MM E 2 B & ) R IERIB 2 A5 B AERNIE
ol

TMFX D& 5-#1x, £F11 B 300mg% 52 TREOK
51, Z5HEZ7TE»S148TH 70

R D E IR A YA TSR, Uk, WEIKRE
MR, 5F, WEXMEE, R/ik, CRPME, BIMEK
e & C, REBYSETIIHERMG, HRORE, RPT
R Tk ol
I. # e

1. & bPMN & DR VER OB

1) ZEH) L PMN % FMICHR T IR S €725 6
Fig. 313 EABEMTOMIEMBTH 5, SRIORE
BETIIHEBOMGIIR SN L h 5 72,

Temafloxacin

(log)
7

-------- control
————1/16 MIC
1/4 MIC
1 MIC

viable cells
<

5 T )

Fig. 2.

PMNs = 4, 2x10%ml
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antibiotics 0.5 mi (=10, 1 ug/ml)
{ temafloxacin, ofloxacin, norfloxacn
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]
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0.05 ml H
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Distilled water (0.95 ml)
Vigorous agitation (60 sec.)

Colony counting

Bactericidal assay with pre-treatment (1, 10 pg/ml,
60 min.) of quinolones.

Norfloxacin
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PMN: polymorphonuclear leukocytes

1

Time (h)

Fig. 3. Killing of Escherichia coli No. 59 by sub-MIC of quinolones (without PMNs).
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Fig. 4. Killing of Escherichia coli No. 59 by PMNs by sub-MIC (1/16, 1/4, 1 MIC)

of quinolones.
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Fig. 5. Kiling of Escherichia coli No. 59 by PMN alone.
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+
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+
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—— PMN x 10¢/ml

+
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Time (h)
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Fig. 6. Killing of Escherichia coli No. 59 by PMN with pre-

treatment (1, 10 ug/ml, 60 min.) of temafloxacin.
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2. IR LB

BAEW DMER % Table LIS L7zo KAME S5z
B3 DWEIR 70 & Haemophilus influenzaeHS, JEFISDFH
SF. colin S tc, THG KT B AR OMICH
FNEFN0.054g/ml&0.0254g/mLTFTH o7, SR
5D ) LEEBI3DH. influenzaetd D HIZiHE LTz, &

PMN + Ofloxacin PMN + Norfloxacin
(log) (log)
84 8-
------ control - -——-- control
— ——PMN 1x 10%ml ~—=PMN 1 x10%ml
+ +
" Ofloxacin 1 ug/ml Norfloxacin 1 pg/m!
2 2
o —— PMN 2x 10%ml s —— PMN 2x 10/l
2 + 3 +
> Ofloxacin 1 pg/ml B Norfloxacin 1 ug/ml
6- 6
- ——PMN 1 x 105/ml — ——=PMN 1 x 10%/ml
+ +
Ofloxacin 10 pg/ml Norfloxacin 10 pg/ml
—— PMN x 10%/ml ———— PMN 2 x 10°%ml
+ +
> T > Ofloxacin 10 g/ml 5% T 3 Norfloxacin 10 pg/nl
Time (h) Time (h)
Fig. 7. Killing of Escherichia coli No. 59 by PMN with pre- Fig. 8. Kiling of Escherichia coli No. 59 by PMN with pre-
treatment (1, 10 pg/ml, 60 min) of ofloxacin. treatment (1, 10 ug/ml, 60 min) of norfloxacin.
Table 1. Clinical summary of temafloxacin
Temafloxacin Isolated organism Effect
(i::ie l?yg)e Sex Diagnosis dose duration| total species MIC | Lo bacterio- |Side effects
(mg x times) | (day) |dose (g) P (ug/ml) logical
1 | 71 | F |acute bronchitis 150 x 2 13 3.9 ND good | unknown none
2 | 69 | F |acute bronchitis 150 x 2 7 2.1 ND good | unknown none
3 | 74 | M |acute bronchitis 150 x 2 13.5 4.05 | H. influenzae| 0.05 | good |eradicated| none
4 |61 | F |acute bronchitis 150 x 2 7 2.1 ND good | unknown none
5 | 60 | F |chronic bronchitis | 150 x2 8 24 NF poor | unknown none
6 | 74 | F |chronic bronchitis | 150 x 2 9 2.7 |ND fair | unknown | urticaria
7 | 73 | M |pneumonia 150 x 2 7 2.1 NF good | unknown none
8 | 28 | F |acute cystitis 150 x 2 7 2.1 E. coli =0.025| good | unknown none

NF: normal flora  ND: not determined
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LEMEE S L BARE ISR EEEEE LT
bo I AERBRTENRMEERIML, RiE
ETIREOGIB RSN LT RIF 2 ERER LR
7%

ThEITEHF/uvEINE FRvy AOEMBE D
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BRFTHLI EPHON S, FF300mg 1A% 5T
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v FCORE T, MFERE ISR - B TH5
~6ff, MTIRF2EORITERLIRT L SNDY, PMN
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NFLX ? 10 p#g/mILEE C i1 1 FE R % T3 75 L PMN B
LENR L, 2B TIIPMNERL ) L ABROBL

Table 2. Laboratory findings before and after administration of temafloxacin

Case(B| RBC | Hb | Ht | WBC | Plate |S-GOT|S-GPT|Al-Pase|{ LDH |v-GTP| TC | T-Bil. | BUN | S-Cr CRP
no. |A|(x10%|(g/dl) | (%) |(/mm®) [(x 10%)| AU | UM | @UM | @UM) | AUN) |(mg/dl) |(mg/d])|(mg/dl) |(mg/dl)
1 B| 424 |13.1(37.7|10600 | 20.9 22 12 60 186 12 202 0.6 21 09 |70
A| 393 |[11.6{35.4| 5900 | 30.0 23 21 55 170 14 170 0.2 24 0.7 0.2
2 B| 485 |14.8 [44.1| 8800 | 26.9 27 26 108 173 159 262 0.9 17 0.8 |3.0
A| 436 |13.5(39.2| 5600 | 25.1 23 22 91 145 108 248 0.6 19 0.8 (0.0
3 B| 482 |14.5|44.8| 8500 | 15.1 21 17 53 145 15 152 1.0 20 0.7 (1.8
Al 470 |[14.6 |42.8| 8200 | 17.4 22 19 53 144 15 118 0.7 26 0.8 |0.0
4 B| 451 [13.5|40.6| 7000 | 16.6 17 15 95 180 18 225 0.3 14 0.7 0.1
A| 436 |13.0(38.4] 5100 | 14.7 17 11 86 204 19 233 0.4 17 0.8 |0.0
5 B| 427 |13.5)38.9 9600 | 25.0 22 12 98‘ 188 23 313 0.5 15 0.7 |10.1
Al 411 [12.337.8] 7000 | 33.7 25 11 85 195 21 242 0.3 10 0.7 (0.7
6 B| 423 [14.0(39.3| 7400 | 29.2 22 13 50 177 15 306 0.5 15 0.7 0.1
A 31 13 46 199 13 266 0.7 12 0.6 |0.1
7 B| 390 |11.935.1| 12700 | 27.7 19 11 73 181 24 0.3 13 0.8 |33
A| 413 [12.235.5] 11400 | 24.3 29 12 69 197 23 0.3 18 09 |0.8
A:after  B: before
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Basic and clinical studies on temafloxacin

Yuichi Hirai, Moriyasu Tsujino, Hisashi Nakahata, Rumiko Aoki and Kazuo Takebe
Third Department of Internal Medicine, Hirosaki University, School of Medicine

Zaifu-cho 5, Hirosaki-shi, Aomori 036, Japan

Laboratory and clinical studies were performed on a new quinolone derivative, temafloxacin

(TMFX).

The bactericidal activity of human polymorphonuclear leukocytes (PMN) against Escherichia coli

was increased by the addition of sub-MIC of TMFX. The activity was also augmented by pre-

treatment with a relatively high concentration of TMFX. These effects of TMFX were more
remarkable than those of ofloxacin (OFLX) and norfloxacin (NFLX).
TMFX was administrated to seven patients with respiratory tract infection and one patient with

urinary tract infection orally at a dose of 300 mg twice a day for 7 to 14 days. The results were

good in 6, fair in 1 and poor in 1. The efficacy rate was 75.0%. One side effect observed was mild

urticaria-like exanthema. No abnormal clinical laboratory findings were observed.



