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Temafloxacin(TMFX)i&7 R v METREINLH LWL Y Fr A NK U/ BAEFT
HAY, HRO= 2 —F /0 KGR & T 5 Streplococcus prewmoniae |2 313 BHLH 1 4¢
HZRINTWA,

A, FHEZ1IGIOMEGFRIE SRS LEOFEAM L MR Lz, 72, 36
KBV THAOMY B & OERFRELNE L7

FE L PRSREREL B L, TMFX 150mg¥ 721&300mg% 1 B 2[E, 7~17HM#H
5L, UTORE: 1™,

MEENTR C BRETHK LD, Haemophilus influenzae 3% T, Morasella
catarrhalis 28R&T, Staphylococcus aureus, S. pneumoniae, Pseudomonas aeruginosa & % 24k
118k, Klebsiella oxytoca, Enterobacter cloacae® % 1B T T, HEEIZ769% Th -7
1FUCEERE D SS. preumoniae~D RIS AR LT,

ERAREGRR | ERN2BI (SR, SDHREIRE41H), AWsHBHERELL - 18
HREXRE420), BHRHKLIE), LLAR2BMR, BIEHRES % 16), ELh26)
(REXRE2P)T, HEFIL63.6% Tho7zo HMEMBIERIZ R 57208, BRRR
EET2H0IZGOT - GPT, 1HIICBUNDEREE FHASA STz,

8 PR SUE 36112 150me(1 B1) & 712 300mg(2F) 1M S5 L 7o & & A, B P ik
(Bioassay)id TN €11.36, 2.47, 1.70pg/mlC, BIEKFPHEIBREIIL 41.33, 1.79, 2.43

1g/ml T NG 2~ 4BER I Zpeak i3 L7-(B1TEK 4978, 72.5, 142.9%)0
Key words : temafloxacin, FFRZFEREAE, FRRZIFE, BRMIRE

Temafloxacin(TMFX)iZ 7 K v N CTHE SIS L/
LO¥) FUh v Ry BRITEE TH B, kD=
2—% ) 0 EIDGGE & T D Streptococcus preumoniae
KT ORBENPRREN T BY,

A, B4 i AH F 115 0 IR B g A (AR S L
TOHERAMEREME*RET Lz, $72, 3BiCBNT
FHEOMA B L OEEHiREZHE LD THRES
b

I. 5 *

L ERigREE

MSUE(95E, 635, 64K\ T h b BIIEICH
VT, RHEAH150mgE 7213300mg% LEIHES L, #
DEI% TREMICIRM B L R # 7V, mighs &
UM DR FE % Bioassay 12 & 0l L 720
(REW : Escherichia coli kp, "= b 72— 3
vRREM, <—8—F 1 R L),

2. BRIRASRRE

1) w%

FRL2E6 A ~FR3ESA ORI MIC LR RE BT
NBENLBMECH, THSE)T, EHE15~79%
’C'f) 2 f:o

REMFUITable LITRTILC, BHRETL3M,
BUHEREXR, [REWRES26, SHEEX, 2
MRk, Mi%k, MEESIFITH -7,

EIERER IBIEAR, PHEETFTHL, BETER
BETIOCFU/mL LM S Nz b o BRE & L
7oo HE R B 1L Table 112759 8 <, Haemophilus in-
fluenzae 3K, Staphylococcus aureus, S. preumoniae,
Morazella catarrhalis, Pseudomonas aeruginosa % 2 ¥k,
Klebsiella oxytoca, Enterobacter cloacae % 1R D 58 S
Too JEBIS & EBIS I BURSBIT, FEFIL~43nor-
mal flora7), TNATH 5, TRELIZEREBIZO VT
FHIOMICE HlE L7z

2) &5 )7 1 TMFX 1[0 150mg(9 #l) % v L
300mg(2f) %1 H2[E, WIAKREOKRS L1, &5
W7~ 17HE T, R58EI32.1~84gTh -7,

*TI80 AT HIEXE AT 11
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Table 1. Clinical results of temafloxacin therapy
Isolated organisms
i i Laboratory findings
Case|Age|o undelx?ll:i;‘lzogi]:ease (MIC ug/mi) Dosage Zg:: Clinical Side
no. | (y) or complication before WBC |ESR| CRp |(mg/time/day) (mg) effect effects
after (/mm®) {(mm) |(mg/d])
NF 6,000] 40 | 7.5 | 150x1x7
1 |20 [ M | acute pharyngitis NF i i i 150x2 x4 | 2,250 |excellent none
5600 6 | 0.0
NF 8,300 6 | 2.4 |150x2x15 (4,500
2 |25 | M | acute tonsillitis NF ! l 1 good none
5,600| 2 1.6
3 | 15 [ M | acute bronchitis :g 5800 | 15 ] 0.0 | 150x2x7 |2,100 excellent none
acute bronchitis NF 4,400) 15 | 0.5 | 150x2x14 | 4,200
4 |50| F ( intercostal ) S. prneumoniae 10 1) i ) good none
neuralgia (1.56) 4,500 [ 14 0.3
! " S. aureus 108 | 9,400 27 0.9 | 150x2x15 | 4,500 GoT
acute bronchitis (38-+29-88)
5 |17 | F tonsillitis 0.1) ) ! ) good GPT
NF 8,400 | 17 0.1
(36—+45—168)
K. oxytoca 3x107| 3,600| 85 | 2.2 | 150x2x17
bronchiectasis 0.1) 1 l l BUN
617 | F | (pericarditis) E. cloacae_2x106| 3,400| 95 | 2.1 5100 1 poor | 15 190125
NF
S. aureus 7x10°| 16,800 | 95 58 300x2x14 | 8400
(3.13) i ! i
P. aeruginosa 107 19,900 9.3
7 |33 | F | bronchiectasis %{; poor |none
(3.13)
P. aeruginosal0®
(6.25)
pneumonia
8 |63l M after surgery P. aeruginosa 10°| 6,100 05 | 150x2x14 | 4,200
( for esophageal ) NF 1) I i fair |none
carcinoma 5200 20 1.2
H. influenzae >10%| 8400 04 5,100
chronic bronchitis (0.20) ) ) ) 150 x 2 x 17
9 |ssl|F < chronic sinusitis, ) M. catarrhalis 7500| 15 0.2 good |none
hyperlipemia 2x10°
(0.05)
NF
S. pneumoniae 108| 5100 23 | 01 | 300x1x1 | 6,150 GOT
. " (0.39) 1) 1 1 300x2x6 (18-+52-30)
chronic bronchitis | o 2z 4700 20 | 00 | 150x2x7 GPT
10 (72| M ( tmns;(ent ischemic ) 5x107 150x1x1 good Q4—~T5-27)
attac
(0.05)
NF
S. pnewmoniae 108 8,000| 59 | 17 | 150x2x14 | 4,200
0.78) I { 1
H. influenzae 5800 | 45 45
, 5x 107
chronic pulmonary 0.025)
11 | 67 | M | emphysema o fair |none
(bronchial asthma) M. catarrhah: X105
(0.05)
S. pneumoniae 108
(1.56)

NF: normal flora

ND: not determind
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3) HEHE ERFHRICBVT, BRI,

wk, WREE R &) LR ERERICERAL, B
FRE(LIL, KHMBR, CRP, AF#thE, RME
BREE, MEBXE2 OETo . HRIUT ORE
e E L7

g ¢ 3543 B LIRICIEIR, REPTRATLE L,

BEREOMHE YA, EPIEEZLBEREA
b D,
Ai: EROYUENLAMAZEELL LD,
2Ra% | EK, REES, BREOVWTAMIK
ENTDHOLNIL D,
w R, REME b ICKESECBD LR D
272D,
I. & 2

1. IMmiFhs & OEEFRE

Fig. LICAFI DM B & OEERFREOHEB LR L
2o Fig. LWRTIL, MPBREDOEBENENEN
1.36, 2.47, 1.70p#g/mlC, ZOHBKMEIZE 4, 4,
2, 4B TH o7

—%, BHEPREIEEIE£41.33, 179, 243
pg/mliC, ZOIERBITZENER, 4, 2, 4FHT
Hoto

BEPADBITRIZE 4, 97.8, 72.5, 1429% T
Hots

2. HRRa9RRET

PR ERRYAE 116 5 L 7= Bk % Table 11Z/R L
2o E¥h20, H%H5H, BB, EH2HIT,
B EDEHIZ63.6% TH o7z, T/, FRESH
TLRRE OB EITH. influenzae 3¥RET, M. catarrha-
lis 28R& T, S. aureus, S. pneumoniae, P. aeruginosa 4
2Bk 1R, K. oxytoca, E.cloacae® % 1BRETT, BHE
RIZ169% Th o120 1BUCEER D SS. preumoniae
DERRD A SN,

EPI 11 205 B M C5 B RTIC R (40°C)MHTEM TR
iE LS RES T, AH1H300mg %5 L7z
EZAIALANICHES, THEEEEL, HRits X OCRP
bUELLDEREHE L,

EFI2IL 25 RBHDR Y BT EMRBUREST, %
#(38.2°C) & MEFE % 1 3% L ciprofloxacin (CPFX) 3 H
M, cefotiam(CTM)/ i3 H %5 & M7= ASRHIEIR R
ﬁ,mPuwtbxﬂlﬁmmmﬁﬁLtt:6,
118 B CIHSEMBE %, CRP, AMEKKEEIL LD
THHEHE L7, '
JEBI31E 155 B CRARAHO 2R E X KE
T, 37TCH DM, WA, BHEICHLEHLA
300mgik g Lz =5, 3B LIPS LERSE L

IATATOE 3/ R | R DA

FEG 41250 M2 D Sk SR S RAEBIT, 238 IR TH
L0, NI USERIIRAT 5 bW LaniznR
%1 H300mgi¥ 5, 110 BTE, Uk LALDOHE)
EHIE L7ze LA LAFIFEG B R4l TiaMaEw 0
KRTH o 1275, HGHk14 B B OFEWTILS. preumo-
niaeH*10'CFU/mIMkH S Az 7 O WA & M L 7o

REBIS I3 17 M TR MR LR+ MR DIER T
4 BT & O IEEEA, 38.6C DSk L UIRMEBE IO
oA F1H300mgE G Lok T ATHKICHEL,
%, %, WHGUNEEL, S. aurensiHE LI7-0F %K) &
B L7z BB 50T & 0 B RE AR S 7z,
%5150 BICGOT, GPTATHIfED2fE% Mz % LA
HREDOEN-OTHREH LD S Lz EHE L,

FEBI61X 79 LM DR EXIIRIEF T, LHUELT
ABE I % 45 38 TK. onytoca B & U°E. cloacae AR H
ENh/-7-%, EHI1H300mg 17 B MRS L7125, &,
7z EOEIRWEL T, CRP, HiLbFED-OML)
LHIE L —F, K. oxytoca B & UE. cloacae L TH %k
L7ze £7:, 7H HORETBUNDOEE LHAHALN
A !
FEFI 71X 33M LT R ) [E RS T, &,
BRI LBz, £FBER, HEFRHEBRL, Bk
FTP. aeruginosa B £ U'S. aureus DR S N7 729,
A#I1 H600mg 14 H f$x5 L7-4%, fERFELT,
CRP - FIMEREBEN, EBREAEDLOEHEHIEL
A

FEF 813635 B D HERBHT R DI RAEFI T, ME
XBTTHEICRRES L UMAEERTRH D, cefuzo-
nam B & Limipenem/cilastatin{% 5 CTot & LBRE L 7=
A%, BRYETR, WEWKIIREGE L, BIEETEE TP. aeruginosa
AS108CFU/mIik i S =728, &#K|1H300mg 14H
Biixs L&A, &, FEBAY L, P.aeruginosald
R LA IR, MEX#R, CRPFEHBE TR
AR EHE L,

FEBIOS8M AN B RE I RES T, FEET
M. catarrhalis 5 10°CFU/ml iR t & L 7= 7= 8 cefteram
pivoxil 14 HE#x5 3 5 bEHKET, H. influenzae+
M. catarrhalis DIER RGN 5 7272 O A A1 H300mg
5 L7-E2 A, LEAMEI%TERRRD, KRS
=, BRENEHEL:-OEHEHE L.

FEBI101X 72 B D BMRELRAESIT, HIEM
RELTWALZ A, F2h, ERMHEL, EHEEE &
WM Lo MMEERBIR LEEREETS.
pmeumoniae B £ OH. influenzae SR S i/, K
#1H600mg 7 HM#xS LIEBBRE L/ L 25, Bk
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150 mg
39 Case no. 3: 59 yr M, pulmonary emphysema
97.8%
2+ @————@ serum

O- — — —O sputum

Concentration (ug/ml)

Time after administration (h)

300 mg
3 Case no. 2: 63 yr M, pulmonary emphysema
72.5%

Concentration (ug/ml)

Time after administration (h)

34 300 mg Case no. 1: 64 yr M, pulmonary emphysema

142.9%

Concentration (ug/ml)

0 T T
2 4 6 8 10

Time after administration (h)

T

Fig. 1. Serum and sputum concentrations of temafloxacin after a single dose.
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B, WA Lo OFF R RICHE L, S5
THEES L ZARRE O HELOTHR LN
EL7

L#L, 14HHBO®HRZE TGOT, 'GPTOREE L5 2t
Hh, FEHEEORECTERMEICEEL ZDOTEH
LEHED D E LI

ER111367RB MO FNE + BRI DEE T, KK
B%CS. pnewmoniae, H. influenzaed & M. catarrha-
HsO= W S 77, &H1H300mgl4 B 4%
ELen, BRED ) bH. influenzae EM. catar-
rhalistE T2 L 72h%, S. pnewmoniae X FESE L, GO,
BOh LR YEFIIL LT, LREREHE L,

HEMRERRVThOEFATLRD O o
72

Table 2 FELBRBREMBOMEBL T LD, 15
IZBUN, f1D28I2GOT, GPTORE LA RHLN
AN

om. & %

9, R OBEPBIFICONT AL E, FOBIT
OB A B E 3Bl BWT, ERER,
72.5%, 97.8%, 142.9% Tdh ) T DfliiE, K24 H
TIHBR L 7 lomefloxacin (LFLX)*D1it[16.7 ~94.2%
& Ultosufloxacin (TFLX) D 1iti19.8~900% & Lt L
T, BALILLLVEMTH -7,

AT AH % R0 A I B AE 114904 45645 L 7z [0 R 1 A8
EABE, AR LEATEITHEHE3.6% T o720
HIEOLFLX (86))3 & U'TFLX (8B DA %Iz E N
Fh, 625% 8B L U100%THY, F 7, ciproflo-
xacin (CPFX) D 8 ZAHBR(1460)" 8 & % fli ik i6 5%
GIPDERFITEFNFNST1%8 L U64.4%Th
Sl Enb, AEOFHEIZILFLYXE L UCPFX &
RSN TH oV Bt - BHICHAS L&,
2MT83.3%, BUTI%DEDERLEZBMTRVK
BMTholo BRENCEKKIOWEEXHABE, H in

Table 2. Laboratory findings before and after administration of temafloxacin

Before (B) Peripheral blood Liver function Renal function
Case
0. & RBC Hb Ht WBC | Eosino. | GOT | GPT | ALP | BUN | Creatinine
After (A) | (x10%mm®) | (@dl | (%) | (mmd) (%) aum | @u/my | UMD |(mg/d) | (mg/d)
1 B 464 151 | 444 6000 0 11 4 75 19 0.9
A 485 15.7 | 46.6 5600 14 11 91 16 0.8
2 B 506 15.7 | 47.5 8300 1 21 14 82 19 0.8
A 504 15.7 | 46.7 5400 0 20 27 75 15 0.9
3 B 528 16.0 | 47.0 5800 2 12 10 278 12 0.8
A NT NT NT NT NT NT NT NT NT NT
4 B 412 12.1 | 35.9 4400 0 24 21 74 13 0.6
A 408 11.9 | 35.2 4500 0 21 20 71 12 0.5
5 B 451 13.7 | 404 9400 0 38 36 142 16 0.6
A 451 13.6 | 40.1 8400 0 88 168 140 16 0.7
6 B 316 10.6 | 31.8 3600 0 21 16 77 18 0.5
A 322 10.7 | 32.1 3400 1 26 12 90 25 0.7
7 B 419 7.5 24.8 | 16800 0 11 4 63 8 0.5
A 448 7.8 25.8 | 19900 0 10 10 64 8 0.5
8 B 424 134 | 40.2 6100 2 19 6 119 14 0.9
A 422 13.5 | 40.1 5200 0 21 6 106 14 0.9
9 B 449 13.8 | 40.4 8400 1 18 12 78 23 0.7
A 460 141 | 41.2 7500 2 15 13 82 14 0.7
10 B 418 13.7 | 40.5 5100 1 18 14 113 14 0.8
A 406 13.1 | 394 5700 1 30 27 113 8 0.7
1 B 423 13.6 | 41.7 8000 1 44 21 123 15 0.8
A 448 14.7 | 444 5800 4 42 15 140 15 0.9

NT: not tested
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fluenzae 3PR(MIC=0.025~0.20ug/ml), M. calarrhalis
3 ¥k (7 0.05 #g/ml), K. oxytoca (€] 0.10 ng/ml), E.
cloacae H1RIZETHRB &Nz,

—7%, S. aureus (MIC 0.1, 3.13ug/ml), S. pneumo-
niae (I8 0.39, 0.78 ug/ml), P. aeruginosa (7] 3.13
pg/m)E2BRISRIHEE0% Th o 7o S DRBHIEH
FOMICLIERPIBRE,» SEZ TRYLRMRTHA
Do

BL, FEBILLID S. preumonize DMICI0.78 1g/ml
LEVWICO AL TIRE ST, £/, EM4TS
tmeumoniae (MIC 1.56 ug/m) DR RiAtdH 72 &
1, S. pneumoniaelZX$¥ % A FMEHT A 0 55 21 % S
THLDTHN, FHTHEEShALIIVE, WEL
A+FTHHIEERBR LTV S,

LRI BT B IR SRR R ODhE 2 #RET L7
FEROTILS. pneumoniae DINAHE & 7T, 19894
10N L EMLCdH - 72H. influenzae & 1KV TEE A
E—IlhoTWh, TDELL L, RRHEHDS.
pmeumoniae X3t T AMBEND L B—RBORRILT I
b, F72, S. aureusB L U'P. aeruginosa b BREEH50%
TMICA3.13 pg/mILA E DB AR Sz mi b ER
*ETHLEIATHA ),

ZEUOE TIHEERREMTGOT, GPTB LW
BUNDEEE FAMR /L4, BMEMEIER
FooNT, REMRIBVWIDELBRDbNS,

UEDEERLID, KENIFEICH. influenzae B £ M.
catarrhalis\l & B IPRBFEBEIEIC BV THAM Y RiE
THLDEEDLNS,
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4)

5)

6)

X 73
Hardy D J, Swanson R N, Hensey D M, Ramer N
R, Bower R R, Hanson C W, Chu D T W, Fer.
nandes P B: Comparative antibacterial activities
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Clinical trials of temafloxacin in patients with respiratory tract infections

Yasuo Tanno, Kiyo Nishioka, Ruriko Sato, Hisako Ogiwara, Yuko Sato
and Tamotsu Takishima
First Department of Internal Medicine, School of Medicine, Tohoku University.
1-1 Seiryo-cho, Aoba-ku, Sendai 980, Japan

Pharmacokinetic and clinical studies of temafloxacin (TMFX), a new pyridonecarboxylic acid
antibacterial agent, were performed, and the results obtained were as follows:

1) Pharmacokinetic study

Serum and sputum levels of TMFX were measured in three patients with chronic pulmonary
emphysema treated with 150 mg (1 patient) or 300 mg (2 patients) orally. The peak serum levels
were 1.36, and 2.47 and1.70 xg/ml, 4, and 2 and 4 hours, respectively, after administration. The
peak sputum levels were 1.33, and 1.79 and 2.43 xg/ml, 4, and 2 and 4 hours, respectively, after
administration. The ratios of peak sputum levels to peak serum levels were 97.8, and 72.5 and
142.9%, respectively.

2) Clinical study

Eleven patients with respiratory tract infections (RTIs) (acute bronchitis 3, chronic brochitis 2,
bronchiectasis 2, acute pharyngitis 1, acute tonsillitis 1, pneumonia 1, chronic pulmonary
emphysema 1) were given 300 or 600 mg per day orally for 7~17 days. The clinical efficacy rate
was 63.6%. Ten of the thirteen causative organisms (3/3 Haemophilus influenzae, 2/2 Moraxella
catarrhalis, 1/2 Staphylococcus aureus, 1/2 Streptococcus pneumoniae, 1/2 Pseudomonas aeruginosa,
1/1 Klebsiella oxytoca, 1/1 Enterobacter cloacae) were eradicated.

No subjective side effects were observed, while transient, slight elevations of laboratory test
values (GOT, GPT, BUN) were found in 3 patients.

Based on these results, we concluded that TMFX is an effective and useful oral antibacterial
agent for the treatment of RTIs, particu.larly those caused by H. influenzae and M. catarrhalis.



