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WAk Table 1- 1D T, FDMOBMD Y S 1% JEBIDPAR NI DV T, HRE LT,
Table 1-20EHIZHEV, EH), 11%h, WEYD3BMHIC 2. HEhHiNE
g Lo (L4 H
WERIRIE, FRERIDR L MR 2 WRL, £ KRBROK R & 7 o 1 BBMEBRIBE H BV iy
BEOWEI L 0 ER, AR, WHE Lo 28,  HORMM L ) S Rz likk % BAIKEd2m Ry
RIEOBA MW FENIR 2, WERLEBEOBED  WSEBEBIET L,
BEIMRREE TR ENRERL L (2)AFik ,
FLARAMICOWTIE, 2OFUN L REML R TMFX, ciprofloxacin(CPFX), ofloxacin(OFLX),
L, EGEDHEICE ) IWICHR, Wi, 220, norfloxacin(NFLX), enoxacin(ENX) B & Uf pipemjdic
i, JERICARM OSBRI M TE L 7o acid(PPA)CXY 3 B MIC % H AR LA 4 SiE M |
(5)irine LYillzE L7z,

Table 1-1. Criteria for bacteriological efficacy of temafloxacin on Shigella spp.

Description Efficacy

Culture negative on the 2nd day of administration ; excellent
no bacterial discharge observed thereafter

ex) + + — — — — — - = - - - — — (=)

ex) + + + — — — — = — — = = = = (=)

Culture positive during administration ; good
no bacterial discharge observed thereafter
<« E
ex) + + + + + + + - - = - = = = (=)
« > E
ex) + + — + + — 4+ — = = = = = — (=)

Culture positive sporadically during and after poor
administration

ex) + + + + — — — + — + = - -

—>

ex) + — — — - - = - 4 - = = -

| = | =

Culture negative on the day of administration ;
no bacterial discharge observed thereafter

ex), + = — = = = = = — - — — - — (=)

o 0 .. . unknown
Culture positive during administration;

no bacterial discharge observed thereafter but
another antimicrobial agent administered

ex) + + + + + + + - = = = - — — (=)
« — > E
ex) + + - — - - - - - - = - — — (=)

«—>: administration of temafloxacin
<«—----—> 1 administration of another antimicrobial agent
+  : culture positive
- : culture negative
() :culture after discharge from hospital
E  : discharged from hospital - '
ex :example
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Table 1-2. Criteria for bacteriological efficacy of temafloxacin on causative isolates other than Shigella spp.
Description
on the day of during after Efficacy
administration administration administration
+ - - excellent
+
- + —
d not tested good
“““““ + not tested -
+
- +
not tested
+
- - + poor
v not tested
+
- not tested
not tested
not tested
not tested not tested
unknown
+
— + —
not tested another antimicrobial
N _ agent administered
not tested

+: culture positive  —: culture negative

LB, PHEEROBIREERICIBREE TS 3 S
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KHzPO4, 1.18%NaCl, 1.20%(NH4)2S04, 0.12%CaClz,
0.25% MgSO4 - H0 % & & & W) : 37.5ml,
Resazurin(0.1%7/K{& ) : 1ml, L-cystein * HCI *+ Hz0 :
0.5g, L-ascorbic acid(25%/K&#) : 2ml, Na;CO3(8%
&) . 50ml, Agar : 0.5g, KWK : 860mlIEM &
L7

BE iy 1 4 FE 48 0> JE 38355 [ TS(BBL), CLED(OXOID),
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7K), SS(BBL), TCBS(BBL), BBE(#&3), KM-CW(H k),
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oK E, 103612 BRREDRIRE LL,
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RRAOWFIIA B ERAIBEE  REH=14"
25), ¥ VEF THRLIBIEL @ 10), H > ¥osty y-
W 2oBU(F8 1), BRY 71) *85%s8I(Fs : 0), I
BERRMRBEEBRIFIES :0), TLI16I(EE)
Tdholco BMBHEBRGIL1260(ES5 ©7), F1-5EE
PRI SN h o 1 R(EREMG ) EEI21261Th
5 7:(Table 4-1, 4-2)0

Table 2. Number of cases analyzed

Item No. of cases

Total cases 127
e cases evaluated for usefulness 93
e cases evaluated for clinical and/or

bacteriological efficacy 92
e cases evaluated for adverse effect 126
e cases evaluated for laboratory findings 103
Cases excluded 35
e neither causative organisms nor

symptoms 22
¢ insufficient drug administration 5
e preceeding antimicrobial agents 4
* insufficient stool culture 2
® less than 16 years of age 1
e discontinuation due to adverse effect 1

Table 3. Age and sex distribution of the cases
evaluated for usefulness

Age (years) Male Female Total
16~19 1 1 2
20~29 23 22 45
30~39 13 10 23
40~49 3 6 9
50~59 2 5 7
60~69 3 3 6
70~ 0 1 1
Total 45 48 93
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BREHE DR % Table 51I7R T o MW MEARHA
4% U & T B BRI G326], HWEM IS
b5 L UERHE X 1201 OFH 4R THHRHULT,
HHEI100%TdH o 720

AEEMHE(Table 6) X WHBICR 2 &, RAWR
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ofre HVEFR T B(n=11)TIXTRRATERY, 28R R,
A EN THIEIISL8N TH o720  DEER) D28
HOTROBEE»SFEE SN L DT, FARSK
TsHEE12BRICENENEHRPALNIZLOT
H%bo

Campylobacter jejuni 108k % 1X Lod, £ DHLDOE BRI
SVTRETHMULTH Y, £ETEDHFIT71.8%,
EHENIT4%TH 570

R ERH M EORE L Table 7423 T & H 2, Y
EA T MR E THPR AR SRz 7odMR) & 72 -
Bl ERRE, THYPRULTHY), 24T9I7.8%
DHEYRTH o7,

R e

HITER L, 12681 1Bl0.8%IC RSNz, £DON
Bk, HHIZEG2ABICBREDRIE NA LR,
kanamycin{ZEEH L L7, ‘

R AR AR AR D ST R WFI L, 10360k 761(6.8%) 12
BN, WHEO LAV ELLDTH 7288, I
Bhboudi <, Wb —fitk L Bhh/(Table 8),

B, WREMBLTHRASNZIFIIONTLER
SR 2D 5 12,

)% Rt

B E et T 2 CHE S 7B RO

Table 4-1. List of cases evaluated for clinical and bacteriological efficacy

No. of patients for No. of Total no. of Total
. . linical linical and carriers for patle.nts and no- of
Diagnosis :fﬂczcy baccte:iol oa:ical sub- bacteriological carriers for patients
Shigellosis 6 8 14 25 33 39
Enteritis caused by
Salmonella spp. 0 1 1 10 11 11
C. jejuni 0 8 8 1 9 9
V. parahaemolyticus 0 5 5 0 5 5
V. cholerae 0 1 1 0 1 1
EPEC/ETEC/EIEC* 0 3 3 0 3 3
Multiple organisms 2 3 5 7 10 12
Pathogen negative 12 — 12 — 12
enteritis
Total 20 29 49 43 72 92

* EPEC; Enteropathogenic E. col,

ETEC; Enterotoxigenic E. coli, EIEC; Enteroinvasive E. coli

Table 4-2. List of polymicrobial infections

S. sonnei, Salmonella 04

S. sonnei, Salmonella 09

S. sonnei, P. shigelloides

S. sonnei, A. sobria

S. sonnei, EPEC*

S. flexneri, ETEC*

S. flexneni, A. sobria

S. flexnen, P. shigelloides

S. boydii, EIEC*

C. jejuni, A. hydrophila

V. parahaemolyticus, A. hydrophila
S. sonnei, Salmonella 03, P. shigelloides

e e e

—

*EPEC; Enteropathogenic E. coli,

ETEC; Enterotoxigenic E. coli,

EIEC; Enteroinvasive E. coli
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Table 5. Clinical efficacy of temafloxacin
. . No. of Clinical efficacy. Efficacy rate (%)
Diagnosis cases
excellent good poor excellent excellent + good
Shigellosis 14 4 10 28.6 100
Enteritis caused by
Salmonella spp. 1 0 1 0 11
C. jejuns 8 3 5 3/8 8/8
V. parahaemolyticus 5 3 2 3/5 5/5 .
V. cholerae 1 0 1 0 n
E. coli 3 1 2 1/3 3/3
Multiple organisms 5 1 4 1/5 5/5
Pathogen-negative
enteritis 12 6 6 50.0 100
Total 49 18 31 36.7 100
Table 6. Bacteriological efficacy of temafloxacin
o . No. of Bacteriological efficacy Efficacy rate (%)
rganism isolates excellent good poor excellent excellent + good
Shigella spp. 39 29 10 0 744 100
S. sonnei 29 19 10 0 65.5 100
S. flexneri 10 10 0 0 100 100
Salmonella spp. 11 7 2 2 63.6 81.8
C. jejuni 10 5 5 0 50.0 100
V. parahaemolyticus 5 3 2 0 3/5 5/5
V. cholerae 1 1 0 0 11 11
E. coli 6 6 0 0 6/6 6/6
EPEC* 1 1 0 0 11 11
ETEC* 2 2 0 0 2/2 2/2
EIEC* 3 3 0 0 3/3 3/3
P. shigelloides 3 3 0 0 3/3 33
Aeromonas spp. 3 2 1 0 2/3 3/3
A. hydrophila 1 0 1 0 0 11
A. sobria 2 2 0 0 2/2 2/2
Total 78 56 20 2 71.8 97.4
* EPEC; Enteropathogenic E. coli, ETEC; Enterotoxigenic E. coli, EIEC; Enteroinvasive E. coli
Table 7. Global clinical efficacy of temafloxacin
Di . No. of Global clinical efficacy Efficacy rate (%)
1agrosis isolates excellent good poor excellent excellent +good
Shigellosis 39 24 15 0 61.5 100
Enteritis caused by
Salmonella spp. 11 7 2 2 63.6 81.8
C. jejuni 9 4 5 0 444 100
V. parahaemolyticus 5 4 1 0 4/5 5/5
V. cholerae 1 1 0 0 11 11
E. coli 3 3 0 0 3/3 3/3
Muiltiple ‘organisms 12 8 4 0 66.7 100
Pathogen negative )
enteritis 12 6 6 0 50.0 v 100

Total 92 57 . 33 2 62.0 ) 97.8
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B Table SR T o MEMEARHTIS0%, HNVEA  0.104g/mTdH Y, MICoofitli20.054¢/ml, MICooffitd
SEAT8I8BNAHARGWREL)ZRL, RAMD  0.104g/mITdh - 720 WL 726H D1 CIECPFXIZAK
FEKOVTRETHRENLETH 7o 2, Mtk <HDOTHY, OFLXL ) LR T,

TR R, TR IS & S h K1, DFNERTIR

FRENGERREBRE ERIERAP R L0 TH PN T AT IR228RICK T B TMFX OMICH B & O
bo B VERTHBRTORMHI2E)E, BB LA MICooldEN N, 0.05~0.204g/ml, 0.201g/mITdH
YT REZTHEHREIR OGN O TH S, &FT o7 FHMWIK &, CPFXICRSLDTH o7,

58 1%ATER ISR, 95.7%2%m R LAk & v ) BT NHr¥Uny y—

Hole C. jejuni 8BRIZH 3 AMICIHIZ, TMFX#4%0.05~0.10
2. HH(Table 10-1, 10-2) png/ml &g b A - 72,
DFRE R 4) % DAL DR
FHEE 38K X T A TMFX P MIC1120.025 ~ Mo C7 ) A 68k, KIBR 78k, Acromonasi® 2k,

Table 8. Abnormal changes in laboratory findings

Age . Laboratory findings Relation to
Case Sex Organisms Item :
(v/0) before after follow-up temafloxacin
.. GOT U/ 15 39
1. M 30 Acute enteritis GPT QU/) 25 69 probable
2. F 26 S. sonnei GPT 15 59 27 probable
3. M 22 C. jejuni GPT 24 55 probable
4. F 22 S. flexneri 2a Unne' - + probable
protein
GOT 19 82 34
5. M 23 S. sonnei GPT 17 140 82 possible
ALP (KAU) 6.8 11.4 9.6
. GOT 22.4 64.8 35.5 .
6. M 32 S. sonnei GPT 937 75.8 45.3 possible
Eosino- 58 616
7. F 19 Salmonella 09 phils (/) probable
Table 9. Usefulness of temafloxacin
Usefulness Usefulness rate
. . No. of
Diagnosis cases m.arkedly . .fajrly . ma.rkedly m'arkedly satrinsaf:léfglrz+
satisfactory satisfactory satisfactory unsatisfactory unsatisfactory satisfactory satisfactory
Shigellosis 40 22 16 1 1 55.0 95.0
Enteritis caused by
Sab.nanella Spp. 11 7 2 2 63.6 81.8
C. jejuni 9 4 5 44.4 100
V. parahaemolyticus 5 4 1 4/5 5/5
V. cholerae 1 1 11 11
E. cqli 3 3 3/3 3/3
Multiple organisms 12 8 4 66.7 100

Pathogen negative
enteritis 12 5 7 41.7 100

Total 93 54 35 1 2 1 58.1 95.7
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Plesiomonas shigelloides 3%kB L VT L 58 18RIZxF L
Tid, WTFhOIEH S MICTHIXED - 72,0
3. FEATFRIEHIR AT 33 X U AT M D2

1EEBI

ﬁﬂuizﬁtm%ﬂs'@, OHMD A > FIkdiTH & I
E #1006 LA E DKL & 38.5C DRMTRIE, #5257
BICIETE L72AKBMEAS10EH 1, #5395 B 113k

B2 & 7% 5 72

£5 199 B DML TShigella flexneri 3adRHB Eh, A
Be L7z TMFXBRIAEH DM XK CdH 5 720

FEFI21X 21D BYT, W3HXAMT 7 ) H 2lkiT
L, MELEMA S 1B %EORIKEI4HHE, 0
%18 30 OUKMEAHE S 72 7= D RIE % V), Shigella
sonnei SRR SN ABE L 7zo TMFX BRIAGIE )8 12 4k

2)RAT B & VIl P IEHIMBE (Table 11-1, 11.9)

26l & b ABRBBAD O TMFXRE 2B L1, 5
1T, 0 EH 5 200 % O J M P I IXTMFX A
St orent, 2BRBLURSHTEA 2L
372,08 & 1°646.218/gDIRETH 5 /2, #IE, 9
H#%OWIREK2MEM B L 0K T E B OBHOMm ki
i3, ENEN4.67, 1.848 L U0.964g/mTh o1,

EFI2THE, FAEPREEIE ) B 2B ARER, 173,
1 B#i1253.8, 2H#%W1502.95 & R T B A#3432
ug/gTh o7z, I, 2BHOFAMBER2EWS LY
RTHHOWDOMEFIREIZENZFN0.99, 23184
U1.18ug/miTdh - 720

3P e DB (Table 11-1, 11-2)

FEBIL : BFRMEHBF D 9 B, Enterobacteriaceae, (£,

BTHo7, coli, Cilrobacter freundii, Enterobacter cloacae)id TMFX
Table 10-1. Minimum inhibitory concentrations of the six quinolones against
clinical isolates of Shigella spp. and Salmonella spp.
o ) MIC*
rganism(n) Dru
g g 50% 90% Range

Shigella spp. (38) temafloxacin 0.05 0.10 0.025~0.10
ciprofloxacin 0.025 0.025 =0.003~0.05
enoxacin 0.10 0.20 0.10~0.39
norfloxacin 0.10 0.10 0.05~0.20
ofloxacin 0.10 0.10 0.05~0.20
pipemidic acid 0.78 0.78 0.78~3.13

Salmonella sp. (22) temafloxacin 0.10 0.20 0.05~0.20
ciprofloxacin 0.05 0.05 0.025~0.05
enoxacin 0.20 0.20 0.20
norfloxacin 0.20 0.20 0.10~0.20
ofloxacin 0.20 0.20 0.10~0.20
pipemidic acid 1.56 1.56 1.56

* pg/ml (inoculum size; 106 cells/ml)

Table 10-2. Minimum inhibitory concentrations of the six quinolones against clinical isolates of Campylobacter jejuni,
Escherichia coli, Vibrio parahaemolyticus, Plesiomonas shigelloides, Vibrio cholerae, Aeromonas

hydrophila and Aeromonas sobria
MIC range*
Organism —
temafloxacin ciprofloxacin enoxacin norfloxacin ofloxacin pipemidic acid

C. jejuni (8) 0.05~0.10 0.20~0.78 0.39~1.56 0.78~3.13 0.20~0.78  6.25~25
E. coli (7) 0.05~1.56 0.025~0.39 0.10~12.5 0.10~1.56 0.05~0.39  0.78~100
V. parahaemolyticus (6) 0.10~0.78 0.05~0.20 0.20~0.39 0.20~0.39 0.20~0.78  1.56~6.25
P. shigelloides (3) 0.013~0.05 =0.003~0.025 0.05~0.20 0.05~0.10 0.025~0.10 0.78~1.56
V. cholerae (1) =0.003 0.006 0.05 0.05 0.05 0.78
Aeromonas spp. (2) 0.05~0.10 0.013 0.05~0.10 0.05~0.10 0.025~0.05 0.39

* ug/ml (inoculum size; 106 cells/mi)
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BAHTICHE. coli & H0N28.7/g T o 727%, IRIEHR B
IURTERCRRHLNVETEZY, LEMET
PREAEEEL 2D o7

EnterococcitdMRIER B L UV TEZ TR L~
LT Ch o 7275, LB %213 E48 L7zo Streptococci
nIb, DEETRRIIIOTITH - BN
 FEMERBICRRERRILER O h o7,

WAKHE T, Peptococcaceae & Bifidobacterium i3
BEFPORTEBZICOTTEA L, &TLEAMKIC
BRI SN o 7o Lactobacillus & Fusobacterium &
AR Lz7s, &7 LEMEIEES L 72, Bac-
tonidesBIZIE K E R EALIZ R 6 NT', Eubacterium &
Lec{+)Clostridium (I &R B LB L THRE S 25
120 Lec(—)Clostridium & ARZERT I AR S 7z hs, B
iR LR THLEMTRIE L 7.

HEBI2 ¢ AT SUPERIIE CIXIRIEN8.4/g TH » 720 L.
colil3RIC2 HE D LML, KT LHMMKIZS B L
%70 - 72 Enterococcitd RS2 A A & iHde L7z hs#
TLBM %I EB L 72 Streptococci ld AR S A7z
o7z WML EILIRIER Bt & FEW WA L,
T LEMBRICES L,

Bk S MW BE T, Bifidobacterium & Bactleroides I 13
MRFE2 B o &%k LT HICEB L7,

Peptococcaceae t& 3" Il E 4, Lactobacilius,
Fusobacterium & Lec(—)Clostridium (& JRIEH T L A0
[UEKRTdH - 720 Eubacterium (IR T HMHM Sz
o720 Lec(+)Clostridiumid & MM E e 0 5 72,
7, MEMERBICIIERBPRKELEDIIA LA
0 TRERICOKRELREILIZR S W o 7225,
HTIAMECENERIZSICREHEL 22572,

Table 11-1. Fecal concentration of temafloxacin and microflora in case 1

Day of study
Organisms
-1 0 1 2 3 4 5 11
" S. flexneri 6.6*
E. coli 8.7
C. freundis 2.6
E. cloacae 6.3
S. epidermidis 2.8] 3.3
a-haemolytic Streptococcus 7.9 8.3
Group D Streptococcus 8.1 8.1 59| 8.8
E. faecium 5.8
E. avium 7.6 6.6
Corynebacterium spp. 8.8 9.3
Bacillus spp. 3.1
Total aerobes 8.9 8.5 8.8 94
Peptococcaceae 9.6 9.7 7.3
Bifidobacterium 10.0 9.9 8.8
Lactobacillus 7.8 6.9 5.7 8.2
Veillonella 4.6 9.1
Fusobacterium 6.2 4.3 3.8] 6.9
B. vulgatus 9.3 9.0
B. uniformis 9.5
B. thetaiotaomicron 9.9 9.0
B. fragilis 8.3
B. ovatus 7.6 8.8 10.3
..... Lec(-)Clostridium 8.0 8.8
Total anaerobes 10.2 10.3 10.3] 9.9
Total (aerobe + anaerobe) 10.2 10.3 10.3| 10.0
H * %
Temafloxacin concentration )fecal(yg/g) .......................... ND ............ 3720 6462 .........
{ serum (ug/ml) 4.67 1.84 0.96
Administration of temafloxacin $413818810818138

* No. of organisms (log;o/g)  ** ND; not detected
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Table 11-2. Fecal concentration of temafloxacin and microflora in case 2
Day of study
Organisms
0 1 2 3 4 5 1
E. cols 8.4
K. pneumoniae 33
C. freundii 34
E. cloacae 2.8
S. aureus 2.8 3.8
Coagulase(-)Staphylococcus 2.8
E. faecalis 3.6 52
E. avium 5.0 6.4
P. aeruginosa 38
Bacillus spp. 3.2 8.3
C. albicans 3.7 3.3
Candida spp. 2.6 3.6 33
............................................................................................... PPN P! SN TN SRR Nora
Total aerobes 8.4 3.9 33| 83
Peptococcaceae 8.5 8.6 76| 83
Bifidobacterium 9.8 81| 86
Lactobacillus 5.4 9.1 43| 54
Eubacterium 8.8 9.0
Veillonella 6.5 6.1 74
Fusobacterium 9.6 10.4 104 | 85
B. vulgatus 8.6
B. distasonis 9.9 9.0
B. thetaiotaomicron 8.6
B. fragilis 9.6 9.6
B. ovatus 9.0 9.0
Lec(-) Clostridium 9.3 9.7 971 71
Total anaerobes 10.4 10.5 104 | 9.9
Total (aerobe + anaerobe) 10.4 10.5 104 99
. . fecal (ug/g) 173.1 | 253.8 | 502.9 343.2
Temafloxacin concentration LT T S E R o L RLALrt SECITLLTEY TS
i serum (ug/ml) 0.99 2.31 1.18
Administration of temafloxacin 343183103083 188133

* No. of organisms (log,o/g)

om = =
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We evaluated the clinical effect, safety and usefulness of a new quinolone antimicrobial agent,
temafloxacin (TMFX), in patients with acute infectious enteritis, mainly shigellosis, and carriers of
enteric pathogens. The daily dose of TMFX was 600 mg, twice a day for 7 days in Salmonella
enteritis and for 5 days in other infections.

1. Of 127 cases studied, 92 cases were evaluated: 39 cases of shigellosis, 11 of Salmonella
enteritis, 9 of Campylobacter enteritis, 5 of Vibrio parahaemolyticus enteritis, 4 of other enteritis, 12
of polymicrobial infectious enteritis and 12 of acute enteritis that were pathogen-negative.

2. The clinical efficacy rate for symptoms was 100% in 49 cases.

3. Interms of bacteriological response, the rate of eradication was 100% in 39, 10 and 6 cases
of infections caused by Shigella spp., Campylobacter spp. and EPEC, respectively. It was 81.8 % in
11 cases of Salmonella spp..

4. As side effects, skin eruption was observed in 1 (0.8%) of 126 cases, although this symptom
disappeared after withdrawal of the drug. Abnormal changes in laboratory findings were noted in
7 (6.8%) of 103 cases, and included mainly the elevation of transaminase (GOT, GPT), although
they were all slight in degree.

5. In 93 evaluable cases, the clinical usefulness rates were 58.1 and 95.7% for marked
satisfaction, and marked satisfaction and satisfaction, respectively.

6. The antimicrobial activity of TMFX was closest to that of ciprofloxacin, and slightly
superior to ofloxacin for Shigella spp., Salmonella spp. and Escherichia coli. For Campylobatter Spp.-.
TMFX was superior to the other agents tested.

7. The fecal drug concentrations and effects on fecal microflora were determined in two
patients with shigellosis.

TMFX was excreted into feces at a high concentration from 11 hours after the initial
administration of TMFX until the day after the final dosage (173.1~646.2 xg/g).

Enterobacteriaceae and Enterococci were well supressed, while the former did not recover to the
initial level even after the final dosage. In one case, Bacteroides spp. was also decreased, although
the total viable counts of anaerobes remained constant.

From these results, TMFX is considered to be a very useful agent for the treatment of acute
enteric infections.



