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CHEMOTHERAPY DEC. 1985

WIKBBEER I B 1) % Cefixime (CFIX) @
ERM B L OB RRR ST

FUEI— « BT EM - hEsfth - B B
JREE - FrRERLE - SFREX - AR
P RFEL IR BRI HE

EREH - REW= - KT
SRR 37 SR B R B E

=HEE - FA—1E
=H - FRIIBRE FHEERT

FLLve 7z ARROMENE Cefixime (CFIX) DERMB & CERIR % 1T1o, LUF DRk i
21/,

D ED EHEEREERE (C-UT) BELDSM L7 5 ARY 8 BEIIERICHT 2
CFIX ® MIC 434 % CEX, CCL, CXD # & U* CDX EHBREALLER, FRRLEB IS LT
AL DEES hicER T,

2) WX - B 5 BOREEEEIC CFIX 200mg & ##Ett CEX (L-CEX) 1,000mg % # h 2 h
cross-over K THEIRG L 7z, K@ FHMEEE 2 CFIX TRE 4 BRE%ICHD 2. 12ug/ml, L-
CEX T3 1 B¥fil£8.81ug/ml, 5B5%8.88ug/ml £ “HEME Th > 12, BETHRTBE L L 10
5 4 ~ 6 B/ T CFIX 118ug/ml, L-CEX 2,206ug/ml ThH- 12,

3) RPEN  ELRORBEKAE BT E. coli, K.pneumoniae 35 % 1F S. marcescens 1253 3 R
FHENZRE L7 RER, F13 L-CEX L DBHS piclh T,

4) ERARRCHT : BMEEMMEBERER (AUC) 40811z 1 H100~400mg 532, 3~28H, C-UTI 426
12200 % 7213400mg 43 2, 5~588FE, WEMFEEL (GU) 8 #112100~400mg 5+ 2, 5 ~26HfE’% S
LU7zo AUC TIZERN2361, BRI, D2E%2 6, EH2HTHY , UTIEHICAEL 72366IT
BITRDEMET, BRERL THAL 12, C-UTI THENH, HH0H, 6% 8 6, 10
BloggTHy, UTI giﬁﬂlﬁ’ﬂL7:33@]?0i73%0)ﬁ§ﬂ$f'%?ﬁ9€$ii79°/o'f’3'>9 2o GU TRE
3B, B2, LLERIBIT, N.gonorrhoeae 3% Tk L -, BIER L, THIH 10, BS
EHEOFRN 1B A ST, WIThLBELO—BRETH- 12,

Cefixime (CFIX) (b##h&t Fig. 1) 13, HRES DL Fig.1 Chemical structure of Cefixime
FCBOTHES N HY 7 2 ARTAEYETH), 1-73 /%

77O0ART VBEOIGUE =R, TR ALEF S AP+

COOH
A3/ BEBL Twa, KA2&H f-lactamase iR E T, 7 5
. . s H.N S 0 X CH=CH,
LB~BRYECHLECAEEE A E L, Bk ¥ 7 2 ARED T ] N
ATRABHORE St >1:7 7 ARMBBBIHL THHRORE N I C — CONH
S

NEFTBZLDBHON TS 1Y,

[
NOCH,COOH H H

SE, FESIEFORRE L & CICERIIR % T 12 O Tt

T3,
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L% s ATCC 39188, CEX T B.subtilis ATCC 6633« L7z,
: ‘ K510, LREEED S BRFRELRY, E.coli
1. & 7 K . pneumoniae # £ U0 S. marcescens |23t 3 5 M E| D R
FEFIS84E 5 B & 0 BEFIS9E 8 H & TICHRHMEIE IR PHEERREL:, T4bb, BEALR (NHE

FEREORT L ) DES N YRERFRECNT 24K
% o MIC % # #, Cephalexin (CEX), Cefaclor
(CCL), Cefroxadine (CXD) ¥ & 0f Cefadroxil
(CDX) A%tHE & L THERE LT, HRERE I Es
(628k), Citrobacter freundii (60%K),
Klebstella pneumoniae (60%%), Enterobacter cloacae
(60%k), Serratia marcescens (628F), Proteus mir-
abilis (55 &), Proteus indole (+) (45 £), Pseudo-
monas  aeruginosa (60%k) ThH 5, HEEHZ310°/ml
T, MIC fIE i ARFFEFEFELR V1T L o7
2. ENEIEES L ORPHIE
BRIS9E 1 B, RBEEMORE 2B BERAZT
EEESHEMRELT, HR (v 7AY YAy
F, Sy 7 AYa2—Z 1) 305 #%AH200mg (100
mg# 7+ 2ff) & Cephalexin OFffitEBAI TH 5
CEX# % (ML FL-CEX & ¥ %) 1,000mg % cross
over ETHEIRS L, MET S L CIRPBE & ZRH
I” bioassay & 12 THIE L 72, REE IEAHKIT E.coli

cherichia coli

EiTvrFrvr15) EROT, EREHEORER
ROEZ HRIC L BFIRAT (27 21ERL, WIKEH
FREC & > THIGOBDOFKBEHHEILE SN 2 ZAFKRA
(n) #@EL, Thx=RPHEIM (Antimicrobial
activity in urine, LIF AAU &3 %) & L7, [RIBGH#A
WHIRK Eic 7oy b &R, ZOANE L VEREATHER
BRI L2, AAU ORETCHV 2 SERIE, Bid
DOHENOBRSHCHVLERD S B, ThENDERED
HW50%DEKOHE 21T 2 MIC B2 BEAIHL
TRET2EEL SRR ERFHIE Lz, ZORKE,
E .coli L-52 (MIC: CFIX 0.78ug/ml, CEX 12.5ug/
ml), K.pneumoniae SQ-43 (MIC: CFIX 0.1ug/ml,
CEX 12.5¢g/ml), S.marcescens L-108 (MIC: CFIX
50ug/ml, CEX >100xg/ml) @ 3 BosEE SN,

3. ERIRAVRRES

i) BBFIS84E 1 B SBBAIS9%E 2 A £ TITik2 %2
L, RBEMOEE #5871 3HEEHEREML (Acute
uncomplicated cystitis, LLF AUC £ 3 %) EE406)

Fig. 2 Sensitivity distribution of organisms isolated
from patients with complicated UTI
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2 30 |- 0—OCEX
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MIC(ug/ml) [<002s] 0.05 | 0.1 | 02 [039] 078 [ 156 | 313 | 625]125] 25 | 50 | 100 |>100) Total
CFIX s | 4| 4 |26]8] 2] 1 1 2 | 62
CEX o |3 ||| 1]2]nje
ccL 3 17 wlw]|6]2]1]1 9 | 62
CXD 5 2721 5 | 62
CDX 2 [ 2] 3] 1 1| 3162
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Fig. 3 Sensitivity distribution of organisms isolated
from patients with complicated UTI
C.freundii (60 strains) (106cells/ml)
%
g T o—eCFIX
5 0F 0—oCEX
£ 80k o—oCCL
] x—x CXD
s a—a CDX
Z 60p
=]
= 50
5
§. 40 /./.
2 30+ /
2 20
§ ok ._.—__./‘/.
Y .

MIC(ug/ml) [£0.0250 0.05 | 0.1 | 0.2 {039 ]0.78 | 1.56 | 3.13 | 6.25 | 12. 25 |-50 | 100 |>100| Total
CFIX 1 3 1 2 4 3 5 4 2 2 1 3 29 | 60
CEX 1 1 4 1 4 49 | 60
CCL 1 1 2 2 4 3 47 | 60
CXD 1 2 2 2 2 51| 60
CDX 1 1 2 5 51 | 60

Fig. 4 Sensitivity distribution of organisms isolated
from patients with complicated UTI
K. pneumoniae (60 strains)  (10%ells/ml)
%
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3

MIC(ug/ml) [£0.025 0.05 [ 0.1 | 0.2 [0.39]0.78 | 1.56 [ 3.13 | 6.25 [ 125 | 25 | 50 | 100 |>100{ Total
CFIX 1 6 19 19 6 6 2 1 60
CEX 4 26 20| 2 8 60
CCL 10 11 11 7 6 1 5 1 1 7 60
CXD 5 29 11 2 4 3 6 60
CDX 2 27 17 5 2 1 6 60
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Fig.5 Sensitivity distribution of organisms isolated
from patients with complicated UTI

E.cloacae (60 strains) (105cells/ml)
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MIC(gg/ml) [£0025 0.05] 0.1 | 0.2 [ 0.39]0.78 | 1.56 | 313 | 6.25| 125| 25 [ 50 | 100 |>>100| Total
CFIX 1 12 s |3 1] 2|3 ]3]39]®60
CEX 2 58 60
CCL 1 2 {1 |56 ] 60
CXD 2 4 1 | 53] 60
CDX 1 2 3 | 54 | 60

Fig. 6 Sensitivity distribution of organisms isolated
from patients with complicated UTI

9 S.marcescens (62 strains)  (106cells/ml)
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B a—a CDX
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- .—-—O—ﬁ—-e__/.

MIC(gg/ml) [£0025) 0.05 | 0.1 0.2 1039078 | 1.56 | 3.13| 625|125 25 50 100 |>100| Total
CFIX 1 2 4 2 7 7 6 8 19 6 62
CEX 1 61 | 62
CCL 1 61 62
CXD 1 61 | 62
CDX 1 61 62
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Fig.7 Sensitivity distribution of organisms isolated
from patients with complicated UTI
P.mirabilis (55 strains)  (10%cells/ml)
%
r e—eo—o—*
T 100 [, *——g—
) 90
.JE: 80 0—
Z 60F
(=]
g s0f
2
g 40 -
£ 30F
3 of
E
3 wf
MIC(yg/ml) [<0.025 0.05| 0.1 | 02 | 039|078 | 1.56| 3.13| 6.25 | 125 25 | 50 | 100 |>>100| Total
CFIX 50 1 1 1 1 1 55
CEX 1 3 26 12 13 |55
CCL 1 14 16 10 3 1 10 | 55
CXD 1 3 13 24 7 1 6 55
CDX 1 1 11 28 7 1 6 55
Fig. 8 Sensitivity distribution of organisms isolated
from patients with complicated UTI
% Proteus indole (+) (45 strains) (105cells/ml)
100
B e—o CFIX
2  9r 0—0 CEX
£ 80f o—o CCL /*‘_4——-/
¢ 20k *x—x CXD
g DX
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E
3 10+
e
MIC(ug/ml) |<0.025{ 0.05 | 0.1 [ 0.2 | 0.39 ] 0.78| 1.56 | 3.13 | 6.25 [ 125} 25 | 50 | 100 |>100| Total
CFIX 15 3 1 4 5 2 2 1 1 1 3 2 5 45
CEX 3 2 40 | 45
CCL 3 1 3 5 33 | 45
CXD 2 3 40 | 45
CDX 1 4 40 | 45
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Fig. 9 Sensitivity distribution of organisms isolated
from patients with complicated UTI

P.aeruginosa (60 strains)  (10°ells/ml)
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CEX 1 59 60
CCL 1 59 60
CXD 60 60
CDX 1 59 60
Fig. 10 Serum concentration of CFIX and L-CEX Fig. 11 Urinary excretion of CFIX and L-CEX
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Table 1 Clinical summary of acute uncomplicated cystitis
Treatment Bacteriuria*
No. | Age | Sex Dose Duration Symptom*| Pyuria* ‘
( mgx /day ) (day) Species Count
H H E. coli 108
1 50 F 100 x 2 8 — - -
H # E. coli 107
2 30 F 100 x 2 7 - + YLO 103
- + YLO 10¢
H # E. coli 107
3 32 F 50 X 2 7 = = =
Ht H E. coli 107
4 50 F 50 x 2 7 — — -
Ht Ht E. coli 108
5 57 F 100 x 2 7 — = —
# # E. coli 108
6 59 F 100 x 2 6 - - E. faecalis 103
+ Ht E. coli 106
7 48 F 100 x 2 7 - * -
it 1 C. freundii 107
8 38 F 100 x 2 4
+ 1t E. cloacae 103
Ht #t E. coli 107
9 43 F 100 x 2 7 - + -
H +H E. coli 107
10 34 F 100 x 2 7 + - -
H Ht epidermidis 107
100 x 2 7
11 20 F 200 x 2 ; - + -
— + _
# # E. coli 107
12 36 F 100 x 2 7 - o

*

Before treatment

After 2~4 days treatment

After treatment
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cases treated with CFIX

Evaluation**

c t§fide
MI effects
(u g/ml) UTI Dr
0.20
Excellent Excellent -
0.78
Moderate | Good Diarrhea
0.20
Excellent Excellent -
12.5
Excellent Excellent -
0.20
Excellent Excellent -
0.20
>400 Moderate | Good -
0.10
Moderate | Good -
0.39
Poor Poor -
> 400
0.10
Moderate | Excellent -
0.39
Moderate | Excellent -
12.5
Moderate | Fair =
1.56
Excellent Excellent -

s

UTI : Criteria by the UTI committee

Dr

Dr’s evaluation

(Table 1) ic®tL, CFIX# 7+ L& % 1 H100~

400mg HY 2 EIZH I ROKSG L1, BE5HIE 3~
8H (‘FHIB.8H) b bThs, EhkEx UTI
EMFMEREEE 2/ cn-L D, BEHELLT3IAE
T tent, —BOEFITIZ2HE 22134 HECHE
SNtz &1, ACERECL BHELITONS, BE
8902, UTIEZHmEAEC L 2 0 E a]ERE 1143681 T
Hotz,

i) AROMRCARRZ £ -3 ABEL, R8BSO
FIE %57 M REESE (Complicated urinary
tract infection, LI F C-UTI & ¥ 3) 4241 (Table
2) WIxL, &% 1H200~400mg B4 2 B HEE
OG5 L7, REMMIE5~580 (E¥9.4H) Th
%, ERig UTI ERFEELES 2bicD- D, 5H
Bizfrotn, —BoEFIT4nu L6 BEICHESA
oo ETAICEBEC L 2HE L ITbhz, UTI
WL DFHE LB 6 DI33BFITH - 72,

iit) BIAOHRIZSRRZZ L, ZBREMOEE.B:
BFHEMRESX (Gonococcal urethritis, LI FGU &
T %) 8% 8| (Table 3) %Iz, 1 H100~400
mg #*#Y 2 EROKEL, 2~4HBW STDHE
SHE LB ME, RESWTE Clk B
B MEEK, B KERE) CLVEBDEHEL
T2 ERBNCEBEICLAHELTONS, REHEII
5H» 52608245 (F910.8H) L Twiz,

%8, LEDIFILEICE W THOTER O IZT
bhhoiz,

iv) EFROKE | KHIHEG S h 1 20EF O 218
S8 2@ L TOBWER, & & Nic—EOER T IzERRK
REBORB KT LT,

II. A |

1.7 & B

i) E.coli (Fig.2) X&n&ZbLT<h, MICO
E—7130.39ug/ml THANIEHEE > T3,

i) C.freundii (Fig.3) : K& T MMEHE (2100
wug/ml) HOEEH (32/60) % & T34, FH Tit
REBHTERTH Y, RFZES picERTH,

iii) K.pneumoniae (Fig.4) : KHEITIXiED 3 £
ZRR < &, fiid T RTO.78ug/ml AT D MIC & & b #
f, CCLBZ IR BFEDENA LN S,

iv) E.cloacae (Fig.5) : KFIT LMY S &
Shbn, —HMEZHENAON, A LERTY
%o
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Table 1 (Continued)
Treatment Bacteriuria*
No. | Age | Sex Dose Duration |SYmPtom® | Pyuria® .
(mgx /day) (day) Species Count
# Ht E. coli 107
13 55 F 200 X 2 7 = - _
t H ; 7
200 X 2 7 E. coli 10
14 35 F 100 X 2 7 — -
50 x 2 14
= i e
it Ht E. coli 107
15 47 F 100 X 2 3
+ 1t _
# #t E. faecalis 107
16 60 F 200 x 2 7 - + -
- - E. faecalis 103
s H ; 6
200 X 2 2 E. coli 10
17 60 F — - =
100 x 2 6 ~ - ~
H # E. coli 107
18 50 F 200 X 2 8 - — -
it Ht S. epidermidis 108
19 31 F 200 X 2 7 - = —
H#t H E. coli 107
20 45 F 200 X 2 7 - = -
# f E. coli 107
21 46 F 100 X 2 7 - + =
; #t H E. coli 107
99 35 F 100 X 2 _ _ _
50 x 2 21 - — -
. # f E. coli 107
2 | 2 | B | W0X2 - + =
200 x 2 2 - — —
H # E. coli 107
24 28 F 100 X 2 7 = = S. epidermidis 104
- - S. epidermidis 104

*

Before treatment

After 2~4 days treatment

After treatment
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v) S.marcescens (Fig. 6) i &l T, F AL
Evaluations» - TRTOEED T A TS O L, KHFITI21004g/
MIC UTI Dr effects ml JLE®D MIC 7R U 72 013628256k TRVZ MR L %
(ug/ml) CH SN,
0.39 vi) P.mirabilis (Fig. 7) : & TI1355%F 508k A
Excellent | Good - <0.025pg/ml T, fbd 5% b 25ug/ml AT & 741
BHETL, ElLDBESHICE-> Tl
0.10 vii) Proteus indole (+) (Fig. 8) : XET¥H, AT
Excellent | Excellent = Tt % D ITHt L, BEIZRZEEYS RSB A G
BHoni@EnTn»b,
0.39 vii) P.aeruginosa (Fig. 9) : A& ix il & & [7] Bk i
Moderate | Poor - HEH S Y, —HhEERZERLAON S,
5400 2. EAERES L CRPIIET
Moderate | Excellent — MAEFREDORS (Table 4) & 5 HOFHETRS
S| r (Fig.10), BEMEPEERAATLRHHECH
156 0, 2.12ug/ml, L-CEX T3 2T 1 KHHES. 815
LU 5 B E8.88ug/ml TH o 1z, £z, 12RHEHET
Excellent | Excellent - K#120.514g/ml, L-CEX IZBIEBR (0.91g/m))
5T DT ERD, KROEREOFHE RS 168HTH -
: I
Excellent | Excellent - RAE (Table 5) CBIL T, FHUBRERPRE
MAHT 4~ 68MIcH D, 118ug/ml, L-CEX Tk
6.25 QBT 0 ~ 2 BRI T1,832ug/ml B £ U 4 ~ 6 FEf
Excellent | Excellent - 12T2,206ug/ml TH -1z, 10~128 T DRE I3 AH
23.5, L-CEX T252.8ug/ml TH D, 12~24Kf T
0.1 £%I8. 2, L-CEX19.1ug/ml 27 L7z, 24B5fE R [E]
Excellent | Excellent = I i, KK T19.2%, L-CEX T89.2% TH o 2
| (Fig.11),
156 E coliizxt4 5 AAU (Fig.12) 13 0 ~ 2 BfEIR T
Moderate | Excellent B it, AHT2~4, L-CEX Td~5 LBETPPHE-
foh8, 2~ 4 BEFLARR24BFRIE & TAR 3~ 8 1Nt
039 L, L-CEX T<0~5 L BEEFIZBVT, KA
Excellent | Good B S b iz BN T, K. pneumonize =% ¥ 5 AAU
(Fig.13) 12 0~ 2R CxmAIREZE (AAU X1~
3) ThbH 2~ O FRHTFIR TIRAH D L-
078 CEX (B 2HETH > 2o S.marcescens \ZX 3 %
Moderate | Good - AAU (Fig.14) 120~ 2 BSRR CmH & b R T L
BB L Tz, 2~128HR TIIAFHIT AAU 1~
0.78 3O LOBHENIDEHL, L-CEX TRERTLHE
100 Moderate | Excellent - DRBRMEI SR Tz, 12~24EER TIEmA & b
50 JERTHHILGRro72,
UTI : Criteria by the UTI committee

s

Dr

. Dr's evaluation
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Table 1 (Continued)
Treatment Bacteriuria*
No. | Age | Sex D . Symptom* | Pyuria*
ose Duration :
(mgX /day) (day) Species Count
HH # E. coli 107
25 34 F 50 X 2 7 - - -
# # E. coli 107
26 33 F 50 x 2 7 - — YLO 103
- — YLO 104
# # E. coli 108
27 59 F 50 X 2 7 — — -
H 1t E. coli 107
28 38 F 50 X 2 7 - + -
# # E. coli 107
29 17 F 100 x 2 7 + + =
- - Not done
- L E. coli 104
30 51 F 100 X 2 7 - - -
1 # E. coli 107
31 34 F 100 X 2 9 - - E. faecalis 103
H#t # ] 7
100 x 2 3 E. coli ‘ 103
32 63 F 50 X 2 4 - — E. faecalis 10
# # ] 7
100 x 2 3 E. coli 10
33 33 F 50 X 2 3 - - -
# H#t ] 7
100 X 2 - K. pneumlo.mae 134
34 42 F 50 X 2 ! - + E. faecalis
= - Not done
t it S. epidermidis 107
35 35 F 50 x 2 14 - 4 S
— + —_
#t # . epidermidi 107
100 X 2 8 S. epidermidis
36 37 F 50 x 2 5 - - -
50 x 1 7 ~ — B

*

Before treatment

After 2~4 days treatment

After treatment



UTI : Criteria by the UTI committee
: Dr’s evaluation

L3

Dr

vOL. 33 S-6 CHEMOTHERAPY 715
Evaluations+ . 3. ERRAORRRT
Vi o . Jde 1) AUC 0B E B CEM, B3, 2o
(g/ml) B2, EH2HIT, EHRRIN%TH- 7, UTIH
0.78 HEBELFICERL 236G 0 EEHEI L 2 BEERIRE
Excellent | Excellent = (Table 6) 1%, &E#17, B#N8, 1 FITHEHEIT
%ThH-1, FERSHCHBESNI6EEKIZT TR
0.78 Bah, MEHERIXI0%THo7 (Table 7), Zh
Moderate | Good ~ BEABO MIC i, HIE S 735K 12,508/
ml U FChH-1: (Table 8), ARG EHF 21 HHBRL
078 7248 (Table 9) X E.faecalis 4 k%3 U £ L T
Excellent | Excellent — it 8K TH o1

i) C-UTI426lch EREHE TEZH4, R0, ©
5 SHYS, FHNFIT, HHEN%THo 1, UTIE
Moderate | Good B HEBELMICERL, 3% L1572 33ER O RIEE
2k BHIERER (Table 10) 13, E#h11, B3, &
VBT, BEBMENB% TH- 12, Iho 2 RBRER
) AMica s & (Tablell), 4 BEAS196) (58%) L% < %
Moderate | Good - B, ZOEBERU%TH 0 $72, 2 B60%, 3
B75%, 6 BE100% L L IRETHD, 1B 1HAOAT
01 Ho5, ENTHo7, MEEHHE (Table12) i,
Excellent | Excellent - SETREPHI% S RE SN, EHELLOBE.
faecalis 3 ¥k, P.aeruginosa 2 ¥, S.epidermidis,
0.39 E .cloacae 5 £ U S.marcescens & 1tk ThH - 7z, BA
>400 | Moderate | Good - B) MIC (Table 13) #912.54g/ml AT O 16812 3~
TREEN T, Bpg/mlBlE%EFL 72226 TO W
156 SRII64% TH - 12, KERESHEOHIRE (Table 14)

W Moderate | Excellent _ 13, S.marcescens 2 EIZUHESKTHHo T2,
i) GU 8% STD i &&H (R L 2HE
0.78 HEXERS, B, EN2HTEHEDRTH-
Excellent | Excellent | — feo —F, TREHECHENI, AR, LOEH

3, 50 Bl THENEE% TH> 12,

020 ) FEICREAT 2 EE LS N BEIERE, 90fiH 2
T G (FH#, BREFORN) A6 N0t, AUCO
WG E s N No.20REBIC & & ht- TR, &4 1E100mg, 1 H 2
E0Z5 4 HECHBRL 225, Bk GEE TELETT
625 HRORSAET L7, REET 2 BRI EHELT
Moderate | Fair - B, HOBBELRLI Ens, AFILMELSDSH
yLhrweEzshiz, C-UTI® No.43DFERNZ A
- o BR L ORI, A# 1E200mg, 1 H 2B
| Excellent Excellent - BEFA»S BB LY, ERVEED HEIE T T
=05 AEORE KT L, R5KT 3 BRICITHEE

L, OHAEL RV Lo ERFRICL2bDLE
VACY (VAN
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Table 1 (Continued)

Treatment Bacteriuria*
Age | Sex Dose Duration Symptom | Pyuria* ]
(mgx /day) (day) Species Count
H#t # YLO 107
34 F 50 x 2 7 — YLO 103
+# # Unknown 107
60 F 50 X 2 7 — + -
Ht H Unknown 105
56 F 50 X 2 6 - + E. coli 103
s Ht E. coli 108
74 F 200 X 2 7 - - -
Before treatment
+ After 2~4 days treatment
After treatment
Table 2 Clinical summary of
Diagnosis o ol Treatment
No. | Age | Sex atheter : Pyuria*
. . (route) | group Dose Duration
Underlying condition (mgX/day) (day)
Ht
CICIC
41 76 M - G-4 100 x 2 14 +
BPH
CACRE 1
42 52 F - G-3 200 X 2 5
Bil-renal stone -
CCP +
43 56 F - G-3 200 x 2 5
Lt-renal stone =
@ 64 M cce G-1 100 2 5 !
+ - X
Bladder tumor 1t
CICIE +
® 67 M - G-4 100 X 2 5
Bladder tumor +

No. @,8 : In patients
CCC : Chronic complicated cystitis
CCP : Chronic complicated pyelonephritis
BPH : Benign prostatic hypertrophy

.

Before treatment

After 4~6 days treatment

After treatment
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717

Evaluations»

Side

MIC

(ug/ml) UTI

Dr effects

Good -

Good -

0.78

Excellent —

0.20

Excellent -

UTI

LAl

br

. Criteria by the UTI committee
. Dr’s evaluation

E90FIP13GIz 5L TR SR ICERMRAE 2 EMHL,
TORBEBA LI, KRN LDEEZ SN RER
#izs@o snnmot: (Table15),

1. % =

BOX 7 = LA, 1965F O CEG OB % % ik &
L, Z20&BHNCEEO®EL, TROKE L Ehn
% o h, CEX, CED, CFT, CXD, CCL 8 & tf
CDX k EBRR EHRENZICES T2, ZhEIIRE
BYFERREOF T, E.faecalis 2B 77 ABHH
BV 7 0BERED S 50 E. coli, K.
pnewmoniae, P.mirabilis 7c & \ZHEY & &S 5,
Lirl, WbWwa 77 LEMHEFEHTH S S. marces-
cens, P.aeruginosa, C.freundii % % \»> % E.cloacae
7 ECRTEES RO, HEvIRBLEY, ZThok
ERE L T 2RMMREBRAEFCHBERATE 2o
oo

ShH L < FF & hi: Cefixime (CFIX) i3, 20
BEr Vb2 EIMREFAL 7 x LK TH 2 CZX®
WEML, nvtofiEHLBREZEE SN THLIED
Y7z LBTHD, Thbb, KE|IF B-lactamase iZ
TETHY, Proteus indole (+), C.freundii, E.

cloacae, S.marcescens iz ¥ \ZR L THENEEL, »
complicated UTI cases treated with CFIX
Bacteriuria* Evaluation**
Side effects
. MIC
Species Count (u g/ml) UTI Dr
S. marcescens 107 200
— Moderate Good -
K. pneumoniae 107 0.39
Excellent Excellent -
E. coli 105 0.10
o~ Moderate Good gtause;ta.t_
S. epidermidis 104 > 400 UL
E. faecalis 106 > 400
Poor Poor =
E. faecalis 107 > 400
E. faecalis 106 > 400
Poor Poor =
E. faecalis 104 > 400
UTI : Criteria by the UTI committee

%

Dr . Dr’s evaluation
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Table 2 (Continued)
Diagnosis o o Treatment
theter .
No. | Age | Sex (2; . Pyuria*
. o oute) | group Dose Duration
Underlying condition (mg X /day) (day)
CICAE Ht
46 68 F - G-4 200 x 2 5
Bladder neck polyp +
CICIC #
47 72 M — G-4 100 x 2 5
Bladder diverticulum =
ccc +#
8 | 2 | M BPH - G4 200 X 2 5
Prostatic stone *
CICIC #
49 68 M - G-4 200 X 2 5
B PH _
CICIE 1
50 69 M - G-4 200 x 2 5
Bladder tumor #
CICIE 1
51 69 M - G-4 200 x 2 5
Urethral stricture S
ccCccC #
200 X 2 5
52 64 M - G-6 _
Urethral stricture 100 x 2 8
CCP +
53 45 F Bil-renal stone - G-3 200 x 2 o
Lt-ureteral stone -
CICIE ; 4+
_ N 100 x 2
i 81 M Urethral stricture G +
CICEE H
5 | 69 | M , - G4 100 x 2 o
Prostatic cancer +
ccc #
56 68 M - G-4 100 x 2 5
Prostatic cancer +
ccc H
57 76 M - G4 100 x 2 5
Neurogenic bladder -
cCP H
58 52 F — G-3 100 x 2 5
Lt-renal stone Ll
ccce #
59 61 F - G-4 100 x 2 5
Neurogenic bladder #

CCC :  Chronic complicated cystitis Before treatment
CCP : Chronic complicated pyelonephritis + After 4~6 days treatment
BPH : Benign prostatic hypertrophy After treatment
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Bacteriuria*® Evaluation **
. MIC Side effects
Species Count (e g/ml) UTI Dr
E. coli 107 0.78
- Moderate Good -
S. liquefaciens 107 25
- Excellent Excellent -
E. coli 106 3.12
P _
YLo0 105 oor Poor
E. faecalis 108 >400
Excellent Excellent -
E. coli 107 <0.10
Moderate Poor -
E. coli 107 0.39
Excellent Excellent -
S. epidermidis 10¢ 100
E. faecalis >400
_ Excellent Excellent -
Not done
E. coli 107 12,5
Excellent Excellent -
S. marcescens 10¢ 0.20 .
Moderate Fair -
E. cloacae 107 400 )
Poor Fair =
E. cloacae 108 400
P. ; 106 400
aeruginosa Poor Good _
P. aeruginosa 108 400
; 108 3.12
E. coli Excellent Excellent —
S. epidermidis 104 100
Poor Poor -
S. epidermidis 104 >400
P. mirabili 104 0.10
raus Moderate Poor -

UTI : Criteria by the UTI committee

%

Dr

: Dr's evaluation
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Table 2 (Continued)
Diagnosis o . Treatment
No. | Age | Sex Al . Pyuria*
. i, (route) | group Dose Duration yuria
Underlying condition (mg X /day) (day)
CICE i
60 78 M - G-6 200 x 2 5
BPH +
CICIC Ht
61 60 M - G-4 200 X 2 5
BPH -
CICICE H
62 73 M - G-6 200 X 2 14
BPH *
CICIC #
63 47 M - G-6 200 X 2 14 +
Bladder diverticulum
+
CICIE f
64 72 M - G-2 200 X 2 14 -
BPH _
ccc L
65 4 M : —~ - #
6 BPH G-2 200 x 2 35
Bladder tumor +
ccCcC Il
66 71 M - G-4 200 X 2 58 +
BPH +
CICIE #
67 72 M - G-4 100 x 2 14 -
BPH _
ccc H
68 64 M Bladder neck - G-2 100 x 2 5 m
contracture
ccc H
69 58 M - G-4 100 x 2 5
Bladder tumor +
ccc K
@ 79 M — G-2 100 x 2 5
BPH Ht

No. @ : In patient

CCC : Chronic complicated cystitis

CCP : Chronic complicated pyolonephritis
BPH : Benign prostatic hypertrophy

Before treatment

-

After 4~6 days treatment

After treatment
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Bacteriuria * Evaluation**
) MIC Side effects
Species Count (e g/ml) UTI Dr

P. fluorescens 100

P. mirabilis 108 0.10
S. liquefaciens 0.78 Moderate Good -

P. aeruginosa 108 200

E. coli 106 0.20
Excellent Excellent —

S. epidermidis 107 400

E. faecalis > 400
S. marcescens 103 100 Moderate Good N

S. epidermidis 106 100

E. faecalis > 400
— Moderate Good -

E. faecalis 107 > 400
- Excellent Excellent -

S. marcescens 107 50
— Moderate Fair =

Not done

S. marcescens 107 > 400
— Moderate Fair -

E. coli 106 1.56
= Excellent Excellent =

E. faecalis 108 >400
Poor Poor -

E. faecalis 103 >400

X 108 .
S. marcescens 12.5 Moderate Good B

5 106 25
S. marcescens Poor Poor N

S. marcescens 105 25

UTI : Criteria by the UTI committee

Dr

. Dr’s evaluation
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Table 2 (Continued)

Diagnosis o g Treatment
theter .
No. | Age | Sex (2rloute) . Pyuria®
. . group Dose Duration
Underlying condition (mg x /day) (day)
CCC 1
71 68 M - G-4 100 x 2 5
Bladder tumor +#+
CICAE 1
72 78 M - G-2 100 x 2 5
BPH #
CICIC #
73 67 M BPH - G4 200 x 2 10
Urethral stricture B
CICAE +#
74 75 M Bladder tumor - G4 100 x 2 6 _
Neurogenic bladder
CCC #
75 69 M - - 200 x 2 5
Prostatic tumor +
CICIE Ht
% | 13 | F , - 200 x 2 5
Neurogenic bladder t
(G(C(E #
77 62 M — 100 X 2 6
Bladder diverticulum #
G(G(C +#
78 79 M - 200 x 2 5
Prostatic cancer -
I E *
79 71 F - G-6 200 x 2 28 1
Neurogenic bladder m
CICC H+
80 49 M -~ G4 200 x 2 21 -
Lt-epididymitis _
CICRE 1t
81 67 F — G-3 100 x 2 6
Lt-renal stone #
CICE +
82 58 M - 100 x 2 5
BPH
CCC : Chronic complicated cystitis Before treatment
CCP : Chronic complicated pyelonephritis « After 4~6 days treatment

BPH : Benign prostatic hypertrophy After treatment
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Bacteriuria* Evaluations»
. MIC Side effects
Species Count (g/ml) UTI Dr
P. aeruginosa 107 100
P. aeruginosa 107 100 Poor Fair -
S. marcescens 6.25
S. epidermidis 108 12.5
Moderate Fair -
S. liquefaciens 107 100
- Excellent Excellent -
P. fluorescens 10¢ > 400
) Excellent -
P. aeruginosa <103 > 400
— Good =
_ Fair -
_ Poor -
YLO 106
_ Excellent -
S. epidermidis
YLO 107 400
= Fair -
S. epidermidis 10¢ > 400
E. coli 107 0.39
_ Excellent -
E. cloacae 107 100
Poor -
P. aeruginosa 107 50
P. 1n0sa 103 50
aerugino. Good B

*x

Dr

. Dr’s evaluation

UTI : Criteria by the UTI committee
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Table 3 Clinical summary of gonococcal urethritis

Treatment i
iction * P iaQs
No. | Age | Sex Dose Duration pain* Pus Pyuria Species
(mgx ‘day) (day)
# # # N. gonorrhoeae
100 x 2 14
83 27 M - - +# N. gonorrhoeae
200 x 2 12
— — i —
Ht Ht # N. gonorrhoeae
84 32 M 100 x 2 7 - - + N. gonorrhoeae
it — # N. gonorrhoeae
50 X 2 3
85 26 M - # 1 =
100 x 2 4
- = i =
+ # # N. gonorrhoeae
86 33 M 200 x 2 5 - - - -
- - - -
; N. gonorrhoeae
H#t
L i (MIC<0.025)
87 32 M 200 x 2 21 _ _ _
= N N N
Ht H#t + N. gonorrhoeae
88 29 M 200 x 2 7 - - - -
Ht Ht H#t N. gonorrhoeae
89 20 M 200 X 2 7 - — +#+ =
N. gonorrhoeae
Ht H b (MIC<0.025)
90 35 M 200 x 2 6 B B _ B

Before treatment
*  After 2~4 days treatment
After treatment
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cases treated with CFIX DWRO L7 x AFEOMHL, E.coli, K. pneu-
moniae 5 & X P_mirabilis 1254 2 HE M 8% = h
Evaluation * * Tws, SEOEES O in vitro HEHRAFE L, 7
Side effects NERMILHERTH o1, 127, P.aeruginosa iz
STD s L T 1#92/30 BibkH 100ug/ml LA E &, it TH -
I

A D200mg O HE B 5% O MP B> T,

= . N ZOE— b 4~5BEICH D, LHERS 2 BA D
THhHETIHRE " AL, SEIDEEZ S DED
FL—HL T2, 4BEERPEINEIF20%E & HEw
Poor Fair _ BOREHSBRE? SA T 50, SEG19.2%E 09

B ThHo 1, RPREEEIZ118ug/ml T, EKRDE
HOHL, RPFEV, -4, A—ETEZBCBVTL-
CEX 1,000mg #[EIZ SR ORDEE L, §EH2,206
Moderate Fair = ug/ml T, 24FFRIFRPEINE (389.2% TH D, XD
WEY LIBE—BL Tv 5, 12850 £ TOERERIHIC
BOTRPEBERCFIXDZhICHL, 106U EEE
Motz —HhH, invitro TO 7 7 ARME T 2 KF|
Excellent Excellent = LCEX EDMIC #1t8 T 2 £ 5~6 %Lk, K&
BEhTwd, ZhoDFEEHLS, SENE L-CEX 1,000
mg & ZD1/5ZDAEA200mg & D in vivo (251 2HE
MrHBERIT T2 -FEEL T, E.coli, K.
Excellent Good = pneumoniae X UF S.marcescens (2%t A RWEE| D&
BRH O AAU 2T L7z, Z0OFR, 3EEL Lic
CFIXH L-CEX 2 HiEMi# R L1, COBE L
D, xFE L-CEX 01/50% 58T, RERBLECH
Excellent Excellent - WT L-CEX % LRI 2 BRI A RIES 2 2 L hiAfF
(WA
EEREREIC B TEAIZAUC L BAAD T &,
C-UTI TT0% % #i 2 2 BN 12B%EE2 R L1z, BER
Excellent Good - RrabE, CUTITOS#ED S. marcescens 1= %t
L T83% (5/6) L@ HEERRL 2 2 Lo EE
T2, C-UTIizB 12 UTIHIEIC L 2 1 HEE9%
® (Table16) # # % L 200mg % 5 8 T H £ 50%
Excellent Excellent - (8/16), 400mg ¥ 5 B T94% (16/17) Lt B E TH
<, B IHHAE L L T400mg @S L £z o7,
AUC Ti3100mg, 200mg # £ U°400mg O & & 584/
o . HROZFYZBOONT, 1HES5EE L TI00mg %1
" IS)ID (I:)rgsergllatl)l};azihoen STD commitice L200mg THreEZ S Nr:, &E5H L, FEOMG
FHEM S EENR S, RPBELEO#FEsN S
(Figs.10, 11) Z&»5 1H2E2ES L Bbn s, it
KDt 7 2 ARRORTIIFFGEIRAEL, 1H3~4
BORESBLETH- 1245, 1B 2EORETTLEA
i, FHCHRBEIC L > TV GVLEEZ Sh 3,
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Table 4 Serum levels of CFIX and L-CEX after a single oral administration
with food in healthy male volunteers (cross-over method)

' Serum level (4 g/ml)
Drug Volunteer
and Time after administration (hr)
dose (age, body weight)
1 2 3 4 5 6 8 12
1 K.Y . (2ly, 63kg) - 0.88 2.06 2.82 2.78 2.17 1.58 0.77
2 Y K. (2ly, 61kg) — 0.56 1.20 1.55 1.52 1.40 0.99 0.47
o 3 T .M. (22y, 56kg) - 0.53 1.58 2.72 1.98 1.42 1.12 0.43
4 T .A.(22y, T4kg) - 0.34 1.01 1.39 1.40 1.04 0.68 0.25
200mg
5 1 .H. @22y, 59%g) 0.19 0.84 1.71 2.11 2.06 1.45 1.31 0.64
Mean + SD 0.04 0.63 1.51 2.12 1.95 1.50 1.14 0.51
+0.08 | +0.23 | +042 | £0.65 | £0.55 | +041 | +0.34 | +0.20
1 K.Y 8.90 8.22 6.47 3.86 3.63 10.2 9.70 =
2YK. 8.90 4.32 3.09 10.3 115 6.97 3.18 =
3 T.M. 9.85 4.70 3.53 7.34 11.9 5.74 2.26 =
L-CEX
4T.A. 6.66 3.08 5.41 8.39 7.64 3.87 0.97 —
1000mg
5 1.H. 9.75 6.93 8.70 9.52 9.74 4.60 2.48 =
Mean + SD 8.81 5.45 5.44 7.88 8.88 6.28 3.72
+1.28 +2.08 | +228 | +£251 | +£3.38 | +249 | +3.44
Table 5 Urinary excretion of CFIX and L-CEX after a single oral administration
with food in healthy male volunteers (cross-over method)
» Time after administration (hr)
rug
and | Volun- 0 ~ 2 2 ~ 4 4~ 6 6 ~ 8 8§ ~ 10
dose

wg/mli* | % pg/ml | % | pg/ml | % | pg/ml | % | ug/ml | %
LKY. | 1990 037 | 3970 | 427 | 148.00 | 6.66 6290 | 497 | 1490 | 2.72
2 YK 4.00 0.29 49.10 2.58 77.30 4.06 52.80 3.25 29.50 2.07
CFIX 3 T.M. 3.54 0.20 57.70 3.12 120.00 5.22 92.50 3.70 60.30 2.56
200mg 4 TA. 4.88 0.18 | 104.00 3.38 130.00 5.01 63.20 3.95 29.20 2.37
5 LH. 12.10 0.71 60.70 3.58 115.00 4.72 113.00 3.79 61.60 2.56

Mean 8.88 0.35 62.24 | 3.39 118.06 | 5.13 76.88 | 3.93 39.10 2.46
+SD +7.07 [ +022| +2474 |+062| +£26.05 |+0.96| +25.06 |+0.64| +20.81 |£0.25

1 KY. | 1180.00 | 14.16 | 488.00 | 15.86 | 1390.00 | 13.21 | 2290.00 | 21.76 | 1160.00 |12.53
2 YK. | 1100.00 |17.05| 759.00 | 15.03 | 1820.00 | 23.66 | 1220.00 |19.28 | 302.00 | 4.68
L-CEX 3 T.M.| 211000 | 23.21 | 1560.00 | 17.16 | 3630.00 | 31.94 | 1490.00 |17.14 | 286.00 | 3.09
4 T.A. | 2690.00 | 2152 | 3270.00 | 13.73 | 2610.00 | 33.93 | 794.00 | 9.77 | 247.00 | 2.22
5 LH. | 2080.00 | 26.00 | 2140.00 | 23.54 | 1580.00 |29.23 | 1070.00 | 11.77 | 392.00 | 4.1

Mean | 1832.00 | 20.39 | 1643.40 | 17.06 | 2206.00 | 26.39 | 1372.80 |15.94 | 477.40 | 541
+SD | +£677.47 | £4.76| £1119.88 | £3.83| +921.65 | +8.32| +571.19 | +£5.05| £385.27 | +4.11

1000mg

+  Urinary level
++ Urinary recovery
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Table 6 Overall clinical efficacy of CFIX in acute uncomplicated cystitis

50mg
1()0mg> X 2/day, 3-day treatment
200mg
Symptom Resolved Improved Persisted
Effect on
Pyuria Cle- | Decr- | Unch-| Cle- | Decr- | Unch-| Cle- | Decr- | Unch-| bacteriuria
ared | eased | anged | ared | eased | anged | ared | eased | anged
Eliminated | 17 || 8 1 1 1 28 (18%)
Bacteriuria | DECTE2Sd | 5| 5 1 8 (22%)
Unchanged
Effect on pain -
on_micturition 32 (89%) ¢ (11%) Patient total
Effect on pyuria 23 (64%) 11 (31%) 2 (6%) 36
@ Excellent 17 (@47%)
Overall effectiveness rate
‘: Moderate 18
35,736 97%)
| I Poor (including Failure) 1

Table 7 Bacteriological response to CFIX
in acute uncomplicated cystitis

Isolate gl?é?nfs Erazioi/gflted gged‘
S. epidermidis 4 4 (100%) 0
10 ~ 12 12 ~ 24 0 ~ 24 E. faecalis 1 1 (100%) 0
« g/ml % w g/ml % % E coli 29 29 (100%) 0
29.60 2.32 15.80 3.24 24.55 C. freundi 1 1 (100%) 0
17.80 0.77 6.63 1.94 14.96 K. pneumoniae 1 1 (100%) 0
25.70 1.65 6.92 1.87 18.32 Total 36 36 (100%) 0
13.80 1.38 4.30 1.80 18.07 + regardless of bacterial count

30.40 1.90 7.45 2.92 20.18

23.46 1.60 8.22 2.35 19.22 . .
+735 | +058| +4.41 | +067 +3.52 Table 9 Strains* appearing after CFIX treatment
= — in acute uncomplicated cystitis

965.00 9.84 59.10 2.28 89.64

Isolate No. of strains ( 7))

107.00 2.33 11.40 1.05 83.08
S. epidermidis 1 (13%)

62.90 0.86 7.11 0.32 93.72
E. faecalis 4 (150%)

47.60 0.60 7.58 0.34 82.11
E. cloacae 1 (113%)

81.50 1.69 10.20 0.66 97.40
Y L O 2 (125%)

252.80 3.06 19.08 0.93 89.19
+398.75 | £385| +22.44 | +0.81 +6.63 Total 8 (100%)

+ regardless of bacterial count
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Fig. 12 Antimicrobial activity of CFIX and L-CEX
excreted in the urine against E.coli (Ml

CFIX

Caocex

0.784g/ml ¢ )
12.5g/ml (10%/m)

o CFIX (200mg PO. n=5
o LCEX (1000mg P.O. n=5)

10
8 )
[ ] (XX (XJ o
g 6 XY eee [oo .
2 o o o oo oce
5 4480000 [000  |oooo0 |00O ° )
oo o o oo eoe
2{ee ooo |o
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04
<04 00 00000
0~2 24 i~6 6-8 8~10 10~12  12~24 hr
Time

Fig. 13 Antimicrobial activity of CFIX and L-CEX

Dilution

excreted in the urine against K.pneumoniae ( CFIX 0.104g/ml )
MICaicEx  125,g/mi 10%7/mD)
@ CFIX 1(200mg |P.O. n=5)
o O L-CEX (1000mg P.O. n=5)
8
6 (]
(1] 0000 (000
4 L ] L ] (XX} ®
o 9000 ® e o000® (]
240000 o 00 0000 (1X]
|o®000 |O 000 o] 000
o
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0~2 2~4 4~6 6~8 8~10 10~12 12~24 T’"
Time
Fig. 14 Antimicrobial activity of CFIX and L-CEX
excreted in the urine against S.marcescens 50, 1
g (MICsoCFlX )ug/ml (105/m|))
CEX >100pg/ml

Dilution

® CFIX (200mg P.O. n=5)
©O L-CEX (1000mg P.O. n=5)
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Table 8 Relation between MIC and bacteriological response to CFIX treatment
MIC (ug/ml) : Inoculum size 106 bacteria/ml N
[solate d Ot | Total
<039] 078 | 156 | 312 | 625 | 125 | 25 | 50 | 100 | >100 | 9on€
S. epidermidis % Y A Y
E. faecalis iy Y
E. coli % % % n 4 U %
C. freundii U Y
K.pneumoniae u YU
_— e | n | oy 5 | oz yoleg | oy | %
(100%){(100%) | (100%) (100%){(100%) (100%){(100%)(100%) | (100%)
No. of strains eradicated/No. of strains isolated
Table 10 Overall clinical efficacy of CFIX in complicated UTI
1
28825 X 2/day, 5-day treatment
Pyuria Effect on
B Cleared Decreased | Unchanged e
Eliminated 11 5 5 21 (64%)
Decreased
Replaced 1 2 1 4 (12%)
Unchanged 2 6 8 (24%)
Effect on / Patient total
e 12 (36%) 9 (27%) | 12 (36%)
‘E Excellent 11 (33 %)
Overall effectiveness rate
[:I Moderate 13
| I including 24/33 (73%)
Poor (Failure ) 9
Table 11 Overall clinical efficacy of CFIX classified by the type of infection
Overall
No. of (Percent i
Group patients (of total) Excellent | Moderate| Poor szfif;ctlveness
1st group (Catheter indwelt) 1 (3%) 1 0%
2nd group (Post prostatectomy) 5 (15%) 1 2 2 60 %
Monomicro-
bial 3rd group (Upper UTI) 4 (12%) 2 1 1 75 %
infection
4th group (Lower UTI) 19 (58%) 7 7 5 74 %
Sub total 29 (88%) 10 10 9 69 %
5th group (Catheter indwelt)
Polymicro- 0
bial 6th group (Catheter not indwelt) 4 (12%) 1 3 100 %
infection p
Sub total 4 (12%) 1 3 100 %
Total 33 (100%) 11 13 9 73 %
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Table 12 Bacteriological response to CFIX in complicated UTI

Isolate No. of strains Eradicated ( %) Persisted*
S. epidermidis 5 4 ( 80%) 1
E. faecalis 8 5 (1 63%) 3
E. coli 9 9 (100%) 0
K. pneumoniae 1 1 (100%) 0
E. cloacae 1 0 ( 0%) 1
S. marcescens 6 5 ( 83%) 1
S. liquefaciens 3 3 (100%) 0
P. mirabilis 2 2 (100%) 0
P. aeruginosa 2 0 ( 0%) 2
P. fluorescens 1 1 (100%) 0

Total 38 30 ( 79%) 8

+ regardless of bacterial count

Table 13 Relation between MIC and bacteriological response to CFIX treatment

MIC (wg/ml) : Inoculum size 10¢ bacteria/ml

fsolate <0.10{ 0.20 | 0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 12,5 | 25 | 50 | 100 | 200 | 400 {>400 fotal
S. epidermidis % % A %
E. faecalis % %
E. coli A I I 4 %
K. pneumoniae % U
E. cloacae “ A
S. marcescens Y N“il1% | XU U Nl %
S. liquefaciens U n U %
P. mirabilis % %
P. aeruginosa % % %
P. fluorescens U n

Total (1(;6%>|(102020/0><10202%) B O 1 v B O o M o 4 e

No. of strains eradicated/ No. of strains isolated
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N .gonorrhoeae \2 %% 3 % A & D MIC 248 8 T {& \»
(£0.025ug/ml) & 32, WEMHRERL KT 220
EnfifFEn g, SEOEE S ORKTIE, 3 AMKRS
BICRET YRR E FRESBRFEL TH A LD 24
(Table3, Case83, 84) A5, LirL, Zh 5
KBVLTY, 4BBLUVNBROBEMES L D KED
HE, ERBLUMROSELRATVE, £12, Thb
2613 1 HR 5 8200mg Th - 7245, 400mgil50 5
il (Table3, Case86~90) Tid, iE T~ X BHEH
En@onTH2, Lol, HREFAKHSDVE L, »o
BEHES—EThhol: 2 Ens, REIOMKEERE
R T 2 EBRREES L CREHEICOLTIES%S
SR AETIHEEEZ ot, BB, RESWY
DIEERE % EM L T N.gonorrhoeae hikg ! < 117l
#5 2 ) (Case 87, 90) D, wih bE# O MIC iz
0.025ug/ml AT TH - 12,
SRIOEKRER Tk UTIEFmEE TRESh
%58, $72bb AUC Tk 3H, C-UTITIit5H
MO ER b BRS8N L 2 SN ERICIRE S
KRG L TERAISIRE s, AUC T3 UTI %8
EBRFICERL 7236614134811z 6 ~28 H D fkSEik 5 3
fToh, 5 bRFNIBGHETRIC b UTI ERh{M 5 #
CHERLL 2 HEDARE TH o 72, T oRFITIZ2~4
BEOHE TENH, BHSBITH- 7 b OnER
TEHZIZEZN250], AR TBIL 20, EHEIHIEZ 55
Brnot, EECC-UTI T3 9 Flic10~58 8 0 #kke
®E581Tbh, BRELTHRC LFESTETH -7 76

Table 14 Strains* appearing after CFIX
treatment in complicated UTI

Isolate No. of strains ( %)
S. epidermidis 1 (20 %)
S. marcescens 2 (40 %)
P. aeruginosa 1 (20 %)
YLO 1 (20 %)
Total 5 (100 %)

+ regardless of bacterial count

oW TABE, 4~6HEDHETERI B, B4
BITH- b DO ERTHICIZER 4 B, B2 3L
EBInIEz s ER B,

BIPEAIZ0BIH 2 BlICFESD &tz hs, LT N LIRGH
B nRE R BE, —AKOLDOT, BIMEL L L0
Tldhhot, £, BRRELOREZHLASH
¥, KEOZEMHRBEIFLEZ ST,

DEDOE: 0% e, CRIX i3#iiitt, BE%
b TREBBMECERAZERTHY, BHics 70k
HHBEBRLEMEEZoNT, £, HEHERFRE
RICHLTOEREEZ N, C-UTLICH L TEHA
1 B400mg 2 A##%E, AUCWxL.T1HI100% WL
200mg 2 FEFEEHEY L E 2 sz,

Table 16 Overall clinical efficacy of CFIX classified by daily dosage

(Evaluation of the UTI committee )

. : Dosage Excellent
Diagnosis (mg/day) N e Poor Total
50 X 2 7 0 7
A UC 100 x 2 21 1 22
200 x 2 7 0 7
100 x 2 8 8 16
C-UTI
200 x 2 16 1 17
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Table 15 Laboratory findings before
\ Sex | B RBC Hb Ht | WBC Differential (%) Plat.
0.
Age | A |(X10Ymm3)| (g/dl) | (%) |(/mm3)| Eos. | Baso. | Neutro.|Lympho| Mono. |(x10*/mm3)
43 F B 461 14.2 415 6,500 5 1 58 33 3 19.4
56 A 487 14.3 435 8,500 2 0 72 20 6 24.2
44 M B 449 13.9 41.0 | 10,800 1 0 75 17 7 25.1
64 A 487 14.6 415 9,300 1 0 77 18 4 28.4
45 M B 357 10.4 32.0 4,100 5 2 48 38 7 175
67 A 371 10.5 32.5 4,500 9 1 48 35 7 18.1
49 M B 364 12.0 36.0 8,500 2 0 71 26 1 18.6
68 A 396 12.6 38.5 6,600 1 0 68 25 6 22.9
M B
Mg | A
62 M B 438 13.7 42.0 4,900 22.5
73 A 424 13.7 44.0 4,200 21.1
63 M B 416 144 42.0 8,500 6 0 59 29 6
47 A 443 15.0 45.0 9,300 4 0 63 30 3
64 M B 452 12.6 40.0 3,500 4 1 51 37 7
72 A 450 12.6 40.0 4,100 4 1 68 26 1
65 M B 387 13.2 40.0 7,000 2 3 71 23 1 19.3
64 A 366 11.8 38.1 4,900 4 0 55 39 2 15.3
67 M B 492 15.4 46.0 9,100 0 1 71 25 3 19.8
72 A 454 14.3 44.0 7,400 2 0 55 35 8 24.1
79 F B 359 12.2 38.0 3,400 1 0 55 39 5 11.5
71 A 418 13.7 41.0 4,200 3 0 55 38 4 119
80 M B 416 14.8 45.0 7,600 3 0 66 30 1 11.2
49 A 429 14.1 43.0 5,700 2 0 49 46 3 15.8
81 F B 438 14.1 43.0 5,100 1 0 75 20 4
67 A 428 14.4 44.0 3,700 3 0 48 44 5
X 78 4) BER¥EHREYS ROREHRILERE (MIC) fIE
FEE®ET 2 D v T, Chemotherapy 29 @ 76~79,
1) SuiGi, Y.; Y.Martsumorto, M.Kaizu, Y.Fuj- 1981
sHITA & H. Kojo : Mechanism of action of the new 5) AKBIERK, MAHEFR, fih: UTIERhFMELE B
orally active cephalosporin FK027. J. Antibiotics f%)o Chemotherapy 28 : 321~341, 1980
37: 790 ~796, 1984 6) SFERER, LEW=, mRE—, GEBK, KEAS
2) Kamimura, T.; H. Kojo, Y. MATSUMOTO, Y. MINE, b, EHEER, AL =T EMHEREBIECTT S
S.Goto & S.KUWAHARA: In vitro and in vivo Ceftizoxime (CZX) DX LEK, Chemotherapy
antibacterial properties of FK027, a new orally 28 (S-5) : 725~742, 1980
active cephem antibiotic. Antimicrob. Agents & 7) BIAEARCEREFSEAERLRELFTEY K
Chemother. 25: 98~104, 1984 v . FK027, 1984 (fu%)
3) Neu, H.C.; N.X.CHIN & P.LABTHAVIKUL: 8) L FBH, %o —K: Cephalexin Ftte A (S-

Comparative in vitro activity and A-lactamase
stability of FR17027, a new orally active ce-
phalosporin. Antimicrob. Agents & Chemother. 26 :
174 ~180, 1984

6435, S-6436) (= D L T, fix H BE ¥ 321 1195~
1202, 1977
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and after administration of CFIX

cor (KU cpr (KY) |ap (KAU)| DBL| TBi | BUN [ sCr | Na | K |
unit unit unit | (mg/dD) | (mg/dl) | (mg/dl) | (mg/dl) | (mEq/]) | (mEq/1) | (mEq/1)

Sl B w2 or | o5 | B | 08 | 1% | 32 | 100

A I LA A 0 L O A 0 A0

R U A I I O S I L N A O I B 1

IR I O - I A Y IO v 2 I W O B B

R I I A I A 0 I R v B O

B | KU | G | ku| 85 |KAUL Q3| G2 | 3| Do

BOKU |5 kv | & |KaU| of | oof | 1| 12

Bolwu | 8 ko | 88 |xaul 05 | 85| W | 02| 16 | &5 |

B | kU | % | xu| 35 |KaU 5|1

Solxu | B ko | &8 |kau| 8% | 05 | # | 12

S xo | ¥ kv | 33 |kav| 85 | 05| B | 1o

% | kU | % | ku | 7 |KAU 06 | 1 | 1o

% | KU | 5§ | ku | 79 |KAU 6 | 1o
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IN VITRO AND CLINICAL EVALUATION OF
CEFIXIME IN THE UROLOGICAL FIELD

SOICHI ARAKAWA, YOSHIZUMI TAKECHI, TETSUYA NAKASUJI,
AKIRA Fuji, MASUYOSHI HARADA,NOBUMASA KATAOKA,

SADAO KAMIDONO and JoJI ISHIGAMI
Department of Urology, Kobe University School of Medicine

Koj1 HIKOSAKA , CHOZO YASUMURO and MITSUNORI YANO
Department of Urology, Hyogo Prefectural Amagasaki Hospital

TosHIHIKO MITA and KAZUNORI TERASOMA
Mita-Terasoma Urological Clinic

Cefixime (CFIX), a new oral cephem antibiotic, was studied in vitro and clinically to evaluate the usefulness in
the urological field.

The in vitro antibacterial activities of CFIX against 464 strains isolated from patients with complicated UTI
(C-UTI) were compared with those of cephalexin (CEX), cefaclor, cefroxadine and cefadroxil. The MICs,s of CFIX
were 0.025ug/ml against P. mirabilis, 0.2 against K. pneumoniae and Indole (+) Proteus, 0.39 against E. coli, 50
against S. marcescens, 100 against C. freundii and P. aeruginosa,>100 against E. cloacae, and were superior to the
others.

Serum levels and urinary excretion of CFIX after 200mg oral administration were compared with those of long
acting CEX 1,000mg in 5 healthy male volunteers by the cross over method. The mean peak serum levels of CFIX
4hr after administration were 2.12ug/ml and those of CEX were 8.81 (1hr) and 8.88 (5hr), i.e. biphasic. The mean
peak urinary levels of CFIX and CEX 4~6 hrs after administration were 118 and 2, 206xg/ml, respectively. Growth
of E. coli, K. pneumoniae and S. marcescens was inhibited in the 4~6 hr urine after oral administration of CFIX
200mg, even when the urine was diluted more than 27, 2° and 2' fold, respectively. The antimicrobial activity of
CFIX in the urine was far stronger than that of long acting CEX.

CFIX was administered to 40 patients with acute uncomplicated cystitis (AUC) 50, 100 or 200mg b.i.d. for 3~
28 days, to 42 patients with C-UTI 100 or 200mg b.i.d. for 5~58 days, and to 8 patients with gonococcal urethritis
(GU) 50, 100 or 200mg b.i.d. for 5~26 days to evaluate the clinical efficacy and safety. In AUC, clinical response
was excellent in 23 patients, good in 13, fair in 2 and poor in 2 (according to the criteria of UTI committee, the
effective rate was 97% in 36 patients and all causative organisms were eradicated). In C-UTI, clinical response
was excellent in 14 patients, good in 10, fair in 8 and poor in 10 (according to the above mentioned criteria, the
effective rate was 73% in 33 patients and the eradication rate for causative organisms was 79%). In GU, clinical
response was excellent in 3 patients, good in 2, fair in 3 and eradication rate of N. gonorrhoeae was 100%. As for
the safety, diarrhea was noted in 1 patient, nausea and rough tongue in 1, but these were all slight and transient.

The results obtained suggested that CFIX is a useful oral antibiotic for the treatment of AUC, C-UTI and GU.



