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1. 5®0mE (GLMh)

1. NRERBLUHE

R RIE R DB E IR F R Escherichia coli 30k,
Klebsiella pneumoniae 208k, Klebsiella oxytoca 10%k,
Serratia marcescens 19%, Citrobacter freundii 19%k,
P.aeruginosa 23¥k, Proteus mirabilis 208k, Proteus
vulgaris 108k, Pseudomonas putida 108k, Entero-
bacter cloacae 13%k, Enterobacter aerogenes 6%k,
Morganella morganii 108k, Enterococcus faecalis 10
¥, Staphylococcus epidermidis Ok J UIEMRRE. coli
KPO, E.coli NIH]JJC-2, E.coli ATCC27166, P.mir-
abilis TH-4) 148 78209%k 1= %49 % A& & ¥ cefopera-
zone (CPZ), latamoxef (LMOX), ceftazidime(CAZ)
NE/ANNEEIEBE (MIC) 2 Bl L, HEREL 72,
MIC > i %€ 13 L R AE o6 3k i € V>, 5% 18IS modified
Mueller Hinton agar (= 2 4) #%BAW/zERXKFER
FREITITV, BHEEEIZI0°CFU/mlE L7z,

2. ¥ R

BHEEIC N 2 A H HOMIC/H Range, MICso,MIC,,
%#Table Lic/R L 72,

S.epidermidis TIZCPZIZ 1345 L o, CAZE
RRENHEH %R L Tz, Efaecalis Ti3CAZ,
LMOXic kR EN 12BN 2R L 72, E.coli Tl
RIARKOFTCRIENZWE N 2R L, MICs,
MICyo & $0.1ug/mILL T TH » 72, C.freundii TiZ it
BEACHRELENLTHEN 2R, MICs,I30.39
ug/mlTHh - 72, K.oxytoca TiZMICqo % 0.2ug/mlLL
TTLMOXtRBREOCHEH %2R L 2, K
pneumoniae TIZWEEH NP TRLEN2HE N
AL, MICq130.39:g/mlT& - 72, E.cloacae b MICq,
#%3.13ug/ml & HBHEANC X, L ENHEH 2
L7z, E.aerogenes Tl36¥k & RETBRIA A0 <, %
72, MIC»Range $0.1~100ug/ml & [ A - 72 55,
MIC;0130. 1ug/ml & W 3KAIC LT R R BN
MBS 2R 72, S.marcescens TlICAZ & FREEDH
BEAEAEL, MICso,MIC, NI £ N Z11.56ug/ml,
12.5ug/ml & & N T \» 72, P.mirabilis T %, CAZ,
LMOXiz g =024 % & D, MICso,MIC,, 1l &
$0.39ug/ml & BN2HEH % T L 72, Poulgaris T3
MICi0.14g/ml~0.20ug/mliz 5345 L, BN 72518
¥RL 7. Mmorganii TIZLMOXIZ I3 R4 5 L D
7N, CAZ, CPZiz i~ EN 7= HB 1 %2 F L, MIC,ofE b

0.39ug/mlE EHE N2 H L T7z, Pputida T,
BN AR RPRBEN 2 ME S F L, MICEL0.78
ug/mlE T LIRMETH - 72, P.aeruginosa T3 AH D
MICi30.39~3.13ug/mlic 3 L, fh#Flic g &
NEHENEFL T,
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3. MEFHIRHR

RERISMEIZ198E, 465RTHY, £ b3k
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434 CHEMOTHERAPY SEPT. 1992

Table 1. Ix vitro antibacterial activity of cefclidin against clinical isolates

Test organism . MIC (ug/ml)
(No. of strains) Antibiotic Range 50% 90%
Cefclidin 3.13—100 6.25 100
St itemitic 0 | Sy | Lol 2 8
Cefoperazone 0.78—50 1.56 50
&;Clidgl 1%5—)%88 100 >100
. tazidime 12.5-> >100 >100
Enterococcus faecalis  (10) | Tatamoxef 100—>100 5100 5100
Cefoperazone 6.25—>100 25 >100
&gclidgl 0.05—> 188 8%8 8%8
s . tazidime 0.05—>1 . .
Escherichia coli (30) | Latamoxef 0.05—>100 010 020
Cefoperazone <0.025—125 0.20 0.78
Cefclidin 0.05—100 039 100
Citrobacter froundii (19) | Potooyet 008—>100 X 3100
Cefoperazone 0.39—>100 313 100
gg(:lidgl < 0.%0 —0.20 8%8 8%8
. tazidime <0.025—-0.39 . .
Klebsiella oxytoca (10 | Latamoxef 0.05—0.20 0.10 020
Cefoperazone 0.10—1.56 0.39 0.78
Ceteastd 010— 100 020 3t
: . tazidime 10— . X
Klebsiella pneumonize  (20) | [atamoxef 0.05—100 0.10 125
Cefoperazone 0.05—25 0.39 6.25
&gclidgl 0.%0 - 108 0.78 3.13
tazidime 0.20—10 25 50
Enterobacter cloacae (13) | Latamoxef 0.05—>100 6.25 %
Cefoperazone 0.1—-50 25 50
e 8-l 02 e
tazidime 0.39—-5 .
Enterobacter acrogenes  (6) | T aramoxef 0.10—>100 0.78 5100
Cefoperazone 0.20—25 6.25 25
&gdid? Ogg— 12.5 1.56 égs
. tazidime 0.39—100 1.56
Servatia marcescens (19 | Latamoxef 0.20—>100 5100 5100
Cefoperazone 0.56—>100 50 >100
&?clidgl 0.10—0.78 0.39 8%!(—))
L. tazidime <0.025—12.5 0.10 .
Proteus mirabilis (200 | Latamoxef 0.05—-0.39 0.20 020
Cefoperazone 0.39—3.13 0.78 1.56
&Edid? 0.10—0.20 0.10 ggg
. tazidime 0.025—3.13 0.10 .
Proteus vulgaris 10 | Latamoxef 0.10—0.20 0.20 020
Cefoperazone 0.39—6.25 0.78 3.13
Cegclidin 0.05—1.56 0.20 Oi’:g
.. idi = - N
Morganella morganii (10) | Fatarmoxet” =0 00e 020 030 020
Cefoperazone 0.78—12.5 313 12.5
Cefead 010675 333 &
. tazidime .10—6. 3.13 .
Pseudomonas putida (1) | Latamoxef 0.05—>100 50 5100
Cefoperazone 0.10—>100 125 50
&gclidgl 0.39— 3.103 g7§ Z2.13
. tazidime 0.78—>100 1
Pseudomonas aeruginosa (23) | [atamoxef £0.025—>100 50 >100
Cefoperazone 1.56—100 12.5 >100

Inoculum size : 106 CFU/ml
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Table 2. Clinical summary of complicated UTI patients treated with cefclidin
X Diagnosis UTI| Evaluation No. Diagnosis UTI | Evaluation
Pyﬁoenl Age|Sex Underlying conditions [group|UTI®) Dr(6) Remarks Patient Age| Sex Underlying conditions |group| UTI®)Dr(6) Remarks
P.P.UTIV a) P.P.UTI
IMT.| 8 | M BPH® G-2 |mod.(Mgood 21FL| 61 BPH G2 |mod. good
P.P.UTI a) ccc .
2TH|74 | M BPH G-2 | poor poor 20K/ 68| M bladder tumor G2 | (=) fair
P.P.UTI a) cccC
3RN.[ 63 | M BPH G-2 [mod. good 238C.| % | F neurogenic bladder G5 |poor good
P.P.UTI a) CCC .
4SN.| 65 | M BPH G2 | poor  poor UTM| 85 | M| heurogenic bladder | G4 | Poor fair
CCC® » CCC
SKH.| 72| M BPH G4 |mod. good Za% KM| 72 | M neurogenic bladder | G-3 |poor good
6TM| 65 | M P.P.UTI G% | poor poor prostatic cancer
- BPH
ccc ksl 6| M Go G5 |poor poor [GPT 19-+46-36
TRK.| 76 | M urethral stricture Gl |mod. good| GPT18-59 a) 2| F cCcC R
9 | M cCccw s | (=) exce 27 KH. bladder tumor (=) fair
§NK.| 5 bladder tumor llent 2 P.P.UTI R
P.P.UTI BHB| 72| M BPH (=) fair
INO.| 75 | M VBi»’H G-6 {mod. good EPUTI
Bsr| 60| M e G2 |mod. good
59 | M cCcC G.1 [exce good -1
10J.U. bladder tumor llent a) 7 M cCccC G 4 d
GOT 13-35-22 30 YK prostatic cancer 4 [meod.  goo
GPT 12-144—28 ) cCcC
ALP82-255-234  31SY.| 76 | M bladder tumor (=) poor
-GPT 36—185
ccp i a) ccc .
1TS|61 | F irradiation cystitis G-5 |poor good LAP 43_.“7:%; 2NT|6 | M prostatic cancer G5 | poor fair
neurogenic bladder D-Bil 0.23-123 a) M cce fai
Soss 33MT[ bladder tumor (=) fair
T-Bil 0.44—1.91 a) CcccC lexce- exce-|
0.9 UKyl 62| M It. renal tumor G$ lllent llent
a) P.P.UTI
69 [ M G-2 | poor poor CCC
12SF. BPH 3}, K| 6| M secondary bladder (—) fair
a) cCCcC o tumor
5| F G6 |mod. good
13AS. bladge(x; tgmor 2kle M cccC (—) exce:
a) K. prostatic tumor llent
kK| 70| M neuroganic bladder G6 |mod. good 2) - dose finding study
T% kul 65 | M Pgi’l.lj-{TI G2 | poor poor g; E;’HU'I;)I : ?ost-prosta.teitomy IlJTl
- : benign prostatic hyperplasia
a) 8 | M cCccC G [excer exce (3) CCC : chronic complicated cystitis
16 KK. BPH " llent llent (4) CCP : chronc complicated pyeronephritis
- ccp (5) UTI : criteria proposed by UTI Comittee
17sT.| 51| M urethral stricture G+ | poor poor (6) Dr : Dr’s evaluation
(7) mod. : moderate
ﬂ; AH| S5 | M %g}(l: G-4 |[mod. good
Té FL|76 | M %gHC G-1 {mod. good
a) cccC .
0NK| 80 | M rt. ureteral tumor G5 | poor  fair
Table 3. Overall clinical efficacy of cefclidin in complicated UTI
Pyuria Effect on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated i 3 2 9 14 (50.0%)
Decreased
Replaced 1 6 7 (25.0%)
Unchanged 1 6 7 (25.0%)
Effect on pyuria 3 (10.7%) 4 (143%) 21 (75.0%) Patient total
C——1 Excellent 3 (10.7%)
Overall efficacy rate
(] Moderate %
12 (42.9%) 15/28 (53.6%)
[ Poor(including failure) 13 (46.4%)
Bacteriological response
Total no. of strains Eradicated Persisted*

46

38 (82.6%)

8

*regardless of bacterial count
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Table 4. Overall clinical efficacy of cefclidin classified by the type of infection
Overall
Group No. of patients | Excellent Moderate poor effectiveness
rate
group 1 (indwelling catheter) 4(1) 2 2(1) 100 %100 %)
group 2 (post-prostatectomy) 8( 4) 4(2) 4(2) 50.0% ( 50.0%)
Monomicrobial | group 3 (upper UTI) 1 1 0 %( 0 %)
infection group 4 (lower UTI) 4(2) 3(1) 1(1) 75.0% ( 50.0%)
sub-total 17(7) 2 9(4) 6(3) 64.7%( 57.1%)
group 5 (indwelling catheter) 5( 2) 5(2) 0 %( 0 %)
Polymicrobial | group 6 (no indwelling catheter) 6( 3) 1(1) 3 2(2) 66.7% ( 33.3%)
infection
sub-total 11( 5) 1(1) 3 7(4) 36.4%( 20.0%)
Total 28(12) 3(1) 12(4) 13(7) 53.6% ( 41.7%)
No. in brackets were cases injected of 0.5g
Table 5. Bactex:iological response to cefclidin in Table 6. Strains* appearing after cefclidin treatment in
complicated UTI complicated UTI
Isolate No. of straingEradicated (%)| Persisted* Isolate No. of strains(9%)
S. aureus 2 2 S. aureus 1( 4.8%)
E. faecalis 11 8 3 E. avium 1( 4.8%)
E. faecium 1 1 E. faecalis 1( 4.8%)
GPR 2 1 1 E. faecium 3( 14.3%)
sub-total 16 12( 75.0%) 4 Corynebacterium sp. 1( 4.8%)
E. coli 4 4 sub-total 7( 33.3%)
C. freundii 1 1 X. maltophilia 2( 9.5%)
K. pneumoniae 2 2 P. acidovorans 1( 4.8%)
E. cloacae 1 1 P, cepacia 1( 4.8%)
S. marcescens 1 1 Flavobacterium sp. 1( 4.8%)
P. vulgaris 1 1 A. danitrificans ssp.
.t o
P mosa 8 5 3 denitrificans 1( 4.8%)
. A. danitrificans ssp.
P. cepacia 1 1 xylosoxydans 2( 9.5%)
X. maltophilia 3 2 1 sub-total 8( 38.1%)
Flavobacterium spp. 2 2 Candida, YLO 6( 28.6%)
A. calcoaceticus 2 2 Total 21(100.0%)
A. denitrificans subsp.
xylosoxydans 1 1
: No. of patients in whom strains appeared
A. fascalis 1 L , 10/28( 35.7%)
A. lwoffi 1 1 Total no. of patients evaluated
; ) 1 1 *regardless of bacterial count
Alcakigenes sp. YLO: yeast like organism
sub-total 30 26( 86.7%) 4
Total 46 38( 82.6%) 8

*regardless of bacterial count
GPR : gram positive rods
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Table 7. Relation between MIC and bacteriological response to cefclidin treatment in cpmplicated UTI
MIC (ug/ml) Inoculum size 106 bacteria/ml Not
Isolate done Total
<0.05 0.10 { 0.20 | 0.39 | 0.78 | 1.56 | 3.13 [ 6.25 | 12.5| 25 | 50 | 100 |>100

S. aureus 1/1 | 1/1 2/2
E. faecalis 4/7 | 4/4 8/11
E. avium 1/1 1/1
GPR 1/2 1/2
E. coli 2/2 2/2 4/4
C. freundii 1/1 1/1
K. pneumoniae 1/1 1/1 2/2
E. cloacae 1/1 1/1
S. marcescens 1/1 1/1
P. vulgaris 1/1 1/1
P. aeruginosa 2/210/1|1/1|1/1]0/1]0/1 1/1 5/8
P. cepacia 1/1 1/1
X. maltophilia 0/1 1/1 1/1 2/3
Flavobacterium spp. 1/1 1/1 2/2
A. calcoaceticus 1/1 1/1 2/2
A. xylosoxydans 1/1 1/1
A. faecalis 1/1 1/1
A.lwoffi 1/1 1/1
Alcaligenes sp. 1/1 1/1

Total 3/3 | 2/2 |1 | s/5 | aa |23 |11 |1z [ s/ | [ | s | ern | a2 | SRS

No. of strains eradicated/no. of strains isolated
GPR : gram positive rods
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FUNDAMENTAL AND CLINICAL STUDIES ON CEFCLIDIN
IN COMPLICATED URINARY TRACT INFECTIONS
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We studied the antibacterial activity and clinical efficacy of cefclidin (CFCL), a new injectable
cephem antibiotic.

1.Antibacterial activity: We determined the MICs of CFCL against clinical isolates (209 strains of
14 species) from urinary tract infections, and compared them with those of cefoperazone, latamoxef
and ceftazidime.

Against Enterococcus faecalis, CFCL had weak antibacterial activity. Against other species, espe-
cially Pseudomonas aeruginosa, however, antibacterial activity of CFCL were superior to those of the
comparative drugs.

2. Clinical efficacy:Thirty-six patients with complicated urinary tract infection were treated twice
a day with 0.5g or 1.0g of CFCL. Out of 36, 28 cases were evaluated according to the criteria of the
Japanese UTI Committee, the overall clinical efficacy rate was 53.6%. Bacteriologically, 38 of 46
strains (82.6%) were eradicated. No side effect were observed. In 3 patients, abnormal laboratory
findings were noted, but were not problematic clinically.



