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1. MER LEZRFDORRSBERIC 3T 5 MIC% Table 2ic

BREEKRICKTT 2CFCLAOMIC% Table Lic R, 7

7 LG Tl S.aureus (Terajimatk) i 3 2 MIC
13CFPM 6.25ug/ml, CAZ 12.5ug/ml, CZON 1.56
pg/mlTH B0z L, AFCFCLIZ12.54g/mlT
CFPM,CZONL N EFE2 LD THo72, 12, 75
LM T3 Branhamella catarrhalis (ATCC8176%%,
ATCC25238%k) I= 8 L Tiz 28k & ,0.78ug/ml & {1
3EIE N LD LNTH -7, Paeruginosa (NCTC

RY. Saureus 158123 L TAHK X £ #6.25,g/
ml, 12.5¢g/mlTHEERIE L 7245, CFPM, CZONiz K
NBEEDBDDTH 72, P.mivabilis 12812 5L T3
AENZ 1 BRNDA0.025g/mlT, & D 118 %6.25ug/ml
THREBIEL 72254 FFRLBEHENTH- 72, 3
72 P.aeruginosa 158RICHF L TIEMICs0136.25g/mlbl
TTHN0.2ug/mic ' —7 %2 & b, ERBEHFRENR
EH DB TIICFPM & IZIZREIE T 2 K1 & D i

Table 1. Antibacterial activity against standard strains

Strain MIC (¢g/ml(108cfu/ml) )

Cefepime | Ceftazidime | Cefuzonam Cefclidin
S. aureus Terajima 6.25 12.5 1.56 125
M. luteus ATCC9341 0.78 6.25 0.78 6.25
B. subtilis ATCC6633 0.20 1.56 0.20 313
B. catarrhalis ATCC8176 0.05 =0.0125 0.05 0.78
B. catarrhalis ATCC25238 0.05 =0.0125 0.05 0.78
E. coli NIHJ JC-2 £0.0125 0.05 0.025 0.10
P. mirabilis ATCC21100 0.025 0.05 0.025 0.20
P. mivabilis 1IFO3849 0.05 0.05 0.20 0.39
P. vulgaris 0X19 0.025 =0.0125 =0.0125 0.20
P. rettgeri ATCC9250 =0.0125 <0.0125 £0.0125 =0.0125
.ll.b s ganii IFO3348 0.05 0.05 0.20 0.20
I’ wcruginosa NCTCld90 0.20 0.39 0.39 0.20

Table 2. MIC distribution against clinical isolates

S. aureus 15 strains

MIC (ug/ml)| <0.0125 0.025 0.05 0.1 02 039 0.78 156 3.13 625 125 25 50 =100
Cefclidin 7 8

Ceftazidime 1 12 2

Cefuzonam 6 8 1

Cefepime 3 9 2 1

P. mirabilis 12 strains

MIC (ug/ml)| <0.0125 0.025 0.05 0.1 0.2 039 0.78 1.56 3.13 625 125 25 50 =100
Cefclidin 1 11

Ceftazidime 1 1 10

Cefuzonam 1 1 10

Cefepime 1 2 9

P. aeruginosa 15 strains

MIC (ug/ml)| <0.0125 0.025 0.05 0.1 0.2 039 078 156 3.13 6.25 125 25 50 =100
Cefclidin 4 2 3 2 2 1 1
Ceftazidime 1 7 3 1 3

Cefuzonam 4 7 1 3
Cefepime 2 3 4 5 1
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Fig. 1. Plasma and tissue concentration of cefclidin after administration of lg

Table 3.

Palatine tonsil

Plasma and tissue concentration of cefclidin after administration of 1g

Sex Age B. W. Time Plasma Tissue Tissue/Plasma
(yrs.) (kg) (min) (ug/ml) (ugl/g) (%)
F 18 42 39.1 6.8 174
M 19 60 50 36.8 11.2 304
M 49 72 60 389 12.8 32.9
F 18 60 284 10.7 37.7
34 89 80 10.8 1.2 11.1
F 46 73 80 243 34 14.0
M 90 225 23 10.2
F 110 242 3.0 124
M 53 67 124 153 1.5 9.8
F 24 48 147 9.8 1.8 184
17 41 159 92 13 14.1
F 30 44 185 8.8 2.6 29.5
Ave. 49 19.8

Maxillary sinus mucosa

Sex Age B. W. Time Plasma Tissue Tissue/Plasma
(yrs.) (kg) (min) (pug/ml) (ugl/g) (%)
M 30 60 45 39.7 22 554
F 15 63 33.7 20.6 61.1
F 75 50.6 31.8 62.8
M 30 60 80 18.6 3.7 199
F 108 238 6.8 286
M 113 222 13.5 60.8
F 54 56 120 42.2 16.6 39.3
F 55 47 134 31.5 19.5 61.9
M 29 78 157 10.6 35 33.0
M 61 63 178 154 6.7 435
M 23 61 268 12.3 5.5 4.7
Ave. 13.7 46.5

Ethmoidal sinus mucosa

Sex Age B. W. Time Plasma Tissue Tissue/Plasma

(yrs.) (kg) (min) (ug/ml) (uglg) %)
70 I 103 272 156 T

F 71 45 162 336 14.1 42.0
57 70 185 11 3.7 336
Ave. 111 4.0
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Table 4-1. Clinical efficacy of cefclidin
C; Dosage i iologi ini
ase Age| Sex Diagnosis 4 Organism Bactent?loglcal Clinical Notes
No. daily dose | duration | total dose (MIC pg/m1) response effect
PN . P. aeruginosa (0.78) partially . i
1 55 | F | Ch tit] d X 17 f
ronic otitis media 1gx2 9 A. xylosoxydans (>100) eradicated air  |eruption
Chronic otitis media E. cloacae 0.2)
2 |64 | F X 5 5 . eradicated llent| —
(acute exacerbation) lgx1 K. pneumoniae (0.05) radica excellen
Chronic otitis medi
3 |31 | F ronic otitis me. a 1gx2 3 6 P. aeruginosa (0.78) eradicated |excellent| —
(acute exacerbation)
Chronic otiti i
4 |58 | F ronic otitis me:dla 2g X1 3 6 S. aureus (100) eradicated |excellent| —
(acute exacerbation)
Chronic otiti di.
5 |4 | p | omcottismeda o, 3 6 S. cohnii (313) | eradicated |excellent| —
(acute exacerbation}
Chronic otiti di
6 |42 | M ronic otits me- 1a 1gx2 3 6 A. xylosoxydans (25) eradicated |excellent| —
(acute exacerbation)
Chronic otiti di
7 |3 | g | romeottsmeda 3 6 | cNs (625) | eradicated [excellent| —
(acute exacerbation)
hronic otiti di
g |3 | p | Chronicotitismedia |, 3 6 | cns (625) | eradicated |excellent| —
(acute exacerbation)
Chronic otiti di
9 | go | F | romeoutismedal ., 4 8 | cNs (625) | eradicated | good | —
(acute exacerbation)
hronic otiti di
10 18| M Chronic otitis me' 12 2gx1 4 8 P. aeruginosa (0.39) eradicated excellent —
(acute exacerbation)
Chronic otiti di
11 71| M ronic otiis m‘? 2 1g X2 5 9 P. aeruginosa (0.39) eradicated good -
(acute exacerbation)
Chronic otitis medi
12 | 59 | F | omeontiemeda ey 6 12| S marcescens (02)| eradicated | good | —
(acute exacerbation)
Chronic otiti di
13 | 73 | | cromeoutiameda ] oy 6 12 | S awreus (625) | eradicated | good | —
(acute exacerbation)
Chronic otitis media
14 | 74| F . 2g X1 6 12 S. aureus (3.13) eradicated good -
(acute exacerbation)
Chronic otitis media
15 | 45 | M ronic otit R 1gx2 7 14 S. anreus (50) eradicated good -
(acute exacerbation) .
ic otiti di
16 [ g3 | p |Chronicotitismedia} ), 7 U |S awrens (625) | persisted fair | —
- (acute exacerbation)
e otitis medi
17 64 | M Chronic otitis me- 1a 1gx2 10 19 A. xylosoxydans (>100) unknown good —
(acute exacerbation)
» H. influenzae (0.05)
i X 4 8 i llent| —
18 |31 | M Acute sinusitis 2gx1 S, prewmoniac 0.39) eradicated |excellen
H. influenzae (0.2)
19 29 | F Acute sinusitis 1g X2 5 10 P. indolicus (0.2) eradicated good -
B. melaninogenicus  (0.39)
20 |35 | F Acute sinusitis 1gx2 6 12 P. putida (25) | eradicated |excellent| —
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Table 4-2. Clinical efficacy of cefclidin
Dosage Organi B: iologi ini
Case ) R rganism acteriological | Clinical
Age | Sex Diagnosis Notes
No g daily dose | duration | total dose (MIC ug/ml) response effect
21 29| F Acute sinusitis 1gx2 10 18 H. influenzae (0.2) eradicated good —
Chronic sinusiti i
2 |70 (M ronic sinust ,‘S 1gx2 6 11 S. prneumoniae (0.2) unknown good —
(acute exacerbation)
Chronic sinusitis 3 . .
23 |69 | M | 1g X2 7 14 P. vulgaris (6.25) eradicated fair
(acute exacerbation)
Chronic sinusitis H. influenzae (0.1)
F 1gx2 7 14 R adicated —_
u )0 (acute exacerbation) g B. catarrhalis (0.78) eradicate poor
25 | 27| F Acute tonsillitis 1gx2 1 2 S. aureus (6.25) eradicated excellent —
26 | 34 F Acute tonsillitis 1gx2 2 4 S. pyogenes (0.1) eradicated excellent —
27 | 34| F Acute tonsillitis 1gx2 3 6 S. anginosus (0.78) eradicated excellent —
28 | 65 | M Acute tonsillitis 1gx2 3 6 H. influenzae (0.1) eradicated poor |GPT 17-36
29 |20 | M Acute tonsillitis 1gx2 3 6 S. saccharolyticus 0.1) eradicated excellent —
0 |32 | M Acute tonsillitis 2gx1 3 6 H. influenzae (0.1) eradicated excellent —
31 |32 | F Acute tonsillitis 1gx2 3 6 S. pyogenes (0.1) eradicated excellent |[Eos. 2-8
32 |23 | F Acute tonsillitis 1gx2 4 8 S. pyogenes (0.1) eradicated good —
3|18 M Acute tonsillitis 1gx2 4 8 B. catarrhalis (0.78) eradicated |excellent| —
4 | 18| F Acute tonsillitis 1gx2 4 8 S. angionosus (0.2) eradicated | excellent —
3% (17| F Acute tonsillitis 1gx2 4 8 S. angionosus (0.39) eradicated | excellent —
36 (31 | M Acute tonsillitis 1gx2 5 10 S. pneumoniae (0.2) eradicated | excellent —
a-haemolitic streptococcies
37 |22 | F Acute tonsillitis 1gx2 6 11 G. N. diplococcus eradicated |excellent —
G. P. bacillus
38 (18| M Acute tonsillitis 1gx2 6 11 S. dysgalactiae (0.39) replaced fair —
39 (19| M Acute tonsillitis 1gx2 6 12 B. catarrhalis (0.78) eradicated | excellent —
0 (52| F Acute tonsillitis 1gx2 7 14 S. angionosus (1.56) eradicated good —
41 |60 | M Acute tonsillitis 1gx2 11 22 S. constellatus (6.25) unknown good —
B. int dins 0.2)
42 | 35 | M | Acute peritonsillitis 1gx2 7 14 m‘erme e 02 eradicated excellent —
P. micros (0.2)
43|48 M Acute laryngitis 1gx2 5 10 S. anginosus (1.56) eradicated | excellent Eg; ﬁ:;f

C N S : coagulase negative Staphylococcus G. N. : gram negative G. P. gram positive
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Table 5. Efficacy of cefclidin classified by clinical diagnosis
DI ) No. of Efficacy Efficacy rate
iagn:
gnosis cases excellent | good fair poor (%)
Chronic otitis media 1 1 0/1
Chronic otitis mgdla 16 3 7 1 15/16(93.8)
(acute exacerbation)
Chronic otitis media 17 8 7 2 15/17(88.2)
sub total
Acute sinusitis 4 2 2 4/4
Chronic sinusitis ) 3 1 1 1 13
(acute exacerbation)
Acute tonsillitis 17 12 3 1 1 15/17(88.2)
Acute peritonsillitis 1 1 1/1
Acute laryngitis 1 1 11
Total 43 24 13 4 2 37/43(86.0)
Table 6. Bacteriological response of cefclidin
Organisms N()'.Of Eradicated | Persisted | Unknown Eradication rate
strains (%)
S. aureus 6 5 1 5/6
CNS 3 3 3/3
G S. pyogenes 3 3 3/3
S. pnewmoniae 3 2 1 2/3
(+) Streplococcus sp. 10 9 1 9/10
other G P R 1 1 /1
sub total 26 23 1 2 23/26/(88.5)
B. catarrhalis 3 3 3/3
K. pnewsnoniae 1 1 1/1
E. cloacae 1 1 1/1
G P. aeruginosa 4 4 4/4
(=) 11 influcnzae 6 6 6/6
other G N R 7 5 1 1 5/7
sub total 22 20 1 1 20/22(90.9)
Anaerobes 4 4 4/4
Total 52 47 2 3 47/52(90.4)

CNS : coagulase negative slaphylococcus
GPR : gram positive rod
GNR : gram negative rod

Hih 2Bl & &BIARL L, BERRERSMEHBE TR

3FIAERh 1B, A LA, EH1IFATHY, Bl
BES SR TS/ TDBRBTH 72, RERIZOWT
1 BB R AR AR R EML2E, AR IF, %
A% 16, &5 16T 2%NEMETHY, 2
BAAEE L 1 PIIZESTH » 2o £ OO F BIREERRL
SERIE & | CAMEREY 1 BIH - 2N TH
o T2, L43BIRERN245], ARG, LROFR 4P,

include unknown strain

5 2 B Th N &K T86.0% & ENLEREELRLL.

WEERER % Table 6ic R . 777 ABMET
BB X N - 72D i3 S.aureus 6 %P 1 HRNAT, ¥
E TR Streptococcus sp.0 2 ¥k % &b T 268k P23
DEEL, 88.5%NREETH %, /7 LEHET
12 B.catarrhalis, Klebsiella pneumoniae, Enterobacter
cloacae, P.aeruginosa, Haemophilus influenzaeti3 &<
BB X AR TIR90. 9% DREETH - 12, 72, K
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SHEI 4 RRE I NeRBRE I Nz, 77 LRHEHE,
R S TAbE 5 L5628 H4T#90.4% (47/52)
NBREETH - 12,
1. *# =
EREkICNT 2B NI, BEFDOL7 2 2 RE4E
#ECFPM, CAZ, CZON & H#§ % & P.aeruginosa’
Bk, AEERBETELLNOTH 72, FRIEKR
RHABRGE TLIZ LIRS & & 115 S.aureus (Tera-
jima#k) T3 CFPM%%6.25ug/ml, CAZ#»%12.5ug/ml,
CZONH%1.56pg/mlic s+ L, A&212.5g/ml & F%
FRRENUTTH 72, NERDTEREIETLITL
HBREENTEEER XN T3 B.catarrhalis
(ATCC25238%k, ATCC8176%#k) Tix 2%k & £ 0.78ug/
mlTaH ", MEICIZE 2 L DD+F A RBEHERL2,
L»L, BEREPER, BERIBERLN LIT
L & 1L % Paeruginosa (NCTC10490%k) = 34 L
TIZCFPM &R L0.20ug/mIT&H D, CAZ, CZON &
NENITHENERL
RICEBERFOBERSBERRIC KT 2B IO
TRET 5, S.aureus 15¥IC XL TIZAENZ12.5ug/
mlTE£TRBEMIEE N, ZOEIZNBENCAZE
1217@%, CZON,CFPM& W L4523 NDTH-72. 4
[li3 methicillin-susceptidle Staphylococcus aureus
ANKRETTH %25, methicillin-resistant Staphylococ-
cus aureusiZ BN TEHE LITRET 22 2 UEHH
%, Pmirabilis 12BRI2 DT L R L { SRE I R
REDBLNTH 72, LH L, Paeruginosa 1581 &t
LTi30.2ug/ml & D ST H EAT) 7R, 6.25ug/
mlA T TL3kDBERIE & 11, S HGIREER # #%
2L b5CFPMREIREN 72BN 2R L2, 20
CLRBRYT ZMEBABITORRL T2 2L, KK
DIFRE YRS T 2 FARLETT 200 TH 2,
BHBABTIIRIR D L ( TH N EHTOZR
4. 9ug/g, ERMMEH13.Tug/g, B FASE Hs
11.1ug/gTh > 12, BHE % T 72 LEDOME TITH
N7:CAZND ZABMGNBAT & e+ 3 &, CAZIZ F
TOZRH17.3ug/g, LRIAKIEH28. 8ug/g Th
NERRD T HiR0R0% - 1M EABIT Th - 7275, 1%
RENKE, BEBIRHMEERDE L b 2 72> —HKic
BIERTELW, MILCRE, 206 0MGAMREL
SHERFOLEHRICHNT ZMICE 12T LE 2 L 0
THY, ENLBERNREZ2EFTIZL0LEbN S,
FRRBUEIZATLR L 72 2 8D 2R T86.0%NHRNE
ERAL7 2 4L LTOBNLLDTH - 720 HOE
HAL7 2 ARHEWEO SBETHT— 5 & et
% &, CFPM#+82.9%%, CAZ#*83.9%*9, cefmenox-

ime#*91.0% TAFIZ Z N & D p TENEHEICET
5525,

MEFHIZIRICOWTIZ, 77 2BMHEICIL TiZ
88.5%NENT-BREERTH - 72, #C S.aureusi 6 ¥
REINTASDPBEEI N, ZoRBEEN 68
12X 5 AKOMICIZ3. 13ug/ml 1#, 6.354g/ml 3
B, 50ug/ml 1%k, 100ug/ml 1% TH ", in vitroT
DHIENILTLIBLDTIZ b » 727%, BRKREY
IZIZMIC 6.25ug/mly 1 k2 EBRBE S N7z, 2
AEIDin vivoll BT 2 EN 72 MBFREEK E DH IR
BIERS~= 707 7—2 L OB B EEERZ £ 58
SELTwaizh b #AINZY, 77 2BMEHEICHL
TI390.9% N EN-BREEZ R L 72, #i2 Paer-
uginosa 4 BRIZH$ B2MICIZ0.78ug/mILL T TH N &
TRE XN, BRI P.aeruginosai2 313 2 HE H D&
SEIAATELNOTH - 72,

ZEMITOVTIL, BWER & L TER 1 IcBENRK
&, BRRREMERE & L TEF8ICGPTOEE LA,
fEBI431GOT,GPTOEE L&, fEFI3LIC IFERER N ER
ELA»HLNIzh, MNLFENLAEBEZLEET S
LDTIE kb » 72,

LI ECFCL B BIRAMRF} ISR E IC B 1T 5 X7
#) - BRIRBVIRET 21T - 720 AFIIZRVWHE A7 L L
23 h, RHICKRIRB I LSBT 520 H
SRR I A L B A & e OB AR
BWESHEE 72 28 TH B L2 5,

X 73
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2) BARMCEREESMICAIEESETIERS BRAVRSE
REL1E 8 B (MIC) #E #:F % ET 1 Dv» T, Chemother-
apy 29(1) : 76~79, 1981
3) BBEE, f RHRICHT 5 ceftazidime ) 5
#) - BRPRBURRES. H & & EEFR34 1 1520~1534, 1988
BIRERE, fb BIBRERICNT B ceftazidime) 7
#) - ERREYRRES, H A L EEFK 35 580~596, 1989
BEAER, it FAWEERHT 51T 5 cefepime 7 BEFR
B)#5f. Chemotherapy 39(S-2) : 523~527,1991
6) BIBERE, M0 (LIRMEFE RICHT 5 ceftazidimen
ERERY - ERIRAVMRET, B B L ERR35 : 563~579,1989
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BACTERIOLOGICAL, PHARMACOKINETIC AND CLINICAL STUDIES OF
CEFCLIDIN IN THE TREATMENT OF
OTORHINOLARYNGOLOGICAL INFECTIONS

Naoya Miyamoto, Shunkichi Baba, Takehiro Kobayasni, Shin-ichiro Yamamoto and Tomoki Itaya
Department of Otorhinolaryngology, Nagoya City University, Medical School
1 Kawasumi Mizuho-cho, Mizuho-ku, Nagoya 467, Japan

Haruo Ito, Takeshi Maruo, Akira Tohnai and Hiroko Isaji
Department of Otorhinolaryngology, Koseiren Showa Hospital

Mitsuaki Inagaki
Department of Otorhinolaryngology, Koseiren Kainan Hospital

Bacteriological, pharmacokinetic and clinical studies were carried out with cefclidin (CFCL) in
the treatment of otorhinolaryngological infections. The results were as follows.

The antibacterial activities against Staphylococcus aureus (15 strains), Proteus mirabilis (12 strains)
were inferior or equal to ceftazidime, cefuzonam, and cefepime, but were superior to them against
Pseudomonas aeruginosa (15 strains).

The concentration of CFCL in the tonsils was 4.9xg/g, in the mucous membrane of maxillary sinus
13.7ug/g, an in the mucous membrane of ethmoidal sinus 11.1xg/g.

The drug was administered to 43 patients. Overall clinical efficacy was very high, 86.0%. One
case of moderate adverse reaction, eruption and three transient elevations in GPT, GOT and eosino-
phile were observed.



