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FREORYL 7 « ARKHEME TH 2 Cefdinir (CFDN) OEEMHLBEERIC B 2EERARS
B3 57:% CFDN 1 H50mg X 3 [ (CFDN150mg &), 100mgX 3 [ (CFDN300mg ) 8 & U
SEEZEF| & L T cefaclor (CCL) 1 H250mgXx 3 [ (CCL 750mg &) , 7 HRER 580 E L L THR
MR S I RSM 2 BB EIC L VRS L7z, BEFIS1116] (CFDN150mg B£3741, CFDN300
mg #3861, CCL750mg B¥368) o > bH%M, BRI %E131014) (CFDN150mg B£3441,
CFDN300mg #3481, CCL750mg B$3361), &£t 247t % 611310861 (CFDN150mg 2£36%,
CFDN300mg 2£3781, CCL750mg ££3561) TH D, RKEIZLUTOED TH -7z,

1) BRRZIR (B%1E) 13 CFDN150mg #£91.2%, CFDN300mg #£88.2%, CCL750mg B£84.8%
ThY, IFRHMEEZEERED Shikh o,

2)FHEE (%5%3, 5, 7HE) HISMUBEOLEIC BV TIE, —HOKRIIEE T CFDN300
mg B4 CFDN150mg B & UF CCL750mg Bz kb LIEN Tz,

3) MEFERIHR TIX, Staphylococcus aureus =3t 5 B i % F ik CFDN150mg ££80.0%,
CFDN300mg £$100%, CCL750mg E£83.3% THH, 3 EFIEMCEZEZRAD >hih o1z,

4) BIfER X CFDN150mg & 2 %1 (5.6%), CFDN300mg & 2 B (5.4%), CCL750mg & 4 %I

(11.4%) KRB s 1z, ERREMREZLEIZ CFDN 150mg & 3§ (FBMEIES 2 5, REGH
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XL DA & Tk cefaclor (CCL) % & DEOAEL-
lactam Flicttr€ 7 7 0 AR Y F—¥RBLUR=2 Y F—
Y8 f-lactamase I EKEMHHE V2, AR DOEH I EER
BCBLWHE AR M ETRTEICH Y, Escherichia coli,
Klebsiella pneumoniae, Proteus mirabilis iz ¥ 75 LEHE
KR 2B 03 2B & L biZ, Staphylococcus aureus

(S.aurues), Staphylococcus epidermidis (S.epidermidis),
Streptococcus pyogenes (S.pyogenes) 2 ¥ D75 LABHREIC Y
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Fig. 1. Chemical structure of CFDN.
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CFDN150mg # : CFDN 1 H150mg (88847, 43)
CFDN300mg & : CFDN 1 H300mg (8%, #3)
CCL750mg &% : CCL 1 H750mg (3%, 43)
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CFDN 300 mg group

Morning Noon Evening

D
D

Cefaclor 750 mg group

Morning Noon Evening

: CFDN 50mg capsule

CD : CFDN 50mg placebo capsule

: cefaclor 250mg capsule

Fig. 2. The test drug packages.
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Table 1i2#81) 2RI ATECERRER 2 F¥E L 72, %2
B, MEOCHEHIIREMTbNTWERL T, ZDH%
DB HZbORENRTHERT 2L L L, FHER 3
HEDOHAEEA 28E, 4 HEOERA T, FHEH
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BEIE L HIE, BB VIERTE - Bl HEL TREY
Hub L7z fERICk, L RROSRBEES L UH
MRERE ZNUEOFME RS2 e L,

Table 1. Evaluation items by observation day

Evaluation Da
. y 3 | Day 5 | Day 7
Item day |First visit (day 2-4) | (day 5,6) | (day 7,8)
Severity O
Disease state 0o
at first visit
Subjective and
objective symptoms o O o o
Overall clinical
evaluation o o o
Side effects O O O O
Laboratory
examination o o
Bacteriological
examination O o o
10, #MRHE
1) FREHE
i) HRRZIE

BERTEROSREEE 2 b LR, R, B
TOHML L2 ERIANT, BREHITRD 4 BRIEETH
filiL 720
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1. EFIDOARR
Fig. 3 CEBDOARR % T L 7z, &1 F #1115
(CFDN150mg E£37%1, CFDN 300mg #£38%1, CCL750
mg B366) D5, BRMOETRRETLF (2h
zn34fl, 3481, 336 , RLMDORTHRENIX108F (%
nzn366l, 374, 3561) , R ORATTREIZ 1016 (%

n34fl, 3461, 33f) TH-o7,

RRAT I R4 & L 7 EBIDANER % Table 2 12/RL 72, X
RANEBD 16l & U CCL pSHIRE S 1Lz 2 Bz B
%, &M, BRAMOENR» SR L, Pseudomonas
aeruginosa X BRBRFIELFEZ ol 2Bl B L UKRE
BREOXRESENTHAREEN SN o7z 26l
X, B, BERKOBT» SBRA LI,

28, BEEFGFECBLTRCHBO R/ &8

Total patients enrolled

CFDN 150mg group - 37
CFDN 300mg group : 38

cefaclor 750mg group : 36

No. of patients evaluated
for efficacy

No. of patients evaluated
for safety

No. of patients evaluated
for clinical usefulness

CFDN 150mg group - 34
CFDN 300mg group : 34

cefaclor 750mg group - 33

CFDN 150mg group : 36
CFDN 300mg group . 37

cefaclor 750mg group : 35

CFDN 150mg group : 34
CFDN 300mg group - 34

cefaclor 750mg group - 33

Fig. 3. Breakdown of patients by evaluation.

Table 2. Patients excluded from evaluation of efficacy, clinical usefulness and safety

Efficacy and clinical usefulness Safety
Reason
CFDN 150mg | CFDN 300mg | CCL 750mg | CFDN 150mg | CFDN 300mg | CCL 750 mg
Diseases not involved in protocol 1 1
Adiministration of cefaclor 1 1 1
prior to treatment
Infection by P. aeruginosa 1 1

Delayed visit to hospital

Insufficient follow up for efficacy
evaluation (patient withdrawn due to
side effect)

Therapeutic noncompliance

Concurrent use of other antibiotics 1

Total 3




1002 CHEMOTHERAPY DEC. 1989

Table 3. General characteristics of patients

Drug-dosage group
Statistical
CFDN CFDN cefaclor test
150mg (34) 300mg (34) 750mg (33)
male 21 24 19
Sex female 13 10 14 NS
15~19 (yrs) 3 3 5
20~29 7 6 4
30~39 8 5 12
Age 40~49 6 6 4 NS
50~59 1 5 1
60~69 2 4 3
70~82 7 5 4
. inpatient 1 2 3
In/out patient outpatient 32 32 30 NS
Severity :;)lgerate Zg Zg Zg NS
within 3 days 17 15 12
4~7 days 14 11 18
Days after onset ~2 weeks 2 4 0 NS
~1 month 1 3 2
~6 months 0 1 1
furuncle 10 15 19
furunculosis 2 4 3
carbuncle 0 4 0
Disease acute paronychia 9 2 5 P<0.05
erysipelas 4 1 2 )
cellulitis 8 7 2
lymphangitig" 1 1 2
lymphadenitis
Complication ;Ke)s fi ﬁ ?g NS
Concurrent drug ;Zs 3:; 3; 3? NS
Surgical no 25 22 25 NS
intervention yes 9 12 8
remarkab!y 9 5 5
Disease state aggravaﬁmg NS
at first visit aggravating 20 21 19
stationary 5 8 9
Antibiotics prior no 32 33 32
to test drug yes 2 0 1 NS
adiministration unknown 0 1 0
Duration of 3 days 2 1 2
test drug 4~6 days 7 8 9 NS
adiministration 7 days . 25 25 22
head-face 9 7 12
neck 3 3 2
trunk 0 9 6
Location of lesion | hand 7 6 4 NS
foot 5 3 2
arm 0 2 1
leg 10 4 6
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ayro—5—R L VHERE I,

2. BRAET

1) BEDERAF (Table 3)

o, i, AR -k BEEE, BREME, K8, &
BECEE, HAEFOESE, AEMLBEOHE, BR
EERY, MEPEOTIREOHE, RBREFORS
B L RESMLIC D X R D BRET L 7z, KRB0
BT 3RFHECHERDRD 2AD28, oMo
HFREFICIRY BB onidoT, REDRY 2R
3k, £5132TCFDN300mg #TH b, BHEMELLS
CFDN150mg B¥12 % <, #HRH CCLEC iz olz,

2) SYEEE

Table 4 RTEB S /208, BEBLUZDH
BEEC BT IEFHMCERLRY IZD o,
S.aureus, coagulase negative staphylococci(CNS) #3

FBELABETH o T

BB B ) ZEERRNR % Table 5I1I/RLT,
% %) ¥ |2 CFDN150mg &f #544.1%, CFDN300mg
47.1%, CCL750mg B$39.4%, B#ILA EOBEIZZH
Z7h9l.2, 88.2, 84.8%THY 3 KFHMICERDE
ZHonhrolz,

HERBIDEKEIE X Table 6 iR L2k 5, BHE
I3MFcxt L, CFDNI150mg B¥43100%, CFDN300mg &
100%, CCL750mg ££84.2%, B FHE T Zh ¥ h,
95.2, 100, 81.5%, FIVEETIZZNh ZH, 84.6, 55.6,
100%TH Y, HEI1E i CFDN300mg E53 CCL750mg
HLDRRENT VI, Table 7 XHBEERIDERKZNR
R L T2, Saureus BB R G T 5 BRERIE
CFDN150mg #£80.0% ,CFDN300mg #£100%, CCL750
mg #76.2% ThH Y, BEEEZERRD Do heh oz, Z0D
ftb, %, 8, ABT - Sk, EEE, BRI, SHHE
DEE, HEEFAOEE, ARNLEDTRE, ARFHEHA

3. BERZR RHRZ, MEVEORIKREOERE, HBRERORSHM
Table 4. Distribution of organisms isolated before treatment
Drug-dosage group
; Statistical
Organism CFDN CFDN cefaclor test
150mg 300mg 750mg

S. aureus 10 16 21
CNS 5 4 5
S. pyogenes 0 1 0
Mono- S. agalactiae 2 0 0

microbial S. sanguis 0 1 0 NS
infection P. acnes 0 1 0
E. coli 0 1 0
K. pneumoniae 0 1 0
subtotal 17 25 26
S. aureus + S. pyogenes 1 0 1
Poly- S. aureus + K. pneumoniae 0 1 0
microbial S. aureus + E. coli 0 1 0

infection
subtotal 1 2 1
Total 18 27 27
CNS: coagulase nagative staphylococci
Table 5. Efficacy
Drug- Efficacy Efficacy rate (%)

8 No. of Kruskal-Wallis
dosage atients | excel- excellent H-test
group p lent good fair poor excellent + good -tes

CFDN 150mg 34 15 16 2 1 44.1 91.2
CFDN 300mg 34 16 14 2 2 47.1 88.2 NS
Cefaclor 750mg 33 13 15 5 39.4 84.8
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Table 6. Subgroup analysis of efficacy (disease)
Drug: No. of Efficacy Efficacy rate (%) Kruskal-
Group Disease dosage pati- ] Wallis
group ents ]e;lctel good | fair | poor | excellent e_):czgggt H-test
CFDN 150mg | 10 6 4 60.0 100.0
furuncle CFDN 300mg 15 7 8 46.7 100.0 NS
cefaclor 750mg 19 7 9 3 36.8 84.2
CFDN 150mg 2 1 1 - -
furunculosis CFDN 300mg 4 2 2 - - -
cefaclor 750mg 3 2 1 - -
CFDN 150mg 0 - -
11 carbuncle CFDN 300mg 4 3 1 - - -
cefaclor 750mg 0 - -
CFDN 150mg 9 3 5 1 33.3 88.9
acue | ia CFDN 300mg | 2 | 2 - - -
parony cefaclor.750mg | 5 | 3 | 1| 1 60.0 80.0
CFDN 150mg | 21 10 10 1 47.6 95.2
groupll total CFDN 300mg | 25 14 11 56.0 100.0,S: NS
cefaclor 750mg | 27 | 10 | 12 | 5 37.0 81.5)+
CFDN 150mg 4 3 1 - -
erysipelas CFDN 300mg 1 1 - - -
cefaclor 750mg 2 2 - -
CFDN 150mg 8 1 5 2 12.5 75.0
cellulitis CFDN 300mg 7 1 2 2 2 14.3 42.9 -
cefaclor 750mg 2 2 - -
v
lymphangitis* CFDN  150mg 1 : : -
lymphadenitis | CEDN 300mg | 1
P cefaclor 750mg 2 1 - -
CFDN 150mg 13 5 6 2 38.5 84.6
group IV total | CFDN 300mg 9 2 3 2 2 22.2 55.6 NS
cefaclor 750mg 6 3 3 50.0 100.0
S : Scheffé multiple comparison, +:p<0.10
Table 7. Subgroup analysis of efficacy (organism)
Drug- No. of Efficacy Efficacy rate (%) Kruskal-
Organism dosage 0.0 Wallis
group patients le:nctel' good | fair | poor | excellent eiczgggt H-test
CFDN 150mg 10 3 5 1 1 30.0 80.0
S. aureus CFDN 300mg 16 7 9 43.8 100.0 NS
s cefaclor 750mg 21 7 9 5 33.3 76.2
£
58 CFDN 150mg | 5 | 4 | 1 80.0 | 100.0
g9 | CNS CFDN 300mg 4 3 1 - - -
o8 cefaclor 750mg 5 2 3 40.0 100.0
[=]
= CFDN 150mg 2 1] 1 - -
Others CFDN 300mg 5 2 1 1 1 40.0 60.0 -
cefaclor 750mg 0 - -
. . CFDN 150mg 1 1 - -
Pij’l‘f{e'c"t’i‘g?b‘al CFDN 300mg | 2 1] 1 - - -
cefaclor 750mg 1 1 - -
CFDN 150mg 18 7 8 2 1 38.8 83.3
Total CFDN 300mg 27 12 | 12| 2 1 44.4 88.9 NS
cefaclor 750mg 27 10 12 5 37.0 81.5

CNS : coagulase negative staphylococci
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B L REIAIZ ¥ OB RETRIDOBEKEIR bR LI
PEEOERBD SN,

4, THEH (®5#%3,5,7H0E) BleRhEE

KREABTIBILL EOFEFIEH H 2 HREB L VKRB
PENNRETZIEEL, @, BIE, 2EFBY
2 SHI A RIS AR ERE 2 LB L 7z (Table 8), FCix 7
AHSRUEBEOERREE WBWE+EHEE) ©
CFDN300mg 245 CCL 750mg 842, S TIZ3HE
DkEE (EL L) T CFDN300mg #45 CFDN150mg
Bl ENZRRCENTBY, THHOEHWER
{2 BT CFDN150mg, CFDN300mg & % CCL750mg
B LERCENLTW,

£EFCIk 3 HEHORERIZ B> T CFDN300mg B
# CFDN150mg B it L e @®h T 5 Y, CCL750mg
B3 CFDN150mg Bf & W BERICER TV 12,

5. SEROER

5, B, 2EFICBVTEMEEROHER 2R
Lize BMTRERDBEDOAHMIC B CEAHEICER
DOENHEDSNT-EHB IR s o7 (Table 9), BT
X, EfED 7 HAE 2B \v> T CFDN300mg 845 CCL750
mg B L L BN T V72 (Tablel0) . £ESFITIXER
® 3 BEIZ BT CCL750mg E¥45 CFDN150mg B i kb
LoEN T V72 (Table 11), £ DEOIEE TId 3 FA|
HEcERDERAONZP ST,

6. SBEE AT 3 CFDN 8 & U CCL @ MIC 5347

S.aureus, CNS 2#E & ¥ 3 £ H 2 Xt 3 5 CFDN,
CCL » MIC (R & & 10%cells/ml) 54 T 3 EFIFEREIC
BEORD IFEHSNeh o7z (Fig. 4), £oBEE I
3% CFDN @ MIC i3 1 #k 2B £3.13ug/ml AT 253
FLE—2130.1~0.2ug/ml i H > 7z, CCL Tt 2 £k

Table 8. General improvement rate

Evalu- Drug: General improvement Kruskal-
Disease | ation dosage No. of rate st 2 4 < | Wallis
da ou patients (%) (%) (%)
y group HH 4[4 ] 0 | x H-test
CFDN 150mg 6 1 3] 1|1 66.7 83.3
3 CFDN 300mg 9 1( 3] 4|1 44 .4 88.9 NS
cefaclor 750mg 13 21 2 8] 1 30.8 92.3
CFDN 150mg 4 3 1 - -
Furuncle 5 CFDN  300mg 7 4| 3 100.0 100.0 -
cefaclor 750mg 8 5] 2| 1 87.5 100.0
CFDN 150mg 10 71 3 100.0 100.0
7 CFDN 300mg 15 9| 6 100.0]51 100.0 NS
cefaclor 750mg 19 9 5| 4| 1 73.70+ 94.7
CFDN 150mg 16 1| 6| 3| 6 43.8 GZ.S]S:
3 CFDN 300mg 17 1171 8] 1 47.1 94.10+ NS
cefaclor 750mg 19 3 4]10] 2 36.8 89.5
CFDN 150mg 9 41 1| 4 55.6 100.0
GrowpIl| 5 |CFDN 300mg| 13 50 7] 1 92.3 100.0 NS
cefaclor 750mg 13 71 2 3|1 69.2 92.3
CFDN 150mg 21 11 8] 1 1 90.57 * 95.2 4.8
7 CFDN 300mg 25 14 | 11 100.0h81 100.0 NS
cefaclor 750mg 27 111 6| 7| 3 63.04.. 88.9
CFDN 150mg 27 1{10| 5|10 1 40.7 59.3711+ | 3.7
3 CFDN 300mg 23 1| 811 2 1 39.1 87.0PS: 4.3 NS
cefaclor 750mg 24 31 7112 2 41.7 91.7d .
CFDN 150mg 15 4|1 5| 5 1 60.0 93.3 6.7
Total 5 CFDN 300mg 17 5| 8| 1| 2 1 76.5 82.4 5.9 NS
cefaclor 750mg 17 9| 3| 4| 1 70.6 94.1
CFDN 150mg 32 14|12 3| 2 1 81.3 90.6 3.1
7 CFDN 300mg 33 16 13| 2 1)1 87.9 93.9 3.0 NS
cefaclor 750mg 33 141 9 7] 3 69.7 90.9

HH:cured, #+:remarkably improved, 4 :improved, - :slightly improved, 0:unchanged, X :aggravated

S : Scheffé multiple comparison, ** P<0.01,

* P<0.05, + P<0.10
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Table 9. Time course of each symptom in furuncle

At first visit Day 3 Day 5 Day 7

CFDN|{CFDN|CCL |CFDN CFDN CCL |CFDN|CFDN|CCL |CFDN|CFDN|CCL
150mg|300mg|750mg|150mg|300mg|750mg| 150mg|300mg| 750mg| 150mg|{300mg|750mg
©)]
3 8 9 13 1
2 2 6 1 3 4 1 1 1
Redness 1 1 4 5 8 1 2 5 4 5 8
0 1 1 1 5 3 6 9 9
H-test NS NS NS
®
3 8 8 12 1
2 1 6 1 2 4 1 2
Swelling 1 1 1 1 2 4 5 1 3 2 3 7
0 3 3 3 7 5 8 11 10
H-test NS NS NS
©)
3 4 5 5
2 3 3 8
Spontaneous
pain 1 3 5 5 2 1 4
0 2 1 4 8 9 4 7 8 10 15 19
H-test NS NS
®
3 6 11
2 4 8 1 2
Tenderness 1 1 6 7 1 1 1 5
0 3 4 6 7 o 10 14 14
H-test NS NS P<0.10, S:NS
©)
3 5 5 5 1 1
2 4 9 10 3 1 4 2 1 2
Induration 1 1 1 4 3 5 5 3 2 4 7 8
0 2 3 2 4 6 5 8 9
H-test NS NS NS
©)]
3 1 6 5
2 4 2 3
Pus 1 2 4 6 1 3 1
0 3 3 5 5 6 12 4 7 8 10 15 19
H-test NS ) NS

®: aggravated from severe 3:severe 2 : moderate 1 : mild

H-test : Kruskal-Wallis, S : Scheffé multiple comparison.
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Table 10. Time course of each symptom in group II disease

At first visit Day 3 Day 5 Day 7
CFDN|CFDN|CCL |CFDN|CFDN|CCL |CFDN|CFDN|CCL |CFDN|CFDN|CCL
150mg|300mg|750mg|150mg|300mg|750mg|150mg|300mg|750mg|150mg|300mg|750mg
©)
3 11 17 17 1
2 8 7 7 4 5 5 1 1 3
Redness 1 2 1 310 11 11 5 5 5 9 8 9
0 2 1 3 3 8 7 11 16 14
H-test NS NS NS NS
©)
3 11 14 15 1
2 5 10 9 3 4 4 4
Swelling 1 5 1 3 7 9 8 4 3 4 8
0 4 6 5 10 9 17 19 15
H-test NS NS NS P<0.10, S: NS
©)
3 6 5 8
Spontaneous 2 8 7 10 2
pain 1 5 9 8 6 3 6 | 2 1 1 2
0 2 4 1 8 14 13 7 13 12 20 25 25
H-test NS NS NS NS
®
3 11 13 14 1
2 10 12 11 5 2 2 2 1 1 2
Tenderness 1 2 7 | 11 | 10 | 2 3 2 3 2
0 3 4 7 5 10 10 17 23 18
H-test NS NS NS P<0.10,S:CFDN300>CCL750*
©)
3 7 7 8 1 1
2 7 16 13 5 4 5 1 1 4
Induration 1 3 2 6 6 9 9 | 2 6 4 70 12| 12
0 4 5 3 4 4 6 8 13 13 11
H-test NS NS NS NS
(©)
3 2 6 8
2 4 6 3 1 1
Pus 1 7 8 9 3 7 3 1 1 1 1 1
0 8 5 7 12 10 16 8 12 13 19 24 26
H-test NS NS NS NS

®: aggravated from severe 3:severe 2:moderate 1 :mild

H-test : Kruskal-Wallis, S: Scheffé multiple comparison, +P<0.10
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Table 11. Time course of each symptom in total patients
At first visit Day 3 Day 5 Day 7
CFDN|CFDN| CCL |CFDN|CFDN|CCL |CFDN|CFDN|CCL |CFDN|CFDN|CCL
150mg | 300mg | 750mg | 150mg | 300mg | 750mg | 150mg | 300mg | 750mg | 150mg | 300mg | 750mg
©)
3 20 21 22 1 1 1 1 2 1
2 10 12 8 8 7 7 1 1 1 3 3 3
Redness 1 4 1 3 15 14 14 8 7 7 14 9 12
0 3 1 3 5 8 9 15 19 17
H-test NS NS NS NS
©) 1 1 1
3 20 19 19 1 1 1 1
2 8 14 10 8 6 5 1 1 2 2 4
Swelling 1 6 1 4 10 12 11 7 4 4 6 8 10
0 8 4 7 7 11 12 24 21 19
H-test NS NS NS NS
® 1
3 12 7 8 2 1 1 2
2 12 10 12 3 1 2
Spontaneous 1 g |11 | 10| 8| 4| 7| 3 2| 2| 1| 2
p 0 2 6 3| 14 | 18 | 17 | 11| 15| 15 | 28 | 30 | 31
H-test NS P<0.10, S: NS NS NS
® 1
3 19 18 17 4 2 2 2
2 13 14 14 6 2 3 2 1 1 3 1 2
Tenderness 1 2 2 2 12 12 11 5 3 3 6 2 7
0 5 7 10 7 11 13 23 28 24
H-test NS P<0.10, S:CCL750>CFDN150* NS NS
©)
3 13 8 9 1 2 1 1 1
2 8 17 16 8 5 6 3 2 2 1 1 4
Induration 1 8 7 7 11 9 11 6 7 5 12 14 15
0 5 2 1 7 7 6 6 7 10 19 17 14
H-test NS NS NS NS
® : aggravated from severe 3:severe 2:moderate 1:mild
H-test : Kruskal-Wallis, S :Scheffé multiple comparison, + :P<0.10

58 % 25ug/ml LUTFICAML, ©—2130.78~1.56ug/
mliZH -7, CFDN 13 CCL & b 3 EREENITEN
ZRL T,

%8B, S.aureus \ZxfL Tid methicillin (DMPPC) @
MIC % HI5E L 7243, MIC #312.5ug/ml LA_E (methicillin
resistant S.aureus : MRSA) O#kid518kH 3 £k (5.9%)
ThHotl,

7. MEFEIHIR

B2 HO%h R Hs ¥ %8 H 3k 72 fE 13 CFDN150mg ££15
%, CFDN300mg #£23%1, CCL750mg #£23%1 CHEH AR
TZFN%h80.0,95.7,87.0%TH b, 3EKHEER

DERID Sk (Table 12), BEHRBIOKRNT
2, TEHETH 5 Sawreus DIHER LB T H L
CFDN150mg #£80.0% (8/10), CFDN300mg #100%
(16/16), CCL750mg B#83.3% (15/18) TH Y, 2HT
1381.3, 95.8, 87.5%DMAETHoNdt, LHIZIK
FIBIcEROZ R FED sk o7 (Table 13), S.
‘aureus D> B MIC BSBIEARET H > T4k E R TN IR,
168, 18%k D MIC & Eil%DM%% Table 14iZR L%,
CFDN150mg BT ¢ MIC 0.23 & Uf1.56ug/ml OBt
fF L, CCL 750mg #Tix MIC 0.78, 12.5, >100ug/
ml OBEHSEERE L 7223, CFDN300mg BT MIC i33.13
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(]
[
«
]
5
g 501
) Kruskal-Wallis
3 & | CFDN150mg H-test
5 A4 || CFDN 300m | MIC of CFDN NS
§ ®-® q ccL 750mg
© ©—0 |y CFDN 150mg
1 &—=8 vy CFDN 300mg } MIC of cefaclor NS
00y ccL 750m
MIC of Drug - MIC |<0.025( 0.05 [ 0.1 02 | 039 | 078 | 156 | 313 | 625 [ 125 [ 25 50 | 100 | >100 | Total
1 [cFDN 150mg | 1 2 8 3 2 2 18
CFDN [ II [cFDN 300mg | 2 3 8 6 4 2 2 1% 28
m|CCL750mz | 2 6 5 8 4 1*2] 1 1*3] 28
V_[CFDN 150 mg 1 2 4 6 3 1 1 18
Cefaclor | V |[CFDN 300 mg 1 1 9 7 5 1 3 1*! 28
VI | CCL 750 mg 1 3 7 9 1 3 1 22 1] 28
«1, *2, *3: methicillin-registant Staphylococcus aureus (DMPPC, MIC212.5xg/ml)
Fig. 4. Sensitivity distribution of isolated organisms (10cells/ml).
Table 12. Bacteriological efficacy
Bacteriological efficacy L.
Drug-*
dosage No. of — Eradication | gruskal-Wallis
patients . partially o H-test
group eradicated | replaced eradicated unchanged (%) €s
CFDN 150 mg 15 10 2 3 80.0
CFDN 300 mg 23 20 2 1 95.7 NS
Cefaclor 750 mg 23 19 1 3 87.0
* eradicated + replaced/ no. of patients
Table 13. Eradication rate in each organism
CFDN 150 mg group CFDN 300 mg group | Cefaclor 750 mg group
1 2
Organism No. of eradicated | No. of eradicated | No. of eradicated - test
strains (%) strains (%) strains (%)
S. aureus 10 8(80.0) 16 16 (100) 18 15(83.3) NS
CNS 4 4 4 4 5 5(100)
S. pyogenes 1 1 1 1 1 1
S. agalactiae 1 0
S. sanguis 1 1
E. coli 2 1
Total 16 13(81.3) 24 23(95.8) 24 21(87.5) NS

CNS : coagulase

negative staphylococci



1010

CHEMOTHERAPY

DEC. 1989

g/ml AT THD, §XTORMBHEEL 2,

8. EIfFm

EIfFA X CFDN150mg B Tx36%194 2 5 (5.6%) (&
i, ®EHE 14]), CFDN300mg 3 Tix374I4 2 4
(5.4%) (fB%s, THI2SE 161),CCL750mg £ T3 3541
46l (11.4%) (BER26), TH1H, &E1F) <
IRFMBHMCAERZEIR Doz ok
(Table 15), EEEIIFHLD 16 (CCL750mg &) »%

L oR=F (WA 2N

I L M S N BANE LTV BETh o 70, BE
Bk U RIS R AR 1 BT O Tho 12,

9. BERREEORELE
R 5% CREIEN S WPk CFDN150mg 2
26%, CFDN300mg B#3261, CCL750mg B£2381C% 3,
HRBRYS [FER ] ~[FIREMED D | Th - LEFRRER
DRELHE, CFDN150mg & 3 #1(11.5%) (fFmski
% 24, IREEBM 161), CFDN300mg & 3 #1(9.4%)

Table 14. Relation between MIC and bacteriological response against Staphylococcus aureus in
each drug - dosage group
Drug- MIC (ug/ml) Inoculum size 10%cells/ml Eradication
Organism dosage rate
group <0.025 {0.05{0.1]0.2(0.39]0.78|1.56(3.13|6.25|12.5| 25 | 50 |100 |>100 (%)
CFDN 150mg 2/214/4]0/1|1/1 0/1 7/9(77.8)
S. aureus| CFDN 300 mg 1/1|6/6|4/4|1/1|1/1|2/2|1/1 16/16(100)
cefaclor 750 mg 1/1(3/4|7/7(1/1]3/3{0/1 0/1| 15/18(83.3)

Table 15. Side effects

CFDN 150mg group | CFDN 300mg group | Cefaclor 750mg group x2-test
Total no. of patients
evaluated 36 37 3
No. of patients with 2 2 o
side effects 2(5.6%) 2(5.4%) 4(11.4%) NS
rough tongue* |1(1)| constipation®* | 1 | gastritis** 21)
Symptoms loose stool** 1 | diarrhea** 1(1)| diarrhea** 1
loose stool* 1
Relation to test drug: * possible, *3% probable, ( ): patients withdrawn due to side effects
Table 16. Abnormal changes in laboratory findings
Cefaclor 2
CFDN 150 mg group | CFDN 300 mg group 750 mg group x°-test
Total no. of
patients evaluated 2% 32 23
No. of patients with
abnormal laboratory 3(11.5%) 3(9.4%) 0(0)
findings
NS
eosinophilia 2 | eosinophilia 1
[4—9%]" [3—8%]"
Parameters 5—11%]* GPT? 1
[before— after] proteinuria 1 | [17—51 IUT*
[£—4]* glucosuria 1
[10—500mg/dl]*

Relation to test drug: * possible
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Table 17. Overall safety

():%

Overall safety
Drug. Kruskal-Walli
dosage N%’ Ofts almost safety et
group patien safe f slightly not safe H-test
sate suspicious
31 5 0 0
CFDN 150 mg 36
(86.1) 5 (13.9)
33 2 | 2 0 NS
CFDN 300 mg 37
(89.2) 4 (10.8)
31 2 l 2 0
Cefaclor 750 mg 35
(88.6) 4 (11.4)
Table 18. Clinical usefulness
gg;’l agg.e No. of Clinical usefulness # | =4# | X | Kruskal-Wallis
group patients m # N _ x (%) | (%) | (%) H-test
CFDN 150 mg 34 15 16 2 0 1 4.1 91.2 | 2.9
CFDN 300 mg 34 15 15 2 2 0 4.1 88.2 ] 0 NS
Cefaclor 750 mg 33 12 15 6 0 0 36.4 | 81.8]| 0
it : remarkably useful, 4 :useful, + :slightly useful, — :not useful, X :undesirable

(FERiE%, GPT L&, REBMER 1) cEvohn
Te#%, Table I6CRL7ck S CEERbDIR>EL, 3F
RBRORBEE CERE I 2057,

10, BERLE
[% %] i CFDN150mg & T 236% #3141

(86.1%), CFDN300mg & T 12376 #3361 (89.2%),
CCL750mg BT % 356113161 (88.6%) TH D, 3 %Al
HECEEZ RO Sz o7 (Table 17),

11. Rt
(% CHHAJ 12 CFDN 150mg B T 334/ 11561

(44.1%), CFDN300mg 2 T 133461 1561 (44.1%),
CCL750mg B¢ Ti133361 126 (36.4%), B Lk
TEN3FIH3H (91.2%) , 3451523051 (88.2%), 33
Blt276 (81.8%) & 3 EHIHMICEEOE 2RO 22
7z (Table 18),

m, # -3
BIEMS(CEMEEBO T BELE L Saureus EEET

575 L BUBETH Y, Sauwreus 2307 5 LEGHHE
ZHEWIHENEE T % £ v S e > CFDNOE#M®
PEREEERAELORTTEIEIARERILLFE
zohb, §EH, —BERFBRORELSE I O%
LR R BRI T 2 R ARREHAREER L 12,
X, MEMEOEINMELKARIC B 2 HREOKE
BRAMBEICNT 2 MICRZOEXDOE MIBIF34&
WNEIHES & U—REERRBROBE» SRES N T E 72,
WERDFEZBNT Y, BELESNENRICTFEMET 2
Bizxy, RERIMROKRN, +AREEDRIRI
HLEEARLEZISNDE Y, EERABRCORSEE
RIS HBBED/ A 7 A28 & LT EFLEIRIC X -
TREREENERERBCEL L R ax s
BEREMED D B,

ZIT, IVEBHCRERBISIROEERIL, &
S5IZEDREMBER L DPBE N T VL2 A L AL
BUISBEED L D BT IHB 2 E N5 0D» 5 FHET
5 HHYTAFER 2 51E L 72, 1R ZEHI3 CFDN L HE X
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X7 MVHERIL, S.aureus BEL S5 ABHEMSKE
HE E CIRIAL, REEUBERBCHLTHAALN
TwaEO€ 770 ARY O CCL £ L7, CFDN ®
BEBZ S.aureus WX 2 HLE IV (MICs:0. 39ug/ml)

LMEEFBEOE—7{E (1E50mg T0.6xg/ml, 100
mg Tl.1ug/ml) 2F@L, EMEOREAE_RFAET
i3Fi 1 H50mg 3EIBXU100mg 3EE LT, FKES

NEBLIEBOD %, B, WEE L5, BEHE, V)

VEREXR E LIz CCL vs cephalexin (CEX) D}k
BABRW B3 CCL DEZIEIX84.6% (55/65) TH
D, ZhsDFERIZBIT 2 CFDN ORTHASE IIERER A
% CFDN 1 H150mg THE%1390.9% (10/11) 1 H300
mg T91.6% (11/12) TH-t:Z &5, CFDN D 2 A
BEOVHRBHFREXIARTHB EE LT, ¥, B
ER AR, WRBENZ & b EDHI302BI0RFT, R
FHEII4.1%, #EEFiX 1 H150mg T1x 0% (0/
30), 1H300mg Tix3.8% (10/263) THV, LbicE
BrElfEAb 2 MERZVEEZONLEZED S
CFDN #5% ¢ LT 1 H150mg 8 &£ Uf 1 H300mg % &
RUz, 28, CCL ORERIGEEED 1 H750mg L L
720

HEAH 12 CFDN 0 2 ARBMII —EERE L L,
CFDN #58 r CCL #58HX, £ > —Fff 0B (E
EEBSRER) Lk BFEERML LIz, CFDN OE#ERSE
¥ CCL t p-EEHRIEBRENEERFRTI NS S
DBETITD ZLwikdy, ORMEIERRORRE
THEEE AN BRIXFERLEIC & D CFDN 0&#
EBHOBBEIRMEMTRELILTHSDT, B
SEBGREIC X AR L LR TH B, THIZEME
FRIC BT AMEMEOREYTHETIX, BZS5RUD
THRAINFETH S, BHRFHTTo ba—E
REVER S BHHE, BRAGIEDRLTELECERRS
®BThHrrEZONT,

AREBTIE, FREQIXS> DS 2472 LATRERRY
EFROHELER S 1, REB I S.aureus, S.
pyogenes 1L X B AMDBRETH HHEBEFL Liz, TR
bbb, WEE, L5, AWEER, 78 BHEE Y
Vg (B RTHB,

BEEHRINED H ¢ id CFDN150mg B, CFDN300mg 2%,
CCL750mg BECERERMS L £h91.2,88.2, 84.8%&
EEERBEDSnuhofz, BT, BRRSTLAEN
100, 100, 84.2%, BTz 2 £h, 95.2, 100, 81.5%
ThH ENBOFHE T CFDN300mg #45 CCL750mg
BETHLL 20BN TV, OB RIRRRRIR D LB
T3 S.aurens B3 B # B ¥ L, CFDN150mg #,
CFDN300mg B¢, CCLTS0mg D BEME IR Th T h

80.0, 100, 76.2% CHEZED 6 L& bok,
CFDN300mg #Cix T ~TEMULTH -7, THEER
SWEEO LB TIx, CFDN300mg BB IIRE L ¢
28D 3 HEWHEET CFDNIS0mg B L D &<, B
LUENED 7 HEEPRERCCCLISmg B LD g
Molz, EMUEBFHEDOD LR > T2 BEMEE
RO T H FERRERNS S Sh, fFRERSED
T CFDN300mg #2500 BEATwic L Bbh3, o2
THERFEE L CCLOREY2S E CORMORE L I
HLTBL I EMNEBELEZSNZ0T, AHOKET
CEX k& DR % =M L 728D CCL D& & ol
T3, HETHEEENR R 2 DEHRLR, £REERD
REZIZIZASTHY, *BRHED MIC 27 b &)
LT8Y, 5E®D CCL Oi#it, CFDN OB % &
2LETHEELRYSIZRETHILEZI LT,
SR IX 3 EFIBFEI015IP 2R CAlS h, D55
6581 (90.3%) M7 K VERE (S.aureus %7213 CNS) T
by, UFIFHEL TS RERTH- 1,
MEEOR T, 208 & O S.aureus T 380
HERIEEELTEDO Lo b DD, CFDN300
mg BT S.aureus BERRIEK L Tz, CFDN OB
Wt % MICS # T 13,CFDN @ MIC it €—2 #8
0.1~0.2ug/ml, 1.56ug/ml AT iz 7485728k (97.3%)
DAL TEY, FBERTOMBE MR ERICE
TIsETHs L Bbhi, £, FERTHEESH
7z S.aureus 13518 CZ D > b MRSA 13 38 (5.9%)
BTHoTz, LAY, BHED, LS DHETHSND X
3 (234, MRSA 238000, K, M5 S DAMEE
ED330%~40% & & BEHR S hTw 5, RWESEK
B 2HESY"ORRLERTH B, L L, KABRICE
1} 5 MRSA QO BESARIE5.9% LBV S DTH o7z, #
Bz, RrEBHrbDLEILNDS,
BYMEORNERE S £ LD 5 L2EOBKIIR T3
EABEMCE IR b o7 b D DOE 15T CFDN300mg
P28 CCL750mg B & D 2 EITH D, 2RBEE, E
RoOEZBRFEE i 8> T CFDN300mg B Cik#ih
CFDN150mg 21 X Uf CCL750mg & £ MM L, —F
CFDN150mg B Cix CCL750mg B¢ & B4 o4A¥ LT
Wiz, & 51T S.aureus BHBITOBEMES &k U S.aur-
eus WXt 2B ML ETH CFDN300mg B Ed o 72
Z kb o ERMEOE TI2300mg/ B 2 EEBICH T 55
RERYL LTHYTHS S LEX Ml BB—RER
BB BT B EMEHER SO B I 8T CFDN
1 H150mg # 5B DERIRKIX80.6% (29/36), 300mg &
55I71394.9% (74/78) & CFDN300mg #5BIDH2H
SHEHSH <, 300mg/ HHSHLTH 3 & LImEXRT
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pbDEFEIONT,

—7, REM DRSS CTI12BIWEMA 5 CFDN150mg &f 2 51

(5.6%), CFDN300mg & 2 #1(5.4%), CCL750mg &%
40 (11.4%) CBDoh, EXRREBEEELH I
CFDN150mg & 3 #1 (11.5%),CFDN300mg & 3

(9.4%) IZFBD SN T H, HBEEICEIZRL, £1E
BrbDbubol, BELIBEREEOHKTLE
&5 h ¥ ,CFDN150mg 8 £ CFDN300mg 8 8 & U
CCL750mg ¥ 2MIXIZIZRAIZE L £ 2 iz,

BEE Y, RIEHLBEERRICNT 5 CFDN OEKA
BrLTi21H300mg »EH L%z >h, AFAETCCL
LtASEULOMRBEAFEINBZ LEZ ST,

Bz, FUMELLERZERRICB T, MEE L OB
ETHICHESE L 72 v> CFDN D813, 2B TERIMEHS
TRENT: S.aureus X T ZMBENIRBL U Z N
K- ISR TH S S,

X [

1) $EIEEFCEREZLTEARKIRE, Iy >Ry
7, FK482, 41,1988

2) MINE Y, KAMIMURA T, WATANABE Y, TAWARA
S, MATSUMOTO Y, SHIBAYAMA F, KIKucH! H,

3

-~

4)

5

~

6)

7)

8

-~

9)

KUWAHARA S : In vitro antibacterial activity of
FK482, a new orally active cephalospolin, J.Antibi-
otics 41 : 1873~1887, 1988

BFEREREES | BEERILBE (MIC) AIEER
HETIZ DV T, Chemotherapy 29 : 76~79, 1981

BEH TR | SRRRE, 1.5 - KRR
(FREEWKER) 123~134H, KIS +—F L4, 1986
FRERER, fi (13/E3%) @ RHERMBREIC BT % Cefa-
clor vs Cephalexin DGR L& HIBRET, Chemotherapy
29 : 267~279,1981

LSRR, A8)IEH, BRET, A5IA% | MRSA B
fiE - EB LEEK, SEIHEEIC 81 5 MRSA REE,
Prog.Med.5 : 2713~2717, 1985

BH 2:xFv) rERETF VERE (MRSA),
HZAERR44 © 2112~2121, 1986

Bl ¥, KRR, 5% &, HBH mRE L
SHITHERE T F v RESBERORBTEE, R
ZR U B-lactamase Z4EE & DFHRS, Chemotherapy
351 699~708, 1987

WHEBS, ILARE, FRESE, FRERER | KWEHRE
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In order to find an appropriate clinical dose of cefdinir (CFDN), a new oral cephem antibiotic, in the
treatment of skin and skin structure infections, we evaluated the efficacy and safety of the drug by comparing
the clinical results of a CFDN 150mg group (n=37, CFDN 50mg t.i.d.), a CFDN 300mg group (n=38, CFDN
100mg t.i.d.) and a CCL 750mg group (n=36, cefaclor 250mg t.i.d.). The drug was given for 7 consecutive days.
Of 111 patients, 101 (34 in the CFDN 150mg group, 34 in the CFDN 300mg group, 33 in the CCL 750mg group)
were assessed for the efficacy and clinical usefulness of the drug, and 108 patients (36 in the CFDN 150mg
group, 37 in the CFDN 300mg group and 35 in the CCL 750mg group) for the safety of the drug. Results were
as follows.

1) The efficacy rates were 91.2% in the CFDN 150mg group, 88.2% in the CFDN 300mg group and 84.8%
in the CCL 750mg group with no significant difference among the three groups.

2) As to general improvement rates classified by evaluation day (on day 3, 5 and 7 of treatment), the
CFDN 300mg group was superior to the CFDN 150mg and CCL 750mg groups in some of the investigation
items.

3) In the bacteriological evaluation, the eradication rates against Staphylococcus aureus were 80.0% in the
CFDN 150mg group, 100% in the CFDN 300mg group and 83.3% in the CCL 750mg group. There was no
significant difference among the three drug groups.

4) Side effects were noted in 2 cases (5.6%) of the CFDN 150mg group, 2 (5.4%) of the CFDN 300mg
group, 4 (11.4%) of the CCL 750mg group. Abnormal laboratory findings were observed in 3 cases

(eosinophilia 2, proteinuria 1) of the CFDN 150mg group, in 3 (eosinophilia 1, increase of GPT 1, glucosuria
1) of the CFDN 300mg group, and in none of the CCL 750mg group. No significant difference was observed
among the three drug groups.

5) There was also no significant difference among the three drug groups in overall safety or clinical
usefulness.

Our results showed that the CFDN 300mg group was slightly superior to the CFDN 150mg group and the
CCL 750mg group in efficacy. There was, however, no difference in safety. We considered that a daily dose
of 300mg of CFDN is the appropriate clinical dosage for skin and skin structure infections.



