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Cefaclor iz A3 BEERHPITFEE
EF H EF-REARXKR-FHE E-EE EAR-KEZHEA
ZHh-LWBBAA-HERE-&LEHE
HREESEMAEE AR

L

#rE O Cephalosporin ¥l Cefaclor iC DWW TET ORI EB L,
flo)f#ﬁ%?%o

B8 A] ¢ Escherichia coli itx33 % Cefaclor OB/NFEEHIEMEIZ 0.39~=100 pg/ml 1T 375
U, £® peak {3 0.78 ug/ml T, 27 fkeh 25 £k (92.6%) 3 3.13 pg/ml £ B ENUT THE
DPRIE &Nz, Klebsiella pneumoniae 50 ¥RiTstd 2 AFI OB/ NF BRI B 12 0.39~=100 pg/ml,
peak (3 0.78 ug/ml TH Y, 50 #keh 33 #k (66%) i3 6.25 ug/ml F 723 LA T T RHE ML
Ihtce LlEX D Cefaclor (3 Cephalexin, Cephalothin, Cephaloridine 73& k0 3 <h7-3iEN

DT ofk#m%ES

2BETEHEDEELZ B,

b EE 3 X CReskM © @R AIC Cefaclor 250 mg 17 500 mg £ Z2kic 1 | RAX
B BEOMPEED peak BV IFNOAAR 46 AkicH v, £hEn 8.19 ug/ml 11.15 ug/ml <
Hoto ERFBANRGE 6 KFE TORPEINRIE, 2hEh 69.7%, 70.6% ThH -7

BEDRANAE © TR RYYE 3 B, PREGERGWE 14 HIEr 17 Blic Cefaclor 2ERL, H% 13 4

(FhE 819%) 3 PUCRH DG LB BWERELTE 17 fidh 1 GlCRBZRERL 7273,

BERLEIERERD SN, - 1

I BL&IC

Cefaclor (3KE Eli Lilly #TRER S h7-#0HAH Cepha-
losporin H| T 3, AHKID/LEREE EORHIL, HERD Cepha-
losporin #|#4$3 £ methyl 4>, methyl HEDKERFEM
OETEBBULSDTHEORILT, KHDOZhid Ak
RRFEEERO S LCHICH B, ZD7d (ERO HO
Cephalosporin #iZ L, HENOMESBD SN, &L ik
BHTHOBREEREZRTC EEBMELTHAY,

40, bhbhud Cefaclor DHEH, MhELTRPEE
ZERET L &I, WRRBIVEICH Y 2 RH DUEK iM%
BH1DT, UTZ2ORBERET 3,

fthiz

o & Ah

1. REHE

REEFD Escherichia coli (E. coli) 27 &%, Kleb-
siella pneumoniae (K. pneumoniae) 50 #k, Serratia
marcescens (S. marcescens) 8 kicxid % Cefaclor @
MEN % BRCEREESBERIC K DRIE L 7. 372
bHbH Cefaclor @ 100 pg/ml 75 0.2 ug/ml TTOD 2
fEFRATNCER L 72 pH 7.2 @ heart infusion agar
IC bouillon 1 FHFIED 100 £FEREA 1 BE&E (N
#1 mm) #EL, 37°C 24 MERGIEHRK, KEHN

Table 1 Susceptibility of E. coli to cefaclor

— 27 strains —
MIC 02 039 078 156 313 625 125 25 SO 100 ug/ml
Cefaclor 3 12 6 4 1 1
CEX 14 10 1 2
CET 1 2 16 1 5 2
CER 2 3 11 4 2 3 2
CEZ 1 9 9 2 3 1 2
cMz 6 13 6 1 1

inoculum size 100X
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Table 2 Susceptibility of K. pneumoniae to cefaclor
— 50 strains —
MIC 02 039 078 156 313 625 125 25 S0 100 sgim
Cefaclor 1 24 S 3 3 3 3 8
CEX 22 14 4 1 9
CET 3 6 17 3 1 1 19
CER 15 7 7 2 2 17
CEZ 8 15 4 N 2 2 4 10
CMZ 2 7 20 15 1 N
inoculum size 100X
Table 3 Susceptibility of S. marcescens to cefaclor
— 8 strains —
MIC 02 03 078 156 313 625 125 25 50 >100 gl
Cefaclor 8
CEX 8
CET 8
CER 8
CEZ 1 7
CMZ 1 2 1 4
inoculum size 100X
Fig. 1 Susceptibility of E. coli to cefaclor Fig. 2 Susceptibility of K. pneumoniae to cefaclor
— 27 strains — — 50 strains —
100 100 -
B3 ‘ ]
§ i Cefeclor CEZ - 4.::;1:1{7'
g 50 Lé 50 r/’//,;'r. et
© 3 emz /) /S T CER
/ /./ // f——CEX
ey
,!-/// //
MIC MIC| 0.20.39 0.78 1.56 3.13 6.25 12.5 25 50 100 sl

Inoculum size 100 X

TRICHE IS NIGREE & > TRNEEHIEIREE
(MIC) & U#-, [z Cephalexin (CEX), Cephalo-
thin (CET), Cephaloridine (CER), Cefazolin (CEZ),
Cefnetazole (CMZ) iTxtd 2 &b HbeTRIEL,
FHIOHE % N SHEFIDZh & HBHET U o

2. PR

Inoculum size 100 X

£BWFED Cefaclor icxid 2 B4 7513 Table I~
3, Fig. 1I~3 0 B0 TH 2,

E. coli D&ZHEIE 0.39~=100 pg/ml %Ly
zo peak 3 0.78 ug/ml Td - 7zo E. coli 21 H#
25 # (92.6%) i 3.13 ug/ml 2 I-iz 2 hBITTRE
»SBiEX h, CEX, CET, CER X b 2~3 Bfd Chk



VOL. 27 S-7

CHEMOTHERAPY 217

FEATHY, CMZ LIIFEFAETH - 720

E. coli 27 #icDWT Cefaclor & CEX, BXU
CEZ LD MERAEMRET L 7RENT Fig. 4o
D Thb, CEX @ MIC #35 3.13~25 ug/ml DOHkkIC
stUTARI D 2hid 0.39~3.13 ug/ml TH 720 F 1
CEZ + ORZMOMBITIZ Cefaclor ®FHAs 1 B3
T,

K. pneumoniae 50 #kd Cefaclor Z349 %%kl
0.39~=100 pg/ml i L, #d peak i3 0.78 ug/
ml TH b, 50 gkrh 33 #k (66%) id 6.25 ug/ml F7:
BENUTTREDMIL SN K prneumoniae 173543
% Cefaclor OBz CEZ X v 1 E%, CEX, CET,
CER &b 2~3 B <ChTiis,

Cefaclor & CEX %113 CEZ & oEZiE0iEMEAE
et U 7ok Fig. 5 o&BYTH B, CEX, CEZ ©
MIC %5 100 pg/ml F7cl3Z N ETH 72 kDS B
8 #kid Cefaclor icd 100 pg/ml FicizZhLlLO
EftEERL, ZEXMHEATRD Shrehs, CEX 12 6.25

Fig. 3 Susceptibility of S. marcescens to cefaclor
— 8 strains —
100
N
o
S50
<
S
E
=
)
MIC| 0.2 0.39 0.78 1.56 3.13 6.2512.5 25 50 =100 pg/ml

Inoculum size 100 X

~25 ug/ml @ 40 kb 30 kk (75%) ZA&#ic 0.39~
1.56 ug/ml ORZHARL o

S. marcescens 8 ¥k Cefaclor x4 2SI
Table 3, Fig. 3 & 69T, CEX, CET, CER &[@tk
ICFTNTOBEkD =100 pg/ml OEEMEERL 720

Fig. 4 Correlogram between cefaclor and CEX or CEZ
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1. AEH*E

R A 4 flic Cefaclor 250 mg XU 500 mg
ZBREEERIc 1 ERRIEEOmbiEEE, R
EF% cross over {EIC K - TRETL 72,0

AFINMRS 305y, 4543, 1 BEfd, 2 BERY, 4 R4,
6 BficE N NIRML, ThdSoREZmMTBERE
IR L 7o - RIRSICAH] 250 mg B X T 500 mg MR
#%, 0~1 sfE, 1~2 W5, 2~4 W5, 4~6 BfE T
DERENC OO TIRPBEEZRIEL 720 DO THERERHIEK
EEIL, ThZThOREEFELT 6 KEE TO Rp
EUREARY, FERARED LS RpERELFELL
7o EBRPBEREICIIEZMEMEKE DHT.20)Y) VB
g (PBS) T 50 fEicHFRLcboxike LTH
Wizo ZBERIEIX Micrococcus luteus ATCC 9341 £k
ZHREEE L1 cup I KL DT, standard curve
I EEERISEICiE Moni-Trol I #F#, FRepEERIE
iTid pH 7.2 PBS #HREAU 12,

2. pifE

1) mARE

fERERE AT Cefaclor 250 mg # XU 500 mg % 1
EARE & 7B mABEH#FIE Table 4, Fig. 6 0 &
BOTH5B, 250 mg, 500 mg AFRFIE i 45 S&iC
2hZhFH 8.19 ug/ml, 11.15 ug/ml @ peak {E*%

RU, Liid 1 weREME 5.72 pg/ml, 7.40 pg/ml, 2 g
fME 1.94 pg/ml, 2.41 pg/ml, 4 EER3ME 0.81 ug/ml,
0.87 pg/ml, 6 BRI 0.023 pg/ml, 0.03 ug/ml &1,
18 dose response D3ZEW &tz

2) IRepHittE, RepEURE

fEEARAIC Cefaclor 250 mg % XU 500 mg %2
i 1 BIARE S7-BBORpHEME, R BT i
Table 5, Fig. 7 0&BDTHYD, 0~6 BDFHRE
FERE () iZ2heh, 174.33 mg (69.73%) k&
U 352.86 mg (70.57%) T&dH 120

Fig. 6 Serum levels of cefaclor
Healthy volunteers, cross over(N=4)
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Table 4 Serum levels of cefaclor (ug/ml)

Healthy volunteers, cross over (N = 4)

Dose Case Time after administration (hrs.)
1/2 3/4 1 2 4 6
M.Y. 2.40 6.60 5.40 1.20 0.08 0.06
T.G. 3.44 3.94 5.60 3.28 0.82 ND
N.T. 9.60 10.20 4.66 148 1.04 ND
250 mg
MK. 6.60 12.00 7.20 1.80 1.28 0.03
Mean 5.51 8.19 5.72 1.94 0.81 0.023
+SD +2.82 +3.13 +0.93 +0.80 +0.45 +0.025
M.Y. 10.20 9.60 5.90 1.70 0.14 0.04
T.G. 8.80 7.20 7.40 3.40 0.56 ND
N.T. 6.60 13.20 6.50 2.12 1.20 ND
500 mg
MK. 7.20 14.60 9.80 2.40 1.56 0.08
Mean 8.20 11.15 7.40 241 0.87 0.03
+SD +1.41 +2.92 +1.48 +0.63 +0.55 +0.03
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Table 5 Urinary recovery of cefaclor
Healthy volunteers, cross over (N = 4)
C Time after administraticn (hrs)
Dose ase 0~1 1~2 2~4 4~6 0~6
MY 110.40* 66.55 12.38 0.66 189.99
o 44.16+* 26.62 4.95 0.26 75.99
TG 140.40 2.78 37.76 2.62 183.55
h 56.16 1.11 15.10 1.05 73.42
112.24 45.26 17.48 2.35 177.34
250 mg N.T.
44.90 18.11 6.99 0.94 70.94
MK 73.08 47.56 20.93 4.88 146.45
o 29.23 19.02 8.37 1.95 58.58
Mean 109.03 £ 23.92 40.54 + 23.31 22.14+9.52 2.63+1.50 | 174.33+£16.71
+SD 43.61 £9.57 16.22 +9.33 8.85 +3.81 1.05 + 0.60 69.73 +6.68
MY 219.76 96.56 56.28 11.08 383.68
o 43.95 19.31 11.26 2.22 76.74
TG 126.48 71.68 103.88 3.88 305.92
o 25.30 14.34 20.78 0.78 61.18
115.20 132.00 114.80 2.75 364.75
500 mg N.T.
’ 23.04 26.40 22.96 0.55 72.95
MK 120.64 182.24 45.56 8.64 357.08
o 24.13 36.45 9.11 1.73 71.42
Mean 145.52 + 43.05 120.62 +41.53 80.13+29.71 6.59 +3.41 | 352.86 + 28.78
+SD 29.11 + 8.61 24.13 + 8.31 16.03  5.94 1.32+0.68 70.57 £+ 5.76
* recovery (mg)
*#* recovery (%)
Fig. 7 Urinary excretion of cefaclor L
Healthy volunteers, cross over(N=4) VB R AL
#g/ml 1. %
3.000( ~100% N . ) e sy e . .
Urine —— 500 mg WNRIR—RFIBERGED 5 b, TFRBREYEE 3§ (&
levels === 250 me GuERE Mo e [EHRE 1 4, BREHREL 2
o ulative ), RESRZYE 14 ) (BHEREREA 4 B, 1SHEREREZ

2,000

recovery rate

60

40
1,000

20

Time hrs.

6§, 2aHBEREX 2§, BHEBEEE%L 2 #) ot 17
PUCAKI L EERER L 1co AT 20~72 38T, B
5 B, &tk 12 fITh -7

2. FERAERRSUCERE

A#FD 1 BERARIT 500 mg~1500 mg T, CiL%
2~3 ECHELCTHREE, FEAMEMIIE 3~15 g,
WEEFRI 3.0~10.5g TdH -7 ’

3. R

AR DERSREOREIX Cefaclor HH% 3 BLIAIC
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BERROUENID SN bDEES), 4~T7 B
HTHELDDZEBIEL, T BHEBLSNK
Motedy, BUABMLELBOEESEL 1
ZIERlicxtd % Cefaclor DEELRRHEIZ Table 6 ic
FTEBOTH B, FHRBEYIE 3 FlrhHB D% 3
ARTHEREZHIEL 2 1 FlERE, (bo 2 flIIBEXD
BB, RERIYE 14 FiTgs 11 4, %) 3

PIOBEETH - 7208, 2 FITHERE S, BREFIREA
HBRES, BUBTETL0L 1 #IT, LINLKRE
EAEBTAERTH -7

BITER : 17 ERORHERIC DWW T ORI TR, &K
ER#% 3 AEICHEOHRIR L 1 flEBROTIIRICE
WRBEERIRED Shish - te F 1o Cefaclor {£AIF]
HBTOHRENE T Table 7 ©0: BT, AFlick3

Table 7 Laboratory findings before and after cefaclor administration

aso RBC Hb Plat. | GOT | GPT | Alp BUN | SCr
a
(X 10%) | (g/d) | (X 10%)| (U) ) (B-L) | (mg/dl) | (mg/dl)
L Hs Before 477 13.3 26.9 14 11 2.5 8.8 0.8
T After 461 13.7 31.0 17 10 2.8 9.2 0.9
s HI Before 486 12.0 26.9 16 15 2.2 10.8 0.7
T After 501 12.2 27.6 11 10 2.5 11.6 0.7
0TI Before 373 11.8 18.1 17 12 4.0 18.0 1.2
o After 396 12.0 14.4 16 9 4.6 22.0 1.0
6 Ay Before 275 8.1 23.8 16 6 1.7 104.0 10.2
o After 251 7.0 27.2 22 12 1.6 116.0 10.0
7 sH Before 439 12.3 24.5 14 14 8.5 0.8
T After 447 12.6 18.7 13 14 9.1 0.6
o TI Before 403 12.0 26.9 16 15 2.2 10.8 0.7
o After 407 12.2 27.6 11 10 2.5 11.6 0.7
Before 392 11.5 38.8 28 22 3.8 33.2 4.2
10. XK. _
After 388 11.4 35.9 21 20 3.1 20.8 3.4
1L KN Before 402 10.7 30.5 15 13 1.2 9.0 1.0
o After 437 12.5 27.5 18 14 1.1 10.8 1.0
Before 468 12.9 19.5 15 14 2.0 6.5 0.6
12. KH.
After 444 12.6 20.4 11 8 2.2 8.6 0.6
B Ay Before 426 12.5 19.8 17 15 3.1 18.0 0.7
o After 428 12.6 16.9 22 15 2.9 24.2 0.7
“ 1H Before 420 12.1 31.6 20 26 24 9.0 0.9
I After 417 11.6 24.0 34 20 1.8 11.8 0.8
5. IH Before 417 11.6 24.0 34 20 1.8 11.8 0.8
T After 426 11.9 19.0 22 16 1.5 9.0 0.9
Before 486 14.1 26.8 16 19 2.2 11.0 0.7
16. EH.
After 456 13.3 24.1 19 18 24 15.0 0.7
7 MM Before 510 15.0 23.5 23 22 2.7 17.8 0.8
After 488 14.4 20.6 10 15 2.7 14.4 0.9
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LRbha MK, i, BEELSEIEDONLDL T,
vV E E S

HE NI DT & 0OF Cephalosporin ¥ Cefa-
clor %, #&L 3 NMBERFEFICBHREINTHE 1D
iz CET, CEX, Cefradine (CED) #& X3 <hi:
HENE BT REINTNS, #ic E. coli, K. pneu-
moniae Proteus mirabilis \Cxd % in vitro TOHE
#i¢ CEX, CED itHRLTF < T3 &bs NEU
52, SLIVER 5%, SHADOMY 5%, it X hEEINTH
308, DT EIiZAKIA Type WM B-lactamase i
SUBHEA BT D EEZ SNBY,

bhbh® E. coli, K. pneumoniae i DT DT
b AF OHBEHH CEX, CET, CER & kb4 <hT
W3 EOHERI NI

b EFIC DT « MEYERS 53 250 mg 5 XU 500
mg 1 BIAREOMAPEEEREL 12 ER, peak 3 1
BiEIcH b, #hEh 6.09 pg/ml, 12.8 ug/ml L 1%
BIC X DA G H 15 dose response H3EEH & f-h3, CEX
CED i, £0 peak 3BEZRL:ERELTHL
%9,

BERRERA 4 Blic Cefaclor 250 mg X ¢ 500 mg %
EiEE: 1 EEOERLcbhbhORE TS, MmpE
E® peak i 45 HMEICH Y, 2hZh 8.19 wg/ml
11.15 pg/ml LB 7L dose response 3% 51,
MEYERS 5 QA ITIZT—T 3BREMBZ SNizo

RedEltic o0 T : KOrRzENIOWSKI 3¢ |3 Cefaclor
B LU CEX £ 250 mg 1 AAAREO Rkt % cross
over HETHEL, Cefaclor T3 0~2 BKfHic 110.6
mg ([ENXER 44.2%), 2~4 B5Rfic 59.1 mg ([EIXK 23.6
%), 4~6 Biic 5.6 mg (EIE 2.3%) 3R HEl
&h, 6 BEFITORPEIREIR 70.1% Thotck
WEL TV E, bhbhORETH 250 mg kLT 500
mg AR 6 BREE To RAOENRIZZNhEh, 69.7
%, 710.6% T KORZENIOWSKI 5 & |ZIZEEDKREETH
2720 U SAHIREENO 1 BREICERRD 4% 2
Repic gl &, AFNZIR P~ S BRI B0
RIEHTH 2 C EDRENT

FEPRERBRIC DU T ¢ RRYEIRZ B - 7o RUE SHRAE 1
o, REERAkL 2 41, SERELE 4 B, 1@HRERs

DEC. 1879

6 P, 2EBEEEL 2 4, BHEEEL 2 Foz 1
PICAKZBERL, REOIDAFOER L |
Plekr, 13 PlicEasy (BxhE 81%) 3 Blicimshon
BER, BLENERRIIELERED 2 Plzps,
E. coli 9 fith 8 ] (89%), K. pneumonize 3 it 9
#1 (67%), S. aureus 1 BIHHBELTH - 120 EFloR
TR 3FFT~TEMEERLTH D, 1 HERE TR
mg % 4~10 BRIERLIERTH - 1o BRER £
coli 2 ), K. pneumoniae 1 HI T3 - 7=,

BIFER & LT3R 3 BETRS B8oky
ICAKIOBER AR 72ERD 1 FHRBR S hicts, &
BRERATILERE S MEL . ZDMBERRER
REDHSNIERIZRD SNITh - 723, ERRRH
¥z 21, A#iZ Cephalosporin ¥ T%20
TT LvF -G, ZoDfth Cephalosporin FKADE
TERICR A REBRBBELEZ 5,

X ik
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A CLINICAL STUDY ON CEFACLOR

YasusH! Uepa, Fumio MATSUMOTO, ATSUSHI SAITO, JINGORO SHIMADA, MAsSAHISA OHMORI,
KHova SHiBA, TAKEHISA YAMAJI, HiroNoBU IHARA and TosHio Hoxnjo.
The Second Department of Internal Medicine, Jikei University School of Medicine

1. Antibacterial activity.

MIC of cefaclor (CCL) to E. coli was distributed between 0.39 and =100 ug/ml with its peak at 0.78
ug/ml. Twenty-five out of 27 strains (92.6%) were inhibited their growth with 3.13 ug/ml or less of CCL.

MIC of CCL to 50 strains of K. pneumoniae ranged between 0.39 and 100 xg/ml with its peak at 0,78 pg/ml.

Thirty-three out of 50 strains (66%) were inhibited their growth with 6.25 ug/ml or less of CCL. Thus,
CCL showed stronger antibacterial activity than cephalexin, cephalothin and cephaloridine.

2. Blood levels and urinary excretion

When a 250 or 500 mg dose of CCL was administered orally to healthy adult volunteers in fasting con-
dition, the peak serum level was attained 45 minutes after administration. The peak level was 8.19 and
11.5 ug/ml, respectively. Recovery of CCL in urine up to 6 hours was 69.7% and 70.6%, respectively.

3. Clinical results.

Cefaclor was administered to 17 patients (14 with urinary tract infection and 3 with respiratory tract
infection). Clinical response was satisfactory in 13 cases (81%) and unsatisfactory in 3 cases.

In one case, skin rash developed. No other serious adverse reactions were observed.



