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Cefaclor DEKE —ERER

moA R O#
E KRR BRI R 2 5
B F HE-R OB OE
EHRNERKX AR
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&h, CCL 2¢g/H, 7 BEHRE TRENOERBEMID Shitd -1

I. [

Cefaclor (CCL) i3 XE Eli Lilly ¢ TR xh- SO/
cephalosporin ZHAMH T, {tEfigL, 3fHkk/s/o—wR
FMEEEAS LT 3 SA88#3 D cephalexin (CEX) LR35

(Fig. 1),

Fig. 1 Chemical structure of CCL

Q?HcoNnﬂ;Cl

NH,

COOH

3-Chloro-7-D-(2-phenylglycinamido)-3-cephem-
4-carboxylic acid

CCL 3 CEX RBEMRICx U in vitro T2~ 8 fE@h -4
HA%ERTI2D H. influenzae, P. mirabilis % CHE AR
P AaMEREN, TOREERIZ CEX K LEL, »,
ERRICRIE SN A LR THELEEZ OGN E, VP

A0, RERABT 21 £2HRUCLT OEKE—HARE

173y, CCL Dk bk 3 ReMs L U2 D RIN - Bt §
AR ShICT E EEDIC, WRHA CEX Lo BRiIEOVTH
R L, BTORMREB1-0THET 3,

. 8% &

1) %%

WEAE: Table 1 ICRUBERABTF 21 £TE
413 21~46 ¥, {kEix 52~T73 kg, BHEIZ 160~176
cm, {(ARERHT 1.57~1.83 m? ic 3% LT BR
BREXRED 1 »ALROREZIS LU 1 B
DAY —=VIF 2 P TE%HEHFINbDIRE
L, BRIz &225, RROBMW, AR, EREH, B
W, RBEIS E T DN TRAEBMNE T > 7D,
HEFHEEET ARMICBML TH 5 - 7o volunteers
THot1o

2) FEREANHIURSE

WERE = MRS RE 14 2 Lokt s 7 ZiICa
HERSH T CCL 05 i3 250 mg 743 50
mg &L, OWFNbh e VBIERO ., T, HFH
CEX (31lilii Keflex® 250 mg # 7+ v (EEF&ENE—
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Table 1 Volunteers of the studies on CCL

Group | No. | Volunteer | Sex Age | Weight| Height sgr(;g?:'e
(years)| (kg) | (cm) | (m?)

1 EY. M 32 56 167 | 1.62

2 K.A. M 29 56 163 | 1.59

3 H.Y. M 22 62 176 | 1.76

4 R.K. M 24 57 165 | 1.62

5 AJ. M 24 60 168 | 1.68

6 M.O. M 29 63 163 | 1.68

Single 7 AH. M 21 52 173 | 1.61
8 T.M. M 24 54 170 | 1.61

9 H.T. M 39 52 169 | 1.58

10 H.O. M 34 55 164 | 1.59

11 K.H. M 39 63 168 | 1.72

12 S.M. M 38 56 165 | 1.61

13 S.Y. M 35 73 168 | 1.83

14 M.F. M 36 60 165 | 1.66

15 T.X. M 46 62 160 | 1.64

16 YK. | M 42 70 170 | 1.81

17 S.S. M 33 60 176 | 1.73
Multiple| 18 H.S. M 44 63 170 | 1.73
19 T.A. M 40 67 172 | 1.79

20 T.IL M 40 72 163 | 1.78

21 N.T. M 34 57 168 | 1.57

Mean 33.6 | 60.5 |167.8 | 1.68

S.D) (7.5) | (6.1) | (4.3) {(0.08)

Lilly) 2R L -, digtie58 i3 CCL 500 mg # 7
VR, 58 1 E 500 mg 1 5 4@, 66
fRT 180 (A% 29 [) RE#RS L7,

Uroks5B#EEICH- - Tid, H. R Brack®**® 5
ikt r7c CCL 250 mg, 500 mg, 1,000 mg o
BERY5RERB L CCL 1 6] 1,000 mg 1 B 4 [,
28 A WHER S RRE AU KE TO B HE—ERER
B Z R L TREL 720

3) #/HF*

HESER 14 £ T3, £A 1HACEICERS 47
BOMBRALET 5L, CCL 250 mg & 500 mg [}
@ dose response MDA, CEX 250 mg & DK,
CCL 250 mg ¥ #-13 500 mg #yljiic 13 5 & o
ONTRANMFABTE LD, #hEh 14 &4, 12
% 6%, 6 228 0H T, MHBTICBLTIE, &
AREDRAEH, B58, AFRUBLIUERERLET

WHEMFEA BT randomize U, ZHE7 Vv—TED
BEERT =218 7 X S B L 12, Table 2 1Z7RU 72
T&EL, HOARLGORLE S V- TICIZES, KE,
BE, KEOHLEO WRRFICHELR BHohL
W

KEREIIRTH O kAL, KRR EE TR
U7zo ZHEEHEHTRELEL 100 ml L& bich 7+
WERMUZO#: 2 MR iakil, <olo gk
ZlEbH—L o BBRE TR T FER% 30 4
WCiHEEL 100ml & & SIcHAERBL, Ltk 3 KR
DHOKEMAEFK—L 72 (Fig. 2)o {lBMSHLIITRATSR
HAEH—9 HIcE EW, fokiBEART AhE Lo
AR SRS, Fig. 31RLAEBY, FRMA
D& LB S L, T B DA O A IREZ
B EBEE L. 0k, WEY HOAWAFEITEHS]
T, #AH oy =3 726 Cal Utkikiy 100.2g, BEHE
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Table 2 Background of comparative groups in the studies on CCL

Drug Food I(\)Io. Age Body wt.| Height sgg'gé’e
Dose Sutiaj. (y1s.) (kg) (cm) (m?)
Single |G-1 | CCL 250 mg (=) 14 21~39 | 52~73 |163~176|1.58~1.83
500 mg (-) (30) 59) €167) (1.65)
G-2 | CEX250 mg (-) 12 21~39 | 52~73 |165~176 (1.58 ~1.83
CCL 250 mg (-) (31) (58) (168) (1.66)
G-3 | CCL 250 mg (-) 6 21~39 | 52~63 |163~176 |1.58 ~1.76
250 mg (+) (29) (58) (170) (1.66)
G-4 | CCL 500 mg (-) 6 24~ 38 54 ~63 [163~170 [1.59 ~1.68
500 mg (+) (30) (1)) (166) (1.62)
Multiple [ G-5 | CCL 500 mg o 7 33~46 | 57~72 [163~176 {1.57 ~1.81
q.i.d. 7 days 40) (64) (168) (1.72)
( ): Mean
Fig. 2 Sampling intervals of blood and urine (Single)
=% 0 %¥1 14 2 3 4 5 6 8 hours
L L |- 1 1 1 1 1 JJ/—I
Drug
Blood sampling il vev v v v 4
Urine sampling { I I I | : !
Water Water
e MO0l 00 MY e
With food  ipreakfast  Lwnch
Withow food Breakfast
Fig. 3 Sampling intervals of blood and urine (Multiple)
%0 ¥%¥1 1y 2 3 4 5 6 hours
L 1 | - 1 1 | l 1 J
Drug Drug
* 1st adm. ) v
(1st dav) Blood sampling vV vvv v v . y
* 29th adm, Urine sampling ] | I ] I ]
(8th day)
Water  Water
100 ml 100 ml
Drug Drug
**(2:}(‘] :‘](;T) Blood sampling v v v
*% 17th adm, Urine sampling )~ 7 I [ [ I |
(5th day)

Water Water
100 m1 100 ml

I
i (]
Without food H Lunch
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36.8 g, MglH 18.5¢) THH, EMAIK X OERILIZHE
FE L1, TORRIFIE KRERLOABTH - 72
4) BDAMHRAE
KRN R —ERROMZ R LA THEREOBE
ER, Tra¥—ER, HERREHAAZL, RAIO
HEHCEG T & BHEf A% 2 720 72, Table 31TRL

Table 3 Clinical laboratory examination

% Hematology:

RBC, HGB, HCT, Platelet,
Index (MCV, MCH, MCHC),
WBC and Differential counts

* Blood chemistry:

Total bilirubin, TTT, ZTT, Cholesterol, ¢
Triglycerides, S-GOT, S-GPT, LDH, LAP,
Alkaline phosphatase, *GTP,

Total protein, Albumin, A/G,

BUN, Creatinine, Uric acid,

Electrolytes (Na, K, Cl, Ca)

% Urinalysis:

Appearance (Colour, Turbidity), pH,
Spec. grav., Occult blood, Protein, Sugars,
Urobilinogen, Urobilin, Bilirubin,
Acetone bodies, Sediment (RBC, WBC,
Ep., Cast, Bac.; etc.)

* Others:

COOMBS test (Direct, Indirect), CRP,
Creatinine clearance

Fig. 4 Standard curve of CCL

1o R EBHEERE S EPICTRYL, REORPHRIICHE
At HEREHETIE, chsDEKRRELE5ER,
6 BMmB LU 1EM%KO 3 BATERL, ks
BETIIREER, 6 MRI%, 9 MEHERT, 17 BBER,
29 MBMEA], 20 6 MKERKkS LCEREKT 1:8M%D
7 B ETEMU Iz, 708, creatinine clearance (2RI
AD 0~2 RO MES LCREFBL THRIL 7. B
Mg, koEEMERRREZE»T L ALl Bdk
» 50 ml 32EE, HER5ET E TICAE 200 ml FBEEICE
&, PRI X 2 BARIFT S5 EHICDEDT,

5) BEAIERARAROER

REREEREICHT 5 72, BEREETIT Fig. 2
ICBFRR L2 T &L, BS5a, 30 4y, 456 43, 1, 1.5, 2,
3, 6 BERIEICIRIML 720 F 7o, REKRHI, BE5HIORK,
B5% 4 BT TR} 1 BRKR, 20% 8 KL TR
2 MRIREROTIER L 720 ks 5R TR Fig. 3 I
B L7z CEL, PEEFHREIIEER S TORMK
A v gL, 9 EEE 17 BRSO TIE 3 BAT
DIRIMIT & E DT,

B2 bichsHEL TiIcmESL e b, mEE
AEHI AP HICEE S B, REK 7K BICHEEIET
WIFNLRIERE T—20°C ITREEL T,

6) FERREAESE

RIEABERER, RRHRRE 1R PRIC 718-
7o HiKEREIE 4°C THARRMEE 0B, 0.1 M,
pH 6.0, phosphate buffer T 10 {£ZRARFIZ1ERR L,
M. luteus ATCC 9341 A#gH&$ 2% band culture

Test organisms : M. luteus ATCC 9341
Medium : Antibiotics agar No. 8 (DIFCO)

Human plasma

——— Buffer(M/10,pH 6)

=0—o0~ Human plasma

(x1/11)

30t

20 |

Inhibition zone, mm

1 1

1 1 1
0038 0.075 0.15 0.30 0.60

Concentration, ug/ml

Human urine

——e— Buffer(M/10,pH 6)

[ ~o—o- Human urine
(>1/11)

30

201

Inhibition zone, mm

( 1 1 1 L 1
0.038 0.075 0.15 0.30 0.60

Concentration, ug/ml
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method THIFE L 72, B3 Antibiotic Medium No. 8
(Difco) =R, E#¥ghgiz 0.1 M, pH 6.0, phos-
phate buffer %R TIERL 7= (Fig. 4),

7) EEhNRORRIRSE

CCL 84U CEX HMLBICROBKITH->T, #E5
#E L S B~ OBTHHE AU RIGAERTO lag time
%, @ model L&EMTINENILEEZ, UT
DFBERICRT T EL, lag time %4¢; one compart-
ment model % R THBNH MR 1772 - 120

__ kaFD
2T C= ia—ke)V

BL, t:#5#oKHE (hr), T: lag time (hr), C:
MEEhEE (ug/ml), ka : W#E R (hr ), ke:
BIEEELRE (hrY), V: BHERK (L), F ki,
D:#%58& (mg)

K1), QEFBNT, BNTFHEICL D MEHBEE#E
DOBEBHREEZ 28/%5 # — 2 —DE%BIDL, K

Fig. 5 Serum glutamic oxaloacetic acid trans-
aminase (S-GOT) before and after the
administration of CCL or CEX

S-GOT
CCL 250 mg, Diet(—) CCL 250 mg, Diet(+)
4; n=14 ! n=6
8
Before 6 hrs. 1 wk, Before 6 hrs. 1 wk.

CCL 500 mg, Diet(—)
u

40 -

CCL 500 mg, Diet(+)

n=14

§-

Before 6 hrs. 1 wk. Before 6 hrs. 1 wk,

CCL 500 mg~29(2 g/day, 7 days) Diet(—) n=7
st 9th 17th 29th

Sefore 6 s, Before  Before  Before 6 hrs, 1 wk.

CLEEX 250 mg, Dict(—)

Before 6 hrs, 1 wk.

e-ke (t-T) _g-ka (t-T) } (2)

DR B), 4 ZBAL TEYZHERH tYe (min), 1
ST FEE AUC (ug-hr/ml) %k 7:,

thh= 0‘{:’23 .......................................... (3)
AUC= SQC At oerererermenmnniiiiiiiiiiin, (4)
0

. 3B B ¥

1. BRMHERRK

BERER 14 £Ti3 CCL 250 mg, 500 mg zhz
A~ 20 B9, %0 CEX 250 mg &~ 12 Ho
IR THENREEFL S bDIREH - oo UkREH
7 47T CCL 1@ 500 mg, 1 B 4 @3> 1 #ifo
IR 2B TH > 70 RIS 3 BHEKE (Case
No. 15, 16, 17), T3l (Case No. 16), 35 (Case
No. 15, 16), TiE&% (Case No. 15) & FZ 150 e
N SERE—BETRERFRICHEL I 06, RENR
EOTUNF-FRRIABOME 21 Z2TRBDSIE

Fig. 6 Serum glutamic pyruvic acid transami-
nase (S-GPT) before and after the admin-
istration of CCL or CEX

S-GPT

CCL 250 mg, Diet(—) CCL 250 mg, Diet(+)

u
n=-14
354 -
5» B
Before 6 hrs. 1 wk. Before 6 hrs. 1 wk.

CCL 500 mg, Diet(—) CCL 500 mg, Diet(+)

u

354 e -

5

Before 6 hrs. 1 wk. Before 6 hrs. 1 wk.

CCL 500 mg > 29(2 g/day, 7 days) Diet(—=) n=7
Ist 9th 17th 29th

Before 6 hrs. Before Before Before 6 hrs. 1wk

CEX 250 mg, Diet(—)
u

35 1

Before 6 hrs. 1 wk.
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Fig. 7 Alkaline phosphatase (Al-Pase) before
and after the administration of CCL or
CEX
o Al-DPase

CCL 250 mg, Diet(+)
n=0 L

2747 Fume L

Before 6 hrs, 1 wk. Before 6 hrs. 1 wk.

CCL 500 mg, Diet(—) CCIL. 500 mg, Diet(+)
KAU KAU

Before 6 hrs. 1 wk. Before 6 hrs, 1 wk.

CCL 500 mg X 29(2 g/day, 7 days) Diet(—) n=7
1st 9th 17 th 29th

Before 6 hrs. Before Before Before 6 hrs. 1 wk.

CEX 250 mg, Diet(—)
U

Before 6 hrs, 1 wk,

no 7o

#54], o, fic Table 3 ICRL - K EEKRRESE
KIEL 103, HEOHH FRERES 2832 L3
TEIODT, cephalosporin RiITAME CHICEES
#9535 S-GOT, S-GPT, alkaline phosphatase (Al-
P), BUN, creatinine L0 & & Coomss test O
R% Fig. 5~10 IKRL 720 BB L HEKRREEE
DOHRICIIEANCERT 5 EEZ SN 3 BREERRFIIIR
DoNIEH» o120 F12, Fig. 5~10 TR L 72 lEHRKRER
BIZ2W T HFRANCHER S 5 B S ML 5 3 dDIZER
Do 70 UL, DRPIMERREMS -8
ERLUIDTHBE MATHE 20 Mk RS8O 1
#| (Case No. 16) #: S-GOT (Fig. 5), S-GPT (Fig.
6), AP (Fig. 7) OV T bIKIATERIR FFRE iy
REBL7o 20 case i3 & 29 BEHEHO S-GOT
(47 U/L), S-GPT (52 U/L) piRIMFICBEIRICH D,
CCL Mi#tik5 & DBMABEL L0 E £X SNl
—0 case THotehd, LRBRELSBRETHD, O

Fig. 8 Blood urea nitrogen (BUN) before and

after the administration of CCL and CEX

BUN

CCL 250 mg, Diet(—) CCL 250 mg, Diet(+)

Before 6 hrs. 1 wk. Before 6 hrs. 1 wk.

CCL 500 mg, Diet(—) CCL 500 mg, Diet(+)

Before 6 hrs. 1 wk. ‘Before 6 hrs. 1 wk.

CCL 500 mg X 29(2 g/day, 7 days) Diet(—): n=7
1st 9th 17th 29th

Before 6 hrs. Before Before Before 6 hrs. 1 wk.

CEX 250 mg, Diet(—)

Before 6 hrs. 1 wk.

ATOD Al-P, total bilirubin, TTT,ZTT,cholesterol
¥ XU urobilinogen ZE T RTEFRICHD, ED
BEOEENL D - TIHET 2 R&ELIIABROMELE
% 57z BUN (Fig.8) XU d creatinine (Fig.
9) Tid, CCL 250 mg %= ZSigrR5 L 7= 3 ks 6
MERIRICRBEAIRL 720 Case No. 2 {3 BUN 20—23
—18 mg/dl L& &L, Case No. 5 T3 BUN 15—23—
12 mg/dl &% &L, Case No. 12 Tl3 creatinine 0.8
—1.8-0.9mg/dl LEFL (T V& —54 >~ 16k
M%ORTE), MRAMRFIC ZEFEERLDDIIN
Mot T, ThHD 3 ZMBloMEiCERED CCL
500 mg ZAMRL7BIIIOTNIERRICH BT Em
5, REMEEABRELOBEITETEEHDEER
b, B Coomss test (Fig. 10) k¥ R
Coomss test (Z2FMETHRABL 720

2. MmifPiRE

MmEEhEEE DRIERRIE Table 4~6 TR L& BD
Thotoo i, ZRERATOMETEDEEDEEHIC
DOTERBAZNRITEZTEO, BRI Vv—-FT L
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Fig. 9 Serum creatinine before and after the ad-
ministration of CCL and CEX

Creatinine

CCL 250 mg, Diet(—)

CCL 250 mg, Diet(+
mg/dl mg, Diet(+)

Before 6 hrs. 1 wk. Before 6 hrs. 1 wk.

CCL 500 mg, Diet(—)

CCL 500 mg, Diet(+)
mg/dl

Before 6 hrs. 1 wk. Before 6 hrs. 1 wk.

CCL 500 mg X 29 (2 g/day, 7 days) Diet(—) n=7
1st 9th 17th 29th

Before 6 hrs. . Before Before Before 6 hrs. 1 wk.

CEX 250 mg, Diet(—)
mg/dl

1.7

0.7

Before 6 hrs, 1 wk.

RUR U 725kl Fig. 11~15 1R L1z E B TH 70

CCL =7k 1 |5 LUk BAO miEd B
Table 4, Fig. 11 iG;RLE B0 T, SHRE 14 £
DE—-7{ERVTRD 1% BRDAIKBRIhTED,
6 BeRAkICiIERRA (0.2 pg/ml) PITFEL 5 Fce Hl
ERECEOYEEEA B E 3/4 BREOMED BEAR
L, ©— 278X 250 mg #&5C 7.42 ug/ml, 500 mg
#57T 13.04 ug/ml TH by, BEBIIZIZHAIS B
BWThoto ¥RPIZENZEN 27T min & 31 min T
X —%HLTHD, AUC i3 8.9 ug-hr/ml & 18.7 g
‘hr/ml B 5h, T THRERBITIERHLAT 2R
Thoteo TNLDOERDS, COREBOWHTIIM
¥r model DfGRIMEIMRINTHY, CCL 250 mg &
500 mg & DD dose response HE[AILHABTH S &
EZlo

CEX 250 mg Z2lhs 1 E 5. ORKE BT 5 &,
Table 5, Fig. 12 i;RL7: &, CEX #5HO&H
BE 12 2o —-7EbTRT 114 BRDINICEER
nTHy, 6 KERICIIERRA (0.3 pg/mD) LITE

Fig. 10 Direct CooMBs test before and aftér the
administration of CCL and CEX

Direct CooMBS
CCL 250 mg, Diet(—)

CCL 250 mg, Diet(+)

Before 6 hrs. 1 wk, Before 6 hrs. 1 wk,
CCL 500 mg, Diet(—) CCL 500 mg, Diet(+)

+ n=14

CCL 500 mgXx29(2 g/day, 7 days) Diet(—) n=7
1st 9th 17th 29th

Before 6 hrs. Before Before Before 6 hrs. 1 wk.
CEX 250 mg, Diet(—)

+ n=12

6 hrs. 1 wk.

1oTHB, 772U, BEMAZLOFSEESEL ]
KeRMEDS € — 2 %5RL, ZOfEIE 8.46 pg/ml THo
fzo F3RL7- CCL 250 mg DRIERERORN D, HM
T3 12 ZOWELREHME L CHETZ L, Z0E-
/fEiz 7.08 ug/ml E130, CEX D35 BEDHOET
Hotehs, MEOFIHEORICERER 5% THELSE
B M ote i, XBPik CEX < 36 min, CCLT
25 min,, AUC {3zh#zh 16.8 ug-hr./ml, 9.8,g:hr
/ml Tdh-tco THDE/CT 2 — & — DYUEIT/NERR
bontds, DEORERERAT S L, ZEMHICEYS
HHOMERBTRELL D EEZ S,

—7, CCL 250 mg 3 XU 500 mg % AHER 305
BICEE U 7-384icid, Table 5, Fig. 13, 14 iiRLE
TEL, BYBE (647D) o —2ERVTHR
B 1500 3 Bz coMicERsh, FTERED
€—7i2 2 BIENEETH->T, DS TI /A
BETE—2IGEL DKL, K& iEnsEDoN
oo %1z, FEDE — 2 WEZ 250 mg 5T 3.2
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Table 4 Plasmalevels of cefaclor after single oral administration
Dose T m— Volunteer Bod Time after administration (hours) Ug/ml
Dru, & Age | B.W. | Height| 29%Y
® Food | o.& ws) | ke | om) s‘(‘frf%‘;“' Before | 1/2 | 3/4 | 1 | 1% | 2 3 6

1 EY. 32 56 167 | 1.62 | <0.2 570 | 490 | 550| 324 | 1.73| 0.2 |<0.2
2 KA. 29 56 163 | 159 | <0.2 6.64 | 9.00 | 497 | 3.37 | 147 | 0.37 | <0.2
3 HY. 22 62 176 | 1.76 | <0.2 569 | 6.09 | 535 227 | 137 | 047 |<0.2
4 RXK. 24 57 165 | 1.62 | <0.2 535| 970 | 6.30| 4.30 | 249 | 087 |<0.2
5 AJ. 24 60 168 | 1.68 | <0.2 | 11.0 5591 3.67| 197 | 117 |<0.2 | <02
6 M.O. 29 63 163 | 1.68 | <0.2 5.62 | 10.0 7.00 | 282 | 1.12 (<02 |<0.2
Cefaclor 250mg | 7 AH. 21 52 173 1.61 <0.2 |<0.2 3.07 9.00 | 5.57 217 0.57 | <0.2
8 T.M. 24 54 170 | 1.61 | <0.2 | 14.6 7.00 | 4.17| 1.87 | 091 |<0.2 |<D.2
Without| 9 H.T. 39 52 169 1.58 [ <02 | 126 12.1 5.55 2.51 1.55 0.51 | <0.2
food 10 H.O. 34 55 164 159 | <0.2 1.37 5.94 | 11.0 4.57 2.17 0.47 | <0.2
11 KH. 39 63 168 1.72 | <0.2 9.00 | 10.0 6.44 3.37 1.67 0.47 | <0.2
12 SM. 38 56 165 1.61 | <0.2 7.50 5.39 3.64 2.37 1.07 |<0.2 | <0.2
13 S.Y. 35 73 168 1.83 | <0.2 3.87 6.94 7.19 3.57 1.77 0.57 | <0.2
14 M.F. 36 60 165 1.66 | <0.2 6.70 8.20 5.42 2.35 1.23 045 | <0.2
Mean 30 59 167 1.65 <0.2 6.83 7.42 6.09 3.15 1.56 0.34 | <0.2

+S.E. 12 +2 *1 +02 +1.07 | 10.67 | £0.54 | £0.29 | 20.13 | 20.08
1 EY. 32 56 167 1.62 | <0.2 1.97 4.97 9.00 | 10.0 5.17 1.52 | <0.2
2 KA. 29 56 163 1.59 | <0.2 7.00 | 12.5 14.5 5.81 2.37 0.77 | <0.2
3 H.Y. 22 62 176 1.76 | <0.2 7.10 | 15.9 15.2 7.10 3.17 0.92 | <0.2
4 RX. 24 57 165 1.62 | <0.2 | 121 13.5 11.5 12.4 5.85 2.34 | <0.2
5 AJ. 24 60 168 1.68 | <0.2 9.80 | 20.1 14.8 6.05 3.58 1.17 | <0.2
6 M.O. 29 63 163 1.68 | <0.2 | 22.7 20.6 10.5 4.17 2.16 0.77 | <0.2
Cefaclor 500mg 7 AH. 21 52 173 1.61 <0.2 | 19.0 17.0 11.5 7.50 297 0.82 | <0.2
8 TM. 24 54 170 1.61 <0.2 8.0 13.0 12.0 10.0 437 1.07 | <0.2
Without| 9 .H.T. 39 52 169 1.58 | <0.2 3.22 242 | 267 120 9.50 2.07 | <0.2
food 10 H.O. 34 55 164 1.59 | <0.2 6.85 | 11.75 | 10.75 8.20 5.30 1.30 | <0.2
11 K.H. 39 63 168 1.72 | <0.2 | 137 21.2 16.7 5.50 2.64 0.81 | <0.2
12 SM. 38 56 165 1.61 | <0.2 1.83 3.48 8.40 6.00 2.71 0.66 | <0.2
13 S.Y. 35 73 168 183 | 0.2 4.70 7.60 8.35] 14.1 6.60 1.89 | <0.2
14 M.F. 36 60 165 1.66 | <0.2 | 145 18.5 17.0 7.00 3.57 1.17 | <0.2
Mean 30 59 167 1.65 <0.2 9.46 | 13.04 | 11.63 8.27 428 1.23 | <0.2

+S.E. +2 2 +1 +02 +1.68 | £1.70 | #1.04 | 20.80 | +0.55 | +0.14

ug/ml, 500 mg ¥¢5.7 5.33 ug/ml BB SH, T ML, AUC Dfixsk 5 & Bl E A% TRIZIZELD

HEEICIZIZHMIL 72 dose response MHADRIN
7eo UL, #4732 £hEh 6 Z0 ZERES5 00
ERREMELTEET 3 L, ©— 7 EET 250 mg %
BI$T 7.64 ug/ml, 500 mg #5.T 11.22 pug/ml L730
D, BREEROC— 7 BER BEKRESD Y% BE
DEETH B C LOBRENT, Fig. 13, 14 REHEH
ROVEEITHENL 1= b DTH 555, ZWHEEA%HOME
AT EOMBERBREEHER & — v ORMAE X LEDLLT
WBLEZOND, bbb, ZERREICHL Bk
5Tk, lag time OEEIC S RO Bhbs 5D S
N, TORRE -7 ~OFERRIMEN, Fh, E—7
DEIRIEL LB FEASPETH 50 HEBRICENT
@}, EERHREICHL A% TRBOAR TINRT 3
ERVSHE N TH-T, LRPOERASED Shtc, U

Enigohn, CORR, BEEAFICEEIALL
HDEEZ BN

Migei 58 7 £ To MEErhRENELERS Table 6
ICRTEBDTH» 7o FEE SLEERTO MRS
BRERFLUT EL>TH Y, FIENROZELKEIC
BLINTORNC ENRENTI. T/, % 29 EE
D 6 Btk (BHRRAESRA ¥ b)) T THLpsH
FERFALUTERL TV, ORISR TIE, AR
EBY, RMEOEREL S LOARLME, BRERESH
Tod CCL 500 mg ZEEMEHRS&HICELTEY, #-
T, CCL 500 mg 22 1 [E%5.0 Mg EEE 7 — 2
13, WS HOPEOREE DT, SEOWHRESL
Bl (21 ) OF - 2BWEIN TS, Fig. 1513, #
BREFBAH M 5B S N CCL 500 mg Z=Eks 1 @50
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Table 5 Plasmalauels of cefaclor and cephalexin after single oral administration
Drug Volunteer Time after administration (hours) Mg/ml
& Food |VOMMEr | age | BW. | Height | B9Y
Dose Initial o) | ke | (em) | (m?) Before| 1/2 3/4 1 1% 2 3 6
2 KA. 29 56 163 | 1.59 | <0.2 | <0.2 | <0.2 0.38 | 3.74 | 3.64 | 3.02 (<02
3 HY. 22 62 176 | 1.76 | <0.2 [<0.2 [<0.2 |<0.2 137 | 247 | 327 | <02
5 Al 24 60 168 | 1.68 | <0.2 044| 1.26| 1.57| 2.60 | 341 | 242 |<02
Cefaclor With 7 AH. 21 52 173 | 1.61 | <0.2 |<0.2 |<0.2 0.64 | 203 325 | 3.69 <02
food 9 H.T. 39 52 169 | 1.58 | <0.2 [<0.2 |<0.2 057 3.57 | 3.87| 297|<02
250 mg 11 KH. 39 63 168 | 1.72 | <0.2 1.76| 2.81| 248 3.77| 269 | 169 | <02
Mean 29 58 170 | 1.66 | <0.2 0.37| 0.68| 094 | 2.85| 322 | 2.84 | <02
*+S.E. +3 +2 +2 .03 +0.20 | $0.47 | #0.38 | $0.41 | £0.22 | 0.29
Without Mean <0.2 749| 7.64| 5.83| 3.18| 1.57 | 0.40 | <02
food No.2,3,5,7,9,11 +S.E. +1.83 | #1.35 [ #0.73 | #0.53 | $0.14 | £0.08
1 K.Y. 32 56 167 | 1.62 | <0.2 221 336 331| 5.64 | 6.33| 538 (<02
4 RK. 24 57 165 | 1.62 | <0.2 | <0.2 |<0.2 [<0.2 0.67 | 2.07 | 424 | 147
6 M.O. 29 63 163 | 1.68 | <0.2 |<0.2 032| 138 452 | 476 | 6.24 | <02
Cefaclor With 8 TM. 24 54 170 | 161 | <0.2 1.67| 4.17| 587 | 587 | 457 | 297 | 047
food 10 H.O. 34 55 164 | 1.59 | <0.2 |<0.2 [<0.2 [<0.2 8.40 | 10.5 4.39 | <0.2
500 mg 12 S M. 38 56 165 | 1.61 | <0.2 458| 5.63| 5.82| 422| 375| 174 | <02
Mean 30 57 166 | 1.62 | <0.2 141) 225| 273 489 533 | 416| 032
+S.E. +2 +1 +1 +01 40,75 | #1.00 | £1.10 | £1.04 | £1.18 | #0.66 | 10.24
Without Mean <0.2 8.91| 11.22| 10.36 | 846 | 4.26 | 1.26 | <02
food No.1,4,6.8,10,12 +S.E. +3.18 | £2.55 | £0.57 | £1.22 | #0.61 | £0.25
1 EY. 32 56 167 | 1.62 | <0.3 041| 3.08| 846| 7.08| 4.14| 1.19 | <03
3 HY. 22 62 176 | 1.76 | <0.3 | 13.7 | 11.6 8.67| 434 | 233 | 1.06|<03
4 RK. 24 57 165 | 1.62 | <0.3 850| 7.26( 6.01| 4.86| 3.51| 199| 039
5 Al 24 60 168 | 1.68 | <0.3 5§.91| 874 9.27| 4.09| 289 | 202(<03
7 AH. 21 52 173 | 1.61 | <0.3 | 139 | 10.8 | 11.1 7.68 | 5.09| 1.80 <03
Cephalexin | Without 8 TM. 24 54 170 | 1.61 | <0.3 | 157 | 153 | 126 7.30 | 3.85( 1.63|<03
food 9 HT. 39 52 169 | 1.58 | <03 | 18.0 | 15.8 | 105 558 | 254 | 1.20(<03
250 mg 10 H.O. 34 55 164 | 1.59 | <0.3 1.98| 5.19| 7.16| 582| 3.08| 177 (<03
11 K.H. 39 63 168 | 1.72 | <0.3 252 4.33| 5.10| 577| 3.61| 1.94)|<03
12 S.M. 38 56 165 | 1.61 | <0.3 7.19| 7.51| 6.13| 434 3.8 1.01]|<03
13 S.T. 35 73 168 | 1.83 | <0.3 265| S5.10| 841| 582 4.18| 229|<03
14 MiF. 36 60 165 | 1.66 | <0.3 4.02| 5.92| 8.4/} 11.7 8.67 | 29703
Mean 31 58 168 | 1.66 | <0.3 7.95| 839 846 6.27| 392 1.73|<03
+S.E. +2 k2] +1 +02 $1,83| £1,24| 10.67 | 10.40 | #0.23 | $0.13
Cefaclor | Without | No.1,3,4,5,7,8,9, Mean <0.2 6.96| 7.08| 6.10| 3.16| 1.61] 037]<02
250 mg food 10,11,12,13,14 +S.E. +1.31| 10.76 | £0.65 | $0.34 | £0.24 | +0.09
. >

MEERBE 7 — 4 2 K AIER AT LICEIL, BN
Hic k5 Bl Ry, chxmBuoT CCL 500 mg
% 6 BRI T 29 MRS 9 2O 0 msEh B
@ simulation curve A{il 725D T, T hiCHEERS
BTo 9 @A, 17 @A, 29 mMARESh-fIEED
EET ey FLIcHDTH b RAEDFEEIR simu-
lation curve & X< —HKL Tk v, B@EESHOMEH
BEEHERH, 9 A, 17 MBLXY 29 EBEICHEN
ZFHRREOIBEINT VB E ABTCEN TXD, TOF
8, SEo#%k'58 (CCL 2¢/H, 7 A OREATIA,
MmiEh T CCL OERMMMIZAD SNIBNDDEEZ
Stz
3. RehHEM

FReb JBBE BISE 553 45 KO Bk Reb [BURERD B
Table 7~9 IC;RL 72 & 5D TH » 720 CCL Z2MERES
DA, Table T EL, RBBPEIZEALE SR
2 MeRiHsE <, 250 mg 5 TIZ 0~1 EERARMTEH
1,900 pg/ml, 1~2 KERIERASEISH 1,800 wg/ml, 500
mg #5TIRENENTEMH 2,000 ug/ml %BAEHE
WRPBESBE S Nze 005 RDEE T EEICH
DUt 6~8 ISR T b RINATHETH - 720 FRAP
[EX&E4E A5 &, CCL 250 mg 5+ L1 500 mg &
BDWTNOBAICS, KEHD case hf5k 2 K
M TR ER DK 60%, k5% 4 BEZTIC 0%
BEOEIREETRL, CCL DRkt 1150 EPP
ThHBZEWRENI 1z, HE5K 8 KT TICY
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Table 6 Plasmalevels of cefaclor after multiple oral administration
(Dose: 500 mg q.i.d. 7 days)
Multiple Volunteer Time after administration (hours) Mg/ml
administration Vcr)\,lgnlt;er Age B.W. | Height sgrc}gg e
Initial ors)| (kg) | (cm) | (m2) Before| 1/2 3/4 1 1% 2 3 6
15 TK. 46 62 160 | 1.64 | <0.2 372 5.76 | 3.16 | 12.7 530 1.01 | <0.2
16 Y.K. 42 70 170 | 1.81 | <0.2 | <0.2 1.82| 259 | 3.60 | 2.19| 3.46 |<0.2
17 S.S. 33 60 176 | 1.73 | <0.2 9.01| 14.8 9.38 | 3.05 | 1.27 (<02 |<0:2
1st. administration 18 H.S. 44 63 170 | 1.73 | <0.2 2.06| 5.30| 595|173 9.13 | 217 [<0.2
19 T.A. 40 67 172 | 1.79 | <0.2 0.2 052 3.17 | 741 | 882 | 203 |<02
(Day 1) 20 T.I 40 72 163 | 1.78 | <0.2 8.17 | 11.9 | 10.7 460 | 2.21| 052 |<0.2
21 N.T. 34 57 168 | 1.57 | <0.2 | 186 | 15.6 895 | 3.69 | 250| 044 |<0.2
Mean 40 64 168 | 1.72 | <0.2 594 | 7.96| 584 | 748 | 449 | 1.38 | <0.2
+S.E. +2 +2 +2 +.09 +2.51 | £2.32 | #1.51 | £2.08 | #1.25 | #0.46
15 TK. <0.2 - - - - 145 | 2.98 =7
16 YX. <0.2 - - - - 3.86 | 4.70 -
17 S.S. <0.2 - - - - 214 | 0.37 -
9th. administration 18 H.S. <0.2 - - - - 474 | 172 -
19 T.A. <0.2 - - - - 549 | 1.38 -
(Day 3) 20 T.IL <0.2 - - - - 3.05| 0.88 -
21 N.T. <0.2 — — - - 221 | 0.68 —
Mean <0.2 - - - - 3.28 | 1.82 -
+S.E. - — - - 40.56 | 10.58 -
15 TK. <0.2 - - - - 1.60 | 0.39 -
16 'Y.X. <0.2 - - - - 230 | 0.65 -
17 S.S. <0.2 - - - - 1.60 | 0.2 -
17th. administration | 18 H.S. <0.2 - - - - 334 | 0.96 -
19 T.A. <0.2 - - - - 444 | 4.56 -
(Day 5) 20 T.I <0.2 - - - - 296 | 0.75 -
21 N.T. <0.2 - — - - 253 | 0.68 -
Mean <0.2 - - - - 268 | 1.14 -
+S.E. — — - - 40.38 | £0.58 —
15 TK. <0.2 | 169 | 122 820 | 451 | 223 1.01 |<0.2
16 YX. <0.2 | 13.8 | 127 968 | 5.68 | 3.13| 0.91 |<0.2
17 S.S. <0.2 | 123 8.65| S5.76 | 5.08 | 3.05| 091 |<0.2
29th, administration | 18 H.S. <0.2 | 105 |16.9 |16.6 [126 5.30 | 1.34 |<0.2
19 T.A. <0.2 270 5.10| 7.84 | 559 | 4.51| 3.60 |<0.2
(Day 8) 20 T.I <0.2 254 | 5.15| 8.99 |12.2 5.18 | 1.40 | <0.2
21 N.T. <0.2 | 26.1 |17.9 | 10.7 385 | 192 0.78 | <0.2
Mean <0.2 | 12.12 | 11.23 | 9.68 | 7.07 | 3.62| 1.42 |<0.2
+S.E. +3.10 | £1.96 | #1.29 | *1.40 | #0.52 | +0.37
* Not tested

ThOREB DK 70~75% REMRPICERE N, C
OO BRI 2RS5BT L DTRAEE(LL
RN EMBH SN, TDT EIF, EiICMEERREIC
BLTl~cC &, coRE5RBOWMATIE CCL Ok
IR - Bt O BBIMBIN AR > T D EAIEIL DB T E
RT3,

¥7:, CEX 250 mg ZofghsBimik s Rk & s
5L, Table8IT/RL =T &<, RPBERIEMO 18
%D 2T CEX 013 5 BE» D THBE T 2 E[Hs
Az, 8 MM TORBRHPENETSH CEX DIz 548

W OEIEARL 72, SeicimiEhigpEicBL T, CEX
DiEHH CCL XY IFEEFROIBEDHOE -7 EE
RL, ¥RHEEDT AUC b KThH-7-T &8, Rip
BEMHC XN T VR EMN—ATHAHEEZ SN
720

—%, 6 £3 DD cross over TZEMILE & B
5wk CCL IRkl A Wik % &, Table 8 &
<, BEREZESEO RPBEEIZ 3 KHEEORT &E:
AT HOMNEL, BERLOENZHEASRINI, &
fo, ZOROMBEEMZEWEERED 1/2 BT, %K
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Fig. 11 Plasma concentration of cefaclor after
oral administration in fasted healthy

volunteers
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Fig. 12 Plasma concentration of cefaclor and
cephalexin after oral administration ip
fasted healthy volunteers
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Fig. 13 Plasma concentration of cefaclor after oral admini-

stration in fasted or unfasted healthy volunteers
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Fig. 14 Plasma concentration of cefaclor after oral admini-
stration in fasted or unfasted healthy volunteers
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Fig. 15 Simulation curve and observed values
of plasma concentration after repeated
oral administration of cefaclor (500 mg,
q. i. d.) in healthy volunteers
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BRURIN - St BEa LT D, 0k 1977 £
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Table 7 Urinary excretion of cefaclor after single oral administration

Dose | Volunteer Urinary concentration (Lg/ml) Cummulative urinary recovery (%)

Drug & No. & Time after administration (hours) Time after administration (hours)
Food Initial [0~1 |1~2|2~3 |3~4 |4~6 |6~8| 0~1|0~2|0~3|0~4|0~6|0~8
1 EY. | 3,405 | 2,760 | 607 115 18 5 36.8 | 74.3 | 82.8 | 84.7 | 853 | 855
2 K.A. | 1,900 | 2,000 | 560 130 18 3 342 | 62.2 | 67.8 | 69.5 | 70.0 | 702
3 H.Y. | 1,500 | 1,000 190 47 7 2 21.0 | 34.6 | 38.2 | 39.7 | 40.2 | 403
4 RK. | 1,710 | 2,140 | 600 205 43 5 274 | 573 | 688 | 729 | 744 | 747
5 AJ. | 2,400 1,400 330 100 17 4 317 | 485 | 51.5 | 533 | 53.9 | 540
6 MO. | 3,150 | 1,450 | 385 130 22 4 428 | 747 | 81.5 | 83.1 | 839 | 841
250 mg 7 AH. 460 | 4,500 | 550 160 10 1 6.1 | 619 | 705 | 73.0 | 734 | 7135
Cefaclor 8 TM. | 5,200 1,070 | 256 43 12 4 70.7 | 87.4 | 91.8 | 93.0 | 93.6 | 938
Without 9 H.T. 650 670 | 346 62 8 2 437 | 659 | 722 | 740 | 745 | 7141
food 10 H.O. | 1,734 | 3,060 800 200 37 2 20.1 61.7 70.4 72.6 | 73.6 | 739
11 K.H. | 1,000 480 | 285 130 20 3 31.6 | 59.2 | 67.6 | 70.0 | 70.7 | 709
12 S.M. 535 | 1,000 245 36 3 1 44.5 71.3 76.2 71.6 779 | 180
13 S.Y. | 1,200 | 2,450 | 1,400 300 20 2 19.7 51.0 67.3 71.7 727 | 129
14 M.F. | 1,860 | 1,630 522 112 11 3 29.0 | 49.2 549 | §7.1 57.7 | 519
Mean 1,907 | 1,829 505 126 18 3 32.8 61.4 68.7 709 | 71.6 | 717
+S.E. +348 | +292 +83 +20 +3 0.4 4.1 $3.6 3.6 | 3.6 | £3.6 | 36
1 EY. | 2,050 | 6,400 245 410 47 8 123 62.2 64.1 67.6 | 68.4 | 686
2 K.A. | 2,300 | 1,450 325 205 31 6 29,0 | 63.5 | 69.7 | 719 | 72.8 | 730
3 H.Y. | 2,540 | 3,590 | 770 116 19 4 29.0 | 62.0 | 685 | 705 | 71.3 | 715
4 RK. | 4475 5,385 | 2,580 710 92 18 26.9 60.2 75.7 79.6 | 81.7 | 822
S AJ. | 3,755 | 3,525 975 292 50 13 36.0 | 685 | 761 | 784 | 793 | 79.6
6 M.O. | 4,995 | 2,175 530 195 36 7 549 | 78.0 | 834 | 85.6 | 864 | 86.6
500 mg 7 AH. | 2550 2200| 470 | 175 | 18 4 | 357 | 639 | 69.5| 714 | 719 | 720
Cefaclor 8 TM. | 1,800 | 2,200 | 800 200 26 5 227 | 579 | 662 | 682 | 69.0 | 69.2
Without 9 H.T. 295 | 2,050 | 1,550 535 59 8 5.6 37.2 58.9 643 | 659 | 66.1
food 10 H.O. | 1,915 | 1,185 547 103 22 4 36.0 70.8 84.4 86.8 | 87.8 | 881
11 K.H. | 1,850 | 1,140 | 382 244 14 2 377 | 66.2 | 722 | 739 | 749 | 751
12 SM. 404 | 1,620 | 410 49 4 1 100 | S3.8 | 63.0 | 649 | 656 | 658
13 S.Y. | 1,346 | 2,165 500 191 44 5 19.1 | 559 | 695 | 739 | 753 | 756
14 M.F. | 1,700 | 1,750 | 950 275 33 5 30.3 [ 558 | 62.1 | 643 | 650 | 653
Mean 2,284 | 2,631 788 264 35 7 275 | 61.1 | 702 | 73.0| 740 | 742
+S.E. +361 | #420| *165 48 6 +1 35 | £25 | +20 | +2.0| 20| R0

BEoER, CEX 250 mg 5L oltE, RS
EBBIE L OB X UARER SO ERME O B
D 4 Tkt —MRITBRIL - BEERERRRAR I MK £
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te ' — TR LB RN TTRIC IS - o &L
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CCL 250 mg k0¥ 500 mg % ZfgmsBiEIRE Ui
BAOMEREER, LTFhbiREH® 46 ATE-IK
By, ©—2 B3 250 mg 5T 7.42 ug/ml, 50
mg 5T 13.04 pg/ml ZRL, DIRAEHERS
# 30 % b - THIRL 6 BERJRiciIERRALUTE
1Boteo MIEREER RERICIZZHAIL, VDY
dose response MEMASHABETH b, IEHHPHIRITOE
Bh o bEMTF St B & MIEFRMA
BB/ 5 — v ARL, ROBER 0~2 BEKT
BEZ 2,000 ug/ml DOEBEERL 720 HABICET
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Table 8 Urinary excretion of cefaclor and cephalexin after single oral administration

Dose | Volunteer Urinary concentration (Mg/ml) Cummulative urinary recovery (%)

Drug & No. & Time after administration (hours) Time after administration (hours)
Food Initial {0~1{ 1~2|2~3|3~4|4~6|6~8|0~1[0~2|0~3|0~4{0~6|0~8
2 KA. 21 610 610 281 79 6 05| 181 | 510 696 | 753 | 76.0
3 H.Y. 17 350 850 465 51 12 0.4 79 | 32.1| 507 | 539 | 55.3
5 AL 135 650 910 540 48 10 42| 26.1 | 515 | 66.2 | 71.6 | 72.5
Cefaclor With 7 AH. 15 513 965 755 73 10 0.2 9.1 | 26.0| 457 | 522 | 529
food 9 HT. 59 710 730 670 290 29 12| 176 | 360 | S1.6 | 62.0 | 63.3
250 mg 11 K.H. 385 900 700 501 137 13 74| 319 | 478 | 59.2 | 67.5 | 684
Mean 105 622 794 535 113 13 23| 185 | 40.7 | 57.2 | 63.8 | 64.7
+S.E. 59 | £76 | 56 | 68 | *38 +3 | 1.2 | #3.8 | #4.4 | 39| #38 | 138
Without Same 1,318 | 1,675 377 105 13 3| 28.1 | 554 | 613 | 63.3| 63.8 | 639
food subj. +307 | %607 +61 +18 2| X5 | #53 | 48 | 55| 56| ¥56 | 5.6
1 EY. 549 . 2,220 |2,860 | 1,460 96 21 66 | 288 | 574 | 784 | 844 | 850
4 RK. 13 360 675 | 1,700 610 100 0.2 0.9 6.6 | 239 | 40.1 | 433
6 M.O. 35| 850 | 1,670 |1,350 | 127 17 0.7 | 180 | 454 | 65.7| 71.2 | 720
Cefaclor With 8 T.M. 540 | 1,700 | 1,400 620 220 41 7.3 31.8 48.6 57.1 63.2 64.4
food 10 H.O. 25 | 2,170 | 1,920 | 506 86 10 02| 198 | 428 | 56.6 | 59.8 | 60.2
500 mg 12 SM. [ 1,550 | 2,100 | 950 | 665 105 S| 183 | 439 | 553 | 632 | 66.6 | 67.2
Mean 452 | 1,567 | 1,579 | 1,050 207 32 5.6 239 42.7 57.5 64.2 65.4
+S.E. +243 | 1320 | +317 | *209 83 *+15 2.9 6.0 7.6 7.5 6.0 15.6
Without Same 2,607 | 3,161 852 278 38 7 27.1 63.8 72.8 75.5 76.5 76.8
food subj. +719 | 887 | £354 | %101 +12 +2 16.8 +3.7 4.0 4.0 #4.1 4.1
1 EY. 280 | 3,300 | 1,190 410 145 54 6.0 82.6 [ 106.4 | 116.6 | 121.8 | 123.7
3 H.Y. | 5,300 | 3,800 | 1,290 450 131 45 | 46.6 | 78.6 | 93.0 | 98.8 | 102.5 | 104.0
4 RXK. | 1,430 1,575 965 344 80 22 25.7 522 | 68.8 75.0 79.8 81.2
5 AJ. | 3,672 | 4,050 | 1,225 465 119 31| 308 | 61.6 | 749 | 808 | 838 | 850
7 AH.|2950 (2,770 | 1,120 235 60 10 | 354 | 68.6 | 88.8 | 9551009 | 101.4
8 TM. | 2,210 | 1,850 910 202 60 7| 40.7 | 703 | 848 | 904 | 940 95.0
Cephalexin| Without 9 H.T. 860 870 237 197 70 14 | 554 | 88.8 | 95.6 | 1004 | 104.0 | 104.9
food 10 H.O. | 433 800 795 355 69 10| 165 | 654 | 81.6 | 885 | 916 | 924
250 mg 11 K.H. 212 585 565 225 79 13 9.1 5§35 | 70.7 | 758 | 80.8 | 82.2
' 12 SM. 620 830 330 66 17 4| 367 | 785 | 95.0| 99.9 | 102.1 | 102.7
13 S.Y. 149 213 244 223 135 32 46 | 137 | 250 | 519 | 67.5 | 70.2
14 M.F. | 1,390 | 6,500 | 3,700 680 167 42| 106 | 626 | 93.6 | 105.1 | 1124 | 114.8
Mean 1,626 | 2,262 | 1,048 321 94 24| 265 | 622 | 815 | 899 | 951 | 96.5
+S.E. +468 | *541 | 265 +47 +13 15 +4.9 5.5 6.1 +4.9 +4.4 +4.4
Cefaclor | Without Same 1,805 | 1,847 | 511 126 17 3] 319 602 67.7| 70.0{ 70.7 [ 70.8
250 mg food subj. +392 | %341 197 +23 +3 0.4 +4.7 40| 4.1 4.1 +4.1 41
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5% 12 0.578+0.074 W5, B.R. Mevers 5 (3 42
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Table 9 Urinary excretion of cefaclor after multiple oral administration
(Dose: 500 mg q.i.d. 7 days)
Multiple Volunteer Urinary concentration (tg/ml) Cummulative urinary recovery (%)
. . No. & Time after administration (hours) Time after administration (hours)
administration Initial | before] 0~1] 1~2] 2~3]3~4 [4~6 | 0~1] 0~2] 0~3 [0~4] 0~¢
15 TX.|<0.04 930 980 | 1,880 243 30 | 128 | S4.6 | 734 | 77.1 | 781
16 Y.X.|<0.04 109 925 | 4,255 | 1,415 23§ 38| 226 | 56.7 | 700 | 741
17 S.S. | <0.04 840 531 178 51 10 | 333 | 594 | 63.0 | 64.2 | 647
1st. administration 18 H.S. | <0.04 930 | 5,280 | 2,750 545 31 7.1 | 38.7| 563 | 595 | 604
19 T.A.|<0.04 85 ( 1,310 | 2,215 535 36 1.2 | 329 | 613 | 665 | 674
(Day 1) 20 T.I. |<0.04 | 2,390 | 3,665 705 183 26 | 363 | 70.0 | 76.1 | 782 | 789
21 N.T.|<0.04 [ 5,155 | 1,725 373 121 21 | 433 | S85 | 615 | 626 | 63.2
Mean |<0.04 | 1,491 | 2,059 | 1,765 442 56 | 197 | 48.1 | 64.0 | 68.3 | 69.5
+S.E. 676 | 662 | +556 | %178 +30 | 6.6 | 64 | 2.9 | 27| #2238
15 TK. 82| 4,192 | 1,120 465 71 18 | 48.6 | 665 | 69.7 | 706 | 713
16 Y.K. 35 117 553 | 3,400 930 190 1.7 | 131 | 49.1 | 642 | 685
17 S.S. 53 | 4,700 | 3,740 595 59 18 | 46.1| 73.0 | 78.8 | 80.0 | 807
9th. administration 18 H.S. 129 | 4,515 | 5,035 | 1,780 408 103 | 316 | 608 | 69.0 [ 71.3 | 728
19 T.A. 59| 1,710 | 4,650 | 3,080 340 72 | 106 | 36.6 | 52.7 | 572 | 586
(Day 3) 20 T.L 33| 3,420 | 5,525 | 1,435 210 50| 26.7| 609 69.0 | 72.7 | 74.1
21 N.T. 88 | 5,650 | 3,385 650 191 30 | 384 | 628 | 67.7 | 69.3 | 69.9
Mean 68 | 3,043 | 3,430 | 1,629 316 69 | 29.1 | 534 65.1 | 69.3 | 708
+S.E. +13 | £751| £726 | +455 | %113 23 | 6.7 | *8.0| 4.0 | 27| 825
15 TK. 44 | 2,560 429 245 92 17 | 328 | 47.3 | 50.8 | 51.8 [ S22
16 YXK. 18 | 1,290 795 175 31 17 | 31.7 | 546 | 59.0 | 60.0 [ 60.6
17 S.S. 16 | 2,465 950 300 37 4| 434 | 654 | 696 | 708 | 712
17th. administration | 18 H.S. 551 3,390 | 3,570 900 116 30 [ 25.8 | 529 | 59.6 | 619 | 626
19 T.A. 47 443 | 2,845 | 3,820 | 2,800 77 33| 209 | 438 | 64.0 | 679
(Day 5) 20 T.L 22| 1,945 | 4,410 | 1,110 162 341 195 | 618 | 70.0 | 72.2 | 732
21 N.T. 38 | 3,405 | 3,190 605 165 19 | 17.7 | 413 | 44.7 | 46.2 | 468
Mean 34| 2,214 | 2,313 | 1,022 486 28 | 249 | 49.2| 56.8 | 61.0 | 621
+S.E. +6 | 3407 | £592 | +485 | 1386 9| #49| 56| .1 | $3.6 | 37
15 TX. 53] 2,239 709 888 186 38| 46.1 | 724 | 779 | 816 | 828
16 YX. 32| 2,581 1,392 520 191 28 | 58.8| 95.3 | 104.0 |107.3 | 1078
17 S.8. 27 979 | 1,030 410 165 28 | 46.8| 86.0| 97.7 |101.0 | 1023
29th. administration | 18 H.S. 100 | 4,749 | 9,212 | 2,647 350 56 | 29.4 | 86.6| 99.8 |103.2 | 1048
19 T.A. 22 404 786 | 1,551 542 54 | 13.8| 40.2| 873 | 96.7| 998
(Day 8) 20 T.L 16 969 | 4,856 | 1,586 168 83| 13.6 | 80.6 | 102.2 |107.4 | 1095
21 N.T. 45 | 8,938 | 2,566 607 90 31| 69.7| 91.8| 96.5 | 98.1] 990
Mean 421 2,980 2,936 | 1,173 242 45| 39.7| 79.0| 95.1 | 99.3 1009
*+S.E. +11 |*1,134 [+1,183 | *305 +58 +8 | 82| #7.1| #35 | #33| 134
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PHASE I STUDY OF CEFACLOR

TERUO KAMIKI
Clinical Laboratories, Osaka National Hospital
Hipeo Yamapa and TakavosHl Ocuma
Shionogi Research Laboratory, Shionogi & Co. Ltd.

Cefaclor(CCL), a new cephalosporin antibiotic, was administered orally to twenty one healthy adult male
volunteers to study the degree of safety and pharmacological properties. In single dose studies, 14 vol-
unteers were randomly assigned to the doses of 250 mg and 500 mg of CCL or 250 mg of cephalexin (CEX)
with or without food, then they received different dose every weekend for 4 weeks. In multiple dose studies,
7 volunteers received 500 mg of CCL in capsules every 6 hours for a week.

Tolerance of administered CCL was, in general, good and no side effect or adverse reaction was found
except 3 cases with transient mild gastrointestinal disturbance in multiple dose studies.

CCL plasma concentrations usually peaked at 45 minutes after the dosing without food and steadily de-
clined with no CCL detectable in plasma at 6 hours. The mean peak plasma levels of CCL were 7.42 ug/ml
for a 250 mg and 13.04 ug/ml for a 500 mg and the plasma halflife calculated was about 30 minutes. During
the 0- to 8- hour interval, about 70% of the total dose was excreted in urine.

From the comparative pharmacokinetic studies of CCL and CEX, the peak plasma concentration and the
plasma halflife of CCL were a bit lower and shorter than those of CEX without food.

In the case of dosing 30 minutes after breakfast, CCL plasma concentrations peaked at 2 hours after
the administration and the mean peak plasma levels were 3.22 ug/ml for a 250 mg and 5.33 ug/ml for a 500
mg. Plasma levels of CCL were clearly influenced by dosing with food, however, equivalent value of AUC
(area under the curve) suggests the quite similar bioavailability of CCL by dosing without food. Urinary
excretion of CCL was also delayed at first by dosing with food, but about 70% of the total dose was ex-
creted in urine during 8 hours.

In the case of multiple dose studies, the similar patterns of plasma concentrations and urinary excretion’
derived from the 500 mg single dose study were seen everytime examined and no plasma accumulation of
CCL was demonstrated.



