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UC-Cefclidin?d 7 v MZ BT 2KNERE

KB #)- I & FL HEE
I A BRASHRBEFRAT

Bd %B -t F- SRk - DX
LR R 2 R AT

SD% 7 - kiz*CHEaCefclidin (“C-CFCL) # HElH 5 W 3 RERRAZRSE L, KABIREIC

DWTKETL 72,

1. “C-CFCL 20mg/kg BiE#H51%NMIEPBEHRIREIX, £ DIEFEH t120=38.4
4, tizae =16 3N “HETHEL 2. %58 20~820mg/kgn & TMiRHRENAUC
I3RS BICHAIL ML 72, CFCLOMEEDREAERIL, ¥ 5% LEr» -T2,

2. BERS 5 5%OMBHBSERE (ugeq./g) 12, B (379.2~207.3) > m#E>ffi, K
B> FRR, B, BR>FOIETH Y, LUEERL 72, #56 B TIITERE 5.1 2K

T 0.6ug eq./gLA TOWE & % - 72,

3. BERE#NORE & VER~OBSEEOTENT, H5% 7 HFE TORPICKRSED 98.2
%, ¥z 4.1% R E Nz, BRI, 524 E TIC 0.5% A HRE & Nz,

4, BRERSHOMBES & CRPBESTEENISH L EIZREWERCFCLTH - 72,

5. HE®¥S%, FRIOBEN T v b T3, BIFICEIICBETEEY R 5N z0s, BIF~D
DARIZED - 72, FLHTFBEIIRS 1 BHZICRSEICEL, DBERS»ICHEL 2,

6. “C-CFCL 20mg/kg# 1 B 1 [, 7 BREIREKZSHOMEHBE, o/, KH, B
B AR5 L R TH - 72, CFCLOFEMRBBEERNDZEIIBD LN L h 5 12,

Key words : Cefclidin, Metabolic fate, Rat

Cefclidin (CFCL) 12, =—%A{ %)AL& THEIN
BT AREHETEWE TH 5, CFCLIZ, 7
TLBHEE L U7 T AREREICH LIBEVHE A
7V 76%KFL, BICERBEICHL TaWEEERT
ZENHLRE LS TR,

AR TIE, “C-HE#HCFCL(MC-CFCL) %7 v b i
BEH D IRERE L 2BOEANENEEIC DV TRET
L7z THET 5,

I EBRMEE LUKRBRYE
1. EZ#e
UC.CFCLIz L AT TA K 3 N, ik 5 &
97.1~103.1.Ci/mg, BEHLEBFHEITR L ED L D

AL (Fig. 1), JE#OCFCLIZ, LHRATT

A& 17z Lot No.TS600712, 601007-2, 8808290135
L 1U890112602% A \> 72,

/Z—\\‘—I\IJ[_CON H/I/, S

o N .

H:N S/ NOCH: o N 7 N@CONH:
COO"

* . Labelled position

Fig. 1. Chemical structure of "*C-Cefclidin (CFCL)

2. BEEBIURSHE

UC-CFCLIcHEAZ#CFCLAZ Mz THEHAAERE
KICHERBL, BE 20mg/mlIcFHRL 72, 5RBITEE
#9912 20mg/kge L, KBREREEIRMICRE L 72, 1BL,
Fad%EE BT 2 RBR CIIBBRAICREL 2, &
SRateeRE, HEASMRR, MREOREERRS
L OCRE T R T AEBEHE SR BRI 35\ TH150~300Ci/
kg, SREFHETEEDR AR S L CRP S REFER G
DRERTI31.929mCi/kg, FLIHTHHATE L U458

*T300-26 KR CIFHEASE 5-1-3



024 CHEMOTHERAPY

SEPT. 1992

IZ2B99 2 REBR TI354uCi/kg & L 72,

3. EBREM

EBEWIL, HEAZ AT LS —@WH LA L 72SDFR
Syt W, BAREB L UREREERTIE, 7
~ 9B HEET v P2 EAL L, BEBEERTIZ
98 CREL 2FRI2E B L UIFIRIOBEEN 7
F RV, ILTBATER T 988 TRE L Sik%
1N1BBDHEF 7 v b 2ERL 2,

EEBRETE L CERBMTIZ, 7 MickB L UEFR
gkt (MF, &Y > 2 0LBERTEM) 2 BHRICERS
T+ CHEL

4. HEKRS5ER

1) M, mighRE

4C-CFCL 20mg/kg##MH7 v + (—B3 L) 28
EFRANES L, &55, 15 304, 1, 2, 4, 6
B L U24EfRIc, BERY 5~ %) LB 72w A
7ab~ty b R AWTHI00u R L 72, Mm% 2013
%, 580 O I¥E % E (58 (15009 X 5min) L T
B OmEkEE/2, A MIEL L CmLskis, £020
ul % HEREDRIEICHEL 72,

2) mEEARKAER

a) In vivoEEBR

UC.CFCL 20mg/kg%# M7 » + (—BE3 L) ICH
RIS L, BE5#%5428 & U 1REIcZ— T VRER
T. BEER KBRS b~ %)) AL 2 EFEEHNT
L7, Mm% 4°CTESTHE (15009 X 15min)
L, MmiERK%£B72, 0 1mlEBAREEE (>
F)—71)—, Amicon)ic AN, 7> 7 LR —F—
BV GEOSTEE (15002 X 15min) L7z &G BERT
DM &R LDE L THE S MR BETEEE H
ET L EHIZ, HPLCEIC & ) REMAKCFCLN IR
ErAlEL, XRALNEAREELRDHL,

HAER(%) = (1- (B FIBE/EFIRE)) X100

b) In vitroEB

S b2 —TIVRBEEL, BEERREIRD H¥
B oSS BGTERLL, mMA% 4 CTE
L5 BE (1500¢ X 15min) L C M3t % 7572, migic,
1C.CFCLM500mM g2 & (pH7.4) Bl % 1/108
AL, EEypiRE 1003 L F10pg/mlo f3% Rk
»FW 7, mAERKE, 37C, S5O X a~N—
L3 L7t 0 1mlzRAMNEAEEICAN, B
DFEIZTE, BESTREREY» L BAKEEEL RO,

3) BN

UC.CFCL 20mg/kg%# 7 » b (—BE3 ML) Ff
IRNIES L, #5145, 3057, 4, 24, 48RffB LU
6 Hizx — 7 I)LRREET, BEKBIRY 6~/ ) o 0E
L7-dgtEs B CiRn L THEIES &, LUTOM#2E
L7,

B, FEAR, L M, RE, K, K M, A% g
BERt, BRER, MEERNE, BHE, ETR, FRIR Mk
) oo, KSR, BH, HW, B, KW, 8§, +
—ieke, Bk, 8k, ~—5—R, IR

L AR BB AIE K THERTE, KOERER
Stk —EHLWLRLRNOBEELHEEL, B
BIEICHEL 72, MAIZ—EB% 4 °C TR L5 BE (15000 X
15min) L, MmM#ERK 2B, MK, m3EH L O hdki
50u1 % EHRENRIEICBEL 72,

4) IR, EhHeit

UC.CFCL 20mg/kg# 1M 7~ b (—BE4IT) o8
5%, 7o FE2RBr—y (X 7KV 5, BWBUTE
) ICNAEL, 5% THE TORBLIUEREST
BRERL 72, $REXEERIZ, RTIZHEEHO0O~1, 1~2,
2~4, 4~6KMH, 6BFM~1H, 1~3, 3~7
H, #Ci30~1, 1~3, 3~7H¢L7%

REROEIE, FHRZITIC 1/15M ) > RS

(pH6.0) %##5mlAN, BT TREZZIF, &f
il B2 v BSER TRH T —2 2%y, 20
W ERREHC A LT TREZIERL 72, Ri3, 258
PRIEL 7218, FO—HOBRZIEEICRAIEL, B4
BEENAIEICHL 72,

#i3, KEMATLEE*MEL2HBRES 22—
FERAML, 2O—EEHEFL, BUHERORECH
L7,

5) REITHEH

I—FUREET. T o b ORIEFICRY) 2V
v F 2—7 (Intramedic PE-50, Clay-Adams Inc.
USA) # A L 72, FkEeD & BEET%, *C-CFCL 20mg/
kg 7 v b (—BE6K) IcBIRNZEL, K—L=r
#— (KN-326, $E BBIUERT) 1o A, BEEICE
HRRERL 72, SREICHRBT2ENLEELER
CRIE L7218, ZO—WMOBELERICREL, BH
BEEDRIEICEL 72,

6) FeiEANES & UL~ 0BAITHE

14C.CFCL 20mg/kg % #4R19BH 7 » b (—B3E)
ICEIRAE S L 2t AE Y —UIcll, RE5#5,
304, 4BRIB X U2 4RERIKICENEFRI—T VR
BT, BESAEIR L ) IROBIES ¥, LUTOMEMER
WL, 4-3) Ic¥ELTAIEL .

Mg, mEE, mBk KB, BREK, OB, 86, FFEE
B BIE, FE, RE, KB IR OBE EX
BT (£8), WBIFmE, BAFma, MafFmek, i
B, B&1FCB, BETFAS, RAIFRTER, RAIFEBR

4C.CFCL 20mg/kg% 3411 1 HBNZ v b (=
BE3IT) |CEIRAEE L2, THE 7 — 2, 1
B IR L 72, RISERERTIE, FLIHIZBSH
5, 305, 1, 2, 4, 6, 243 LUr48EeRE L7
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maETiz-E5%5, 15 309, 1, 2, 4, 6, 248
T UA8EER & L7z, LTI BEROMERS & SR EL
ErbEBRL, <4 70~y b &2AWT 20~57mg
PRI, HAREOREICEL 2, mikiy, BEKE
0 MK % #9250 13REE, 4 CTE L5 8 (1800g X 15
min) L, #D100pl% BAREOREICEL 2, B,
JUFIZFLHERER 1 BERERTIC REER A S L, FLITEREIS
BURBEIE,

7) 2BA—FTUATTT 4 —

T b HBLWIFERIOBEE 7~ Mg, “C-CFCL
20mg/kg % 545, 3078 L U24REIC = — T LFR
BT, FND%, 7v MIENEFNSB ALK X >
AFNero—2cHBL, FIATAR/ TEt>
ok DERER, 270t —LaE2HAnTE&50HEED
BEERL 72, YIRI3-25CRIIE CHUEERIRL 218, &
EXREE (4um, T4XKRAIN) THY, X874
L MARG*HZ A7, a=%) ¢EEEE, 47T
TUHMBHL 2%, XBR7 4 VLA RB&EL, 254 —
NI ATTLRERL T,

5. REH/REER

“C-CFCL 20mg/kg® M7 » + (—BE3 L) 21
H1m, 7 BMERMNZREL, OBEB L UmEFReE,
BN & UIR, EhBEtER%2 RIE L 72,

1) M, miEFgR

RS %5 58 L U248/, 4-1)i
EL7%,

2) MEENS A

3 5 42485 3 & O 7 [ 513047, 24, 48FF
B, 7HIZ, 4-3) IC¥ELTREL R,

) PR, kit

REFRIZ R, e L EORS %2405, 7 0ZRS
HURFEBIC6BEITEL, 4-4) ICELTRHEL
72e

6. EMRHBER~DE

HHET b (—BE4T) (o, EEAEK TRE)
& Bwvix CFCL% # 52100, 300, 10003 X 1£2000
mg/kgT1 H 1M, 7B, BBRNZS L 2B
RYRHBERERNLTHIZ DO TRITL 72,

Fr7o—4 P4S0B LU bE, N>V 7153
¥ N-BELFLES, p=ta7=V—1L OB F
MEIEY, BL T =) > kBRILIEEDRIE I3 BEHRS
8-> THT- 72,

7. BEEEDRIE

mA, Mm%, MmEK, i L RIS BEA
SOLUENE-350 (Packard),2- propanol(1 : 1){E #
%, #l#I3SOLUENE-350% # L £ hn 2 CiafL,
BRI U BB bkEAKEZ M2 TS0C—RIER L T
BLA% 10%7005N HCl# & > F1L — 7 —IN-

#LTH

STAGEL (Packard) # iz THSREZ RIZE L 72,

Riz> > Fv—%— (ACSII, Amersham) %Mz
THESRERRIEL 72,

fef@l@E S L UL BAITHER T3, A-EFRE
SOLUENE-350ic & ) Rkl % 5 L 721%, LEICLD
BRI A LRI~ v sy inz TREL,
¥+ 1L —%— (ECONOFLUOR, Du Pont NEN
Research Products) # B\ THRIEL 72,

WETEEIZ, WKL > FL—2 3> A ¥ — (LSC-
903, TehW) TAIEL, NEMZHEKFIZLEFr >
AV HERIZ &) BN EDBIE X 1T 72,

8. RBHCFCLE & UR B0 5 #flE

1) HPLCHIZ £ 5CFCLOER

RAKHE, 4°CTF, 6000g, 5 REE (58 L 7214,
o biFE#HPLCEICHE L 72,

mAERE 200612, 1M H;PO, 1541, NERIZ#ALA
% (Fig.2) o 0. 1MEEE&HREMAR (1.0mg/ml) 20
w1, 0.1M BEERSEEWE (pHS5.0) 20uls L US4 8 /7 — L
500u] %Nz TI0MMEBIRL 224, KFTI0ARHEKE
L7z, ZD#% 6000¢ T 55 RIE L8 L T EFE %13,
EBERMF Y /— N %EEL CBHEEHPLCEIC 4t
L7,

—[—LOI\H,,
HeN 5/ YocH; ﬁ%@%ow

Fig. 2. Chemical structure of internal standard

%, REBICBW L, mEICMZ 50, IMEEERE
#a (pH5.0) &b NIz, BLLBEICARL L
CFCLo 0.1MEFESRERIER % N2 72,

HPLC%f%

i+ 7 . Waters 510 pump (Waters)

#'— F# 7 4 YMC-Guardpack BBC-4-

ODS-5 (4.0mm i.d.X10mm) (KWYMC)

# 7 L YMC-Pack ODS A-312

(6.0mm i.d.x150mm) (% YMC )
848 | Methanol/H,0/Acetic acid

(30/970/1)
#E 1.5 ml/min
Y UV 254nm (JUSCO 875 UV) B L

Radioactivity (RS-8000, &Y — (¥k))
T— 7 MIEEE  CP-8080 (Y — (¥k)) 5\t
3390A (Hewlett Packard)
2) TLC#:
MmAERE 5001 1M H,PO, 40ulBsLtv 25/ —
U 1ml% 0z T30FRBETE L 721, KIS TI05RE
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L7z, 201k 6000g T 55 fEE L5 8 L T L %15,
EBERRT T2/ —L%52BEL TEBHEHTLCEIC
Ll 72,

REFHIRZEHETLCHRICA Ky b L, BE 7o~
727 4 — (TLC) (Merk kiesel-gel 60 Fs,, 0.25
mm, TLCR1: 7L b=t BEEEETF)L K B
B (60 0 40 1 40:20), TLCHR2 : T > K B
ST e=TK(G0:20:20:2.5) %17\, REL
KCFCLB & U'R#t % o8EL 72, kT, TLCHR %
TLC) =7 =T+ 74 ¥ —(AXxWMF 7213 TLCT >+
a4 = (7 ohZ@icri TR EZREL,
L7z, %8B, EEFERTLCRLIZAVTIT-
72,

3) Bioassay#:

K% 1/15M)) ~EREE (pH 6.0) TELBEIC
FRL, WBT 4 R7EMNCLVREL 7,

HET 4 A7k

B E ® . Escherichia coli E01174
BREEE . H10° cells/ml
MSEHLHS | Brain Heart Infusion Agar ( Difco )
ExAH  1/15M )~ BigEa( pH 6.0 )
EERF 0.1ug/ml
II. ERER
1. HRAESREDERANENRE
1) M aeleE

4C.CFCL 20mg/kg #* 7 v MCEIRANZRE L 2B
om# i, mERPERSTEERE Y Fig. 3 IRl 72,
BE1% 522 BT B IATEEBE IS, A 52.35ug
eq./ml, Mm#Ei3 88.83ug eq./ml MmEkHIE 5.12
ugeq./mlERL, L2 VT NOBEE L BERAYIC BN
L7, £MEHHSTEERE IS, MEEFBEX (1-~=F
71 F/100) iR WEEZRL Tz, Ty bIZ
MC.CFCL 50, 2408+ 1820mg/kg % BikM% 5 L /2B
OMmAEFIRSTEEBE Y Fig 4 ISR L7, MEEHIBE-
R TEM (AUC) (25 EICHBIL THmL T
w7z (Fig. 5),

2) miEEAKAE

UC.CFCL# 7 v b Mu#fiz, BB 10054 5 310
pg/ml DBEIZHRML 2B MEBAFEEIL, T
nL# 5%L1{&Hh 72 (Table 1),

YC.CFCL # 5 v }iz 20mg/kg EIRME 51455
BL U IEMIC s s R0 MRERRSTRIL, 5.6
% B L U16.9%Th - 72, REKCFCLOREEHIL,
WFNOBEMBIC BV TY InvitroDEREBEEEII L
-1z (Table 1),

3) KNS

HUC.CFCL 20mg/kg % 7 v M BIRAHZS L 2B

O MBMRETEERE % Table 2 IC/RL7: #H&51%

ST, 13LALDMBTRREEENRECEL,
7, B, BEE, BWH Bt SER KW Sg
BISAR TR 530 RN BEICEL, g
IAEBFECEIR L Tz, 5% 5 T RARGRRE
(ug eq./g or ml) (3, BREE (379.23) »RIE(,
RNTEBKRE(207.32), Mk, &, M, & B4
R, S5, BHAR (123.08~24.87) DIEICE <, FF(14.19)
121EA - 72, BEEF (3.63) B LU (2.03) ~0Bf
13RS TR » 72, LAE, MEEPBEIIERL, 85
6 HICIZBEEG.13) #BIZLA L DMBBT 0.6
pgeq/gor mUTHOBREE L7, %8, BEE
BRI, 5 4 BRI AR & e L TRV B
B L7205 856 B TOZDMRFREA(1.80)
IEmAER NS (1.68) LIHZRAETH- 12,

3. bz UC-CFCLZ#%5& 50, 240, 820mg/kgT
BRI G L 721k, 24BERTIC BT 2 BN BUT ERE
12, 13EACOMBTIZIMIEDBE L ARCRERE
WL TmL 2% BREICBWTUIRELETL
NEMAHERD bz (Table 3),

4C.CFCL 20mg/kg % 7 v M ICEIRAZEL £
A — T4 7T 74— & D BESRROERAS ¥
et L7z (Fig.6). £0fRIZ, FHUIHFOERLA
BTHN, BE55%ICIIT (HEH) CRLBVES
BensFhed b7z, MOMESTHERE S M & 13ITEEE
THN, FiZLNIECBETH >z, 24FH1%IE, §

(BH), BB L UCBRBYLSN TIZIT LA EORG
AEIZTE R L 72,
4) R, #EB L BN PRETEESE

5 b 2“C-CFCL 20mg/kg # 8#lkA#ks L 2R
o, #51% 70 % TORE L CERADBSTHES TR
12, JRARIC 98.2%, #HC 4.1%, At 102.2%Th
- 72 (Table 4),

5 b 2“C-CFCL 20mg/kg % &IRM#HS L7228
D, BHFAOBUREENBEIERIZ, B5 %24 TE
5 st 0.52+0.07% Th - 72 (Table 5).

5) Ha#t

a) MEFPRSHEFETLLE

Mm% 4 7 7 —VBEE L 72 0BT fHEE,
BE59B LU BN TENEN 84.0%54
U75.0% Th > 72, 7B, &5 55%MEsHOME
(3, “C-CFCLEMMEA & DfE 85.6% &iEML T
VB Eh L, RIBORSEIIREAOBRICEED
FNTARL B E ZE2 b, TLC7Y 4709
2} 75 anssF—> % Figl iom L, KEKE
CFCLOfIEICBE L Z K v F H B b, ZOME
CFCL N b REDEWFAHZMIL, M2 & *M3, Rf
ENEVFTICMAB & UMD 2 K » b hREMREcE
& L72h, TLCE# & WHPLCE “C-CFCLOZH#
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e —8L Tz,

WENORRIC B W TH, RE(LKRCFCLIZ
SOBETEED 8% LI EE Ao, M1, M2, M3, M43
TUMSIEWTNL 0.8%LLTFTH -7z (Table 6),

b) IRPBGTREFLERE

Be51% 0~24BFEIC, EB D 97 1% DS EED R
iz et & 1, £ ) bRE{LARCFCLIZ 5 B 92.1
%, iz EALBHM2, M3, M4 ZFnFn 1.2%,
0.4%, 1. 1%HFEL Tz, &8, Mls L UMSIZRHE
ENnkh o2, 72, HPLCH B & U'Bioassayi:ic &
NRIE L 2 REILERN R 5 RICHTT 5 RI&EHEERIT
FNFN 94.5%, 96.8% TH N, TLCHIC L &R &
B{—3L T/ (Table 7),
6) BAEEBMS & LT FBITHE

a) RafEEt

HRI2ZEENZ v FD&HFA— L T4 7T LT,
#B54% 59 TIkFE, BBICEBHRNE & RREEDRES
e LN, BB, FUROBET LT BHAMME L D

<, FXK, BBIFICIIsRIRED s Nk h -7z, #
514305 Tl3, SHEBOBEEIIETLZ LN,
SRED AT/ 8 — L 13855 D ERBETH > 72,
E1%24B5 M T, BHEEIZ S LITET L2 L 0o,
=, ILRICEPRREORSTREL B b i,

Table 1. In vivo and in vitro plasma protein binding of
radioactivity and unchanged cefclidin

BHES

Protein binding ratio (%)

Radioactivity Unchanged cefclidin
In vivo
5 min 56+1.3 9.3
1hr 16.9+0.7 8.0+1.8
In vitro
100 xg/ml N.T.
10 pg/ml N.T.

Each data represents the mean+SEM (n=3)
N.T. : not tested

Table 2. Tissue distribution of radioactivity after single intravenous administration of '*C-cefclidin (20mg/kg) to

male rats
Concentration of radioactivity (ug eq. of cefclidin/g or ml)
Tissue

5 min 30 min 4 hr 24 hr 48 hr 6 day
Blood 64.17+ 1.30 27.03+ 2.87 1.28+ 0.06 0.61+ 0.06 0.28+ 0.03 0.07+ 0.01
Plasma 123.08+ 1.50 49.44+ 588 223+ 0.11 0.91+ 0.07 0.38+ 0.04 0.09+ 0.00
Red blood cell 16.84+ 4.04 9.94+ 221 0.57+ 0.07 0.21+ 0.02 0.17x 0.05+ 0.02
Brain 2.03+ 0.42 414+ 1.36 0.58+ 0.13 0.13+ 0.00 0.07+ 0.01 N.D.
Hypophysis 15.53+ 1.28 5.71+ 0.90 0.77+ 0.03 0.60% 0.09 0.31+ 0.02 N.D.
Heart 1841+ 1.15 863+ 1.55 206 142 0.33+ 0.02 0.16+ 0.02 0.09+ 0.02
Lung 4492+ 7.29 19.20+ 3.04 1.88+ 0.36 0.71% 0.02 051+ 0.04 0.28+ 0.09
Trachea 38.15+ 3.94 22.73+ 5.31 141+ 0.17 0.85+ 0.07 0.80+ 0.25 0.22+ 0.07
Liver 14.19+ 1.56 731+ 0.32 131+ 0.11 1.02+ 0.05 0.39+ 0.04 0.12+ 0.02
Pancreas 13.26+ 1.09 7.66+ 1.80 0.62+ 0.04 0.35+ 0.01 0.17+ 0.03 0.07+ 0.02
Spleen 17.13+ 3.54 7.09+ 1.08 1.02+ 0.03 0.68+ 0.04 0.24+ 0.03 0.63+ 0.47
Adrenal gland 14.95+ 0.66 8.07+ 1.47 1.00+ 0.10 0.57+ 0.04 0.33% 0.03 0.11+ 0.02
Kidney cortex 207.32+ 36.76 32851+ 81.02 4582+ 2.84 3299+ 5.98 26.55+ 3.21 5.13+ 091
Kidney medulla 379.23+ 121.24 | 989.94+ 289.63 5.18+ 0.31 252+ 0.10 1.74% 0.22 0.57+ 0.21
Bladder 26.16+ 1.83 58.00+ 22.06 310+ 0.13 1.31% 0.22 117+ 0.22 0.41% 0.04
Eye ball 13.13+ 147 7.26% 0.82 0.57+ 0.05 0.17+ 0.02 0.12+ 0.04 0.05+ 0.01
Sciatic nerve 1242+ 0.48 9.05+ 251 1.41% 0.06 0.56+ 0.06 0.23% 0.06 0.17+ 0.02
Bone marrow 26.77+ 6.05 9.16+ 0.29 161+ 0.58 0.41+ 0.10 0.24+ 0.03 N.D.
Submaxillary gland 19.09+ 147 9.61+ 231 0.86+ 0.02 0.40+ 0.01 0.20+ 0.02 0.12+ 0.03
Thyroid 2954+ 8.38 1536+ 1.93 173+ 0.42 132+ 0.14 0.67+ 0.15 0.27+ 0.05
Thymus 8.13+ 0.66 4.09+ 091 0.50+ 0.02 0.25+ 0.01 0.14+ 0.02 0.05+ 0.01
Lymph node 1394+ 5.84 8.46+ 2.62 1.11+ 0.08 0.60+ 0.02 0.30+ 0.09 0.09+ 0.02
Seminal vesicle 1122+ 1.35 19.33+ 9.98 0.47+ 0.05 0.30+ 0.03 0.24£ 0.05 0.09+ 0.02
Testis 11.16+ 1.00 9.52+ 1.32 0.55+ 0.10 0.35+ 0.04 0.21£ 0.02 0.08+ 0.02
Muscle 10.32+ 241 4.50+ 0.82 0.31+ 0.02 0.18+ 0.01 0.09+ 0.00 0.06+ 0.01
Adipose tissue 3.63% 0.71 1.85+ 0.33 0.14+ 0.01 0.10+ 0.01 0.04+ 0.00 N.D.
Skin 20.15+ 0.71 2269+ 5.45 1.36+ 0.04 1.02+ 0.10 0.60+ 0.05 0.24+ 0.03
Stomach 2227+ 3.68 13.16 % 0.64 0.68+ 0.11 0.50+ 0.06 0.24+ 0.03 0.14+ 0.01
Duodenum 17.03+ 1.13 9.09+ 0.92 0.75+ 0.03 0.50+ 0.04 0.35+ 0.11 0.15+ 0.02
Caecum 2297+ 3,47 26.25+ 10.49 1.34+ 0.11 1047+ 3.11 0.76+ 0.21 0.11+ 0.02
Aorta 24.87+ 1.90 24.25+ 5.39 1.53+ 0.19 1.15= 0.03 0.88+ 0.17 0.42+ 0.06
Harderian gland 11.65+ 0.73 599+ 1.09 0.60+ 0.04 0.37+ 0.03 0.17+ 0.04 0.06+ 0.01
Prostate gland 7.48+ 1.05 1881+ 7.79 0.64+ 0.09 0.33% 0.02 0.19+ 0.03 0.07+ 0.00

Each data represents mean+SEM of three animals,

*:n=2,

N.D. : not detected
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Tble 3. Tissue distribution of radioactivity at 24 hr after single intravenous adminis-

tration of “C-cefclidin (dose : 50, 240 or 820mg/kg) to male rats

Concentration of radioactivity («g eq. of cefclidin/g or ml)

Tissue
50 mg/kg 240 mg/kg 820 mg/kg
Blood 5.46+ 4.25 6.35+ 0.91 1574+ 1.21
Plasma 1.81+ 0.02 9.19+ 1.05 22.76+ 2.16
Red blood cell 0.28+ 0.05 124+ 0.12 5.16+ 0.90
Brain 0.45+ 0.12 0.89+ 0.22 6.08+ 1.66
Hypophysis 1.08+ 0.22 320+ 1.14 797+ 1.01
Heart 0.89+ 0.10 3.89+ 0.59 9.57+ 1.14
Lung 173+ 0.04 7.76+ 0.44 2266+ 2.42
Trachea 242+ 0.12 8.05+ 0.57 2475+ 3.46
Liver 175+ 0.34 9.05+ 1.10 30.30+ 13.60
Pancreas 0.86+ 0.06 397+ 0.79 1201+ 157
Spleen 1.08+ 0.08 6.58+ 1.50 1890+ 3.93
Adrenal gland 1.20+ 0.05 5.23+ 0.73 1442+ 2.18
Kidney cortex 125.62+ 16.49 503.93+ 162.49 718.08+ 221.08
Kidney medulla 11.98+ 0.79 46.92+ 14.69 98.56+ 24.76
Bladder 3.61+ 0.40 14.89+ 0.38 4052+ 8.94
Eye ball 0.63+ 0.02 3.14+ 0.04 7.79+ 045
Sciatic nerve 1.56+ 0.27 5.61+ 0.70 1498+ 1.15
Bone marrow 1.45+ 0.50 5.52+ 2.42 1059+ 1.19
Submaxillary gland 134+ 0.15 5.35+ 0.84 17.72+ 3.95
Thyroid 192+ 0.38 6.70+ 1.97 18.19+ 1.33
Thymus 0.75+ 0.04 4.17+ 0.76 12.12+ 1.54
Lymph node 220+ 0.22 12.11+ 4.29 26.26+ 0.57
Seminal vesicle 1.12+ 0.36 536+ 1.44 1140+ 1.48
Testis 0.68+ 0.08 331+ 0.21 7.34+ 0.98
Muscle 0.51+ 0.12 3.75+ 1.90 586+ 0.69
Adipose tissue 0.18+ 0.01 0.78+ 0.09 363+ 0.89
Skin 227+ 015 850+ 2.13 2832+ 2.54
Stomach 127+ 0.18 6.19+ 0.96 15.73+ 2.50
Duodenum 1.19+ 0.13 4.39+ 0.69 15.76+ 1.73
Caecum 3.18+ 0.19 12.77+ 3.61 22.51+ 4.90
Aorta 3.66+ 0.46 16.45+ 1.19 4157+ 4.14
Harderian gland 0.80+ 0.11 4.01+ 0.85 1257+ 1.53
Prostate gland 0.78+ 0.03 3.03+ 0.44 1050+ 1.85

Each data represents the mean+SEM of three animals

Table 4. Urinary and fecal excretion of radioactivity after single intravenous

administration of 14C-cefclidin (20mg/kg) to male rats

Cumulative excretion (% of dose)

Time
(hr) Urine Feces Total
1 718+18 N.T. 71318
2 86.1+1.5 N.T. 86.1+1.5
4 91.8+2.1 N.T. 91.8+2.1
6 95.5+0.5 N.T. 95.5+0.5
24 97.1+0.5 3.7+0.7 100.8+0.4
72 97.9+0.6 4.0+0.7 101.9+0.5
168 98.2+0.6 4.1£0.7 102.2+0.5

Each data represents the mean+SEM of four animals

N.T.: not tested
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¥k, FMFICIZESTERIZERS bk d 5 72 (Fig. 8
-1,8-2),

HRIGEE 7 v bOEFA—L 704 7T 208, ¥
Egs4TIRTE, B8 BRECBARLELIZITERE
ENBUEEDRRS bz, IR, FLIROBUTERIZ B
maEE NEL, BEIFICIESRREDRATEELERH H 1L
72, #E1£300 T3, BHAMIM L LB L TRE» RS
B, FEIIREE, BBIISMEVRARELIED S
niz. 3R, SRE, BEIFOBMSEEIIE» -2, 5%
UBRITIE, BMHEBOBEBRIMET L2 0o, KE
CEWEHE BD LN, RWTTFE, BIFEREY
IR IETREDS R b LTz, BRE, FaM, LR, FK
BLUBABY* B BFEBIC IR ERD b
eh o7 (Fig. 9-1,9-2),

HIRI9B B 7 » Mic 20mg/kg#EkA&% 5 L 72 B,
RERDMEIT TN LRI OREREMTH 515145
SICBREBEICEL TWizhs, BIFNIZE A &0
TIREBEH0TE I 4FMICREBELRLZ, ¥
KB & ORI 5-1% 4 BERT A & 2485/ 2 1) ¢,
B RERUBRMICINTNEESREZRL 2

(Table 8),

BE®%S59TIITE, HE, BESLOIRICREK
MmEEFBE 81.47ug eq./mlN40~12% A58 & L7z,
FAHE, BRIFEE fF (£5%) BXUFEKIIBRMLEE
FBENIBUT TH - 72,

KERG O BaAF R R 1B BE % R ¥ e 5-1%304r T,

BAFOMBAIBE (ugeq./gor ml) 12, Mm#E (1.10) >
mxzk (0.70) >k1F£F (0.67) > B W (0.59) >,
Ly, FF (0.36~0.20) >H (0.09) DIETH - 72,

BE %240 M TIX RS ATBA M SE B 0.22ug
eq./mlN63fE%RL, KWTFHE, BESL L UKFEKD
BARMAEPBED 4 ~ 215 %R 72, IR, FLRB &
UHaF (&5) I3 BHEmsgrbileE & iIZREED R
EHBD 617z, BIFDEHEBIC BV T BIFBEY
BARMEFBED 2 2R L 228, M0 IFHESIIR
RIAEFBE L IZIZRRENDBE TH - 72,

L REREIC BIT 2 BMIF~\ DS e oA EIZ, 1
Pes ) Tik 0.01~0.02%, B&1FEETIZ 0.14~0.27
% & {&AH - 72 (Table 9),

Table 5. Biliary excretion of radioactivity after
single intravenous administration of

14C-cefclidin (20mg/kg) to male rats

Cumulative excretion
(% of dose)

Time
(hr)

0.5 0.161+0.03

1 0.27+0.04
1.5 0.34+0.05
0.38+0.06
0.44+0.06
0.47+0.06
0.48+0.06
0.52+0.07

oo O A~ N

N
o~

Each data represents the mean+SEM of six animals

Table 6. Metabolites in plasma after single intravenous administration of 4C-cefclidin (20mg/kg) to male rats

) Extraction Metabolite (% in extracted sample)
Time .
ratio (%) M1 M2 M3 Cefclidin M4 M5 Others
Control 85.6+0.4 0.0+0.0 0.1£0.0 0.2£0.0 98.1+0.0 0.8+0.0 0.4%0.0 0.4x0.0
5 min 84.0+0.4 0.1£0.0 0.2%0.0 0.3%0.1 97.8+0.2 0.5+0.0 0.4%0.0 0.7£0.1
1hr 75.0£7.0 0.2+0.0 0.3£0.0 0.4+0.0 97.9+0.2 0.3£0.0 0.2+0.0 0.7£0.1

Each data represents the mean+SEM of three animals

Control sample was prepared by addition of 1C-cefclidin to plasma at a concentration of about 100xg/ml of cefclidin

Table 7. Cumulative excretion of radioactivity, unchanged cefclidin and its metabolites in urine after single
intravenous administration of 4C-cefclidin (20mg/kg) to male rats

Cumulative excretion (% of dose)

Time K .
(h) Radioassay TLC assay HPLC assay | Bioassay
Radioactivity M2 M3 Cefclidin M4 Others Cefclidin Cefclidin
1 71.3+1.8 0.3+0.0 0.1+£0.0 68.8+1.6 0.7£0.1 15+0.1 69.5+5.2 734+24
2 86.1+15 0.4+0.0 0.1+0.0 83.1+15 0.8+0.1 1.8+0.1 87.0+1.7 88.4+1.8
4 91.8+2.1 0.5+0.0 0.2+0.0 88.1+2.1 1.0+0.1 2.0+0.1 91.7+1.8 93.6+2.3
6 95.5+0.5 0.7+0.0 0.2+0.0 91.5+05 1.1+0.1 2.1+0.1 945+1.0 96.8+1.0
24 97.1+0.5 1.2+0.1 0.4+0.0 92.1+0.5 1.1+0.1 24+0.1 945+1.0 96.8+1.0

Each data represents the mean+SEM of four animals
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Table 8. Tissue distribution of radioactivity after single intravenous administration of 4C-cefclidin (20mg/kg) to

rats on 19 days gestation

Concentration of radioactivity (ug eq. of cefclidin/g or ml)
Tissue
5 min 30 min 4 hr 24 hr

Plasma 81.47+15.50 34.19+2.82 1.04+0.06 0.22+0.02
Blood 52.26+10.01 22.04+1.29 0.71+0.03 0.16+0.01
Red blood cell 1.58+ 0.86 0.45+0.45 0.10+0.03 0.06+0.03
Cerebrum 1.14+ 0.30 0.60+0.04 0.07+0.03 N.D.

Eye ball 5.62+ 1.40 4.54+0.56 0.48+0.01 0.10+0.01
Heart 12.18+ 1.65 5.15+0.47 0.314+0.01 0.12+0.00
Lung 3362+ 745 16.32+1.08 1.23+0.09 0.39+0.03
Liver 765+ 1.40 4.79+0.26 1.44+0.06 0.47+0.03
Kidney 238.15+56.02 81.10+9.54 18.79+1.49 13.29+0.75
Adrenal 12.70+ 2.21 5.90+0.35 0.78+0.08 0.42+0.05
Uterus 3260+ 9.91 23.74+£4.76 3.68+1.15 0.79+0.08
Ovary 2344+ 412 11.42+0.83 0.7940.03 0.3140.02
Placenta 16.84+ 3.95 10.74+1.01 1.56+0.14 0.66+0.04
Mammary gland 9.95+ 1.82 6.39+2.15 0.77+0.08 0.30+0.03
Amnion 1.04+ 0.31 2.87+0.17 10.76 +0.81 13.83+0.77
Amniotic fluid 0.14+ 0.03 0.17+0.02 0.48+0.02 0.48+0.02
Fetus 0.37+ 0.06 0.67+0.06 0.59+0.04 0.23+0.01
Fetal plasma 0.76+ 0.17 1.10+0.09 0.80+0.02 0.23+0.02
Fetal blood 0.54+ 0.10 0.70+0.08 0.58+0.03 0.21+0.00
Fetal red blood cell 0.20+ 0.10 0.00+0.00 0.06 +0.06 0.1740.04
Fetal brain 0.04+ 0.01 0.09+0.00 0.19+0.00 0.15+0.00
Fetal heart 0.18+ 0.03 0.33+0.01 0.27+0.01 0.13+0.00
Fetal lung 0.20+ 0.05 0.36+0.01 0.324+0.02 0.19+0.01
Fetal liver 0.13+ 0.01 0.20+0.03 0.24+0.03 0.24+0.02
Fetal kidney 0.30+ 0.05 0.59+0.04 1.05+0.09 0.49+0.06

Each data represents the mean+SEM of three animals
N. D. : not detected

Table 9. Tissue distribution of radioactivity in fetus after single intravenous
administration of “C-cefclidin (20mg/kg) to rats on 19 days gestation

Tissue content of radioactivity (% of dose)
Tissue
5 min 30 min 4 hr 24 hr
Each animal 0.01£0.00 0.02x0.00 0.0210.00 0.01£0.00
Total animals 0.14+0.03 0.27+0.02 0.27+0.02 0.14+0.02

Each data represents the mean+SEM of three animals

b) FLHFRATE

FLHHBEE I35 1 BERIC RS IBEY . 26ug eq./g
N L7214, 24RFRE F TR 4.5%hr THEL, &5
1% 488 R IZRIBBR FLUTIC % » 72 (Table 10), #HK
DIMEHIBE - BT 5 &, It MIRBEIIRE
%59 TiE 0.03TH 555, TDEHERERIC LR L TR
51% 6 BRI T3 3.91%/RL 72, L L%ed's, 5%
24RERIC I M IR L FIRREDBRE L 4 - 72,
2. RE#RERNOKRNENE
1) mABETRERE

OS5 1% 5 o MEPBETRERE IR, RERKRSC
E0BILL htr o2, —H, EBIHRG24REH % M3
ST L, REKEICLNEHL, 5EESLL

77 b—i2EL, 7EBEBIZMERSEOH
L%k -7 (Fig. 10), Lo L, 7 ESHOBEHERE
#% (Fig. 11) DAUCH & U1, 48, L AED R EEH
12, ELICHRARERIERTHY, AELEIRD
s -7z (Table 11),
2) NS

RE#S L 2BoSmER, HERSE L RART
72 (Table12), 7 BIRAE#RS %2455 M OMBAT
T EEER S %4 O F N L BT 5 L, 0 0
£, MBR, BB L OB TEKIC BT 2 BUTOR
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DML 4~ 5112, FOMOMBIL 2 ~ 3 ERED
s EEI N,
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HERS L BRICRESE CHB L 2 BRE TIE,
UB R DMENIEINERIZ 7 M5 L ) BEIRS
N2METHYD, OB ELIZIZRETH -2, T,
BEEH b DOBSREN R HIAIZ2.2BETH D, KA
BEEDL.9H & RELEIR LD - 72 BIRP RS BRI
B3, TRIREHRS %6 BEICBWTH 5.00 ugeq./
g DBEZRL, HERLEBEY ZEAHEDH LN,
3) R, HEFBOH SR

REHRS LB, RE L UEP~OBSHGEN B
&% Fig. 12 IoRL72

WA SR FE DI ER S T8 B & iz,
TR EENEANDTELEIFEREEZ 5N D,
FNLRE, SEBR5%2UERD, KRB L UER~D
B e BERIZ, B#EEKICE S5TIHZ—ETHY
RE#E5IC L 2 HEERAEILIZEBD N o7,
7TEE5% 6 B  TORE L UEP OB e B
=iy, Rpic 98.6%, ¥EFIC5.3%, A&t 103.9%T
Hotz,

4) R

a) RV BUHREFETE

5. }2C-CFCL 20mg/kg # 1 H 1 [, 7 BIR{E
#EL72Bn, 1, 3, 58I 7EKZEE 0~24
BRINERR T RSO FERE L RET L 72 (Table
13),

AL %248 O BMIR P BUTEE93.7~96.8%

IIREIRCFCLTH ), Zofuc g s L TM2+
M3%% 2.0~4.5%, M4»* 0.7~1.0% EH LN, &
B, MIBXUMSIIRIEE N b » 72, REMEKS &
UREYNEIEITIE, REHZREIC L 2B H LN
-7z,

b) EMRMEBER~OLE

CFCL#% 7+ Fiz 100, 300, 1000, 2000mg/kg N
EET1H1ME, 7HERKESKRANKZSL, FEPR
MEEEICHNT AHEICOWTRETL 72 (Table 14), #F
17uY—-LsHhnFt7o—24 P4AS0E, FL 70—
2 bsEEB L UF benzphetamine N-B # F/ULiEH,
p-nitroanisole O-f% # F /L 1L &M, aniline KEILIEHE
DTN LEZIBDH LN 72

. # 57

7w M2 BT ACFCL%Z BilAl B & URIEHR G
NERE % “C-HZ:CFCL%Z BV TRRETL 72,

UC.CFCL% 7 v McBIRANHRE L 2B i
HHRENIZ LA KIZMEEFICAH/LTEY), KD
MERANDBITRBEL >, COFZTHERIZ
cefoxitin®, cefotetan”, L-105%, cefodizime®%, fii
NcephemZHAEWEIZ BT 2 BE L FLL Tz,

CFCL MiEE B&EAEIZ, 108 L U 100ug/mln
WENDBEICBWTLH 5% 1K, in vivolc BIT
ACFCLOEB#HEARLIZIZRSETH - 2. —H, BE
BEOEAFAERIL, HE%1IFMEOMET 16.9% &,

Table 10. Plasma and milk levels of radioactivity after intravenous administration
of 1C-cefclidin (20mg/kg) to lactating rats

Concentration of radioactivity Ratio
. (ug eq. of cefclidin/g or ml)
Time
Milk Plasma Milk/Plasma
5 min 221 +£042 82.27+2.82 0.03
15 N.T. 51.21+1.77 N.T.
30 8.70 +1.08 34.35+1.22 0.25
1hr 9.26 +2.76 24.07+1.61 0.38
2 469 +147 8.15+0.52 0.58
4 462 +1.15 1.27+0.10 3.64
6 2.62 +0.84 0.67+0.03 391
24 0.22 +0.06 0.23+0.01 0.96
48 N.D. 0.12+0.00 0.00

Each data represents the mean+SEM of three animals
N.D.: not detected, N.T.: not tested

Table 11. Kinetic parameters of “C-cefclidin after single or repeated intravenous

administration of C-cefclidin (20mg/kg) to male rats

AUC ti2a tis222

(g eq-hr/ml) (min) (hr)
Single dose 117.86+23.21 38.4+85 16.31+2.62
7th dose 120.42£6.01 246%15 20.10+1.08

Each data represents the mean+SEM of three animals
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Table 12. Tissue distribution of radioactivity after repeated intravenous administration of **C-cefclidin
(20mg/kg, once daily for 7 days)to rats
Concentration of radioactivity (ug eq. of cefclidin/g or ml)
Tissue Tlm? .after {ird Time after 7th administration
administration
24 hr 30 min 24 hr 48 hr 144 hr
Blood 1.02+0.05 19.84+ 1.14 0.80+0.06 0.97+0.04 0.52+0.02
Plasma 1.61+0.12 31.02+ 152 1.11+0.08 1.20+0.04 0.58+0.06
Red blood cell 0.44£0.07 5.86+ 0.71 0.35+0.04 0.40+0.08 0.34+0.05
Brain 0.12+0.02 0.54+ 0.06 0.23+0.04 0.23+0.02 0.0740.00
Hypophysis 0.69+0.14 412+ 0.31 1.114+0.45 0.53+0.09 0.4010.08
Heart 0.64+£0.04 6.95+ 1.67 1.66+0.22 0.80+0.08 0.64+0.03
Lung 1.17+0.10 11.10+ 1.60 2.84+0.30 1.77+0.08 1.45+0.10
Trachea 1.40+0.17 1393+ 2.12 3.08+0.20 2.51+0.14 1.85+0.11
Liver 1.09+0.05 6.58+ 0.33 2.14+0.08 1.52+0.08 0.65+0.06
Pancreas 0.62+0.00 482+ 1.67 1.18+0.07 0.82+0.05 0.4740.05
Spleen 0.63+0.10 529+ 0.42 1.57+0.15 1.27+0.15 0.89+0.01
Adrenal gland 0.86+0.10 5.32+ 0.58 1.73+0.13 1.20+0.23 0.8140.03
Kidney cortex 29.39+1.17 120.48+12.66 79.01+2.50 58.98+4.61 16.09+2.07
Kidney medulla 2.13+0.10 238.47+12.88 7.06+0.23 4.41+0.08 2.51+0.40
Bladder 1.51+0.15 35.99+15.75 3.50+0.47 2.12+0.08 2.04+0.20
Eye ball 0.41+0.03 453+ 0.17 0.70+0.05 0.79+0.05 0.5810.05
Sciatic nerve 0.94+0.06 5.78+ 0.55 1.83+0.19 1.56+0.06 1.16+0.07
Bone marrow 0.86+0.26 579+ 1.84 0.97+0.15 0.68+0.10 0.4110.04
Submaxillary gland 0.81+0.04 5.01+ 0.62 1.46+0.48 1.2240.24 0.62+0.12
Thyroid 1.30+0.36 9.71+ 1.31 2.68+0.80 1.73+0.15 1.40+0.08
Thymus 0.41+0.06 246+ 0.19 0.84+0.06 0.61+0.10 0.29+0.01
Lymph node 0.67+0.03 5.32+ 1.09 1.55+0.28 1.34+0.12 0.6410.05
Seminal vesicle 0.70+0.03 5.34+ 0.57 1.51+0.07 0.88+0.06 0.62+0.04
Testis 0.38+0.02 312+ 0.20 0.71+0.12 0.54+0.04 0.32+0.03
Muscle 0.27+0.02 3.26+ 0.69 0.71+0.23 0.53+0.10 0.30+0.04
Adipose tissue 0.17+0.04 1.05+ 0.33 0.33+0.08 0.29+0.04 0.15+0.05
Skin 1.69+0.06 15.05+ 3.90 3.54+0.36 2.82+0.27 1.96+0.15
Stomach 0.80+0.07 8.34+ 0.86 1.72+0.06 1.37+0.17 0.99+0.05
Duodenum 0.63+0.07 6.88+ 0.51 1.45+0.03 1.07£0.10 1.13+0.06
Caecm 1.35+0.13 7.11+ 0.54 2.20+0.17 1.35+0.21 1.18+0.18
Aorta 1.84+0.11 16.53+ 4.48 4.57+0.52 4.17+0.66 5.00+0.85
Harderian gland 0.60+0.04 3.53+ 0.42 1.08+0.12 0.93+0.10 0.46+0.03
Prostate gland 0.58+0.01 8.04+ 4.53 0.83+0.06 0.86+0.22 0.53+0.06

Each data represents the mean+SEM of three animals

Table 13. Urinary excretion of unchanged cefclidin and its metabolites after
repeated intravenous administration of '*C-cefclidin (20mg/kg,
once a day for 7 days)to male rats

Excretion (% in sample)
Dosing
M2+M3 Cefclidin M4 Others
1st dose 2.0+0.3 96.8+0.5 0.7+0.1 05+0.2
3rd dose 2.8+0.5 95.7+0.6 1.0+0.1 0.6+0.0
5th dose 2.6+£0.2 96.2+0.1 0.8+0.1 0.5+0.1
7th dose 45+1.2 93.7+1.3 0.9+0.3 0.9+0.3

Each data represents the mean+SEM of three animals
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Table 14. Effects of repeated intravenous administration of cefclidin(once a day for 7days)on the drug-

metabolizing enzymes in rats

Specific content (nmole/mg protein) Monooxygenase activity (nmole/mg protein/15min)
Dose
(mg/kg) P-450 bs Benzphetamxrfe p-Nitroanisolx.a Aniline .
N-demethylation O-demethylation hydroxylation

Control 0.53+0.07 0.21£0.02 96.71+ 9.03 9.70+0.73 10.19+1.35

Cefclidin
100 0.52+0.02 0.22+0.00 75.87+ 4.30 1152+1.24 9.50+0.64
300 0.5010.04 0.23£0.01 82.34+ 2.68 9.29+1.37 10.98+0.44
1000 0.43+0.03 0.20£0.02 71.81+ 9.01 9.96+0.85 10.82+1.83
2000 0.48+0.02 0.21+0.01 100.79+21.90 10.57+0.60 11.01+0.91

Each data represents the mean+SEM of four animals

BE5#5590 5.6%Ick L (HBEE2TRL:, &5%1
B o) 3R A & DRSTREREER RS 5 it L TIE
W2 rhh, B5%1BBICBIT 2 EBAEAENHEM
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RRWT B EEZ bz, T O RERIL, cefoxitin®
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UC.CFCL%Z BIRN#E S L 1288, 51455 CTBUICE

(BEB L UVERE) 2BD THVWEFENBITHIESD
LNBZ Eps, REBPEICBITAEREIENT
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F 72, BRADBATIZENZ &2 5, CFCLIZ 7 -Fik B8
MEZBLENLNEEZ blz, CFCLOFEBA~D
# 4713, L-105¥, cefpiramide!®, cefotetan”,

100 —e— Blood

—O0— Plasma

—a— Red blood cell

Concentration
(ug eq. of cefclidin/ml)

Time (hr)

Fig. 3. Concentration of radioactivity in blood,
plasma and red blood cell after single
intravenous administration of !*C-cefclidin
(20mg/kg) to male rats (n=3, mean+SEM)
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Fig. 4. Concentration of radioactivity in plasma
after single intravenous administration of
14C_cefclidin (50, 240 or 820 mg/kg) to male
rats (n=3, mean+ SEM)
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Fig. 6. Autoradiograms of male rats after single intravenous administration of ''C-cefclidin (20mg kg)
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Fig. 8-1. Autoradiograms of pregnant rats (on the 12-th day of gestation) at 5 min and 30 min
after single intravenous administration of ''C-cefclidin (20mg‘kg)

24 hr

Ovary

Amniotic Auid Uterus Mammary gland
Kidney _ Placenta

Fetus

Fig. 8-2. Autoradiograms of pregnant rats (on the 12-th day of gestation) at 24 hr after single
intravenous administration of ''C-cefclidin (20mg kg)
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Fig. 9-1. Autoradiograms of pregnant rats (on the 19-th day of gestation) at 5 min and 30 min
after single intravenous administration of '*C-cefclidin (20mg/kg)
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Fig. 9-2. Autoradiograms of pregnant rats (on the 19-th day of gestation) at 24 hr after single
intravenous administration of MC- cefclidin (20mg/kg)
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Fig. 10. Concentration of radioactivity in blood and plasma
during and after repeated intravenous administ-
ration of *C-cefclidin (20mg/ kg, once a day for 7
days) to male rats (n=3, mean* SE)
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Fig. 11. Concentration of radioactivity in blood and
plasma after repeated intravenous adminis-
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for 7 days) to male rats (n=3, mean+SEM)
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METABOLIC FATE OF “C-CEFCLIDIN IN RATS

Hitoshi Mizuo, Toru Horie and Teruaki Yuzuriha
Tsukuba research Laboratories, Eisai Co., Ltd.
5-1-3 Tokodai, Tsukuba-shi, Ibaraki-ken 300-26, Japan

Hideaki Seki, Kiyoshi Kasiwazaki, Matsuo Takaichi and Yoshio Esumi

Tokai Research Laboratories, Daiichi Pure Chemicals Co., Ltd.

Metabolic fate of cefclidin(CFCL) was studied in SD rats after single or repeated intravenous
administration of '“C-CFCL.

1. After single administration of *C-CFCL (20mg/kg), the plasma level of radioactivity decreased
biphasically ( tis2a1 =38.4min, ti2a2 =16.3hr). AUC increased in proportion to the increase
in dosages (20~820mg/kg). The plasma protein binding rates of CFCL was about 5%.

2. At5 min after single administration, the tissue level of radioactivity (ug eq./g) was highest
in the kidney (379.2~207.3) followed by plasma, lung, trachea, thyroid, bone marrow, aorta and
liver, and thereafter decreased rapidly. At 6 day, it decreased below 0.6ug eq./g except kidney
cortex(5.1) .

3. Within 7 days after single administration, 98.2% and 4.1% of the given radioactivity were
excreted into the urine and feces, respectively. About 0.5% of the doses was excreted into the
bile within 24hr.

4. After single administration, 95% or more of the radioactivity remained unchanged in
plasma and urine.

5. Only a small amount of radioactivity passed through the placenta of pregnant rats on the 19th
day of gestation. The milk levels of radioactivity reached peak level at 1 hr after administration,
then decreased rapidly.

6. After repeated administration of C-CFCL (20mg/kg, once a day for 7 days), plasma levels,
tissue distribution, metabolism and excretion were similar to those after a single administration.
There were no effects of CFCL on the hepatic drug-metabolizing enzyme system.



