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Cefacloro &, HaML s vicigd SRR

RENBA-ZFF - BAKRE-FH %08 K
BRAS B ATRR
FHES
S BB EH K AR

Cefaclor (LIF CCL) b X UxtfR#rik Cephalexin (LI'F CEX) ZHW -0, KF, MEAR
S5024EHRERE 7 v FTo 35 HEROKRSIC X 2 TBaEHRERL S 0w CCL £ 5 v
FTDE6 B 26 BRENEORSIC L ZIBHRERBRE EHL 720

SRR
1. g#5&MIck} % CCL 5501 CEX 05 v b, =9 RicHF 5 LDy {HIZIRDED T
H%0
Animal Strain | Sex P.O. (mg/kg) LP. (mg/kg) S.C. (mg/kg)
Cefaclor | Cephalexin | Cefaclor | Cephalexin Cefaclor
D Male 20,000 >>20,000 1,347 4,565 6,540
Rat Female | 20,000 >20,000 1,274 4,822 7,501
Wistar Male 220,000 >20,000 1,259 4,582 4,838
Female | 220,000 >20,000 1,259 4,823 6,619
ICR Male 20,000 2,640 1,575 629 6,598
Mouse Female | >20,000 1,604 1,891 581 7,051
ady Male 220,000 2,856 1,227 433 4,180
o Female >20,000 1,495 1,282 564 4,341

2. VWTFhOBRESREBICENTS, LB, HEBOET, STRES S VIER E OhEERYS
BERINY, EEFIZHEORBE & SITERSEHEL 72,

3. BRBRTHITREBOMWREBEOREOY 7 v 23RY, RWEMGENNCIZZ) v VRN
Al B, sEhrE L OCEMIRAERERNICHF T Y Y HEPEEBD .

BalERR

1. #5#ft, CCL 2,000 mg/kg HEREEEDAKBNCBREOKEE T2 ILE, KL, RES

EOIERDH STz, 4,000 mg/kg HEHERF TR RBE, EREHERS N, #T 7/15 §, T 3/15

BIFET- Lo LD L, ChoDERIZREIEPICEEL 2o

2. CCL 1,000 mg/kg Pl Fo#tEi: CEX 500 mg/kg Pl FOHE CREMMOMENERTI S S
hi-hs, tkick v CCL 4,000 mg/kg HEFDKEHMOMHELIA S XTERICHEL o

3. BEKRTHICARSETER, CCL 1,000 mg/kg Ll FoiRE: CEX 1,000 mg/kg BT
EIFf, CCL 4,000 mg/kg B THOBER EHMEROBEINEL DA, KEKLTHICRTXTES
fEicEEL 72,

4, Hes I UREBMBFHRRT, 2BR5BICEBOMENLR, CCL 4,000 mg/kg HEHERE -
CEX 1,000 mg/kg B R EITALFRMEERICERME DN, CCL 4,000 mg/kg MHR T, »
N— B OEREOBALSEE SN, KEKRTHIZHHT, CEX 1,000 mg/kg MR B 358
MERHEENOEAAZROFFAEBRNTRERAD ShEh 270

BB e

1. —fusEiRd L CHED 500 mg/kg Ll k6 X UMD 2,000 mg/kg BEDI2i3 2 FICIREESHS O M
BINCHRE, TH, SEMOET, ELEBEID SN, KEKICLVEBITERSHEEL 1.

2. #@ 500 mg/kg YL b X UMD 1,000 mg/kg Pl OB TREEINOMEWAIA A Shichs,
Kk, REMFORESA SN, HD 2,000 mg/kg BERERBEL o, KEBINICEIYS
{1t E1z, HED 500 mg/kg KA LB LMD 2,000 mg/kg BETERAKRDIEMA S 58,
WEIC L D EFICHE U0
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3. BEKRTHEuCHERED 500 mg/kg LI FDBTEIT, o 2,000 mg/kg TH, HOLRSEL
> 500 mg/kg Y LOBTEBOEREMNEEDH, KEKTRICR T RTESE~EEL 72,

4. Pk X UCREBASFENFRRT, 2B5BIcCEBOMEIIRS > Cico 500 mg/kg Ll EE
ifi> 1,000 mg/kg LI OB TEIRMEENICEAMELME D RELSEEOIRSER I N, KK

KRTRICII TN S DEALIZRIRL 2o

I. #%

Cefaclor (L1 F CCL) (23K Eli Lilly # BA% X h - Ceph-
alosporin C ZOHLWEHETH Y, ROK D SHER%E
BTHHDTH 5,

S
<::>%?HCONHiI:T/
NH, e cl

Il

COOH

A#iZfho Cephalosporin i AEME LEBICS 5 LY,

EMERICH LTIROIAE R 7 P VvEFLTH S, &, £
O#5EORIN B X bHTEN?, ERHETEROREEREZR
TEhS, BRATOBRSMZEIN T3,

bhbiud CCL oHFHIBLT, v b=y REAV
AUEURBRL SO 5 v P AV ERME BB RRE
EHL, ChdOHMRBRERAH» S KK ORLMICDONTIRET
LD TZ ORRERET 5,

I. EBMB&ERULE

1. [ERA%RE

Lot No. A60-Y29-019, Hffi 961.9 ug/mg (Zitk,
TapEEt i) %LU Lot No. 142EF7, 1{f, 960.6
pg/mg (1B1EHEERER) @ CCL A7 S TIC Lot No.
OBG29A, 71ii 956 ug/mg (ZAtk, HAatkHEMRR) O
CEX X% 1. FIEE, Titki{kx POLYTRON®
(Type PT 10-35, 20,000 rpm, 3min.) it Xy 5% 7
SETITARICHER L bDEPIRIRE Ui,

2. ERIMBELIURERE

4 584q SLC-SD %, SLC-Wistar RRMEHES » + 72
5 e SLC-ICR %, SLC-ddY it~ v z % #ER
ERYBEMA L VIBAL, 1 HMOTHEABTOOL
AERITHEL 720

W& REE 24£1°C, BEE 55+5% KRN icfAE
BICENT L P52 F v/ —9 B0 atHERRT
i3, v 3K wvx 10 T, SatEBrSEnR
BT, v b 2 BFOANTHEL . 3B, EF
(A ) vz VBRI MF) BXUKIZESICHAII
HRE 7,

3. AMSHHR

Sy b, euREHICHRER 10 T2 1 8L, 5
S Uy 18 KR S w1 B¥ic CCL, CEX %l
BEw RRE shEhED, BEEEET (CCL 0a)
i 1 @5 L7,

BREE®RDIS 6 BRLSSTIESE 1 A»S U4 Aic
Db, —RHERE FETREAE BRU. F1#50
B> 7T BETOEEBLY 10 A, 12 B & 14 Rictk
FERIEZTIE, LDs % LiTCHFIELD-WILCOXON 3
ICEDEH L. 5T, 2PLER, SRRCELL
U LDso [EEHBE DD BB OB OO Tk ERE, KB
B0, B, B, BT, BBLUEEO £E8% 10%
it A=) VIRICEEER ~<bEV)v-FYv
BEEHEL, REABERERICHL 1o

4. HRAMSHHER

RS dic 1 B 15 ILTHRRL, A 5 AEHERE
&L, CCL 250, 500, 1,000, 2,000, 4,000 mg/kg
® 5 A5 Tic CEX 250, 500, 1,000 mg/kg @ 3
REZROABY VFEHANVTI v MRE 100g $7:9
0.5 ml 0%IA&T 1 B 1 35 BEdHERS L. HR
BTIZ 5% T T Al (W/V) 285U7.

BE&RT#, £BOEERBREO 5 EiK>0Ti,
A D KR FEIAR A R EERBICHEL oo

F7:, WREB LY CCL 500, 1,000 mg/kg B 3
BHCOWTIRMERER 4 IBA Nz, chooigs 2k
DOE AR SHK T b L CRER THICETRREEA
TERD - DERL 720

CCL, CEX #5575 5 Uic MEABRIBRAHI
ThdBa—RMEROHEL 5 REHKE, FEELL
UHKBORIFEETR, BHPFECHIZT N THBRU

#1515 @, 30 A, K30 RICKBL S, RRAY
-V UTEERBARREL, XokigshrRER
WCREOBLK, pH, ¥, & b ik, #il, et
=K yBLUEY) Ve v ORERRS XOHE (B
W), FrVoLA, AVvLa, Havys (UEOL
Wik &7 an (F4 Y7 vEBKRLERE) ORERT
7

5 29 BRXUHKE 29 Aic, KBRS v 270
WL 7 e 2O THRES # 5 (Kowa RC-2) 2R0T
REREEEMBL 7o

BB THE X ORISR T Hic 2 h 2 ho B ORE
miREL VIRIL, FRMBREK, AmERE, MK (A
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pEE 7 neh Y YR =), BIRRMERY (BrRECHER
¥), ~2 b7V ME (BRERLNE), IERE (v
7Y A bAES O VE), BBAMKESE (WRIGHT
-GiemsA JBHE) BXU T v bwvevaA A (Quick
1B 2REL T

BERTEEBICKRERTE B OEBRERICK 18 i
A XE T v b2 —FVREFTICKBREIR & b 1%
mL, Zic 1 FERIFE R SO0 EEL T 18 5o mif
oW THIM 40 BA — b7+ 74 ¥ —%2RT GOT,
GPT (W¥h & REITMAN-FRANKEL Z53k), FLEREI/KEZ
F(ENVEVBRE NV VY RBE), TVA) 74+ R7
72—+ (KinD-Kine Z5%), &R (YyLy ME),
773V (BCG ), #a L x5 g — v (LIEBERMANN-
BurcHAD ¥), I¥E (FS'nva—zxAFv & —€k), R
$E%E (VVT—¥A VY ¥T 2/ —NEE), JVTF=
v (JaFrFE ¥), #av' Y v (JENDRASSIK-CLEGHORN
B), FrVvLA, AV YA, Avvaa (DLEEES
W), 7vn (F4 Y7 VBKRIERE) 2RIEL .

RMHE HICBEL T, #HMes 0 RIRMBIEZE LT 12
%, B, TEE, MR, GURER, M, 0. B, OB, B
B, B, B, ETIR MR, BELE, Ak Ko
5, B, FEBLUEBOBERAAIEL . LILH
BRzovIcE, +EE, =8, B5 BREKRY v
i, BT, KBRS, Ff, S EBEkicontid
0% hikkov=) v#ic, F72IRRE 77 vKiczh
FREBB AT MY Y) V- 24V Vv QEE T, X
SLICMHEC L THBLU BiIc>0Tid PAS XU
Sudan I FeE i EHEL, KEERFRFICHL 72,
ik, BRI OWTIEIBRKEREIED, A2/ —VEE
% Giemsa et fl, FFHRRBIV BHBREZEOL
BERDIo

BFIMSTRAEAER D - HRE RS X CCL 500,
1,000 mg/kg % 5REOUEREE 2 B DA RERTHLE
WA T I IBIC & 3 fufn s, 18 5T B KO AR
RUSIIE, 2.5% sz —nvTATFe FlikE 1%4 2
VULBRCTZEREL, T3 —-vRIITHK, TR
VRIRICEEBL 7, AELAREHCOVLT MY I VI,
R=2—TWIBIN T 170 F—aIKXDEYE,
MBS vy o v Tc B e L, Bar H500 BE
TERBTHEL 72,

5. fetiEtstE

SICERL 2T aHRBRIcET 5 CCL 07 v b
I3 2 5B AT 1,000 mg/kg THoto LIk
T ARBRICHBD 31 5B OREII T OBRETE & bIC
% B RIIB OB SRR TH 5 ¢ LEHHEL T 250,
500, 1,000 X ¢* 2,000 mg/kg ® 4 AEEL LT,

it - &z 1 B4 18 IETHR L 20 8 LA EIE
HRRICE U7, CCL @ 4 BB IUHREEEL T 5%
TI7ETI LR (W/V) 2RORBY v7F2RAHT 100
g 5w MEEH:D 0.5 ml OZATMA6 A 26 AR
O#%5 L7,

BEKT %, B0 8 Iic>Tid, 13 BRIDKE
eSS, BERBICHEL 72,

F 72, BB X CCL 500, 1,000 mg/kg Bd 3
FHCOWLTIIMEER 4 T8Nz, chooffits 2 It
DEY %GR T Fi I X CIRIEAR T HHICE FEAMEI RS
AL O IR D e DICHER L 1,

CCL o#5M/ 72 5 Ui BEARBMDIIVTI S
BFRA—MEROEEL 7T BEICKE, BEE BLUER
KEDOREBZTTH & & bITRPETHIC OO TIREBRL
7o

B5EAE% 112, 174 BB LUIRE 86 HiCiIREE
HRAY — VKB UTFERERHER, ThEOBREK
BLUKRE (AHHE), FrV9as, #YVTs, Ay
AL 7O NVDREET 10 I5IT, R5EIK% 178
H &R 88 RICiR T RTOEMICONTIEMEBIC &
VIRRR L, pH, BH, 7 FU8E, rrrvik, vove)
/=7y, e)vey, Eils KCHEADEERRET
-7

P ERAMATL 164 A & HK3E 80 BICRBERES, #
B THEIUCRERTRICIMERELEB L1z, £
12, B HERTEE L KCKRERTEE DS BFIC, AR
Bk & DRI LS S Mkl IC DD T ERE %
T 2EEDIC, HRBIRBERLAEL, Boh
T BRZRIT DO TR EHTIER 1T - Too

3k, LEREBEOBREES KUFERI~NTEAY
HHAEICEE UTTIRY, BRAIC X 2R EICSH
72> T3 BAET 100CX HEFEAMEI AR O,

WM. RERK&E

1. 2SS

CCL, CEX @5 v b BXU=vRickiF 3 LDs [
% Table 1 (7658) IT5RL, Fi, ThThoBE5&
HIC B 5 —RHEROBIER, LR, SRR ST
IR BRI RO R A UTICGRU 720

1) gOKsE

CCL, CEX #5o» Wistar %, SD %5 v b il
BT, WINLBREEE»S 6 BE TEROEL
BHoNEh- e, BEFALSWKM, E, Libm
BB LEFHEDE T3 & OhIERIS B 35 2 U3 bE
FTHREIN. 20%, EROBRNEMTIZRE % 2
AMS, FLAMEREZLATPTHHREER 7 B



768 CHEMOTHERAPY

DEC. 1979

#h 5T hEFEROEENLS SN, #EHk 9 Bicid
WEFNOERSIZIZB KU KEEHTIR, WHRT v
FEBICRER T B THREEMINHSD S WV KER
DRSS NFcds, DBERDOERICE RNEEES
HREOEMMBA SN BICE -7, CCL, CEX £ 10,000
mg/kg LI+ Wistar %, SD 7 v + REHERIC B
T, B#E5# 3 EH»S 9 Bichibh 120U 5 floigd
FTHIDB SN BPHEHIIBICABTPEIZLAL
439, BEBOWRILRE BERCBEEDOL I VAR
L, FoREEGEEICFS Y v RO/ LR
OFEEBOEM % 2N RMERRICF T4 Y Vi
MEBED SNl LL, £EHTREFEOEROM
BHIRMS S S LS, BEERBEMBENELRE
BN o7 LLEDXSICCCL, CEX &O#5ic
L A2aBERRBRICBONTIIVTh O RESE, HERE
Doiih ot

—%, CCL #5.icx % ICR %, ddY %= 2ol
ERTRES®R 5 905 30 SOMIC—BHOILEY
BEINIH, CORBALI. B5ZHBLRE, £5FH
DOVTHSHBIERIBIRE L0 - 7005, KREEMOINE
WD SNice CEX #5iC X3 Wik~ v ADMHET
BBEER»S 6 BEET hIERILONEIh 1
M, ZOBRIE, EEEEDSZVEBTRENS SN

Zh 5 DIEROEERREEDOHINCONTERICLD,

THEROEEISEET BEAZR L. ChoDIRS
BTRESTANS 5 BOMIKBHDITAIHA S,
CEX o LDs f#iiZ CCL (20,000 mg/kg Ll1) ick
LBE & hlciBiE (1,495~2,856 mg/kg) %KL, i-
MRw YR EDICHETEEERL, HESRD SN
CCL, CEX OB L 3W%R~< Y RDEER DX
B35 IR BERENRRRVThE S v Ficd B h
12 b D EHBL T 7o BRIETHIIEB ORI,

BoZEor 7 v EBONEICHMBOBRENBEE SN,

T PR BB ANCIIT OFEAL L S CIGERLIIRAIE A
I 4 9 v HEHED R St

(2) BERRS

CCL, CEX #50 Wistar %, SD %7 v b it
BIBNT, LInbEE 6 RKRLIAK XIE, EB
DIETEEDORBERNED Shie EEMRZHTIS
5% 2 Ad» 5 4 BORITERMSHR4ICEEL, Th
WCHENAERMED EAMSS Shichs, MBIk L%
DBRERIZBBUNIEMEZEZR U, LDs IR v
F&dic CEX (4,565~4,823 mg/kg) il L CCL
(1,259~1,347 mg/kg) TIEMEARLTze MHRT v +OD
BPEEHIIBRER 3 BLIARICA S, SIROKBE,
WTOREH b BICABENIEEAL L, BREOM

RIGREBEROBRED 7 Y BEE SN, ThmkEg
BEEHUCIRFF7 ) v YR O/NERAROBRE LB ok
B 7oA RIAERERICIF = & YR ERED o 1
7o

EEFAROThHBRFRICBDTREEOEBoMm
BHIRDBBEINIEBETH - 7008, REARPNICIR
RO A/ NRRlE, SREOMEIN, Foty e
HoFmEDEMEEHBH S,

—%, CCL, CEX #5ic k% ICR %, ddY %—v
2 DMHBICENTIZ, WTFhd &5 6 BRLINIK 1
£, EBUDOETH 2 VIRSTREREOhEERNE
Bxhi-pE5Ra»s 6 BOMICEESS Sk,
kB, WReYRESICEAEENO WEHERS 25h0
720 BBFETHIL & CICEER DT S CITRERR
RER=YZXEBICHRD T v FEBERREDORAL
OB TEILBPL TN,

(3) HT#&s

CCL #50 Wistar %, SD %5 v M5 Ui ICR
%, ddY Z= v 2O BT, &5 6 KRLAK
T E, BEMOBETH 3OS TRERE OhEER
MBHONT. FOHBRERDOEBEIC & SINEKEDMH
Adhicds, HREICH LEOREER BB
Rl T v b, = 20BPRCHIRIZZRERAH
5%5% 5 AOMiicASH, LDs fEiZ7vF, =9
2L BICHETIEES, FH ddY Fevxif#s dicth
DI VIBEERL 720

B, v b, =IROEERLSTICEBFTHIC
B 3 HIBET R &SRB AR R AR EREARS
BicHa o dDEBIZRBETH - 7o

2. HAMENEHR

1) #5&THET TORK

(1) —fEER

CCL, CEX 35 ARjEA, BOHSHOBEIRELU
TFizRL7ze T7b B, CCL 1,000 mg/kg LITOBXR
SUIC CEX BTiMEs &, —RHERDOBHHITELL
12& 518 h - 7258, CCL 2,000 mg/kg B CHREE
Fa L &7053E (4/15F), —BtoRHE (2/15 f,
METIRTEEREOHTRS, KE, KE, RHOTE
DIERE 2T 2EWE S B X Siciz, CCL 4,000 mg
/kg BEOHEHTII®RS 4 ALK SEKERS S,
YE, KROET, EHiEOET, HTES KE #
i, BHMEE OERGEDN, #TRS 5 AbD 12
AOMic 7/15 . s 6 B»s 10 BRI 3/15
IO H S BNz BTN LEDERDOM, B5E
BRI VBEROBOE E B, ELOKERDZEL
UHSBLTRE L. HIROBE, 2pLELTHIR
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Fig. 1 Body weight change in rats during 35 Fig. 2 Body weight change in rats during 35
days oral administration with cefaclor days of recovery following 35 days oral
ool administration with cefaclor
2 Silr omane ol
o Cefaclor ;:Mmu/lll
5 30 it
M 300}
_;200 ; e Famale
2 3 200
100F z Z
T 100 F
0 é 110 J5 210 215 3IU 3'5 T ® Cephalenin i,wu".ykg
(Days) I L L 1 1 L L i L 1 1 L ‘L L 3
0 5 10 15 20 25 30 35 40 45 50 55 60 65 7
(Days)
Table 2 Efficiency of food utilization (E.F.U.)
E.F.U. D
Group Cefaclor Cephalexin
Control
(mg/kg) 250 500 | 1,000 | 2,000 | 4,000 | 250 500 | 1,000
AY 0~354d M2 239 246 | 239 | 234 | 202 | 18.8 | 23.0 | 22.4 | 23.7
~ a
Y F¥ 17.6 188 | 17.5 | 17.1 | 16.7 | 175 | 16.0 | 17.3 | 16.8
5) M 25.3 243 | 23.7 | 22.1 | 19.8 | 21.5 | 234 | 249 | 23.7
B 0~ 35 day
F 17.6 17.2 | 16.7 | 176 | 17.2 | 17.7 | 16.5 16.4 | 15.8
M 8.9 9.0 9.0 9.3 | 10.1 11.2 8.9 8.6 9.5
B. 35~70day
F 6.0 6.3 6.7 6.8 5.8 4.9 6.1 5.9 6.2

1) Body weight gain (g) per 100 g diet consumed
2) Male

3) Female

4) Administration group

5) Recovery group

WEEE A 123D REEEICAEIR L, BBk Table 2) ODIETbHHETHSIZ. L, HEHT

RO T > 720 CCL 4,000 mg/kg EEHfEHEA: 12 CCL & 33 CEX #5ick v EFU OIEF4 &
FHIiZS 20 RLIpRA 2 icEELS SN, 5K TR b7 X SHIRERMOMENTAH SNILIH - 7o
ICIRERME, RO EDERB L SNILL - 1, k&2 CCL 1,000 754 L 2,000 mg/kg L) _F-opiff
B%, AEHTRIBEGICEFRADSNEA -0 HEPELS & Ui CEX 500 mg/kg LA #EE 72 13 MeRdic
2) #%E, BERSICEKE BERA S S tce
St o5 R e L mEAROKE (Fig. 1, (3) IMmikiE
), BERHLCHEAROEBII BBHRRDEY TH CCL 500 mg/kg Ll Looif#E & CEX o3~ Toifih
%o BTAE 0 VOB 5 NC CEX OF~
HREREE & & ICHEREIC 500 T CCL 1,000 mg/kg LI E TOMBTHREE EOBEEKIZZL O b ool D

DF13 5 Ui CEX 500 mg/kg Ll EOBHCIKERMD BB 2hENA SNt ThoD BARIT i
WHGERD = 5 h, CCL BT fkkp% (EFU, CCL 500 mg/kg Ll Loitfit< MCH o{&F, CEX 500
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(15931 S, HOTAMNIASV)
(35931 S HOTAM-NIASV)

(15933 S, INJANLS)
(35331 S INAANLS)
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W0 B M G A e, L SR, A :
Photo 1 The kidney from a SD rat administrat- Photo 2 The kidney from a SD rat administrat-
ed orally with cefaclor at 4,000 mg/kg ed orally with cephalexin at 1,000 mg
for 35 days. Protein casts in the dilat- /kg for 35 days. Protein casts in the
ed proximal tubules are observed. proximal tubules are observed.
X 100, H. E. staining X 100, H. E. staining

Photo 3 The kidney from a SD rat administrat- Photo 4 The liver cells from a SD rat adminis-

ed orally with cefaclor at 2,000 mg/kg trated orally with cefaclor at 4,000 mg
for 35 days. No significant changes /kg for 35 days. Swollen Kupffer cel-

are seen both in the glomerulus and

the renal tubules Is are observed.
X 100, H. E. staining X 400, H. E. staining

vl A v 2t T i 7

'\

Photo 5 The kidney from a SD rat after 35 days Photo 6 The kidney from a SD rat after 35 days

recovery following oral administration recc}alver}; fc1>llowing4 %52(1)1 adzr/11'1{nistfrarti%g

. . . with cefaclor at 4, mg/kg 10
ith c\,phale.xm as 1_’000 mg/kg for 35 days. No significant changes are seen
days. Protein cast in the proximal tu- in the glomerulus, but slightly dilated
bules are observed. tubules are observed.

X 100, H. E. staining x 100, H. E. staining
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Photo 7 The kidney from a SD rat administrat-
ed orally with cefaclor at 2,000 mg/kg
for 26 weeks. Protein casts and dilatai-
on of the proximal tubules are observed.

X 100, H. E. staining

mg/kg Pl FOHERET MCC &R 5 Uic CEX o
~ToffEc MCC & MCH oEFHAzhZEhi@D S
niz (Tabe 3, 4),

@) MmEEERE
CCL 2,000 mg/kg VA EDHEREE CEX D4 ~NTOHE
BT GPT EMEo LH7%5 5T CCL 500 mg/kg Ll
FoiREr CEX 1,000 mg/kg HEBETTVHY 7+ &
77 8 —HERECETHENENED Sne (Table
5, 6)o
CCL 1,000 mg/kg Pl ot & tic CEX @3
ORI A SNIZF ) v LOBENBNLT L HBREE
ICHRBL 722 TR » 720 THz, CCL, CEX #5
BOT i3RI BT GOT, BH, REER, 7
VTF=VDEBNASNTNEH, WINSAERE
ROEEEZEZ N3,
B) JRigzE
CCL, CEX #E5o#f-RMRics0T, RE, +
M va, AV 94, Ay sl NS 3N
PBBSNIDS, THIRBRRES S 3 O IRBMOBEIKE
RE3dDEEZ N5, 108, ROEHURER, LEOD

WEB X ORE D BE % 1T > 1chs, CCL, CEX &
‘Qﬁﬂ@'é &;u\bné 'ft uc.\y.) bﬂﬁiﬁ el f\.o
6) EBREE

BERBICHEL-Z{e LT, CCL, CEX #5007
~NTOBTE, CCL #5.0 1,000 mg/kg LA - DHERE
& CEX 1,000 mg/kg HEBETEIE S 5Uic CCL 4,000
mg/kg MR THOBER MNERD BMM zhEN
#b oz (Table 7~10),

CCL 1,000 mg/kg L1 EoHEREE 2,000 mg/kg 2Lk
OB, CCL 1,000 mg/kg BL_EDHER THIBR, CCL

Photo 8 The adrenal from a SD rat administrat-
ed orally with cefaclor at 2,000 mg/kg
for 26 weeks. Fat droplets in the fas-
cicular zone are observed.

X 100, H. E.staining

4,000 mg/kg lﬂﬁﬁf‘%"’iﬁ@ﬁ%@%?)ﬁbi%ﬂ%’n
Aohtchs, REERENI HARBDEDP 12T &
»5 CCL Ic X 3 EHEIERE i%z%iﬁwo

Zzoff, #o CCL, CEX %5#THN, i, BEXU
BROEYEEOEMMA SN/d, ThREHRSEO
% DEPDERERDICE I HEIEATH - 720

(7 #HERR

CCL, CEX %5 lftf&H CEBOMEILRISLH]
iz, o CEX 1,000 mg/kg BETHEOE S /51 FlAs
5Nize DM, Hd CCL 2,000 mg/keg B CIERM
ERDONBFHOREL 1 Fla St

8) FRFHIFTR

BERTHICED 2 KBOBEME (Table 11, 12)
RIROBDTH 3. BTiRERED CCL 4,000 mg/kg B
BLUtED CEX 1,000 mg/kg BED AT K EITALREA
ERNICEEBREOERO BN S fcds (Photo 1,
2), EAIREE L0 B, BAUERDE, £4
&, B ARERELEMRIZONEh T, T,
CCL 1,000 mg/kg Rtk LU 2,000 mg/kg BEDHEHED
BTREMIEDSNTESY (Photo 3), CCL 0B
~DEBT CEX L~ NE WD EEZ 5B, 1B
Boxzy M BXU PAS LEFRTHEEIZEDS
N - o

JFcix CCL 4,000 mg/kg HEHERET 7 v ¥ — BHIFRD
REDMEA (Photo4), 7'V vV VIR DIRET Y VS8R
Bl B XU REES NEFERE A S N ichs, CCL 2,000
mg/kg UTFBLY CEX HBEBTIIREESNIH
sle FOXE Y T YR cil, NEREERD
FelfRBAERT X & ViGN A 27008, BB EY
TEHBRICERS SN - T,
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Photo 9 Electronmi crograph of the renal proximal tubule from a mal erat given CCL

at 1,000 mg/kg for 3b5days.

The number of lysosome-like dense bodies

(aorrws) increased in the cytoplasm. The interstitial space between the basal

infoldings (asterisks) is expanded.

Some lamellated bodies are frequently

found in the apical cytoplasm. No other organelles undergo significant
changes. X 3,400 Double fixation with 2.5 % glutaraldehyde buffered with
0.1 M sodium cacodylate and 1 % osmic acid. Double staining with uranyl

acetate and lead citrate.

CCL 4,000 mg/kg EHolf 1 plic+_ieBORED
(070 > ENY B ol

BREBEOBLOASNILLBELUFER, B2
I S B IZED S iih - 72,

ZOMOERIz >\ Tt CCL, CEX ki iEmd 3
EEZONLZEERED SN Mo T,

BPFLT A OB R TR, BICHEAIREE DS
Tk L CHERLIRAE LR ic SR D EIHERD S b8
HHEEEEZ St FFTR, 7 v 3 —ERROEE
3B A B X OFBREIC K ARG H SNt

(9) EEAIC X 2 REBMRE MR

B : CCL 1,000 mg/kg B CIEALRME LRmigDE
ERBABEETH D, MARBOIENSED bhis,
AT ITIE lysosome BRIEA DIEIMHSIRD Bt IR
EHITIZ/ MR D I =) VEBMES T hICH ST L
b v FY Y ORE KCHAKICIIERIREIIRD
5 NiEd - 72 (Photo 9,

AR ClREIBOE S X UHIBA/NESEIRBELT
ZLWEIRED -1z RRWABZWHIRE S £ ICHAE

T3 VKV —sDuty b BEELEN, NEO L
a v R ¥ HIRALEICED S hi- (Photo 10),
SRBAREEEMORRARS ZCZ0AMIICET SR
ek X CMAEOMMERMIR L DREH, chbl
FTHICHFEREMITD Shilh - o ARMERER
IR ERECNET A EEROIEE D Shidh-1
(Photo 11),

CCL 500 mg/kg BETiTxREICH L ERIE/IZR
DoNIEM o Te

IF : SRS ICRERT 3 &2 S AELIREDON
o

2) K& T OB

1) —fEfER

CCL 2,000, 4,000 mg/kg MEREBHC % 5N 737,
BIET, SEEQET, HARE, &E Kl Al
75 & OERIZIZS 20 BRI SRk 4 ICIRRL, A
HEICIZ T TICIH%E L Tl viee (REEMA, CCL, CEX
OFNOB S —BERORER S SNT, TrFCHAE
AG S Al
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Photo 10 Slightly cross sectioned renal distal tuble from a male rat given CCL at 1,000

mg/kg for 35 days. shows no significant changes. Well developed junctional
complexes are found between adjacent cells. X 4,000 Double fixation with
2.5 9% glutaraldehyde and 1 % osmic acid. Double staining with uranyl
acetate and lead citrate.

Photo 11

A portion of the renal glomerulus from a male rat given CCL at 1,000 mg/
kg for 35 days. Each component shows no significant changes. Golgi com-
plexes are numerous in the endoplasm of a podocyte. X 6,000 Double fixa-
tion with 2.5 % glutaraldehyde and 1 % osmic acid. Double staining with
uranyl acetate and lead citrate.
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Photo 12 The renal proximal tubule from a male rat given CCL at 1,000 mg/kg for 26

weeks. The number of lysosomes increased and their contents are not

homogeneous. Tips of basal infoldings penetrated deep into the basal lamina,

which is thicker than usual. Spaces between adjacent infolding seem to be

expanded than those in Photo 9.

to some extents. X 3,700

The number of apical vacuoles increased

Double fixation with 2.5 % glutaraldehyde and 1 % osmic acid. Double sta-
ining with uranyl acetate and lead citrate.

2) hHE, BEEBIUEKE

WL, %5 PG AE Eno WED & Shi
CCL 1,000 mg/kg LIEmFEE CEX 500, 1,000 mg/
kg BTIRIEE L HICERRRMIEA (Fig. 2), EFU &
5 (Table 2)~L, k% 5 ALK CCL 4,000 mg/kg
& CEX 500 mg/kg BERR OB TRINRE LR
RBEICETEEL

HERETIZ, REPMRICEOTHINTNOBRSR N
REHCH UEROREZBIIRD SNEh - 10
FokEd, KEHMbREHC L TiRER - Bmto
B BEAERDIS I - T2o

(3) MkiaE

BER TS Stz CCL 500 mg/kg PIEOi
# L CEX 03 RTOMHERDO~ES v YEBORDIR,
PRI TRRICIZIERICE L 72 (Table 13, 14),

(4) miEE LERE

BE5 &R THICAH SN GPT o H (CCL 2,000,
4,000 mg/kg HeRt: CEX OHAR) RoUIKTVA
V74 X7 72 —¥EHEHEOET (CCL 500 mg/kg L

To#EgE L CEX 1,000 mg/kg HEEE) b, KK THIC
RBlEEE L SICERICHEL 2o ¥/, o CEX 1,000
mg/kg BTOMOBFRSHNBSEDShe, K F
52 DRSS WERBEICREEZRENLREESS LN
Mot &b, MEOEEHIT CEX f51Xk5b0L
{3H U (Table 15, 16),

(6) RRE

REBRSURRBOBREOETEAR, pH, ¥, 7
U, BV ey, var) -4y ERIoEER
B, KEONEL IVRIECBEEICENT, LTHO
BEBEE b ICikRE & BAEE T 5B LA LS
-7

(6) WHEE

B AR THACTEY 5 /- HEDEIS (CCL 1,000 mg/kg
Pl Eo@Es CEX 1,000 mg/kg B B oUiER (A
Bk BE5D 28) OBERS EMEROREME, HE
35 ARICE BB EBORARE, BBERLBIER
KL E%% 5hn5 (Table 17, 18),

%7, METRERTRICA SN EE (CCL, CEXD
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Photo 13 Portion of hepatocytes and a kupffer cell from a male rat given CCL at 1,000mg

/kg for 26 weeks The glycogen area is extended in the cytoplasma. Small

aggregates of rough endoplasmic reticula and mitochondria are seen in the lar-
ge glycogen area. Other organelles in hepatocytes and kupffer cells show no
remarkable changes. X 5,000 Double fixation with 2.5 % glutaraldehyde and
1 % osmic acid. Double staining with uranyl acetate and lead citrate.

4%) L& (CCL 4,000 mg/kg B) OEEERLHENE
BO¥MD, K%K 35 BRICIZIZIZEFRICEL /- (Table
19, 20),

(7 EBERR

BERTHI S X ohiIcBD SNz CCL, CEX #D
EROMEIRSEOBREH CTRITBELLSRBD S
nichs, HTIROThbEAIEEREL TH,

Z0M, RRHITBEROEERSONEH T

8) fEHFHEFR

KR TIC B B K BDOBERA (Table 21, 22)
RROBOTH 3,

BEKTHICA SNz CCL 4,000 mg/kg HEHERES
LU CEX 1,000 mg/kg MBI % BB ELELAL R
BERD BS Mo R, ARERTHEE CEX
1,000 mg/kg MEBtIC DB A SNtz (Photo 5, 6),

FErUoBox 4 vy Mgtk PAS efRiEy
ThORERTHLIRABREETHY, £OMOMEFIC>
WT CCL, CEX #&5icBgd 5 LBbhIBRHRS
- 7o

(9) BWEic & 2 REBEBFENRR

B :CCL #E#&THRICANIE T B SNhEH

> 76

Bf - tRBCH U R T & E IR ol - oo

3. EBHEHEEHR

1) #B5&TET TORE

1) —fEER

RS RBRE, EEARE S bic 250 mg/ke MEMERE
T, BEORESD 2 VILTEHEOETHSLEAICA SN
708, WEHED 500 mg/kg B TRBEOEBMEDOET R
L UHED 1,000 mg/kg BETREOHEMNZNENERS
100 BRI IZIRFICFRNICA S, JoICmkESe
DUETELBEHA OB —BUEDOTHIDS 3 N ZIED D
HETHALNT

o 2,000 mg/kg TR, #5 2 BUMD SEKIE,
41 BRI 53, 60 BRI SEEM D& FER DS
ENTNBRERTHRITEEANCEBEDER 350
D, BRITRTOBMHRNC LS NI, —F, Mo
2,000 mg/kg HTIIRSIPIc—BEOREODEL,
ERRIET, RESHL o0, 50 1008) »o
EXTHET, B3RAFICIEESKOTE, RRETH
BOIGEBMEOET A SN B0 e - T2,

ZDfth, D 500 mg/keg B (R 5ERIAHE 161 B) 73
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Photo 14 Electronmicrograph of hepatocytes and surrounding sinusoidal elements from

R

a male rat given CCL at 1,000 mg/kg for 26 weeks and recovered for 13we-

eks. The size of glycogen areas is still extensive in hepatocytes. But frag-

ment of rough endoplasmic reticula are not observed any more. Some lipid

droplets (Asterisks) are found in the peripheral cytoplasm of hepatocytes.

This might be due to changes with aging of the experimental animals. No

significant changes are recognized in the sinusoidal elements. X 3,400 Dou-

ble fixation with glutaraldehyde and osmic acid. Double staining with uranyl

acetate and lead citrate.

5UIichED 2,000 mg/kg B (5B 105 B) T
1 P DBBRIC K BTN A SN

(2) E, BHEERSIUCHEKE

HETiZ 500~1,000 meg/kg B, HETiE 1,000~2,000
mg/kg BicsOThREENOWAER (Fig. 3, 4)
Aoh, EBEEB LU EFU (Table 23) $IZIZAEER
B LD TH 70 Tz, BKEIZHED 500
mg/kg VIO, Mo 2,000 mg/kg BTEhehiks
BLHEEEET 2 BINBED SNl

(3) MiikE

DN ThORERE bic, #5852 OISR EAR
R FRRL O BltlE BT AL B hEh -7
(Table 24, 25),

(4) IfELE{ERE

TRTCOMHERTT VA 74 R 7 7 Z —ETEMMED
BFR SR RTORESHTERDOH Y v LD
MR SNtz (Table 26, 27), F-HfkD 2,000 mg/kg
HTEAORD, Mo 1,000, 2,000mg/kg BHTEHE

TNT I VORBSBENENSESNICH, ChoORE
RAEBGREROEREELZ Sht. £0M, HOFTNT
OEBEBETH M) U AOBDHEH SN, EEEHERN
OEBTHY, XoicimlE (HH), REER Bav
xFa—-, FrY)oa, 7onv (DR OEEb
Bohds, BERLOMEROBNEDTH T

(5) RiRE

BRGNS VI EERREIC BV TRE, LE,
FrY LA, HVTA, AAVILREOENDLVE
BODBFEHIC & 5 e hs, Rk, pH, BA, #, 7
FY, EYEY, waey ) -4y, i, HEE0
BREBOTREMLRBSA SN T

(6) BHREE

BEBRICHEL - ZLe LT, Hife dic 500mg/ke
PLEOBTEBORER L HQYER (T2, 250 mg/
kg BAEAT) OB, HoT~ToRsELiED 500
mg/kg Pl EOBTEBORER LA ER (T2 250
mg/kg B A1) OWME S TickED 2,000 mg/kg B
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Fig. 3 Body weight changes in SD-rat during
the chronic toxicity test of cefaclor

Fig. 4 Body weight changes in SD-rat during

the chronic toxicity test of cefaclor

600 700
600
500 c 5
P ‘g 40
® %30
2 = 2004
ﬂ? L o Control
200 :S:{::;:': gﬁg:;‘ﬁ:: 100 Administration period Recovery period
o Cefaclor 1,000mg/kg L 1 i T i
100 4 Cefaclor 2, 000me/kg 0 50 100 180 0 50 90
(Days)
D — Administ'ration period—~_>‘
0 50 100 180
(Days)
Table 23 Efficiency in food utiJizationl) (E.F,U.) in rats during 26 weeks oral administration
with cefaclor and 13 weeks recovery period
No. of Cefaclor
Sex Group Control
animals 250 mg/kg | 500 mg/kg 1,000 mg/kg | 2,000 mg/kg
AD| 0~26 weeks; 10 1051+£0.31 | 9.88%£0.30| 9.46 £0.27* | 9.02 £0.33** | 8.14 £(0.27**
3 B.Y| 0~26 weeks 10.09 £0.27 { 10.49£0.32| 9.17£0.31 | 9.04 £0.57 8.10 £0.34%*
B. |26~39 weeks 3.00%£0.31 | 4.08%0.26| 3.36+0.38 | 3.98+0.29* | 4.43£0.33**
A. 0~26 weeks 10 6.25+0.23 | 6.28%0.22| 6.20%£0.32 | 5.52%0.16* 5.45 £0.30*
? B. | 0~26 weeks 6.19%£0.44 | 6.23+0.14 | 6.26 £0.28 | 5.90 £0.31 5.03*0.19%
B. {26~39 weeks 3.52+0.55| 3.15%£0.27| 3.13+0.52 | 2.77£0.60 3.15%0.58

The values are expressed as Mean £ S.E.
*P<0.05,
+P<0.05,
1) Body weight gain (g) per 100 g diet consumed
2) Administration group

3) Recovery group

THRORER QMY A >hic (Table 28~31),

D 2,000 mg/kg BHTETFBBLOFERRICHE
OEBINH 51108, FHEMBFEHNCIIN S REMID
St Ems, CCL I X AHEBEMEAERIEIL. &
Offs, CCL 5 LEElAHE T 3MBEEROLTITS
LY (R0 A

N HRFE

BERTHIC B 3 RO WRMBRICEHT, M
ORE LBET HIBO WENE, BOREDBEHHD
250, 500, 1,000, 2,000 mg/kg BT, zhZhl, 1,
L 4 4l, o> 2,000 mg/kg BET 1 fIMsiBH SN, %

** P <0.01, Significant difference from control (STUDENT’s t-test)
++ P <0.01, Signaificant difference from control (ASPIN-WELCH’s t-test)

7B DE KA 1,000, 2,000 mg/kg BETE=hEh
1, 2 FIERH SN,

(8) FSIESARRFENIAT R

Be5A& TIRIC BT 2 RPRAAEAA TR (Table 32,33)
i3, ROBEOTH 3,

B T3 #E 500 mg/kg Ll I, #f 1,000 mg/kg PI_F DR
T RECH AR RMEEN B S M 4 bk
3 BREREEDIIRAED Stz (Photo 7). & DBER
HVE DT R AHED 2,000 mg/kg BHCE < TH SR
7o03, FEROFRASIREIC BT S T OIEERIZ I
MoHENTND T End, CCL 50T X 2 BHEMER]
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Table 24 Hematological observation in male rats after 26 weeks oral administration with cefaclor

Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000

No. of animals 10 10 9 10 10
RBC (10*/mm®) | 780 *17 848 *11 ** [836 *26 833 *10* |[808 16
WBC (10*/mm®) | 64 * 3 58 4 8l s | 55 * 3= 56 * 4
Platelet (10%/mm®) | 171 +23 206 *9 306 +27 ** | 226 *23 208 *19
Retic %) | 48 %3 33 & 3 %+ 33 % 4 ** 26 * 2 % 34+ ) #s
Hb (g/d) | 158 % 0.2 162 % 0.2 16.0 * 0.2 159 0.2 157 * 03
Ht @) | 488 % 0.6 476 * 04 468 * 0.7 481 * 0.3 479 % 04
Proth. (sec) | 147 % 03 144 % 02 145 * 0.6 142 = 03 142 * 04
Lympho. @ | 89 2 90 2 74 + 3%+ | g5 3 87 £ 2
Segment @ | 10 1 8 £1 24 * 2w 14 2 1 2
Stab (%) 0 o0 0 o0 1 o 1 %0 1 %90
Mono (%) 0 %o 1 0% 1 ot 1 %90 1 to
Eosino %) 0 1 o0 1 to 1 0 T %0
MCH (e) | 20 %0 19 ot 19 *1 19 ot 19 o0
MCV wd | 63 1 56 * 1+ 56 1 %+ 58§ 1+ 59 %1+
McCC @ | 32 %o 34 Q= 34 £ 0+ 33 %90 32 %0
M/E? 082+ 019 || 072% 022 1.03% 051 0.93% 043 0.84 % 0.14
The values were expressed as mean £S.E.
» p<0.05, ** P<0.01 Significant difference from control (STUDENT's t-test)
+ P<0.05, ++P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
a) Myeloid/Erythroid ratio

Table 25 Hematological observation in female rats after 26 weeks oral administration with cefaclor

Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000

No. of animals 10 10 10 10 9
REC  (10°/mm®) | 773 %13 767 *14 807 * 9+ 769  *12. 787 %15
WBC (10%/mm®) | 59 * 4 60 * 4 61 t5 60. t5 61 %3
Platelet (10°/mm®) | 211  #31 222 %10 230 %31 256 23 221 25
Retic %o) | 24 £ 1 26 *7 20 %2 23 1 21 1
Hb @dy | 162 * 0.2 160 * 0.2 162 £ 0.2 159 % 0.1 16.0 * 0.2
Ht %) | 455 + 0.7 451 05 450 £ 0.3 44.0 = 05 456 * 0.6
Proth. (sec) | 129 £ 05 129 + 05 13.1 * 05 128 = 03 125 £ 0.1
Lympho. @ | 87 3 85 £ 3 82 +3 8 * 3.0 82 2
Segment @ | 13 2 14 £2 16 *2 13 %2 15 %2
Stab %) 0 to 1 %0 1 %0 0 %0 1 to*
Mono (%) 0 to 1 0 1 %0 1 %0 1 o0+
Eosino (%) 0 t0 0 o0 0 o0 0 %o 0 %0
MCH o) | 21 %o 21 20 20 =0 21 %0 20 0
MCV wH| ss £1 59 1 56 ot 57 %90 58 1
mMce @ |3 *o 35 %0 36 %0 6 *o 35 %0
M/E® 145% 050 1.02% 0.30% 1.31% 0.61 1.14% 031 1.28% 0.07

Thevalueswere expressed as mean £ S.E.

* P<0.05, ** P<0.01 Significant difference from control (STUDENTs t-test)
+ P<0.05, ++P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
a) Myeloid/Erythroid ratio
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Table 26 Serum biochemical analysis in male rats after 26 weeks oral administration with cefaclor
Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000
No. of animals 10 10 9 10 10
GOT (Ku) 81 * 6 74 %5 75 6 73 6 7 =5
GPT (Ku) 34 + 3 34 % 2 34 £ 1 37 £ 3 3 1
AlP (KAu) 17.6 £ 1.8 12.1 £ 1.3% 9.1 * 1.1** 74 £ 09 59 + 03*
LDH (Cwu) | 161 *18 135 16 175 %21 179 *21 186 *24
Albumin (g/dD) 37 £ 00 3.7 £ 0.0 3.7 £ 0.0 37 £ 0.0 3.6 £ 0.0
Protein (g/d1) 66 * 0.1 66 * 0.1 67 £ 0.1 67 = 0.1 63 % 0.1*
AlG 1.24% 0.01 1.25% 0.01 1.25% 0.03 1.25+ 0.02 1.33% 0.05
Creati. (mg/dl) 27 £ 01 27 % 01 27 * 0.0 28 + 0.1 27 £ 01
Bilir. (mg/d1) 03 = 0.0 03 * 0.0 03 * 0.0 03 % 0.0 0.3 £ 0.0
Glucose (mg/dl) [ 205 * 7 202 =7 183 £ 7+ 170 *12 * 179 % 6 *
Urea-N (mg/dl) | 209 £ 08 212 * 08 19.5 £ 0.6 19.8 + 0.7 202 * 0.8
Cholest. (mg/dl) 74 £5 66 * 3 6 * 2 81 * 3 77 £ 4
Na (mEq/L) | 141 * 0 139 = 1 =+ 139 1% 139+ 0 ** 140 £ 0 **
K (mEq/L) 48 = 0.1 49 * 01 47 £ 01 46 £ 0.1 46 £ 0.1
Ca (mEq/L) 48 * 0.1 49 £ 0.0 49 = 01 49 + 00 4.7 £ 0.0
Cl (mEg/L) | 100 * 0 100 * 0 100 =0 101, %1 100 *1

The values were expressed as mean £S.E.

* P<0.05,
+ p<0.05,

** p<0.01
++ P<0.01

Significant difference from control (STUDENT’s t-test)
Significant difference from control (ASPIN-WELCH’s t-test)

Table 27 Serum biochemical analysis in female rats after 26 weeks oral administration with cefaclor

Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000

No. of animals 10 10 10 10 9
GOT (Ku | 82 =+ 38 85 £ 6 90 *7 76 %7 57 * 4%
GPT (Kuw | 32 %6 42 *5 45 t 4 33 %5 29 2
Al-P (KAu) 85 + 05 4.3 £ 07** 3.9 = 0.4** 4.9 * 0.8%* 53 + 1.2%
LDH (CWu) | 108 *17 121 *18 124 *13 126  *21 116 * 9
Albumin (g/d1) 42 + 01 42 * 00 41 % 0.0 4.0 * 0.1% 40 * 0.1*
Protein (g/d1) 74 % 02 73 % 01 73 % 0.1 6.9 % 0.1* 69 * 0.1*
AlG 1.33% 0.05 1.34 % 0.02 1.34 0.02 1.34+ 0.02 1.35% 0.02
Creati. (mg/dl) 28 £ 0.1 29 % 01 29 + 0.1 27 + 0.1 27 00
Bilir. (mg/dl) 03 * 0.0 03 * 0.0 03 % 0.0 0.3 * 0.0 03 * 0.0
Glucose  (mg/dl) | 158 * 3 159 %6 158 + 4 171 * 6 163. * 4
UreaN (mg/dl) | 183 * 038 16.0 + 04% 17.5 £ 1.0 168 * 1.0 16.8 *+ 1.3
Cholest.  (mg/d) | 88 £ 6 78 * 4 81 * 4 72 3%t 77 %3
Na (mEq/L) | 139 % 0 143 2 0* 144 1Yt 139 1 139 %1
K (mEq/L) 44 % 01 3.8 & 0.1%* 3.7 £ 0.1%* 3.5 £ 0.1%* 3.5  0.1**
Ca (mEq/L) 50 = 0.1 5.0 £ 0.0 49 * 0.0 49 * 00 50 + 0.1
cl (mEg/L) [ 102 * 0 100 * 1% 102 * 1 99 1+ 99 + 1+

The values were expressed as mean £S.E.

** p<0.01
++ P<0.01

* P <0.05,
+ P<0.05,

EREVEE, T/, BE5EBIAABRRTNLOOME
DY YRR EMGERO R, RAERICHFHESR
511z,

BB QR BRI AN BRI R IC & B 2R hsHERE L
b 500 mg/kg DI EDBHCRS A, B5EEOEEMEDS

Significant difference from control (STUDENTs t-test)
Significant difference from control (ASPIN-WELCH’s t-test)

5 (Photo 8)e T fth, XHREEZ &Y THEAM
REBHCBEDONEYT ) vBROWEBR SN,
Z OB BN TIE CCL RFIBET 5 55X
X AZE S AT EACE (RAVZECT AN

(9) ESAIC & B REMBFHIFR
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Table 28 Absolute organ weight in male rats after 26 weeks oral administration with cefaclor

Compound Cefaclor .
Dose (mg/kg) | Control 250 500 1,000 2,000
No. of animals 10 10 9 10 10
Brain (® 2.01% 0.05 2.01%= 0.04 2.05t 0.0 205 003 2.00 0.04
Pituitary (mg) 11 1 13 %1 11 £ 1 12 1 11 +1
Thymus (mg) | 182 17 166 +20 116 +10 ** |[147 %15 106 12 **
Thyroid (mg) 26 %2 26 *3 27 * 4 25 1 25 %2
Lung (®) 1.70 £ 0.07 1.69 £ 0.09 186 0.15 1.86* 0.12 1.50+ 0.03%
Heart (8) 1.54 £ 0.03 1.52+ 0.06 1.50 0.06 1.45% 0.06 1.29 £ 0.04**
Liver () 18.0 * 0.7 182 £ 1.0 179 = 0.8 179 £ 07 16.0 + 0.5*
Spleen (mg) |1020 50 1037 %30 1047 * 64 881 *44 880 136 *
Adrenal (mg) | 46 £ 2 52 +3 58 £ 2 ** §7 k2 *x 52 2%
Kidney (3) 3.39+ 0.13 3.43% 0.17 3.45% 012 3.58% 0.11 3.36+ 0.13
Submand. (mg) | 688 £33 664 £31 707 45 697 %35 667 %22
Testis @) 3.62% 0.17 373+ 0.12 3.80+ 0.12 3.50% 0.06 3.48 + 0.07
Epididymis  (mg) 1.40 = 0.03 1.48 £ 0.05 151+ 0.05 1.36 £ 0.04 1.36 £ 0.04
Prostate (mg) | 412 32 464 £73 503 +37 546. 56 481 *54
Seminal. (mg) | 959 68 936 *81 935 102 816 %49 792 76
Cecum )P (g) 632+ 0.24 778+ 049% | 1002+ 072%%| 1182+ 0.77**| 10.85+ 0.69**
Cecum (=) ® 1.82% 0.08 220+ 0.10%* 2.23% 0.10** 2,59 0.11** 2.43 % 0.12**
Carcass (® | 513 *18 454 £15 * 436. 17 ** | 424  £12 ** | 371 £]0 **
Final B.W. @® | 654 %19 592 %22 * 572 *23 + 566 18 ** | 502 13 **
The values were expressed as mean £S.E.
» p<0.05, ** P<0.01 Significant difference from control (STUDENT's t-test)
+ P<0.05, ++ P<0.01 Significant difference from control (ASPIN-WELCH's t-test)
a) Cecum with contents
b) Cecum without contents
Table 29 Relative organ weight in male rats after 26 weeks oral administration with cefaclor
Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000
No. of animals 10 10 9 10 10
Brain g% 0.31+£ 0.01 0.34 £ 0.01* 0.36 £ 0.01** 0.37% 0.01** 0.40% 0.01**
Pituitary  (mg %) 1.72% 0.10 213+ 0.11* 194 £ 0.16 2.11+ 0.09* 2.11% 0.14*
Thymus (mg%) | 27.95% 244 | 27.97% 2.89 2043+ 1.88* 26.12% 255 21.22% 250
Thyroid (mg %) 396+ 0.30 435+ 041 470+ 0.49 450+ 0.23 5.03% 044
Lung ®%) 0.26 = 0.01 0.29+ 0.01 032+ 0.02** 033+ 0.02% 0.30* 0.01**
Heart (&%) 0.24 = 0.01 0.26 £ 0.01 0.26 = 0.01** 0.26 + 0.01* 0.26 + 0.01*
Liver &%) 2.75 % 0.07 3.06 £ 0.06** 3.13% 0.05** 3.16 £ 0.05** 3.18 + 0.06**
Spleen (mg%) | 156.21+ 7.33 | 176.49 £ 5.79* | 183.90+10.36* | 155.72% 6.17 175.62+ 6.78
Adrenal (mg %) 6.98 + 0.27 8.87+ 042** | 10.18* 0.42** | 10.17% 0557 | 1041+ 0.46**
Kidney (e %) 052+ 0.01 0.58 = 0.02* 0.61 = 0.01** 0.64 £ 0.02** 0.67 0.02**
Submand. (mg%) | 105.08+ 3.41 [ 11291 % 539 123.13 % 3.64** | 123.16 £ 4.12** | 133.73 £ 5.59**
Testis € %) 0.56 £ 0.03 0.63% 0.02 0.67+ 0.01* 0.62% 0.02 0.70 £ 0.02**
Epididymis (mg %) 022 0.01 0.25+ 0.01* 027+ 0.01** 0.24% 0.01 0.27% 0.01**
Prostate (mg %) 64.01 %+ 6.22 | 79.99 £13.64 88.43 = 6.08* 58.01 £10.62* 96.46 £11.49%
Seminal. (mg%) | 145.96+ 8.59 | 158.94 £12.64 164.81+17.43 145.39 £ 9.60 159.55 £17.04
Cecum (1) (%) 097 004 | 1.32% 0.08*| 176% 013**| 211% 01s™| 2.18% 0as*t
Cecum (-)®  (g%) 0.28 = 0.01 037 0.01** 039+ 0.02** 0.46 £ 0.02** 0.49% 0.03*F
Carcass (%) | 7834% 094 | 76.78% 0.35 76.26 + 0.62 75.03% 043 | 7384+ 0.34%F

The values were expressed as mean £ S.E.

* r<0.05,
+ P <0.05,

»+ p<0.01
++ P <0.01

Significant difference from control (STUDENT’s t-test)
Significant difference from control (ASPIN-WELCH’s t-test)

a) Cecum with contents

b) Cecum without contents
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Table 30 Absolute organ weight in female rats after 26 weeks oral administration with cefaclor

Compound Cefaclor

Dose (mg/kg) Control 250 500 1,000 2,000
No. of animals 10 10 10 10 9
Brain (g) 1.82% 0.03 172 0.03* 1.84 £ 0.03 1.83% 0.05 1.82% 0.03
Pituitary (mg) 20 %1 19 =2 22 2 19 %1 17 %=1
Thymus (mg) | 126 *13 129 £ 8 153 %13 128 *7 125 =9
Thyroid (mg) 25 £3 21 2 20 2 19 *1 19 =2
Lung (8) 1.30% 0.09 1.27 £ 0.09 1.30 £ 0.08 1.20% 0.07 1.13% 0.03
Heart () 0.96 * 0.05 093 0.04 0.87 £ 0.03 0.85 £ 0.02 0.87 £ 0.02
Liver ® 8.51% 047 8.66 £ 0.26 8.33% 0.25 8.27% 0.24 9.22% 042
Spleen (mg) | 584 %48 553 %41 587 19 586 37 564 %22
Adrenal (mg) 60 * 4 69 %3 72 t 4= 73 3 76 % 3 ¥
Kidney (g) 1.85 % 0.08 1.99 % 0.08 2.01 % 0.07 1.99 £ 0.04 2.27% 0.05**
Submand. (mg) | 426 %21 426 *18 429 *14 425 +14 460 *15
Ovary (mg) 61 s 58 =3 62 3 62 *.4 70 %7
Uterus (mg) | 690 47 682 *46 635 %20 602 *46 545 49 *
Cecum ) (@) 3.65 % 0.38 486+ 0.43* 654+ 031%*| 627+ 033+ 7.22% 1.02**
Cecum () (@) 1.12% 0.12 1.32% 0.13 1.59% 0.11**| 1.55% 0.07+*| 1.67+ 0.12%*
Carcass @® | 249 =7 247 * 6 238 %10 216 £ 5 ** 213 % 8 **
Final B.W. (® | 320 %10 321 9 315 %11 290 * 6 * 293 %10
The values were expressed as mean £ S.E.
+ P<0.05, ** P<0.01 Significant difference from control (STUDENT’s t-test)
+ P<0.05 ++ P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
a) Cecum with contents
1) Cecum without contents
Table 31 Relative organ weight in female rats after 26 weeks oral administration with cefaclor

Compound Cefaclor

Dose (mg/kg) Control 250 500 1,000 2,000
No. of animals 10 10 10 10 9

Brain (g %) 0.57 0.02 0.54% 0.01 0.59 % 0.02 0.63* 0.02* 0.63% 0.02
Pituitary  (mg %) 6.08+ 0.28 5.74% 0.56 6.86 % 0.44 6.54 % 048 5.64% 022
Thymus (mg %) 39.36 = 3.66 39.98 = 2.01 48.56 £ 3.46 44.16 £ 1.98 42.65% 320
Thyroid (mg %) 7.71% 0.76 6.65% 0.55 6.32% 0.68 6.55% 0.39 6.31% 0.57
Lung (g %) 0.40* 0.02 0.40% 0.03 0.42% 0.03 0.41% 0.02 0.39% 0.01
Heart & %) 0.30% 0.01 0.29 £ 0.01 0.28 % 0.01 0.29* 0.00 0.30 £ 0.01
Liver &%) 2.64% 0.08 270+ 0.04 2.66 = 0.06 2.85% 0.10 3.14% 0.07**
Spleen (mg%) | 182.51£13.78 | 173.57 £14.54 187.91 % 7.02 200.63% 9.51 192.94 = 6.94
Adrenal (mg %) 18.73 % 1.05 2148 % 1.08 2289 % 1.28*% 25.12% 1.12**| 26.21% 1.11**
Kidney (g %) 0.58 % 0.01 0.62% 0.02 0.64+ 0.03* 0.69 % 0.01** 0.78 £ 0.02**
Submand. (mg%) | 133.58% 6.36 | 132.92% 4.99 137.62 £ 6.35 146.89 £ 5.60 158.29+ 7.44+
Ovary (mg %) 19.04 £ 1.17 18.06 £ 0.78 19.94 & 1.27 21.46% 1.58 23.96% 2.10
Uterus (mg%) | 216.74+14.56 | 212.36 £12.46 203.28 = 8.20 207.70 £16.20 187.85 £18.26
Cecum (#)¥ (g %) 1.15% 0.11 1.52% 0.14 2.11% 0.14** 2.16 = 0.11** 246% 033t
Cccum (—)b (g %) 0.35% 0.04 0.42% 0.05 0.51% 0.05* 053 0.02+" 0.57 £ 0.04**
Carcass (g %) 77.64 £ 0.26 76.86 £ 0.55 7543t 045+ 7455 % 097* 72.68 £ 0.40**

The values were expressed as mean £S.E.

* p<0.05, **P<0.01
+ P<0.05, ++P<0.01
a) Cecum with contents

b) Cecum without contents

Significant difference from control (STUDENT's t-test)
Significant difference from control (ASPIN-WELCH's t-test)
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Table 32 Histological findings in male rats after 26 weeks oral administration with cefaclor
Control 250 mg/kg 500 mg/kg | 1,000 mg/kg | 2,000 mg/kg
Location Findings 1~10 21~30 31~40 41~50 51~60
4+ H| - 2+ |- T FH| - FFH| - o+
Lung Foam cell 52 91 9 91 73
Cell infiltration 73 91 9 91 73
Centrolobular fatty infiltration 6 4 10 9 10 8 2
Liver Cell infiltration in the Glisson’s capsule 91 10 81 10 10
Peripheral fatty infiltration 10 10 9 10 10
Hyperplasia of bile duct 10 10 9 10 10
Protein cast & dilatation of proximal tubules 8 2 6 4 2 3 4 037 1171
Regeneration 721 73 4 4 1 6 31 4 2 4
Kidney Cell infiltration in the interstice 721 8 2 7 2 8 2 8 2
Hyaline cast in the renal tubules 8 2 9 1 8 1 8 2 8 2
Hydronephrosis 10 10 9 10 10
Adrenal Fat droplets of zona fasciculata 73 8 2 531 6 31 3
Hemodiderin deposition 8 2 55 6 3 73 7
Urinary Edema 10 8 2 8 1 6 4 9 1
bladder
Testis Atrophy of seminiferous tubules 9 1 9 1 9 10 10
Table 33 Histological findings in female rats after 26 weeks oral administration with cefaclor
Control 250 mg/Kg | 500 mg/Kg | 1,000 mg/Kg | 2,000 mg/Kg
Location Findings 1~10 21~30 31~40 41~50 51~60
— 4+ | - 4+ H| - | - | - £+
Lung Foam cell 8 2 8 2 6 4 8 2 9
Cell infiltration 8 2 7 3 6 2 2 8 2 9
Centrolobular fatty infiltration 10 10 91 10 81
Liver Cell infiltration in the Glisson’s capsule 10 10 10 10 9
Peripheral fatty infiltration 10 10 10 10 9
Hyperplasia of bile duct 10 10 10 10 9
Protein cast & dilatation of proximal tubules 8 2 73 §S 334 027
Regeneration 8 2 91 91 10 9
Kidney Cell infiltration in the interstice 10 721 541 7 3 9
Hyaline cast in the renal tubules 9 1 10 8 11 10 9
Hydronephrosis 10 10 10 10 9
Adrenal Fat deprolets of zona fasciculata 10 10 91 73 531
Hemodiderin deposition 37 4 6 2 8 91 72
Urinary Edema 91 10 91 91 9
bladder

1,000 mg/kg #T EMRMEBEMEOEEBAILE
L 3EL, hocoEARENHAaKS 70 Th
T 2 EERIIPPIEEL, < ORicEERA DS
TRIASTE S A D CHBRMEM - oo BEBEMMAMDILIR
HEZAWEFERRO G A L RBICIREICGRD Shis Hi
JaE oD lysosome FREER I A/NE T X T THICKBITR

WOWIICTI S SICEFEEDOBNESHRD Sl

iSO ZROK S ENMEmICH D, Y YRIME
Db HE2UEERROBA LRBKICERD 5 i, Ml
EMCi - TEAITZ I ba v K PICIIBHCREIZE
W SN - b, BEBEMADEIIMBENTO 25
TRIMIVFY YOERFIBRETSH - 70 IRAIEE

WIREIC X VL STV 308, BT & - TRBR%EM
Ja/ EBbhZ/NElas X ORI b3V F) ¥E
SUHED Y 5hic (Photo 12),

IF: Frie s 32bidE & UTiFmiticRoh, &b
SRR Y 3 =4 VBOAE ZOMICBIRICE
T ZEENEAENEII Fa v FY) Y THoTo Bl
JEOFARIC b REIZRD S hd, BMBEEDOME
Hica 5N 5T o%BEE XU MAORICELTE
U0 & NI - Foo KETREER MRS 5 BB
BEU7 v = OREMBOTARICE L TIREERD
13/ - 7= (Photo 13),

2) KRIEKTRE TOREE
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Table 3¢ Hematological observation in male rats after 13 weeks of recovery following 26 weeks oral administration with cefaclor

Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000

No. of animals 8 8 8 6 8
RBC  (10*/mm’) | 658 +32 645  *14 691 *18 685 *19 727 %27
WBC (10*/mm® | 92 % 5 80 t 6 75t 6 77 % 70 £ 4 **
Platelet (10°/mm®) | 211  *39 320 25 * 252 *18. 233 17 254 £35S
Retic % | 23 t2 19 %1 19 %1 22 2 26 * 4
Hb (g/d) | 163 £ 03 16.7 + 0.1 168 * 0.2 16.3 * 0.3 164 * 0.2
Ht @ | 413 £ 08 483 * 05 487 * 04 475 * 04 474 * 06
Proth. (sec) | 12.5 £ 0.3 125 *£ 03 122 * 02 128 * 0.6 138 *+ 1.3
Lympho. @ | 82 4 86 + 2 81 % 2 82 3 84 2
Segment (%) 14 * 2 12 %1 14 * 2 16 * 2 11 =2
Stab %) 1 %0 0 o0 1 %0 1 +1 1 %0
Mono (%) 1 %0 1 %0 1 0 1 %o 0 to0
Eosino %) 3 %1 2 %] 3 %1 1 *0 2 90
MCH G| 25 %1 26 0 24t 1 24 1 23+ 1
MCV @)y | 13 a4 75 %2 M1 %2 70 +2 66 * 2
McC @ | 38 *o0 3 0 34 %0 34 0 35 £ 0
M/E® 096+ 0.13 0.95* 0.15 0.91% 0.25 0.88+ 0.13 0.79% 0.17*

The values were expressed as mean +S.E.
* p<0.05, ** P<0.01 Significant difference from control (STUDENT’s t-test)

+ P<0.05, ++P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
a) Myeloid/Erythroid ratio

Table 35 Hematological observation in female rats after 13 weeks of recovery following 26 wecks oral administration with cefaclor

Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000

No. of animals 8 8 8 8 8
RBC  (10°/mm®) | 819 #21 813. *20 824 *14 806 * 8 795 *17
WBC (10%/mm’) | 43 * 2 48 3 50 *5 46 * 2 40 *3
Platelet (10°/mm®) | 208 *19 142 £16 * 167 +23 179  *16 168 23
Retic % | 20 %2 23 2 20 2 16 1% 20 2
Hb (g/d) | 158 *0.2 15.1 * 0.1* 150 + 01 | 151 * 0.2+ 152 + 02
Ht @ | 452 % 07 445 .03 439 * 04 436 * 0.6 443 * 06
Proth. (sec) | 125 + 0.3 139 * 04* 129 * 06 128 * 03 118 * 04
Lympho. @ | 87 £1 82 * 2% 86 * 2 83 * 3 87 *2
Segment @ | 12 1 16 * 1% 14 2 6 *3 13 %1
Stab (%) 0 %0 0 *0 0 *o0 £} 0 %0
Mono (%) 1 0 1 %0 0 *0 0 %0 0 %o
Eosino (%) 0 %0 + ] 0 *0 1 £0 0 %0
MCH P | 19 o0 19 %0 18 0 19 %0 19 %0
MCV @y | ss £ 55+ 1 53 %1 54 *0 6 + 1
McCC @ | 35 to 34k Q ** 34+ 0+ 33 %0 4+ 0+
M/EY 087+ 0.19 0.84 % 0.16 1.13% 0.23* 1.06 + 0.30 0.89% 0.17

The values were expressed as mean £S.E.

* p<0.05, ** P<0.01 Significant difference from control (STUDENT's t-test)
+ P<0.05, ++P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
a) Myeloid/Erythroid ratio
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Table 36 Serum biochemical analysis in female rats after 13 weeks of recovery following 26 weeks oral administration with cefaclor
Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000
No. of animals 8 8 8 8 8
GOT (Ku) 76 1 81 5 8 * 9 9 *7 76 * 4
GPT (Ku) 28 %2 30 =2 43 *14 33 6 30 4
ALP (KAu) 162 * 1.8 139 * 07 129 = 09 15.2 * 2.0 144 * 12
LDH (CWu) | 164 *11 197 *17 197 %26 172 %17 153 *13
Albumin (g/dD) 3.7 £ 00 3.9 % 0.0* 39 * 0.0* 38 % 0.1 38 % 0.1
Protein (g/d) 66 * 0.1 69 * 0.0* 6.7 * 0.0 65 * 0.1 6.6 £ 0.1
A/G 1.29 % 0.01 1.30% 0.02 1.35 £ 0.02* 1.42 % 0.06 1.38 = 0.03*
Creati. (mg/dl) 26 £ 01 3.0 £ 0.2¢ 28 % 00 2.7 £ 01 3.0 £ 0.1**
Bilir. (mg/dl) 0.2 * 0.0 03 * 0.0 03 % 0.0 02 % 00 03 = 00
Glucose (mg/d) | 205 * 8 182 * 8 188 £ 7 191 10 199 *10
Urea-N (mg/d}) 19.7 * 0.6 18.1 * 0.6 19.3 = 0.7 183 £ 04 205 * 1.1
Cholest. (mg/dl) 60 %5 72 £ 58 *5 61 * 6 61 %3
Na (mEg/L) | 140 * 0 138 & 1% 133 2 0** | 139 %0 140 * 0
K (mEq/L) 49 * 01 49 % 01 48 * 0.1 47 % 01 47 * 0.1**
Ca (mEgq/L) 49 * 0.0 49 % 0.0 49 * 0.0 49 % 00 49 * 01
Cl1 (mEq/L) [ 100 * 0 100 *o0 102 % 1 101 * o0+ 102 % 0**
The values were cexpressed as mean *S.E.
* F<0.05, ** P<0.01 Significant difference from control (STUDENT's t-test)
+ F<0.05, ++ P<0.0l Significant difference from control (ASPIN-WELCH’s t-test)
Table 37 Serum biochemical analysis in female rats after 13 weeks of recovery following 26 weeks oral administration with cefaclor
Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000
No. of animals 8 8 8 8
GOT (Ku) 92 *10 91 16 80 * 8 75 3 76 %5
GPT (Ku) 50 t9 54 %25 28 4 24 % 3% 32 4
ALP (KAu) 13.1 £ 13 9.1 1.5 7.8 £ 0.8** 100 * 24 116 * 3.1
LDH (Cwu) | 122 *14 120 *13 103 *13 115 %6 119 =9
Albumin (g/d) 43 % 0.1 44 % 01 43 % 01 44 % 0.1 44 % 01
Protein (g/d) 75 0.1 7.7 £ 01 75 £ 01 76 £ 02 7.7 01
AlG 1.33% 0.04 1.32% 0.06 1.25% 0.02 138+ 0.02 1.38% 0.02
Creati. (mg/dl) 29 * 02 31 £ 01 32 £ 02 34 £ 02 32 £ 03
Bilir. (mg/dl) 0.2 £ 0.0 0.2 * 0.0 0.3 % 0.0 03 * 0.0 03 * 01
Glucose (mg/d) | 173 £ 4 170 % 4 169 =7 184 = 7 171 t 6
Urea-N (mg/dl) 174 * 0.7 156 * 09 15.3 = 0.8 155 * 05 16.3 * 0.5
Cholest. (mg/dl) 81 * 6 89 * 6 82 4 8 =7 80 t5§
Na (mEq/L) [137 % 0 137 %0 137 £ 0 139 0** 139 % 0+
K (mEq/L) 42 t 01 44 % 01 43 * 0.1 44 % 0.1 44 = 01
Ca (mEq/L) 50 £ 0.1 5.0 = 0.1 5.1 £ 01 5.1 £ 01 51 % 01
Cl (mEq/L) | 101 % 1 100 = 0 100 %0 101 %1 100 *1
The values were expressed as mean *S.E.
* F<0.05, ** P<0.01 Significant difference from control (STUDENT’s t-test)
+ F<0.05, ++ P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
(1) —HeEdR CRTTIHEL, UBINsOREETLTIORS

BLBICRERBHONT, FLHCH AL 70
(2) (KE, $EEELS X OHAR
P IARIhIC A & N i 2,000 mg/kg BHCBY D

5 AR R, #io 1,000 mg/kg LI EOEEE L UlED
2,000 mg/kg DX TRTOBPICHENNCAH SN
PURAE, MEH D OIDHTHEOETHEEIIARE 5 AU
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Table 38 Absolute organ weight in male rats after 13 weeks of recovery following 26 weeks oral administration with cefaclor

Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000
No. of animals 8 8 8 8 8

Brain ® 2.12% 0.05 216 £ 0.07 2.02% 0.04 2.08 £ 0.03 2.17% 011
Pituitary (mg)| 12 =0 13 %1 14 %1 14 17 1 =1
Thymus (mg)| 84 *1S 127 *+13 104 %11 115 *11 72 %10
Thyroid (mg)| 29 *1 23 +3 29 +3 31 %3 28 2
Lung ® 192 0.12 1.88 % 0.11 1.81% 011 1.80+ 0.08 1.53% 0.06*
Heart ® 1.67% 0.08 1.69 £ 0.08 1.65* 0.08 1.61* 0.07 149 % 0.07
Liver (®| 196 * 08 209 * 0.9 199 * 09 19.4 * 07 183 £ 1.0
Spleen (mg) | 1022 +38 1109 *66 1002 *43 1054 47 1084 *72
Adrenal (ing) 49 * 2 56 + 20* 50 %2 55 + 4 53 + 3
Kidney ® 373% 011 3.60% 0.15 3.69% 013 3.93% 0.13 3.59% 0.20
Submand. (mg)| 708 £32 725 35 681 *29 766 *35 680 *22
Testis ® 3.95% 0.10 4.07% 0.14 378 % 0.17 4.09% 0.17 384+ 0.13
Epididymis  (mg) 1.55% 0.05 1.38+ 0.08 1.44 % 0.06 1.53% 0.07 1.39 % 0.07
Prostate (mg)| 601 *49 554 %55 511 *55 652 *51 377 *35 ¢
Seminal, (mg)| 1006 %62 875  *67 932 *60 1040 *97 781 *42 *+
Ceaum®)® (@) 6.43% 0.32 639+ 027 5.76 + 0.61 6.55 % 0.54 519+ 0.39*
Cecum () () 1.69 % 0.11 1.56 £ 0.10 1.73% 0.12 190 % 0.10 174 % 0.11
Carcass @®| 525 17 565 23 485  *14 519 *24 445 114 **
Final B.W. (®| 6713 #21 726 *29 640  *21 668 *27 596 21 *

The values were expressed as mean £ S.E.
* p<0.05, ** P<0.01
+ P<0.05, ++ P<0.01
a) Cecum with contents

b) Cecum without contents

Significant difference from control (STUDENT's t-test)
Significant difference from control (ASPIN-WELCH’s t-test)

Table 39 Relative organ weight in male rats after 13 wecks of recovery following 26 weeks oral administration with cefaclor

Compound Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000
No. of animals 8 8 T8 8 8

Brain &%) 0.32% 0.01 0.30* 0.01 0.32% 0.01 0.31% 0.01 0.37% 0.02
Pituitary (mg %) 1.85 £ 0.07 1.82% 0.10 212% 015 212+ 0.08* 1.76 £ 0.12
Thymus (mg %) 1257+ 2,34 18.04 = 2.36 16.67 £ 2.07 1721+ 1.56 1236 £ 1.96
Thyroid (mg %) 4.34+ 0.30 3.10 0.44* 451 039 4.65% 0.46 4.78+ 043
Lung (8 %) 0.29 = 0.02 0.26 £ 0.02 0.28 = 0.01 0.27 %+ 0.01 0.26 £ 0.01
Heart ®%) 0.25% 0.01 0.23% 0.01 0.26 £ 0.01 0.24 £ 0.01 0.25 £ 0.00
Liver @®%) 292+ 0.10 2.88 + 0.04 3.11 £ 0.06 2.92 % 0.08 3.06 £ 0.07
Spleen (mg%) | 153.43% 8.63 153.06 £ 7.13 156.73 %+ 4.75 157.82 % 3.05 184.45 *16.09
Adrenal (mg % 7.33% 0.22 7.79 £ 045 7.76 £ 0.18 8.21% 0.39 8.93 % 0.37%*
Kidney &%) 0.56 £ 0.02 0.50%+ 0.01* 0.58 £ 0.02 059+ 0.02 0.60 £ 0.03
Submand. (mg%) | 105.93% 5.33 | 100.36 + 442 106.77 * 4.03 114.82 £ 3.06 114.27 = 1.94
Testis (8 %) 0.59 £ 0.02 0.56 £ 0.02 0.59 = 0.02 0.62 0.02 0.65* 0.02
Epididymis (mg %) 0.23% 0.01 0.19 = 0.01 0.23% 0.01 0.23% 0.01 0.23+ 0.01
Prostate (mg %) 89.25+ 6.97 78.39 & 9.66 81.80 £10.43 99.16 £10.08 62.56F 4.22%*
Seminal. (mg%) | 151.00+11.41 120.97 + 8.87 146.76 £10.40 154.47 £10.59 132,38+ 8.52
Cecum (+)a) (g8 %) 0.96 £ 0.04 0.89* 0.06 0:90 = 0.08 0.97* 0.05 0.88 £ 0.06
Cecum (—)b) (g %) 0.25 £ 0.01 0.22% 0.02 0.27 % 0.02 0.28 = 0.01 0.30% 0.02
Carcass (8 %) 78.11% 0.28 7781+ 0.79 7594+ 0.94 77.60 £ 0.63 7490 % 1.57

The values were expressed as mcan £ S.E.

+*+ p<0.01
++P <0.01

* p<0.05,
+ P<0.0s,
a) Cecum with contents

b) Cecum without contents

Significant difference from control

Significant difference from control (STUDENT's t-test)
(ASPIN-WELCH’s t-test)
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Table 40 Absolute organ weight in female rats after 13 weeks of recovery following 26 weeks oral administration with cefaclor

Compound -Cefaclor
Dose (mg/kg) Control 250 500 1,000 2,000
No. of animals 8 8 8 8 8
Brain ® | 200% 002 1.90 £ 0.04* 192+ 0.02¢ | 1.98% 0.02 1.90 £ 0.03*
Pituitary (mg) | 27 4 24 *2 21 2 23 2 23 %2
Thymus mg) | 83 %10 92 *11 94 *11 7% t38 81 *9
Thyroid mg) | 19 *2 20 *2 20 2 20 2 23 %
Lung @® | 123% 0.06 1.27  0.08 1.27 £ 0.07 1.26 + 0.06 1.21 * 0.03
Heart ® | 1.03% 0.04 1.02 £ 0.04 1.02 * 0.05 1.04 £ 0.06 1.04 + 0.04
Liver (e | 1020% 046 | 1075 % 0.46 10.63 * 041 10.79 * 0.60 10.74 £ 0.39
Spleen mg) | 580 18 602 %20 562 *28 610 *23 589 *29
Adrenal (mg)| 68 %5 75 3 75 t4 75 %5 79 *4
Kidney ® | 207% 010 2.11 £ 0.0 2.11 % 0.09 2.26 £ 0.12 2.24 + 0.06
Submand.  (mg) | 462 * 9 450 *14 472 %15 466 12 4711 %26
Ovary mg)| 76 3 65 *8 73 %7 7 t8 7% 7
Uterus (mg) | 778 88 735 £33 670 *a8 155 *44 805 91
Cecum ¥ (&) | 364% 0.26 3.85% 0.13 432% 030 4.63 £ 0.30 4.55 + 0.30%
Ceaum(-)® (@ | 129% 0.06 1.25 £ 0.04 1.30 £ 0.05 1.31 £ 0.05 1.44 £ 0.10
Carcass @ | 295 *20 289 *10 289 *14 282 %15 2712 *13
Final B.W. @®| 376 *26 371 *12 369 *19 364 *22 338 *10

The values were expressed as mean £S.E.

* p<0.05, ** P<0.01 Significant difference from contrél (STUDENT's t-test)
+ P<0.05, ++ P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
a) Cecum with contents

b) Cecum without contents

Table41 Relative organ weight in female rats after 13 weeks of recovery following 26 weeks oral administration with cefaclor

Compound Cefaclor

Dose (mg/kg) Control 250 500 1,000 2,000

No. of animals 8 8 8 8 8
Brain (8 %) 0.55% 0.03 0.51% 0.01 0.53% 0.02 0.56 £ 0.03 0.57 % 0.02
Pituitary (mg %) 7.28% 0.84 6.47% 0.77 584 0.56 6.39% 055 6.71% 058
Thymus (mg %) 22.06 £ 2.52 2453% 252 26.14 % 3.38 21.14 = 2,64 24.13% 276
Thyroid (mg %) 5.14 = 0.60 538+ 043 525 047 5.64% 0.63 6.75 + 0.38*
Lung ®%) 0.33+ 0.02 0.35 £ 0.03 0.35+ 0.03 0.35 % 0.01 0.36 £ 0.01
Heart (g %) 0.28 0.01 0.28 £ 0.00 028+ 0.01 0.29 0.01 0.31% 0.01
Liver € %) 2.74 £ 0.06 2.90 * 0.05 290 % 0.11 2.97% 0.09* 3.18 £ 0.06**

Spleen (mg%) | 160.08 = 8.39 | 162.47 £ 351 153.53 + 8.16 170.13 £ 9.00 17475 £ 7.35
Adrenal (mg %) 18.34 £ 1.07 20.27 £ 1.20 2040+ 1.29 2081 % 1.05 2347 % 1.00%*

Kidney &%) 0.56 £ 0.03 0.57% 0.02 0.58 * 0.02 0.63 % 0.03 0.67 % 0.02%*
Submand. (mg%) | 125.89% 6.96 | 122.08 %+ 5.11 129.36 £ 6.13 13050 7.25 139.15 + 552
Ovary (mg %) 2092 1.54 17.52% 1.98 20.18 % 2.22 19.90 = 2.28 21.86% 1.83
Uterus (mg %) | 213.84 £28.55 | 199.60 £11.01 181.21 % 7.70 213.13£18.21 240.02 £28.40
Cecum (¥ (%) 1.00 % 0.10 1.05 £ 0.05 1.20% 0.11 1.30% 0.11 1.36 % 0.10*
Cecum (—)b) &%) 0.35% 0.03 0.34 % 0.01 0.36 * 0.02 0.36 £ 0.02 0.43% 0.03
Carcass (&%) 78.49 % 1.08 77.84 % 0.41 78.18 % 042 7773 % 0.92 80.90* 3.93

The values were expressed as mean *S.E.

* p<0.05, ** P<0.01 Significant difference from control (STUDENT’s t-test)
+ P<0.05, ++P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
a) Cecum with contents

b) Cecum without contents
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Table 42 Histological findings in male rats after 13 weeks of recovery following 26 weeks oral administration with cefaclor

Control 250 mg/kg | 500 mg/kg | 1,000 mg/kg | 2,000 mg/kg
Location Findings 11~18 31 ~38 41 ~48 51~58 61 ~68
— | - - | - H| -+
Lung Foam cell 71 71 71 8 8
Cell infiltration 71 71 71 8 8
Centrolobular fatty infiltration 8 6 2 6 2 8 8
Liver Cell infiltration in the Glisson’s capsule 8 8 8 71 8
Peripheral fatty infiltration 8 8 8 71 8
Hyperplasia of bile duct 8 8 8 8 8
Protein cast & dilatation of proximal tubules 2 4 2 161 15 2 2 42 233
Regeneration 2 4 2 2 4 2 0332|251 02 42
Kidney Cell infiltration in the interstice 341 1 4 21 02 42| 2 42 2 4 2
) Hyaline cast in the renal tubules 71 34 31 4 44 71
Hydronephrosis 8 8 8 8 7 1
Adrenal Fat droplets of zona fasciculata 71 71 71 71 6 2
Hemodiderin deposition 17 2 6 35 53 5 3
Urinary Edema 53 71 71 8 71
bladder Papilloma 8 8 8 8 7 1
Testis Atrophy of seminiferous tubules 8 6 2 8 8 8

Table 43 Histological findings in female rats after 13 weeks of recovery following 26 weeks oral administration with cefaclor

Control 250 mg/kg 500 mg/kg | 1,000 mg/kg | 2,000 mg/kg
Location Findings 11~18 31~38 41 ~48 51~58 61 ~68
- % + - +H| - +H| - ] -+
Lung Foam cell 6 2 521 4 31 8 71
Cell infiltration 6 5 3 4 13 8 71
Centrolobular fatty infiltration 8 71 8 8 8
Liver Cell infiltration in the Glisson’s capsule 71 71 8 8 8
Peripheral fatty infiltration 8 8 8 71 8
Hyperplasia of bile duct 71 8 8 8 8
Protein cast & dilatation of proximal tubules 2 6 2 6 2 6 2 6 341
Regeneration 6 2 71 8 6 2 6 2
Kidney Cell infiltration in the interstice 4 4 8 8 71 71
Hyaline cast in the renal tubules 6 1 71 71 521 71
Hydronephrosis 8 8 8 8 8
Adrenal Fat droplets of zona fasciculata 8 8 8 8 8
Hemodiderin deposition 17 17 35 4 4 2 6
Urinary Edema 6 2 6 2 8 71 8
bladder
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CCL 51 X 2B EIIBEL 5NIT,

(5) IRirEE

HeD 2,000 mg/kg B TS HLRLEMEET 3 BHigH
1 gizEs s hiLish, IROEER S CICERRERICE D
TIRSELHEEETIEMRBD SN > 1,

(6) MEBEE

BERTHNC A SN tEHED 500 mg/kg LI DD
BIREEORMN, Mo 2,000 mg/kg ITBFABERD
BN o It S BHOEBER O, KK
THHZ BN T HIEBERD SNice TDEMIHED 1,000
mg/kg LI OB TR, HEd 2,000 mg/kg BETRRIRD
EHEEORINE LT 2,000 mg/kg B THNIEOEE
BEEGEROBOBENENS SN, WTNLR
TSI FER B o tih -7 (Table 38~
41),

Hed 2,000 mg/kg BETHE, OS> BXTH—HRD
BEBOBLHBALNTO S, HENERICIIEENI
{, RERBDICE BB HEMHIEIEEDN S,

Zpfbiciz, CCL &5 LWL ET2 BEERD
ZZENT IS 5 120

(1) EFERR

PSR TIRICS b R R EB IC BT 2 BB O
IR AR TRICRBE - (BB SNT, T
HICHEL, $oE5REE HBULAEIT S O5NTh S
7o

(8) TREHBRENRR

KIAE TR B 5 SRR MARENERR (Table 42,
43) RRDFEDTH %,

Bl 2,000 mg/kg BHTE WO TR RERE
NOEBEHMEOHORMN, HD 2,000 mg/kg BTIR
WED BLE LR oMNG S T KBEMSE 1 HIRSN
720 ZOM, RE~D ) Y/ ERREMYROFZHE, KA
BN O WM sfaE L SUHHEERIC Rohic
A, WINLIRE5ELOBEBERASNED -

oMM Ic BT CCL #y5icBaiid 2 &£ %
SNBERFEIEBD SN T,

(9) BBEAIC X 2 SRIRMISF AR R

B : CCL 54 THIC A b N ZEkIE 3R S iah
-7

P iz B0 2254003, £ELTS Y a4 VEF
OKREX, IO LB, ROREM®TH -1, 'Y 2
7 VBRBIRERTEICHELTPRRP L, £0HicHk
ELTOEHAINRES XTI bav FYvY3ESN
78 157 NENGIZEE U THHIIASBEBiIc HER T 5
B, TREMPENEEZZSNB, T4 v eECET S
AEDZE L E L UEHIBEDE(IZRD S NS - 1

HIREEZIURR T 2 EHRICBL T, RBREBXow%
RTHELEROICIRTH DEMDH 2 EIZEBDI- 0
(Photo 14),

V. & 2

Cephalosporin R{FIEMETH S CCL XU
# CEX ZAnTaksiRig, Basite, 1o
Uit CCL M@ B RREEHL, UTok>
B S0

(1) Aat:HiERR

CCL oRRO%kEIC LS 7 v b BXU = v RICEBT 2
LDs, i3V 31 d 20,000 mg/kg LLETH - 7o —F,
CEX #5084, LDs iz v F T2 CCL LRk
20,000 mg/kg Ll ETH 743, ICR F, ddY HZ=v
2 MEHETIZ 1,495~2,856 mg/kg & CCL icH UIEHH
%R L, HICZOEIZICE UETEVEETH 1,
CCL mghEmH5ic k3 5 v b 8LU=U 2D LDs,
I35, MO X D WFEREZASATORD
7?5, CEX 5 TRERBICLBEMNKT, 7 v b (4,565
~4,823 mg/kg) it L= 2 (433~629 mg/kg) Tid
M8 &I BfEARLUIce CCL O T#5I1cL% LDy
ffilz, ddY F= v 2D A DB TEEZRL T
BY, Ty b, = U REBICHHICHTHETER/S
AN o

S5y b, =u &b CCL, CEX 02atkrhEiERIZ
WTFhORSEEKICBNTD, TOREKELZOEE
ICENH B DD, AT, EHHEDET, HTREHS
WIZIEBAS EDRE SN, EEMIIISHOREBE &b
IR 2 CERIZEIEIC ) - 7243, AEENZNHIEIHD
MBI H - 7o BPRTHRBICABYZZLALEE
T, B0 L ERICEBEOY S YERL, 1K
MR EBICREREL, 7YV YERO/M
FEARBA DR & AL ¥ 2 1B IRAB NI 4 ¥ v
HED B SN TS, U EOmRALY CCL, CEX O
atEEERRIC BT 2HTHPORRR VT LEED
AR s & B DB T I piskd 2 BB R 0 10, #E
OBEDORIVICEBILABER[THS LEESINI,

(2) HEZdERER

CCL 2,000 mg/kg L) o ErERE TIRBEL DS & KIRIE
TS SE, FEE WELE OERHEHIICED
54, F7: CCL 4,000 mg/kg BT 7/15 #l, T
3/15 BIOFETEHHSNBICE -1,

BRAFEEWIRIFD 2 v —BMROMEANRA SN R
D RFEREBY 3 HEEBZHIRRIEOhED 1
OO, VIFNBEROREMLEEFICHATIYEL
DOBFETHY, BESHRELL VRERORDEH-
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HRKEOBEORBAZERL TS, & SicHikRiIcE
WTHEBOMBIIROEEIITH © B MICIIRIKRDIL
gL, HREDSN TR, Liai-T, CCL #4
OHEHFEC T CHNCIIE L WEHRBICS > 12D

L2753, L Lhss, CCL 2,000 mg/kg LI oA
FCEE S 1Ty 20 B LIR—ARERIZTR 4 I E
gy, RIFEPIIMERICIIEAICEEL TV 2, T
ORI AT CCL OB SHTH S NIFERZEL
1t CCL bk Hiiti o KIER D50 BARTTR &
F—BL TV,
BEMMROKELET)Z, CCL 1,000 mg/kg LD
#pee CEX 500 mg/kg DIEHEMTEE U TEREIC K
pLEZ LN AKERMOMEMRER SIS S 1tohs, (k3
BB e SRR DN & —AYERDEIBIC L D IKE
#mED LABA SN, KEE 10 AL CCL 4,000
mg/kg HEREEIR S DB TN RBE L T IKEZET)
DERB LN 5T,

%51z, CCL 1,000 mg/kghl b-tifrERE & CEX 500
mg/kg Db OHE F 7213 MEEHCIEK B OINMER A 4 5
T3, THhoDBREBTHRINCH SN TSR
ErEEEEETZ D EEDN D,

CCL 500 mg/kg Ll oottt & CEX D3 ~T Dt
BTAE/ 0E VBOEHNH Sh T SA, MCC 1
5UiC MCH iz 497 L i 5EIcHBL TH 57,
$HERMRS 5 D IFRRAMREERICBNT NS
ORI BT BMIERIZ BOSNTHI, Lichio
T, The0ZEHIE CCL XU CEX ##5icdislt 2
bOLIFERHLNIT,

BRERL S CIOREMGY TR TR, REETI
i CCL #35 ic CEX 5 MfHE&1E T8 I5 D Wik
REMSEBRERORINAS A SN, RIS
Elidf <, HRERTEITZ WFRoREd gl L
fo TS DI LRBEAMERSIC L DILTICAH S
360 TH >, BAMEHED ZcXDET L b
DEMETEING,

SEERO Mins CCL 1,000 mg/kg LlE HLU
CEX 1,000 mg/kg %5 DHEBHCDH A SN TS5,
NSO Thd KO SBREIC X 2 FERNZ bV
AREBbDEEZ SN,

B O BELR A PRI REPY I B A YR O TE R s RBEIC
bBSN T BA, CCL 4,000 mg/kg MiHTES LT
CEX 1,000 mg/kg HEBEFCTLOMSMICHSN, HD
ZOFEDEINL T %o & DEALIZNT NS ITALIRAL
EENICOARS N, BB & ORIRARRICIZRH
RA&5NT, FHRRETRRACEINZEDIENC &
P5, BieashiZte LTRIEBIODEEL SN

%o I TH;D CEX 1,000 mg/kg BETIHE D75
5 SDBOHRANE S DICH~ CCL 4,000 mg/keg
TIXBEE IR EBEITCEE LT ELS,
CCL 0B izxts 2%%iz CEX kDB EHMT
Ihd,

PLEORRELY, v+ 35 AT RRICEH
35 CCL OJAMIEME 2 500 mg/kg/day & HEE X
Nt

(3) f2pE AR

HEod> 500 mg/kg LI 175 5 icifo> 2,000 mg/kg Tf
TR OTCIREESHS SREE, TH, MEH LI
ST DIETAWERIIC A SN TN S, chdDERI
iz 2,000 mg/kg FHCOAESE 1 ALBE»SAHS
N, HETRHRSEOBNIC >N TZDORBENHENE
* 2MEAERL, 2,000 mg/kg HETIIEESE 2 AN A
ShTW5%, LHL, BEWERHh CCL #&5ic k20T
A SNITH - 120 215 D—RZIEIRIT Cephalexin®,
Cephaloglycin®, Cefatrizine®, Cephradine®, Cepha-
lothin™® 73D+ 7 7 o 2R YRIEHEE BY,
Cefaclor OME2MEHURRICENTS A5NTHY,
7 7o B VREAPIHICHEICA SN BRTH
%9,

B bR EZE BT, Hio 500 mg/kg LI EORE
75 oo 1,000 mg/kg LA LOBETEE U TH,ES
2UITTFIICRET 5 & Bbh 2 K ER Mg R H
HoNtce UL, KIEBMBESD S—FEROEILE
L HIT keI ATIBMED ERSS S5, dEo 2,000
mg/kg AR ALOTETIZ GMBE & LT KELTD
3B LN D57,

ARk, 5 mEhHo 500 mg/kg Ll EOME ST
it 2,000 mg/kg EHC A ShriBkEORNG i
5 DI SEHTWHRINIC A S N7 IRIE S 5 WO TR & Bk
HABTEHDEEL SN 5,

Mabk HERBRO 5K TIHT BTl 4,000
mg/kg BETREGEA RAVETENIC BAMEED LR A
STV, EHEERBRIICEOTHIRMEEND
BEMRE & RABEOILIRASHED 500 mg/ke, #Ead 1,000
mg/kg ULOET ENERELNTNDL, ARBRICE
WTIZTh S DERO KRBT SIS ERICE 2 123
B2 BRI MBS BTHONTEY, »
DRER T T OIS & 2,000 mg/kg BETIR
MEDIRIZA S NN BDD, HTFAICEAMNEOLS
mMpE»oshtce CCL oROBSICEE5 v v 2B A
—FIVXT T T4 —DRED RHDE, CCL hI5E
MizdHAADC LDMBOITRBA—IFMTES
ZLBITLTED, ThHBTOREMBSEINZLE S
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HOBEMEERBRL T2 D EBbIh3, Ll
5, BEKTILS CITRIEK TIRHCBOTRERMKICR
FRAHONT, TRRME, mMbRRER, ROEREH
DIRBIEEICEERRNCT &5, BOREABREHIFR
RRIBICEiEEELRECTIREDELTIRIEL, VWTh
HRIEIC K O EEFHELS W IRMS b EEZ oh
%o

ok, M, mEE S, BBERLS CICARKE
BRATROERIE, RakHEERRTH O ZE e X<
—H LU 1

AR S vicEtEERBIcBHT, CCL 035 v
FMCBXIZTEBRITELT, —RERDEL, EBEOD
IR D BB ER OB & CICE DR EBRLE
HIZE1t GERLRAEEROBEEAMEDER) TH b, L
»L, ThSOEMIVTFRbIKEKIC K Y EETHELT
B TH 5. D EOFEELS, BiEEHARICES
% CCL @7 v MCKd 2 BRAMIERAEIT 500 mg/kg/
day EtHfEEZIN, ChIITFEINTOHAEKR 1 BHA
i (15 mg/kg) Dy 33 FEICHMNT 2D TH %,

b ik
1) F@ E, MmmpRd, TR, FLERA : Cefaclor o in

vitro $iE1Fflo Chemotherapy27(S-7): 71~97, 1979
2) MoRRalE, (LRAHE, RRHEMES: @ Cefaclor DEKE—HR
Ef%, Chemotherapy 27(S-7): 158~174, 1979

3) WTHE HASY R I WESE LEAg.
AX2I/. [ FEF JIOEF FBORE 2YRBL
U3y M) % Cephalexin DEHFR, Clin. Rep, 3;
390~416, 1969

4) BRI RESG KR D, WORE BBk L
RA4W4E, NOIEF, FMART : Cephaloglycin pEtti
DT, Chemotherapy 18: 22~38, 1970

5) B, HMMEE, LM R, RLKH BF £ 4
R, BRIAT, RTET Cefatrizine (S-640P) qF
B 295, B3|, 7 v MCH B1@HHEM, Ipn
J. Antibiot. 29: 670~687, 1976

6) M 48, $AEME, /NELAKE : Cephradine DEEREH
39 2 HHRBR L L UBFICRIZTEEICONT, Che
motherapy 23: 37~68, 1975

7) AXEW, AREF HBAETF, KRARZY, = #H.
Sodium Cephalothin (CET) KB#5ic Xk 2F#ico0T,
B, 2MEHH, FaMSHMH. Jen. J. Antibiot. 27:
746~765, 1974

8) AXEW, ANETF, HERF, F #H BWER, Xk
AIRZH] : Sodium Cephalotin (CET) ABi5ick 3%
Yo, 2, 184FM, Jpn. J. Antibiot. 28:
195~229, 1975

9) MK, HHE—, RAIEZ : Cefaclor ORIN - 7 -
R -0l CE1H) 7 v Mickid 2BIR - 57 - Bk,
Chemotherapy 27(S-7): 116~130, 1979
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ACUTE, SUBACUTE AND CHRONIC TOXICITY STUDIES OF CEFACLOR

TakasH! Hasecawa, Koji MivyosHi, YAsuvosHI SHiMIzu, AKIRANOMURA, MASAO NAKAZAWA
Life Sciences Department, Nomura Reserch Institute
Yosuio HAarRADA
Shionogi Research Laboratory, Shionogi & Co., Ltd.

Acute, subacute and chronic toxicities of cefaclor (CCL) were examined in mice and rats.

LDs, values (mg/kg) of CCL were as follows: (male, female) in SD strain rat; (p. o.) >20,000, >20,
000, (i. p.) 1,347, 1,274, (s.c.) 6,540, 7,501, in Wistar strain rat; (p.o.) >20,000, >20,000, (i.p.) 1,259,
1,259, (s. c.) 4,838, 6,619, in ICR strain mouse; (p.o.) >20,000, >20,000 (i.p.) 1,575, 1,891, (s.c.) 6,598,
7,051, in ddY strain mouse; (p.o.) >20,000, >20,000, (i.p.) 1,227, 1,282, (s.c.) 4,180, 4,341. Reduced
spontaneous locomotor activity, pilo-erection and proneness were observed in mice and rats given CCL oral-
ly, intraperitoneally or subcutaneously.

Subacute toxicity study on CCL was carried out in SD rats by oral administration at the doses of 250,
500, 1,000, 2,000 and 4,000 mg/kg/day for 35 days. Cephalexin (CEX) was also administered in the same
manner at the doses of 250, 500, and 1,000 mg/kg/day as a reference compound. Pilo-erection, salivation
and slight diarrhea were noted in all rats at the doses of 2,000 and 4,000 mg/kg/day. Body weight gain was
supressed in male rats given more than 1,000 mg/kg/day of CCL and 500 mg/kg/day of CEX. These symp-
toms, however, ceased during the 35 day-recovery period. Death was observed in 7 male and 3 female rats
at the dose of 4,000 mg/kg/day of CCL. Histologically, protein cast in proximal renal tubular lumina was
noticed in rats at the dose of 4,000 mg/kg/day of CCL and 1,000 mg/kg/day of CEX. This change was re-
versible in CCL-treated animals, but not in CEX-treated one.

Chronic toxicity study on cefaclor was carried out in rats by oral administration at the doses of 250,
500, 1,000 and 2,000 mg/kg/day for 26 weeks. Pilo-erection, reduced spontaneous locomotor activity, slight
diarrhea and suppression of body weight gain were found in male and female rats at the dose of more than
500 mg/kg/day. These symptoms were disappeared during the 13 week-recovery period. Histologically, pro-
tein cast in proximal tubular lumina and slight dilatation of renal tubular lumina were noticed in male and
female rats at the doses of more than 500 and 1,000 mg/kg/day, respectively. These changes were rever-
sible as same as those in the case of subacute study.

From these results, the maximum no-effect dose of cefaclor was assumed to be 500 mg/kg/day.



