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Cefmetazole (CS-1170) 0B #H Mz A T 5 H%E

—FIRFI BF AR 313 5 Mt & o Het—
¥ H A N B FEAE R E
OB OM ORE-% Ok E
EEAARA R LERB Y 2 -

(FE#n 53 £ 12 A 22 B2A)

Cefmetazole (CS-1170) » furosemide-glycerol }f i 5 L 2 BFEES 5 » b 2 AWTHEN,
FEFiz Cefazolin (CEZ), Cephalothin (CET), Cefoxitin (CFX), % X t* Cephaloridine (CER)
D 4F| & HBRF L,

Cefmetazole 1,000 mg/kg H#5 T, PEAI XBEEEAONILA »Tch, 2,000 mg/kg HFH
Tit, BRBE/MEMRAE LERROBZOERS X EEN 2»bhi, CEZ 0 1,000 mg/kg
AT, BELEMRAEROINELN RO 1TTh -7ch’, CEZ 2,000 mg/kg s X O CET,
CFX, CER wH\\TL, REA, RESIOMEs V7 F=v O, BRMEELEMROZEE,
BRI LERLBRELYFHRL, LrdIh b hidksEk 24~48 BERITHBL L,

L ED#ERN D, Cefmetazole LFIRKIE OB CTREABFREELHE T2, 79 PHETS
Cefmetazole DBFREEMEHBIFAIL, MMFNCHEL T, BHTHE T LIS hic,

AEMEFEFIRK O AT X » BEERE O RKRE
BEHEhTWw 32,

LAWSON® (1972) 1% 5 » M1z furosemide 50mg/kg
& 50% glyceral 2ml/kg % H5$T2 LB (EER
BEEXREL, chifERERLHATLLHL
PRBEREENBAINDZ EEHEL TWd, EHK
LAWSON 0 J5 3Kz ¥ U #= # @8 5264 T 13 Cephaloridine®?,
Cephalothin®®, Cefazolin®, Cefoxitin™® 7¢ &3 fu-
rosemide %\ i3 dextran & D HEHK X » THAEHD
E-REROBEEMETO AR THHCBREELF R
THLELHOMT IR T3,

Bxx, TTREHHBALEPRFEFTHES R
Cephamycin R[4 H| cefmetazole % B ¥ T,
& 2,000 mg/kg/day 58 % 5\ ix 1,000mg/kg/day
26 BHERERAKEL TL BT BEN S LUREN
WBrEx i ol L AH TS 235, SEBEHA
ERRBEGERA L B BEESBELIh D2 Eh Y
A5 HMT, LAWSON D ic ¥ € cefmetazole &
furosemide % X% glycerol FEs#E 31t 5 B
EOoREY BRI L, fe T Cefazolin (CEZ), Cepha-
lothin (CET), Cefoxitin (CFX) 3 X vt Cephaloridine
(CER) o kL i,

KREBHEGS LU HE
1 R
Cefmetazole (lot PIZ-13), Cefazolin-Na (CEZ, J

5y b

iR), Cephalothin-Na (CET, EJE), Cefoxitin-Na (C
FX, Merck Sharp & Dohme Research Laboratories),
Cephaloridine-Na(CER, #%%), furosemide (F. H
A~F A b), glycerol (G, FMIEMZE) & Ao

Cefmetazole, CEZ, CET, CFX, CER Xt h ZThiE
HABEALKTHEMEL, 25% BRELTHERLL,
furosemide [ IHROEHK (1% BK) XL OE X
FL, glycerol XFAEDRERL KTHERL T 50%
e L TRV,

2. BEERLVOREGE

TEo 10 s}, FEDFEAz£ 1 mEsLic,
£HAFII TR EFh TRBES 1/5 % kéhc T 0.1ml/
10 B odEE CR#IRA~. furosemide 50% mg/kg ¥
LUt 50% glycerol 2ml/kg 1% 1/3 L TEhC TERK
TAZThZEh1E, RERRCES Ui,

#c%s, furosemide 50 mg/kg4-50% glycerol 2 ml/kg
(LT F4+G &mg3) MraRe L THTEFGRARE
kt@‘fbf.’.o

(1) F+G B(xB) : furosemide 50 mg/kg +50%
glycerol 2 ml/kg

(2) Cefmetazole 1,000 mg/kg % : Cefmetazole
1,000 mg/kg +F+G

(3) Cefmetazole 2,000 mg/kg #¥ : Cefmetazole
2,000 mg/kg+F+4+G

(4) CEZ 1,000mg/kg % : CEZ 1,000 mg/kg
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+F+G
(5) CEZ 2,000 mg/kg # : CEZ 2,000 mg/kg
+F+G
(6) CET 1,000mg/kg B : CET 1,000 mg/kg
+F+G
(7) CET 2,000 mg/kg # : CET 2,000 mg/kg
+F4+G
(8) CFX 1,000 mg/kg ## : CFX 1,000 mg/kg
+F+G
(9) CFX 2,000mg/kg #f:CFX 2,000 mg/kg
+F+G
(10) CER 500 mg/kg % : CER 500 mg/kg+F+G
3. H#HEHY
SR LHREN AR LY F—D Barrier-System
ko TEETR S Fischer Rt 7 » P2 AEHK 4
BATRE 23+2°C, B 55+5% HIE I hicA Sy-
stem DERZFBL, IBHBECELI®LOD,
ABFMHCHAELREL, BEA T v VEAER, -
(1,200x430x 1,860 mm) WS & L, fkHL 3X
1000 T BERE LAY =v X VERT¥%(KK)
BoBKFE NMF) #5 %, KIZBKE L A0bER
RN, ok, FAERE 24 BERERTOBE 147
~169g DL OXHFAL, 1BI0DE 1007CH FA\v e,
4. BERIVERE
AREXMBMACHELYHEL-OD, Ry —2
KAh, RAREER, £FEFALE 24 % LU0 48 BRI
CHhE, EHEE KKEXAEL, #EMEALLES
BETO24B5RIR, B5RMD 24 RERZR AR b S
4B 5 48 BRI E TOREEML, RE, pH (B
WHPH 2 —2-), LE (=1 ~EiTsH), KEA (K-
C®)1o e (O-Toluidine #E)ID, ¥ + vk - ¥iln-
YREY) ) —FY (PRI TAF 4 97 R, ANLARE
#), Lysozyme (LZM, SEiREE)2D%RITE L1co K IEA
BE24 S XV A8 BEREIE, HHOSEE = — T AREET
CTRBIRYIENC X b Bifn, BIEI¢, HOmBEE LR
MK CmERFEEFE (Diacetylmonoxime #)19 s X Of
%2 V7 F=v (JAFFE )2 ME L1, Bk
EbREEDBXHHL T, EEVRE LI, D\ T10
KPR x V=Y VEE®R, 277 4 vAEE @Yl
T BREEE TN F V)V e =F S vTE R il
L, fxrmeiili,
REB KK
) 45 #ER SAR
ERL VB SR L OHBTIY, Y 24 BHBCGHE,
BEBORLY, SKBOMMMER LR, 48 BREIEKAR
BEDE ERMES hichl, #E, EEEILEEMELT

Table 3 Quantitative tests of (-24) -0, 0-24, and 24-48 hour urine in rats treated with cefmetazole or other

(Mean+S.E.M.)

cephalosporins and cephamycins in combination with furosemide and glycerol

Lysozyme (ug/ml)

Urobilinogen

Occult blood

| Before ‘ 0-24hrs. l24—48hrs.

-24 24-48 | Bef { 0-24 | 24-48 |
hrs. hrs.| P¢iore hrs. hrs. !

‘ 0

Before

n. d.
n. d.
n.d.
n.d.
n.d.
n.d.

n.

n.d.
n.

n.d.
n.

n.d.
n.d.
43.44+28.5

n.d.
21.8+18.5

n.d.

n.

I

n.

n.d.
n.d.
n.d.
n.d.
n.d.
n.d.
20.8420. 5}

n.d.
n.

n.d.

+

+

+

+H

H

+

H#
Ht

Ht

Ketones

-24

Glucose (g/day)

0-24hrs. | 24-48hrs. K

| 24-48
hrs.

hrs. |

|

Before

+

+

+H

+H

+
+

+

9.4+ 1.8
92.2+49. 9*|
112. 4 +38. 6%

5.240.4 5.8+ 0.2
6.7+0.5 5.3+ 0.6
7.440.4 4.9+ 0.3
6.1+0.7 5.9+ 0.5
8.3+£0.3 6.2+ 0.2
5.940.5 5.6+ 0.3

9.1+0.6
12.6+1.0

+

: slight, 4} : moderate, {}
Five rats were used for each group.

5.0+£0.2
5.0+£0.2
4.3+0.3

4.2+0.3
5.7+0.5
4.94£0.2

6.4+0.2 | 16.4+5.0 98.0+46.3

5.3+£0.3
5.8+0.6

4.840.2 | 16.0+8. 8‘

Group

F+G

Cefmetazole : 1,000

Cefmetazole : 2,000

CEZ

: 1,000

CEZ :2,000

CET

: 1,000

CET :2,000
CFX

: 1,000

CTF X :2, 000

CER

500

Ten rats were used for

Not detectable Belore, 0-24 hrs.:

n.d.:

: severe,

+ : very slight, +
each group. 24-48 hrs.:

: P<O. 1

*
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L

F+G B2dBe LT, FEAMTHETDE, BE
24 BEfI#% ik (A%< CET 1,000 3% X% 2,000 mg/kg
#f& CER 500 mg/kg T, BERETEEAZSHOT
NTEWThBEE (P<0.01) b uiEbi,

48 BEfl%i12i, EEE 5T Cefmetazole 2,000 mg/kg
#f, CEZ 1,000 % XU 2,000mg/kg #, CET 1,000
¥ LU 2,000 mg/kg FEfc b CER 500 mg/kg B

B (P<0.01) 7w idadich’, FE, kB
B ELITRERIAD RN 51z (Table 1),

2 REZE

REEHE RS Table 2, 3 iR Lich, ZBIRERELD
BEICET 5L, 125 24 BEECIRE FES
O, pH, HEOEEN A DR, Fi F+GHEEERL
&R CREORE, #imOFE Bk L CER5C0
mg/kg B TRP LZIM B0 LAMNEDbhi,

&5 48R, RE, pH, HERIOEBmMIV-THh
LEEEMERL, REAS F+G B, Cefmetazole &
CEZ @ 1,000 3 X 0t 2,000 mg/kg %, CET 1,000mg/
kg BFCABFOMEE TEE LI, LivL, FgEE CET
& CFX o 2,000 mg/kg #£3s X 08 CER 500 mg/kg B
TEIbgmcigmL, CET & CEX o 2,000 mg/kg
HTRRPLIM B0 LR LED bR, & by, »
REY = F VI EEAR bR 5 oo

F+G BfaxRe LA BHRRY T2 &, pH, »
PV, BRRIOYREY ) —F Y RERA SR
otehy, REE 0~24 B JR T Cefmetazole . CEZ
@ 2,000 mg/kg B, CET & CFX o 1,000 % I ¢
2,000 mg/kg Bfic bV CER 500 mg/kg o (P
<0.01) 7ol bhic, 24~48 B 8] B CIZRRE L

HIWKREZFEDDRILH - To

HeEix 0~24 BREIR CEBE AR L AE (P<0.0))
TR w 3R, 24~48 BEFEFR C Cefmetazole 1,000 mg/
kg FRPEERLCH, BHIOEEEEELRLE,

REEAL 0~24 B5RRT CET & CFX o 1,000 %
L O° 2,000 mg/kg Fix b0 CER 500 mg/kg HE
% (P<0.01) 7cifgpn, 24~48 B¥RIRT CET & CFX
® 2,000 mg/kg B¥¥s L0t CER 500 mg/kg B A%
(P<0.01) 7eiipnAhiiEsd bhtc,

IR¥E, 0~24 BSRIRICERE L S RERTDIch ot
3, 24~48 B¥ [ R T CET & CFX 0 2,000 mg/kg
B L vv CER 500 mg/kg BHICHE (P<0.01) 7oy

sy i

Rep LZM i3, 0~24 B5RIRCT CER 500 mg/kg 2
T, ¥, 24~48 BffKT CET & CFX 0 2,000mg/
kg BT ERARAD LR,

3) MEFERFERERGIVUMBZHLILTF=>

F+G BexiMe U CER SR LTS L, nER
RERTIIE 24, 48 B & LITKZIZZ B Rirh
<o

miF 7 v7F=vii, #5245 %Ic Cefmetazole,
CET, CFX o % 2,000 mg/kg % & CER 500 mg/kg 2t
CHR (P<0.01) 7cinsihbh, 5488061,
CET 2,000 mg/kg B2 HE (P<0.01) # #im
Rt (Table 4),

49) BEEBLIUVEOREBMBASYMHIE

BHORE 24 1 XU 48 MK OB EE L L OB
DFEMAMFHIF A% Table 5, 6 TR Liz, KEORE
BERZEILL (=), BEM), $EEM), BEWT
bl

Table 4 Serum urea nitrogen and creatinine in rats treated with cefmetazole
or other cephalosporins and cephamycins in combination with furosemide

and glycerol

(Mean+S.E.M.)

’ Urea nitrogen (mg/dl) Creatinine (mg/dl)
Group S

‘ After 24 hrs. | After 48 hrs. | After 24 hrs. | After 48 hrs.
F+G 22.940.8 21.8+1.0 1.04+0.15 1.06+0.16
Cefmetazole : 1,000 17.940.9 22.0+0.8 1.18+0.14 1.40+0.10
Cefmetazole : 2. 000 18.5+1.3 23.0+0.9 1.56 +0. 09%* 1.38+0.14
CEZ :1,000 19.1+1.5 21.14+1.7 1.32+0.08 1.50+0.15
CEZ :2,000 19.2+1.9 19.8+0.5 1.48+0.13 1.00+0.0
CET :1,000 21.7+1.1 18.940.9 1.08+0.19 1.2640.10
CET :2,000 21.0+1.1 22.441.8 2.1440.21% 1.68+0. 14*
CF X :1,000 22.3+0.6 22.940.7 1.3640.16 1.22+0.23
CF X :2000 22.4+1.3 22.6+1.2 1.84+0.23* 1.20+0.26
CER :1,000 25.74+5.1 25.54+1.9 1.7440. 16* 1.3440.27

Five rats were used for each group.

*:P<0.01
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Pathological findings in kidneys of rats treated with cefmetazole or other cephalosporins

in combination with furosemide and glycerol

Photo. 1. Kidney : F4+G (after 24 hrs.) No
noticeable ch

ST S
2,000 mg/kg +

F+G (after 48hrs.) Karyopyknosis of

the epithelia of proximal tubules(slight)

H-E (X100)

.

Ta 'g_ & - A
7 e’ £ My V44 K ey
s »:-va,: &G {5

i
i AL TR AL B

Photo. 5. Kidney : CEZ 2, 000 mg/kg+F+G
) (after 24 hrs.) Necrosis and kary-
opyknosis of the tubular epithelia

\..' 7 S S

o}

hoto. 7 Kidney - CET 1,000 mg/kg +F+G (after
24 hrs.) Karyopyknosis of the epithelia of
proxim

Photo. 2. Kidney : Cefmetazole 1, 000 mg/kg
+F+G (after 24 hrs.) No noticeable
change. H-E (x100)

o

5

.é‘h s,
5

TP TRy

% i
¢

gk, T

o 7 <

Photo. 4. Kidney : CEZ 1, 000 mg/kg +F+G
(after 24 hrs.) Dilation of distal
tubules (slight) H-E (x100)

PO A O S T

Y

W f,t g ¢ - " ?
e B s M
ney : CEZ 2,000mg/kg+F+G
(after 48 hrs.) Necrosis and kary-
opyknosis of the tubular epithelia
(moderate) H-E (Xx100)
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Phots. 8. Kidney : CET 1,000 mg/kg+F+G
(after 48hrs.) Karyopyknosis of the
epithelia of proximal tubules (slight)-
H-E (x%100)

2,000 mg/kg+F+G
(after 48hrs.) Necrosis and karyo-
pyknosis of the tubular epithelia
(severe) H-E (x100)
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Photo. 12. Kidney : CFX 1,000mg/kg+F+G
(after 48hrs.) Necrosis and karyo-
pyknosis of the tubular epithelia
(severe) H-E (Xx100)
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Photo. 14. Kidney : CER 500 mg/kg‘+F+G

Photo. 9. Kidney : CET 2, 000 mg/kg+F4-G
(after 24hrs.) Necrosis and karyo-
pyknosis of the tubular epithelia
(severe) H-E (Xx100)
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(after 24hrs.)Karyopyknosis of the
epithelia of proximal tubules (mode-
rate) H-E (x100)
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Photo. 13, Kidney : CER 500 mg/k

(after 24 hrs.) Severe necrosis of
tubular epithelia. H-E (x100)
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HEEECEVTIL, BF24 B IVBREE LA
SRMICKEZRRD bhich o1,
goEg T, F+G HTREY 24, 48 B
L HEBERR LRI (Photo. 1,

Cefmetazole % 1,000 mg/kg BCEHF <, 2,000
mg/kg BORY 48 BRI, BEH D HRFETL
ﬁﬁm%hKﬂHO&@%ﬁxlU&ﬂﬁﬁEbbht
(Photo. 2, 3)o
CEZ 13 1,000 mg/kg BECHE 24 BRI 1 Flc T
EEREEBOBE LR, AL, #E 48 K
%Tﬂiﬁﬂ&&hh#ck(ﬂwm4%

Lisl, 2,000mg/kg BECIi#5 24 BSRAH, EALIR
e RO ERS X O, B, B, BT &
ERAEBOIE, FATERAESEESDRECH
bh, 5 48 BEBCRVTE, TOBECERIAL
bhichote (Photo. 5, 6),

CET it 1,000 mg/kg BETH G 24 Bk, BEND
hEEIER RS E RO OER, B, ER
WEBOREIE X RAER ALK, #5 48 KK
TR RS RO OEMRR X OBMRET 2R
WHhio (Photo. 7, 8),

2,000 mg/kg BETIT L 24 BRI, 1,000 mg/kg 3¥
ORMLDEE LY, EMRMAE ERMRORIES
IVEE L ALK, Bh 48 RIS, SO LDRE
EXH# I hic (Photo. 9, 10),

CFX Ti¥ 1,000 mg/kg BETHRE 24 By, BEN
bR BV R RS £ R MIIAD R D ERE R X OV,
W%, ECREEBOPEEOIERN AL, &5 48
BEBTE, ELREE EERIIOER Bk IUE
Ed#EbLRL (Photo. 11, 12),
2,000mg/kg BT dITAKEOE(LR ALK, TOR
ERXhBETH T
CER 500 mg/kg BECIx#t5 24 B, SEMLRME
IREROBRBENOPEEOERS LU RM &
¥ 1fcEEOBENA LR, ERMELROBEE
BRLRAZELED S hic (Photo. 13),

&5 48 BRMBCIELRME LR ARRO Ak LT
B2 BB bhic (Photo. 14),

BRESLUER

AR L AOHER L 2 BAOHED > b, HAEH
LMEBHIO R 2B L HE SR B & LA
FRThHBH, B, HAKLFRALOBATY, £
DUERDOBHS = EMRIEMI T B,

S, RARSHERLEPRFEFCHIES L
Cephamycin FHi4&#K|D Cefmetazole o4 T, furo-
semide-glycerol » o> ftFIRFIC 36T 5 BEMMAMDOHE

BT 5 PR AWTHEL, Rk CEZ, CET,CFX,
CER oth &Lz,

FTOFER, F4G BraRe L TEARAR L
B35 &, Cefmetazole Ti¥, 1,000 mg/kg §f FTH
5 24 BREBRCEEOMS L MR, RIEEOETIADL
hicd oo, %524 X048 B % L TR pH, R
EH, RE rrvé, vevry s —rv, RHLIM,
MERDREEE, MiEs7 v7F=vibUREEE,
REESG L LTI RE L, BexT s EROREX
T Hhieh ot

2,000 mg/kg HHATIX, #5 24 RREIEE O M
LRHEQET, FE, FHE mEsv7F=vOEn
FIVMR & hR, 5 48 B LIRHB LRI
FIEMBYRLEY, FE KE OEz7v7F=v,
MR EREERCE LI,

¥7o, BEEZ FHGRILRL TRERL, Al
TR L 48 BERIE D 2 B 7R AL IRAE b SRR D
B BRE,» bHREEOEMR X BMRD bhis

CHHEDED > bREECETIAFOERRKE
BEDHERELILIWLRELELLL, MHICHVT
P EBDOEMAD LRI,

MR F+G BrswWTbEELBE I ELR, &
ENHd F+G BTRBOEREZREL TWD LI HM
5, AR L > THERERI LD T LHEE
Ihb,

¥7-, RHEYBR TOMORBECLEZ, WTh
L—BHT, AR R\WT LAY, Btk EOZ Lk
LRI h T

Ll k6 Cefmetazole s\ T HFIRA & O PR
I BEEIRETH, FOBEXEDTHNOL
EZzxbhb,

CEZ i1, 1,000 ¥ X0¢ 2,000 mg/kg B & bix524
%lU@%ﬁ&Kﬁﬁ@Wﬁ&RmEDﬁTﬁkbn
éapzﬁ%nmmgﬁf&524ﬁﬁ&mﬁﬁ%Mﬁ
E?g&b 53’1‘7‘50

¥4, g 1,000 mg/kg BETHR Y 24 B,
S RSB OB LI, 2,000 mg/kg B THRYS 24
%lU48%@%&%%&#6%&@ﬁ&%%%h&%
T EnSbh, BIELRD LI,

JETII B3y ¥ CEZ ¢ 1,000 35 X 0¥ 2,000 mg/
kg BEIEE LLBEAOERERALLHER KE
M, R nERRELEOLA, BRATCENE BT

2w, AW Fy b~ @ CEZ800 mg/kg HiH
01 M ECRER, MIFEREXROLR, BRAE
DL R LU EDIE LTHD, WThisl
DERERFEMT IR REL T 20
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CET <ci%, 1,000 mg/kg BT 5 24 BrHRAE,
EEEORY L REEDETHS LORE, READOLA
FR D, M LELREEERAROBESD
R OBMMNR DA, B 5 48 BRI, RO
ME & REBOET2#AD LT, ARFHC SN
RAE FEAROKOER BEEADLLCT i,
foo LinL, 2,000 mg/kg BECidt s 24 BERIE, 1,000
mg/kg BTHRORLELTMET, RE MmMEs7V7
F=v, R LIM B L8, EMRAE LEMEROE
M, IR OB ALR, XLICHES 48 BERERIC
2, ThOOEAWThIEEIhBEDOHIES XU
EMRAEEAMREDOHER LED bhi,

LAWSON®, #ig"® 5137 » + i CET, furosemide 3
X glycerol OftABSC L Y MERFEERDOLAL
BFRATCHEENED ORI EXREL Tk D, Bx
DEBRERVEE MO —EKTELDEEZDRS,

CFX (1 Cefmetazole r[g U Cephamycin R#i4#
Thoh, ®#E 24 BH#E 1,000 mg/kg B TEREOHN
W, REBEOET, RE, KRESOHN, EARMEETLE
BAROKROEMS X VMR, FEALREET EEMROE
M, B FROLERENHKLR, 2,000mg/kg FT
SLRRE, M7 V7 F=volin RETEEAHE
DEREHS, LVRGCELEIEDLRI, ThHOE
{tix 1,000 3s X 7* 2,000 mg/kg Bf & % 175 48 SR
CEWT, WIFhbBEEL Y, ABFEHTLRAED
EUDNCEEANDBITEIN R D hiz, HIEY 51 CFX
1,000 mg/kg & furosemide 100 mg/kg-glycerol 1ml/
kg OHRBS IV GEMREEBOR EOIENS
bhich, F+G B bRABEOBINZbhB I Exnb
CFX 37 » PO BEEXF RSB\ IR L 7o\
ERELTWS, Livl, HADSEDEREEND
CFX nBEEY M, B w52 LAVRK L, CS-
1170 X b HWBFEHERL Tvtce

CER 500 mg/kg RT3, 85 24 BRISGE, 1B
HEORY, RIEEDET, RE, REQ, B8 mE7s
V7F=v, RPLMZ B0 LR, RATEEMAROLE
th, EBROWR, Ml COBrabh, 135 48 B
M&E TR L OIWT RS E R EROZY, iAo
BEEOWO WML ALz, Th:REORESI
B> LAWSON®, #y%", DODDSY DI X - T HFER
IhTub,

LU ED#R2 D, Cefmetazole %% Us CEZ, CET,
CFX 320 CER %FIRFI LB T5 2 &3, FhE
RERFERHIZORTT » FOBEELHEILE -
LB EIRY, e Th CET,CFX, CER T3t/
BECIHBEMEOBEIRL D MBS b hiy L

L, Cefmetazole DFRA & DI ABEEOERE 117
CHBELTRLIEL, COEENL LB 081
BHTHRVWHERTHS v L),

UESRELI- X 5 WiErE S » b % BT Cefmetazole
L furosemide-glycerol DFABFIZI; 5 BEEOEE
##atl, b T Cefazolin (CEZ), Cephalothin
(CET), Cefoxitin (CFX) %5 X U Cephaloridine (CER)
DENRELBLICERND, UTOBRY X,

(1) Cefmetazole % 1,000 mg/kg GERBTIZE
CEIT AL, 2,000mg/kg #f F B Y
48RRI B E O BEABREL L BD I3 T, FIRLH
R X3 BEEIED TR ERALMN Lot

(2) Cefazolin 1,000 mg/kg PFRBET L BIoitbE
XA Bhish o teh, Cefazolin 2,000 mg/kg, Cepha-
lothin 1,000 3s X ¥ 2,000 mg/kg, Cefoxitin 1,000 %
X O 2,000 mg/kg 7% Otic Cephaloridine 500 mg/kg
PERRC W TIRY 24 BHKCRER, RE OF
IVTF=vig EOHEM, BREET EEMROTY, &
Sl CEPRBEEN AL Wi, &5 48 BRK Tt
Cephalothin 2,000 mg/kg, Cefoxitin 1,000 % k¢
2,000 mg/kg 75 & V%t Cephaloridine 500 mg/kg Bt
HTHRSE 24 BB ADh: LR CEEN I bR#]
AEdbhtc,

(3) LiEm®, Cefmetazole % FIRH & OHFER X
YEEINOBEEZORIANRLhID, 75 KT
% Cefmetazole o BFEEEMAMIER (b FIC L THED
TEH D LHM I hic,

AR LD RIECBE R CREY - - HREES
SEBRFE AR LHEEHE, LOUCH FEE
BEACREOHEERL I T,

e £ X B
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RENAL TOXICITY OF CEFMETAZOLE (CS-1170) OR OTHER
CEPHALOSPORINS IN COMBINATION
WITH DIURETICS IN RATS

Hirosut Masupa, Kunio Kimura, Tapaniko Oxapa,

Naocuika Matsunuma and Yosuio Suzuki

Laboratory Animal Science and Toxicology Laboratories, Sankyo Co., Ltd.

Renal functions and morphologies were studied in male rats which were treated with Cefmetazole,
Cefazolin (CEZ), Cephalothin (CET), Cefoxitin (CFX), or Cephaloridine (CER) in combination with
Furosemide and Glycerol (F+4G).

1. No effect was observed in rat kidney dosed 1,000 mg/kg of Cefmetazole and F+G, and slight
changes in tissues of rats kidney dosed 2,000 mg/kg and F+G were observed after 48 hours of dosing.

2. At 24 hours after dosing, levels of protein and sugar in urine and creatinine in serum were
elevated in male rats dosed CEZ 2,000 mg/kg, CET 1,000 or 2,000 mg/kg, CFX 1,000 or 2,000 mg/kg,
or CER 500 mg/kg in combination with F+G, and degenerative and necrotic changes were observed
in the tubular epithelial cells in same dosed groups. These changes were observed in the rat dosed
CET 2,000 mg/kg, CFX 1,000 or 2,000 mg/kg, or CER 500 mg/kg with F+G atfer 48 hours of dosing.

3. From the above result, it was revealed that cefmetazole showed less renal toxic effects than
other cephalosporins in male rats when drugs were treated in combination with diuretics.



