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Cefotetan (YMO09330) o 7% X2 BT 5 5k NIk 5 BH5H AR

MEMA-FHMRX- R RE-EEAF—
Wz NELEEPR N DAL BRI 7 Al

3 B

Cefotetan (CTT, YM09330), Cefazolin (CEZ) $ & t* Cephalothin (CET) # NZW i 7+ X |2 5# Bk
MikE L EHEERET L, &5 813600F 72131,200mg/kg T, 1584 6 L (FHHEIZ 8 L) »
THXICIEREL, BRRREYERL, %53 BICERL, FEREZI1T-7,

Cefotetan : 6003 & 1F1,200mg/kg DB ARAIRA B b L7z hs, FECHlIZ % H» -7z, BUN B
SUZVTF=> D ERIIRH L d - 72, REHIZL, 200mg/kg B 1 I A b iLfz, B % WIREY
ICBRET 5 £1,200mg/kg B 1 ITICJK B B45ES, fhod 1 ITIz/ & v cyst #5386 5 1172, 600mg/ kg
B 1 IIC/N& 7% cyst H¥E0s b L7z, BOMBFELRETIZ, 1,200mg/kg 1 EIZE2%H 5072k
B 55812 nephroblastoma & Z M X 1172, 600mg/kg B> 1 ILic & B EHAALIR M E R D IRFEAEE
HhLNz,

Cefazolin : 1,200mg/kg ® 1 FEA*# 5-1%%9 6 BRI TFELC L 72, 6008 & UF 1,200mg/ kg D WiE THEK
TiEH & b N7z, 1,200mg/kg B Tld, BUN B LU 7V TF=>n bArBH LNz, KL L UR
EHI360085 & U 1,200mg/ kg BEOTBEC A b 1Lz, BOWIRAIATR T, 1,200mg/kg B &pFlH 4R
BL, KEL LTz, 72, ME&wcyst BALNE LN b 72, 600mg/kg B 3 ITi2 il 7%
IKEBEIEEL TV 00E LN, BOMBENLRZE T, dose dependence I BB AR M
B EEOBEFEAED LT,

Cephalothin : 600 3 & UF 1,200mg/kg BEc BHAELH T H 2B b7z, 1,200mg/kg > 1L
CREAYRH LN, MEEFENFRTREEVZD N L, o2, BERRMICERET D L,
600mg/kg Bt 2 IEAKBBILL, /N& v cyst 38 b LTz, BOMABFRETIE, EWIcBLEY
LREEFRD LN, -T2,

Cefotetan NI EEEIC & & N7 BOMMEFAIREFrRIZ dose dependence Ai7c s Z & H 5, AED
THXIHT A ESEMNE, (IIFCET ¢t MEBET, CEZLY b, »u)HwinsEionsg,

3 X

—7%, ATKINSON & i3 Cephaloridine (LI F CER & B&3),

Cefotetan (CTT, YMO09330) i3, izMBEHKKS4LICT
Bi% X 172 Cephamycin ZIAEWE TH 5. A&, XD
Cephamycin RIEWHEIZ L, indole Bt Proteus, Citro-
bacter, Enterobacter, Serratia 7x & 7' 7 LIEWEREICEN
RHEARAT A L, WPRENFEFHHEI RV L%
HErEInTnaY,

—#%12, Cephem (Cephalosporin 3 & Uf Cephamycin) %
MEWR L, FELEEMICKRLT, BIEREIBETHS L
ENTWBA, 2N TIIBEE,MOEIERICH~NER S
NTw3, Lih>T, BEELEEIC L ABEE TORE
i, INLDMEWERERREL T LT, ERLREN—
2TH 5B,

38 53 Cefazolin(LAF CEZ & B ¥) d—ixHEtE s L UF
EURBRICFERALHHOF T, 7HXHAXIRT v Mk
N, BRERNE MW TH L LBEL T 5,

I, AN, SPEORRTEEIRRLCT VB
fE & LT, 74X %580, Cephalothin(LAF CET £8&¥) b
FUCEZ#xBIZLT, CTTO7HXIcBIT2BHELAR
FL7,

#EH L URE

1. ER®Ys L UREEY
HABETLE(#%XSHEEIET > & # ¥ New
Zealand White 74 ¥ (conventional) 50/C ¥ BEA L, %
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Table 1 Changes of food consumption of the rabbits after a single intravenous injection
Test Dose No. of Bef Days after admi.nistration
compounds (mg/kg) rabbit store 1 2 3
Controt? 8 78+ 6% 70+ 6 88+ 9 86+ ¢
CTT 600 6 86+ 7 68+ § 231 T** 18+ 5*¢
CTT 1,200 6 9316 8011 21+ 6%* 3x ¥
CEZ 600 6 72+12 47+ 10 8+ §¥* 81 3*x
CEZ 1,200 59 70+ 18 52+ 16 13+ g#* 6 3#*
CET 600 6 81+ 4 67+t 6 48 + 14%* 6218
CET 1,200 6 76+ 6 69+ 7 26+ T** 66+ 14
1) 10:30 ~ 17:00 food intake daily
2) Saline
3) Mean+ S.E,, g.
4) One animal died at 6 hr after injection
** Significantly different, p < 0.01
Table 2 Plasma total protein, albumin, urea nitrogen and creatinine of rabbits after a single intravenous ii;jection ) '
Test i)ose No of Days after administration
Items : S Before -
compounds (mg/kg) rabbit 1 2 3
Control? 8 60:022 | 56202 58:0.1 61:01
CTT 600 6 6.0+0.1 5810.1 6.1x0.1 6.1+0.1
Total CTT 1,200 6 5.7:02 6.1£0.2 59:02 6.5 +0.1*
protein CEZ 600 6 62+0.3 6.3 +0.3* 6.2 +0.1* 5801
(g/d) CEZ 1,200 53 57:0.3 5.6+0.3 5.6+0.1 '6.0+0.2
CET 600 6 59+0.2 6.0+0.3 58+0.1 5.7+0.1%
CET 1,200 6 6.0x0.3 5.7+0.3 55+0.1 5.9+0.1
Control 8 241:0.1 22:0.1 2.3:0.0 2400
CTT 600 6 2410.1 23+0.0 2301 2.3+0.1
Albumi C1T 1,200 6 2.2+ 0.0 22+0.1 22+0.1 24:00
(g/d‘l‘)‘“‘“ CEZ 600 6 24100 2.5 +0.1* 2.4£0.0 2.3:0.0
CEZ 1,200 5 22+0.1 22+0.1 2.1+0.1% 22+0.1*
CET 600 6 23+01 24+0.1 2.2+0.0 2.2 1 0.0%*
CET 1,200 6 2.3x0.1 2.1+0.1 2.1 £0.1** 2.2+ 0.1%*
Cantrol 8 22+ 2 21z 2 20+ 2 21+ 2
CTT 600 6 20+ 1 17 + 18+ 1 20+ 1
Urea CIT 1,200 6 20 2 21+ 23+ 4 26+ 5
nitrogen CEZ 600 6 24t 1 20 24+ 0 24+ 1
(mg/dl) CEZ 1,200 5 23+ 3 31+ 7% 42+ 8* 60 & 12%*
CET 600 6 21: 1 18 ¢ 20+ 2 18+ 1
CET 1,200 6 20z 1 22+ 19+ 1 21+ 1
Control 8 2.4:0.1 23+0.1 2.1:0.1 23+« 0.1
CTT 600 6 2.3+0.1 2210.0 2.3+0.1 24+0.1
- CIT 1,200 6 2.4+0.1 2.3+0.1 25+0.1 25101
Creatinine | gz 600 6 2.4£0.0 22:09 26+0.1 26£0.1
(mg/dl) CEZ 1,200 5 24101 28+0.3% | 33:05% | 43:08%
CET 600 6 2.3:0.2 2.1:0.7 2210.1 2201
CET 1,200 6 2.3+0.1 22+0.1 2.3+0.1 2.3:0.1
1) Saline
2) Mean + S.E.

3) One animal died at 6 hr after injection
* Significantly different, p<0.05
** Significantly different, p<0.01
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2 BENAEREADELAAE N I%IC, KE2.8~3.5kg,
57 AENTHXEERICERLL, INL0BYIEE
824+ 2°C, ALMEBEA7 :00~19 : 30/ BDEMEIC, B
AMr—IZBEL, RBEHMHIX10 0 30~17 : 000
HIRE RATH (Lab-R®, HABET (KA SH) 2 HE
B 2, fREKIZ HEGKEEIC L ) EKEKE
BERERS 7,

2. BRMHES LI UREFHE

PAEWHIL, BEEMCR AR AER (MRBRET %
HASH, EFR)ICHERL, BAERL D 1EES L,
$5&I13600 % 7213 1,200mg/kg, 5 EIL 5Sml/kg T
BEBEROKELERICEEL, 1B5E4Y, BE5H
13& 6L, FMNEEIIZSENIHXERH W, MBI
ERNEBERBBELRE L 12,

fFH L 72 3EWEIL, CTT (Lot N3F, Iz Rk
o, EE) &xtEIKE L C CETGR¥FSMEKRA S,
KBR) 8 & O CEZ (BRiRER TN, AR) TH 5,

3. BEm®mA

1) —HBE

BRI ESRTA S L35 %3 BE TREL . &
B LCIEERIIRE%3 B THEE, BELZ, &R
FECH)IZERTDBRREE RN AFRE L 72,

2) mEBAECFERE

SHXNENGIRE D, ~¢) B 2REEIC
Lol gl 5 B L, MEEDIRFEEFE (LLT BUN &
B4, Urease-indophenol #£), % & EE (Biuret i), 7
JL7 % > (Bromcresol greeniZ)B LU 7LV T F =2
(JaFrFE ) % B 3 B EIHTEE (R4 A LBERT,
F)ICTRIEL 72,

3) RRE

Bk, BENEMHETT, 17:00~9 1 00/HH B\ IZ
17 : 00~10 : 30/ B DIFSREFRICHER S NIZRICDWT,
8, IRE, B5F (Advanced osmometer, Advance
Instrument Inc., Massachusetts, USA), 58k #& (Uriflet®,
Wz HsEkReH, ER)ICL-> T, pH, 7/L3—X,
BHHE, v & EULECBIUBLERELL,

4) RERZE

#5.3 Bz, Pentobarbital (> 7' % —1\®, KBA
MRS, KBR) BREX T CHum E &%, HEE AR
REL, ERLEIER ) EEHISRRLCY) S
ICEEL, BEIcLizd->T, 2877 4 A8, WYL,
HEB XU PASEL ML, R 7. ZHOEENERE
WKIELTO0~ 41 EL7,

5) #EtFE

AL, BLU Tt RERT-

#® e

1. —#ER, $EH L URER

CEZ 1,200mg/kg B 1 ILi3 # 5 % EBREEZEL,
R TR L, MORBEICITHORELS LU
FETBNUIEED S N - 72,

B 5 BE L 2 KENER A LN Lo 2,
512 H Cli &5 HOIHEENKT, #51% 3 H T3,
CTT 8 & ' CEZ % 5B BRI BV EXREDH LN
72 (Table 1)

2. IMFE(LZHIFFR

Table2i2BUN, 7V 7F=>, WEEBB LT LT
ICOEERRLY. TEEEBEENBLLEEILNDE
{ti3 CEZ 1,200mg/kg BN AICBH N2, Thbb,
BUN LU 7L T7F=2d#b51% 1~ 3 BichiT T#
EuhbBLric ERALE,

3. R At R

RRZENFERIS Table 3-1~3-4 IZ7RL 72,

REQOPRERME (H~#H)IFTRNS5EIZEDH LN
72, CTT 1,200mg/kg & 1, CEZ1,200mg/kg 9 2
T, CEZ 600mg/kg & 1 & * CET 1,200mg/ kg £
DI1ETHE% 1, 28LU3BICERLT, READ
I nbnBduro72, nbnBln B, CEZ
1,200mg/kg BN 2 I MR FZERB LV 7L T F=
OB R L o2, TD2MIEEEENMEES
BEL 2%\, ZORND 1 CI3H%51% 3 BICIRIENERE
FEPECICERs & 17z,

RREERFRICIROBE E N h 723 DL, 5141 8
Ti%, CEZ1,200mg/kg $ & v CET 1,200mg/kg Nl EE
12, FNEFN1IE, ¥57% 2 B Tz CEZ1,200mg/kg &
o 2L, CEZ600mg/kg &» 1L, CTT 1,200mg/kg
L 18 600mg/kg EHN & 1L, CET 1,200mg/kg £ 1 L
TR, IR ZER (0L A, ZD)H
5 6 IETHERA A SN2 BV THHR L 27 X DR EIZ
LFEL LS enwZ s, FRERHPICE Rk
FAhpoREVIFRRIE, FNFFIREERT L
REZ LNV, Leh-T, RN Lhr -7
BWTRENFER %2 A5 & (Table 3), CTT 1,200mg/kg
B &£ 1 600mg/kg B3 L CEZ 600mg/kg B T#&51%
2HBIUIHORBIRALh 1z, TN LIZEHERE
DRI EL U ) RKEDBAIC L 2L FZ LN
b,

ROBEEDREFRRAIBRI NIz, EFIRS LB
ET 2B bnsARRAD LN L o2, CTT
600mg/kg BN 1 RIC#EHTL & 5% 1~ 3 BIK®
ROFEMAED S0z,
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Table 3-1 Volume of urine, urinary osmolarity, pH, protein, glucose, ketones, bilirubin and occult blood
of the rabbits prior to a single intravenous injection

Test compounds Control CTT CTT CEZ CEZ CET CET
Dose (mg/kg) 0 600 1,200 600 1,200 600 1,200
No. of rabbit 8 6 6 6 6 6 6
Appearance
Normal 8 6 6 6 6 6 6
Abnormal 0 0 0 0 0 0 0
Volume (ml) 178 £35D | 22235 278 + 61 188 + 41 156 £ 50 255 + 44 222+ 57
Osmolarity (mOsm/kg) | 57171 497 + 63 517 + 140 575 £119 404 = 60 361 + 48 464 + 66
pH
5
6
7
8 1
9 8 6 6 6 6 6 5
Protein
- 7 6 4 5 6 6 6
+ 1 1 1
+ 1
++
++
Glucose
- 8 6 6 6 6 6 6
%
+
++
+++
Ketones
- 8 6 6 6 6 6 6
+
++
+H+
++++
Bilirubin
- 8 6 6 6 6 6 6
+
++
+++
++++
Occult blood
- 8 6 6 6 6 6 6
+
++
+++
-t
1) Meant S.E.
4. EEMR 14 -7, CEZ 1,200mg/kg BT, BREHIHREL

E#RFFR, © CTT 1,200mg/kg B 1 LT, BHEETIC
WERDIKAAREEA 1B LN, 72, ILBEHHE
fLdh 5 vig, /NE Veysth T BICHEMBT 24 L5 o
£1EH -7, CTT 600mg/kg BETH, R cyst b
IRCRoN, 72, KEVBREL THEBELLALDY

T EF, HBVRIKEBILL TAR 2L 3ED
0, MicHM AES L ER ] mm D cyst ¥ SHET
230k, EE1mmacystk 2HEETHH0HE1E
¥~ 72, CEZ 600mg/kg #Ti3, 3 ENAICHMZIKE
B EHEFEL T BN L7, CET o5 T,



VOL. 30 S-1 CHEMOTHERAPY 271
Table 32 Volume of urine, urinary osmolarity, pH, protein, glucose, ketones, bilirubin and occult blood
of the rabbits at 1st day after a single intravenous injection
Test compounds Control CTT CTIT CEZ CEZ CET CET
Dose (mg/kg) 0 600 1,200 600 ' 1,200 600 1,200
No. of rabbit 8 6 6 6 442 6 59
Appearance
Normal 8 6 6 6 4 6 6
Abnormal
Volume (ml) 201+363 | 16452 152 £51 132 + 38 213+ 75 228 +53 161+ 61
Osmolarity (mOsm/kg) | 466 + 59 518+76 681 = 168 718 + 86* 594 + 88 379+ 22 666 + 107
pH
5
6
7
8 1 1 1
9 7 6 5 5 4 6 5
Protein
- 8 6 4 5 2 6 3
t 1 1 2
+ 1 1
++ 1
H+
Glucose
- 8 6 6 6 3 6 5
+ 1
+
++
+++
Ketones
- 8 6 6 6 4 6 S
+
++
4+
-
Bilirubin
- 8 6 6 6 4 6 5
+
++
-+
-+
Occult blood
- 8 6 6 6 4 6 5
+
++
+++
-+

1) One animal passed no urine

2) One animal died
3) Mean = S.E.

* Significantly different, p<0.05

600mg/kg BE? 2 Bz R ENBRE & /NS % cyst YEEH
Lizhs, foFldh vt 1,200mg/ kg BETIZ BREHER

HoNnuhr o172,

BEE  ANES KEICHT SE4E) 1 Tabled i
REZEL THB, CEZ1,200mg/kg BETIRAENERED

R (p<0.01) iICEh - 128, HMOBTREEEHLIZH
L7z,

BOMBFOR | BEENRE & BMSFICRE
L7:#%%i3 Table51CR$ 28 ( TH 3, CTT 600mg/
kg B 1 I BREGEAIRME LR DBEFEH 26 5 ke



272

CHEMOTHERAPY

APR. 1982

Table 3-3 Volume of urine, urinary osmolarity, pH, protein, glucose, ketones, bilirubin and occult blood

of the rabbits at 2nd day after a single intravenous injection

Test compounds Control CTT CTT CEZ CEZ CET - CET
Dose (mg/kg) 0 600 1,200 600 1,200 600 1,200
No. of rabbit 8 4h9 50 sh 329 6 5D
Appearance )
Normal 8 4 5 5 3 6 5
Abnormal
Volume (ml) 165 £359| 53:16* 57 +12% 62 + 18* 93 +23 146 £ 53 159 + 40
Osmolarity (mOsm/kg) | 520 + 61 585 +219 | 1,122 £ 152%* | 672+ 118 941 + 198 | 475+ 78 881 226
pH
5 *
6 2
7 1
8 1
9 8 4 N 1 3 6 5
Protein
- 7 4 2 2 * 6 2
+ 1 1 2 2
+ 1 2
++ 1 1
+4+ 1 1
Glucose
- 8 4 5 5 3 6 5
*
+
++
+++
Ketones
- 8 4 5 5 3 6 5
+
++
+++
++++
Bilirubin
- 8 4 5 5 3 6 5
+ ~
++
++
++
Occult blood
- 8 4 S ) 3 6 5
+
+
4+
+++

1) One animal passed no urine
2) Two animals passed no urine
3) One animal died at 1st day
4) One sample discarded due to contamination of tap water

5) Mean t S.E.

* Significantly different, p<0.05
** Significantly different, p<0.01
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Table 3-4 Volume of urine, urinary osmolarity, pH, protein, glucose, ketones, bilirubin and occult blood
of the rabbits at 3rd day after a single intravenous injection
Test compounds Control CTT CIT CEZ CEZ CET CET
Dose (mg/kg) 0 600 1,200 600 1,200 600 1,200
No. of rabbit 8 6 6 6 5D 6 6
Appearance
Normal 8 6 6 6 5 6 6
. Abnormal
Volume (ml) 201282 | 10422 * 79 £ 17*%* 80 +24 * 145 + 43 218 + 47 185 + 45
Osmolarity (mOsm/kg) | 514 + 39 784 + 194 773 + 108 673 + 107 | 496 + 150 | 564 + 105 668 + 97
pH '
5 *% * %%k
6 2
7 2 2 3
8 2 3 1 1 1 1
9 8 4 1 1 1 5 5
Protein '
- 7 4 1 2 2 4 3
+ 1 1 4 3 1 2 2
1 1 1 1
++ 1 1
+++
Glucose
- 8 6 6 6 4 6 6
.
+ 1
++
+H+
Ketones
- 8 6 6 6 5 6 6
+
++
++
+H++
Bilirubin
- 8 6 6 6 5 6 6
+
+
+++
++++
Occult blood
- 8 6 6 6 5 6 6
+
++
+++
+Hh+

1) One animal died at 1st day
2) Mean t S.E.

* Significantly different, p< 0.05
** Significantly different, p<0.01

(Photo. 1) %, #DOBIziZ BEH 7 {, 1,200mg/kg BET
LRIKDRTRIZES 5 e » 72 (Photo. 2). % B,
1,200mg/ kgt 1 ILic 588 & 1172 K & B4 813 nephro-
blastoma & #Z M7 & 172, CEZ #Tl3, dose dependence
I R EEALRME b B DIEFEA R & L7z (Photo. 3)

]

-3

CETBTRERNREIC L BB LN EHh -T2,

7HXIZ 1 HAERS L2B4, CEZ i 500mg/kg L

EOBIRNBRSE T, BOWEAIRME 2l & L 228858,
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Table 4 Kidneys weight of the rabbits at 3rd day after a single intravenous injection

Test compounds Dose (mg/kg) No. of rabbit Re‘lva:iigv; tkié:)eys
Control V 8 0.4210.012
CIT 600 6 0.44 £ 0.02
CTT 1,200 6 0.44 £ 0.03
CEZ 600 6 0.42 + 0.02
CEZ 1,200 5 0.52 £ 0.04 **
CET 600 6 0.44 £ 0.01
CET 1,200 6 0.43+0.01

1) Saline

2) Mean + S.E.

** Significantly different, p<0.01

Table 5 Microscopic findings of kidneys in the rabbits at 3rd days after a single intravenous injection

Grade*
Test compounds Dose k No. of rabbit
p (mg/kg) 0 1 2 3 e
Control 8 8 0 0 0 0
CTT 600 6 5 0 0 1 0
CTT 1,200 6 6 0 0 0 0
CEZ 600 6 2 0 3 1 0 .
CEZ 1,200 N 0 1 0 2 2
CET 600 6 6 0 0 0 0
CET 1,200 6 6 0 0 0 0
* Grade:
0 : Normal
1: Degeneration of the proximal tubular epithelium without necrosis
2 : Microfocal necrosis of the proximal tubular epithelium
3: Necrosis of <25% of the proximal tubular epithelium
4: Necrosis of 225% of the proximal tubular epithelium

LA COREB L UBEBIEEORE L RT Z LAEES
n, ZOREIZ CER ICHNTHWEEN TV RS, &
72, CET iZ 200~600mg/kg & % \»{3 1,000mg/kg 1 [a]
BIRNEES T, IEACEBRERENrRLNTWL
WP C N L DBREFKICL T, SEDABENIRSE 5
600 + & 0¥ 1,200mg/kg 128X L 720 KIZREBRDFERIC
DWTERET 5,

CEZ, CET LU CTT 27 H X k@m#k5 L2 L 2
%, SEENMET, T4bb, SRR LD SN2,
ZOB%IZCET &Yy CEZB L UCTT #&5 CEET
botlze ZOBREHEHIEICEDL FICKBL T BN
ST v, L L, — e izEmE R
Hiz k- THNME#ICZLERL, ZDHICEREDS

Wil 52 &0 & B TR BRRCEYRE L SATY
59 CTT TbEMLRREIC L 200 L #EEND,

CEZ 1,200mg/kg »#%45 iz, BUN % LR &#7%, =
A 590 # 4 i3 1,000mg/kg #5 T4 BUN o L&
ALNTW5B, 215N CTT 1 & vr CET TidA
L 12,

CTT, CEZ % 7213 CET %85 L 72774 X | {RIRFEH
PUZHER L Ze Wl d B W I3 RED D T WA bRz,
CET 1,000mg/kg #5034, Tk hifEdranT
WA D, IRREEE R IER L 22 B AIC HE X N AOR
BLIRREE I IS HEIE S N2 B & A W2 & b,
CER THE SN TV 5 L I % anuria % 5 \ 3 oliguria
CRELDLDEEZ LAY,
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Photo. 1 The kidney from a rabbit given 600 mg/kg of CTT

Focal renal tubular necrosis is noted on the upper left side
(H.E. stain)

No significant changes are seen (H.E. stain)

Photo. 3 The kidney from a rabbit given 1,200 mg/kg of CEZ

Severe renal tubular necrosis is observed (H.E. stain)

CTT 600mg/kg £z A & 1172 KD osmolarity D v
B (1 VC) (2 ¥5-A1C LGRIR 2 8kt L T 5 2 2005,
ROBHERES B2 ETBRLTWS, 2, BD
MLRR2AAYRT B T3 B B AR M LR 358 H 8 & 1L
TWwa, ZORZEIZCTT 5 L nB#EZ2BEETE LW
A5 5D D5IL, X512 1,200mg/kg D&k 5w TL B

Photo. 2 The kidney from a rabbit given 1,200 mg/kg of CTT

Mo BEHA W 5 CTT RV XICT 2 BE
EhphoE LT, ELHTHFWILNEEFEZLND,
AElOREIC BT 5 CEZ D BEENREIZMOMESE
DG L IZITEETH - 127,

HIRAN 1 BARERSICB1T5 CTT 7Y XICxd 5
B#HMEE CET LI2IZREETH ), CEZIZRI2& LY
N XS E 572, CTT (BB HIEDFE
BLRTWIHXIcBWTE, #ErHWwI s,
CTTi3t MK T 2 BEEED X b THWHEWED
—DOTHBZ ENHEINS,

BRI 1979410 H ~19804 5 H

#t £33

ARBRICHNG Sy 72 720 7 BB OMERE, B, BRR
BB & WIREL 7 L — 7 DHIRICERE % 2 OB 2 &
s

34 [

1) TACHIBANA, A. ; M. Komiya, Y. KikucHi, K. YANO & K.
MasHIMO : Pharmacological studies of YMO09330, a
new parenteral cephamycin derivative. 11th Inter-
national Congress of Chemotherapy & 19th Inter-
science Conference on Antimicrobial Agents and
Chemotheraphy. Abstr. No. 563, 1979

2) Yano, K. ; K. Suzaki, M. Saito, M. Toba, T. SAIT0 &
S. MITSUHASHI : In vitro and in vivo antibacterial
activities of YM09330, a new cephamycin derivative.
11th International Congress of Chemotherapy & 19th
Interscience Conference on Antimicrobial Agents and
Chemotherapy. Abstr. No. 564, 1979

3) TACHIBANA, A. ; M. Komiya, Y. KikucHr, K. Yano & K.
MASsHIMO : Pharmacological studies on YMO09330, a
new parenteral cephamycin derivative. Current Che-
motherapy and Infectious Disease. Proceedings of the
11th International Congress of Chemotherapy and the
19th Interscience Conference on Antimicrobial
Agents and Chemotherapy. vol. 1, pp. 273~275 1980

4) Topa, M. ; T. Sairo, K.YANo, K. Suzaki, M. SAITO &
S. MITSUHASHI : In vitro and in vivo antibacterial
activities of YM09330, a new cephamycin derivative.
Current Chemotherapy and Infectious Disease. Pro-
ceedings of the 11th International Congress of Che-
motherapy and the 19th Interscience Conference on
Antimicrobial Agents and Chemotherapy. vol. 1, pp.
280~281, 1980

5) ATKINSON, R. M. ; J. P. CURrRig, B. Davis, A. H. D.
PraTT, H. M. SHARPE & G. E. ToMICH : Acute toxicity
of cephaloride, an antibiotic derived from cep-
halosporin C. Toxicol. & Appl. Pharmacol. 8 : 398
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Table 3-1 Volume of urine, urinary osmolarity, pH, protein, glucose, ketones, bilirubin and occult blood
of the rabbits prior to a single intravenous injection

Test compounds Control CTT CTT CEZ CEZ CET CET
Dose (mg/kg) 0 600 1,200 600 1,200 600 1,200
No. of rabbit 8 6 6 6 6 6 6
Appearance
Normal 8 6 6 6 6 6 6
Abnormal 0 0 0 0 0 0 0
Volume (ml) 178 £35D | 22235 278 + 61 188 + 41 156 £ 50 255 + 44 222+ 57
Osmolarity (mOsm/kg) | 57171 497 + 63 517 + 140 575 £119 404 = 60 361 + 48 464 + 66
pH
5
6
7
8 1
9 8 6 6 6 6 6 5
Protein
- 7 6 4 5 6 6 6
+ 1 1 1
+ 1
++
++
Glucose
- 8 6 6 6 6 6 6
%
+
++
+++
Ketones
- 8 6 6 6 6 6 6
+
++
+H+
++++
Bilirubin
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NEPHROTOXICITY OF CEFOTETAN (YM09330) IN RABBITS

TosHIAKI MATSUZAWA, ToSHIO YOSHIDA, TOSHIHARU SAKAI and YUICHI SHIOBARA

Institute of Research and Development, Yamanouchi Pharmaceutical Co., Ltd.

Cefotetan (CTT, YM09330), cefazolin and cephalothin were intravenously dosed to female rabbits of the
New Zealand White strain to study their nephrotoxicity. The dose levels used were 600 mg/kg and 1,200
mg/kg, and each dose was given to 6 animals. Eight animals receiving a physiological saline were used as
controls. Following a single treatment, all animals were subjected to clinical laboratory tests, and they were
killed on day 3 postdosing, followed by pathological examinations.

Cefotetan: Anorexia occurred at both 600 mg/kg and 1,200 mg/kg, but no deaths were found. Plasma urea
nitrogen and creatinine were not increased. Although glycosuria was not detected in any animals, proteinuria
was found in one animal receiving 1,200 mg/kg. Macroscopic examination of the kidneys disclosed a gray
nodule in an animal receiving 1,200 mg/kg and small cysts in another animal receiving the same dose. Small
cysts were also found in an animal receiving 600 mg/kg. Histological examination of the kidneys showed that
the gray nodules seen in the animal receiving 1,200 mg/kg was nephroblastoma. An animal receiving 600
mg/kg showed necrosis on the proximal tubular epithelium.

Cefazolin: An animal receiving 1,200 mg/kg died about 6 hours after dosing. Anorexia occurred at both
600 mg/kg and 1,200 mg/kg. Plasma urea nitrogen and creatinine were increased at 1,200 mg/kg and glucose
and protein were detected in the urine in some animals receiving 600 mg/kg and 1,200 mg/kg. Macroscopic
examination of the kidneys disclosed colour changes of the organs as well as their enlargement in all animals
receiving 1,200 mg/kg. Small cysts were also observed in some animals. In 3 animals receiving 600 mg/kg,
densely packed gray microspots were found. Histological examination of the kidneys showed that necrosis
occurred in the proximal tubular epithelium in a dose dependent fashion.

Cephalothin: Mild anorexia was seen at both 600 mg/kg and 1,200 mg/kg. Proteins were detected in the
urine in an animal receiving 1,200 mg/kg, but no abnormalities were found in plasma bio-chemical tests. The
kidneys were also macroscopically examined. The kidneys were coloured yellow-brown in 2 animals receiving
600 mg/kg, and small cysts were present in these animals. However, no drug related abnormalities were
detected during histological examination of the kidneys.

Although some histological abnormalities were found in the kidneys of the animals receiving cefotetan,
these abnormalities were not dose-related, and thus, in conclusion, the renal toxicity of the drug is comparable
to that of cephalothin, and considerably weaker than that of cefazolin in rabbits.



