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Cefotetan (YM09330) »Z v bz BT 5
PERENIE S 5 B E N KB

SRMEBE-HA L-HFHRER-BEXEH-BEF S
ERAE -

W2 PRI R X & 4 B FERE TE A

B B

Cefotetan (CTT, YMO09330) # SD 7 » 421 H 0, 100, 300, 1,000% & 1r3,000mg/kg Nik5&
THB 5BFBERENES L BBt EFRE L 72,

1) FETHNL % h - 72, 300mg/kg LA L Tiatest & L Hi% 5B % writhing 2777 & & LI, &5
filep %58 U CERIEARRH S 7z, T o b TId1,000mg/kg Ll L THRENOEIH AL & 7z,

2) M¥BEMRZETIL3,000mg/kgN i IcBEENR M L CHERROIRE O BnHE2H 5N, I
TAICFERE TI31,000mg/ kg LL oIz 2L 2F a— 1 di@d 1 £ 183,000mg/ kg DHEIC T LT
I ORD, RBRETIZL00mg/ kgl KL & THREMMIIREDRI D EDH LN 12NAT
b7z,

3)  HIRRERIZ13300mg/kg DL E Tl & L IC EROTLRAEES SNz, BEEE & TI31,000mg/kg
U ETHEEEOMMAERD SN0, REMBEFNIIIERSY &0 T TRORBEIC L Bk 5 (B

EY 5 EEZ LN BELIIBD LN LN -T2,

4) L EoZAtiz 5SOEBNKREIZ L), IR bREIEEZRL 2,

]

il

Cefotetan(CTT, YMO09330) (2 # L \» Cephamycin (Ce-
phem) ZROMAENE TH b, ARBTIIAKE F » M2 538
MIBEHENE S L o B2 385 & & LI, HBEHRTH.S
SBEIKE L 220 EEME L &b TR L2,

KR E L URE

1. #B%YHE

CTTIZERAIZ WA X n7- @R M (Lot No.
NSF) & L T 44 RARMEAMBMAMAS L ) #HE N
2. RENZEE~KEBNOBMETKIZZEbH TEITRT
"‘0
2. ERABHY
BAFr—LZ: ) <—@ & A L 72 SPRAGUE-DA-
wiey (CRJ:CD) 5 v + # v 72, 8z 4 B THBA
%, BIEB I UBHLnH# 4B FREEL, N
CRIBSERAEICL VBEICREDO LWL DOERATER
g o 72, R 5HMEROBSIE 88, KEIXM
293~390g, M 186~262g TH -7,

3. HPHoER

BWIERy—2 121 y—2 k) IETONEL,
BEE23+ 2°CH & UIBESSH10% - HEFF X L72-%)) T4
BENT, HBAHREE X 2w E % ER(CE7, 3
Mrad, BAZL 7H) B L VENMRRHEEE H @B L7
KiEKEHBICS 2 TAFL 2.

4. BHEENHE

CTT n—fxty % BRI 5158 & L THIRMNIRS »F
EINTWBH, ZORBOHER* 7 FFo/8ihick
HMEBIRAR S T2 Z L I3 EMRIC B FREI NS 2
L, BEUKEINT o MBI BEIRNR SR & EIER
BERNDBEBHICEIZD LN L -2 E 2 EE L
T, FRBRIIEEAZRSICEVT-72, BEikE®RICIE
RIS & B THAMEN ER S TRE LR &R & &
Z L, D MLD (& § 6.96g/kg") D% 1/2 1248
¥ % 3,000mg/kg #3xEL, LLITFIz 1,000, 300, 100mg/
ke BLUNMBO4BEZE 2, R, 1,0008 Lo
3,000mg/kg > 1 BAOBNZ >\ Tit 5 BE DR E® T 1%
5.8 [EI1E K8 % 1T - 72 (Table 1),

5. &5 K&

CTT I 3AERARMBICHERL, 8 10 580, BERN
BE5 L7, 5 EIE 100~1,000mg/kg TiE 4ml/kg,
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3,000mg/kg Tl 12ml/kg * L 72, tHBICIZEEE &g
D&% 12ml/ kg D EH Tl LRI 5L 7:

6. BEZIHAE

1) —fxEBE

KB IEE —BERB L VAR B%ET 2 & -
LiZ, BB 2 mRE B L ERHERC A BIE L 72, &Y
B, #5 1, 38 &0 5812138k 2485 R) 2 BI%E L
72. AL 51, 3, 5BB LUmEIESEICIE~N=
T2R®(2 AL 2 - = ik OV TEN A BN,

2) REHRE

£&5-0i, %5 5BL LUNIES MIZiZ7 747> MR
%R 5% (Keeler) & BV THINCK % 11 720 BRED
TR IR PREBERUER (L) 7y b oBELA
BRI BE X272,

3 BRMRE

5B G- %5 & SOBMIORIE 5, ARSI FES
WG — R X%, T —TIVRRERT (25D
Kk & VIR L., 13507 M2 O TUT oMk 7
BIUMBECEREZ17>72, BMI3IRINE2 7Bz
MIMEE =&, REMRECGL 7,

(1) mAERE

5 BRI 5 1% B & H) % 5 %12 F Bk (Coulter Coun-
ter), ~% 7 v £ > (Cyanmethemoglobin &), ~= } 7
oy b (EMIERE) . 8K RIS Brecnek o2, REFEREL
(May-GreawaLp Giemsa $e68), (1 fiBk# (Coulter Coun-
ter), MIMBKESEE (MAY-GRUNWALD GIEMsA e fB), /)~
fl.# (Coulter Counter)B & UF7 v b o> &> R
(Quick —Ex#HE)®REL 72, D9 b, M/ B
100mg/kg % BR < EHOMHESE 8 ~ 9, 7otor
BRI XTEE, 1,000 5 & U 3,000mg/ kg D& 5 iz
WTHREL 72,

BRI BT B & 0 3,000mg/kg (2D 7
RMEREL, ~T70E>, ~=2b 7)o b, #EKRMEK
B, BMBEREL L MR ERIEL ., 209 b, B
MmERF B & O IMAMREUT HEIZ DWW THARIE L 72,

(2) M ELFHE

Heney (2% 2481EH), GPT (Hewky 32),

S5O &5 1% Fi il & 1 K12 GOT Kwwars o)
TLAY K7
7 77—+ (Kino-Kixe i), W %% % Urease-indophe-
nol %), 7' )L 3— 7 Glucose oxidasei}), & & &
(Biuret #), 77 3 > (Bromcresol green i), a1 2
78— RoescHLac Po D s, 70 TF =2 (Jarre
DFFL) LA EMmE), + MY 7 L (REREL), )
(RUKRES BLY 70 74 F(&AELEE) Ui
ABEL 7,

BHEABIC BV TIE GOT, GPT., 7LAh) w275
7 —+, JLTF=2 Bl
AL 2Te—LARIELT,

(3) RMAE

#5000, %5 1. 3B L0530, 1,000 5 £
3.000mg kg OMEREL1061 2 LfRIZ, K@y — 2 4 Hu
TAGEK 20ml kg B4 6 BERISRIR L, SHEL IR, &
14 - Advanced Osmometer), pH, ZEHHE, 7 L 2—7,
7hUR BV Ve, Bl (LA E Uriflet *, (02 M54
W EBL7ar) /-7 Urobilistix ¥, =4 L 72-=
) L BIEL 72, 20 bikS5 1, 3BLU5BIZETF
PO L (RAKRER), A7 (ReEER BLL 7
974 F(EBREBEE DRELZ, 720 5#8izEnT
13100 35 & 7 300mg/kg D MEHEE 6 B2 D\ T L S8,
IRiEds & O caBIEEMEL 72,

] ERER N DV TS [ E 5B BIZE I 3RIR 4 47
vy AR s B L RS EIE AR L 7

1) R

455 Mtk s L O mIE 5 B3I A B R 1k
bR L AR ARE A (1, e, OIR BE,
B, BBk, BB, RSUL AR, BRU, FE., TERK
FAKIR, MoRR, RIBEL L UCETROEESBIEL

INLOBRIIMZ T, &6 FoFil (RE, Mg,
TrfaE CRBRER), AREK, TRAR(BRESSL), Ko, JUIR, K
Sk, BRI © o8, fol, B, +21Ek, =k 8
oo KNG, BEWRL, REBE, RS LK, KM, EBLOE
%) o BRI 15% KL= CHICEEER T T4

TINT Iy, T)Ha-—-7,

Table 1 Experimental design

Number of rats sacrificed
Dosage levels Dosage volume

Drugs (mg/kg/day) (ml/kg/day) 5 weeks Recovery

M F M F
Saline - 12.0 10 10 6
CTT 100 4.0 10 10
CTT 300 4.0 10 10
CTT 1,000 4.0 10 10 6 6
CTT 3,000 12.0 11 10 6 [3
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S ERED, N b XL A el LU
B2 LT PAS, LEB, 74> & 5 (3 gkyets % it L
THML 720 WIS L OSBRI D T )T %
Oil-Red-O T4t L THEW @O MBLE S~ 72,

5 ftfiged

5, %ICIER L 728 5 5, 3, 1,000 5 &
¥ 3,000mg/kg D —ENBENIZ D THER B8 & 4
AEMEB L, May-GRONWALD GiEmsa Ye s % Jifi L T &ifk
L7,

6) HatIik:

2B ) BB SR8 U3 50 B M2 &5 < E-BROE (general
linear hypothesis with contrasts) % H\» T{T - 72, 1%
T—F OBEMILENL PRREICE DT 12,

X B # R

1. —HEMRR

5B L o fEE % L 5 L CRUHHIES S 1
ey o 12, %G1 2 B L 22 52K X LT, 300mg/kg LA
Lot TS #1508~ 1 5Bz b7 > TS
DR & B £ Z 515 writhing 538y Sz, F7-
1,000mg/kg LA E Tl Z e KA S L 7214, £ 1 830
MREHRESO RIS HrBEI N, &5 2 LU
300mg/kg LA L THIEDHEHEA GRS S 1725, KKK IZ
ERHZIEHK L 12,

RENHEFS % Fig. 1127R7F, # T4 1,000mg/kg LA L
TREDRINIHI AR &5 N7z hs, HETIZ VT RNy
BICBWTLNBENEZBD L H - 72, FIRHERGL
%5 3 B CHNLHSH, %5 1,8% TSRS RE
TRV ERLIZH, ZNLIEIE 1,000mg/kg L Lo 3
& UF3,000mg/kg DM T AL 2B DHBE DA THH72
(Fig. 2)o THHARES L UFIRHERBEO LI 5580
DRFEZELVEEL, HRBEDEXED L T 12,

K35 15812 1,000mg/kg U o merE, 38T

12 1,000mg/kg D 15 & U 3,000mg/kg O L= BghnAeEa
HLNz, LaL, SHEHOWNETIRWT OS>
WT LR X DEEIZIRD 5 1L h - 72 (Table 2),

2. BEMRER

$ 5.5 M O KA T2 1,000mg / kg o HE 2 1, 3,000
mg/kg DHE 2 135 & UM 3 19T, BRI OBEEE 74 i £ LA
@728 STz, EOEIIE E DG 1B 5 & &
2N BELIREH SN r - e, 5IHMIKERORE
TR FE D SN 572,

3. mAEMR

5 38 [ £% 5 1% & A5 o> It B AR o) 8L % Table 3ic
Y, MefE X 412 3,000mg/kg TRENEM, T4 bbit
Wz (L NTHRILERE, ~E7 vk BLU~N=} 7
) b DI0%~20%FEE DD %5 L 72, 1,000mg/kg
DHETL~=F 7Y o F DIRIED A S Lz HY, FRIERS
BIUNEZ o I3RS SN BT EL
Th - 12, 3,000mg/ kg TI3HERE 31U L AR I ERE
D & A e BEINAES & LTz, Z D3 A 3,000mg/ kg D
BT A ERE S & MR D BEINAER S 5 L1z A,
EHOEBMBNOZILTH 72, FLAMBKETET
WL ORI ELATERR S Nz h, TR L BEK
A CBRERRLEZ L,

PLEIZ i~ 72 B, KR ERE o B O E ki3 v
TR 5BMOKEIZ LY EIFEL 72 (Table 4),

4. BEMR(ITRAIF4)

5 B G- 1% 5 B D Bk E O R K % Table 5 (2R
¥ . 3,000mg/kg D THEEERND KA, 3,000mg/kg O
TIEYMEFRFERD RINATERD 5 7z, % 72 1,000mg/kg
VLot Tld M/E O Thsdled s re, Lo Law’
5L, INLNEIZCFNLBETSH Y, EBRNEEHE
FNOETH - 72,

5. MEEILZERK

5 B % 514 & BB > A A (LR A DR &+ Table

Table 2 Water intake in rats treated intraperitoneally with CTT for 5 weeks

Sex 2:5:&6 Number Water intake (ml/animal/day)
(mg/kg) of cages 1 week 3 weeks 5 weeks
Control 6 40.7+ 3.0 416+ 29 528+ 7.1
Male 1,000 6 54.8 + 3.0%* 55.3+ 2.0* 59.0+1.2
3,000 6 50.2 + 3.1* 46.8+ 6.4 50.7+ 3.1
Control 6 29.5+£2.0 38.6 + 3.0 424 +3.2
Female 1,000 6 38.0+ 2.4* 49.9+6.5 42.7+43
3,000 6 48.1 + 3.7** 63.2+ 8.9* 50.8+ 2.6

Each value represents the mean t S.E.

* *% . Sionificantly different from control, * P <0.05, ** P <0.01
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612, MEMEX 12 1,000mg/kgh ETaL 2T o —
AT K AE YT 2 s L 72, 3,000mg/ kg O M
TRTNLT I DD L S5,

Z OB ORI E L&A A S N IHE 25
HTLEUTOEB) TH S,

GOT : 3,000mg/kg O #HE TN,

GPT : 300 5 & ©¥1,000mg/ kg N M 5 £ U 3,000
mg/kg TN,

TuAYN KR AT 7 I—+ 1 300mg/kg LL Lo M T
L,

¥&EH - 100mg/ kg DT,
.

73— 2 1 3,000mg/kg DT,

7V 7F=> :1000mg/ kg VL TR,

+ F Y 7 L4 1,000mg/kg LI b & O 3,000mg

300mg/ kg 7> M T 1

/kg DHETHAD,

7274 F 100 & ¥ 1,000mg/kg N, 300mg/kg
DT,

NHDEI T NLBRIETH Y, EEBYEHTR
HNOETH - 72,

5 EM I G- 15 ARG TEILZ R L 7213 L A X 0IEBIC
DTS BMIKEZICREFIT-72L 25, wWFRLA
47 L 72 (Table 7).

6. R Ff R

B5Hi B L UOKSHMPIZT- T IRREDOR %
Table 8 £ L WX 9IR T, &5 1 BDKAE TI3 1,000mg/
kg UL LMl TIRED A DD S 7255, 3BTIEZ
7N 5 3,000mg/kg NDREIZE(LA D S NL LY, 5
OB TR L LICHRICKE L 22z s h
il oz % B, #4518 Tl 3,000mg/kg DIz RiZE

Table 4 Hematological findings in rats S weeks after discontinuation of CTT
administration which lasted for 5 weeks

Sox ?;S;ie N“L“fb” RBC Hb PCV | Reticulocyte WBC Platelet
6 2 4
(mg/ke) rats (10¢ /cmm) (g/d]) (%) (%) (10* /cmm) | (10* /cmm)
7.4 15.9 46 1.2 101 85
Control 6 £0.1 £0.3 £1 £0.2 13 £4
Male
7.7 17.2%* 49 0.9 96 86
3,000 6 £0.3 £03 £1 £0.2 +8 3
6.8 15.8 45 1.4
Control 6 +0.2 + 0.4 1 +0.2
Female
6.9 16.0 45 0.5%*
3,000 6 £0.1 £0.3 £ 1 £0.1
Each value represents the mean + S.E.
** . Sjgnificantly different.from control, ** P <0.01
Table 5 Myelograms in rats treated intraperitoneally with CTT for 5 weeks
D Numb . . i P
Sex le(isealie u:fl er Er);;h)rmds M};t;;)lds MJE Mega(k;;yocyte Ret:::allum ::aesuma OE;:;S
(mg/kg) rats ° o 5 (%) )
Control 8 29.6 70.6 2.55 0.1 0.0 0.3 0.2
+ 1.6 1.5 +0.28 (0.0 ~ 0.4)3) (0.0~ 0.2) (0.2~0.6)| (0.0~04)
24.7 75.1 4.29 0.0 0.0 0.2 0.1
Male 1,000 6 + 3.7 +3.7 +1.73 (0.0~ 0.0) (0.0~ 0.0) (0.0~0.4)| (0.0~0.2)
3.000 7 35.6 63.4 2.00 0.0 0.0 0.4 0.3
’ +39 + 4.1 + 0.36 (0.0~0.2) (0.0~0.2) (0.2 ~0.6) | (0.0~ 0.6)
Control 7 19.4 80.3 5.59 0.0 0.0 0.1 0.1
+44 +4.3 +1.19 (0.0~ 0.0) (0.0 ~ 0.0) (0.0~ 0.4)| (0.0~0.4)
26.7 72.7 3.00* 0.0 0.0 0.2 0.4*
Female | 1,000 8 £3.0 £3.0 | £037 (0.0~0.0) | (0.0~0.0) | (0.0~0.6)| (0.0~ 1.0)
3.000 e 28.1 71.6 2.71%* 0.0 0.0 0.2 0.2
’ +2.1 + 2.1 +0.30 (0.0~ 0.0) (0.0 ~ 0.0) (0.0~ 0.8) | (0.0~ 0.6)

Each value represents the mean + S.E.

a) : Ranges are given in parentheses
* %% .
, %

Significantly different from control, * P <0.05, ** P <0.01
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FENRGINA LD Sz, FDIEHIZIE, BB W5 7. BT R

YEZ SNBEILABR S Lz hy, Bk & A5ty 5P Y15 e B T IS MERE X L (2 300mg/kg LA L
R E HH THEWLEIZBET 2 & % 2 51 5%81{ki3is DG R TEWBDIENED S iz, 100mg/kg TL
HHN T h -7z, EEREHNIC >V TIREE 5 EHIZ 17 - F L A S RO L bl H vz, £ DIEA:

A TLRES L VEIBFEICZ S N s - 72 I MERENEL G B D TSR £ B X %2 5105 B i
(Table 10). & 5\ ZIERED M I A G2 TN THREHT

Table 6 Biochemical findings in rats treated intraperitoneally with CTT for 5 weeks

co | osage | Number| Gor | GPT | ALP ;g:‘e’:n Albumin | Glucose m?r’z;’en Creatinine | Cholesterol | Na K a
Eq/1 Eq/l
(mefkg) | rats (U | AU/ | (KAU/) (e/dl) (g/dD) | (mg/dl) (mg/dl) (mg/dl) (mg/dl) | (mEq/l) | (mEq/l) | (mEq/l)
Control 10 65 19 12.5 5.7 2.5 111 16 1.5 39 146 3.2 108
r +4 t1 + 1.1 +0.1 + 0.0 +1 ED! £ 0.0 +1 £ £0.1 t1
100 10 75 19 11.7 5.5* 2.4 111 17 1.5 39 147 3.3 107
4 1 +0.8 £ 0.1 +0.0 +4 t1 0.1 £2 +0 +0.2 ED
73 18 10.8 5.6 24 105 16 1.6 43 146 3.3 106*
Male | 300 0 1.3 41 | <05 |01 | 200 4 | x1 £0.1 £2 «1 | 203 0
1.000 10 73 21 12.4 5.6 2.3 101 15 1.7* 31** 145 34 107
' +3 +1 + 1.5 +0.1 +0.1 +3 +1 +0.0 3 1 +0.1 +1
3.000 1 76* 22* 12.7 5.5 2.2%* 106 17 1.8* 28** 144* 3.9 107
’ +4 %1 + 1.1 £0.1 +0.1 £3 +1 0.1 £2 +1 +0.4 + ]
Control 10 67 17 8.0 5.9 2.8 102 19 1.8 48 143 3.3 108
ontro +4 [ £1 | £09 [x01 | £0.1 +3 +1 +0.0 +2 +1 | £0.2 1
100 10 74 18 7.3 6.0 29 106 20 1.8 49 141 3.7 105**
5 +2 +0.9 0.1 +0.1 +3 +1] £ 0.1 +3 +] +0.3 1
82 22% 5.3%% 6.3% 3.0 109 17 1.8 42 141 3.6 107
Female | 300 10 1,8 | x2 | 206 200 | 201 +3 +1 £0.1 +2 £1 | £03 +1
1.000 10 76 24+ 5.8* 6.0 2.7 96 16* 1.8 38%* 140* 3.6 106*
’ +4 2 + 0.5 +0.1 +0.1 +£3 +] +0.1 +4 +] +0.3 +1
3.000 10 65 19 5.3%* 6.0 2.6 93* 17 1.7 27%* 140* 39 106
’ +3 +1] + 04 £ 0.1 + 0.1 3 +1 0.1 +2 2 + 04 +0

Each value represents the mean = S.E.
* ** : Significantly different from control, *P<0.05, **P<0.01

Table 7 Biochemical findings in rats 5 weeks after discontinuation of CTT
administration which lasted for 5 weeks

Sox ]?:/Sealie Nu;rflber GOT GPT ALP Albumin | Glucose | Cholesterol Creatinine

(mafke) s au/y | du/m | (KAU/ (g/d) (mg/dl) (mg/dD) (mg/dl)
Control 6 fg t2§ + gg + gf +1 (1)? 331 3 ég

Male 1,000 6 26; :i ;;:; + SI* 1112 :(2) * (l)g
3,000 6 fg 3? :;:2* : 3:(7)* 113 :g + (l):i
Control 6 N ?2 + ?g + (5)3 + (3)? lilg :; + (1)?

Female | 1,000 6 :63 tzj t ?g + (3)i ::** 15: + (I)Z
L e I PC TN IS S OG-S IO S Y+

Each value represents the mean + S.E.
* *x . Significantly different from control, * P < 0.05, ** P < 0.01
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Table 10 Urinalysis in rats 5 weeks after discontinuation of CTT administration
which lasted for 5 weeks
S l'fosalge Nun;ber Appearance Volume Osmolarity
ex evels o Na) Ab) (ml) (mOsm/k,
(mg/kg) rats m/kg)
Control 6 6 0 il (1); :‘T;
Male 1,000 6 6 0 o4 o
3,000 6 6 0 o2 b
Control 6 6 0 . g; . :’?i
Female 1,000 6 6 0 Lol o
3,000 6 6 0 N gg :22

Each value represents the mean + S.E.
a) : Normal, b) : Abnormal

B S USMC 3 B S ET 5 LB LN A
fbizslHh o 72,

5EMKESERFI TIEIER 2 D TV TN
LREIED LN LT,

8. BMBEE

5 BRI 5 1% 2 £ 05 ) [ 2% B 5t # Table 11 (EE 4
$ LU Table 12K E FeE &) 123, Epik 512 BEE+
BrEZLNABENBUTOLEE) THS,

w0 1,000mg/kg UL E oS & 0 3,000mg/ kg P
THRE LLE R OBEN,

FH# © 3,000mg/ kg i THE LLE 5t R,

Mg © 3,000mg/kg PHETEERL L KELERN
WA,

ek, HWERIZOWTIIHEN LS B L U —
DEEBTEERBLIV/H LV 3ERELERDWD A
ADH LN, TR LBELDIEFHMNOEITH
N, BEIKEELALN D 52, ZDIT, W O»
DB BRENI U EENBDH LNIZH, 1L AEHIE
FEEOBBEMNICHY), TN 5 3,000mg/kg DBHET S
DNDRIFZED 5 NREERDOBIB LU/ H ST
®ELESOMIMIAES NGz & L% ) Arit
NELEEZ LTz,

FROKE, BB L OCWIRE RN 5HER DK
WL @S LN T - 72 (Table 13).

9. REBHGFRR

CTT &M A KT 2 &% 2 51 5 R ED
WS h - 72, 3,000mg/kg T3l & LIC T RIC
WL THMBO IR LDIEEHERE TH - 72 (Table 14)

%, AN Z 0D b DIZREIZED LT, T LoEKIZ L
WwWEEZ SN, WIREYZES S ESEHZ L2 ER
DFEEILHO I, B, KETES L oRE L
TEAMIZS L REEH N & 20 RERESNEESL &
UHRRETERIIA M TH ), F72BRIBILL 726 TR
fbbiishsnsz, 5B G ®RERIICED L NBR
YA RI3 Table 15 1284 L 72,

5B EEF TRV NORMESRIC L REREHLNL
o f:o

% =

— ik & L T 300mg/kg UL TIZERIEAGEH HN
7275, EREOFTRIZEBOILIR E & LI Cephems®
FEWETL $HBEINTE N, Z0dnEA &
L2 vninEibe 2 Hh b, RBOEiRE
FHe A BOTHLBEINTE N, BRAEENE
G DBRLEATREIN S,

SRMEI R L I 5 BATE 1£IC TR TS B TR L
72h5 1@ LLKE 1 H o> 1,000mg/kg L BB & D
3,000mg/kg # BV THB L OERBD LML X»
P2 L72h5o TAZ X LIRS BIC BT 2 &z ov
TIEBWEFLTRIZIIEAE LN EZEZLNS,

ElREiz, 1,000mg/kg Lh b TE&H b N2 iEKENHM
B L URBOEAICOWT b ISR IR S Lz —8t
DELTH Y, BHEEHLERILLEWEEILNS,
S DTALDHEFIIEE L Th W, ERERNRS
HHOITKRIES, HEROKF T ACHBESLEER
F—EBEL T b EEZ LN, FRHIRBORIICD
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Table 13 Organ weights of rats S weeks after discontinuation of CTT administration
which lasted for 5 weeks
Dosage Number Liver Kidneys Thymus
Sex levels of 2
(mg/kg) rats ® (&%) ® &% ® (&%)
13.37 2.56 3.16 0.61 0.29 0.056
Control 6 +0.47 +0.05 £0.09 £0.01 £0.02 £ 0.004
13.08 2.60 3.14 0.63 0.30 0.060
Male 1,000 6 £ 0.81 £0.07 £0.15 £001 | £0.02 | £0.003
3.000 6 12.90 2.70 3.08 0.65 0.32 0.067
’ +0.99 +0.15 +0.14 +0.02 +0.02 +0.005
7.30 2.59 1.82 0.65 0.31 0.112
Control 6 +0.35 +0.07 £0.10 £0.02 | £0.03 | +0.009
6.89 2.56 1.75 0.65 0.30 0.111
Female 1,000 6 +0.28 £0.04 £0.08 +0.01 +0.04 £0.011
3.000 6 7.04 2.59 1.99 0.73%* 0.32 0.118
’ +0.27 +0.04 +0.09 +0.02 +0.03 +0.012
Each value represents the mean + S.E.
** . Significantly different from control, ** P < 0.01
a) : Relative weight
Table 14 5-Week intraperitoneal toxicity study of CTT in rats
Perilobular fatty infiltration of liver
Dosing period Sw. terminal 5 + R5w. postrecovery
Dose level (mg/kg) Control 3,000 Control 3,000
Sex M F M F M F M F
Numbers examined 6 6 6 6 6
Minimal 5 3 2
Slight 2 2 1 3 4 1 2
Moderate 4 4 4 2 3 4

WTIIMBOBERT R b AT A% (& L BES L L
RERTIR T EEZ LN B,

MR ZE T3 3,000mg/ kg TREIM I & &I KIG
L2 ZAb & 2 5 N B BRI MERE O S hnhsa2e & L7z
A, BRI IS BREII L o 72, RO BRMS £ U0/ H
5 W3 HK R Bk o #anid Cefazolin®, Cefamandole
nafate?® %\ Latamoxef' " CLHESNTH Y, &
BlICRRMLEILE 3E Z 220,

MAAELFRRZE T3 1,000mg/kg LU ETliEa L 2 F
O— DL HEBD STz, —RLUTHIS b\ IZERED
T 2B AICI3BITEL L oL 2T o— L DiEbE
(BRI EEEAE L, ML 27 o —hfkfE% i
FTIEPHMLNT B, FRBAMEARNDTEHNTH S E.
coli, Enterococcus DY HMiFa L 27 a— LT
EFETREAS H B L Wb T BP0 T, RRBRIZHT
BZELLINLDEFAMNLZLDEEZ LA,

Cephem RIUEMEAN L EMEIC B THERICKH T 25

MDA EELREN1OTH B, CTT OB H ML
= bHTH55<, Cephalothin X IIIFFRIBEE L HREXNT
WEBAKRKBIIB W TL SRS RH TERAKER
B OBREMA LD SN 2720 T, WEMA TR
O THERETRET 2RERIZB LN LD - 12,

ZDIINREREIZ 5T 1,000mg/kg LU LD %58
DEFENIRE &ARDERE ik Bl m s 2D 5 e,
COBIZ— AR B M0 X S EEEE LB T RS KL
L., #2722t snlzBpiziz~E 7o H50n
[I~=bF 7Y v FOIMENIEDH SN T HDT, Bl
BhEL 2R EEz S5,

VUbo CTT 0512 BhES 5 & 52 LN 5 a6281bix
SHHRIREIC L Vs L EEL, TN THLZ L
ARSIz, 272, CTT # 7 - Mz 5B 5
L7223 Wik KEERRI3300mg/kg/day & #5E S n
72,

(iR B HARE1979, 7 ~1980, 1)
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Table 15 5-Week intraperitoneal toxicity study of CTT in rats
Incidence of microscopic lesions (Sw. terminal sacrifice)
Dose level (mg/kg) Control 100 300 1,000 3,000
Sex M F M F M F M F M F
Tissue .
X Numbers examined 10 10 10 10 10 10 10 10 11 10
Lesion
Lung
occasional interstitial lymphocyte foci 1 6 1 3 1 3 2 1 5
a few collections of foamy cells 1 1 3 3 2 1 3 1
Liver
small foci of mononuclear cell infiltration 10 10 10 10 9 10 9 10 11 9
subcapsular focal coagulative necrosis with 1 1
organization
mild haemosiderosis 1
Kidney
occasional interstitial lymphocyte foci 3 4 2 2 1 2 1 2 2
focal scarring at cortex 1 1
Spleen
micro abscess 1
Heart
minimal chronic myocarditis 1 1 5 3 2 1
Pancreas
focal interstitial lymphocytic infiltration 2 2 1 2 1 1 1 1 1 1
focal fibroplasia 1 1 1 1 2
Testis
focal atrophy of seminiferous tubules 1
Prostate
interstitial mononuclear cell infiltration N 2 3 2 1
focal purulent prostatitis 1
Seminal vesicle
occasional interstitial lymphocyte foci 1 4 5 2
Lacrimal gland
occasional interstitial lymphocyte foci 1 1 1 1 1
4)  {PEEFE KR, NIHFELTE © Cefuroxime N &HIZMT 5K
Eif 3 st W28 Fo b SoAME AN HEN L SOBMEBIHEE
. . B, Chemotherapy 27 : 130~151, 1979
AR G D TE 72 BIFERT & &M 7R ER D B RIS . . . . :
| ARBER R LR LD E 5wl KL HKAA MELE LENE, S K
wHCLET, INETEIE, B : Cefoxitin D% ttiz BT BHE.
e ik Chemotherapy 26 : 150~175, 1978
6) HkwiE, w1, ISR, EHOIE D BREHIC
1) SHF#, K oL, HEA— | Cefotetan (YM09330) & % Cephalothin® 7 v Mz b 2 EaMHEEREK,
27 AB LT s MizBliT 5 2tEEE R, Chemothe- Jpn. J. Antibiot. 28 : 231~242, 1975
rapy 30(S-1) : 208~212, 1982 7) HASSERT, G. L. ; P. J. DEBAECKE, J. S. KuLEsza, V. M.
2) Wop, J.S.;J.S. WELLES, N. V. OWEN, W. R. GIBSON & TRAINA, D. P. SINHA & E. BErNAL : Toxicological,
D. M. MorTON . Toxicologic evaluation of cefam- pathological and teratological studies in animals with
andole nafate in laboratory animals. J. Infect. Dis. cephradine. Antimicrob. Agent & Chemother. 3 : 682
137 : S51~S59, 1978 ~685, 1973
3) EMUE R, HIREE, HHEEZ | Cefazolin sodium 8) AAEH, ARETF, RAETF, Z= #Ex BE 19

W & UG~ 528, Chemotherapy 18 : 528 ~543,
1970

Cephaloridine (CER) D £ B &1t 2 HHERR 2
, HERML S ISR, Jpn. J. Antibiot. 29: 735
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~770, 1976 ~1107, 1980
9) MHE %, ANFE, BHEEZ, WG E, WA, 12) BT BB OMIER, B X 7 46 0 73~7T8,

BAREL=, FIARIER : CS-1170 %&£tz B 5% 1969

W1 SRERMIC & 2800, WAL S Iz 13) &P, B G, SHER SR oL, HEEA—

R, S HHFARATER 30 : 112~ 147, 1978 Cefotetan (YMO09330) /0 7 - I (2 151 & i i VE ik BR.
10) DuBos, R& R. W. SCHEAEDLER : The digestive tract as Chemotherapy 30(S-1) : 258~266, 1982

an ecosystem. Am. J. Med. Sci. 248 : 267~271, 1964 14) HRIRAIW], SEEK B R, K- Cefotetan
11) N, S, HEE FEEE 6059-SnT (YMO09330) @ v7 4 X |2 4513 2 (i Wk 1 4% 5 i 5 1 ok B

Mz 05 B i 8% . Chemotherapy 28(S-7) : 1089 Chemotherapy 30(S-1) : 267~277, 1982

5-WEEK INTRAPERITONEAL TOXICITY STUDY OF CEFOTETAN (YMO09330)
IN RATS

KaAzuNoRr1 IMAMURA, HiROSHI SUZUKI, TosHIO YOSHIDA, HIDEAKI OKAMIYA,
HirosHI OzAKI and YUICHI SHIOBARA

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

Cefotetan (CTT, YM09330) was administered intraperitoneally to male and female SD rats at daily doses of
0, 100, 300, 1,000 and 3,000 mg/kg for 5 weeks to estimate its toxic effects.

1) There were no deaths. Both males and females receiving 300 mg/kg or more showed writhing imme-
diately after every injection as well as excretion of soft feces throughout the dosing period. Body weight
increase of males receiving 1,000 mg/kg or more was suppressed.

2) Slight anemia and increase in reticulocyte count were observed in both sexes at 3,000 mg/kg. In plasma
biochemistry, cholesterol decreased in both sexes at 1,000 mg/kg or more and albumin decreased in males at
3,000 mg/kg. In urinalysis, urine volumes decreased at 1,000 mg/kg or more during the early period of the
treatment.

3) Distention of the cecum was observed in both sexes receiving 300 mg/kg or more. Relative kidney
weights increased at 1,000 mg/kg or more. Histopathological studies, however revealed no treatment-related
abnormalities in any organs examined including the kidneys.



