842 CHEMOTHERAPY OCT. 1983

Ceftazidime ok p+5%%E (1)
7y Miedsbt B MIRPISE G A W AR

RAEE-MIHE-FH R-EF ¥
B 2 - BF H R A BT R RT

Ceftazidime (CAZ, SN401) 0.1, 0.8, 1.0 3s X7 2.0g/kg ® SD %5 » Fiz¥ki} 5 35 B
AR 5 —28 AMKROERMESHUBRY TV, LTOBRYB,

1. #02.0g/ks BIcBSESCREBROXRRFCRRATS LBbhs—@E0ER (¥4
v ZHER) ¥ X UMD 2. 0g/kg HECRM AP BT HRBCRES i,

2. HEMMICED 2.0g/kg B TEEREDORD Y4 5 SEMMOMEHA A LHIA, KEH
M ORFOEMHREINBR - ABE: CHIML, KRS © GEMME (568) 12 HREF
(63g) LIZZAMATH » 70

3. WERTHRCHERARORLEEDO LR (D 1.0g/kg LI EDRE, #0D 2.0g/kg ) & XU~
=2V .y ME~EZREvROWD (D 10g/kg L EDH) MAbhich, hECIHER
Z® L,

4 BERTECHERED 1.0g/kg LLEDHTT7ANY 7 2 A7 7 2 —EHEDETFH I VUH#D 1.0
glkg LI EDOBEEMED 2.0g/kg TR 2 VAT v — AHOBMBFEN R ORIcH, KECXDER
TR L,

5 BERTHEuCKHD 1 0gkg L EORCRES (Bt 2nTBpsrHmL, KERTRICH
RIBRDEMD AR BT,

6. EMRTHECHERD 1.0g/kg L OB CHROBBREI S X UKD 0.1g/kg LI EOTFT
EROMBELESLOR, AERTRCLBROXBEMNBREL TV, BBRRRAERAL
high otz

7. BERTECHERD 0.3g/kg LA L0 TEREE, #o0 0.3g/keg LI EOT THES X OHEED
BEABTHROBRER L HENEROMMMNA LIt (KERTRIZ LMD 0.3g/ke L LOFTH
B, D 2.0g/ke FECHES JUHRED 1L 0g/keg B EORCEROBRER ¥ XN EROHEM
NRabhic,

8. BLERTHEHMERED 0.3g/kg Lk © B CHEARMAE EENCITFRIERNOMEME X THED
2.0g/kg CEMLRMBE LEOBIEEAR LR, WTFhIKEC X HEE L,

9. BUATREERT R T 0. 3g/ke L EOR CHMRMAE EXARCETHEEORVHAGDOHEM
F X0 1 0glkg L EOBECHFABO READ B & low density lipoprotein OmAiAbhis
A, KB X hEEERLL,

BEDRERY S, ZRBCEFTIHERZ T h b Rk ) EETELEHIAEETHY,
Ceftazidime DR ABEAREIR 0.1g/kg L#EES I B,

Ceftazidime (CAZ, SN401) i ¥XE 75 7 V4 ¢H (CAZ-5H;0) (Lot. EPLD 12/10) %*{#f L,
BIhLFLVEHA L7 »y e 2RY) vRIIEHETD 2. BREFARSE

%o CAZ-5H,0 ¥ FRCHFRELTRATAHOE-2-F
BELIAEDT » b D 35 HEBGRARS BLIDL, CAZ 0 1/10 &0 KRBT 1Y 74%
IrEREBHERRYEE Lco TRET 5, LA RESAREAK © BML, CAZ 0 3% (W)
I. =BMEGITESE BB RARL, 3 0RT77 40 x—TF@ LREE

L & # ALt

BEIFAXEERRASE X ) RS hic CAZ 3. HRBYH IUHETELEG



yoL. 31 -3

CHEMOTHERAPY 843

4ABO Sle: SD 7 5 X HERERBHRKEF
garVMAL, 18MOTREAT © 0 b5 A M
124~144g, Hf 121~139g) TRBIBELI,
SYRE 2411°C, BE 60~71% DMEBA T
PBANZFAFy 2y = SR 2ETOARTREL,
i GHy =7 2 VEBERER MF) 3 JUK OKEAO
REHCER SR,

4 BEROF[EHES

CAZ (0.25, 0.5, 1.0, 2.0 3s X 0* 4.0g/kg) » 14
ARMMIRAREIC X 5 FHEBROKSR, HRED 2.0g/ke
pEoBciEsk 4 BURSEEE, OBE, KR, &K
B LOERMBEEIND LLEIRETHLALRI,
xofy, D 1.0g/kg LA EOBCHMBRB DM INIEA
RETAHY 7 3 R7 7> 2 —EEDETHER, D 4.0
glkg B CHEHMOMEIL E2ZBH b i,
UEDRRLOVDR S » b TD CAZ OBIRARERED
LDs, ffi (Bt 6.1g/ke, i 5.8g/ked" b LKk
<n CAZ ofpEEX 1T 0.1, 0.3, 1.0 s X 0° 2.0
glkg D4 BBV HE LI,

5 Ak XUBEER

L AN BREEERER b ORI 5F 47
(CAZ0.1,0.3,1.0,2.0g/kg) ot 58 &L L, 0.1g/kg
BLBBROoWTIE 28 AMDORERRBE LRI 1o
£BLD, BERTRSIOCKRERTRRERLLT
£ 12 (0.1g/kg FHEBRE AT 24 IU) THRL, %
D LD 2TWIBFERTREE IR ERTRCEIT A E
FEBSEEXFRA L L,

6 BEHEs UL R

£HOBYI 30% CAZ ¥k 1 B 16 35 B HESE
BHRARS L, BBECREERERYRAKCES L
2o BEHEIT 0.2~0.25ml/10sec & Lo

7. BESIUBRE

SRS (535 HRI—k3E 28 AR A 1 @
L-BIER DB R TIn - 1o ERTILE 3 EEGET
LR, BRICKONBEIBAIRBEr— oL 2H
M X1 ARDRER T » oo 7ok, #HI XVKD
HREXIT1IEYh0BE LTHEbLE,

5tk 28, 30 H &k 24, 26 B KPR 4 T
O oW CIRE#KZE (Kowa, RC-2 type 621) % 5
L,
HgotiBc= — 7 L BT CIRESIRE X bigm
L, RbmERY, HOERE, ~zs/eevE GIE HE
BB MR 3EE CC-108), ~= F 7V » ME GELS
M), BRAMBRE (7 vy »—i), QORIEES
B Gar—Faypap), mMRE GRERLMT Y
Vv%— PL-100), 7= rw vt v &4 (DADE

HORE 2 BN sE Auto-F1) omyEMmE%R 1T -
oo MEMRT AOT A OWMEG L O OIHKRIEK T Bic
VRN E R — VRBET THRTRBIIR X 0 RMAK, O
AR LTHORIMICo\WT GOT (Henry BB,
GPT (Wroblewski ZF#:), ALP (PNP #:), M (Hex-
okinase ), R¥EEH (Urease ), #a VAT r—
N (7 AT, TN, KEG (Biuret i), 747
$v (BCG ), A/G, 7v 7 +=v (Jaffe i), ¢
Yy L&~ (Malloy-Evelyn %), Ca®* (i ABOTT
VP Biochromatic Analyzer), Na*, K* (Ll_E Hitachi
TS RN HHEETF) s L U CI-(ZiBE % Chloride Coun-
ter CI-5M) #JUE L,

B5527, 29 His JUKRKBK 20, 22 Bic &R L DT
RBED 2T O¥RREAYr —CB L, 6 FEREERYHER
LTREDPHER JOEDEFOBEYTIL » o Tt
¥, RIRBAMMERCHE 100g %4 b 0.5ml DAGEK%
A4 (EnD) L, BRPRIBLEKIELEr T B
L% 28~35 His XU KK 21~26 12 A7 ic EIBER
X THLRFHERCOW T, RAUEHARRK (BM
7A L+ 8, IZABEKRRSE) ¥AWT pH, EBEH,
B, r bk B, vrEY ) —-FrEEIALEVD
BE, BTt X 3 HEONES XUKREIC X 5 RIEE
DEBXITIt-1

BnEREELDCEERBONBRMBAR ¥ 1T 7L W,
B, T2, BRI OK BIR W OFE EIE B
B, PRI, BB, WEE, RAZER RELES, FERIUV
MEOBERYRE L1, ik, AECHTIHENER
LEM U, EEERSL > CHETR 8§ =
B, ERE, BEBE BBt Ko 5, BHil XUBREERY v
AESITOWTIE 10% k=) vIRT, ¥, BER
¥ IVBEERICOWTIE 7 7 VIR CTEREREER,
BECE-TAF7 7+ vEOIRZERL, ~= +F v
v, 2o vRERThot, LIRS JUERC
SWLTIAERE UT PAS REYEREL, REFHR
gt Lico

HREMERER 2TCC DT, BEDHDVIIKRERTR
HKrEER L, B BRI LThLh 1@
SWTBERAREZER LI, ThboRkhxayEk 7
LME—LT7AFe FEAR I Y ABCEEL, 7ra—
ARFICTHIKSE = K+ “HIgcgEL, 60°C, 3 AME
L5XRI, YALTF 78— ATHTDOLHRY 5
viE =/ BHTHREKALXET 100CX HETFHEME
THELI,

8 #EtALE

ARETHE LRI HEMIL FSEs X OCEERETE
AL, t RECIZFEUORERTi- 1o nds, t



844

CHEMOTHERAPY

OCT. 1983

Fig.1 Body weight changes in rats during 35days intravenous administration

of CAZ and 28days recovery.
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Fig.2 Food consumption in male rats during
35days intravenous administration of
CAZ and 28 days recovery.
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Fig.3 Food consumption in female rats during
35days intravenous administration of
CAZ and 28 days recovery.

C; TN
E .:‘/'f-’—f-“"*::
2 ——— Control
g ———0.1g/kg
© ———- 0.3 g/ke
2 —— 773
= —-— 2.0 g/ke
|=-Administration ——><Recovery—-
T period period
1 1 1 L 1 e
0 10 20 30 40 50 60

(day)

PRI 3 St IR HERE & b EEREY



CHEMOTHERAPY 845

yoL. 31 S—3
Fig.4 Water consumption in male rats during Fig.5 Water consumption in female rats dur-
35days intravenous administration of ing 85days intravenous administration
CAZ and 28days recovery. of CAZ and 28 days recovery.
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Table 1 Hematological observation in rats after 35days intravenous administration of CAZ

CAZ (g/kg)
Control
0.1 0.3 1.0 2.0
Sex No. of animals 10 10 10 10 10
RBC (10‘/mm?) 822+54 851+53 815169 833+24 826+36
WBC (10*/mm?®) 117£15 111+19 120+£15 126 +15 13828
Hemoglobin (g/dl) 15.3+0.4 15.4+0.4 15.2+0.6 15.4+0.4 15.2+0.3
Hematocrit (%) 46.3+0.6 46.4+1.0 46.0+1.1 46.7+0.9 46.5+0.9
Platelet(10°/mm?) 1085+ 86 1089+126 1031 +118 1105t115 11491108
PT?® (Sec.) 14.7+0.8 14.310.3 14.4+0.3 14.310.6 14.540.3
Male Reticulocyte (%0) 348 34+10 2619 3149 55+ 8**
MCH (MMG) 18.7+1.3 18.2+1.3 18.7+1.3 18.5+0.8 18.4+1.1
MCV (CM) 56.5+3.8 54.7+3.5 56.8+4.6 56.1+1.8 56.5+3.1
MCC (%) 33.2+0.6 33.2+0.7 33.0£0.6 33.0+0.6 32.6+0.5*
Lymphocyte (%) 81+4 86 £3** 86 £3** 83+3 83+5
Monocyte (%) 412 4+1 4+2 4+2 5+2
Segment (%) 11+3 8§ +2* TEH1** 9+3 10+4
Eosinophil (%) 4+2 3+1 3+1 3+2 2+1
RBC (10‘/mm?) 783+43 800 =67 796 +52 800+76 743156
WBC (10*/mm?) 101412 94+13 102118 108+20 128 +31°
Hemoglobin (g/dl) | 15.3+0.3 15.6+0.6 15.2+£0.5 14.9+0.5* 13.9+0.4**
Hematocrit (%) | 45.3+1.0 45.3+1.2 44.6+1.4 43.5+0.8%* 41.1+1.2%*
Platelet(10°/mm?) 939 +147 910 +92 963+ 85 984 +84 981+87
PT (Sec.) | 14.0+0.2 13.9+0.3 14.1+0.7 14.21+0.2 15.4£0.8°"
Female Reticulocyte (%0) 21+10 21+6 25+9 40 +14** 55+10**
MCH (MMG) | 19.6£1.1 19.6+1.7 19.2+1.3 18.7+1.9 18.8+1.7
MCV (CM) | 58.0+3.5 56.9+5.2 56.2+4.0 54.91+5.7 55.7+4.7
MCC (%) | 33.9%£0.5 34.5+0.7* 34.1%+0.7 34.110.7 33.7+0.8
Lymphocyte (%) 82+3 82+3 8412 84+2 82+4
Monocyte (%) 4+1 4+1 410 5+1 512
Segment (%) 9+2 10+3 8+1 8t1 9+2
Eosinophil (%) 4+2 4+1 4+2 4£1 4+1

*P<0.05, * % P<0.01 Significant difference from control (Srtuoent’s t-test)
+P<0.05, ++P<0.01 Significant difference from control (Aspin-WeLcn's t -test)
2 Prothrombin time
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Table 2 Hematological observation in rats after 28 days of recovery following
35 days intravenous administration of CAZ

CAZ (g/kg)
Control
0.3 1.0 2.0
Sex No. of animals 10 10 10 10
RBC (10*/mm’) 993+34 1037+ 34* 1009 +27 1054 1- 42**
WBC (10*/mm’?) 132£25 137£11 126 +12 12116
Hemoglobin (g/dl) 16.3+0.5 16.6+0.5 16. 8 +0.4* 17.11£0.4**
Hematocrit (%) 47.3+1.6 48.1+1.2 47.9+10.8 49.1+0.9*
Platelet  (10°/mm’?) 947 +128 1021 +106 950 +151 9231+ 49
PT® (Sec.) 15.2+0.9 15.3+0.3 15.5 0.8 15.0£0.5
Reticulocyte (%) 26+9 23+8 20 +5 23t5
Male | mcH (MMG) | 16.5+0.6 16.040.4 | 16.7+0.4 | 16.3+0.6
MCV (CM) 47.7+1.6 46.4+1.3 47.5 1.2 46.6+2.0
MCC (%) 34.5+0.4 34.3+0.3 35.1%0.5* 34.9+1.0
Lymphocyte (%) 85+3 8414 83+3 84+3
Monocyte (%) 541 511 5+1 5+1
Segment (%) 7+2 9+2 9+2 9+2
Eosinophil (‘%) 3+1 3+2 4+1 3+1
RBC (10*/mm*) 926 * 46 933+30 947129 948 +33
WBC (10*/mm?) 104 +20 111+23 100 +27 93+12
Hemoglobin (g/dl) [16.0%0.6 16.4+0.2 16.710.5* 16.7+0.5*
Hematocrit (%) | 45.7£1.4 46.0+1.1 47.1+1.1* | 47.2+1.3%
Platelet (10°/mm?) 925+131 1063 +152* 1037 +108 999 +133
PT (Sec.) |14.6+0.6 14.7+0.7 14.2+0.3 14.3+0.3
Female Reticulocyte (%o0) 22+11 23 +8 28+9 20+12
MCH (MMG) |17.3%0.5 17.6+0.5 17.610.2 17.7+0.4
MCV (CM) |49.4+1.2 49.3+1.7 49.8+1.1 49.8+1.4
MCC (%) |35.1£0.8 35.6+0.5 35.340.7 35.5+0.4
Lymphocyte (%) 83+2 84+3 83+3 83+1
Monocyte (%) 5+1 5+1 5+1 5+1
Segment (%) 9+1 8+2 9+2 9+1
E osinophil (%) 4+1 3+2 4+2 4+1

* P<0.05, ** P<0.01 Significant difference from control (Stuoent's t-test)

+P<0.05, ++P<0.01 Significant difference from control (Asein-WeLch's t-test)
a Prothrombin time
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Table 3 Serum biochemical analysis in rats after 35 days intravenous administration of CAZ
CAZ (g/kg)
Control
0.1 0.3 1.0 2.0
Sex No. of animals 10 10 10 10 10
GOT (1u/1) 103+15 107+19 95+ 14 98 +16 92 +27
GPT (Iu/1) 40.81+6.6 42.8+10.7 37.3£7.1 35.81+10.6 34.5+15.0
ALP (Iu/1) 264 27 295 +81 282154 223+ 34** 1881 33**
Albumin (g/dl) 4.22+0.15 4.22+0.16 4.30+0.10 4.24 +0.16 4.2210.13
Protein (g/dl) 7.00+0.29 7.17+£0.37 7.25+0.33 7.12+0.38 7.1210.28
A/G 1.54 =0.20 1.45+0.19 1.47+0.16 1.49+0.19 1.4740.19
Creatinine  (mg/dl) 0.73+0.04 0.66+0.02** 0.68+0.05* 0.69 +0.04* 0.68 ~0.04*
Male Bililubin (mg/dl) 0.32:0.11 0.27+0.07 0.27+0.07 0.2010.05*" 0.20+0.04"*
Glucose (mg/dl) 205+19 198 +14 196 +18 189 +17 187 +23
Urea-N (mg/dl) 20.9+3.3 17.1+£2.3** 18.812.0 18.8 +3.2 19.7 £ 3.7
Cholesterol (mg/dl) 68 -8 70+4 69 +11 79+14 78415
Na (mEq/1) 143 +1 143+1 143+2 144 +2 143+1
K (mEq/1) 4.6+0.3 4.6+0.3 4.7+0.3 4.9+0.3* 4.8+0.2
Cl (mEq/1) 983 99+2 98 +2 98 +2 973
Ca (mg/dl) 10.7-0.3 10.6+0.2 10.6+0.1 10.5+0.2 10.4+0.2*
GOT (Ig/1) 8714 89+11 84+15 79+7 8118
GPT (/1) 29.4:9.6 25.5+5.6 25.7+4.4 20.8+3.2* 22.2-5.5
ALP (/1) 231 =56 181+42* 191 +58 1514:47%* 121--26""
Albumin (g/dl) 4.4120.20 4.61+0.17* 4.61+0.28 4.70+0.19** 4.64+0.25*
Protein (g/d1) 7.04=0.25 7.28+0.30 7.37.x0.36* 7.38+0.39* 7.47:10.41*
A/G 1.69-0.19 1.73+0.07 1.6710.14 1.76+0.13 1.64-0.11
Creatinine  (mg/dl) 0.67-0.04 0.6510.04 0.65+0.04 0.66+0.04 0.67-0.05
Famale | Bililubin (mg/dl) 0.17=0.06 0.17+0.04 0.18+0.07 0.1740.05 0.16-0.03
Glucose (mg/dl) 182 =13 186 +11 185 20 183 + 16 181-15
Urea-N (mg/dl) 17.0=3.3 17.8+3.0 16.872.6 16.9-2.7 16.6-3.4
Cholesterol (mg/dl) 72+5 82+12° 81+9° 83+12" 8714+
Na (mEq/1) 142+2 143+2 142 +1 143+2 142- 1
K (mEq/1) 4.21+0.1 4.3+0.2 4.3+0.3 4.4+0.3 4.470.4
Cl (mEq/1) 1032 103 +2 103 1 102 +2 100+ 2**
Ca (mg/dl) 10.7=0.2 10.70.3 10.8 0.3 10.7+0.2 10.6- 0.4

* P<0.05, **P<0.01 Significant difference from control (STubeNT's t-test)

+P<0.05, ++P<0.01 Significant difference from control (Aspin-\WeLcH's t-test)
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7= (Table 5, 6),
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Table 4 Serum biochemical analysis in rats after 28 days of recovery
following 35 days intravenous administration of CAZ

CAZ (g/kg)
Control
0.3 1.0 2.0
Sex No. of animals 10 10 10 10
GOT U/ 11647 142432 11624 136 454
GPT (IU/1) | 61.8+20.0 | 64.3+32.6 | 52.8+16.0 59.9+34.0
ALD g/ 1) 168453 193146 152421 1924377
Albumin (g/d}) | 4.35:40.11 | 4.32+0.11 | 4.27+0.14 4.3240.20
Protein (g/dl) | 7.5410.29 | 7.31+0.20 | 7.37+0.21 7.39+0.33
A/G 1.3740.10 | 1.46+0.13 | 1.38+0.09 1.4210.13
Creatinine (g/dl) 0.7710.05 0.75:£0.05 0.77£0.06 0.7810.04 .
Male | Bililubin (g/dl) | 0.3510.22 | 0.3210.07 | 0.30+0.06 | 0.27+0.08
Glucose (g/d1) 200 427 18621 198+29 190 +21
Urea-N (g/dl) | 18.7t1.6 18.5+1.4 19.8+1.8 19.6+1.6
Cholesterol  (g/dl) 64+12 6615 63+10 6110
Na (mEq/1) 144 £2 143+1 143+1 144x1
K (mEq/1) 4.410.2 4.740.4 4,4+0.2 4.540.4
Cl (mEq/1) 102+2 102+1 10111 101-2
Ca (mg/dl) | 10.610.4 10.4+0.2 10.410.3 10.3+0.2
GOT (1u/1) | 1 +37 94420 92+15 97=24
GPT (IU/1) | 37.6x7.7 38.3+14.1 | 32.9%10.0 | 34.7+18.3
ALP (1U/1) 143+47 153+73 141451 124+38
Albubin (g/dl) | 4.52+0.19 | 4.50+0.14 | 4.69+0.20 | 4.62+0.30
Protein (g/dl) | 7.76+0.23 | 7.82+0.34 | 8.04+0.31* | 8.05+0.38
A/G 1.40£0.11 | 1.36+0.09 | 1.40+0.08 1.36+0.13
Creatinine (mng/dl) | 0.76+0.09 | 0.77+0.06 | 0.76+0.05 | 0.76+0.06
Female | Bililubin  (mg/dl) | 0.27+0.15 | 0.28+0.15 | 0.25+0.10 | 0.27+0.15
Glucose (mg/dl) 180 £17 182£10 186 +18 187 +11
Urea-N (mg/dl) | 18.5%2.1 18.4%2.5 18.8+2.0 18.2%1.3
Cholesterol (mg/dl) 84+15 80110 86+8 86+16
Na (mEq/1) 142+2 14311 | 143%1 143+2
K (mEq/1) 4.3+0.2 4.410.4 4..240.2 4.240.2
cl (mEq/1) 103+2 103+1 1031 102+1
Ca (mg/dl) | 10.7+0.3 10.610.3 10.7+0.3 10.740.3

* P<0.05, ** P<0.01 Significant difference from control (Stupent's t-test)
+P<0.05, ++ P<0.01 Significant difference from control (Aspin-WEeLcH's t-test)

BWMRED SR, i 0.3g/kg M EORECHRE
LBBE XV 0.1g/kg L EOROEBOBER &Y
HENE LI LIc, RIERTERIC b #E o 0.3g/ke

L EDR CHE,

HeD 2.0g/keg B CH s X O HERED

1.0g/kg L LOH CHBOBER ¥ i SNEROH N
2@ e (Table 7~10), T ff, HERECHEE IS
HEOENBRIAY, WThGEELEXTS
00, BEELOMERICZS LV LDOTHD, REH
SR XBBEITELE,

3. FEMEAMFHRR

F R TR (Table 11, 12) v, BRcREES LM
BEERETHECLRBDLRL, Tiehb, #ED 2.0g/
kg B CEM RS LR OBEIER (Photo. 1) 3 X U ERE

o 0.3glkg Lh k@ B CHALRME b K RICTFRERN
oHIMAEDHh, FO—ix PAS KB (Photo.
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B ERT R B 5 A 0 S s XV MERICEE
RRRR L S UM AR, ChOOELE
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SRTRICILREEE )RS & ) I ShiEE
D H BEA LCHi 2 CEIZEL, ZORKR, MR
1 A b AR R R AU 2RI A DT
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Table 7 Organ weight in male rats after 35 days intravenous administration of CAZ
Control CAZ /) _
0.1 0.3 1.0 2.0
No. of animals 10 10 10 10 10
Brain (8 1.9710.10 1.91£0.05 1.97+0.08 1.9540.08 1.91£0.11
Pituitary (mg) 11+3 112 9+2 10+3 913
Thyroid (mg) 2746 23+7 2445 21+4* 22+5*
Thymus (mg) 465+115 426113 452+117 427+78 385470
Heart (mg) 1002+73 1004 +89 991+73 958+ 100 913+92*
Lung (mg) 1277 +106 1203492 1243+109 1233+85 12684120 *
Liver (g) 12.6+0.7 12.3+1.2 12,9+1.6 12.8%1.5 12.5%1.1
Spleen (mg) 660166 650+ 79 7301115 672+85 710+ 69
Adrenals (mg) 62+12 59+7 63+5 59+10 59+6
Kidneys (2 2.26+0.14 2.2940.28 2.4440.26 2.43+0.22 2.43%0.25
Cecum (4)% (8 5.26+0.75 7.73+0.73%° 8.49+1.31** 12.89+1.78** 12.20+2.18'*
Cecum (—)" (g 1.30+0.18 1.5240.26* 1.51+0.22* 2.04+0.23** 1.9140.29**
Prostate (mg) 346 +88 311463 322+49 313+79 299454
Epididymis (mg) 848+57 855461 856 + 69 8784101 826+40
Testes (8 3.14+0.12 3.09+0.20 3.12+0.21 3.16+0.18 3.1340.17
Carcass () 247+8 237+12 * 238+17 228+16** 212+12°°
FBW.? (8 328+9 320:£18 324+23 313+19 202+17°*
Brain (8%) 0.60+.0.03 0.60+0.02 0.61+0.05 0.62+0.03 0.65::0.04**
Pituitary (mg%) 3.49+1.02 3.33+0.59 2.8240.73 3.03+0.90 3.06+1.05
Thyroid (mg%) 8.17+1.70 7.29+1.99 7.36+1.23 6.82+1.22 7.40+1.56
Thymus (mg%) 141+33 132 +29 138+29 136 +20 132+25
Heart (mg%) 30617 314 £23 306 +15 306 +21 313427
Lung (mg%) 390+25 376422 384 +26 395+20 400+32
Liver (e%) 3.84+0.19 3.86+0.31 3.96+0.26 4.09+0,26* 4.28+0.27**
Spleen (mg%) 201+20 203+16 225430 215427 243+19°**
Adrenals (mg%) 19.0+3.4 18.6+2.6 19.4+2.2 18.7+2.8 20.4%+1.9
Kidneys (g%) 0.69+0.03 0.7240.07 0.75+0.05** 0.78+0.04** 0.83+0.05"*
Cecum (+)  (g%) 1.61+0.21 2.42+0.16** 2.61+0.27°* 4.12+0.48** 4.1940.76**
Cecum (=)  (g%) 0.40+0.05 0.4740.08* 0.47+0.05** 0.65+0.08** 0.66+0.10"*
Prostate (mg%) | 105.6%+26.3 97.4+19.5 99.8+17.8 99.7+23.1 102.3+17.6
Epididymis  (mg%) 259+19 268+27 265425 281130 284 +24*
Testes (8%) 0.96%0.05 0.97+0.06 0.97+0.11 1.0140.05* 1.0740.06"*
Carcass (g%) 75.5%1.5 74.3+2.6 73.5+1.5** 72.9+1.0** 72.5+1.1**

*P<0.05, **P<0.01 Significant difference from control (Stupent’s t -test)

@ Cecum with content,

++P<0.01 Significant difference from control (Aseiv -WeLcn's t-test)
» Cecum without content, © Final body weight
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Table 8 Organ welght in female rats after 35 days intravenous administration of CAZ

CAZ (g/kg)
Contro)
0.1 0.3 1.0 2.0
No. of animals 10 10 10 10 10

Brain (8) 1.88+0.05 1.86+0.07 1.864:0.07 1.82£0.05 1.86£0.06
Pituitary (mg) 1212 12+3 14+2 11 13 13+1
Thyroid (mg) 17+4 1814 18+5 18 +4 1814
Thymus (mg) 378433 354452 37358 333 44+ 353+38
Heart (mg) 724164 720162 731+62 688 +36 725453
Lung (mg) 1016459 1020+ 62 1052+47 1004 *56 10894112
Liver (&) 7.2+0.2 7.6+0.8 8.2+0.7** 8.4£0.5* 9.610.9*
Spleen (mg) 56888 52342 569+83 612+77 622451
Adrenals (mg) 68110 7218 73t6 7319 7519
Kidneys (g) 1.5010.07 1.60+0.14 1.7140.12** 1.70+0.13** 1.8740.18**
Cecum (+)® (8 4.90+0.82 5.86+0.86° 6.89+1.76** 9.31+3.00** 12.58+4.09**
Cecum (—)*¥ (g) 1.12£0.20 1.2240.27 1.3240.19* 1.5240.27°¢ 1.74+0.28*
Ovaries (mg) 87+12 8215 93+12 87+18 87413
Uterus (mg) 385+74 396195 417171 362160 414135
Carcass () 16949 165+11 168+12 154£7%% 157+10**
F.B.W.? (8) 22013 219416 227416 210+9 217+14
Brain (8%) 0.8310.06 0.85+0.07 0.82+0.08 0.87+0.05 0.86+0.04
Pituitary (mg%) 5.58+1.13 5.56+1.18 6.09+0.77 5.39+1.63 6.19+0.69
Thyroid (mg%) 7.96+2.16 8.22+1.60 7.83+2.20 8.59+2.06 8.4911.68
Thymus (mg%) 172+13 162426 164+18 159+18 163+18
Heart (mg%) 329+23 329+21 322425 328+13 334125
Lung (mg%) 463+30 467132 465129 479422 501+34*
Liver (8%) 3.294+0.15 3.47+0.22 3.63+0.27* 4.00+0.19** 4445034
Spleen (mg%) 254438 239417 250 +25 292+41° 287+23¢
Adrenals (mg%) 30.9+2.8 33.0+2.3 32.3+4.0 34.6+4.0° 34.5+2.9*
Kidneys (g%) 0.6810.02 0.73+0.05* 0.75+0.07* 0.814+0.05** 0.86+0.07+
Cecum (+) (g%) 2.23+0.36 2.68+0.38" 3.02+0.68** 4.45+1.47* 5.76%1.75%
Cecum (—) (g%) 0.51+0.11 0.5610.12 0.58+0.06 0.73+0.12** 0.8040.11**
Ovaries (mg%) 39.3+4.5 37.5+3.4 40.7+3.9 41.3+7.6 39.945.2
Uterus (mg%) 175+33 181+41 183429 173+£27 204163
Carcass (2%) 76.9+1.3 75.5+0.9* 73.9+4.4 73.7£1.6* | 721412

* P<0.05, ** P<0.01 Significant difference from control (Srupext’s t -test)
+P<0.05, ++P<0.01 Significant difference from control (Asein-WeLen's t-test)
@ Cecum with content, . » Cecum without content, o Final body weight
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Table 9 ' Organ weight in male rats after 28 days of recovery
following 35 days intravenous administration of CAZ
Control CAZ (e/ka)
0.3 1.0 2.0
No. of animals 10 10 10 10
Brain (g) 2.07+0.05 1.9610.09** 2.05%0.05 1.9310.06°*
Pituitapy (mg) 11£3 10+2 11+2 1043
Thyroid (mg) 25+5 2516 2217 2244
Thymus (mg) 357115 339171 350+32 279+ 48
Heart (mg) 1178 +96 1136113 1131495 1015+85°*
Lung (mg) 15471147 14681182 1508+ 157 1306 +156**
Liver (8 14.0+2.0 13.3+1.8 13.9+1.3 12.2+1.0*
Spleen (mg) 817193 75675 76496 690 +50**
Adrenals (mg) 68+14 60+5 57+7 56 43+
Kidneys (8 2.60+0.21 2.48+0.23 2.58+0.17 2.28+0.13%*
Cecum(+)° (® 5.82+0.78 6.21+1.13 7.02+1.18* 7.15+1.73
Cecim(—)* (® 1.55+0.35 1.53+0.27 1.70%0.22 1.74+0.36
Prostate (mg) 328+71 409+126 362+116 366+127
Epididymis (mg) 116296 1217+153 1202490 1149+89
Testes (® 3.31+0.37 3.24+0.22 3.3940.12 3.36+0.42.
Carcass (@ 318+23 301126 306 + 17 274+£20%*
F.B.W® (g) 413+29 394+34 396 +23 356+24**
Braii (8%) 0.50£0.03 0.50%0.04 0.5210.04 0.5410.04*
Pituitary (mg%) 2.67+0.62 2.53+0.64 2.83+0.54 2.79+0,77
Thyroid (mg%) 6.08+1.12 6.4241.49 5.641+1.70 6.18+1.41
Thymus (mg%) 86+27 86117 88+8 78+12
Heart (mg%) 286+16 291446 286118 285+17
Lung (mg%) 375+27 373+41 381438 36739
Liver (&%) 3.38+0.32 3.3640.22 3.514+0.19 3.43+0.19
Spleen (mg%) 198+16 193122 193119 194+14
Adrenals (mg%) 16.4+3.2 15.2+1.4 14.4%1.7 15.8+1.1
Kidneys (2%) 0.63+0.03 0.6310.04 0.65+0.03 0.64+0.05
Cecum(4) (8%) 1.4140.12 1.5740.21 1.78+0.38* 2.0110.48**
Cecum(—) (8%) 0.3740.07 0.39+0.05 0.43+0.06 0.49+0.12+
Prostate (mg%) 79.6+16.7 104.5+34.8 91.2+28.3 102.5+33.0
Epididymis (mg%) 282425 310+45 303 +£12* 325+ 42%
Testes (g%) 0.81%0.09 0.83+0.07 0.86+0.05 0.95+0.14*
Carcass (e%) 77.2%1.6 76.4%+1.9 77.2+0.8 76.9%1.5

*P<0.05, ** P<0.01 Significant difference from control (Stuoenr's t-test)

+P<0.05, ++P<0.01 Significant difference from control (Asein-WeLck's t-test)

o Cecum with content,

» Cecum without content,

¢ Final body weight
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Table 10 Organ welght in female rats after 28 days of recovery
following 35 days intravenous administration of CAZ
Control CAZ (a/ks)
0.3 1.0 2.0

No. of animals 10 10 10 10
Brain (&) 1.86::0.09 1.9310.07 1.8710.09 1.8440.09
Pituitary (mg) 1312 1412 1413 153
Thyroid (mg) 1616 1918 2043 20t6
Thymus (mg) 327 50 355 1 101 294+ 39 279+27°
Heart (mg) 784+ 60 800+ 38 805 +66 806 +67
Iung (mg) 1146+ 89 1206 4.57 11281152 1108+73
Liver (R) 7.940.8 8.210.8 8.51+1.0 9.0+0.6*
Spleen (mg) 582 197 596 1 44 589174 598 +62
Adrenals (mg) 72410 7349 7518 7419
Kidneys (g 1.5710.11 1.6510.14 1.7110.14° 1.72+0.09**
Cecum ()@ (g) 4.031+0.89 4.2410.71 4.9710.61° 5.55+1.32**
Cecum (—)® (mg) 1.1410.16 1.2310.17 1.284+0.18 1.43+0.12*°
Ovaries (mg) 809 78115 77+11 81£10
Uterus (mg) 441+ 67 4081107 448165 464188
Carcass (g) 195+8 194+11 199+15 184113¢
F.BWS® (g) 253411 252117 254+19 24719
Brain (8%) 0.7430.04 0.77+0.06 0.74+0.05 0.75+0.05
Pituitary (mg%) 5.2110.62 5.7410.87 5.451+1.05 6.00+1.04
Thyroid (mg%) 6.39+2.12 7.70+2.85 8.06+1.25° 8.20%2.49
Thymus (mg%) 129+18 140+ 32 116 £15 113+11°
Heart (mg%) 310+20 319+25 317422 327125
Lung (mg%) 453+36 481149 447180 450132
Liver (8%) 3.1110.24 3.2410.19 3.3210.22 3.671+0.23°*
Spleen (mg%) 230137 237419 231417 24312
Adrenals (mg%) 28.5+3.7 28.8+2.4 29.5+3.5 29.9+3.5
Kidneys (&%) 0.621+0.04 0.66+0.03* 0.671+0.05* 0.70+0.04**
Cecum (+) (g%) 1.59+0.31 1.68+0.23 1.96+0.22*° 2.25+0.50°
Cecum (—) (8%) 0.4510.06 0.4910.05 0.51+0.07 0.580.04*
Overies (mg%) 31.6+3.6 31.0x5.3 30.4+5.4 32.91+4.2
Uterus (mg%) 174122 163+47 177123 188+34
Carcass (g%) 76.9+1.0 77.2+1.9 78.3+2.2 74.7+4.3

* P<0.05, *=* P<0.01 Significant difference from control (Sresr's t-tqst)

+ P<0.05, ++P<0.01 Significant difference from control (Asrin-Ween's t-test)

o Cecum with content, » Cecum without content,

o Final body weight
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yoL. 31 -3 CHEMOTHERAPY 857
Table 13 Histopathological findings in male rats after 28 days of recovery
following 35 days intravenous administration of CAZ
Compound CAZ (g/kg)
EEE——— Control
Dose (g/kg) 0.3 1.0 2.0
Findings
No. of animals 10 10 10 10
Grade® o1 2 3(0 1 2 3|0 1 2 3|0 1 2 3
Lung
Perivascular cellular infiltration 3 4 3 0 1 7 2 0 4 4 2 0|3 5 2 0
Alveolar cellular infiltration 3 4 3 0(3 7 0 O0(5 5 0 0|6 3 1 0
Foam cells 16 3 0|1 6 3 0/]1 9 0 0|0 8 2 0
Thickening of alveolar walls 3 5 2 07 2 1 0 1 9 0 0|6 4 0 0
Calcification 10 0 0 0|10 0 0O 0|10 0 O 0|10 O O O
Foreign body 10 0 0 0|8 2 0 0} 8 2 0 0|9 1 0 O
Focal fibrosis 7 3 0 0|6 3 1 08 2 0 0{10 0 0 O
Appearance of giant cells 9 1 0 0|8 2 0 0|8 2 0 09 1 0 O
Liver
Fat deposition marginal 10 0 0 10 0 0 0y10 0 0 Of10 0 0 O
Swelling of hepatic cells 10 0 010 0 0 O|10 0 0 0110 0 0
Small cellular infiltration nest 5 5 0 6 4 0 0!/5 5 0 0|4 6 0 O
Kidney
Interstitial cellular infiltration 9 1 0 09 1 0 O0Of10 0 0 0|10 0 0 O
Calcium deposition 73 0 0|7 3 0 07 3 0 O 8 2 0 O
Atrophy of tub. and thickening of base. membrane | 6 4 0 0|10 O 0 0| 7 3 0 0| 8 2 0 O
Hyaline casts 8§ 2 0 0|9 0 1 O08 2 0 O 8 2 0 O
Eosinophilic glanules in tubular epithelia 0 0 0 0|10 0 O O|20 O O 0|20 O 0 O
Regeneration of renal tubuli 4 6 0 03 7 0 O 4 6 0 O 6 4 0 0
Cyst formation 10 0 0 0|10 0 0 O|10 0 0O 0|10 0 O O
Tubular necrosis 10 0 0 0|10 0O 0 O|10 O O 0|10 O O O
Injection site
Hemorrhage 10 0 0 0,9 1 0 0|9 1 0 0|10 0 0 O
Cellular infiltration 0 0 0 0410 0 0 0|10 0 0 0|10 0 0 O
Fibrosis 0 0 0 of{10 0 0 O|10 0O O 0|0 O O O
Foreign body in blood vessel 0 0 0 0/10 0O 0 0|10 O O 0|10 O O O
. Hemosiderin 0 0 0 0410 0 0 0|10 0 0O 0|10 0 0 O
Appearance of giant cells 10 0 0 0110 0 0 0|10 0 0O 0|10 0 0 O

s Degree of histological changes : (0) no lesion, (1 ) slight, (2) moderate and (3) marked.
No remarkable findings in cerebrum, cerebellum, pituitary, eye, submaxillary gl.,

heart, thymus, thyroid, stomach, duodenum, cecum, rectum. adrenal, pancreas, urinary bladder, testis,
epididymis, prostate, seminal vesicle, spleen, bone marrow, and mesenteric lymph node.
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T
Table 14 Histopathological findings in female rats after 28 days of recovery
following 35 days intravenous administration of CAZ
Compound CAZ (g/kg)
—_———— Control
Dose (g/kg) 0.3 1.0 2.0
Findings
No. of animals 10 10 10 10
Girade* 01 2 3|0 1 2 3/0 1 2 3[0 1 2 3
Lung
Perivascular cellular ifiltration 4 6 0 0|3 4 3 0|5 4 1 0|55 0 0
Alveolar cellular infiltration 5 5 0 0|4 4 2 06 3 1 0|8 2 0 0
FFoam cells 55 0 0|2 7 1 0|2 8 0 0|18 1 0
Thickening of alveolar walls 7 3 0 0|4 4 2 0|5 4 1 0|55 00
Caleification 100 0 0 0(9 1 0 O0f10 0 0 09 1 0 0
Foreign body 8 2 0 0|9 1 0 0}8 2 0 08 2 0 0
Focal fibrosis 10 0 0 0{7 3 0 0|8 2 0 O0]10 0 0 0
Appearance of giant cells 9 1 0 0|9 1 0 0|8 2 0 0| 4 6 0 0
Liver
Fat deposition marginal 9 0 9 1 10 0 0 0(10 0 0 O
Swelling of hepatic cells 10 0 0 0|10 0 0 Of10 0 0 Of10
Small cellular infiltration nest 4 6 0 1 9 0 0j3 7 0 6 4 0 0
Kidney
Interstitial cellular infiltration 9 1 0 09 1 O O|6 4 0 0|9 1 00
Calcium deposition 8 2 0 0(8 2 0 O(7 3 0 081 10
Atrophy of tub. and thickening of base. membrane | 9 1 0 0| 9 1 0 0|9 1 0 0|9 1 0 0
Hyaline casts 9 1 0 0|10 0 0 Of10 0 O Of10 O 0 O
Eosinophilic glanules in tubular epithelia 10 0 0 0|10 0 0 0|10 0 0 0|10 0 0 O
Regeneration of renal tubuli 0 0 0 0(9 1 O Of|8 2 0 O0|10 0 0 O
Cyst formation 100 0 0 0|10 0 O Of10 O O O{10 O 0 O
Tubular necrosis 100 0 0 0|10 0 0 O(10 O O O/|10 0 0 O
Injection site
Hemorrhage 9 1 0 0/9 1 0 0|91 0 0f100 00O
Cellular infiltration 10 0 0 0|10 0 0 0|10 O O O {10 O 0 O
Fibrosis 9 1 0 0|7 3 0 0|10 0 0 09 1 00
Foreign body in blood vessel 10 0 0 0[10 0 0 0|10 0 0 0|10 O 0 O
Hemosiderin 10 0 0 0({10 0 0 O0f10 0 0 020 0 0 0
Appearance of giant cells 10 0 0 010 0 0 010 0 0 010 0 0 O

* Degree of histological changes : (0) no lesion, (1) slight, (2) moderate and (3) marked.
No remarkable findings in cerebrum, cerebellum, pituitary, eye, submaxillary gl.,

heart, thymus, thyroid, stomach, duodenum, ileum, cecum, rectum, adrenal, pancreas,

urinary bladder, ovary, uterus, spleen, bone marrow and mesenteric lymph node.
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AR, BT OB X BB A & ok & i
abhts, RERTHRICIEETACEEO MM & A
BLEbh s BEORKRMILLMEBER T 1~3 BB
o —H, FORT RIXE 58T R e~ Y50 G 1) 2 5
Lioh, MEBRERAER G E OMICHE L X TD 5
hishots

FERTRICITHERED BUA Y 5 % B TR O 3ubR k3R
LERMINGS LUMED 0.3g/kg LIk OB CHEER D
#mp AR, ThH OB Y SOk
5 LBIET S L E X SN AR Bizime
hichro 12 (Photo. 5),

9. MMVREFHIETR

BERTROEM TIX 0.3g/kg LI L OBfic s\ TF
PERMRE B AR T F W EE O\ B AR DY A BRI
@B b hic (Photo. 6) PRIEM TR —E R HE /e
HABHEET S0 (Photo.7) L A bhtcA, (2&A
EofTiziEEIE (Photo.8) L7z, 7rds, AEkfhis X
CEMRAE LRI BETXEEI LS R

Photo.1 Kidney (CAZ 2.0g/kg, 5 weeks, male)
Slight proximal tubular necrosis (H.E., X 300)

T

Photo.2 Kidney (CAZ 2. Cg/kg, 5weeks, male)

Increase in PAS-positive granules in proximal

tubular epithelia (PAS, x300)
R———

ol NWTRB A4 FIFIC 1.0g/kg 1) |- OREC 350
TR S >0 & 72 b, Sk © REH: & low
density lipoprotein DIYINAGES Bt (Photo. 9) %,
S OB RIIZ X b 2ERI (Photo. 10) |7,
1. # "
CAZ @ Sle:SD 7, r# filu7: 35 HIELUEAIIRPS

Photo.3 Kidney (CAZ 2. Og/kg, recovery, male)
No abnormalit_y_ngS:: >57300)

"Photo. 4 Lung (Control, 5weeks, male)
Foreign body in blood vessel (H.E., x150)

Photo.5 Liver (CAZ 2.0g/kg, 5 weeks male)
No abnormality (H.E., x150)
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Photo.6 Renal proximal tubular epithelium (CAZ 2.0g/kg, 5weeks, male)
Increase in the number and size of inclusion bodies having the filamentous or lamellar
structure. (Double staining with uranyl acetate and lead citrate, x6,000)

Photo.7 Renal proximal tubular cpithelium (CAZ 2. 0g/kg, recovery, female)

Fused inclusion bodies having filamentous or electron dence homogenous patches. (Double

staining with uranyl acetate and lead citrate,

x7,000)

#y5—28 HRMKIRIC X A HERAR LY ERE L1
#D 1. 0g/kg Ll EDBETH R H b S EHEBICEE
(v a2 9 7EERD) PBBShi, AERTALRIY 2
, 2 iER— @ TR EERRER LD THD -
L0 b BB RO EREAS BHIRHE 5D A b v A
INETAIRIEEEX OIS, ¥, BEHRGEFOH
B ORBEAMFNT RS LUEEOWTHICH B A
BRTWEWT Lo b b RBBEROESRFO A + v AR
—BlroREHBEMIsLOLBbhb, Kkt 7 A
Ry v RAAEMBEOBY~DORGIC X » T LT LIEGE
DI AL 5 REIERDD R AONh B0, KERT
20Xy ERIBEIhEI -1,

B 5B D 2.0g/kg BE ISR SHICAERIINOD

M B B X 5 B O XAk L BET
BhOLEXHNRS, LirL, KECXhAROEHR
BN LT RHBEE L £ 7o b, ERIE (6)
bR (63g) LiMFALThH- 1o

BERTRICHERED 2.0g/ke BF CRRFRMEKLRD
R4 XOHED 1.0, 2.0g/kg BT, ~x /e vEE
N b2y MEDBAH ARG, LorL, HlEKE
o BRRIC RE TS LRF, ¥R X HEHT
ERETHD, = hbOEREEDENAKROF
B XsdbDOTiRieWEHEEIhS,

BERTRIC, HRORERERTT v N) 727
R - EDETFRAbNI, = OR&EET 77 AF
UV%ﬁiﬂ®&$mlbﬁ#l<hbh1vatﬁﬁ
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Photo. 8 Renal proximal tubular epithelium (CAZ 2.0g/kg, recovery, male)
Decrease in the number of inclusion bodies. (Double staining with uranyl acetate and

lead citrate, Xx6,000)

Photo.9 Hepatocyte (CAZ 2.0g/kg, 5 weeks, female)
Amorphous nucleus, irregular mitochondria and increase in the low density lipoprotein
particles. (Double staining uranyl acetate and lead citrate, X7, 000)

B340, KRR CRIREDTEMEOE BEED 5§ &
BEEOEL 2. 0g/ke B O 5 fI%EA TELKBIC X
B7TAVHL 6t — oo B Lo, * OBBUIRE e
hotett, MRIC2 00— 7 % HTHEL Lt sz —
BALhL, L L, ED5b0—HFoE -7 (iEH
i) Dani 2.0g/kg BE CHBBECHANTES » 720 =
WO ERCOT A DY 7 4 27 5 5 — €EDET
FRBLTV3 b 0L Bhh s, £oBMHHERC
PUTRERATRITHTH B,

BERTHIC, MO 5B CHBRRICH~NTE
DERNI L DD 3 L AT m— AEORIMA SR
%o XOREE LCEEMBIC LD 7 ) 2 -5 v OF
Bbrvisve—wnengrohns, Lo, Ml

RAE LR OB BRECHM UL UAREIZZ SR
ot MEDXHIC, a3 VAT B — LEDRHMDE
RIBEDLE ZALRHTH D,

BERTHRICHERED 0.3g/kg LA b OB TR
LRI iR B DS INTe S Ui o 2.0g/kg BET
WA RAE LR OB R DR, FEEYEER & B L
t1LEWE CAZ DF , VBT HETHRETamEN
AR THEDOLI TV D, foks, FLOWED LMD
HAEBEDOBEITLEHLATE D, ZhbDikEm
BtEH 5 VXL ORBYHEILRME LENDS A v
—ARBMDYRAETRTVWELDTHS S EHE X 1T
Bo —h, TOBRIMTHCLELTSC EALEE
B (Bt 2 RTE ML TV 5 & & icBid LTy
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T e e

Photo.10 Hepatocyte (CAZ 2.0g/kg, recovery, female)
Nothing abnormal except for slightly amorphous nucleus and a few irregular mitochondria.

(Double staining with uranyl acetate and lead citrate, % 7,000)

HAEEL HDo LA L, (RIER TR BATIE 211
L= MO REHHRICEHARDERAE D BD LR TV BA, K
FURCEIC e & LR 5 c X B L EX HDh K
LA bh T End, RIETELREEELS
ha,

MERER ALY 5 R RECRIB ORI EX £ 5> EERD
WA Hhion, FEMABEOELIZEDLRT, K
FEETRICIIZIEMBIFOMECE TRIFE LTVW5, Th
LOBFALLET £ 7 - v AF ) VRITEHELE ST X b
HCADOIhD LD THD, F1o, i 0.3g/kg LA
FoMCIFEROMMA AL RIA, ZhicHIGT 5
BT L R b Rieh - 1,

PAED X 5z, AREIMEGEERABRICKT, #5#T
Bpic CAZ OFRHE G- CRET5 L EX bR A ELE
LT, () #5EEKC—BHD Y 2 » 7IEIRORBE (i
D 1.0, 2.0g/kg), (2) FHHEREDOMA & £E5 (hEKR M
OME (D 2.0g/kg B, (3) KHEE O sy
(MEHED B AT 5- & BE), (4 MBRAMERILEDO LR (i
o 2.0glkg, HED 1.0, 2.0g/kg Bf) L~=t+ 2V , b
fiti, ~s7nvEoRd (UL, #Ho 1.0, 2.0g/kg
B 3 X O (5) I LR MR LR OB MR (D 2. 0g/kg)
LR oM (M 0.3g/kg LI E o5
NELRTV S, LLEA D, ThbDFEE I
b 28 ARIDOKRIEC X b [E1 ATHE 7e B AR % 7c wT i
MELTH - 10

PEDRR X b, ARBRICHITH CAZ DR AMIER
X 0.1g/kg/day LHEESH 5,

(ABRFE iR : PRFI55 425 A~ABRIS5S 428 A)

X [
1) Ceftaztdime % £+ 5% (1), aHE

2)
3)

4

5)

6)

(p)

8)

9

10)

HRBYCCT oy b2 502 KT REFLES
e 3B, Chemotherapy 31 (S-3) : 817~841,
1983

W #ith: v 2y 7, WABEEFE : 34~46, 1975
& T g, MBS XFE 3, REEx LE
SYE, BK=:/, B %F, NIOEF BB
BF: 925207 » bic 513 5 Cephalexin
DEHEFAB, Clin. Rep. 3:390~416, 1969
& TEE, NEEE, XRE I REEE B
Bx, ERS#4E, JNIDEF, BMEBF: Ce
phalogrycin 2 #ic 2\~ T, Chemotherapy 18:
22~.38, 1970

MEGBC, HHME /A 8, RUKE BY
E, EHER, BERD, RFET: Cefatri-
zine (S-640P) o#HE BT o W%, 3% 7
v Mk 518EH . Jpn. J. Antibiot. 29:
670~687, 1976
WHE W, HAE#E, /AR & : Cephradine
DEBRBW KT 2 BUHRB S L UBRFCRET
% iz 2\ T, Chemotheraphy 23 : 37~68,
1975
BXEY, GHET, &FET, KAREY, ¥
# % : Sodium Cephalothin (CET) X E#5ic
IaBleoWT, H1H BuHE BIHER
to, Jpn. J. Antibiot. 27 :746~765, 1974
AXEW, GHET, BEXET, = H#R EX
B, KAXE#H : Soudim Cephalothin (CET)
ABRECIBEMHE OV T, H2H BEER
#o Jpn. J. Antibiot. 28:195~229, 1975
WaranaBe, M.: Drug-Induced Lysosome cha-
nge and nephrotoxicity in rats. Acta. Path.
Jap. 28 (6) : 867~889, 1978
Ealkn, =FE=, mkEE BH B #
B, EHEES : Cefaclornatt, BAaRD
Uz 18 P2 1 B, Chemotherapy 27(S-7) 765
~811, 1979
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SAFETY STUDY ON CEFTAZIDIME (II)
SUBACUTE TOXICOLOGY STUDY IN RAST BY INTRAVENOUS INJECTION

TakasH1r Hasecawa, TsunemicHi Hosokawa, Axkira NoMURA
and Hirosur NakavosH!

Nomura Research Institute

Subacute toxicology study on ceftazidime (CAZ, SN401) was carried out in SD rats by intravenous
administration at the doses of 0.1, 0.3, 1.0 and 2.0 g/kg/day for 35 days. Twenty-eitht day recovery
test was also carried out.

In the groups treated with 2.0g/kg of CAZ, transient convulsion was occasionally observed imme-
diately after injection in males and also sedation in a few cases of females.

Body weight gain and food intake decreased in males treated with 2.0g/kg only during the drug
administration period.

There were decreases in values in hemoglobin, hematocrit, alkaline phosphatase activity and increase
in reticulocyte ratio in females treated with 1.0g/kg or more and increase in total cholesterol
concentration in females treated with 2.0g/kg. There were increases in reticulocyte ratio in males
treated with 2.0 g/kg and decrease in alkaline phosphatase activity in males treated with 0.1 g/kg or
more. These changes, however, completely disappeared after the termination of the drug administ-
ration.

There was enlargement in the caecums in all treated groups and discoloration of the kidneys in
both sexes treated with 1.0 g/kg or more, but these changes were recoverable. There were increases
in the kidney weight in both sexes treated with 0.3 g/kg or more, in the liver weight in females at
the same dosage and of the caecum in all treated groups. These changes still remained in some
treated groups after 28-day recovery period, but the degree of difference from control group was lower.

The histological examinations revealed an increase in eosinophilic granules in the proximal tubular
epithelia in both sexes treated with 0.3 g/kg or more and necrosis of proximal tubular epithelia in
males treated with 2.0 g/kg. Electro-microscopic examination revealed an increase in high density
inclusion bodies in the proximal tubular epithelial cells and in hepatic cells an increase in irregular
shaped mitochondria in the group treated with 0.3 g/kg or more and low density lipoprotein in the
group treated with 1.0 g/kg or more. These changes, however, were recoverable after the termination
of the drug administration.

In conclusion, the maximum no-effect dose of CAZ was assumed to be 0.1 g/kg/day in rats under
these test conditions.



