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Ceftazidime DX &M+ 5HF%E (V)
BRI IS8T B 00 PE i R BR

mI XE - B NEXEK- kA kit
PR & HH B AR
3] EN X
A A% Bl & BUE IR B R

H it 1]
BB AR RERA S+ RIF SRR

Ceftazidime (CAZ, SN401) OMIRANE Sic LB X RAT B D7 » AE— 71
iz CAZ © 0.1, 0.3 X0 1.0g/kg # 1 H 106, 35 AMEYSE L1, 0.3 s X0° 1.0g/kg 5
BoVWTIIRERTHE 35 BRIOERRBR YT -1

1. —RREER T3, @ek, FlEd X OKESERLDTH -1

2. MERFHRETIESSBBAMKBOAEEOM A 1.0g/ke HEHORMTRDLH,
FRMEEFERETIE GOT OFEDOHAI S 5:8HC 1.0g/ke BEROHM TRDHLR

to T E¥lheh ot

3. RE¥HREBEZSHILERECKVTEREUMCIL CAZ DRI X B EELLRD B

R TLT BB SR h - 1,
4. EIRARTIL,

WTFhOBREFBC &\ T HHBELRALFARRRL, Lot

B, K{E, AMmMEREE XU GOT OEANIEE LI,

5. BAEFERST 0.3g/kg EEX bhtc

€7y REY) Y REEYHE IS EOMBE « O MEE
REOHBCAVOLRTWAY, HRIhLHEARY
b7 4, B-lactamase BB ¥ E LT 5MtEE O MM,
FeREANcoRB L2 HENOETEOME ~ D5
REHoTwiz,

Ceftazidime (CAZ, SN401) ixz h & DRIEA R K
Biem L, P.aeruginosa ¥ 3 SUHMEHARZ b F &
DEREBH B H Y freRd, BroROEETS
B-lactamase KA BHTEETH H, £HEATLRH
¥R LR EL LTCRPHE xR B Y,

CAZ pBHREIL, T TR~V R, 7 ,bF, v4F
YRAVWTER IR TV 2229, bhbhix4E, CAZ
NELU B HFMRN T — 72 EZHVT
BRAREIC X5 35 AMEAHEERRL 0 35 H
MERRBYEWE LD T, LORRECOVWTRET 5,

(RBRFE MRS : IBANS5426 A~554 11 A)

I BRHEH&LCHE

L FREY

CAZ i3, TRoBLERLE-O 7 »r ARY VRAH
HETH B,

0
1l S
N C——C—NHI‘/
| .
HzNJJ\S] N CHi o N\gc“’ g >

N i
0—C—COOH (o9
CH:

CAZ pentahydrate 3HAXEEARKSH X b iRt
Xhi-E*x (Lot. No. EPMD 1/7, EPMD 6/6) *H
W io

CAZ DEHEMABFIE L TRWEKRET + Y ¥ A
(EPLD 12/9, EPMD 6/9) L HAREKRASL LY
REE T T o

2. (ERBY, FREEE LURE RN

BRASHFAABETEEINRLT » AgDE— 71
HEMER 21 BR (fAEE : HE 7.2~8.2kg, M 6.5~7.6kg)
AR, BT Table 1R+ X 5, XMREE 0.1,
0.3 & XU 1.0g/kg/day D 4BFHRA L, HBIi2HE
M STAX AL, KRR, 0.3 3 XU 1. 0g/kg/day
DEAF X ERAR W T5 ML IHE L BMMLA
(Table 1),

RBRAER 2422°C, HANBE 55+£5% LR/E
BXh, H6~4 6k (12 B cREATE I h -
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Table 1 FExperimental design and arrangement

Dose Sex Toxicity test group Recovery test group
Control Male 2669 2670 2671 2672 2673 2674 | 2671 2673 2674
ontro Female 2675 2676 2677 2678 2679 2680 | 2676 2677 2680
01 e Male 2681 2682 2683

LA Female 2684 2685 2686

0.3 ek Male 2687 2688 2689 2690 2691 2692 | 2690 2691 2692
3 RkR Female 2693 2694 2695 2606 2607 2698 | 2695 2696 2697
Lo Male 2699 2700 2701 2702 2703 2704 | 2700 2703 2704
v RR Female 2705 2706 2707 2708 2709 2710 | 2706 2709 2710

RERD 7y -2 (L:70cm, W:
BARHT L,

FRHLEE Ry + 7 — VRSN O LR B R
350g ¥ 10 1M, FHIMHBEL, KITWELIH
FA%Y BHHCERIE R,

3. BEBRIUVEEFHE

BLHEBOWRE : bhbhil, ARRTOBREEYRE
THRDIHEE— 70 8H (BRASHITE AR¥EE)
YRAVTHIRRBEIZX % 14 BRDO FHABRYEB L
o

BEBIRFEHEG B % 3.0g/kg/day (pentahydrate
& LT 3.48g/kg/day), RiEHE5E% 0. 1g/kg/day &
L, whfEEic 2.0, 0.4g/kg/day ¥fnx T4 5
E LT

ChHDED CAZ #AHK 3 ¥k 6 B ET 2
LEBREEORENEDHH, 3 B HIIZART 6 K
G Lick & ARBMENRD LoD TLUKILRHT 6
B (FRTORD w5 Taz s &Ll

14 HEBREDFERE, 0.4g/kg BERTIBREIBE
CRBRIRETTH -, 2.0g/kg Ll LOBERETIT
i h OBEOREH, HEFSIVOTRAVEOh, GEK
P Bbhic,

2.0 XV 3.0g/kg HEFTRE 1AMV IRE, BE
Pl SO HIRM R, mE, BB, LK, B
BEOERYELTEhFhTARSIC4BHOHEK L
~2.5 BEICRRE Lo = h b ORTCHADFHKRFRT
X, BE, —TRESRSEORMAELE/LLTH -
1o

UEDHEREYBEI, BEHZFCII3RFOBENDE
h# L <7< 35 HERGATELEL bh % 1.0g/ke/
day #REHRESEL L, UTALKITHLTO0.3 %
X 0.1g/kg/day BT L1, Eix, MNBEHL 1HH
i

#4541 CAZ pentahydrate i,

80cm, H:70cm) ¢

=RaReR: b

KIZERRET b Y 7 AR BRE1-KBRCHEL,
0w/vy © CAZ B AR Lo, BAREF VY
4@t CAZ pentahydrate &0 1/10 E& L L, ¥
ITRRFAM LI cOX5 R LTHAB LI CAZ BEY
a8 6 REATIC B A DB K Mk ~EH 1B, 358
B s Lico HBBCIBERSEICHEYT5HRER
BEK (3. 3ml/kg/day) wREBICE S L,

EIR AR TOREMENL 35 AL L1,

4. REHBR IVUREFE

— SRR E Tl BB ERIEROTE, FERE #
EOXR, BRBIVDEIREEOEHA, &Y v
MmERkoHE, KEERE HE HROTBLELERS
#2081, Galtonk whistle & X % fiff ¥ic B FEER
%, WSEZL 38K 1EEE L, #Rk XVURBE
(15558 1 BHEEE 1 B OF & 4 RRcBIE LT,

BEEEIEHRABYAE LTHELL, EXEIEE
1 EHIE L,

BHEREIER S X ORBEROUBRCER Ui,

LYEX&EEL, A-B %8 (A-B 1, 11, III) &t A-B
WEEEFE GV Vi VP KX DEFEOWT,
FOENEMF L L DA BRER X0 1.0g/kg 5RO
HEMER 1B, Et 4 B oW TERERB SRR XU
BERTEO 2 BIEME L1,

REFmRE, BH2c)s, RS &I AR O
¥, BILRSS IOASEOREYARICOVTERE
ERGL, HBRITESE (K—%71 X—-aAVy b
5 v 7 KOWA SL-2) =k 5#0E RS BE AR
K&k, BTHORE (WECELTEEARY) ¥AR
oW R | BEEESG L, BREFHORBIRY
BLART L B R TRD 2, £RBR L2\ TEML
10

REETIE, REHA, H5hHE @G5HERR
21 A H), B5RTHESLUCERABRKTHO4E,
FEERICOWT pH, B, >+ v, Al B
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CIVEY, UREV ) =Y (RAVT 4 AT y 7 A,
A2 EThZhBREL, LE (7RI
gRTeH RPBEHEDO Na*, K* (SKKER), CI°
(BEWEE), Ca® (REXERER) ZWELL, ¥
FERLUCFERY 1,500r.p.m. TSAMBRLL, B
Lhi- kR SR L THRMERR, BMmER, MHRERE M
B i XUHEOHEYRE L1
mEFEORE T, REHKE, REPRR G5
ik 21 HE), BRERTH R L URRRABRRTROH
48, WThLBHORBRICIEMIRE VRmL, Kl
B, BMmEH (Toa microcell counter), ~=< + 7
)y M BERLBCIZ>EMEE), ~2 /v
§ (Cyanmethemoglobin ), M/MiE# (Toa platelet
counter), 7 m b r v E VM (clotek), M MmERXK
(New-Methyleneblue Jufap:), ~%€ 75 4 (Giemsa
peEsk, BR RWE, BRELS
MEELFAIRE T, MRFHRE LR L
A L% AT, GOT, GPT (LAL Reitman-
Frankel 3), ALP (Kind-King #), BUN (Urease-
indophenol #), I (OTB &), avA7Fer—n
(BFL), ey g (Malloy-Evelyn #), g
5 (B, A (BITER), AL 2HE,
AlG i (LIE, BRI, Na*, K (RIEEE),
C" (EEWER), Ca®™ (MXXEMER), Fe (AR
¥) XPE LI, 2 V7 5 = v (Jaffé ) (1hK
ECRBSEINCERR Lic g2 Ay TRIE Lichifbo
WERSRCR LEERNE LR o AV,
FHEARRE (f =w» 75 &) IXEBL 0.3g/
ke BERL b WA U MR 1 O 4 B
DOTHRERAETRS XU SHETEO 2E, £ L
RERHNFORECE SR TRICEEARCHET R
BREBV IR D &FIicoWT, ¥ -EERBRKTRIC
A L7-2 B A 1T 2 \» T, pentobarbital sodium
DBIRMB ST X 5 KB T CHRULETE S Lab B EiR L
RE#BZEOE by BRANCRE LTERE L,
RBEANE, O W OF OB % (&R, AT
&H), wzhR, TEf B (B/0BD, R (Eh),
B (E5), 78, WELt (EH), PRI (EH
ROWTfiieyy, ChbZEBOGBELLEH L,
REGMrmRETE, EEARBch:, WE F
W (KRB, B, B (2@, XB (3E, K
BRBY Voo, Bl BRER WERABRES, BB &
Bt (s L EORTRED, &M, F, B0
YL, FhEh 10% formalin TEEL, K

ReMEAL S LC H-E B T\, BRL
1

TR REA ARG L DRI L, methanol T
EEH Giemsa Huitn LCTHRBEBRE I, LI,

TEFHEERRETIE, 35 AMOELEHTH O HI B0
CEBORME 1IN, 38 B, - EEMBRK T RO
BT RE, 0.8 XU 1.0g/kg 5RO UM 1
B, 6Nl MILARM 14 FEETACHILTE ®
KOWTRR LI, EMBO—MLMEIL, Vv RS
WD 2% glutaraldehyde, 2% +2 3 v L BBEAKT
BABETEX TS\, Spurr resin [243# L7, Reichert
Om-U3 CTHEMIF LML, BRYIvEs7="R
S$ATERL, JEM-100S mFEMKBTHE LI,

DEDEZGEREHED S B, BBMCTRBEEIATWS
HDEDOWTIE, 2 vEa—&— (Olivetti P6060) %
FHL, —TERESBEIFTETE, EEEOBDLA
Feb DI 2O\ TIXTEIC STUDENT O t BEX B\ TH
BRL CAZ EBHLOHUBRELTTIN 10

II. B B & &

1. —BEKER

(1) —mER

35 AMOH SIS, HBREY S LL2FEARRT16]
DL Rohich ot

—REER T2, 2R, TRTORBRATHRE
KRB, HEOKR, BRI IVCOETHREEOCEH, &
R VA FOERRT S REK R oW TRERT
Rz Zooh, 5, BERTHCLEBIIAGh
ehoteo BKEE, BETIRBRYETLFCh-7:
A, HETIE 1.0g/kg HEFCI\TOR 3/6 flic 1~
SERLIT, HErIX 0. lg/kg BEHCIITEDIh -
7oht, 0.3g/kg MEBDOHETIE 3/6 flic1~30[E, #HE
Ti 4/6 Blic 1~10 [, 1.0g/kg HEFHOHETIZLHA
i 3~13 [E, HETHLLic 2~18 BR bhl, EHX
BEAKD 145~ 6 EBZROh, BHABIIAE
W LEREBRRY, »5VIIAHE (W 10g), ik
L2 SCaRELVC LARBORRYE £ i3k
Ry (¥ 5~40ml) 7¢ & T H ot HEEL, 0.3g/keg
UFTOoBREFTIIEL AL R hotch, BRERSE
1.0g/kg 5T, HOLH CTHREHKL 11 BE X
VR ERTHRITLA~8E, HTLLHAK 2~25 M,
FhRERRORI, WG, REEHR~RE 1T
Rboh, # 2~30ml oFERYDH S\ ZKFEH LD
th, 26Ed 30 HALTRERHERLI,

BEEAB MR RS R B S Bk E, 1R,
Wt & D REERIEFEABTH, ELhTEEL,
£RBRLEDICRBEILZL DD ORI o,

(2) BEE

2H 5T, BRSO TXTORBRAIIBES
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Fig.1 Changes of body weight in beagles in subacute
(iv) toxicity studies of ceftazidime

Body weight (kg)

-=-= ! Female

l———Recovery test —
.

R irecovery test

B (350g) ¥ASELHML, ARROETIILLBEDHLH
hich ot

EIERABRAM I W T 2FRRRIEELE (3502)
TEEERL, REZLELBHLhIh T,

(3) #|XE

2B 5EHMF, CAZ BEBOTXTORRRIINR
BHOLRABRR LABRDEARYRL, BREREHLIL
Mol
EEABHEICES - TLLRRR L L EE YR Ieh
-

(4) HBE

WBBE LU CAZ H#EHOTNTORBRRILRIER
BRoGEHMPRL, RERLBDLAEI T,
BEEABRBTRCEVTH, WThoRRRE LKA
FALREEETRL, BEZLLBDORL, -1 (Fig. 1),
(5) &R

MRBIER XU CAZ 5D T X T oRBRTH
T, BEHHB IUCEEARO£PMEE L, £RER
DHEMEIITXTEET, REHEILZLEDORIH
b Py

(6) MR

CAZ #HBEBT & Lot BE & 12 IERARICERIRA
whh, BEILLBEDLREI T,
BIRABHEC R T, WThoRBRALLTXT
EEELZRL, REILLBDLREI -1,

(7) BEEZE IVCLERKE

BE5EF B O EERRPES, HBHEL2ETL2RA
BADEBREROWTEZ (LF, TRE) ©OVWTL
REEMRRLL B OO -1,

¥, BEBRITES XOCRERTRICER LCLER
BRECOWTHREMRIBD LR -1,

5 R1 R:Z R:3 R4 RS

(week)

2. BREFEHRE

BRI IVRY » + 7 v 7E2AVCTORBEHRET
13, WBER LU CAZ HEHOWTFhoORBRRK DL
TLREILLBDOLRIE, o1z, Tio, H5BIAH,
BERTEED 2 @Y L-2RBRROBEFHICOWT
%, LI CAZ BEIL B EELhIERRBDLI
Tehotss

3. RERE

pH H IUHEIZVThoRSHL B EREEOE
ElEXRL, BEIBDLREI T, ¥, Bl 7
F vk, AL, BREIUEYAEVRWLThbEE
T, veEY )i RLEEAFRIIZ{RL
hich ot

RABMED Na*, K, Cl- XU Ca** dwih
OHREBHLNBELABOEEEY R LERRZEDOH
ehotos
RILERTRIC 2\ T H3BEH XU CAZ #E5HOD
TRTCOABRTCRELFRILLBHOh M o Ik
(Table 2—1~2—3),

4. MEFHRE
BEHEED 1.0g/kg HEHOHMT ST 35 A
MR SR TRRECHMREO AR LRI 1RDOIL
AR BRY ST RTORRA L b, ROHRE,
~= 7Y, ME ~EZ/RrEVE, MRE 7Rt
r v € VEEH, BRORRR XP~E 77 L0TXTO
BRECABHEHBENOEHEL R L, RERE(E
:515% (/9 X X (0

EHERBTL, TRTORECEVTLERABREVE
EAEBREA O E %% R Lz(Table 3—1, 3—2)
5. [iEE LEARE

GOT, GPT, ALP, BUN 0K#E#ED > b, GOT
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oW TR 5 RO 1.0g/kg B 5ROMEMED 54
HRERTRRECHROMIRROh I, EOMOKR
EEPVTHRHBHRE CAZ R LEOMICHROED
e Abhich o1,

pUTF=V, I, BAIVATFR A, BEYAL LY
OREDKER, LThoRECSWTLREE CAZ
BEREOMICERZIZL DL o1,
IR, BIAEL, RAESAE, A/G il
FhOBAORETLHEROERL RS/ o1,
LEEMED Na*, K*, ClI°, Ca?*, Fe I\ Fho
PERATLEEOBLIZL BD LRI -1,
BERR TRRS NP AL h B RO T L k¥
35 FEOKRETINBR L OM AR ELXRDT
G EEKELS BRI R (Table 4—1~4—3),

6 xzmSTA

HBBCHEN, AEOEILLRHLANLI -1,
1, MEBH, CAZ #EIE L EMITCH
$LT 35 AR SRT R BRER RMIAQ & o MERRAR
BOHMBRRCETOEHLBDLRICH, ERACL -
THE> S HOEERL, MBFARE T RMmMER
¥ AMEE, ~EZ 5 ARCB—EDOELNBDOLRI
hateZ bt &b, E{ R CAZ BE T XBaELLE T
280 ok, V) VRHEBER OV TIXBE,
CAZ &5 BL b ETHAY AR LI,

HEBOHE (No. 2669) oW\THEBARAATE 35 A
BEERTROBHEB Y HE LTA 5 &, RMEKFME
DRAHE AL - 1o A, FEREOMEIN 31.2% bbb
h, COBELER LIcThiXicbicu,

NEHEOMHE (No. 2678) Ti3FRMER KA A3 fn L
1
0.3g/kg H5-BEOHE (No. 2690) Ti5BAMARTIZIT
RIER S & R ERR O MBANZIEEMT H » 7o A%, 35
AR5 T BRI R ER RO MIFRANERA L, FRIMERR
AL, %> T G/E 1ET L1

0.3g/kg Hr 5B (No. 2697) Ti3# SBALARTICIX
EARRRAIED X b b RMERRMERIH %<, G/E A5 0.53
Thoteht, 35 AMBERT B L ATEL ML, %
EVEY LIt GIE 3 Z LS LR LT, D35 HE
DRELR TH EI A MERD R h e b BV Z LK M
DRADTHEM S 55,
LofofifEc oV T BBRLEL, —EDERA
WMBLRIEA oo To1E, U v RITHBREY SH
MR SVT, BEBAREETICHNT 35 AR SR TR
WPERY Zd - (Table 5),

1. EHRmR

5 HMOBH SR T, MBS IV CAZ BEHD

HiMt % 354, 3 24 I% pentobarbital sodium JEEET
R BIER L, fIRIH L1

NIRMEI LU0 0.1g/kg #L5-Mc oL TIRREIEL L
B bhishote, 0.8g/kg ¥ 5B ME (No. 2694) ©
RIFO#E & X U/NEVME, 1.0g/kg 5RO U
(No. 2699), #ft (No. 2705) TitJFDIRE LRI L UV
EBMRALA T S, LMY LTk BRHEED
bhigh -1,

B RRME T, BN L0 0.3, 1.0g/kg B 51
DOHEME% 3B, Ft 18 BT EMICH L1

EFWBBLTUTRORBRA L L RE XL BHL
nigmote,

8 WBER

BERTHOKENERR IUHENERIVTFhOMES
EOWTLEROERIRLRY, RERXBDORIL,-
120

EHEABRK TROERNERS LUVHANERL VW THhD
BRCOVWTLHEEOZZREOKT, REXL£<EDS
high -tz (Table 6—1, 6—2),

9. REEBFHA

(1) X#EFRR

CAZ 5\ X 5 HBWELRBOXCED LA, B,
FOMIZIIELID - foo

FTINBEYAUAR CIMRMAT LR FRBRE
INERIAES R, #HMELd 0.1g/kg L EOHERT
#mL, 1.0gkeg BTIFROBER I UK E X LHK
L, #OHHHEX bR\ EHAN A bR, TOH
i3 PAS B THIcL LEFRETH 7

EIRARE T, BERTELLEL, BRED L
o

ek, —MERTEEIRCEY, M KE X
VERFIC—HDO € — /L CREIRFORBER LU
CNEBRRILY BT 5 BENE LI EHORT
¥ -MMREMR, EHSMORER X ORI RREY
SUEHTEDLNI,

(2) BEFRR

FFIE - #2548 T BRr o o IBBED HEME & b AFAIRIIIEIE
EHEYRL, 0.1gkg BTLELWXAKE V20, HT
IR /N VRIS, 0.3g/kg B TIIHET AL O
EBORL, HETEBRE BiRREE AGH, 1.0
glkg BTRETHE/DMIGIRSBEL TV b DO,
HEME & D BRI RERT RIS A o 7,

B AR T R L BB OMEIC BHCIREE R A B R
7oAt 0.3 XU 1.0glkg BE L REMRIRLA -
o

FBi: BERTRCINBEY SULBOB/ME, &
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Tabel 6—1 Organ weight in beagles in subacute (iv) toxicity studies of ceftazidime

Dose Control 0.1 g/ke 0.3 g/kg 1.0 g/kg
Sex Organ Mean *+ S.D. Mean t S.D. Mean *+ S.D. Mean - S.D.
Body weight (ke) 8.57 £ 0.31 8.50 £ 0.53 8.53 =+ 0.40 8.73 £ 0.15
Brain (g)| 75.0 £ 4.6 74.7 =+ 5.7 74.3 t 4.9 75.7 £ 3.1
Pituitary (g) 0.047 + 0.012 0.047 £ 0.006 0.050 + 0.010 0.043 £ 0.006
Thyroid—L (g) 0.353 + 0.067 0.343 + 0.025 0.343 + 0.035 0.347 + 0.032
Thyroid—R (g) 0.367 £+ 0.070 0.350 = 0.010 0.360 + 0.010 0.350 t+ 0.036
Heart (g)| 68.50 =~ 3.96 66.87 =+ 4.10 67.63 =+ 2.30 69.40 -+ 3.50
Lung (g)] 85.3 + 4.5 84.7 £ 5.9 83.7 + 6.4 85.3 + 5.0
Liver (g)] 246.7 +£25.2 240.0 136.1 246.7 t32.1 250.0 1°30.0
Adrenal—L (g) 0.533 + 0.105 0.503 * 0.083 0.493 + 0.110 0.533 1 0.100
Adrenal —R (g) 0.530 + 0.082 0.507 = 0.095 0.510 + 0.089 0.510 + 0.046
Kidney—L (g) 23.13 + 1.70 23.07 £ 2.02 23.10 1 1.87 23.07 t 1.52
Kidney—R (g) 23.17 *+ 1.35 22.97 * 1.89 22.97 + 1.58 23.13 t 1.55
Spleen (g) 24.47 *+1.25 24.07 + 1.41 24.43 1 0.65 24.37 L 1.17
Testis—L (g) 8.03 + 0.71 7.93 =+ 0.87 7.93 + 0.65 8.00 + 0.66
Testis—R (g) 8.00 £ 0.46 7.97 =+ 0.55 8.00 = 0.40 7.97 £ 0.61
Epididymis—L (g) 1.55 + 0.10 1.51 + 0.06 1.63 =+ 0.10 1.56 =+ 0.03
Epididymis—R (g) 1.55 * 0.07 1.52 £ 0.03 1.56 =+ 0.10 1.56 =+ 0.04
Male Prostate (g) 6.97 + 0.93 6.77 + 0.99 7.13 + 0.95 7.37 + 0.55
Brain (g%) 8.73 + 0.29 8.80 =+ 0.61 8.73 + 0.15 8.67 *+ 0.25
Pituitary (g%) 0.0053+ 0.0015 0.0057 % 0.0006 0.0060+ 0.0010 0.0053+ 0.0006
Thyroid—L (g%) 0.0410+ 0.0062 0.0407% 0.0032 0.0400+ 0.0026 0.0397+ 0.0032
Thyroid—R (g%) 0.0423+ 0.0070 0.0410%+ 0.0026 0.0420+ 0.0010 0.0400+ 0.0036
Heart (g%) 7.990 + 0.177 7.870 + 0.304 7.930 + 0.180 7.947 + 0.355
Lung (g%) 9.97 + 0.15 9.97 + 0.06 9.80 == 0.30 9.77 =+ 0.49
Liver (g%) 28.73 + 1.99 28.17 + 2.89 28.90 + 3.60 28.70 * 2.80
Adrenal—L (g%) 0.0620+ 0.0100 0.0590+ 0.0062 0.0577+ 0.0099 0.0610+ 0.0121
Adrenal—R (g%) 0.0617+ 0.0076 0.0593+ 0.0074 0.0597+ 0.0076 0.0583+ 0.0061
Kidney—L (g%) 2.700 + 0.105 2.713 = 0.180 2.707 = 0.112 2.640 £ 0.131
Kidney—R (%) 2.703 + 0.064 2.703 = 0.202 2.687 = 0.076 2.650 = 0.131
Spleen (8%) 2.857 + 0.049 2.830 = 0.044 2.867 = 0.075 2.790 X 0.095
Testis—L (g%) 0.937 + 0.050 0.933 + 0.059 0.930 =+ 0.044 0.917 = 0.060
Testis—R (%) 0.930 + 0.027 0.940 = 0.020 0.937 + 0.021 0.913 + 0.057
Epididymis—L (g%) 0.181 + 0.005 0.178 = 0.008 0.180 = 0.009 0.179 + 0.001
Epididymis—R (g%) 0.181 = 0.001 0.180 + 0.009 0.183 = 0.009 0.179 + 0.003
Prostate (g%) 0.813 £ 0.078 0.793 + 0.087 0.837 + 0.078 0.843 * 0.050
Body weight (kg) 7.83 *+ 0.32 7.93 * 0.35 7.80 =+ 0.36 8.03 =+ 0.15
Brain (g) 73.4 =+ 3.1 73.1 =+ 2.7 73.0 £ 1.6 74.1 £ 2.1
Pituitary (g) 0.050 + 0.010 0.050 = 0.010 0.047 = 0.006 0.047 + 0.006
Thyroid—L (g) 0.380 + 0.060 0.383 + 0.021 0.380 = 0.010 0.390 + 0.017
Thyroid—R (g) 0.383 + 0.050 0.387 + 0.042 0.373 = 0.035 0.397 + 0.021
Heart (g) 68.53 + 2.90 67.87 + 3.88 68.03 =+ 5.06 67.83 £ 3.37
Lung (g) 83.7 =+ 4.0 84.0 *+ 2.0 85.0 + 4.0 83.7 =£.2.5
Liver (g)| 2563.3 +35.1 263.3 *15.3 260.0 +26.5 260.0 +26.5
Adrenal —L (g) 0.483 + 0.068 0.493 + 0.071 0.450 = 0.066 0.473 + 0.087
Adrenal —R (g) 0.477 + 0.064 0.477 + 0.091 0.450 = 0.046 0.470 % 0.069
Kidney—L (g) 24.33 + 0.93 23.97 *+ 1.51 24.27 =+ 1.16 24.30 = 1.35
Kidney—R (g) 24.17 + 0.81 23.97 * 1.42 24.20 £ 1.49 24.50 £ 1.40
Spleen (g) 24.30 + 2.21 24.87 * 2.42 24.53 =+ 1.98 25.00 £ 1.05
Ovary—L (g) 0.370 £ 0.050 0.350 + 0.046 0.387 + 0.076 0.377 % 0.049
Ovary—R (g) 0.360 = 0.061 0.367 = 0.047 $.383 + 0.057 0.387 + 0.045
Female Uterus (g) 7.10 = 0.53 6.90 =+ 0.56 7.03 =+ 0.47 7.20 =+ 0.46
Brain (g%) 9.37 + 0.17 9.22 + 0.08 9.37 =+ 0.23 9.22 =+ 0.12
Pituitary (%) 0.0063+ 0.0012 0.0063% 0.0012 0.0057+ 0.0006 0.0057% 0.0006
Thyroid—L (g%) 0.0487+ 0.0061 0.0483+ 0.0025 0.0487+ 0.0012 0.0487+ 0.0012
Thyroid—R (g%) 0.0487+ 0.0049 0.0490+ 0.0053 0.0480+ 0.0026 0.0493+ 0.0035
Heart (g%) 8.747 £ 0.122 8.553 + 0.200 8.720 + 0.310 8.443 £ 0.271
Lung (g%) 10.67 £ 0.15 10.60 =+ 0.44 10.93 =+ 0.12 10.40 =+ 0.26
Liver (&%) 32.30° + 3.20 33.17 * 0.46 33.30 =+ 2.19 32.33 + 2.99
Adrenal—L (8%) 0.0617+ 0.0057 0.0620% 0.0075 0.0577+ 0.0084 0.0590+ 0.0098
Adrenal—R (g%) 0.0607x 0.0057 0.0600+ 0.0092 0.0577t 0.0051 0.0583+ 0.0075
Kidney—L (8%) 3.107 £ 0.012 3.020 + 0.076 3.110 £ 0.123 3.023 £ 0.110
Kidney—R (g%) 3.083 + 0.040 3.017 £+ 0.085 1.103 £ 0.159 3.047 + 0.121
Spleen (g%) 3.097 £ 0.155 3.130 £+ 0.195 3.143 *+ 0.110 3.113 + 0.074
Ovary—L (8%) 0.0473% 0.0047 0.0440+ 0.0036 0.0497= 0.0078 0.0470% 0.0052
Ovary—R (8%) 0.0463+ 0.0076 0.0460% 0.0044 0.0487% 0.0055 0.0480-+ 0.0046
Uterus (g%) 0.907 =+ 0.035 0.867 £ 0.031 0.900 + 0.017 0.897 £ 0.050
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Table 6—2 Organ weight in recovery test in beagles in subacute (iv) toxicity studies of ceftazidime
Dose Control 0.3 g/kg 1.0 g/kg
Sex Organ Mean + S.D. Mean + S.D. Mean *+ S.D.
— B A
Body weight (kg) 8.97 + 0.12 9.13 + 0.25 9.07 + 0.15
Brain (g) 77.7  + 4.0 79.0 * 4.6 79.0 * 3.0
Pituitary (g) 0.047 + 0.006 0.047 + 0.006 0.047 £ 0.006
Thyroid -1, (g) 0.387 + 0.050 0.373 + 0.045 0.393 + 0.055
Thyroid R (g) 0.390 + 0.030 0.377 + 0.025 0.370 + 0.060
Heart (k) 70.00 + 1.67 69.23 + 1.75 70.40 * 1.11
Lung (g) 88.0 | 2.6 88.3 + 2.5 88.7 =+ 1.5
Liver (k) 280.0 +20.0 290.0 +10.0 280.0 +10.0
Adrenal 1. (g) 0.537 + 0.057 0.537 + 0.067 0.513 + 0.086
Adrenal R (g) 0.540 1 0.069 0.527 + 0.055 0.510 + 0.087
Kidney 1. (g) 24.53 + 0.74 24.70 t 0.95 24.43 + 0.76
Kidney R (g) 24.60 + 0.70 24.73 t 1.16 24.53 + 0.84
Spleen (g) 25.93 + 0.75 25.80 t 0.44 26.10 + 0.36
Testis 1. (g) 8.50 + 0.70 8.37 + 0.71 8.57 + 0.78
Testis R (g) 8.57 1 0.91 8.47 + 0.70 8.67 + 0.67
Epididymis 1. (g) 1.71 t 0.18 1.74 + 0.11 1.73 + 0.09
Epididymis - R (g) 1.70 t 0.18 1.7 + 0.10 1.71 + 0.10
M Prostate g 7.83 0.7 7.73 + 0.49 7.87 + 0.67
ale oo F IR
Brain (g%) 8.67 + 0.35 8.63 + 0.25 8.70 + 0.26
Pituitary (g%) 0.0053 + 0.0012 0.0047 + 0.0006 0.0050~ 0.0010
Thyroid 1. (g%) 0.0430 1+ 0.0050 0.0410+ 0.0040 0.0430~+ 0.0056
Thyroid - R (g%) 0.0433+ 0.0031 0.0413+ 0.0021 0.0407 +~ 0.0060
Heart (g7) 7.807 *+ 0.129 7.577 + 0.025 7.763 + 0.047
Lung (&%) 9.83 + 0.25 9.70 + 0.00 9.80 * 0.10
Liver (g%) 31.23 + 1.91 31.80 + 1.74 30.87 =+ 0.90
Adrenal — 1. (g/) 0.0597 + 0.0057 0.0587+ 0.0057 0.0563+ 0.0086
Adrenal —R (g%) 0.0600 * 0.0069 0.0577+ 0.0046 0.0560+ 0.0087
Kidney—1. (%) 2.737 + 0.068 2.700 + 0.030 2.697 + 0.050
Kidney—R (g% 2.743 + 0.047 2.707 + 0.058 2.707 + 0.065
Spleen (g) 2.890 + 0.053 2.827 + 0.042 2.880 + 0.040
Testis—1. (g%) 0.950 + 0.066 0.913 + 0.057 0.947 + 0.068
Testis — R (g%) 0.953 + 0.093 0.927 + 0.050 0.957 + 0.058
Epididymis — 1. (g%) 0.191 + 0.018 0.191 + 0.008 0.190.+ 0.008
Epididymis—R (g% 0.190 + 0.018 0.192 + 0.006 0.189 + 0.008
Prostate (g%) 0.877 + 0.070 0.843 + 0.035 0.867 + 0.058
Body weight (kg) 8.53 + 0.40 8.77 + 0.21 8.57 £ 0.21
Brain (g) 75.0 + 3.6 77.0 + 3.6 76.7 X 1.5
Pituitary (g) 0.043 + 0.006 0.047 + 0.006 0.047 £ 0.006
Thyroid—1. (g) 0.373 + 0.032 0.377 + 0.040 0.377 + 0.038
Thyroid—R (g) 0.367 + 0.025 0.373 + 0.038 0.383 + 0.021
Heart (g) 66.47 + 1.91 67.23 + 2.11 67.23 + 2.06
l.ung (g) 85.7 + 2.5 86.7 + 2.5 85.7 *+ 3.8
Liver (g) 266.7 +20.8 266.7 *£15.3 270.0 +20.0
Adrenal—1. (g) 0.527 + 0.075 0.530 + 0.046 0.507 £ 0.055
Adrenal—R (g) 0.520 + 0.062 0.527 + 0.051 0.517 + 0.038
Kidney—1. (g) 24.10 + 0.76 24.13 £ 0.96 24.17 =+ 0.57
Kidney—R (g) 24.10 + 0.76 24.03 =+ 0.80 24.30 =+ 0.53
Spleen (g) 24.37 + 1.02 24.60 + 0.95 25.07 =+ 0.91
Ovary—1. (g) 0.383 + 0.047 0.373 + 0.035 0.390 + 0.010
Ovary—R (g) 0.387 + 0.040 0.383 + 0.049 0.377 + 0.031
F Uterus (g) 7.13 + 0.57 7.13 =+ 0.60 7.03 + 0.35
emale i
Brain (g%) 8.80 + 0.17 8.80 + 0.36 8.93 + 0.32
Pituitary (&%) 0.0050 + 0.0010 0.0057+ 0.0006 0.0057+ 0.0006
Thyroid—1. (g%) 0.0437 + 0.0025 0.0430% 0.0040 0.0440+ 0.0036
Thyroid—R (g%) 0.0430 + 0.0010 0.0423+ 0.0038 0.0443+ 0.0021
Heart (g%) 7.800 + 0.312 7.673 + 0.327 7.847 £ 0.180
Iung (g%) 10.03 + 0.15 9.90 + 0.20 10.00 =+ 0.17
Liver (g7%) 31.23 + 1.23 30.40 + 1.13 31.53 + 2.27
Adrenal—1. (g%) 0.0620+ 0.0072 0.0603+ 0.0035 0.0593+ 0.0067
Adrenal—R (g%) 0.0610+ 0.0070 0.0600+ 0.0044 0.0603+ 0.0049
Kidney—1. (g%) 2.827 + 0.092 2.757 + 0.087 2.820 £+ 0.000
Kidney—R (%) 2.830 *+ 0.113 2.743 £ 0.067 2.840 + 0.010
Spleen (g%) 2.857 * 0.065 2.803 = 0.072 2.923 + 0.047
Ovary—1L. (g%) 0.0450+ 0.0035 0.0427+ 0.0035 0.0453+ 0.0006
Ovary—R (g%) 0.0450+ 0.0026 0.0437+ 0.0046 0.0440+ 0.0030
Uterus (g%) 0.833 + 0.042 0.817 = 0.059 0.820 *+ 0.027
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Photo.1 Liver (male, subacute, CAZ 1.0g/kg)
No remarkable changes (H.E. stain, X200)

Photo.2 Kidney (male, subacute, CAZ 1.0g/kg)
Eosinophilic (PAS-positive) granules (arrows) in
the proximal tubular epithelia (PAS stain, x400)

Photo.3 Kidney (male, recovery, CAZ 1.0g/kg)

Eosinophilic (PAS-positive) granules (arrows)

slightly in the proximal tubular epithelia (PAS
stain, X 400)
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Photo. 4 Liver (male, subacute, CAZ 1.0g/kg)

The developed agranular endoplasmic reticulum in

the hepatic cells (x12,500)

e I 1 1 73 TR PN

Photo.5 Kidney (male, subacute, CAZ 1.0g/kg)
No remarkable changes in the glomeruli
(x12,500)

Photo.6 Kidney (male, subacute, CAZ 1.0g/kg)
Numerous large-sized lysosome-like granules in
the proximal tubular epithelia (x12,500)
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Photo.7 Kidney (male, recovery, CAZ 1.0g/kg)
Irregular large-sized lysosome-like groanules in
the proximal tubular epithelia (x12,500)
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SAFETY STUDY ON CEFTAZIDIME (IV)
SUBACUTE TOXICITY IN ADULT BEAGLES

Hipeniko Matsukawa, Mitsuru Sato, UjsnHiro Murakamt and Tsucio Nacata,
Shin Nippon Biochemical Labolatories, Ltd.

Maxoto Enomoto
Consultant Pathologist

Jou Tamura
Tokyo Research Laboratories, Shin Nihon Jitsugyo Co., Ltd.

The subacute toxicity was carried out in 7-month-old beagles by intravenous administration of
ceftazidime (CAZ, SN 401) at 3 dose levels of 0.1, 0.3 and 1.0 g/kg/day for 35days. Thirty-five day
recovery tests were also conducted employing 0.3 and 1.0 g/kg groups.

1. As general symptoms, vomiting occurred in several cases in 0.3 and 1.0g/kg groups. Also
salivation and soft stools were noted in several cases in 1.0 g/kg groups.

2. In hematological and serum biochemical examinations, decrease in WBC counts and GOT levels
were observed 5 weeks after the administration in the both sexes in 1.0 g/kg groups.

3. In the other examinations including pathologic studies, no toxicological changes attributable to
CAZ administration were noticed.

4. 1In the recovery tests, no different findings from those in the control group were observed.
The above stated vomiting, salivation, soft stool, decrease in WBC counts and GOT level disappeared.

5. The maximum ineffective dose is estimated to be 0.3 g/kg/day.



