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6059-S @ 5 v Mz i) B MM AEH: R IR

MEMEWE - IR - ERgek - KW
HA%F BB AL UT SR

6059-S @ 100~2,700 mg/kg/ A D 6 # JI INLIEAN B E-IC & 2 Wl ik k8R4, Cefazolin (CEZ)
@ 900 mg/kg/ ADEEEMBEL TS v F THIML 720

1. 6059-S 5N TO—ARRTIL, 2,700 mg/kg I THELMH S BICBIBMNR DA S5h, 300mg
/kg LI EDOBTREDMENS Shtc, KEE(LE L TIZ, 6059-S H5M0UETH S RBICHBL 7
ERRMOMBDH S kb, HTREERZDI SN -1

RBFETHNIL, 6059-S > 900, 2,700 mg/kg Bt EnEhIC 2/32, 9/32 Bibsd Shtchs, £0D
BRI, PR U 2 E A R IR - TR L 22 72 D DIERINIMIC X 2 D TH » 120

2. MBBRE, MBAEIEARIENR S TICIRREICE N TIZ, 6059-S i B EET 7 MR,
Hb, Ht OIRE 723D & MIRFMERKDMMbA Sh, S-GPT ORERAH 2,700 mg/kg BFOHE
THE XN 2O S-GPT 0@ i3, CEZ BTl & &ICHIZFICED SN,

3. 6059-S 0 6 » AMBSHRLIBRTORBERICEOTRARIKELESE b - - ELER, BICER
»oh, HBRTREBAROMEIC L2 BERINNSLRSHIC, BWTRIBESERMML 300 mg/
kg B LoERiIczhEnds o, EMBOKEMEMZIRECHE SN EELEI, &
HEFRO MM E EMRIG, BERMMGTOEMREE EROREEATSHD, T0IboHEMSRIC
DVTRARBREIERT S LEZ ONIEL IS SNEM T

4. EZEU7: 6059-S 0 KEFGHHICED SN BT, CEZ #5BicHI3REULTED S
h, PEIICIZ 6059-S & CEZ 23IxNT 3 EEZ htce 10, LEDHEAI, 6 7 AR
E#0 308MoBBEERTHINSEIET 5 C L@ Shis

L] =

EEIC 6059-S D5 v M3 1 H AMBIRABSROER
H#HABE, Cefazolin sodium (CEZ) % XRFEL L THE
L#b, 4EI3, 6059-S @ 5 » MiC B3 6 H ARHREHD
B EHRB % CEZ £ HREL LTHEELLOT, ZORKR
ROWTHET 5. (KRR 1978 £ 6 A~19794 1 ),

EBRHE G LURBSE

1. RREM

FapstRBRICERL b0 ERARMD Sprague-
Dawley %5 v + (JCL-SD, BA&Z v7), 26~28 A
40bD%MWAL, 1 HHABREBHEBTZICTELS ¢
Ptk 33~35 BATERICHL <o KERBIMK KER
It 98~123 g, i 83~104 g TH - 7o

5y b2 14—y (WA0XLS0XH20 cm) %0, 2 T
AINAL, iR 24~26°C, HXTEE 45~65%, Al 7
Mo 12 BERATREN SO, B 100%, FEER
15 EfSicBE LicT v F BEZETHEHEL. %
(CA-1, gAz L7) &k (Hk#EK) i3 HBICHRS
7,

2. ik

6059-S (Lot No. B01, B02, B03, B04, B05, B06,
S024 N, S026 N, S046 N, S047 N, S050N) X Ux
J@IE > LT Cefazolin sodium (CEZ, WERS) ZAL
2o BGHEMORRZ, BERSANICENAREKT,
6059-S 2,700 mg/kg BEiZ 25% (wW/v) DBEEICERL,
{boB5EE XU CEZ iz 10 (w/v) i &R
L, Sartorius membrane filter (Milipore, 0.45 u,
HA) TIRALTHERAL. MNREHCIE, ARAERE
#|5LU7,

(1) #SERROBRUEFSRE

6059-S o 760~3,500 mg/kg/B %35 v bic 35 B
RISIRARS U BEat S S8R kBT, 6059-S
OBRAEIEAEIZ 1,260 mg/keg/B EHMishic, 4
Eo 6 1A ERSIck 2 @HEERAR ICBNTIE, K
Bo 6059-S %35 v Mic 6 A RTiREL THIRNRS
TAHZLIEMMICHMETSH 2 LML, REERITEH
RABS IR Z THERRS & L, 6059-S o5&
13, FREAUEURRTORABIEABOKER ST
iz 100~5,000 mg/kg/ B %@% 7 v Mic 3 ERIERE
RS L&D pilot study OFEREBE ICLT,
100, 300, 900 # k¥ 2,700 mg/kg/B @ 4 H5B L
U, X% CEZ i3 900 mg/kg/B L7 FHb
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+, 100~5,000 mg/kg/H % 3 MENBIAAEL'SL 12
pilot study ic#5U Tit, 100~2,000 mg/kg/El 'C!i“)l
S 078 RFIZ IR S Nl - 7oA, 5,000 mg/kg/Ei T
i}, HRSAERD, Hb SOMmBMADCLD), W, Ul

W RB O, BRI L OB SA85 5

h, 5,000 mg/kg/01 © 6 H AN WA over
dose T H2EYiMaNntcEnrd, 2,700 mg/kg/H
% 6059-S OMAMERE LTREL . 0B, TRW
B3, SHMUEE 86 1L DD 5 v F% Table 1 TR
FTEICHMIL, DI b, ?T}IGPT. 6059 S » 900,
2,700 mg/kg P& LU CEZ L”HCOO"CH 6 H AN
OHE RICKIICON TR 3~ 6 i3 4 RY,
30 HHOEMRBRICHEL 720

(2) #5HEREH5EM

Bikiz 1 8 1[0, 876, &4 (4479:00~11:
00) ICHIEANES Lo #5753 6059-S 100, 300,
900, 2,700 mg/kg, CEZ 900 mg/kg DIfic 1, 3, 9,
10.8, 9 ml/kg &L, WRBHIAEARKEBK 9 ml/kg
EU7, RERINICK2REEFROMERBRYRDEK
HREICK > TITE 570

B5AMIE 6 H AR (i 183 H, i 184 ARY) T
»v, 6 ﬁﬁiH&'—-}ﬁ&T&@@ﬁ:&&o)Wﬂt: 30 Br’a‘i
EUL7o

3. ®#\=mEE
. (D) —MRKM B AFETRIC— BRI R R L 7o, BB
JE#H # 7 (Kowa, RC-2) iz X 3R, #5READ
AR, #5% 103 gH, 166 BEB XU KkEHE 27 A
BICHMEET TITE - 10 BERICKL D, HREHR (My-
.drin-P®) £ SRL 7o ¥7:, B5RBSIXUMHENICE
MR ZIEEE L THERBRELERL 2

KRERESPHPREAREL, 1 BMEOTHEE
UTEHFL 7. MERRPEMGIT 1 BREICRIEL 72,

(2) RIRE : IKIREIL, 5% 89~91 gE, 173~
176 AEICERED 8 Fl DD T, EHEKTIZK
Fik 22~23 ARICEFELPICONTERL 72, BRE
BRC 7 v b2 ERIRMr — e, 16 KRR (%
5 Mi~4-a1 9 By) ZiREL, IRE, pH, RiBHE, .
BA, bk, B, ol vy, yovy/
— %", N-acetyl-B-D-glucosaminidase & D ZIHE
IOV TRIEL 720

(8) MFEHRE : MmikkER, H5% 99~100 AB,
181~182 RALBXUEERE 29 HRIC, FRMEK, ~
EJutEy, ~n<bt2 Yy b, WRFMmMER AmK B
MERSYE, /MR, DREBICONTRIEL 720 BREIC
blc-TlE, BRIEA LM (K 5 mm) UTHRIMU 720
7o tovevBHoER, —RmERES R,

JVTF=Y, WIALVRF O -, BIEE,

&hs 97 AR, 152 B BICKREE, 6059-S o 900,
2,700 mg/kg Bt £ CEZ BOMEBMIC DTD
AITEV, RMIREMBEBOTRERIRD 517851,

Tr, TRBRMONEIIEH% 6 »ABIKDH, B
B A RO R AN I KRB B B M RIL T, £h¥
hAEL 7.

(&) MAEALPHRE : 6 7 /I MBEROMLE,
dtkm}i;b wiml, MigEIRELT, GOT, GPT,
ALPase 773 v, ¥%EA, A/G i, LDH, BUN,
P 7Y &
54 FEBLURWKE (Na, K, Cl, Mg, Fe) 0&HH
DN THEL 2o

(5) PSPHEER : PSPHitARA, 5% 177 7
Hizxif®, 6059-S o 900, 2,700 mg/kg BfH LU
CEZ Pt £+ ¥ hMEHEt K 5~6 FIZ O TEKEL 1,

PSP % 300 ug/rat THRALS RICAGRES —
S, EMHE 30 LU 90 2E%0 2 E@ichiz-
THRIRL T, IReh PSP OoBELZREL 720 155, PSP
#e5ickar s, HK 20 mikg 2085 L1,

(6) 6059-8 & CEZ nhiREE : 6059-S & LU CEZ
DOEMEFE®D 24~27 BB Db A%, 6059-S
900, 2,700 mg/kg Bt LU¥ CEZ 900 mg/kg BHic>
WTRIEL 720 MBIZEBSH/-DHE 9~10 5], 5 H
FOIeo0T, EABIKEL DRMmL, 6059-S Tiz E
coli 7347, CEZ T3 B. sublilis ATCC 6633 % RBRE
EL, HEHE LTI3 Trypto-Soy ®X itz AV 2%
KERETHUEL 22

(7) FraMRELPORSONE : 6 H AR5 ®O
Es XU 30 AMOEEARKIC, FHOBEE 8
~10 FlicOWTHARRE R, FAAERAE (LI
S (avzro-wn, BEER M)VTY €£54F,
GOT % &£ U GPT) uouic RE MR ABF Rk
(Cytochrome P-450, Amhne hydroxylase 3 & U
Aminopyrine N-demethylase) ic >\ TRIEL 720

(8) RBERFSIUFREMEFORE @ ok, 79
MR —F VBT THRABR X b M (CEHRER
DIRMEFTE» 728, BABIRYMNIC & D IKMBFES 4
THIICBEL 7o B, O B, W, BT, BB, EIE,
FRIR, BTFEK, KR, HFR Y vooff, 8 B
H, BB, ENNIBR. WS, FE, B, ERSIUR
DEMBIC OV THREERLREL 720 ZASOBRED
finic, BIFRRER, ETH, K&, fE B, /NE 28
BIEA, M, RBR WL KRR, MR, LEW
B2 0 DI E N Z 72 SR I S O TR ERAREEN
FRAREL f2o i3 10% hiEE s V<Y YHKIT,
REKIZ 77 vRICEhEnEE®, BHRICsL TEXE
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Table 1 Summary of growth, food consumption and water consumption in rats administered 6059-S ip (ot 6 rhonths
. Dally 6-month dosago period One-month recovery perlod(')
Sex Drug dose No. Body: Food Water No. | Body Food Water
(mg/kg) [ of weight ymption | ption | of | weight | consumption | consumption
rats gain (g) (8/6 mon/rat) | (ml/6 mon/rat) | rats | gain (g) | (z/1 mon/rat) | (ml/1 mon/rat)
Control (Sallne) | —— | 16 | 470+ 10 | 4,186 £ 37 7575 | 6 | 8¢9 | 636:9 1,620 ©
6059-s | 100 | 10 |470:20 (4319 :138 | 8228 S I R — —_
Male | 6959-S ‘ 300 10 |[475:23  |4,541 £ 66* 9,954 - —_ —_ —_—
6059-S 900 | 16-15 | 43117 |4,290 49 8,980 S | 22:2 | 630:3 1,268
6059-S 2,700 | 16-12 | 410¢ 13* (4,124 £ 4] 9,804 3 | 22:¢8 | 691:11* 1,320
CEZ 900 | 16 |[486:11 4519137 9,222 6 | 15¢7 | 681+19 1,635
Control (Saline) | —— 10 21917 2,931.2 20 5,255 6 36 435 +4 840
60595 100 | 10 |20s49 [3022:46 | 6536 — ! -
Fomale | 6059-5 300 10 | 189:9* |2823 361 6,006 - —_ — S
6059-S 900 | 16-15 [ 2009 3,024 1 61 6,627 s 014 | 454:9* 885
6059-S 2,700 | 16-11| 204 ¢S5 3,010 + 43 1,490 3 1£3 | 507:15 990
CEZ 900 16 | 2047 2,884 1 42 6,281 6 2:9 | 447:10 990

(a) : After cessation of 6-month administration

(b): Mean: SE

(c): Mean

+ : Significant difference from control at P < 0.05

#E8 | , Hematoxylin-Eosin Zufs %, 4EL L X3 PAS
Berlin blue, Oil-red O, Kliiver Barrera @ #%v %
fen, HPIFRHNCHE L1, &3 24 FO0 N
BIUBREICOWVLTIZ, 3% glutaraldehyde " LT
2 % osmic acid TEMEE %, EHicH > T ethanol
FFlic & 3BkEFTEL, Luer OMiEIcHt->T Epon
A% T8t BEYNR, vV -8T_ERE
#, JEM-100 B BT S THEL 1o
£ B # 2
1. —pikeE
6059-S () 2,700 mg/kg BfD 7 v + T, ®E5¥MAHD

5, R 5 HLIAIC 1~%E, BEE MRS 5
RROBIELRL 720 6059-S o 300, 900 mg/kg B¥d

LU CEZ BT BT bAROF DRI ST
o BY5BEEAHE 5 BBEED S, MMOUAEL 6059-S

2,700 mg/kg BEICHISHiC, ZOfhD RSB TRER

CERS N $LABHITE, CORUCTFREZOLE

EPMRERU L FENEELERBDENT -

#5 1 »AtEL S, 6059-S 300 mg/kg LIt 58

XU CEZ Btk T, BR5HEM»SBREHK 5 4L
RiCREORENRS >N, Ch>ORTIE, RSN
RN DIEKDSEA T d - Foo ERRS, E~OENME
T RE b A TOTFhORIC b RERED Shith
ote 6 1 AMRREROEEMMAC EROBEELIZT

Tl 2 BRILINIC ERICEB L £ 6 2 A
MO SHIMEIC, MBS BB ThoflicsnT
SIEFL 5 XU BEBREC RERIAY Shish-
720

2, #PETH

6 # A RO EED, 6059-S @ 900 X5 2,700
mg/kg BEDZhZh 2/32 B, 9/32 I L1 T
NoORPEEHOERR, 1HiEL 72 EHE RS
STHIBL Iz fbDIBMIZ L 26D EEZ Sh, HREE
OHATIE, VIR GRIENICKBO MK DI ED
S5hice

1535, 6059-S 2,700 mg/kg Bt 1 ¢ (12 HH
W) ICAMK A BB b, BRFEAEMDOWELEZ S
i

3. KEZ(t, MEBIIULOKR (Tablel)
6059-S #rS5BEDHEIC BT, BEMEDICRERIC
ML 7o REEAKERINO MBI A S Shicds, #ET
BEMREICER U R EE LA SN - 1
“IBERICIIEERS SN - 1. BUKE TS
HICEPIELABICE O TREABEE b - 1o #inbsR
Woht e, BSHTOMKER, KECXZEIE
PRSI RBEE D DL T 5 1o

4, [RIZE (Table 2)

6059-S 2,700 mg/kg Bf DELEHIN 3 BXU 6 7
ABO BRECRBOLIEHSEETSH Y, 300, 900 mg/
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kg BTIREEDHBD 6 A PRI TUHELRL 220 I
SBT3, CEZ BA248nT, &R0l 1 gy -,
BRI A S re ;

ZOMBOREIRICHOTIR, 6059-S B ML LU
CEZ # 5B &R L DI 0P 5 BALIR My ST
Khoteo ’

5. MEHRE (Table 3)

3 7 AORETIZ, 6059-S 900, 2,700 mg/kg %
oitiE, CEZ Boific T, MEOFRIMPRE, Hb,

CHEMOTHERAPY

1005

Ht R & RIREIERE D MINAS 2 5 41, 6059-S
2,700 mg/kg 1ol HvTid,  kFNERO UL S U
1Y Y ROMDZE & 8D P INERIL OB G 75 HUN 47
Shrze 6059-S o 100, 300 mg/kg BOMET, [1MEK
HRO B A I 1575 S ALzt FRILH IR (3 4 & L0
ot .

=) 6 AT AoMmE T, 6059-S 2,700 mg/kg It
DU TRIR | (RO MINE & 75 » 72 AR D WL
L. T HD, Ht DI 35 UNC IR, AFRRERI

Table S PSP excretion in rats administered 6059-S for 6 months :

Daily | No. Urinary exretion (% of désej
Sex Drug dose of -
(mg/kg) | rats | 0—30 min | 30—90 min | 0-90 min
Control
(Saline) —_— 6 386+43 | 159+2.7 | 545¢+5.7
6059-S 900 5 49.0+4,7 | 12.7+0.9 | 61.6+ 3.9
Male ) N :
6059-S |2,700 6 53.0+5.7 8717 | 61.8+73
CEZ 900 6 49831 104+1.2 | 60:1+2.3
Control ;
(Saline) _ N 565+3.1 | 11.6+20 | 68.1 1 2‘.3
6059-S 900 6 [562+25)| 15625 72;‘0 2.7
Female
6059-S 2,700 5 60.9+23 | 138214 | 74.7%1.4*
CEZ 900 6 | 512+75] 209+4.2 72,_\.1 4.0
Mean t SE ’

* Significant difference from control at P < 0.05

Table 6 Blood levels after inuéperitoneal injcétion of 6059—S and CEZ for 6 months

Rat number
Sex Drug Dose
(mg/kg/day) ) 5 3 4 s 6 71 8 9 10
6059-S 900 <0.1 <01 <01 <01 <01 <01 <01 <01 <01 <01
Male 6059-S 2,700 <0.1 ND <01 <0.1 <01 <01 <01 <01 <01 <0.1
CEZ 900 <05 <05 <05 <05 <05 <05 <05 <05 <05 <05
6059-S 900 <0.1 ND <01 <0.1 ND ND ND ND <0.1 <0.1
Female | 6059-S 2,700 <0.5 ND ND ND <05 <0.5 <05 ND <05 ND
CEZ 900 <0.5 <05 ND ND ND ND <0.5 ND <05 <05

Detected 24 to 27 hours after the final injection.

ND: Not done
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Table 9-1 Organ weights of male rets sdministered 60598 for 6 months
Daily No. Body Absolute weight
Drug dose r‘::l weight [0t | Lung | Kidney | Liver | Splsen | Panctens | Adrenal |Thyroid | Pitukt. | Drain | Testis |Cecum™
(mg/kg) ® ® ® ® ® ® ®) (mg) (mg) (mg) ® ® @®
Control (Saline) | — | 10 $77®| 149 | 148 | 302 | 182 | 098 | 064 | 494 | 204 | 133 | 199 | 361 66
+15S | 2004 | £0.04 | £0.11 204 | £0.04 | £0.03 +2.1 209 206 | £003 | £0.12 105
6059-S 100 10 579 1.36 1.42 3.18 17.0 0.87 0.62 451 20.1 140 1.96 341 14.0*
+21 $£0.06 | £0.05 | :0.15 +0.7 | £0.05 | £0.03 2.9 1.6 206 | £0.05 | £0.26 0.7
6059-S 300 10 584 152 143 3.67° 17.9 0.92 0.66 ‘ 45.2 20.2 133 1.95 354 15.1¢
124 $0.07 | £0.03 | £0.14 212 | £0.06 | £0.04 +14 £1.3 +06 | 2004 | 2010 +10
6059-8 900 10 563 1.42 147 3.66* 16.8 0.80*| 0.73¢| 469 20.2 141 197 353 18.6*
219 40,07 | 20.08 | £0.18 209 | £004 | £0.09 15§ 12 208 | £0.03 {011 +17
6059-S 2,700 9 522¢ 1.38 m 3.78¢ 16.5°| 0.83*| 0.84*| 60.7* 19.7 137 1.96 343 21.3¢
t1S £0.05 | £0.13 | £0.16 205 | £+0.04 | £0.03 +4.0 1.0 +08 | 2002 | 2012 $22
CEZ 900 10 603 1.53 1.61 3,79¢ 19.0 093 0.68 50.2 20.2 138 2.00 3.63 18.9*
116 +0,06 | 2007 | +0,14 £0.7 | £0.03 | 20.03 221 $12 20.7 | £0.03 | 20.06 +24
Daily No. Relative weight
Drug dose | o Heart | Lung | Kidney | Liver | Spleen | Pancreas | Adrenal [Thyroid | Pituit. | Brain | Testis | Cocum
(mg/kg) %) &%) (%) &%) %) %) | (mg%) | (mg%) | (mg%) | (%) %) %)
Control (Saline) _— 10 0.26 0.26 0.52 3.2 0.17 0.11 8.6 3.6 23 0.35 0.63 12
+0.01 | £0.01 | £0.02 0.1 | £0.01 | £0.01 0.4 $0.2 201 | £0.01 | 2002 0.1
6059-S 100 10 0.23* 0.25 0.55 2.9¢ 0.15 0.11 78 35 24 0.34 058 24¢
+0.00 | £0.01 | £0.01 0.1 | £0.01 | £0.01 0.4 0.2 20.1 | £0.01 | £0.04 20.1
6059-S 300 10 0.26 0.25 0.63* 31 0.16 0.11 7.9 35 23 0.34 0.61 26*
£0,01 | £0.01 | £0.01 | £0.1 | £0.01 | £0.01 0.5 20.2 £0.1 | £0.02 {001 20.2
6059-S 900 10 0.25 0.26 0.65¢ 3.0 0.14*| 0.13¢ 8.4 36 25 0.35 0.63 3.3¢
0,01 | £0.01 | 20,02 20.1 | £0.01 | £0.01 0.4 £0.2 £0.1 | £0.01 | £0.02 20.3
6059-S 2,700 9 0.26 0.33* 0.72¢ 3.2 0.16 0.16* 11.6* 38 26 0.38 0.66 4.0*
+0.01 | £0.02 | £0.02 0.1 | £0.01 | £0.01 20.5 0.2 $0.1 | £0.01 | :0.02 0.3
CEZ 900 10 0.25 027 0.63* 32 0.15 0.11 8.4 34 23 0.33 0.60 31
+0.01 | £0.01 | £0.02 0.1 | £0.00 | £0.00 0.4 20.2 +0.1 | +0.01 |+0.02 0.3
No drug-related changes were found in thymus, submaxillary gland, lumbar lymph node, prostate, vasicular gland, bisdder, lacrymal gland and cye.
(2) : Gross weight
(b): Mean: SE
o : Significant difference from control at P < 0.05
oEmhsEHE s h, BHmMRMIBRIMETIZ, 6059-S MEEAIC BT, TA7 V0 BER BRI,

300 mg/kg Ll E D REBHO# HLU 2,700 mg/kg
Bl s CEZ BolHtic 51T, ) ¥/ BROBD 4T
rhEROBIMMEEICH ST

6 71 A Mg 5% 0RO EMA MRk, 6059-S
LU CEZ BB HiIcE\NT BRELEMNNALN
720 UL, TRBRSHOWTS SN OBMEKA
Koz, KERORBFEREBRTIIERICEEL TY
7o

6. MAE(LFHRE (Table 4)

ik 6 7 ARRS®HO MEECERRA T, GPT
ORDH 6059-S 2,700 mg/kg BEOHETEEIC, CEZ
900 mg/kg BDOMEHETIHEICA SN

sEDZE(LE LTIE, 6059-S 900 mg/kg Ul LS
BOWTHavARFa—N, M) €54 FORENR
Bonsash, 2,700 mg/kg BT BMIEHEORL bF
WoNte COBIEEDRDIE CEZ BORET bREIRIC
A 5T

6059-S Ti3ED 300 mg/kg LI LD BB XU D 900
mg/kg LI EOBT A5h, CEZ TiRificoLBEE
Nt

EESE T, 6059-S @ 900 BXUF 2,700 mg/kg
PE15 o Uiz CEZ BOKIC BT, a-2 07 Y v OB
g, 77 voRPicks A/G HOETHSS
Nizo Z0MDOE(LE L TIZ, REREBEROBEIHEMS
6059-S 2,700 mg/kg BEDMEICHNTEAD SN, &
NSOEMRVINGERE, »OEFEANOENTS
> T, BHFHICERDHIENEIFEZ SN,

METRE T, 6059-S WERD HicHWTHY ¥
LOREEMENASNID, EEREROCEHTEH-
120 '

KExo BERBTIE, BANE ICHHNT, 6059-S
900 mg/kg LIEDBB XU CEZ BOHTT VT IV
SEORM, 8- 07 ) YAEOBSERKRLT A/G
HOREREMMNESNIDAT, ZOMOREERBIC
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Table 9-2 Organ weighta of fomale rats udministered 60598 for 6 months
3dly No, Body Absolute weight
D ose of weigh
e rats ght Heart  Lung | Kidnoy | Liver | Spleen |Pancreas | Adrenal |Thyrold | Pituit. Brain | Ovary |Cecum™
(mg/kg) @ ® ® ® ® @ ® (mg) | (mp) | (mg) ® (® ®)

Control (Saline) [ — | 10 32 090 [ 114 | 167 94 | o061 | 053 | ss8 | 164 [ 172 | 184 | 729 44
£ 9 $0.02 | £0.05 | 20.05 $03 | £0.02 | 20.02 29 104 +1.1 | £0.02 +5.4 105

6089-S 100 10 300 0.86 1.02* 1.69 9.1 051%| 044*| $79 16.5 218 1.81 64.9 10.9¢
9 3$0.03 | £0.02 | £0.05 $+0.2 | £0.03 | +0,03 39 +0.7 +2.5 | £0.02 +4.7 +0.7

6059-S 300 10 283¢ 0.85 1O1*| 1.69 9.0 0.54* | 04S 523 17.8 11.7 1.82 62.8 11.5¢
t 9 1002 | £0.04 | £0.06 +05 | 2003 | £0.04 3.7 1.2 +0.7 | £0.04 6.4 +0.4

6059-S 900 10 295 0.87 1.08 1.81 9.2 0.52* | 047 53.8 16.8 20.2 1.84 56.0 13.6*
10 £0.02 | 2002 | £0.08 $0.2 | 20,03 | £0.02 1.8 +1.3 14 | £002 6.2 t11

6059-S 2,700 9 298 0.88 1.16 2.39%( 104*| 0.65 0.66* [ 68.4* | 18.1 21.7*| 1.83 62.4 17.8¢
+ § £0.02 | £0.04 | 2021 +03 | £0.00 | £0.08 142 +1.1 +1.5 | £0.03 1S +1.8

CEZ 900 10 300 0.82*| 104 1.76 9.4 0.58 0.49 49.9 154 119 1.79 60.9 16.3¢
11 $+0.03 | 20.02 | £0.07 $+04 | £0.03 | £0.03 1,2 207 +1.1 | £0.03 2.6 1.3

Daily No. Relative weight

Drug dosm r::s Heart Lung | Kidnoy | Liver Spleen |Pancreas | Adrenal [ Thyroid | Pituit, Brain Ovary | Cecum
(mg/kp) &%) %) [ &%) (&%) &%) @%) | (mg%) | (mg%®) | (mg%) [ (&%) (8%) (&%)
Control (Saline) -_ 10 0.29 0.37 0.54 3.0 0.20 0.17 18.0 5.3 5.6 0.59 234 14
+0.01 | £0.02 | £0.01 0.1 | £0.00 | £0.01 t1.1 $0.2 0.4 | £0.01 1.7 +0.1

6059-S 100 10 0.29 0.34 0.56 3.0 0.17* 0.15 19.6 5.6 7.2 0.61 21.6 3.6*
+0.01 | £0.01 | £0.01 0.1 | £0.01 | 20.01 2 1.7 +0.3 +0.8 | £0.02 +1.3 0.2

6059-S 300 10 0.30 0.36 0.60* 31 0.19 0.16 185 6.3* 6.3 0.65* 220 4.1
+0.00 | £+0.02 | £0.01 0.1 | £0.01 | £0.01 +1.2 0.3 $0.2 | 20,02 +1.9 0.2

6059-S 900 10 0.30 0.36 0.61* 31 0.18 0.16 184 5.7 6.9 0.63 19.2 4.7*
+0.01 | £0.01 | £0.02 0.1 [ £0.01 | £0.01 0,7 20.4 0.6 | £0.02 12,0 0.4

6059-S 2,700 9 0.30 0.39 0.81* 3.5* 0.22 0.22* 23.2* 6.1* 7.3+ 0.62 21.0 6.0*
$+0.01 | £0.01 | £0.07 0.1 [ £0.03 | £0.01 +1.4 0.3 0.5 | £0.01 +24 20.6

CEZ 900 10 0.27* 0.35 0.59* 31 0.20 0.16 16.9 5.2 6.0 0.60 20.6 5.4°*
+0.01 | x0.01 | £0.01 0.1 [ £0.01 | £0.01 0.8 10.3 0.3 | £0.02 +1.2 0.4

No drug-related changes were found in thymus, submaxillary gland,lumbar ymph node, uterus, vasicular gland, bladder, lacrymal gland and eye.

(2) : Gross weight
(b): Mean+SE
= : Significant difference from control at P < 0.05

BOTIRRRE & R L THERELIRED Shiit -
2o

7. PSP #iitztEs (Table 5)

6059-S XU CEZ 0oL ho #58ICEOTHH
Sis75 PSP DHEMEIEZFR S 118D - o

8. 6059-S # LU CEZ mneh;RE (Table 6)

6059-S, CEZ & &IiCiikids 24~27 ikl
BEL, REBRRUTTH-T, MEHL BIKEER
BPRIRE L T HERBEMIT S DRI - 7o

9. FFE#AELEHIMSDRIE (Table 7, 8)

6059-S 2,700 mg/kg B+ LU CEZ BHic B\ THMA
BA GPT FEMDETBH Stchs, 6059-S iIcks%
{tit CEZ X dBETH 72, GOT {EHiZ 6059-S
2,700 mg/kg BHC BWTEBICHEMUZ, MY 7Y €5
1 FHt 6059-S 5RO T RTOHE 2,700 mg/kg B
Olfic B NTRAL, aVvRFa—uid 6059-S 2,700
mg/kg BOHE TR, CEZ BOMTHMML . cho
OIRED ki3, 6059-S 2,700 mg/kg BOHEA KRG

, WINLBERERTH 70

KE®O AERRTIZ, 6059-S 900, 2,700 mg/kg
BOMticBI 287 + 27 7 2 —€7EM, 2,700 mg/
kg BEOMHC BT 2 BIEEMS W ENIREICEEERL
720

6059-S 3 XU CEZ 0 6 » BEDREIC L ->THIF
EYRABRERANDEBRIZEAEASNIID 5 1208,
6059-S OE AR SRS CEZ ®B5HOMT v b Tid
TI/EY VX F T -EEESEEETOEMERL
720

10. kB ER (Table 9-1~9-4)

BEBEEROMMH 6059-S XU CEZ 02 5#HD
i ARIKELEE - TRD SN, COBMIEBA
BOMBICLEHDTH -7

BEEOIRE M, 6059-S Tid 300 mg/kg Ll
EoBE LU CEZ BOKMHTRAD Shice £DftiIC
i2, 6059-S HREHKERHT, M, K 2% NTHEK
ZOoERBMAHRA I
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Table 9-3 Organ welghts et the end of one-month recovery poriod in male rats after cessation of 6-month sdministration of 6059-8

Dally No. Body Absolute weight
Drug dose rz:' weight [“uicart | Lung | Kidnsy | Liver | Splsen |Pancreas [ Adrenal [Thyrold | Pltuit. | Brain | Testis Cecum™
(mg/kg) ® ® ® @ ®) @) @) (mg) (mg) (mg) ® () &
Control (Saling) | —— | 6 597 148 | 164 | 325 | 177 | o098 | o062 | s25 | 167 | 128 | 211 | 76| 64
£17 | 003 | 006 | 024 | 213 | 006 | £0.04 | £15 | 221 | 205 | 2005 | £0.09 { +04
6059-S 900 s sig* | 142 | 145 | 332 | 167 | 088 | 056 | 434*)| 201 132 201 | 381 89
£27 14008 | 4006 | 2025 | 212 | £0.07 | 2004 | 231 | 211 | 20.6 | £0.05 | £007 | 07
6059-S 2,700 3 536 1.50 146 3.80 182 | 079 | o66 | 480 | 220 | 130 | 208 | 367 | 136
17 [£0.10 | £0.03 | £+0.20 204 | £0.05 | £0.04 21.0 £0.8 $04 | £0.02 | £0.12 10,7
CEZ 900 6 597 150 | 170 | 323 186 | 091 | oss | sos | 188 | 140 | 203 | 361 | 87
£18 £0,04 | £0.12 | 20.18 08 | £0.04 | £0.04 428 211 $04 | £0.02 | £0.09 1.1
Dally No. Relative weight
Drug doso of Heart | Lung | Kidney | Liver | Spleen |Pancreas | Adrenal [Thyroid | Pituit. | Braln | Testis | Cecum

rats

(mg/kg) &%) (3] &%) %) &%) 6% | (ms®) | (mg®) | (mgh) | @B | GB) | W

Control (Suline) —_ 6 0.28 0.28 0.54 3,0 0.16 0.10 8.9 28 22 0.35 0,63 1.1
$0,00 | £0.01 | £0.03 20,1 | £0.01 | £0.01 0.4 £0.3 20.1 | £0.01 | £0.02 0.1

6059-S 900 5 0.27*| 0.28 0.64* 32 0.17 0.11 84 3.9¢ 2.6°| 0.39%] 0.8 17
£0,01 | £0.01 | £0.02 £0.1 | £0.01 | £0.00 20,7 $0.3 £0.1 | 2001 | 20.03 20.2
6059-S 2,700 3 0.20*| 0.27 0.71* 3.4 0.15 0.12 9.0 4.1° 24 0.39 0.69 25%
$+0.01 | £0.01 | £0.06 £0.1 | £0.01 | £0.01 £0.1 £0.1 20.1 | £0.02 | £0.03 20.2

CEZ 900 6 0.25 0.29 0.54 31 0.15 0.09 8.5 32 24 0.34 0.61 15
001 | £0.02 | +0.02 20,1 | £0.01 | £0.01 0.4 £0.1 £0.1 | £0.01 } £0.02 £0.2

No drug-relatod changes wete found in thymus, submaxillary gland, fumbar lymph node, prostate, vesiculas giand, bladder, lacrymal gand and eye.
(a) : Gross weight

(b): Meant SE

«  Significant difference from control at P < 0.08°

Table 94 Organ weights at the end of one-month recovery period in female rats after cessation of 6-month administration of 6059-S

Daily No. Body Absolute weight
Drug dose of weight
bt Heart | Lung | Kidney | Liver | Spleen |Pancreas| Adrenal |Thyroid | Pituit | Brain | Ovary |Cecum™
(mg/kg) (® ® ® ® ® ® ® (mg) (mg) (mg) ® ® ®
Control (Saline) | —— 6 320" 093 | 114 | 172 93| 059 | o052 | 527 | 160 | 156 | 188 | 838 40
£21 |£003 | £0.04 | £0.08 | +06 | £0.02 | 2003 | 225 | 217 | 208 | 2003 |« 47| 202
6059-S 900 5 296 | 085 | 112 | 168 89| 054 | 045 | 608 | 159 | 189 | 187 | 732 53¢
£12 | +0.04 | £005 | 007 | +03 | £0.05 | =005 | 230 | 08 | =15 | 003 | £13.1 | 205
6059-5 2,700 3 308 | 101 | 113 190 | 104 | o064 | os1 | 623 | 156 | 196 | 183 | es0 8.8%
£13 | %003 | 003 | £0.40 | 03 | £0.03 | 2004 | 261 | +10 | £37 | 006 | £135 | 221
CEZ 900 6 300 | 087 | 1.08 | 173 94| 052 | 043 | 510 | 141 | 183 | 182 | 625 570
9 [$0.04 | £0.03 | 004 | 02 | 2004 | 20.04 | +28 | 205 | 219 | 2003 | = 86 | 202
Daily No. Relative weigh
Drug dose | of Heart | Lung | Kidney | Li Spleen | P 4 :
rats n iver pleen |Pancreas| Adrenal | Thyroid | Pituit. | Brain | Ovary | Cecum
(mg/kg) %) (2%) &%) (&%) (&%) ®%) | (mgh) | (mg%) | (mg%) | (%) (%) (2%)
Control (Saline) | — | 6 029 | 036 | o054 29[ 019 | o016 | 169 5.0 49 | o060 | 267 1.3
£001 | 2002 [ £002 | 201 | 2001 [£001 | +14 | 203 | 203 [2003 | £20 | 201
6059-S 900 s 029 | 038 | 057 30| o018 | o01s.| 207 5.4 65 | o64 | 247 | 1.a‘t

+0.01 | £0.02 | £0.02 £0.2 | £0.01 | £0.02 14 204 $0.8 | £0.02 241 20.2'

6059-S 2,700 3 0.33 0.37 0.62* 34% 021 0.16 20.4 5.1 6.4 0.60 219 29*
+0.01 | £0.01 | £0.01 $0.1 [ £0.01 | £0.01 +24 £0.1 1.2 | £0.02 +38 0.7

CEZ 900 6 0.29 0.36 0.58 32*| 017 0.14 17.2 4.7 6.1 T
3 . . . A 3 0.61 21.0 1.9¢
+0.01 | £0.01 | £0.02 $0.1 | +0.01 | £0.01 +13 £0.1 0.6 | £0.02 131 +0.1

No drug-related changes were found in thymus, submaxillary gland, lumbar lymph node, unterus, bladder, lacrymal giand and eye.
(a) : Gross weight
{(b): MeanSE

‘s . Significant difference from controls at P < 0.05
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Photographs were taken of rats killed at the end of 6-month dosage
period unless otherwise noted.

Photo. 1. Ceca of male rats of drug-treated Photo. 4. Cecal wall from a female rat given 900
groups showing enlargement Hemorrhage is mg/kg of 6059-S showing submucosal prolif-
also noted in the cecum of a rat given 2,700 eration of the granulation tissues with hemo-
mg/kg of 6059-S. siderin deposits. H-E, x40.

Photo. 2. Abdominal skin at the injection site Photo. 5. Kidney from a female rat given 2,700
of a female rat given 2,700 mg/kg of 6059-S mg/kg of 6059-S showing sclerotic changes
showing subcutaneous inflammatory reactions in one glomerulus (right) and vacuolization
with hemorrhage. H-E, x30. of the proximal tubule epithelia with intra-

tubular proteinous substance. H-E, x400.

Photo. 3. Peripancreatic granulomatous inflam- Photo. 6. Spleen from a male rat showing hemo-
mation from a female rat given 2,700 mg/kg siderosis. Berlin blue, x100.
of 6059-S. H-E, x100.
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Photo. 7. Spleen from a male rat given 2,700 Photo. 10. Slight increase of smooth endoplasmic
mg/kg of 6059-S showing very slight hemo- reticulum in centrilobular hepatocytes from
siderin deposits. Berlin blue, x100. a male rat given 300 mg/kg of 6059-S.

Uranium-Lead staining, x4,500.

Photo. 8. Pancreas of a female rat given 2,700 Photo. 11. Hepatocytes from a male rat given
mg/kg of 6059-S. Peripancreatic inflammatory 2,700 mg/kg of 6059-S showing slight increase
reactions are reduced at the end of one-month of lysosomes around bile canaliculus. Urani-
recovery period. H-E. X100 um-Lead staining, x4,500.

Photo. 12. Section of renal glomerulus from a

Photo. 9. Ultrastructure of centrilobular hepato- female rat given 2,700 mg/kg of 6059-S show-
cytes of a male control rat. Uranium-Lead ing osmiophilic droplets in the epithelial
staining, %4,500. cells and increase of mesangial matrix. Ura-

nium-Lead staining, *2,700.
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RIEE D MIBAER T3, LCoYTIho REIMINZ) S
DICIREE & 78 - 7008, SHRMFE N, HRENASH
720

11, & ORERAIF R (Table 10)

6 HALEN O BRM 75 Fild T, Tl O ks
6059-S LU CEZ oW F'ho#E5ificb 450, AAE
BRI EL, BIRTH 700 —HOHIL, BIREEDS
WHLTEEL, FIBEICIZEMNMR > TR 2R
b, fixREIcHimed 302K 22 (Photo.
1, AHRBRIHCENTS, ChSDOTLDIREE A1
s, FOREIINSAICEIEL T,

6059-S #5H/TORBIETHICENTH, 2,700 mg
/kg BTo 12 pEIEELe 1 #lEnT, 6 7 A
LRI CORRR L RMOFRRZR U i, IEAIC
SROHMMA SN, THAMBFEREEZ Shic

12, MM 8 (Table 10)

B 5 BR—ENBFRTH S MIBRE T, MRERL LU
R PP Ik 2% 22 I POSERERE SO UG A, thiln, & & i3
RYEMR (5 V7V 2E) 2L -TRD S
(Photo. 2, 3), O %4EM/IT WHREICS A Shic
7, CEZ 28D THEBICHLHTHD, 20HREIT
FRBICREL T,

BE—HET, & ICEERD SEBRICH I T,
% DEETEE b - I RIEMREN, HMmdS0id~EeS T
) VkEAE L BT 5T 6059-S 3 LU CEZ 0458
ica o (Photo. 4), £ a3 ARICIEKE LT
7o

% —6059-S o 300 mg/kg P b 586 kU CEZ 8
DENENDEBICENT, EALREE EEOREELRE
AbsHSht. 6059-S 2,700 mg/kg BETOME 2 i,
CEZ BTl 1 B TOARKICEIERENSZD SN
7= (Photo. 5),

#—6059-S 300 mg/kg Xl L#5#E LU CEZ B0
BEBICHNT, BO~NESTY) Y IEESTREAICH~
TRALTHD (Photo. 6, 7), ZhSDOBOLHKHEIT
TSI, HRICHRIMBRERREML T 1,

PO oD ERBICENTIS, HREE DO
KEDH ZFRIIBERI D > 1.

KEROEBEREBRTIE, 6 »AMBRSRICERS:
LB TOREENIIHASDICRBAERL 188, LBE
A% A%7- (Photo. 8),

#rbFECHTO R, EIL 6 4 AR &HEH TO
6059-S D ERERSHICET e KERAOHL
Moteds, 12 BEICFETL 7 2,700 mg/kg B 1 4
DO, FFHXUhBECHMFRMBRORBELShic,

13. MFEMMAFEE

JF—6059-S 100, 300 mg/kg BEDHEE 1 H& 6059-
S2,700 mg/kg #& CEZ Bt 2 Blic BOTH/M
3 L D DD RIS IC TS/ NK ik D 1R B 810 (Pho-
to. 9, 10), 6059-S 300 mg/kg, CEZ BDOME 1 Mk
LU 6059-S 2,700 mg/kg MEDMEHES 2 FlCBINT S
EMIAEAD lysosome DB £hEhEH
S>h7: (Photo. 11), LlEofthici, NEBEORBIIE
Do 1,

EHARBRBORTIE, WTIhORSBICEHTHY
Bt EDOMICEDH AFRRIRBHD SNIEh -1,

W—6059-S 2,700 mg/kg Pt IEFANNC KRERIKEE(LE
RUHE 1 PlicBOT, AEKLRMRICE 40 %
TOIFA 2 39 NGNS SN, TOPMRIREFHNICIT
Y vicgex, PAS MO €T ) YINETH -
feo F12, CORDRBREKD—BICAH V¥ LEHED
MnsEE s hr: (Photo. 12), £DHDHMERATI,
6 # AMEER B LUAERRF OV THICBNTS,
HREKE, IREIBE L bicxiRBE DRJICERIIBDH SN
Motce

5 3

6059-S 100~2,700 mg/kg/H @D 6 7 AR MEENE
Bizk - THESh-EUEAR, EREROHEE
EMRG, BEFOEMBIUVEBONEKRTHD, h
5i3, xif@%E CEZ 900 mg/kg/A BG5BT HRMKRICE
\a o 6059-S DOFFRRIMERIT, BBREEREX
BEBHRETZ2LCADOTFHINALENATHD, v
FOBAARTHEO BT RRTY, 6053-S ol
¥ Efi2 Cephalothin X bi2§54 A%, Cephamandole
L2 EA%O BE R ER 28 35 &L % shTw
3P, 6059-S IKfRST, MCIEROKRSICXZRBR
SxgTiR, FEEREDEIKBOTLEHBROPI#LE
A#E XhTEh*® S B DERTSH 6059-S &
CEZ it TS h s ARIKEHD S 2 BRIk ER
DRD SNze ARISERMBFEREL - THER SO L
E£Z o0 5%, BEHEKICHONLEROME, B
Pe kR RE O NFEHAE, BaRk5BiIcsohiE
MmERKDOEEEIEN, 300 mg/kg Ll EDEIC 1) 2iFH
PR D EREE AN MM E TH - 7o

6059-S o 900, 2,700 mg/kg B TEEXNI-HKilnEk
¥, Hb, Ht DBELSRBAL TRINIBEFOEMIZ, A
RRMBRER DM, BICB 2 BAEMNDOTTEE~EY
7Y YREORD, BHAKMIRKO BN & ERFNIC
&5 N3 RMBERAOENE & 1> Tte ZOR
moOFERELTIE, BROEMAMS, KicER DT
HEHC X 2 BAEE L XY O FARIBIERIC X 3 il
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pEL NI

UL, #OFEARBIRREE TR S Wi kBROK
EHRBICIHEEORME BT EH M D LY
BT e BT HMEINTHD, HMmlsie, X
g, HEICEE X hrcikic X 2 mimkfEm & #ML 75
BRI LIENEEL Sh 3,

6059-S & CEZ %4%¥5.L7: &RICEHIBOILRMA S
1, EERMRORREEZ S, TROIRIE, bk
YEERE SN - IS 5 — RSB TH
n?, EEBMICHOSNIERER Y, SHHEL T,
HrhicHElt X hpe 6059-S AIBAMIRMICEB A 5.4,
ZORE, Bo IBHERELNL TOROMEY, TIEA
#RA A VIREE'®, musculoactive substance' 2 &iC
Ftx £ T, TROIEEBK L-boL EX SN
3,

AEZRICEOTRKBEMEMIICIER > T OILRL 2
BERERIB T EMH D, FNICK > THEICERKNS
BEr5z, ChCEHORRRBKIERMSMbD-T, H
BEEOHMPAELBE, ThoMFREEZ NS
TRMH -1 T, ZORMBIZ, —BYOMEDRKRRA
Kb bDEEZ SN,

Rig MRS R s 6059-S 2,700 mg/kg BHCE <
Aontd, RERICFERELZ XOUREIRDON
7+, #R0EE L THEES S oMMIC & 2KMES, %
REACRICBA L C LM ZOERFEREEZ SN b,

M X CFEBAD GPT EtEhs 6059-S 900 5
&U&mmmkg&ﬁﬁfﬁﬁwﬁTéﬁbtﬁ,c
® GPT G DIETIZ, CEZ #5THIC HIFICRD 5
hio B-77 4 nRPUEYEICKS GPT &t OET
i3, Ceftezole!” % Cefamandole'™ &5 ick->T bR
HEhTi3, CEZ ick 2ifuh GPT [EtED BT,
Syb. vHF, 4R ] AR5 TELEICELSTD
Vixtcxhsl, Z7-, in vitro OF TH cytosol 43
Eo S-GPT &M% CEZ oiifnick > THETZC L
bTEZCEDLY, ThODEYHHIERRSTICHE
ALTEMIC R EARIIL TV bDEEZEZLNTH
%o #DIEAMIEE L T2, GPT B #® co-factor T
%2 pyridoxal phosphate ~DfEf% /U fciEHEZE AL
THB T LBRBENTHE® P, Ll, 6059-S T
3, AEB5ICELOOSTRECBETLLED SN
VOT, FHHERIC EEREKRE OFRREREZS
i, —%, FHICIEIARNICEDRE - BFRD
$3 I bz B s i fihic BEAAICIE 6059-S 300
mg/kg PlLowspe CEZ £ 80T, F/hEDL
20 SO OEE/ Mk S Lysosome o & B
LM S NIICT Eli o oo Ei, FHERNOE
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BN ERITHER ~DOERS 2EAL WD SN -
7o

MmyghavzyFo—-n, WK +V7)€534F0
Wb 6059-S 900 mg/kg LA LOB S DUHCH S,
ZhSOMTIRITHHAD Y 7)) 254 F, aVRT
o=V ER LI, UL, 2,700 mg/kg BTD
AR LY 27 €5 4 FORDLISAZ, Wb TH
IRBEISZEALT H - 120

6059-S 300 mg/kg Pl EDHEINC O THERAIR
BRI 22 A8, MIEREMIC & ITRL IR LI D IEK %
RIBIMKR SN ICREY, D 6059-S DXL
ﬂ&b%uzw5HM§wﬂmmcau v FicH
BAHKIOY dtkiz Cephalothin & I WIS E DD
W|E® L H—HKL T3, ol 6059-S 2,700 mg/
kg BtE CEZ BEOABBICIHNT, —IBOARIRAKICTE
{LEDREBH SNIcdS, COENZ, NET v b, &
meﬁwf,~Emmﬁﬁ%¢01m1&6m&%x
5%,

PIE, &0 5 v MTHT 3 6059-S DBt EHERER
HICBEEI NI T, RSRBIIRTSH, 72 b
iz 6059-S % 35 BRINIRAISHOE2MEFHRERY
TOZhERMCELUL D TH 10 LhL, KB
YRR TR, FRERBEE S - - BFRIMIERR
S UIC 2 NICEERY 2 MsNE, TEOILESE, 6
Ao BMRIICh 1 35 BINCKRFE L TRRESH IS
->THY, —BERLAEBOSEET S EICLD,
IR R SR S O DS R A I L, IR AL
totzd, LiRoBmANELRBRIFICESONE,h A
mABBRDSNTN S, UL, COXHIEEIL, 1 4
HBIOREICEDIZEAEFEEIEEL T 2hi
LT, 6059-S OEABEEHICAHSNIBELET
OEB LUid, A GPT iEiko IREE DM
242, 6059-S D EMMMS ERS N THERI NI,
512 bDTHY, KEITE > TEPHICEFICAET S
BEDBOEDTH - zo 6059-S @ 6 1 B k5T
ka4 226 CEZ H5ick 3 bDEHULTEHD,
FRICI2, 6059-S & CEZ 313X v 3E%15
1, 6059-S DAHITHERMILIKERIBEINIID > 10
1, AEREZBTICE T 3 6059-S DRARIEMARR,
FEWEIC LAY 2 B RNEROER LV OFR%E
B L TERS T 300~900 mg/kg/B DM & HE
EFENTo

£ £33

AERBRICEBH V0T, B2 5L, fBaI/, KE I,
HR 1§ WENE TH EOEKKEIBMILRLLETET,
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CHRONIC TOXICITY OF 6059-S IN RATS

YosHiHIRO MuRAOKA, Fumio IToH, TosHIo YosHizak! and YosHio HARADA
Shionogi Research Laboratory, Shionogi & Co., Ltd.

Compound 6059-S was dosed to rats by the intraperitoneal route at 100, 300, 900 and 2700 mg/kg/day
for 6 months. Ten males and females were used in the 100 and 300 mg/kg dose groups, and 16 males and
females at the two higher dosage groups, the control saline-treated groups and in groups given cefazolin (900
mg/kg/day) for comparison. After 6 months dosing, 6 animals per sex of the higher dose groups were re-
tained for 30 days as a recovery period. Dose selection was on the basis of toxic effects observed in the
35 day intravenous study in rats and a three-week pilot study using intraperitoneal dosing.

The toxic effects of compound 6059-S were very similar to those observed in the subchronic intravenous
dosing in rats. These included dose-related tissue damage at the site of injection, slight anemia and in-
creased cecal size, observed particularly in the higher dosage groups. A slight increase in kidney weight
was observed with 6059-S and cefazolin. However, histological changes in the kidney were observed only at
the highest dosage group and compound 6059-S was again shown to have a low potential for nephrotoxicity.
All toxic effects observed were fully reversible. Apart from the increased cecal size, a toxic effect observed
with many antibiotics, no specific target organ toxicity was observed, and the maximal “no effect” dose was
considered to be between 300 and 900 mg/kg.



