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6315—S (Flomoxef) 200, 400 3 X UF 800(400 X 2 )mg/kg/ B & & U1 & HK Cefazolin sodium
(CEZ) 800 (400%2) mg/kg/H%E— 7 RIC 90 BREERIRARS L, 20%RHIC> 0T
BRI L7

1) f5MMBDOEEHIZ, 6315-S 800 mg/kg/ BRSHOM 1 FlicAh Shic, AFTIRRE
Ptk 13 MBI, EWMARM KAKRRKE FHHETHELUC(EORDLERD-OTREL 12
s L CRROERIEML, REERFENICITRICHAGMEANES T Y LK, RN
Ef4&Hi,

Lo 2) B 5MMY, R, RER BRERE EEREHFIIVILERLOZRABIFEHIKC,

6315-S 5 IcRET 2K EZBD LD - o MBELEHIRETIE, MBIVZAFO-L, YU
EEELUTAHIHRR T 7 4 —ED LR E/- I LROMEE% 6315-S 2 5ERBICZH 1,
M#FrY 7YY FEOLRF A LROHRE, BLUERLES bo s FT 52 F VMO BE
$ER L, 63155400 LU 800 mg/kg/ HIR5HTA Stz, ME¥MIRE TR, REMEKI2
HEDORET, 6315-S 800 mg/kg/ BiX 5B KRIMEK/ 5 A — ¥ —fli (RBC, Ht, Hb, MCHC)
DBERDEZDI, FREROMIMIZ 400 1L 0F 800 mg/kg/ Bk 5 IC, BREROMMIZ

800 mg/kg/ A S5 IcH SNl LAL,

IS DRI I3 BENE LB o Niih - 1,

B ¥ CEZ 800 mg/kg/ B 5HIC>WVW T, 6315-S 800 mg/kg/ A58 L RIMOE/LNS S
-, ENIA TG GPT EOET, KPRBxEOEBENBEEINI,
VLo 6316-S I 5BHcAH S E(LNT RN TH S 2 &%, 800 mg/kg/ BIRSHO—HB% 4

BRI LIck bR LT,

Utdp, 63156-S o AEERIZ, 200mg/kg/HTH B LHEEEIN S,

6315-S (Flomoxef : FMOX) o4 Xic#i+2 90 H
FMRARSIC L s BHAREER L O THET 3,
K%, ARBi2 1 ¥ X Huntington Research Centre
T > 70

1. ERHEBLURE
l. ERMMB L ORETEE
Beaulong Limited, Harewood Park, Harewood
End, Herefordshire, HR2, 8TS # o #iFgt £ — &
VRAOFHEMAL, ¢ HEMOFHEF DK ICRRICH
Vito BRRBKEOEKS L O AE I, i 23~208

W, 8.2~11kg, #f : 24~28 ;8#, 6.9~10kg TH -
fero ThoDA i, BAXKBE CRERMIANAALR
&NT, £BMYr— 2 (W2xD6xH57 4 — b) icf@%
KRALBEBF L. KBICH WA B T (SMC,
Grade 6, Sawdust Marketing Co., Standon, Ware,
Hertfordshire) 3@ AWM A /. | BRI 1 B 1 5§
b7 BEERIEY (Diet A, Special Diets Services)
400g 252, BREKIRBKESB,S, KRREICAK
L7ckilik%Beic & €7,

2. B &%

6315—S (Flomoxef sodium, Batch No. 3601, &tiff
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Table | Intravenous subchronic toxicity study
on 6315-8 in beagle dogs
Drug Dose No. of dogs Start of dosage
(mg/kg/day) | Male [Female|Age (weeks)| B.W. (kg)
Control —a) 4 4 25~29 | 7.1~10.6
6315-S 200 4 4 25~28 8.0~ 9.9
6315-S 400 4 4 23~28 7.6~10.2
6315-S | 800 (400x2) | 6(2)| 6(2)| 25~28 |6.9~11.0
CEZ 800 (400X 2) 2 2 23~26 8.5~ 9.8
a) Saline — 1.6 ml/kg twice daily
( ) :No. of dogs used for recovery study
93.1%) % BMBEHERRET 25 w/ v DMEICIER L, 4. RERAHE
Sartorius membrane filter T i@ s M #% H 720 Xt 1) —BRe

¥ D Cefazolin sodium (CEZ, HlR5) b EBIHRICH
B SNODEHA, BBIRERICIZE 2 EWRI%56
Brfd], 48B5MME TEETH B L i, HHFHRLURHR
FTHEINTVS,

3. 5 RBLUREHE

RICEEINIE— I RTOD 30 BRBKARS I
L rEaUBHERT, RAXEVERL 250 mg/kg/B
LitEI N A, 500 HLT 1,000 mg/kg/ HDOR K
Tb, 6316-SIcHEANLBEERHB LA N>, L
ML, CCTRESHEMMNIOHTHEIEL2ERL,
Bhh#l e LT 400 mg/kg 2HEL, X SICHEERR
SgiceCT182E3 b5 1 HikE LT 800 mg/
kg (400 mg/kg X 2) WAk SEkic RS, LITF 400
HLU 200 mg/kg/HEJ/E L7 (Table 1),

Wik “butterfly” i£54% (Abbott) 2 H\»
T, BEAZE 5ml/min THYOELELZEICHIBHER
EBNKAKIELE B76, 13 8MES LA, 72
L. 6315—-S 800 mg/kg/ BIx5DB &3, KEDERXK
FEEEICHELC T 400 mg/kg 2 1 A 26, #6 BRI
M TCiT1 - foo MBI CEZ 800 mg/kg/ Bk 58 b H
KICI 2B 8IS L fco NREBHIBEEE AN,
BE5ROZVWERB LG MR T4b5 1.6 ml/kg
218 2@0HATHRE L,

13 B E%, 6315-S 800 mg/kg/ A5 HO—
BoMMIcOVT, 4HMORITRRETE, RikH
Bic k2 {boRmEH 2% L1,

®1MA, #6MA 138, ARLAREEROS
WETIEW, 6316-S 25 w/v a3 BRME LT
23.24~23.82 w/vR B TH Y, CEZ 25 w/vi ik 13
BimERE & LT 23.73~25.06 w/vRIEBKTH S L DfRER
%187,

£8, —MREBLLURSICMGLARGET~TH
LKL

2) ¢k &

KR4,
E Lo

3) mik

XU hEAMELLRL 2. BEMEPOLBHIL,
FRihORGBE S %A | BRIAICTE >

4) BHKRE

BERMLHT, BE5MKEK6 LU 12 8H, BERAR
DY IZ, Galton HicX4d 5 Preyer HARMIC K 58
WRELEITIE > 10

5) Bk#E

e EALET, REMEtk 6 b U 12 ME, BERR
D¥DIc, BMA oty 273 K (Mydriacyl, Alcon
Laboratories Inc., Fort Worth, Texas, U. S. A.)
2RBL, Keeler MERBHEAVT, BERELT
Eoto

6) LEBERE

BEMGHT B5RLEe LU 12 8E, OEAR
DD i, Cardiopan 531 (Philips) # W T, H¥kK
¥ (I, I I OBE, HEBEER (aVr, aVi,
aVr) OREZIER LI, {5, 850 (22
LEESRMIBNORESE5Z B0 ICRRLE DB
Ho k-2 5 R-R MR (CO7 -7, o008%E
i3). P-R KM, QRS MM, Q-T ML LU b
RECAVShA3HEICL DK THIE L7 QTc
& OMRT— 5 &b L,

7) MEFENRE

BEpAsE, BHSMKKe HL U 1288, BEAR
DD I, BMKE 2 RIEBKD SRI L. R

LB 1 B, S5 5MickEEM
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cREORRERARRON Y, RMATAK 21 HMBY
r—UhoKkEBEREL, BUEBRKBKSEL B
BE% EDTA mm#ic>We, U FTOHEE 2RE L%,
RmEHK, ~NEZ7/o R A2 7Y v M, MCHC,
MCV, B Mm% Mm/hE$k (BlE 7IHB Technicon
Hemalog 8 / 90 Micro), # MR L MM (Wintrobe—
Landsberg &), MiRFR MERY (Dacie—Lewis i&), I
B8 (Wright Rk ) . RMERN 27 © ~BiEmim
#i3, 7o bor b UM (Quick DAE) & UTER
L8B3 by # TS5 XF BM (Proctor-Rapaport
&) OMEICAWE,.

8) BHRE

WwoERc, WMETHICL D EMMORBMERIL, 2
ALY, FARMBE L.

9) MAEILFRE

AR R AERER I, BMCRI L - MBEEHWT,
UTomMEELEREEZEML £, UBRERKI 7 v {4
ISV TI N a—R%E, ~3) Uic>nWT Y
Lo F4 v (Beutler SOHFE) 2REL, M-
TFROTRTORE%HE Lo KEAE, TILT7 3
“wra7yy, RR, JVv7F=r, FMNUTL, A
BoL, AN L EBRY Y, HILYMBITIVXT
o— )DLt 11 BB E Technicon SMA 12/ 60 i &
h &% Technicon SMA #% B \»fz. Roche Cobas
Bio Analyzer #FH\WT, BCLF X bF v bic kb,
Tha—-2 (NFVFF+-—CRET v &14) , TLAY
#r27 74—+, GPT, GOT, LtV ILE L, LEE
BAkREX, 7VT7FohR5F+—¥, PYTUEY
F, REEZME L. 3o BRGKE (ELo—-XT+
T-M) KXAMEEEOHE, ) CIEH (Wako BEFR
TAMy b)) ORE LT 70

10) RRE&E

LREOmMBEFEN, Mkt LFREERE ICHEH16
BEREHV, R pH, hE (BHFRAIEE) B
CEARE (AL&4) FLBE) 2H8EL, EBARE
Lo @B THME (Clinitest, Ames), Z/LI—X, ¥
b, EYAEY, 9obEY -4 UskoEm (UE
5 H, Multistix, Ames) K EDFEEIZEHRE L
o

1) BEERS L REABEHRE

BERBRR TS L CRERBRE THIC, X b3l
E' b v (Expiral, Abbott Laboratories, 200 mg/ml
pentobarbitone sodium) BE#: T ¢, BT X £ #E
Bk, ABMEELTEY, UTOREIRSVWIER
ERE L feo

BIW. B5, MoRM, R, ARAR, ETRAR, O, TRk
FEEAGHIIM WK R W BT, MNsE
f i3 OR M,

Eh, ChoOBEIMAT, KB (RKS, W
BR). M, Wi B (EfF, T, 2 R
M, KER (RMZSU) EE G, ML,
ZEM, BRR. Y oo (ES, BRRDAND, LA, Rl
VHER, AR, Sed-RAE, WAEED, RN, Bl WH W
&, AW, Bt mZ, 10%5hLE@E%tLT) VETE
£ L7 Rid Davidson B TEE L, W& WW
DO—8I3HRI=) v s ALY D LBETEEL 120 EBIC
FRO—K%2KSA4 74 REANLTE b BTREAIL
fend4 o TRRICHMMESE T,

BWiEICGEV, B EMS 6 CDIFT T4 Tw Y
2CaEL, 531 7usTHYIL, ANTbbFLY Y-
AT UREERK LT, KLY Y s BT Y Lk TEET
KEELAFR SR, 123 70 00880 EL
Oil Red O CHlglino#e i L, 2uBMEEL THW/:
FROHEVIF I, PASTY ) a—-4rokea% L1,

LEBARIZ IOV T, AFEFICREL,

12) HEAtFINRHT

BEROT/LEBHET— i LWTHMOZOEREL
FHT S DI EITE - . BMORICIE
Student @ ‘t’ ®E (LSD &) 2BV,

BERRE DS A—-5—DH>H, BIABOENMARE
MBEELD/PMEV, ThbL, F—IHK—2DKED
BICRS AT A —F — 22T ORIRRITICIILT
DEEERW .

(i) Bartlett DFE? 2HOWTHETONKORY
—HERE Lo | HKETHERIR—ENEHON
TBAIE, WHEERETE > TRE—MXBRETES
MEIDERENS, WHERTHETEZIEEVESH
BOBESICREARER LRS-,

(i) FELRE—UrRBINEI-ELE. 3
W EEOMETHETX2ERMNE oA & 2iTld,
— TR BRI T -1 HRBTEXBIERNASOT
Shish-7c& &3, 5 7 i1c#5<{ Kruskal-Wallis
DRIV EH W,

(iii) SEAHricHE X Student @ ‘t’ B E (LSD i)
Z7V, Williams OBRES © ik Y RIE0 A RKHEMH
N0 —F, Kruskal-Wallis DfFICHEX, ‘" B
E (LSD#) & Williams BED ./ /85 A MY w ¥
BT ERW,

BAREOHENBEN 5K ULTH BN A -5~
DVWTHR, RIREL RILLEAF T 58HOHMO %,



254 CHEMOTHERAPY

MAY 1987

Fisher O MiEM MM WL & Meantel DMED 2
THEHT U720 Fisher OFRIIBMO SR BEL S
feHICAV, Mantel DA EIZRICED & ) ERIM D F
SREORRIKEEERHET B DAV,

HEERICHOVTOMIFICIRIMITE 1 I3HIHS
WERVE, BROBRERREGROMIC 10%KNT
HELARNIES o hc L &, BREREHERICH
WTHAM AR T - 720 Bartlett DRE? IS&L D 1
KAMTHBREIMOTY— N BEERRER)DF -
FicEHon, LHLERRDOF— I NRERDT—F
LD RWOTRIG— AT, BEKR (72138
EER:GEOME) O log (X+1) EMETE -1
RiGo A RKFEHIC2 VT3 Williams ORE® * £ 5
WTBHMLLR R T - 72,

O0. £ % B

1. ECH

6315—S 800 mg/kg/ B S B DM | fi%, HE5MEE
%1388 (W0 BHHE) KUTOBRHTERL. ZHT
i3, FI2HMICHY 2 EHMAFHIRET, FlBkER
HEDRE 43mm/hr), N2 h7 1) v bl (32%) &
K UKRMBRBOBERD (4.5X10%/cmm) %@ 7,
% 13 W DR IMEF I 13 57 MEK ik B R BE D (R (75 mm/
hr), &siA< b7 Yy ME (19%), FRIMBKE (1.7
X10%/cmm), BLUNEZDE & (4.8¢g/dl) %,
ELVEDEED ., EAGEEBL, TRr®EEL, &
EHROBLNRA LN, KikoD 3 HMITEEL 500 g KD
Ltco BHEDIHEFORANLGL VLY LERLL
(Table 2 ),

fiRic kb, RREX, BAH FsX Mo,
BB LUFEORE, MRCEALZARKEBN, S SN
oo FRERIISI1g THD, BEDL4KLULELDT
Wi, BIRRERE L BBHEAOMBRAERMIIER
Thofch, MRNMCHEF LOFEET ST, KR
BHTH -1,

FRMBENFRRIE, FRAOBAEMENEZFY
vk, MRAOHMAENTHD, hoMkFENER
R, SBUANRIC XL 2HERRL—HL TV,

2. —MiRkeE

#5% 1 HEIC 6315—S 400 mg/kg/ Bfx S BE#EE 1 F
KESHICUL D&, BREERICALELHIT, TR
ERNAH SN E DK, B, REKE FBHHET,
WRH S DX BYNAH SN, E2 BEICIZ, B, —
BEEREKEE, mMBELSSORRY, EHEET, RES
DERNRB SN, TS5 HBICDRD, D1l

& LTHH L BEDEAD NS SNIN ZOKE
nooWiRIZMEL 7.

CEZ 800 mg/kg/ B SO 2, BEHE 114
Sl BEDOWERSYHEMUEND SN, BEDORE
i, SMEMORYI OB - 1M, EESidi
BEHMERL 72, EBBOM L Bic, BERMD
BOID 480, LiZLIIRSPICREEBYT,

EDfbic, MRRERLLTORSHRIC, BEOE
EREHIN, €DORERICIIAREKEELED LI £
DT, BEORLZNERS L IIMBRDORIGTHE &
LI TR ¥ (% o

3. 4 K

BRVYMEE LT, KKV ThORSEHLMNCE
#L, 6315-S i3 CEZ B icERL - HAEXMHI
IRy ohiEh-7: (Fig.1, 2).

4. EHR

BB, B5H. ZKS5SMMEECTOThoRLE
HRDIZEALEERL, 6315-S % /:i2 CEZ &5k
ERLABEROE(LEZEBDIEM -1 (Table 3),

5. BMRE

6315-S £ /- 12 CEZ 5B L-BRRIBHSh
Bhoto

6. IRRZAE

BRERES L UHEMEMREICHE VT, 6315-5k
13 CEZ B ic8AL - Elb3BH o, -1, -

7. LERRZE

£5mMik% 6 MEORETIX, 6315—S 400 mg/kg!
B ¥ & U0 800 mg/kg/ B % 528 0 FH0 M, HE
BItHLTHEBRORDEZRLAD, 12;AB0RETH
MBH#HCHLTEHLARCENS SO,k

(Table 4, 5)o L7:#¢->T 6315-S {53, LBE
it 2 2 RARENOPE [ 3 (K

8. MkFHIRE

5% 6 B XU 12 881, 6315-S 25
DEHEALBS bo v ETSS R F LMK, KiHENcE
BUEENSONIH, TOERIBRE LD TH-L
(Table 6, 7)o g

B DA ElE, 6315~S 400 & & T* 800 mg/kg/ B
S5#Micbaonict, BIcBIL TI3EE A S OMEN
BEHENEREL RN, -, BERBEO 6315-8
800 mg/kg/ B SBOEMRLLEY ba v £SFRFY
Berlid, 12 8Bt L TERm L7,

£ 565k 12 MEIcHF 5 6315-S 800 me/kg/H
$58% /213 CEZ 800 mg/kg/ B 5@ O R MEK/ 7
A=F— (NI 7Yy M, NESOt LR, FOR
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Fig.1 Group mean body weights — Males
13- -
t/"’
7 -
12f —_ T
—~ 1}
&
$® 10
3
E)
E S .. ~— Control
4 ~—-6315-§ 200 mg/kg/day
v ~-— 6315—S 400 mg/kg/day
8l ---- 6315—S 800 (400 X 2) mg/kg/day
—.— CEZ 800 (400 x 2) mg/kg/day
7..
Before Dosage period Recovery
6 " " 1 1 " " n 1 " n i 1 " i I J
-4-3-2-10 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 (Weeks)
Fig.2 Group mean body weights — Females
13"
12}
_ 1} SE L
a0 ===
= L= el
5 100
[
H
>
B 9 Control
= -—- 6315—S 200 mg/kg/day
i —— 6315—S 400 mg/kg/day
8> 6315—S 800 (400 X 2) mg/kg/day
/ —-— CEZ 800 (400X 2) mg/kg/day
7L
Before Dosage period . Recovery
6 i ) L 1 L " PR T 1 1 1 L " 1 1 1 1 1 1 )
—4-3-2-1 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 (Weeks)

¥, MCHC) o111z, 6t 2 xMB@Ec e LT
PREN o, EAMOEEAKREORET, B 1 HIHt
PPOEME (N h7 Yy ME2YK, NEXOER13.8
g/dl, FRIEREL 5. 4X10%/cmm) %R LA, BD 36
BAEEELICEE L, B5HMS, SBOM/MIE
Bl EEEZZDID - 12 h%, 6315—S 800 mg/kg/ H
Be5 86 L U CEZ 800 mg/kg/ HiE 5O S 1 Hic
D4, {E5ME% 12ZABORET, /MIMO—&H

EfE (Fh®h 35%10*/ecmm, 12X10*/cmm) %3¥%
o, 1I3AMBicE T 2BRETIR, £hEh 8TX10Y
cmm, 417X 10*/cmm B L. £ D0 RBEE
IR L R ESBMT, ARLEL(LAEDEM1,

9. BHiRA

BESRRATHE L UCEHEABRE THICRE L 0¥
DRMBHKEAR G, TTHREEE, BRAYGBLS
FRELEERTH- 1,
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Table 3 Group mean weekly food consumption (gram/dog)

During the | During weeks [ During weeks
Sex Drug (mgz::/cday) Ndoé;:f pre-dogling 1~13Bof the 1~4 ?)f the
period dosing period |recovery period
Control —_ 4 2780 2775
200 4 2753 2793
Male 6315-S 400 4 2743 2785
800 (400X2) | 6 2800 2800 2654
CEZ | 800 (400x2) 2 2800 2800
Control —_ 4 2661 2693
200 4 2613 2760
Female |6315-S 400 4 2567 2501
800 (400X 2) 6 2670 2772 2196
CEZ [800(400x2) | 2 2760 2773

10. MEELFERRE

EEmLLE, BSMEE% 6 B LU 128E. EERR
DRDICER L - REOM%E Table 8 ~11 IZRT,

6315-S {528, BESME®ke LU 12MBIC,

abzrFa-i, Y UEEBIUTALAYEFRRT 7
y—PEOMME - 3MMOERIA2E DI, P T &
) FiEommisv UNmogEiE, 6315-S 400 5 L T
800 mg/kg/ HESBIcH Ot LAL, LU EDIRAE
BT AT FEI A EMEE, £ & LT 800 mg/kg/ B
EBicosBHohnt, CEZ 800 mg/kg/ HIES5H T
b, BERL#%e L 12 BEDRET6315-S &5
Biaoshi-l@BEORAMNIAON, ChoMA T
#13GPT OETNRB SN, 156, 6315-S800mg/
kg/ ARE#IC, 5%k 12 ABORAT, MHEH
ENESHECHLTPPEBEER LA &L S
GPT fo Rt LD BT hskst#aici@h onis,

6315-S 800 mg/kg/ B S B THEI /- LiEDH
TiLit, EERBATHICE T RTERBABEL
REL, #1507 LAVART7 75—l (333
mU/ml) REHED/Xy 775 FEDERERL,

EOMOREEHICIE, 6316-SHFSiIcAaLALLE
LeLITT Y& 1Y i g P

11 RiR#E

BEME® 6 5L 12, 8HORET, 6315-S 5
BiMBROMIC—BLAERIAOAE -

(Table 12~15),

5, CEZ 58 DRH 73— ZARIGEREIC b M
hboTRBIMERMBHEZR LD, CEZ &
C/ 3 RREDRBENOELEICLZ bDEEbhA
60

12 FEER

BERBATHE L UEHRRETIHICH I 2HBEE
R% Table 16 iCRd .

6315-S 400 mg/kg/ H # & U 800 mg/kg/ B %58
ICHREROFE MMM SO AR EROMMINIG,
CEZ 800 mg/kg/ Bt 5B IcbA oI CHICMAT,
6315-S 800 mg/kg/ BIF SR OEMER b xR
LTHEEICHML., FREROERED LRIGAEED
4.0% & Huntington Reserch Centre T2 ¥ L TW
AN, TNERASMNERINIzD, 6315-S 400
mg/kg/ B 580 8 Pk 1 #), 6315-S 800 mg/kg/
BiS58D 8 Hd 5 #, CEZ 800 mg/kg/Bix5 8% 4 #i
FlRATH-7 BREROERNMED LRIZEED 0,7
% EHE L TLWAY, ThAMA S ENIRFEIhIDI,
6315—-S 800 mg/kg/ A5 8 HIF 2 I TH - 7o

BMCIINBEEESHEOMIC, BHYLEEEE
Aoha& -1,

6315—S 800 mg/kg/ B 5HiIcA o hic LIEDZEAL
i3, DIRRBMETHICIITRTERNE~NLEIRL .

13. WediePYRRAr R

BREABRATHB LURERBRETIHICKT 2HKRT
i3, 6315-S £/ I3 CEZ G5 IcHRT 2L ELOND
FrRIEAShIEAN -,

14. REHRFNRR

1) RiEEEMEDFHR

RS ICHRT 2 REMABENR R%, Tablel? i<
AL, UTFEHT 5,

i) BCH

K5k 13 BB ICBR L/ 6315-S 800 mg/kg/
A5 1 ficB VT, Kupffer IlAAH L URBE
HIMENEHENICANEY T v IEBEOMN, FREE
BB & M4 2% 7. (Photo. 1, 2),
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Table 4 Electrocardiograph — group mean values in male dogs

Dose  |No.of |R—R | Fe** [ p_p | QRS | Q-T | QTc

Drug (mg/kg/day) | dogs sec ':;l/ sec sec sec sec
Before dosing
Control — 0.49 126 0.10 | 0.04 0.20 0.29
200 0.45 135 0.11 | 0.05 0.20 0.30
6315-S 400 0.53 118 0.12 | 0.05 0.21 0.29

0.54 113 0.11 0.04 0.19 0.26
0.51 122 0.12 | 0.04 0.21 0.30
Week 6 of dosing period

800 (400X 2)
CEZ 800 (400X2)

L3 - Y

Control — 0.57 106 0.09 | 0.04 0.20 0.27
200 0.54 | 116 0.10 | 0.04 0.19 0.26
6315-8 400 0.57 111 0.10 | 0.04 0.20 0.27

0.59 107 0.10 | 0.04 0.19 0.26
0.61 99 0.11 0.04 0.23(*) 0.30
Week 12 of dosing period

800 (400X2)
CEZ 800 (400x2)

NI s

Control — 0.76 81 0.10 | 0.05 0.19 0.22
200 0.66 94 0.11 0.04 0.19 0.23
6315—S 400 0.70 93 0.10 | 0.04 0.20 0.24

800 (400%2)
CEZ [800 (400xX2)

068 | 93 | 0.0 | 0.03 | 020 | 0.25
0.58 | 104 | 0.11 | 003 | 020 | 0.26
Week 4 of recovery period
6315—5 [800(400x2) | 2 | 0.47 | 129 | 0.1 [ 0.04 | 019 | 0.28

Significant at the 5% level (Williams’ test)
(*) Significant at the 5% level (‘t’ test)
(**) Significant at the 1% level (‘¢t’ test)

NI bl

Results of statistical analysis:

Table 5 Electrocardiograph — group mean values in female dogs

Heart

Drug Dose No.of | R—R race/ P-R | QRS Q-T QTc
(mg/kg/day) | dogs sec min sec sec sec sec

Before dosing
Control — 0.49 121 0.10 | 0.05 0.20 0.29
200 0.50 127 0.10 0.04 0.20 0.29
6315-S 400 0.53 118 0.11 | 0.05 0.19 0.27

800 (400X 2)
CEZ [800 (400X2)

0.54 113 0.10 0.04 0.19 0.26
0.48 128 0.09 0.04 0.19 0.28
Week 6 of dosing period

NI b b

Control — 0.50 125 0.10 | 0.04 0.20 0.28
200 0.52 120 0.09 | 0.04 0.21 0.30
6315-S 400 0.68* 89* | 0.10 0.05 0.21 0.26

800 (400X 2)
CEZ 800 (400x2)

0.67* 92* [ 0.10 | 0.03 0.21* | 0.26
0.61 | 104 [ 0.09 | 0.04 | .0.180*)| 0.24
Week 12 of dosing period

NI p S

Control — 0.61 109 0.10 | 0.04 0.20 0.26
200 0.63 104 0.10 | 0.05 0.19 0.24
6315-S 400 0.76 83 0.10 | 0.04 0.21 0.24

800 (400X 2)
CEZ {800 (400x2)

0.68 95 0.10 | 0.04 0.21 0.26
0.78 79 0.10 | 0.04 0.21 0.24
Week 4 of recovery period
6315-5 [800 (400x2) [ 2 [ 0.65 | 98 | 0.0 | 0.04 | 019 | 0.24
*  Significant at the 5% level (Williams’ test)
(*)  Significant at the 5% level (‘t’ test)
(**) Significant at the 1% level (‘t’ test)

LS N R S N

Results of statistical analysis:
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“Table 6 Hematology —group mean values in male dogs
Do Dose [No.of] BSR | Ht | b [A0C IMCHC [MCV |Retic WBC # Diff, x 10%/cmm | PT | APTT
B |(mg/kg/day)| dogs mm/ibr| % | g/di emm | ® 1% Tonll N l L l g J B | M |emm| % | **
Before dosing
Control — 4 1 | 42 |133] 56 ] 318 |75 [<2.0]153] 9.06] 5.22 [0.55]0.00 [0.45[ 356 | 7.4 | 8.8
200 4 o |42 [135] 55 [ 323 |76 [<2.0[159]9.27| 5.50 [0.78 [0.00 [0.35] 382 | 7.2 | 9.1
6315-8 | 400 4 2 | 39 |12.4| 49%( 31.8 | 80* |<2.0|21.3 [12.67] 7.27 |0.77 | 0.00 |0.62] 337 | 8.1 | 9.5
800 (400X2)| 6 3 | 40 [12.4] 49¢| 31.1 | 81°%<2.0|20.9 [12.80] 6.68 |0.73 |0.00 [0.64]| 374 | 7.6 | 9.0
CEZ 800 (400x2)| 2 1 |37 [11.9] 46 [ 322 | 81 [<2.0[17.7 [10.48] 6.32 |0.45 | 0.00 [0.42[ 313 [ 7.4 | 9.6
Week 6 of doaing period
Control — 4 o |45 [146] 6.1 | 325 | 74 [<2.0][16.1 [10.33] 4.15 [0.65 [0.00 [0.93] 308 | 6.2 | 9.4
200 4 o |45 [149] 6.2 [ 33.0 [ 73 [<2.0]16.0] 8.84] 5.11 |0.99 |0.00 [1.07] 330 | 5.9 | 9.8¢
6315-S | 400 ‘ 0 |44 [143] 58 [ 330 | 75 [<2.0]152] 7.48| 6.15 |0.91 | 0.00 [0.67] 298 | 6.8 | 10.3¢*
800 (400X2)] 6 o |42 [136] 56 | 325 | 75 [<2.0[15.0 [ 8.44] 4.97 |0.99 | 0.00 |0.59| 310 | 6.0 | 10.1¢*
CEZ  |soo (400x2)| 2 o |43 14457 [ 335 | 76 |<2.0]16.0] 7.77] 7.06(*] 0.36 [ 0.00 [0.82] 270 [ 5.9 | 9.7
Week 12 of dosing period
Control — 4 o |46 [165] 7.0 | 357 | 67 |<2.0[11.8 ] 6.59] 4.91 [0.10 | 0.00 [0.19] 260 [ 6.7 | 111
200 4 o |50 [162] 7.3 | 32.4*( 69 [<2.0|14.0] 7.72] 4.82 |0.78 | 0.00 | 0.64| 307 | 6.6 | 11.9°
6315-S | 400 4 2 | 45 |15.0] 6.4 | 33.2¢| 71 |<2.0|13.4| 6.91] 5.05 |0.63]0.00 079 257 | 7.3 | 12.9**
800 (400x2)] 6 1 | 43 {1439 6.2 | 33.3*| 70 [<2.0{13.3] 7.29| 4.89 | 0.65 [0.00 | 0.46| 309 | 6.5 | 12.5°*
CEZ |80 (400x2)[ 2 0o | 44 [143] 6.0 [ 326 | 74 |<2.0]13.3] 7.25] 5.03 [0.29 [0.00 [0.74] 213 | 6.6 | 12.1
Week 4 of recovery period
6315-5 [so0 (400x2)] 2 | 3 [ 46 [14.2] 6.0 [ 31.2 [ 77 J<2.0[14.9] 9.66] 3.32 [1.23]0.00Jo.65] 113] 7.0 | 10.0
R il iy, S 2 e Sl (Ul
(*) Significant at the 5% level (‘t’ test)
Table 7 Hematology — group mean values in female dogs
Dose |No.off ESR | Ht | b | RBC IMcHC [MCV |Retic WBC + Diff. x 10%/cmm LTS ler [ aPTT
Drug (mg/kg/day)| dogs /mm/1he| % | g/dl 0%/ % fl % x10°/
cmm Tolzll N I L | E I B ] M |cmm |¥%¢ sec
Before dosing
Control — 4 1 [ 40 [129]53 [ 323 | 76 [<3.0]20.1 [12.26] 6.74 [0.40 [0.00 |0.67] 335 [7.2 [ 9.4
200 4 1 [ 43 [138] 56 | 318 | 77 [<2.0]17.6 [10.73] 5.93 [0.59[0.00 033|378 [69 [ 89
6315-S | 400 4 0 |42 [139] 54 | 335 | 77 |<2.0[19.3 [10.74] 7.51 [0.43 | 0.00 |0.60 | 363 |7.4 | 101
800 (400x2)| 6 0 |42 [137]54]323 |79 |<2.0[17.0]10.17] 5.93 |0.49 | 0.00 |0.46 | 386 [7.5 | 9.7
CEZ  [so0 (400x2)| 2 1 [ 41 [132]54 324 |76 [<2.0]16.6[10.25] 5.65 [0.58 [0.00]0.08] 357 [7.3 | 9.9
Week 6 of dosing period
Control — 4% ] o 45 [149] 6.0 [ 33.4 [ 74 [<2.0[20.0 1084 7.711 [0.59 [0.00 [0.86 | 240 6.4 | 10.0
200 4 0 |45 [148( 6.1 [ 332 [ 73 [<20(158( 8.77] 5.83 [0.67 |0.00 [051] 290 [59 [ 9.7
6315-s | 400 4 0 |45 [151] 6.2 | 336 | 74 [<2.0|14.44 7.82| 5.38 |0.65|0.00 | 0.54] 300 [6.7 | 10.2
800 (400x2)| 6 0 |45 |148| 6.0 [ 331 [ 75 [<2.0]13.8% 7.74] 4.76* [0.57 | 0.00 [0.76 | 277 [6.6 | 10.2
CEZ  [so0 (400x2)| 2 0 |45 [148| 6.4 [ 328 [ 71 [<2.0]16.3 851 5.40 [1.27]0.00 |1.09]{ 265 [6.0 [ 9.5¢
Week 12 of dosing period
Control — 4 0 |49 [169] 7.0 [ 343 | 71 [<20[13.2] 7.14] 5.61 Jo.11]0.00 [033] 271 [6.5 | 122
. 200 4 o |46 [157 6.9 [ 33.9 [ 67 [<20{128 7.95[ 4.38 [0.12[0.00 [0.39 [ 321 [6.9 | 122
6315-S | 400 4 o |47 [16.2( 6.7 | 345 [ 70 [<2.0]13.3 | 7.64| 5.17 |0.24 | 0.00 [0.28 | 304 [6.7 | 129
800 (400x2)| 6 8 |43 [1429 61 [ 335 [70 [<2.0]{11.4( 5.88] 4.39 |0.44]0.00 [0.74 ] 233 [7.2 | 13.2*
CEZ _ [s00 (400x2)] 277 4 42 13562 | 322 [ 69 [<2.0[11.5]6.55] 4.18 [0.34 [0.00 |0.45]| 79(f6.3 | 1110
Weck 4 of recovery period
6315-5 [s00 (400x2)] 2 | o | 53 [16.7] 6.8 | 31.7 | 78 |<2.0 1456 | 9.27] 3.72 |0.59 [0.00 [1.03] 175 [6.4 | 10.5

Results of statistical analysis: +  Significant at the 5% level (Williams® test)
(#) Significant at the 5% level (‘t’ test)

# Asto PTand APTT for coagulation test. Sample from an animal for h

from means and statistics.
## As for h logical determi
and statistics,

I determi

clotted at blood

g, therefore

luded

P

ple from an animal for PT and APTT tests clotted at blood sampling, therefore excluded from means
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Table 8 Plasma or serum components — group mean values in male dogs

Drug I "Doss No, of Chol | Triglye I'I\-Llpldl Urle Acid [Glutathlons | AP l GPT J GoT LDH ] . CPK
(mg/hg/day) dogs mg/dl mg/dl mg/dl mg/dl mg/dl mU/ml | mU/ml | mU/ml | mU/ml mUsl
Belore dos) _
Control — 4 131 36 302 0.5 30 204 18 19 117 122
200 4 140 39 308 0.6 34 208 24 18 123 122
63158 400 4 146 40 309 0.5 33 239 38° 18 117 109 )
800 (400X2) 6 154 47 313 0.6 31 232 19 18 141 139
CEZ 800 (400X 2) 2 182 40 342 0.5 25 200 20 15 111 121
Week 6 of dosing perlod
Control — 4 118 45 285 0.4 3 185 26 18 69 117
200 4 139 55 330 0.4 36 293* 29 20 104 143
6315-§ 400 4 156°* 52 369° 0.3 s 306*° n 20 105 17 ./
800 (400X 2) 6 153°¢ 65°%¢ 364°* 0.3* 29 3440 22 21 88 209*
CEZ 800 (400%2) 2 183 83(*) 427 0.4 30 198(** + 14(*) 52 145
Week 12 of dosing period
Control — 4 125 46 256 0.4 37 148 33 19 64 103
200 4 170 49 384° 0.4 40 286*° 3 20 [1} 155
6315-§ 400 4 167 62 351¢ 0.3 38 266°° 33 20 67 102
800 (400%2) 6 179* 67* 379°*¢ 0.3 32 307** 22 21 79 128
CEZ 800 (400x2) 2 191 89(*) 425 0.3 32 183(°) + 17 47 110

Week 4 of recovery period
6315-5 [soo(aoox2)] 2 | 149 | 36 | 321 | o3 | 37 | 262 | 24 | 16 | 92 | w
Results of statistical analysis : ¢ Significant at the 5% level (Williams® test)
** Significant at the 1% level (Williams' test)
(*) Significant at the 5% lcvel (‘t* test)
(**) Significant at the 1% level (‘" test)
4+ Means not calculated — values below level of detection for an snimal

Table 9 Plasma or serum components — group mean values in female dogs

Orug Dose No. of l Chol I Triglyc | Ph-Lipid Jum Acid IGqulhinnel AP | GPT coT LDH oPK
(mg/kg/day) dogs mg/dl mg/dl mg/di mg/dl my/di mU/ml mU/ml | mU/ml | sUfml | mUjnd
Before dosing ]
Control — 4 132 45 313 0.6 31 226 24 24 265
200 4 129 43 307 0.6 32 216 20 20 146
6315-S 400 4 140 40 310 0.5 3» 205 26 19 102
800 (400X 2) 6 143 40 307 0.6 3 210 29 18* 120
CEZ 800 (400X 2) 2 124 38 282 0.5 28 193 20 15 75
Week 6 of dosing period
Control —_ 4 120 46 303 0.5 31 203 33 21 95
200 4 145 53 355 0.4¢ 34 319 23¢ 19 102
6315-S 400 4 153 51 366 0.3 33 275 28* 18 n
800 (400X 2) 6 158* 69°** 392¢ 0.4%* 32 295 27* 19 66
CEZ 800 (400X 2) 2 128 64 333 0.4 30 168 + 15 67 95, 5
Week 12 of dosing period
Control — 4 139 53 297 0.4 38 169 36 21 55 88
200 4 162 47 369 0.4 36 291 25¢ 19 67 14
6315-S 400 4 162 56 367 0.3 3 248 28 19 68 7.
800 (400X 2) 6 178+ 65 400°* 0.3* 32+ 279¢ 28* 18 65 116 ;
CEZ 800 (400X 2) 2 145 78 317 0.4 30 177 + 18 46 69

Week 4 of recovery period
6315-5 [B00(400x2) [ 2 | 159 | 42 | 358 | o2 | 34 | 1e1 | 35 | 17 | 94 | 71
Results of statistical analysis : * Significant at the 5% level (Williams' test) :
** Significant at the 1% level (Williams® test)
(*) Significant at the 5% level (‘t’ test)
(**) Significant at the 1% level (“t’ test)
+ Means not calculated — values below level of detection for an animal
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Table 10 Plasma or serum components — group mean values in male dogs
Dose No. of [Glucose Proteln g/di Glob A/G [Urea |Creat Bill. a K Cs P cl
Drug | imgrkglday) | dogs’ | mgrat Tov.-ll Alb I a la. | [ I v | i mg/di [mg/di "':‘"’I'd"l mBq/Ll mBq/L | mEq/L |mBq/L|mEq/L
Before dosing
Goomol | — 4 99 [54[2so07 (o6 [1.2] o4 [ 29 | 087 [22 [o05 |<oa[145 | 42 5.7 | 39 |107
200 4 (102 [s3]27]07 (05|11 03 | 27 [ 100 |23 [o05 [<ot]|14s| 42 55 | 39 (108
6315-5 400 ‘ 98 (52125 |07 (06 |11 ] 03 | 27 | 097 |28 |06 |<01]|146 | 43 56 | 4.0 | 107
800 (400x2) | 6 99 (54 (26|07 [06|12]| 04 | 28 | 095 [ 25 [ 06 [<01]147°] 45 56 | 4.0 | 107
cez  |soo(400x2) | 2 [ 101 |53 [29 [07 ] 05 |10 | 03 [ 2.4¢ 1220 22 Jos | 01146 | 4.4 6.0 4.3 | 107
Week 6 of dosing period
Control — 4 100 |54 28 [07 |04 12|03 [ 26 [ 111 J29 Jor[<o1]146] 47 s4 | 33]112
200 4 94 [56 [ 3008 [os 11| 03 | 26 | 117 |30 |06 01]146 | 45 57 | 3.4 110
6315-§ 400 4 95 [56 (31 |08 o510 04 | 26 | 120 |26 |06 [<01| 144 | 420 | 57 | 33 108°
800 (400x2) | 6 96 |55 301060511 [ 03 [ 24 | 127 | 24 |05*| <01 144 [ 450 | 56 | 3510700
CEZ  |800(400X2) | 2 97 |52 |29 Jo7 o4 |10 o2 22 | 132 |19 [os| oa[ a2 | 38¢% 55 [ 31]107
Week 12 of dosing perio
Control — 4 91 [54 [29 [o06 [o04 10 ] 04 [ 24 [ 122 J33Jos] 01]147] 45 54 |29 [111
200 4 93 (58 (3207 06 [12] o3 [ 26 | 123 |30 [07 [<01|149 | 43 57 | 33 | 109
6315-§ 400 ] 91 |58 32|07 |05 11| 03 | 26 | 123 | 34 |06 [<01|148 | 44 57 | 31 |1
800 (400x2) | 6 90 [58 |30 )08 |04 [13]| 03 | 28 | 107 | 29 |08 [<0a]151 | 41 5.8° | 31 [ 112
CEZ | 800 (400x2) | 2 99(*)[ 5.5 [ 28 [ 08 Joa 13| 04 [ 28 | 103 |27 o9 | oaf152 | 39 57 |32 114
Week 4 of recovery period
6315-S [800(400x2) [ 2 | 91 [6.6 [31 [0.6 06 [1.7] 06 | 35 | 090 | 18 |08 ] 01149 | 40 | 58 | 32 | 111

Results of statistical analysis:

* Significant at the 5% level (Williams' test)
** Significant at the 1% level (William’s test)
(*) Significant at the 5% level (‘t’ test)

(**) Significant at the 1% level (t’ test)

Table 11 Plasma or serum components — group mean values in female dogs
Drug Dos  |No. of [Glucose Protein g/d] Glob | A/G |Urea|Creat rg:;;‘ N | K Cs P |a
(mglkg/day) | dogs | mg/dl Tonll Alb I a, ] a, l [ l ¥ g/dl mg/dl| mg/dl 1dl mEq/L| mEg/L | mEq/L |mEq/LimEg/L
Before dosing
Control — 4 [ 100 [54f25 J[osaJos[12] 04 [ 28 | 090 |21 o5 | 01[143 [ 42 57 |39 {107
200 4 | 102 |54 |27 |07 06 |12] 03 | 28 | 099 [ 28 | 0.6 |<0.i[145 [ 45 55 | 43 |107
6315-§ 400 4 96 {53 [26 (0705 [1.2] 04 | 28 | 097 | 25 | 07 [ 0.1 147*% 44 56 |40 |107
800 (400x2) | 6 95 |53 {28 |07 05|11 ]| 03 | 26 | 108 | 25 | 0.6 [<0.1] 1474 4.4 57 | 3.9 {107
CEZ 800 (400x2) | 2 99 [53 29 [o7os|1a] 03 [ 25 | 114 [ 26 [07 [01]148 | 45 6.0() [ 4.3 J105
Week 6 of dosing period
Control — 4 94 [54 [29 Jo7Jos 11 03 [ 25 | 116 [28 Jo7 Joa1a9 [ 44 5.7 |34 [109
200 4 97 |55 |30 |07 05| 1.0 03 | 24 | 126 | 26 | 0.6° [<0.1] 146° | 4.4 56 |33 [109
6315-§ 400 4 96 |56 |30 |08 [o05 |10 03 | 26 | 1.23 | 22¢| 0.5¢ |<0.1 | 143*%] 4.1 56 [ 3.1 |108
800 (400x2) [ 6 94 |55 |31 |07 {04 [10] 03 | 23 | 136 [ 22¢| 0.549<0.1] 144%%] 41 58 | 3.2 109
CEZ 800(400x2) | -2 [ 101 [s52 [29 o7 [o4 |10 02 [ 23 | 129 [ 19 [ 06 [<o1[144 | 39 S5 [ 32 ]107
Week 12 of dosing period
Control — 4 93 [55[31 JosJoa]10] o4 [ 23 ] 137 J40 Jo9 JoaTJ149 | 43 56 |31 [111
200 4 91 55 |32 (07 |04 | 1.0 | 03 | 24 | 1.35 | 27%| 0.7 [<0.1| 146 | 4.3 5.5 | 3.0 |107
6315-§ 400 4 88 |56 |30 |08 |04 |11} 03 | 26 | 123 | 31¢) 06* |01 |146 | 41 56 |29 |110
800 (400x2) | 6 87 |55 |30 |07 o4 |11 ] 03 | 25 | 1.22 | 28] 0.8*|0.1 [ 149 | 4.0 s6 |29 |11
CEZ 800 (400x2) | 2 87 |55 [25(*[0.8 [ 0.4 | 1.4 [os%] 3.0 084 [ 31 [08 [02 151 | 40 56 | 3.4% 110
Week 4 of recovery period
63155 800 (400x2)| 2 | 89 [6.1 |33 |07 [ 05 [13] 04 | 29 | 114 [ 25 |08 [o1 [149 | 42 | 58 | 28 110

Resulta of statistical analysis:

* Significant at the 5% level (Williams’ test)
** Significant at the 1% level (William’s test)
(*) Significant at the 5% level (‘t’ test)

(**) Significant at the 1% level (‘t’ test)
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Table 12 Urinalysis — group mean values in male dogs

Drug Dose No. of | Volume pH Spec'iﬁc Protein
(mg/kg/day) | dogs ml gravity | mg/dl
Before dosing
Control — 4 104 6.6 1.041 0
200 4 120 6.6 1.041 0
6315-S 400 4 136 6.5 1.041 0
800 (400X2) | 6 117 6.2 | 1.042 2
CEZ 800 (400X 2) 2 112 6.3 1.042 10
Week 6 of dosing period
Control — 4 131 6.8 1.042 0
200 4 146 7.2 1.045 0
6315-S 400 4 160 7.0 1.045 3
800 (400X 2) 6 148 6.6 1.048* 2
CEZ 800 (400X 2) 2 129 6.7 1.052 0
Week 12 of dosing period
Control — 4 122 7.0 1.043 0
200 4 91 7.7 1.048 0
6315-S 400 4 150 7.3 1.040 0
800 (400X2) | 6 154 6.9 1.047 0
CEZ 800 (400X 2) 2 129 6.9 1.049 0
Week 4 of recovery period
6315—S | 800 (400x2) | 2 107 [ 68 [1043 ] 0

Results of statistical analysis:

* Significant at the 5% level (Williams’ test)

Table 13 Urinalysis — group mean values in female dogs

Drug Dose No. of | Volume pH Spec.iﬁc Protein
(mg/kg/day) dogs ml gravity | mg/dl
Before dosing
Control —_ 4 111 6.4 1.041 0
200 4 91 6.7 1.043 0
6315-S 400 4 118 6.7 1.040 1}
800 (400x2) | 6 111 6.4 1.040 0
CEZ 800 (400X 2) 2 75 5.9 1.042 5
Week 6 of dosing period
Control —_ 4 103 6.5 1.045 0
200 4 135 6.8 1.044 0
6315-S 400 4 126 6.9 1.045 0
800 (400X 2) 6 92 6.7 1.050 0
CEZ 800 (400x2) 2 110 6.0(*) | 1.053 0
Week 12 of dosing period
Control — 4 125 7.1 1.048 0
200 4 134 7.6 1.044 0
6315-S 400 4 128 7.8 1.042 0
800 (400X 2) 6 113 7.0 1.048 0
CEZ 800 (400X 2) 2 122 6.6 1.053 0
Week 4 of recovery period
6315-s [800(400x2) [ 2 | 60 [ 73 [ 1041 ] o

Results of statistical analysis: (*) Significant at the 5% level (“t’ test)
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Table 14 Urinalysis — summary in male dogs
. Total Bill. |Urobili Occult Sediment®)
Drug Dose No. of red subs Glucose Ketones rubin_| nogen | blood E P M
(mglkgiday) | dogs | - 44 22 [ 2¢ | 2 | 2¢ |- + |1 20|11 20{1 20({1 20{1 |3
Before dosing
Control — 4 | o o 0 0 0 [3 1]2 02 01 o1 o|4]0
200 4 4 0 ] 0 0 0 4 0 (4 01 2(2 1[0 O0|4]0O
6315-8 | . 400 4 4 0 0 0 0 0 4 0|3 0|2 o|0 OO0 O|4}]0
o lgoooox2)| 6 |6 o o 0 0 o |6 o4 o3 o2 oo ol6]o
CEZ | 800 (400X2) 2 2 0 0 0 0 0 2 0|2 o|1 O0|O O}O0 O]|]2}0
Week 6 of dosing period
Control —_ 4 4 0 0 0 0 0 4 03 0|2 22 o0jJo oO0f{4]0
200 4 4 0 0 0 0 0 4 0|2 o0)4 0|0 O0J]O0 O)|]4fO
6315-S 400 4 4 0 0 (] 0 1] 4 0|0 0|4 Of(o0o o0 O|4|0O
soo(400x2) | 6 |6 o] o 0 0 o |6 0|4 o5 1]1 oo o]se]fo
CEZ 800 (400X 2) 2 0o 2 0 0 0 0 2 0|1 o2 o0jJ0O0 0O O]2]0O
Week 12 of dosing period
Control —_ 4 4 0 0 0 0 0 4 0|2 o004 O 1 010 O0O|4})0
200 4 4 0 1] 0 0 o 4 0|0 o002 o 1 o|0 o} 4|0
6315-S 400 4 4 0 0 0 0 0 4 0|1 03 011 o0 oOo|4]|O0
800 (400X 2) 6 6 0 0 0 0 0 6 0 1 0[5 0|0 O0)JO0 O]6]O0
CEZ 800 (400X 2) 2 0 2 0 0 0 0 2 02 o012 0(0 0]J]O0 O]2]0
] Week 4 of recovery period
63155 [8o0(400x2)] 2 J2 o] o [ o [ o J o J2 oJ2z o1 12 oJo ofz2]o0
a) No. of dogs with the indicated finding E :  Epithelial cells
b) Grading of cell frequency in the centrifuged deposit : P :  Polymorphonuclear leucocytes
. I=few in some fields examined M : Mononuclear leucocytes
1= few in all fields examined R :  Erythrocytes
I = many in all fields examined O :  Organisms
C : Renal tubule casts
Table 15 Urinalysis — summary in female dogs
" " . b
Drug Dose No. of re.cll.os:lal:: (Glucose|Ketones r{:::u Lr:ro:l:::l (:lc::clll P Sed'"h‘:"' )
(mg/kg/day) | dogs [ - 44| 2+ | 2¢ | 2+ | 2¢ [- + 1 201 2n[1 20|71 2a|1 |21
Before dosing
Control — 4 [ o] o 0 0 0 |4 o4 o0]3 1|4 ojo of4]o
200 4 4 0 0 0 0 0 4 0|1 013 1 1 0)]0 0|40
6315-5 400 4 4 0 [} 0 0 0 4 0|12 02 1|1 1{0 O(f4 70O
800 (400x 2) 6 6 0 0 0 0 0 6 0|4 0[5 1 0 1 0 0|6 |0
CEZ B00(400x2) | 2 |2 o] o [} 0 o [1 1|2 of1 of1 oo 1210
Week 6 of dosing period
Control — 4 4 0 0 0 0 0 4 0|2 1|3 1[0 o]0 O)|4]0O
200 4 4 0 0 0 0 0 4 0|1 0|3 1}2 0|0 O0]4]O
6315-8 400 4 4 0 1] 0 0 0 4 0|2 0|3 o|J0o o0 O0(|4}]0
800 (400X 2) 6 6 0 (1} 0 0 0 6 011 0| 4 1 1 0]l]0 0610
CEZ 800 (400x2) 2 0 2 0 0 0 0 2 0|2 O 1 1 1 010 0|2 |0
: Week 12 of dosing period
Control —_ 4 4 0 0 0 0 0 4 0|2 0|4 0|1 0|0 O0]|4]0
. 200 4 4 0 0 0 0 0 3 1(2 o0]2 2|2 o0}1 o410
6315-§ 400 4 |4 of o 0 ] o |4 o|o o|4 ofo0o ojo o|4}o0
800 (400X 2) 6 6 0 0 0 0 0 6 0|0 0|6 O0]O Ol0 0|6 |0
CEZ 800 (400x2) | 2 0o 2 0 0 0 0 2 0|1 ojo o|o oo o}2]o
c Week 4 of recovery period
6315-5 [800(400x2) [ 2 |2 0] o | o [ o [ o J2 o]z o1 1Jo 1Jo o[z2]o0

a) No. of dogs with the indicated finding
b) Grading of cell frequency in the centrifuged deposit :
I = few in some fields examined

It = few in all fields examined
It = many in all fields examined

comzxwm

Epithelial cells

Polymorphonuclear leucocytes
Mononuclear leucocytes
Erythrocytes
Organisms
Renal tubule casts



264 CHEMOTHERAPY MAY 1987
Table 16 Organ weights — group mean values in male and female dogs
Drug Dosc No. of Fl;““:l Brain ::‘nlr“y Hear [Lung | Liver [Spleen| ';:’:: I'hymus ":‘::'.Uurul Kidney {Thyroid |Adrena) y‘s"b;;"‘:dm“y
(mg/kg/day) | dogs ®) [me) | (&) | ®) (®) ®) |6 | ® [ |66 6 [(0] (03] (s)
T T T Organ welghts for doga killed after 13 weekao
Control 8 [1e3]a0da] 71 oy [oae | 3610 loz1|27.8] 137 [s01]s.59] 587 [ 1.00 [ 1.38 |2169]0.08] 125
200 A [103]793 |67 929 [a7.3 | 3894 [67.0 |31 | 124 (629|688 62.3 | 0.97 | 1.51 |24.54] £.50 | 123
6315 S 400 8 | 115(839( 69 [92.6 [93.7 ] 409.6* [516[26.0| 146 {5.38{3.23] 61.6 | 095 | 1.39 {23.28{1.04] 126
800 (400x2) | 7 | 112 {815 | 64 897 [omo | aseaeelsai [272| 136 | 459|297 (71,40 099 | 1.59 |23.28[ 099 124
ctz |sooto0x2) {4 T 110|774 |67 [00.2 {91y | 4206 |78.5 |28.4] 111 676 [9.12] 65.9 | 1.25¢] 1.55 |23.86]2.03] 135
T T T Ongan welghts for dogg killed after 4 weeks recovery
6315 s _|sooaoox2y | ¢ 1091773 ] 63"] 881 [B0s | 3190 764 |245] 93 1700272 581 | 0.89 | 1.34 2138094 ] 1193

8) A female dog sacrificed during week 13, excluded from micans and statistics.
b} Organ from a female dog damaged at post mortem, therefure excluded from mesns and statistics.
Level of significance: ¢ Significant st the 5% level (Williams’ teat)

** Significent at the 1% level (Willlams' tent)

(*) Significant at the 5% level ("’ test)

Table 17 Histological findings

Day examined After 13 weeks of treatment Af::::':e;h
Drug Control 6315-S CEZ 6315-§
Dose (mg/kg/day) — 200 400 800 (400X2) | 800 (400x2) | 800 (400x2)
Findings Sex M F M F M F M F F* M F M F
No. of dogs 4 4 4 4 4 4 4 3 1 2 2 2 2
Liver
Increased haemosiderin deposits in Kupffer o o 0 1] 0 0 0 [ 1 o 1 0 0
cells and sinusoidal endothelial cells
Extramedullary hacmopoiesis 0 0 0 4] ] 0 0 0 1 o o [ 0
Spleen
Extramedullary haeinopoiesis 4] 0 0 0 0 0 0 [ 1 0 ] 0 0
3) : Number of dogs with findings
F* : Animal sacrificed during week 13
Photo. 1 Liver from a female dog given Photo. 2 Spleen from the same dog

intravenous administration of

800 mg/kg/day of 6315—S and killed
during week 13 for humane reasons.
Prominent foci of sinusoidal
extramedullary haemopoiesis. Deposits
of yellow pigment in several
sinusoidal/Kupffer cells. H-E, x500

LY b

in Photo. 1. Moderate extramedullary
haemopoiesis. H-E, x500 '
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Photo. 3 Liver from a female dog given
intravenous administration of
800 mg/kg/day of CEZ for 13 weeks,
Selected field shows several Kupffer
and endothelial sinusoidal cells
with yellow pigment. H-E, %500

Photo.4 Liver from a female control dog.
Selected field within normal limits.
H-E, %500

i) B5RBRA THAEES

CEZ 800 mg/kg/ H %58 1 #1125\ T, Kupffer
AN S L OB ERNE N EERAICANE 7Y Vit
EomAR» 7 (Photo. 3 ),

XNBBEEIL U 6315-S {5 L L CEHERAREOD
VRS, ERECHIcA bk S BFRICE T 3
NEVFY vitEoMm, FRE L CRBICE T 250
&I & Off Biz38% S -7: (Photo. 4~ 6 )

I, FREL VBRI, SRENARBT LK
HRENTLERD T - 720

2) xofioR R

Photo. 5

Photo. 6

Liver from a female dog given
intravenous administration of

400 mg/kg/day of 6315--S for 13 weeks.
Selected field within normal limits.
H-E, x500

Liver from a male dog given
intravenous administration of

800 mg/kg/day of 6315 -S for 13 weeks.
Selected field within normal limits.
H-E, x500

PAEdiEhic, Table18, 19 iR Lk Hic, BB
BLURFEEEHICHEOLEL, d3VIIHRKES®D
ROWEARB LN, Thold, EERNHRIGEHE N
BERRELLDDOEEDLN S, UTIKEHT 3,

L W : 6315—-S 400mg/kg/ HIE S BEMH | Flic
LA RS Shice
Bi o REMEMEREO/NRE IREN, MNREE
SUBBIHRE I, REMANFEN, H
BEFHEZ DBl ST,
g FERMEAFEREAS 6315-S 800 mg/kg/
BikG#IcHoN, HY v/ BREEEMES
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Table 18 Histological findings

Day examined Aftor 13 weeks of treatment After 4 weeks .
recovery
Drug Control 6315-8 CEZ 63158
Dosc (mg/kg/day) — 200 400 800 (400X 2) 800 (400X 2) | 800 (400x2)
Pindings Sex M F M F M P M F | 44 M F M F
No. of dogs 4 4 4 4 4 4 4 3 1 2 2 2 2
Heart
Valvular endocarditis o o|lo ofl1t olo o ofo oo o
Lungs
Areas or focl of inflammatory cells 0 1 1 1 0 0 0 1 0 [] 1
An area of granul Infl | 0 ] 1 0 0 0 0 [ 0 1 [ 0 1
Lymph nodes
Lymphold hyperplasia 0 0 0 1 0 0 0 0 0 o 1. }J o 0
Liver i o Y
Areas of inflammatory cells 0 o |’'2 0 0 0 0 0 0 0 0 0 [
Haemosiderin deposits in Kupffer cells and 1 o |0 0 0 0 1 1 0 0 0 [} [}
sinusoidal endothelial cells -
Kidney ;
Parasitic granulomata [} 1 0 o [} [} [ 0 o 0 o i1t [}
Cortical areas of tubular basophilia and/or 1 1 1 [ ] o 0 1 1 [} 1 © 0 [}
mononuclear ¢ells [ e
Peripelvic aggregations of lymphocytes 0 1 0 0 1 0 0 0 [} 0 0 [] []
Prostate
Aggregations of lymphocytes [} 0 [} 0 1 ] o [} [} [} 1] [ [}
An area of mononuclear cells 0 0 0 0 0 0 1 0 0 [} 0 ] 0
Epididy mis
Spermatocele granuloma 0 0 0 0 [} [] 1 [] 0 [ [ [} 0
a) : Number of dogs with findings
F* : Animal sacrificed during week 13
Table 19 Histological findings
Day examincd After 13 weeks of treatment After 4 weeks ' .
recovery
Drug Control 6315-S CEZ 6315-8
Dose (mg/kg/day) — 200 400 800 (400x2) 800 (400X2) | 800 (400X2) .
Findings Sex M F M F M F M F F* M F M F
No. of dogs 4 4 4 4 4 4 4 3 1 2 2 2 2 !
Thyroid )
Arcas of microfollicles l') 0 1 1 0 0 3 1 0 1] )] 1 o
Arcas of mononuclear cells and/or 0 1 0 1] [ 0 [} 0 1 0 1 o 0
aggregation of lymphocytes
Parathyroid i
Developmental cysts o 0 2 [ o 1 o o 1 1] () [] o
Duodenum
M f area of infl. ion and congesti [} 0 0 0 [} [} [} 0 1 o o [} 0
Jejunum
Mucosal arca of inflammation and congestion 0 0 0 V] 0 1 0 0 1 [} [} L] 0
Brain
Submeningeal mononuclear cells 0 1] 0 0 ] 1 0 0 o ] [] [] 0
Sciatic nerve
Swollen and/or degenerate nerve fibres 0 1 [/} \] 1 (] 0 [ 1 1} 0 0
Perineural granul infl o ofo of|1 oo o o 0 0 0 0
Intravenous injection sites .
A thickened epidermis 0 0 0 0 0 1 1 0 0 0 0 0 0
A focus of inflammatory cells 0 0 0 0 0 0 0 0 [} 0 0 1 1
Ulcer o ol o o 1 oo o o 0 0 0 [
A dermal granuloma o oo o 1 oo o o 0 0 0 0
A dermal area of fibrosis 0 0 0 0 [} 0 1 0 0 0 0 0 ot
Subcutaneous congestion 1] 0 0 0 0 0 0 0 0 1 0 0., O

a) : Number of dogs with findings
F* : Animal sacrificed during week 13
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6315—-S 200 mg/kg/B# 58, CEZ 800
mg/kg/ BRERE L Alicsoht,

: MERE S U 2RI SUE MEARRR /NI Ht

&5 hic, Kupffer $8A & 4 £ 40 W
NEMRRICE T ANEIFY L,
TREHE 1| 4, 6315—S 800 mg/keg/ H S
HtME 1 Alicdhohnik,

(HRBESUASHOYMMICHKL RO/

ARG OoNf, BERMEAFM RRRE

i oL BR:
B bk
BRR:

BB ME

+iEh :

T & &:

ARRE

PREEMHL -

FOIFEEMALB LUV /-3 B0
B WEAMICEITEY) L ROMEM
2K WFRLNERELES, DEAICKR
anr,

6315-S 400 mg/kg/ B SBEHE 1 Hlic,
o REROBESRA, 800 mg/kg/ AIRS
Bkt | Pl BEBROARL A bt
6315-S 800 mg/kg/ HX S BEME | FlicHE
B4 S NIEIEA A St
HEMRONNEB LT/ Y o KRD
HEAR, HHVIR, RUERIRDEIEL R
BESULVEMI-MR I N,

6315—S 200, 400 mg/kg/ B 58 DK 2,
14, 800 mg/kg/ BIxS#MELTHIC, /b
BROREAZEHT,

HBRBESULRODEAlICHKTLED /N

Braoni,

6315—S 800 mg/kg/ B X ST HII,
WEBORIEE S -MD &SN 3 FEH
Hoto,

1 6315—-S 400 mg/kg/ B SHDO 1 fl, B

& U 800 mg/kg/ BRSHOELTHIC, 1
BEDORIESE S ->MDA SN 5 HEHH >
1o

1 6315—S 400 mg/kg/ BiX 5B | FlOR

BT CHEEERoREA B RS SN,
HMBBLSUEHODHMIC, #ENS S
nt,

*tH#, 6315—S 400 3 & U 800 mg/kg/
BEHEOK | flic, MESHOERES L
/3 EdNAE SR, 6315-S 400
mg/kg/ BRE B | flic, HREFERZE
Rtk REEA A Sz,
BEHBRATHICERL-BMTE. MR
BE28UASHoHMOE T IicHiim,
REFRBLV /£ BRERA SR,

—BOMYICHEREB LU/ EIEEM
DRE, H5VIEIHKAMTH LT/
P REMMERS S ST,
INSDORERIEDHAE I2H\T, BMIC
ERHONEI -1 £EDEH 6315-8
400 3 & U* 800 mg/kg/ B SHE 1 #)
ICREEM, 6315-S 400 mg/kg/ B #
SRt | FIORM IS & UK,
6315-S 800 mg/kg/ A 5Bt 1 MOR
THEMIcHMER BT E NI, CEZ
800 mg/kg/ B S 1 FIICKT 5 -
mMd Shic,

BRI TIZ, ChOoDRERIIGIIZIZEEL,

MR 1 Gl REEMRO NRERED DB TH 12,

m * =®

6315—S 200, 400 % & TF 800 (400%2) mg/kg/H &
L UIRIE CEZ 800 (400X2) mg/kg/ A% E— 7 LR
1290 HMMERKRAIRS L, £0ELEIC>VWTHK
Bt Lo

6315-S 5T, TXTO/SRBOHY I AR
KEMDIL VIR E Ui LIZEBH M, EOREHAEIC
BYBBHICH L TEERHUEM -1, 400 mg/kg/ B
S | fIA%, BEDBICREENHITE L CEROM
#, TokmEH, HHE RESLCREERLN 8
BELBEERREICRE >7:. £hicxtL T CEZ 800
mg/kg/ BEGEICH I SERIIEL, 2HIHE O
WSy & SRV R B 1, TR DA (B NGRS
oo, MRS SHMPREL, | flicoa
AohREIR 4 8MICE > THEaA N LA T,
6315-S x5 ICHEI N/ —BIKEDOE(LIZ, CEZ ##
SR L THOMNERTH -7

goEEd, 4E SER RERE HERESH
WOBR EOSREEBIC, 6315-S f5ICERT 3
ElbizHohiim-t,

MEE(LFRETIE, BEMB%6BELD, %25
CETIEIcHERT 5 EEbhamE N 7)€Y R,
AVRToO—AEBLTY VIEEOMMS 5\ IO
m%, 6315-S 5B IcBHI, CThoDL{bDHkH
¥HEEMIZ, &L T800meg/kg/ A S5HICASN
e, WEhHERRRICL D ERBICR -1z, BBED
#{tiz, CEZ 800 mg/kg/ B SHICHILE L THERY
NtcoTAWH YRR T 7 ¥ —¥DLR(ERBED LR
OB 6315-S HE5 LB TH o hicH, GOT, GPT,
LDH f#icid, 6315-S 5 L 2 MA 20, M
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WA ORISR LB OISV Eh D, FFRICKT
ILMIBEATEEbDEBbN 5. CEZ 800 mg/kg/
BESHTIIHEL GPT MOETEBH, iz
MOCEZD LS VAT I+ —EESBTERICESL
boLEZONS,

BB PO RS I RF VEMOBEEEN, #
5Ntk 6 8B & 0 6315-S 5 £ Rt H £ O 800mg/
kg/ B SRMEICH Sl BINRRE, EXEICR-
o

MEFEIMETIZ, REMLk 12 BEORET,
6315—-S 800 mg/kg/H+ £ U CEZ 800 mg/kg/ B S
BHic, RMBR/SS A — 5 —fll (FROBKY, b2y

M, N7 ot & MCHC) DEERDEEDT,
6315—S 800 mg/kg/ Ak 5Bt 1| HiA¢, K5 MLk
1I3HMBICERZRMERE R L/, VaRBEL 7.
COR, FRICHMAEDE~NED T LK MK
B EMEEDHZLE, —BIRES JORBOOE(LE
—H U RER LA, BIC IR I - 1,
4 EMOEIRARKLTIE, B 1 PORMIK/ S A —F —
ERCPEMEETR LA, ENGEEBOMTHD, FIFNK
EiEEARLIERD 3FHOMAT, EE~BRELTHWELE
YT Lo MI/MRERD — BB ED, BSMEk 128
HoR#ET, 6315-S 800 mg/kg/HH L U CEZ 800
mg/kg/ BEESBHOEIFICA ShA, | AKDOH
RET, 6316-SHEHRTIIPPLEMAEMS, &bt
FEFEGHOMEICE TEE Lt ThoBEDME¥EL
TEBH-HYEEHT, BREXBRKRTHREARF. B
HRARETHREAOVWTL S, BHRETIE, BYE%:
Btihot, Lizhti->T, 800 mg/kg/ HD LS K
RESHKICIE @EZ22 - THNKED o bOD,
2L L TR &MRCHTI2EEBRIDVEVWEEDNRS,

FFRE RO IMA 6315—S 400 mg/kg/ HLLE, BR
EROWMA 6315—-S 800 mg/kg/ AN S RBUTHE
At HEBENICRELRBDOALEN 1. FR
BT, FRAEMAHBEREHOMELEREL S -
e, 825K 0 HHERMBHRAROEAY LEH
i<, FREROZT/LIIBIEETICNT 2 IKEDE(T
b, BREBOE(IIHEMBPEMBEETTLEICHESTILE
ESNB, LHL, COERELLEERKBREKICER
GHEROE~LEIR L,

RE AERTHONIEME, 6315-S D30 gy
BEREBHERR TH SN bOLRIITEDTEEL
T#Hh, CEZBRERTASNIEILE SRUL TV,
6315-S D 0 EMMIKAREICL 5 RAMESRY
200 mg/kg/ B LRI NI,

(MMM 1083 F 8 F~19854F 2 )

b4 [

1) % W REAX XL 54 ERE=, &S
N, BRAKT, HERSY, SkHx LBTE,
#HH [E, RREE SEES : Oxacephem £
HEMK 6315~-S (Flomoxef) D1 Xzt 3
BB LU A E BB RR.Chemothera-
py 35 (S—1) : 207~225, 1987

2) BARTLETT, M. S. : Properties of sufficiency
and statistical tests. Proc. Roy. Soc.
(London), A 160 : 268~282, 1937

3) KRUSKAL, W. H. & W. A. WALLIS : Use of
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eral dose levels with a zero dose control.
Biometrics 28 : 519~531, 1972

7) SHIRLEY, E. : A non—parametric equivalent
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dose levels of a treatment. Biometrics 33 :
386~389, 1977

8) FISHER, R. A. : Statistical Methods for
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9) MANTEL, N. : Chi—square tests with one de-
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NINETY-DAY TOXICITY STUDY OF 6315-S (FLOMOXEF)
IN BEAGLES

HaroLp CHESTERMAN, LINDsAY DoNALD
RavLpH Heywoop, ALaN E. STREET
CHIRUKANDATH GOPINATH and SALEH K. MAJEED
Huntingdon Research Centre

YosHio HARADA
Shionogi Research Laboratories, Shionogi & Co., Ltd.

Adult beagles (4 or 6 per sex per dose group) were given daily i.v. doses (via the cephalic

vein) of 6315—S (flomoxef) at 200, 400 and 800 mg’/kg/day, the last in divided doses. These
groups were compared to the control group, given saline, and dogs dosed with cefazolin
sodium (CEZ) at 800 mg/kg/day. All dogs were dosed for 13 weeks, followed by a recovery
period of 4 weeks for two males and two females from the group that received 800 mg/kg/day
6315-S.

1) A female dog receiving 800 mg/kg/day 6315—S was killed during week 13 for humane
reasons. The dog exhibited severe anemia, subdued behavior and reduced food consumption.
There was a body weight loss of 500g during the final 3 days. Liver and spleen weights
were increased. The principal histological findings were extramedullary haemopoiesis and
increased haemosiderin deposits in the liver and extramedullary haemopoiesis in the spleen.

2) There were no adverse effects of treatment with 6315—S on weight, food consumption,
in;ophthalmoscopy, auditory function tests or electrocardiographic parameters.

Serum cholesterol and phospholipid concentrations were increased at all dose levels, as was
serum alkaline phosphatase. Serum triglycerides and activated partial thromboplastin times
were increased at 400 mg/kg/day and at 800 mg/kg/day. Values relating to red cell param-
eters (RBC, Ht, Hb, MCHC) were lower for animals receiving 800 mg/kg/day for 12 weeks.

Liver weights were increased at 400 mg/kg/day and 800 mg/kg/day, kidney weights were
also increased after 800 mg/kg/day. Increased haemosiderin deposits in liver and extramedul-
lary haemopoiesis in liver and spleen were not seen in any dogs which received 6315—S and
survived. For dogs which received the reference compound (CEZ) at 800 mg/kg/day, a simi-
lar pattern was observed as for those given 6315—-S at the same dose. Additional findings
were decreased SGPT concentrations and total reducing substances in urine. All differences
between controls and those receiving 6315—S showed evidence of reversibility after 4 weeks’
withdrawal of treatment for dogs which had received 800 mg/kg/day. We therefore conclude
that the maximum non—effect dose of 6315—-S was 200 mg/kg/day.



