VOL. 42 S-1

SY55557) 5 ‘7 }‘ ﬁ'l&gigﬁ 1 15

SY5555 N7 v b & F 72 268 AR AR D # 53 EaBR

He A ErKEE - Bl BT - U
g FEK - PHE O OEE - KRS

R

BE

b)) —HKRRAeHEEL 5 —

SY5555 7100, 4504 & 1U°2,000mg/kg % SD %7 v M 26 RAEHRS L CTHEHE % &
L 72, 450mg/kg LI EDFHCEKAE, SOKBOMMEB LU -7 07 ) > DBENMET 451,
2,000mg/kg B TIIEKBE I ILFIRABOFE N, BEDKENORINIIH, FERNBEENHD,
RUEN LR, 7ot o e Y BROBENLR, y-GTP KT, ) 7Y +254 FOIKTE
$JUER) > D LANENEFNAL NI, 0B, 100mg/kg U EOBICEROILR L EBERD

s sz,

LED##FR LY, 100mg/kg TEBOYIR & EREMMAGEED SN 7205 205 DELIZPEE
BEICLDBNMEENTILICENEL LN EEZ LNBZ s s, KRBEHFTICEITS
SY5555 M EFE M EIZ100mg/kg Th 5 LRI N5,

Key words : SY5555, 26:8[IKE, 7~ b, &O

SY5555 i3 H > M) —HREH THBICEK I AL
BOAXALRIEETH ), WBLAHEZIX7 L
LBWHHEER 2 AT 5, 40, SY5555 NAe VT
N—IRELT, 7 EHCOGEBRKEROHRSH
URBREEML 20T, FORBRLHRET S,

T8, ARBIZ19924 1 AA 519934 6 HichiT T
EMEL 7z,

I. MEELUHE

1. ®BWHE

SY5555 iz W L BEBOEEEIHREKT, K
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R %2,000mg/kg & L, LITF4508 & 0°100mg/kg
EREL 72,

4. BEEE

1) —fetkie, KE, BEEL L UHOKE

—RERIENBEIE 1 B 3 W4TV, KEIIRE55 48
FCIHA2E, ZoM%iEE1E, BEREL L CKKE
B 1 |E N ERBIEL 72,

2) ERERERE

B 552681 BREOFEHBC OWT, BIEES &
UHEEREEY 2) o b 7> T TBREL 2, S5,
wEE (3 F) > ®P, BRMEEASH) SIR%E, B
EXRES 45 TREL, GREZBEL, 45,
B581I2 L RIEORE 2 LBl OV TERL 72,

3) R#E

5582681 2 FHIC OV CHREIBERIC L DR
R, RaE#E (N-Multistix ®SG, =4 w2 =4t

* T 370-05 HBRSRMTFREIRFEREF H»H 2716- 1




CHEMOTHERAPY

116

APR. 1994

A &tt) ¢pH, HE, EAHE, #iMm, 7oK T
FrokE, BYLEY, ekl /) =72 L HEEER
WIZOWTREL, RILEZ RPER CRAaEREL
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Fig. 1. Body weight in rats treated orally with SY5555 for 26weeks
501 Male 50 Female
z
z
E 404
=
-]
&
=
£
g 20 —o— Control
=
z —e— SY5555  100mg/kg
g . ,
= 10- —a—5Y5555  450mg/kg 1
E —e— SY5555 2,000mg/kg
0 T T T T T T T T T T T T 1 0 T T T T T T T T T T T T 1
15 29 43 57 71 85 99 113 127 141 155 169 183 1 15 29 43 57 71 85 99 113 127 141 155 169 183
days days
Fig. 2. Food consumption in rats treated orally with SY5555 for 26weeks
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Fig. 3. Water consumption in rats treated orally with SY5555 for 26weeks
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Table 1-1. Urinary electrolyte values in male rats treated orally with SY5555 for 26 weeks
Dose Volume Na K Cl
(mg/kg) (ml) (mEq/1) (mEq) (mEq/D (mEq) (mEq/1) (mEq)
. N 12 12 12 12 12 12 12
ControlV
0 Mean 14.57 39.7 0.47 156.9 1.85 46.8 0.53
SD 6.49 29.4 0.20 86.5 0.36 40.9 0.27
. N 12 12 12 12 12 12 12
SY5555
100 Mean 14.40 48 .4 0.56 164.7 2.10 49.3 0.60
SD 6.94 31.5 0.24 55.2 0.51 38.7 0.48
N 12 12 12 12 12 12 12
SY5555
450 Mean 11.00 57.1 0.58 191.0 1.96 42.1 0.42
SD 3.36 31.1 0.33 54.0 0.37 38.1 0.42
N 12 12 12 12 12 12 12
SY5555
2 000 Mean 12.23 49.9 0.62 139.8 1.65 39.8 0.55
' SD 4.36 22.4 0.37 49.2 0.73 38.4 0.59
1) Distilled water
Table 1-2. Urinary electrolyte values in female rats treated orally with SY5555 for 26 weeks
Dose Volume Na K Cl
(mg/kg) (ml) (mEq/1) (mEq) (mEq/1) (mEq) (mEq/1) (mEq)
N 11 11 11 11 11 11 11
Control”
0 Mean 16.97 91.4 1.47 193.6 3.05 126.2 2.02
SD 5.78 24.5 0.33 54.0 0.45 30.7 0.37
N 12 12 12 12 12 12 12
SY5555
100 Mean 15.29 82.7 1.23 178.4 2.62 112.5 1.68
SD 5.24 26.2 0.42 44 4 0.70 38.9 0.59
. N 12 12 12 12 12 12 12
SY 5555
. Mean 21.46 73.6 1.45 151.7 2.89 101.1 1.95
O
SD 9.30 18.9 0.38 51.0 0.56 33.5 0.47
. N 12 12 12 12 12 12 12
SY5555
9 000 Mean 26.04 69.5 1.67 120.9** 2.90 79.0** 1.90
' SD 13.58 25.0 0.76 34.6 1.11 25.7 0.76

** p<0.01 : Significantly different from the control group (Dunnett’s d test)

1) Distilled water

DA, 2,000mg/kg Bl K & ClIBEMRED A 5 1L
A5, INLDMBEREICIZIAL IR AL, B
RIS ERDO D ZEL T v L MM e,

6. HRE}FEAIRZE

EHDEPNCREIT L 572,

7. MEFHIBRE (Table 2)

2,000mg/kg NI 70 F v v EEOBRED
DB LN, RHEEOMIZIZ7 o b BEn
BEDEMENI ALY, ZOBLDOREIEL L
DTHY, WEIWERGDOHELIIEZ bNLh - 72,
450mg/kg LT OBEIZ 1B & A B bz s L e

D572,

8. FhERAE

WEM IR G MBELOMICHL 2 LIS
D72,

9. MmAEfbBk#E (Table 3)

450mg/kg LI EDBEEDOME - 2,000mg/ kg BENHEIZ B
-7a 7 Ml E EIENOBE OKE, 450mg/kg L
DEFEDBEE2,000mg/ kg BENMEIZ -7 0 7)) S fHE
RN BRENEMEH A LT, & 512, 2,000mg/kg
RO y-GTP EDKME, EEOBEIZ L) 7)) %
74 FEDKME & T S EDEEAS FNEFNA LI
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Table 1-3. Urinalysis in male rats treated orally with SY5555 for 26 weeks
Dose . .
URO OB BIL KET GLU PRO pH SG
‘'mg/kg)
’ - 12 12 12 11 12 0 N 12 12
+ 0 0 1 0 0 Mean 6.21 1.0258
Control”
0 + 0 0 0 0 0 1 SD 0.33 0.0060
RIS 0 0 0 0 0 10
# 0 0 0 0 0 1
- 12 12 12 6 12 0 N 12 12
+ 0 0 5 0 0 Mean 6.83 1.0238
SY5555
100 + 0 I} 0 1 0 2 SD 0.89 0.0071
1 0 0 0 0 0 8
H 0 0 0 0 0 2
- 12 12 12 7 12 0 N 12 12
. + 0 0 5 0 0 Mean 6.46 1.0271
SY5555
450 + 0 0 0 0 0 2 SD 0.45 0.0040
g 0 0 0 0 0 7
# 0 0 0 0 0 3
- 12 12 12 9 12 0 N 12 12
+ 0 0 3 0 0 Mean 6.79 1.0242
SY5555
+ 0 0 0 0 0 6 SD 0.94 0.0090
2,000
#+ 0 1} 0 0 0 6
# 0 0 0 0 0 0
1) Distilled water
URO : Urobilinogen (— 1 0.01 +:1.0 + :2.0 4 :4.0 # : =8.0 Ehrlich unit/dl)
OB Occult blood (— : Negative =+ : Very slight + @ Slight 4 . Moderate # : Severe)
BIL : Bilirubin (- Negative + : Slight +# : Moderate # : Severe)
KET : Ketone body (= :0 +:5 + 115 # 040 # : =280mg/dl)
GLU : Glucose (=20 *+:0.1 +:0.25 #:0.5 #: =1.0g/dD
PRO : Protein (=0 +£:0~30 + .30 #0100 # : =300mg/dl)

SG : Specific gravity

72,

Z DA, 100mg/kg BEDMEIZ -7 0 7)) MENKAE
DAL NTA, FHEORERIZIZHEL A ZER L, &
M EBRD D 2EL TR v e M I Nz, F 72,
W EWE %582 LDH, CPK, 8t ) L E “ 1, oy~ 7
7)) U Ml, LTI E, Cafl, ClLIEENEED:
AL iLzhy, Wi AEMEME eV EL L EET
»HY, BRENLELEHKE N,

10. wEFH%ZE (Table 4, 5)

B TIE, 100mg/kg L DB MR B DR
PHBICKTFL TALNZ, Zof, HEBWERSH
KRB B, RETORREH, TEROKE
B L HREHI ALY, TN HERMHEEL
WHOIBRENREETHY), WBWEKRSICLELNTIE
T LM N7z, B, MEBEICKHEE - BEEERD
N, LEEDIRE S L OB ALz,

BEEETII, 100mg/kg LL DB MHIZ NEY
REAITER ENEWERE L 2EB DM - BN
EBOEMHEI A LN, ZOM, BRWERERCE
& TEAROENEENEME, i, BB OENEEN
BAEA A S L7205, WTFNL EFNTNHREDOENTER
HHVIIHENERICER L, EHFERNICE®RDH D
L TIZ v &S Lz,

MBEERE TR, 2BICERBRWEREIC LD E
ZLbNBATRIIEBD SN L -7z, HREEDDWIZ
BREMRELT, R, BB M R 55 EE
) >ooE, FER, BEEEK BINLIR, BN, BIBB L
UTEEKICATRA LN,

m. # =

SY5555 A7 v b RV KEHREIC & 5 BB
ZRRETT 5 20102, 100, 45038 & 12,000mg/kg % 2618
FIRERO#%S L, ZoMic—iRERE, KE - %
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Table 1-4. Urinalysis in female rats treated orally with SY5555 for 26 weeks
D
0s¢ URO OB BIL KET GLU PRO pll SG
(mg/kg)
- 11 11 11 11 11 1 N 11 11
+ 0 0 0 0 6 Mean 7.32 1.0141
Control”
0 + 0 0 0 0 0 4 SD 0.56 0.0030
+ 0 0 0 0 0 0
H 0 0 0 0 0 0
- 12 12 12 12 12 0 N 12 12
+ 0 0 0 0 4 Mean 7.50 1.0138
SY5555
100 + 0 0 0 0 0 7 SD 0.88 0.0068
+ 0 0 0 0 0 1
# 0 0 0 0 0 0
- 12 12 12 11 12 2 N 12 12
+ 0 0 1 0 3 Mean 6.88 1.0175
SY5555
450 + 0 0 0 0 0 5 SD 0.71 0.0075
+ 0 0 0 0 0 2
# 0 0 0 0 0 0
- 12 12 12 12 12 1 N 12 12
+ 0 0 0 0 3 Mean 6.67 1.0233**
SY5555
+ 0 0 0 0 0 6 SD 0.86 0.0065
2,000
#+ 0 0 0 0 0 2
H 0 0 0 0 0 0
** p<0.01: Significantly different from the control group (Dunnett’s d test)

1) Distilled water

URO : Urobilinogen (— :0.01 *:1.0 +:2.0 4 :4.0 # @ =8.0 Ehrlich unit/dD

OB : Occult blood (— : Negative =+ : Very slight + : Slight 4 : Moderate # - Severe)
BIL : Bilirubin (— : Negative + ! Slight +# : Moderate # : Severe)

KET : Ketone body (— 0 *:5 + 15 # 40 #  =80mg/dD)

GLU : Glucose (=20 +=:0.1 +:0.25 #:0.5 #:=1.0g/dD

PRO : Protein (=20 x£:0~30 +:30 #1100 # @ =300mg/dD

SG : Specific gravity

fEE - fUKBRIE, BREARE, RREZ, Lk
I AR, ERIRE, MBILFRIRES L O
HERE 21T 72,

— R BE T450mg/kg LU EDBRICEKAE X SOKE O
i, FREAIRE T100mg/ kg UL EDREIC A 7
bz b WERBDILRE EBOMMI A LN,
IN LB PIAEWE % RERES L 2B LIFLIE
ALNB*LNT, BRMEERNEICL2bNEE
2615, 72,2,000mg/ kg BEOBEIZ BRE NIKE M
Hflh A b N7z, FBENEERIIHREE BICEEC
KT L72D, FOBIZHALLLEHIAELNL -T2
ZEHs, RBOKERIMEMGEIIEREIC L 5 k8%
MEEHRNING,

M LERIRREE T450mg/ kg L EDBEIZ g B LUy
-7a 7y DBRENRL L ENEFNDLENMET

A1, 2512,2,000mg/kgBIC b)) 72T 4 FD
BT, 8% > ot8rasnr, EWE 2 RER
532 L BNMEEENIZILL, v-7 27 )y hEsT
BIENHLENTEND, y-7a7)) oA iEAN
HEFERNZTILICE D R LDTHBEEEZ LN
5, %7, 8-70 7)o, yv-GTPBLU M) 7
74 FOEKT, EHR) > ERICO>NTE, T
NOFBED N LNEILEBET AL EZ LN 58
B ABICH L2 LB IZALNT, EBELEEHBE
TlE W EHEZIND,

2,000mg/kg BICREEN LA A LNI2H, RE
DEY, RPEFREOPEMENNMN, BHEGHZEE
AN, BEELHELIIEZ b\, £72,2,000
mg/kgBHic7 vt by RHOBEDIERY AL
nrzhs, RMERE, ~E7obrBEBLIUO~N=}F7
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Mal Table 1-5. Urinary sediments in rats treated orally with SY5555 for 26 weeks
ale
Dose
Grade WBC RBC SEC AMP CAP NAU UA Other
(mg/kg)
- 6 6 6 5 6 6 4 5
Control” + 0 0 0 1 0 0 1 1
0 + 0 0 0 0 0 0 1 0
# 0 0 0 0 0 0 0 0
- 6 6 3 2 6 6 6 3
SY5555 + 0 0 3 3 0 0 0 0
100 +#+ 0 0 0 1 0 0 0 1
H# 0 0 0 0 0 0 0 2
- 6 6 6 1 6 6 6 4
SY5555 + 0 0 0 5 0 0 0 0
450 + 0 0 0 0 0 0 0 2
# 0 0 0 0 0 0 0 0
- 6 6 5 3 6 5 6 4
SY5555 + 0 0 1 3 0 1 0 1
2,000 ++ 0 0 0 0 0 0 0 0
H 0 0 0 0 0 0 0 1
Female
Dose
Grade WBC RBC SEC AMP CAP NAU UA
(mg/kg)
- 6 6 6 3 6 6 5
Control" + 0 0 0 3 0 0 1
0 + 0 0 0 0 0 0 0
# 0 0 0 0 0 0 0
- 6 6 6 1 5 6 6
SY5555 + 0 0 0 5 1 0 0
100 ++ 0 0 0 0 0 0 0
# 0 0 0 0 0 0 0
- 6 6 6 2 6 6 6
SY5555 + 0 0 0 4 0 0 0
450 + 0 0 0 0 0 0 0
# 0 0 0 0 0 0 0
- 6 6 6 2 6 6 6
SY5555 + 0 0 0 3 0 0 0
2,000 +#+ 0 0 0 1 0 0 0
# 0 0 0 0 0 0 0
1) Distilled water )
SEC : Squamous epithelial cell (=:0 +:1~20 4 :21~50 H# : more than 51)
AMP : Ammonium magnecium phosphate (—: 0 +:1~10 + :11~20 # : more than 21)
CAP : Calcium phosphate (=10 +4+:1~10 4 :11~20 # : more than 21)
NAU : Sodium urate (=:0 +:1~10 4 :11~20 # : more than 21)
UA : Uric acid (=:0 +:1~10 4 :11~20 # : more than 21)
Other : Spermatozoa (=:0 +:1~20 4 :21~50 # : more than 51)

Renal and transitional epithelial cells were not observed in all animals examined.
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Table 3-1. Blood chemical values in male rats treated orally with SY5555 for 26 weeks

Dose AST ALT LDH vy-GTP ALP CPK BUN CRN GLU TGL
(mg/kg) (mU/ml) (mU/ml) (mU/ml) (mU/ml) (mU/ml) (mU/ml) (mg/dl) (mg/dl)  (mg/dl) (mg/dl)
N 12 12 12 12 12 12 12 12 12 12
Control?
0 Mean 54.3 27.1 90.0 0.60 64.1 69.6 13.2 0.345 194.3 223.1
SD 10.1 5.7 85.4 0.26 15.2 26.4 1.7 0.061 27.1 61.3
N 11 11 11 11 11 11 11 11 11 11
SY5555
100 Mean 55.3 24.9 63.1 0.55 63.1 62.6 12.8 0.364 197.5 201.2
SD 8.3 5.6 47.9 0.13 22.0 16.1 1.3 0.052 12.2 102.7
N 12 12 12 12 12 12 12 12 12 12
SY5555
450 Mean 75.3 30.9 154.3 0.59 54.6 86.8 13.1 0.363 201.0 232.8
SD 34.5 6.1 172.3 0.20 10.8 34.6 1.2 0.065 24.2 136.5
N 12 12 12 12 12 12 12 12 12 12
SY5555 -
2,000 Mean 52.8 25.6 43.8 0.34** 56.1 62.8 13.5 0.342 196.7 145.0#
' SD 11.3 6.0 22.2 0.18 9.7 11.9 1.8 0.051 20.8 49.6

Table 3-1. (Continued)

Dose PL T. CHO T.BIL TP ALB A/G ALPHA1 ALPHA2 BETA GAMMA
(mg/kg) (mg/d)  (mg/dl) (mg/dl)  (g/dD) (g/dl) (g/dl) (g/dl) (g/dl) (g/dl)
N 12 12 12 12 12 12 12 12 12 12
Control?
0 Mean| 165.5 107.8 0.099 6.07 3.14 1.082 1.315 0.415 1.010 0.173
SD 27.0 20.1 0.038 0.17 0.16 0.107 0.198 0.041 0.065 0.046
N 11 11 11 11 11 11 11 11 11 11
SY5555
100 Mean| 153.8 99.7 0.108 5.93 3.07 1.084 1.388 0.383 0.953 0.125
SD 32.7 21.8 0.030 0.16 0.11 0.096 0.108 0.041 0.101 0.063
N 12 12 12 12 12 12 12 12 12 12
SY5555
450 Mean| 151.2 100.5 0.127 5.89 3.04 1.081 1.454 0.395 0.905** 0.093**
SD 26.7 18.8 0.025 0.26 0.19 0.154 0.315 0.040 0.078 0.044
N 12 12 12 12 12 12 12 12 12 12
SY5555
2,000 Mean| 135.0 92.3 0.095 5.92 3.11 1.110 1.409 0.422 0.881** 0.094**
! SD 26.3 19.5 0.022 0.19 0.12 0.076 0.186 0.036 0.053 0.050

Table 3-1. (Continued)

Dose ALB% ALPH1% ALPH2% BETA% GAMMA%  IP Ca Fe Na K Cl

(mg/kg) (%) (%) (%) (%) (%) (mg/dl) (mg/dD) (ug/dl) (mEq/l) (mEq/l) (mEq/l)
N 12 12 12 12 12 12 12 12 12 12 12

Control?
0 Mean| 48.48 23.18 7.31 17.93 3.10 5.56 9.72 138.2 140.5 4.803 103.8
SD 3.68 3.24 0.79 1.42 0.89 0.60 0.31 28.8 2.0 0.587 0.9
N 11 11 11 11 11 11 11 11 11 11 11

SY5555
100 Mean| 47.91 25.40 6.99 17.40 2.30 5.54 9.59 125.2 141.1 4.661 102.9
SD 2.52 1.56 0.78 1.57 1.13 0.40 0.30 26.8 1.0 0.253 1.5
N 12 12 12 12 12 12 12 12 12 12 12

SY5555
450 Mean| 47.67 26.59 7.33 16.69 1.73** 5.73 9.78 128.5 140.3 4.889 102.6
SD 3.65 4.88 0.96 1.63 0.88 0.42 0.29 26.1 1.6 0.241 1.2
N 12 12 12 12 12 12 12 12 12 12 12

SY5555
2 000 Mean| 49.32 25.39 7.63 15.92**  1.74** 6.37** 9.81 142.0 140.9 4.579 102.4
’ SD 1.62 2.62 0.83 1.15 0.91 0.60 0.20 22.8 1.4 0.339 1.7

# p<0.05 : Significantly different from the control group (Dunnett type mean rank test)
** p<0.01 : Significantly different from the control group (Dunnett’s d test)
1) Distilled water
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Table 3-2. Blood chemical values in female rats treated orally with SY5555 for 26 weeks
Dose AST ALT LDH y-GTP ALP CPK BUN CRN GLU TGL
(mg/kg) (mU/ml) (mU/ml) (mU/mlD) (mU/ml) (mU/ml) (mU/ml) (mg/dl) (mg/d) (mg/dD) (mg/dl)
11 11 11 11 11 11 11 11 11 11
Control®
0 Mean 93.6 52.0 75.5 0.83 30.8 51.5 14.2 0.388 165.5 161.2
SD 45.9 22.4 54.6 0.60 16.2 10.1 1.7 0.051 19.1 89.1
N 12 12 12 12 12 12 12 12 12 12
SY5555
100 Mean| 99.4 52.3 141.9* 0.67 27.8 81.0% 15.2 0.378 173.1 136.4
SD 41.2 32.9 66.7 0.42 12.4 29.6 2.2 0.060 22.5 95.5
N 12 12 12 12 12 12 12 12 12 12
SY5555
450 Mean 93.8 38.2 155.1** 0.48 28.1 91.84# 14.6 0.395 168.8 121.5
SD 69.3 17.3 58.4 0.17 13.2 23.0 1.3 0.078 18.8 76.1
SY5555 N 12 12 12 12 12 12 12 12 12 12
2 000 Mean| 96.8 38.4 140.2* 0.41# 22.0 83 .81t 13.8 0.378 174.3 112.8
’ SD 75.3 23.3 65.6 0.17 6.3 24.0 2.1 0.100 24.9 51.7
Table 3-2. (Continued)
Dose PL T. CHO T.BIL TP ALB A/G ALPHA1 ALPHA2 BETA GAMMA
(mg/kg) (mg/dl) (mg/dl)  (mg/dl) (g/dl) (g/dl) (g/dl) (g/dl) (g/dl) (g/dl)
N 11 11 11 11 11 11 11 11 11 11
Control?
0 Mean| 204.7 111.9 0.233 6.97 4.16 1.491 1.148 0.400 1.043 0.212
SD 44.9 32.5 0.042 0.43 0.32 0.155 0.200 0.060 0.068 0.050
N 12 12 12 12 12 12 12 12 12 12
SY5555
100 Mean| 174.3 96.6 0.220 6.70 4.02 1.501 1.149 0.374 0.948* 0.208
SD 45.9 23.9 0.026 0.50 0.34 0.121 0.170 0.029 0.076 0.044
N 12 12 12 12 12 12 12 12 12 12
SY5555
450 Mean| 195.1 112.1 0.216 6.85 4.15 1.541 1.223 0.389 0.900** 0.187
SD 55.0 34.7 0.032 0.65 0.41 0.114 0.223 0.024 0.079 0.035
N 12 12 12 12 12 12 12 12 12 12
SY5555
2 000 Mean| 202.5 120.6 0.189** 6.95 4.18 1.508 1.348* 0.408 0.846** 0.170
' SD 40.7 32.7 0.018 0.49 0.33 0.103 0.123 0.041 0.088 0.059
Table 3-2. (Continued)
Dose ALB% ALPH1% ALPH2% BETA% GAMMA% 1P Ca Fe Na K Cl
(mg/kg) (%) (%) (%) (%) (%) (mg/dl) (mg/dl) (ug/dl) (mEq/1) (mEq/l) (mEq/l)
N 11 11 11 11 11 11 11 11 11 11 11
Control"
0 Mean| 54.95 18.45 6.38 16.79 3.44 5.01 10.19 311.4 140.4 4.058 103.7
SD 3.72 3.18 0.71 1.61 0.87 1.10 0.25 50.7 1.1 0.263 2.5
SY5555 N 12 12 12 12 12 12 12 11 12 12 12
100 Mean| 56.83 18.41 6.05 15.37 3.34 5.50 10.12 331.8 140.1 4.185 103.6
SD 1.71 1.33 0.55 1.80 0.64 0.79 0.28 70.2 0.9 0.455 3.5
SY5555 N 12 12 12 12 12 12 12 12 12 12 12
450 Mean| 57.87 18.95 6.13 14.12** 2.94 5.52 10.48 312.2 140.3 4.108 101.6
SD 1.63 1.70 0.62 1.37 0.64 0.72 0.43 71.9 1.4 0.406 2.9
SY5555 N 12 12 12 12 12 12 12 12 12 12 12
2 000 Mean| 58.38%# 20.23 6.14 12.73** 2.53* 5.77 10.68** 323.9 140.0 4.038 99.7**
' SD 1.64 0.78 0.61 1.16 0.84 0.61 0.35 55.0 0.9 0.502 2.2

# p<0.05, ## »<0.01: Significantly different from the control group (Dunnett type mean rank test)
* p<0.05, ** p<0.01: Significantly different from the control group (Dunnett’s d test)
1) Distilled water
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Table 4-1. Organ weights in male rats treated orally with SY5555 for 26 weeks

Dose Body weight] Caecum Caecum" Liver Heart Pituitary
(mg/kg) (g) (g) (g%) (g) (g%) (g) (g%) (mg) (mg%) (mg) (mg%)
Control? 12 12 12 12 12 12
Mean| 710.69 1.608 0.2282 4.542  0.6490 19.668 2.7682 | 1,765.0 249.80 16.30 2.309
0 SD 83.24 0.204 0.0325 0.753  0.1390 2.509  0.1582 179.3 24.33 1.74 0.249

N 12 12 12 12 12 12
SY1505055 Mean| 667.21 2.189 0.3341# [10.925 1.6897 17.878  2.6828 | 1,676.9 253.21 17.93 2.719
SD 89.05 0.398 0.0828 3.101 0.6678 2.513  0.1872 242.0 33.17 3.60 0.574

N 12 12 12 12 12 12
SY4555055 Mean| 669.63 2.602## 0.39314#|19.679#4% 2.9920##| 17.711 2.6169 | 1,673.1 251.19 16.69 2.486
SD 76.88 0.380 0.0744 5.258  0.9532 4.291 0.3517 142.7 18.51 3.28 0.359

. N 12 12 12 12 12 12
SzYzzgs Mean| 621.07 4.47984% 0.7397##|36.0004# 5.8614##| 16.958 2.7276 | 1,561.5 252.89 17.36 2.815*

! SD 78.91 0.782 0.1847 [13.800 2.2948 2.716  0.2442 189.4 27.99 2.59 0.417

Table 4-1. (Continued)
Dose Thyroid Submax. gl. Epididymis Prostate Spleen Thymus
(mg/kg) | (mg) (mg%) | (mg) (mg%) | (mg) (mg%) | (mg) (mg%) | (mg) (mg%) (mg)  (mg%)
12 12 12 12 12 12
Control?
34.93 4.942 747.8 105.96 | 1,414.3 200.69 | 1,124.8 159.33 859.2 121.82 193.3 27.33
0 4.75 0.661 71.6 10.85 146.9 25.16 212.5 30.48 136.4 19.99 59.0 8.13
12 12 12 12 12 12
SY5555 35.30 5.394 751.1 114.41 | 1,396.7 213.83 941.5 144.21 814.3 122.73 206.7 30.76
100 3.82 0.978 94.6 21.26 133.0 41.13 321.0 53.63 161.8 21.32 88.4 11.39
12 12 12 12 12 12
SY5555 -
31.79 4.778 752.8 113.10 | 1,487.5 224.65 940.2 141.31 881.4 132.35 171.7 25.65
430 5.04 0.799 90.2 13.95 140.2 31.78 268.0 37.69 125.2 18.46 36.8 5.00
12 12 12 12 12 12
SY5555 31.60 5.149 754.7 123.16 | 1,419.5 231.54 997.9 164.15 782.5 126.38 140.2 22.36
2,000 3.31 0.700 52.7 16.72 121.0 31.73 185.2 42.64 102.2 11.49 59.1 8.14
Table 4-1. (Continued)
Dose Brain Testes Lungs Adrenals Kidneys
(mg/kg) (g) (g%) (g) (g%) (mg) (mg%) (mg) (mg%) (g) (g%)
12 12 12 12 12
Control?
2.196 0.3124 3.428 0.4855 1,753.4 248.20 65.3 9.21 3.692 0.5216
0 0.077 0.0333 0.392 0.0578 149.9 20.52 12.6 1.51 0.365 0.0368
12 12 12 12 12
SY5555
2.152 0.3276 3.413 0.5201 1,681.9 255.01 57.6 8.71 3.653 0.5525
100 0.045 0.0429 0.282 0.0807 151.2 32.28 6.6 0.96 0.402 0.0651
12 12 12 12 12
SY5555
450 2.203 0.3328 3.610 0.5460 1,699.5 255.88 59.4 8.92 3.679 0.5501
0.084 0.0381 0.307 0.0795 138.1 26.90 7.4 0.97 0.457 0.0366
12 12 12 11 12
SY5555
2 000 2.157 0.3518 3.441 0.5632 1,588.3* 258.19 62.1 10.22 3.945 0.6390**
! 0.042 0.0399 0.243 0.0911 118.3 26.58 10.1 2.23 0.398 0.0570

# p<0.05, ## p<0.01: Significantly different from the control group (Dunnett type mean rank test)
* p<0.05, ** p<0.01: Significantly different from the control group (Dunnett’s d test)

1) Contained contents

2) Distilled water
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Table 4-2. Organ weights in female rats treated orally with SY5555 for 26 weeks
Dose Body weight Caecum Caecum"” Liver Heart
‘mg/kg) g (g) (g%) (g) g%) (g) g%) (mg) (mg%)
N 11 11 11 11 10
Control? , _ ,
Mean 374.55 1.103 0.2960 3.110 0.8345 8.938 2.3965 1,076.9 288.20
0 SD 26 .80 0.108 0.0360 0.746 0.2111 0.721 0.2429 92.2 34.27

RS 12 12 12 12 12

SY5555 Mean 333.18 1.556 0.4699 7.526 2.2696 8.183 2.4495 991.1 298.74
100 SD 34.72 0.194 0.0628 1.666 0.4978 1.465 0.2950 75.5 19.32

. N 12 12 12 12 12

SY5555 Mean 329.08 1.900#%  0.5801## | 17.133## 5.2727## 8.229 2.4953 962.2 293.42
430 SD 34.72 0.660 0.2225 2.335 0.9935 1.382 0.2736 88.7 21.29

N N 12 12 12 12 12
SY5555 Mean 337.78 2.917¢#%  0.8734## | 21.446##  6.5748## 9.041 2.6663 978.5 291.49

2,000 SD 52.84 0.445 0.1389 6.934 2.4557 2.030 0.2458 134.9 26.07

Table 4-2. (Continued)
Dose Pituitary Thyroid Submax. gl. Ovaries Uterus
‘mg/kg) (mg) (mg%) (mg) (mg%) (mg) (mg%) (mg) (mg%) (mg) (mg%)
Control® 11 11 11 11 11
20.99 5.645 23.05 6.209 469.7 125.90 69.3 18.57 701.5 189.84
0 5.32 1.573 2.65 1.068 33.7 11.55 26.4 7.30 188.6 60.22

. 12 12 12 12 12

SY5555 -

100 19.90 5.964 23.01 6.874 445.3 134.48 66.3 20.22 704.0 212.75
4.73 1.217 4.91 1.005 37.8 13.48 21.6 7.06 149.3 47.69

i 12 12 12 12 12
SYD_SSS 23.57 7.228 24.18 7.356 463.8 141.64 59.6 18.21 753.9 230.53
450 6.35 2.145 5.56 1.561 48.9 15.12 18.6 5.70 200.2 62.82

i 12 12 12 12 12
SY5555 31.69 9.048# 23.99 7.174 460.4 138.26 59.9 18.13 803.7 238.65
2,000 21.48 4.263 3.84 1.077 68.2 24.03 14.1 5.11 143.6 28.18

Table 4-2. (Continued)

Dose Spleen Thymus Brain Lungs Adrenals Kidneys

'mg/kg) ‘mg: 'mg%) | '‘mg  mg%) ‘g) (g%) (mg) (mg%) | (mg) (mg%) (g) (g%)

11 11 11 10 10 11

Control® | _

0 576.9 155.01 178.8 48.45 1.974 0.5301 |1,228.3 328.84 67.6 18.40 2.197 0.5897
143.6 41.29 61.0 17.95 0.059  0.0491 64.9 33.11 12.9 4.38 0.128 0.0597

SY35555 12 12 12 12 12 12
100 531.6 160.41 156.9 47.53 1.979  0.5998 | 1,215.5 366.89 76.8 23.12 2.192  0.6603*
58.8 18.15 45.9 14.96 0.068 0.0673 107.7  34.01 10.5 2.81 0.233  0.0577

R 12 12 12 12 12 12

SY:;)SS 469.9%  143.63 157.1 48.18 1.931 0.5926 | 1,211.9 369.70 67.9 20.75 2.149 0.6551*
65.7 21.23 56.2 17.94 0.050 0.0614 115.6  30.80 9.8 3.09 0.294 0.0803
. 12 12 12 12 12 12
SY5555
2 000 500.3 148.81 144.2 43.32 1.940 0.5876 | 1,218.3 366.96 72.0 21.65 2.411  0.7147**
' 96.0 21.40 33.2 11.38 0.096 0.0991 65.0 48.93 16.6 5.43 0.419 0.0527

# p<0.05, # p<0.01: Significantly different from the control group (Dunnett type mean rank test)
*+ p<0.05, ** p<0.01: Significantly different from the control group (Dunnett’s d test)
1) Contained contents
2 ) Distilled water




CHEMOTHERAPY

128 APR. 1994
Table5-1. Microscopic findings in male rats treated orally with SY5555 for 26 weeks
Organ/ Tissue Dose (mg/kg) ov 100 450 2,000
Findings No. of animals 12 12 12 12
Grade o 1 2 3(0 1 2 3{0 1 2 3(0 1 2 3

Liver

Microgranuloma-like lesion 7 5 0 S S/ S\ S/ 1 2 000

Steatosis w2 00\ /7 S\ S /S 112 00 0

Proliferation of bile duct 11 oo\, /S /S S\ S S 12 00 0
Kidney

Hyaline cast 8 4 0 0/ / /L S\ /S /S 10 2 0 0

Focal atrophy of proximal tubular epithelium 7 s o0 o0\ /S VS S ST 5 000

Small round cell infiltrate in interstitium mnio0o090\\/ - /\ S S 11 00

Inflammatory cell infiltrate in pelvis mw 10 0\, S 7 S\ /S /S 110 2 0 0

Thickening of urothelium 9 3 o o\, /S S NS S S 410 2 000

Dilated pelvocalyceal cavity mwiool\, ~ / /\/ / / /|12 0 0 0
Lung

Foreign body granuloma mioo|\/ S\ /7 /111 0 0

Pleurisy mnwioo\|\/ 2/ VS /S 112 0 0 0

Focal pneumonia m1i1r 00|/ /S S\ S S S 120 000
Heart

Focal myocarditis w2 0o\ S\ /S 12 00 0

Epicarditis w110\ S S NS S S P02 000
Caecum

Granuloma in serosa 1 0 1 01{12 0 0 012 0 0 0|12 0 0 O
Pancreas

Focal pancreatitis 75 o0 o0\\/ /S S\ /S ST 5 00

Mononuclear cell aggregation w2 oo\, /S S\ /S S 12 00 0

Fibrosis of islet 9 3 o o0 |/ /S /S S\ S/ 111 0 0
Lymph node

Granuloma 8 ¢ 0 0|/ S S WS S S ST 5 00
Testis

Atrophy mo o 1w, s J\ /S /7 /112 0 0 0
Prostate

Chronic prostatitis mwio09o0\\/ /2 VS /S 112 0 0 0
Epididymis

Decrease of sperm in ductus epididymis miir oot/ 7 J\ /12 0 0 0
Omentum®

Focal fat necrosis and granuloma /S / /7 Jto 1 0 O\ / / /10 1 0 0

1) Distilled water 2) Unilateral 3) Examined in 2 animals showing pale yellow mass

Grade 0 : No changes, 1 : Slight, 2 : Moderate, 3 : Severe, / : Not examined

No remarkable changes in spleen, thymus, trachea, esophagus, stomach, duodenum, jejunum, ileum, colon, rectum,
submandibular gland, tongue, cerebrum, cerebellum, spinal cord, sciatic nerve, seminal vesicle, urinary bladder,

sternum, femur, muscle, skin, eye-ball, Harder’s gland, mammary gland, aorta, thyroid, parathyroid, adrenal and pituitary
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Table 5-2. Microscopic findings in female rats treated orally with SY5555 for 26 weeks
Organ/ Tissue Dose (mg/kg) o 100 450 2,000
Findings No. of animals 11 12 12 12
Grade o 1 2 3/0 1 2 3|0 1 2 30 1 2 3
Liver
Microgranuloma-like lesion 7 4 0 0|9 3 0 o0/ / / /|8 4 0 0
Diaphragmatic hernia v 0 o 1{12 0 0 o\ / / /|12 0 0 0
Hemorrhage 7 4 0 0|8 3 1 o/ / / /|12 0 0 0
Focal necrosis 8 3 0 0|8 4 0 0|/ / / /|12 0 0 0
Proliferation of bile duct w1 o0 o0f12 0 0 o/ / /S /|12 0 0 0
Kidney
Hyaline cast w1 o oS S S S\ S S S 102 000
Focal atrophy of proximal tubular epithelium w1 o0 o/ A\ / 111 0 0
Thickening of urothelium 74 0 o0\ /S S SN\ S S ST 5 00
Mineralization in renal pelivs 8 3 0 of(/ VS /7 /S /19 3 0 0
Lung
Granuloma and abscess of pulmonary pleura wo o v\ /S S\ S S 112 0 000
Fibrosis of pulmonary pleura wo o v,/ N\ s/ 112 0 0 0
Heart
Granuloma and abscess in epicardium wo o v, o/ /\ S /S 1120 0 0
Fibrosis of epicardium wo v o0/ /S S\ S S 110 2 000
Focal myocarditis m o o o\ ~ S\ / 111 0 0
Pancreas
Focal pancreatitis w11 o of(/S /S /S S\ S S 193 000
Lymph node
Granuloma T4 0 O/ S S SN S S ST 5000
Muscle
Focal atrophy of muscle fiber w1 o o/ /S S\ S 112 0 0 0
Adrenal
Cystic degeneration im0 o o\ ~ /7 S\ /7 / 311 1 0 0
Pituitary
Adenoma in pars distalis 1 0 0 oj11 1 0 o0{12 0 O o011 1 0 O
Focal hyperplasia in pars distalis 1 0 0 oj11 1 0 O0}12 0 0 0|11 1 O O

1) Distilled water

Grade 0 : No changes, 1 : Slight, 2 : Moderate, 3 : Severe, / . Not examined

No remarkable changes in spleen, thymus, trachea, esophagus, stomach, duodenum, jejunum, ileum, caecum, colon, rectum,
submandibular gland, tongue, cerebrum, cerebellum, spinal cord, sciatic nerve, uterus, vagina, ovary, urinary bladder,
sternum, femur, skin, eye-ball, Harder’s gland, mammary gland, aorta, thyroid and parathyroid

)y MEEICHBECRERALNT, ErevE RO ENRRE L 01 » AHBEERR,
LEZ LN, v b ) —BRR SRR
LEDE Sz, ARBEMHTICHT 5 SY5555 niE 2) WFLE, FE @ TH & JULEL TRE—

HEIEH#, %% #FIUS X Lenampicillin

hydrochloride (KBT-1585) /7 v Fic BT 28

HEM S L ' EHERE, Chemotherapy 32(S-8)
X R 35~56, 1984

1) Spicer EJ F:SUNS555 ?F  k % Hiv72 32 A 3) Mrleth, KOHEk, BAMEE, MBHES, FiRE

EMHREIZ100mg/kg LRI N D,
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KER, HD1EZE  Cefuroxime axetil (CXM-AX) 2422~2446, 1989
D7y MZBiT 2REOREEZEFEERE, Chemo- 5) M, KoMk, BAREER, BEHES, FikE
therapy 34 (S-5) : 72~100, 1986 KBR, Hl{E#E . Cefuroxime axetil (CXM-AX)
4) ALEF, A BE ZHEC R¥FEX THEE, D7y Bt 20K 5EEFEMERE, Chemo-
WA—EZ, IUA % Miporamicin 5 b2 BT therapy 34 (S-5) : 176~208, 1986

528 HHEAFE T EZ M AER, Jap J Antibiot 42 :

Twenty-six-week oral repeated dosing toxicity study of SY5555 in rats

Taehito Ochiai, Yosinori Sasaki, Yoko Shimazaki, Keiji Yamamoto,
Hideshige Kato, Satomi Nakada and Tadahiko Otaka
Suntory Bio - Pharma Tech Center
2716-1 Kurakake, Akaiwa, Chiyoda-machi, Ohra-gun, Gunma 370-05, Japan

A 26-week oral toxicity study of SY5555 was performed in SD rats at dosage levels of 100, 450 and 2,000
mg/kg/day. Soft feces, increased water consumption and a slight decrease in serum g-globulin were
observed at 450 mg/kg or more, and soil around the anus accompanied with soft feces, slight suppression of
body weight gain, slight decrease in food consumption, an increase in urinary specific gravity, slightly
prolonged prothrombin time, decreases in serum y-GTP and triglyceride, and an increase in serum inorganic
phosphate were observed at 2,000 mg/kg. Enlargement and increased weight of the caecum was observed at
100 mg/kg or more.

Although the changes were observed in the caecum at 100 mg/kg, these changes were considered to be
caused by changes in the bacterial flora in the gastro-intestine when treated with antibiotics. Therefore, the
non-toxic dosage level was estimated to be 100 mg/kg/day under this experimental condition.



