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Table 1 Experimental design in monkeys treated orally with KW-1100

(Subacute toxicity)

(Chronic toxicity)

Sex Drug (n?:/sfg) E-\\:;n?:ls Sex Drug (n?;jkeg) ?\:imoafls

Saline 3 Saline 4

Male KW-1100 80 3 KW-1100 20 4
KW-1100 160 3 Male KW-1100 80 4

KW-1100 320 3 KW-1100 160 4

Saline 3 KW-1100 320 4

KW-1100 80 3 Saline 4

Female KW-1100 160 3 K1W-1100 20 4
KW-1100 320 3 Female KW-1100 80 4

KW-1100 160 4

KW-1100 320 4
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Fig. 1. Changes of body weight in monkeys treated orally with KW-1100 for 35 days
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Table 7 Histopathological findings in monkeys treated orally with K\W-1100 for 35 days
Doses, Sex and No. of animals
KW-1100 (mg/kg)
Histopathological Saline
Organ 80 160 320
findings
M F M F M F M F
3 3 3 3 3 3 3
Li cl ton] + 3 2 3 3 2 2 3
. s
iver earcytoplasm " 3 1 1
+ 1
Large Parasitic granulation W
intestine sac
Ht 1 1 1 1 2
. + 2 1 3
Anthracosis
+ 1
+ 1
Mineralization +H
Lung H# 1
+ 1 1
Round cell + 1
infiltration g
it 1
. Round cell + 1 1 1 1 1 2
Kidney o .
infiltration ++ 2 1
+ : Very slight # : Slight # : Moderate H##t : Marked
M : Male, F : Female
bhisd o 7e 2) FEE&H
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Table 12 Urinalysis in monkeys treated orally with KW-1100 for 180 days (Male)
Dose Exam. Occult Protein Na K Cl
Drug (mg/kg) days blood pH (mg/dl Glucose Ketone tmeq/1) (meq/1) (meq/D
0 — 7.0£0.8 | 41+41 - + 68+13 94 +47 49+16
Saline 30 - 6.3+0.5 3+3 - H 6835 78168 45+42
1
90 - 6.9+0.6 | 18+14 - + 81+51 53142 54+24
180 - 7.4%0.5 4+2 - - 94+30 44+13 94+38
0 - 6.8+1.0 | 24%13 - + 64+18 71+35 56116
- + + - + + +
KW-1100 20 30 7.0+0.8 | 10%+14 + 66+28 62+55 37+16
90 - 6.5+0.7 9+14 - + 56148 18+19° 49+29
180 - 7.8+0.6 3+3* - - 78+50 20£10%"| 53+24
0 - 7.0+0.8 | 59+49 - + 71+47 | 132%62 58130
- + + — + + +
KW-1100 80 30 6.8£0.5 9+14 H 79+26 61154 53+3
90 - 6.5+0.7 | 18+14 - H 88+23 58+24 10353
180 - 7.8+1.2 3+3 - - 85+19 38420 T4+44
0 - 7.3+£1.0 | 48%35 - + 96 +22 98+38 79162
- + + - + + +
KW-1100 160 30 6.5+£0.6 3+3 + 83+41 53136 53146
90 - 6.6+0.6 3+3 - + 103+52 50140 88+18
180 - 7.6+0.6 4+2 - - 80+56 33+20 90+50
0 - 7.5£1.0 | 18*+14 - — 51+31 84184 42+18
— + + — + + -
KW-1100 320 30 7.0+0.8 3+3 ++ 94167 57+48 34+30
90 - 6.6+-0.8 | 1014 — + 108 +45 45+30 91+37
180 - 6.9+0.9 3+3 - - 92+38 23+12 99+35"
Mean = Standard deviation, *,** : Significantly different from control data, *P <0.05, **P<0.01
*,** . Significantly different from O day, *P<0.05, **P<0.01
— ! Negative, + : Small, # : Moderate
Table 13 Urinalysis in monkeys treated orally with KW-1100 for 180 days (Female)
Dose Exam. Occult Protein Na K Cl
Drug (mg/kg) days blood pH (mg/dl) Glucose Ketone (meq/1) (meq/1) (meq/1)
0 — 7.5£0.6 | 41%41 = — 66119 48+12 41+24
Sali 30 - 6.5+0.6"| 4+2 = +H 67132 47+34 58126
e 90 +  |6.8x1.0 | 9+14 - - 7449 | 43+18 | 60+24
180 - 6.811.3 1+2 - + 997" 42+19 60+ 26
0 - 7.5£0.6 | 30*0 - - 91+10 60+23 50+32
KW-1100 30 — 7.010.8 4£27" - + 45+25" | 48+32 35+16
20 90 + 6.4+0.5" 3+£3" - + 72+19 42+17 80+29
180 - 7.41+0.5 33" — ++ 75132 34+8 70+20
0 - 6.3+0.5% | 11+13 - + 71+18 57+17 34+17
. 30 - 6.3+0.5 4+2 - H 85+41 67151 65+23
KWw-1100 80 90 - 6.8+0.8 213 - - 123+49 54+18 78146
180 - 6.5+1.3 0+0 - + 92+16 20427 46124
0 + 7.0£0.8 | 24=13 - + 10542 79+33 54+13
ey 30 + 6.3+0.5 | 28+48 - + 98 +36 76+17 67+24
KW-1100 160 90 + 6.0+1.4 | 10+14 - + 66 =20 43+16 68136
180 + 6.31£0.9 3+3" - + 74+32 33+17° 97 +34
0 - 6.5+0.6*| 30*0 - + 53+17 95+56 52+32
KW-1100 320 30 - 6.0+0.0 1+£2° - + 81139 42421 67136
90 + 5.81£1.0 4+2°" - + 70+29 25120 65+29
180 + 6.5+0.9 3+3 - +H 77+24 26+8 103+8*"

Mean= Standard deviation,

*

J¥* . Significantly different from control

data, *P<0.05, **P<0.01

*,** . Significantly different from O day, "P<0.05, *~P<0.01
— : Negative, + ! Small, 4 : Moderate
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Table 16 Histopathological findings in monkeys treated orally with KW-1100 for 180 days

Doses, Sex and No. of animals
KW-1100 (mg/kg)
Histopathological Saline
Organ 20 80 ‘ 160 320
findings
M F M F Ml l M F M I
4 4 4 4 4 4 4 4 4 4
Clearevtoplas +| 4 4 4 3 3 3 2 3 3 2
earcytoplasm " 1 1
e 1 2 1 1 1
Vacuolar degeneration  H 1 (| 1
Ht 1
1 1 1 1
Liver Round cell infiltration ;: 9 1
o & s 2 1 1 2 1 1
aryopycnosis " 1 ;
S a 1 1 1 2
PAS positive deposit + 1 1 1 1 1 3 3
1 1 1 2 1 4 1
. o 1 1 2
Increased hematopoiesis +H-
Bone 1t 1
marrow + 1 1
Decreased hematopoiesis H
# 1

+ : Very slight, + : Slight, # : Moderate
M : Male, F : Female

Photo. 1 Bone marrow : Increased hematopoiesis
KW-1100 320 mg/kg

HE x100

(3) FWERAEIRRAE
D FIRTR
NaBR OFERE, NTHEIs & O ORRE, IRH ORI K

O 4 DFTRARD Bz, T S Rk %

RET, REREEGCRET 2T R TIER W & Bbhis,
2) ikl o
Ak Fa Table 14, 156 1278 Uiz, #fkd% 5 ic A

5 EEbNSZELERD SR d 5 7,

Photo. 2 Liver : Increased PAS positive deposition
PAS x40 KW-1100 320 mg/kg

3) MR

WAL % Table 16 1275 L7z, 320 mg/kg BEDME 4
B 3 BT BB O 8 M TTHE (RN R 2> B S BERRD B
7z (Photo 1), ¥ 7<iFHlEN PAS [tk ikig s
160mg/kg DA b o> it CRIEMA L b » TRO L

(Photo 2), & Db &L GizE L T %
NEEHEo1oY g A/ o

L BB



76 CHEMOTHERAPY

OCT 1985

IV. B$EsIUEE

7y MICXLHAN, BEHEEARD ChHiE, KW-
1100 D ic X DA, 1BMEERRE EE L 72

EEEI, HAMEREMETREGE, T, ngek, mdh
MEARZOBD, BrHEEHB CRE, ek, A,
LDH o4, BfioEm i, FHfap PAS iSikmE
DILTEHETH - 720 BEHI X TR penicillinz2~9,
cephem 5R6~10) ZZ D ik ¥B T — AN ERD HIL ST AL
THY, PN X HHNMEEZEOETNC X 5 KINEL
EEZ DN, BHEERESIAICE < 2 b, FREHR
& LTIE 1 % 5T flucloxacillin,?, pivampicillin®,
BT B W T pivmecillinam® TREEDEH@HBED B
TWhe N= Y VAT U EEEC BEY AR L
TV RSN TED, FoEt s G EERR TR
BLTWDHZE0D, BIKDKEIREGIC X - THIEE
W SN b O HEE S, RIS IR T
3BTRS R EFRILRRD b o 7, TAKEN
HEBICE T 2 MERAE OB g T X b R &b
WAL, B RESBEILLRER LSO EE X bNIE
MR IC BV TR ILY OB MITHT 5 EEREG &
B2 EHOEMITHEBR1R —FITRD LI, TD
FRDPAEMERET LR LRSS DT, H1
TlL latamoxef®, cefotetan”, cefoperazone,®, cefotiam
W EETED LN TE D, ARRROREFI R TRE &
VIRF Xz, FFRIEANL. PAS BBM:HE OILFEH D 5
Nico TOFRIET » FTAN, Bt TLidd
BRTED, FEHETKREL, oK X - THk
THZEPORARBECRRT b0 EFEX DN, L
o UMEA LA CIF St 2 R 3 5 2 i 5
nF, RESFIIREIC S VT b IR TR E
PRI BBk oteZ &, RO RA BRL
250001213), Sulbactam' THI/EINTVED, ZhD
OEMTI W T HFHERETRT HEMBRDLNTY
BN L EPDHE L THEEFNERII DRV EF X
bhd,

DEofERL Yy, HaK, BHHEEARe bRCER
BECHRASELNL, EEEEbh3EIZEDLH
b/ L f:o

4 ik
1D & 8 B)OA, R/OEE, WREE, KR

Ko KW-1100 0% et B4 20198 G 1 #Do
VA, Ty b, 4ZCETDLANHEERREIC
F o MICHET LRSI 2 TAK G R, 18
M1 ER . Chemotherapy 33 (S-3) : 43~59,
1985

2) BLDER, I M, BB, BREE
Flucloxacillin sodium D&M 35 X O RHF~DREL,
Chemotherapy 17 : 1523~1532, 1969

3) HEHE 3, #AREME, R T : Pivampicillin o>
SEEREN I X 5 3 i ER , Chemotherapy 22 : 357
~387, 1974

4) B4R IR S VR Y Y A—
Pivmecillinam— 1976

5) HRIERE, b BES, WREEME, 4 K%K - Ba-
campicillin hydrochloride d/&:, otk X OME
738, Chemotherapy 27 (S-4) : 17~29,
1979

6) FIFEFEM, KE ), SEECE, BEEED : 6059
-S OFB/Y N E HHAMTEAB, Chemoth-
erapy (S-7) : 1072~1088, 1980

R BA, EEBR, OB, BIE 6, SR
£ — : Cefotetan (YMO09330) D7 # ¥ H A iTIsi)
% EIR P 526 83 it 5, Chemotherapy 30 (S-
1) : 228~257, 1982)

8) kM, f{th: Cefoperazone (T-1551) 7t
BB Ao 7 =7 4% 17 ) ImARNESEAN
A8k , Chemotherapy (S-6)28 : 2562~267, 1980

9) Woup, J.S.; J.S.WeLLes, N.V. Owen, W. R.
GissoNn & D.M. Morron : Toxicological evaluation
of cephamandole nafate in laboratory animals. J.
Infect. Dis. 137 (Suppl.) : S 51~S59, 1978

10) WeLLEs, J. S. ; R.O.Froman, W.R. GiBson, N.
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11) %% — : Cefotiam (SCE-963) offigit:¥ X
OEME B, Chemotherapy 27 (S-3) : 163~
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12) SBHEE, AR EEHE, BRSNS, ZHBE -
BRL 14151 K 3 X o8 BRL 25000 o &k X O
Hak#EME, Chemotherapy 31 (S-2) : 113~
141, 1983
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SAFETY EVALUATIN OF KW-1100. (II)
SUBACUTE AND CHRONIC TOXICITY IN CRAB-EATING MONKEYS

Takasur Saniyyo AND Taxkasut DeEGucH!
Safety Research Labolatory, Kyowa Hakko Kogyo Co., Ltd.
Isao Narama AND MiNoRU SaITHO
Hamamatsu Seigiken Research Co., Ltd.

Subacute and ‘chronic toxicities of KW-1100 were studied in crab-eating monkeys.

1) Subacute toxicity test

Three groups of monkeys, 3 males and 3 females in each, were given KW-1100 orally every day for 35
days. The dose levels were 80, 160 and 320 mg/kg.

Another group of monkeys served as a control and received saline.

No animales were found dead during the experiment. A dose dependent increase in loosed feces and diar-
rhoeas were seen in dose groups, and the vomiting were also seen in 160 and 320 mg/kg groups.

A decrease of total serum protein was observed in the 320 mg/kg groups.

The hematology, urine analysis and histological examination did not indicate any damage caused by the tre-
atment.

2) Chronic toxicity test

Four groups of monkeys, 4 males and 4 females in each, were given KW-1100 orally for 180 days. The
dose levels were 20, 80, 160 and 320 mg/kg. Another group of monkeys served as a control and received sa-
line.

No animals were found dead during the experiment. A dose dependent increase in loosed feces and vomit-
ing were seen in 160 and 320 mg/kg groups.

The anemia was seen in 2 females of 320 mg/kg group. A decrease of LDH were seen in 320 mg/kg group.
The histological examination revealed that increased hematopoiesis and PAS positive deposition in hepatocytes.

Other findings were incidental observation without any relation to the treatment and without any importa-
nce for the evaluation of toxicity of KW-1100.



