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(1) WmB4 : 77U [ Cephapirin ]
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YN, FOABREOWFRIEHN SN TND,
b MHERKSE LTL, A ToREHINTND,

(3) (L4 L OCASE 75
(6R, TR)-3— (Acetyloxymethyl) -8-oxo—7-[ (2—pyridin—-4-
ylsulfanylacetyl)amino]-5—-thia—1-azabicyclo[4. 2. 0]oct-2-ene—2-
carboxylic acid (IUPAC)

5-Thia—-1-azabicyclo[4. 2. 0]oct—2—ene—2-carboxylic acid, 3-

[ (acetyloxy)methyl]-8-oxo—7-[[2-(4—pyridinylthio)acetyl]amino]-, (6R, TR)-
(CAS : No. 21593-23-7)
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dﬁ_N — o\rﬁm

O~ "OH
A S Cy7H17N;06S,
A S 423. 47


NNNXB
資料１－１


(5) 3

1 A FER OV &
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[ 3 GBI e OV P 7 1 {1 PRSI
R VEFL % IZ 15 B 1E 24 72 0 200 pNES| th
{ N3 - M TE
FRrU YA ;3 - e (2L : 96M5[H)
(J1fl) D&% 120 kR <
Gy 2T * QARIFLENICIEAT B vears 4H
LR EAH L it . (7L : 9BRERE)
77U =77 L PEFLZIC 1 1A 72 1 300 mg o 4\
FRUTARDY | WALTWS | () 0ok (FL =Yooy (3L« 13285
T R=YrrE | bOIKRD, ) | IZOWTIF20 ngD i) % B 2k
RS TS ZOFIMB CHRIALENICIEA | .
LB A +5, e
427
1H&EE LCISFEIY Y K (3L : 4yless
N 300 mg (Hfff) PEEFILENIC TR
77U — FEAT S, =77 L. 2WeRi30A 428
HFTUE L |mERLE, R A IR
HomyeTs | B4R )
o WIHLLTWND —
FLEEAH] IAE L LTC1ELIRIYS-D
HOEERLS, ) B 21H
300 mg (ffi) OBELEMNIZ| ==— N
WEAT B, L. SfaisE | v—sv k| 7
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2. XHREMWCIIT DR AR
(1) st o
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AR, s, B OISOV T, 3B 680%7 & o THIt T 5., A5G, /)
B e NFLEIZ DWW TR, B BH80% 7 & o THIH L., 3 Tlkierd3 5,
Bacillus stearothermophilus var. calidolactis C-953% \WT="A4 47 vt A T
E'mT D,

EEIRBA : 0.03 mg (J1ffi) /kg

(2) Zerdaliiii
@O F& RV RZ A R, ME2~6nklin, WILRF, (RE438~643 kg, 69H/KFR) (C
77 €Y T N U ARG & D HLBEEAAZS HRFLENE S (200 ng ()
fl) /355 Xi%400 mg (Afif) /5355, 30 mICHESE) L, R 52 R O8I, I
(Z1, 2, AROSARBICERIRL MG, RGPl (Rt 52 OSSR, I ONT 1
C2RRBICONTHEAAL AT =L D8E) | Bk, NMEEOHLECET5E7 7
BV VREZAAAT A THELL (D) o GKGRHGEEE, 1992)



£ WHCE77E)UF P Y ARIAMLBENEGZORETOE T 7 © U L

(mg (JIfM) /kg)

w5 & B &P A% IRE ] & 5% B
%ﬁ:*# (mg (jj{ﬂﬁ) 2><1 8><1 1><1 2><1 4)(2 5><2
/57 R)
» 200 - - - - <0.03(6) -
A
400 - - - - 0. 03(3) <0. 03(3)
200 - - - - 0. 03(6) -
il
400 - - - - 0. 03(3) <0.03(3)
<0.03(3), 0. 03(3),
200 0. 06~ 0. 03~ 0. 03(6) 0. 03(6) 0. 03(6) -
0.09(3) 0.06(3)
Jikg 4
<0. 03, <0.03(2),
400 0.11~ 0. 04~ 0. 03(6) 0. 03(6) <0.03(3) <0. 03(3)
0.30(5) 0.32(4)
" 200 - - - - 0. 03(6) -
B
400 - - - - <0.03(3) <0.03(3)
200 - - - - <0.03(6) -
TN
400 - - - - <0.03(3) <0.03(3)
0. 04~
200 - - - - -
o 0. 36 (6)
LA
0. 16~ 0.13~
400 - - - -
0.20(3) 0.28(3)

BT AT ESUTIATIEOHPH 275 L, FRIE R i E Z 7~ 7,

M1 AT T —IZ X DRI

%2200 mg (Jifil) /3R GRS HOWTIE, K454 A% IZ68HD HRUB 2 £ B L. 400 mg (JJf)
/R GEEC OV TR, B 54 % U B I 38D bl 2 B L 72,

EEFRAR :0.03 mg (Jifh) /kg

- otre T

@ FHA (B ARZA FAR, MES~6isin, HLFLRF, (RE444~684 kg, 88H/KFm) (Z

77 Y RO TF U EERS T A IEFEARZ B EHLENEE (300 mg (]
2. 3.
21 D29 H IR ICEREL L 7=, IERA. NPl (B 5-8REf, W ONZ1, 2R U8B HZIZ DWW
TIINRA AT = L8 | B, DNMEEOAFEICBITAE7 7 U RELE N

i) /535 X13600 mg (i) /535, 457 BicHh) L, H&G8HFfH], TN,

AFT kA THELE (FR2) .

(7GR

FHERE 1992)




#2, AFITE T 7 Y NPT HARLEAE S5 OB 0T 7 7 U R

(mg (i) /kg)

w5 & e 514 RE R B 5% B
git*)P (mg (jj{ﬂﬁ) 8><1 1><1 2><1 3><1 21)(2 29><2
/57 R)
» 300 - - - - <0.03(4) <0.03(4)
Al -
600 - - - - <0.03(3)*3 | <0.03(4)
300 - - - - 0. 03(4) <0.03(4)
il -
600 - - - - <0.03(3)*3 | <0.03(4)
<0. 03, <0.03(3),
<0.03(7),
300 0. 04~ 0. 04~ 003 <0. 03(8) <0.03(4) <0.03(4)
" 0. 18(7) 0. 08(5) '
JF-Hiek
<0.03(3),
0.07~ 0. 03~ , ]
600 3 3 0. 03~ <0.03(7)* | <0.03(3)% | <0.03(4)
0. 30(7)*3 0.12(7) %3 ,
0. 07 (4) %3
" 300 - - - - 0. 03(4) <0.03(4)
B ”
600 - - - - <0.03(3)*3 | <0.03(4)
300 - - - - <0.03(4) <0.03(4)
TN —
600 - - - - <0.03(3)* | <0.03(4)
<0. 03, <0. 03,
300 - - - - 0. 49~ 0. 03~
o 1.08(3) 0.25(3)
L=
<0. 03,
0. 54~
600 - - - - ] 0.03~
1.00(3) %
1.24(3)

BT AT ESUI AT IEOHPH 275 L, FRIIE R i E Z 7~ 7,

M1 AL T T —IZ X DRI

%2 FEH21 K O29AZICOWTIL, F4EN LB AR LT,

%3 600 mg (Jiflh) /O FEHEERAZOWTIX, TTIEEAZRD - 1EAZ R,

EREMES : 0.03 mg (i) /kg

- T

@ FHA4 (B RHX A F, ME2~65E0n, WELEF, (KE500~697 kg, 6HH/FF) 2k~
7V T NI T AERNSG ETDIHEEAREIHEFENES (200 mg (J71H)

/oY AE400 mg (D)) /5355, 33B5CH#G) L. mefédxh0, 1,

2, 3, 4% U5H

BIZIH2EEFBR L-HAICBT A2 778 VEEEZ LT v A4 THIE L

(33)

o UK

FHERE, 1994)




#3. AR T 7BV T B Y U AESHMAENRSRORFOL T 7 £ ) R

(mg (JIfM) /kg)

Beh-& A& 5% B
Faw s (mg (J71il) 0 1 2 3
/575D 4 i 4 i 54 Ll A
<0.03(3),
63. T~ 2.1~ 0. 25~
200 0. 06~ <0.03(6) | <0.03(6) | <0.03(3)
B 112. 4(6) 5.9(6) 0. 74 (6)
FL 0.10(3)
107. 9~ 2.9~ 0. 14~ 0. 03~
400 <0.03(6) | <0.03(6) | <0.03(3)
179. 8(6) 8.5(6) 0.95(6) 0.16(6)
BT W ST AT O®E 2~ U, fEIN ISz w7,
MK EIABOAIZHOWTI, 3EEL DB ERER L 72,
B 54K OB B IO\ T,
FEEFREAR :0.03 mg (JUl) /kg
@ FHA R AREA FER, MES~Tisklhn, EYREZFLIE, fRKEE545~780 kg, 6IH/HE)
27 7Y RO TF BN E T HHEEARE HEFLENE S (300 mg
(J3fl) /45355 X1%600 mg (Jifil) /725, 4 mEC&E) L, 2ik0, 1, 2, 3, 5K
THRICBERLIZAICRB T2 7780 VIBEEZASA LT v THIE L (F4) .
KFEHFEE R, 1992)
F4. BBy ) RO F R HEFENRGZOREN O T 7 vV RE
(mg (JJf) /kg)
Bh & Srith B AR
%it*/l’ (mg (jjﬁﬁ) 0>Z<1 1 2><2 3>I<2 5><2 7>:<2
/575D
<0.03(5),
300 o 0t <0.03(6) <0.03(3) <0.03(3) <0.03(3) <0.03(3)
? <0.03(5), <0.03(5), <0.03(2), <0.03(2),
600 <0.03(3) 0. 03(3)
0. 32 0.48 0.21 0.08

BAEI I e % R L, BRI RS & 7R T,
31 300 mg (Jiff) /SEHFGEECHOWTIL, #528~41 0%, 600 mg (Jiflh) /3 EEGRECH
WL, #518~36H %,

2 k2, 3. 5RO HZIZHOW T, &K38AN D

EREMER :0.03 mg (Jiffi) /kg

Ak PR L7,




® A U/ 12T 7 B N F U B ARG &5 E NG 2 HE
FEAESG (500mg (Off) /8H) L. #&51, 2 O3B LI-mAL I8N, BT
IR OERICH T D57 7 ) VIREZ S AT v A THE L7 (OHTEDFEAR
) . WIhbEERARB CHo7 (EERA : 0.02 mg () /kg) o
(=2—Y—F K, 1995)

® FA @8EH/RE) Itk 7 7 U ROV F UGS LT D E NG & A
FEANESE (500 mg (i) /80) L. BEHYIEFEALRICEIRLZHIZBIT 5287
TEUVBEEANALT v THE L (OWHEOFEMAK) , 15 CRE %R
7z (0.016 mg (i) /kg) 25, MUTERERF KM TH-72 (EERF 0 0.01mg ()
) /kg) ., (==a2—T—F 2 F, 1995)

3. ADIODEAM

BN AEARE CERIEERTEAS ) FHULREIHEE 1 5 M OFE2HEOHEICES X,
BN EFESHL TEREZ RO 7 7 B R DB R A IC BT, LLFD
EBVFHMI STV D,

(1) FMEFAIADIIZ DOV T
MM 22,6 mg/kg AHE/day
(EhPFE) HEZ >k
(BeH-J71k)  1REH
(FRBROFEEH) di A m R
(HARD) 133 [
ZEARREL 1000 (1B MEFMERER K O S AMERBR N I S TR 2 S C K BB
2% - 10)
ADI : 0.023 mg/kg {AHEE/day

EREEMHARTHEONNOAELOR/MEX, v FOFEFMHHERDT. 51 mg (A
/kg KE/BTH-1-. LHLGAL, COREEMHBROAEREOLALLIFIOEXRE
<. EBRDONOAELIET. 51 575.1 mg (Afi) /ke AE/BOMICHDHEZZ NIz, C
DREFEARELY LRSHRARNT v FOISERERMEMHHRICHE LT, NOAEL
22.6mg (Aff) /ke KE/BNFONTNSD, —A. 41 XOISERBIMEMHRICHS
LVTIE, NOAEL20 mg (i) /ke AE/BATLNTEY. v FOISERBIMEN
FERDNOAEL & U HAE LAY, [IAMCEHERTRE G A X DR BN &M D ADIDERED
BME LTRHBEYTHRWEEZ o=, UEA D, 5y FOISERBEMFEMEHARD
NOAELZADIDEREDIRME LTHRAT A ENBYITHS EFEZA DN,



(Z3%5)

S SN B EE R D in vitroikBR O — T DR RN S S =23, in
vivorkEBR CIERMEDIERNELNT-DO T, B 7 7 VU 3EKIC L > CTHE L 72 3815
FHIZWEER I TS

(2) BAEZFHIADTIZ DN T
ﬁ%wﬁﬁﬁﬁﬁéﬁﬁﬁéﬁﬁFﬂ%%ﬁ%ﬁ%%@%é%?%%@ﬁﬁj@%%
B3 HALTEMIC...*! 0. 000475 mg/mLZ& VT, VICHOBEHIIZ L v . #ASFHAD]
%0.00196 mg/kg {AH/day B L7z,

0.000475*" (mg/ml) X 220*% (g/day)

ADT (mg/kg fATH/day) = , = 0.00196
0.89* X 60*" (kg)

1 MICeare : FEHIDNEMEZRTED 9 B, e b BEIED & 5 J& D FEIMIC500 90%(E FER A D T ERAE
(mg/mL)

%2 FEBANEMDOE (g/day)

* 3 AEMHDFIH FTRE R O &EO Sy E - 10.89) A H,

%4: & POIKRE (kg)

(3) ADIOFREIZDOWT
WA FHIADI D FEMEFRIADI K D /NS B 2 b, E7 7Y U DADIE LT,
0.002 mg/kg AHE/day LR ETH I LN Y TH D &M L=,

4. FESENZBIT DR

JECFAIZE 1T B U A7 §Hid 2 SN TE 57, FEHEEELREIN TV,

KE, BFH, BU, ZFMER=a—T—F 0 RIZOWTHE LR, WTFhoEK
ORI BN T H I EEE AR E SN TN D

5. FEUEfEZR
(1) R OHH*x45%
NZA ) B R

R OPIEIETEITB LG L L LW E B Z 6D 2 &b BULEW D K% 5%
HOBHSRET D,

B, KEKR O FZIZEBNTHLE 7 7 BV U EERBOBGISRE LTS,



(2) FEMEEZR
MHR1ID LB TH D,

(3) Z&FZaTAm
1Y 7= ERT A8 HEELEOEDOADNIIT AL, L TFO LB Thb, 3t
72 BTN S

TMDI,~ADT (%) ')
ERAAR (%L 1) 7.6
Yy (1~65%) 31.1
e 10.0
mline (65m% LA 1) 6.1

E) FELOFHEREIL., PRITHE~1FEEO R LERSEE - 8
HEFEORRIEF EBREEICL D,
TMDIFRELYE « JEHEME 2R X & O R

(4) RANZOWTIE, FEITHELLH 29 B AT EA BG5S RE49512 L0 . Bi—&o
RO B TIZEMICEE T2 2OMRE (BEEHE) NEDLNTHDR, S, K
WD RE LEITH Z EITtEn, BELEIHBRS N D,

BB AANZHONWTIE, BHEEARE LARWVESICE LT, &, RIS o Bk
He (B34 AE ERHE3T05) Hl BMOE AR KOS B OIS
(B, PUAEYE XIMEFIE R T 2 EEE 2 5 A L TER b7, | 2N
b,



(GULY)

S LU

EIpR SHE
s FLHE(E
ppm ppm

PR AR
ppm

B E 3K LA ‘77EV

o FEYEAE

£ L

ppm

LD 0.03

Ceores T 0.03]
eorme T 0.03]
o 0.03]
ormmsy | 0.03

# 0.03

i | AR
BT | A
ppm

0.03

S0 ]

Co0s] ]

oo ]

0.03
0.03

<0.03(n=6)(R &t 54 H %),
<0.03(n=4)(# 5-21 H %)

<0.03(n=6)(Rc k& 54 H %),
<0.03(n=)(# 5-21 H %)

<0.03(n=6)(R &t 54 H %),
<0.03(n=4)(# 5-21 H %)

<0.03(n=6)(Rc & 54 H %),
<0.03(=)(# 5-21 H %)

<0.03(n=6)(Fre A& 5-3 A 1%)

SEREITAELLA 29 B IR A G BB &R 5549975 128U TR LSBUE LT BB I DWW T, 821 TORLT,
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Y77V OHEREE (AL : ug/ A /day)

(5IIfE2)

weae | ERRIR AN 5 e
204 BEIER | Gibh) | 0~6m) | (esmbi b
TMDI TMDI TMDT
DA 0.03
EEYETE 003 0.31 0.19 0. 42 0.20
O hig 0.03 0. 00 0. 00 0. 04 0. 00
B B gk 0.03 0. 00 0. 00 0. 00 0. 00
o BRES 0.03 0. 02 0. 00 0. 10 0.01
EiR 0.03 7.92 9. 96 10. 94 6. 48
ot 8.4 10.3 11.7 6.8
ADI kb (%) 7.6 31. 1 10. 0 6.1
TMDI : ¥Eimix K 1 HiEHE (Theoretical Maximum Daily Intake)

TMDIFREL VS« FEUEME 22 X & i O S AR
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ZH (%)

77U
TR Y SR VE(E
Bhnth
ppmol

DS A 0.03
EORERA 0.03
=D T ik 0.03
0D R fiigk 0.03
Eofr Ay 0.03
2, 0.03

) TR 1 81 BRSNS E DI fHAL BB, BTl OV g LA DR 552D,
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