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7 7u AR CROHEMETHDL 77 1LF 2] (CAS No. 15686-71-2)
IZDWNWT, FHEFMEESE (EMEA LA — M) % W CR i fl B B 285N 2 5206 L
776

P e U 72 BB AAR 1%, BB (v X, T b A X 23 4 K,
FELQREe ), BEERER (B, FLAOK) ., 2EERR (U2 Ty b UF,
X3, A XY ), dHEEFEERR (7 v b A4 KR L) | @EERR (7
v MO X)) AREAFEERBR (VX 7y NEOUYX) | Biaaalbh,
A FHIEBICET 2R RETH D,

77 LR T, BEREERERE OEDNAERBRA R0 THLIN, BT 7
X 5 1E structural alert 248 L CWWARWTZ & BEERBRORSE NS AR
ICE > T E R EEFEEEZ RSN END, BIEERNAME TRV E
Ez2 b, ADI ZRETHZ EMA[RETH D LI S iz,

FERBRICBWT, HLHAEOERWE ZATEREDEENBDONZEEZDN
LI~ 7 A B WIS R BT D BE K OV A5 o R o R
O ge BBk 2 2T LOAEL 1%, 100 mg/kg AH/H Th - 7=,

FMEFH) ADI O EIZYS 72 - Tlk. Z» LOAEL 12, Z224%% & LT, f7% 10,
fEARZE 10 (2, B IEEERER K O AR A+ 72 2 & I TONC NOAEL Tl
72< LOAEL # W2 Z LIck%EMo 10 » 1,000 #@# A L. ADI # 0.1 mg/kg
KRE/HERETDHIENBYTHDL EEZ DN,

— 7. TRAEMFHRE N HE X H S ADI (X, BEERSICB W TEEM 2
Y ANELNTWS VICH BEHRUICE SN T 0.06 mg/kg (AHE/H & E ST,

Z O AYFH) ADI (0.06 mg/kg A E/H) X, #wMESHY ADI (0.1 mg/kg A/
H) L0 d/h&EL, EEFHZEEAZHEL WD EE X LND,

UEXY, €77 X ORMEREEEFMIZOWVWTIE, ADI & LT 0.06
mg/kg RE/H %€ LT,



. FHEXRBYMAERROBE
. B&
P A

. BT D—&4A
e k77w
4, Cefalexin

. EE4A

IUPAC

H4, : 8-(2-amino-2-phenyl-acetyl)amino-4-methyl-7-oxo-2-thia-6-azabicyclo
[4.2.0]oct-4-ene-5-carboxylic acid

CAS(15686-71-2 )

B4 (6R,7R)-7-[[(2R) -2-amino-2--phenylacetyllamino]-3-methyl-8-oxo0-5
-thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid

. 7FR
C16H17N304S

. BFE
347.39

. HEER

. FREMRUEARRESE
Y77 LR, T T LR RO T AEMEE O T IIEMED & B IR
EARY ML EFOE MRt 7o 2R URIAEME CTHL, BT 7 LFY

COFRREERIX., BEZMEEOMBEECH 5 — > UTHEE DO L= ) UfEAH 3
B EFENOL Z LI K DMEMIRBES K DOLE TH 5, ORI, mWHIN
BHEEDOT-DIZEF IND,

HIENEE > TWB 7 70 AR Y AT DD b — A7 /BB FE T B
T —BILEL DT s u AR ORNENTHD, BT 7 AR Y KT
BT Aw—RIIREIKRE 7T A Rl HFIZa—RanTnb, (B 2)
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HARTIX, 77X 02587 58HEIEMNE, BEA XICOAMFEH S
NTWs, £/, b PHEXKME LTHEHSL TS,

WAATIE, B 7 X MU UL, 4 EROKOEZ 7 L% v U
PERERGYEIC R LT, £ 7, 10 XN 10 mg/kg AEHOH®ET, 5 HME T
AN G SND, 87 7 ¥ v —KMIEL WHALFOHFE K OIEE A BRI,
PEFLHFIC 200 mg/oy E D0 A& T, it 4 [0 £ TILENE S SNS, £, F4F0
JERYSEIZIE 15 mg/kg AEOHAETL H 21 3 B X THRNKES D, &7
7 LX XU X 375 mgl/sy B DS HLAL O LA O Y T8 A& B I ELE N
BhHEIN%,

77 bF 03t FoERKGE LT, KESITROMICHWON DN, FERE
OG5 HRETH D, (R 2)

RB. BT LIXVUAIRTY T 47U R MHIE OB A E O R EELRE
EnTnb,

I REHICHRLIABROEE
ARFMEIZ. EMEA LAR— ’NEA2 G L ICHEMICET A ERMREZEBEHE LD T
H5, (B 2)

1. EYHEHR (RN, 5. KB, i) RURZESER
(1) EMHEHERE (YDA, Ty b, 1 XRVFRD)

~ U2 E AW ERSR T 7 7 LR ok 0#E (16 mg/kg KHE) BRI E
i Sz, B 30 4% DORTIC 6 pg eq/mL 2NHIE S, FE1% 24 BRI LINIC
HHHEMED 90 %23 R I PRt S 47z,

Ty NERWEREEGSYE 7 7 LR oo O E (16 mg/kg (KHE) BN HE
i S AT, 514 24 BRI HORHEYED 84 % IR 515 %N FH /s 5 RIS u7=,
Tmaxs Cmax X O Ti 13ENE4 1 K], 3.8 pg/mL KON 1.5 Kl CThH o7, T v
N OREOEGIZ LD EWFIFIAZEIL 90 % TH -7,

A X MVicE &G (10 mg/kg KRE) WBRD I S vz, &5 2 BFFITZIC
MRS 17 pg eq/mL 2AE S4v, &G ED 50 %L L3 G4% 6 B IR T o
MEEMEARE LTI ST,

xarzHnict 77 LR oo OHRE (183~15 mg/kg KH) RN FEh =

LSRR 17 AR A GBI SR EE 499 51 Ko THITED b 7o R B i
7



7z, MYE Tmaxs Cmax XN T IXTE 4K 1.6~2.5 K], 13 pg/mL X T 1.5
H%‘:FEﬁVC‘g?)O f:o

77 L X OROFEGZDEROBEMBGIZ~TY A, 7 v FEROA X T
gk O g CTdho7-, E7 7L X037 v PROA XOFITFHFIC b SN
2. (=R 2)

(2) EYIBHAR (4)

O wAFZHWE UCEHE 7 7 XU v — FOHEBIEIRNE S (20
mg/kg RH) R Tl S Av7z, B ACRTENEIZ, &5 1 55% O 205 pg eq /mL
5, 3R L TN 48 FFRIZIZITENEH 4.5 X TY 0.2 pg eq /mL TR L7z,

@ WA (108H) ZHAWEE 77205 MU oo (EERAD) o 5 A
WL (7T mg/kg KE) RN EiE Sz, & 5% O Cnax 13 9.8
pg/mL, Tmax!E 1 B, AUCo-96n 1% 22.3 pg-h/mL, Tiel% 1.3 Bl TH - 7=,

@ WHAFZHW UCHEE 7 7 X MU A GHPERAD o HEF A
NG (7 mg/kg RE) SEBRAEM S 7o, FHMBE Crax 1E. 5 0.5 KFf1%
IZHIE SN 11.8 pgeq/mL Th o7z,

@ WA= AW UCHEikE 7 7 L v — K O He FENE G (200 mg/
IS RBRMEM SN MU Conax 13 0.252~0.387 pg eq/mL. Timax 1% 3~12
KEf . AUCo-72n 1% 4.278~5.387 ug eq-h /mL Th > 7=,

® K79 HEEROT4 (6 3H) ZHWt7 7 LR OHEROKE (25
mg/kg KE) BB EM S 72, MIE Cuax (X 3.75 pg/mL, Tmax (% 5.33 FFE,
AUCo-24n 1£ 37.6 ng-h /'mL ThH o7z, B7 7 L > —KMY DAL AN
5 (15 mg/kg IR, 12 BEifE) RBRICB WL, &5 1~2 BEE#% O LX) iE
EEIL 7.94~11.6 pg/mL OFPHTH - 7=,

® #wmILFEHWE UWCHE#HE 7 7y LX) U — O HRBIEIRNE S (20
mg/kg RE) B FEME Sz, &% 48 RIS, MBEHEME DK 68 %23 R
D6, K16 %N FEN DY STz, IREDEFIZRD Sz EELEMITRE
bR T (HPLCIZ XV #IRE, ) . BHEH% K 36 REH RIS AL/ R TOR
BACKRDEEIZTENZEN 78 LN 95 % TH Y, K5 8~12 HElI% LN 36~48
B ISR S N TORBILIKDEIGITZN TN 53 KT % TH - 7=,



@ WA (3 58) ZHWE UCHE#HtE 7 7 L Xy KM O HELENE S
(200 mg/537) ARBRNEME S iz, 5% 72 K E TITHRBEEMED 63 %03
PRAUZ, K6 %ngERIzHRtt S iz, REOEFR THIE ST EEHEED 5 5,
FNEI 83 LT 59 %Lh HITAREIATH -7 (HPLC (2 X 0 HIE,), (B 2)

(3) EYEERR (K. FRUTE F)

B (1088) Zf Wik 77 L MU oA b5 AMBHRENES (10 mg/kg
RE/H) RN FEM ST, G ZOFME Crax 1L 13.4 pg/mL, Tmax
1% 0.5 KFfH], AUCo-54n 1% 16.7 pg-h /mL T, Tield 1.3 K] TH - 7,

¥ (108H) W77 L%y rF Y T AD 5 HBEHANKS (10 mg/kg
RE/B) RN ER SN, & 5% OFHIMTE Cnax 13 14.6 pg/mL, Tmax
13 0.5~1 F¢fH], AUCo-96n 1% 27.1 pg-h /mL T, Tield 1.3 FFETH -7z,

E MZBWT, ROBEICEAE T 7 X o OEWSFBRIARITE V., HE
EOEL (500 mg/t k) %I, RPN LEGED 87 %R KRE(LIR L L CHEEX
720 Tmaxs Cmax XN T 1ZENE 40 1 K], 18 pg/mL &Y 0.7 KffE] T - 7=,
EMZBI2X "I ERIE6~16%Thb, 77 Ly U idhemmd s,
6 N\OWRATORBICE 77 LF 1 g/l h2RABELEZEZ A, Hitdho
B TR TS 4 BER#£12 0.50+0.23 pg/mL IZELZ, E7 7L X 0%, &
NOMEFERTIZIZIEEAEADLZ EiThhroTz, (B8 2)

K. EEAOE bOT—HERKLICE LD,

1 FIWHEICETLET7 7 LI R GROFEMEFENT A —X

iy FE BHWE &b & #H | Tmax | Comax T AUC
(mg/kg (K | ik (h) | (ug/mL) | () | (pg-h/mL)
+ LA P % 7 5 H [ 1 9.8 1.3 22.3%
73 YT R T L 10 AN | 0.5 13.4 1.3 16.7%*
F 10 0.5~1| 14.6 1.3 27.1%
Eh |77 LFY 500 HA[A] 1 18 0.7
v (mg/t 1) £

* 1 AUCop96n  ** : AUCo-54n

(4) EMEEHER (4. KBE)
FIZBT D7 7 X2 ORBHT DN TOFEMZ2 ST I S LTV R0,
(ZH 2)



(6) EMBEHAR (. 50)
FOFIRNEE ., LENEREG M OHRANERGRICET S E#RE 7 7 L%
Y OMBAAFIT OV TR SNz, (B 2)

@ #MIRNRE

HEFLA (% &R PR 3 ) MW UCHEE 7 7 L v ) v — FOHE
RN G (20 mg/kg () alBR72N 520 S iz, B, fTlk. B THERG. B hisk)e
DHIE NG & OV N O PR S MEIX, £ 2 1R &80 ThoTz, (B 2)

F 2 HIFICBIT D UCHEM T 7 7 L v o REROMARTARE (g eq/kg)

PR E 5 & P 5. 951k ke P 5.4% I (h)
(mg/kg 1K) 3 48
B ik 75,170 3,397
" JH Bk 6,130 333
BT 20 R 4,530 187
2y oI —h IR — :
55 ik ) B R B
e 5,297 <30
K OV A

<30 : EEIRSA (30 pg eq/kg) A

Q@ ILEREE

WILA (3FH) # W UC-HEi#kt 7 7 LR v v — KO BRI ENKE S (&
Z7bX L LT 200 mglh ) RN FEM SN, &5 72 KEEZIZBIT S
Nk i BT RE G M OVl I O B B IE PR 1T Z 714 46,10, 4 & TN 6 pug eq/kg
Tholz, (B 2)

Q@ HHAERE
WAL (6 3) AW UCHE#E 7 7 LX) MU v AOHEIFHNN RS
(BE7 7L F & LT T7 mgkg (AHE) BN FEMINT-, &S5 4 A% DI,
B A O G- EALIZ B 1T L B BURTE IR T £ 42, 228 KT 2,575 g
eqkg Tholz, ZORRIZBWNT, BN, fiA K OILE O B TE M X E &R
(FHARIZ X 0 183~40 pg eq/kg) Kiii T o 7=, Al RFEHLER OMA Y FHITEME T,
B G 2 RO T PRI E B OBIHHIR L (62 pglkg) Th o7z, RE(MIEK
¥ HPLC-MS TOAERARETH > 7= (FH#) 52 nglkg), (B 2)

10



(6) ZRBHARK (. ¥FRUK)
@ MmeEREZAVEERERAR (FRUET)

a. 4+ (35H) ZHWE UWOE#HE 77 L x> U v — FOHREIRNE S (2
77 LF L LT 20 mekg RE) iR E i S iz, &5 3 BRI O R,
JEfg, AR R OB B W THIE ST REILIER O 5D 5EE1X. ENEho
FLRRIZ 3BT DR SN D 84,5657 K XN T74 % Th - 7= (HPLCIZ L v #IIE, ),
RN B 5 48 FERIZ ICIT B RIS 31T 2 BUHTEMED 19 %R ZALIRD B R |
ORI BT DR IIMETHRE SN oz, B E#RE 7 7 LX)
MU U LAZEHEIFHANES (7T mgkg AHE) L, &5 4 ARICERL 20/
kN OFLHHIZ B W TR 5 Riti~15 W REEIC LD D TH - 72, (B 2)

b. WFLA (3 58) - UCHEHk T 7 7 Lo v — KW o B EFLENFE S

(200 mg/5r ) ABRN I STz, 5% 6 BIBHELE TOIHTH o BFEHE
M, BE5E8ED 5.45~13.21 % ThH-o7-, EHREEHEMEIT 1 B H#ELEO
5,575 ug eq/kg 75 6 [0l H#EFLIF O 52 ug eq/kg I T L7z, &5 72 FFEIC
BRELS VT2 Foit R O R ZALIRIR B IR RO 80~100 % Th -7, (B
2)

c. WILF (65H) Wz UCHEf#kt 7 7 L¥ T v b U ADOHRENKS (&
Ty Lx ol LT Tmgkg (KE) BB S, AtHFOEREII OV TR
TINTz, BEHZOBBENEMEIX, 1 B E#ELRFO 74 pg eq/kg 775 4 A1 B #%
FLRFD 10 pg eq/kg, = HIZ 8 BIHIEILFFD 4 ng eq/kg R Lz, #E
MW E R (ERERR : 62 ug/L) CTHHIARBBEEIRH TE 2hotz, 1~4
o] B #EFLIF O RE(AR DR FEIT 10 pglkg Kifi Th 72 (HPLCIZ XV HIE. ).

(ZH2)

FLSOEIZ SN T ORIKBERABRIIAF TS o1z, (B 2)

@ mMmeEEEAVZOVEEHEER (FRUEH)

a. WILFERWT-E7 7 LR KD 4 ERHELREOILENRE (7
7L ¥ L LT 200 mg/syE) BN FEin Sz, &KES 12 BE#% o3
Gora k., BN, N, BB X O OB 7 7 L% o R E N E R 790,
1,072, 60, 163 %" 65 nglkg TH-o7z, T, ik E 4 BZIZBWT,
FLEFLAE CTIE 79 nglkg., fthod AT EMAR C 3B B IR AR ST E BRI ME
WCETIRT LD, &&&EEG 9 HRIZBWT, AERE (69 ugkg) ot~7 7
L UNILEMBIC BV THRE ST, (B 2)

11



b. KT 9 EBEROFSE (188H) HW=k 77 LX® v —Kmo 5 H B
WN$EG (15 mg/kg RE) BRBRDN I S Av7-, &G 5 LT 10 H % O ik,
FElige. ARG, A K OV HEALIC B W TRAEY = E BEIEO E &R (100
nglkg) Kl Th o7z (ZORBRAEIIRTHR THoT2,), (BH2)

c. )T ) BREROFE (128H) Z2HAVWTE T 7 LT —KIW O RN N
H (77 L% LT 15 mg & 12 BFfifHIC 3 AR E) RN ER I
Too A&7, 14, 21 KO 28 HZ O Al B EHEMKIC IV TERERS (45 pg/kg)
PLEDOERRE TR oo 7- (HPLCIZ LV HlE,), (= 2)

d. 234 G B) MWt 7 7 Ld o MU oA (GERAD o 5 B
WG (7T mgkg KE/R) RO FEM SNz, K5 4 A%OMBIZITHMAEYD
FHYE R (EREIRA 60 pg/kg) (2K 0 B TREZRIRE TR D b o7,

(ZH 2)

e. WHLA (108H) 1B 7 7 L v —/Kf% 4 [mlEk L CHEILRFICILEN#
5. (200 mg/7E) L, ItHEEEKIC O W TR S e, BEHIFYT T
FLHHICHR KT 37,320 ng/L Ok 7 7 ¥ v Uit &z (HPLC 12 L v
o) BT 7 RV UREITREKGHZICIT o 72 1 E H#EFLKF D 1,181~37,060
ng/L 725 13~15 Bl H #3510 pe/L Rl Liz, (B 2)

£ 4 (108H) 2HWiEk 77 LR r—KMPmo 5 AMBRNES (15 mg/kg
RE/H) RERDNSEHE S iz, Bk 7 B2 2 A S E &EIEIC L 0 BiETEED
DT DIRIENIRO S0, 2SRRGB L 72 H - Hicsn T
b bz, (& 2)

Q RBREBEHR FRUK)

 (35H) RO (39H) 2HWEk 77X FU oA (GHERAD) o5
AMBRNES (77 LF & LT Tmekg (AHE/R) RERNEM S N-, &
EEEE 10 B 72X T B EHER IS W TR FERE (E&EIR 60 ug/kg)
IZ X DB FTRE R R TR b e o T-, (R 2)

F (G LUK bHH) ZHWEE77Lx v R Ao 5 AHMES (10
mg/kg (RHE/H) SR EM I 7, Bk E 3 % (GF) KO'2 HiZ (K) 121X
AR IS B W T I E EE (EERRA @ 60 ngkg) 1280 B ATRE e
BRI N oTz, (B 2)

12



2. AHBEHER (ZUX. Iy k. 9YF RO A1 XRUTYIL)

AMEFEERBEABEEOEM Z AW TEINL TS,

~ 7 ADAMRK O LDs 1T 1,600~>6,200 mg/kg KE, T v hiE>3,000~
>12,000 mg/kg (REDFIPH T - 7=,

TLE Y P EONTHFITEWT 1,000 mg/kg AR E % LR O &5 U725 R,
2IEDHH TIEAET L, MEX 208 BT LR o7,

F a3 B O 2B W T, 500~1,000 mg/kg (AE £ TOROKETIRTHNIX
BOLNT, ZNXVEHAEORBRIL, EHT57-0FEMTE 2o Tz,

PN BV TIL, >450 K O>1,000 mg/kg K E DO 0 LDso 285 STV 5,

~UAKONT v MBI HIERD BEEN, FIRN KX O T) LDso lZZZ2 i
400~1,370 mg/kg A & >3,700~>12,000 mg/kg K E DA TH - 7=,

7 v RO X OREREN LDso 1% £ 41>3,700 K& U>4,000 mg/kg {AE TH
> 77,

VTR T y MR VEZERE NS, T ACRO NS FEREEIT £
PR, Wik, IREg THE, IFEHE TR OBBRAIR Ch oo, ZRIZT v FTHRD L
N, ~UvALDEEHEICEWTThHoTz, (B 2)

3. BERHHEEHER
(1) 3vARESMEERAER (v M)

Ty heHWE T 7 bR —KFD 3 » H SRR O # 5 (0, 160, 400
K OY 1,000 mg/kg (RKE/H) 12 & 2 iAMERMERER N St S i,

1,000 mg/kg RE/H & GRECBWT, B, BEME, OKEOE/L, B ~D
W MR K ONIIR AL 2R L DY 400 mg/kg (R /B & 58IV T, B
G ~D B MK TR R O A LR 23580 BT, iR A b a9 22 ki,
BEERIEHEED D WVITHOKEOZEIL EBRAH D0 LN EB 2 b,

160 mg/kg RE/H & GREZEBW T, i, #o Hb KOV U o AME, HEO i
BRI ENDEBENRO NN, WTRLBEER LD ThoTe, ZOHEIT
NOAEL ([Z#TWEEZ LD, 5072 NOAEL 3% ET 5 Z LlXTE 2o
7=, (B 2)

(2) 37 AMESHEERAR (/1 X)

A XERWE=E 77 LR —Kknmo 3 » HREEHRO#E (0. 160, 400
J V1,000 mg/kg IR/ H) 12 K 5 M EaPE R MERER 2 506 S 7,

400 K 0% 1,000 mg/kg R/ B #HREC BV T, MIRAALF RO A IS8 72 5
BNFRD BTz, L RN & G CBE SN, ZOEM DR
RIS T A6 EE 2D . Z 0RO NOAEL IX 160 mg/kg AE/H & &2 5
i, (M 2)
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(8) 35 HEIRU 6 y AMESHSZHEHER (Sv )

Zv bWt T7 7 LX 0o 35 HREIKRON6 » H MR 045 (0,1,000,
2,000 K " 4,000 mg/kg (RE/H) 12 X 2 diaME MR 2 2hE S iz,

2,000 mg/kg (AHE/H UL LR GEICHWNT, HEICERT D EFE 26N 0RIE &
ORIt T 2 BERRBO bz, OKEOHIN, MEN OIRD/XT A —F D%
LIt N EBRAERBOBEIMTIER SR N, ZORBRONEN L IX,
NOAEL OREIXTE 2oz, (B 2)

(4) SyAMESHELEER (5vy FRUA X)
Ty hROA XERHWEZE 77 LR 0D 3 » AREROEE (0. 200, 400,
600 & O 800 mg/kg IRE/H) T & 5 MiAlE i ERER M Il <7,
T v FROA X & HIT, 400 mg/kg (AEH/H UL EHEGREIZIB W T, BEENR
bz, THHORBRICEBWTIE, SRR RS AR L TWA 72D NOAEL 135
ETERMhoT-, (B 2)

(5) 1-AMESMEERER (YL)

TR ERWZ 1 ARBRERE O RS (200 X400 mg/kg (RHE/H) (12
X B AR R FEE S T,

400 mg/kg R/ H B 5HEIZB W T, RENFEO v, Mg 5 TR 5
Nic, LL, ZOWMEFFEMARERSHEVICHZ L, NOAEL I3 /E TX
inole, (B 2)

4. EUHBHERUENAYEER
(1) 380 BHEEBESEHE (v k)
Ty hERAWEET7 7 LR o 380 HEREEE S (0, 150~250, 300~500
TN 600~1,000 mg/kg KE/H) (2 X 2 18MEFEERBRS I S iz,
EFEERICB W TR PN ERRD STz, LML, 2 ORETFEMRER
MWHEVIZHZ L, NOAELIZIEETE 2holz, (B 2)

(2) 1 FHEBHYSERAR (/1 X)

A X &AWz 1ERRO&ES (100, 200 &Y 400 mg/kg (KE/H) (2 L 54
R RRBR DN S HE S Tz,

200 mg/kg (RHE/H UL ERGRETHREIENSRO b7z, L, ZOWEILFEM R
RN HEVICHZ L, NOAELIZRETE R o7, (B 2)
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(3) H#MNAMERAER
N AMERBRILER S LTV, B7 7 XU U ICIXEBEEEIT VW EE X
HNTED, REREGHEBRICEWTHINAMEEL RO LTV, &5
77 ¥ v 112X structural alert 237320y, (S 2)

5. &EHFESHHER
(1) 2HRARESHRER (Sy )
?yh%mmtt77v%yy#mﬁ%®%ﬂﬁmﬁﬁ(02m\wo&w
1,000 mg/kg R/ H) (2 & 5 2 ARG MR S £l S vz,
BEMWIC X T 2 EME A (R, BELXMEEA~ORE) Naek b5z
THR®H b7z, 1,000 mg/kg REH/H#GHETIX, BIRICRHT 2 ERE (GEREHIM
DR, ZREXROHAEROKT) NRO LN, ZHEROETFIX, F o
500 mg/kg (AH/ A& GHOM (FEEAV . = 75 %) & 1,000 mg/kg
RE/BEGREOM (BEZER L. ZRE 76 %) BV THLRO L (R
ZHER : 95.8 %),
UL EDFERD S AR O LOAEL 13, BlEW) O F 2T EL -5\ T 250 mg/kg
KE/HTHDIEEZDNTZ, (B 2)

(2) EFEERR (TVX)

~ 7AWt T 7 L K osaiilEe 0 &5 (0, 100, 200 &Y 400
mg/kg (KE/H) (2 L DIEFBEMERER TlX, BHARICKHT 2 3t (FBEE & & OMAE
D) ROPRIBICKk 53N (KEWBD) © NOAEL X & $12 200 mg/kg K/ H
ThdEBx LN,

~ U RAEHA WY T 7 LEF L0k 0 #5 (0,200, 400, 800 K& Of 1,600 mg/kg
RE/H) 1Tk A EHFEMRBR T, 800 mg/keg KHE/H L F#& 58 CRHMAFEM: K&
O EMEN R B, NOAEL 13 400 me/kg (KE/ A TH 5 L EZ bl

~ AWt 7 s LR o0& E (0, 100 & T 800 mg/kg (RH/H)

12 X DA MR I, WSROV CREM R O AR o B o 1K E K
OVl es B 2012 A BRI R0 72 B 358 B4, 800 mg/kg (REE/H B G- RECIXFIIE IR
B HEO B2, LOAEL /X 100 mg/kg (KE/H TH D EE 2 b,

v?z%%mtt77v%vV®WD&54%O&@ameg¢Em>Ki
HUETIMRBR TlE, WTNOBRGHICBW T HERGIC X 2 E2EITED b h

> 77,

15



INHDORERNG, v~ RZEBWTHEMW), IBIEE AR O REmICET 5
MR ENTED Hiv, v U AMERFTEERER O LOAEL (X 100 mg/kg (K%/H CTH
HEEZ LN, BEHBEIWTNORBTOLRD SN o7, (B 2)

(3) EFRHERER (Tv )
Ty bWt 7 7y Lx o —Kofkaksg (0, 300, 600 & 1,200
mg/kg KE/H) 12 X DMEFBMERBR CIX, 2% 5B\ TREY ~D iR
(FE A Bl D Je OMR(E) 38D B2y, BRIk 2 B 28I D b ivZe

> 77,

Ty MWkt 7 7 LX o0& sb (0, 500 & O 4,000 mg/kg (RH/H)
2 X DR I, RSB W CREEN KOG L O R B M OVid g &
~DEMENRD BTz,

Ty heHWetE 7 7 X o0 #&E (250 KT 500 mg/kg (RE/H) 12 &
HUEBTTEHERBR CTII W TN OREHICBW T HEEIC L D2 EEITHD LN -o
7:- o

INHDORERNG, 7y MZEBWTHEMW L ORI T 285 ENRO 5
. 7 v MEF MR O LOAEL 1% 300 mg/kg A H/H . NOAEL % 250 mg/kg

FHE/HTHD EBEZALN, HaTRETWTLORBRTHIRO bNho T,
(ZH 2)

(4) EHEBHERAR (9%

I T s LR ook aEs (0, 100, 200, 400, 600 K T 800
mg/kg RE/H) 12 X DHEFEIERBR TIX, 400 mg/kg RHE/H L E&REREIZB W
THREMW O, 600 mg/kg (KH/H LA LR GEECTHENTE O bivle, RIEHEE
1% 400 mg/kg (KE/H UL LR G TR Gz, LaL, 100 X200 mg/kg
RE/H & 5 #IZ kwr%l%ﬂ%ﬁﬁ%ntﬂfaﬂK%?%é:aﬁ%\
NOAEL Z#RETDH Z LIXTE oo, A BMEITRD b o Tz, (B 2)

6. BIEE ﬂﬁ

B IEICET A FO in vitro X N in vivo RO R 2R 4 KNI F &
D7,
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& 4. in vitro \E&

AR PIES ER s i R
HImZesR A BBy | Salmonella 5tk ~40 pg/plate (+=S9) (=35
Salmonella 4t ~1 pg/mL (£89) [E3

Escherichia coli 2tk ~2 nug/mL (%£S9)
R SRR FL AR CHO #ifg (HPRT) ~5,000 pg/mL (£S9) (=3
~ 7 A o8 EMAE (TK) | ~3,700 ug/mL  (+S9) (£
PASEREN N CHO #mfiz ~2,000, 2,500 ug/mL (-S9) | Bk
b MEEARMIM Y o EK 618.3~3,474 pg/mL (-S9) Boi

5 5. 1n vivo iR ER
AR PIE & i
IINEZRBR CD-1~ 17 % ~1,250 mg/kg (K E bk
HL[E]#E O

FED X DT, In vitro DY KB g

AERCIEBEMHETH o 723, 1n vitro D1EIF

FRORAR BB . N2 B KON In vivo D/NERBRCIEBEETHY, BT 7
LEx VAR E o TRIE L R 2 BEHFERIT VWb D EE X b, (B 2)

7. HMEMENZEICET SRR
(1) in vitro® MIC IZE§9 2418
b MENMEEORER 10 &

Bifidobacterium sp.. Fubacterium sp.. Bacteroides sp.. Fusobacterium sp..

. Peptostreptococcus sp.. Clostridium sp..

Lactobacillus sp.. Enterococcus sp.. Streptococcus sp.. Proteus sp. X OV

BT D in vitro MICs IZ DWW T 2 RER THFT S -, &AIIO
R ClE, 107 CFU/mL O#EFE L~ /L2 F 1T D MICso D £/m EIME K OV /IME T
ZIEI 4.0 LTr0.25 ug/mL Th o7z, ZOREBRICHBWTIE, #HEM % 102154
R (105 CFU/mL) 75 & MICs0 134 2 5D 1ITIKF L7z, & 9 —FH OFRER Tl
107 CFU/mL O#fE L ~)LiZE1F 5 MICso O el FIME & B/ IMEIZZ L E
59 XV 1.0 ug/mL Th-o72, ZD 2R R TRO H17c MICso D/ FEEIHE 4.0
K8 5.9 pg/mL 2 HS & MICso DR EHEIL 4.9 pg/mL LR Sz, (B
e 2)

FEscherichia coli \Z

(2) BRERTEEICHT SR/NEFHEILEE (MIC)
PRk 18 RSN SRS B IR A - B PR ME E O R R A
(PR 18 45 9 H ~Fpk 19 4F 3 H %0) ([CBW T, b MRRTEERE X451
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77 XD 5X106 CFU/spot (281 5 MIC H

£6. EI77LF 2D MICs

AL TWS,

/NS EBLIEREE (ng/mL)

52 K Cefalexin
MICso i

PR U
FEscherichia coli 30 16 8~>128
FEnterococcus sp. 30 16 8~>128
e S TR
Bacteroides sp. 30 128 32~>128
Fusobacterium sp. 20 32 2~32
Bifidobacterium sp. 30 0.5 0.12~8
Fubacterium sp. 20 2 2~16
Clostridium sp. 30 32 16~32
Peptococcus sp./ Peptostreptococcus sp. 30 2 0.5~8
Prevotella sp. 20 0.5~128
Lactobacillus sp. 30 16 8~>128
Propionibacterium sp. 30 1 0.5~1

FAEINTZEED O B i HIRVWMICse 2835 ST b DI Bifidobacterium

sp.® 0.5 pg/mLT&® Y, MICcalc2/d 0.002444 mg/mLToh -7z, (B 3)

8. Tt
(1) EHEHER

EEREY) 2 AT A BBV N Ef I N TN D, v 7 ARV RS
PER (BEER, SERIER E B2 oD AREBH L OREIIDOIRT) %185 RIK (B
) O AHEIL 30 mg/kg (KETH 72, 30 mgkg (KEDHH T
DFEHGE L 72025 100 & O 300 mg/kg (RE & H-HE T, £ OFHERFH] ) DS 2037
D 5D EMWEIIH EIEAFRICEIN L7, 100~300 mg/kg (KO BRI &5
IZBWTIE, T ADRY h L E X — L2 KD HERFF OB, 7 v »DiE1k
EESEK T, AU v APEEN, s AR CORPEREE D LK OUR &R %

O BIBERE~ DR BNRD bz, (B 2)

By
oA

2 SFN N ZOEICK L CIEEZ AT 5O 5 5 & O F MICso O 90 %(EHEIRR O FIRIEH & HH
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(2) BERRIIHT HMEHEIZONT

4. FELOIKIZE T 2 RN G OMAENME R IS8T 2 IENE G Ot 2
IZOWTHRFIESNTWD, HEICEELZEEFRRLIL, 77 0% itk oT
SIEEZSNDRIRIE, W ELFICB T 5070 EbRE% 1~2 HH
FTCORGEHMIZB T EZ 7L R o AMERAORIE CHERTE 5
BREOERE TH-oT-, (B 2)

(3) RESH

T FEMERBRIC OV TOR LW, EH SRR O TRk Fr
RO BN TV, M7 7B ARY X7 7 4 7% — i
FNTHY, A=V VI T D RABBUEITRED 5 %R TH 5, (B 2)

(4) EMIZBITHHMR

HARTIZ, 77 L® T ide FOEHRERE LT, AIZIE 1~2g/& MH (4
BLT2 X 4E/H), NRICIE 25~50 mg/kg (AHE/H (5HEIL T 6 B o
HRAMETHEN SN TS, EHRERESEORENREBBEE Nk 2 0ME
IEENTWARNWS, BRAREWEHAE LT, 77 4 7F v —KRJER, BER R4,
WIMEE MENRE SN TWD (R, BREREELZSZITE LR T
0.1 %AKl,), TOMORIEH & LT, %, EMEFORBUE, El, EH, T
FEOHELER~DORBELWME SN TS CCHEk, BRBEEELSE I CEFH LI
RTIX, 5 %A,), (B34, 5, 6)

WATIE, B 7 LXx v i FoEEMSE LT, BRAICIE 1~4 g/lk MH,
NPT 256~50 mg/kg RE/HOFZOHE (HEFLT) THEHIATWD, 2
5 OMEIZEBIT HEERITIEFIZAOEDEE (83~6%) IZROLATNDHLDAHAT
HD, b EICHESEINTWDOIEBER (FF) LONBEBUE (0%
B ORRFE) Thb, (B 2)
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. BmEELETMm
1. EMEA QOFE@HIZ DT
EMEA TiL, #M%0 ADI O EIZBW T, ~ 7 A DA R ER O R f %
HETH 5 100 mg/kg KE/H Z AT\ 5, 100 mg/keg AE/HF5HEICB W T
H, HHIZL DN ODDEENRBO LN TWD Z b ettt LT200 %
T, @57 ADI # 0.5 mg/kg (KHE/H (30 mg/t MH) LRELTWD,
(ZH2)

EMEA Ti., #AMZREIZ O\ CTHELS TR TREZ b OIX in vitro @
MICs0 DA TH Y . b N OGN 2 AR 2 MR 10 FE O &) MICso
1% 0.0049 mg/mL & L TW5, ZAUZ#EMESL 150 mL, BNMIEENZRE IND
S7E & LTO0.15, B MEAHEIZ 60kg i L, CVMP ORHAIZ L0 | EDTF
) ADIL X, FrROEBYVHEHBINT, (R 2)

0.0049 X 2*2 (mg/mL)
3 *1
0.15%4 X 60 (kg

X 150 *3 (mL)
ADI=

=0.054 mg/kg A E/H

o REEEE RN T T AI RIZL D87 70 AR Y KT HMHEA T =X 05
3&LT5

*2: BT I Hv—BEAICOWTAHETH D Z LD, MIEREE D!
T2&75

*3:1 H#EMEE LT 150 mL

b FTEHET7 7L X000 L 85 UNIRP LVt S NS Z &, TR
D15 %= ENHIEENZRE SN Do & L THRE%E 0.15 35

i

ZERE L

AW FHIADI (0.054 mg/kgiRE/H) 2NEMEFEAIADI (0.5 mg/kgiiKE/H) X
DIRVMETHDLZ b, E77LF T OADIE LT, AW FIADIZ £ H
THZLEREYTHDLHE LTS,

2. SEHFERHADIIZDLT
77 Ux R, BHEEERBRE RPN AERRE AT TH LN, BT 7
L% 00 F1d structural alert 4 L CWaWZ &, ARICESTRIELE 2D
BLREEEZRIZWVWEEZLND I ENE, BEEERNAME CIInEE 2
Hiv, ADI & ETH I EMNARETH 5 & HIWr <7,
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FHRRICBWT, ZLHABORNWE ZATREDEENRBD LN EEZD
DRI~ U A& AW TG EERBRIC B T 2 B8 L O AR O IRE oIk
N OVNEge B BT 5 2 ¢ LOAEL 100 mg/kg K&/ H T - 7=,

ADI OFEEIZ Y 7= - Tk, R s LT, 2 10, K 10 12, Bk
FRBR K OV 23 AR BR N AR5 72 Z L W ONZ NOAEL Tl 72 < LOAEL % v %
ZEICEBEMD 10D 1,000 AT A EREY EEZ LN,

L7=BoT, 77 bR rom%E%a ADI & L CTid, LOAEL 100 mg/kg &
B/ A2 2% %01,000 2@ L, 0.1 mg/kg RE/BH LRETHZENEYTH D
tEZLNT,

3. MAEMEM ADIIZDUVT

VICH# A R 7 A KD F7e7eilE 247 5 IR A7 Fn LA SRk 18 4
JER ML EMARETRE @YRPIEEDE OMEDFNRERE) THRoNT
B, ZOMENOEEN I T RINE L TWD FEIC I MAED I
ADIZHHET 2 LR TX 5,

77 ¥ D MICeale |12 0.002444 mg/mL. FEBAAWIC 220 g/H . ME
NEFEINDHMEIC 0.15, & MAEIC 60 kg 21 L. VICH oF UK S
THAEW RN ADI 5 LA, TiotBh Lird,

0.002444*5 (mg/mL) X  220%6 (g/H)
ADI= =0.059742
0.15%7 X 60 (kg)

=0.060 (mg/kg (AHE/H)

*5  EHINZOE I L CIEMEZ AT 2ED & 28O MICso D 90 %[5 IR
O TR B H

*6 : WEMGNEY O &

T B FTEEZ7 LX< Ed 8 BRRFPLVIEHINDSZ Enb,
%0 15 %x NHIE BN ZRFE I NS 0B E L TEREE 0156 £ 55

WA FR ADIICHOW TR R RICB W THEEN 2 o AR/ LER T
%5 VICH X Z AT 2008 L B2 b5,

3 ENOEBMHERLOBENA KT A 1220 TH, 200643 ALY VICH HA KT 4 > HEE
HENnTwa,
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4. ADI DEFEIZDULT
A58 ADI (0.06 mg/kg RH/H) 1%, =M ADI (0.1 mg/kg (AH/H)
K0 H/hE<, EEFNEZEEEZHEL TV EBX N b, BT 7 L
XD ADI & LTIk, 0.06 mg/kg (AH/H ERET HZ ENHEY TH D &HIHr
SN,

5. BmEBELESFMICONT
PEXY, 77 X ORMERZEMNMIZ OV TR, ADI & L TROE
EPERATAHAZENEY EEZOND,

t77LF% > 0.06 mgkg {KE/H

m
C
R

N
I
NS
E@
™
=
k=1l

Gl

(Y S

R RICOWTIE, HaHiRE R 2 B £ AR E AL EEO R
s

5 ‘ﬁ‘ZDO
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# 7 EMEA BT 5K RBROEEM &

FPERER

(o5

By B B e
(mg/kg KE/H) (mg/kg K&E/H)
~ A fé AT TN E R 0. 100, 200, 400 | 200
(% 1 ) FHAEENE (AR K ORERD) K&
77 LR vy ok | ORREENE (RERD)
)
0. 200, 400, 800, | —
1,600 FHAR M B OV A= m bk
(Fo#h)
0. 100, 800 RETEY
(O #eh) BREGEHTHEM L OHAEZ DR
B O 1R & OV idie B 2 A
R 72
250, 500 500
(#% 1 $e 5-) BHICE DB L
A 3 » HR#E AN |0, 160, 400, 1,000 | —

160 TiiHE, Mid> Hb 24k - B U ¥
DMEDZEA, HEDMLF 2 X7 DI
It (T b MR Z1E)

160 7% NOEL IZiFW &2 b b
2. 5272 NOEL ##% & c& ¢

3 & H A
e MERBR

0. 200, 400, 600,
800

400 LA E TS 2 3t 1HH

(il 1 45 5) B2 < NOEL i3 ET& ¥
35 Hf &1 6 » | 0, 1,000, 2,000, 4,000 | —
HAEEErEwEE | Rl s5) PG THOR RN, MRk OR

AR

DINT A= DR, ELAEREEN

380 H [H12MH:#%
PR R

0. 150~250, 300~
500, 600~1,000

G G TR ER R, WD

(JREF#5-) 72 < NOEL I E T& 3,
2 AN EM | 0. 250, 500, 1,000 | 250
K ER GG RS Fi M D2 G RIK T

fi Ay AL RER

0. 300, 600, 1,200
7L —K
Y (FRn#s)

EREHIZB W TREBY ~D R
s (AR K O (E)

Jos =3
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0. 500, 4,000 —
(Fo#s) B E RSB W CRE K ORI
DARTE K Vs 5~ O M 2
250, 500 —
(&P #&5) BHICL DB L
A {77 T M R 0. 100, 200, 400, | —
600, 800 400 UL ETHREME T, BRI E
(b il
100 % O* 200 mg/kg A&/ H &% 51
WZBW TR EBEERNAL NN E
A BN EN TR
A X 3 » HBHEAM |0, 160, 400, 1,000 | 160
R (s IR A= P |
77y LFxr K
)
3 » HMH#EAME | 0, 200, 400, 600, | —
PR 800 400 LI | CBHigIC RT3 5 ik, 1
(RN A # 5 NP7 < NOEL I ETxF
1 12 | 100, 200, 400 —
AR (B rn#h) 200 UL L CURHE, TFMEN DA<
NOEL (3% E & 7§
% 1 » A WM #E A4 | 200, 400 —
R (G IR 1 85 400 T T, FHEN D72 < NOEL
TR ETET
S0 ADI 0.5 mg/kg K/ H

SF:200 (BEHIZXL AN ODEERHD LN TWA I L)

FEMEFH) ADI 3% ERL

~ U A AT A RER
100 mg/kg 1K/ H

WA F#) ADI 0.054 mg/kg K/ H

AW 0 ADI 3% E R L b MGENME B SRE 10 B+ E.coli O %A - MICso 4.9
pg/mL (CVMP 0% H =)

ADI 0.054 mg/kg (K E/H
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<A1 : REEFBEH>
& PR i
ADI — ARG E =
AUC (i AR R FE R T T
CHO F v A =— AL AL — PR FORH AL
Cmax I e e B
CVMP RN RIS TEM HEE L LB S
EMEA W 125 3 i T
Hb ~NEZ ey (M)
HPLC mdiRE s a~ N7T 74—
HPLC-MS | m#iitkrs a~ 727 40— - HEHWE
LDso PHES &
LOAEL e/ N EEME R
MIC 5/ N B PH 3 R
NOAEL R
NOEL BN &
T2 ‘fﬁﬁ%*ﬁﬁ}q
Trmax e i B B 1 IR ]
VICH @J%ﬁﬁ 2= 3 5t D AR A E R O AN BT 5 [E BRI ) =ik
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<Z®>

1

ﬁ&'u\ W% O RIFEILHE (BEFD 34 FEEAER SR 370 5) O —#% WIET %
o CERR 17 4F 11 A 29 BT, Rk 17 FEA T &R 499 =)

EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,

CEFALEXIN SUMMARY REPORT, 1999

Rk 18 R R ML SRR ST - B HPUE Y E O F IR BT D0

TORE

77 xR 500 mg, MNSATEOEAN EIEMEREISRAIEME, EREH

7% 3 5t DU SCEE

http://www.info.pmda.go.jp/downfiles/ph/PDF/480235 6132002E2154 1 01.pdf

5 BT UL H T EARIZ . BT 7 U L9l L 250 MNATEIE N [E

AL E R AR S B IR RS D IRAT SCEE
http://www.info.pmda.go.jp/downfiles/ph/PDF/400256 6132002M1047 1 10.pdf
F—L X UORT A vry 7 50 %R IMSIATEOE N EIE N ERE SRR S
PRARE . R 12 B 5t D WS A S

http://www.info.pmda.go.jp/downfiles/ph/PDF/180069 6132002R4086 1 02.pdf
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