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kg KE) RURRSRSE (25 Ing(jjﬁﬂi)/kg EE) L, M@Jﬁfh«:b\ﬂﬁﬂbh,

T ﬁuﬁﬁ&_f)b VCI, %&"Eﬁ'ﬁiﬁﬁ"—i— 144 BRI R U 336 RIS X CIRRERL ERU,

¥, RLEBEOREMEE S TO BRI OVTIL, %ﬂ&ﬁf&% 168 &U 360
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| EERPYIR B M Tonax iifi—'i%‘é Caadtd 2.0 pg/ml, Tuzld 65 B TH ST,

- =, RERTRE RS 168 R TR T#RET2.4 pele, FRPIRE T 2.2 uglg.
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HEARPHR S O M Tona iﬁfq—%’é CunasF 5.98 pg/mlL, Tuz 1% 96 BT o 72,
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B G 5~T o At HEROSKENRESE 26 T8O 1 14O iﬂ“’?ﬂ%’zzv'zn—wf Vv R EE R
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. BURICRS BEEROK 241 %, HPDR287%: AFH 478 %IHRESh, BE -
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kg KE) L. BRMEIBICOWCRA Uk, MEHC-OWTIE, BB 360 RFRHE

ORI LT, B B R ORE MR SN TOBMIC O T B 12,
24, T2, 144, 240 KUt 360 R ﬂtﬁfﬁfé 3 ‘J!%B%Hﬁa%ﬁmz Lz, mﬂﬁ&r}ﬂﬂﬁﬂ
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’ﬁﬁﬁq:oo Tomax Gi 24, E#Faﬂ * Gl % 8.47 pg/g\ Tuz i3 142 B TH o7, (BB 8) -

n%/:(%'a 5~ A B, m&% 11 F§19) ey % mA 3 BETAN (2.5 mg(Hfikg
RE) RO (25mg(jjﬁfﬁ)/kg E) .- L. BYEBIC VTR L, e
L ONTRL AR SR CRERS 168 E#Fa’i%’é&tﬁseo BERIE S TR U, BT,
B ﬁﬁgwﬁgﬁxﬁménﬂ\éﬂm COVNCHE, BB TIRE 168 H#ﬁaﬁ%%hm%- -

"~ 2FH, 360 H%F‘:ﬁ?&hﬂﬁk&% 3 Eﬁf» E%ﬂﬁ%&*ﬁ%ﬁiu_o ﬁuiﬁ&tﬁﬁfﬁﬁﬂm LC MS!MS i
L 04H L,. . '

] %P“H&%ﬁ@ﬁnﬂ%qﬂ me 1% 0.25 H%ﬁai me i1 0. 616 pg/mL Tuz (ﬁﬂ%&mﬁlﬂaﬂ
Ce B3360 FERIORE) 1%75.6 NG Bolc, BIRPRERO AHEH T IHEEEB Crackt

13968 pghmL. Ty (SUBHEEOUIRIZ: 360 BMIORD) 13675 BRI Th o7, —F7, B .

._"ffﬂ%ktiﬂmﬁﬁ? 1% 168 REEE Lﬁ’%ﬁﬁé‘fkﬁrﬁ 1.38 ugfg, FENRPIELL.T 1.44 pefg. %2
-%u 360 ﬁ#F‘ﬁ& CHERPARE-T 078 pg/g\ *%B)RP‘*J%E%*@ 0. 77 I.Lglg *c&oto (é'%ﬁi% 9)

8 ﬂ&#ﬁﬁ?#ﬂﬁﬁvﬁ% 1 5 ?S:""?fr

0 fEE R 3 AR,

s AN 35 B CHL8TA, 47 miﬁmwc ﬁﬁ?ﬁﬁm 1@%@2&:@@» \rm
12 SOAUE (%%45#&3&&0%& 12 B ZA L'CEE., :

1 SUSEIARI R bR ‘?ﬁ%ﬁi?ﬁ%ﬁm i
18 SR B IR 1 ?'!E’S:%‘i? '

140

10 -

-107-



| H%E ()J#Eﬁ {ZKESBOkg\ 51478 BEEE 6 TH, BRI Y TARTAS Y
. _' /E’é@%’ﬁ%ﬂfém (25 mglkg RE) ROWGRNES (25 mgkg KE) LT EHEIR
VTR L, MOV T SRR S 168 BRIE & TRISIOICEIR UTe, e,
L RO RREOREMEE S TS ZOVVCIE, 168 E%F'i«&uﬁ&%%i%ﬂﬁbto
© AR BRSO MIEP Taax iE,0.917 Bl Cuaxi 0.711 pigimL. Tueb 615 BRI,
AUC 1% 14.0 pg/himL, Tho Tz, ﬁuﬁ%&#@%zv% —FIIRBENES. EBbK
%b\t&bcﬁJﬁ:’T ERolc ST D\Z)Z’P BizE Ltmﬂﬁﬁﬂqﬂﬁﬁwt@&m Eueqnl
WANSERE 10 BEAT LIE S, —F. FikPRERE. 168 B%Fﬁ%hﬁ%ﬁp'ﬂﬁff .
T 158 pglg 'czibm &m&“ﬁ*@:‘csﬁj (3/6) 73>r‘o1ﬁm 4013 pg/glﬁ“c&oto &~ -
FE 10) . : o

B (ML (R 360 k. B OT SR AT, ﬁﬁemﬁﬂ) o YIRRTAY |

e EERRHEORE 2.5 mgkg KE) L. &&R&%5 336 H#F'i%‘ei ’C @ﬁi&tﬁﬁ%ﬁé_‘
- WL, FTe #;:“5 336 IR L—Wiﬁ%mﬁﬁ@ﬁ%ﬁ‘ﬁﬁ:’éﬂfb\éﬁfﬂ;’)b"C‘?‘E% :
BRI, '

- RHROSRIRES 24 RS CONE IR b g %‘—"JI%E& 0.45 yg/mL 'C&b D, %
- *@ﬁﬁiﬁ&i&—@ze@fv% BERTE TOAENE b < TR 68.7 pele Thot, R
COEPH B ORBEAEEIEERN 30~50 % Thok, MEHoREITts. 336 H#F"i
o T‘ﬁw:c 2 (214) zmbiﬁm 'é:h 0.09 pgfgw'%om (B 10) .

(6) E%Eﬁ] EHR B ‘#ﬁ) (;553 1) - . - '
E (9 2~38 &Eﬁ% MER ONREHERT 18 ”El?) Iz ug ﬁ%/77\u'wf //%:-H.ilﬁlﬁj’?
_ l’ﬂP‘?dﬁEr (2.5 mgfkg kE) L. RS 36 B % TORHA, d 7 A
&Uﬁﬁﬁﬁﬁukob\ffﬁﬁﬁ%ﬁﬁb %ﬁﬁﬁﬁ’ﬁ‘r& %’Zi{tﬁi&Wﬁ%v—:fah—m%rﬁﬂ;’f
- L7, v

CHFI. BUSHERS. BRDIETHS 70 WTn05E bR Uk, KNS
B OB RIC DN T RS 36 H%@H@ﬁfﬁﬂjﬁﬂﬁﬁ%ﬂ%a Troti, BREROFET
i%ﬂ%ﬂ’bﬁ%’E”I k28 0. 255 KUr0. 210 pglg- ﬁ%’ LT &1, =

35 3 R FIMES FOEY 0 & LCHE,

+ 162 OTER FIRMELTOER 0 & LTHE,

7 AR B REE 2 BR A e, ‘ '
18 %%?%g?ibgio'c/7xuv4 //RU%U)ETERJ]%#6@5b6#&®77ﬁ} v M:ﬁ%’v—
h

R

~108—

ﬁ&%ﬂiﬁﬁﬁi&%@f‘m%‘c@%pﬁﬁLf_b\Tﬂwﬂ#-ﬁ#_kb\’c%E"H@’C%*Em< e



ﬁ 1 K®V7RD?4 //EE%WWE%ODSF‘&"J‘HH%#J% n=4 (p,g/g-"t@i%ﬁ%)

. LLOQ E%TFE‘[E (12 cpm) _
DRETY 7 ARwA //éi%

N3}
- *2'.

S

AR HIRAR TRk D 1 ‘Eﬂ}iﬁ%% L“C:Fﬂﬁ%%"ﬂ:’ '

ZNHCl }_Iéﬂiﬁ@@?ﬁibkl Déﬁﬁéﬂ%é@:ﬁ77&*% v I*

R TN 2 B L TR -

s ) BEERRE () .
. OFERR ] .
Hﬁ : ﬁg% 4 12 24 .36
o T P S |73 . 247+032 | 1.i18+0.23 0.583:1:0.104‘. .0.2100.064
. Fi# | BB~ A 2.54+£0.25 1324024 ‘| 0.53840.069 | 0.192+0.060
L | TS 2854042 . | 1.39+0.23 | 0.565+0.101 | 0.1968£0.056
- REAHE. 6.800.65 - 2.620.99 - 0.84+0.18 0.255%0.078
Bl | HE—A % | 5344064 |- 208070 . | 0.698:+0134 | 0.220-0.068 .|
: FEBGEER - 6.61+£0.55 | .250+0.84 . | 0.793+0.160."| 0.2663-0.077
o . - ' e 0.0464+ 0.0176 %
- s 4 : =+ : :
_ __ﬁefzi{tﬁ: 06200054 | -0.135:£0.027 | = " o7 . 00048 . .
B | o g a0 tiktnoaa | - 00436% .| T0.0116%
. Sy 740.037 +0, ‘
‘ ..'F%%v - .0.5_57__0._037 | 0.115 _0293 00121 0.0044
| RO | 061340039 | 0.124::0.026 | 0.058:+0.006 <LLOQ
fzglﬁﬁ REAEE | ..4.86+052 2.40+0.74 | 144021 | 0814%+0425 -
| BRI | 4144058 | 2.1420.64 | 1.30£0.18 ' | .0.680+0.370
- | RRBGEE 473+069 .| 244+061 | 140+031 | .0.76+0.41 -
A ey ' | 00891+ .| 00282+ 00121% - 10.0206+
N e RE(ch: 00318 00168 - | . 0.0048 . 0.0240
R L SRV PR 0.0437 00125+ 0.0042*2% -
; ) k] . -+ ] . ) . ) . A
B?i B s A s 0.0249 00074 ° |, . 0.0020
%ﬁ%ﬁ% " 0:47820.058 | 0178+0041 0.1000. 000*3 . <LLOQ
- ﬁ%’v—i‘r— —

RO =kb‘fﬁ’ﬁvhw~kﬁ%§{b{$mﬁ% iﬂﬁ?’é’éiﬁﬁeﬂaﬁéﬁ Ui,

" RSB RI) B EEREY iﬁe'ytﬂsmof_o I AE L RO R, g

0.96, &% 1.02. #51 096, RISMER 0.18. B~ —X — k%ﬁ’%ﬂ%@bﬁ%&iﬁﬂﬁ 0. 94

' _ %5@083

ﬁm 0.86, Bzr'*lﬂaﬂﬁo 28 'czvbotu _

(7) E%éﬁﬁ‘ﬁ%ﬁ (% - {J(‘.aﬁ'lfl’&l) (%FB 12) . ' :

S RERER (F of) CHRET SN AR BH% mwﬁqwm%%nmb ;
Tt b\#‘h@%‘ﬁﬂ _:Fob\T%Eﬁfﬁ%mﬁ&%}%mﬁ%%tmui6%o)'c&;D 60~ :
o9 %% H¥TE, Z MO OB IV YPhbERo, . .
- BEE ST TV NAF YR kﬂﬁéhhﬁﬁﬂ%ﬁx?ﬁ%}&%ﬂﬁﬁ@ 19. 7% _
- E DR, &r’*/ﬂ%ﬂﬁ L:J'ob‘é%%ﬁﬁ%i‘%ﬁiﬁﬁ%ﬁﬁ@éﬂ%ﬁﬂm@b \fhﬂ)ﬁﬂﬁki VS
BN ENPST &Flﬂaﬂﬁ%ﬂ@'ﬂ"\f@ﬂiﬁf%‘"m@ 6 2 %%ﬂz 1%
i?:t?fwa 7o

12 B

-100- o



(8) EMBEHE K-t (SR 13)
B (83 » B, RO 318 FEL) I
. P*J%Eff (2.5 mglkg 5B L. ®E 1~5 %1812, 23, 35 H20®R&U§%*€mzbr
- BB R RIE L, ﬁﬁt&%qn@mmmw&@ 24 BB, b CRs 3
AL B2 BRLI, Eio, #5 5 BUPICRDDIBEEDK 275 %, b
435 %, BETHTL 0 %ﬁiﬁkﬁﬁé:}’b #5-35 AET L_mﬁa:mw: 95.8. %u_l:#iﬁli
'%éﬂto '

(MO T AR A L B EEA

%%%@%ﬁﬁ@#%&ﬁ 2~4 hi 9: abﬁ_o .

S 2 43&0%0)/ 7 A 1374’ //ﬂ%ik.%o U’élﬁlﬂﬁﬂljﬁ-’%@ﬁ?ﬂ‘? A “—ﬁ

R shE

19 m&faﬁﬁ?ﬁoﬂt&wﬁf@mlﬁﬁ@ o .
“0 R ERET 23 EI =TH.8FH, 356 AL 4Ek’3b "C ﬂﬁaﬁiiﬂﬁi% 1 'ﬁ@ 2 'Eh_ob \'Cﬁ?@o

.'-1 10- . -

. . - i‘ix“’—fr'-ﬁ‘ Tmax' Cornax- ‘ T”Q
B | B ek B8 .| B | - Ggml) | 0
S - ‘ 0.5~1.8 0.36~13 | .58~99
_ BT 025 041 T 92
4 S 0.25 ‘ 0.41, - 87
o __ : | . BEEE 2.0 65
I A g REER -5.98 96
s B o T - B, %&ﬁiw%m: k#&ﬁ
o e 0.5 . 0.58 91
L’ iz 0.25 0616 . 756,
‘ S .. 0917 0711 T 8l5
L ERIRA CREEE 968 675
3 ARUROY T A uvAd VURECR BIRETTRE . (e .
= | L REE | BERRE @)
B . Eﬁ% (mgUafidkg f4E) 168 - - 360
. N . . . : 2.4l 12 .
Y 2 e —
B ' ;; ’ 23 _
‘ e I _ - 1-5 - ‘A‘O"S.
_ # B R 0.13* '
T . ..1.58" e
B . 1.88 0.78 - .
AR 144 077




% ‘ ti:,&um UG Y 5 R e //&mqo%m%mﬁ: o

wo | g | SOR e R
L el DR = = ey e
2. mEEm

51) BERR BED) (?}‘FE 14)
. (LWD %, 3~4 » A, #:%EE&U%%z_ﬁ/H#ﬁlﬁé‘uﬁ‘ %’%MUM% L, -
. XHREE) (37281 //%ﬁlilﬁ%ﬁmi%—bf (25mg(7‘31ﬁﬁ)/kgﬁiﬁ SHREE  ERE)
L, SRS (52, B, 10, 15 RU'20 A7) | é:z&bt %ﬁ’%*@/?%ﬂa‘/‘/f /./'-
@iﬁ%ﬁkomﬂﬁﬁw‘_n ) "
DL HERRRHE. BMOEEAT LCMSIMS {f:é)%b\'c \ﬁb Eﬁiéﬂ’b%’)#ﬁ77ﬁ’7‘ :
Vb EEY ). OREEND. éﬁﬁﬁ%ﬁb\f%ﬁ‘%&qﬂ@‘/72m'\74 vﬁaﬁ
CREREH UL, Fﬁ%’i’% 51 L-Zl‘ uto

(-,

i 5 H%EGDJ 77&1:1-74 //%Eﬁ%ﬁﬁﬁ%mﬂﬁﬂﬁqjﬁﬁ n=4. (ugig)

I O EsEERE
s W=l [ 2 5 10 - 15 - 20
A <003 | 114 |, 0.70 027 - | 016 0.09
BB | <0.08. 054 | 037 024 | 015 | 007
B <003 | 221 | 239 | .19 |- 115 .| 091 |
=1 <003 | 864 |-378 | 3827 | =210 | 131 "
e <003 | -081 | ‘067 |. 055 036 | 027

PERH A Pt <003 |. 3125 13.74 1040 | 663 | 538

VEREMIEDGR | <008 | 541 | 174 | 135 |° 095 .| 036

TERMTL 500:g TR | +<0.03 '_8.91 | 446 | 276 | 1.89 | 163
- ERMER 003 pglg . R S [
“1: SRS AMEE & i 100~104g =5 .
Y Eﬁ%ﬁﬁ%ﬁ@ﬂﬂﬁ%ﬁ% 400~404g L L
S PRSI B o R L T A 500 ¢ A% 3 5308k ?i&a‘ﬁrsuﬁmamwmm% B
o ﬁ%:\/?h_ ﬁJ~—ﬂsLt&h14®tt$"ciEAL'caﬁ;@ -

BE afzé—ai ﬁ%nv\ﬁ"’“ﬁ@iﬁﬁiﬁﬁﬁ%% (31.25 }lg/g) DR, WO

CYENERAL 500 g ﬁé (8.91 pele). RS (8.64 uegle) &%"‘Mﬂ%ﬂ%?ﬂ (5.41 j1glg) .
RO (221 pgle) Thote, BRMTREL, HREORBICH OB, L, 5 20
RIS TRE 2 BRO 50 USITICE TR L, B, H“Eﬁ&()v]\ﬂ% TBBR
F':ii #E55 E?&h. 13: 0 7 pg/g U\—F'C%otn :

-1.4

o111



(2) F%%“ﬂfiﬁ (PK@) (é;*ﬂE 15) .
R (3~4 » B, %%%&Ulﬂﬁ% 3 Eﬁlﬂ#ﬁlﬁiﬁ@ *‘y77< D'?/r *//%:élﬁlﬁ%ﬁﬂ-
s (2.5 mg(jj{ﬁ)/kg KE, FEREE .4 MRE) L. R 550 12, 18, B8R
036 B | TERLT, ROy T A a A V/Gﬁ%%’ﬁkob\@lﬁ’fbto ,

RSN, B A{TV, LC- MS/MS HEFAOTHHTL, Eﬁiéhé;’#ﬁ77ﬁ% -
VN BEv—I—) ORIEEND, ﬁiiéi—t%:ﬁib\'c%#ﬂﬁq:@“/-yx nvzf //JFE#] '
. i%ﬁ‘%:-ﬁ.ﬂj Lto ff*%%:i%e &uTLL, - . '

% 6 %03‘/721374 /@@ﬁmm&%m&mﬁ%& 11—6 (@ﬁt‘*‘i@tﬁ%

. E&?ﬁﬂ#ﬁﬂ (E) .
,%Hﬁ%_ - : ;
| : Py N R .12 18 25 | 36
4. B B | <ILOQ | 17+03 | 096+0.13 |0.73+0.17 | 0.28+004 | 0.1520.04
FEREMIY | <LLOQ | 23103 | 1.5%06° | L1083 | 05+04 | 06+02
B OB | <LLOQ. | 29%05 12402 ' 0.8%0.3 | 0.31£007 | 0.17+0.06
| % B | <LLOQ*?| 0.44%0.15 | 0.095+0.015 | 0.07:0.04 | 0.035+0.019 | 0.018+0.007
FEFEMER | <LLOQ*2 | 0.23+0.06 | 0.11+0.05 | 0.06+0.03 { -0.02%0.008 |.0.015+0. 008

LLOQ : EEFHRE (ﬁﬂf&ﬁ?ﬂ%ﬁﬁ@ﬁ&&&ELL@I:H%’;&FX&&F@%L&#LT’

%1 ﬁ%ﬂ%&?}é@ﬁ%ﬁ%’“&bﬁ 500g &L v
E —%wﬁﬂ;&%ﬁﬂﬁrﬁ%‘ﬁbfﬂm»ﬁ%rL,m: aﬁﬁf@wa#ﬁrm:/a *—/a/
' @“T“Eﬁ?bi’f‘%‘z_ bivic,

5B El%’é’ﬂ‘.i &b nb\?%‘%’%ﬁ&imﬂlﬁ (2.9 pg/g) 2R Bbf‘ofrb /" \‘C?E%TEMJ.

(2.3 pgle) &Uﬂﬂﬁ (1.7 pglg) TR DI, FHSTRE iﬁﬁaﬁ@ﬁ“a@ R CAN 7
L. #5 5 BRICERECED bLE SR, Eﬁﬂ‘ﬁ&fﬂt}ﬂ?ﬁﬁf X, ®E5 36 B
930 %JA‘FLi'Cﬁ& L7z, %%&U&F‘"/ﬂ BRI D IEEL, RS 5 BAIIX0.5
nglg KT ot &Eﬁﬁmf%“‘t@f@%&% u.kb\’c 5 36 El%éu:t ppb LeyL
Li’c i L,L : S . _ .

3. %T&%ﬁ‘ﬁﬁﬁ (Z;‘F’a’ 16, 17) . ‘ ' S

. Fu b (SD R, MRS 3 TUED) c%b‘ﬂ_%lﬁﬂfﬁﬁﬁﬁ ;m\r yﬁzwxrf/x /
A DREOHETY i 2,000. mgChif/kg FFE % COMBHE T HRY bhaiol,

IS 3-E V/GD*%HJTQP‘EE%‘L'C 10 meChif)ke B O MER S CIIFET TR &‘) 5 -

iR TS, 30 mg(jj‘ﬁﬁ)/kg EEAT IEFINFET L, BB 16) -

AR (C—I N, R 2 TR %ﬁb\t’%&&aﬁﬁ%&:&_m YT, ‘/7747:1':?/{
O OE T 1,000 mg(hffkg FEBET, *%HJ[‘EWE'J}‘C X 30 mg(jaﬁ)/kg &

| 'Ezair@%@é%wﬁti &bewmoto BRI,

2 ‘/77- bwAq AL Lf(’@ﬁﬁ‘o
2 30 mglkg HEOWIRRET OV CH I, -
BYZARTLLUALLTORE,

15,

-112~



4. BE Tiaﬁi%ﬁ
(1) 1o HEES R ('7J|‘) (%ﬁ{u’ls) ' -
' 9t (SD %, MRS 10 PLEY ’Eﬁﬁb‘f;“)??\ D'?z( //@%*ﬁﬁ%ﬂﬁm%’é- (10 .
- BORWE 200 mg(H ke HE/B21) 215 1 4 A AR ZBV VCERD B
| EMFRIILTOEEY Thot, ﬁﬁ@ﬁihﬁ&:ﬂ/%ﬁﬂﬁ% ﬁ/?k%i’x“i-} L/L, _
| AR REICER T R B:htt;bsota e
v —RREE, RERONHES T BB ;ﬁﬁlﬁ‘/:’a%%%i 0 B Lo 77,

- MEEORETIE, 200 mg(jﬂﬁ) g {z@amﬁrﬁﬂ%&oﬂm@ww BB |

oo

T % b%ﬁ‘]ﬁﬁf i 200 mg(jJ{ﬁ)/kg ﬁ@/ A %ﬁimﬁf AST zw ALT a)ﬁﬁ:ba._
B/ biviz,

BEREETH, 200 mg(jﬂﬁ)/kg SRR O IR R OIS bh,

7':.-0 -
U\_l:;t: /N mﬁﬁkkﬁ ) NOAEL 150 mg(?‘]{ﬁ){kg ﬁf@l 524 v %Z_ Bi’bﬁ.o

(2) 3 frﬁﬁaﬁﬁ%ﬁ*ﬁ‘zﬁ%ﬁ (T l~) (@F@ 19) _ .

 Zv b (SDFA. HEES 20 PUEE) EROEYFARTA //ODa'ﬁﬁ%lJﬁmﬁff (0 By
15 BOR 100 mg(jj{ﬁ)/kg ﬁiﬁ/ R)I2&% 3. P Fﬁﬁ%ﬁﬁ:rﬁtﬁ ZRVSTRD BILE -

aﬁFﬁEmXFGD LBY Tho 7o ﬁﬂﬁﬁii_ii&:/%é‘ﬂﬁ/f zlv7k%:§%=— L7z,

| CRBHRRICET AR b o, o

“ﬁ%«lﬂcﬁf ﬁiﬁ ﬁﬁaﬁw}mﬁ%ﬁﬁﬁﬁﬂi E’é-kﬁlii‘i‘ém%&i abro'nfm:o'.- :

L f_o
ﬁmﬁ%bq—ﬁ’ﬁfﬁﬁﬂi 15 mg(jj{ﬁ)fkg &t@aaqéo)ﬁ:&'c AST JSEU\ALT GD.—J{E 100

TR IR SRR OB O e m%@wm%mmmmo_' e

“mgCilke 55/ RBEOMERET AST RUVALT, MGy BBIKSERER (SDEH) com"_-'_: '

E ECREVAZE. TAT VRO R 7Y voBESSRD b, .
A, HRARE. BEREE, ERRUEERRORE IR S ICER T A -
o bt 100 mg(Hif)ke ﬁi@ﬁﬁi DT B TEDIFF h 7 1 P450 ?ﬁ

» E@ﬁﬁ:ﬁ%ﬁ?éhﬁzﬁ VI b R L SRR BN S T, _ '
JJs_tJ: N ﬁ%ﬁk%ﬁé NOAEL %5 mg(ﬁ‘fﬁ)/kg B/ AEEx Bﬂ’bto

1S FRBOERRS L, Bﬂi"rﬂf&tlt'@/7xn~v/r*//ﬁ§%ﬁﬁbm B
SR OY T AR TA VB ERS R R OEERD b, R
130 Ef&if@tﬂﬂﬂu$7b§'ﬁ"< R OEHRIE THE COM ﬁ&w—c@oﬁ_o .

(3)1 &Hﬁﬁﬁ%’&ﬁﬁisﬁ (4R). (Zﬁﬁ’e’ 20) , i |
7 4’31 (!:~—&’ME§ mﬁmm@ 73:}1%11\71‘}721:'?/{ //@Eﬁ?‘ﬁljf@énj%—ﬁu (0 5,

B SR me VA L'Ccoﬂiﬁo ; '
% Wﬁﬁ}_ﬂiﬁ‘ﬁﬁﬁ&jﬁﬁb‘c I‘J&L%@%%’%‘&Eéshtﬁ% .

‘16

~113-



rJﬁ&wﬁomaﬂﬁmgwﬁmm) X 1 A R ﬁﬁ&ﬁﬁm&wrﬁwgnn'
 EBMFTRIIMTO LB Y Thol, HEBBTIZY ::x%@:ﬁﬁ/r FYARERE Lz,
SRR D FET AR bR o T, _
L —RRREC, xiﬁ@ﬂi%%bﬁk{%mﬁa&b B, 50, mg(jaﬁﬁ)/kg ﬁ:@azﬁai@ 3 wcﬁ
' f##ﬁﬁoﬁ_n . A
RE. R DR, ﬂ?‘ﬂ#\‘ {Z{S?EL BH, EEJI@E E#%MUMK%E’J@EC
O BECERTESREO bR, ¢ :
L IR SR T ix, 50 mg (ke A& B BFEORET ALT &U» ASCI‘ CD_l:.ﬂ- i
T AST @J:ﬁz’» &‘JBE’L #E'c bRy sy ’E&U\Zf =54 y /@%wﬁ{'ﬁm@w 5
nies o
 BEmEETR. mn@ﬁﬁ%gﬁﬁm%ﬁwmﬁ%ﬁwﬁﬁﬁomﬁguﬁﬁﬁw
BV 17 :
' .Jﬁ]J— EHE, 50 mg(HE)ke HE/ Elz‘;ﬁ@fﬁ'ﬂﬁﬁ?#o?%ﬂﬁ_o :
"‘ﬁﬂ#ﬁﬁwiﬁ'&%ﬁﬁ““ﬁﬁiﬁﬁf :’dﬁ%ﬁhfeﬂlﬂ‘é%ﬁ“ (EA)) @;hfmao 7, ,
BB, Mﬁﬁ BT B NOAEL 1 15 mg()']'fﬁ)/kg @E%k%x biile, -

¢4y 3 frﬁfaﬁ,%fiﬁﬁ—:tgﬁ (450 (3}“}3%" o1). ,
AR (C=FNAE,. HERER 4 TU/EE) %ﬁb\t/:?zu'\?/f //@3@%!%!]%:11&5— (0.
5.7, 17.0 KU'56.7 mg(?bﬁ)/kg #hE/B) X538 » A Faﬁﬁ%léﬂ%ﬁﬁﬁ KIBWVTER
L Bhf_ﬁmﬁmwvw Ly ﬁpoto 13, ﬁﬁ’éﬁ b = BRI A 73‘/7,?(7’&“
CBRELT, .
FRERHAMIP. 56.7 mg(?j’fﬂﬁ)/kg {zlsz?isf A Eico 1 &Jvﬁn?}%éﬁ% ) 551: LTJ’dl Jﬁt‘m
) nb&) Bhfiﬁlﬁfuo ) '
KR T, ﬁﬁ%ﬁ%’“&béﬁtﬁﬁ: ?sb Bm:zf» '56. 7 mg(jj‘fﬂﬁ)/kg ﬁ\:@ E!E%@ﬂiﬁfzé ,
: Tﬁf*mﬁmofw :
FE, #EHEE :u?éléét D?%Z%t ﬁ:?EL ﬁnF &U:u%l J%%ikﬁlﬁ@‘%’a%a%ﬁﬂaab
Cbhirdhor, .
. IRRETIZ 170 mg(jjﬁﬁ)/kg ﬁkﬁaﬁ@ﬁﬁf% 1 EJ'C TRE ﬁ't)—ﬂﬂl lid)/]\éff:ﬁﬁ'c '
L ESNER, WEOBEL (XY 1) BATMHECRD bR, ORI S
RS REIERD Bm:znoto :ty:_ _coz{b iﬁﬁ”ﬁ%&%‘&b Tzﬁwéf;e%ﬂ%—c S
 HEED LN, .
: mﬁ%ﬁiﬁmoﬁﬂﬁﬁf ;t &Ef «JUEH‘%S%% :t?;t’&b ST D 710
| AR O, 17.0 meg (il ke KB/ B BEOHE 1 4IC AST, 56.7 mg()b{ﬂﬁ)fkg-
’ ﬁi@ﬁ#@ﬂﬁ#&'( ALT ERAST O BB b, =

figes =R, ﬁiﬁ&W%ﬁ?&”‘E’ﬁﬁE’C iﬁk&%&ki@ﬂ“b%@i &bBﬂ’Lfmho S

Tz, E—’?%“T@% O TEDFFF k7 A P450 ZREER DIEMELRIE NI 3, b\@"ﬂ% .
 HBEELERTS bNho T, E%%Tﬂ#wﬂfﬁ%ﬂ?&q3®V7znv4 //%B%
o REHTLYENo, .

CBEERY. zis:a-tﬁﬁ _:Hm NOAEL 5. 7mg(7'3{ﬁ)!kg {:@/a rEZ gmo :

N DS A= P SN b L“CCDFH%“,
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5. (BHEEMRE L : :
(1) 1 ERIB SRS (1 X) (éjﬁ’ézz) L
T AX (BN, ﬂﬁﬁ%tl@/ﬁ?) 75:%1(\7;/72u74' //@%%IJ%DH’—:T— 0.2
- B RUN25 mg(j]‘fﬂﬁ)/kg %E/R) ITXD léﬁfﬁﬁlﬁ@ﬂﬁﬁgﬁhkb\f &bBi’bﬁ_ﬁ:ﬁFﬁ X
: EFiI;LTGDJ::}bD'C bole, 2B, MRE ui:]:&:n/%ﬁfﬂ%»f j‘/;k%i%’s}bto -
SREIRIC, BB &beznttyb:of_o . o
L AR, iﬁ%ﬁrﬁ%mr‘@ﬁ%ﬁ: abt;m_rbn 5 mg(jj{ﬁﬁ)/kg ﬁsgﬁfﬁuﬂ&
| SR ThTMCEENEL BOCEE Chok, o
- EE.EEE DR PRORRE, ﬁsﬁ MR, LB HE&E m&%ﬁ@ﬁﬁ&tﬁﬁ% a
ORET E&kﬁlﬁ]ﬂ‘é%@ :FE&) biviehofs, - o
- MR AR IR S 12,81,85, 176,273 R U357 AHIZ ﬁ:b:hrkw 925 mg(#1

Vg 4 EREOBET ALT R AST @) LRSI HACI\ O AST wﬁsf* o

85 RIRLIIC EFHERERL, #5176 R CHEEChoR - :
ISR E & T, 25 mg(H i) /kg ﬁﬁ/ﬁ#fﬁ%@ﬁﬁﬁ&@%ﬁﬁ@%ﬂnm &br‘osz‘_o o

. SRR OV A T, RS TR T NS Dol :
PLEED. 5 mgUhiikg KB B LR S CRR &bgm_ﬁ%ﬁmﬁﬁ%% Liz, &
' ?ﬁ%ﬁ 2345 NOEL 13 2 mglkg HE/R &E2 bk, LnLiadb, \_@%‘a%@i%ﬂ?t.
1< BT, n%k*ra—ﬁﬁ&._#iiﬁ‘mﬁ%ﬂ\m\ E7Z é‘ﬁ)ﬁ%zﬁibémﬁ%ﬁ%’* '

TR HITE Y RIS SR pH ATREECH S - a@%@_<"

: 75%6%@& Bphs, Sbickk. B L 7o . %Lvr%{l:%&_rzm%ab%h'cka '
R Rl O S & LCIEIcRNEEZ bD, ZDid, FARETE |
“ﬁ%@&%ﬁ%b‘b E:néa%’fﬁ“ LA LRI BT B DWRDINT A—H @Eﬂs'c

NOAEL | i5mg(73fﬂﬁ)/kg1$ﬁ/awaé a#Jlﬁém_n S

fne:lb 25 mg(p'ﬂﬁ)/kg ﬁi@ 5| ﬁ@@@&%&@ 1 ﬂilﬁ@é&&%?’& 24 H‘#F‘ﬁﬂ) AUC

. .U)J:I:%E'Cij: 1 EROREHTHT G{iﬁﬁmb‘ﬁm%&b SY: 4 EE%EL'HL.J:E)%@ZN

B bR, 2 mghilike HE/BRECIIIERQ L EROBEH THROMIETRE

maﬁkﬁ<\%ﬁm@ﬂgnﬁmonn&5%Tﬁ®%m%¢@y7zuv4xzﬁ_::"

CENE, BEEIEC0.75, 4.02 B0 821 pe(Hie TREBEEEBEETL Y BT, ;ﬁ@ ‘

'"V.3&ﬂmﬁ%ﬁﬂﬁﬁﬁ@ﬂﬁamﬁbréema§EM%wan&wono .

el ma&a& o o Cu
‘-%#Aﬂﬁﬁ%umwtm%méhfwtw Lo

s Eﬁ%ﬁ*ﬁﬁﬁ ,  ."“‘

(1) 21&&%‘@&&?@% (5w k) @ﬁ’e’ 23) :
. Sy h{SDH é‘)ﬁlﬂt“/7ﬂﬂ“~?4’ //GDB‘ﬁﬁ%U%mQ%‘- (0. 15 50&0\ 100 mg(3.
- kg ﬁigﬁ/ H) L_J.Za 2 ﬁ”[%ﬁﬁﬁ%’ﬁ%%ﬁﬁ L7z, %&%ﬁ%ﬁ@&%&oﬁ@a iﬁt@ -
EECERLE, '
. Fo AT, HEES30 E/Ei CATECES ﬁpﬁu ;ﬁ@ 70 EFE?EL-}L;\ -é%_:?‘ﬁﬂjﬁ\ ﬁ%; -
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(FEHEEE U, PR ORI E TR E Ui, Fu fRi s MRS 30 Du/aes
SRR DI LT, FiBYICIE Fo & FARICSEBIAEANI RIS 70 RIS L, SBi
B, THRR NS ES il ?3:1%1, Fa %E#L?&aal‘qﬁﬁﬁ#iﬁﬁﬁ L, Fol b@% FIBEFLFIC
g Lz,
- —RRRRETIE, #E ud@@‘;‘é%@ i%ab Enr‘mboto ﬁkiﬁ%ﬁufmﬁum Fo &U\
Fy itfRe> 100 ‘me(Hi)kg B/ BB CRRICRD b, BT By R0 50
mgChfiiffg 8/ A BE TR 0~4 B, 100 mgCriii)/ke A8/ ARE CHEIR 0~20 BT .
b, IR, FoRUF: #RO 100 mgChil)/kg i/ B B0 CHRBMIET -
RO bV, MR CEOREE Fo i ORE 9 RO 8 B TEMINA R, B2
oty EOEER 50 mg(hf)ke HE/A U R SHOBORE 9 KO 18 8, AST OF . -
. 1250 mg(Hfi)/kg HE/A Miﬁ%—ﬁ@iﬁ@éﬁ%— 18 IV BUN DIEAED 50 mg/(C)
| {ﬁ)kg (78 B O\ EREBOREORE.9 B, EORS 18 BRUSREHOEDRS 1858
S B, FROER KU ERORIH Fo HROSREROMHIC D, Fy

w:m BOTHIFRONERASEEROREYE 50 me(hike KB/ AL LEEROE

TR U ﬁﬁ@%ﬂ&“"éﬁ#ﬁﬁﬂi ﬁﬁﬁ?&"%#ﬁﬁbtb\'ﬁ*ﬁ’b@% ‘Eﬁ’“’ﬁ%&b T
BT, -

SRR 5 R c7>/\77‘~—5r (B, RWRR, HE?beJ%i'CcD E!%ﬁt #%$
53 \%$&U%fiﬁﬁ) Tk, Fo&UFlk%in_ﬂ’—i-@%mi%b BT,

Fy RO} Ty $ARONE G, AFrHAIRE A R (IR e CO RIS

- DR BT, EEILERO By ROVF) @-‘fﬁJ&%&Uﬂ%ﬁ%@ﬁ ;&Eﬁ%’fgo)&
BITERT 5 EIES b, . :
. ARRBRITIB Y D HEMO—IRE T T D LOAEL i1 15 mg(jj{ﬁ)/kg ﬁ:@ H., &
: r'ﬁﬁ%éﬂré %95 NOAEL [ZARER L:roﬁza%’r%‘ﬁ%%ﬁ;z; 100 mg(jilﬁﬂi)ﬂig AE/
. H E%x E)ﬂ’bt.o : . _ -

, (2) ﬁ—rﬁ,ﬁﬁ%ﬁ (7 W l~) (‘»‘%F’e’ )
5w k. (SD &, 22 Fu/E) %‘:mb\t/wwwf //wﬁﬁﬁ%l]ﬁ’ém&ii (0. 15 100
. KU 200 mgGHl)/ke R5/8) Luié{%%}ﬁ/réﬁﬁﬁuov\r ﬁ)Bi’bﬁﬁ:ﬁFﬁEViHT :

DEBY Thote, WRMEOREL, HR6 BN 17 Ei’éﬁu\ $HIR 20 En':%z. L

-DIBA LT, WRERCIL S — B RS L, _
- BEWRRCERO LY, —RRETHIREICERT D em‘motn .
© .+ 100 mg(fke KE/B J;LJ:%E’-?EH ﬁiﬁﬁ’}"}jﬁf Bhfmwtyﬁ: #ﬂ& 6~9 BRUr9
| ~12 AOBEROBORBEO bV,

RREREOTRT —F OREFEROELT %ia'?;o t;&n 100 mg(jjﬁﬁ)/kg KE/EDL. - -

| EBRERET, RUEER, BRI ROAEIIE N ST ) AFRREOE

| EBRIETARD BN, 15 mg(hii)/ke @/Euhﬁffﬁiﬂf&fﬁ@ﬂ REBEORERE .

. FHHRbNc, B ERIIIETEK, BRER MR dﬁi—}@%&%ﬂi B b iphs.
e, Ee, BRIROAE, Wmvﬂﬁﬁﬁtukb\fﬁi‘fﬁz¢wﬁ®%ﬁ4 & 22 ZHEE -

T HEENIFRD f’o%’b?‘;‘#oﬁ.o .

C Bk '0 2&%5%@#@3% J(‘]L'?"é NOAEL ‘l 15 mg(jj{ﬁ)/kg ﬁiﬁj&] B IRz s
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. BLOAELIZ 15 mg(ja{ﬁ)/kgﬁsa/a aa%zmr_o Fe., ﬁﬁﬂé iﬁgab rgwmo
710__ | . .

(3) s A (rw# (aﬁﬁ 25)- ' N
A (-—:r*v—:?/H‘U/]’ ME. 22 IR a»ﬁﬁwﬁ.mzu—wr //Goﬁﬁ%ﬂ o
BO#kE 0, 5, 15 K50 mg(jilﬁﬂi)/kg ﬁ@a) iéiﬁi}ﬁ;r&aﬁﬁﬁkkmf R
NEBHFTRIBUTO L BY Thol, WRUWEDOREIL, FHE 7 B2 20 Ei'@ﬁ_
U, R 29 EIL%I@JBE Utzs 3R iiﬁ:/@ﬁiﬁk%ﬁﬁbm R :
—ARIREETRE, B EICRRT S IR0 b T, 50 mg(H ke {zt:i/aiﬁ%-c
] Wﬁﬁ’)\}i@m’bfmmtﬁs iR 7~10 E@f&ﬁ&g@ﬁf)m ADBE,

R, PRI, R, B, BEABRUREERICEEOY

. BEImB LRSS, £, BRROIE, wmzﬁ@%ﬁﬁrmwﬁﬁﬁﬁﬁﬁo

SERB T EOBENIRD Bivehsol, T '

L DAEORERSD, ARROBEWICHT S NOAEL X 15 mg(j]ﬁﬁ)/kg ﬁ:@a BlE
| kT 5 NOAEL ARERICH 5%%%&“@% 50 mg(j]‘ffﬂi)lkg ®E/ }:%z_ r‘ofnp A

| '715, irg &ﬁ,ma%ammm -

8. Jaiﬁﬂ'fi‘ﬁﬁﬁ (5]3@ 26~30) R ' ' .
UFRawA //@ﬁﬁs;ﬁbuﬂg@'é%ﬁﬁD in Wﬁro&U\m vzmﬁﬁﬁ@%ﬂ:%%ﬁ 7~ L
8 Lik?ﬂbto o : o ,

'i? myzztib%‘&%ﬁ". o R
IR RaREE* | Salmonella typhimurium - | 0.02, 0.1, 0.5, 2.0, 5.0, 10,50 -~ | .
o -~ | TA1535, TAL537, TA%, | pgCifiliplate (—89) . el
| TA100, * ©[002,01,05,20,50,10,50 | aiy -
Escbencbza coli WP2 ' }Lg(jj‘fﬁ)/plate +89). . ’ @ﬁ :
uzd . 0.05,0.15,05, 15,50.15 ~ aigs. | -
. - : .pg(y‘a‘fﬁ)/plate (—s9). . - N
0.15,0.5, 1.5, 5.0, 15, 50 - a :
. | L pe(Hplate (489) .} B
REREERER |t MRBRY I SR - | 608,812, 1,084, 1,450, 1,810 i 5
: S - o ) | gAMYL (—S9 ; Shri2thr) |- ™
[ 1,450, 1,810; 2,260, 2,820, 3,520 e |
S ug()':l‘fﬁﬁ)/mL (459 3hr+21hr) . N
198,248,608, 1,084 .. -
oo . : '.pg(jj‘ﬁﬁ)me —89; 24hr) | T
BEZeREERER. | CHOMBR .- | 500, 1,000, 2,000, 3,000, 4000, |- -
o . 1 KI'BH4/Hprt) . {5,000 p.g(jj‘fﬁ)/mL ( 89 ; 5 e
: . | hr+7 days) -
500, 1,000, 2,000,3,000; 4,000, | . -
5,000 ug()‘]ﬂﬁ)!mL (+89 5 br+7 fapEe .
' dagmﬂ . ST

S0 v

."—_-1‘17—_‘




5,000, 6,000 pgCHHNmL

o

950, 1,000 pg(Hf)/mL (+S9) -

. ' . (489 ; 5 hr+7 days)
L5178Y =AY L7 | 100, 150, 175, 200, 225, 250, |' e 1o |
A (TR - 275, 300 pg(F7ffymL (—89) |- "
' .| 300, 325, 350, 400, 425, 450, e 1
1 475, 500 pgGIl)/mL (=S9) il
-1 400, 500, 600; 700, 800, 900,

- @ﬁ. 12’

ok 97;&1:74’*/./1&&4%’4 FH%%‘/'JXH"?%V/AJ:L'CCD)%EQ

12 pg(jjﬁﬂi)fplate(TA1535) 5pg{jafﬁ)fp1ate(TA1537 TA98, TAlOO) 10 j.lg(jjﬁfﬁ)/plateCE cohJ

U\J:GD)% BCHEOARHEI RO LN,

2 5 pg(jv{ﬂﬁ)/plate(TAls% TAlOO) 10 pg(jj‘fﬂﬁ)lplate(TA1537 TA98) ‘50 pg(jj{ﬁ)fplate(E '

" cold) uiw}ﬁﬁfﬁwéﬂﬁﬁiﬁﬁﬁbb bz,

-

3 5 pg(?'ﬂﬂﬁ)lplate(TA1535 TA1537 TA98, TA100) 15 pg(jj‘fﬂﬁ)fplate(E cohMJ:cDH%%*G

HOEBEERAD Bﬂ’wla

- 4 5pg (Iff)/plate(TA1535, TAlOO) 15 pg(jjﬁﬂi)fplate(TAlss":' TA98 E. coh)JAJ:aDﬂ%%"c" :

%GDE’*‘!FHEE#%&’) B?!’L?‘\_.,

coo'oqc:»cn

1,810 pg(H i/l THIHHR &J:l:%&bﬁﬁﬂﬂ%"%a 50 %M&‘FLL, :
3,520 ngJfﬂﬁ)/mL CIIVRERHR & s U CHBRAAF A% 56 WITIE T Lz, -
1, 084 ne(Fff/mL TR & s L'Cffﬁﬂaéi’“%m 66 %ME‘F l,to o
| 2,000 g0l B ECHATEMI S bk,

CWTHOREIBTHRERIRD ohvido T,

- 10 300 pg A mL IRV & HER L CHIR ARS8 50 S6ITIE T L,
Y 425 pg(ijﬁ)imL LR TIAERR & sk LB LY ME A58 ) r‘omt., .
SESTY 800 ug(jjﬁlﬁ)/mL BLET m’*ﬁﬁﬁ%’- = H:E-&L’C%Eﬂﬂ@(‘$®% LY \{Lﬂ‘zbs%&b bk,

%8 mvzvo?iﬁ% R L
B e I 1 - A& : R
d#ﬁ%ﬁ* ; BEE 'F'“'%‘E’rﬁfﬂ}i@ 500, 1,000, 2,000 mg'(jjﬁh‘)/kg_ﬁ: i
H/H, 3 ARG DEE

* /7z u-v/r //A %HET Fﬁﬁ‘b/‘77§ﬂ"?4 AL LT@%%O

LEOX S, in v:rtm ﬁﬁ \_:}’ob\“t i@fﬁ%%wiﬁgﬁ vk ) //\ﬁﬁ%ﬁb\ﬁ_i’é '
@ﬁiﬁ%ﬁ%&t}ﬁ‘ﬁﬁﬁ%ﬂﬂﬂ%ﬁ Wiz RIS RABR DV b ﬁﬁﬁjﬁ"i@f 2
' BRI DOTE MR LT ERERWE in ¥ivo 0] Wﬁﬁf%ﬁ%@‘fﬁ)otn o
YD E S, in vitro B in vivo DEBOFR T ThbBETHDI L 7b>6 v

V7zuv4y/a$@uaorﬁ%a&5ﬁﬁ ﬁmtw%m&%thto

9. ﬂEW%E’JE‘@I Bﬁﬂ'%ﬁt@%

(1) E h@hﬁ%ﬁ%‘h“ﬁ'éﬁd\%’éﬂﬂmwﬁ“ (MIC) . (B8 31) ,
[ FUDHﬁWfEE%’E’%Eﬁ?‘éfE@ﬁ@D ’6 Escbeﬂchza coli, Proteus mlrabzlz.s'
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: Enterococcus Spp Lactobaazllus SPD-+ Bactemzdes SPP-+ ths'obactenum spp N
.Peptastreptococcas spp.s Blﬁdobactenum spp... Clostridium spp.. Eubactemam

- lentum THEN 10 %ﬁ%kob \'CzﬁJEéi’bt‘/7z e ‘//ln-i’ﬁ"é M[C @:tﬁ 9 75

. .' g:i’bobfﬁ)of\—o

ig MIC@E% e o
, | B |- . VIcoOBEERE. | . SUSEERE
%ﬁ B (1047 CFU/spot) . (10¢® CFU/spot)."
S B T MICo | MiGe | MiGe |- MiCe
- Bgcherichiacoli | 100 2 | 4 | 4 ] 74
Proteus mirabilis | 10.| ->128 - >128. | >128 |- >128
Boferogoocusspp. | 10 | 1 | . 4 |. 2z | 8-
" Lactobactllus spp. 0] - 4 | 128 |- 4 | - 128
Bacteroides spp. 1001 B4 T >128 - | | 64 . [. >128
"_F‘usqb;:actéziumspp._ 1'0‘ 2. 1 & | -2 R 4
Peptostreptococcusspp. - | 10 | . 16 - 128 32 | >128
. Bifidobacterivmspp. |10 |- 05 . | . 8 1|18
" Clostridiumispp. =~ | 10 |. 16 32 - 82 . .82
Eﬁbacfeﬁdﬁ]enmm 1w 18 - | >128 S0 32 : >128 .

' ﬁﬁéhtﬁﬁlﬁ'ﬂi Bifidobristerium' SpD. ﬁuﬁ%@ﬁmxﬁw@m%@vm %o) |
1088 CFU/spot B 7% MICs it 1 pg/mL T%o o . |

: ='( 2) ia vitro gut model La‘:;lfé!?-&mﬁ‘%ﬁﬁo) MIC (aﬂe 32.. 33)

2~20 pgimL. DY T A=A 2% Cooked meat HEHIIZINZ . EH PRIRTREE, Ff“IJpH_ e

L2 DEHETFCAT BB, & BIPH 7L, IHBRER O 7 LT Ry
WET DT kL;U tb%mﬁW®ﬁ%®ﬁﬁ%vzlv~bLtﬁﬁk\‘
‘Bifidobacterium B} Fusobacterium (FREN 2B 2R 1056 CRU/mL, Cnz..

#35 CC°C 18 RIS Ui b & OBOATRRERRIT L, Z ORMLERE IS -
b\'ﬂi 20yg/mLi’CCD‘/7xu'?/f://i—’fﬂi’%@iﬁﬁﬁkﬁ,@%’;x&ﬁ:oto

. (3) E hﬁﬁ(ﬁ@“évvzn—«»f //co%* é’r&w%ﬁ“’r (BB 34, 35) o
e.b 64 (B 34) HLERSNEEELZESL 001 M O Callyic 1/150~1/5
;rﬁﬁbfwﬁbnﬁﬁL\%pmnmMcgﬁv7znv4vxéﬁMLtﬁ®ﬁﬁ',
KRB Y T ARTA YU OBAERERN L, BAELELOS Uk ERCERS . |
N RS 17150 ARTII 88 % ThHoARE L S bITEb L, s AT
. 47 WICIET Uiz, Us FIRCRIT 3B Kd i1 85 & *P%:é:h,to (ZH8 34)
Ui, BIORRICRO T, SR 4 40 IR SN EELESL 0.01 MO CaCly
T V10l AR U CRE Licisic, MCISkY 5 2n~ g ://%_ﬁ%ﬂu Uir B0 EE TR
THYFATYA V/O)#A%[@Hﬁﬁ LT, ZORBICRVTIFE bIZ20 RIM3T-C
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- _iaﬂj‘éﬁAﬁri@%Lowc %1:%-& Lz, ﬁA&%ﬁJL\/\%ﬁbf_hﬁ LIE[HS{ é:nﬁ_ﬁﬁt ‘

C AR 20 CTHRI 3T~43 %2TT Rd=17, 37 CT 24~98 % TKd=32 & iz,

L I ORETI ;7;;;:74 //#il: b@ﬁwmh_{zm 37’ °C’CI: bﬁ@?ﬁ’éﬂb& ﬁLJ:
=2k \F/\%&%/T Lz, (@E@ 35)

(4) ﬁ{ic‘: pH w%ﬂﬁwiﬁﬂﬁ Jﬁ'éﬁ& €3 36 37) -
-\?‘ﬂf"/fﬁ?‘—7ﬂzi’:§ (0.031~128 pg/mLGD/71D'=?/f .//%":Aﬁ\ ,%'JpH'T 1-.
Xk 7.4 ZOHWIpH 6.5 ﬁ%éﬂﬁ%%i#ﬂmw\. 3 BIEERELIE 96 v/ 7
- FAE—F L N L, 5x105CRUML Bk ATUCIRILIER) 1 XY, BaD
?%&W)):IXtP?%Q//%fﬁbﬁﬁ%ﬂ&lﬁ%ﬁ%ﬁ%ﬁ#ﬂfSﬁiu?aﬂzEhkmxaxus
~Bﬁhwdmmm=§4Eﬁ)®%ﬁ%@%b]WC%@ELLOé6L%7V“FA
qjﬂ)iﬁ%ﬁi%':%ﬂiiﬁﬂkﬁ’lﬁb EREH EIC o n == R o0 TR EA X —
: 7"1/~— F Lﬁﬂﬂéﬂ'@\ﬁ_/ ST, Y iﬁﬁ%tﬁﬁﬁﬁi&ﬁﬁ (CPG) & L, CPG
B4 X —F1— ;;boﬁéfé’-% J:é*%‘rﬁﬁﬁttﬁf)ﬁ J:o’Ci:EFLE# BB HNRDD |
CTEATH, HEAES i?ﬁtb\%fi%ﬂkioﬁéii%hiof%’ﬁ“é &:ﬁa*ﬁ"n:’éﬂ’b

MICJ:U bEVMEE 2D EEAZDND,. '.

- RTOETEMEEREO CPG LY %ﬁﬁ%ﬁﬁi‘%ﬂ%ﬁfﬁﬂ) CPG 5 \{%‘%TL ﬁ ,
R IS AME T 22 EPTNRENT, 5’50) MZ[Cso*ﬁ‘;“J“ﬁEﬁ B
WTEbREMOE T Blﬁdobactenum W2V M[C 2 0. 5. 0.5, 2. 8 Th-o

e A BRI S iSRS % O CPG gﬁéﬁﬁ%@iﬁﬁiﬂi%%%OD CPG % -
TR 2~6 fi5, ERIOHEETIY 2~16 F%%Mﬁ&;r L, ﬁf@ \_sm“ﬂ‘zaﬁ*/—\k_g: b Jﬁ
EISMME T3 L AR ST '

o it\Bﬁ&@mmmmprLOWTH7$D%65u%%f mnﬁv@%ﬂCﬂ

LIEREOEMETEZRLE (K 10), - (B3R 36) - o
Fusobacterium {22 CEL 10 BERICOWT pH @%@ﬁ#ﬁ_fé#’bﬁ.?ﬁ) MICgo i 2-
®HT). $5 8 pH6.6) IZLL. 4EDIE T Bivk, B 37) .

R £ = 372 RRENE 371 ﬁ/ﬁ%@ﬁﬂvﬁkﬂ%ﬁ%ﬁﬂﬂ zxk< Eﬁ@:&iz}’bé 2:7517’511"9 -
ATRY., — M7 ) CREEFEIER NS, HIEmERopH. Liob v :ité&'i A
BRABMETTH2 L BE BT N 77\ 1:*?/{ // b NH %’é‘: 2 oﬁ';“z';a 7

_@{Eﬁﬁﬁhﬁéb\z‘:?éﬂ?éa‘b TV B, -

ﬁ 10 o . _

- Escherichia coli . Enterococcus - - Bifidobacterium

( : e I Y. fE | F | &8
MIC. (pF7.1 0x 7.4) 5. 4~8 - 6 _4~8 | 48 | =0.031~16
MIC (pH&.5): 128 |. 128~>128 | 128 198~>128" | 16.3 0.062~64

" | mE CPG (pH7.10r74) | 68 |- 8~>128 - |. 14 |. 4~32" | 70 | 0125~16 |-

- 554 CPG (pHS6.5) 128 | 128~>128 | 128 | 128~>128 | 18.3 ‘| - 0.125~64.
%i%ﬁﬁigm_ | 128 | 128~128 "_128, 128~>128. .-40.5' - 22128,

T 4, 20 RODARRIAD 3 AOHE,
| 23

-120-




B
|. (pH6.5) .

128 | . >128 128 | - >128 . 400°| 8&~>1280

:*$ﬁCH}®§m{beﬁﬁmmimskbfﬁbﬂt..

" (B). ﬂﬁl\.a*a{'fémmvoﬂ)fﬂﬁ. (%;*F’e-’ 13, 38)

Salmonella enterjca sérovar Typhimurium. (ST) T%%&ﬁf& 10 R ﬁ: 15 mg/kg o

ﬁiﬁw‘/7mﬂ74’ //%%Elﬁ%lﬁﬁ?é%’é—b BeE% 28 BETORSER L. AR
ﬁ@ST%@MM)iH%gMLT%Otﬂ %E@ﬁ&%ﬁ%ﬁ&@ﬁfﬁ¢®ﬁ»

L EERSHETERIRS LRSI, (B 39)

5% 3 BEORDERDY 5 AR A VBB, 25m@@¢3®fWW&%L |
BT 100 pgle ThHB S LIRS TEY, /72!374//&%0)7%{!3‘”“‘%]? |
i%LCHEE&mﬁT¢6 &#T%éhﬁw(ﬁﬁlm

. ~_3’L60)J: 512, in vitro. @Tﬁﬁgﬁ Z3V \’C /‘7;< 1::-7/{ v iﬁﬁ%m@iﬂ%ﬁm— '
l. WS BB in vitro DR BT EEEOFET CHET L, pH KoVTh, &
| b, A0 pH ST T n itro © MIC BIRRER CHE baht%mib%ﬁ%ﬁ-
MERMETT A TEESENEBbva, Ebi, RORBRICEWT, HEBRRBRED
. Salmonella YRHT. in. vztro TR BN MIC @ﬁﬂik?@ﬁ'éhéﬁﬁwj =
4//#&??%% DL TELT, mwmokkwrréhtﬁkwiﬁ
5%%%1‘&{5&?@131 vivo L:Fab\'c%%&b BB Z &ﬁiﬁ“ﬂf“é:l’bto - :

= 0. %wﬁwﬁﬁ%ﬁsﬁ (RERAERE) (%P:‘g 39)

EAEy b (10 ) targs) SINE R Tl e A oL %@/721:7,(.:// > oL

utvzﬁ)n—»ﬁ%5%/7xn74V/b7u4/bméT/an/bmwi
ParROTaAf v FEET Vay FOBEENEETEEL, 1 Blgic oy
I//ﬁ J :‘““/VC?EBﬂ'T:‘/7X <A, //%&“’é-ﬁ[&{i%ja/\—fj‘ég: Sl FC L
B RIRFHRS: L7, &biz2 BRI LY e LS BTy FARTL Y
B N G vl =1 -4 Ly :hJVU)Ff’CéﬁEr%MJ_& iBUGDﬁMJ_&Bt%LKO B
| 24 KU 48 R ORI T, 9/10 BICIEERRASERD b, /7Xu74//ﬁ%f
}I/-‘E/ I\kkb\fiﬁﬁﬂ%ﬁ%’ﬁfﬁé DR E T, - -
- ZOENVE Y S ORETBO DI VLR R %E#‘-Bﬁ'ﬂ“é %g@'(‘ H5 .

yi- ﬁ%?vw#~fzkbfﬁ%k&5®ﬁﬁﬁﬁﬁf %u7%747#v~%® .

: E’%’fnﬁl‘ EEbIebT IRT wlxﬂF~—J:fi’ré’§7)=sEf;o'Cb\5 ;
ROREICBT BT VAR T, ﬁ%_kﬁéﬁkwﬁuﬁﬁwﬂ&%ﬁm;
HMERHESHTCOBE, CT VAP — BRI b TORY, 72 L, =R
@%ukH57vwﬁhﬁm®ﬁE%%®iitbhﬂﬁ?é PELWEELRE
MTVB, . v B TA BREEWEICOVWTIL, ¢ MERRICHT 2 LEE
%%m&é ﬁﬁuk667MW¥~%®ﬁ¢%ka i)xm74//@ﬁrﬁ%

B, 8B, CAE LA, IERESSELN TV, %@ﬁ& IERTHD LEES

S RTRE, EbiT, v/ BT FRFERERMOLECE 15 BRO<Y w71 NRE-
TEREETY AR VY R0 BT LA BEERORESEREN Th B LB

v-.'24.

=121-



{

é:h;tlnza 7 V/v#~®ﬁﬁ_iiﬁﬁﬁfkféﬁ'€%é E:i%x f‘o;hé 7b> FapRiErg & Hik L
CTRREN LUEEBEEIZE L NI ﬁa*ﬁ?‘fézh ﬁuu%:/r LTI > TlERE
& 7‘&“@7 V;vﬂ%—mﬁébé_fﬁ‘émiﬂﬁfﬁ LHEET %‘é &%x Bné

B RESHBHE (£ MoBFBTHn51 FREANEORE) (SE4043)

/7211'?4’ VO MERICIE BERREIIROR, '7&1:74’ I~+®1"‘ﬁi¢W§h‘u Lo

H{ bk I»%“Hm:rowﬁuméh'cw% .
W rugA M’q@ﬁéﬁ%’ﬁkl B EEEWER :ti:h, ubnﬁg. 67‘;»\}: éﬂ’b‘flﬂé -.
B, T) RBTA TN D SBERAR DS L S, THOKEITED, lErk,
it éi;hrclz\é a2 N ﬁm&o‘%ﬁﬁﬁﬁ‘%’c% CEAEDES (VR ﬁau
L RRROTHIERT I L RHE L SN, = Aned SUATOVWTHSKE NP i
CBnTw ?ZEﬁb\fbﬁﬁnh@ﬁEﬁ#%ﬁEéh’m\67b> %#M&bi‘%‘&b f‘ohiﬁ?ﬁ“otf -
L EHTHA, _ o
A it, VG Ruwd v LRAL 16 Eﬁ?’)‘u7/r l\'@;%)?/zuv/( //CDE’;EE
ﬁ%ﬁ&tﬁﬁﬁﬁ%wéﬂﬂfﬁﬁuﬁﬁfﬁgﬁ%ﬁ:ot@ﬁm&&%ﬁfﬁ (fl% uﬁ%‘ﬁﬁ) GD FTERK
'U\Yiéi{ I:‘f“é’f\@?v% (A, %E%) < :lbo?lu ' '

3 ]]I ﬁnn@ﬁm =$‘fﬁ .
. EWERERUBERBRICONT ' ‘ -
V5 R awA Vv OREN L_:}'oﬁ‘élﬁlﬁﬁ*#ﬁ%%i 58~99 B & tt;ﬁ;‘zsﬁﬁgaow; :

- BAERL, A X0 1ER B HEASRERITI T, 25 g ke KB/ B ORECRE -

TR SR L S LT AUC OFESED b, 5 mg(hibike EE/EOR

| SO EBARE & OLBIIHSRAR o e AUC O ERBTFRENE, UL, 2

3 mg(jjﬁﬁ)/kg {RE) OB ECHITE S BN R O BAE T I M et ~_1E§< N

o FHEGD?EEE’C %1 EROESIR IR O THEH IEERD bR 0T, it#ﬁﬁéi’bh
RBOLL T, BA, BE. FHEROEIL D b, BRIV TRS :%b‘i)’%ﬁ"“@ﬁ‘%%
DHATNBE, #Eﬁ‘éi’bt%@@ﬁ:fiﬁ%‘% »iol/ \'C fF'i‘FLEFHLﬁ'é‘Z) ﬁﬁFﬁﬁ,ﬁt
bBhehoTo,

2 ﬁﬁ%ﬁﬁgﬁi-_ﬁu 'f _ -
(1), BB R GRS OLNT I
AREFAERMCOVTIET v MRV 2&1&%&@&&%@&07 v I~ r?ﬁﬂ?%%
W AR MR EE ST B, 2 HHRESESMRS (0, 15, 50 KT8 100 mg(jji
kg RE/E) ICBVCIE, B, RBR, MENGRRETO B, MR, S,

R RSO AR, SEROML, AEHERE, SRELEE,

| MEREE TO R REORA Lﬁﬁﬂ‘é?ﬁm\‘?h BB E DR BT X DI
D b, —H, “ﬁ&"*mu_ob\'ci H%B;ﬁ@?rﬁﬁ&whﬁ%@?ﬁz MR FoltEitED

| SBERTRD LI, B ChHEOSEERECHEROR IR b ), NOAEL

| BELhARdoT LEME L, LOAEL iZ 15 mg(iffke le@a LEX BN, i,
- {%%ﬁ, (ZOVWTHT » b (0, 15, 100 % TF 200 mgUhfi)/kg &/ H) ROV (0,

25

.' '_]‘22'_



B, 15 FU50. mg(jjfﬁ)fkgﬁi@ﬁ) & ‘%)Lm&b BJI’WZE#OTJ% 7 Hk_klf"C 15 mg(jj .

kg A& R ORBCROCHEEORITA BRI EEIRD bivicicd, NOAEL &:!: g5 -

3’b7§§75>07?_ &#J%ﬁéﬁ’b LOAEL %15 mg(jjﬁ)/kg ﬁiﬁ/ A c‘:%z B«i’lﬂio ‘

(2) :aiﬁafi/%ﬁ/u’filhﬁb\‘c
| %75%}]&5&5%&_01/\'Ci‘i%:ﬁfﬁéh‘(b\f&v\ o
U LARB. YT RuwA W in vilro @ﬁ]ﬁ?@?@éﬂﬁ%ﬁ %@W%ﬁ"ﬁﬁ ._
Bz BB (CHO/Mprt, < 7 R Y V7 3 —< Tk) KUt in vivo D/NERER (v
- MEEER) OVThISRWTHRETHY, BEEHIRVEEL NS, $e, B
EMER OB DV PRORBRIZBOT b BB ERA X R IR0 bh

TR, EBIZ T e T4 FROP é%ﬁh.ob\ﬂ:tkh@ﬁ‘]ﬁb‘k hERICBIT D

| ERERH R, B L UBBORARA BN TR T, ﬁ%@&%ﬁrca‘bé:) )

L R Yy ORI AR TR AMEERRD B TR,

7"-,-
. Ca

\_:h,E:fDL_ & 75“5 %#A/ﬁﬁﬁﬁ%ﬁ@\'@ YTH ADL @ﬁ%ﬁfi_fﬁn“tbé &*‘J%’féﬂ’b -

(3) Bemm ADIobT o
177“:1"74‘ -//Lt.")ll\ffi ﬁ{fﬁ%ﬁ:y@%}j—éf@b\&%xehé &:7556

O ADLRRET BT LAIETHS LB bive, BAMIHEMEEREIC S T, &

CHECERCHRBERSORENED b L EX DAL, A X0 LEMEBE
~ ﬁﬁﬁﬁﬁhkﬁéﬁmﬁi{h?«ﬁﬁiﬁﬁwb\(075@/\7% 5!03%{[:'( NOAEL x5
 mgGiiikeg RE/RTHD LIl S, -

= Ty F@zﬁ{%ﬁ&ﬁﬁﬁ&mﬁﬁﬁ,&ﬁﬁmm\r %h%hﬁfrﬂﬁ%%@‘

| B RO RE O T S BRI B TR anm_ab NOAEL ﬁi%%f‘fr%f wf o
' b LOAEL 3 15 mg(0hfl)ig 1K/ B Tho Tz,

4RO 1 FRHBMEEMBEIC I 5 NOAEL 5 g W B ADLEBE -

 TEBA FEE 0. MBksE 10 MR 100 2B L. 0.05 mglkg B/ LB,

A 5y b 2 BREGERRBR ORATEHERE D LOAEL 15 meUVi) /e A/

R ADL 2RETOHA I, &= 10, ﬂﬁlﬁ% 10 OZ2AREL 100 120 LOAEL
. BERETBC a&_iéunmzréﬁémo %%Eé’b 0.015 me/ke K5/ B LRESEND,
. m%ﬁ%ﬁ@l&l&ﬁﬁﬁﬁﬁr NOAEL 735’1?:5%*(1:\57)\ TAVE TR _Ettéffﬁﬁ%i
. ﬂzﬁﬁﬁfﬁﬁ%@#@b b, ThHbHRL DBEDOEVIRIEL B L 75“‘9 ks
. H’J%éﬁ%%éybmza ADI¥X0.015 mg/kg {zlsﬁ/ AEHATS @ﬂnﬁéﬁ &It é;mzn '

3. %&Eﬁ%;aﬁﬁ,@!_our -
(1) ﬁﬁ?..#/]%ﬁ‘]ADI (220 T

VAT A //@ﬁ%t&%q—ﬁﬁ%%h_ob\'C%U)%‘I%‘Etc%ﬂﬁ . ‘in vitro® MICso o

#'C&)O?'I_o Bacteroides., Blﬁdobactermm\ C’]ostz:zdzum Eubacterium, Fusobacterium, = -

Peptosz&'eptococcus EOREERTME Enterococcus, F. coli, Lactobacillus, Proteus o
@ﬁWﬁ%ﬁ TN 10 %EE’E)%‘/ T 1\41050 75“51%3?5 Bﬁ’lf(‘?o U W‘Eﬁb‘ MICso. -

'»26'.

-128=



' ﬁzﬁ&ﬁ:éﬁ;}’bﬁ_ ‘iBﬁdobactenum T, MICso [ 1 pg/mL 'C&)O?’I_o Fﬂ’ﬁﬁ&% 220
| g EDEE SN OLENC 90 % (IR B HEE) . ELIRIIC 1, b MEEI 60kg.
CEEALL JECFA @%ﬁké Tkibﬁé%%ﬁﬁ%@%ﬁ%ﬂ“é b '

A (mgfké.ﬁ@ai - Oooléﬁf{ﬁégzo @ ~ oty

x 2By ' ' -
Lﬁxum b, VTR uv/f v bowa:l: HH#M@J: 5 72 i mm b&m‘bﬁ :
FEAOHES. EEFSRBICB AAEEEOET. pH OB{IC X HETEIEDE
RO, %a“b’cﬂﬂ’bﬁﬁ#%ﬁ FEHE N, Fiz, IR BOBEM in vivo (u_?ob\
THRD Bﬂ’bé“l B OV TRRIZER Z)ﬁﬁﬁf%%ﬁﬁb VCEESINTS ,
_@psiﬁﬂg&mv"//&wvy VT%/&&E&LT_MF (% 20 pg/ml i’CG)/77\m*\7
R L= 4 Bifidobacterium TN Fusobacterium OEEFEE G R do T2, '
- QEEEY TR VU ERBALIEE, T?“ﬁﬁ@/yxnv/r .//ﬁ ;t 20 CT
B0 UAIHITIET Lk, 37 CTIX 30 %ARMITIE T Uiz, -
C @EBLYTAuTAVURES LTJ@/—\ ?EALm\%U) J:J:tﬁlxc CPG ﬁ:t 2~16_
 EoEERTR L,
 @pH A T.0 b 6.5t L.{EET*% J: iﬁ%ﬁiﬁib 1/4&};'{ L_{EE:TLLO
- GIRICRVNT, in vitro © MIC 7 1.56 pg/mL DINVERTH, H72< & bt pele %: '
3 Ezéy7xuv4//%ﬁna%zaméﬁﬁ¢f%@% ﬁmmotc

_ _ﬂfu‘gm: 51T, DIk % in vitro @ﬁ%ﬁh:}ab\r ﬁ%@ﬁﬁ%& CD#T"LLJ: Y
S YZATRTA //@ﬁ%?%fi?b%&?@‘é L. FOBMAO—oLEXLhARELYS
AuwA T ORAIERORR TR SN, & BICpH OB Lo TR,
BT 52 L PR a e, ARAOSET TR, AFIREL OREIC L DHBEKD
BOBEZ b, SHITIATA FRFEDE, BT T AnvA VU HEk
PO pH THENMETT 52 L hb, fEE Lo ToEEEIC oW C bR OWES
o BMEESh, invitro® MIC RIERBCHD bV bO L Y bHEEESE L ETT
L BTSRRI, EBIT. RORRICIT, i vitro TR NI MIC

i@ﬁ+@%ﬁﬁwﬁF®J7KH74//ﬁﬁmm¢uﬁELTwT% PAEXT

iR e LT_%%%E’J%& SEERD BT in vitro TR &b%:?’bf_%%'eﬁ: J:Za?"'%ﬁ?% -

MEHETOZSIL, invivol CRVTHED OB Z TR SR, T
| R EITOVTC VICH 7?4 KT 236 T, ﬁﬁ%&ﬁkﬁ@?ﬁéma@&b 5
BB EOMEIESBICAS D, FIRIICA BB A AR S TV B
ERFTDILLL, TROFBOSNAVESII TR EOFERAT 5 RERAD L
CLTWE, VFREYA LU DBE, in vitro DEEL @ﬁiﬁéﬁoﬁéﬁ@%ﬁb_&w—c :
HEBENETT 52 LAMREER TSR, BIHENLTF —F D bITRBNICET 5
ﬁ%ﬁ@ﬁ%@ﬁﬂif%ﬁwk%zeh wi%%%%%%w%w%ﬂﬁ?é Lix
- T%&waéhtp

27

~124~



WE&GD{E"F «-Eﬂﬁ‘é‘é%ﬁﬁ%ﬁﬂ&ﬁ *?l’”fﬂﬁ‘é‘é J: i’C% ttlr\%)@@ BN R

"k in vitro @%’Eﬁztﬂjﬁb“f X DZHTH 110 el uﬁ%ﬁ%ﬁ#ﬁ—lﬁ‘é boL
%z bivs, LidioT, ﬁ%ﬁﬁ@ﬁ?&%ﬁ LM&&%%@ ADI @fﬁtﬁ{m;t 0.04.
mg/kgﬁiijﬁﬁl#ki%x%ﬂto S

4. ADL ODEEEL.’DL\'C |
| S ADI . S v o 2 w’cﬁéﬁﬂﬁ?ﬁc&%&%#ﬁf&?&sﬁkm\f %EM =

" LOAEL 15 mgUifVke AE/R I, K&K LCHE 10, A 10 D 1001M%, -

RE-1-Y! qJJI]@ﬁéﬁﬁ 10 &/ L7z 0.015 mglkg {z{s@a rEZbRF, .

A BRI T O\ T T RS TR TR T — & 7336}1 #ﬁ%’]ﬁ@{ﬁ
- T 5 E %ﬂ@@ﬂﬂﬂi@ﬁ'@%é%@@ mm%@MCso@ﬁ%ﬁ“ﬁ?ﬁ*%Eﬂj o

SRR ADL @ﬁ%ﬁ{m ﬁ%ﬁ‘fﬁf’)ﬁ?%%ﬁ'é‘é £ 004 mg/kg {z@/ ZLES
L EEBRLRE,

IR ADL O 0. 015 mg/kg ﬁi@ AV, ﬁ&é%aaﬁb ADI @%‘%if“é“@ 0.04 mg/kg ® -

/R UTEDIENMETH Y, A FHBETONT %‘l"ﬁﬂﬁ%ﬁ%ﬁ%ﬁ% LT

C WBLEXBNAT Eb, ADIBE CU S THE, ﬂlﬁ%E'JADICDOOIS mg/kg{zk' o

‘E/El %‘ﬁﬁﬁﬁ"é c‘:ﬁgiﬁé ki%z Bﬂ’bﬂ_u T
5. ﬁnn{ﬁ gg%uﬂﬂﬁ{-.ﬁb‘f

S BMEXY, YIRawy vw@ﬁnn@%%%ﬁﬁkob‘fﬂ ADI & Lf&@{ﬁ&*ﬁ{
Fﬁ‘é‘f’é &73»%% &:5%‘:{'. 6:3’1,5 o .

- /72!:1'?4’*// 0015mg/kgﬁ§E/El

28.

125



'~<;”:IJ%R 1

- BEFR G2
ADI —H?ﬁﬁ#@% o
AT & |\ TI9=VTI)bovrAT7=7—%
AST TANGEBRT ) b7/7<7:n7--12
- AUC . | PR dR T EA
BUN . | hWiEREESR -
. CHO - Fx A —~~zmxa—§ﬁ%m%mm -
Coax i () e E -
EMEA | BRINEERENT
- "FDA | KEESEZERT .
~ JECFA FAO/WHO /—\r}ﬁuuﬁbmﬁﬁﬂﬁAﬁ
LC-MSMS | ElEr a~v b5 7 4 — &/TAEEJ%JBH
LOAEL. . | S/hiit& :
. MIC VB RE -
NOAEL TR
 NOEL EIEHE - :
NTP %@lﬁﬁﬁfu 75 A .
. Tonax i (%) tiﬂz%%ﬁ%ﬂ#ﬁﬁ-
Ty ﬁy"eﬁtﬁ%ﬁ?ﬁ B

A E%un @ﬁ(ﬁﬁﬁﬁﬂwﬁﬁl RS IF""%LJJA%

29




o 1 7?4%hﬁkitA$i§J%ﬁJl§$un§<ﬁHﬁ% EﬁEE?E% K52 ‘Vy-%fn“ﬁﬂ '1(5&' :
AR '

C e g av-sRa @Mﬁﬁﬁém@ﬁmrgﬁzm uﬁ%béﬁﬁﬁﬁ%ﬁ?ﬁiﬁ@?

D YSRaeA VY BAER 44 [Study# 1530N-60-00-359] GRAR) o
. 8. TrA VRS Eﬂfﬁﬂ% ShBEMBERR Jffﬁoéﬁ’%’%ﬁﬁﬁ ﬁ‘@%‘ .
' vsanefy AR 45 [Study # 1530N-60-00-363]¢GRAR) - -
4 T A PSRN TER énéﬁ%}ﬂ Eﬁmhﬁ?:}oéﬁ’%ﬁﬁmﬁ“ﬁ@%ﬁ :
B YT REeS YV R 465 [Stidy # 1530N-60-00-362)(GRA%) '
5. 77 AP —HREH ESNCHEA éhé@%ﬂ% EE L’G’ﬁbé%%’%ﬁﬁ“ﬁﬁ:’wﬁ
DL B USRS Vv R 48 [Study # 1635N-60-09-204] (GRAR)
6. 7 74 4%—&“’::%& E4 iR ShoBRHER R L%béﬁgﬁﬂ?ﬁﬁwﬁ‘ﬁ
B USanv vy TREEAT ) [Study# 1576N-60-00-2091GRARD o
7. 774 PRt EI&F'C (E333! é:né B RIESE M J%béﬁ%’%ﬁﬁa&”ﬁ@%
- & YIRS VY L RANERS9 [Study # 1535N-60-99- 206lGRAR) T
8.« 774 PRt @J%Fﬁl’a‘%niﬁéﬁﬁ%ﬁ:@ﬁﬁ WE LRI VU R
R 43 AR uﬁﬁﬂ‘éﬁﬂ Héﬁh.:l'oé‘i‘é‘/tfznv/f //@ﬂlﬁﬁi':i:'i’o Yows
O AR GRAR) - SR
L9, -774’ Pttt @%ﬁ@%nniﬂﬁ%ﬂ%ﬂaﬁ% F"i&‘ IR %ﬁ_’éﬁ 40’ '2&,
: S, AR, PECBET R H%ELMTZD‘/“JXH'?/( vx@é%#@%ﬂﬁﬁ
. A\ﬁ) g
10. 7 74 *fhﬁi‘t’-’*ﬁ: I%T@% éﬂé@ﬂ’%ﬁgﬁuu _{;‘Fbéﬁ%ﬁiﬁﬁxi’@%ﬁ:
& VIRuATY RFER 5L [Study # 1521E-60-01-194CRAR) o
11. 77/(@“*%&@5%%[2%11&-&&& RARHEE . NT v ?ﬁfféﬂtﬂ LS
MR, A, fREL ﬂ%kuﬁé?éﬁﬂ ﬁﬁuﬁaﬁé Cu /7% u'wr //@%?%ﬂ%%ﬁ-
L BREGRAR . SRR
2. 774’9‘“%5‘@&?i§b%fﬁ|§§3§m§c%ﬁﬁ@$%% %77 v %ﬁ?éﬁziz %
R A R %Hw*ﬁa'é'ééﬂ Hﬂ_%b‘é Cu 2 n-:»vf /./@%Effﬁtiﬂﬁa# ,
: 'ﬁﬁﬁﬁﬁ(ﬁﬁﬁkﬁ) -
o ‘13 774&~ﬂeﬁx$t@3%ﬂ|:%m§<ﬁﬂﬁ ﬁtfﬁﬂﬂ mE %7%// %ﬁ%ﬂ 43 ®”

W, o, ARG, SHICBE R ﬂ%ih_?ab‘é 014 /7%1:[-?/( //U)ﬁ‘ﬁﬁ%i%)l0~' |

- SRR ‘ﬁ’%ﬁ%ﬁ(ﬁk{éﬁ) o

| ld TRt B RERSERAARERE T ifcﬁéﬂzls B

R A PCH145 DIRIZRIT 5 ENEERRCRAR) - v
.15 774*&“%‘"\*1:@%%2%:@%&& SRR KT v TR 46 o
. %’ﬁ:ﬁi’ BE- 58 . CP-472,295() DIRIC I BUBRERERGRAR) S
.'16 774%*&2&%1:@5%%&%@@&%3%%5E. RS2V IR 6%
R XU ET A% CP472, 295 DT v M L.:I:oﬁélélﬁlﬁnjaitﬁ%mrew

. REFERBRGRAR) . :
2 17 774%-—%"\*:&@%}%&;*&@@&%% EF* % I~7& vy ﬁ%ﬁi’éﬂ 17;

30

—127-



Pt X USRI BT SR OP-472,295 :mE'~-ﬁ;vﬁ'bc$suzs$@fgnia;:rﬁ% L

. IRPIE S EMERBRGRAASD) - = _ S
T 18 77A PR EE R Eﬁnﬁzd&mﬂ EPm =& FI7VVRTER 18 E
s itﬁ%& ST AEE CP-472,295 Sprague Dawley;ﬁ?’ v 1~ IR 1

- A Faﬂ%mﬂﬁ%ﬁ%(fmi) ’
19, 7y A PREaH @J%fﬁ@%nnﬁﬂ_ﬁﬁ SRE % KZ v %ﬁ‘éﬂ 20; %
Ml L BRI ET 2 E 8 CP-472, 295(e)0) Sprague Dawley ?7 v MeBiF 5 -
3 7 B RN =B CRAR) a

- 1'20._77/1’%—%5@:"&@1%)3@12%&&.&&»7? Y Wﬁ‘ﬁa‘s}m %

B J:Uffé’ré Eﬁﬂ“é%ﬂ B ARITRT S CP 472,295 (2] 1 : ﬁ'aﬁ-@nﬂ&

: HEAGRAR) . -

2L 77447“—%;&:7:& @J%m[%%m%ﬁﬁﬁ TR % R 7oy YRR 21,8

T HERIUERSHTET SRR CP-472, 295(e)0>1:~—ﬁnd<uob‘r3 3 &EFWD&'

- HERBRGRAR)

22. 774*;“-—%5%&@%5@%“%@& Eﬁ%ﬂ I~7& I WT%«‘&L 222

R LU Eﬁ?‘ééﬂ CP-472, 295(e)a>1:~—ﬁzwtuob‘é 1 Eﬁaﬁﬁmar&

HEBRGRAR) :

.23 774'B‘_j§k_t’&jfi§;b%ﬁﬁ[§%nn§d_ﬂﬁﬁﬁ EFIBHE }‘7? S W‘f%ﬂ% .

S MR RURAHIT TETAER CP-472, 295(&)0)7/ M_ébb‘éﬁ“u (?ﬁ?‘aﬂ) j&—@zﬁ
L RAETEEMEER GRAR)

U o4 T AT B REERERARE TS Méﬂzg,ﬁg

o HERBIUESMTET 5 CP472.205@)0F v MORATRBRCRAR)
25, 77 A VHARH I AERRERAAREEE Ny Vv _%Qﬁéﬂm ;5
R X URSHICET 2 EH - CP-472,295() vﬁﬁw{éﬁﬁ/ﬁﬁﬁﬁ(ﬁ%\ﬁ)

96T A PHRA B AERS RS RARIRE R0y R 268

0 EBIUREMECET 5ER. CP-472,295 DR & ) FRAERRBRORAR) .

27. 774 %—Bﬁ&fﬁ:@&%m ERAMERRARREE P2y WEs 27 ;%

LB J:Ufé[ﬁab\_l%ﬂ‘/‘é g CP 472,295 Dk l~ J //\ﬂ%ffﬂiﬂ‘ﬂ%ﬁﬁb\tm Wﬁr'o?f%ﬁ

. BRRERBRCGRAR : .
98. 77 A PAEE @%ﬁ Eﬁ&@dﬁ;ﬁ%ﬁﬁ:&% }~ Ty Wﬁéﬂ 28, %
MBI URSMT B BER CP-472, 295(e) & & } oS L5178YTK+/ fmﬂ@fz

VAR RABRGRAR) L ‘

99, 77 A PR B R E R R SR BEEE KT W20 E

S @kitﬁﬁé&hﬁé'ﬁ‘é B CP-472, 295(e)a> CHO ﬁmﬁa%ﬁv \tzﬁfﬁ%e%ﬁﬁa"
- BGRAR
© 30, 774%~%Mi§b%ml:;*§m%<ﬂﬁ ﬁtﬁﬁlﬂ:%% I~79 s %ﬁéﬂse £
ﬁﬁaiuﬁﬁkﬁﬁ?‘ééﬂ CP-472, 295 n7y 1~ "ﬁﬁﬁrf‘lﬂﬂ’ﬂ%ﬁb\tfd\ﬁﬁﬁﬁ(ﬁﬁ/\'
. E2E
3L 77A %—@kzt%i @ﬂﬂ%ﬁ éﬂé@b%%lﬁ;&ﬂﬁﬁoé&%ﬁﬂ 7‘&“@% -
O YIRweS Ui TR 30 [Study #167IN-03-00-2171GRAR . .

31

- —128-



: .32 7 7A 4%—%&%& E]&F’Cﬁ% éhé@%)ﬂ E%nuk{%b 5&%&@1@&%@%
. VTR TA Y BER 82 . [Study # 1671N-03-01-23 11GR/ASR) o
.-_'33 7 74 %—ﬁk’t/\*i B ciER ENDEA Eﬁmhﬁb é&%%@fﬁ&“iﬁ@%a -

LB UTREAYY  IREER 33 [Study#167IN-03-01-2401GRAK)

84 77 A %—EEJCA«H: ESCER S B A Eﬁnuuﬁo SREAEEREOEE
.. B Y2 =SS TR 34 ; [Study # 1A72N-60-00- 203](5&6&}%) - .

35. 77 A 4%—%*%& B CHER Sha 8 iz;*éuubu[;’fﬁo 5?%‘%’%%@& @E‘%%
B ovSRuel Vv THEE S5 ¢ [Study # 53056/54866](GRAR)

“se774%~ﬁﬁA&@ﬂrﬁﬁéﬂé@%ﬁ@%mk%baﬁggﬁﬁ&ﬁmaﬁi_

& UyIRmA L REER 36 [Study# 1671N-03-01 -226]GRAR) . .
37. 774 P BREH ES RS ms A (N 2 5&%%@1’5 &ﬁ@%‘ﬁ
e % VT Raeq Ly TR 3T [Study# 1671N-03-01- 232](5!%&%) _
: 3&774F—ﬁﬁxﬁ@%Tﬁﬁéhéﬁ%ﬁﬁﬁmhﬁbéﬁgﬁﬁﬁﬁmwgﬁi.
U B YFRmRAYY s 88 [Study # 98-RIV-002] GRAR)
8977 A VRS Ewrtﬁﬁﬁ éhé@a%ﬁ EEIHED 6%%%@?&%@%
& VIRTef LV FEE 19 ; [Study # 00-1507 24](5&{&%) '

" 40 William 2001 ; ?ﬁﬁéﬁl@% 7 b?/ ff-*;w/ %ﬂ%@) %%7’*&%0)%3 -

o HESR 10 R ; BIIERS o

41, FEda 4(2008) ; Azithromycin @Wﬁ%ﬁ‘gﬁﬁ E?Mt?ﬁﬁi %?&?5 2005
' 53(5), 313-325 3 .

49, AR #1(2008) 5 /NR %ﬁ%k LTL_ azathromymn @Fﬁﬁﬁf’ﬁ.ﬂﬁ EIZM E‘.anﬁ;’i‘:—:r—' :

.\ AMBE:2005,53(6),371-383 . .

‘ .43.’%7@:_ #1(2005) ; W%ﬁ‘%& Lt_ amthromycm Wﬁﬁﬁ?ﬁnﬁﬁ Elzlsi'flﬁ%ﬂ??&%. '

3 ::%%ﬁa—b 2005 53(1), 421-430 : .

.32

-129-






