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CAS#H 7 |73231-34-2
TUPAC#4; | 2,2-dichloro-N-[(1R,2S)-3-fluoro-1-hydroxy-1-(4-(methylsulfonyl) phenyl)

propan-2-yl] ethanamide

o C12H14CleFNO4S

FE |358.21

15 /NHCOCHCIz
HyC0,8 — @ —CH—CH

OH  CHF

(2) FHENREMAEEROVRE - IR, A% - REF

AR OFHI SR & 72 5 M OB EH NG EY L5707 = =a— L2 HRIK
oy & LEMIER GO ML - R, EAEIEIREORENIRID LB TH D,

# 3 MR 7 v T = = a— )V B/IRIO A%
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BEGRRRE | TN GEERECT) s (BCF) T (FHR)
B4, —a—7nr—)b L A7a—)L A=91% 4
KGR | MR FEENAAY O MEEPERT 7% AR 2%
BNEFRE | SAY LT« DL RUH, [ NAV LT s DV RUH, [ RNZAY LT L hUR | =
VANIT e NEUTH VAT ~NEUTH VAT o ~NEUTH, BRA
R 4IVAR b=, A3
TFIRXw « ARER, ILT S
TR« T 4 3—P L
JAVE & | 20 mg/kgiRE 20~40 mg/kg{AH 30 mg/kg{AHE
KPR A R< KPR A2 < KPR A R<

3 /TG AT 2= LRIIEENAI BT AT 2=a— G OTFT V7 = = a2 — )L OREEREE ORFEE [1I.
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Pz Z 11 a— L2007 71 a a—/L10053 5% 70— L2%ik
KIS | AHEEPERTZ FraRsshitiZe AR BT
BHER | /SAY LT« DV RUH w [ TIFINRUTRA T a= [ AV LT« AL by
VANIT e ~NTEVFH 2—F=T B NIT e ~NEYT o
Vil
BT IF I NTR T
T—_a—Ft=xT
JAVE- & |10 mgkelAE (2~3HM) |5 mgkelkE (1~5H[H) £ 5~10mg/kg (3~5H[H)
sPEALAEBRL, MAERSAZBZD LD ER
<
% : 1~2 mg/kgl{AHE
R ISR | BRI 272012 &9 | BRHICET 2720128835 |4 BRIt T 7=l & 7%
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TaNT rma—)b, FTUT 2o a— KON BT AT == a— VB O 4

PEDOHERR M OB DU B D5 (BFn284- 15 H%357)
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¢ Jrx-—a—)LR, T 7=
5 55 1 IROOAGESF A BIAR D AL

6 PEH,
7Tféﬁﬁﬁ

WCLABEKRDN) 72 S BAJE
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2. 7207 z=a—)EQFERIKR. BRH%E
(1) ERAKRE

TN T = a— A ONFT T 2= a— L DORGEEERATTR LT, (BIE4)

4 RO 7oV T7 2=a— VW JOF7 7 x=a—/b (FIK) OHEEFHR
sef (B - kg)

1% F1 A1 TS
HA & et W% i
(ESHAD A JiZ3
= WA 2005 4,914 3,215 1,699 899 800
—/v 2006 5,046 3,133 1,913 1,155 758
2007 4,959 2,709 2,250 1,494 756
2008 5,631 3,343 2,288 1,638 750
2009 6,229 3,348 2,881 2,025 856
2010 7,589 4,683 2,904 2,170 734
2011 7,265 4,366 2,899 2,099 800
2012 7,177 4,216 2,961 2,316 645
2013 7,315 4,500 2,815 2,210 605
2014 10,118 6,257 3,861 1,771 2,090
2015 15,328 11,691 3,637 2,911 726
2016 15,691 11,982 3,709 3,055 654
2017 15,761 11,735 4,026 3,366 660
FTrT T =2 2005 8,172 7,727 445 134 312
—/v 2006 9,136 8,682 454 136 318
2007 9,881 9,456 425 127 298
2008 10,058 9,830 228 68 160
2009 10,882 10,882 0 0 0
2010 11,259 11,259 0 0 0
2011 10,895 10,707 188 56 132
2012 10,639 10,260 379 114 265
2013 9,700 9,415 285 85 200
2014 10,858 11,339 519 156 363
2015 10,497 10,290 207 62 145
2016 8,318 7,616 702 211 491
2017 8,563 7,757 806 242 564
A AR,

(2) 7). 7 x=0—)LIZEAd 21R4I1%

Tu)VT 2= a—)VEEA T 2B REIRITIIRO X 5 7l B O 72 O O3
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i 2 DEROMEAIEZ T, IREW, MENOME, IR 5]

FIEHIRSE ZHE L T D,

TEMEWE Z G T 28 HERRIT, EREERERSHEA IO & Z R E R
(HE SN TERY . BIEMEOLTTEA IR 252 T HLSNITMRGE LTI b
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@  ARENIEEE I TED HAVZBEIEDIREIZOAMERT5 = &,
@ AANTED BN HE - HEZESTT 52 &, 7B, Hik - HEIZED b
FLUNOEG-TH->TH, TNERETHH5ITRET 5 2 &,
@ AENT (MEAENE OEDDEZAICIVERTLZ &,
Fro, AER, BRIEAEIZ L 2B ATTE Y E SR O EEMS HORUSIZEI L T,
EMOKPER D20135C [EEEMAEFE 1T 2 B A bu MY & A o1 Bl AL B 5
DIARMIREZ T #nFELTND (BHE83),

3. 707z a—)VEDENMEHIT AR

Zun7 z=a—uL KE EU, 1FHH ZMN, =a—I—F 2 RIZBWTHE, K,
. PR OFIEIT S U TR 5N TWA N, TOMERICYT7--> T, hobiFEH &
HI2 D 19 I RBEOHITIFEE DB T DAV TWO D EHEHIL 720,

KERMERST (FDA) IZBIT27HMEE L Cid, EipHEIEOAGEFARZ2003
FEIZFDADE O T-ARZENNT H A H v ANTFES & SR X o CTHRANMEE o £ Sh
SRS EMER S L, FOMENARIN TS (&H5), FEOKIHEHT 57
1L 7 == a—)VBIFNZ OV T, 20065 2K OEAEHRINAL,  20084E K UR20094E24F
DF FEGHNZDOWTEHMIESMER S, U A7 OfEEITWT I [Medium] & Si
W5 (Z6~9),

AR LREFER] (WHO) DOt FOEFEIZHIT HIRD TEHELRPIEEWE DY A MNP
WClE, 7o b7 c=a—)b, FroT7cma— kN e T cma—)UIT T
x=a—/Vf & LT lHighly Important] (27 > 7 & TW5, (ZHE10)

. /N\Y—FOREICET MR

FHIES OS2SR UCILSE, 7 e T 2= a—WIBET A EHRN D, YiEE 4K
ORI L7 E LTHBIL, Bfha it LT Mox LT EofaE s 5 2 5 ke
MWD H DT — R CGEFIMERE) Z85ET 5, 728, SEFIMMERER 112 X - THHIMmE
W A5 UM 2 DD T, SRV THEET 5,

1. WMNEFYIHT5270L7 z=a—LDEYERE
(1) FIzBT3 707 2 =a—)LDOEWEEE
D@ iR
a. BHAREED
A (RIVAZ A K, STH) I28B1T 5 7 vV 7 = = a— Lo HEEFGANES- (10 mg/kg
(REE) 3 % I ENIERER D FEhE S 472, Traxd ILRFEICTH 0 | ZDOFFO M Craxl 3THY
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1.6 pg/mL, TiplTKI18 2 Th -7 (b)), (ZH11)

#£5 FIIBIFE 70T = a—)VEAR % OIEYEIRE T A — X —

. Bh5E Crax Tmax Tie AUCo+
BT | (L okafh® | (ugml) (b ) (ug - h/mL)
fHAIPNY 10 1.61 1.0 18.2 41.6 =72 h)

Rz T2 20 1.66 6.7 37.2 61.3 (t=72 h)
Rz 2 40 2.92 4.7 27.6 82.9 (t=72 h)
#2109 5 4.13 1.3 4.8 37.0 (t=48 h)
FquE 10 4.81 2.0 3.9 52.4 (t=48 h)

1) WK . 7o m a—) L2007 K. i1 Z3TED TR
2) WEREE . L AT m—)b, fEIZSEAD
3) BRI . 7o u a— /2%, fEIXSTED I

b. HARESQ
T (BEAEE) 127 v L7 = = a— 8% BRI S (10 mg/kg{AE/H %3 H )
T2 S EhRERRBR AN FEhE S AT, MUIE Craxd I3 AR & G-3RI IS A DAL, B 5
24FF[{1% T1 mg/LLL MK T L7z, (ZHE12)

c. FRAREER
T (RVAZ A G OV DOAHERE, 8~107H lin, KE229~258 kg, IHEATH/ET)
27 vV 7 == a—)LE HEFHANE S (30 mg/kgRE) LK OFHIRNE G- (30 mg/kg
IKE) 32 EYEERER N i S 7=, F7-. WIEEG#%21 B I3k CHRydEhneR
Bz R IENE L7, BRI SIS 23 ENRE R T A — X — % FK6ITR LT,
(84, 85)

#6 FHICBIL7uLT x=a—)L VEEIFHRNERGEOIYERE T A —4 —

IRT A — PPN G-
Crmax (ug /mL) 3.102 * 0.649
Trmax (h) 12 + 1

Lz (h) 0.018 £ 0.004
tuze (h) 39.4 + 7.7
AUCo+ (ug * h/mL) 144.7 + 10.3
AUC- (ug * h/mL) 48 + 2.1
AUCo-- (ug * h/mL) 149.5 = 10.6
AUC (ug * h/mL) 8,209.4 £ 1,794.4
MRT (h) 54.8 + 10.8

1) P . 7w s fEIFSERD P R A

8 PYERSK . 7 oo a—/1 200 HEEHE
13



d. BARKRE®

T4 GEIRE, 1059/ 127 L7 = = 20— )L & HEIFH RS- (30 mg/kg{A )
KO T # 5 (30 mg/kgiAHE) 3 »FHW@hReain e Sz, £2, PlEpeb54%21
HICARZE1E CHpEhiERR R 2 R 920 U7, BRI G210 2 3Ehie 7
A—H—%FKNTRLTZ, (B84, 86)

KT FHRIBTL7v LT = =a—)L VREEIFGHRNEGZOFEYERE ST A — & —

IXT RA— K — AR
Cumax (g /mL) 2.5 + 08
Trmax (h) 12 = 5

tuzg (h) 470 + 24.1
T>1 pg + h/mL(h) 52 + 17
AUCo+ (ug * h/mL) 157.9 = 39

AUCo- (ug * h/mL) 167.8 + 422

1) HEREE - 7 urar e 3208 E  FEERE

e. RT&5QD

4 (BEEME) 27T 2 =a— LA HRIE TG (20 mg/kgRE) 3 2% iy
REFRBRAN I S A7, MAE Crnax 34X 5-605 12 12 2 DAL, #5-2485#14% T1.0 pg/mL
FTIKTFLE (&), (&HP12)

# 8 BT H7uNT z=a—)L VHEAK FTEGHOMEF 7oL 7 =a—1L

IR
et () | MAEFRE (ug/ml) Be e () | MAEFRYE (ug/ml)
0 0.014+0.006 2 12 1.95140.632
0.5 0.751-0.360 24 0.923+0.280
1 1.265+0.442 36 0.552=20.130
3 2.013+0.485 48 0.305--0.089
6 2.249+0.641 60 0.219-20.053
9 2.173+0.623 72 0.1570.043

1) #E = —7 v —/ (A& : 20 mg/kglRE)
2) MEIF6EAD Y AR A

f. RTH52

FE (RIVA R A T, KET5.0~88.0kg, HESEE/MRE) (7T x=a—/)L&H
[BlF2 %5 (201340 mg/kglA®E) L, MO 7 17 2 =a—VRE2HPLCIZ
L VM Lz, 20 mgG8E TlECrmaxl $1.66 pg/mL, Timaxd £6.7HFH], T12iX37. 205,
AUC (5N HEE4T20EE T) 1361.3 pg-h/mLTHh -7, 40 mg58F TlECrax
132.92 pg/ml, Tomaxi34. 7HFHE, T1eid27.6F5E, AUC (BE50H&EE4 720 £ ©)
1382.9 ng-h/mLTH -7 (&5), (Z13)
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g. #¥Oks

T (RVAZ A FE, FESTEMEE) (7 L7 = = a—/ LA HERR O#%E (54310
mg/kgfAE) L. MIFEFO7 L7 = =a— L EEZHPLCIZ LY 58 Lz,

5 mg P HHE TIZMAEF Crmaxld4.13 pg/mL, Tmaxl 13K TH U | B 5-48FE% T
(3R HBRSL (LOD : 0.02 pg/mL) KhiOPEE E TR L7z, Tigld4.8F5H, AUC (#
E S 54%4805 ) £ T) 1337.0 pgh/mLTh -7, 10 mg# 58 TIECrmaxlT4.81
ng/mL, Tmaxl32.0KHTH Y | #5485t TIILODAT G O £ TR Lz, Tie
13915, AUC (50 b 51448 £ C) 1352.4 pg-h/mLCh -7z (F%5), (&
fE14)

K TFROBROEGICBWT, BEEEAUCHHAI LW & D, ZORGEOH
FHAN CIIANETREIIFEREME 2 R T H D LB 2 BT,

@ %
a. HARKRE
A (GRIVAZ A Ff, Q0A/FS) 1ICBIT A 7 /L7 = =a— /Lo EEIFHANEE (10
mg/kgiRE) ([ZRBUWT, H5-2M U248 % D A K OSP4 2350 Sz,
AR LT,
P BRI C T B 7 a7 = = a— )L OREEP AR B . I g, MG,
. B, FPlE. ARRAODNEIZE < . BIRIC B DRI TmEOAELL Fa2R LTz, &5
24WFEI TIZ 2N D OIREIT 2L T LTz, (BHR11)

F9 FlBiFA7a/)L T c=a—)L VEREFHANEGSZRDO 7 a)L 7 = =a—)L LR
R OIRE  (ug/mL X pglg)

Ak e z=a—) A% (h)
(n=2) a2 2 24
a7 r=a—)L 2.069 0.64
g FFNH:2 <0.10% <0.10
FFOH <0.10 <0.10
FFCOOH <0.10, 0.33 <0.10
Jua) z=a—) 1.28 0.43
" FFNH: 0.60 0.26
Ui FFOH <0.10, 0.32 <0.10
FFCOOH 1.62 0.49
Ja) v z=a—) 4.89 1.30
i FFNH2 0.82 0.41
FFOH <0.10 <0.10
FFCOOH 1.37 0.42
Ju) z=a—) 1.36 0.46
Titi FFNH: 0.16 0.14
FFOH 0.18 <0.10
FFCOOH 1.45 0.72
Jua) v z=a—) 1.74 0.70
N FFNH2 <0.10 <0.10
FFOH <0.10 <0.10, 0.08
FFCOOH 0.66 0.30

15



Ja) v z=a—) 2.64 0.90
i FFNH- <0.10 <0.10
- FFOH 0.15 0.15
FFCOOH 9.27 <0.10, 9.61
Ja) vz =a—)b 1.70 0.50
A FFNH- <0.10 <0.10
FFOH <0.10 <0.10
FFCOOH <0.10 <0.10
Jua) z=a—) 0.42 0.25
H5H FFNH- <0.10 <0.10
FFOH <0.10 <0.10
FFCOOH 0.38 <0.10
1) #REE . 7 v a—12007 R (& : 10 mg/kg{AH)
2) FENHz : 77 z=a—)L7 I, FFOH: 7a/\ 7 z=a—,7,La—/,L  FFCOOH : 4=

SV aLT s =a—)L
3) MEIX2BEDFIIHE, EMEA2OFCH STV DAL, FERICT 2 IEEZ 7~ T,

4) LOD (0.10 pg/mL(idugle) Kiifi

b. RT#&E

T4 (RVAZ A A, (KET5~88kg, ME3EH) IC7 VT = =a—/ LA R T
Be5 (40 mg/kglA®E) L. BH6REZICHT 2 ML OO 7L 7 2 =a—
VRO D 2 HPLCIZ X 0 8 L=,

A FI0ITR LTz,

ko7 e T = a— L ORER, BB TRbE <, IROTET TR T,
NG i, IR OB CrEmsE & v HiRY iE%

PN IS DI & [R5 T,

~Llz, (BH13)

#£10 FlTBFAs7u T 2=a—)L VHEEIZ RS 6 KfffEO7 a7 2 =a—
RO DREMI ORI (ng/mL 33 pgl/g)

U A A
(n=3) FFOH FFNH: FFCOOH
A 3.26 3 <0.10~0.31 <0.10~0.42 <0.10~0.14
J s 2.06 0.46 0.73 <0.10~0.15
B ik 7.39 1.36 1.46 0.99
il 2.41 0.28 0.35 1.21

/Mg 2.51 <0.10~0.17 0.23 <0.10~0.11
RET 5.12 0.57 0.42 <0.10~0.27
Al 3.43 <0.10 0.19 <0.10
=0} 0.54 <0.10 <0.10 <0.10

1) #RER . L2 7m—L (Fi& : 40 mg/kg{AHE)

2) FFOH: 77 z=a—17)La—)L  FFNH2: 7u/L 7 = =a—/,L7 I FFCOOH : 4%

VI T s =a—)L
3) fHEIL3FEDOIEE X E &L

4) LOD (0.10 pg/mL(Xidpgle) A
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c. #AOEE

T RIVAHR A R, #E38H) 27 LT = a—/L A HEROES (10 mgkg
REE) L. BeG2lfkIcisT 2 ML O O 7 v 7 = = a— L R ORI O
EEZHPLCIZ LV 58T L=,

FERAERINTR LT,

kPO 7 a7 2 =a—/REIE, BB TRLE, ROTHEGTE» -T2, I
g, AP, ML OVINIBIZIUT 2R, AR L 0 00 o7, B bIREN
D> T AERRIIAENT C. ZDIREIX1.28 ng/g Th -7, (SHR14)

#F11 FleBis7u 7 c=a—) L VHEERO¥RE 2EM®BO 7L 7 s =a—)L

ORI OPREE  (pg/mL X3 pgl/g)

Y _ K29

m=g) | T FFOH FFNH; FFCOOH

I gE 5.63 <0.109~0.15 <0.10~0.51 0.34

JH ik 4.80 <0.10~0.25 0.54 0.47

P i 10.37 <0.10~0.17 <0.10~0.16 1.42
fiti 4.76 <0.10~0.43 0.29 1.16

/NI 4.55 <0.10 0.16 <0.10~0.14

JiEN Y 7.36 <0.10~0.32 <0.10~0.96 1.75

A 4.80 <0.10 <0.10 <0.10

i3] 1.28 <0.10 <0.10 0.25

1) PR . 7o o—L2%ik (& : 10 mg/kglA )

2) FFOH : 7u) 7 x=a—/7/La—/ FFNH2: 7o/ 7 x=a2—/17 I FFCOOH : A%
SLUETa) T =a— L

3) AEIXSTED FEEfE S X E R

4) LOD (0.10 pg/mLCidpgle) A

Q@ B - HEtt
a. HARKRE
e (RIVAZ A U, 88) I2B1F 5 7 vV 7 = = a— Lo HEIF AN S (10 mgkg
REE) BTN D7 L7 = = 32— )V R OGP O JR K O3 HRt R 2 R 1210~ LT,
BHHRT2RE Tl 7 a7 2 =a— L RO & L CIRG-EDFI76.5% D3R &
OFERICHR S, 2D E A BIIRF~DOHRI T, FERb D77 =2
— ) Tholz, (&1

£ 12 FCRIT L7072 =a—)L VREIFRANEG% 72 RHO 7 0L 7 ===
—/VROREP DR S O FE PRI 2 (%)

Al

R

m=3) | 7Y From FFNH: | FFCOOH it
FK 48.0 7.5 4.7 14.3 74.5
% 0.2 0.0 0.3 15 2.0
2t 182 75 5.0 15.8 765

1) #REE . 7o a—12007 R (& : 10 mg/kglAH)

2) SIHTRFOEINENRIZ K DA IEfE
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3) FFOH : Va7 x=a—.L7 ) a—,L FFNHz: 7u/L 7 x=a—,L' 7 I .. FFCOOH : A
SUEETu) T o =a—)L

b. RT#H&E5
4 (RIVA K A T, KET5.0~88.0 kg, ME3FE) (B A 7T 2ma—LE
Hi[Af TS (40 mg/kgAE) #1200 D7 0L 7 = = 20— )L L O O JR L Y
FPPRIEE A R1BITR LT,
BE#1200 M E Cle7 a7 = =a— L R ORE & LT 5-80035.45% 031
KOGERIZHEI S Tz, ZDIFEE A EIFRFA~OPET, EHE2LDF 7 e 7 o=
a— )L Cholz, (ZPH13)

#1383 FleBiFbs 77 z=a—)L VHE[EE FHEE5% 120 HEo7alr 7 =2
— IV O DR S OZE R HEIER 2 (%)

= e _ R -

I sl o FFNH: | FFCOOH it
7 23.609 1.98 456 4.89 35.03
% 0.15 0.0 0.0 0.27 0.42
e 23.75 1.98 156 5.16 35.45

1) #REE . L 27 o—L (I : 40 mg/kelAH)

2) ZIHTREOERINENERIZ X A A

3) FFOH: 7ul 7 x=a—,L7)La—/L FFNH2: 7a/)L 7 x=a—/,L7 I, FFCOOH : A%
SV e T s =a—)L

4) fEIESEAD I

c. ¥OKsE
T4 RV AZ A UFE, [ESEE) ICBIT5 7 e 7 c=a— LA HERROKE (5
mg/kg{RE) %720 D7 v 7 = =3 —/ )V R OGO R & OFE P PRt 231412
RLUT
BT E Iz 7 a7 2= a— )L ORI & L TR G-8089.6% 3 K HIZ
PR X7z, RO R, BEED1LI% TH -T2, (BR14)

#F14 FBIFLH 7T 2=a—)L VEERR O G T2 KO 7L 7 c=a—
TV OGP DR S OFEF IR 20 (%)

o B R -

A i w7 FFNH: | FFCOOH it
R 70.49 9.3 3.9 5.9 89.6
% 0.4 05 0.0 1.0 1.9
2t 70.8 9.9 3.9 6.9 915

1) #REE . 7 oo a—L2%ik (& : 5 mg/kg)
2) ZTEEOESINEINGRIZ X A A

3) FFOH: Va7 xz=a—L7/a—) FFNHz: 7oL 7 c=2—/17 I FFCOOH : A

U LT = a—)L
4) fEIXSFADFIE

18




@ %8
a. BHRAREED
T4 (RVAZ A FE, K20 A, MESEEMFR) (27 vl 7 = =a— /&3 H M
WS- (10 mg/kgRE/ H) 3 2B Sz, b1, 5. 10, 20/
U8B0 A& DOIMAER ORHFRF O 7 m L7 = = a— ) WREZHE LT,
WRAERIBITR LT,
&P -1 A % O A K OSHAR IR VL, B G5 EA A Cliarti452.83 ug/lg TH D |
B GHNLELER AR Cld99.67 pglg, BB CIE1.27 nglg. 14ETI30.45 pg/mL, A
T130.43 pglg. /M TIE0.39 pglg, & TIX0.10~0.43 nglg Th->7-, RENITIL341
H1417C0.10~0.20 ug/g TH Y . 261 TIXLOD (0.05 puglg) Kiii T -7, Hef&i%510
H# LIRS 34 C O CLODATM & 72 o 7=, (2R15)

#1565 BT 707 x=a—)L D3 HERNEREGHZOMRT 7oL 7 2 =a
—/VIEE (ug/mL X pg/g)

Rk &P 5% (H)
(n=3) 1 5 10 20 30
1% 0.45? <0.05% <0.05 <0.05 —5
Jihiek 8 '14 g;g.'ggg) <0.05 <0.05 <0.05 —
R ik 1.27 <0.05 <0.05 <0.05 —
/NI 0.39 <0.05 <0.05 <0.05 —
fH Al 0.43 <0.05 <0.05 <0.05 —
BEGNAT A 452.83 5.88 <0.05 <0.05 —
e aeRT VA 0.05~0.10,
[ 99.67 <0.05 (@) <0.05 <0.05 —
HERA 0.1~0.2, <0.05 (2) <0.05 <0.05 <0.05 —

1) #EEK . 7o m a—/12008E50% (A : 10 mg/kgiRE)

2) fEIXSFADHHESUTTEME TR L, () PITRIEEE R,

3) 0.05 ug/mL (Xidpglg) £V K&, 0.2pg/mL (idpglg) LV H/NSWRIEFAEONTZ, &
B & HIET ST T OFIBH TR,

4) LOD (0.05 pg/mL(idugle) Kiii

5) s

b. HANR5Q

T4 (RVAHZ A UFE, KI3~4n A, MESBR/RER) (27 V7 = =a3—/L &3 HfH
RN EE S (10 mg/kgKRE/ H) 25 BRNF0E S iz, efdhes1, 5. 10, 20
N B0 H#Z O MR OREREF O 7 07 = = a—/WREZHIE LT,

TEEAFI6ITR LT,

Hef& i 51 B 4 0 M K USRS FH R BE 135 5L A CIEF4)262.06 nglg TH D |
B G ERAH A TIET2.44 nglg, B TIX1.30 pglg, MHATIE1.19 pglg, MAET
130.72 pg/ mL, g CI30.34 pg/lg TH 7=, /NG TIE3HIF14123LOD (0.05 pglg)
A, 261130.569 % T11.08 pnglg Th o7z, RN TITEHINLODK M Th o7, Hokix
510 B ClIR G D201 % R < 2 COMEE CLODA & 72~ 7=, (2[716)
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#£16 FlckBiFbs 7o) 7 x=a— 03 ARIHANEGZOMET 7oL 7 x=a
—/LVIEE (ng/mL 3% pg/g)

B Bk 2R (H)

(n=3) 1 5 10 20 30

A% 0.722 0.13 <0.05% <0.05 <0.05

0.26, 0.05~0.19,

JiT ik 0.34 <0.05 <0.05 <0.05 <0.05

gk 1.30 0.19,0.05~0.1 (2) <0.05 <0.05 <0.05

/NG 1.03, 0.59,<0.05 <0.05 <0.05 <0.05 —5

A 1.19 0.20, 0.11, <0.05 <0.05 <0.05 <0.05
B GEAL 0.43, 0.05~0.1,

Wy 262.06 9.09 <0.05 <0.05 <0.05
e 5L

NS 72.44 1.01 <0.05 <0.05 <0.0
JEIE R A 5

iS5 <0.05 <0.05 <0.05 <0.05 <0.05

1) #REE . 7o a—12007 R (& : 10 mg/kgl{AHR)

2) EESEAO UL TR L, () IR E R~ T,

3) 0.05 pg/mL (Xituglg) LY AkE<. 0.2ug/mL (Wdpglg) LV H/ASVBLEMAESLNEZR, &
B2 B ST - & TR,

4) LOD (0.05 pg/mL(idugle) Kiii

5) g

c. BHARKER

4 (RIVAB A TR, 203 H i, KR : 65.5~94.5kg, MEAGE/MFS) ([C 7oL T 2=
a2 —/L & HEIF ARG (30 mg/kglAHE) 3270 F e <z, #&53, 5. 7.
14, 21} U85 H % O ORI E 2 R D7 a7 =3 — L7 I U ATE#L
LC/MS% FIWTHIE LT,

FEARITITR LI,

$£5-3 H 1 OFAREH IR 1 X BE GO Tl b < o LU, g, &gk, /Mg, A,
HEWIDNA T o o7z, BHERk 7S Sl 33 512 OBV L, %535 H % T
(BTN A K Ol Z bR < £ TOMBCEERR (LOQ) Kt/ T-, (B
84, 87)

#£ 17 FleBiFAs7ul 7 x=a—)L DEERINEGH% OB 7oL 7 =2
—/VT X UPRE (uglg)

v S B 540N (H)

(n=4) 3 5 7 14 21 35

i 5.9992 5.005 3.973 3.758 1.823 0.4788
3)

L 2.607 1.787 1.170 0.7919 0.4099 <0'}f)00

<0.1000 (2),
N 0.6727 0.4858 0.3038 01581 | 01093, |<0.1000(4)
0.1373
i 0.3342 0.2339 0.1061 <0'01(1’881(3)’ <0.1000 (4) | <0.1000 (4)
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<0.1000
s * 1<0.1000 (2),
&i”w 859.7 468.7 104.7 17.38 0.3863, 0.1373,
G| 13.37, 0.1064
0.7059 '
<0.1000 (2), <00‘11602%0’
i3] 0.2435, 0‘1367’ <0.1000 (4) | <0.1000 (4) —4 —
0.1515 01156

1) Rk . 7o (I 30 mg/kglhH)

2) EIFAFAO ST E TR L, () PIFREEREZ R,
3) LOQ (0.1000 pglg) A

4) b

d. HARKRED

o RIVAH A R, 2~3)>H s, A : 48.5~103.5 kg, HE4EE/MG5) (7>
= =a— /L& HEIFRNES (30 mgkglhE) § 27851 I, 53,
5. 7. 14, 21}x U85 H %Ok ORI E 2 D7 n v 7 r=a—L7 I |
L, LC/MSZ FAVCHIE LTz,

A FI8ITR LTz,

AR IR B IR 5% ORFREIREEICE B L, i, /MER ORI Clik 5
21 B2, BG-ERAIAH A M OV i CIa 535 H 1212, 2T NLOQKI & 72~ 7=, (B
fE84, 87)

#£ 18 FlcBiFA7ul 7 = =a—)L DEEFRANEGH%OMET 7oL 7 =2
— T I UERE (uglg)

v BeHA% R (H)
(n=4) 3 5 7 14 21 35
JFhiek 5.9452 5.517 5.471 4.004 1.488 0.4526
—— <0.10009
Bk 2.745 1.568 1.180 0.4958 0.2210 )
<0.1000,
u 0.1883,
aN; 0.6946 0.3487 0.2418 0.1437 <0.1000 (4) | <0.1000 (4)
0.1157
<0.1000, <0.1000,
e 0.2276, 0.1019, <0.1000
A 0.7509 0.2644, 0.1389 0.3773, <0.1000 (4) )
0.1627 0.2347
e <0.1000 (2),
&ﬁ%{m 556.5 509.3 93.00 39.82 0.1166, | <0.1000 (4)
e 0.1270
<0.1000,
b 0.1548, |<0.1000 (3),| <0.1000 <0.1000
A 0.3038 0.1787 0.1745, 0.1138 (4) (4)
0.1058

1) Wk . 7oy (HE @ 30 mg/kg{AE)
2) MEIZASAD AU MR L, () ISR E R~ T,
3) LOQ (0.1000 pglg) s
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e. RTF5D—1

T4 (RVAK A UHE, K2~4m A, HESEE/FFR) (27 1)L = =a— L% HilA]
B T#5 (20 mg/kgfAE) 3 25BN Sz, #5651, 5, 30, 40K V%0 H %
DMIER O DO 7 m L7 = = a— WREZHIE LT,

FERAFRINTR LT,

$5-1 B O MR OSHRR IR I, B 5-500E RN CTldd1.44 nglg, $&5EL)E
AFHPATIE5.60 nglg, BB CII1.64 pgl/g, MAETIL1.42 nglg, g TIX1.18 nglg. M
WCIE1.12 pglg. /IMETIX0.43 pglg, AERLTIZ0.18 uglg TH -7, Be5-5H% TR
G CLOD (0.05 pglg) AL 720, #4530 B LAEIZ 132 C O CLODA & 72
o>lc, (BHR1T)

# 19 FlcBiFs 7l 7 x=a—/)L VEEKE FRGHOMET 7e L7 2 =a—
JVIEE (ug/mL XU pglg)

ek P A% (H)
(n=3) 1 5 30 40 50
i 1.422 0.11 <0.05% <0.05 —4
FFfik 1.18 0.08 <0.05 <0.05 —
Rt 1.64 0.13 <0.05 <0.05 —
N 0.43 0.10 <0.05 <0.05 —
Ay 1.12 0.08 <0.05 <0.05 —
PGB N A 41.44 2.93 <0.05 <0.05 —
B GERALE D A 5.60 0.30 <0.05 <0.05 —
=0 0.18 <0.05 <0.05 — —

1) #EK . =2 —7m—L (HE : 20 mgkelkH)
2) fEIXSEHD NI

3) LOD (0.05 pg/mL(Xidpglg) A

4) g

f. ETHEE5ED—2

T (RIVAK A R, 4~8 A, HESEA/RER) IC7 vV 7 = = a— LA Hinl
TG (20 mg/kgRE) T 25RBNEME Sz, 51, 5, 30, 40 UB0HZD
TR ORFRF O 7 2L T = = a—) VREZHE LT,

HERAFR0ITR LT,

Fe 51 B O MG OFERE IR EE I, B G-3RI CTIEEE592 pnglg, #5500
JERDAACIE143 pnglg, EiRTlE2.1 pglg, i TI30.79 uglg, A TIF0.78 ugl/g, 1
HETIZ0.71 pglg, /IMETIZ0.60 pglg, HERITIH0.22 pglg TH Y . HH5HZIZBVT
H A TOMBE TR STz, #5301 ik, fRO36IH 2618 ONZ ARG K& Mo
ZEN3FIF 1B ZERANCT, LOD (0.05pug/g) A& 720, #5540 HHURIZIE, £
T O CLODAM & 72~ 72, (ZHR18)
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# 20 HIBT27eVT z=a—) VEEK MgGHOMET 7L 7 2 =a—
JVIERE (ug/mL X3 pglg)

Eve B4 (H)
(n=3) 1 5 30 40 50
1% 0.712 0.18 0.07, <0.05% (2) <0.05 <0.05
Jliek 0.79 0.23 <0.05 <0.05 —a
ik 2.1 0.75 <0.05 <0.05 —
/NI 0.60 0.29 <0.05 <0.05 <0.05
Al 0.78 0.25 0.11, 0.08, <0.05 (1) <0.05 <0.05
e R I VAEN N T 592 1,572 <0.05 <0.05 —
B 5HAL R 5 A 143 4.5 <0.05 <0.05 —
NERS 0.22 0.19 0.11, <0.05 (2) <0.05 <0.05

1) Rk . =2 —7 v —/L (& : 20 mg/kglkH)

2) EEIOHHESOISEEDO TR L, () IR E R~
3) LOD (0.05 pg/mI(Xipglg) Aiifi

4) pHrEd

g. ETF#HE52—1

T (RVAH A U, KE65~99 kg, HE4BE/MGS) (27 )V 7 = =a—/ L% KA
T #5 (40 mg/kgRiE) § 2R BRMA I -, 51, 3, 5. 10, 15, 30X
45 A O D7 vV T 2 = a— ) VRBEZNA G4 — T T 7 0 —IZ X 0 HIE
L7,

AR AR R LT,

FH1HBZ I GENARICB W TR b EREIC 7 a7 = =a— L3k LT
Nz, FRERTIRREIT2730.66 pglg ThoTm, D%, FREREIIRMORE L L
W2 U, 530 % TIEmA @f1pl) . A& @fidis) . B @fihes) .
/NG () K OMERS @fiR 16l (2, #5645 H 1% Tl G0 (4519 141)
OV (45 1651) (27 e L7 = = a3 — L3S S 7203, i S ORRHHRET0.06
ug/lg Ch-o7z, (ZH19)

21 BT AH7ua) T c=a—)L VHEAE FRGHZOMBT 7 e L7 o =a—
JVIRE (uglg)

Ve 5% (H)

(n=4) 1 3 5 10 15 30 45
JFhiee 2.079 1.51 1.83 1.85 | <0.059~0.74 | <0.05~0.14 <0.05
ek 2.47 3.80 1.47 0.86 0.39 <0.05~0.16 | <0.05~0.06
/NG 0.75 2.49 0.57 0.92 0.37 <0.05~0.17 <0.05
i Gy

G e o 1.52 1.75 0.65 0.28 | <0.05~0.14 | <0.05~0.17 <0.05
)

ﬁ%@fﬁ 2730.66 | 1641.81 | 650.35 | 431.69 55.29 <0.05 <0.05~0.06
il=ih] 1.86 1.76 0.72 0.40 0.14 <0.05~0.12 <0.05

1) #EREE . L A7 o—L (A : 40 mg/kglhE)
2) F ARk A ST,
3) fEIF4EEDFHIME, LOD (0.05 pglg) ARimORIEM Z & Te b OILAIEMOEFE TR,
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4) LOD (0.05 pglg) Aiifi

h. ETF#H52—2

T4 (RIVAH A FE, (KEE44.9~76.6 kg, HE4FAMNFS) (2707 c=a—)L %
HEE T &5 (40 mg/kgiRE) 3 27 BRNFM Sif-, $51, 3, 5, 10, 15,
30T HIZ IR T D7 a7 = =a— WREZ A A — 7T 7 4 —I2L b
HIE L=,

ERAFRATR LT,

P51 TR GEMARIZB O TR b EREIC 7oL 7 o =a— L3R LT
W, FRRIVEFEIITEET96.61 pnglg Th o7, D%, FEREEIIFH OB L &
IZIRF L, 530 0% ClI&GErE FAnr @iirhshl) . il @fdhis)) . B (4
B 1) KOVINE (@fFh36]) 2RV CLOD (0.05 puglg) AKiie 720 #545A%
TIFETOMME CLODANM & 7272, (Z:[820)

# 22 FlzBIFH7uL T x=a—)L VHEHEK FEGHOMBBFT 7e L7 2 =a—
JVIREE (pglg)

v 54 (H)
(n=4) 1 3 5 10 15 30 45
T 1.839 | 159 0.47 023 |<0.05~0.18| <0.05 |<0.05
I 713 | 3.30 1.58 054 | <0.05~0.21 | <0.05~0.08 | <0.05
TN 1.82 | 092 0.25 026 | <0.05~0.19 | <0.05~0.13 | <0.05
;HﬁE
H”gﬂ;) 207 | 1.17 0.22 014 | <0.05~0.17 | <0.05~0.10 | <0.05
%%E{i 96.61 | 80.75 | 17.76 5.67 142 | <0.05~0.09 | <0.05
[ 095 | 0.84 |<0.05~0.48|<0.05~0.14] <0.05~0.08 | <005 | <0.05

1) #EEK . L2 7a—1 (& : 40 mg/kg{KHE)

2) & THERAE ST

3) fHIX45HOFHIE, LOD (0.05 pglg) ANGOMEM % &t b OIXHEMOHPH TR,
4) LOD (0.05 pglg) i

i. OS50

T4 (RVAZ A A, KEE1.0~80.5kg, KEATE/IFR) (TRAFLICH—IZIBfIL
77N x=a—)LEHBRRAOKS (10 mgkeRE/H) 3 27BN I S
7o B 51, 2, S4B BOMET O 70N T x = a— VBE AL A — T
Z77 4 —ICLVRIE LT,

FERAFKITR LT,

FFETOT rNN T 2 = a— ) VIREEX, R 53 A% LIEIZIZLOD (0.05 pglg) K
& ieote, (ZH21)
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%23 flekiFsr7u T r=a—L V5 ARO¥E#HOMET 7L T x=a—
JVIRFE (uglg)

v sk 52N (H)

(n=4) 1 2 3 4
JH i <0.052~0.19% <0.05~0.07 <0.05 <0.05
R ik <0.05~0.39 <0.05~0.07 <0.05 <0.05
/N <0.05~0.19 <0.05~0.11 <0.05 <0.05
R <0.05~0.38 <0.05~0.07 <0.05 <0.05
if=ii] <0.05 <0.05 —9 —

1) B 7ooo—2%ik (& : 10 me/keRE/H)

2) LOD (0.05 pglg) Aiifi

3) fHIX45HOFHIE, LOD (0.05 pglg) ANGOMEME e b OIXHEMOHPH TRT,
4) HpHrEd

i BO#$EQ

T (RAAS A A, (KEBLI~80kg, MEABAMER) (CRMFLICH TR L=
V7 = =a—LA5AMTRAO%KS (10 mgkelkE/H) L., HE&kb1, 2, 3404
H®%ROMEF D7 a7 2 =a— ) WREEZNSA A A — T T 77 4 —IZ LV RIE LT,
TR AFRMITR LT,

fFET o7 T o =a—ug,
holo, (BH22)

Her&e 52 A% LAREIZIFLOD (0.05 pglg) Alii &

#£24 FlckBiFA 7T x=a—L 05 ARRRAOFEGHOMBT 7 e/l 7 2 =a—
JVIREE (uglg)

v soikie 52N (H)

(n=4) 1 2 3 4
JHF ik <0.052~0.18? <0.05 <0.05 —9
Mk 0.31 <0.05 <0.05 —
i <0.05~0.14 <0.05 <0.05 —
fH A 0.08 <0.05 <0.05 —
RERS <0.05 <0.05 <0.05 —

1) HEBREE . oo a—)L2%ik (& : 10 mg/kgiRE/ H)
2) LOD (0.05 pglg) Aiifi

3) A FATAD B S IEAE LR E M OFEH T,

4) e

(2) BIZBIT5 707 2 =a—)LDOEYENHE°
@ iR
K (7> KL—AFfd, ﬁ?t’ﬂﬁ@m 9kg, HESHH) (27 1L T = = a—/ L& HEIffA
Wi (10 mg/kgRE) L7-RBICREFICIRZERIL, MiETho 77 c=o

9 HIFERFEN D EMOKER ~OAGRHRFERNL, KIZ3 LT 5~10 mgkg (KEOFE - & TAGRRFE SNz
Z b, SRyERERER I HEE T EO_FIRETH D 10 mgkg RE THEMENTZ, LU 5, &EAIC
FHE « &Y 5 mglkg (AE & U CTKGR SN, 5 mgkg (KEORBRII I THhivzn-7=Z Evd, 10 XX 20
mg/kg KEDOT — X Z5t#d 5,
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—/VREZHPLCIZ L 0 /34T L7z,

FERAFRBITR LT,

Tinaxl 1R TH U | M CrnaxlT4.2 pg/mL, #5-24FFH#% TIFILOQ (0.20 pg/mL)
FHEDOPRE (0.22 pg/mL) £ TR Lz, Tieldb.18K5H], AUC (56854424
RF & C) 1338.1 ug-h/mLTh -7, (Z[H23)

#25 KICKIT %7 1)L T = =a—)L VEEFHHRRGROIEMEE T X —F —

55 . Chmax Tmax Tie AUCo-24n
(mgkglhk® | X | (omT) ) ) (ug-b/mL)
10 RN G- 4272 1.0 5.18 38.1

1) #ERER . 7o o—L1007ERR (& 10 mg/kgAE)
2) fEIX3FAD T

@ 7

K (72 FLU—2Ff, FHEES0.0 kg, MEFH/MFR) I[C7 LT x=a— /L& H
EIFFRNEE S (10 mg/kgiRE) L. #5-1 K% OSEH% oM N OSHRkTh o 7 o>
= ==L RO ORI OFRE #HPLCIZ X 0 HlE LT,

TR A R26ITR LT,

BHEIRRIBICBIT A 7 e 7 = = a—/UEEET, BlE R b E <. IRV TR,
A, M, i, A, NG, TEDIE T ~7-, #H58HRI% TIX, 7uLr 7=
a—/VIRFEI, FH 1R IR DR IRE ORI L=, (B1E23)

# 26 KB 7017 x=a—)L VEEFARANEGHEO 7oL 7 c=a—L Kk
OFDRF DR (ng/mL X ug/g)

Favls TN T r=a—)L | BeG4EEE] (h)
(n=3) 2 1 8
Ju) T o =a—)L 5.47% 1.95
e FFNH: <0.20% <0.20
FFOH <0.20 <0.20
FFCOOH 0.62 <0.20(2), 0.60
Jua)L 7 c=—a—)L 5.49 3.35
” FFNH: 1.19 0.35
i FFOH <0.20 <0.20
FFCOOH 2.64 1.48
) rz=—a—) 11.42 6.64
FFOH <0.20 <0.20
FFCOOH 2.17 1.04
Ja)v7 x=a—) 5.22 1.99
it FFNH: 0.35 0.20
FFOH <0.20 <0.20
FFCOOH <0.20, 0.31, 0.28 <0.20(2), 0.17
Ja) v z=—a—)L 1.49 0.82
N FFNH, 0.09, <0.20, 0.13 <0.20
FFOH <0.20 <0.20
FFCOOH <0.20, 0.20, 0.43 <0.20
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T = a—)L 8.76 5.53
By FFNH: <0.20(2), 0.27 0.12,<0.20, 0.18
- FFOH <0.20 <0.20
FFCOOH 1.10 <0.20
Ja)v vz =a—) 3.71 1.68
T FFNH: <0.20(2), 0.14 <0.20
LS FFOH <0.20 <0.20
FFCOOH <0.20 0.33, 0.37, <0.20
T T = a—)L 0.96 0.35
TElh FFNH: <0.20 <0.20
" FFOH <0.20 <0.20
FFCOOH <0.20 <0.20

1) #REE . 7o e a—1007FEHE (& : 10 mg/kg{AHR)

2) FFNHz : 77 xz=a—1L7 I, FFOH: 7nu/\ 7 xz=a—, 7 )La—/,L FFCOOH : 4=
SUBETe LT s =a—)L

3) MEIFSEEDFHHE TR L, O WA EZ RS, BUEA2 I3 O5tH STV A 551E, SERICE:
T DWEEZ R,

4) LOD (0.20 pg/mL(idugle) Kiii

Q@ - Httt
B (T2 RL—2H, 38H) IC7 07 = =a— L& HEFHRAES (10 mgkelk
) L, RGHRT2REE CTICHBi SR KO ASIIL T, ZNBIZEENDH 7 e
N7 x=a—)L EREWAZHPLC CRIE LT, & BRI OUWTRRET L7z,
FRAFRANTR LTz, R EHEE B DT BT ER IR 5% 24155 T56.9%.  [7]
48IRFfE]CH7.7%., [RIT2HICIXT5.8% CTh b | FERPRIREKITIR TH - 7=, (ZHR23)

#£27 KBTI 707 2=a—)L VERAFHRANEKS% 12 KEO 707 c=a
— )LV O DAREI D IR M OFE PRI 2 (%)

e B R .

m=3) | 77T T From FFNH. | FFCOOH At
7 193 41 0.7 173 714
% 01 0.3 01 54 3.9
2t 194 14 0.8 20.7 75.3

1) R © 7o na—L 10078 (& : 10 mg/kglRE)

2) IHTREOERIIEMERIC X 2 fiEfE

3) FFOH: 7u) 7 z=a—L7/)La—)L  FFNH2 : 7a /L7 x=a2—)L7 3 . . FFCOOH : A%
SUETa LT s ma—)b

@ %8
a. BHARKRED
G (T2 RL—AFE, SEAMES) (27 a7 = =a—/L a5 HRGRNES 10X
20 mg/kglRiE/H) I HFREEFRBR G S 7o, ik 53, 7. 14K 021 H#E Db
KOSHREF D7 a7 = = a—VREEZHIE LT,
FERAF8ITR LT,
10 mg/kgRE/ H £ G5HE Tl Bo&& 5-3 H £ IR ¢ Ao 3641+ 145 TLOD (0.05
pg/mL) Al Tidd 2 DDA B2 6 D &FRE | 2 TOME CLODAI CTH |
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e 57 B DRI TR T O TLODAR & 7o~ 77,
20 mg/kgRE/ H & 5RETIE, Hf&& 53 B 1L IZBW THLAE & OV RS OfEfHE Tl
LODAIi#i T v . THHRUMEIZIZMEECHLODAN & o7, (BR24)

#28 KB ITAH 707 2=a—1 V5 HEHANKGHOMET 7oL 7 2 =a
L (ug/mL Xk pgle)

S 55 B 2R (H)
! /k
=3 |, $(£/ga )g 3 7 14 21
i 10 <0.05+ 2, <0.05 % (2) ¥ <0.05 <0.05 —9
o 20 <0.05+ (2), <0.05 <0.05 <0.05 —
10 <0.05 <0.05 — —
I 20 <0.05 <0.05 — —
i 10 <0.05 <0.05 — —
20 0.05~0.19, <0.05+(2) | <0.05+ (2),<0.05 | <0.05 <0.05
I 10 <0.05 <0.05 — —
7 20 <0.05 <0.05 — —
p. 10 <0.05 <0.05 — —
20 <0.05 <0.05 — —
B G 10 <0.05 <0.05 — —
fHAl 20 <0.05 <0.05 — —
C 10 <0.05 <0.05 — —
Ll 20 <0.05 <0.05 — —

1) #BEK  7a o a—1008E8E (& - 1030320 mg/kgfAEH/H)

2) LOD (4 : 0.05 pg/mL, Z OO : 0.05 uglg) R Clxd 528, BHLIEM2A ST,
3) LOD (0.05 pg/mL(Xidpglg) A

4) EFOHESOTESME TR L, () PRI E R,

5) mHrEd

b. HRARNKREQ

B (s (LW) . SEAMES) Ic7 v 7 = =a—/L &5 AR ES: (101320
mg/kgRE/H) T HFRERERA N S 7o, Bk S51, 3. 7. 14021 B OIME
KOHEREF O 7 a7 x = a— VREZHE LT,

HERAFRITR LT,

10 mg/kgiRE/ H & GRETIE, BE&RG1HKZRICBVN T, Bi§T0.10~0.24 pglg, #
HEALAHIATTO.10~3.52 pglg, e 5-5NLEIER RN C0.24 pglgh frih S i,

20 mg/kgiAE/ B GRETIL, HofdkE1 BB O MLIE &K ORI 8 BlEL S,
R AL CrafRE (8.21~192.52 uglg) CTh-o7z,

MEEGREE b, FfkBES-3 B LUBRIZIZ e COfMCLOD (4 : 0.05 pg/mL, %
DO 2 0.05 pglg) K& a7z, (ZHE25)
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# 29 KicBirs7urr7c=a—),L V5 H[t#

=L (ug/mL XU pgle)

Roc i R N 512 O

o>z

BH& soPe G5 (H)
R %/gék)gﬁg 1 3 7 14 | 21
g 10 <0.05 2 <0.05 | <005 | —9 —
20 0.79, 0.48, <0.05 <0.05 | <0.05 — -
i 10 <0.05 <0.05 | <0.05 — —
ﬁ 20 0.24,0.10~0.20 9, <0.05 | <0.05 | <0.05 — -
_— 10 0.24,0.10~0.20, <0.05 | <0.05 | <0.05 — —
20 0.70, 0.50, 0.10~0.20 <0.05 | <0.05 — -
BB 10 <0.05 <0.05 | <0.05 — —
20 0.57, 0.30, <0.05 <0.05 | <0.05 — -
- 10 <0.05 <0.05 | <0.05 — —
LS 20 0.58. <0.05 (2) 9 <005 | <005 | — -
B EE 10 3.52. 0.10~0.20,<0.05 | <0.05 | <0.05 — —
A 20 192.52, 48.24, 8.21 <0.05 <0.05 — —
Be5ER0T 10 0.24, <0.05 (2) <0.05 <0.05 — —
JEL I i A 20 2.53, 0.42, 0.10~0.20 <0.05 | <0.05 — —
. 10 <0.05 <0.05 | <0.05 — —
" 20 0.10~0.20, <0.05 (2) <0.05 | <0.05 — -

1) #RIE . 7 e a a—L1007EE (H& © 1030320 mg/kgREH/H)
2) LOD (0.05 pg/mL(idugle) Kiii
3) LOD LY KE < EERA (0.10 pglg) RIOMIEMAAR L2 & E2mRT,

4) MEFHTESITEE TR, () PIsEEERT,

5 strEd

(3) 7L 7 z=a—/LORBEIRTREESE
AR OWRKIZH T DIRIN - Z3Af - ARG - HRttosiRicB W TRIES N7 a7 = =
a—LOREWE., Vel c=a—L Ty, Jul T c=a— L7 )La—)LER
X IVHBT LT 2=a— L ThY, INHITNTIHIFE A ETREEEEZ RS

RN ENER SN TTWS (R30), (BRE26. 27)

230 7uNTo=a— )L ONFOREOHTETENE

MIC (pg/mL)
P BFRA A=Y e KE
—a—) FFNH: FFOH FFCOOH
Staphylococcus aureus FDA 209P 3.13 >100 50 >100
Bacillus subtilis PC1 219 1.56 >100 100 >100
FEschrichia coli No.22 6.25 100 100 >100
Salmonella Typhimurium 6466 6.25 100 100 >100
Streptococcus agalactiae KTI? 1.56 100 25 >100
Pasteurella multocida 380 0.78 100 12.5 >100
Lactbacillus acidophilus ATCC4356 6.25 >100 >100 >100
Bacteroides fragillis ATCC2509 1.56 100 50 >100

1) FFNH:: 7u)lr 7 z=a— L7 FFOH: 7u) 7 z=a—)L7 )L.a—,L' . FFCOOH : A%V
UL c=a— L
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2) FFCOOHD 7, Z DAt TOERA TR,

2. 70/)L7 z=a— )\ OnEEEOERBE

ra g A7 xma—)LRHEMEWE THh D 7 a7 = = a— )L OVEIEIIERET
THY ., MEDTOSY R Y —LD508Y 7 2= MIEARTHZ EI2L D, T TF NGk
BERIEMEZTAE L, 2 o\ BakEET 5, (2HE28~30)

3. 7L 7 z=a—ILEORBEARY MLRUREZMES
(1) REARY ML
Tu) 7 = a—) W IEEN, ERMICZ n T A7 2=a—) L EHEPLLTEY ., A
W AT MV BT 5, (BH28~30)
TuNT x=a—LDr T MR DR/ EEEE MIC) 1%0.78~
6.25 pg/mL & PR OTE D 2R L, 77 SRR IS L L, 0.839~50 pg/mL &
MEIAVME & 720 7T SR OV EOBEIERE I L CTiE, 0.39~6.25 ug/mL & b
BRI 1A R LTz (3831), (B[E32~35)

31 7u)l7xz=a—)LOHEAT ML

4, s, MIC(X&;’FMIC%B
ug/mL)
77 LER
Arcanobacterium pyogenes 267 0.78
A. pyogenes 312 0.78
Bacillus subtilis PCI 219 1.56
FEnterococcus faecalis ATCC 19433 3.13
FEnterococcus faecium IFO 3128 3.13
FErysipelothrix rhusiopathiae A 6.25
FE. rhusiopathiae B 6.25
Staphylococcus aureus FDA 209P 3.13
1840 3.13
1-F-12-C 3.13
D-30-1 3.13
308A-1 3.13
Staphylococcus epidermidis IFO 3762 1.56
IFP 12993 3.13
Staphylococcus saprophyticus 1-F-15-D 3.13
Streptococcus agalactiae — 1.56
Streptococcus dysgalactiae — 1.56
Streptococcus pyogenes E-14 1.56
Streptococcus uberis — 1.56
77 LR
Acinetobacter anitratus TN 1140 >100
Acinetobacter® —3 3.1~>200%
Bordetella bronchiseptica S-4651 12.5
B. bronchiseptica Sagami 12.5
Citrobacter freundii TN 518 12.5
FEnterobacter cloacae B176 25
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FEscherichia coli NIHJ JC-2 12.5
TN 659 12.5
0-26 12.5
0-139 6.25
103 12.5
No. 22 12.5
No. 71 6.25
Klebsiella pneumoniae B175 6.25
K. pneumoniae B 207 12.5
Pasteurella multocida 380 0.78
7517 0.39
P 1059 0.39
Pseudomonas aeruginosa Kanagawa >100
ATCC 27853 >329
—5 1.0~>649
- 12.5~>200%
Proteus vulgaris IFO 3988 6.25
B174 3.13
Proteus mirabilis TFO 3849 12.5
B 221 6.25
Proteus morganii IFO 3168 12.5
Salmonella Enteritidis 414 6.25
Salmonella Pullorum 1064 6.25
Salmonella Typhimurium 6466 6.25
10 12.5
1 6.25
Serratia marcescens 1FO 12648 25
B 205 50
Serratia liquefaciens B 187 50
R E R
Bacteroides fragilis ss fragilis ATCC 2509 1.56
Bacteroides fragilis ss vulgatus ATCC 8482 0.78
Bacteroides fragilis ss thetaiotamicron H-5 3.13
Bacteroides hypermegas 1108 0.78
Bacteroides ruminicola 56021 0.78
Bifidobacterium thermophilum PNA-24 1.56
Clostridium perfringens PB6K 1.56
Fubacterium lentum Beerens 515 3.13
Fusobacterium mortiferum 15 0.39
Fusobacterium necrophorm Fn-45 0.39
Fusobacterium varium ATCC 8501 0.39
Lactobacillus acidophilus ATCC 4356 6.25
Lactobacillus fermentum III-XVII-J 6.25
Lactobacillus salivarius ATCC 11742 3.13
Peptostreptoccus anaerobius B-30 1.56
Propionibacterium acnes ATCC11828 0.78

1) HEitka A

2) WA

3) t MEERHR13HE

4) MICso : >200, MICg : >200
5) L k28kk
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6) MICso : >64. MICy : >64
7) b MEERHISR108E

(2) REOFEEEIZHT 570/L7 =a—ILEOMICH T
O BEROFHRERREICHNT S 707z =a—ILEOMICHH
HNEEPERT 2 PR A U INER ZEIR & 9 2 4 D Bl SRR E k5 7 r v
T rma— N OFT 7 c=a—LOMICE R LT (3332), (5P436)

%392 FORREHICHT AL T 2=a— LR OFT L7 = =a—,L0 MIC

[ BT HEFH B | MICso (ug/mL) | MICeo (ug/mL)
Mannheimia Ja) 7z =a—) 0.78 1.56
haemolytica 1983~1992 FT T =a—)L 98 1.56 3.13

)7 =a—)L 0.78 0.78
2002 F7vTema—p | 2T 0.78 1.56

2006 Ja) 7 z=a—)b 35 1 1

2007 a7z =a—)L 10 1 1
Pasteurella Ja) 7 r=a—) 0.39 0.39
multocida 19831992 | e o o | 39 0.78 0.78
Ja)l 7 r=a—) 0.39 0.39
2002 FFeTema— | 19 0.39 100

2006 Ja) 7 z=a—) 107 0.5 1

2007 )7 z=a—) 118 0.5 1

2004~201 2412 BRI BERE 22 1~ 11202 A 5 D 4= D Byt > & 45l S U795 R NS
5 7mL7 2=a—LOMICAZ R LT- (#33), (HE84)

7% 33 BRI 2R R OIREREIC T 5 7 L 7 = =3 —/v D MIC

o AR
. I8
St HH 2004 | 2005 2006 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012
Pasteurella | BiEEK 123 90 140 166 76 78 62 52 43
multocida |MIC 43 0.5
0.25~10.063~0.5|0.125~1|0.063~1 | 0.25~1|<0.125~1 | 0.25~1 '05 <0.125~1
(ng/mL) )
MIC50 0.5 0.5 0.5 0.5 0.5 0.5 0.5 0.5 0.5
(ng/mL)
MIC90 0.5 0.5 0.5 0.5 0.5 0.5 0.5 0.5 1
(ug/mL)
Mannheimia | B 46 39 50 39 10 7 12 9 12
haemolytica |MIC #3
E 05~1| 05~1 | 05~1 |0.25~1]0.25~2| 0.25~1 | 0.5~1 |0.25~1| 0.5~1
(ug/mL)
MIC50 | 05 05 1 | NA | NA 1| NA 1
(ng/mL)
MIC90 | 4 1 1 1 | NA | NA 1| NA 1
(ug/mL)
Mycoplasma | FREL 49 62 59 61 45 36 21 12 22
bovis &
%ﬂc o 18 18 18 91 | 625~ | 625~ | 313~ 156~| 156~
12.5 12.5 125 | 6.25 12.5
(ug/mL)
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MIC50 8 8 8 8 6.25 6.25 625 | 6.25 6.25
(ug/mL)
MIC90 8 8 8 8 6.25 125 125 | 6.25 12,5
(ug/mL)
Ureaplasma | FREEL 0 0 0— 0 24 48 0 0 0
diversum 4
MIC 58 0.39~ | 0.78~
i - - - - 12.5 12.5 o o o
(ng/mL)
MIC50 B B B B B B B
(ngfonl) 6.25 3.13
MIC90 — — — — 12,5 6.25 — — —
(ug/mL)
— A

NA : B 10BREL T o8,

MICs0} OMICooDaEraE I TS L 7=,

@ BERNOBFHRERERRAICHT S 70)L7 z=3—/ILEOMICHH
B SEOIREE I ST A7 LT 2 =a— LR ONF T v 7 = =a—LOMICE T
L7 (#34), (BHE37. 38)

#34 BOWEREICHT A7l 7 z=a— L EONFT 7 ==a—,LO MIC

s BT HFH FRE | MICso (ug/mL) | MICw (ug/mL)
Actinobacillus T =a—) 0.39 0.78
pleuropneumoniae 1989~1993 FT T = a—)L 107 100 >100

Jua) v - =a—) 0.5 0.5
2008 FF7 T =a—) 14 4 512
{ 9 —a—) . .
Pasteurella multocida 92008 = D/\ 7z = ) 19 0.5 0.5
FT T =a—) 4 64

Q BAOERVEBAFRREIZHTS70/L7 =a—/ILEOMICH T
1983~1985-1ZA A T /U THTIZRA L < 1L FRIOERRER 2 2 L7243

G LT B BB SN TmEFEICH T b6 7u T c=a—), F7 o7 z=a—

AN aF AT x=a— ) LOMICEZ5x LT~ (335), (ZHE39)

#3835 4OFEEICHTA 7T cma— FT U T oma— KNI e T AT
= =a—)LdD MIC
PR FHEH| B | MICHiH(ug/mL) | MICso (ug/mL) | MICeo (ug/mL)
Pasteurella )7 z=a—) <0.78~25.0 <0.78 <0.78
multocida FFT T z=a—) 28 <0.78~>100 <0.78 50.0
rag A7 c=a—)L <0.78~25.0 <0.78 <0.78
Mannheimia 7))L 7 = a—) <0.78~25.0
haemolytica FT T = a—) 6 <0.78~>100 NA NA
rag L7 =a—)b <0.78~25.0

NA : EHEDS108RLL F D728, MICs0, MICoo M ONIHMER ORI FAE LT,

2007~20124FEIZRRMIZ BN TH KL OIED S SBE S V- WIRE IS5 7 L7 =
= a—LOMICZZ36I R LT-, (ZRE40)
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#% 36 FROKOFFRFEICRNT 57 a7 = =a—/L0 MIC

. o MICHiH MICso MICyo
I il PR (wgml) | Geml) | (ug/ml)
77 LR
4 Mannheimia haemolytica? 149 0.5~4 1 1
Pasteurella multocidaV 134 0.25~1 0.5 0.5
77 LEVER
Pasteurella multocida V 152 0.25~32 0.5 0.5
Actinobacillus pleuropneumoniae V 157 0.12~16 0.25 0.5
K = rnn
77 LG
Streptococcus suis? 151 0.5~4 2 2
Haemophilus parasuis? 68 0.12~0.5 0.25 0.5
1) FEREMEIR A 2 U724 U IED B 43

2) PHREHER SIS 2 B2 LT R~ & 20k

(3) BREMERREERUE

EMEICxd 52 0547 2 =a—IILOMICHH

P R EM EIE S ORI BRI I KO TH Y . 2 BIZHKRT 5 e finiid
IMHRRE S L TR, 77 2BEERTH LV LVERT RO o Eans 2 —Rb 25,
7o, SANRZEOTREME & L CEERMIL, 77 AEPER T H 5 K
(Escherichia col)) N7 7 NGMERE TH L I5EKE (Enterococcus spp.) T 5,

@ BENORSEHXMEACKNT S 0T L7 2=3—ILOMICHF

BT 5 i HAGHITEA OB M B RS M S 360 VT Bl
N N T RO ERE (Staphylococcus aureus) (Zxf9 5 7
(41, 88)

EINTlE, JVARMIZ
PR R & OV
MNP Netpan

#£ 37 FROWEHEYILERT

KT 57T 87 2=

—ILOMIC SR SN TS (R37~%41),

a—)LD MIC MK OVER

(2002~2015 4£)
4 iZ3

WA | A | MICHDH | MICso | MICeo | MifPEsRV | dH#5 | MICHSH | MICso | MICeo | MifPEsD

Mk (ng/mL) | Qug/mD) | (ug/mL) | (%) Mk (ng/mL) (ug/mL) | (ug/mL) (%)
2002 2 0.5 NA NA NA 2 256 NA NA NA
2003 0 —2 — — — 4 4 NA NA NA
2004 0 — — — — 8 1~128 NA NA NA
2005 0 — — — 6 2~512 NA NA NA
2006 0 — — — — 9 4~16 NA NA NA
2007 1 — — — — 7 4~8 NA NA NA
2008 | 73 4~512 8 512 21.9 92 1~512 8 512 26.1
2009 84 4~512 8 8 2.4 22 2~512 8 256 27.3
2010 94 4~>128 8 >128 25.5 59 4~>128 8 16 6.8
2011 50 4~>128 8 >128 14.0 63 2~>128 4 128 12.7
2012 82 4~>128 16 >128 12.2 83 4~>128 8 >128 13.3
2013 56 4~>128 8 128 10.7 60 4~>128 8 64 11.7
2014 63 8§~>128 8 >128 17.5 58 4~>128 8 >128 25.9
2015 76 4~>128 8 >128 22.4 49 2~>128 8 128 12.2

1) TLAZHRA b 32 pg/mL
2) WEEd
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3) 20084= AR LS AT e A Bk
NA : B 10REL T D728, MICso, MICoo M ONMHESRDFEHI IS LT,

# 38 R OWHISK Campylobacterjejuni . ON Campylobacter coli \(Zxt3 %7 1=
AT = =2—L0 MIC KOVPE=R (2002~2015 4F)

& iZ3

AR | FaA | MICHH | MICs | MICeo | MiftEseD | 87 | MICHHEE | MICs | MICeo | fithse

M| (ug/ml) (ug/mL) | (ug/mL) (%) M|  (ug/ml) (ng/mL) | (ug/mL) (%)
2002 | 27 2~8 4 8 0 37 2~64 8 64 35.1
2003 | 36 2~32 4 4 5.6 86 2~64 4 32 22.1
2004 | 37 | 0.5~128 2 32 13.5 72 1~64 4 32 26.4
2005 | 12 1~32 2 4 8.3 51 1~64 4 16 13.7
2006 | 4 | 0.25~2 NA NA NA | 28 1~64 4 32 42.9
2007 | 27 | 2~128 2 64 11.1 | 64 2~64 8 64 46.9
2008 | 36 1~16 2 8 2.8 | 42 2~64 4 64 28.6
2009 | 51 0.5~8 2 4 0.0 62 1~64 4 32 29.0
2010 | 54 0.5~4 1 2 0.0 62 1~64 2 32 21.0
2011 | 60 | 0.25~32 1 2 3.3 | 46 | 0.5~64 2 32 17.4
2012 | 52 0.5~4 1 4 0.0 60 0.25~64 4 32 28.3
2013 | 75 | 0.5~32 1 2 2.7 | 44 1~64 2 32 18.2
2014 | 66 | 0.12~64 1 4 6.1 | 60 1~64 2 32 16.7
2015 | 106 0.5~4 2 4 0.0 38 1~8 2 4 0.0

1) 7L A27HKA b 16 pg/mL

NA : B 10REL F D728, MICso

« MICoo & OMI:SR D FEHETAWE L=,

# 39 FROKHKAGHEICHT 27 0T 57 = =a—10 MIC KOVR (2002

~2015 4F)
&4 iZ3

ARAAE | JadTkk | MICHEH MICso | MICeo |MMithhse |Fidckk| MICHH | MICs | MICeo | MithEsD

i (ug/mL) (ug/ml) | (ugml) | (%) e (ug/mL) | (ug/mL) | (ug/mL) (%)
2002 | 179 4~512 8 16 2.8 | 136 | 4~512 8 128 16.9
2003 | 133 2~512 8 8 2.3 | 121 | 2~512 8 256 25.6
2004 | 124 2~512 8 8 40 | 136 | 2~512 8 256 21.3
2005 | 138 2~512 8 8 7.2 | 152 | 2~512 8 512 24.3
2006 | 149 1~256 8 8 2.0 | 126 | 1~512 8 64 13.5
2007 | 130 2~256 8 16 3.8 | 106 | 2~512 8 128 17.0
2008 | 289 | 0.13~>512 8 8 1.4 | 144 | 2~512 8 256 23.6
2009 | 265 1~256 8 16 6.4 | 138 | 2~512 8 256 26.1
2010 | 293 1~128 8 8 34 | 140 | 1~>128 8 128 25.0
2011 | 273 1~128 8 8 2.9 | 145 | 2~>128 8 64 18.6
2012 | 299 | 2~>128 8 8 3.3 | 143 | 4~>128 8 128 26.6
2013 | 240 | 2~>128 8 8 46 | 132 | 2~>128 8 128 22.0
2014 | 284 | 2~>128 8 8 25 | 134 | 2~>128 8 128 25.4
2015 | 216 | 2~>128 8 8 3.7 | 107 | 2~>128 8 128 25.2

1) TLA7RA b 32 pg/mL
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#£40 RO RBERE ST 57 0T 57 = =a—,L0 MIC KOVt (2002

~2015 4)
+ K
PAEEE | A | MICHDH | MICso | MICeo | M=) | #H#& | MICHIH | MICso | MICeo | fittE=RD
B | (gml) | GgmD) | ugml) | %) | #% | g/mlD) | g/ml) | gml) | (%)
2002 | 27 4~32 4 8 74 59 2~128 8 128 33.9
2003 | 21 1~8 4 8 0 56 1~128 16 64 53.6
2004 | 132 | 2~32 4 8 15 | 138 | 2~128 8 32 10.1
2005 | 176 2~64 4 8 1.7 128 | 2~128 8 32 10.2
2006 | 108 1~16 4 16 0 103 1~128 8 32 13.6
2007 | 102 | 2~16 8 8 0 97 | 2~128 8 32 19.6
2008 | 264 2~32 4 8 0.8 116 4~128 8 32 11.2
2009 | 251 | 2~16 4 4 0 100 | 2~128 4 16 8.0
2010 | 280 | 2~16 4 8 0 120 | 2~128 8 64 20.0
2011 | 247 2~32 4 8 1.2 104 | 4~256 8 32 12.5
2012 | 274 2~8 4 8 0 126 | 2~>512 4 128 | 19.8
2013 | 241 2~8 4 8 0 111 | 4~128 8 16 9.9
2014 | 290 4~128 8 8 0.7 140 | 2~128 8 32 11.4
2015 | 220 4~32 4 8 0.5 100 | 2~256 4 32 10.0

1) 7LAZRA b 32 pg/mL (20034F1316 pg/mL)

# 41 WHEHROEOGT RUEKEICHT 57 8T L7 = =a3—10 MIC K OVRMER
(2015~2016 4F)

4k iZ3
EF | FHA | MICHP | MICso | MICeo | M0 | F8#r | MICHPH | MICso | MICeo | Mty
gk (ng/mL) (ug/mL) | (ug/mL) (%) M | (ugml) | (ug/mLl) | (ug/ml) (%)

2015 | 75 2~64 8 16 1.3 2 4~64 NA NA NA

2016 | 141 4~16 8 16 0.0 45 4~128 16 64 22.2

1) LA ZHRA R 32 pg/mL
NA : B 10REL T D728, MICso, MICoo M ONMHAESRDFEHI TS LT,

Q@ wHoOFmEAEIcHT S 7007 2 2a—)LEOMICSHH
1983~1985IZA A T T /WZRWTIIZRFE L <IX THRIDERRIER 2 2 L7430
ZEERAFE U124 6 45 Bl S 7= R M O L R T i NS FLE R TR OFL) B4y B
L 7= StreptococcusiE M OV ta. 7 RUREICH T2 7 L7 2 =a— L kN7 a T A
7z =a—/)LOMICZFA2TR LT, (ZHE39)

= 42 DB SN EMEICT A7 LT cma— kN R T AT 2=

a—v MIC
s o ” MICHiH MICso MICgo
i A PR (ng/mL) (ng/mL) | (ug/mL)
77 hatkE
FEscherichia coli a7 c=a—) <0.78~12.5 3.12 6.25
7787 z=a—)b 141 <0.78~>100 50.0 >100
Salmonella spp. )T e=a—)v 179 1.56~25 3.12 6.25
Ja7 57 z=a—) <0.78~>100 1.56 >100
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77 LG 2

Streptococcus Ja)N Tz =a—)v 0.78~1.56 NA NA
agalactiae A= Ny =t TV 6 0.78~1.56 NA NA
Streptococcus a7 o=a—) <0.19 NA NA
dysgalactiae 0T HT z=a—)L 8 <0.19 NA NA
Streptococcus T =a—) <0.19~1.56 <0.19 1.56
uberis JaI AT z=a—)L 12 <0.19~1.56 <0.19 1.56
Staphylococcus Ja)N 7z =a—)v 99 1.56~25.0 3.12 6.25
aureus s hT c=a—)b 0.78~25.0 3.12 6.25

1) WigAT U <X FRDERAREIR 2 2 U724 UIFE T A kBl

2) HBRREEA OISR

NA : BB 10KEL F o720, MIC50, MIC90K UMt ESR DLk T4 mE L7,
(4) AT z=a—ILOERIZHES MIC 3HD%E(E

2015~20164E(Z, FE# %:H: IR R L7240, 7 el 2 =a—Ld

BeEBIMR A KO E544H 1
FA3\ TR LTz, (BHE84)

3% 43 HEMEAR DR ROFREICNT 5 7 v 7 = = a—/L0 MIC

SEESNTFEREICT A 7 a7 2 =a—LOMICE

. ” . MICHilH MICso MICoo

i safkH H (ug/mlL) (ug/mL) (ug/mL)
Mannheimia e 5-BhG B 24 0.5~2 1 2
haemolytica E1%4H 9 1~2 NA NA
Pasteurella B 5-BibG R 52 0.25~1 0.5 1
multocida B5%4H 20 0.5 0.5 0.5
Mycoplasma B 5-BAE R 29 2~8 4 8
bovis #5441 17 4~8 8 8
Histophillus somni | #5886 H 3 0.5~1 NA NA

5444 H 0 — — —

Ureaplasma B 5-BibE R 14 2~8 NA NA
diversum PeH4%4H 5 2~4 NA NA

NA : FRRES 10T D726, MICs0 M UMICooDRCHRITEME LTz,

2001 ~20084E(ZFRH 12

ILOMICZEZF441TR7 LT-, (&HE84, 89~95)

BWTENSDBESNIZREREICH TS 7 a7 o =a—

F 44 FOFHREIZRTH 7NV T 2 =a3—0 MIC
i I T e v
Pasteurella | ~L¥— 2001~2005 | 19 0.06~0.5 0.25 0.5 ZHR89
multocida ~NYLF— 2006~2008 | 29 | 0.25~0.5 0.5 0.5 289
RINTHNET | 2004~2008 | 74 | 0.062~16 0.5 0.5 290
AL — 2002~2003 | 152 | 0.125~1 0.5 0.5 £ 91
T oH 2008 26 0.25~16 1 1 Z 92
RA Y 2000~2001 | 122 | 0.12~1 0.25 0.5 £:[R93
RA Y 2002~2003 | 95 0.12~1 0.25 0.5 294
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Mannheimia |~LV¥— 2001~2005 19 0.25~2 1 2 289
haemolytica | ~)Lx— 2006~2008 | 30 0.5~8 1 1 289
KM 473E2 | 2004~2008 | 71 0.062~8 0.5 1 290
AL F— 2002~2003 | 15 0.25~1 1 1 ZH91
A 2008 31 0.5~2 1 1 292
KA 2000~2001 | 118 0.25~2 1 0.2 293
KA 2002~2003 | 98 0.12~2 0.5 1 294
Histophillus | ~/L%— 2001~2005 | 5 0.25~0.5 NA NA 2 E89
somni A 2004~2008 | 13 0.25~1 0.5 0.5 290
Fo~—2 1990~2002 | 80 |0.125~0.25| 0.25 0.25 |&H95
¥l TTGUAR AL RAY TANT R, AFXVRAR FTUH, ~LF—

¥R T TR AL RAY L TANT R
NA : WIAREDN10BREL T D720, MICs05 UMICooD ALkl TAME L 72,

4. /03 L7 = a—)LRREMYEICxT S EFMIEEE R UESIMERERF
(1) O ERNIBER

T vV == a—) Uk S ERMERE I, PEHAR T K D RSN~ DO REEHE
MThHD (ZH65~67, 96), £7o. TH. FEARTLOMEZGIZ X DHERET & L
T, OFMAMED23S rRNAD A FNV B 2 20— R T 5 OB s 28535 b
DK O@ANEMED23S rTRNAOHILERL N HE STV D (BH49~53, 97), 35
W ANEED U R Y — MREVER 27 >ABC (ATP-Binding Cassette) A—/3—7 7
RV—IZB T\ Era— N 58T (optrAL ke DpoxtALEILT) (2L D
MMPERE b S Cung  (BR98~101),

RO 0T LT 2 =a— )L ONFT o7 == a— L5 Dl o FART
Fix, 7aJu57 c=a— LTI VEEEBRSE (CAT) Ik 7edh7c=a—
VDN IR TEDKFETEN T & F /AL S35 FERIATE LV ER L OWEH AR > 7 (CmlAfth)
IZ LD HEFNOPEHTH D13 (BHE48, 54, 55),

(2) MEEEFRUREmMSE
@ 08547 z=a—ILRREENEOTEEETF

Tu)NT = a—)UittEE G & 292 E 0D H IV TV S HANMMEE S O
AR A F45I TR LT,

MEEICHEBL S D oRSE S T2 AT HMEIL 7 n VT = =3 — /UZiEE R~ L,
KIGHEZE ClIY Rk V7' F A X R, Salmonella Typhimurium DT104 X O* Vibrio
cholerae TIIYOARIATIET D (BI56~64) , K5 57ElE X 417= Stenotrophomonas
maltophiliaZ MR O YL AR DO ZFAMPERRNIZ , O FloR & 84.1~91.8% DFHFA]
PAIRTH T E a— RT D AoRVBIG DV E ST D  (2HE102),

10 chloramphenicol-florfenicol resistance

11 oxazolidinone-phenicol transferable resistance

12 phenicol-oxazolidinone-tetracycline

B 7T A7 z=a—)LRICEEND 70T 2= a— ) LORGEREOMEIII. 1. (1) lo£2%, 7/
FTLT7 2 =a— NV KOF T 7 == a— /L OREREOMEIIL 5. (1) 10 47 ICFEH L,

14 florfenicol resistance
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ZDIFNNT, TN T == a— IR DFEFE 2 R B a— R L En L
L. Staphylococcus lentusD 77 A K (IGEMAH) ElZfexABBE 753, K
5458 U 7= Enterococcus faeciuml O\ Enterococcus hiraehMEA 4 5 IHARENE T T A
I R RiZfexBEA TS, EREE STV D (365, 66),

foRK NexABIn T2 RAT HMEIL. 78T L7 2 =a—/Ix L THMEE R
FTEPHESNL TS BHET~59, 61~63, 65),

F72. 23S rRNADA2053% A TF AL THZ LICIVr7a T A7 x=a— )L iftx
5L, FRRC7 oL c=a—A0U XYY R AtE b 53 286176 L
TVHEOT RUKE., KIGESEO T T A I R EZciBIE TR HRE SN TV 5 (B49,
50, 97), 2B, CfrlI V2V U RERUAXRY VY ) VR THDHT VU RITHd
DRI G- Lewy (ZHR103), CfrlZiZBHIOFREIMEIZIE DN T2RED Y 7 |

(Cfr(B) & OXCfr(C)) MHE SN TEY ., cfi(B)BI5 11X Clostridioides difficile,
Enterococcus faecalish OVE. faecium®D 77 A X R XI9E EIZ, cf (C)EIE X
Clostridioides difficile Ci34ta K _EDIntegrative Conjugative Element (ICE) EZ4)
MNIZ, C. coliCIIHEAARTENE T 7 A X R EIZ, 2N hmAi LT b (Z2IR104~110),

EBIC, URY —AMEEERICE D AF Y VD) VRKR O BT AT 2 =a—)L
RN KE T D i & A G- 2 8 2 72 AN B A 1 optrA7S B K OFEEH RO
Enterococcus)®& D77 A X R TYtafR, Streptococcus suisDYERZEN D poxtA
Nt MEREEDS, aureus, E. faeciumZED 7" 7 A X RXITGEERNG . ZIETIUR
HEhTnsie (2101, 111~ 117),

Fo, 7v T A7 2 =a—)UiEz {53 5 CATRCmlAZ =2 — N3 28720k
BT HMERHE SNTWD, calTBa - I3RGRE DOTn9 °C. coli, Acinetobacter)
HEDT T MEMEE O 2 OIFEFMETZ 2 2 R, Staphylococcus)& . Streptococcus),
Enterococcus)@=5 D 77 LGHERMMEE LTS, JEHHAR 72 a— N4 5861

(emlA) 1%, Pseudomonas aeruginosa ClIYtak N7 Z A I NIz, KiGHE. S
Typhimurium% ClI 77 2 I N2, ENEIVFET D 2 EBHE SN TWD, (B
67)

77 == a— ) UitHSER T (AoR) N7 0T A7 = =a— VI bHiitEERd—
5T, CATIC L T EF UbEnd 7 a7 A7 c=a—)LOKEEIZ, 7ol 7 =
I/ TET7 vy RITEBR SN TND Z LD, cabBIE 1L 7 7L T = =32 — )L ~ODffit
PRI L7pnEB 2 b Tng (BHR67),

15 florfenicol/chloramphenicol exporter
16 o, 4 U TEO T NI, S5 Rk DR 5 5,

17 chloramphenicol acetyltransferase
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F45 TN T 2 =a—) Ik AMHEE S T O

w0 B S U e | B
BsT
AN PEH R | AoR Escherichia coli ZH5T~62
A Kilebsiella pneumonia
Photobacterium damselae subsp. P
piscicida
Pasteurella multocida
Actinobacillus pleuropneumoniae 2856, 58,
E. coli 63, 64, 118~
Mannheimia haemolytica 122
o C
Proteus mirabilis
Salmonella Typhimurium DT104
Vibrio cholerae 0110139
floRv Stenotrophomonas maltophilia C |&HE102
fexA Staphylococcus lentus P |ZM65
fexB Enterococcus faecium, Enterococcus p 266
hirae
FER L DO | cfr Staphylococcus spp., Enterococcus spp., 250, 68, 123
e | Bacillus spp., Jeotgalicoccus ~129
(tRNA A F pinnipedialis, Macroccus caseolyticus, P
5 —p) Streptococcus suis, E. coli, Morganella
morganii
S. lentus, Staphylococcus aureus, C 122, 130~
Proteus vulgaris, P. mirabilis 132
cfr(B) E. faecium P |&/108
Clostridioides difficile, Enterococcus C Z1H104~108
faecalis, E. faecium
cfi(C) Campylobacter coli P |ZM110
C. difficile C |&H109
VR —2I optrA E. faecalis, E. faecium, Staphylococcus p 2 111, 114,
it sciurt 115, 133, 134
E. faecalis, E. faecium, S. suis, S. sciuri 2113, 115
poxtA E. faecalis 2140

S. aureus, F. faecalis, F. faecium,
Pediococcus acidilactici, Clostridiales

ZM101, 117

C:Ytafk, P: 923K

@

7835 L7 x=Za—)LRInENME DR EME

FROMMHEAEFIC L D7 0T 5T = = a— )L RHTEMWE O & #4612

~LT,

EIN DI M OYE IR R AGE T DA M E L7 2 A, 7rL 7o
—a— )L XIFT T = a— VIt AR LI RRIE W T e T AT = a—)L
\CAZZEMME A R LT, ZOFEICBWTC, 7825 A7 = =a— LiitEE a2t L
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el A FHks v T A7 2 =a— /Uit CTldcatl (18/208K18) B 125, FKH
kR CTldeatl (28/51k519) M emlA (20/514520) B T3 ERICAHA BN, AoEls 1
FRAET DRI e o7 (R21208K, IRUS1EE) . 2 DCATOHEHAR 7% o —
NI BB T D% ILT T A REOREWERER T FIca— RS Tns Z &0,
EROIKICRT D7 T A7 c=a—)LOFRIFHFIESNTNEZ L, 7urL>
T LRF T T 2= a— ) LOFEIC LY 7 8T AT == a— Ui E R AR
RENTWDATREMED RIZ S LTV D (BPH48, 67, 69), L L7235, catlemliA
B I7 a7 = a— /Ui RS L2 &b (BR67), 7u/l 7 c=a—
IVOFENZ & % cathe DPemIABAR - OERITE 212 Wy,

F46 70T L7 ==L RYIEMEE OSGEMME

_— it F B
MR e JunNTx | JaTLT | FTUTx Z
@{B% —a—)L T=ad—) —a—)
FRFNPEHAR 7 floR R R R ZH67, 102, 135
fex R R - ZR65~67
cmlA S R R 248, 67
FERTERNL OREEZEA L, 2PR49, 107~
GRNAAF5—b) | L R R 109, 123
HAREL (T 'F L) |cat S R R S48, 67
VR — IR optrA R R - ZMR111, 136
poxtA R R 2101

S R:mtE, - FRdEZe L

® NEHEOME#FIZE S5 05 .L7 2 Za— /LR REEYMEDOREME
IR DAZ RS EAL OREIEZL & LT, Mycobacterium smegmatisiZ33\Cldin
vitrolZ 31 5 23S TRNADA2053U M (NU2504G D&, Campylobacter jejunii 230>
Tldin vitrolZ 31T 5 23S rRNADG2073GDE#L,  Mycoplasma gallisepticumlZ 33\
T1323S rRNADA2053UIZ 12 A2058G, A2059G K UNG244TAD B, ZZ i
T T AT z=a—)LRINT OV T = a— )LD S LT A 2 L iR
ST (BM51~53),

(3) MEECFOEERUVSHIMMEICEET MR
@ ZHIMEEETFEEICE TS foREEFEN LI=HilitE
TanT =)L KON AT AT == a— VI D IEE 53 A PR AR
T a— KT 5@t (o) 1%, S Typhimurium DT104DY Ak EDO LA &R
FHEC 2 N A ETeSGI1 (Salmonella genomicisland 1) i AKRFITAFET H Z &N
WEEShTW5, 7oEY ), /b7 z=a—L AL FhwA v, AL
77 A MFY Y=V RKOT b TV A 7 U ATk B LA E A5 A SGIT T Z

18 cat] DI 168K, catl O emIA 1 KR, catl F O flo1 ¥k
19 cat] DI 24 ¥k, catl N emIA 288, catl. cat2 KON emlA 2 £
20 emlA DI+ 15 KR, catl O cmlIA 2 ¥k, catl, cat2 kN emIA2 ¥R, cat2 KON emlA 1 kE
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DZEFANLS. Agona, S. Paratyphi D IMIEFHE CHEGE SN TEY . KHEREORTHE
HEPRREI N TS, (BR63, 67, T0~72)

JVARMIZ 31T %38 Tld, 2002~20054-12 77 ff 41728, Typhimurium 1528k (4
HIR1048E, IKHIR48KK) D5 B AHRIRT328k (30.8%) . KHIREET2iK (4%)
23S Typhimurium DT104 Th o7z, S HIZ, ZO I B3R/ BT AT = =a—)L
a2 AN N2 — > (ACSSUT) 2127k L7722 ENRESNTWS, (B
W73, 74)

1997~20054F |2 bl CTooBft S 7= 2 DI s EA B 3E.S. Typhimurium 545
FROPFGEIZ L 555 T FRIFRHT M Todr, PRFGESR! & SEHAit @”(D/\%ﬁ@q@%ﬁ’] 7
HERE SRR ST D, 2Bl SIUZMRIZPFGERUC L 0 90D 7 T A X — 245 E ST,
7 T AL NS NTHEDI8% (243/248KF) 73S, Typhimurium DT104 THFEAY
IR A L, 89% (218/248KK) 73S Typhimurium DT104 0 #1722 2 HifikE:
NE—r (ASSuT) 2%7/RL, £7292% (227/2488K) M AoR&(s 1 Z2HA LT\,
7 T A B —TOKIF1993~2003 124 < B S 4L, 2003FLIRBEI IR LCnb, —J
T, 2001F-LAE Y 7 A Z —VILNZ A S ARBHEIN L T, 7 7 A2 —VIIOKIX
76% (125/1658K) BAASSUT2K, N T~ A 2 20t ZE R L, £7-98% (162/165%k)
DSblarpm-uEfn . 16% (26/1658K) 13 blacmyodfn - 21A LTV =23, fAoR&E(s1-
RATHRRIT16% (26/1658k) &, 7 T AXZ—LIZ~_Thihotz, (BIRT5)

I BT, ZOFHAET2002~2005F I B STz 7 7 AL —VIIOKEKD 5 5| Jfiik

(spvC) M OSEAIMHE (blarem1) BIn 2 3Te7 7 AI K (pYT1AKOpYT2) A%
AT D2ROTT A ROFEMTHATONIZ, fEFT T, pYT1 (112,670bp) &K UpYT2
(132,842 bp) NWTILHIFEMERE~Z X I K (pSLT) DODNAK ;& OV &
1S1294THEENT-DNA (pYT1i%34,945 bp. pYT2/3152,666bp) 7> HAERL STV
DIRERDBFONT-, ZNHDZ Enn, pYT1AUPYT2HREIEIETZ A I Ry
DRAELIEZ EDVRIBRINTWD, FTo, HHIMMHES T & pRMEE - &R
FTAI REIZHDZ D, FTEMEWEOMH I X0 FEAIMME & IR R D3R
ENDZEDRBRINTND, (BHi76)

(M. 4. (2) Qlicit#L7=tBY, ENOHRFRFEKER I 2T L7z =a—
SV R B L2 3 T i 7 17 A7 == a—/UiEBERERE (75.0%) 13FEMR
FRE (23.4%) LV HERIZI TR T IarBRE L, KDy 7 A1, T
JuarNIZA LT MM //né%ﬁi 1L R U A 7Y DRIEAN K95 SEA S
5t (aadAl. aadA2. dhfrl, dhfrXIIN O'dhXVID RS- EnmbE s
TW5 (ZH69),

V. cholerae®3, Mannheimia haemolytica?t, Actinobacillus pleuropneumoniae®s &
W\ Pasteurella multocida?6\= 3\ T, AoRE(n1 DIEHNTEe D) DO FAHEE S -

28 YUYy sughdo=a—) AL hwALy ZAKRCTIR, TRV A 7Y
2T ANV ATy AVIRUT IR, TR A 7Y

23 f AN

24 K[ K ORI DI A= Ha Sfekk

25 PR K ONREI DRI A Stk

26 K[ Ky ORI DI A= Hh Sfekk

42



ZRHAIA N TSR FICEZ YR BICRE T2 Z LG SN TR Y (64, 77,
118~121), AT 7 A FH S —)L RUARNFU L, /BT LT = :z~/1/+
ANV bAoA VUEIZEAIME R R L 2 R STV D (B4, TT).

7=, TEIZBWT, T %2 L7-KOZEM Sk Proteus mirabilis)> % if]oR&U\cfm
15 % & e i 0 E O FAMMH B L - A AAATZICES M B ST 5 (BE122),

@ cfin optrA R poxABEGEFIZ & DREMME
a. BB IBHERR
BT ERAT 5% DT T A I RRRYGAER EDOICEIZI IO HSE S 123457
LTEY ., chBIETIZ &> TIERMT G S D HUE M EZ X D EEA 728 RT3 e
VSRBLIZEB N T S, B OIRRPEL D EEZ LD Z ENERSIL TS,
F7-. B ARE 7T A RiX[FE-— R, ﬂﬁi@ﬁaﬁ IRBWTHIRESIND Z LR,
cBAR T DO R[EEIZIX T T LB SCRE M 12 AT HFEARCS] (Insertion
sequence:IS) N5 L, #5777 AI K F'ﬁf@cﬁLfB%@%ﬁE%%’m@fﬁDNAf\O)
FUAZZAIEEE LTV D Z LR STV 5, (68, 130, 137)
cHBILF 2T D FBHEMEIC BT, fexA, erm(B)<5:OFANMME -7
RS TWD (114, 130),

HHECOBES IR RO RIGHE TIL, 77 A X FESEC e+ M Oblactsmr
B E T RAT 5 7 1L 7 = = a— Uitk d it X ZFL’CD 5 (ZHR50),

optrAB(L T3 NEKRHERE faecalisiZ B\ W CTHID TR S, D% e RO
WD E. faecalis, E.faecium, Staphylococcus)®. S. suis TR #E X
% (Z[138),

2008~20164F- DK 12k Enterococcus)®26,648KKIZ B9 2% [EERAY 72 KHIFGHA O
FERICEDE. UV NtRRIZE. faecalis 368k (0.14%) K OVE. faecium 661k

(0.25%) TH Y | E. faecalis TITHET23S FRNAE 25 (G2576T) . 268Kk (72.2%)
ToptrAB a3 S, 3K CIXFEIRFIZ e X 1L efi(B) B w73 tH S iz, E
faecium ClIERE TG2576TZ BN 5 1, 3KK CRIFFZ cA(B) LG -2 R ST, (&
ff138)

KA V2B 5348 Tld, 2007~20174ED ) %'V Kttt Enterococcusi@698tk (£,
faecalis 5K OVE. faecium 647FK) H438k (K. faecalis 258k K OVE. faecium 18Kk)
D optrAi&in Rk Ch o 7=, E. faecalisTIZV 3>V REHARIZA 7203, optrd
BEPERIEMICE LS ER L TEY, 2007~20134F 136k T EME, 201445138
BRI 1IEE (12.5%) . 201541 X 100285 (20.0%) . 201641 X 11EEH 108 (90.9%) | 2017
16K 128R (75.0%) DETH -7, —F5. E. faecium® optrAGIERIT A b |
W20174ETL438RH 108k (7.0%) ToHh o7, invitroCOBEERER K NoptrA&is+1

MRRD LT ) 2T Téi’ﬁﬁéﬁﬂﬂﬁﬁﬁ@ﬁt%ﬁ 5. optrA&(n a2 43 % Al

FSE(RIA - DR, (VL optrABIGRA 7T A X ROYERIZ X - CoptrAi&ix
+F5r fiEnterococcusE#ijﬁ?‘é ZEDPRIESITEY, B DT T ARGHERGYE
DOEI/RVEEITHH U RV U RREEEICBO TS S5 2 & DSEEHIFHE S O33R

(R RFT Z e ER STV D, (BHE139)
POXtABIGTIT Y %) Rl A F U ViitEsE 7 R EKE (MRSA) D47/ L
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AR O 7 e T A7 2=a—Lh, AP VT VR EOT "I A 7Y v
R AMMERE & LTSNz, PEOKER Y L7 = = a— LittEigEk

HIZEE (57.9% (66/1148F)) (2 S, poxtAN QoptrADME(E & RA T 4%
BRI ZANIMME T 2 X RAED LN TS, (BHE140)

ik R4 Yo U 32U RitEGERE Tl poxtA&is 1 EL L TE. faeciumlZ
B EITE Y, 2007~20134F X196 H158E (2.6%) . 201441396k H 6% (6.3%) .
20154F1 138Kk 58k (3.6%) . 20164E1L118KRH28k (1.7%) . 20174E 1% 1448k 7R

(4.9%) . 2018FIX1708KH 4k (2.4%) DGETH 7, E. faecalislT201TH-DIH1T
FEF28k (11.8%) TR STz, optrAK \poxtADTHEIL M3 E. faecium 68, optrA
K O eiDEEAINE, faecium IRF TR STV 5, (B/141)

b. ERIZHITEEHRR
ENIZEBWTIE, 2017THEO R AN RBE OFRMERD & 43 S L 7= Z A D E.
faecalis 1FFC, YetafK EDOTn62185KES INIZci(B)iEln 1%, 77 A K ElZoptrA
K ONMex B G % ., TIEIURA L2 ERHE SN TV D (BI106) 238, B
KR —A F A (JANIS) (28T 52017TEDOMRSAD U %' REM:H1399.64%
(139,726/139,785%K) . E. faecalisk \VE. faecium®D /X a~A 3 VEMERITENZ
199.97% (126,476/126,5108F) }0198.6% (51,409/52,127kkK) . E. faecium® V) 1>/
U REMERIT99.1% (39,584/39,2118%) THVY (BM142), U RV U R~DS T
ELHER STV D,
F72. FEHBME BT Defr. optrAle QNpoxtA BAnORARIITEONT Y %
U RPERIUC B3 28513720,

@ it (BFIHEHZ D/ F)

77 KRR AAE L TCW D ZAIPEN 2 /327 Td D AcrAB-TolCld, fRV X
ILTEHHIN 7T s zc=a— kRN T7ul7oc=a— L2 gEH L, S
Typhimurium DT104{Z38W\Tik, FloREFRIFHIEHTHE I/ n T A7 2=a—L Kk
W77 = =a—)UIXT HMICH L35 Z L diE ST (67, 78).,

5. BET 5t FAMBEMYE (REMEZELCLHAHEERVERSFICSITHSEEY)
(1) 203 L7 z=a—ILRZnANYEOREMERVERSFICHITHEEMH
7u/)V Tz = a—)L CALERREDN LT A IEE E LT, e T AT 2=
— IR OTT T 2= a— )V RET HILD, TIHOREEXEIZOWTERATIOR LTS
. (BHE31, 42)
N7 =a—)/ U IEHEELTHY . B NHEESE LTIfEHI T
AN
JOTGAT 2= a— LG OFT T = a— Ut FATTRT L 9 AL
LTy, F200. 4. (2) ONIE#EH L= B CATIZ L W NFLEND T2
IS OPUEME ORI MR A Hivs (BIR31), —5 T, CATIZ 7 a7

21 7T x=a—LOMEREOMET, [T.1. (1) ok 2 1Lz,
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= =2 —/UPEICBE G- Levy (BHE67).,

saI L7 x=a—) Uk, 77 LGNERE, 7T LEMEOBRE R ORRE (R %
Gie). VT T, w4 a7 T R<, V7I7IVTIHNIY T K7 4 ZIZk LA
PIE AT MEFT S, ENTIEE NEOFESENGRE LT/ eI A7 c=a—)b
BRI OAGRIT /R, WA TIE, 7 uF A7 c=a—Tb MEBRIZEBWT, RS
S, BRISE, RS MESES L, 70T A7 == a— Ut 2R 5 8fE 0%
FIMMHIRIRARIC L D EEEYYEICA R TH D & SN TW5, Fio, BEFEREICE D
F NP K ONGT 7 A « /RT F7 A TIIHEEK - S Cnb, (BR31, 43,
M)Lﬁb a7 L7 zma—)UXEHEERH 5 2 L RATTEMEWE R H AT

BECTH D Z & ROMHMERBIN S S Z &b, 19704 LA, AL L < flfR <45
iiK@D\%@ﬁ%%&@ﬁ%ﬁ&ﬁk%<ﬁ&L\t%%@%&kbfﬁ\%m
RNNR DIFGYEIZ BV T H BRI TIE 20 & S Tnb  (BME31, 43, 45),

F7 o7 z=a—ud, ENTERERGS E LT, KR OE ORI g
YYEDITD, FAIRIZHEH SN TWA, b MAEHEMN & LT Rz TREEYS
JEFDOIRRIMEH SN TR, BUETCITAEENF LS TS, (2:HE46)

Bin%Ir LT ORI EZ KT3I 2 iEEmEOBEEE DT 7
17 CE8F4H1BH BN EEEZBSRE, LT THEEZ 71T &n),) 1T
BWC, 7uds7z=a—LRIlgT5b0%, 11 mf_ig(émﬁ-$¢f
V233 2 SEANMERE 2RI SN2 581, A7 EEEN S D03, EOHNIT T
7HH§M6%§@%E£D%@@T@&%%éwjkLT?V?HHéMTwééi
847)

F47T e NHZ/u T AT 2=a— )V G OFT T = =a— )L

—IBeA 7T hT c=a—) Fr7 T =a—)L
T%iﬂﬁ:it NHCOCHG NHCOCHCI ,
%N—@—CH—'CH—CH@H chOZSOCH —(|)H CHZOH
L b
777 | CuuH12CleN2Os C12H15C1aNOsS
WIAE | RAEERERGE, Y RGZ%. BT 7 | BRI S Tu7eLy)
A, NRTFTR L

(2) ZothEEME

AF VSR Cfr (XA 707 2 =a—L0 23S rRNA FEAEALD A F L
B2 L > TREMMEAECSES e NHEERE LTUX, VravsirR (Yraw
AR Vo) AV )R (VR U R) KA RV T
TIVATYVAFFRALUN NA=V=T A L MEGENLNT 7Y AF )
ZhNz, 16 BBt~ o4 RO—E (Vat<A v FORRAEIvAY) Bbd
(Z[E 49, 68, 143),

£72.ABC A—3—7 7 I U —|ZJE7T 5 OptrA XU PoxtA @ VU RV — ARFEIEH
WXV 7anT s =a—V MR U DELIEEME E LT, AU Y
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JCRKOT FTHA 7Y CRBRFTEND (B8, 101),

ZDOL, XYV VY CRITET HIEMEEIL, BEET 7 HTFIBNT
[T : 2O TEEICEE (bDFEDANDERICHT HME— DI TH PRk
WE UM FE A LN D,) ) & T 7T &N TS (BI47), £, (1L
4. (3) .QUIFEH L7 B0 | B FOEEBIGIZIHBWTY YU RlPEORIAS &L
<IESNTWD,

Vx>0 Rid, v MAEESE LT, MRSAK O o~ A Uittt B faecium
(VREF) 12X 2BYYEICEA STV D0, BHESK N & L C3fEA ST
WV (2144, 145), UV VY RIEFESIEH SNRNZ &5, cofr. optrAX (I poxtA
B 2RAT DFEEHKY V'V Rt Enterococcus)® . StaphylococcuslE=: D
BIZiE, FE~07 )7 2=a— )L OFT o7 = =a— )L ET AN E Off
AN L B ZHIMHAREORINDBE G- L CWDRIEEENE 2 65 (2R146),

6. /\Y— FOREIZHRSRE
(1) 28547 22— /ILRREEMERIIXEMHEZ 4 C 5TREMDO H 5 REDIE
HE CREARES E FOXELBRENMERE

JRYYED T S OVEGYED FBFIT5T D I 9 D16 CRR0FEEF 1147,
PIF TRYWEE] L 9,) 1233 < 4806 T F CTORYYE K ONE S YEFSET
2L EERERYYE (BFEE2ET,) & LTARIN TV DBYYEDOH T, R
EKPHECTHY, 7a) 7 c=a—)L EREMENRBOOND 7 0T A7 2 =a—)b
PN — B TSI & SN D EYYEIL, 77 AW (SalmonellaTyphi) (2 X 55
F T ARKOVNT F7 AAH (Salmonella Paratyphi A) (ZXBXF7F 72 TH5, L
2L Z AU S OBGYE ORI I3 FREFMEN H 0 | BYYRITE MR SH. B ho3kE
B CIHERSNTZEBMSOKPARIEZ BN T2 & ST 5, (BET79)

ol (CHRYYE) ORRETH DV cholerae O1 % T013912oW\W T, M. 4.
(2). ONCR#E LB, 70T A7 2 =a— )UK DIMER 257635 &
DOFENSH DI, 2 LT OFERFEIHEEEIRK I 7 VA n ) o o RPTEEYE C
by, L LTz R~ Ty, MUARTY L AT 7 A RFH Y —LE
Kl 7Y EREE ZILTEY (BIE80)., 7/ v T AT == a—)LHRK
I S,

IFEIGYE CH DLV NVER T, 77U A, BFEHIMERIGEE OMREERIGE
WZOWTIE, BREICBWTZ 87 A7 == a3 — UEEE 3 E STV A5,
TS DRRYYIE DSBS IHEEK I 7 L A a % o URBTEEE TH Y . R
BHL L CRAR~A T, BT~ AT U ROT BV URNEE S Tng (&
a4, 79, 81, 82),

BB VTR TIZOWTIIIJVARMIZB T 2508 TZ 0 T A7 = = a— Uit »3
O HIVTWDH, RN EFF 2T,
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(2) KBRUE FOBEFELHLVICZFO70/L7 2 =a—/iEEIZCE D E FOBRESN
TR
@ REMEZTRTIOSLT7 2 2a—)ILRREEDEEARICAVNSBREEDRE
B R OV DFE T HTE LT D KRIGESCIHERE S IC OV T, AR OIKIZZ v v
=a—APEEINTESGE, 7T = a— L KNI E AR AR R T e T
A71%:z~/l/ffﬂﬁ$l7b>@?)€é2m5EI’EE‘T%S‘%%L SY A
KIGE M OBFEREIZx L C, 72T A7 2 =a—)/VIPEEEZ R L, 707487
= = 3 —UMMPERIGE DRI ER E R 207 F LTS EOWMENRH LR, B Fo
KRIBERYYEOISEIZIT 7 8 T A7 == a2 — L FHVD BT,
F7-. IVARMO BB T A T, BEEF SR RGE L Ok T/ a7 A7
= = —/UEEDFED BTV D DS, TR B3 A mIE7e (39, F40)
(ZH41),
¥, 7T ATz =a—UitERRIEL. BRE T AR Il o T LT =
T— /UK LI Z R T 2 e nH Y . ENOFEHIMEICB T A7 a7 o=
I—/UMERITZ 0T A7 = = a— UIPER I VIRWATREER H DN, 72T L7 =
= 23— )UMHMHRE DOEBIG 7 DR IR L O 7 v L7 = = a2 — VI PEO IR
STV,

Q@ ZEMUEZTRT TOMRKOMEMEME ZARIZHL D BEFEORE

R OEDIFEITHTE L TO D IEEKERC, KO BPEFITRE STV D7 KD ERE
X, 7T o= a— UG ORER E LTt optrAX I poxtABIL T HIRET 57
07 AT z=a— L% s XYY T SRR BRI S5 FTREME D B 5,

ENOFEHKME BT D efin optrAl O poxtA& s DA RN 7 v v
7 = = 32— Ui & OB TR STV,

MRSABYYE (TFERYYE) OIREIE L L, 7V aXdF KR (Rrav gy
VROTAaTT=) TI 7V av R GAXDyy), %YV %
(VRVUR) ROBRIRARTF FR (X7 h~A 2 0) WMEREN TS (BR144),

JVARMDJHEHKHEDOE=F I U 7128V T, Hth7 RUEKED I/ 2T A7 «
= oa—UitEERIE, 20164FFS T, 42 T0% (0/141KK) . 1K CT22.2% (10/458K) & 72
STWD (F41) (BFESS),

VREFBYYE (FTIERYYE) OIREERLE LT AU R (YR VU R),
ARV RTTIVHR (FXTVAFUZNVKRT Y AF V) EMEHEINTND (B
HR145),

JVARM D BT BT DIEEF S HEME OT =4 ) 728\, E faecium®
70T AT == a—)UiEE RO BTV AN, MERD FR-9 AEET R (G
40) (ZH41),

F7-. JANISIC BT 520174 OMRSAD VU x> U R &M R [T 99.64%
(139,726/139,785kK) . E. faecium® /3 2~ A 3 L JEHEER1398.6% (51,409/52,127
). VRV U REMERIZ9.1% (39,584/39,2118k) TH V., U3V U Rgzttixm <
HERF S Qg (2R142),
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7. INY—FOHEE

ANP— R e UTRE S NAMIE. FROMK ﬂ?éﬁﬁﬁ%@%%E%m@ﬁ%
&0 FEHIMMERE 2SI E AL, & R AN OIEFIMMERE 2 E R 3 2 JGYE 2 5380E L5
t%%ﬁﬁ@#Emi5%%@%%@%XM§%?5ﬂ%%ﬁ%5@%E@ﬁﬁﬁf
HD,

PR ORHSROEERMZ I U BT D RTREE DN H D BYYED 9 b, & FOEREY
PFZBWNT, 7T 2= a—) L E REMEDRGRD HiLD 7 BT AT = = a— LR —
P & STV D BYYEIIRFE S e o T2,

R OKIL, BRI KGR L OWERE 2 RE L. 70, PLER T 2RE L C
WAHZ DB D,

L7=h3o> T, AR OMROMEMER2 M OWaishti 2 OIRRDOT- DI 7 e )V 7 = =a—)u
G LIcE. ZROOMIEIZBW T 7L 2=a ~w&U_Mk§%Wﬁﬁ%®
BNDY BT AT == a—)UIHRRDSEIR SN D ATREMEN B D £ B 2 Hid,

PNLEXT KOKIBEICK LT, 70T 57 z=a— /WIHiEELEZ R L, 707 A
7 = = 2 — )UK S Ao REAn 15 OFEAIMHER ER 2R A LT\ D L OHERH D,
S Typhimurium & NKIGEICEWN L, 7oy, /ao s 7 z=a—)L AL
T hwAT, ANVECT IR, T I A7 U EIHT B EHIMEORE R H O |
IO OHEMYE AL OWKICHT L THER SN TS Z Enn, EOMERIZE Y 24
MPEREIR S CWAAREME B E 2 HLb, LNLARNRE, ZHhLICERT D e ko
YRR LT/ e 7 L7 z=a—/IAnenTE6T, F B EEThHL 7 VA
Ja U REMEERCNBE CH AR AR~ A L VEMEF STV 5,

IFEKEICR L CH, 72T 57 c=a—/WIbiEERZRL, 70757 c=a—)L
MRPEAR DS FEA PR E TR -2 R L WD RIREME D N 5 D, Lv L., b N ORGERERGYE
BN TH 7 85 A7 2= a— USRIV STV,

7T 2= a— ) UIFEDOHRMER SN HPEEWE TH Y . R ORI LT
20D FREFH STV A8, AR ORI KGR, BEKE LK M LV ER Z 128\ T 7 m
VT = 3L ERFEMMEDRGRD LD 7 0T AT = =3 — ) )VZxT DR LA
ERAYCICIEA AN

2B, 7uan7x=a—)UL, cfr optrAX | IpoxtABL 2L Y. B FOMRSAK Y
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Resistance Monitoring System)
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LOQ TE PR
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PFGE INIVAT =)V R VEERKEN
rRNA J R—ARNA
SGI Salmonella genomic island
T TSR]
Tmax I e LR IR ]
Tn KT ARV
VREF N a~w A Ui Enterococeus faecium
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