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Abstract
We already reported a calculation procedure of the withdrawal period of veterinary drugs in Japan by using
hypothetical data. In the calculation procedure, we need to use a “noncentral t-distribution” to estimate of
a “confidence intervals for the upper one-sided tolerance limit on given higher percentiles of the population
(UTL)”. The usage of a “noncentral t-distribution” is complicated and difficult. However, it is easy to estimate
a "UTL" by “software-based workbook for statistical evaluation of residue depletion data for veterinary drugs”
shared by JECFA.

Therefore, this paper describes a estimation procedures of the "UTL" by workbook.
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DRI ORHETME T, mARFFFREO LRZHEH 272012, @A, JELEd D 5 To
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7w 7 (Software-based workbook for statistical evaluation of residue depletion data for veterinary drugs. L\
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JECFA ' Software-based workbook for statistical evaluation of residue depletion data for veterinary

drugs(http://www.fao.org/food/food-safety-quality/scientific-advice/jecfa/guidelinesO/residue-depletion/en/).
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Abstract
We measured the concentration of cefazolin in the milk derived from the cow administrated a cefazolin
intramammary ointment, which reported prolonging the washout period. The measurement methods
are based on the official method published by Ministry of Health, Labor and Welfare, and purchased

immunochromatograph kit. Over the maximum residue revel (0.05ppm) of cefazolin was not detected from any

9 measured samples.

25
AMBGZIHIH L7 7 V) YHBEAR G L2 B W T, RSB B 2 TH BT 0
LSRR Lo ofd 2 BB THEAILFBTIZOWTE 7 7 V) ViREOHIE 21T -
7eo TMBIZREFEBEDOREFIHE L HEBL AL 70< b7 57 (ICG) ¥ v MI&oTTo
720 TOFER WIEZAT - 72 9 BB T THA AL (0.05ppm) i 2 278 RO SN h o 72,

s

BRIV T L EEETI Aoz 34,000 HHFEA L TW 5D E S, BEREOBEFE D K& 2 50H
THs (FEHkES 2017) . TOFEBIIIPUEWEEHN 2 2 FEEAFR L CHV SIS, 201847 A

107



JAN S N =1 /A SR IR T N AN (2 SN oo S ks A N E i)

BUAE. AR 10 8057, 40 BEDKR I N T2 (BWHERMT— 5 RX—Z),
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ROLNTWD (B EHE SRR 2000) o
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B EDYRUETH LD, Gk, AMBEEZANH LT 7 V) Y IBEEAFORFNFAETEIZL D,
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ET BB E AT L THERREE L L7z MEEEE LTHRES TRAIZRSG LT iank Sh
LAHEOF (Aay hua— stk ROARPSG52% 007 277V YIEEAE K
B LU7BER W AHkESns3 Bary ha— L4588 2V, B, AREICIEEES L %
WS, INIENGRER 7 &R BREEAE L. O 720 OFRRHE, TTIRORIERE I (551 # -80C 12 THRE D
bo) HWT,

AR | HIR
PeBREAR 9 RS 2 48 2 CHRE AY B b I 7250k
Adrio—) 5 Pebsadpl & 7] Ul CRUGA 2 505- L T e WAHBROFUR
Baryhuo—) 4 B OEE Y TRA 2 1% 5 L T e WSRO EF:

2. ICGIZ&BBEITE

SNAPRX—=% - GV FLSTTA MYy N (TATV I A FRT M) —ZAHRASHE oo b
F7 IN622) * Hl\ 7z BRAEIGHERGIAE I HE > 720 1 SRHIAM & 2 R Y K L CHRBIME 2 MR L 720
RPN X B HEAROWE L, 55 SN0 ) b, MEEROHIEAS 1 ~5FRT9FICD
WTITo 77,

3. EERAIO~X NI 72 FLEERHE (LC-MS/MS) (IZ& BBIE
W R B AT @A oMM (EAES7EE 2005) (DU &%) L9 5.) (JH#E U CRILEE 217
Vi, LC-MS/MS (LC:LC-20 ¥V — X (BEHHEIEFTE) . MS/MS:4000QTRAP (L—E—H A4 L v 7 A
B 12k D ER Lz IS L3 - SRS R O LC-MS/MS D &M% 71T,
1) FERRES
7 7)) rF Ny AERE E T A OV AFDEREEE TS Lot. DSF3935. & 99.3 %
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K (B8 : LCMS 7L — F (B 7 1)V ARG T3EH)

K (Zofh) @ EBHK (x)v 7 ) KR T7HE Simplicity® UV 12 X 1) A FES )

A% =)V iHPLC 7L — F (BLX7 1)V AHDEHIE T HEH)

AL Pl IR (B 7 AV AFDGHSE T5EE)

LB LOMS 7L —F (BEE7 14V aHDGhisE T35

TV LR (B 7 AV ARG T35

VEZ VRV E Y N pEo) FrEEAEEKI =H T 4 (60 mg) : Oasis HLB 60 mg 3 cc
(Waters #1:84)

2) LC-MS/MS

GHEN TN AT TN )M ) ATV ONA T ) v F) RTFES um NE2 I mm E
Z 100 mm  (Atlantis dC18  Waters #1382 Lot. 0114343311)

AEHEAR 2 uL

717 AmfE 40 C

B A:0.01 % FEEAKERB: 72 h=hV

JiE 0.2 mL/min

79T MEMEB: %) 0.0min 5 % — 20.0 min 50 % — 25.0 min 50 % — 25.1 min 5 %

30 min/cycle

A4 ftE—F ESI (+)

HEONFTOENR MS/MS (WEHM - 3 ¥ a v )b - UEK)

Mt A 4 >~

T = —=AF )

Ty s M Fr (m/z) aY)YariAnnFEF— (V) a)YaryrevHOEE (V)
455/323 (EEA 4+ ) 17 18

455/156 (FEREA 4+ ) 23 12

INENGEER L 3 ADSFIREIC & 4 230k (T _TRECB Iy ba—v (7 VES 1) =M,
ININERE 0.2 ppm) DORERZ ATV, ) B2 NIZRERZRML 2k (770 7) ZRERIZE 4
1B To 720 7T 00177 ) vk s zz7z0, BNEORERILT T ¥ 7 2 {BRoF
Bl & WEE D S 72 LB 7z,

PEREAE R O T P a— L OMIEIZS £ 1 EAT, 1 EORETIE 1302 2 ADSREIFEC 1 5
ORI - JE 24T o T 2 AT OMlEE Z 1 L CRlER R & L7z,

B, LC-MS/MS I2BUF A HI5EIX 1 KD LC-MS/MS FEHZI D X 2 4T > TW A A5, MBS R E L
TE1HBEOEIEMBEZHCTWA, 2Lt 7NV T v 7134 TIZHHLTW LA, 1 HOBEIEIC
300 EEST LI ENLN) T = a Y TV ERAZIER RIS A R ~ S 2 L
7 7)) RIS TR L 2 B HOMEMEASEA T ABRNARETE o2l
5. 2OWEMEEZTFHTHE0 S 1 MEHOWEMEDOAZIHRHAT 2 HBEZLTHL EHWT L2720 T
H5bo 2 W HOWEMEIZ, 1 BIHOBEMHEIZ/IEZ: EDORE V2T L 2 MRS 27200 ME L
LTHWw,
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MEHRIIHOP LT 7 ) e LTI00mg/L &HFTAHAY J — VAT (BEHEEG) % 5
Ly TEEHEZEI25ELT-80C THRE L, COEREHREKKRIAY 2 — (7:3) BIETH
BRmML720 0% AW THE L 720 FHHIEE X 0.0005, 0.001, 0.005, 0.01. 0.05 (% mg/L) & L.
PZZIE LT 0.1 mg/L 3B L 72,

EERRAE

LC-MS/MS DERIZ BT, iINENGEERIC BT 2 P EIERIT 95.4 %, MREREL 1.71 %
(n=6) TH-7s

TN OKROAY = (7:3) Bil) EHEERERO 7 0~ b7 T ARFRER, 7 71 —H—
AFyRTay s b2 LESA, HEEA A PO —VRUBI Y PO— VD
ETHhOEERE T 5 =7 2Bt L7z, BEAIE 0.0005 mg/L ~ 0.05 mg/L O i CEMME %
RL7z (0=51r=1.0000), E&EEF (S/N=10) 1F0.002 mgkg TH o720 B, REFEEL L TOER
FRFUE 0.01 mg/kg & ST 5, HHBRTIE 0.0004 mg/kg TdH >72 (S/N=3),

HINEGRER I B\ Tid,y 3 A x 2 B0 6 B O P RIPERIE 94 %, FRERZEL 7.6 %, BfbHE
FRIZTRINIREED 89 ~ 109 % TH 1 . BRI Z Y THL LHlr L, ABEMOELEHTE L L
Wr 720

WEMEZUTOMEY . B, b7 7)) v OFREIEEE © 0.05 mgkg TH 5o
HHERERY

T TNFES HEfE (mg/kg)
ICG 12 X % Ml 5E A% F
Tl (n=2) S0 i A
1 0.0022%* 0.0019-0.0025 -
2 0.023 0.021-0.025 +
3 0.021 0.020-0.022 +
4 0.015 0.014-0.015 +
5 0.047 0.046-0.049 +
6 0.038 0.037-0.039 n.t.
7 0.019 0.018-0.021 n.t.
8 0.048 0.047-0.049 n.t.
9 0.023 0.023-0.024 +

(+: Bl B ot HERT)
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AdJ>bka—=Jb

VI e HEME (mg/kg)
T (n=2) S
1 0.00056%* 0.00052-0.00060
2 0.00049* 0.00044-0.00054
3 0.0019%* 0.0016-0.0021
4 0.00068* 0.00045-0.00090
5 0.00083* 0.00036-0.0013

Ba>brA—Jb

U RIZ HEM (mg/kg)
FIE (n=2) i
1 0.012 0.012-0.013
2 0.00097* 0.00066-0.0013
3 0.0016* 0.00057-0.0027
4 0.0012* 0.0011-0.0014

* 1 ER RN - MR LIE (< 0.002 mgkg = 0.0004 mg/kg)

ER

LC-MS/MS 12 X B2 TlX, $XCOWERGE 2 OB EELT - ER2RF L Lot T 7)) »
PR STz, 720 TRTOMERE2 S SBMBRALL Lo 7 7)) Ui s, 139> 7V
Barytu—potr 7 VEr1) »oEERREE LR LEFABE I Nz, MBRERIZ X 2R 0
EBIFLE AL, BESNEI 2 HOMETHIZIEFRUERTH-2Z 00, HOEEEITEV
EEZONL, BEEE TR 27 7 ) U SN HRIZIAHTH 5, B, HIZHE
REEDUTTHEZ NS, FEHRVEMZEOBEN MBIV E RSN L, Mokt Bk
D77V VREIEERARETH o 72,

—77. ICG TIZHIE L7z 6 5k S BB E L HIE S, B - T 7 7 AR DM 0 OPEMED
FAEDTRIE S NT2o LC-MSMS 12 & B EWR RN S, ICG IZKIE L72WEN 7 7)) v Tho iz
CERIZIZTMEVWLRWEEZOND, AKXy bOY T 7 V) YOBRMBEEIIREN TR WA, R
=) GOAET MLV 1E T4ppb) & E3NTWDE (FHFHAEZLD ). oo, Bike
HEr S NI OWT, BT LORALELABZ 2BEORE L RET 5250 TIE R, Bllo
HEHWICLA2X Y FTHLIEND, 4ppb LT TH LTSN D LidH b DL ERS,
LC-MS/MS IZ L BFEREFIFEII LR VWEEZ BNLL,

ARIZEZ L, L Zo28F 0Ty Mid, ENLEIOT Y b SRR O ELE L, B
HIROEL 2T o 72HANTH o7 DI L Tholze T O XD HAGEHIPHN T ORFN LT 2 I
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WERETHHEBTDH B 05, BHFEEIZH 72> TLTCOEF L OBRIZBWT, BEEEZ &
AW RIEESHR SN RETH D, BIEEFEMITOWTUIEFIEEA & 0 AW RS b A
FEINLLTE RSBV TOBURIZB W TAREOUERS R &R ORGSR E EELT T
HY . BHEFEFRFHOLET = D0 b, TOBKICOVWTOERIINETDH 505, ICG
DEAEITRT L) 12, BRBSG TITbN 25 MESETIIUoT y M &5 LG e L 3R %5
Y BREZEN 2R L2 W REMEIZE R S b,

BRI GORREEGEICBWT, HEWT OB HEEGR G ORE 2 HRT 2E2H
X, RTT74 7)) A MHIEOZN L FRRICEGERELIBE L Lz, EmE AL NOREICHT 5
R ZFMIFE L L THY WS, —F, EEHETIELT LD HKEYW OGN L TEES
BB DORNEFRIZEDEEL S o CTHREALEIZHS LK ATHON T2 b Tl . SR
721CG D &9 HfiiBillE R & FEEN R IThNTnwAE L) TH5H (R 2012), THiEdh
CETHAGIOEMELE LTITONTwL0TH Y, HEEiED 2\ IZEMETEITBUZ X 2 BH1E
EEVT L OB L s, 2 L A HG | ERE L L TR 256, AL & MG
FTAHBICIE, AREMIIDE LD, ZNOBLEOEREZEEBTILENDH LD TIE WV h L ERE
b,

53Rk

AR (2012) AFLOHUEY E A O FB)R FLIERA 62, 52-61,

JEAS7 84 (2005) JEAESTEIE I AR B AT R AR 9 5 BRI SRR XX
B HI SRS OB TH LW E ORERFICOWT CER 174 1 A 24 0 AZ5845 0124001 ) (5
W 3 k77, k77 EY Y k77 LEF VY, BT TS YA, BT ARGV
ROt 7 a ks 2B (FEKED)

W R, ESEET. EEEHR. KNERE (2017) B RS E A, A7l - LR
FICKIZTE SHEOER  2017.1 54-64.

) F R 35 55 77— & X — X http://www.nval.go.jp/asp/asp_dbDR _idx.asp

BMOKEEA B R IR R AT (2000) BYW RS IR A AT R A EEES, EREHFEOME. AR
PR L OMERE I 2 AR EF ORI ICOWT CER 1243 A 31 H 12813 A %
418 5 HIR 2 D 11 EWPFEEET A o4 >~

112



(70 =7 PRZER T ]

HYMAFERMEROREEEFEZFICEAT MR

REHD '\ ERERER . PR KB KRR Bz

(A P30 4- 7 H 31 H. 523 SR 304 10 H 23 H)

1 B RS SRR R R - N Ty u Y —EHESTF— A
2 RCRE TR B N IR R 1 ZOR AR e 2%
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Studies on the Quality Control of Stem Cell Product for Veterinary Use
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Summary

In this research project, we primarily explored methodologies for the quality control of stem cell product
for veterinary use, and secondarily the way to establish technical basis and social foundations required for the
proper supply and prudent use of such products.

For the quality control of mesenchymal stem cell (MSC) products, we developed monoclonal antibodies
specific to CD90 and CD105 cell surface antigen in canine and equine cells. As for the gene expression marker,
CD73 and CXCR4 were suggested to be quality markers for canine MSCs. For the quality control of iPS cells,
we developed a methodology to quantitatively analyze the expression of undifferetiation markers employing a
high content analytical apparatus.

We also collected relating information including legislation, administration, guidance and technical
attributes for the regenerative medicinal products; occasionally delivered the information package to encourage
appropriate understanding the regulatory aspects and the needs for the pre-competitive collaboration by the
stake holders in veterinary field. This activity greatly contributed to the foundation of Consortium for the

Advancement of Animal Regenerative Medicine (CARM) in Japan.

25
ATay oy FTiE, BRI RS O m BRIl TR 2 BT T A & & IS, ) G K OV

113
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R EH OHEAE LT & SN D I I R E B O H il % 5l 720

MZEREMNE (MSC) OMEER Y —IV & LT, CD0 LU 105 (28N 7€/ 7 u—F Witk %
BAF L7z 720 #BfaF~—H—& LT, CD73 LU CXCR4 2°MSC DEME~Y—H—ThbZ L
RS DRER A, PSHIIBIC O WTIE, ZOREFMEZEATLEE DI, Kb —h—D
FEAREL LomBEERFEEHRE L 2.

FAEEBEERESICHET 2 mERETHTE, BREES - T4 FI A4 VBT 152 INE - 5
L, BRE L EE Lz SOHRT, B FEEREROM RS LB 2@ c T 285 %
79 & &1, BIRED & v N7 — 7 25 LB A EEHEER RS (CARM) ORZIZERKL 720

1. EERUVER

WA, BMliE 2 W2 BB OFEIL M T iPS M S e OV 32 R el ia 55 & R L 721G
K OB DM ZERFE N ZEITHA TV D, BRIEEREGFIZ BT FAERR RO AR, BRIG
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Fig.1 Immunostaining of canine cells and horse tissues
with Anti-CD90 MAb(IgG)

A, Immunocytochemistry of canine mesenchymal stem cells;

B, Immunocytochemistry of MME2 cell (canine mammary

gland myoepithelial cell); C and D, Immunohistochemistry

of horse bone marrow and kidney, respectively.

Fig. 2 Immunocytochemistry of canine mesenchymal stem
cells with Anti-CD105 MAb(IgG)

A and B, immunostaining with anti-CD105 MAbs from

different clones; C, staining without first antibody.
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Fig. 3 Marker gene expression analysis of canine mesenchymal stem cells (MSCs)
along with the culture passage

A and B, comparisons of gene expressions between passage 1 and 9; C and D, gene

expression analysis of culture passages (1 to 9) and population doubling level of

MSCs for 6 animals.
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Fig. 4 A quantitative analysis of iPS cell for its undifferentiated-marker expression
with a progressive cell proliferation and colony formation

A, 1PS cell cultures were fixed at day 3, 5, 7 or 9 after the passage, subsequently

stained with DAPI (blue) and either anti-Sox2 or anti-Oct4 antibody (red); B, each

iPSC cell were digitally recognized by high content cell analyzer (Yokogawa CQ-1)

and further counted for their expression in Sox2 or Oct4; C, iPSC colonies were

plotted for their size versus Sox2 or Oct4 expression ratio in the colony.
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Abstract
For the implementation of Guidelines 6 & 38 developed by International Cooperation on Harmonisation of
Technical Requirements for Registration of Veterinary Medicinal Products (VICH) we examined the calculation
method of predicted environmental concentration (PEC) of veterinary medicinal products (VMPs), and also
examined several environmental effect studies. We studied environmental effects of antimicrobials, ecto- and
endo-parasiticides, and disinfectants approved in Japan, and discussed about the environmental impacts of these

compounds considering their physical/chemical properties on the database on the website.

Cis
B HESRSS (VMP) ORBHEAGE OB 2 EEH ) (VICH) ORBERZE T A FF
1> (GL6 K UF GL38) |Zifto /=B H SR DO BB B i 2 HARICB W THEBT 572012, HA
(29 L 72 BRBE R R (PEC) OB UHEY % v 72 B B BRI D WO L 720 BEAK
AROTUEA PR FHER AL HBRERA e OB HHH OB Z 47\, SO NH BE E Y = 7
A~ LWL FEEEICET 27—y RX—AFHMEEE L. BPHEEGLORELZEIZOVWTE
217,
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Abstract

During the fiscal years 2014 to 2017, we conducted the following studies under Japanese Veterinary
Antimicrobial Resistance Monitoring (JVARM) in accordance with Japanese National Action Plan on
Antimicrobial Resistance (AMR); 1) AMR monitoring from slaughter houses was launch in 2014, and the
monitoring of healthy animals in farm was ended up in 2017, 2) expanded the monitoring in diseased animals,
3) established a monitoring system for diseased companion animals, 4) enhanced collaboration with human
sector, 5) performed analysis on AMR genes, including whole genome analysis. These findings are of great
importance for controlling the antimicrobial-resistant bacteria in animals, and would facilitate the outcome

indices for the National Action Plan.

25
AT ERE =4 1) > 27 (JVARM) & LT, FH 26 SEEED 5 29 £ ICF M L 72k %
WY FLown b, [FEAMME (AMR) 35K T 7 > a »7F 2 2016-2020] 123D W TLLUTFOHL
DA EIT o720 1) BERSHROEHIHERE=4 ) » 7IZE LT, PR 24 EENPS [LH -
EEUEGHR] OF=5 ) Y 7ERRGL. TRY] E=5 ) v /o072 ML L 012, 2) [
FHROFEFHERE=2 ) » Z7OFFE., LU, 3) WAOZEBWHROERMERE=51) » 7
HIORE LT o720 T72, 4) b NEEDE &L OHEHT ¥~V ZABAFRAC R 725, 5) doft
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Ry =7 o —12L 87 AENTORBSEZITo 720 TN ORGEIX. FHIVERE O HIE % 17
) ETEELRMALEZONLEEDIZ, T2 ar Ty OREREOHMICES T LD EHE
25Nz,

e
REEL, P26 FEED S PR 29 FEE TO 4 FEMICER L7270y = 7 MFgE [ KEEED
B2 B 2 FEANMN M O FERERE L CEZENIE] 1220 T, TORRET LD/ DTH L,

El:p)

B EE SRR (BE3EM) Tld, KE®EEDBICB T 2 FEHHER 03 %) 2 7 EHIS0
—RELT, 7ul oy MSE L VO A O T, B HRIERIM AR €= 41 >~ 7 (Japanese
Veterinary Antimicrobial Resistance Monitoring System : JVARM) ' % % jifi L T\ %,

A7ayxy MEEOHE, EIWNIZB W TOBES b B Rl R SF o 34 &s2 1 B B
WHIOW e = 7 & 2 fFe IS - WFe 45 2 L2k ), O HPUR# OB E i 2 Wi L <2
DENEZTERST 22 & QEWA~OTEEDEOMEHIZ X 1 ZEIR S A2 FEHN % 3 ST
FAEMEEZ N LT, NEEME L) ANMERE L. AOMEEIIED G & W3 2 etz
AHES 2 72O DEEFEE R 2 EN T 2 2 & I2H b,

T2, P28 4 4 HIS. FASENC BT B FANMAPER AT K OITENEE CTH 2 [EHAME (AMR) f
W72 ary 7T r20162020)° (MNF. [723ary7Iv]) W) FEdLN, ZOHT, Kl
BRI, FEDITICBIT 2 EEOERMEE=2 1) 7l LTRHMiss & b2, —FD
AR OB EDOFRE LKL 2 EARD NIz TD7D, PR 28 FLEIL, AToY = s
MFEOHT, 77 ary 77 OBEICHE S 72H) A w FE L 72,

MAERRDORE

1. REHIMEROENERAZE - BB AHI DML K U5a1E
(1) BEXE (CEHRUVREBNIEE) BROEFMEEE=2)>7T

BN EERERIC X 5 AN ERGEERHE Y 2B\ IEFAEHIE - MGEEICIY 215 5 EHE Y 7 5] it
BHROE=F) ¥ 7RO EEOLEMEN BRI NI L 2B E 2. P24 EEDNL, EFELBRD
BRI BT 2 EHMMEROE=5 1) V7 E2HIE L7z K70 T =7 M TlX, FPHi 24 ~ 27 4
FEVZ B S 7RG (AR 1,126 Bk, IREHSE 511 RE. FBBHIR 655 8K) . v ¥uns vy — - Tz
Vaz Bk s14 8k, BHER303) . A ¥anNs vy — - a9 (R 128 B, IREITE 393 #R)
RO IVEATIBR (FEHIE 463 #8) 12DV T, BMOKES DOZRFLHFEIT B W TEM S 7z 55K
ZHABOMERE R Y £ L OEELZITV, BEERER —AR=DIZA/E L, BHEROTIVELR T
BHRIZBWTIE, 4 FFDE, A -~ Ay (KM) RUALVT 7 A MFFV = - FYX T
AAF]D (ST) TR ATHEZRSEML, 7> ¥ ) » (ABPC) DIFEZRDEA T A EIADFED H 1L
7200, RIGERA Y 0Ny ¥ =JZHICOWTIE, R 24 FEELIE, B S 2 2 it = o e
RO SN o7 (K1). (http://www.maff.go. jp/nval/yakuzai/pdf/h2 7kouhyoul70926.pdf)
(2) #EXE (B%) BHEROEXEZMMEFE=2)>7

EEORGTHE SN TV AEELZRE (BEFF. BEK, 704 7 — RORINE) HkOIEHA
MPERE =21 ¥ 722V TUd, PR EED Sk L THEML T & 72205 PR 28 FFEN S, |
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Hwo [EERE (L&Y - ABLEY) HkOE=41) v 7] ICE&HBITTAIEER ST 2D
72, KTV 7 TR FR 25 SEENS 27T EE T TICEMKEREORMNEFEICL) 2EO
HOTEIF IS B\ CHME S N7z HNE RO BAEIC OV T, HERRKL O £ & DIEEXITV. B
IR — L R—=DVIZAFE L 720 (http://www.maff.go.jp/nval/yakuzai/yakuzai_p3-3.html)

T, [MEHRRE (L&Y - AU HROEAMERE=2 ) » F~OIT] IZBEL. &&
Y - SRS OMERER F IR & RIS OBBERZ Ik & OFEFBRZEO B Z 7728 24,
WA, FFEOEEAH L 2 ERFZ 7 UMBS . 158 [ HARBE 4, 2015), 2B, B OMEER
EHRHROEHMHEEE=5 ) V ZTOREEE, 7272 a vy 77 VIREDEOEBEER L LTS
. FHKEGEICBIT BRI OR R E Sz,

(3) WABMBEROERRERE=2)>T (ZD 1)

R 28 SEFEM S FEMIKFEL DN EFEIC X BIRMEEEHRME (VLT R OT R ERE)
DFERMMERE =2 ) > 7 &G L7z WAROSHE - A2 AR CHEME L. 29 MRk O 38 #5121
. BRI AER 2 (CLSD IC#EHL L T, OFHFIRIZB T T 4 A 7 8L X 5 BHIEMEE %
HES % L& b2, QBEEFEMIC BV THERAEATEIC X 2R/ EE HLIERE (MIC) ZHlE L7,
F/o, BET FYEREICOWTIE, AF ) VidE#E BT FUIRE (MRSA) 2OfZREITH) & &b
12, MRSA I22WTClE, Y VFUO—H A - =2 TV AF A7 (MLST) %L 720

PIERTIZOWTIE, 29 ZRIEA S 126 ¥ (A-HIR 70 #k. L OVIRHISK S6 #F) ZIUEE L 72, ik
AlZ, 4-HRFRTIZ, Typhimurium (40.0%). O4:i:- (21.4%). Infantis (14.3%) 7% <. KR T
\& Typhimurium (39.3%). O4:i:- (25.0%). Choleraesuis (12.5%) #3% %> 72. WMEHAAGREIZE
BRI ERIE, 7 I A 2 ) 2 (TC: 50.0%). ABPC (46.0%) T ->72b50D, ¥ 7
o7u¥tTr (CPFX), €744 F¥ 24 (CTX) KO'ay AF ¥ (CL) 2R L TlE. 3% £ T
?)o 720

W7 FOIREICOWTIE, 35 #FIR2 S 213 #k (CFHIE 141 ¥R, IRHISK 45 BRK OFEHISK 27 #F)
ZE L2, 209 5318 CFHR 3K OIKHE 28 #%) (Z&EAT THRTH o 720 ML
ABPC (21.6%). TC (16.4%). TV AT~ A ¥ (EM; 12.7%) ONEIZE <. &5 CILIKH ek
BT BMERFE o720 T2, 213 ¥k 28k (4 - IKHIR& 1#k) 29 MRSA T, MLST g,
AHRRRIE ST81. IRHISEREIE ST398 TH - 72 (WIS, 45 160 [0l H AERE 4, 2017),

T2, MEREGIE L T4 A7 WHEEIC L AMMEREZ L2 2A, €77V ) ~ (CEZ)
ZRE. WTNOREBEIZB W TOWMRBEOBGRIIMA—F L TB Y., 71 A7 IHiEc L 20
HENENTH D Z LR EINT UNEDS . 29 45 H ARBRE Ml 23 BREE AR Sx . 2018) 0
(4) "RABYMBEROERRERE=2V>T (ZD2)

EEORERERE AT B W CORESREE OB S KB G 25 ~ 28 4F5) . /SR
LS -V (P 284ERE), T2/ F I/ NYIFA - Fra—a—%F=1 (B 284EE). K
B CPBL28AFEE) . Y AN T - AT T I (P26 ~274), 7 L7 2 xT (P27 )
BONET AR - 8T AA A (CER 27 ). IENTTFRE 25 ~ 27 FEICHBES N2 VERLR T
RO T By BRI T, [ B A ESE G O HERA Ik - BER IS EB I & 2 B/NRIT R O
ELTC, BT L. MERAAFZEICL D MIC 2152 L, iR o 82 4 L7z (http://
www.maff.go.jp/nval/yakuzai/yakuzai p3-2.html)

DB, WIS OBk Z BEFICIEET 5 2 E B CTEZRBE L RO AT - NE
) FHIZDWT, EHNMEROHER 2 2 R O 3128 L7z WEEH kO KEGH Ot EE (42)
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X, BRELZEREHEROKRBEOM MR (K1) ICHRE EEHWEHIZH D . FEIZ, TC R ABPC 123
T AHMEERNE P70 —H, YUANIT - ATV FAIZBVTE, INHL0 2K 2 ED T, ¥
Ry BZEPMEFE SN TV ORE S, TR 29 B H A BREE il 2 BRIE AT FE K&, 2018)0 T/
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T var 7T AIBWT, [ EREIWIC BT 2RI A B - BRI O] 2
WD AREE SN/ D, P28 FEEICEEEMIC [ Z B EAnT 14 (AMR) F&EICZBT 5
T—=F 77 NV—7] ZFEL., £E=5 ) Y IEHIOME 2T £ &b, ROBIKRHEER (K
B 101 R OV B ERIRR B 105 #k) 2 ISR L CHATRAEZ M L 72 Ul S, 25 160 [0l H ABKER
F43. 2017)0
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Bradifi L7z K70 Y 27 MIBWTIE, WROPEETRE LT o 72, 4%, BEEEZID L0
THERF - L=V RT LT ETH 5,

2. E NEBRSBFLOMENT AL IEEAEICA I 2125 (BEEFBHEREMRE/NEICEL
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BEOT v FNAF 7T AOER TGS, 45 158 [0 HARBRES4, 2015). @ JVARM & JANIS @
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X, JVARM O£ DPEEMRIZHM o THRAIRI 2 HRE L TamL & L TAK L7z (Kawanishi 5 2016),

3. FEIMMREORE - EHEZFCEAT 34&5

(1) “FHE 29 4FFE\C ENZRFZER 58 5\ H AR BE R 70 B S0 O B S I 2 < & VW 72 L7 o
BT, 7uA47—Mkot 77 a AR YIRERBGEO ST 7 A&  FIH L7250 120 i
MaiTo7z0 MEKDO Y =7 20 25 4 TIERL DD DD, blacwy2 DHDAFAET 5 Incll i
IncB/O/K/Z BI 7T A 3 AT B8N, EIWNIZIA < 404 L Tz etk SEdonmg S iz (F1
5. %5160 [0l H AREREE 743, 2017),

(2) HMWPEOBIEH A H = X L OKEHE LT, TCIHERBE O MEERBL S N v A3y Y
N bDY =7 LY AR R To72L 2 A, TC O CP T EBIZTF2SFH—D 7T 7 A I FIZD-T
LE SN, ZIUT LD IBIREN TV LI REEAVRIE S 72 UNED . 55 160 [0 H ARBREE 5245,
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T O mer-3 3Bt S 72205, MR EE IR A - 72
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A41J>(BP:16) . CP; /O05AJT=1—JL(BP:32). CL; JURF>(BP:16). NA ; U
SHRF(BP:32) . CPFX ; SFOJOFHS 2 (BP:4) . TMP; RUX NTU /L (BP:16)

*E; ERBOMBEENKBERICHT T DRE8EZEB L TLDIED,

2. RIBMEBRABEDOEEIMERDOHR

o)
100 %

80
60
40

2

o

ABPC* NA CPFX*
mH23 mH26 @ H27

ABPC ; 7> ES U (T L—IRA > NBP):2). KM ; B <> (BP:128) .

TC; FNSHAU(BP:8) . CP; Z/OS5AJT=J—JL(BP:8). CL; JUZF>
(BP:4) . NA: FUSZUE(BP:16) . CPFX ; O JOFHS(BP:2)

*E ; BREOMEENAT NI T (CHTDRE8EEBLTLDED,

H3. BRDFHRYAIT - ANEUFHOERIMEROHR
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[MbRESS B L DIk ]

Incl2 75 X 3 RICTERET 2= E /8 Z 5818 shufflon DTE ERYIE S Z %M DAZER

PSR WIS, JNVE B, RV 57 °, B # °, DIk f 1, L WS AR OB, gk BLAT

Incll BLX O 12 7T A3 NIZIE, SHHE I 2 234 U 4 53, shufflon 2SfF#E 3 %o Shufflon i&, #
PR AR Z BERE R 12X ) . MBS DPIV ¥ 2737 %2 32— N9 5 rei 5T % & € segment
DHMIZ X EL S DL, TNICED, B2 28O PIV BRI, VAR v A5 FORL
DI ANDOREEERENZL L, Incl 27T A I FRZEEOGAMEAME ICHEAEES NS,
Shufflon THISIE . EHE LM % 58y 0 — i ChEL D720, BAYPEDIERT IR 2 IR TH
Bo UL TIX. mer-1 IR Inc2 77 A I FE2HET L3O AT VIidERBRE O/ AR
=y —2 T % — (PacBioRSI) BLX Y 2 — b —F¥—2 T 4% — ([llumina MiSeq) %
WTHRE L7z OSSR, 0 v 7)) — FOMFEAT BEZ PacBio 7 — ¥ DA Tld. shufflon 7H1% T
IATRYTNEELTCWER, By 7BE0Ya— M) — F2RRICHWARAEIC LD, shufflon 78
WMOIAT7T 2y TUDHE I N, HONZ3ED Inc2 77 A3 Fid, BEICRE STV,
shufflon H' @ segment DAEAS R > T2y F720 % Incl2 77 A X FD 4 shufflon O 7% m 1 &%
BT 2 AT o 7o R, Inc2 79 A3 FiZd v 7 Vva¥—n7 5 A3 KTho 7295 shufflon ik
DRI ATAZ LAY — DO Sz RRIRIC LY, TERAY] % 5 55 shufflon ®
AT, I Z 2E L AL, 0 S BLO Y a— M) — FE W HERESLETH
5 EDIRE SN, IS, PV ORES ML, By 0 — VEFNICBIT A, 7T A3 FKF
REOFRIE DAY —ME L HHRIAHE T 2 2 LAVRIE S 7z,

(Science report 2017 19:7(1):928.)

1 ESLEAHEMTERT - WA Lk 8 —
2 REKEREY KT ) —
3 ERLEAERTZERT - Ml 55 50

REZRBLANIVEERE LBAOBYANERIGEHENEH

WAMIECEL !, BERALA ' Nigel C.L Kwan', JITGEST, /NEEAH, KEZOA, Ml 1

RENOPIRAIOMHIL, EAMNER2SEIRSNDERNE 25, 0720, iER OZERE Z
ETELIBEZHCHREMHEE=2 ) VI PHEETH L. XHEOVIHAMEIHEDOFHMHIZB W
THE % W3 % /1D —2I2 Defined Course Dose (DCD) % V22 A H ), 4[AFK 41X DCD
*N— AL LIeREDOPIRAIZETE L~V (Animal Level of Exposure for Antimicrobials : ALEA) % F\»
THARORZOVIHAMEH RO 217572, FIHEAOFR G REW B L O 56 Z & 12K
ENTHEIZEDWTDCD Zi%E L, 2005 £~ 2015 SO HFRM T BOTET & KENA 4~ AHE
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POZFOREDOT THIHANRE SN/-E84 (ALEA) 2EE L7, ALEA CTOLAHEMBSERETH 7
NTFA ) R LE o T2D, FORITAEME G ERTIEVIVT 7HTH - 7275, ALEA T
ER=ZV ) v RbE o7, F/ALEA TIET V7 7HIE R XN T L (FIVA ST LAEED)
DHCREBELNVERT Y, WO OSN3 AB720) OFEGBEER % L) 12N, %
PRICEG SN TRBREE L) KL Tn2 e EZ b,

(RERAFMERE 2018443 %4 5)

1 RRURSF R BE e 2 A B W FE R e 27 | B o M [ R By R 2 f 72 22
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