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L

HEDEHE—H b—RA ) WTERSND A X ZHIET 2 BRI TR SN/ 1,3-7 )
VUF VO ATV TH D 3= huaAx 78— (3-NOP) | (CAS No.
100502-66-7) 1Z-2W\NT, AN II)FE E A RS 2 O TR AL R Z5 il 2 FEhE
|y

P OB L, RNENRE (U R Ty M B, R (B, BrEE &
P (Z > ), HAEENE (TR, Ty b A X)) BERERORERANE (T M),
AFEFRAETE (T b, UYE) HTHD,

(RNETEERER N OGREIERBROFEF D . 3-NOP 1ZEMANICIER SN D & TRt
BEA, K 1~2 H%%F%’é [FARZA AR ;um bRt SN b, KEEMWIANCIE
M2 (NOPA), M7 (HPA) ENAER I, ZHHOREMIT v FTHRO LN TWND
DD, M2 1% 3-NOP D %= LRI DN D Z LD, EEMZ I L CABERT 5 A
BEMEA BETREIWEIL 3-NOP LT M2 THhDH &2, Fio. M7 EORGWIIER

PIZIBHEAF(E L. BRSO H HILEW TIER -T2,

BB TlX, 3-NOP 13 in vitro D/IMEREBROFE R TH - 7273, 1In vivo D
/NGB E G T e T DD 2T ORBROFER NPT B EEThH T2 L, ERicE -
TR L 72 DB A SR L=, F72, fETH 5 NOPA 1T in vitro DIEIFZE
R FZRBROFE RN ENETH ST, invivoD T AV 2=y 7 Ty M HW-Es T
GRG0 DO BT ORBROFERPNTNBRIETH -7 2 &b, 4RI
&S TR E 72 DB mE R Sl L7z,

A ERRIR Tl HEORE R OB EIROiset K OERT BB OJ/IE ONTR 45 D
b, WK OEEMEOIR PR3 A H iz,

FEDAMERERIZINT, + 46505 - 2252 RVEMSESRIEL 25580 bz ns, 3-NOP (34E
RIZ & > CHIE L 7 D iE R ifib\&#lJLFrézht_ EMD, FHIZ Y72 0 B AR E T
HZEITREETH D EE R T,

2 R EGEEMABR T, 100 mg/kg R/ H £ TORGREOB & K VB OBk
HE, A FRRESARIT WL OVESGHAR | R B P G- B U 7= B BN . b e o 1o, E e,
AR TR, AR b7z,

7 v MZ 3-NOP Z#:5 U= BIER SR, S TH 25 NOPA TRH 5
N5, HPA TITERHHNRWEE X T2, F7=, 3-NOP OIANEIRERER DAERN G, 3-
NOP (AN THSNICRH SN D T2, JelaEYElT NOPA Th 2 alREMENE 2 b
77

3-NOP O FEMRBRIC BN T, B E0 380 b=k O i/ NOAEL (X, 7
v MW 52 B EERER, 104 E MR O3 AU MBI DN 2 tHARE

JEFEMERRBR(D 100 mg/kg IAH/H CThHo7-Z &b, THARILE LT, 24425 100 T
B L7- 1 mg/kg (RE/H % ADI & U Ca%E L7z,



[. FHMEREREAMYI DB E
1. Ak

BRI E DDA Ofifs CEOBEIFHR D A & DHE)

2. —#4&
it : 3= haAdF7rmx/—n
#4, : 3- nitrooxypropanol

3. {LF4
IUPAC : 3-hydroxypropyl nitrate
CAS No. : 100502-66-7

4. 5FR
CsH7NO4

5. #FE
121.09

6. EER

O

| +

N
HO” >""0" o

7. FROEEROERIKNR

(&)

(M1, 2)

(W1, 2)

(M1, 2)

F=hruFXr7r,/—)L (3-NOP) 1%, FOFHE—F (b—A) WTHEKIND A
2 YIS BRI TR SN 1,3-7 a0 O — L ORI 2T L Tdb 5.

AL ATRENRAT Z20—>TC, ZOIRENFIT _FILIRED 25 5L ST 5,
EOBELSTIIIA X UNEENTEY | KED A X PHEED 26% N FDIEKIZ LD H D

EEbITW5, (1, 3)

L [nE] Lo, FTosnZ &,

2 JEHEEhEH A%, CRbRE (716%). AX L (16%). — b %3 (6%) M7 a A (2%)

NEDLERZEDTND,



AR OFEHERR 7y 2 55— H N TIREE S EC, FRMEIRIE (VFA) R OVKFEEAERK
T 5%, KFNTFH—HAND A Z A TR ORI HE 2 L= & L TR S D,
ORI DAL X, A X VPEAELTMBEIC L D A X RS DO BAKEEI I T, A
FLAiitESE M (CHs-S-CoM) 23ifili%3% B (HS-CoB) &t 5 Z & TARESND, ZD
SOSE, AT AREESE M 2% (MCR : methyl-coenzyme M reductase) (22— Cfih
gans (X1),

3-NOP |Z, MCR DOE T D A F/UAfRESRE MATHESEEIL T\ Z &b, MCR
IZFEA L. MCR OIFMEAIET D Z & TA X L OEKREIHIT 5, R 1, 4)

EWNTIX 3-NOP 2 &H T 28 HAERNIAGEIN TB LT, ANAERELE LTofi
Hbn, (ZH1)

RPN Clid EFSA (2381 22 HliAY 2021 T T L, 2022 RIS BFEMW)~D ikt
Wi & UTHERAPZED LTS, £o, 770K OT U Tl 2021 FZAEM~
ORI & L TR b TnD, (i1, 5)

A%, 3-NOP IZ2oWT | BMIKEEE TR O Z2 MO Ml L OV E OUGEIZBI T 5 1AM

(WEFD 28 9115 35 75) 4 2 5540 3 THIF ONTER 3 5545 1 TEN OV 2 THOSUEIZHES<
FARHRINY) & L COFRENT OV SRR O FER OB 23 ET D L & Lz, =
AU, JEAET B ) D R ORI E ORL EI T R DRI ERE 23 72 ST,

HAC SOy
e\ #ifL)
CHy-S-CoM MCR /\/SO-

+ CH, + N\/TH :

0 Co, CoM-5-5-CoB

1 AZUEATMEIC L D A Z AR KO 3-NOP OEH R O

I. ZEHICRIMEOHE

ARG E T, fEHRMII OFEEEERFHERE 2 52, 3-NOP O 2MEITfR 5 5 7 2
LT,

R DL TR OHEERESE IR 112, AN IR 2 (R LT,

1. RNENREEAER
(1) AREESE (S v FO. BEEREFROESE)
7w b (Wistar Han 5%, 8 i, FHKRE 301 g, HE4 D) (2, [3-14ClHEH% 3-NOP



% HAEBEHIR D5 (505 mg/kg (AE) L7,

G- 0.25~48 RfilfLICiigz . #& 5 24 RefElpinll NC G- 0~24 ek L ONES- 24
~A48 FFEIZ I R DR ZEIL LT, F7-, &5 48 IR IR L, FARREE 280 L
7oo BRE U 7250BHF R OfEME R . Bt HPLC, NMR & O LC/MS % FV T,
HIE LTz,

{RNEHRE R T A — X DfERAF 1 IR LT,

MAEF OGRS L, &5 1 FE#%IC 592 g 3-NOP 4&/g L icKfiia R~ L., &5
48 BEI#121% 27 ug 3-NOP Y4 &/g (2R Lz,

3-NOP # 5% DEEREOFER K 4 (TR LTz, (F412EA8 [1. (2) (3)] i
i)

PBeh 0~24 KL ORI R ~BEIE S 7o BEEM IR 5 'O 17.6% T, &5 24
~48 FFEIZ DRI TIX 0.3% CThh o7z, $H1% 0~48 REH DI # s Hh ~ Pt S 7= f ik
FHEMIIRGED 2.3%DHTh-T-, TOM, FEED 5.5%DHEHEM I, Rk, i
BRI — T A3 EI S, FeHRED 0.2%IXBIBNAMICTEFE L T, Kk
23 B[R VTSGR EE 28% CTho70, ZDfER. 3-NOP D% < [ IR
ERD T EIIRIBE LT,

P - 48 et DR P DR HEHEIE A2 5 1R LTz, B 5 IZIFBR[1. (2)(3)]
DOfEFH O

g R b EETH Y . HWTEIE, BIgOIETH 7=, A, & ORI CIx
KETH-T-,

PRHUCIIRZERAR (0.1%A400) KON 8 B O H o, (D 5> 6 7 /sy

(M2~M8) M[EIE ST, EFERBHWIIMT TH Y, RV ORIEHEMED 47.5%% 5
D, HEEDT2% TH-oT=, (BH6, 7)

#1 T MIBIT D UC ik 3-NOP L% DOSFANENRE ST A —#

INT A =4 (HfT) FHEE (n=4)
AUC 48 (ug 3-NOP 4 & X h/g) 3,856

AUCi¢ (ug 3-NOP 4 & Xh/g) 4,571

Tmax (h) 1

Cmax (ug 3-NOP ¥ &/g) 592

Tiz (h) 21

(2) ARFREHER (S v MO, HERAHIEOKRE)

7 v & (Wistar Han &, 7~8fiis, {AH 233~265 g, M2 VL) (2, [3-14CIEER 3-
NOP % Hi[a@Hlek 1 #:5- (506 mg/kg (KH) L7z,

e 0~24 %I M ORZ, 5 0~8 Ith K O 5 8~24 BRI %
BRELLUTo, F£70, BE5 24 FERIZICHIR U, FHAREE 280 U7z, BREL L 72 30BH T O BUTS
P& i HPLC, LSC, NMR MO LC/MS % Vot HlE Lz,

3 AR - ISR 2 B BRAONFRIED Z L 2 i — A LW S CATR L, ),



3-NOP B 5% DEUTROFEREZFR 4 1R L, E41 338 (1. (1) (3)] OfE
eI

5 24 FFEIZICIBW T, BG-E0D 88.8% AN B aHEE MRS, £DHH
PEG-ED T7.4% YT D BUREED CO2 & U CHRE S vz, BUREE 2 3 D ik
WEDIEE A E1E14C02 TH 72, 3-NOP D COz ~DIRHHIFE T, #5- 8 B %
TIZ 64.3%, %5 8~24 B4 CTlE 13.0% 03K & L CHEE Sz, Zoofth, JRE O
I % 9.8% KT 1.2%, #EKL O —H ZATIE 7.7%. BIBNEY Tl 0.5%) R
S,

FARR ORHEHEEZ R 5 1R Uiz, GES B [1. (1) (3)] ofER LI

JHE, B L OVERONEIC & < . A, ML OME Tl -7-, (5, 6, 8)

(3) ANENEERER (T v Q. BEREFIFEORSE)

Z v b (Wistar Han &, 6 ###n, FIAKE 302 g, #HE3PL) 12, [3-14ClEE% 3-NOP
% HAEGEFRE 0 # 5 (505 mg/kg /AHE) L7z,

b1, 2, SIFHZICA 1 LA LR L, Mk, RMEMAERIRT 2L Eblz, EFET
DFEE R OR 2RI U7z, BRER U723 R o & % LSC. 4 HPLC, NMR K&
O'LC/MS % T, HlE L=,

3-NOP & 54 DEIROFER A2 FK 4 (TR LTz, (F41ZEEBR [1. (1) (2)] Off
Kb 0D

Fh-1, 2, 3HZIZIIT DI ST BEHEMEIZZNZ4 88, 78 LN 58% Th -
2o P54 ORFFRGEI LR S [BIEROWN L, FERMEREOERIZ L D b o Lk S
iz,

KRR OS2 5 IR LT, (RSB [1. (1) (2)] R 0D

REWT B ORIST IR 2 B < AR -R OFHERTE I K ONIAFE R ORBHERTE L, & 5% D
REfERaE & & &I Lz,

TR ORG 2R 2 LUK 3 IR LT,

MAFFOFEREHIT M2 KOMT7 TH Y, 5 1~3 R ORI T, M2 1% 61%
25 10% 28 Ly M7 13 31%0>5 53%IZHENN L7z, FFlEh IR bR
Wininolz, 5% 0~2 FRIZIIT DR ORI S A2 BETEMET 18.7% T, %
REIM2, M3 LOIMT7 THY ., ZNEI 20%, 11% KN 58% ThH-o70, Fiz, b
=D M4, M5 LTNM6 & A 67,

BN OEELRBGHEEE IIREAETH Y | 5 1 KO3 Kk TEnER
84% K DN 87% T o7, /NENFYHF O EERFHIE M3 KO MT TH Y . REAIX
A% R TH T, Tz, TOMOMFHH E LT, M10, M11 LO*M12 b A LT, &
A5 B ONRERG Tl M7, M8 Je N M9 I3 S T8, REUIRIZ A HiveinoT-, (B 5,
6. 9)



#2 T v MIBIT% 3-NOP #&5ZOSEAHMDOEIS

(SN —=2718750%) (%)

R AR Jlig /IR
1 Refilf% | 2RI | SREMITL | 1 IR | 2 Rflf: | SRR | O~2 IRefH]

REAE | 1.2 1.89
M2 60.8 28.8 9.8 0.8 19.73
M3 1.4 3.5 11.05
M7 31.4 60.9 52.8 27.6 26.3 8.6 57.83
M8 2.9 2.5 5.2 1.7 7.7 2.6 3.01
M9 2.2 4.3 7.4
KEE |1 |24 4.8 27.0 11.0 19.3 36.0 1.70
a 2 2.9 5.2 15.9 16.5 13.2

3 2.2 1.8 5.5 1.81

4 19.8 13.6 14.8 2.98>

5 2.6 8.4

6 13.8 8.0 3.6

7 1.3

a : ARFEEE ISR 23 CTNEAF]
b : M4, M5 KX M6 D&

#3 7 v MIBIT S 3-NOP #54& DI LENEYH OSFEREH OEIE

(SN —2714750%) (%)

& | BNE /MENEY) BEENEY KGNEW)

Y 1HF | 28F | 3FF | 1HE [ 2KF | 3EF | 1EF |28F | 3HF | 1HEF | 28F | 3HF
Mtz | [Wfe | Mg | fiee | [Wfe | e | e | Mg | Mg | Mg | MR | Mg

KA1 67.8 (294 465 | 1.4 |- 2.7 |- - - - - -

=S

M2 |13 |31 10.0 | 1.7 2.0

M3 7.2 94 |[248 |11.4

M7 |30 |75 |49 [332 (392 |340 |20.3 |24.2 |16.7 |20.5 |14.6 | 14.6

M8 |43 |51 |14 92 |42 |75 |48 |20 |34

M9 26.6 0.3 |22 38.0 | 40.0 | 23.6 |19.1 |17.8 |23.8

M12 1.6 1.3 |46 |30

*RMF |41 |85 |07 |33 |54 |17.0 20 |04 |22

E

10




F4 Tv MIBITD 3FNOP HGHZOENGR (&GRS HHE) (%)

R (3) 7 v FlRr® (2) Zv Flr@ | (1) 7> FlBRO
(n=1) (n=2) (n=4)
BEReS | 1R | 2 IR 3 W% 24 W% 48 R4
/PR 1.76 17.51 7.50 11.38 20.62+2.93
LB ND ND ND 77.45 ND
HHRRNESES - | 57.46 41.73 19.18 7.75 5.53+0.30
J—7 A
HENAY | 15.89 9.28 29.20 0.48 0.23+0.02
FelE 13.26 9.14 2.50 2.26 1.61+0.24
falE=s | 88.37 77.66 58.38 99.31 27.99+2.71
R E AR R
ND: 7—%7L

#5 T MIBIT D 3-NOP #5-% O OMBGNEME (ug 3-NOP 4 #/g)

v (3) 7 v hMlBR® (2) 7v MA@ (1) 7v MO
(n=1) (n=2) (n=4)

BIEREA | 1 FFfHE#E 2 Wffilt% 3 fftil% 24 WF% 48 I§filt%
ik 534 379 122 48.7 25.3+34
[ 713 521 156 68.8 26.6+3.2
FRifER 435 292 68 39.9 26.8+3.2
Jhek 628 490 380 184.5 139.6+16.4
R ik 827 666 577 118.4 71.6+2.8
BRI 667 323 146 159.3 113.9+28.2
ek 436 317 121 90.9 50.1+8.8
N7 464 337 121 47.4 33.5+2.5
Jitd 371 304 74 24.8 31.2+3.1
Jiti 386 307 113 79.2 42.6+24
il 350 300 246 71.6 36.4+11.3
Hea i 446 353 143 88.2 54.8+3.8
HER: 81 70 164 58.9 23.5+8.3
Al 332 241 84 42.4 27.1+5.3
FhH 328 282 83 34.8 22.9+0.8
FEH R | 148 98 54 61.1 25.6+6.1
AR 347 213 316 79.0 63.0t4.1
H 1,036 411 378 77.2 59.7+7.1
/M5 655 525 184 121.5 53.0+8.3
=1 398 330 152 73.7 44.3+4.9
FENER | 406 416 247 67.4 40.9+6.5

11




=7 A | 340 234 99 44.0 30.8+3.9

F/IE 381 ND ND ND ND

A R
ND : 7—472L

(4) ARBRERER (T v MO, BEIRU S HEEFEOKRS)

7w b (Wister Han &, 11~12 i#i5, K5 176~398 g, MM 2 XX 4 /) 12[3-
4G, 3-NOP A Hilml (50 XX 500 mg/kg (AH) Xix5 HiM (50 mg/kg IREE) Rk
A5 Uiz, #8651 X3 48 WL oMk, S L OYR, FEOE ONZ ATl & OMsEs 2
BT DRHEHEEAIIE LT,

KRR OFRRHUTEMEZ 2R 6 12, HEEEOEIEEE R TR Lz,

50 mg/kg AE & BRI G- LTCHEIC W T, B85 48 I ORETIL, RIBICIIT DAk
FHEED R bR, e T, BB, IR, B R, BERS (B . RISZRR. R, e,
JitiCdp o 72, & OMORERE TILIMAEH ORI M DOEEAT T XV IA T do > 7o, METIE,
RIS D BENEE R b < L FeVN Tl EeE. B, AT, DPER. AR, MR, il
JEENER, 12 T do o 7o, F OMOFRE CIRMsE R O BEHEEOBHEHE IR Ch - 72,
e 5 48 HEEtL F CIlTMEEF N2k 580 78.7 JL O 80.1% M35~ 4.8 KT 6.3%7)°
PR~ 1.5 BOY L1%NFEE~PEI S, —h A TIIEfEz N En 3.1 KT 4.4% Th -
Too #RENERIZ 91.1 KT 95.9% & 72 o7, REbMFH G- 8 Iffilte £ TIZHRt Sz,

F72. 500 mg/kg REZ HAE G L72HETH [REROENMEZ R L, BRI 00 L7 e
TEME I =KD B DT,

50 mg/kg (AE % 5 HEFG LI-BEHCRBW T, ik 5 48 BEIS ORETIE, BIRICRT
DARBEEE e b < o feVN Ty PR, B, . MR, miaRR. R, BN i
FE A TH o7, Z OO CILmSE R ORFEHEEOBAESHT IR Th 7,
METIE, RIS T DEE D e b <. feW T, IRE, B (). IFls. B, A
iR, W, EBE. . PR CH o7, T OMOREE CIIim SR ORBEHEE OB AT X
IR Ch o7z, ikl 48 Rl & CIOHEREZ L EHuiR 58D 68.3 TN 70.7%H3 -
R~y 6.4 LOVB5.9% R, 2.2 KON 1L5% N FEM~HRt S, H—h A TEEE T
3.6 KN 3.5% Th o7z, HEMLERIL 83.1 KT 84.6% & 7e o7z, Kih/midfkh- 8 Rtk &
TRt S Tz,

3-NOP OPEMHfRDENEIZ, 3-NOP D¢ 55 M UM G R D 58 ONTHEREZE 1 T 72 &
2o T,

500 mg/kg REE & BRI 5 U 7o REDFERDN S | Tmax 14 45 43 L HIE S 7z, (B 6, 10)

12



#6 7 v MIBIT5 3NOP HEIXIX 5 M G%OHETEM:
(ug 3-NOP 4 /g #Hfk U INEY)

& 5 |50 500 50 500
( mg/kg | (HE) (HH[a]) (5 A (H[ET)

{KHE/H)

E R 48 IFFf] (n=4) 48 K] (n=4) 48 IRl (n=4) 1K (n=2)

PRI 1 i3 1 i 3 1 i i3 i

Rl 19.45 | 15.37 128.47 |109.63 |51.23 57.03 398 357
+5.02 | £3.23 | +50.10 | +26.21 | +18.58 | +16.53

Bl 14.25 | 10.01 114.02 | 81.09 34.11 21.32 338 351
+92925 | £1.79 | +34.54 | +1522 | =753 | +2.50

FEE IR | 5.13 ND 40.70 ND 18.20 ND 151 ND
+2.61 7.19 +6.93

JEWG (%) | 8.45 2.01 19.22 17.94 13.12 34.09 62 86
+9.95 | £0.58 | £581 | +7.14 | £6.70 | £35.72

Lol 4.50 3.30 34.33 28.44 14.17 12.71 358 438
+0.72 | £0.60 | £2.01 | +£2.04 | +4.19 | +1.81

ik 10.87 | 8.54 94.21 72.74 34.80 30.01 636 865
+1.03 | £1.84 | £2.74 | =527 | £7.42 | +2.45

ek 12.64 | 852 93.65 64.44 34.92 32.29 655 616
+3.16 | £1.84 | =329 | *+553 | +9.34 | +224

Jifi 7.23 5.59 53.67 40.58 18.70 | 20.74 | 494 500
+155 | £1.24 | £4.67 | =431 | +6.61 | =5.14

A 3.38 2.52 31.65 24.12 13.44 10.24 | 201 233
+1.05 | £0.14 | £550 | +1.26 | +1.12 | =1.33

JHEL ND 7.37 ND 58.63 ND 35.65 ND 372

+1.02 +11.03 +15.54

Ak 7.60 5.00 58.21 48.85 20.03 21.56 471 480
+231 | £0.89 | £1.88 | £521 | +344 | £6.90

CIRVALL 8.31 ND 77.22 ND 24.58 ND 299 ND
+5.04 +15.00 +2.38

L 8.24 6.71 65.00 52.72 22.92 20.12 375 406
+1.17 | £1.25 | +421 | +6.04 | +3.84 | +1.77

FEE 2.93 ND 26.35 ND 10.52 ND 192 ND
+0.52 +0.49 +1.69

)i 8.97 6.59 87.33 63.84 28.52 27.72 385 434
+0.83 | £1.59 | +4.16 | +9.05 | +5.38 | +7.22

= ND 4.64 ND 44.29 ND 13.54 ND 488

+3.22 +21.35 +92.78
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H 5.78 4.30 61.26 46.42 15.24 13.65 6,426 4,498
+1.27 | £0.62 | +6.35 | +543 | +4.53 | +2.49

HARY | 0.63 0.22 4.36 2.33 1.93 1.13 3,402 1,593
+0.25 | £0.07 | +248 | +£0.69 | +=0.54 | +0.32

/1N 9.29 7.44 68.11 45.01 18.05 17.71 642 568
+9235 | £3.69 | +6.38 | +8.869 | +5.96 | +4.23

IMEWNE | 5.15 3.54 48.50 29.45 14.45 11.16 599 597
+0.66 | +1.28 | +9.20 | +561 | +526 | +1.45

B 6.10 3.04 34.86 22.90 10.79 11.24 129 184
+1.76 | £1.38 | +2.87 | +2.73 | =501 | +1.00

BEEANE | 2.30 0.87 13.52 8.77 3.19 2.81 155 122

Y] +1.20 | £022 | £5.03 | £1.59 | +£0.72 | +1.04

PN 6.16 3.76 45.88 38.08 14.38 10.64 | 283 213
+1.76 | +1.31 | +5.13 | +7.70 | +3.81 | +2.39

KIBHE | 2.24 0.86 12.82 7.90 2.36 2.68 107 48

W +1.15 | £0.28 | +5.10 | +2.02 | +0.49 | +0.75

A 7.03 4.22 51.92 34.47 14.42 11.68 467 583
+0.45 | £0.95 | +£3.19 | +£4.84 | +£4.02 | =1.62

el 3.90 2.90 30.67 23.33 10.72 10.07 349 460
+0.61 | £0.67 | =055 | =250 | +£3.22 | *+0.76

PR+ AR

ND : 5—%7:L
F7 T v MBS UC 1 3-NOP HE K% N5 H %54 olaly =R

(e G-EICx T 2 %) (%)
& 5 & |50 500 50 500
(mg/kg 4~ | (BRI (H[ED) (5 HI#) (BA[E])

#/H)

Beh54% 48 ] (n=4) | 48 Iffll] (n=4) 48 IFfH] (n=4) 1 ] (n=2)

PRI ;A i i3 i iia il i3 i

R 6.3 4.8 11.3 13.1 5.9 6.4 ND ND
6.6) | (5.3 (12.1) | (154 | (7.0 (7.7)

A 1.1 1.5 1.3 3.2 1.5 2.2 ND ND
1.y | 1.6 (1.4) (3.9 (1.8 (2.6)

B2 80.1 |78.7 73.5 61.7 70.7 68.3 ND ND
(83.5) | (86.4) | (789 |(72.3) |(83.6) |(82.2)

r— 0.2 0.5 0.4 1.9 0.2 0.3 ND ND
02 |©.5 (0.4) 2.2) 0.2) (0.4)

PettaEt | 877 | 855 86.5 79.9 78.3 77.2 ND ND
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(91.4) | (939 | (92,8 | @37 |[©26) |(92.9
ERR/ 5.8 4.0 4.6 3.8 4.4 4.3 42.9 47.0
gentat | 6.0 | (4.4 (4.9 (4.5) (5.2) (5.2) (61.1) | (68.0)
THILENA | 0.4 0.4 0.3 0.3 0.3 0.2 18.9 13.8
7 0.4 | 0.4 0.4) 0.4) 0.4) 0.2) (26.9 | (20.0)
Rl 2.0 1.0 1.4 0.9 1.4 1.2 8.5 8.2
2.1 | @D (1.5) (1.1 1.7) (1.4) (12.10 | (119
fEt 959 |91.1 93.2 85.3 84.6 83.1 70.2 69.1
O PITREHTHT DR (%)
ND : 5—#7 L

(5) ARERESER (S v O, 52 BfEHEEOKRS)

Z v b (Wistar Han 2. 6 @i, MEMES 20 IT/EE) 12 3-NOP % 52 JE s 1 5-

(K - 0, 25, 50, 100, 300 mg/kg {&HEH/H, M : 0, 50, 100, 600 mgkg AE/H) L.
PGBt 1 BRIFONCEES- 26, 29 KON 52 iliZIZH61T 2 8 E & 5 1 REfE#& o i M2
REEZWE, g Uiz, 7ok, ARBRTIEM RS (52 MR N#&E) LT L CHEl
S,

FRERERICIS T D9 E G- 1 R ot M2 JRE A3 812, &5 29 @%ICH
T DIRNENRE X T A —X %3 9 IR LT,

PR E R 5% . BRI M2 SRR B L, 5 0.25~1 BE%IC Crax (2L
Too Fo, M2 ILECMIZHEN S, FREI3ETIE 0.198~0.563 FRFff, i Tix 0.8301~
0.587 K] T o 72, Thast 1% 2~3 FFHDOFEIPA TH 572, Crnax X TN AUClast DIEITIE G- B
TFHNZEAE LT, WT NG ERHIZBW T, &5 1 BRRIPONZE - 26, 29 KT 52
TRERIZ I PR E £ 5 1 Refflfe o M2 JRESIZIFEF U TH Y | HREITAE T
EEZ BN, FT. Cmax XMONAUC OEICHEREAE I A D2 o T2, (B 6, 11)

#8 T v MIBTD 3NOP HHZDM M2 i (ng/mL)

Beh& PERI | IERES
(mg/kg 1 A% (10D 26 0% (10PY | 29 % (3 L/ 52 % (10 P/

(NEVARD) ) ) i3 i)

25 1k 78.0+37.8 59.5+31.5 93.6+57.2 41.7+24.6

50 Vi3 251+171 299+248 143+45.7 193+141
it 183+130 186+173 197+39.0 243+163

100 Viia 1,000+505 2,110+3,720 | 840+519 1,930+2,980
it 615+353 680320 615+ 363 583254

300 Viia 51,100£29,200 | 90,200+35,100 | 81,600+66,500 | 123,000=+237,100

600 st 146,000+57,900 | 178,000+ 432,000+ 195,000+

110,000 191,000 126,000
P+ AR
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*9 T v MIBT D 3NOP HELROFAFEANEE T A —4 (M2)

INT A—H (B 58 (mgkg AH/H)
1ir) 25 50 100 300 600
1k i il Ik i Mt i3

Tust (h) 2~3 3 2~3 3 3 3 3
Tmax (h) 0.25 0.25 0.25 0.25 0.25 0.25~0.5 | 0.25~1
Cmax (ng/mL) 2,870 12,100 | 17,200 | 58,600 | 42,200 | 168,000 498,000
Cmax/D (kg 115 241 507 586 611 946 1,150
ng/ml/mg)
AUCus (h- 913 3,040 4,790 19,700 | 13,500 | 140,000 611,000
ng/mL)
AUCups/D (h-kg- 36.5 60.8 95.7 197 135 468 1,020
ng/ml/mg)
Tie (h) 0.295 0.487 0.436 0.494 n/c 0.262 n/a

/D : 1 mglkg (ZAEHEL <7 fE

n/a: 7 —#7L

n/c : BEARRA]

(6) HANFEEHER (T v +O. 52 BRBEAFIROKRSE)

7 v b (Wistar Han 52, 7 5, MEAES 5 DO/EE) 12 3-NOP % 52 # 5l 0 & 5-

(i : 0, 25, 50, 100 mg/kg fREE/H, M : 0, 50, 100, 300 mg/kg {KE/H) L

. BEGBAE 1 BRI ONT RS- 18 KON 52 itk 1281 DR E 5 1 R o1 M2
BEZE, LT, 7ok, ARBRITIBMEEE L USRS AR (2 ks &
AT L CoEhE = 7=,

B 513 RIS DIRNENEE T A — X 2K 10 IR LTz,

PBRE A% 5% . Fe/ NI M2 I ES- L. 85 0.25~0.5 BFEIH4IZ Cmax (ZEL
7o FETo, M2 ITERITHEM S0, RN THERE N T8 0.2~0.8 IFFH, Thast 13 3 H#F"ﬁ
Thol, WTHOERGEHIZENTS, 5 1 BRI 18 KON 52 lEREAIC
T DR E B G 1 R % o M2 JREIXIZIEF U Th Y, FREITELCRWEB X %n
72 FE72. 50 &N 100 mg/kg RE/HEGHEZIBUVNT, Cmax X TN AUC OAEIZHEREZS 3
biviehotz, (BHE6, 12)

710 T v h~D 3-NOP #54% DOFFERNENRE NT A —&  (M2)

INT A=K (BL) 58 (mgkg (KE/H)
25 50 50 100 100 300
i il g i i 1 i3
Thast (h) 3 3 1~3 3 3 3
Tmax (h) 0.25 0.25 0.25 0.25 0.25~0.5 | 0.25~0.5
Cmax (ng/mL) 2,260 | 14,700 | 9,760 | 33,400 | 56,600 248,000
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Cmax/D  (kg'ng/mL/mg) 90.5 294 195 334 566 827
AUChst (h-ng/mL) 757 4,460 2,770 11,700 | 20.600 203,000
AUCus/D (h-kg-ng/ml/mg) | 30.3 89.3 55.3 117 206 677
Tz (h) 0.696 0.627 0.437 0.602 0.393 0.236

/D : 1 mglkg (AL S 7 fE

(7) ANEIREEER (v F@. 3-NOP, NOPA. HPA)

7> kb (Wistar Han &, 12~13 #ilin, 15 VLR 12 3-NOP % 10 HREfEO#45- (0,
800 mg/kg IAE/H ., #5-B1AH DI 1,000 mgkg (AF/H) L. #4510 A AliiFd o 3-
NOP, M2 } X M7 R Z2E LT,

72k, ABRIL 3-NOP @i omEtE (RERA~OE) 257Dl FE Il
DT, M2 XOIM7 %7~ MIIERORE M2 135k 54 (425 mg/kg (RE/H), M7
(TR T #eh- (350 mg/kg (AH/H)) THRE- L., [FRRICHENEIRE T A — & 2 HIE 3 % 7R
& it L7z,

@O 3-NOP iz r % 5-

AR 1R LT,

3-NOP D ift FEEE 13 G4 EH- L, 0.083~0.25 B TR L 720 | Bef&il
ERERIEES 1 R ThH o7z, T ZE2BIERIET 2 Z LN TE RT3, 1T
0.318 el (K0 197%3) LHEH SNz, F72. 3-NOP £ 54&HELCHN M2 B ER S 4,
M2 O PRI E S 1 BRI L 72D & & BT, 5 2 FERIZICIE M7 ol i
FENRRRKE 72572, AUChst 1% 3-NOP XD M2 KX U'M7 Tk, M2 T4 1%, M7 T9
fBECholz, (M6, 13)

#£11 T v MZEITS 3-NOP $5%OXFEIANENFE T A—4 (3-NOP, M2, M7)

IXT A =% (HAL) 3-NOP #:5- (1,000/800 mg/kg 1A/ H)
3-NOP M2 M7
Tast (h) 1 24 24
Tmax (h) 0.083~0.25 1 2
Cmax (umol/mL) 1,830 2,440 2,760
Crmax/D  (kg-pmol/mL/mg) 2.29 3.05 3.45
AUCunst (h-umol/mL) 907 3,520 8,530
AUCls/D (h-kg-umol/I/mg) 1.13 4.40 10.7
Tz (h) 0.318a 3.85 3.64

/D : 1 mgkg |TEEH L X 7-ME
a: IEMEICHETE 72 1 IEDHDT —XF

4 5 JEH 1 DL IEARNIE G- DR ATRE T » T2 T2 BT R G- ST,
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@ NOPA ks <BEWES>

FEEAF 12 IR LT,

NOPA Fifiicf 5HED Tz 1% 0.213 ] (0 183 20f]) TH Y, HFHZBLONTIHD
S L7223, Cliot 1 0.0723 mg/(h-umol/L)/kg, Vdss i 0.0437 mg/(umol/L)/kg T
D M2 TR PETITRRONTERE S, @EIRNIC T 2 L Sz, (B 6,

13)

#12 7 v MIBIT 5 NOPA #H5&DENENE T A—% (M2, M7)

INT A—4 (BT)

NOPA #5- (425 mg/kg {AHH/H)

M2 M7

FRNI S | BTG RN S | TS
Thast (h) 3~6 6 24 24
Tmax (h) n/a 0.5 1 2
Co (umol/L) 7,430 n/a n/a n/a
Cumax (umol/mL) n/a 2,820 2,780 2,660
Cma/D  (kg-pmol/mIL/mg) n/a 6.64 6.54 6.27
AUClast (h-umol/mL) 5,950 4,140 6,060 5,300
AUCL/D (h-kg-umol/L/mg) | 14.0 9.75 14.3 12,5
Tz (h) 0.213 0.383 n/a n/a
CLit (mg/(h-pmol/L)/kg) 0.0723 n/a n/a n/a
Vz (mg/(umol/L)/kg) 0.0230 n/a n/a n/a
Vdss (mg/(umol/L)/kg) 0.0437 n/a n/a n/a
MRTin¢ (h) 0.603 n/a n/a n/a

/D : 1 mg/kg | THEHE(L S FU7-E
n/a: 7 —X7L

BTG RN G SREETH > 72 1 DU TS

@ HPA TG <ZZER6>

ERAR 1S IR LT,

HPA &‘Fj&’é‘?&\ Jﬁlqu)i%gﬁiﬁ@ﬁ%ij:ﬁ L/\ Tmax &i 05 H#FEﬁ\ Tlast &j: 24 H#Fﬁﬂb@&)
STz, B85 6~24 IffEitE D M7 IREEIX, WIEMEDOE GeFREEE : 0.124~0.214 pg/mL) (2

7> TR LTz, (BH6, 13)

# 13 T v MIBIT D HPA B G5ZOENERE ST A —4%  (MT)

INT A—4 (HL)

HPA $¢5- (350 mg/kg {KE/H)

Tlast (h) 24
Tmax (h) 0.5
5 B ERENIER O TH DI, BEEEE LT,
6 BEHRREIER D CTH D=0, EERE LT,
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Cmax (umol/mL) 5,200
Cma/D  (kg-pmol/mL/mg) 14.8
AUCLst (h-umol/mL) 11,900
AUCrs/D (h-kg-pmol/L/mg) 34.0
Tz (h) 2.66

/D : 1 mglkg (AL S U7AE

(8) 1ANENEERER (WX, @BFROKRSE)

~ 7 A (CByB6F1Hybrid &, 7~8 ks, #EkE, 4% 10 P/ (2, 3-NOP % 28 H il
N5 (0. 100, 300, 700 mg/kg (AE/H) L. @ <H 25 M2 Ol HEhREZ HIE
L7z, 7pds, ARBriTi bt (28 AMfEN#Y) LW T L TiThive,

WERAEFE 14 TR LT,

700 mg/kg RE/H £ TOERGHHIBIT HENERE/ XT A —H 13, Tmax 13 0.083~0.5 IFf
M. Thast 1L 1I~8 B TH 1 | Crnax L OV AUC 1T EARAFANTHEIN U7z, H-RdI% 0.5~1.4
I C M2 ORI/ TH 72, B OREFIT, &G E LT B CRBEOME A
R LTE, M2 @D Crax XN AUC 1 IAEHEGIZ L0 B (LT 5 2 L1327, M2
OEREIZHEREZ I Do T, (BFR14)

# 14 < U AICBT D 3-NOP it HFGEDOSKEANERE ST A —4 (M2)

A B T A—% (HfD) 3-NOP # 5% (mgkg A/ H)

£ 1 100 300 700

IRE A 1 il i i i il

$eh | Tast (h) 4 1 4 8 8 8

1H | Twmax (h) 0.0833 | 0.0833 | 0.0833 | 0.25 0.5 0.5
Cmax (ng/mL) 28,000 | 37,400 | 70,800 | 83,900 | 195,000 | 315,000
Cma/D (kg-ng/mL/mg) 280 374 236 280 279 450
AUCo4 (h-ng/mL) 3,040 | NR 21,400 | 35,100 | 152,000 | 200,000
AUCo4/D (h-kg- 30.4 NR 71.2 117 217 285
ng/ml/mg)
AUCunst (h-ng/mlJ/L) 3,040 |5,060 | 21,400 | 35,400 | 152,000 | 200,000
AUCuLs/D (h'kg- 30.4 50.6 71.2 118 217 286
ng/ml/mg)
AUCiy¢ (h-ng/mL) 3,040 | NR 21,400 | 35,400 | 152,000 | 200,000
AUCin#/D (h-kg- 30.4 NR 71.3 118 217 286
ng/ml/mg)
Twz (h) 0.814 | NR 0.466 | 0.852 | 0.637 0.672

B | Thas (h) 1 4 8 8 8 8

28 H | Tmax (h) 0.0833 | 0.0833 | 0.0833 | 0.0833 | 0.25 0.25
Cmax (ng/mL) 30,700 | 46,100 | 57,800 | 79,000 | 151,000 | 274,000
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Coa/D (kgng/mLimg) | 307 | 461 | 193 | 263 | 216 391
AUCo4 (h-ng/mL) NR 5,330 16,000 | 24,500 | 66,300 117,000
AUCos/D (h-kg- NR 53.3 53.3 81.7 94.7 168
ng/ml/mg)
AUCust (h-ng/mlJ/L) 3,610 5,330 16,100 | 24,600 | 66,400 118,000
AUCrs/D (h-kg- 36.1 53.3 53.5 82.0 94.9 168
ng/ml/mg)
Tz (h) NR 0.754 1.37 1.19 NR NR

/D : 1 mglkg (AL S U7 fE

NR:7—%72L

(9) in vitrots&HaER (&)
O 45— HiKE ORI AR

A —HIRIC 14C K53 3-NOP (2.2 XJZ 23 mg/L) Z#shL. 38°C. pH6.2. #fklt:
ST 24 WiRREEE LT,

B 2 1w DBl L, 15 O NI RAPERI N I D BORZER (ZZ2H 5.5%LL T X
X 7%) WEFIN T, FVAPER S CIEEEEBIAAREC 100% CTh o7 3-NOP (RZML.
1K) ORMHEHEMEIZ 5D DFIGIE, 6 FERIZIZIX 54%., 12 RFEIZICIT 6%2 L, 24
R IZIEZE 240 0 U3 0.1% A0 CTH - 7=, F£7/=. BC-NMR LT H-NMR %
72T T, 3-NOP ORHEHEIEDTRNZAEL T, M Th 5 M8 DIRfEIL 24 IKf
BT 0% 5 97%LA 33 98.5% ZHIMN L7=, *IFRRECIIT D 3-NOP 725 M8 ~
SNT-EAIL9.8% Th o1, (B 5)

@ HHE—BIKE OEEERR

4 (RIVAH A TR, 3k, IAHE 422+29.1 kg, Mt 4 50 M OERERLZFE BRI,
UC {25 3-NOP (1 mg/L) ZiFIL., 39°C, KM FC 16 RehsE L, HhdhErE
i H-HPLC & VW Cofr, JIE Lz,

BERMES T T, B O 3-NOP JBEIE 1.0% & 72 o 7=, HERRHEMIE M8 KON
M14 TH Y . $BEFHEMEC S D 5EIE 1T MS T 82.8%, M14 T16.2% Th -7,

728, RIS FTOREIZE VLT, M8, M14 X1 3-NOP A& 57243, 3-NOP
DHEEIIHEMESIE T I _E@h o T, o, A— M7 b—TW L7258 —FHi T
1% 3-NOP Oo3fiidA bivienotz, (M5, 6, 15)

(10) ARNENRERER (&)

£ (TIVT a7V =T R 2~2 5% 11 7°H . {KHE 428~548 kg, WL
A=, 4 5R) 1Z[3-14CliE#, 3-NOP % 8 HRlsafilie 45 (1.8g/88/H (0.9¢g/8H% 1 H 2],
FH15[E)) L7z,

WIEE G-FE ONZoIE] e Ok e 544 &R £ T 5 43~12 FEfE#E Gt 8 ) 12ifiig % .
1 H 2 [EEGAIR O G% 12 FFEICHLA . Pl SRR O 5% 24 IR C#E LY
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JR% . ENENERIT 5 & & BT,
FHRRZ BRI L, MBS ZHIE LTz, Fz,
B8] B K Ocfd 5% 10 0O R 2B EL uzo

R GED 9 BEIN ST BEHEEDEIGIZ OV T, fERE R 15 1R LT,

JRTCIE 4.00%., #E(ETIE 2.65%. LTI 16.82%. #A% TIE 6.21% T, AR 29.72%
T 7o, MO HEHEVET EITERMERE TH 5 14C02 & L TR ZE U T Sz,

MAEF ORI ONT, FHERER TOREEZE 16 IR LT, HIEFRE 1 RIS
IR RIS, M2 S Sz, ol s & blcik Lz, £/, ¥
[El 5 1 KON 12 R N Aot G- 1 IR BRI U 72 AR 321 3 5y Ot
B ST,

PRENSIX, T 3-NOP 28 1 SRt Shizm, Koy
Y/

FLITFLIBNG « Fiz A EE &K BES B8, &5 2 BE KON 6 BRI L 7-3LoK
FEH HRREINED 72.4~80.6% D HEFHHEME ML 4, MR CTHh D M13 & [F]
ESNT,

FFlB 3D TR R AR OY M2 13 S g, 7 a — AR EER @MW Ch o 72,
E-FOMIZ, 2 ODOREWHDE (0.6~1.4%) Bt S, Bhg, A EONEHIZR

T, EE R IBHEE TH Y\ TLC ZHW=mfrick h 7 va—x &z b,

FRR ORZIR O M2 1E, LOQ (21 pg 3-NOP Y &/ke) K Tdh-o7-, (B 5,
6. 16)

ke s 3, 8 12, 24 KRR 1 8AZ SR L
KD E ORMHHERD T

IS, FREibST

K156 FITBIT % 1UC 15k 3-NOP £ 54% DOFUEME DRI K ONHk & A &

kA= (%) ERRFORARR A ® (mg 3-NOP 4 f/kg)
bR 4.00+0.24 ND
FE 2.65+0.19 ND
F 16.82+3.14 19.93
r—y 0.04+0.05 ND
J1H74- 0.00+0.00 ND
JiTlR 1.05+0.23 18.38
ek 0.06+0.01 7.46
k] 0.36+0.11 0.78
A 4.10+0.69 1.76
7N 0.03£0.01 ND
1M ND ND
(1 A5E) 0.61+0.09 4.49
EIES 29.72
ND: 7—#721L
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# 16 FlcBiT 5 UC 15k 3-NOP #5144 D M GRS (ug 3-NOP %4 £/kg)

PRl 10 | WIEI$ 5 12 | ke 1 0F | Iefédk G- 3 | k5 8
[HE IRFfT7% [ IRFfHIT% IRFHIT%
(n=4) (n=4) (n=4) (n=1) (n=1)
R AR
M2 104 93 65
KIFIE 654 247 565 306 355

<IKHNETREIZDOWTDOE L8>

3-NOP [ ZEMANICIER S D & N S A, 9 1~2 B IR bR
MAEF LR SN < 725,

FodETIE, 3-NOP 1IUHHT L 0 M2, M7 &2 C, K% COg & LTI %
UCHREIt S L, B0 TR FICHRE SN D,

BTIE, BBHNOEMOIZ-HEICE D M8 I SN AR L . EIRN ORI
FISGIZ L0 M2 I SN DRREEDIE 2 DAL, W MT 41T, Ko COs &
L O &A@ U TRt S D, £72. —8BIE M13 ZoEWE & LTRViAENS &5
Z2bhd, (12) M2 XKUM8 HAR S 11D MTIHEMIETH Y | ARWICEF F1ET
HALET, WIEHORBHRIKIHAAEN D, Fo, M2 205 MT ~ONIKRZ LY
FIAYE S T ASRREE DS ERE T 5 A3, 3-NOP D4~ 512 X 0 | i iipsma g - _FA-
(XA DIVT, B & EANERTE 2 ARt L2 MAE R S Z<MER ER LA b e o
7o, (Bl 4)

3-NOP .

NOPA T
HO™ ™~ 0" 0
o) 0
HPA )@ T NS
HO” "o 070
OH OH \
Incorporation into \ Co
endogenous compounds 0 o)
(fa1, proteins) ,< )

X2 3-NOP ORFHHREE (2 4)
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2. PREEAER

(1) BBHER (0. 56 BFEEEERS)

B (RNVABA e 7 V=T R, 2~T ik, KEE 480~792 kg, WAELA=, 20 BE/RE)
(2 3-NOP % 56 HHiEEH# 5 (0. 80, 100, 200 mg/kg falkt) L. Ak (g, Bk, 7%
() . FRRA) R OLH O M2 78 &% LC-MS/MS 54 FHVCHIE L7,

HIE L2 oo sy s, M213LOQ (5.0 nglg) KiliCdh o172,

FLH M2 IBEOREREE 1T IR LT,

FLTIE, #5 2 BLUKRIC LOQ 22 5 M2 JREENGRD B, HEEFAICHIINT 5
A A BT, B LOQ ik LOQ HEDIREE THER L=, AAFITKT o kHE
BERINE (FE) @ 100 mg/kg ik 58 TIE, #5522 HIZHLH M2 B2 1.17 ng/mL
ERRER L, (BB, 6, 17)

#£17 FZBIHHF M2 EE (ng/mL)

wh&E | &E5H (H)

(mg/kg | #5-A | 2 8 15 22 29 36 43 50 56
fAlk)

0 <L0Q |<LOQ | <L0OQ | <LOQ | <LOQ | <L0OQ | <LOQ | <LOQ | <LOQ | <L0OQ
80 <1L0Q |1.04 |<LOQ |<LOQ |<LOQ |1.02 |112 |<LOQ |<LOQ | 1.04
100 <L0Q |100 |<LOQ |113 |[117 |1.06 |112 |106 |110 |1.10
200 <L0Q |123 |105 |132 |[154 |127 |141 |145 |[154 |[1.23

LOQ : 1.0 ng/mL

(2) HBHBR (4Q. 90 HEEEERS)

B RIWVAHEA Y« 7Y =T UF, 3~6 %, (KHE 485~746 kg, W4, 4 A/EF)
IZ 3-NOP % 90 HEEEEAS- (0, 100, 500, 1,000 mg/kg fikh) L. #Hf%kH (g, &
ik, FHA (BEEE) . RoMaRERs. BEBEARRA - 0 & O 1,000 mg/kg FaEHED Z0) K& ONFLH O M2
PR B a LC-MS/MS % W CHIE L=,

B A THRICEIL 72 1,000 mglkg fEHE GEEO W ORMMRIC BT H M2 13 LOQ

(5.0 nglg) KiitiTdH -7z,

FH M2 IREORREE 18 IR LT,

FLTCIE, 3-NOP 54412 M2 OFENRD b, ERIC K 2E#IH 5 H 0D, HEK
170 B ORI ZHENN3 DB 3 A BTz, ALARICKRT T 2 i KRHESEIRINE: (1) @ 100
mg/kg SEHE GRETIL. #2530 HILDOFRIZHA M2 N 10.2 nglg E e RER LT,

(ZhE 6, 18)
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#£18 FlZBITHHF M2 IEE (nglg)

B G BE | E | BURHRIERH
(mglkg | 15 | $e5.7 Hall - | #5:2 H# #45 8 Atk #1530 H1% #1590 Hk
FIED A Ra | Pte | PR | PR | CFRT | R | RRT | PR | FRT | P
B
0 9 |<LOQ | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | 1.73 | <L0Q |<LOQ
11 | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | 1.75
12 | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | 3.18 |<LOQ |<LOQ |<LOQ |<LOQ
20 | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | <LOQ | <L0Q | <L0OQ | <LOQ
100 8 | <LOQ | <LOQ | <LOQ | 1.82 <LOQ | 240 |<LOQ | 657 |<LOQ | 3.06
14 | <LOQ | <LOQ | <LOQ | 3.50 <LOQ | 338 |<LOQ | 102 |<LOQ | 3.59
16 | <LOQ | <LOQ | <LOQ | 2.07 <LOQ | 348 |<LOQ |5.78 |121 |858
18 | <LOQ | <LOQ | <LOQ | 3.31 <LOQ | 539 | <LOQ | 359 |<LOQ |3.41
500 2 | <LOQ | <LOQ | 353 |74 195 [9.06 |<LOQ |278 |<LOQ | 322
<LOQ | <LOQ | 1.45 | 1.76 <L0Q | 143 | <LOQ | 426 |373 |15
6 | <LOQ | <LOQ | <LOQ | 10.9 111 [ 392 |<LOQ | 426 |<LOQ |52.1
15 | <LOQ | <LOQ | 4.43 |27 <LOQ | <LOQ | NS NS NS NS
1,000 |1 |<LOQ |<LOQ|843 |<LOQ |7.83 |1787 |NS NS NS NS
13 | <LOQ | <LOQ | 10.8 | 8.14 314 [201 |124 |645 |72 10.7
17| <LOQ | <LOQ | 6.11 | 3.15 <LOQ | 55 394 [881 |499 |838
19 | <LOQ | <LOQ | 7.97 | 108 <LOQ | 146 | 107 |41 19.7 | 23.1
LOQ : 1.0 ng/g
NS : B cE 7
3. BinE4HER
3-NOP O mamt it R a2 & 19 1R LT,
72, 3-NOP O T 5 NOPA OiEfnistidBift 4 #£ 20 (R L7,
7219 3-NOP Ot 1
fovi s ARR & (EES S
in | 18)F5HK | Salmonella 1.7, 5.4, 17, 52, 164, 512, ket 5. 19
vitro| ZE ¥ ER | typhimurium 1,600, 5,000 pg/plate (5% S9) ;
TA98. TA100, TA100, WP2uvzrA
TA1535. TA1537. |52, 164, 512, 1,600, 5,000
Escherichia coli ug/plate (£5% S9) ; TA1535,
WP2uvrA TA1537, TA98
52, 164, 512, 1,600, 5,000
ug/plate (£10% S9) ; 4= 5 Lk
S. typhimurium 1.7, 5.4, 17, 52, 164, 512, S 20
TA98, TA100, 1,600, 5,000 pg/plate (+5% S9) ;
TA1535, TA1537,
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E. coli WP2uvrA

TA100. WP2uvrA

52, 164, 512, 1,600, 5,000
uglplate (5% S9) ; TA1535,
TA1537, TA98

492, 878, 1,668, 2,800, 5,000
ug/plate (£10% S9) ; 4= 5 Hitk

S. typhimurium 1.6~500 pg/plate (=S89, S 5
TA98, TA100, microsuspension 7% 2)
TA102, TA1535,
TA1537
BIR 722 |~ A Y LoNERlE |0.55, 1.7, 5.4, 17, 52, 164, e 5. 21
SRAEEGA | (L5178Y TKY) 512, 1,211 pg/mL : 3 B (+
Bir S9) Wi 24 WifgaLER (-S9)
s | ) T N AK—  |500~2,500 pg/mL : 7 HELEE = 5
B Jie VA
INZERBR | & RARRSITLY oNEBR |164, 512, 1,211 pg/mL e 5. 22
3 FfHJUER, WLERt% 24 FREESR (£
S9) .
24 Wi (-S9)
b USSR 1,220 pg/mL =T (-S9). Bot: 5
(TK6) 1,000 pg/mL £ T (+89) b :
3 FfHJLER, WUERt% 27 HREER (&
S9) .
27 WFfFIALER, JERf% 27 REfIEE AR (-
S9)
F A =—ANLA (1,243 pg/mL £T (-S9) : 24 B | BBk 5
2 —Hifa (V79) B (+S9)
310 ug/mL £ (+89) : 4 FEHELLEE,
HUERTS 20 BFFEIEE S
F v A =—ANLA [300~600 pg/mL (+S9) : 3HFHEML |k |5
A —ififa (V79) R OALERGL 21 BEEIESE
i |[/MZERER | NMRIL~ 7 2 (B {250, 500 mg/kg (K, PG | Rk 5
VIvo HHa) $5- 24 W[4 I CRUBHERER
1,000 mg/kg (RH, EEENES- &5
24, A8 IFfi#4ICRUBHRIR
Wistar Han #E4£~ ~ 375, 750 mg/kg IAH (GREREO# | 5, 23

INGE ¢ iR

5« Be5 24 BRI IZEURHR R
1,500 mg/kg AE (GRAIREO&G) -
B 24 KON 48 W44 1 2B HL

+89 : RANEMSRAEE T R OIEFAE T
a : FEWEECIE 16~5,000 pg/plate (ZFHY

b : 54%HfaEEM:

c : CREST %taz )i L, 540 pg/mL T 79% YR I K B/IME T o712 Z LD AfiE R

HAHBIET D 2 & ey
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# 20 NOPA O itk 5

R4 R H&E (LB ZR
in BIFZEN | S, typhimurium 3. 10, 33. 100, 333. Bt 5
vitro | 28 FEREy | TA98, TA100, 1,000, 2,500, 5,000 pg/plate (TA100 K
TA1535, TA1537, (£89) NTA1535
E. coli WP2uvrA (+89))
ZERER | B RREEMLY o SEK 229~1,321 pg/mL : 4 BEREAL | Fadk 5

HELOALER% 20 FERIREE (£
S9). 24 Wil (-S9)
in 7 A | Fischer 344 Big Blue® |#E : 150, 300, 600 mg/kg A | f2fE 5
vivo | V== |7 MEE (FFigkOH|/H (28 HIEGREIRR O#E) « 3
7\ F o | ZHEMG. clhEfET) BBtA 56 H HIZEUEHREL

(s T # - 250, 500, 1,000 mg/kg 4

GRARIE T H/H (28 HIEREN#E) « Bk

R BRfG 31 A BIZEEHRER

/MZRER | Fischer 344 Big Blue® | Mf#E L & 12 FECEMW 2 - 50 |2k 5
7 v NERE CRE AR | BRBA 4 KO 29 H BISRER
FRILER) H

=89 : RHNEMSRAEE T RO E T

3-NOP 1%, in vitro DIEIFILREFAER, ~ T R Y L [EHIRZ O TR s 19288 F
BRSNS U T N B AL — R 2 W s IR IO TR b EETH Y . B
ALY > SER A W IMERRBRIZIB W T B 2 Th o 7228, b B 7 SFERia & OV
¥ A == AL AL —fifaE O IMEEBR CIE 2 R~ Lz, v U AKDYT v hEHW
7= in vivo D/MERERI TV T L L M TH - 7=,

NOPA (%, in vitro DIRIFFHRIERFER I T, TA100 KT TA1535 # CHETH -
723, B MR Y o EkE AW T2/ NERRBRIZREETH Y . mvivo D N T VAV == )
7 v b &R AWCB R T 2R B L OV IMZABR I W T I b e Th o 72,

INHOZ Enn, BEEEE SR - RS ESIE. 3-NOP I in vitro O/)s
BalBROFER DG T > 7223, in vivo D/MZliR % 5 Ee % D4 TOREBRORE FA N
TIBRRMETH T2 Z LD AR E > TRIE S 72 2Bt TV & L, 72,
REM T % NOPA ([ZDWTh, in vitro DIEIRZEINEBRGABRORE R NG T o - 7223,
in vivo DBIL 2R %2 &1 DO TORBROERESINTNLEETH -T2
ZEMD, AT E o TRIB L 72 Dm0 Sl L7z,

4. 2SR
3-NOP Ozl a4 £ 21 lTR LTz,

# 21 3-NOP DaMErg it 4

Bt PERI] B acR ti LDso ZH
7w b (Wistar &) | I 6 DL/BE | 300~2,000 mg/kg A EH 6. 24
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5. BRMHSMHHAER
(1) 28 BEEAMSEMAER (TOX, EHEORSE)

~ 17 A (CByB6F1 Hybrid %, 7~8 lln, MEKES 10 PW/EF) 1< 3-NOP % 28 H s
O (0, 100, 300, 700 mg/kg KE/H) L. G O—HREOHIZE, (KEK
OMEEEEOWE, MR FH M QUM A7 RO NP G- T2 SR B A0 ) OV EE
AR EEIT T2,

BT RAE R 22 1R LT,

B GHAR 28 LR BT o 7o, & TORGEHCE O TRE R ORER &I S
\Z X D5 L7 o T, T00 mglkg (RH/ B FGREORETIZ, xR & Hlk U CFEEIHEER
B 6% L7ed, ZHUIEICE G 1EBICALNEBEEOBRE R ZICRK L, —KF
R TIH - T- 2 &6, FEEETIIARWEE X bz, 300 mgke (KH/ H %580
HER N 700 mglkg NEE/ H -5 REOMERECIIIR- 515128 B 1EAT, T 72 MR 530k
KONEY o TInF b, VO OFBUTFMEIT R L1 TR I 2N DD, 505883
EZz bz,

MR FHIRA T, 700 mg/kg R/ H 3 5-8£0HET MCH Of E72EE, 700 mg/kg (&
/A GHEOMET RBC O Hb OFE 72 & fE, ITNT 300 LT 700 mg/kg (ARH/H & 5-
FEDRET N A TOFREREOMET MCV OFERMEEDN A DA, WTNoZkd <
DTN THDHZ LD, FEITRE LiehoTz,

MR RO CTlE, 700 mg/kg (RH/ B B 5HEOHERE T Na M OYRFEO A B 7AKMH,
[FIREDOMET ALP OFBERIKE, oL ATn—/L, BE-ARKOT VT I U ORERGS
B ETCLE O LT F =0 OF BRI NI E VL e > R ONA/G LD B 72 E i,
300 XX 700 mg/kg K/ HEG5HEOMET K OFEZREEN NP OFE/MEE, #T TG
DA BIRIKE, £7-2TORGEHEOET ALT OAERIMEN A HT-, 215 OEOZEH)
TOTHTHY | BhET BRI RSNSOI T RN Ehn | mIEE T
RNEFEZ BT,

B#RE R Z OV T, 700 mg/kg R/ H 5 5-BEORE CEIROFXTEEDS 7.1%3500, i
DOFEXTEEN 5.4% ., RO EED 21.9%I80 . FAXTEEN 21.5% L, AE%
FENIRDIVIZD, Fliian D B2 B 2 S B AT AR XA DR o T2 2 &
ND, mBHERETIH W EE BN,

JRERRRRR AR A ClE, 700 mg/kg (REE/ H 56 5-HEOIE TR O IR ORI O RIECRI
BB DZERU LN BT, WT BTN S O TREFETIT W B bk, (&
M5, 6, 14)

B EZERNE - fEKE R X, 700 mg/ke AR/ A GREOMEREZ 31T B
SYHIEARR, T, AR SO —IRIED T s b A ERIZIS1T 5 NOAEL % 300
mg/kg REE/H &I L7z,

# 22 ~vUAD 28 HREHEMEEMEERICIS T 23T R
B b (mgkg | FERFEMENR
{RH/H) i3 i3
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700 FRoTRORANE, ST, AR, | ERR9PlE, LB, AR, TRE)
WS Y TN, MEAMT. | BUD. ST

1
300 LR AT L aEAT R L

(2) 90 HEESMEMHER (S v b REEORS)

7 v & (Wistar Han 52, 6 @i, HEHES 15 DU/EE) (2 3-NOP % 90 H [EFRH#E 0 #e5-

(0, 50, 100, 300 mg/kg IREE/H) L7, F£7z. XHEREA TN 300 mg/kg (REE/ H B¢ 58T
1% 90 HRIREDHeE% T 13 B ORIEREREE (MERER 5 DWEE) A Rhsai) 7z, U]
I —fRIE OB ONTREE S OMBEEEOMIE, 5B 4AR1 M O G-I I IREHR
2, BRI R, AT o (EDA) K OMMERAE LRl N e 544 T
P XIS T 12 IR EE R K OYR B R I A 21T o 72,

T R AR 23 1R LTe,

300 mg/kg IRE/ H B 544 ORHERERFEORE 1 H2 bR | BRI 28 L A LR
7ehots, 7o, [EHERER 5 M B CRERD ORI LT 1 BIZ DV TR, B THERES
Y L EOIEIMESRED Hil, TNONEKTHD EE X %2}1717% LA AR T
fn@ LN bDTHDZ D, RYERGICBEEL-bOTIFERWEB X bz, F

. RE, BEESICHERWE R 5 LD BE I DR 0T, 7285, 300 mg/kg (AH
/El ?&@ﬁ@%fﬁ@@ﬁimﬁ%ﬁ OIS, HBIR Ol EE DR DR L b,
BB LB X ONRho T,
Wﬁﬁf X, 300 mg/kg R/ A GREDHET T N O T 7e@fEN A HivT=hd, AH)
ERFHNICE E > TV eles, mHERETIIRWEE L bhT,

EELMZ%E’JEEE’C 1%, 300 mg/kg B/ H i GRHEDOHE CHERIOA B2 miE, HETHER O
HEREERS I HNZ08, BT D RIEEDRT RN 2 L nh . BTNV E &
z bz,

MR CFRIRA CiX, 300 mg/kg RE/ H & GHEOHET K LT Ca I NIHRIZAHD
HEZEE, #ECEt oA ELEELR R E Y L e OFE2IEMHE, 50 %O 300 mg/kg
WE/ I GREORETY VT F =0 OFBREENA BTN, —BEOEETH5H Z & X
ITHEMBIEN R E LA BN LD, BB TCIIRrWEE b,

JEAREE SOV T, R L ONEER HRIZIS T 22 bofit, 300 mg/kg ARE/ H £ 5-HED 1
TIIMN, Bl BN O E O & OA BRI DA i, R OREE AL O
EENZONWTIE, FERTEEOEECBhE T 2 B AR T A 2 o TWRWNZ &b
BROL2HOTHY , BHEEETIIRNEB 2 b,

RVEHTCIEL. 300 mgrkg (RHE/ H % GHEORE T FSH IREED T ) EH-D
LT, HET— X OFPANTH D Z &N ELEMEFAIINCEROH L TITRNWEE X
LT, (B3R5, 6, 25)

B EERERIE - SIREEEMFRASIT. 300 mgkg (K5 H & GREOREZISIT D5
T OEHE AR I O] BB O DA N2 DD . WO OEEME DK T

T ZERN I LIHEH PRI T L. AR o7,
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DOFFRE . AFRBRIZH 1T 5 NOAEL 24Tl 100 mg/kg KE/H, MCidRkEHAETH
% 300 mg/kg PREE/H & HWr L7z,

23 T v F® 90 HRMHAMERMERERICIS T DA A
#e54 (mglkg | FE/RRMEAT A

{AH/H) i3 il
300 FEBL DS K OFE S B R OWD A N MR M 25, | BPERT Rz L

FEHDZERU L K OSZEAMNLTER., FERORS T, )
F 15 K ORIERS T 5IE O T, FSH_ RO K O
KO ONREFEGRD , WO R HMARIZEB1T 5
HEf R )

(EIE IR T DGR L O BIR skt e OExHE
BORD, K1 OEBEK T & OFSHd8))
100 LAF mMEIT R L mMEIT R L

(3) 90 BEFEAMSEMRER (1 X, BHEOKRS)

A X (B —7)VEfE, 6 Miin, MEESS 4 PL/EF) (2 3-NOP %4 90 R f#FRd# 1 #5- (0. 10,
30, 100, 300 (150X 2 [F]) mg/kg AEH/H) L7-t%, 4 MEOFEEMMZT, —REE
DOEIER, (REKLOEATEOWIE, MO & MR A AR E&*ﬁﬁ\ gt E

DRIE ., KA, IR ONIRER2H M OYR AR A 21T - 7=,

300 mg/kg (RH/ H B 5HEOMED 1 VLT, BATHERE ., W), ik, RAEVEOEREE 21
B DIER DN ~ 12728, FeHBRAT: 3 BRI CHIR Lz, 4aZEAR T, JRIAIEA
7R3 6 | IE M2 JREEDSE < | B GAL DIREERD D380 TR T - 72, 3-NOP 2 5-8F
DZEDOMDERIZONTIE, MRS S ITWTNOMREIZIN TS BRI IR Hive s
STz, (BH5)

SRR E SR - fAEEEITRE L. 300 mg/kg NE/ H B G REOMEZ I S -G
RAERIE, B — 7 WA THREET 2 L ORENH 2 TADADFREME LB X B3,

BTN EREETE 202, AliklZisiT 5 NOAEL 2 Clixm HETH

% 300 mg/kg IAH/H ., METIX 100 mg/kg AE/H & 4w L 7=,

6. BUSHRUFEI AR

(1) 52 BREMEHRER (Sv k. EHlROKRS)

Z > b (Wistar Han 5%&. 6 i, MEES- 20 PL8/EE) 12 3-NOP % 52 JHE[EI5&RHE 05
(g - 0. 25, 50, 100\ 300 mg/kg IKE/H, M : 0. 50, 100, 600 mg/kg IAHE/H) L.
—HIRRBOBIZE, (AELOMEHEONIE, IRBHRA, RIRE, k7 & QMg A L7
A OV @%E’J&Zﬁﬁfiﬁﬁﬁ?ﬁ@*ﬁﬁ%ﬁof:o

8 100 KO 600 mg/kg A/ H & GREDOMEF ONT 300 mg/kg A/ H FREREOBEOZNZ 1 61T, 58
OB GRFOEN, BIIIER L s SN DB IMEOIEIRDNERZ ST, B oish (&
a%%) Lz,
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TR A 24 TR LT,

—RCIRRE, (RE BT X OMREHR A SR B P 5 B L 7= BE XA b e o7,

MR 7 QMR AA L AR A Tl HREE & bhie LT, 100 mg/kg (AR E/ H 3¢ 5-RE D1
T7'u b URBOAERIKE, JRFE, WONZ Na KON Cl O E72EE, i< WBC
DA B M K OIFREER DA 72 i iE, 600 mg/kg (AH/ B DT AST DA B /R REIF O
IZ TG, P KO Ca OFEZREE,. 100 mgkg K&/ HOMETHRE Y L E L OB 2K KL
W VT F = OFBREMEENRR LN, ZAHORTRIZOWT, 8T HEHENE
N, IEFFRIFANICEE > TN D 2 Enh, BB TiIRnWEEZ BN,

PRI Cl, 300 mgrkg AR/ H £ GHEOMETONZ 100 & T 600 mg/kg A/ H BE5-HED
MET IR pH 5% HERE & Hei U TR EIZIRE CTh o 7208 BB IEFEHNIZE E D |
BT DT AN & D, RTINS B X b,

SR FLSE K OYR FRARRR F RO A Tl 600 mg/kg AEBGREOMEOK-H M Y 100
mg/kg REFEGEEOME 1 1T, FAIREZEIS DTN L., AR O A FEEki RS
MNERH OIS, R ORIEMOZE b Z 0T Z{LORBREFMNTH L Z & bE
PEATRLE Lo Tz, (B 5, 6, 11)

BN EZELIE - fEEEMFHASE. 300 mg/kg RNE/ H R GREOREHIIT DIEHR
DEEE & ZAUTSE D KR HRDOZ b, Wk FRORD, KFOEEWEDIK T E L, A
217 5 NOAEL % Tl 100 mg/kg A&/ H ., M CldmHETH 5 600 mg/kg (K
/R &l L7,

#24 T v o 52 HIEMEREMERERZ ST 2 BT A
% 5 & (mgke | FE AT

{RE/H) JAiE il
600 FEMEAT R L
300 FEHL R ONEHE EAROHMERE % OFHXTEE S OJD, e

DEEMEIZENE (PEE~IEF IR, BRI A
5) WONTKEH HAREIEN ORS 758D, JEfE 78]
A M ORiEERN RS 151 A O F I ONTRE B OS5
HROKKE O

100 LA F AT R L BT R L
T AR GEEORRER L

(2) 104 ARIEHSHERUENAMRE (Sv b, BHROERE)

7w b (Wistar Han 5%, 7 i, #ERER 50 PT/AE) 12 3-NOP % 104 @ 5@ 1 £ 5-
(T - 0, 25, 50, 100 mg/kg {KE/H ., Hf : 0, 50, 100, 300 mg/kg {K=E/H) L., —fiik
REOEIZL, KRELROEEFEOWRE, JRIRA., MIRAELSFARAr QNSRBI M OV B
FHIREEIT T,

AT R AR 25 IR LT,

PRI ORI, RMRIEE SRR T, HET 14~26%, T 20~30%TH
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ST2H, HHREE & OFGEHFHIA EZESH BB IR o 7,

—fBeIRAE, RE, 1BEIE, MRFIORE, MRAECFIRE, R L OCEE BRI
BRI 5 5\ Z B U 7o BB I A e o T,

300 mg/kg {RE/ H B GREDOMED ST, B0 & B 22 At E B ABRBIZZ S
7oy, EREEITR/ R TH Y | IFIBICZENE, SNE XU TMBEHETE A > TN Z b
BRI RN EE X T,

300 mg/kg KE/ H & GREOMETH 46515 I RIZERIEE N 3 BiloA DTz, HakhE
BHE, KRN BYEE S RS R IS & 2 S 4, FEAEERIE 104 B 0B 5 HIRRE T
FCAEGF LT,

Z DA, 50 &) 100 mg/kg RE/ B % GEEOMER 1 FllZIWT, + F60E - 22153
RSN SN, HET— X OFRFEANTH D Z Ennd, BIEETII RV EE R T2,
300 mg/kg A/ H ¥ 5HEDME 2 451 K% 8 100 mg/kg ASE/ H £ GREORE 2 Bl 7 & 317 [HE
RSB ERIC OV TR, EEEAUCEIET 22 LB X HT, FBASE I E
BABMEECTE RN e, HEICLHEEE LW L oTo, (BB, 6, 12)

BN LEZE SR - SRR, ARBRICIIT 5 NOAEL 2/ Cldfkm H &
T 5 100 mg/kg RE/H ., #ECTIiE 300 mglkg (KER 5T T 21L& CORRIEEZL
725 100 mg/kg AR/ A &M LT,

#25 7 v b 104 HEHEMEERE M OFED AMERABRIZ 51T 2 3 ERT L

P58 (mgkg | TEARBETR

{KHE/H) Vi3 i

300 +F8RG - 220> BRI
100 LA F LT R L LT R L

7. EREFRESMHAR

(1) RIEEESFHHBREEERESHERV )V 7HBOHEHER (T v b, ®F#E
Aix5)

7 v b~ (Wistar Han 5%, 11 85, MEFE 10 PU/EF) (2 3-NOP Z 3l 0 #5- (0, 20,
100, 500 mgrkg IR/ H) U7z, WERWE O H1L, HECIIAEBRAART 14 A2 & T 29
A, WEIASELBHAART 14 AR, AESH, 4HRF N OVHE 4 Hif 25T 42~52 HfEZE L
TTo7z, —MRIRFEOEIZS, KELKOVEEFEONIE, ZHHAEOBIZL, MRS & Ok A
LA DN IR B AR 2 It L 7=,

—feRRE, R, BEEE, MR R MR A CFRIREORERICOW T, REHED
500 mg/kg RE/ H B GHEE TR OB A LN o Tz, —7C, JRBEENIRMRA T,
500 mg/kg E/ H & GHEORETRMIIAO EAb, RS ZE N ONZ AR O K OV
PR B BTz, Fo, FEER HRIZIT 2 F5E N ORI AREY & %S F3oid, FEE &
OB EROHExt e ORI E RO ONCIZRE R E R A iz, 7235, 500 mg/kg (KE

O AGHIl T, + 481 - 2B A ST SR 2 LR & 9 DR ORI 2O T SERO
FpIT 2 (R L T B PR ORE R B L 72,

31



| B # GEEOHE T OMET e OFERTE RO, 500 mg/kg ARE/ H B 5-HEOME TR &
OB DRG] My ORI ORI I ST, TR A b 2 > TR =3
M TIE W EE 2 Bz,

500 mg/kg RE/ HEEGREOMETIE, RRBITHGEERSNT=0, WTOEIR SR, 35
KR OERIE S 2D oTz, MOAERGEECIIRRESR, BN, BRMEITIER T
Hol,

100 mg/kg A/ A & COFGRETIL, BEFEOBIECH S, HEMWY ORI, /%
K OV EATENE N IRE M O FEH RE L ONWHIRAIET U T 13 i o Tz,

(& 5, 26)

B EZERIEE - GRS SIE, 500 mg/kg R/ H 51T DHEORS
S ONEE. FAR~OFER N 500 mg/kg RE/ B GHETHARGIN 202 &b | Al
28T 2B E O NOAEL % 100 mg/kg R/ H &l L7z, FAETMECRE LU &&
MDD 500 mglkg AR/ H 5V CTHER B 2 01k L7227 o 1o Te . SRR DR
fiE o7,

(2) 2 HRFESMHRAR (T v b, REEORS)

Z v b (Wistar Han %, 5 s, MEESS 24 DU/EE) 12 3-NOP Zadiflk 05 (1 : 0,
25, 50, 100 mg/kg A&/ H ., #ff : 0. 25, 50, 100 mg/kg IKE/H) L7z, #EBEOES-
(X, HETIIAELBAE 71 HAIDOAE (k21 B) £ CToOHIM, MECIIschilBHLs 71 H
AT, 2R (R 21 A, AR (21 A) MOMHEH (21 A) 2@ L TTo7o, Fiz,
MECTITH AR AR T 572, 600 mg/kg R/ H 58 (10 IU/EE) ZRiiE&aki, AhdBH
614 BT 2B (e 21 A, 0 mglkg R/ H & GEEOREE 20D . B4R (21 H) K&
OWHER (21 H) 2@ L TROES LT,

Bl P) HAREKOEEMW) (Fi L F) HARICOWNT, —fRIREBOBIZE, RELUYE
FHEOWE, BHHREOBIENL QNP K OB iR A 2 520 L 7=,

P KO Fy ARIZBWTENEI 5 KT 1 IO T D B o To WO B EFEI72 6 DT
B0, YR RS OB B L2 b O TR R o T,

P KO Fy AROBEW I O—fBeIRAE, A FEEGRAT AL, BHRE (R, HRE, HipESR,
YEARIIR R OE RS, B, IREWIOFES) 121E, 100 mg/kg (RE/H £ TOWTHILO
B RS IR E B G- BT 2 B I IR o 72, 600 mg/kg (AREE/ H % 54
O P AR OHEMW TIX, M 3 FICEGBME 1~2 HRAICHEIR, HREE, FERER L O
NERINFHBIVIED, D% 1 ILZERNTEIE Lz, £/, FBECIIE GG 1 HEALINIZ
PR E % 5T B U T AR ER D 3 2 T8 BIHRE A BT e O O 1 IR E
B G BRET 2 BB I B Do T2,

Fi o REW (Fo) O TIL. 25 makg (KE/ H % 5REOIEDR T K OFER] B
50 mg/kg AE/H £ 5 REOMERED K B A NS 100 mg/kg ANEE/ H B 5REOMERED st
Je ORHER Bl SR RRAE & Tl U CRRE R L7223, IR LBl S e o 7o 7z
b, BERETI RN EEZZ N, (BE5, 6, 27)

R 2R EB RN - FAREERPITIE S X. 100 mg/kg K5/ H £ CORGHEOBIEM &
OVREM O —BEIRAE, A FEEGIRT WK OVESHAR I SR L 15 G- O B U 7 Bt 4 5
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NWipinoTe Z Eg ARERIZIS T 25 Eh Mk NRE D NOAEL &= HETh 5 100
mg/kg (AEE/H &I L7,

(3) RESMHHER (T vk, BEEOKRS)

7w b (Wistar Hansg, 5~108#5, #E2200/FE) 123-NOPZE4TLAR6~20 H O, 5]
o (0. 100, 300, 1,000 mg/kgfReE/H) L. #HRE20H HIZHHE L7,

AT R AR 26 IR LT,

ARERIAM 238 L el R ) 72,

WTNOFRERAZBW T, 2R L2 TOEIR BlEW) CHIESESL L, 3R,
FEIREL, AT OBE L REMEOTE ONC REWM) O IR BRI P G-\ B U 7= s
BlIH otz

REWClE, AAEAIZE LT, 100 mg/kg AT/ B 54O TR O FBEFER, 1,000
mg/kg RH/H 5O TR O BT FER, JFa -~ =7 K OMEREN 2 BTz, £,
BRAE L LT, 100 mgkg (AHE/ B G5EEOHETHE % . 1,000 mg/kg (A#/ A #5840
WEREC— I 2 2 R T D HEE B, 1,000 mg/kg (ARER/ H 5 GREOIE Tl 2437
bs & E BT, BRATRE LT, 1,000 mgkg ARE/ H5HET, SEERIE (79
HE, JEBRRIER) OFRAERDIEEL R L C LR LW, Zhbmd b, AR
DNWTITHE—DRAETH D Z NIRRT TH Y | R Cd 5 G e o
FAERD FFIZOWTIBRET 5 FIC B LN A DI Enh, BERE I E
EZ b, WTNOERGHHZIEW T OGO R E I b eh -7z, (B 5, 6,
28)

BIWEEZERIEE} - SEEEMTESIE, BlEWICE T 5 —RIESEA~DEE) G |
KRBT I 5 HEMW O NOAEL % 300 mg/kg (RH/H &Hr L7, £7-. ARBRIZIIT
% REWO NOAEL % & Tdh 5 1,000 mg/kg R/ H & W Uiz, EHEITRE
LIRS T,

#26 7 v hOFEABEAERIZIT DR

58 (mgkg | FEARFMEATR

{GN=VAED) BE B

1,000 B, SAREES, MRS, FERER L ONCE, K | BT R L
HEOME, BEEOKE, RERINEOHTH]

300 LA T mPEAT R L LA L

(4) HRESHHR (UYX, BHROKkS)

TYX (ma—I—F L RARUA ME, 15~17 [, M 22 DT/EE) 12 3-NOP Z24HE 6
~29 AR, oS (0. 50, 150, 450 mg/kg (AH/H) L. R 29 BICHR L
776

PRERIIR 208 L, B4R GRET 1~2 HloFE K, Yhafd e OVEERI A& HivT-n3, A
IRIEVEIT A BT, PRBRENM) T DD — R 72 3B O Th - 7=,
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FEMIZ oW T, eIREEIEONT 150 KON 450 mg/kg A/ H %58 C 1 1), 50 mg/kg &
F/ A ERET 2 BIOMHR ARSI S -T2, £72, 150 mglkg (A5 H &% 58E ClIREH H
720 DFERENLSHRRE & Ll U CH B - 72, 25 OFT T BIRAFA9 7280 A3
HONIRNZ &G, BIERETIIRWEEZ b,

WEM T, AAFEaTEE LT, R CIRIRBE T, 50 mg/kg (RE/ H BG4 ClpfT~L
=7, 150 mglkg {AKH/H 58T FFEIKIEEL, 450 mg/kg R/ H 358 TR K OVER
ORI DAV, VB OFGETFARETIL, 50 X 150 mglkg (RE/H & GHEOZNE
1 JEDRRIE CHHIBRO D TER E 3 A B AL, IEPIERZNC R E 2B RIEEN H V. NRIFFEED
BN H BT, £72, 150 mg/kg KH/HE5HED 1 [EORIIEE T/KEFE, IROZHESR
w7 71— UEUEL & OVK iR 7 S 407z, HIRRE R OY 450 mg/kg A5/ B & 58T
(IATEhRE SRS, KEWMRS LR L VO E R RN 5Tz, 150 mglkg AR/ H 58T
IFHEAKIN T B AVTAth, SHHREEC S GRS A b Tz, F2, WEMOERIZ OV T,
450 mg/kg PRTE/ H BEGEECIIME 0 HiE A K O BB 2 5 NS BAHER F 3 A S 4T,
SN DTEREFL I XA IR P8 L & 7 S, BGHHARRER I DWW CIRIRIRE IR AE DS BR &
NTNDZ EROKRERECHALILTWND Z EnD, BRI ITERE DY 2T — X D
HFENTHD Z L6, ENENEERETII W EEB 2 b, &5, 6, 29)

BN B SIEEE SR B AS X AR T 288 & ONEE) O NOAEL
iR T 5 450 mg/kg KE/B LW L=, F7-. AR Dotz

(5) FBESMHER (v k. 3-NOP, NOPA, HPA)

7w & (Wistar Han 5%, 12~13 s, 5 VW/#E) 12 3-NOP % 10 H FEIFRHFE 155

(0. 800 mg/kg KT/ H, #5-B015H DA 1,000 mglkg KE/H) L=, F7-. (S <H
% NOPA }(HPA # #5958 L LT, NOPA % 10 HE&IRAN#ES- (425 mg/kg (AE
/H). HPA % 3 HRIFIkE G (250 mg/kg (AE/H  (FeG-BA 1 KM 2 H DI 350 mg/kg
{KE/H)) XX 10 HRER F4#5 (350 mglkg (RE/H) L7z, G THIC, BEREOY
B ERAZERECL , JRERRR RO A 52 LT,

3-NOP 512 X D FEERITIS T D RIS EAE S, B/ IMRO KN, FEHIE - Rz2eh
LR ONERR HRIZ 81T 2 MR AREEIE ONTRS IR 13, NOPA 585 T H[RIERICA B LT
23, HPA B HRETIIA LR -T2, 7238, NOPA O HPA O# 588813 3-NOP & %
25 HDOD, AKNENE NT XA — X DR, Z DRI HEE STV D, (BHL5, 6,
13)

B EEZESNEE) - RS PAE S, R E R G L 5 EERET, 3-NOP &
U'NOPA CTiRDH BN DD, HPA TIEFRD NN EE X T2, FT2, 3-NOP OIRHNEIRER
BROFERN G, 3-NOP [XANTHNICRB SN D720, FEidEEwE 11T NOPA CTh
5 RIREMENHE 2 BT,

10 0yaEdfExdR, IEhRMZE, KERER. A0FIERD 4 SORZE b S T RIEEBRO Z &
1 NEMEORERS T & ROt 5 Z & T, a2 & I bR fEo = &,
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(6) REMWFEICH TS NOPA DFERBHELEHER <SEEH>

7w~ (Wistar Han &2, 22 Hiiin, &), 4 X (£ —27/Uf, 7.5 0>Aln, 1) KO L

(=27 AW, 3.5 Filim, 1) ORFEAIGHRK - #ifuz 3 YooksE L, NOPA 2RI,
FACS13% - RHIRG, FEIRAIRG, R, PR, F25oBiE & Ol
ROFHW NGB T T v 7T v A 2 HWEBIs 3R (F TR 7 U7 b—20) &
Fhe L7,

@ FACS f##r

NOPA DINT X 2 A5 CREEATRL, FERERNSE) (263 28D T, ARG
HIREUE T > b A XROV L TR T AR bz, —5 T, &l (kL
N UK (k2RI EMREIC K > TR Y | SHIIEEIE T » R TIEEN L7223,
A XTI A LT, VLTI Lz, 7 v b TA LRI ORIN GEFZAL)
I, MR OREEN —K & SN TWD Z Eod, MG OREEIC K 0 ik
DHEBIKTF L TWDAMEEERH 5 L5 ST,

ZDZ ENnD, NOPA IZ L AHERA~ORETEWFE TR D b OO, AFE IR OHE5E
K OVEAAZ B E 52, BHORHAARTIEL Z v aini-, (36, 30)

@ BEFHRE (FFo A7 V)T h—20) gl

NOPA UShIEE & kIRRHE & O TR T RBIBRE Z i L7551, 7y b 4 X, b
TENENA BB & T2y, & ToE R cIH6EE U CRBFRE S
e ARy

Flo, VT MU= T EHWTEANAT = A RTINS AL, AERICERET S8 s 0%
B2 BRI & > TR D Z L AVRIE ST,

TNHDOFRERMNL, T v b, A XEOVLOREE FBE) OMIEIZRT 238 s 1%
B~ NOPA DEEIIEMWMIC LV B2 D 2 LAVRIB SN, FEHEA~DEZ b
HEFEDKFICOWTIIH B TR 22D o7, (BIE 5, 6. 30)

2%, EFSA TIiX 3-NOP & EDORBETHEL DT v FOREA~DEEITT v MIFRER
ROETHDH E LTS, (BH5)

8. ZTDthDAER

(1) FREBEMS/ R

OECD # 4 R7A4 > No.d3l IS s, £7-. OECD A K714
No.439 1252 & Fz a2 920 L7,

AEROFER, 3-NOP 13 BRI E R & 72 o Todd, RIS A BTz, (B 5)

12 BRI A TH D72, BEEEE LT,
13 AU A LIS A XORIT- 121207006, K& SFEOTZRER O 4 e O SO LS
DT — 5 % KA ATREZ R,
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(2) ERRIEESER
OECD 514 R4 > No.437 |21 X BRI ERER 2 F26E L7~
REROFER. 3-NOP IFIE~OREZ R LT-, (B 5)

(3) RERAEMAR
OECD 5 A FIA > No.429 |23 & 28RS ErEER 2 FhE L7~
AEROFER, 3-NOP I3 ERAEE 2 RS2 T-, (B 5)

. EFHEEEICH T 55T
1. BRIz E I+ 551

EFSA 1 2021 /2 3-NOP OZaMEAFHIT L, 3-NOP % FLAPE A M OB A A EhY)
IZ 53~80 mgrkg seefit & I & UCRER L7z, 2 OEEM % Uiz N O
DB LB L T D, 7238, ADI % 1 mg/kg RKE/H LRE LTV 5, (BHE 1,
5. 31)

2. BEEIZHITHEHE

FSA KO FSS 1% 2023 4212 3-NOP Ot a3l L, 3-NOP Z H. AR & OVESiEH
KAEMIZ 52.8~88 mglkg SEafft CEHIM & U THER L7z, 22 ThoH e LT
W5, F£72. ADI X, HEOAETEBERE~DEIZXT % POD %, BMD E0GELNE
BMDLs 95.6 mg/kg RE/H & L, 3455 300 2 VT, 0.3 mg/kg (AH/H 5% E L
W5, (ZH32)

36



V. BREEFEE

3=haFF 7/ —/ (3-NOP) 1%, F0FE—FH (b—RA2) NTEKIND
A B EHET 5 BT SN 1,3- 7 a0 P — L ORI AT LT D,

RNENRERBRDFER ) . 3-NOP [ TEMWMANICEIR SN D & NI RE S, £
1~2 KRR RTINS 2 DR S e < 72 5, 1T o BEITIEL. 3-NOP 13X
#z kv M2 (NOPA), M7 (HPA) ZE4&# T, KiEk/mE CO2 & LT A 18 U CHRE
S, FERDITEIDRFPICERt SN S, TR F-BNOMEDOITTZ6XI2X Y MS
IR SN DRI & . AN OBEISOSIZ LD M2 12 ST AR 23S 2 D,
WFNLE M7 &2 C, KEDITE COe & LTS A @ U Tt E N D, F72, —#hi
M13 ZEOMMEME & L CTHRVIAEND LB X bz,

B Tl 3-NOP 2 - ZIREFE G- U751 sk oW R ¢ 5 M2
ITEERFRN CTh o728, FUZBWTIE, &5 2 BRUET M2 23 S, Z0i
FE 13 AR AT S OSRIRE L ZHE N~ DA 3 A H ATz,

INHDOZEND, RKEEWENTII M2, M7 S0 ERSIL, 2o OREILT ~
FTHERO LN TWNDEDD, M2 1% 3-NOP Ok % FEIAEHEM N DD Z &b, B
W% U CADMEECT 2 vREME 2 B E T~ EWHEIT 3-NOP LU'M2 TH D L &R T,
F 72, MT LD T AERNIGEFIFE L, BRSO H DLW Tldi2n -7z,

BB TIL, 3-NOP 1L, in vitro DIEIRISRAERRAER, ~ 7 R ) Lo fEMla %
FAN - BE FIURE BB O U 7 NI A X — R R A PO - T st T
THLEETHY, b FREMLY > REkE W2/ MERBRIZIS W T H R TH - 7223,
b U ORI N T v A =— AN A A X —fifd & T MZRER Tl 2 s L
77o T ARKONT v b &= in vivo O/MERERITWT L fatE T - 72, NOPA 11,
in vitro DIEIRISBRIEFABRI BT, TA100 KON TA1535 BRCltECTdh-7223, B b
RAYIL Y 7Bk W2/ IMERRBRIFBEECTHY | invivo D N T AV 2=y 7 T M
N8 n 72288 Bl OV BR I AW T b At Th o 72, b D Z &b,
3-NOP (% in vitro D/INZERBROFE RN BHETH 7228, 1n vivo D/IMERBRE & T 0T D
DR T ORBROFEENDNT GBI TH o722 &b, BRI & - TRIEE 72 58
RTINS LT, E72. S TH D NOPA 1T in vitro DIEIRZERE FLRBR OFE
ERBETH ST, invivoD 8TV A == 7 T v ka2 W8 2ER A e
a0 OMOETOFEBROERNNTN G TH -T2 &b, ARICE > ThE
&I DA & LT,

~ A, Ty MROA XOIHAMEERIR T, BEOREILL OFEHE FIROHMEX & OH
X B OW W NG E DWW, BT OEEBMEDOIRTRALNTEZ &b, F/ho
NOAEL /% 100 mg/kg {A%/H TH - 7=,

T v N OEVERENER OB ANMERER T, EORROZEN & ZIUTHE D R L ROZE
b, KRG TE DD, KT OEEMEDIL TR A BT Z & R OMEDOTE(LE C D EiEEZ
£ 5., Fh@ NOAEL (% 100 mg/kg A8/ H Th 70, HEoNAMERERICHENT, +

B« ZEGIC BAERIEE RIS S50 HiL7=25, 3-NOP 134K & > THRIE & 72 51855
PRSI SN2 EnD . FHMBIC S 72 BIEAZRRET D Z LIXAHETH D EE X
77
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2 A TRMABR CIE. 100 mg/kg (AH/ B £ CORGEEOH I L NEEM) O—fi%
RAE, AFEESIRT AL, BAEREI ORI B G- BEhE U 7= BN B D R o 7o 2 &
5 BENM R ONEEMC BT B B/No> NOAEL 1% 100 mg/kg A5/ H CTdh -7, 7=,
7 v RO Y X ORATEERBR ClL, AR Do T,

7 v FOBFEFEMERBIC W T BEEESBIZ S R TeH 5 NOPA&
O HPA % W98 E OGO d M Toi e, £ OREE, w512
%M, 3-NOP O NOPA T b5 A, HPA TIEEED Hl \&%zto
F72. 3-NOP DIENEIRERBR DFEFN 5. 3-NOP IHAN THESCNEH SN 5720
TR EYE X NOPA CTh 4 alREMENE 2 BTz,

I ETESNE - fEMEEMTHE ST, 3-NOP O MRERICBW\ T, HihE
RO BT ER O/ NOAEL 1, 7 v &= 52 B E MR, 104
A TR M OV 23 AR DN T 2 TR D 100 mg/kg (RH/H Th -
2D, TNEMLE LT, 2288k 100 TR L7 1 mgkg KE/H &35 2 &3
WY Bz T,

PAEX Y 3-NOP O MEFZESHMICOWTIX, ADI & L TROEZEHHT 5 Z
MY L BEZDBID,

ADI 1 mg/kg {AH/H
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27 FRROBERNE RS O

e | R & 5 =|EHEEE (mgkg (KE/H)
( mg/kg | EFSA FSA/FSS RiNWZERES
{REE/H)
~UA |28 HE#EA | 0, 100, | 100 — 300
PSR | 300, 700 | TG ERorHIPARE, N2
E. AHHIZRFE
W S
Zv b |90 HREHEA [0, 50. |/ : 100 — HE = 100
MEMERER | 100, 300 | KEEL M OVKSEL b FEH KOS E
I D81 RO K O
Bo@D, K1 *f DWW
TERLOWA . K BB,
T OIEEEDK K7 OEEED
T KT
# - 300 (B i - 300 (e
&) )
52 FEEEME | 0, 25, | I : 100 — HE = 100
FIERER | 50, 100, | FEERLICIIT DK FER O E, A
300 RO R FEFE DWW
M - 0. 50, K OIEBED
100, 600 | ift: 600 (e H K
&)
I - 600 (Fersi
)
104 JEfE1E | #E: 0, 25, | 100 50 1 : 100 (e
PEFEME R OV | 50, 100 | /MO BYETAL | [ 3E R0 | &)
FED AR | -0, 50, | ETRITERIES | JERR
Bk 100, 300 i
HERAMRL | HEREHETIT |+ ? - 225
R L | DR rif”i%né@
T
MiE#53 0. 20. | ##W : 100 — BlEN) : 100
PEEBR & A | 100, 500 | FEHL M O B HEDREE J O
SR AR B R~ f EAE B RO M
A7 —= . HE O [ONEPS NN R DN
> 7B D b D K OW
ity 2
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(It : 29 H
R - 42~
52 HIH)

HE - e
2 TR B D3 7
<. WEBED

fili~HE

2 HARESH | 0, 25, 50, | BlEMW) : 100 G | — HEW - 100 (K
MERAER 100 ) )
(gt : 92 H
fH, M 134 IRE - 100 (B IREh : 100 (B
H ) EHE) EHE)
AT |0, 100, | HEW : 300 — BlENM) : 300
iR 300 fEfR, FEE R, FEhaniE
(iR 6~ | 1,000 &), (REHINE g, RERINE
20 H) OHN OHN
IREh Y 1,000 HEY - 1,000
(e ®) (e E)
EAFTEME R L AT L
oY | RAEFMER |0, 50, | BEMW: 450 (B | — HEW) - 450 (5
B 150, 450 | = &) )
(IEHz 6~
29 H) IREh : 450 (B IRE : 450 (B
) EHE)
AT L Ay L
A X 90 Hf##A | 0, 10, 30, | K : 300 (e | — 1k : 300 (Fersh
PEFEMERBR | 100, 300 | &) )
(150 X 2
1)) JiE - 100 i : 100
—feIRAEDEA L —fReIREEDE(L
#MEFH ADL (mg/kg (REE/R) 1a 0.3 1
NOAEL : 100 | BMDL; : 95.6 | NOAEL : 100
LRI 100 | AEFEMRE | R EC: 100
300

BRI ADT AR EARALAER

Z v I 104 3fH]
BT & O
3 AR

Z v b 52 HfHE
& MM ERRER

104 JARIEMERE
PR O3 AE
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AR, 2 I ETH
AR

ADI (mg/kg &8/ H)

0.3

1

a : EFSA 7VilE U7-fE
—  AMEE R L
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<BIHK 1 : KEMDORFR VHERE>

WA HEERE S 4R
M2 o o— Rl N w = SV = B ol V]
| . (NOPA)
J'I\/\ -~ NQ}
HO O O
M7 0O 3t Fax 7o' F
HO OH
M8 1,3- 7'/ U —L
HO” ™" oH
M9 O A Ecj—.‘/gﬁ‘%
M13 OH OH Lactose
(7B
O D\
HO=—{ >_-.cr o +OH
HO OH HO  OH
M14 D Ity
o} (FRUAFL ATV R)
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<HIHR 2 . REBFIEIF>

[E95) g2y

ADI Acceptable Daily Intake : 77— H B

AIG Albumin/globrin : 7V 7' I /7 a7 v

ALP Alkaline phosphatase : 7V Y 74 A7 7 X —F

ALT Alanine aminotransferase : 77 =73/ h 7 A7 =27 —F

AST Aspartate aminotransferase : 7 A/XT XTI ) KT AT
=7 —F

AUC Area under the blood concentration time curve : L H EE—RFH
HIHR T g

AUCins Area under the blood concentration time curve extrapolated to
infinity : SERAKRHH £ THME L7 i AP FE— R R T s

AUClast Area under the concentration-time curve till the last
observation : ¢ 5% 0 Wi~ & fck&E B & C OJR R dhift
TR

BMD Benchmark dose : X F~v—27 F—X, —ED BMR #t725
TS HER

BMDL Benchmark dose lower confidence limit : BMD OfS#EXfE] D
FRAE (4 FRRAE)

BMR Benchmark response : H&MIGCHARICIIT ANy 7 7T 57 R
Bt 6 D s ED AL

CLitot Total Clearance : &7 U7 7 A

Comax Maximum observed concentration : f = I FHEE

EFSA European Food Safety Authority : KRN £ 52 2HE R

EU European Union : BJME A

FACS Fluorescence-Activated Cell Sorting : ‘& A akAMI H B4y Bk

FSA Food Standards Agency : ZE &5 FYEfT

FSH Follicle-Stimulating Hormone : JRfa#ifiga /1€

FSS Food Standards Scottoland : A= § 7 NEGLIEUER

Hb Hemoglobin : I A3 &

HPLC High-Performance Liquid Chromatography : i#iEi&k 7 o<
777 f—

LC/MS Liquid Chromatography Mass Spectrometry : {iZ{k 7 v~ ~ 77
74— - EHEOIT

LC/MS/MS Liquid Chromatography-tandem Mass Spectrometry : {fZ{& 7 &
~ NITT =BT NEEGHT

LDso 50% Leathal Dose : -5 E4t &

LOQ Limit of Quantification : E&=RS
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LSC Liquid Scintillation Counter : #&f&> > FL— a7 #

MCH Mean Corpuscular Hemoglobin : “E#RMEK~E 7 1 B

MCV Mean Corpuscular Volume : I RIMERAFH

MRT Mean Residence Time : 7 EERFRH

MRTins Mean Residence Time extrapolated to infinity : R AEHE £ T
SN U T2 - R IR

NMR Nuclear Magnetic Resonance : £z R 4EE

NOAEL No-Observed-Adverse-Effect Level : g4

NOEL No-Observed-Effect Level : #E/EH &

OECD Organisation for Economic Co-operation and Development : #%
T I BRFE IS

POD Point of Depature : H¥&

RBC Red blood cell : FRifER (%)

T Half-life : -)8HA

Tlast Last drug concentration time : Fef& A HIIE s i R 2 R ]

Trmax Maximum drug concentration time : #x s ML 2R

TG Triglyceride : NU 7 U&U K

TLC Thin Layer Chromatography : g2/ n~ F 777 ¢ —

Vdse Volume of distribution at steady state : & HIRAEIZ I B
&

Vz Volume of distribution at terminal phase : H&ARIZIIT 55540
AFR

WBC White blood cell : FHIMER ($%)
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