(19) e AR X FEE RN ZIRE

4D (12) £B3E FIFR A

(10)ERIF /NS CN 109444436 A
(43)ERIE A% H 2019. 03. 08

(21)ERIES 201811549126.9 GOIN 21,76(2006.01)

(22)B1EH 2018.12.18

(71)BIEAN M2 B AW TR B A PR 4 ]
Mok 450016 VA7 Rd 2448 M T 8 BF R ARFF R
X & FF 5+ T RKET1995

(7T2)&%BEAN JEBSBH S BAAE B
King FRETS  FIRE AT
P=det
(74) T FRIBAA BN 7T F 55 i (il
aik) 41114
RIEAN THE
(51)Int.Cl .
GOTN 33/74(2006.01)
GOTN 33/531(2006.01)

GOTN 33/543(2006.01)
BORIESR 10T BEWI458TT FHAI 10T

(54) % FR &5
B 1R 2R R S R TR

(57) 1% R AR SHPLOE R 1%
RRUIATFT Ml EREROb iR Sk vetmnc s N

WAL AT ARG AN RS ok P o

ol R AR E R B A W EIRE Si 5 e vpoti s o

MEARRGE, B EIREGRE R RRE SR § o ,,..---'s'"'j

BT RIS 5 REAS AT A 30 R 5 (037 & 4 g

HPLCIE R (ng/mL)

B WAL, AL AR D TR T IR LA
T I B A S, et SRR 2
R 2 A T LA % PR Ak B IR
R PSR TR 4 B LR R, SRE—
A D 2 O T AL AT A7 R, BT A DA % R B
G I R B A R IR IR LR , 45 2 b
FRAC A I 52 R 25 0 07455 , W B ) A
R R A AR W R R RO
© B, B R HE AR SR WU 1 B0k L B 1R
= YHfRI RS

6

CN 10944



CN 109444436 A W F ZE Kk B /1 7

L= IR ROt S B R MR &, AR AR T B AL I R B AFE A FT AL 2 R4
Hrp

BT (R I 28 G A0 468 B B sl B] B2 B 6 5 b IR R DU (B A Ak, B B IR R PRI
T, 15 AR BN B T RS HE s

B iR FEAS T AL B R G (045 & S RE, Ak 7], AR A0

2 MRHEBCREE R LB IR 0B b 2 e S B R Ml ) &, AR AE T« BT iR BT ik 7= B2
A RIGE Y BE B B oK1 S L ATA YD B oK U S LT A2 0 e e T Tl B A et A A 4
Fify 1 25 b — b

3 MRHEBCREE R BT IR 0B b 2 e S B R il ) &, AR AEAE T BT iR SR Al 3 N B
H B R ARG R SR AN, HAE IR E 1/1000~1/20000, H g2 rhi A5 1~50 g/LAJBSA
HHEEA.

4 FRABEBCRNE R VTR BB R R e e Rl ) &, AR T i F iR &t
AR B T B B 22 T R LA, T I8 (] AR LA P AR A R R R SR B AR FLAR

5. MR AR R AFT IR 0B b 38 e e B s Ml ) &, FORFAEAE T« B i PR Ak 1)
BAEN0.1-8um, RANEEHE —Fhak 2 MG METhRE ] s Frid T AR ZPiikn] LLUs i Bk
(i) 22 B0 485 1 5 V2 B0 T A PR ek b, ] DA AR 0 T Q7 s B Hp O 2 T P Al ek
k.

6. MR 4R LSR5 BT IR 0B b i 2 ' S e R Mk A0 &, AR AE T BT I [) 22 A0 40t 1
PERER R IE I FITCE P I TCHU AR Bla it 28 — kb AT () Be et

T RIEBCR R LBTIR BB b 2 e S B R k) &, FORRAEAE T« BT AR v i i
B2 B Tk B MG 3 5 36 Bl 7 Ong /mL ~ 200 ng/mL 2 8] ) 22 AN AN [5)  BE A R AR v
i s FLEE R LS A 1~50 g/LEY AR I H & ARG 7.

8. MR AR R 1B IR 0 B b 2 e S e R Ml ) &, AR AEAE T BT iR & 4R AR R
g AR 7 S RSB, 0 A 23 R 5 I A 2k R o AR e Al W o RN A5

9. MRHEBCR R BT IR 0 28 ' e e Ml ) &, FRFIEAE T B i ek 77 o —
Ut AE PR AL AL TR AL FE 6 (KR IEE FZ2E) ORI FAME W lis JN-[6- CEM R AL Ok
F 162 HE O RRN-BE AT I i Bs sN-BE AT W = S0 E MR A O IR .

10 FRHE AR ZE R LT R b 2 6 S S A a7 46, LR AEAE T« Bk R B f kil
BFG ) LA E-0-H B BB K £ B e -N-F SEFE RS I s (VR 0.5 mg/mL~1 mg/mL.




CN 109444436 A W OB P 1/8 I

B LRFELARERMAFIZ

RAR G
(00011 AP R AE MR IO, JCHAR W Je— Rl B E RO e e ter It & o

EREA
[0002] 'B FjEER (adrenaline) f& N'B _F IR 7 WART — FhigER , & T o Jok AR R0 i 2 4 i v 1)
— PP OB AR 5T, AR A N B R AR PR A RS IR R R —
K E-N-H F R M (phenylethanolamine N-methyl transferase,PNMT) HI4EH ,
EEHE EREHELERE IR EREMZEE . 29 R G AR
GERE H R H— NS PN AR AR R ZE IR IR LA AZ) Fl— AN & B B 4 R AL &40
[0003] E”XJ:H;?HEW@%%*,O. 5%~ 1 %1 W % 24t M 83 1) A2, W A6 R 4 o e 458 B4 ) i
KR LA B FL W 50, Wl PR 32 224 ) LA M Jigast i RO bR, 5 | e 4o 8 1tk oo e 12 1) v
I A 2 A28 B B DIRE S AU AL, B3 AT ISR O L 20 IR 2 R SRR AR
R ) 7 T R R A o e i B I R A o ARSI T LUK AR AR L, EEE AR T, B
mIﬂlE%ﬂTEﬂﬂlEﬁX%E’J?@ﬂ_‘ H R R I 25 P L2 T fi RS 2 12 W7 I B 4 P g i L
W= FBCIER B BOE AT AR B e O £ B, DL A2 ) L5 i
H‘Jﬁ%ﬁ%ﬁﬁ)ﬁﬂwﬁ?%
[0004] [ i L JB 3R 1A T 47 SRS W 5 92 2 LA v OB £ % (HPLO) < Bl BB B W
B e (ELTSA) AU G2 I 5 , (HHPLCHFE R LU 3 A BiA i L0 e s DAt &0 e, i I ERG O
95 I 7 2 ot = YR ff A AR IR 1

LZBAAS
[0005] A H AL T-H& it — PR A A OG0 BRI R 2R 2 &g AT R DA k7
B AR W S A IR 1 S B2 T AR T SR A A B
[0006]  JYSEN B H ), A K BT RECT R AR T %
AR W FTR I R R RO S M) &, B FE A I R G AHT AL BE Rt s Hor
FIr 3k Ao 0 5 6 B, 4 B A B R B A AT B B R SR U A A B B R R A
W, S5 N T 7N B i RS T b
FIr R EAS T AL B R G B0 55 B S RE, WAk 57), A A0
[0007] P IR BTl 7 R0 9 4 W Y WE B B oKt S AT AR S oK S AT A
PERERR G (ALP) BUBUR i S AL Y (HRP) A i) 2 /b —Fofr
[0008]  Jrik o Al Z N H A BUR AR AEAL I SE AN ER , FLAE AR B2 291/1000~1/20000 , H 22 i
WHES1~50 g/LEBSAEH B, WCasein, RS,
[0009]  Frik'& bR ZRPUAA i v B BN 22 vu B AR, T I [ AH A4 1 A AR D B
BR, AT DA B Bl AN I LR S
[0010] PRIl RAPEISERIK BAT 0. 1-8um, R AEHEA — Fhal 2 ME 1t ThRE EE A, AHEHEA
PR T--COOH.~NHz—OH, HA #E M Itk 7 /5 R Rl e wi Ak, , CE4E W37 Ja I 2 1) I
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PE s BT b R s P aR T DL B B2 B R B B 4 1 7 R B T PR sk b e DL DA BTk
VTR ) B AR S B A FE e T MR |
[0011]  FfF ik IR) B A0 A b 1k A Bk R S FT TCEEAF T TCHU AR BRGE i 55 — HiiA HE47 1A) 260 4%
[0012] P i AvE ft 9'E _ER R B iRk B AR B =5 Y /£ Ong /mL~200 ng/mLZ [H] {1 2 />
AR R B 5 1) R HE i ez i AL 1~50 g/LEgAF s A & 3 ARG R 7.
[0013] AR BHFEASHT AL FE RS b 1) E SR 9 i =0 — B s 53 14 5 R0 o, R 3 R o A
8 R T R TN 2 AR g P SR A I o3 RN e 7
[0014] P IREEAL 59— i 2E W) 2R AL I BEAL R, B FEAEANBR -6 (Eh REBE P i 8) LR 3%
T S e i WN- [6- (R Z RS O 2 ] -6 22 O RN 3% 1 5k I Jie 196 N33 B I TP 2 26—
EVFERACTRS [ R N0.3~10 mg/mL, ZZ PP BCNBERR IR IR IR AL 22 vk R
[0015] P i AL G038 ) LA T —0— HR 2R RS Il (COMT) 2K 2, I fie-N-FR B AL B g (PNMT)
& FHIREN0.5 mg/mL~1 mg/mL .3 it FH 0 B SE AR QLR (EANBR TSR 1 Y At 1R
(SAMD IR RE MED =R O REE =2 O N BREE - f8 W E0.05~1 mg/mL. Firik
(K122 P APBS W Tris—NaCL. Tris—HCLH [{4F —F, pH=5.0~10.0.
[0016] A& BTG A B i

L XS FE AR BEAT 1T AR B « JR I B I A AR I N 2 P e e 1 S AR A o, BB
PEEUE  IMNBRAR ), MR AT RN 10~50 min, SR J5 125 A [ B BEAL R0 L 0 b T i =X —
W SE A RS R e R0 . 5~2 h, Z JE N PR AL B 1A W 10~100 nl, 2 8%0.5
~2 h, KRB SR A AL 2 I R, A8 FHAutoLumo 4 H il 73 A ST A U
[0017] 2 &V

2.1 B EIRFEPARSFITCT bR R PR AU Y A7 78, Wik BB A 5
BB R PR R B R HURBF I TCHUA , He BRI D 380 s a  AbHE JE R HE f FFEAR 10
~ 1000143 HANNASE] # SN FLA s b I 10~ 5001 B R B 57 W, 10~ 1001 ] A TR 1A K 5
c 37T CIRE 15~30 min, B TR RGBSR d IIAB0~200ulbRiC A - BV S5 AT
W ;e 37T Cil B 15~30 min, B TR TIHVESI £ OIMA KGR, 5 MDGAS 5 58 L
g TR I o s S 2, ARAR R AR DG BT R A A A S EIRR S &
[0018] 2.2 "B LR UL E BBy SOEE TEROR: , e B IAE D BN a0 B 5 12
7 i AR A 10~ 2001143 53l IOANAS [B] SR FLH s by I 10~ 500 T REFORL &7 s ¢.37°C
HE15~30 min, B THIIAEE RGPS dINAB0~200u] ARt 2~ BV SR AN VAT s e
3TCHLE15~30 min, B TREIAEE NIEVESIG TN KGR K5 558 s gl It 12
T i O T 2% AR B A AR DU 5 B T S A DUREAR S EIR R S
[0019] AR BH R F7S SUE bR, B GG AN R BRI S b R R v i, LI e A
[FE) A JEE s 55 ) RS Y ot ) R DAL 5 SR SBIEL 5 43 nll DA AR FE AR R Xl , R DA I Log A A Y Bl , AR 9
(Lin-Lo@) WUZH 7 iE# AT Hh 205 .
[0020] gt FH b 3 ) A ' b i A B 1) 2 B 4 SR 4 E B R e S B A T A
FIT I 27 56 5 88 3 BT AR 3% AutoLumo 4 B BhAG I 4 A A O M 22 B AE ) T AR A A
BRAFD o
[0021] AR BHMIAL M AET iR TIUAE T D AREAG M 7 VR Bl 5 A2 , Je Xt PRk i ¢
HE b R 2 T A DA R B AT A, R R R I R S S AT A T B 2y B B R
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7 K — Ui A E YR AL I IE AL 5 &=, A A0 DL S R 284k 5 1 B IR R A AR IR 0l 9
SN G 5 S TN BE R I R SE R R B v, RN B FEAR P 'S EIR RSB AR
PR R B RS %5 B =, R RO B H R SIS I B 304k , B)) 7798 6 A1 ML IR I PR 2 17

B 135 BR
[0022] [ 1/ A i Wl & S HPLCH) A R DR

B A
[0023] " i 368 kL Ak SIC ot 451 % A D B i B 0 P U B, DARE T AR AR RN B 3
fift o
[0024] AU BH St BT B _ERRZEPUAR B PR R R bR Id R ER ) (HRP(ALP . &
Kb AT B oK LT N0 PRI T AN SE T A HE ARG R A Al .
[0025] A< BHARFF & b AR VR AR K R 5 20 43 (9 i e i &5 — e A B R R PR ) ik
FIBAMELEE DL e 253X 2H 20 TR b 37 A 2 25 4 55 35 mT DL 42 BRI Ja A 1) o A A E 04T, 79
FHIRAT VA 8 B AT o A S BRI G 00 77 92 Hh R TR S IR 458 4R 20 3Rt mT 2 IR P g Al 1) 5
A EREAT .
[0026]  Sjtafoll e85 b 2 R S e A R

1 i) % ] AH # AR AR

T Ve AR VIR A VR ) ) 6 = 7 ST 3 P ) e A D 28 0 1 O SR AR B O PBS 2% iR
M2~ 53 Ji5 {8 FHEDC NHS B — B HEAT VG Ak v 10 J5 I G MRk 5 IR 95 ~40 ng/mLIT)
PrRIE A I BAT — TR AT B, B S R M TR e T T S 1 R RV B T )
ERIEHE,2~8 CHEMRTRH.
[0027] R I T7 T il #5 a BEAHORE 422 56 — AR b VRETORE B BEPTE T TCHUA | ¢ Ok
BT F R R PR RN 2
[0028] 2. il & 3% A IEFEan BRI W

T 5% L A Tris—NaCL (0.05-0. 2\ 21L& F 2L FH BSA) (0. 5%4%) & &L Ak (ADP)
(0.5%2% Py 1E T 2 B R g (IPBC-11) (0.5%2%) 3 £ —-E#-4000 (PEG-4000) (0. 1%~
2%) TC fh1 Pl V5 VB B VIR » P 4% 11 5000~ 1: 50000\ 36 FIZ & B R ), 15 Fla B -
HRPYATR b 32 AT -ALPIAE TR « o« SR AR BRI (FTAEYD W d R R R-RE Kl (T4
YD T e~ SRR - NI GEH T € 2R A2 Y WE Bg VAR A3 51 52 ~8 CIR 74 H o
[0029]  3.H#il&H _E R R PRI

T A% L/ Tris—NaCL (0.05-0. 2\ 21L& F 2L FH BSA (0. 5%4%) & &L Ak (ADP)
(0.5%2% Py 1E T 2 B R g (IPBC-11) (0.5%2%) 5 £ —-E#-4000 (PEG-4000) (0. 1%~
2%) TC | 0 AR VA VR BT, FE % B0 5~10 ng/mLINN'E _EARZ UM, B I PRI IR A1
5] JE2~8 CIR-AE45 .
[0030]  4.FITCEE#'E bR PUARITE H &

FIHChadwickiZ , K2 mg/mLiI)'E IR Z U pHS . ORI i R 2h 2% phifi b, B T 0K
b, I3 % BR RN /K BB RFITCHE INN200 ng/mL, —HZERIRA , fE0~4 CUKFH , ERE
TIERFENL LR FE18~24 hRMRE, 456 5% E . BiridE LRRusEmE O,
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2500 r/min,20 min, R R DERVIED, FENEN S, BB T hesfH, FHpH8. 04
hK0O~4 CUKFBENT IR o
[0031] 4k J5HIFITC-E FHR B HAIZIR0.5~10 ng/mLANALL FVER R HIFITC-1 |
MREPURIEI IR G S E2~8 CIRAFAT
[0032] 5.l & & &R

FREXL.0~5.0 gl = fds e Mg A BT 17250 mLBEArHh , IiA50~250 mLAfifkIK,
PR VR, BUE A MR, B NN 100~500 w1, 38 i ) % B A 35 5000 A, Bk ER37 °C
.
[0033] 6.l & EE LT

T EARFRIN, N- B F R e (OMP) , FREGE S EAL 77, in N DME AR A HL 58 4= 15 i
A I TE /K B (CaHs01) , B R 2 28l (PBS, pHoN5. 0~T7.4) , LI BEAL FI K FE R
1~10 mg/mL, iR & EE2~8 CLRAFRH.
[0034] 7. ffil] £ H HE AL B W

53 AV AL B R TR, DN . 25 mLESlifb K 34T 15 A « B0 i) FF SR ARV T (50 1~
0.5 mg/mL A AR \COMTEFZZ % (1 mol/L Tris—HCL) %%, ¥ FHETF&/AFR 1 1: IR &
GREJE15 minNERD .
[0035]  sEjifsl2 Ak BB & A FH 7 i

L EEAS AL B BURBAS RE A 10~50 wlF M — By g Ay ik, in A 1000~
5000 wlfHEELZE R, IR% 4% ERE50.5~2 h, BRI, N2 mLIgZlithoK , 5% 4%
FEH2~10 min, B EBAR, FAAL100~500 ulffHEELZE M, BFLIIAN10~100 wl ik
PARF, SERIVR 2T, IR % 28 B 3% 10~50 min, £ T, N2 nLiaith /K, IR 88 b
%2~10 min,WHL100~600 wlBEMZ MR, ik ar FEH0.5~2 h, B Fi510~100 ul
RS 96 S AR, I B AL VAW 10~ 100 ul,¥R% %8 FE¥%0.5~2 h,f# FHAutoLumo
4= [ BT IS AGEE T R
[0036] 2 f& N : LA SR AR IE BN B 5 _E R TRV R DL S d FH R B Vel 4l
AR T G5 A1) < 7 5 AR R 43 T30 N 8 3o A 3 F R 4 ot RREAS , e B340 45001 /L . B 5L
3N BERORE IR AR 20 1], FER50 ul, PRS0 vl JBA) 537 CiRE15 min, PEl
eIk S FLIMBESE 4100 1, VB A1fE37 CIRE 17 min, BRMBER6IK, B L2 I
JEYIATR AR YIBI %50 ul,JBA1fG1~5 min AR A S8, 108 e A v i bl 28 ] 5 LR RE A 1)

WS AE -
(00371 Shtafi]3 A< WG I PERE VAR

1 R

2 H R OB : 5y BT OfE K 22 A M PRFEAS , B FEAS R 3R, 34K, 15 3160145
AR i

2L (LOD) : LOBHA5E Ji& , ULAE 53 Ab T 1 ~ AR5 LOBIRIRABL G PREEAS , AN FEAR R 39K,
I SEAK 15 2160 HHE ;

Ihfe REBE FS) « K FILODSZ I o (5cdl , 54Nk FEREAS A R M3 vk, s SL 4K , AN KE
KARFN24NGE R TG A FEA I 18 L SDRICV%, 5 21T 20% 1) B N ThRe RS ; tnR 1A
7N

’



CN 109444436 A

" BB B

5/8 Tl

R AR IR G R B A

R 1.2 S
H 14k (ngml) | 24 (ng/ml)
LOB 0.112 | 0. 103
LOD 0. 291 ! 0. 264
FS 0. 301 | 0. 331

HI R AT 26—k RE W vEE AR I HE O 9 FE 520,301 ng/mL, 55 AL BEWE HEHAR HH I

FEE0.331 ng/mL, 23 R R,
[0038] 2. & % Fi G vl

4 53 B9 AR AT G 8 P ) Y 42 i A P v / v ARAELREAS , BRI 5E 20
U0, THERLIN 2 M BE R AR St DM 5E 5 SR BRI 222 3R B PT

[0039]

R2 AR GRS o A



" BB B

CN 109444436 A 6/8 1T
O 4 it b ARSI T
514 424l

Byl (D (fEC{ED) (i) (i)
ng/mL ng/mL ng/mL ng/mL

| 123.07 56.71 132.53 56.61

2 125.89 68.78 136.55 67.43

3 133.80 64.72 123.17 54.74

- 147.64 59.45 148.54 61.83

5 120.26 67.57 130.85 66.29

6 142.20 70.55 142 .46 60.61

7 142.21 65.11 142.13 54.54

8 129.52 55.95 128.94 65.90

9 137.24 59.75 146.87 59.48

10 141.05 64.43 138.93 53.90

11 144.14 61.23 153.85 60.88

12 131.33 59.95 142.04 68.53

13 125.24 57.18 134.74 57.06

14 127.47 69.12 138.14 67.75

15 126.38 57.42 135.89 67.29

16 14798 66.53 158.88 61.90

17 122.64 68.09 133.25 66.77

18 142.35 62.32 143.19 60.76

19 133.85 60.49 144.59 63.04

20 155.08 59.05 146.07 63.34
FHE 133.91] 62.91 139.76 61.86
SD 9.95 4.63 8.59 4.76
ﬁfﬁﬁ 743% 7.36% 6.15% 7.70%

RS AR WY A AT
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PO N PRAPRAK SR
B o 2 4tk
BT (D | OPfED | dRED | D | D | (KD
' ng/mL ng/mL ng/mL ng/mL ng/mL ng/mL
| 142.00 87.17 27.75 136.79 85.20 29.14
2 148.34 71.06 24.99 142.90 89.01 2245
3 146.41 89.88 28.61 141.04 87.85 23.05
4 142.68 87.59 27.88 147.44 85.61 29.28
2 142.02 87.19 27.75 146.81 65.22 29.15
6 139.33 85.53 27.23 134.22 83.60 28.60
7 142.23 87.31 23.79 137.01 85.34 29.19
8 127.61 78.34 2494 142.93 76.57 26.19
9 149.21 79.32 25.25 124.47 77.53 26.52
10 132.56 81.37 25.90 127.69 79.54 27.21
11 143.41 88.04 28.02 138.15 86.05 29.43
12 139.72 85.77 27.30 134.59 73.83 28.68
13 132.97 81.63 25.98 128.09 79.78 27.29
14 147.50 90.55 21.82 142.09 88.50 30.27
15 141.77 87.03 27.70 136.57 85.06 29.10
16 137.43 84.36 26.85 132.39 82.46 28.21
17 128.03 78.60 25.02 123.33 76.82 29.28
18 127.74 78.42 24,96 123.06 76.65 26.22
19 145.43 69.28 21.42 140.10 87.26 29.85
20 150.99 86.55 27.55 145.82 84.60 28.94
FHE | 14037 83.25 26.04 136.27 81.82 27.90
SD 7.23 5.89 2.02 7.73 6.01 2.13
5t AR 5.15% 7.07% 71.77% 5.67% 7.35% 7.62%
CV%

T2 RIGIRERW] AL 57 RBUIY /N T-8%,

[0040]

[0041]

3R AT X N 25 1%
ERERE LR 2B R R EIRER PR L T EIREM e 2 A K
BRI &E R TH0, 45 R R RAPTR .
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&l R %
Z [N« <0.01
B FRE <0.04

AE XS i B LR 100
Y EiRE <0.01
LY PR <0.01
Flig2 <0.01
AL AR AR IR A AN 5 BEAE X RS R /N T0..05%, 6 A S i £ T

T

4 AR B PR BE 25 1%

FH A B AR5 &5 FHPLC =] B 0 52 4051 AR 2 WK B g B B4 A v I PR 6% 40 i 9
JE S FOIR 52 IR WLRE 703 258 IR FEAS , SHPLCAH G W& 1:y=1.0237x+0.1415,r%=
0.9504 , 15 BH AR5 65 7T DA FH R 8 465 4 Bt S 1) A IR 2 W VR 7 $2 4L 35 B

10
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EBRRMERE (ng/mL)
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