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The present disclosure provides a compound represented by Formula (I) and a pharmaceutically

acceptable salt which areeffective as a dopamine reuptake inhibitor and a method of using the compound:
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wherein X isindependently halo, alkyl, alkoxy or nitro; mis 0, 1,2,3 or4; nis 1 or 2; R; and R, are
independently H- or alkyl; R3 is H-, alkyl or aralkyl; and R4 isH- or aryl.
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(Daytrana) * & 2 B N, (Quillivant) — XL B EHE K &S -
B 9% %%

[0068] X » 7 5585 2 X 55 — HE 4 1% 2 fit — 7 40 %1
ZRBEBVMCSEEEREEMERZ ik BESZH
MBFEELERNAE, —BARSBERAOZILEDRE
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B SERERKEMERSSE N BEEEED
"ADHD - fE—E Pl - LG R ABERS HE » G

96734

HEZBYMETEEERAEZ B EZEADCALEY
RESS LTSS IHBLBREARY -

[0069) ABEHZ FEHINEEFEARAE  HA
FERHREMSY  HHEWHALEBY -

[0070] 7 ADHD WEEL > FHEER KD B
EHEHARFBE - BHEEBRERRD ADHD 57
CEBEHFAEAIETSERREE N R NS ® E
B M RARHEAUMEED RS EH BN FET USRS

[0071] ADHDHEXEWVRERETFEEREZEY  H
MERREESERES ZERERCENLESEKEE
e /£ B AN 5% % (caudatoputamen) F #H ZE > (EBIRE FEFH
fE - EADHDRE L BEXTFRHNENREEREEEZW
SPECHREFHRAEHEHEEZEMEPEDM AL CHHRBER
EWMGEH (—ESEERELSERRSERTBIER)
LARBES - £ ADHD /N B ERBRIAZ TR KB NAHE
VT EXRIEZBWR  THZIEHAHBEYSTER
HERHEEMcEEME $TRIERMEEHHEGR
AR MEBEEE -

[0072] EEBZEEHRBREKIDNGFB cHERZ
P ARXBHCAEY  EENEZEHEZ LTEZZEHBES
Ho RBLUEX 0.7E 7,00mg 2HERTFHRSE - HEE KX
A T0ke L —MEAERAME REEEARST ke B E 0.01

%
1%\
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B mg S HER - AT FEACEEEHET RS
T ER . RABRNBEERLOVESRTNE  REBE

96734

WL BRI R B R T2 B R4 B S B
- |

[0073) A4 3% T 3t % 6 B LU TE fu B6 AR A B8 B EL IR
M EEARBRE MEARBREARY -
% 15 B
HMA 1 E S EERNE (GEBEEEFRERY

B R

X
J

[0074) fF 2-FE & -3-FEKF-1-F (1.984mmol)iF ## 7£
CEFRFERKBEPRIDP BB 0.9ml Teq) & & B 5
(774mg > 6eq) > IR ZREEESYWER 1| X - BIOKIU
RIEREBRL IN NOHBERBEREREEYWHIME pH 72
- _EFRENAREIXR EMBKELZEFTNREE
TR BEH - FUEEEBRE_RKRFRFEURIB S
L HCIERFURE - BHEMBCUBRYUSEE 2-KE-3-
FENE BERB)KREFRE X BERE -

[0075] 1H-NMR (DMSO-d6, 200MHz) 6 9.79 (br, 1H),
8.26 (br, 3H), 7.33 (m, 5H), 7.18 (br, 2H), 4.19 (m, 1H), 3.98
(m, 1H), 3.68 (m, 1H), 2.93 (m, 2H)

BEdl 2: QR)-2-BEI-FERE KEREVBREFR
FE & H B R B
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96734

o o
T
i o

[0076) RAEMA 1 252/ - 6 A (QR)-2-BE & -3-
KEF-1-BRR 2LBE3EER--EESREY - 83
QR)-2-BE3-EERE MEBLMEPBRE BBRB.

[0077] 1H-NMR (DMSO-d6, 200MHz) 6 9.82 (br, 1H),
8.19 (br, 3H), 7.33 (br, SH), 7.17 (br, 2H), 4.18 (m, 1H), 3.97
(m, 1H), 3.65 (m, 1H), 2.94 (m, 2H)
HHEH 3 QR-2-(BEWNERE)IEERNE (HEBHE)
B OB R OH BB

O o

OJJ\N/U\NH

HC™ o,

(00781 HRAEKA | 2BF EAQCR-2-(ERE
BE)I-FER-I-BRN 2-BEI-ZTEN-I-BFEXE
7  REQR2(EREREE)I-FERE EEBRE K
EFRE HRE -

(00791 1H-NMR (DMSO-d6, 200MHz) 6 9.87(s, 1H),
9.64 (br, 1H), 9.10 (br, 1H), 7.33 (m, 5H), 7.16 (br, 2H), 4.25
(dd, 1H), 4.04 (dd, 1H), 3.67 (br, 1H), 3.51 (br, 1H), 2.92 (dd,
1H), 2.49 (dd, 1H), 1.25 (s, 6H)

BiEdl 4: QR 2(ZHRERE)I-FERE EEHRE)
FEFRERELERE
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96734

o o
PPN
07 N N,
g
HC™ “CH, .

[0080] HAE®ES | ZBEF EAQCR-2-(ZFE
RE)I-FERN-I-BENR 2-BEE3-FER-I-BEEFRRE
7 REQR2(ZCHERE)IFERE EEKRE)K
EFERE G ERE -

[0081] 1H-NMR (DMSO-d6, 200MHz) & 11.29 (br,
1H), 10.05 (s, 1H), 7.34 (m, 5H), 7.23 (br, 2H), 4.33 (dd, 1H),
3.99 (dd, 1H), 3.84 (br, 1H), 3.41 (s, 6H), 2.97 (dd, 1H), 2.94
(dd, 1H)

Biadl 5 QR)-2-EE-3-Q-AFE)RE WEREZIKE
FEERELBRE

oy,

[0082) #®AEWS 1 <BF » &K (QR)-2-IF%-3-
Q-BFE)R-1-BB - HClR 2-BE-3-FER-I-BEER
Y B2 QR)-2-EBEE-3-Q-EFEH)NE (BERERE
HEREE C EEERED o

(0083 1H-NMR (DMSO-d6, 200MHz) 6 9.71 (br, 1H),
8.50 (br, 3H), 7.48 (m, 2H), 7.34 (m, 2H), 7.15 (br, 2H), 4.22
(m, 1H), 4.02 (m, 1H), 3.70 (m, 1H), 3.14 (m, 2H)

B 6 QR)-2-KE3QAZREENE (BEREL)
BEFEREAREHERE
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96734

cl o o0
; O/U\H/U\NHZ
cl NH; o
[0084] HHRAERS | 2BF  #HQR)-2-KE-3-
QA-ZREE)AN-1I-B-HCINAR 2-BEI-FERN-1-BER
KEY  BFEQR-2-FEE-3-Q4-ZEEFEE)RE (KEK
BE)REHRE BEKRE -
[0085] 1H-NMR (DMSO-d6, 200MHz) 6 9.82 (br, 1H),
8.23 (br, 3H), 7.66 (s, 1H), 7.49 (m, 2H), 7.18 (br, 2H), 4.26
(m, 1H), 4.00 (m, 1H), 3.64 (m, 1H), 3.09 (m, 2H)
BEREA 7 QR)-2-FEE-3-QA-ZE&EFEE)RE (EERE)
BREFRE BRE

[0086] H®RAE®H 1 ZEF > £H (QR)-2-FH-3-
G4-Z&KFEE)RN-I-E-HCIRR 2-BEI-FER-1-BER
REY  #/EQR-2-BEE-3-CA4ZEREFEE)RE (BE®R
E)REFRE  BRE -

(0087 1H-NMR (DMSO-d6, 200MHz) § 9.82 (br, 1H),
8.25 (br, 3H), 7.65 (s, 1H), 7.62 (d, 1H), 7.34 (d, 1H), 7.18 (br,
2H), 4.26 (m, 1H), 4.00 (m, 1H), 3.72 (m, 1H), 2.96 (m, 2H)
Bl 8: QR)-2-MEE-I-FEWNE BEBRE )FERKE
HFRErREHERE
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I
O ™
o on
[0088] B QR)-2-BE3-EEAE TEKETFE®
BS (11.932mmol) ¥ R 75 = & FF 52 o B 1A vk ¥ o ¥ I A%
B (3.1ml » 4eQ) B RB A (5.39g > 3eq) - BHF B2 REES
W 1K o W K LA Ik R JE B LU IN NaOH ¥ & 4 R &
EEVBALE pHSE0- UG FBMENARE I X &
MBS SR ENETDBE > S5 - 6k hEgE =
AERIBEURZBTZ ICIARTFURE - BEFEZ
HBYLBIQR2EESEENE (BERD)FER
EEEME A®E -
[0089] 1H-NMR (DMSO-d6, 200MHz) 6 8.55 (br, 3H),
7.84 (br, 1H), 7.32 (m, 6H), 4.30 (dd, 1H), 4.06 (dd, 1H), 3.72
(m, 1H), 3.18 (dd, 1H), 3.14 (s, 3H), 2.90 (dd, 1H)
EHEO O 2- M H-3-(4-BEE)NE ()T B

Be e HOEE R EE

o] o)
jepnaas
' H
NH, cl™
cl 3

[0090] HAEEFIZERF B M 2-FKE-3-(4-&
A2E)NE BMEFRENAQR-2-BEIFERE
FEBEFREFEREY B3 2-BE-3-G-EFFE)R
E (BMERE)METHRE BHRE -

(00911 1H-NMR (DMSO-d6, 200MHz) & 9.78 (br, 1H),
8.41 (br, 3H), 7.38 (m, 4H), 7.16 (br, 2H), 4.23 (m, 1H), 3.99

96734 27



1655179

" (m, 1H), 3.62 (m, 1H), 2.96 (m, 2H)
CEMA 10:2-IREZ-GREE)NE (KESE)REFR

96734

Bk HHBERE

o0 o
C.WO)LSJ\NHZ
NH. CI”

[0092] RAEEMH 8 ZRE B 2BEE3-G-8
FEINE EEFBRENARQR-2-EEI-FERE
FEBREFREFEXEY B3 2-FE-3-B-8FEH)R
B OMESEMEFHRE BHE -

[0093] 1H-NMR (DMSO-d6, 200MHz) 6 9.82 (br, 1H),
8.20 (br, 3H), 7.37 (m, 6H), 4.26 (m, 1H), 3.96 (m, 1H), 3.70
(m, 1H), 2.95 (m, 2H)

WO 11 2B EERE)NE (REBE)EET
L VEL LY

[0094] HRAHRES 8ZERF HEMH 2-BKHE-3-(4-18
EFE)NE HEFRENARQR-2-BEI-FERE
FEREFREFREREY B3 2-BE3-G-BEFE)
RNE (BERB)BREFRE BRBE -

(0095 1H-NMR (DMSO-d6, 200MHz) 6 9.81 (br, 1H),
8.37 (br, 3H), 8.22 (d, 2H), 7.63 (d, 2H), 7.18 (br, 2H), 4.24
(m, 1H), 4.03 (m, 1H), 3.75 (m, 1H), 3.11 (m, 2H)
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-

B 12 2-BEI-UG-B=ZTEFE)AE EEKRE)

 BRETBERLERS

96734

[0096] HRAEMKG 8 2ERF BEM 2-FKE-3-(4-5F
ZTEFE)RE HEHEFERENARQCR-2-KE-I-FER
% TEEEFREFAREN B LEEIGEST
EXRL)ANE (RERE)EZEFHE BRDS -

[0097] 1H-NMR (DMSO-d6, 200MHz) 6 9.78 (br, 1H),
8.33 (br, 3H), 7.25 (m, 5H), 4.21 (m, 1H), 3.99 (m, 1H), 3.60
(m, 1H), 2.92 (m, 2H), 1.27 (s, 9H)

TRl 13:2-FE-3-Q-AEXE)RE WEKXKEIEKEFR
FE b H BB R B
0 o
ooy,

(0098 HRABHER 8RR EA 2-IF&E-3-2-5
FEINE BEEFREINNQR-2-EEIFERNE
FEBREFBREFEREY  #F 2-BE-3-Q-Z#F&H)RN
E MERE)BRETRE BHRS -

(00991 1H-NMR (DMSO-d6, 200MHz) § 9.77 (br, 1H),
8.34 (br, 3H), 7.26 (m, 6H), 4.24 (dd, 1H), 4.01 (dd, 1H), 3.65
(m, 1H), 3.00 (m, 2H)

BHO 140 QR2(FTEBE)IEERE (HERLK
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EFRErREERE

96734

o o
E)AAJL)t
HC/’T -

3

[0100] HAE®S 8 BEF » £AHCQR-2-(FEK
H)-FERE EKEEFREINAQCR-2-EEI-FER
E FEBRETFTEREFEREY &3 QR-2-(FERK
H)3-FERNE MEREREFHRE: BME - |

(01011 1H-NMR (DMSO-d6, 200MHz) § 9.88 (br, 1H),
9.32 (br, 2H), 7.29 (m, 7H), 4.32 (m, 1H), 3.96 (m, 1H), 3.66
(m, 1H), 3.20 (m, 1H), 2.91 (m, 1H), 2.65 (s, 3H)

BlHl 15 QR)-2-(ZHEKE)I-FERAE WEEKE)
FEEEFHERERLEARSD

0o—2

[(0102] H®RAE®RS 8 <EF  EAQR-2-(ZHE
BE)I-FERNE HEREFRENAQCR)-2-KE-3-F
ERNE HEEKEFREFEXEY SEHQR)-2(ZHE
BE)I-FERE (KERE)FERETRE BRE -

[0103] 1H-NMR (DMSO-d6, 200MHz) & 11.20 (br,
1H), 7.82 (br, 1H), 7.34 (m, 6H), 4.24 (m, 2H), 3.92 (m, 1H),
3.09 (s, 3H), 2.92 (m, 2H), 2.87 (s, 6H)

EHd 16° QR)-2-TEE-3-FERNE (BREREBI)XFEIZ

30



1655179

96734

EEBMEREBRD

[0104] HRE®WBH 8 ZBF » #HQR)-2-IE&-3-
FERNE FFEREFBRENARQR2EEIEER
X FERETREFERED BEHQR)-2-BE-3-EHE
AE (BESFEFFERELTRE: B8 -

[0105]) 1H-NMR (DMSO-d6, 200MHz) 6 8.15 (br, 3H),
7.92 (br, 1H), 7.58 (br, 1H), 7.28 (m, 8H), 6.93 (m, 2H), 5.03
(m, 2H), 4.22 (m, 1H), 3.89 (m, 1H), 3.62 (m, 1H), 2.84 (m,
1H), 2.65 (m, 1H)

EHH 17 QR-2-BEEI-EERE (BERE)ZERERE
FHRERLERE

iuk
o k

[0106] HAEMRG 8 <BF » M (QR)-2-IK%E-3-
ZERNE ZEBMEFRENARQCRD-2-BE-3-ZERN
E HEREFREFRXED BEQR-2-BE-3-FE
RE MBMEBRB)ZEBREFTRE BHRS -

[0107] 1H-NMR (DMSO-d6, 200MHz) 6 8.31 (br, 3H),
7.80 (br, 1H), 7.31 (m, 6H), 4.30 (m, 1H), 4.06 (m, 1H), 3.75
(m, 3H), 3.00 (m, 2H), 1.08 (t, 3H)
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96734

HEAl 18: 2R)-2-IZE-3-Q-&FH )NE (EEHXKE)H

ERETBMEREERDE

St
T -0

NH, ¢

[0108) HRAEMMES 8 & F » # H QR)-2-K %
BQRAEFEHE)NE FEREFBRENAQR-2-KE-I-E
ENE FEREFREFESREY B3I QR)-2-KE
BQREE)NE RESE)FERETBRE BHBE -
[0109] 1H-NMR (DMSO-d6, 200MHz) 6 8.54 (br, 3H),

X
NH,

|
CH

3

7.80 (br, 1H), 7.40 (m, 6H), 4.20 (m, 2H), 3.78 (m, 1H), 3.16
(m, 2H), 3.12 (s, 3H)

WD 19:2-IE-3--BEE)AE (REREL)FERE
PR R R

[0110] HRAEHE 8ZEF  H HM 2-IKE-3-(4-8
ZE)NE FEEEFREDNARQR-2-EE-3-FER
2 HEREFEREFEXEY G2 2-HE-3-4-H5FE)
AE (BERB)FEREETRE . BRSE -

(01111 1H-NMR (DMSO-d6, 200MHz) & 7.10 (d, 2H),
6.92 (d, 2H), 6.01 (br, 2H), 4.3 (d, 2H), 3.6 (dd, 1H), 3.16 (s,
3H), 2.77 (d, 2H), 2.0 (br, 2H)

32



1655179

96734

Bhiedl 20 QR)-2-BBE-J-G-EKFEE)RE (EEHKREIHF

EEREFBEREERED

O )I\
)@AA °)k“.'
NH. .-  CH

[0112] HRAE®ES 8 “EF > B HQR-2-FKE
S-G-REFEE)RE FEEEFERENARQOR-2-BE-3-F
ERE FEEETFREFRREY &2 QR)-2-KEF
S-G-RFEE)RE BERBFEREFERE BRE -

[0113] 1H-NMR (DMSO-d6, 200MHz) 6 7.10 (d, 2H),
6.92 (d, 2H), 6.01 (br, 2H), 4.3 (d, 2H), 3.6 (dd, 1H), 3.16 (s,
3H), 2.77 (d, 2H), 2.0 (br, 2H)

BB 21: 2R)-2-FE & -3-Q4-“&EFEHE)NE (FRERE)
FEREFREREERS

cl Q j\
: |
o NHS' - CH,

(01141 HAEES 8 ZBF » HHQR)-2-EE-3-
Q4-ZHREFE)FRE FEKEFBKENAQR-2-I% X -3-
2ERE FERETFREFEREY  BIQR-2-KE
3- QA-ZRFHI)AE (BEREBIFEREFTERE S B
RE -

[0115] 1H-NMR (DMSO-d6, 200MHz) § 8.52 (br, 3H),
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7.82 (br, 1H), 7.64 (s, 1H), 7.48 (m, 3H), 4.26 (m, 1H), 4.16

" (m, 1H), 3.76 (m, 1H), 3.18 (m, 5H)

B 22: QR)-2- R 3-G A REEVRE (EEEE)

96734

REMEFRERHBERS

. PRwW.

[0116) HBRAEEDH 8 B F » FH 2R)-2-Ix £ -3-
GA4-ZEFE)RE HEREHBENMLQR)-2-F & -3-
ZERNE BFEREFREEBEREY > &3 (QR)-2-FKE
G- CBU-ZEEFERE)RE (BERE)VFEEREFTRE 5 B
i

[0117]) 1H-NMR (DMSO-d6, 200MHz) 6 8.36 (br, 3H),
7.84 (br, 1H), 7.52 (m, 4H), 4.20 (m, 2H), 3.82 (m, 1H), 3.14
(s, 3H), 3.09 (m, 2H)

BREAN 23: Q)-2-FEI-XERE (FEERE)FERE
AR R RS

o

[0118] HAEMPG 8 LBFF » 6 A Q2S)-2-& & -3-
FERNE FEEREFBRENAQR)-2-BE-3-FER
E HERETERREFEFRRED BEQ2S)-2-KE-3-FE
HE WBEXZ)FEREFRE BERE -
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[0119] 1H-NMR (DMSO-d6, 200MHz) 6 8.55 (br, 3H),

" 7.84 (br, 1H), 7.32 (m, 6H), 4.30 (dd, 1H), 4.06 (dd, 1H), 3.72
(m, 1H), 3.18 (dd, 1H), 3.14 (s, 3H), 2.90 (dd, 1H)

WO 24 2B EENE MEBE)FEREFR

B b H B ER EE

cr

[0120] H®RAEEKES 8 <BF  EH 2-HE-3-FE
RE HEBREFRENAQOR2-EEZ3-FERE H
ERETREFERREY B 2-KEI-FERE (K
ERE)FERETRE  BRY -

[0121] 1H-NMR (DMSO-d6, 200MHz) 6 8.55 (br, 3H),
7.84 (br, 1H), 7.32 (m, 6H), 4.30 (dd, 1H), 4.06 (dd, 1H), 3.72
(m, 1H), 3.18 (dd, 1H), 3.14 (s, 3H), 2.90 (dd, 1H)

BB 25 QR)-2-MEE-3-U-HEFE)NE FEERE)
FEEEFRENEBERE

NO;
cr

[0122] HRRAE®H 8 <BF » A QCR)-2-F&E
S-U-REFE)NE TERKREFREAQR)-2-FE-3-
FERNE BFEEREYREFEXREYD  HEQR)-2-KE
SB-GHEFE)RE BMEHRE)FEREFRE B BR
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[0123] 1H-NMR (DMSO-d6, 200MHz) 6 8.39 (br, 3H),
8.22 (d, 2H), 7.82 (br, 1H), 7.62 (d, 2H), 7.46 (br, 1H), 4.32
(m, IH), 4.16 (m, 1H), 3.84 (m, 1H), 3.18 (m, 2H), 3.12 (s,
3H)
B 26 QR)-2-HE3-UG-BREFE)RNE (EEXRKE)
HEREFRERLERSD

AN

N NH,
CH,

NH;,
H,C :

cr
[0124] BHRHE®RS 8 CBF > £ H(2R)-2-I& & -3-
G-FEFE)RNE FEEREEFREDNMAQCR-2-KE-3-F
ENE HERETREFRXREY HBIQOQR)-2-KE

S-GHREFE)RE (BERE)FEREFTRE S BR
B o

oot

[0125] 1H-NMR (DMSO-d6, 200MHz) 6 8.34 (br, 3H),
7.82 (br, 1H), 7.42 (br, 1H), 7.16 (s, 4H), 4.26 (m, 1H), 4.05
(m, 1H), 3.65 (m, 1H), 3.13 (s, 3H), 3.04 (m, 1H), 2.82 (m,
1H), 2.28 (s, 3H)
RGN 27:2R)-2-IZ&E-3-4-ZE8EFHE)RE (EEHRE)
HREREFREREERSE

' o 0
joanan
., |
NH. ~- CH
HC o 3l 3

3
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(0126 HRAE®PG 8 <REF » A (2R)-2-FK & -3-

T U-ZEEFE)NE FHEIREEBEERMRQR)-2-IFE-3-

96734

*ENE FEEKEFREFREKEY B2 (Q2R)-2-FE
SB-G-ZEEFTE)RE (EEKE)FERETHRE S B
@ o
[0127] 1H-NMR (DMSO-d6, 200MHz) 6 8.45 (br, 3H),
7.84 (br, 1H), 7.24 (br, 1H), 7.19 (d, 2H), 6.89 (d, 2H), 4.26
(m, 1H), 4.01 (m, 3H), 3.66 (m, 1H), 3.14 (s, 3H), 3.08 (m,
1H), 2.82 (m, 1H), 1.31 (t, 3H)
Hiepl 28 QR)-2-FE4-FETE HEERE)FERE
Rk LERE
o o
: OJ\N/U\NH2
NH; o &H

(01281 H®AHEES 8 <BF » A QR)-2-IKE-4-
ZETE HFEREFRENARQR-2-BE-3-FERN
E HEREFREFRXEY BIEQR-2-BKE-4-FE
TE BERE)FEREFTRE S BRE -

(01291 1H-NMR (DMSO-d6, 200MHz) 6 8.41 (br, 3H),
7.85 (br, 1H), 7.42 (br, 1H), 7.27 (m, 5H), 4.42 (dd, 1H), 4.24
(dd, 1H), 3.42 (m, 1H), 3.14 (s, 3H), 2.74 (t, 2H), 1.96 (m, 2H)
Bl 29 QR)-2-BME-3-FERNE FREREZ)EEHR

Bk HEBEE
(0] (0]
S A
HY Cr
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[0130) fHQRR)2-BBREI3-FERNE KEHREAE

T RB3YTmMmO)ABE R FLE T E N IKIE PRI E R

96734

(0.47ml + 3eq) B R S B E B (1.56ml » 6eq) - {f T8 & & FE
BAWBE X - HmAKEUE LK RERE L IN NaOH ¥ ¥ 16
REEEWPMEpHTE S U _AFERENERE 3 K-
ERBELERBEREETEBE SEH- - FLHBERE
CTERFEETEURZBT S HOIBARTFTURE - BHEFE
CUBRMLUEBEQR--EEIXERE FEEREPEE
HEME BRE -

[0131]) l1H-NMR (DMSO-d6, 200MHz)¢é 10.29 (br,
1H), 9.79 (br, 1H), 8.46 (br, 3H), 7.34 (m, 10H), 4.32 (m, 1H),
4,05 (m, 1H), 3.70 (m, 1H), 3.04 (m, 2H)

EHG 30: SEEEEBES ST

[0132] HEHBHEEBUEZ KB (SD-KE » B H#
B - M 0 200 E 250g) o 3 5E % 37 % # BUAR B (striata)
REUHEE-SOCEEMEM - EREAI K > 6 UK E R H
WRENREE 50 mMTris-HCl & 120mM NaCl(pH 7.7)~ 20
EEEEERDT - REFELEF®E 17,700 rpm B 20
SE-FEARVERLSRN 20 SEERS2ERPEL 17,700
rmBEL 008 HB-REEREF - EREIARYE
BEREF mMZRERTRBE 2994 FEH Lowry et
al., 1951, J. Biol. Chem. 193:265-21S R EZBEHEE -
SERBERINTREE

[0133) #k# Madras et al., 1989, Mol. Pharmacol.
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' 36(4):518-524,5 Javitch et al., 1984, Mol. Pharmacol. 26(1):
3544 it HFEETSERBERKEEBEEES SN -

96734

ZTREBRESKMBEE ki EERR GBRI293S5 (A&
- 2,3-’H](DuPont-Nen, Boston, Mass.) (250 Ci) » # 1.0nM
LBERERE  HRIEFERS I-2-[2U-AEE)F&E)
Z % )-4(3-F F W & |IK U (piperazine) — B BR B (GBR12909)
(Research Biochemicals International, USA) » 8 10u M Z
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[0134] %1
" 1 P % & (10 « M)
T i B 2 50.1%
7 i Bl 3 40.1%
i Bl 4 38.4%
T Bl 6 20.4%
=T 41.2%
7 i B 8 20.3%
% i B 9 42.8%
B HE Bl 14 35.9%
e 1s 55.5%
®H Bl 16 20.8%
=B 17 41.2%
T B 18 17.5%
THE Bl 19 34.3%
HHEH 21 31.5%
7 e B 22 37.0%
T e Bl 24 45.0%
H i 29 50.7%
[0135]
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ERREERXIMFABETIEE ZEEFREA5FIELER

TEHefl 31 B %55
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FEXrEBECEMEELEEE IMALRESTEEH B3
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[0137) ¢ Orient Bio /& & (Gyeonggi-do * & B )¥x B&
16 # /N8, (3 38 CrjBgi:CD-1(ICR)E 8 & C57BL/6) - EH &
BERSRERNESHREREREYHEEME(EE 8 £
) BEMERAZRESF » £ 19 E 25T » 40 £ 60%2 18
WIRER 12hr B/12h BB XEXBERCBRERGETER
Z MBEHEKREMAK- -Bi—E®%  ETLMAARK - - &
LMA BB CRIENER LMAZEFREBEBBES 1| NF -
EZE® FHEEATHEREAMALS A0 30 me/ke)i®
TEMERE TERANFHTEIOSE R FHE &K
H Opto-Varimax® (Columbus Instruments, Ohio, US)#Hl &
LMA HEHEBENE -IHESNECHEREHTEHER
10 7 4 -

[0138)] EHEHEBEMEAREYEREHECREEFIEL
BEMHYHERECHXBELSL - ABHCKELALAEYW LU
PETNHHEBEBRBRECHXBESLETIRE 2
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[0139] %2

7 1t B % % 17
% 1 B 2 118.7% (30 mg/kg, ip)
H e fl 3 291.5% (30 mg/kg, ip)
T i Bl 4 242.6% (30 mg/kg, ip)
o e Y 8 186.4% (30 mg/kg, ip)
B 1S 202.2% (10 mg/kg, ip)

[0140] fLEbFrut  BEINABHZIASHEETR

HAEEREYN HAOUBEANRGBESERBERKMERERA
ADHD -

[FFREREA ]
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The present disclosure provides a compound represented
by Formula (I) and a pharmaceutically acceptable salt which
areeffective as a dopamine reuptake inhibitor and a method of

using the compound:

(x| RTTTOT N NkR
m' = /N\ R3

wherein X 1sindependently halo, alkyl, alkoxy or nitro; m is O,
1, 2, 3 or 4; nis 1 or 2; R and R: are independently H- or

alkyl; Rs is H-, alkyl or aralkyl; and R« isH- or aryl.
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