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Progress of synthetic organic chemistry
toward drug discovery

Hiroshi Maruoka

(IZUHIC)

goooooobboooooooboboobooooooooooooboobobbbooooooooooboooo(N—=F>vrmconT)
gobooodoobooooobbooobbbodoobb bbb oo oouobobo
0000000000000 0000MMDopamined 00 000O00ODopamined 0000000 ODOODOODO
gobooodobobooodbbuoodogbob oo b oo bb oo oo oubbo
gobooooobobooodobbuoodobobdooub b oo oL ooub oo
0000000 Mopamine0 000000 DODOODOODODODOODOODOODOODOOODOOODOO
0000000000000 00D0ODopamined B O0O0OO0O0OODOOOOMAO) DOODOOOODOOO
L-Deprenyl O[MAO-B 0000000 00ODODOOOOOODDOOOODOOOOOOODODOOOOODOO
DopamineJ 00 0O0O0O0OCvodopal OO0 0 OO0OOOO0OOODOOOOOOOOOODeprenyl00ODO0OO
goodooobobobobbouoooood

(Deprenyl RAEPIEEME D ERL)

Deprenyl 0 O O O O NordeprenylO O O O O Amphetamined 0 O O 0 0 O Methamphetamindd O 0 OO O
Amphetamine0 0 0 0000000000000 DOMODO0OOODO0OO0OO0ODOO0OODODOOOOODOOOO
0000000000000 0D0DO00000D0O000DO00D000DO000D0OO0O0O0DD-Nordeprenyle [d £
H,00 O-Nordeprenyle [@ #H,; P-Deprenyle [@ #H,;D-Deprenyll 00000000 ([2-4100

U 48 O



Metabolic Pathway of Deprenyl
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LiAID4 OH PBr3 Br
:ﬁ< >, :ﬁ<

DD DD

H =
NH N =
m 2, _  Br K2CO3 D7D/

=—COoMe

DD
Amphetamine Nordeprenyler [d F_Zsz
Me ~
NHMe Br K2C03 N»/
+ :ﬁD DD
D
Methamphetamine Deprenyla [d J3H2
Me
NHMe N 3
m N _ Br KoCOg ©/\r \/
Methamphetamine Deprenyl

(Phenylethylamine DX (FF@=o0vV—L4))

do0doooboooboooodobooboooodooooooooobOooboooooooDobooooad
000000000000 DOO00MoOooDbOO0DOO00oOodmPhenyethylaminel OO OOO0OOOOOOOO
000000000000 bOO00bO00bO00DObOO0O0bO00bO00DoOOnODOOOnOddeBhenylethylamine
dobDOoooOO0OyramineJO0O0D0O00O0O0OO0O0O0OODO Mopamine0 00000000 ODCODOOODOOODOOO
000000000000 DOOoOO[sbo0obo0nooonorcyP2b6e OO O Oryramine O O (Dopamined O
000000000000 DOO0OMyramine d MDopamined (HPLC (ECDO OO MUVD) OO OOOOOOOOO
00000000000 O0MAO-B Knock-outOOOWild type OO ODO0ODODOOOODOOOODOOOOOOO
00000000mMC 00 02ZmMO Oyramined OO0 0 0O 0 DO9MI00200300 000 0 0 0 O O O CDopamine
0000000000000 C@®Phenylethylamined OO0 00000000 OOOOOOOYyramineOOOOO0O0O
doooooooo

U 49 0



Dopamine Formation from Tyramine by Mouse Liver Microsomes and CYP2D6

Incubation Time: 10 min
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Biosynthetic and Metabolic Pathway of Catecholamines
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AADC: aromatic L-amino acid decarboxylase
PheOH: phenylalanine hydroxylase
DBH: dopamine3 thydroxylase
TyrOH: tyrosine hydroxylase
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