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History and Future of Antipsychotic Drugs

Jung-Seo Yi, MD, PhD

Department of Psychiatry, Hallym University College of Medicine, Kangnam Sacred Heart Hospital,
Seoul, Korea

After the discovery of antipsychotic drugs, the nature of clinical practice entered a period of inex-
orable transition. The advances of psychopharmacotherapy have interacted in complex ways
with clinical practice, and the economics and policy of mental health care systems. The study of
the mechanisms of action of these drugs has guided the development of hopefully improved
treatment, and stimulated biological research on the pathophysiology of severe mental disorders.
Despite the considerable effort to modify and change existing antipsychotic drugs, progress has
been modest. This review describes the history of antipsychotic drugs and their impact on clini-
cal practice and the study of psychiatric disorders, and offer prospects for future developments.
Although finding new knowledge and methodologies to bring innovative discovery is imperative,
as of now, it is important to provide comprehensive care, including the optimal use of existing
antipsychotic drugs. J Korean Neuropsychiatr Assoc 2019;58(1):2-11

KEY WORDS First-generation antipsychotics - Second-generation antipsychotics - History -
Future.
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epE PR MESZITh F=oll A= 1943~1954E AL
ofof oF 100002 9] MHFF WA EA o] AlYE =],
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o 6% AP, 1% AT, 1.5%= A5 S50 B9
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Chlorpromazine®] ¥4 o] 40714] o]A+o] 1At &4 4l
HokEo] JPE QI o] e
Aol xRt 54 S IR AH £l
T A AR A 75 Ash el 2t gl &
I7F, AA] ARESZ =H Q2 A F 2L (extrapyramidal
side effects, ©]3} EPS), A9 54l 52 254}

Chlorpromazine

Phenothiazine A€ 2] ¢F&-2 chlorpromazine®] W o]
Aollie JAAS A BAZA 9 7hHsAdo] BHxlE v Qi
1942 %229 A 79} A B2 S 93] phenbenzamine
O] o7} Al E Y=, A%l 7ﬂﬂroﬂi ekl A+
7h o]\ A A] GGkt 1950 olli= 225 SRt A 5] 2Bt
H-pHAE Fofsto] 220 25 A3t 71k EY &
AtHE Ra17E 919l Uk 28wz S3l9it?

1950 12 Rhone-Poulencoll 4] &d¥l chlorpromazine
=AM AIES 9ol 1951 495 e x5 o7 et
OJAolAl AlE = lek e 24 o+ €<l Hopital Val-
de-Grace®| 5315 2|3 9JA}F Laborite 1% 3=
|, 1% e T 232 WREly] 95 FER 19494 R
promethazine 52 E¢39F 429 A1AE5 A 216 U (cock-

tail lytique) 2 ARl 919th” Laborit= 4% A chlor-

promazine 50~100 mg= AW FARIS i &3 & AT
W o g} ol AES FESIthE HS Wbskal A4
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1952% 19 199 A3t 2%71 58k 244 25 b A
ECT, petidine, pentotal 5 7] 2| &2 H 3} 37| Fof =i},
SA= whE A A E o] FH A|7F oFE AMefE 2l 2
Td70ll= A 52 T R SHE] EHd 4= 98l
o} o] Ze= 29 259 33 melojA B Qiet”
2] 9] Hopital Sainte-Anne®]] 53}¥ Deniker+ La-
boritd] AE-E A 1 A2E ofgt Al waHd
Delay?} €7 1952 39 chlorpromazine®] UAIAISS A
2519t} ol & 2 TEo 7 Eo31S ]l Hamon
S00] AlgEFR T 468 B 1Y 75~100 mgo] Ba stk
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A =gkAZE gob =, HrloA Lehmannt
Hanrahan'?2 12 800 mg7}A] L& A3/ & o
U d¥hA © 2= 150~500 mgo] AME-Eict”

Delay$} Deniker'”*= chlorpromazine £0] 2 of7|¥= &
AV o] Wtz o F A= TRt Fakal ol §EE-9 =3,
AR A = Asih A, A - A& - A1 5= o] A
Sk 7|&skal ol &
oz} A5} t}. Chlorpromazine?] AFE-S ZHFPA 02 =7}
sho 19529 0fl= ko)Al 428 keol AREE =t HIE]
1953|ofli= 75157 keol, 12]aL 1957'do] =HA AlA A2
= ik kg o]4fo] AHE| QI

A7 o)€t ZSF(neuroleptic syndrome)

Haloperidol

PRI H JanssenS O A7} AT A B Aol A B
o 7=t A5 A e $18l meperidine®] H@& 715}
A=g), o] I oA 1958 2 haloperidol®] T3 = ALt
o] oF=2 FoA TIPS o oA ofEHo XF B
= W8k ou chlorpromazines Fo3S wet F-AsHA %1
CEIRAR IS (cataleptic) SHE RS o] ofe2 T
710l H5 AF-S AA 19584 49 16¥ ‘hypermotricity =
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A AEZE A4E AT o] 5 BEOl& Wr]o] A 22
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Zyelek 11 B 31819t ® o] 5L ‘haloperidol AHE- A](chlor-
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nothiazine &% A8 4 a7} ¢ yith= 7|1& AsE
x]x]ﬁ}oﬂu}zo’”) old A= B2 1965H 0= Agt EPS
glo] 71L& Al1ASHA AAE doy|HA xFgHoR 98
FS Pa] 7] A7 0)€k & X (neuroleptic threshold)2t
o7} % V\]Qﬂi skt

Delay 5”& haloperidol QA 8-S &3l 2] x|l
HH3oHA] o AR J“ﬁ?_] ool A QE =l
o gHHO R o5 W7 —_rLﬂ-‘—’r% o] 2
EPSe}e] A el -—]—E—%

e

Q ek
o
Q.
o

mE

l7lo o, T

ol ‘?l':/\] %6‘33}*]% %P%‘:}_’ SLOEW 27V]§ CE
o| % =t FHAA AN ATA
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5 Holthal HawHA a7 WiEA] EPSeF AEA|
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S W9 28 Gik= Y FERRE A YolR| A &9k
L UE 24| O AR APl 7L EAIA] AL Sl
I9oll= Eakal 24 oFE-2 EPSeF 2 oFE 9
ARE- T1e]al o] & QI o] AFA Rl S S Tam A BElE
ZoFeloh ®3t AlF S7Fe tiAPdel= chlopromazine,
thioridazine 5} haloperidol, molindone 52] *}o|e} t}&
vh gltk= A= Qlok S3std FE5skumt 1At ool
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Clozapine
Clozapine A9 2:9] AHJ9FALR] Wander AG2] &2
M 2k 5 19589 fdE AEA sgte 9 shuol
o] oFE-2 chlorpromazine®} GARSE EA1S Ho|7l sl 7
AoS FESHA] ghot 27]o= de] Brolzoi x| 2] kot
1962'a AJHE 2719] AFAIAE F stk Aoy o

173} o] %o o]Fo| 27& Fof FAAIY mHpr} QI
EPSE Z5HA] =th= *Ha‘o] @Qéﬁﬁﬁk 1967 7HLAL
7t At A kAR Sandoz®E &
93l 1 A3} 1972d i%ii} gﬁ_ao}, 1975 ofl= &

E 504 Leponex#t &4 0 & ol =] 7] AJ&bekgict.

ul ol A= 19744 1= A2 k= (Food and Drug Ad-
ministration, ©]3} FDA)2] Qo] W] 24 AAMA S
2 Qleh A AEAE AR g Aol
o|ItkaL Sh=tl—dA} 7t 25 megs FoluhE
T S7He Holtprh 75 mg ol 3 7194 Ao w
sh= Abzo] doliith o] ol W 8o R AlAslo]
AA8] A7 GF7HA] iUt E%Xi?l Foo] ¢
= Ak

19759 HH=0| A= ATk 4711 whol] 187 9] Skxb=0] &
o oA KWt 1% 16%ollAl Fa5d++F(agranulocy-
tosis)o] HAYFAL Anto] ApIR O 24 {7 Zrarol A skl
7} ZA =9t ® RLakg 122 chlorpromazine AFHE: 27
| 2Aske] 1954~1957d Atolofl 1571 o] 4ol Hare vl
ATE? 1976\ W7HE ALl A RupE 0] B 7]
£ A AR 2k E0] 1000 0.04~6.808, clozapine®] 0.10~
7008 2 AHFEof|A Q] Y S A|QJstH & ZjolE K
o)A GIUTEY B ATE B FapTFo] AR A 37
A oJufjo]] == Hhggtth= o] ¥rel Al ar ol whet 185 &
o} ulj 5= A A LA A Hcomplete blood cell count) HARS 3}
2 o] A= 2=, o] 7 chlorpromazine 2.2
3 Fatgg 5ol ot i3 5 Lg Aol ik
o] A & e} tf-g2 o] AAE| 2ol = Sandoz™ =
1976 o] eFzEo] tigt A48 FHAL A-FAEH ofn] AL
& Sold SAEAT S5 A&t o] % clozapine
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ohel= oheket 7HdEol Al E o] gt olF M & 9
AL Janssen 5770] AAIEFAL Meltzer 5790 )4
EHAHE] dopamine-serotonin A% 7M=&, amisulpride ©]£]
O] 24|t SFEE2 R o] ol what L E Qi

HAG olgt Bof= 19709 4 7]& oFE1) tiH|s)
clozapine®] 54& 712]7]&t] 2o]thrh” o] % 24|} oF
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1970t $-4F Otsuka A4S A JA; Ao Al—o] T
gF s et FARE Eol7| % sh=tl—3d4l
71l SRtES ‘ﬂe‘ﬁoWEP‘” o] 7|& oF=9] A 714

AHA S D, 84 A= g AlEA A D, A7k
A &8 A4S 53| dopamine AL W= OPC-43927}
TES Wkt =2 AXA| dopamine Aol A HAE = D,
A7F-8A17F /331, 14 2] dopamine E/doll=
R[S A @aL, AxA| o)A 9] dopamine ¥ W&

th= ool 2ok OPC-4392+= A A} ¢ltoll A
17 g glo] Al Bye] ants Helov a4 A
Toll A= A3 activation) 2 Q13 A FARS oFskAZ
t}. olof wheh Al A A D, A7 R84 &8 42 F-AI5HA
A A2 F D, 84 Abdk 2-8-5 733kst] aripiprazole©]
EfojutA =it

o]e} 22 8- 7] 0 & QlElf o] ¢FE-2 dopamineH] 9HY
Al (dopamine system stabilizer) F= 34|t =2 E2]7]
= gk 2ol o] oFEo] B4 diAHEQl dehydroar-
ipiprazoleil} A8 brexpiprazole, 12| 3L cariprazine & A
WA A - & D, Dy 84 F2& Zad@A7F =] 20159
FDAS] ¢1& Hhokth ) o] ejol| = Alg2 1 D, 484 55
agdAolHA AHA 3 D, 784 AgA|0] L glutamate”]
o] &= Z-85H= lumateperone(ITI-007) 50| 7i3t Zof 9t *
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Min®o] w2 1954~1956714] 103]0]] A 7|2|¥ +

A A1 o)e Aed3lof A 1955 1083} 12¢ reserpine®] 4
7ol WRE e ttilEH A5 skt Slo A=
19584 chlorpromazine®] 4tell, 1961 triofluperazine}
perphenazine ¢/o|e} F2-8 = a7t oIk =W
k2] o= 19594 chlorpromazine A X217} |22 AA|
Holsd 2, 225, AAAAZ, 28] vpy], 7 oF
=350l EabAlol2tal 7] = 31tk Chlopromazine<> 1960
| i Al E7HE Bk, FAlole AR glo]
L of=tofl A e 4= gl ickar gk

1962 417 Al o) gto]| =25 FalE B A=
2+ chlorpromazine, &&2%HA| 2+ chlordiazepoxide®}
meprobamate”} T2 AREE AT} 0]Z 9] Fatof= 1970
fluphenazine, 1971 thioridazine, 1973 haloperidol, 1978
d fluephazine decanoate®} perphenazine, 1982\ loxapine
I} pimozide, 19861 clopenthixol, 19873 haloperidol dec-
anoas?} cis—clopenthixol, 1992 bromperidol 52 14|t}
FAARoFRo] AR 2 oFE2 = 199549 risperidone
o] 2= SAsIH”

[‘

=
SHRAl

'0|2k= 80{2| et
Delay®} Deniker”= 19554 chlorpromazine 52] k&
= A7 o] HA|ef AskAkaL Attt o] -B-of= f-HollA
= g HoksoFl o nlsol A= A= axprt ofyet £
280l 545 vehdtk=
3 YAl AL A (tranquillizer) 2=
19557t 19509 242F A &
chlordiazepoxide”} AR oll= &7 glok= b ofd] =
A, 738 (major) F-2Al2ka 24 HAck E ohE gof
2= Ao, T8, &5t flo] £ 9L AEehE oju|st
£ AP A (ataraxic) 7} THESE S-E-E T 71 2S HAY
3}5h= a o] 2HeFste] chlorpromazine®l] H3l orthotimic

olgh= g-oi7} Aoke] 7] = sk

741" (antipsychotic) o] 2h= 8015 7} A FE A
SPEAE BAEA] ¢koL), Lehmann®S 1956 AH4lo]
o] gol& ARE-UTHAL 3Gt 11 o= FAlel
I ARAL B)ESE Bolo] S B chlorpromazine s
A4, A 2Hgo] e M2 FE= A2RS B
AlY 27} Qltkals o 7] 2] dthrt, 24 o] A At Foflof
A L ) A7 S
Y AA R 19569 F= Q%E

Hof|A] Fadsicta 5%
G017} A3 E QT o] &
OFAl meprobamate®}

Gl o e

Al
(o] R
Ho] 3 A% AL AAEE glort kg o] 24
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chlorpromazine¥} reserpine®| %
Aol 52 a7t Sk Aa7t thFH7] Al&Fskaict
Il 2719599 Lehman™& 22 Falof ufa} x|

A
=
K

reserpines o - WA AAIH A Abefol tjgh mAg ke,

SE A9l ARk 114481 Al 7k A A4S
S|ashs ofEe] Ao g Baslqich g1 1962W9
+ Medlineol] SAE =&ol 22 FHAHFE olgh=
Qol7} =A)ste)

19648 NIMH A+ X110 4%= phenothiazine= 913}
H AP FAH ] EAZHQ] FAF A9 gjFEo] S E
b2 JeAe= g il g2 oujofA = (anti-
schizophrenic) 2FE2 7F=3||of 3lthal 61¢=g) > o8 &
o e} H]’ZII—“— Ei];]\]:]_ 21,48)

Chlorpromazine?] Z|Z& AF=&1H-L2 Largactil® A4 2jck
(gangliolytic), adrenolytic, ¥A5 (antifibrillatory), 5%
(antiedema), anti-shock, ¥4 7Hanticonvulsant), 3 (anti-

5 B Ago] 93 FESHUELY British

o

_IlN

-

emetic)
Journal of Psychiatry®]] 2% & reserpine 3117} Algwl
1956955 Fa W8S F25HH, 1960 olli= Stelazine

(trifluoperazine)}& A2t T}2 FEE2 Y H3l| &
ok 1=919] 2%, obgo] Y5 £A| 5o AIt US TE

shar Qlok AR oFE9 749 1980 7HR| &= F 91t A=
ARskaL QA gt, 1970‘401 =9 Serenace(haloperiol), Mel-
leril(thioridazine) 6= @0l E3Hd eF=9lo] 7hx 5|l
19759 Redeptin(fluspirilene) Lo 4l+= dopamine &4
of E4=5tA AH-gste] A BIE Btk Al$-aL
9)c} 2

P vl=o] WA 8-S AIZEE SRS e
1960t $FRHAE = o]& oF=g 2AWS vRe B4l
of E3tE AmAR 7|&sl7] AlAFste] 1970 o] F-2=
YA B FRdH o) 80|19t F7 dopamine 7H
o] Alg]A Hcp

o oFZo] JAA A AT Bl AUAYIE f}

7 9171 Skt @] o217 7R olE rIRste] o
ot A AT X 2ol AHEHE HE BT A A
SRR BAEE ol FARY kel ol gl

A7y, chlorpromazme# H]| &5 ka%"] 25 59 AR
Aol 7] 81O lithium®] 3

=05
o]
=, imipramine®|Y iproniazid7} &-$& Xﬂi g o

L olo o} zkz}o] ok o)
ol FshA Hgick.”

S 75 o) Bush HANS YEohes Awslel
A Rt EX Mgkt 7ke] AAo] ZslE| 9t
A, Ad4 =5 q | Eiﬂ‘ﬂ o

o2k 2] Ao SHEHA] ©
Al =L A ERESE oF=o
of = 71 ARE- W 9)7F FolAA

A, a1 oA oA o] Ha
of oJgte] gt Eitz Aefeh FAlojeh A
FEAEE ol thE 9Tt oko] XS} o]
9= 5 A Hidok & ===
ottt o2 A BAE YT 4 Atk X}Zﬁﬂ' = S =
o}, T3 m|=ofl 4] #2] 9] & (managed care)®] =T} HE0]
o)z lof gk ¢fdto] AX 7= AgollA At o]e]e] A4l
A7 FARALeRO] Ao i3l oS AW 4 = Y
AtZA O] A S S8 4= Tk 111] o= 9 AY3lst
A A5 Bl BAalefeto] A=A Qlar A& E o] 7Hsgt
wsro =z zejuiz] =71E dsheich B3t AgAlAgkto] o
gt oFE AREZ IFeHAQl AEEo|ekal Hdsk HHE Al 9
stol| = o) 2|3} 2= o) Qi 52

CHAA, Aol A= AT RO ARE- o] H R E <10l
ZdzE L AR A, A YA A 5Tt EAEHA BASE AR
ot gt HAloekA| oL npabr iR 2 7tel AL
3 A AL YO Sk oFE R &gt QS Tlg)
T 4lo] e}

AR, 7)1 E AT Ok (recreational drugs)2] AFE-0] 5H
Al oFE T A RAE st okGlal Fol 3 AAIAE 9
HEP7F Aol Sefd oz A mA o tigk Qo] T A=
A& A=A FAk”

WA L %?‘3]'5—’ FAAIE o2 ekt Al gkt 5
Aol AR AL
label use)©] &% é ]t"‘éo%% AHE-BH= A €19 40~75%, 4~of
] 36~93.2%% AAIZH}? 2004 FE A 7HA] 1] =Fof A
v Q17F A gho] gigh npA g o2 ui g W 391 & A
HokRo] 6748 2| S Habilify (2007, 2016), zyprexa (2009),
geodon(trade names : zeldox ; 2009), seroquel(2010), risp-
erdal¥} invega(2013)].” e o2 2-3-F0] YolA 712 o
_‘f‘__“:E'.Q,] 2/\-]]T;H 61—X-]A]l:ﬂ RO Ok:LA‘]X]—OH :’-/H z= ;(]E
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|20l 3712 wekar o]0 4] aripiprazolel 78

S RA] &

=gl A= F7E8 W, quetiapine F8-¢-="golet
G747l -aAfs A m o] Hrtael 57k Wttt o]
S A= Fee A8 7S w sk ofE 7ol A4l
il AN vt 22 o] A E7| = jith 8
F2goliet F=/3% ) = ek HejEl e HeErk Al
WA sk Aol shA|R, g4l 71749 dopa-

et
o

mine A2 @92 711¢l dopamine B4 S35

WA 23N = QLT

Chlorpromazine< B3 g4I k&) WHE S &3l
galofeke Ago g HAHA Adefol tiaf| A= 4= oS
ek oFeE ZHA Ho g 2EHS v FAES A=
oF Aol F WsE gHA| H ik
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