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TAELE 12.1 Barbhturates Used as Sedatives and Hypnotics

2
Hl‘ = & 1:.“‘II = 1
General Structure 15 L, r.ﬁ-g‘ll':\
o | o
H
Substituents Sedative Hypnotic Usual Onsat

Generic Name Dose Dose of Action
Proprietary Name R R's Ry (mag) {mg} {min)
&, Long Duration of Action (more than & hours)
Mephobarbital, USP CzHz Q CHa 30-100= 100 3060

Mebaral
Phenobarbital, LSP CzHz H 15-30" 100 2040

Luminal
B. Intermediate Duration of Action (3-8 hours)
Amobarbital, USP

Amytal CHCH,— GH ) CHGHGH = H 2040 100 20-30
Butabarbital sodium, fiiHa

use

Butisal Sodium CHaCH:— CHLCH CH=— H 15-30 100 20-30
L. Short Duration of Action (less than 3 hours)
Pantobarhital sodium, 'f”f'

use CHCH,— CH4CH,CH,CH— H 30 100 20-30

Nembutal Sodium '
Secobarhbital, USP ?’"s

Seconal CH,—CHCH,— CHyCH,CH,CH— H 15-30 104 20-30

LRy = alkyl—T lipophilicity —
L quicker onset & shorter duration of action

o]
5,5-disubstitutents are important l e
{ ivi ion of act]
or activity and duration of action . ,l%
=] M

| o 0 =5 =T lipophilicity — rapid onset
H
T
must be a weak acid
Flgure 12.3 = Structure—activity relatlonshlp of barblturates.
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Nitrazepam
Clorazepate dipotassic
Clobazam

Lorazepam
Alprazolam
Clonazepam
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TAELE 12.3 Phenothlazine Derfvatives

T=—ZF5 o

s
a

LG,
z
Generic Hame

Proprietary Name R Rz
Propyl Dialkylamino Side Chain
Promazine hydrochloride, LSFP

Sparine —{CHS 3 MICH ), - HOO H
Chlorpromagzine hydrochloride, LUSP
Thorazine —{CHzhsM{CHs): - HO cl
Triflupromazine hydrochloride, LSP
Viesprin —{CHz)sM{CHs): - HO CF,
Akyl Piperdyl Side Chain
— : —[cHzn;—L/j Ha
Thicridazine hydrachloride, LSP M SCH,
Meilaril i
3
Mesoridazine besylate, ISP —[GHQ;?—O - CgHg504H o
Serentil N T
J;Hﬂ3 5CHA

Propyl Piperazine Side Chain

Prochlorperazine maleate, USF L
En:rmpa-p:f':m —ICHJs—N  N=CH, - 2C,H,0, a
L
Triflw azine hydrochlorida, USP £y
smﬁe " —ICHzls—N  W—CH, - 2HCI CF,
L
F'erpl_’]mazine, UsP (CH.) hII "-.H CH. = CH—OH a
Trilafon a2la— : 2 2
Fluphenazine hydrochloride, USP S
Permitil, Prodixin = (CHg}y=— N == CHy =, — 0 - 2R CFa
WS
&
[
]
Bg =k rR: Ry EWGssuchas Cl T the activity
N Rres

|-c| ft b

CHy=CH=CHy— N’i % Amine is always tertiary

R group can be in a ring
Ry R
J-atom chain betwen 2 Ns is optimal

Flgure 12.5 # SAR of phenothlazine antipsychotic agents.
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Risperidone (R = H)
Risperidone active metabolite (R = OH)
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