Antagonist Activity /\ Partial Agonist Activity

Serotonin, dopamine, and
norepinephrine modulate each
other's activity?

High Affinity

O

Receptors (units in nM)

Norepinephrine

. Dopamine
. Serotonin

® Histamne
@ Muscarnic

Maderate Affinity

Low Affinity

Drug A



K;value (nM)
logarithmic scale

Dopamine D,
Partial agonist

(<10 nm)

Dopamine D,,
Dopamine D,_

HIGH AFFINITY

Partial agonist

Serotonin 5-HT,,
Antagonist
Serotonin 5-HT

. - 1A
Partial agonist

Serotonin 5-HT,,
Antagonist

Histamine H,

Antagonist

MODERATE AFFINITY
(10-100 nm)

Serotonin 5-HT,,_
Antagonist

a,,-adrenergic

Antagonist

LOW AFFINITY
(>100 nm)

Drug B




Full saturation of 5-HTz.

0.5

Serotonin 5-HTza
Antagonism

32
wee 33 41| Q00

SERT .
Dopamine D1 Alpha 1A, 18

>1000

H: Histamine
receptor/

Mi-Ms Muscarinic
receplors

Drug C



SEROTONIN REUPTAKE INHIBITION

NE: Ki—113nM

DA: Ki - >1000nM
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Based on in vitro studies.
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