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(1) Erythropoictin {9) Methotrexate
(2) Granulocyte colony-stimulating faetor (10} Paclitaxel
(3) Interleukin-11 (11} Tamoxi fen
(4) Adenosine (12) Ketamine
(5} Zolpidiem (13} Lithiwm
(&) Ganeiclovir {14} Fluvoxamins
{7) Amantadine {15} Ezetimibe

(8) Cyclophosphamide
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(1) Dopamine {23 Serotonin
(3] Acetylcholing (4} Histamine
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ALPHA RECEPTORS

Alpha) receplors are coupled to palyphosphoinositide hydrolysis, leading to the formation of
inositol 1,4,5-trisphosphate {IPs) and diacylglyceral (DAG). G proteins in the G, family couple a,
receptors 1o phospholipase C. [Py promotes the release of sequestered Ca™' from muac:]lﬂu: stores,
which increases the cytoplasmic concentration of free Ca®' and the activation of various
caleium-dependent protein kinases, Activation of these receplors may also increase influx of calcium
across the cell's plasma membrane., [Py is sequentially dephosphorylated, which ultimatelv leads to
the formation of free inositol. DAG activates protein kinase C, which modulates activity of many
signaling pathways. In addition, o, receptors activale signal transduction pathways that were
originally described for peptide prowth factor receplors that activate tyrosine kinases. For example,
0y receptors have been found to activate mitogen-activated kinases (MATP kinases) and
polyphosphoinositol-3-kinase  (PI-3-kinasc). Theseé pathways may have importance for the
oy-receptor-mediated stimulation of cell growth and proliferation through the regulation of gene
expression. The physiologic significance of this "cross talk" between major signaling pathways
remaing o be determined.

Alphay receptors inhibit adenylyl cyclase activity and cause intracellular cvelic adenosine
menophosphate (eAMP) levels to decrease. In addition to this well-documented effect, oy receptors
utilize other signaling pathways, including regulation of ion channel activities and the activities of
important enzymes involved in signal transduction. ogp-receplor-mediated inhibition of adenylyl
cyelase activity is transduced by the inhibitory regulatory protein, Gy, How the activation of G, leads
to the inhibition of adenylyl cyelase is unclear, but it is likely that both oo and the -y subunits of G,
contribute to this response. In addition, some of the effects of oy adrenoceptors are independent of
their ability to inhibit adenylyl cvelase; for example, wo-receplor agonisis canse platelet aggregation
and & decrease in platelet cAMP levels, but it s not clear whether agpregation is the result of the

decrease in cAMP or other mechanisms involving Gi-regulated effectors. (From: Basic and Clinical
Pharmacology, 10" Edition)
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