ANTI MALARIAL DRUGS
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CLASSIFICATION OF ANTIMALARIAL DRUGS

Cinchona Alkaloid - Quinine, Quinidine

4-Aminoquinolines — Chloroguine, Amodiaguine, Plperaquine
Diaminopyrimidines — Pyrimethamine

B-Aminoquinoline — Primagquine, bulaguine

Sulfonamides & Sulfone - Sulfadoxine, sulfamethopyrazine,
Dapsone

Sesquiterpine Lactones — Artesunate, artemeter, arteether
Quinoline -Methanol — Mefloguine

Tetracyclines — Tetracycline, Doxycycline

Amino Alcohols — Halofantrine, Lumefantrine

Mannich base —Pyronaridine

Naphthoquinone - Atorvaquone

Biguanides — Proguanil, chlorproguanil




Cinchona alkaloids
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Mechanism of action

Hemoglobin Globin utilized by
l malarial parasite
Heme [highly toxic for malaria parasite)
Chioroguine
CELimine, {*] Hame Polymeérase
mefloguine (-]

Hemozoin (Mot toxic to plasmodium)



Antimalarial Drugs:
Mechanism of Action

e 4-Aminoquinoline dernivatives: chloroquine and
hydroxychloroguine

# Bind to parasite nucleoproteins and interfere with
protein synthesis; also alter pH within the parasite

# Interfere with parasite’'s ability to metabolize and use
erythrocyte hemoglobin

» Effective only during the erythrocytic phase
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8-Aminoquinolines



9-Amino acridine

Quinacrine

2,4-diamino Pyrimidines
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Sulfonamides
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Biguanides
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PROGUANIL (chloroguanide)

+ Proguanil is a biguanide derivative

= Antimalarial action due to metabolite-
cycloguanil

« Inhibit plasmodial dihydrofolate reductase-
thymidylate synthetase- inhibiting DNA
synthesis as well as depletion of folate
cofactors

= Adequately absorbed - given orally

+ In combination with atovaquone for
chemoprophylaxis




Sulphones and Sulphonamides
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Sulfonamides
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Artemisinins

_J STRUCTURE OF ARTEMETHER

‘*:-I Miodesular formuba - €, Ha, O,
e Molecular Mass- 288,374




Mechanism of action

These compounds have presence of endoperoxide
bridge

Endoperoxide bridge interacts with heme in parasite
Heme iron cleaves this endoperoxide bridge

There is generation of highly reactive free radicals which
damage parasite membrane by covalently binding to

membrane proteins T
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Mefloquine

4-quinoline
carbinolamine

Miscellaneous drugs:

Clindamycin and Doxycycline



