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Mixed Amebicides

AMEBIASIS

Chloroguine ARALEN
Dehydroemetine DEHYDROEMETINE
fodoguinol YODOXIN
—Metronidazole FLAGYL
Paromomycin HUMATIN
—p Tinnidazole TINDAMAX
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Metronidazole

Pharmacokinetics

* Completely absorbed after oral

s is why we use oral

administration.
* Distributes very well

* Metabolized hepatically: mixed-

function oxidation and
glucuronidation

 What happens when you givej
CYP450 inducers? Inhibitors? §

 Excreted renally in #e urine-
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distributes well throughout body tissues and fluids. Therapeutic
levels can be found in vaginal and seminal fluids, saliva,
breast milk, and cerebrospinal fluid (CSF). Metabolism of the
drug depends on hepatic oxidation of the metronidazole side
chain by mixed-function oxidase, followed by glucuronidation.
Therefore, concomitant treatment with inducers of the cyto-
chrome P450, such as phenobarbital,_enhances the rate of
° metabolism, and inhibitors, such as cimetidine, prolong the
Py Dplasma half-life of metronidazole. The drug accumulates in
patients with severe hepatic disease. The parent drug and its
metabolites are excreted in the urine.

c. Adverse effects: The most common adverse effects are nau-
sea, vomiting, epigastric distress, and abdominal cramps

I DO - asmma e
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I\/Ietromdazole
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Adverse effects

* N/V, epigastric distress, and
abdominal cramps

 Metallic taste

* Oral moniliasis neural damage. especilly

}o the innercar-.

a ouS
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penpheral Netropathy
a buring or prickling ¢ ingling” Sersodion -
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Tinidazole

e Second-generation nitroimidazole

 Similar to metronidazole in spectrum of activity, absorption, adverse
effects, and drug interactions

* Used for treatment of amebiasis, amebic liver abscess, giardiasis, and
trichomoniasis

* More expensive.

Copyright © 2018 Wolters Kluwer « All Rights Reserved ~:j Wolters Kluwer



How is metronidazol used? ..

mekonidazole is Moe ek in eleminaling Systemic auveba

For the treatment of amebiasis:

ComlgmaJthwl#\
* Administered with a |Umll’2*a||yam6btlflde (e.g., iodoquinol or
on
paromomycin) e wih}n#egaﬁrowﬁﬁ*@

* Combination provides cure rates of greater than 90%.
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Luminal Amebicides

AMEBIASIS

Chloroguine ARALEN
Dehydroemetine DEHYDROEMETINE
—p f0dogLiinol YODOXIN
Metronidazole FLAGYL
—p Paromomycin HUMATIN
Tinidazofe TINDAMAX

for treatment of the asymptomatic colonization state
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lodoquinol

i biokcs that are effedhive
?ﬁﬁi’ﬂ% e UTTs and RTTS.

* halogenated 8-hydroxyquinolone

e Amebicidal

only

* Effective against
trophozoites and cysts

luminal

combinokion with

dose-relate

for~ long perieds of Hme.

cause

especiolly when iodoquinol is used

* Can
neuropathy

* For short courses only.
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Paromomycin

* aminoglycoside antibiotic

e Amebicidal ){

* Only effective against luminal
E. histolytica

* Can also be used for giardiasis
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Systemic Amebicides

AMEBIASIS

—p Chioroguiine ARALEN

—p Dehydroemetine DEHYDROEMETINE
fodoguinol YODOXIN
Metronidazole FLAGYL
Paromomycin HUMATIN
Tinidazofe TINDAMAX
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it was developed

| - malaria Kl is the main dn
q"h L%fr;h&o q uin ea‘;if; O b ol 5,
fo fread

e Used in combination with

metronidazole (
* eliminates trophozoites in liver HNJ\/\/N\/

abscesses
* Has a potent antimalarial activity X
~
Cl N
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Dehydroemetine

Jhe Second orhird. line fo reat systemic
amebiaSis -

* Is an alternative agent for the treatment of amebiasis
* Has largely been replaced by metronidazole

* Drug inhibits protein synthesis by|blocking|chain elongation
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Summary of
Antiameoba
Agents
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CLINICAL SYNDROME
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Giardia Lamblia

* the most commonly diagnosed
intestinal parasite in the United

States
* two life cycle stages:

dbinucleate  trophozoite  (four
flagella)

dfour-nucleate cyst (drug-
resistant)

e Fecal-oral
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Both cysts and trophozoites can
be found in feces. Infection
occurs by the ingestion of cysts
in contaminated water or food, or
by the fecal-oral route (via hands
or fomites).

In the small intestine, excystation
releases trophozoites. Trophozoites
multiply in the lumen of the proximal
small bowel, where they can be free

or attached to the mucosa by a sucking
disk. Encystation occurs as the
parasites move toward the colon.
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Treatment of Giardiasis

* The treatment of choice is oral metronidazole for|5 days|

* An alternative is a single dose of tinidazole, (effective as
metronidazole)

* Nitazoxanide (3-day course of oral therapy)
* Albendazole
* Paromomycin
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Toxoplasmosis

usually infects people. with immunocompromised. Stode like the fIDs patients -

* Caused by T. gondii
|
* Transmitted through raw, inadequately cooked infected meat, or

accidentally ingest oocysts from cat feces.
C(DSS‘H‘C placenta into

pregnant
An infected pregnant woman can transmit T. gondii to her fetus. %e#eluscﬂff_\g angital
onomaeu€

Women
shouldut ome’

ocross (oS
unless thase o
e e = The treatment of choice: sulfadiazine and pyrimethamine.

Vaccinated. adai
totophems® Alternatlves Pyrimethamine with clindamycin or the combination of
trimethoprim and sulfamethoxazole

» Trimethoprim/sulfamethoxazole is used for prophylaxis against
toxoplasmosis'in immunocompromised patients.
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