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Question

* What is the difference among primary,
secondary, and tertiary literature?

(—R., IR, = REROENZEXRL))

Ruth Nemire et al, Pharmacy clerkship manual, McGraw-Hill Medical
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E Latest News

Notice of Upcoming Maintenance
Attending ASHP Summer? Join Us for a...
New Issue of Micromedex Insights Now...
Carotid Stent

Heart Rate Detection Added to VNS...

All Drug Disease Toxicology

Search Drug, Disease, Toxicology, and more
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RUVEN HEALTH ANALYTICS =

ICROMEDEX" SOLUTIONS

Drug Drug Tox & Drug
Home Interactions Companson Product Lookup Calculators

Dosing/Administration Medication Safety
Adult Dosing Adverse Effects
Pediatric Dosing See 'In-Depth Answers' for detailed results.
FDA Uses Common
Non-FDA Uses <

 Cardiovascular: Chest pain (12% ), Hypotension (7% )

Dose Adjustments 3 : _ -
 Endocrine metabolic: Hyperkalemia (7% ), Hypoglycemia (14% )

Administration . , ;
+ Gastrointestinal: Diarrhea (15% )

Comparative Efficac
P . « Hematologic: Anemia (14% )

Place In Thera
i * Neurologic: Asthenia, Dizziness (3% )

Medication Safety - Respiratory: Cough (10%)
Confraindications « Other: Fatigue

Precautions .
Serious

Adverse Effects

* Hepatic: Hepatotoxici
Bl: ing P 2 y
o * Musculoskeletal: Rhabdomyolysis
i .  Renal: Acute renal failure
Drug Interactions (single)

IV Compatibility (single) » Other: Angioedema




TRUVEN HEALTH ANALYTICS ==

MICROMEDEX" SOLUTIONS

Drug Drug Tox & Drug
Interactions Comparnson Product Lookup

Losartan Potassium [Your search: losartan]

Drug Classes: Angiotensin || Receptor Antagonist | Cardiovascular Agent | All

Routes: Oral

Dosing/Administration

Adult Dosing
Pediatric Dosing
FDA Uses

Non-FDA Uses

Dose Adjustments
Administration
Comparative Efficacy

Place In Therapy

I Medication Safety

In-Depth Answers All Results

Medication Safety
Adverse Effects

See 'Quick Answers' for summary results.

Cardiovascular Effects
Dermatologic Effects
Endocrine/Metabolic Effects
Gastrointestinal Effects
Hematologic Effects
Hepatic Effects
Musculoskeletal Effects
Neurologic Effects
Ophthalmic Effects
Otic Effects

Psychiatric Effects
Renal Effects
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Cardiovascular Effects

Losartan Potassium

Angina

Atrial fibrillation

Chest pain

Drug-induced hypotension, Anesthesia-induced
Hypotension

Left ventricular hypertrophy
Myocardial infarction

Orthostatic hypotension

Palpitations

Second degree atrioventricular block
Sinus bradycardia

Syncope

Tachycardia

Ventricular fibrillation

Ventricular tachycardia

Angina
a) Incidence: less than 1% [76]
b) Angina occurred in less than 1% of patients who received losartan potassium during clinica

Atrial fibrillation
a) Incidence: less than 1% [76]
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Hepatic Effects

Losartan Potassium
Hepatitis
Hepatotoxicity
Increased bilirubin level
Increased liver enzymes
Hepatitis
a) Hepatitis has been reported rarely in postmarketing reports [76].
Hepatotoxicity

a) Losartan was the cause of hepatic toxicity, with liver fibrosis and necrosis, in a 52-year-old woman being treated for
hypertension. Her dose was 50 mg/day, which she had been taking for & months. She reported another hepatic episode
(Jaundice, fever) which had occurred approximately 5 months after initiation of losartan; at that time, drug therapy was
interrupted for 3 weeks, then restarted when laboratory values returned to normal. In this instance, her symptoms included
dark urine, jaundice, weakness, and upper-right abdominal discomfort. Laboratory findings included elevated levels of
transaminases, alkaline phosphatase, gamma-glutamyl transferase, and total bilirubin. Liver biopsy revealed rosetting of
liver cells, fibrotic enlargement of hepatocytes, mononuclear cell infiltration, and piecemeal necrosis at the portal-
parenchymal interface. Losartan was withdrawn, and the hepatotoxicity gradually resolved over 4 months. The authors
reviewed 4 other reported cases of losartan-induced hepatic injury. The toxic reactions occurred from 6 weeks to 5 months
after starting the drug (doses were 50 mg/day, except 1 v). All cases occurred in patients over 45
years of age. Transaminases showed increases from 6 g d total bilirubin levels ranged from 1.3 to 9.6
mag/dL. All cases improved with drug withdrawal [104].
b) Since being marketed in the United States, losartan and valsartan have been associated with a combined 13 cases of
liver disease, including 2 fatalities. While the US Food and Drug Administration is considering labeling changes for these 2
drugs. a class warning for hepatotoxicity for all angiotensin |l inhibitors is not warranted by current data [105].




References

[104] Tabak F, Ozaras R, Biyikli M, et al: Losartan-induced hepatic injury. J Clin
Gastroenterol 2002; 34(5):585-586.
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Adverse Reactions

e Cardiovascular Effects

 Dermatologic Effects
 Endocrine/Metabolic Effects
e Gastrointestinal Effects

* Hematologic Effects

* Hepatic Effects

* Immunologic Effects
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Metformin Hydrochloride
Cholestatic hepatitis
Increased liver enzymes

Cholestatic hepatitis

My Subscription | Gatewa

metformin

a) A case of metformin induced cholestatic hepatitis is presented. A 68-year-old man, newly diagnosed
with type Il diabetes mellitus (DM), was started on metformin 500 milligrams (mg) twice daily increased
to 850 mg twice daily after 2 weeks. Jaundice and pruritus developed 4 weeks after initiation of
metformin therapy and 10 days later he was hospitalized because of worsening jaundice, weight loss,
and pruritus. Physical exam was remarkable for jaundice, which was confirmed with laboratory results:
total bilirubin 157 milligrams/deciliter (mg/dL) with a direct fraction of 10 mg/dL. Liver enzymes were
also elevated. A percutaneous liver biopsy confirmed severe cholestatic hepatitis, consistent with drug-
induced cholestatic hepatitis. Two months after metformin therapy was stopped, the liver enzymes
returned to normal except for alkaline phosphatase, which remained high at 350 Units/liter [37].

Increased liver enzymes

a) Two cases of elevated hepatic enzymes were reported in adolescent female type 2 diabetics when
given metformin. The first case was a young person 18.5 years of age with baseline aspartate
aminotransferase (AST) 109 Units/L and alanine aminotransferase (ALT) 44 Units/L. After 6 weeks of
metformin 1000 mg/day, AST rose to 236 Units/L and ALT to 164 Units/L. Metformin was discontinued,
and glyburide 2.5 to 5 mg daily was given for 5 months, resulting in decreased levels of hepatic
enzymes (AST 66 Units/L; ALT 42 Units/L). Because of worsening glycosylated hemoglobin
concentrations, glyburide was continued at 2.5 mg/day and metformin 1000 mg/day was restarted. After
8 weeks of glyburide-metformin combination therapy, AST rose to 269 Units/L and ALT to Units/L.
Metformin was withdrawn, while glyburide was increased to 5 mg/day and insulin glargine (Lantus(R))
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