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m FDA Reminds the public about the potential for life-threatening harm from accidental exposure to
fentanyl transdermal systems("Patches")
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m] Revlimid® (Lenalidomide): Ongoing Safety Review - Increased Risk of Developing New Malignancies
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L Journal Review )

Ambrisentan Therapy in Patients With Pulmonary Arterial Hypertension Who Discontinued Bosentan or Sitaxsentan Due to Liver
Function Test Abnormalities

BACKGROUND: Some endothelin receptor antagonists(ERAs) are associated with liver function test(LFT) result abnormalities, However,
ambrisentan has an incidence of serum aminotransferase levels more than three times the upper limit of normal(ULN), similar to that observed in
PAH patients who are not receiving ERAs, Because ambrisentan may provide benefits in PAH patients who have discontinued ERA therapy due to
LFT abnormalities, we evaluated the safety and efficacy of ambrisentan in this patient population,

METHODS: Patients who previously discontinued bosentan and/or sitaxsentan due to LFT abnormalities received ambrisentan, 2.5mg qd,
for 4weeks followed by Smg/d for 8weeks, The primary end point was the incidence of aminotransferase levels more than three times ULN
considered by the investigator to be related to ambrisentan and resulting in drug discontinuation, Secondary end points included aminotransferase
levels more than five times ULN requiring drug discontinuation and more than three times ULN requiring dose reduction, as well as changes in
6-min walk distance(6MWD), Borg dyspnea index, World Health Organization functional class, and Short Form-36 health survey score, Patients
continued treatment beyond the 12-week end point with monthly monitoring of LFTs,

RESULTS: Thirty-six patients who previously discontinued bosentan(n = 31), sitaxsentan(n = 2), or both(n = 3) were enrolled, At baseline, 69.4%
of patients were receiving prostanoid and/or sildenafil therapy. No patient had an aminotransferase level more than three times ULN that required
ambrisentan discontinuation, One patient had a transient aminotransferase level more than three times ULN that resolved following a temporary
dose reduction, No additional aminotransferase levels more than three times ULN were observed with long-term treatment (median exposure, 102
weeks), despite dose increases to 10mg qd in more than half of the patients, Significant improvements in 6MWD and other efficacy assessments
were observed,

CONCLUSIONS: Ambrisentan treatment may be an option for patients who have discontinued bosentan and/or sitaxsentan therapy due to LFT
result abnormalities.
(CHEST 2009; 165:122-129)
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