
 1

Iowa Medicaid P&T Committee 
Letairis Synopsis 
August 21, 2007  

 
Letairis is an endothelin receptor antagonist indicated for the treatment of pulmonary 
arterial hypertension (WHO Group 1) in patients with WHO class 2 or 3 symptoms to 
improve exercise capacity and delay clinical worsening.  
The US Food and Drug Administration granted a priority review to ambrisentan (Letairis) 
for the treatment of pulmonary arterial hypertension. Letairis received FDA approval in 
June of 2007. 
 

• Clinical advantages of Letairis 
 Durability of effect –Letairis has shown an estimated 95% survival rate at 

one year with 94% of the patients remaining on monotherapy 
 Rapid clinical benefits: Placebo-adjusted mean 6MWD (minute walk 

distance) increased from baseline by up to 59m at 12 weeks. Improved 
mean 6MWD as early as 4 weeks. Significant delay in clinical worsening 
through 12 weeks 

 Lack of drug-drug interactions with sildenafil and warfarin (drugs also 
used in the treatment of pulmonary arterial hypertension), providing the 
full dose response for each product. 

 Low propensity for liver abnormalities –Although monthly LFT 
monitoring is required (refer to package insert for complete boxed 
warning), Letairis treatment was associated with aminotransferase 
elevations greater than 3 times the upper limit of normal in 0.8% of 
patients in 12 week trials and 2.8% of patients including long-term open-
label trials out to 1 year. 

  Monthly pregnancy monitoring is also required (refer to package insert) 
 For patients with prior LFT failures – Safe in patients failing other 

ERAs because of elevated LFTs 
 

• Dosing convenience and flexibility – first once daily ERA, may increase dose to 
10 mg if 5 mg is tolerated.  

 
• Safety: The most common side effects in patients using Letairis included swelling 

of legs and ankles, nasal congestion, sinusitis, and flushing of the face. In pivotal 
trials, the only dose-dependent adverse event was nasal congestion. 

 
• Chest Guidelines: Last published June 2007, before the approval of Letairis. 

These guidelines are updated every 5 years. 
 
Conclusion:  Given the favorable clinical & safety profile, we ask that the committee 
make Letairis a preferred agent on the Iowa Medicaid Preferred Drug List. 


