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Introduction:  Oral, broad-spectrum, tetracycline-class antibiotics are currently prescribed for the treatment of moderate to severe inflammatory acne.  Side effects and bacterial resistance concerns may limit the use of tetracycline-class antibiotics for this indication.	
Method:  Two identical multicenter Phase 3 studies (SC1401 and SC1402) evaluated the efficacy and safety of sarecycline, a novel, narrow-spectrum, once-daily tetracycline-class antibiotic in moderate-severe acne. Patients 9–45 years with moderate to severe facial acne (Investigator’s Global Assessment [IGA] score ≥ 3, 20–50 inflammatory and ≤ 100 noninflammatory lesions, and ≤ 2 nodules) were randomized 1:1 to sarecycline 1.5 mg/kg/day or placebo for 12 weeks.  Co-primary endpoints of efficacy included absolute reduction in inflammatory lesions count and IGA success, defined as IGA score of 0 (clear) or 1 (almost clear) and ≥ 2 point improvement from baseline at week 12. Secondary endpoints of efficacy included mean absolute and percentage reduction of facial inflammatory lesions at week 3, 6, and 9 as well as non-facial IGA (chest, back, neck). 
Results:  In SC1401 and SC1402 IGA success rates were 21.9% and 22.6% (sarecycline) versus 10.5% and 15.3% (placebo; P < .0001). Onset of efficacy in inflammatory lesion reduction occurred as early as week 3, with mean percentage reduction in inflammatory lesions at week 12 in SC1401 and SC1402 of -52.5% and -50.8% (sarecycline) versus -35.2% and -36.4% (placebo). Statistically signiﬁcant improvements in IGA score was seen at week 12 in the chest in SC1401 (-29.5 vs -19.6%; p < 0.05) and SC1402 (-36.6 vs -21.6%; p < 0.001) and in the back in SC1401 (-32.9 vs -17.1%; p < 0.001) and SC1402 (-33.2 vs -25.7%; p < 0.05). The most common treatment-emergent adverse events (TEAEs)  were nausea, nasopharyngitis, headache, and vomiting (SC1401) and nasopharyngitis, headache (SC1402). Most were not considered treatment-related. Vestibular and phototoxic TEAEs both occurred in ≤ 1% of sarecycline patients. Gastrointestinal TEAE rates for sarecycline were low. 
Conclusion:  The narrow-spectrum antibiotic sarecycline (now FDA-approved) was safe, well-tolerated, and effective for moderate to severe inflammatory acne in patients 9 years of age and older, with low rates of side effects commonly associated with tetracycline antibiotics.
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