Table D-3. Naltrexone (any dose and delivery) compared with placebo for Key Questions 1 and 2
	Outcome 
	Number of
Studies; 
Number of Subjects 
	Risk of Bias; 
Design 
	Consistency 
	Directness 
	Precision 
	Summary Effect Size (95% CI) 
	Strength-of-Evidence Grade 

	Return to any drinking 
	25; 4,604

	Medium; 
RCTs 
	Consistent 
	Direct 
	Precise 
	RR, 0.95 (0.92 to 0.99)
	Moderate 

	Return to heavy drinking 
	27; 4,645 
 
	Medium; 
RCTs 
	Consistent 
	Direct 
	Precise 
	RR, 0.86 (0.80 to 0.93)
	Moderate 

	Drinking days 
	24a, 4,021 
	Medium; 
RCTs 
	Consistent 
	Direct 
	Precise 
	WMD, -4.51 
(-6.26 to -2.77) 
	Moderate 

	Heavy drinking days 
	13; 2,167
 
	Medium; 
RCTs 
	Consistent 
	Direct 
	Precise 
	WMD, -3.92 
(-5.86 to -1.97) 
	Moderate 

	Drinks per drinking day 
	16; 2,011
	Medium; 
RCTs 
	Consistent 
	Direct 
	Imprecise 
	WMD, -0.85 (-1.44 to ‑0.26) 
	Low 

	Accidents 
	0; 0 
	NA 
	NA 
	NA 
	NA 
	NA 
	Insufficient 

	Injuries 
	0; 0 
	NA 
	NA 
	NA 
	NA 
	NA 
	Insufficient 

	Quality of life 
	5; 1,844 
	Medium; 
RCTs 
	Inconsistent 
	Direct 
	Imprecise 
	Unable to pool data, some conflicting resultsb 
	Insufficient 

	Mortality 
	6c; 1,738 
	Medium; 
RCTs 
	Unknown 
	Direct 
	Imprecise 
	1 (NTX) vs. 2 (PLA)
3 in usual care 
	Insufficient 


a One study contained two treatment arms included in the meta-analysis.60
 b Two studies found no significant difference between naltrexone- and placebo-treated subjects.83, 152 One study reported that patients receiving injectable naltrexone 380 mg/month had greater improvement on the mental health summary score than those receiving placebo at 24 weeks (8.2 vs. 6.2, p=0.044).181 One study measured alcohol-related consequences (with the DrInC) and reported that more subjects who received placebo (N=34) had ≥1 alcohol-related consequence than those who received naltrexone (N=34): 76% vs. 45%, p=0.02.89 
c One additional study reported a death but did not specify in which treatment group it occurred.8 One study reported 3 deaths in the usual-care arm, but none in the NTX and PLA arms.56
[bookmark: _GoBack]CI = confidence interval; DrInC = Drinker Inventory of Consequences; mg = milligram; NA = not applicable; NTX = naltrexone; PLA = placebo; RCT = randomized controlled trial; RR = risk ratio; vs. = versus; WMD = weighted mean difference.
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