
Table 1. Data of phase III clinical trials using the naltrexone/bupropion combination.
Study Duration Patients Treatment groups Dropout Weight loss ≥5% weight loss
COr-I8 56 weeks n = 1742

Inclusion criteria:
• BMI = 30-45 Kg/m2 or
•  BMI = 27-45 Kg/m2, 

hypertension, 
dyslipidaemia

1) 32 mg NAL+360 mg BUP
2) 16 mg NAL+360 mg BUP
3) Placebo

Behavioral therapy: ancillary

49%
51%
50%

-6.1%
-5.0%
-1.3%

48%
39%
16%

COr-II15 56 weeks n = 1496
Inclusion criteria:
as in COr-I
Exclusion criteria: DM

1) 32 mg NAL+360 mg BUP
2) Placebo

Behavioral therapy: ancillary

46%
46%

-6.4%
-1.2%

51%
17%

COr-BMOD14 56 weeks n = 793
Inclusion criteria:
as in COr-I
Exclusion criteria:
DM

1) 32 mg NAL+360 mg BUP
2) Placebo

Behavioral therapy: intensive

42%
42%

-9.3%
-5.1%

66%
43%

COr-Diabetes16 56 weeks n = 505
Inclusion criteria:
Type 2 DM,
BMI = 27-45 Kg/m2,
hbA1c = 7-10%,
Glc <270 mg/dL

1) 32 mg NAL+360 mg BUP
2) Placebo

Behavioral therapy: ancillary

48%
41%

-5.0%
-1.8%

45%
19%

NB-20112 48 weeks n = 419
Inclusion criteria:
BMI = 30-40 Kg/m2,
nonsmokers,
normotensive,
LDL-C <190 mg/dL,
TG <400 mg/dL,
Glc <140 mg/dL

1) 16 mg NAL+400 mg BUP
2) 32 mg NAL+400 mg BUP
3) 48 mg NAL+400 mg BUP
4) 400 mg BUP
5) 48 mg NAL
6) placebo

45%
36%
63%
33%
46%
32%

-5.4%
-5.4%
-4.3%
-2.7%
-1.2%
-0.8%

52%
51%
39%
26%
10%
15%

Greenway et al11 24 weeks n = 238
Inclusion criteria:
BMI = 30-40 Kg/m2

1) 50 mg NAL+300 mg BUP
2) 300 mg BUP+placebo
3) 50 mg NAL+placebo
4) Placebo+placebo

43%
32%
43%
36%

-3.7%
-3.2%
-1.7%
-0.6%

32%
26%
15%
12%

BMI: Body mass index; BUP: Bupropion; DM: Diabetes mellitus; Glc: Fasting blood glucose; hbA1c: Glycated hemoglobin; LDL-C: 
Low density lipoprotein-cholesterol; NAL: Naltrexone; TG: Serum triglycerides.
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following studies: COr-I, COr-II, COr-BMOD, 
COr-Diabetes. In all these studies there were at least 
2 study arms including NB32 and placebo treatment, 
while all participants adhered to a comprehensive 
lifestyle intervention. This comprehensive lifestyle 
intervention included an ancillary behavioral therapy 
in COr-I, COr-II, COr-Diabetes and intensive be-
havioral group lifestyle modification counseling in 
COr-BMOD. NB32 resulted in 5.0-9.3% weight 

loss, while the placebo-subtracted weight loss was 
3.2-5.2% during 56 weeks of treatment. The propor-
tion of treated patients with ≥5% weight loss was 
45-66%, while the placebo-subtracted proportion was 
23-34%. Due to the well known efficacy of bupropion 
in smoking cessation, obese subjects who wish to quit 
smoking may be good candidates for NB32 as an aid 
to avoid weight gain during cessation of smoking. 
Indeed, NB32 treatment plus behavioral counseling 


