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BACKGROUND
Weight loss protects against type 2 diabetes but is hard to maintain with behavioral 
modification alone. In an analysis of data from a nonrandomized, prospective, 
controlled study, we examined the effects of bariatric surgery on the prevention of 
type 2 diabetes.
METHODS
In this analysis, we included 1658 patients who underwent bariatric surgery and 
1771 obese matched controls (with matching performed on a group, rather than 
individual, level). None of the participants had diabetes at baseline. Patients in the 
bariatric-surgery cohort underwent banding (19%), vertical banded gastroplasty (69%), 
or gastric bypass (12%); nonrandomized, matched, prospective controls received usual 
care. Participants were 37 to 60 years of age, and the body-mass index (BMI; the weight 
in kilograms divided by the square of the height in meters) was 34 or more in men 
and 38 or more in women. This analysis focused on the rate of incident type 2 dia-
betes, which was a prespecified secondary end point in the main study. At the time 
of this analysis (January 1, 2012), participants had been followed for up to 15 years. 
Despite matching, some baseline characteristics differed significantly between the 
groups; the baseline body weight was higher and risk factors were more pronounced 
in the bariatric-surgery group than in the control group. At 15 years, 36.2% of the 
original participants had dropped out of the study, and 30.9% had not yet reached 
the time for their 15-year follow-up examination.
RESULTS
During the follow-up period, type 2 diabetes developed in 392 participants in the con-
trol group and in 110 in the bariatric-surgery group, corresponding to incidence rates 
of 28.4 cases per 1000 person-years and 6.8 cases per 1000 person-years, respectively 
(adjusted hazard ratio with bariatric surgery, 0.17; 95% confidence interval, 0.13 to 0.21; 
P<0.001). The effect of bariatric surgery was influenced by the presence or absence of 
impaired fasting glucose (P = 0.002 for the interaction) but not by BMI (P = 0.54). Sen-
sitivity analyses, including end-point imputations, did not change the overall con-
clusions. The postoperative mortality was 0.2%, and 2.8% of patients who underwent 
bariatric surgery required reoperation within 90 days owing to complications.
CONCLUSIONS
Bariatric surgery appears to be markedly more efficient than usual care in the preven-
tion of type 2 diabetes in obese persons. (Funded by the Swedish Research Council 
and others; ClinicalTrials.gov number, NCT01479452.)
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Multiple studies have shown asso-
ciations between obesity and type 2 di-
abetes1-6 and between changes in body 

weight and incident type 2 diabetes.7,8 It is also 
well established that the worldwide increase in obe-
sity is associated with an increase in the prevalence 
of type 2 diabetes.9 Currently, 285 million people 
have type 2 diabetes, and this number is predicted 
to increase to 439 million by 2030.10

Among persons in a prediabetic state, the in-
cidence of type 2 diabetes is reduced by approxi-
mately 40 to 45% with effective lifestyle changes 
or drug treatment,11-15 and the effects persist, in 
part, 3 to 15 years later.16-18 Most trials of life-
style changes and drugs for the prevention of type 
2 diabetes have included moderately obese pa-
tients. However, patients with severe obesity have 
the highest risk of type 2 diabetes,1,2,19,20 and in 
this group, bariatric surgery is currently the only 
treatment that typically results in large, sustained 
weight losses. Although many studies have exam-
ined the effect of bariatric surgery on the remis-
sion of diabetes, there appears to be a paucity of 
studies examining the effect of surgery on the 
prevention of diabetes, possibly because a long 
follow-up period and a control group are required. 
The Swedish Obese Subjects (SOS) study assessed 
whether surgery can prevent diabetes.

The SOS study is a nonrandomized, prospec-
tive, controlled intervention trial comparing the 
long-term effects of bariatric surgery with the 
effects of usual care. We have previously shown 
that bariatric surgery results in long-term weight 
loss and reduces the incidence of several hard end 
points.21-24 In 2004, we reported positive effects of 
bariatric surgery with respect to the development 
of type 2 diabetes as part of our examination of 
changes in cardiovascular risk factors.21 We now 
report a detailed analysis of the long-term effects 
of bariatric surgery on the prevention of type 2 
diabetes.

Me thods

Study Design

Between September 1, 1987, and January 31, 2001, 
a total of 4047 obese persons were enrolled in 
the SOS intervention trial, which is still ongoing. 
In brief, 6905 persons participated in a matching 
examination that was designed to enroll a control 
group that had mean characteristics that were sim-
ilar to those of a surgery group, and 5335 were 

eligible for inclusion in the study (Fig. S1 in the 
Supplementary Appendix, available with the full 
text of this article at NEJM.org). Among these, 
2010 participants who had chosen to undergo sur-
gery formed the bariatric-surgery group, and a 
nonrandomized control group, comprising 2037 
participants, was formed that was contempora-
neously matched with the bariatric-surgery group 
on the basis of 18 matching variables (for details 
see the Supplementary Appendix).21 The match-
ing was performed in the entire SOS cohort; as 
reported previously,21-24 the matching process un-
expectedly resulted in the bariatric-surgery group 
having a higher mean body weight and more se-
vere risk factors than the control group. Weight 
changes that occurred after matching made the 
study groups even more divergent with respect to 
these factors at baseline.21-24 The current analysis 
includes 1658 patients who underwent bariatric 
surgery and 1771 controls, all of whom did not 
have diabetes at baseline. The requirement for this 
analysis that none of the patients have diabetes at 
baseline further reduced the similarity between the 
two groups. The cutoff date for the analysis was 
January 1, 2012. The rate of incident type 2 dia-
betes was a prespecified secondary end point of 
the SOS intervention trial and was analyzed ac-
cording to the SOS protocol.

The study groups had identical inclusion and 
exclusion criteria. The inclusion criteria were an 
age of 37 to 60 years and a body-mass index (BMI; 
the weight in kilograms divided by the square of 
the height in meters) of 34 or more in men and 
38 or more in women before or at the time of the 
matching examination. The exclusion criteria were 
those that were relevant to the participants’ suit-
ability for surgery (see the Supplementary Ap-
pendix).

All the patients in the surgery and control 
groups entered this study with the intention of 
losing weight. In the bariatric-surgery group, 
311 participants underwent banding, 1140 verti-
cal banded gastroplasty, and 207 a gastric by-
pass procedure. Patients in the control group 
received the customary treatment for obesity at 
their primary health care centers. The standard 
treatment for obesity in Sweden ranges from 
advanced lifestyle modification (including rec-
ommendations regarding eating behavior, food 
selection, energy intake, and physical activity) to 
no treatment. According to questionnaires ad-
ministered at 6 months, 1 year, and 2 years, 54% 
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of the control group had tried to lose weight 
with professional guidance, and 46% had not 
received professional guidance.

Physical examinations were performed at the 
matching and baseline examinations and after  
6 months and 1, 2, 3, 4, 6, 8, 10, and 15 years. 
Biochemical assays were performed at the match-
ing visit, at baseline, and after 2, 10, and 15 years. 
From 1987 through 2009, glucose concentrations 
were measured in venous whole blood at the Cen-
tral Laboratory, Sahlgrenska University Hospital, 
which is accredited according to International Or-
ganization for Standardization/International Elec-
trotechnical Commission (ISO/IEC) 15 189 stan-
dards. After 2009, venous plasma glucose was 
measured, and the measurements were converted 
to those for blood glucose (for details see the 
Supplementary Appendix).

Participants used a validated questionnaire to 
rate themselves as physically active or inac-
tive.21,25-27 Energy intake was measured with the 
use of the validated SOS Food Questionnaire.21,28

Study Oversight

The study was approved by all the relevant eth-
ics review boards in Sweden, and written or oral 
informed consent was obtained from all partici-
pants. The protocol, including the statistical 
analysis plan, is available at NEJM.org. The au-
thors vouch for the completeness and accuracy of 
the data and analyses and for the fidelity of the 
study to the protocol. All the authors had access 
to the raw data. None of the study sponsors had 
any role in the interpretation of the data or the 
writing of the manuscript.

Diabetes

We considered a participant to have type 2 diabetes 
if he or she reported the use of diabetes medication 
or if there was documentation of a fasting blood 
glucose level of 110 mg per deciliter (6.1 mmol per 
liter) or higher. If fasting plasma glucose was 
measured, the cutoff value for a diagnosis of dia-
betes was 126 mg per deciliter (7.0 mmol per li-
ter) or higher.29,30 Fasting glucose concentrations 
were measured at the time of matching, at base-
line, and at 2, 10, and 15 years. The study was initi-
ated before repeated measurements were routinely 
used for the diagnosis of type 2 diabetes; therefore, 
single fasting glucose determinations were used. 
Impaired fasting glucose was defined as a fasting 
blood glucose level that was at least 90 mg per 

deciliter (5.0 mmol per liter) and less than 110 mg 
per deciliter or a fasting plasma glucose level that 
was at least 100 mg per deciliter (5.6 mmol per liter) 
and less than 126 mg per deciliter.29,30

Statistical Analysis

Mean values, with standard deviations, and per-
cents were used to describe the baseline charac-
teristics. Differences between treatment groups 
were evaluated with the use of t-tests for continu-
ous variables and with the use of a logistic-regres-
sion model for dichotomous variables. Participants 
were followed until the diagnosis of type 2 diabe-
tes or until their last examination. Data from par-
ticipants in whom type 2 diabetes did not develop 
during the follow-up period were therefore cen-
sored at the last follow-up examination.

Because diabetes status was evaluated at dis-
crete follow-up times, at years 2, 10, and 15, we 
consider the data on underlying continuous time 
to diabetes to be interval-censored data. Therefore, 
we used a discrete-time survival approach, with a 
complementary log–log regression model31 to eval-
uate the cumulative incidence of type 2 diabetes 
and the treatment effect of bariatric surgery. This 
approach corresponds to the Cox proportional-
hazards regression model when continuous time 
to event is observed in intervals,31 and it provides 
relative-risk estimates as hazard ratios.

The treatment effect in the bariatric-surgery 
group as compared with the control group, ex-
pressed as hazard ratios with 95% confidence in-
tervals, was evaluated in an unadjusted analysis 
with a single covariate for treatment group (sur-
gery or control) and in an analysis that was ad-
justed for preselected baseline traditional risk fac-
tors for type 2 diabetes. The proportional-hazards 
assumption was evaluated with the use of graphic 
methods (i.e., the log–log plot) and by testing the 
interaction between time and treatment. In sec-
ondary subgroup analyses, the cumulative inci-
dence of type 2 diabetes was calculated sepa-
rately in various subgroups defined according to 
baseline factors. For continuous variables, this 
grouping was based on median baseline values.

The association between risk factors and the 
effect of bariatric surgery on the development of 
diabetes was tested by including the correspond-
ing interaction term (i.e., the product of the type 
of treatment [surgery or control] and the corre-
sponding variable) in the complementary log–log 
proportional-hazards model. Dichotomous vari-
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ables could have one of two values (e.g., male or 
female sex). For other variables, the interaction 
tests used the original continuous variables. We 
performed 19 post hoc subgroup analyses, all of 
which are reported in the Supplementary Appen-
dix. P values for interaction have been corrected 
for 19 multiple tests with the use of the false-
discovery-rate method of Benjamini and Hoch-
berg.32 The numbers needed to treat to prevent 
one diabetes event over the course of 10 years was 
calculated as the reciprocal of the absolute differ-
ence in risk between the bariatric-surgery group 
and the control group.

Since the rates of loss to follow-up were con-
siderable at longer follow-up times, sensitivity 
analyses that were based on multiple imputation 
of missing outcome data were also performed 
(see the Supplementary Appendix). In addition, 
we compared the baseline characteristics and 
the 10-year characteristics of participants who 
had dropped out at 15 years with those of par-
ticipants who had not dropped out at 15 years.

All P values are two-sided, and P values of less 
than 0.05 were considered to indicate statistical 
significance. The intention-to-treat principle was 
applied for all the calculations. The Stata statis-
tical package, version 12.1, was used.

R esult s

Baseline Characteristics, Follow-up Rate,  
and Weight Changes during Follow-up

The differences between the surgery group and the 
control group increased between the time of the 
matching examination (Table S1 in the Supple-
mentary Appendix) and the time of the baseline 
examination (Table 1). At baseline, patients in the 
bariatric-surgery group weighed, on average, 6 kg 
more, and most of the risk factors we analyzed 
were more pronounced than were those in the con-
trols (Table 1).

The median follow-up time was 10 years (range, 
0 to 15). The rates of loss to follow-up were 12.9% 
at 2 years and 31.2% at 10 years (see Table S2 in 
the Supplementary Appendix, which also provides 
the rates in each study group).

At 15 years, the rate of loss to follow-up had 
increased to 36.2%; in addition, 30.9% of the par-
ticipants had not yet been followed for 15 years 
and were therefore not eligible for the 15-year 
analysis (Table S2 in the Supplementary Appen-
dix). This resulted in an unadjusted 15-year par-

ticipation rate of only 32.9%. After adjustment for 
follow-up of less than 15 years and for death, the 
15-year participation rate was 53.5%. Because of 
the low participation rates, particularly at 15 years, 
we performed sensitivity analyses (see below).

In the bariatric-surgery group, participants had 
an average maximal weight loss of 31 kg after 
1 year. Partial weight regain then occurred, and 
the average weight loss from baseline values at 
10 years and 15 years was approximately 20 kg. 
The mean weight changes in the control group 
never exceeded 3 kg in weight gain or weight loss 
(Fig. S2 in the Supplementary Appendix). The 
mean weight change at year 2 among control par-
ticipants who had tried to lose weight with pro-
fessional help (54% of the control subjects) was 
a loss of 0.6 kg (95% confidence interval [CI], 
–1.3 to 0.0), as compared with a gain of 1.4 kg 
(95% CI, 0.7 to 2.0) among participants who had 
not received help (P<0.001). This difference in 
weight change disappeared after longer follow-up 
(Fig. S3 in the Supplementary Appendix). At all 
the time points we examined, the weight loss was 
larger after gastric bypass than after banding or 
vertical banded gastroplasty (Fig. S3 in the Sup-
plementary Appendix).

Incidence of Diabetes

During the follow-up period, type 2 diabetes de-
veloped in 392 patients in the control group and 
110 in the bariatric-surgery group (Fig. 1A), cor-
responding to incidence rates of 28.4 cases (95% CI, 
25.7 to 31.3) per 1000 person-years and 6.8 (95% 
CI, 5.7 to 8.3) per 1000 person-years, respectively 
(P<0.001), on the basis of observed 15-year data. 
The unadjusted hazard ratio with surgery was 0.22 
(95% CI, 0.18 to 0.27; P<0.001) (Fig. 1A). After mul-
tivariable adjustments, the hazard ratio was 0.17 
(95% CI, 0.13 to 0.21; P<0.001) (Table 2). In addi-
tion to treatment group (surgery or control), the 
strongest univariable predictors of diabetes out-
come were baseline blood glucose concentration 
and the presence or absence of impaired fasting 
glucose (Table S3 in the Supplementary Appendix).

Sensitivity Analyses

The characteristics at baseline and at 10 years with-
in each study group were similar among partici-
pants who remained in the study for 15 years and 
those who dropped out before the 15-year assess-
ment (Tables S4 and S5 in the Supplementary Ap-
pendix). Given the low participation rate and the 
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strong treatment effect at 15 years, we also ex-
amined the effects of surgery at other follow-up 
times (Table S6 in the Supplementary Appendix). 
The treatment effects on the incidence of type 2 
diabetes were at least as strong after 2 years and 
10 years of follow-up as after 15 years. Finally, 
analyses of the treatment effects calculated from 

observed-plus-imputed outcome data at 10 years 
and at 15 years yielded relative effects of diabetes 
treatment (hazard ratio with bariatric surgery, 
0.16 and 0.21, respectively) that were similar to 
those calculated on the basis of observed data 
only (hazard ratio, 0.16 and 0.22, respectively) 
(Table S6 in the Supplementary Appendix).

Table 1. Baseline Characteristics of Study Participants.*

Characteristic
Control Group

(N = 1771)

Bariatric-Surgery 
Group

(N = 1658) T or z Value† P Value

Male sex (%) 27.4 27.0 0.28 0.78

Age (yr) 48.4±6.2 46.9±5.9 7.5 <0.001

Weight (kg) 114.5±16.5 120.5±16.1 −10.8 <0.001

Body-mass index‡ 40.2±4.7 42.4±4.5 −14.3 <0.001

Waist circumference (cm) 119.8±11.4 125.1±10.7 −14.0 <0.001

Hip circumference (cm) 123.4±9.9 127.1±9.8 −11.1 <0.001

Waist-to-hip ratio 0.973±0.074 0.987±0.076 −5.4 <0.001

Blood glucose (mg/dl) 79.0±11.0 80.3±10.8 −3.3 0.001

Impaired fasting glucose (%)§ 16.4 18.2 −1.4 0.17

Serum insulin (mU/liter) 16.9±9.6 20.1±11.7 −8.6 <0.001

HOMA-IR¶ 3.4±2.2 4.1±2.6 −8.0 <0.001

Blood pressure (mm Hg)

Systolic 137.1±17.7 143.9±18.5 −11.0 <0.001

Diastolic 84.9±10.5 89.5±11.1 −12.4 <0.001

Lipid levels (mg/dl)

Total cholesterol 216.1±40.1 226.0±42.4 −7.0 <0.001

HDL cholesterol 52.7±12.8 52.9±12.3 −0.5 0.61

Triglycerides 167.1±101.9 187.6±118.4 −5.4 <0.001

Median urinary albumin excretion  
(μg/min)

7.1 8.1 0.001

Smoking (%) 20.8 26.0 −3.6 <0.001

Prior myocardial infarction or stroke (%) 1.9 1.5 0.8 0.42

Physically active (%)

During leisure time 66.4 53.7 7.5 <0.001

At work 59.2 61.2 −1.2 0.23

Total daily caloric intake (kcal) 2596±1050 2913±1208 −8.2 <0.001

*	Plus–minus values are means ±SD. To convert the values for glucose to millimoles per liter, multiply by 0.05551. To 
convert the values for insulin to picomoles per liter, multiply by 6.945. To convert the values for cholesterol to milli-
moles per liter, multiply by 0.02586. To convert the values for triglycerides to millimoles per liter, multiply by 0.01129. 
HDL denotes high-density lipoprotein.

†	The T or z value is the test statistic for the comparison between the control group and the surgery group. The T-value 
test is a test of equal means for continuous variables, and the z-statistic is a test of equal proportions (%) for dichoto-
mous variables.

‡	The body-mass index is the weight in kilograms divided by the square of the height in meters.
§	 Impaired fasting glucose was defined as a blood glucose level of at least 90 mg per deciliter and less than 110 mg per 

deciliter.
¶	The homeostasis model assessment of insulin resistance (HOMA-IR) was calculated as fasting glucose level (in milli-

grams per deciliter) × fasting insulin level (in microunits per milliliter) ÷ 405.
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Subgroup Analyses

In the control group, there was no difference in 
the incidence of type 2 diabetes between partici-
pants who had tried to lose weight with profes-
sional guidance and those who had not received 
professional guidance (hazard ratio with profes-
sional guidance, 0.89; P = 0.20) (Fig. 1B). All types 
of bariatric surgery were associated with a re-
duced incidence of type 2 diabetes (Fig. 1B). The 
hazard ratio with gastric bypass was 0.12 (95% 
CI, 0.05 to 0.27; P<0.001), but the analysis was 
based on only six cases of diabetes among the 
207 subjects. The hazard ratios with banding 
(0.20; 95% CI, 0.13 to 0.32; P<0.001) and vertical 
banded gastroplasty (0.25; 95% CI, 0.19 to 0.31; 
P<0.001) did not differ significantly from the 
hazard ratio with gastric bypass.

Interactions between risk factors and treat-
ment are shown in Table S7 in the Supplemen-
tary Appendix. The effect of bariatric surgery on 
the incidence of type 2 diabetes was highly sig-
nificant in all subgroups, but the interaction be-
tween risk factors at baseline and treatment was 
significant only in the subgroups defined ac-
cording to presence or absence of impaired fast-
ing glucose (P = 0.002 for the interaction), fasting 
blood glucose level (P = 0.007), fasting serum in-
sulin concentration (P = 0.007), and value for the 
homeostasis model assessment of insulin resis-
tance (P = 0.001). The interaction between treat-
ment and BMI with respect to the incidence of 
diabetes was not significant (P = 0.55). The risk 
of type 2 diabetes and the relative preventive ef-
fect of bariatric surgery increased with increas-
ing baseline glucose and insulin levels (Fig. 2A 
and 2B), whereas baseline BMI was not related to 

the incidence of type 2 diabetes or the preventive 
effect of surgery (Fig. 2C).

The number needed to treat to prevent one 
diabetes event was low in all the subgroups, re-
flecting the strong treatment effect of bariatric 
surgery. In the subgroup defined according to the 
presence or absence of impaired fasting glucose, 
the number needed to treat was 1.3 (Table S7 in 
the Supplementary Appendix).

Adverse Events

Postoperative mortality and other complications 
of bariatric surgery over the first 90 days are re-
ported in Table 3. A total of 3 patients (0.2%) 
died within 90 days after surgery, and at least one 
complication was reported in 245 patients (14.8%). 
In 46 patients (2.8%), the complications were se-
rious enough to require a reoperation. A total of 
89.0% of the operations were undertaken with 
open surgery.

Discussion

The results of this analysis show that bariatric 
surgery, as compared with usual care, reduces the 
long-term incidence of type 2 diabetes by 78% in 

Figure 1 (facing page). Cumulative Incidence of Type 2 
Diabetes.

Panel A shows the Kaplan–Meier unadjusted estimates 
of the cumulative incidence of type 2 diabetes in the 
bariatric-surgery group and the control group. The light 
shading represents the 95% confidence interval. The 
adjusted hazard ratio with bariatric surgery was 0.17 
(95% confidence interval, 0.13 to 0.21). Panel B shows 
the Kaplan–Meier unadjusted estimates of the incidence 
of type 2 diabetes in subgroups defined in the control 
group according to receipt or no receipt of professional 
guidance to lose weight and in the surgery group ac-
cording to the method of bariatric surgery: gastric 
banding, vertical banded gastroplasty (VBG), or gastric 
bypass (GBP).

Table 2. Adjusted Hazard Ratios for the Incidence of Diabetes.*

Variable
Adjusted Hazard 
Ratio (95% CI) z Value P Value

Surgery vs. no surgery 0.17 (0.13–0.21) −15.3 <0.001

Male sex 1.19 (0.92–1.53) 1.3 0.18

Age, per 6.1 yr 1.23 (1.12–1.36) 4.2 <0.001

Blood glucose, per 10.7 mg/dl 2.18 (1.99–2.39) 16.9 <0.001

Serum insulin, per 10.8 mU/liter 1.03 (0.94–1.13) 0.7 0.51

Body-mass index, per 4.7 units 1.00 (0.90–1.11) 0.0 0.99

Waist-to-hip ratio, per 0.08 units 1.18 (1.06–1.32) 3.0 0.003

HDL cholesterol, per 12.5 mg/dl 0.87 (0.78–0.98) −2.4 0.02

Triglycerides, per 105.2 mg/dl 0.98 (0.89–1.07) −0.5 0.59

Urinary albumin excretion, per third† 1.24 (1.10–1.39) 3.5 <0.001

Leisure-time physical activity vs. no 
leisure-time physical activity

1.16 (0.95–1.41) 1.5 0.14

*	The adjusted hazard ratios were calculated with the use of a multivariable 
complementary log–log regression model. The hazard ratios for continuous 
variables (except those for urinary albumin excretion) are expressed per 1 SD 
difference at baseline in the study population.

†	The lower third of urinary albumin excretion values was less than 5.8 μg per 
minute; the middle third, 5.8 to less than 12.5 μg per minute; and the upper 
third, 12.5 μg or more per minute.
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obese patients. This risk reduction was achieved 
despite a less favorable risk profile in the surgery 
group at baseline. Among patients with impaired 
fasting glucose, bariatric surgery reduced the 
risk by 87%, and type 2 diabetes did not develop 
in approximately 10 of 13 obese patients who un-
derwent bariatric surgery. This risk reduction is at 
least twice as large as that observed with lifestyle 
interventions in moderately obese, prediabetic 
persons.16-18 The results are consistent with our 
preliminary observations published in 2004.21 
Guidelines from the International Diabetes Fed-
eration,33 the American Diabetes Association,29 
and other organizations34,35 recognize bariatric 
surgery as an option for obese patients who have 

type 2 diabetes but have not suggested bariatric 
surgery for the prevention of type 2 diabetes.

The rate of remission of type 2 diabetes is 
higher after gastric bypass than after banding,36 
and this may be related to greater weight loss 
after gastric bypass or to effects that are inde-
pendent of weight loss.37 In our study, the rate of 
incident type 2 diabetes after gastric bypass was 
not significantly lower than the rate after banding 
or vertical banded gastroplasty. However, the SOS 
study was not powered to detect such differences.

Obese patients with impaired fasting glucose, 
as compared with obese persons with normal fast-
ing glucose levels, have a higher risk of type 2 dia-
betes (incidence among patients receiving usual 
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Figure 2. Interaction between Selected Risk Factors and Treatment.

The incidence of type 2 diabetes per 1000 person-years in the bariatric-surgery and control groups is shown according to deciles of base-
line blood glucose levels (Panel A), serum insulin levels (Panel B), and body-mass index (BMI; the weight in kilograms divided by the 
square of the height in meters) (Panel C). In Panel A, P = 0.002 for the interaction of treatment with the presence or absence of impaired 
fasting glucose. All incidence rates are adjusted for age and sex. The P values for interaction are unadjusted. For complete information 
on all calculated P values for interaction, see Table S7 in the Supplementary Appendix. To convert the values for glucose to millimoles 
per liter, multiply by 0.5551. I bars indicate 95% confidence intervals.
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care, 91 cases per 1000 person-years vs. 20 cases 
per 1000 person-years) and appear to have a 
greater benefit from bariatric surgery (P = 0.002 
for the interaction). In contrast, the incidence of 
type 2 diabetes and the preventive effect of bar-
iatric surgery were similar among participants 
with a BMI at or below the median of 40.8 and 
those with a BMI above the median. We previously 
observed that baseline BMI does not predict a ben-
efit from bariatric surgery with respect to death,22 
cancer,23 myocardial infarction,24 or stroke,24 and 
the current results suggest that baseline BMI does 
not predict a benefit of bariatric surgery with 
respect to incident type 2 diabetes.

Type 2 diabetes is a progressive disease, and 
the ability to produce insulin declines with time.38 
Improvement of insulin sensitivity by means of 
weight loss may not be enough to induce the re-
mission of diabetes if the destruction of beta cells 
is advanced, and the diabetes remission rate is in-
versely related to the duration of diabetes at the 
time of bariatric surgery.39 This observation, to-
gether with the clear and long-term decrease in 
the rate of incident type 2 diabetes among partici-
pants with prediabetes, also suggests that distur-
bances of glucose metabolism might be treated 
early, even before type 2 diabetes is diagnosed.

The SOS study has certain limitations. First, it 

was not a randomized study, owing to ethical rea-
sons related to the high postoperative mortality 
associated with bariatric surgery in the 1980s. 
Second, the diagnosis of type 2 diabetes was based 
on fasting glucose levels and self-reported use of 
diabetes medication. Diagnosis of type 2 diabetes 
that was based on results of an oral glucose-
tolerance test or on glycated hemoglobin levels 
might have given slightly different results if, for 
example, there were group differences in the use 
of diabetes medication for the prevention of dia-
betes. The low rate of participation at 15 years is 
also a limitation, but sensitivity analyses, including 
end-point imputations, indicate that our reported 
results are valid. Ideally, our post hoc findings 
should be confirmed by prospective, controlled tri-
als that are designed to study treatment effects 
on hard end points in predefined subgroups.

Our data indicate that bariatric surgery has a 
preventive effect on incident type 2 diabetes, par-
ticularly in participants with impaired fasting 
glucose. In contrast, baseline BMI did not influ-
ence the preventive effect of bariatric surgery on 
type 2 diabetes, implying that anthropometric 
data are not useful in the selection of candidates 
for bariatric surgery, whereas data on impaired 
fasting glucose may be helpful.
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Table 3. Adverse Events during the First 90 Days 
after Surgery among the 1658 Participants in the 
Bariatric-Surgery Group.*

Event Incidence

no. of events
% of  

participants

Death 3 0.2

Pulmonary complication 79 4.8

Thromboembolism 16 1.0

Vomiting 53 3.2

Wound infection 35 2.1

Other infections 24 1.4

Hemorrhage 18 1.1

Anastomotic leak, peritonitis, 
or abscess

23 1.4

Ileus 8 0.5

Wound dehiscence 9 0.5

Other complications 16 1.0

*	A total of 89% of the operations were performed by means 
of open surgery. There were 284 adverse events. A total 
of 245 participants in the bariatric-surgery group (14.8%) 
had at least one event; 46 participants (2.8%) required 
reoperation during the first 90 days after surgery.

The New England Journal of Medicine 
Downloaded from nejm.org at HELLENIC ENDOCRINE SOCIETY on October 15, 2012. For personal use only. No other uses without permission. 

 Copyright © 2012 Massachusetts Medical Society. All rights reserved. 



n engl j med 367;8  nejm.org  august 23, 2012704

Bariatric Surgery and Prevention of Diabetes

References

1.	 Westlund K, Nicolaysen R. Ten-year 
mortality and morbidity related to serum 
cholesterol: a follow-up of 3.751 men aged 
40-49. Scand J Clin Lab Invest Suppl 1972; 
127:1-24.
2.	 Colditz GA, Willett WC, Stampfer MJ, 
et al. Weight as a risk factor for clinical 
diabetes in women. Am J Epidemiol 1990; 
132:501-13.
3.	 Edelstein SL, Knowler WC, Bain RP, et 
al. Predictors of progression from im-
paired glucose tolerance to NIDDM: an 
analysis of six prospective studies. Diabe-
tes 1997;46:701-10.
4.	 Ford ES, Williamson DF, Liu S. Weight 
change and diabetes incidence: findings 
from a national cohort of US adults. Am J 
Epidemiol 1997;146:214-22.
5.	 Leibson CL, Williamson DF, Melton LJ 
III, et al. Temporal trends in BMI among 
adults with diabetes. Diabetes Care 2001; 
24:1584-9.
6.	 Burke JP, Williams K, Narayan KM, 
Leibson C, Haffner SM, Stern MP. A popu-
lation perspective on diabetes prevention: 
whom should we target for preventing 
weight gain? Diabetes Care 2003;26:1999-
2004.
7.	 Colditz GA, Willett WC, Rotnitzky A, 
Manson JE. Weight gain as a risk factor 
for clinical diabetes mellitus in women. 
Ann Intern Med 1995;122:481-6.
8.	 de Lauzon-Guillain B, Balkau B, 
Charles MA, Romieu I, Boutron-Ruault 
MC, Clavel-Chapelon F. Birth weight, 
body silhouette over the life course, and 
incident diabetes in 91,453 middle-aged 
women from the French Etude Epidemi-
ologique de Femmes de la Mutuelle 
Generale de l’Education Nationale (E3N) 
Cohort. Diabetes Care 2010;33:298-303.
9.	 Naser KA, Gruber A, Thomson GA. 
The emerging pandemic of obesity and 
diabetes: are we doing enough to prevent 
a disaster? Int J Clin Pract 2006;60:1093-7.
10.	 Shaw JE, Sicree RA, Zimmet PZ. Glob-
al estimates of the prevalence of diabetes 
for 2010 and 2030. Diabetes Res Clin 
Pract 2010;87:4-14.
11.	 Yamaoka K, Tango T. Efficacy of life-
style education to prevent type 2 diabetes: 
a meta-analysis of randomized controlled 
trials. Diabetes Care 2005;28:2780-6.
12.	 Orozco LJ, Buchleitner AM, Gimenez-
Perez G, Roqué IFM, Richter B, Mauricio 
D. Exercise or exercise and diet for prevent-
ing type 2 diabetes mellitus. Cochrane 
Database Syst Rev 2008;3:CD003054.
13.	 Torgerson JS, Hauptman J, Boldrin 
MN, Sjöström L. XENical in the prevention 
of diabetes in obese subjects (XENDOS) 
study: a randomized study of orlistat as 
an adjunct to lifestyle changes for the pre-
vention of type 2 diabetes in obese pa-
tients. Diabetes Care 2004;27:155-6 [Er-
ratum, Diabetes Care 2004;27:856.]

14.	 Tuomilehto J, Lindström J, Eriksson 
JG, et al. Prevention of type 2 diabetes 
mellitus by changes in lifestyle among 
subjects with impaired glucose tolerance. 
N Engl J Med 2001;344:1343-50.
15.	 Knowler WC, Barrett-Connor E, Fowler 
SE, et al. Reduction in the incidence of 
type 2 diabetes with lifestyle intervention 
or metformin. N Engl J Med 2002;346:393-
403.
16.	 Lindström J, Ilanne-Parikka P, Pel-
tonen M, et al. Sustained reduction in the 
incidence of type 2 diabetes by lifestyle 
intervention: follow-up of the Finnish Di-
abetes Prevention Study. Lancet 2006;368: 
1673-9.
17.	 Diabetes Prevention Program Re-
search Group. 10-Year follow-up of diabe-
tes incidence and weight loss in the Dia-
betes Prevention Program Outcomes 
Study. Lancet 2009;374:1677-86. [Erratum, 
Lancet 2009;374:2054.]
18.	 Li G, Zhang P, Wang J, et al. The long-
term effect of lifestyle interventions to 
prevent diabetes in the China Da Qing Dia-
betes Prevention Study: a 20-year follow-
up study. Lancet 2008;371:1783-9.
19.	 Gregg EW, Cheng YJ, Narayan KM, 
Thompson TJ, Williamson DF. The rela-
tive contributions of different levels of 
overweight and obesity to the increased 
prevalence of diabetes in the United 
States: 1976-2004. Prev Med 2007;45:348-
52.
20.	 McTigue K, Larson JC, Valoski A, et al. 
Mortality and cardiac and vascular out-
comes in extremely obese women. JAMA 
2006;296:79-86.
21.	 Sjöström L, Lindroos AK, Peltonen M, 
et al. Lifestyle, diabetes, and cardiovascu-
lar risk factors 10 years after bariatric sur-
gery. N Engl J Med 2004;351:2683-93.
22.	 Sjöström L, Narbro K, Sjöström CD, et 
al. Effects of bariatric surgery on mortality 
in Swedish obese subjects. N Engl J Med 
2007;357:741-52.
23.	 Sjöström L, Gummesson A, Sjöström 
CD, et al. Effects of bariatric surgery on 
cancer incidence in obese patients in Swe-
den (Swedish Obese Subjects Study): a 
prospective, controlled intervention trial. 
Lancet Oncol 2009;10:653-62.
24.	 Sjöström L, Peltonen M, Jacobson P, et 
al. Bariatric surgery and long-term car-
diovascular events. JAMA 2012;307:56-65.
25.	 Wilhelmsen L, Tibblin G, Aurell M, 
Bjure J, Ekström-Jodal B, Grimby G. Phys-
ical activity, physical fitness and risk of 
myocardial infarction. Adv Cardiol 1976; 
18:217-30.
26.	 Thune I, Njølstad I, Løchen ML, Førde 
OH. Physical activity improves the meta-
bolic risk profiles in men and women: the 
Tromsø Study. Arch Intern Med 1998;158: 
1633-40. [Erratum, Arch Intern Med 
1998;159:17.]

27.	 Larsson I, Lissner L, Näslund I, 
Lindroos A. Leisure and occupational 
physical activity in relation to body mass 
index in men and women. Scand J Food 
Nutr 2004;48:165-72.
28.	 Lindroos AK, Lissner L, Sjöström L. 
Validity and reproducibility of a self-
administered dietary questionnaire in 
obese and non-obese subjects. Eur J Clin 
Nutr 1993;47:461-81.
29.	 Executive summary: standards of 
medical care in diabetes — 2011. Diabetes 
Care 2011;34:Suppl 1:S4-S10.
30.	 Definition, diagnosis and classifica-
tion of diabetes mellitus and its complica-
tions: report of a WHO Consultation. Part 
1: diagnosis and classification of diabetes 
mellitus. Geneva: World Health Organiza-
tion, 1999. (Report no. 99.2.)
31.	 Singer JD, Willett JB. Applied longitu-
dinal data analysis: modeling change and 
event occurrence. New York: Oxford Uni-
versity Press, 2003.
32.	 Benjamini Y, Hochberg Y. Controlling 
the false discovery rate: a practical and 
powerful approach to multiple testing. J R 
Stat Soc B 1995;57:289-300.
33.	 Dixon JB, Zimmet P, Alberti KG, Ru-
bino F. Bariatric surgery: an IDF statement 
for obese Type 2 diabetes. Diabet Med 
2011;28:628-42.
34.	 Runkel N, Colombo-Benkmann M, 
Huttl TP, et al. Evidence-based German 
guidelines for surgery for obesity. Int J 
Colorectal Dis 2011;26:397-404.
35.	 Rubino F, Kaplan LM, Schauer PR, 
Cummings DE. The Diabetes Surgery 
Summit consensus conference: recom-
mendations for the evaluation and use of 
gastrointestinal surgery to treat type 2 
diabetes mellitus. Ann Surg 2010;251:399-
405.
36.	 Buchwald H, Estok R, Fahrbach K, et 
al. Weight and type 2 diabetes after bar-
iatric surgery: systematic review and meta-
analysis. Am J Med 2009;122(3):248.e5-
256.e5.
37.	 Rubino F, Schauer PR, Kaplan LM, 
Cummings DE. Metabolic surgery to treat 
type 2 diabetes: clinical outcomes and 
mechanisms of action. Annu Rev Med 
2010;61:393-411.
38.	 Marchetti P, Dotta F, Lauro D, Purrello 
F. An overview of pancreatic beta-cell de-
fects in human type 2 diabetes: implica-
tions for treatment. Regul Pept 2008;146: 
4-11.
39.	 Hall TC, Pellen MG, Sedman PC, Jain 
PK. Preoperative factors predicting remis-
sion of type 2 diabetes mellitus after Roux-
en-Y gastric bypass surgery for obesity. 
Obes Surg 2010;20:1245-50.
Copyright © 2012 Massachusetts Medical Society.

The New England Journal of Medicine 
Downloaded from nejm.org at HELLENIC ENDOCRINE SOCIETY on October 15, 2012. For personal use only. No other uses without permission. 

 Copyright © 2012 Massachusetts Medical Society. All rights reserved. 


