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Background The clinical implications of weight regain following weight loss remain uncertain. We analysed mortality, :::Istgz El‘;’;’;’gl
cardiovascular events, cancer, and microvascular disease in individuals with significant weight loss, comparing T
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maintainers to regainers. .
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Methods Using a prospective cohort design, we analysed 1346 participants who underwent bariatric surgery in the ¢,

Swedish Obese Subjects (SOS) study, aged 37-60 years with BMI >34 (men) or >38 (women), recruited 1987-2001.
Individuals who regained >20% of their 1-year weight loss after 4 years (regain group) were compared to those who
regained less (maintenance group). The study was closed on December 31, 2020 with median follow-up of 27 years
and 99.9% mortality tracking (ClinicalTrials.gov NCT01479452).

Findings Average weight loss after 1 year was 29.3 + 11.7 kg and 31.9 + 13.8 kg and average weight change from year 1
to year 4 was +12.7 + 6.6 kg and —0.6 + 7.3 kg in the regain and maintenance groups, respectively. During follow-up,
regain and maintenance groups showed similar rates of total mortality and cancer, 12.4 (95% CI: 10.9-14.2) vs 12.4
(10.7-14.3), p = 0.740, and 11.3 (95% CI: 9.7-13.0) vs 10.4 (8.8-12.2) per 1000 person-years (p = 0.308), respectively.
The regain group had, however, higher incidence of microvascular disease, 11.0 (95% CI: 9.5-12.8) vs 8.7 (7.3-10.4)
per 1000 person-years (p = 0.024), and while not statistically significant, also higher incidence of major adverse
cardiovascular events (myocardial infarction, stroke, and heart failure) 15.7 (95% CI: 13.8-17.8) vs 13.0 (11.2-15.1)
per 1000 person-years (p = 0.055).

Interpretation Weight regain was linked to increased vascular disease risk but we could not demonstrate an asso-
ciation with life expectancy.
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Research in context

Evidence before this study

Weight regain following weight loss is very common and
remains a significant challenge in obesity management. For
example, potent weight loss drugs effectively reduce body
weight, but rapid weight regain often occurs after
discontinuation or dosage reduction. Similarly, weight loss
from lifestyle interventions is often temporary, with weight
frequently regained. Bariatric surgery usually leads to rapid
weight loss, peaking within one to two years, but partial
weight regain is common, as shown by many studies. We
searched PubMed from inception to September 18, 2024,
using the terms “weight regain” “weight loss
and “mortality” and found no studies.

mou

intervention”

Added value of this study
To our knowledge, this is the first study to investigate
whether long-term morbidity and mortality following

Introduction

Obesity increases the risk of numerous health prob-
lems, leading to a reduction in life expectancy."” Weight
regain following weight loss is very common and re-
mains a significant challenge in obesity management.’
For example, treatment with semaglutide effectively re-
duces body weight, but once the medication is dis-
continued or the dosage is reduced, rapid weight regain
often occurs.* Similarly, weight loss through lifestyle
interventions is often shortlived, with the weight
frequently regained later on.® Bariatric surgery typically
results in rapid weight loss, reaching its peak within one
to two years, but partial weight regain is a common
issue, as shown by numerous studies.® "

Until recently, bariatric surgery was the only treat-
ment that achieved significant, long-lasting weight loss,
and it remains the only obesity treatment that has been
associated with substantial reductions in the risk of
developing type 2 diabetes," macrovascular'>”® and
microvascular diseases,'*'* cancer,”*'® and an increased
life expectancy.'®"” An incentive for individuals opting for
bariatric surgery is to mitigate the risks of declining
health and premature mortality.”® Patients perceive
weight regain as a difficult experience, fearing its impact
on their future health.” Given the long-lasting improve-
ment of health outcomes following bariatric surgery, it
appears that weight-loss maintenance is an essential
mechanism, but substantial evidence supporting this
notion remains sparse. To the best of our knowledge, no
study has specifically investigated whether long-term
health outcomes following significant weight loss vary

significant weight loss differ based on whether the initial
weight loss is maintained or partially regained. We examined
health outcomes over 30 years after bariatric surgery,
comparing individuals who partly regained their initial weight
loss with those who maintained their weight loss. Those who
regained weight exhibited a less favourable cardiovascular risk
profile and experienced higher rates of both microvascular
and macrovascular events. However, their mortality rate was
similar to that of those who maintained their weight loss.
Importantly, both groups had lower mortality rates than the
control group receiving standard obesity care.

Implications of all the available evidence

Partial weight regain after substantial weight loss was linked
to a higher risk of microvascular and macrovascular diseases,
but no association with life expectancy was identified.

depending on whether the initial weight loss is main-
tained or followed by partial weight regain. The aim of
this study was to examine the relationship between
weight regain after substantial weight loss and the inci-
dence of cardiovascular disease, cancer, and microvas-
cular disease, as well as cause-specific mortality and life
expectancy over a 30-year period in the prospective
Swedish Obese Subjects (SOS) study.

Methods

Study design

The prospective matched SOS study, designed to
compare overall mortality between individuals treated
with bariatric surgery and usual obesity care, has been
previously described.’*? In brief, 4047 individuals were
enrolled between 1 September 1987 and 31 January
2001. A bariatric surgery group of 2007 individuals was
formed along with a matched control group of 2040
participants (Supplementary Figure S1). The study was
conducted at 25 public surgical departments and 480
primary health care centres in Sweden. Seven regional
ethics review boards (Gothenburg, Lund, Linkdping,
Orebro, Karolinska Institute, Uppsala, Ume4) approved
the study protocol, and written or oral informed consent
was obtained from all participants. This consent pro-
cedure was reviewed and approved by all seven review
boards, approval number 184-90, date of decision June
6, 1990 (renewed approval number T508-17, date of
decision June 12, 2017). The study has been registered
at ClinicalTrials.gov (NCT01479452).
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The inclusion criteria were ages 37-60 years and a
body mass index (BMI) of at least 34 in men and 38 or
more in women. The exclusion criteria were previous
surgeries for gastric or duodenal ulcers, prior bariatric
surgery, gastric ulcer in the past 6 months, ongoing or
active malignancy within the past 5 years, myocardial
infarction in the past 6 months, bulimic eating patterns,
drug or alcohol abuse, psychiatric or cooperative prob-
lems contraindicating bariatric surgery, or other con-
traindicating conditions. Baseline examinations took
place 4 weeks before the intervention. Follow-up visits,
including physical examinations and questionnaires,
were scheduled at 0.5, 1, 2, 3, 4, 6, 8, 10, 15, and 20
years. Fasting blood samples were collected at baseline
and after 2, 10, 15, and 20 years.

The surgery group underwent banding (18%), verti-
cal banded gastroplasty (69%) or gastric bypass (13%).
Participants who had a reoperation with a different
surgical technique (n = 372, 18.5%), or an operation
which reinstated normal anatomy (n = 102, 5.1%), were
excluded. The control group received conventional
obesity treatment.

The surgery group was divided into weight regain
and maintenance groups based on weight changes be-
tween baseline and the 1-year follow-up, and between 1-
and 4-year follow-up examinations. Those who regained
20% or more of their 1-year weight loss by the 4-year
examination were assigned to the weight regain group,
while those who regained less than 20% formed the
weight maintenance group.® In a sensitivity analysis, a
threshold of 30% weight regain®' was used to further
validate the findings. Participants were required to have
body weight data at baseline, as well as at the 1- and 4-
year follow-up to allow for assessment of initial weight
loss and subsequent weight regain. Consequently, for
the remaining individuals, those with missing data on
body weight (n =172, 11.2%) or who died (n =15, 1.0%)
within the first four years were excluded
(Supplementary Figure S1).

Mortality data until December 31, 2020, and official
causes of death, were obtained from the Swedish Pop-
ulation and Address Register and the Swedish Cause of
Death Register, respectively. Relevant case sheets and
autopsy reports were independently evaluated by two
authors. If there was a discrepancy between the study-
determined and official cause of death, the study-
determined direct cause was used, as the official cause
often reflects an underlying preventable cause like
obesity.”

Fatal and non-fatal major adverse cardiovascular
events (myocardial infarction, stroke, and heart failure)
and microvascular disease (retinopathy, diabetic kidney
disease, and neuropathy) were identified from the
Swedish Cause of Death Register and the Swedish Na-
tional Patient Register, respectively, using International
Classification of Diseases codes and intervention codes
(Supplementary Table S1). This register includes
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diagnoses for inpatients since 1987 and hospital-based
outpatient visits since 2001. Reporting is mandatory
for public hospitals and coverage is 99%.”* Cancer
incidence data were obtained from the Swedish National
Cancer Registry, covering more than 95% of all malig-
nant tumors.” Type 2 diabetes was defined by a fasting
blood glucose level >6.1 mmol/L, HbAlc > 48 mmol/
mol, and/or self-reported use of anti-diabetes
medication.

Statistical analyses

Demographics of the participants are presented as mean
values with standard deviations or as frequencies and
percentages. Baseline comparisons between the groups
used analysis of covariance for continuous variables and
a Fisher’s exact test for dichotomous variables.

The differences in the changes in BMI and risk fac-
tors between the groups were analysed with multilevel
mixed-effects regression models. The observations were
considered nested within the participants. For individuals
who dropped out of the study, we assumed missing data
were “missing at random” (i.e. missing data are only
dependent on the participant’s observed data), and all the
observed data were used in the analyses.

For time-to-event analyses, participants were fol-
lowed until first event, death, emigration, or end of
register-based follow-up (December 31st, 2020), which-
ever came first. Participants who emigrated, died, or did
not experience an event during follow-up were treated as
censored observations at the corresponding date.

Kaplan—-Meier estimates and mortality rates were
calculated for each group. Statistical inference was done
with Cox and the Gompertz proportional hazard
regression models and the results are presented as
hazard ratios (HR) and differences in median life-
expectancy with corresponding confidence intervals
(CIs). The proportional hazard assumption was evalu-
ated by assessing the interaction between weight
maintenance group and logarithm of time, and with
inspection of log-log plots. In cases where the assump-
tion was not fulfilled, the Cox models were modified to
allow time-varying coefficients, and in these cases the
results are presented as time-interval specific HRs.

Adjusted analyses considered preselected predictors
(age, sex, BMI, smoking status, diabetes, history of car-
diovascular disease, year of inclusion to the study, and the
type of surgery). Analyses on cause-specific mortality
were conducted with competing-risks regression models
suggested by Fine and Gray, in which deaths for other
reasons were treated as competing events.”

The cut-off date for register linkages was December
31, 2020. Data from participants who emigrated (n = 19),
withdrew consent (n = 3), or were alive at the end of
follow-up (December 31, 2020; n = 946) were censored
on the corresponding date in the time-to-event models.

All statistical tests were two-tailed and p values of less
than 0.05 were considered statistically significant. Stata
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statistical package 15.1 (StataCorp, 2017. Stata Statistical
Software: Release 15. College Station, TX: StataCorp LLC)
was used.

Role of the funding source

The funders of the study had no involvement in the
design, data collection, analysis, interpretation, or
preparation of the manuscript. All authors had full ac-
cess to the data and approved the submission of the
manuscript for publication.

Results

Participants

After exclusion of individuals with reoperations,
missing data, or who died within the first four years,
1346 (67.1%) individuals were available for assignment
to weight maintenance or weight regain groups
(Supplementary Figure S1). The baseline characteristics
of weight regain (n = 715) and weight maintenance
groups (n = 631), are shown in Table 1. In both groups
the majority of participants were women (70%). Baseline
BMI was lower in the weight regain group compared to
the weight maintenance group (41.9 = 4.1 kg/m” vs
42.8 + 4.5 kg/m?). Other characteristics were similar in

both groups. Median follow-up was 27 years (inter-
quartile range 24-29). Weight regain was influenced by
the type of surgery, with gastric bypass resulting in
fewer relapses than vertical banded gastroplasty.

BMI, energy intake, and physical activity

Changes in BMI over 20 years for the weight regain and
maintenance groups are depicted in Fig. 1. At the 1-year
examination, the regain and maintenance groups had
lost 29.3 + 11.7 and 31.9 + 13.8 kg, respectively. From
year 1 to year 4, average weight change was +12.7 + 6.6
and —0.6 + 7.3 kg in the regain and maintenance groups,
respectively. The difference in BMI between the groups
observed at year 4 largely persisted over 20 years. Waist
circumference showed a similar pattern, with both
groups experiencing a rapid decrease in the first year,
followed by more pronounced increase in the regain
group (Supplementary Figure S2). At the 10-year follow-
up, the weight regain group reported higher energy
intake and lower leisure-time physical activity levels
than the maintenance group, as shown in Fig. 2. The
number of individuals with available data at different
time-points for Figs. 1 and 2 are shown in
Supplementary Table S2.

Variable Regain (n = 715)°  No. with missing data  Maintenance (n = 631)°  No. with missing data
Age — yr 479 + 6.0 0 477 + 6.1 0
Male Sex — n (%) 215 (30.1) 0 192 (30.4) 0
Body Mass Index” 419 £ 41 0 428 + 45 0
Waist-to-hip ratio 0.988 + 0.079 3 0.992 + 0.079 0
Cardiovascular disease before baseline — n (%) 18 (2.5) 0 13 (2.1) 0
Cancer before baseline — n (%) 9 (13) 0 12 (1.9) 0
Hypertension — n (%) 586 (82.1) 1 501 (79.4) 0
Glucose status — n (%)°
Normal 371 (52.0) 2 327 (52.1) 3
Impaired 198 (27.8) 2 176 (28.0) 3
Type 2 diabetes 144 (20.2) 2 125 (19.9) 3
Insulin level — mU/liter 213 + 14.9 3 21.1 £ 11.8 4
Daily smoking — n (%) 143 (20.0) 0 148 (23.5) 1
Total cholesterol — mmol/liter 5.9+12 3 5.9z+11 1
Physically active — n (%)
Leisure time physical activity 402 (56.4) 2 339 (53.8) 1
Work-related physical activity 442 (61.9) 1 359 (57.1) 2
Energy intake — kcal/day 2808 + 1184 0 2909 = 1151 0
University education — n (%) 92 (12.9) 0 70 (11.1) 0
Married or living with partner — n (%) 537 (75.2) 1 460 (73.0) 1
Type of surgery — n (%)
Gastric bypass 77 (10.8) 0 153 (24.2) 0
Gastric banding 104 (14.5) 0 119 (18.9) 0
Vertical banded gastroplasty 534 (74.7) 0 359 (56.9) 0
?Plus-minus values are means + SD. There were imbalances (p < 0.05) between the regain and maintenance groups with respect to baseline body mass index and type of
surgery. "The body mass index is the weight in kilograms divided by the square of the height in meters. ‘Glucose status was classified as normal: fasting blood glucose level
<5.0 mmol/L (<90 mg/dL) and HbA1c <39 mmol/mol; impaired: >5.0 to < 6.0 mmol/L (>90-<110 mg/dL) or HbA1c 39-47 mmol/mol; type 2 diabetes: HbA1lc >48 mmol/
mol or fasting blood glucose of >6.1 mmol/L (>110 mg/dL), or diabetes medication use.
Table 1: Baseline characteristics.
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Fig. 1: Changes in body mass index, both absolute (A) and relative (B), over 20 years following bariatric surgery for the weight regain
and weight maintenance groups. The comparison between the regain and the maintenance group was adjusted for age and sex.

Changes in cardiovascular risk factors

Two years after bariatric surgery, improvements were
observed across all measured indicators of glucose and
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Fig. 2: Self-reported energy intake (A), leisure-time physical activity (B), and work-related physical activity (C) in the weight regain and
weight maintenance groups over 10 years following bariatric surgery. The comparisons between the regain and the maintenance group
were adjusted for age and sex.
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(Supplementary Figures S3-S5). Between year two and
year 10, glucose metabolism markers had deteriorated
in both groups, but were significantly worse in the
regain group (Supplementary Figure S3). Furthermore,
individuals in the regain group, free from type 2 dia-
betes at baseline, had higher incidence of type 2 diabetes
(HR =2.01, 95% CI: 1.40-2.89, p < 0.001), compared to
the maintenance group. Total and LDL cholesterol levels
were similar in the groups at year 10, while HDL
cholesterol and triglycerides were worse in the regain
group (Supplementary Figure S4). By year 10, both
groups experienced increased blood pressure, with the
regain group showing higher systolic levels
(Supplementary Figure S5).

Incidence of major adverse cardiovascular events,
cancer and microvascular disease

During follow-up, there were 245 major adverse car-
diovascular events (myocardial infarction, stroke, and
heart failure) in the regain group and 176 in the main-
tenance group (Fig. 3). The event rates were 15.7 per
1000 person-years (95% CI: 13.8-17.8) for the regain
group and 13.0 per 1000 person-years (95% CI:

>
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11.2-15.1) for the maintenance group. The adjusted
hazard ratio (HR) was 1.22 (95% CI: 1.00-1.49), with a
borderline p value of 0.055. In a sensitivity analysis,
where individuals who regained 30% or more of their
one-year post-surgery weight loss by the 4-year exami-
nation were classified as part of the regain group, the
incidence of major adverse cardiovascular events was
significantly higher in the regain group (adjusted HR 1.35
[95% CI: 1.11-1.65], p = 0.003) (Supplementary Figure S6).
The incidence of cancer was comparable between the two
groups, with 182 events in the regain group and 144 events
in the maintenance group. The corresponding rates were
11.3 per 1000 person-years (95% CI: 9.7-13.0) for the
regain group and 10.4 per 1000 person-years (95% CI:
8.8-12.2) for the maintenance group (p = 0.308). Micro-
vascular disease was more prevalent in the regain group,
with 179 events, compared to 122 events in the mainte-
nance group. This resulted in incidence rates of 11.0 per
1000 person-years (95% CI: 9.5-12.8) for the regain group
and 8.7 per 1000 person-years (95% CI: 7.3-10.4) for the
maintenance group, with an adjusted HR of 1.32 (95% CI:
1.04-1.69, p = 0.024). The sensitivity analysis, using a
threshold of 30% weight regain, confirmed the findings
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Fig. 3: Kaplan-Meier cumulative incidence of major adverse cardiovascular events (myocardial infarction, stroke and heart failure) (A),
cancer (B), and microvascular disease (C) in the weight regain and maintenance groups after bariatric surgery, including both fatal and
non-fatal events. The comparisons between the regain and the maintenance group were adjusted for age, sex, BMI, smoking status, diabetes,
history of cardiovascular disease, year of inclusion to the study, and the type of surgery. Individuals with an event during the first four years

were excluded from the respective outcome analysis.
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for both cancer and microvascular disease (Supplementary
Figure S6).

Overall mortality and life expectancy

During follow-up, there were 216 deaths in the regain
group and 184 in the maintenance group, resulting in
nearly identical overall mortality rates of 12.4 per 1000
person-years for both groups (95% CI for regain:
10.9-14.2, maintenance: 10.7-14.3), p = 0.740, as shown
in Supplementary Figure S7. The assumption of pro-
portional hazards was not fulfilled for total mortality
(test of time and weight maintenance group interaction,
adjusted p = 0.032). Initially, the regain group exhibited
lower mortality rates, but these rates became more
similar in later phases of follow-up, with adjusted HRs
for the regain vs maintenance group of 0.54 (95% CI:
0.30-0.97) at 5 years and 1.04 (95% CI: 0.85-1.28) at 20
years. Median life expectancy was similar between the
groups, with the regain group having an estimated life
expectancy 0.6 years shorter (95% CI: —2.7 to 1.6) than
the maintenance group (Fig. 4). Both the regain and the
maintenance group had lower mortality rate compared
to the SOS control group receiving usual obesity care
(mortality rate ratio 0.80 [95% CI: 0.68-0.94] and 0.83
[95% CI: 0.69-0.99] vs control group, respectively)
(Supplementary Figure S7).

In a sensitivity analysis that assigned individuals who
regained 30% or more of their one-year post-surgery
weight loss by the 4-year examination to the regain
group, similar mortality rates in the regain and main-
tenance groups were confirmed (Supplementary
Figure S8). Moreover, stratified analyses by surgery

type also showed comparable mortality rates between
the groups (Supplementary Figure S9).

Cause-specific mortality

Cardiovascular disease and cancer were leading causes
of death in both groups, as shown in Supplementary
Figure S10. The number of deaths from cardiovascular
disease was 77 in the regain group and 57 in the
maintenance group, corresponding to similar incidence
rates of 4.4 per 1000 person-years (95% CI: 3.5-5.5) and
3.8 per 1000 person-years (95% CI: 3.0-5.0), respectively
(p = 0.550). Cancer mortality was also comparable, with
64 vs 62 deaths, resulting in incidence rates of 3.7 per
1000 person-years (95% CI: 2.9-4.7) for the regain
group and 4.2 per 1000 person-years (95% CI: 3.3-5.4)
for the maintenance group, respectively (p = 0.399).
Deaths from other causes followed a similar pattern,
with 75 vs 65 deaths, resulting in incidence rates of 4.3
per 1000 person-years (95% CI: 3.4-5.4) for the regain
group and 4.4 per 1000 person-years (95% CI: 3.4-5.6)
for the maintenance group, respectively (p = 0.849).

Discussion

In this study, we examined health outcomes over a 30-
year period, comparing individuals who regained
weight after an initial weight loss with those who
maintained their weight loss. Although individuals who
regained weight exhibited a less favourable cardiovas-
cular risk profile and experienced higher incidences of
both microvascular and macrovascular events, their
mortality rate remained comparable to those who
maintained their weight loss. Additionally, both the
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regain and maintenance groups had lower mortality
rates compared to the SOS control group receiving
standard obesity care. These findings suggest that even
after partial weight regain, the positive association be-
tween bariatric surgery and increased life expectancy
persists.

The definitions used to identify weight regain after
bariatric surgery vary significantly across studies, sub-
stantially affecting the proportion of individuals classi-
fied as experiencing weight regain.””* A prospective
study, aiming for standardized measurement, found
that weight regain, expressed as a percentage of
maximal weight loss, exhibited the strongest associa-
tions with clinical health outcomes, including the pro-
gression of hypertension and diabetes.® Furthermore, a
division, based on whether weight regain exceeded or
fell below 20% of the maximum weight loss, proved
most efficient among dichotomous measures.® There-
fore, our study adopted this definition to investigate the
relationship between weight regain and serious health
outcomes over 30 years. However, the International
Federation for the Surgery of Obesity and Metabolic
Disorders (IFSO) recently issued guidelines defining
weight regain as gaining 30% or more of the initial
weight loss after surgery.”’ Following this recommen-
dation, we repeated our analysis of mortality and
observed results that were largely consistent with the
initial findings.

Current understanding of the clinical significance of
weight regain following weight loss is still limited.” In
this study, most cardiovascular risk factors improved by
year 10 compared to baseline in both groups, but the
regain group exhibited a worse risk profile with more
severe dysregulation of glucose and lipid metabolism
and higher systolic blood pressure compared to the
maintenance group. Besides weight regain, the groups
also displayed differences in energy intake and physical
activity during follow-up, which may have contributed to
differences in risk factor profiles. While these differ-
ences point to a higher risk profile, their relatively small
magnitude may explain the similar overall mortality
rates between the groups. Deaths attributable to car-
diovascular disease and cancer—the two leading causes
of mortality in high-income countries—showed no sig-
nificant difference between those who regained weight
and those who maintained their weight loss. Cancer
incidence was similar between the two groups, whereas
the risk of vascular diseases was significantly higher in
the regain group, with the most pronounced increase
observed for microvascular disease. This may be related
to the less significant improvements in glucose
metabolism in the regain group, reflecting the well-
established link between hyperglycaemia and micro-
vascular disease.”

Multiple factors contributing to weight regain have
been identified. These include anatomical modifica-
tions, genetic factors, nutritional aspects, hormonal

changes, metabolic factors, insufficient physical activ-
ity, and psychiatric conditions.*>* In our study, the
difference in BMI between the regain and maintenance
groups, from year 4, remained largely consistent over
the 20-year follow-up period, suggesting that the fac-
tors influencing these trajectories are sustained over
time. Individuals who experienced weight regain, on
average, consumed more calories and engaged in less
physical activity during the follow-up period than those
in the maintenance group. This difference emphasizes
the importance of continuous focus on dietary habits
and physical activity for weight management following
weight loss interventions. The SOS-study was designed
to examine the long-term outcomes after weight loss
and was not intended to compare surgical procedures.
However, we observed that although weight regain
occurred after all types of surgery, it was least common
after gastric bypass, supporting the idea that anatom-
ical changes can influence the likelihood of regaining
weight. Long-term studies are inevitably influenced by
evolving treatment approaches, and we acknowledge
the underrepresentation of current surgical techniques
as a limitation of our study. However, when comparing
the regain and maintenance groups within individuals
who underwent the same surgical procedure, we found
similar mortality rates. This suggests that the health
risks associated with weight regain are not significantly
impacted by the specific method of surgical weight
loss.

This study has several limitations. First, weight
regain was not a predefined analysis, making the cur-
rent analysis exploratory in nature and the findings may
be the result of chance. Second, our study includes older
surgical methods, some of which are no longer in use.
However, vertical banded gastroplasty, the most
commonly performed procedure in this cohort, has
been shown to produce weight loss outcomes compa-
rable to those of sleeve gastrectomy.””** Third, the
generalizability of our findings may be limited, as the
study population was predominantly recruited in Swe-
den and comprised mostly individuals of Scandinavian
ancestry. Additionally, consistent with typical bariatric
surgery cohorts, the majority of participants were
women. Fourth, the number of participants available for
analysis was constrained, partly due to missing body
weight data at years one and four. Despite these limi-
tations, the study has several notable strengths,
including its prospective data collection, the extended
follow-up period with repeated health examinations, and
the comprehensive and nearly complete data sourced
from national Swedish health registers. In addition, in
our analyses, we aimed to isolate the specific effects of
weight regain on future mortality and health outcomes.
To achieve this, we excluded participants who under-
went reoperations involving different surgical tech-
niques or procedures that reinstated normal anatomy,
regardless of the reason for the reoperation.
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The results of this study should not be interpreted to
suggest that weight regain has few negative conse-
quences. While our analyses focused on risk of major
chronic diseases and mortality, they did not account for
other potential adverse effects of weight regain that also
warrant consideration. For example, individuals who
regain weight may face more severe obesity-related
challenges in their daily lives, encounter greater
obesity stigma, suffer a decline in quality of life, or
experience an increase in psychiatric disorders. Notably,
an early report from a subset of the SOS cohort indi-
cated that weight regain was associated with de-
teriorations in health-related quality of life.’’ Further
research is also warranted to explore whether conditions
like arthrosis®? and sleep apnea,” are exacerbated in
individuals who regain weight. Nonetheless, the emer-
gence of new, effective anti-obesity medications pre-
sents promising opportunities to mitigate weight
regain.”

In conclusion, partial weight regain after substantial
weight loss was associated with a less favourable car-
diovascular risk profile and an increased incidence of
both microvascular and macrovascular diseases; how-
ever, no association with life expectancy was observed.
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