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The IRS1 rs2943641 Variant and Risk of Future Cancer
Among Morbidly Obese Individuals

Cristina Maglio, Ulrika Ericson, Maria Antonella Burza,

Rosellina Margherita Mancina, Carlo Pirazzi, Johanna Andersson Assarsson,
Kajsa Sjoholm, Marco Giorgio Baroni, Per-Arne Svensson, Tiziana Montalcini,
Arturo Puijia, Lars Sjostrom, Olov Wiklund, Lena M. S. Carlsson, Jan Borén,
Marju Orho-Melander, and Stefano Romeo

Department of Molecular and Clinical Medicine and Center for Cardiovascular and Metabolic Research
(C.M., MAB.,,RM.M,, C.P,,JAA,KS., P-AS, LS., OW, LM.S.C,, J.B., S.R), the Sahlgrenska
Academy, University of Gothenburg, S-413 45 Gothenburg, Sweden; Diabetes and Cardiovascular
Disease (U.E., M.O.-M.), Genetic Epidemiology, Department of Clinical Sciences in Malmd, University of
Lund, S-205 02 Malmg, Sweden; Human Nutrition Unit (R.M.M., T.M., S.R., A.P.), Department of
Medical and Surgical Sciences, University Magna Graecia, I-88100 Catanzaro, Italy; and Endocrinology
and Diabetes (M.G.B.), Department of Medical Sciences, University of Cagliari, 1-09042 Cagliari, Italy

Context: Obesity and insulin resistance are risk factors for cancer development. The /RS7 rs2943641
genetic variant has been widely associated with insulin resistance.

Objective: The aim of the study was to examine whether the IRS7 rs2943641 associates with cancer
incidence in obese individuals.

Design, Setting and Patients: The /RS7 rs2943641 was genotyped in participants from the Swedish
Obese Subjects (SOS) study, an intervention trial on the effect of bariatric surgery on mortality and
morbidity compared with usual care and in the population-based Malmé Diet and Cancer (MDC)
cohort. In both studies, the median follow-up for cancer incidence was about 15 years.

Intervention and Main Outcome Measure: Cancer incidence was assessed in both the SOS and the
MDC cohorts through national and local registers.

Results: The /RST T allele was associated with lower insulin resistance in both the SOS and the MDC
studies. A lower cancer incidence was found in T allele carriers from the SOS control group (hazard
ratio [HR] 0.77, 95% confidence interval [CI] 0.62-0.96; P = .021) and was restricted to morbidly
obese individuals (HR 0.67, 95% Cl 0.50-0.91; P = .011). No evidence of such association was
detected in the surgery group (interaction P = .005). In the MDC cohort, a nonsignificant tendency
for lower cancer incidence in T allele carriers was observed only in morbidly obese individuals. A
meta-analysis of morbidly obese individuals (body mass index > 40 kg/m?) from the two cohorts
strengthened the evidence for the association (HR 0.66, 95% Cl 0.50-0.87; P = .004).

Conclusions: Our results suggest that the T allele of rs2943641 near IRST may associate with lower
cancer incidence in morbidly obese individuals. (J Clin Endocrinol Metab 98: E785-E789, 2013)

besity is a disease with constantly growing preva-
lence worldwide (1). The excess in body weight asso-

ciates with an increase in insulin resistance. Both obesity and
insulin resistance increase the risk of developing cancer (2, 3).
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Conversely, interventions that reduce body weight and insulin
resistance result in a decreased cancer risk (4, 5).

The insulin receptor substrate 1 (IRS1) gene encodes
one of the primary mediators of the insulin signaling path-

Abbreviations: BMI, body mass index; Cl, confidence interval; HOMA-IR, homeostatic
model assessment for insulin resistance; HR, hazard ratio; IRS1, insulin receptor substrate
1, MDC, Malmo Diet and Cancer; SOS, Swedish Obese Subjects.

jcem.endojournals.org  E785



E786 Maglio et al The IRST rs2943641 Variant and Cancer Risk

way (6). A genome-wide association study on insulin re-
sistance identified a single-nucleotide polymorphism
(rs2943641) in an intergenic region downstream of the
IRS1 gene (7) that associates with greater insulin sensitiv-
ity. Several studies have confirmed the association be-
tween insulin sensitivity and variants near IRS1 and fur-
ther showed association with metabolic parameters and
body fat distribution (8-12).

In this study, we investigate whether IRS1 rs2943641
associates with cancer development among individuals
from the Swedish Obese Subjects (SOS) study. In addition,
we attempt to replicate findings of the SOS study in the
Malmo Diet and Cancer (MDC) cohort.

Subjects and Methods

The SOS study

The SOS study has been previously described (13). Briefly, the
SOS study is a matched, prospective, controlled intervention trial
aiming to evaluate the effect of bariatric surgery on mortality and
morbidity compared with conventional obesity treatment (for
further details, please see Supplemental Materials and Methods,
published on The Endocrine Society’s Journals Online web site
at http://jcem.endojournals.org). A total of 4047 obese subjects
were enrolled in Sweden. Among them, 2010 individuals con-
stituted the bariatric surgery group and a nonrandomized
matched control group of 2037 individuals was created based on
18 matching variables. The exclusion criteria included active
malignancy during the last 5 years. Individuals with type 2 dia-
betes at baseline were excluded from the analysis of the current
report. DNA was available for 3031 nondiabetic subjects from
SOS (version 1.0), and IRS1 rs2943641 was successfully geno-
typed in 2988 of these subjects.

The MDC cohort

The MDC study is a population-based prospective cohort
study. All women born from 1923 through 1950 and all men
born from 1923 through 1945 living in the city of Malmo, Swe-
den, were invited to participate. Details on the cohort and the
recruitment procedures are described elsewhere (14) (for further
details, please see Supplemental Materials and Methods). The
present report includes 23 306 individuals, of 28 098 partici-
pants, that completed all baseline examinations. Participants
whose DNA was not available (n = 1503) or those in whom IRS1
rs2943641 was not successfully genotyped (n = 882) were not
included. Individuals with cancer (n = 1594) or diabetes (n =
958) at baseline were also excluded. Data on glucose and insulin
levels were available in about 20% of the population of the pres-
ent report.

Genotyping of IRS7 rs2943641

For details on the genotyping of the IRS1 rs2943641 variant,
please see Supplemental Materials and Methods. In the SOS
study, the success rate was 99 %, the minor allele frequency was
38%, and genotypes followed Hardy-Weinberg equilibrium
(P = .856, Supplemental Table 1). Genotypes were successfully
determined for 97% of the individuals from the MDC cohort, the
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minor allele frequency was 37%, and the genotypes were in
Hardy-Weinberg equilibrium (P = .960, Supplemental Table 1).

Study endpoints and statistical analyses

The study endpoints analyzed in the current report were fatal
and nonfatal solid cancers. Statistical analyses were carried out
using the IBM Statistical Package for Social Sciences version 19.0
(IBM SPSS, Inc, Chicago, Illinois). P values <.05 were consid-
ered statistically significant. For further details, please see Sup-
plemental Materials and Methods.

Results

The SOS study cohort

As expected, baseline homeostatic model assessment
for insulin resistance (HOMA-IR) and insulin levels were
lower in T allele carriers in the SOS population at baseline
(Supplemental Table 2). At the 2- and 10-year follow up,
a sustained decrease in body mass index (BMI) was ob-
served in the surgery group, whereas virtually no changes
were observed in the control group as previously described
(13). Although in the control group, the association be-
tween IRS1 T allele and lower HOMA-IR persisted during
follow-up, no evidence of association was found in the
surgery group during follow-up.

On the cutoff date of the analyses, the median fol-
low-up for cancer incidence was 14.7 years (interquartile
range 11.7-17.1 years). A total of 315 cancer events were
observed during follow-up. In the SOS control group,
IRST rs2943641 T allele was associated with a reduced
cancer incidence (log-rank P = .019, Figure 1A). In a mul-
tivariable Cox proportional hazard model including age,
gender, and BMI as covariates, the T allele remained as-
sociated with a significantly reduced risk of developing
cancer in the SOS control group (hazard ratio [HR] 0.77,
95% confidence interval [CI] 0.62-0.96; P = .021, Table
1). The result was virtually unchanged when smoking or
parameters previously associated with near-IRS1 genetic
variants were added as covariates in the model (Supple-
mental Table 3). In a sensitivity analysis after stratifying
the SOS control group by the median BMI (40 kg/m?;
interquartile range, 37-43 kg/m?), a significant cancer
risk reduction associated with the IRS1 T allele was found
only in those with BMI above the median (log-rank P =
.009; adjusted HR 0.67, 95% CI 0.50-0.91; P = .011;
Table 1). No significant IRS1-BMI strata interaction was
observed (P = .16).

In the surgery group, IRS1 genotypes were not associ-
ated with cancer incidence during follow up (log-rank P =
.135, Figure 1B; adjusted HR 1.23, 95% CI 0.97-1.57,;
P = .10, Table 1). An interaction was observed between
IRS1 genotypes and the surgical treatment in determining
cancer incidence (P = .005). No interaction between gen-
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Figure 1. Cumulative incidence of fatal and nonfatal solid cancer in SOS individuals across IRST
genotypes separated by control (A) and surgery (B) groups. A, Within the control group, 83
(14%) CC genotype carriers developed cancer (median follow-up, 13.9 [11.3-17.1] years),
compared with 80 (11%) heterozygous subjects (median follow-up, 14.3 [11.3-17.1] years) and
19 (9%) TT genotype carriers (median follow up: 14.2 [11.1-16.7]). B, Among the surgery group,
43 (8%) CC genotype carriers developed cancer (median follow up: 14.7 [11.8-17.1] years),
compared with 67 (10%) CT heterozygous subjects (median follow up: 14.9 [12.1-17.3] years)
and 23 (10%) TT genotype carriers (median follow-up, 14.8 [11.8-16.7] years). Interaction
between IRST genotype and treatment (ie, bariatric surgery vs no surgery) on cancer incidence

was significant (P = .005).

der and IRST rs2943641 was observed for cancer inci-
dence in either the SOS control or surgery groups (P = .43
and P = .13, respectively).

The MDC cohort

To replicate our findings in the SOS study, we next
examined the association of IRS1 rs2943641 with lower
insulin resistance and cancer in the MDC cohort. Consis-
tent with the findings in the SOS study, baseline
HOMA-IR levels were lower in T allele carriers in the
MDC cohort (Supplemental Table 2). On the cutoff date
of the analyses, the median follow-up for cancer incidence
was 14.5 years (interquartile range 14.2-17.4 years). A
total of 4963 cancer events occurred during the follow-up
in individuals from the MDC cohort. The IRS1 T allele

nificant IRS1-BMI strata (P = .17)
or IRS1-gender interactions were
observed (P = .74 for BMI = 40 kg/
m?, and P = .15 for BMI > 40
kg/m?).

A meta-analysis of the SOS con-
trol group and the MDC cohort
(BMI > 40 kg/m?) supported the as-
sociation between the IRS1 T allele
and lower cancer incidence (HR
0.66, 95% CI0.50-0.87; P = .004, Table 1).

Discussion

Our results suggest that morbidly obese individuals car-
rying the IRS1 rs2943641 T allele may have a reduced risk
of developing cancer. In line with previous studies, among
both SOS and MDC study participants, the IRST T allele
associated with lower insulin resistance. This association
is well established and has been widely replicated in sev-
eral independent studies (7, 8, 10).

Insulin resistance is a risk factor for cancer (3, 5). Obese
carriers of the IRS1 T allele showed both lower insulin

Table 1. Multivariable Cox Proportional Hazards Models for Cancer Events in Participants From the SOS and the

MDC Studies for the /RS rs2943641 T Allele?

Cases/Noncases HR (95% Cl) P Value
SOS study
Control group 182/1342 0.77 (0.62-0.96) .02
BMI = 40 kg/m2 83/679 0.89 (0.65-1.22) 47
BMI > 40 kg/m? 99/663 0.67 (0.50-0.91) .01
Surgery group 133/1331 1.23(0.97-1.57) 10
MDC study
All 4963/18 343 1.00 (0.96-1.04) 92
BMI = 40 kg/m2 4943/18 272 1.00 (0.96-1.04) .98
BMI > 40 kg/m2 20/71 0.61(0.29-1.29) .20
SOS control and MDC cohorts (BMI > 40 kg/m?)° 99 + 20/663 + 71 0.66 (0.50-0.87) .004

@ HRs have been adjusted for age, gender, and BMI.

b Summary HRs and corresponding 95% Cls were estimated by fixed and random-effect meta-analysis (Comprehensive Meta-Analysis software;

Biostat, Englewood, New Jersey).
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resistance and lower cancer incidence during follow-up in
the SOS control group but not in the surgery group in
which a sustained weight loss was achieved (13). Recent
studies suggest that body weight may modulate the asso-
ciated effects of certain genetic variants on metabolic traits
and also on cancer incidence (15, 16). Moreover, a recent
genome-wide association study observed an interaction
between BMI and the IRS1 locus in determining insulin
levelsinnonobese individuals (17). In the SOS study, arole
of BMI on cancer incidence in relation with IRS1 genotype
is not supported by the gene-BMI strata interaction in the
control group; however, the significant interaction be-
tween IRS1 and bariatric surgery in the overall cohort
suggests that body weight modulates the effect of the IRS1
variant on cancer incidence.

To replicate the findings in the SOS study, we examined
the association between the IRS1 variant and cancer in-
cidence in another Swedish cohort, the large population-
based MDC study. The MDC was selected as a replication
cohort because we could not exclude a priori an associa-
tion between the IRS1 variant and cancer incidence in the
general population. In MDC, no evidence for any protec-
tive association between the IRS1 T allele and cancer in-
cidence was found. We hypothesized that this lack of as-
sociation could be due to the difference in BMI between
the SOS and MDC populations. Indeed, when the analysis
was restricted to morbidly obese individuals from the
MDC cohort, we observed a similar trend for protective
association between the T allele and cancer incidence as
found in the SOS control group. Although we acknowl-
edge that formal replication was not achieved, the results
from our meta-analysis suggest that morbid obesity may
be needed to uncover the association between the IRS1
variant and lower cancer incidence. The lack of statistical
significance in the analysis for the IRS1 variant and cancer
incidence among morbidly obese individuals of the MDC
cohort may be explained by a lack of statistical power. The
reason for using BMI of 40 kg/m? as a cutoff level in the
MDC cohort was based on the World Health Organiza-
tion definition of class III obesity (morbid obesity) (18).

Regarding possible molecular mechanisms, IRS1 acts
as mediator of both the metabolic and mitogenic proper-
ties of the insulin receptor and of the IGF receptor (6).
Changes in IRS1 expression are known to be involved in
diabetes and cancer development (19, 20). Genetic vari-
ants near the IRS1 locus have been associated with in-
creased IRS1 protein expression in skeletal muscle and/or
adipose tissue (7, 11) and with increased IRS1-associated
activity of phosphoinositide-3-kinase (7), which may ex-
plain the association with lower insulin resistance and
lower fasting insulin levels. Lower insulin levels could re-
sult in a reduction of the proliferative stimulus through a
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reduced activation of the mitogenic ERK1 and -2 (21),
thus resulting in a lower cancer incidence. Moreover, a
genetic variant in high linkage disequilibrium with
rs2943641 was reported associated with an increased
body fat percentage but with decreased ratio of visceral to
sc fat (11). One may thus speculate that the effect of the
variants near IRS1 on increased body fat may counteract
the potential beneficial effects on cancer incidence in the
general population but not in morbidly obese individuals
with extreme amounts of sc fat.

In conclusion, our results suggest that the IRSI
rs2943641 T allele may associate with lower risk of inci-
dent cancer in morbidly obese individuals. Additional rep-
lications in other cohorts as well as in vivo and in vitro
studies are required to provide further understanding on
the mechanisms underlying the association between the
IRS1 variant and human diseases.

Acknowledgments

We thank the staff members at 480 primary healthcare centers
and 235 surgical departments in Sweden that participated in the
SOS study. Gerd Bergmark, Christina Torefalk, and Lisbeth Er-
iksson from the Sahlgrenska Academy at the University of
Gothenburg are acknowledged for invaluable administrative
support.

Address all correspondence and requests for reprints to: Ste-
fano Romeo, The Wallenberg Laboratory, Bruna Straket 16,
Sahlgrenska University Hospital, S-413 45 Gothenburg, Swe-
den. E-mail: stefano.romeo@wlab.gu.se.

This study was supported by grants from the Swedish Re-
search Council (K2010-55X-11285-13, K2008-65x-20753-
01-4, K2013-99X-22230-01-4), the Swedish Foundation for
Strategic Research to Sahlgrenska Centre for Cardiovascular and
Metabolic Research, the Swedish federal government under the
LUA/ALF agreement concerning research and education of doc-
tors, the Sahlgrenska Academy, the DiabetesFonden (reference
number: DIA2012-04), the Hjirt-Lungfonden (project number:
20120533) the Wilhelm and Martina Lundgren Science Fund,
and the Nilsson-Ehle Donationerna. M.G.B. was supported by a
grant from the Foundation Banco di Sardegna (Research Projects
2011) and from the Ministry of Education, University, and Re-
search (PRIN 2008), Italy. R.M.M. is supported by a cofinanced
grant from the European Commission, the European Social
Found, and Calabria Region.

Disclosure Summary: The authors have nothing to disclose.

References

1. Finucane MM, Stevens GA, Cowan M], et al; Global Burden of
Metabolic Risk Factors of Chronic Diseases Collaborating Group
(Body Mass Index). National, regional, and global trends in body-
mass index since 1980: systematic analysis of health examination
surveys and epidemiological studies with 960 country-years and 9.1
million participants. Lancet. 2011;377:557-567.


mailto:stefano.romeo@wlab.gu.se

doi:

10.

11.

10.1210/jc.2012-2831

. Must A, Spadano ], Coakley EH, Field AE, Colditz G, Dietz WH.

The disease burden associated with overweight and obesity. JAMA.
1999;282:1523-1529.

. FrascaF, Pandini G, Sciacca L, et al. The role of insulin receptors and

IGF-I receptors in cancer and other diseases. Arch Physiol Biochem.
2008;114:23-37.

. Sjostrom L, Gummesson A, Sjostrom CD, et al; Swedish Obese Sub-

jects Study. Effects of bariatric surgery on cancer incidence in obese
patients in Sweden (Swedish Obese Subjects Study): a prospective,
controlled intervention trial. Lancet Oncol. 2009;10:653-662.

. Ruiter R, Visser LE, van Herk-Sukel MP, et al. Lower risk of cancer

in patients on metformin in comparison with those on sulfonylurea
derivatives: results from a large population-based follow-up study.
Diabetes Care. 2012;35:119-124.

. Sun X]J, Rothenberg P, Kahn CR, et al. Structure of the insulin re-

ceptor substrate IRS-1 defines a unique signal transduction protein.
Nature. 1991;352:73-77.

. Rung J, Cauchi S, Albrechtsen A, et al. Genetic variant near IRS1 is

associated with type 2 diabetes, insulin resistance and hyperinsulin-
emia. Nat Genet. 2009;41:1110-1115.

. Yiannakouris N, Cooper JA, Shah S, et al. IRS1 gene variants, dys-

glycaemic metabolic changes and type-2 diabetes risk. Nutr Metab
Cardiovasc Dis. 2012;22:1024-1030.

. Sharma R, Prudente S, Andreozzi F, et al. The type 2 diabetes and

insulin-resistance locus near IRS1 is a determinant of HDL choles-
terol and triglycerides levels among diabetic subjects. Atherosclero-
sis. 2011;216:157-160.

Qi Q, Bray GA, Smith SR, Hu FB, Sacks FM, Qi L. Insulin receptor
substrate 1 gene variation modifies insulin resistance response to
weight-loss diets in a 2-year randomized trial: the Preventing Over-
weight Using Novel Dietary Strategies (POUNDS LOST) Trial. Cir-
culation. 2011;124:563-571.

Kilpeldinen TO, Zillikens MC, Stancakova A, et al. Genetic varia-
tion near IRS1 associates with reduced adiposity and an impaired
metabolic profile. Nat Genet. 2011;43:753-760.

THE

ENDOCRINE

13.

14.

15.

16.

17.

18.

19.

20.

21.

SOCIETY®

jcem.endojournals.org E789

. Teslovich TM, Musunuru K, Smith AV, et al. Biological, clinical and

population relevance of 95 loci for blood lipids. Nature. 2010;466:
707-713.

Sjostrom L, Narbro K, Sjostrom CD, et al. Effects of bariatric sur-
gery on mortality in Swedish obese subjects. N Engl | Med. 2007
357:741-752.

Manjer J, Carlsson S, Elmstahl S, et al. The Malmo Diet and Cancer
Study: representativity, cancer incidence and mortality in partici-
pants and non-participants. Eur | Cancer Prev. 2001;10:489-499.
Palmer CN, Maglio C, Pirazzi C, et al. Paradoxical lower serum
triglyceride levels and higher type 2 diabetes mellitus susceptibility
in obese individuals with the PNPLA3 148M variant. PLoS One.
2012;7:e39362.

Burza MA, Pirazzi C, Maglio C, et al. PNPLA3 [148M (rs738409)
genetic variant is associated with hepatocellular carcinoma in obese
individuals. Dig Liver Dis. 2012;44:1037-1041.

Manning AK, Hivert MF, Scott RA, et al; Diabetes Genetics Rep-
lication and Meta-analysis (DIAGRAM) Consortium; Multiple Tis-
sue Human Expression Resource (MUTHER) Consortium. A ge-
nome-wide approach accounting for body mass index identifies
genetic variants influencing fasting glycemic traits and insulin re-
sistance. Nat Genet. 2012;44:659-669.

World Health Organization. 2000 Obesity: preventing and manag-
ing the global epidemic. Report of a WHO consultation. WHO Tech
Rep Ser 894. Geneva, Switzerland: World Health Organization;
2000.

White MF. IRS proteins and the common path to diabetes. Am |
Physiol Endocrinol Metab. 2002;283:E413-E422.

Chang Q, Li Y, White MF, Fletcher JA, Xiao S. Constitutive acti-
vation of insulin receptor substrate 1 is a frequent event in human
tumors: therapeutic implications. Cancer Res. 2002;62:6035-
6038.

Wu X, Williams KJ. NOX4 pathway as a source of selective insulin
resistance and responsiveness. Arterioscler Thromb Vasc Biol.
2012;32:1236-1245.

Members can search for endocrinology conferences,
meetings and webinars on the Worldwide Events Calendar.

www.endo-society.org/calendar



