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Editorial

Can the Events of Early Life Influence the
Development of Rheumatoid Arthritis?

I am often asked the same question by newly diagnosed
patients, “Why me? Why did I get rheumatoid arthritis?”
The easy response is to trot out an answer that both genes
and environmental factors are important. However, it is dif-
ficult to provide detail to the sequence of events, and the rel-
ative importance of each, needed to induce the chronic
inflammation of rheumatoid arthritis (RA).

Genetic factors are clearly important. HLA-DRB1 alleles
have repeatedly been shown to be associated with the devel-
opment of RA. Genome-wide studies have also identified
other genes both within and outside the major histocompat-
ibility complex (MHC)1. In contrast, advances in our under-
standing of the role of the environment have often been
slower and received less attention. Nevertheless, progress
has been made. This is particularly true for exposure to
tobacco smoke that has been shown in many studies to be a
strong risk factor for the development of RA2. Smoking
exposure is also a key example of the importance of inter-
actions between genes and environment.

Despite some success there are major challenges to
studying the role of environmental factors in the etiology of
RA. One of these is the fact that disease commonly starts in
middle age. This allows the opportunity for many different
exposures throughout life to have had an effect on disease
development over many decades. It has become clear that
immunological and inflammatory changes begin many years
before the onset of joint pain and swelling. The autoanti-
bodies rheumatoid factor (RF) and anti-cyclic citrullinated
peptides (anti-CCP) and a raised C-reactive protein (CRP)
are all detectable in serum years before symptoms begin3.
This has led to the idea that a major block to unraveling the
role of environmental factors in RA may be that we are
“looking too late”4. Perhaps crucial environmental expo-
sures are missed when we don’t look early enough. If this is
true then is it biologically plausible that events during
neonatal life and childhood could have lifelong effects?

There is now a large body of evidence suggesting that
early life events can lead to disease in later life. Work in this

area, initially in relation to cardiovascular disease, led to the
hypothesis of the “fetal origins of adult disease” proposed
by David Barker5. The hypothesis proposes that early life
development in adverse circumstances produces a “thrifty
phenotype” that prepares the offspring for a more challeng-
ing environment. This in turn produces unintended adverse
consequences later in life. An example of this is seen in the
increased likelihood of hypertension in adults who had low
birth weight6. Some of these effects may be mediated
through a re-setting of hypothalamic-pituitary-adrenal
(HPA) and growth hormone/insulin-like growth factor-1
(GH/IGF-1) axes. For example, low birth weight appears to
result in the programming of the HPA axis to produce more
cortisol7,8.

Early life events may effect the development of auto-
immune disease in 2 main ways. The first is through the
effects of poor fetal and infant growth as described for low
birth weight and hypertension and the second through early
life exposure to exogenous factors including microorgan-
isms. Early life growth has been shown to have effects on
the development of autoimmune thyroid disease, with low
birth weight being associated with increased thyroid
autoimmunity9,10. In contrast, development of type I dia-
betes has been associated with higher weight at 6 months of
age11.

In this issue of The Journal Simard and colleagues have
shown a lack of association between preterm birth or being
breastfed and incident RA in women12. The study was car-
ried out using a large number of individuals from the
Nurses’ Health Study (NHS) and the Nurses’ Health Study
II (NHSII). The same group has shown an association
between high birth weight and a greater risk of developing
adult RA in the NHS. Interestingly, they have also shown
that higher birth weight was associated with an increased
incidence of developing systemic lupus erythematosus in
the same cohort13. Other groups have shown associations
between high birth weight and development of RA14, and
low birth weight being protective for the development of
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RA and juvenile idiopathic arthritis (JIA) (a nonsignificant
trend)15. However, birth weight and infant growth have been
shown to have no effect on the development of RF in
adults16. In general, high birth weight seems to increase the
likelihood of RA in later life. The new finding that preterm
birth does not affect the likelihood of developing RA does
not detract from this.

The new results on breastfeeding are in contrast to previ-
ous findings that initiation of early breast feeding is associ-
ated with the development of RA14 and that HLA-DR4-neg-
ative individuals who are RF-positive are more likely to
have been breastfed17. There are differences in the popula-
tions studied, and diverse results from different groups may
also show the difficulty in studying these effects in RA.
However, the most recent study contains the largest number
of individuals and has the most detailed information on the
degree of exposure to breastfeeding.

One major difficulty with defining associations between
environmental factors and a complex disease like RA is its
heterogeneity. This may ultimately be addressed by exact
phenotyping of patients into different disease subgroups.
This subtyping is likely to increase the reliability of future
studies including those looking at environmental factors.
The importance of this approach has already been highlight-
ed by studies showing that the effect of breastfeeding in the
development of RF is dependent on the presence or absence
of HLA-DR417.

So does all this work help to answer the patient’s ques-
tion as to why they developed RA? Well, maybe. It suggests
that large babies are more likely to develop RA, that being
preterm has no effect, and that if breastfeeding is important
it is probably less so. Perhaps high birth weight results in the
programming of the HPA axis to produce less cortisol and
shifts the balance towards chronic inflammation.

CHRISTOPHER J. EDWARDS, MD, FRCP,
Consultant Rheumatologist and Honorary Senior Lecturer,
University of Southampton School of Medicine,
Southampton University Hospitals Trust,
Department of Rheumatology,
Southampton General Hospital, Tremona Road,
Southampton, SO16 6YD, United Kingdom

Address correspondence to Dr. Edwards. E-mail: cedwards@soton.ac.uk

REFERENCES
1. Plenge RM. Rheumatoid arthritis genetics: 2009 update. Curr

Rheumatol Rep 2009;11:351-6.

2. Sugiyama D, Nishimura K, Tamaki K, Tsuji G, Nakazawa T,
Morinobu A, et al. Impact of smoking as a risk factor for
developing rheumatoid arthritis: A meta-analysis of observational
studies. Ann Rheum Dis 2009 Jan 28 [Epub ahead of print]

3. Nielen MM, van Schaardenburg D, Reesink HW, Twisk JW, van de
Stadt RJ, van der Horst-Bruinsma IE, et al. Simultaneous
development of acute phase response and autoantibodies in
preclinical rheumatoid arthritis. Ann Rheum Dis 2006;65:535-7.

4. Edwards CJ, Cooper C. Early environmental factors and rheumatoid
arthritis. Clin Exp Immunol 2006;143:1-5.

5. Bateson P, Barker D, Clutton-Brock T, Deb D, D’Udine B, Foley
RA, et al. Developmental plasticity and human health. Nature
2004;430:419-21.

6. Barker DJ, Osmond C, Golding J, Kuh D, Wadsworth ME. Growth
in utero, blood pressure in childhood and adult life, and mortality
from cardiovascular disease. BMJ 1989;298:564-7.

7. Phillips DI, Walker BR, Reynolds RM, Flanagan DE, Wood PJ,
Osmond C, et al. Low birth weight predicts elevated plasma cortisol
concentrations in adults from 3 populations. Hypertension
2000;35:1301-6.

8. Seckl JR, Meaney MJ. Glucocorticoid programming. Ann NYAcad
Sci 2004;1032:63-84.

9. Phillips DI, Osmond C, Baird J, Huckle A, Rees-Smith B. Is
birthweight associated with thyroid autoimmunity? A study in twins.
Thyroid 2002;12:377-80.

10. Kajantie E, Phillips DI, Osmond C, Barker DJ, Forsen T, Eriksson
JG. Spontaneous hypothyroidism in adult women is predicted by
small body size at birth and during childhood. J Clin Endocrinol
Metab 2006;91:4953-6.

11. Kharagjitsingh AV, de Ridder MA, Roep BO, Koeleman BP,
Bruining GJ, Veeze HJ. Revisiting infant growth prior to childhood
onset type 1 diabetes. Clin Endocrinol 2009 Sep 10 [Epub ahead of
print]

12. Simard JF, Costenbader KH, Hernán MA, Liang MH, Mittleman
MA, Karlson EW. Early life factors and adult-onset rheumatoid
arthritis. J Rheumatol 2010;37:32-7.

13. Simard JF, Karlson EW, Costenbader KH, Hernan MA, Stampfer
MJ, Liang MH, et al. Perinatal factors and adult-onset lupus.
Arthritis Rheum 2008;59:1155-61.

14. Jacobsson LT, Jacobsson ME, Askling J, Knowler WC. Perinatal
characteristics and risk of rheumatoid arthritis. BMJ 2003;
326:1068-9.

15. Carlens C, Jacobsson L, Brandt L, Cnattingius S, Stephansson O,
Askling J. Perinatal characteristics, early life infections and later
risk of rheumatoid arthritis and juvenile idiopathic arthritis. Ann
Rheum Dis 2009;68:1159-64.

16. Edwards CJ, Goswami R, Goswami P, Syddall H, Dennison EM,
Arden NK, et al. Growth and infectious exposure during infancy
and the risk of rheumatoid factor in adult life. Ann Rheum Dis
2006;65:401-4.

17. Young KA, Parrish LA, Zerbe GO, Rewers M, Deane KD, Michael
Holers V, et al. Perinatal and early childhood risk factors associated
with rheumatoid factor positivity in a healthy paediatric population.
Ann Rheum Dis 2007;66:179-83.

J Rheumatol 2010;37:1–2; doi:10.3899/jrheum.091195

2 The Journal of Rheumatology 2010; 37:1; doi:10.3899/jrheum.091195

Personal non-commercial use only. The Journal of Rheumatology Copyright © 2010. All rights reserved.

 www.jrheum.orgDownloaded on April 10, 2024 from 

http://www.jrheum.org/

