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Abstract

Background/Aims: It has been hypothesized that the intra-
uterine environment is an independent factor in obesity de-
velopment. If so, the maternal effect is likely to be a stronger
influencing factor (‘fetal overnutrition hypothesis’). We
aimed to systematically evaluate the associations of off-
spring body mass index (BMI, or adiposity) with pre-preg-
nancy BMI (or adiposity) of the mother and the father. Meth-
ods: The Medline, Embase and Cochrane Library databases
were searched in March 2012. Results: Seven cohort studies
were eligible for the analysis. Among these, 2 groups of trials
presented different data from the same parent-offspring co-
horts (the Avon Longitudinal Study of Parents and Children,
ALSPAC, and the Mater-University Study of Pregnancy,
MUSP). In total, 3 large birth cohorts and 1 additional small
study were identified. Three studies provided a direct com-
parison of parent-offspring associations, with a statistically
stronger maternal influence found only in the MUSP cohort.
Equivocal results were obtained from all studies describing
the ALSPAC cohort. The parental effect (indirectly estimated
based on the presented odds ratio) was similar in the Finnish

cohort. In 1 additional small study, maternal BMI was found
to be a strong predictor of childhood obesity. Conclusions:
Thereis only limited evidence to support the ‘fetal overnutri-

tion hypothesis'. Copyright © 2013 S. Karger AG, Basel

Background

The prevalence of overweight and obesity has in-
creased dramatically in recent decades. According to the
2010 International Obesity Task Force analysis, globally,
approximately 200 million school-aged children are over-
weight or obese [1]. Obesity in children is well known to
be associated with serious health consequences, including
hypertension, diabetes type 2, dyslipidemia, cardiovascu-
lar disease and osteoarthritis, both in childhood and
adulthood [2]. In turn, treating obesity-related diseases
contributes to a significant economic burden [3]. Cur-
rently, treatment for obesity is often unsatisfactory [4],
and therefore, prevention is particularly important.

A variety of influencing factors, such as genes and the
environment, are considered to predispose individuals to
the development of obesity. The intrauterine environ-
ment is proposed to be an important factor that influ-
ences the body mass index (BMI) and adiposity in later
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life. This effect could theoretically be explained by the
‘fetal overnutrition hypothesis’, which assumes that
greater maternal adiposity during pregnancy leads to
changes in energy metabolism, appetite control and
functioning of the fetal endocrine system, resulting in
increased risk of obesity in childhood and adult life [5].
However, it has also been proposed that this mother-off-
spring association is primarily due to genetic and/or life-
style factors shared between the mother and her oft-
spring, which both mother and father contributed to by
a comparable extent.

Comparing the association of both maternal and pater-
nal BMI and/or obesity with obesity in the offspring as-
sessed after adiposity rebound (due to better prediction of
adult ‘fatness’ by the child’s BMI after adiposity rebound)
[6] is one approach to evaluate the magnitude of the mater-
nal effect. If the intrauterine environment is an additional,
independent factor in obesity development, the maternal
effect is likely to emerge as a stronger influencing factor.

This question has not been the subject of any previ-
ously published review related to childhood obesity.

Therefore, our objective was to conduct a systematic
review and, if appropriate, also a meta-analysis to test the
following hypothesis: ‘Paternal obesity and/or adiposity
contributes equally to the obesity and/or adiposity of the
offspring assessed after the adiposity rebound period (at
the age of 25 years) as compared to maternal obesity and/
or adiposity assessed before pregnancy or within the first
trimester of pregnancy.’

Methods

The review protocol was not registered prior to the review.
However, the authors formulated and discussed the written proto-
col for this review before its execution, and previously established
decisions were followed.

Criteria for Considering Studies for This Review

Types of Participants

Studies that assessed parents-offspring trios (and those that re-
ported on all children, not only singleton but also twin pregnan-
cies), were acceptable for inclusion. We excluded studies with off-
spring participants younger than 5 years. This age limit was deter-
mined by the occurrence of adiposity rebound. Studies that
exclusively recruited special populations, such as women with ges-
tational diabetes mellitus, preterm or small-for-gestational age in-
fants, were not the subject of this review.

Types of Exposures

We included studies in which maternal BMI and/or adiposity
measured before pregnancy or within the first trimester versus pa-
ternal BMI and/or adiposity was analyzed in relation to offspring
obesity and/or adiposity.

Parental Body Mass Index and Offspring
Obesity

Paternal measurements were acceptable if they were obtained
at a different time from maternal measurements (however, not lat-
er than up until childbirth). In order to minimize recall bias, we
excluded studies with prenatal parental measurements reported at
the time of offspring assessment. We accepted different ways of
reporting parental and offspring weight and height: direct mea-
surement by the study team, self-reporting, one parent reporting
for another, and also comparisons of two different options (e.g.,
direct maternal measurement versus indirect paternal measure-
ment). However, we agreed that the chosen method is a very im-
portant element of quality assessment. If not otherwise stated by
the author, we made the assumption that the time of reporting the
measurements was the time of these measurements made.

Types of Outcome Measures

The primary outcome measure was the association of offspring
BMI and/or adiposity at the age of >5 years in childhood or adult-
hood with pre-pregnancy (or first-trimester) BMI and/or adipos-
ity of the mother in the index pregnancy, as well as BMI and/or
adiposity of the father, and their relative contribution to explaining
offspring BMI. Studies that provided data on mother-offspring
and father-offspring associations, despite no attempt to compare
these associations directly, were also eligible, but only if they pro-
vided sufficient data that allowed us to perform such comparisons.
The secondary outcomes were as follows: (1) association of infant
birth weight with pre-pregnancy or first-trimester BMI and/or ad-
iposity of the mother, as well as BMI and/or adiposity of the father,
and their relative contribution to explaining offspring birth weight;
and (2) association of infant adiposity with pre-pregnancy or first-
trimester BMI of the mother and the father and their relative con-
tribution to explaining offspring birth weight. Studies that did not
assess our primary outcome were not included, even if they pro-
vided data about secondary outcomes.

Types of Studies

All types of observational studies (longitudinal cohort studies,
case-control studies, cross-sectional studies) were considered to
meet our inclusion criteria. No restrictions regarding the method-
ological quality of individual studies were applied.

Search Strategy for Identification of Studies

We independently searched the following electronic databases:
Medline through PubMed (A.L., B.Z. and B.P.), Embase (A.L.,
B.Z.) and the Cochrane Library (A.L., B.Z.). Additionally, we
screened 2 trial registries: the ClinicalTrials.gov website (http://
www.clinicaltrials.gov) and the EU Clinical Trials Register website
(http://www.clinicaltrialsregister.eu). In addition, the abstracts
from scientific conferences related to obesity, i.e. meetings orga-
nized by the North American Association for the Study of Obesi-
ty, the European Association for the Study of Obesity and the
European Childhood Obesity Group, published in the last 2 years,
were reviewed. The reference lists from identified articles were
hand searched. In one case, we contacted the author by email to
obtain information regarding the results of an ongoing study. For
all involved studies, the time frame of the search was March 2012.

We used a combination of five groups of key words [free text
and MeSH (Medical Subject Headings) terms] related to our target
population and exposure:
o children OR child * OR offspring OR adolescent OR adolescent

* OR son OR daughter;
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« BMIOR body mass index OR obesity OR obes * OR overweight
OR body fat mass OR body composition OR adiposity OR body
weight OR Quetelet index OR Quetelet’s Index OR Quetelets
Index OR body fat OR nutritional status;

o pregnancy OR prenatal * OR pre-pregnancy OR prepregnancy
OR pre pregnancy OR pregnant OR gestation * OR gestation
OR conception OR intrauterine period;

o mother OR mother * OR maternal OR parent * OR parental OR
parent OR mom;

o father OR father * OR paternal OR dad OR parent * OR paren-
tal OR parent.

We used no limits related to study-type index terms (because
of inconsistent use of study design labels by authors and their
unreliable indexing by databases) [7], but we limited our search
to studies with human participation. We did not restrict our
search to articles published in a particular language. Reviewers
screened all titles and selected abstracts and full-text articles for
inclusion.

Data Collection

Three reviewers independently extracted the following data
from the selected studies into the electronic data forms: author,
year of publication, baseline characteristics of the studies, informa-
tion necessary for quality assessment of each study, outcome mea-
sures (together with their definitions), and the results. Data review
and extraction was done in an open manner.

Assessment of Methodological Quality

At present, no single, validated and recommended instrument
or scale for quality assessment of nonrandomized studies, espe-
cially longitudinal studies, exists. Therefore, we did not use any
particular tool for the purpose of quality assessment. Rather, based
on STROBE guidelines [8] (however, targeting report quality) and
following the checklist for observational studies published as part
of the US Agency for Healthcare Research and Quality’s ‘Systems
to rate the strength of scientific evidence’ [9], as well as the Center
for Reviews and Dissemination guidelines [10], we evaluated in a
descriptive manner some important elements of each primary
study design that may potentially affect its quality. We mainly fo-
cused on methods used to measure exposure and outcomes, meth-
ods used to control for confounding factors, and the appropriate-
ness of the statistical analysis. Intentionally, as recommended by
the Center for Reviews and Dissemination [10], we avoided the use
of a scale with a summary score to grade high- and low-quality
studies.

Measures of Effect

We expressed our primary and secondary outcome measures
in a variety of ways, depending on the method presented by the
authors of an individual study, with no restriction of studies ex-
pressing parent-offspring associations in one particular way.

Data Synthesis

Data were analyzed regarding quantitative and qualitative syn-
thesis. Based on the observed methodological and clinical hetero-
geneity between the studies, we found it inappropriate and impos-
sible (different outcome measures) to pool the data together and
perform a meta-analysis. Therefore, a narrative synthesis of the
results was undertaken. All disagreements were resolved by discus-
sion between the review team participants.
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Results

0Of 10,801 initially identified articles, we found 31 pub-
lications that required further full-text evaluation. Of
these, we were able to select 8 studies that met our inclu-
sion criteria. As one of these was an ongoing study [11]
with only baseline data provided, finally, 7 studies [5, 12—
17] were eligible for inclusion. Figure 1 shows the process
of study identification and selection. We excluded 1 study
[18] that answered the question for the review because of
the time of reporting pre-pregnancy measurements of the
parents.

Among the included studies, we identified two groups
of trials that presented different data (time of offspring as-
sessment, different outcome measures) collected from the
same cohorts of parent-offspring. The first group - 3 stud-
ies [12, 13, 17] - represented a British cohort, The Avon
Longitudinal Study of Parents and Children (ALSPAC),
and the second group - 2 studies [5, 15] - represented an
Australian cohort, the Mater-University Study of Preg-
nancy (MUSP). All included studies were prospective co-
hort studies. In the study by Catalano et al. [16], about 40%
of a relatively small group of participants (n = 89) were
women with gestational diabetes mellitus. In the remain-
ing studies, the populations (large birth cohorts) repre-
sented general populations from developed countries. We
also decided to include the study by O’Callaghan et al.
[15] despite the fact that a small proportion (3.6%) of chil-
dren were younger than 5 years of age (the majority were
5- and 6-year-old children). Detailed characteristics of the
included studies are shown in table 1.

Based on the performed quality assessment of the
studies (table 2), we identified some important sources of
the potential risk of bias. Most commonly, the indirect
method of parental measurements, the role of confound-
ing factors, the issue of nonpaternity and not living with
both biological parents (table 3).

Primary Outcome

Only 3 studies [5, 12, 13] provided a direct compari-
son of the mother-offspring association with the father-
offspring association (however, 2 of them described the
ALSPAC cohort). All these studies used BMI (either as a
continuous variable or BMI class) as the unit of parental
measurement. BMI (alternatively obesity/overweight
based on BMI) was also the method of choice for off-
spring measurements in the majority of studies. Only 2
studies [13, 16] used the percentage of body fat deter-
mined by dual energy X-ray absorptiometry for that pur-
pose. The statistical method used to express the associa-
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Records identified through
database searching:
PubMed (n = 2,560)
Embase (n = 7,540)

Cochrane Library (n = 689)

Additional records identified
through other sources

Fig. 1. Flow diagram of the study selection

Records screened
(n =10,801)

A4

Records excluded
(n =10,770)

Full-text articles assessed
for eligibility
(n=31)

A 4

Studies included in
qualitative synthesis
(n=7)

Full-text articles excluded
(n=24)
Reasons for exclusion:

« Parental measurements
taken after pregnancy

« Offspring age at
assessment

« An ongoing study

« Time of reporting
parental pre-pregnancy
measurements

process.

tion of parental BMI with offspring BMI (or overweight,
obesity, fat mass) was the correlation coefficient for those
studies [5, 12, 13] that aimed to present the difference be-
tween maternal and paternal impact. Other studies re-
ported the parent-offspring relation as an odds ratio.

In the study by Catalano et al. [16], the relation of ma-
ternal and paternal pregravid BMI with tertiles of percent-
age body fat of their children at follow-up was presented.

A clear statistical difference in the magnitude of the
mother-offspring and father-offspring influence in all
confounder-adjusted models tested was found in the
MUSP cohort study [5] (all p values <0.0001). The in-
crease (in the fully adjusted model) in standardized oft-
spring BMIfora 1 SD increase in maternal BMI was 0.362
SD [95% confidence interval (95% CI) 0.323-0.402] com-
pared to paternal BMI (0.239 SD; 95% CI 0.197-0.282).

In the study by Smith et al. [12] (ALSPAC cohort),
greater maternal influence on offspring BMI was seen in
the standardized model, which analyzed z-scores for pa-
rental and offspring BMI (p = 0.006). However, it was not
persistent when increasing rates (26%) of non-paternity
were analyzed. Also, no difference was observed when an
analysis of offspring BMI age and sex adjusted by the LMS
method was performed (in both the unstandardized and
standardized model).

Parental Body Mass Index and Offspring
Obesity

In the study by Lawlor et al. [13] (ALSPAC cohort), the
maternal association compared to paternal association
effect size was stronger in all multivariable models. The
mean difference in offspring sex- and age-standardized
fat mass z-score per 1 SD BMI was 0.24 (95% CI 0.22-
0.26) for maternal BMI compared to 0.13 (95% CI 0.11-
0.15) for paternal BMI (p < 0.001). Additionally, the au-
thors performed analyses with the use of FTO (fat mass
and obesity associated gene) as an instrumental variable
for greater maternal adiposity. However, when adjusted
for offspring FTO, these analyses showed no association
of maternal BMI with offspring fat mass, resulting in the
overall author conclusion that the observed associations
were similar.

Among other studies - a large Finnish cohort [14], an-
other with ALSPAC [17] and MUSP [15] data — where no
direct comparison of parent-offspring associations were
performed, an attempt to estimate the effect was based on
the presented odds ratios. However, as no formal com-
parison was performed, provided data (table 1) can only
give us an idea about the effect size, but cannot form a
basis for any definite conclusions.

In the Finnish cohort [14], as stated by the authors,
greater maternal effect was inconsistent and pronounced
for male offspring only.

Ann Nutr Metab 2013;63:32-41 35
DOI: 10.1159/000350313

14 2:44:08 PM


http://dx.doi.org/10.1159%2F000350313

pai1sa)
s[opour pajsnf
-pe-Iapunojuod [re
ur souanpyur Surxds
-Jjo-I1ayyej pue
Surrdsggo-Toyjowr

(10000 > d Z8T°0-L6T0
1D %S6) AS 6£T°0 ING
Teuzajed o3 pareduwroo (0% 0

—€7€°0 ID %S6) S TIE0 Sem
[N [BUISJBW UT 9SBIIOUT

suostreduwod
JUSIDIJ200 UOTIR[ILIOD
12INSBIW WO

NG Suurdsgo yam
TN [euojed o) uos

UOI)23[[0D
ejep jo saseyd

[entur yroq pajorduwod
pue [ejrdsoy ay3 Suraes]
03 1o1d paydope

Surdsgo

1Y) pue $861
pue 1861 U2aMIaq
pafo1us ‘reydsopy
IajeIN 91} 0}

ay3 jo opmyuewr (S T e 10 [N Suridsyjo pazr -tredwod ur ‘TNg 4o jou sem Jey) £qeq uoj}  JISIA [BJRUDIUE ISITJ £00T
9] UT 2dUAISJIP  -pIepue)s ul ([opow paysnipe  -ueuSord-a1d [eursjewr ObEc  -o[SUIS 9AI] B PAIIAT[P 19} e USUIOM ‘Is] e 10
[esnsne)s 1e3[D) A[Iny o) UT) ISBAIOUI Y], UM} SUOTIRIIOSSY JISTA [BJRUI)UE. JSIT] bl /€TT°L  Ooym udwom :uorsnpu]  (erensny) JSNIA IO[MET
(TN g Teu Suisstur 7661 10quada( Jjo
-I9)eur 10§ [qeLIeA S[opou J[qeLIBAT[NUL SEM UOTJPULIOJUT SIY} DU 3y} PUe 1661
[eIUaWINI)SUT UE SB [Te ur 103uoxs ST 9z1S 193JJ2 suostredurod uroym I0y asoyy pue  [urdy jo 1rels ay)
adfyouad Q1. eu UOTJBIDOSSE [RUIJBW Y} JUIDIJI0D UOTJR[ALI0D PIIYD 9Y3 JO IOYJBJ [8D  U2IM)Iq ATIAT[IP
-107ewr) pauntojrad  £(100°0 = d) [N reuared 1oy :2IMSLIW AWOIINQ -130[01q 21} Jou sem ToU Jo a3ep pajoad
adfyouad Surrdsyyo (ST'0-TT°0 ID %S6) €1°0 'sA -3red 1oy yey) pajrodar -X3 Ue pey oym
I10j paysnipe TN [EUIBW 0] (97°0-CT 0 ssewr pey oyjowr ay)  ‘puefduy oIstg
sisATeue uoym ID %S6) ¥2°0 ING asea1d  ued] pue Jey Surrdspjo 2I0UM SOLI} :UOISNOXH ur S)OTISIp
sseur Jey Surrdspjo -ur S 1 12d 2100s-Z ssewr M TG (eurajed yIeay ¢ ur Suray 800T
UM TG [BUIS)BW  Je] pazipiepue)s-a8e PUe -Xas  "SA [eurdjewr) [ejuared £oueudaxd 160F syIIq uole[durs  uowom jueudaord e1] TR0
jo uonerdosse oN  Surrdsyjo ur 25UIIYTP UL JO SUOTJRIIOSS Y Suumqg 1T-6  /SLTHT A[uo :uorsnpuy OVASTY I0[MeT
s1oma1421 £q Surrdsyo
JIM UOTJRIOOSSE
(Lzo=d)somid oy  Teursred pue [eurajewr 6661 03 0661
INg praeiSord  uoamiaq aduaIdIp JuedyIU  Jo wostredwod paIrpur pIodax )a1q 19358 AI0YS J[qIs UI0I) PI)INIIAI
[EUIS)BW SeM -S1s Inoym TAg eurared :2INSLIW AWO2INQ [BIBUDJUE JO MITAII -sodwr Juejur Jo Juatu INAD PIm
yeJ £poq a8ejuaotad 'sa (500 > d) 185 £poq 9 Jo £q 10 £39AT[2P -ssasse wonisodurod  syuared pue uon
10 9oy oddn  9[mIe) Jamoy oy ur wAIp[Yd  dn-mofog Je Jej Apoq je 10381 Apoq ‘syueyur wrayaxd -endod [erousd
o) Ut pIyd e 10j 0} paredwoo ania) raddn oty a8ejuaorad Suuidsyjo £q paurejqo ejep (g'g a8 ‘sarfewoue [eyruauod  yoq - [eyrdsoy s 600T
toptpaxd feeurrad  ur waIpyIyp ur 193easd Apued JO SaI2) 0) UONR[AI  I9YI0 ySIoY [euLIdjeU ueaur) Surrdsgyo ‘uoneysad je ares [ejeuard ‘91] Te 32
3s98uomns Ay, -yruSis sem TN [UIBIA ur [N [eIuaIed 10 11814 Teeuaxd 3sI1g 11-9 €9/68  [EIJO[NUW JI popnPxXy  JUIUTEIqO USWO A ouerele)
s1eaf 91 a3e
je syuared [eordoforq
1309 yytm SurAr]
(£0°0T-60°€ IO %S6) MO jou (3ydrom 3oy
85°G JO :103ySnep-1ayjej pajuasaid uo paseq o8e) eyep ajordwoour
{26'S—0L'T ID %S6) uostreduroo 1oa11pur 10 Bursstuu ‘a3esn
S[qe[reae £1°€ JO :U0s-IaYyey :2INSBAUT JWODINQ) ejep pasnjar syued
ose 1ySrom "SA (89°9-%€°C 1D %S6) -pnaed 31 papnpxy
-12A0 Suridsgo S6'¢ MO Ioydnep-toypowr  JySromrano Sunidsyjo puequrg
Jo uondrpard (65'L-0S'T IO %S6) M (0€= 20€> 9861°90°0¢ Jo saduraoxd
ur JySrom [euIOU 9¢'y JO UOS-IYIOW 0} 6T 57> [INF) SSep PUEB G86T'L0'T U2OMIAQ T UT SYMII] JO %66
pue jySromiano JySromIano Jurrdsyo DAY Aoueudard-axd (o8e Teuoneysad 9)ep AI2AT[PPp paroadxa 9861 1102
£oueudord-axd Jo uonorpaxd ur Ly1saqo  Teussjed pue [eursjew oom yiZT) 88V Ue )M UWOoM 110400 YIg F1] TR0
Teyuared jo sisATeuy £oueudard-a1d reruareq JO UOTIBIDOSS Y JISTA [eJRUI)UE. ISIT] 91 16.%6 queuSord 1 popnpPU]  PUBUL] UIDYIION  USUTR[IYSEER(
(Ma1A91 3]} 10¥
(MA1A3I A1) J0J SUIOOINO swrooino Areuwrtrd)  owm) juowussasse snjeys  s1eaf ofe BLID)LID UOISN[IXd uonemndod
SIUIWTWOY) Areurnad) synsay 2INSBIW JWOIN) [euoninnu [eyuareg  Surdsgo Uu/N Juorsnpouy Surpoes Apmig 90UAIFY

S3TpNIS papnoUTI JO SONSIId)ORIRYD) | 3|qel

Patro/Liber/Zalewski/Poston/Szajewska/

Koletzko

Ann Nutr Metab 2013;63:32-41
DOI: 10.1159/000350313

36


http://dx.doi.org/10.1159%2F000350313

d 80:

"ouad pajeroosse £31s2qo pue

SSBUI JB] = O, SSNI[W $}2qeIp [BUOTIBISIF = D) ‘0TBI SPPO = YO ‘PazA[eue (SoL1}) $102(qns Jo JoqUINU 3y} — U 4I0Y0D Y} UI papn[our A[[eniur (sorr}) s303(qns Jo 1oquunu 3y} — N = U/N

IO
pajuasaxd uo paseq
uostredwod Joa11pur

steardsoy

%56< [N [eurared :2INSLIUW JWO02INQ I9Y)O WOIJ PaIIdJsueI)
uayM (9°¢-T'T ID %S6) 0°C (p1o s1eak 91D [B)RUOIU JAISUUL
J[qe[reA. sassepd ‘SA ssep [N [eruared ¥ o1oM Surambar uayo syusned
Ag Surdsyjo pue %56< TN [eutojew ym Sunidsgyo UIPTIYO pUE SUBIOLI}A]ISQO JeA 1661
[yusred juasdIp  udaYM (F'9-€7T IO %S6) 6'€ ur £11s2q0 drerpOw Lp1 Aquo) 790%  -tidjoared ayy sopun ‘[s1] e
I0] STSA[eUY 9662 JING 10J YO PAISn[Py /219438 JO UOTIRID0SSY JISIA [eJRUIIUE ISIL] 9-¥ /9658 syuanjed :uorsnpoxg dSNIN  ueySeeD.0
IO
(T€'9-98°TID %S6) ST pajuasaxd uo paseq
0€< [IN{ s Joypour uosLredwod 1o21rpur
‘SA :2INSLIUW JWO02INQ
(SL'€-TLTID %S6) ¥S'C
0€< IING sJoyyey  Lrsaqo Suradsyo yym SpI0021
:fy1saqo (0£<) SSeP [ING £ [edIpaW WOIJ pPauTe}qo S00T
Suudsgyo  -ueudard-axd [eyusred ‘foueugard 86/, L1] TR0
I0J YO paisn(pe [opowr [eur,]  UI3M}3q SUOTIRIIOSSY Suung L J1L6ST Iespun IVASTV Aoy
paurrograd sem
popaw SN a3 £q paysnipe
xas pue a3e TG Sunrdsyyo papiooax
Jo sis{[eue usym pue jou sem age s rouyred
pazAeue azom Ayrurajed-uou uostredurod a1} 10 “Japow 3y}
JO (99<) soret SUISEAIdUT  JUSIDTJI0D UOIIR[III0D Aq prryo a1 Jo 197ey
UIYM 9OUIIJIp OU 12INSEIW JWO2INQ [es13ororq oy Sureq
$9000=d S POULIJUOD JOU Sem
pazhreue [ING NG Sutxdsgo yim 1ouyred 1 papnpoxyg
Sunidsyyo pue [eyuared 1oy TINg Teuaied o) uos
$9100S-Z) [9POW PIZIPIEPUEL)S -tredwod ur ‘TING £ PIIYo uroq 2002
ayy ur g Suridspjo uo  -ueuSord-aid [eursjewr $59F -9AT] ‘uo3a[3urs e pey Tz1] TR0
2OUIN[JUI [EUIOJBUN J2JBAID)  UIOM]A( SUOIIRIOOSSY Aoueugaxd Sunng G/  /TTSET  OYM USWOM :UoISNU] OVASTV s
(Ma1A91 3]) 10¥
(M3TASI 3]} J0J SWOINO swoojno Arewrd)  owr Juswussasse snjeys  sreak ofe BLIS)LID UOISN[OXd uonendod
SIUWIUIO)) Arewrrxd) symsay 2INSBAW JW02INQ [euoninnu [eyuareg  Suridsgo u/N Juorsnpuy Sumas Apmig oUdIRJY

(panunuod) L sjqel

37

Ann Nutr Metab 2013;63:32-41
DOI: 10.1159/000350313

Parental Body Mass Index and Offspring

Obesity

AR TR N TA


http://dx.doi.org/10.1159%2F000350313

Table 2. Quality assessment of included studies

Reference Jadskeldinen  Catalano Lawlor Lawlor Smith Reilly O’Callaghan
etal. [14], etal. [16], etal. [13], etal. [5], etal. [12], etal. [17], etal. [15],
2011 2009 2008 2007 2007 2005 1997
Study design Prospective Prospective Prospective Prospective Prospective Prospective Prospective
cohort cohort cohort cohort cohort cohort cohort
Subject demographics described?  Yes Yes Yes Yes Yes Yes Yes
Parental measurements
Unit of measurement BMI class BMI BMI BMI BMI BMI class BMI class
Unit of measurement
justification Acceptable Acceptable Acceptable Acceptable Acceptable Acceptable Acceptable
Methods of measurements Indirect Indirect! Indirect Indirect? Indirect Indirect Indirect?
(self-reporting) (self-reporting) (self-reporting) (self-reporting)
Definitions of obesity and overweight
Offspring Adequate Adequate N/A N/A N/A Adequate Inadequate®
Parents Adequate Adequate N/A N/A N/A Adequate Not determined
Offspring measurements
Choice of the unit of Overweight Tertiles of DXA BMI BMI Obesity based  BMI class
measurement based on BMI  CDC weight  determined on BMI
percentiles fat mass
and tertiles of
% body fat
Unit of measurement Acceptable Optimal for ~ Optimal Acceptable Acceptable Acceptable Acceptable
justification % body fat;
inadequate
for weight
Methods of measurements Direct Direct Direct Direct Direct Direct Direct
Statistics
Sample size calculation Not described ~ Not described Not described ~ Not described Not described  Not described  Not described
Data analysis methods Adequate Adequate Adequate Adequate Adequate Adequate Adequate
Conflict of interest? No No No No No No No data; funding
source described
elsewhere
Completeness of FU - loss to
FU <20% No No (for DXA) No No No No No
Controlling for CF See table 3
Results
Unadjusted and adjusted No, adjusted  Yes Yes Yes Yes Yes Yes
estimates estimates only
Estimate precision (95% CI
and/or p value presented) Yes Yes Yes Yes Yes Yes Yes

N/A = Not applicable; CDC = Centers for Disease Control; DXA = dual energy X-ray absorptiometry; FU = follow up; CF = confounding factors.
! Maternal height - directly measured; maternal weight before pregnancy and paternal height and weight obtained by history.

2 Maternal height - directly measured; maternal weight before pregnancy and paternal height and weight reported by the mother.

3 BMI >94 percentile: marked obesity; BMI 85-94 percentile: moderate obesity.

In other studies with ALSPAC and MUSP data, al-
though some trend toward a stronger maternal effect
might be noticed, significant difference seems to be ques-
tionable.

In the study by Catalano et al. [16], a greater mater-
nal BMI for children in the upper tertiles when com-
pared to those in tertiles 1 and 2 was described. No sig-
nificant difference was observed between paternal BMI
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in different tertiles, suggesting pregravid maternal BMI
to be a stronger predictor of childhood obesity than pa-
ternal BMIL

Secondary Outcomes

Only 1 study [5] provided data on the associations of
parental BMI with offspring birth size. The maternal ef-
fect was found to be stronger than the paternal effect (p <
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Table 3. Confounding factors (and its method of control), nonpaternity and not living with both biological parent issues

Study ID CF considered by the author Baseline Method of CF control Nonpaternity Not living with both
characteristics data applied by the author  considered by biological parents
regarding CF the author considered by the author

Jaaskeldinen Maternal and paternal age, No Mulitivariable No Yes

etal. [14], education level regression analyses (exclusion criterion)

2011

Catalano GDM Yes Stratification No No

etal. [16], (NGT/GDM)

2009

Maternal obstetrical data, paternal anthro-  Yes Mulitvariable
pometric data, and neonatal birth data regression analyses

Lawlor Social class, maternal smoking at time of ~ No Mulitivariable Yes No

etal. [13], pregnancy, breast feeding, parental regression analyses (exclusion criterion;

2008 education, parity, offspring pubertal status sensitivity analysis)

Lawlor Other parents BMI, family income during  No Mulitivariable Yes No

etal. [5], pregnancy, parental education, maternal regression analyses (sensitivity analysis)

2007 age at birth, maternal smoking around

pregnancy, parity, birth size, offspring diet
and exercise
Maternal diabetes Yes Sensitivity analysis

Smith None Yes No

etal. [12], (exclusion criterion;

2007 sensitivity analysis)

Reilly Maternal social class, maternal education, No Mulitivariable No No

etal. [17], energy intake of child regression analyses

2005

O’Callaghan  Unclear Unclear Mulitivariable No No

etal. [15], regression analyses

1997

CF = Confounding factor; GDM = gestational diabetes mellitus; NGT = normal glucose tolerance.

0.0001) for all birth size outcomes - birth weight and
length, as well as birth weight and length standardized for
sex and gestational age.

Discussion

Principal Findings

To our knowledge, this is the first systematic review
that has made an attempt to compare the associations of
maternal and paternal pre-pregnancy BMI with offspring
obesity/adiposity. Findings of our systematic review are
not homogeneous. Available evidence, regarding four
different populations, does not provide strong support
for the fetal overnutrition hypothesis. A specific mater-
nal effect was observed in a large Australian birth co-
hort (MUSP) and in some analyses of a British cohort
(ALSPAC). These studies are the only ones that aimed to

Parental Body Mass Index and Offspring
Obesity

directly compare maternal and paternal BMI associations
with offspring obesity or adiposity. Pregravid maternal
BMI was also found to be a strong predictor of childhood
obesity in the study by Catalano et al. [16]; however, the
population in this study was not representative of the
general population (high rate of participants with gesta-
tional diabetes mellitus, and the total number of partici-
pants was very small). In another large birth cohort [14]
(Finnish parents-offspring trios), the maternal and pater-
nal effect on offspring BMI was similar; therefore, it does
not support the fetal overnutrition hypothesis.

Limitations

We are aware of important limitations of this system-
atic review. First, the measurements of parents (with the
exception of mothers’ heights in some studies) were self-
reported or, regarding the fathers, reported by the moth-
er. This fact raises the risk of bias, as there is evidence
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suggesting the underestimating of weight and overesti-
mating of height by self-reporting adults, with the degree
of this trend varying between women and men and also
between populations [19]. Secondly, the mother’s pre-
pregnancy weight was obtained by recall, with no precise
frame of time before pregnancy described in any study,
although it was reported within a short period of time
(during pregnancy).

There is the important issue of dealing with confound-
ing factors, which are a source of heterogeneity between the
studies. Moreover, this is a potential source of bias in this
review. Some examples of confounding factors and effect
modifiers include the child not living with both biological
parents considered only in 1 study [14], a lack of informa-
tion about comorbidities among participants (such as ma-
ternal diabetes) in many studies [12-15, 17], or no evalua-
tion of the confounding role of gestational weight gain (as
a possible independent risk factor for obesity in offspring)
[20]. Finally, we made the assumption that both mother and
father contribute to the shared lifestyle between parents
and offspring to a comparable extent. However, the role of
both parents in contributing to the child’s diet, feeding hab-
its or level of exercise may require further evaluation.

Another aspect which concerns us is the rate of pre-
pregnancy overweight/obesity among parents, especially
among mothers. In only 1 study (the Finnish cohort) data
about the rate of overweight and obese parents were pro-
vided (with only 13.3% overweight and 3.5% obese moth-
ers vs. 29.4% overweight and 2.9% obese fathers) [14].
Other reports are limited to mean parental BMI only.
Therefore, thelack of any effect or the very small maternal
effect might be due to a lack of power (very low rate of
obesity), even in large sample sizes.

The majority of authors of the included studies evalu-
ated the association of maternal and paternal BMI with
childhood BMI. We realize that BMI is not a reliable es-
timate of childhood fat mass, and it would be more im-
portant to assess offspring adiposity by body composi-
tional analysis.

We made some efforts in our search strategy to avoid
missing relevant data for this review (i.e. choosing con-
cepts that are well defined and likely to be found in titles
and abstracts, use of both text words and index terms, no
use of filters for study design, no language restriction, di-
rect contact with an author). Obviously, we cannot rule
out the possibility of missing relevant data, since poor
reporting and indexing of observational studies is a com-
mon problem [7]. Furthermore, the data of our interest
may not be a primary outcome for some publications,
which makes relevant data hard to identify.
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Although this was not a criterion for inclusion, all
identified studies in our review were cohort studies,
which are the most reliable among observational studies.
A further strength of our review is the exclusion of studies
with a high risk of recall bias (i.e. studies in which the pre-
pregnancy BMI was reported after pregnancy). Addition-
ally, with the exception of the study by Catalano etal. [16],
all included studies represented a large sample size.

We did not take into account a great number of studies
that compared parental-offspring associations based on
parental BMI measured at the time of offspring assess-
ment. A careful review of this type of evidence would be
a valuable addition in formulating conclusions for our
review.

Conclusions

Our findings provide limited evidence to support the
tested hypothesis. However, considering many limita-
tions and the quality of the identified studies, also taking
into account some evidence for a stronger maternal effect
in the analysis performed, this review identifies a gap for
further evidence of better quality rather than contradict-
ing a role for the fetal overnutrition hypothesis in the cur-
rent obesity epidemic. We are looking forward to the re-
sults of the ongoing FAMILY study [11] (identified
through our search) that, among others, addresses the is-
sue of fetal determinants for adiposity development in
childhood. Additionally, recently published data [21]
(not covered by this review) from a Norwegian cohort did
not show any difference between parental-offspring BMI
associations when children were at the age of 3 years.
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