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ackground and Ainm

is an

international effort aimed at the study of the genetics and

pathogenesis of T1D.

The T1DGC included families with at least 2 siblings with T1D. We
previously showed that male gender, high-risk HLA and negative
antibodies at the time of recruitment were associated with early

onset of the disease.

The aim of this study was to assess the role of maternal factors on
the age of T1D onset in their offspring in the TIDGC dataset

3 Inclusion
families:

* atleast 2 siblings with T1D

» diagnosed before the age off
35

criteria  for]

= Insulin within & months
+ interruption <6 months
Q Definitions
» Early onset: <6 years
= Childhood onset < 15 years
P 0 Classification of mothers
* Type of diabetes

@ Type 1 Diabetes Genetics Gonsortium (T1DGG)

* Diagnosis  before or after
the birth of their first
affected child

Q Data analysis, using “R”

* Multivariate analysis (GAM)

+ Wikkoxon-Mann-Whitney's
l 3228 mothers l test

= Degision tree analysis

OPredictors  of early and
childhood onset of T1D in affected
siblings:

varigble:

QOClassification of mothers according  tof
presence and type of diabetes ant time
onset (before or after delivery of affected child)

of age of onset of the first

= Gender

= Time since diagnosis

= Antibody positivity at the time of]
recruitment

* Presence of other autoimmune|
diseases

* Number of risk and protective HLA
haplotypes

» Maternal age

* Birth order

chidwih dmbeten i diferent groups

OAdjustment  for potential confounders|
(maternal age/maternal onset of diabetes) was|
performed separately in mothers with T1D and
T2D

QEffect of paternal age of onset (of T1D ol
T2D) on offspring age of onset was alsof
analysed

= Median (range) age of onset of the disease in affected siblings was 9 = Multivariate analysis also showed that, for mothers
(0-49) years withT1D, the age of onset in the first affected offspring
= In multivariate analysis, maternal age (p<1.25*10'%) was positively was significantly associated with
associated with both early and childhood onset of the disease, rather than with maternal age at delivery or the
whereasbirth order(p<0.013) was negatively associated. The previously pres.ehce of materr,al T1D before _°'T after delivery.
described markers were also confirmed (data not shown). Decision tree analysis also showed similar results (data

not shown).
m The distribution of the mothers into the different groups, maternal age of )

onset, maternal age at the time of birth of the first affected child and his/

. u For mothers with T2D, age of onset of T1D in the first
her age of onset are shown in the table

affected offspring was significantly associated with
of T2D (positively) and with
(negatively), but not with the

advanced maternal age |
i presence/absence of T2D at the time of delivery
No diabetes|  Before After Before After Furthermore, the effect of paternal age of onset was
delivery | delivery delivery delivery | similar to that of maternal age of onset.
n 2995 53 31 21 128
[Maternal age o
at delivery 263(4.7) | 26.44.1) 23.1(3.5) 29.9(6.1) 26.1(4.7) Conclusions
Maternal age
o onsat - 1381@84) | 3384(89) | 275(56) | 46.4(109)
[Age of onset . P Both increasing maternal age and advanced birth order
of T1D 11.0¢.0 7868 12,468 8.46.0) 13.90.67 are associated with an earlier onset of T1D.

*p<0.02 compared with no diabetes and T1D-after, **p<0.02 compared with T2D-after, #p<0.002 compared with no diabetes Delivery after the diagnosis of maternal diabetes is

associated with an earlier onset of the disease in
&l . | el ¢ offspring.
# However, adjustments for maternal age of onset and
maternal age of delivery show that maternal (and
paternal) age of onset is a main predictive factor of the
age of onset in the offspring.
2 i These results suggest that genetic factors, rather than
intrauterine hyperglycaemia, may have a predominant
effect on the age of onset of the offspring who develop
T1D.

Age of T1D onset in offspring
Age of TID onset in offspring
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