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Background GPPADO3 — POINnT study

Type 1 diabetes is the n°1 metabolic disease in childhood and is increasing in Enrollment for genetic testing of T1D risk in infants < 5 months of age at obstetric
incidence, making primary prevention a major public-health goal. clinics, pediatricians

We must focus on early identification of neonates and infants who are at risk
of type 1 diabetes. Genetic markers arise before the auto-immune attack
against ]3 cells occurs, and are therefore a key role in early detection. Written informed consent; first degree family history status of T1D

Type 1 Diabetes Disease Progression
Capillilary or venous or cord blood is collected on a filter paper card, and sent to

regular screening laboratory, or clinical study center

The Stages to Type 1 Diabetes

Ny \ O Punching of dried blood spots and shipping to central genotyping lab (LGC group U.K.),
AP € » » h DMNA extraction and genotyping is performed
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Starting Point

If you have a relative:
15x greater risk of

developing T1D +
Immune Activation
Beta cells are attacked STAGE 1

A

Calculation of the genetic risk score and identification of children with increased risk
of T1D at GPPAD CC; result notification to clinical study center

Result notification to families of infants with increased for T1D by clinical study center;

Immune Response Normal Glucose Tolerance Abnormal Glucose Tolerance Clinical Diagnosis invitation to a face to face visit for further information and offering to participate in
Development ofdsmgle > 2 Autoantibodies > 2 Autoantibodies > 2 Autoantibodies
autoantibody START OF T1D GPPAD-03 [F'-DInT]

Fig 1 : DiMeglio et al (2018). The Lancet.
At the face-to-face visit, genetic risk and the objective of GPPAD-02 (POINT)

Global Platform for the Prevention of Autoimmune Diabetes (GPPAD) has are explained, and the psychological impact of screening assessed by questionnaire; a
established : baseline visit for POINT may be scheduled

1) Screening program (GPPAD_OZ) to Identlfy hlgh genetic riSk nEWbornS Fig 4 : Flowchart explaining recruitment in GPPAD-02 and GPPAD-03
2) If screening is positive, this infants can participate in a primary prevention
study : the Primary Oral Insulin Trial (POINT).

POINT : randomized, double-blinded, multicenter phase Ilb/lll primary prevention
trial.

Method : High-risk infants identified in GPPAD-02 are offered participation in POInT
trial. Daily administration of oral insulin from age 4-7 months until age of 3 years in
children with elevated genetic risk for T1D.

Primary endpoint : Reduction of the cumulative incidence of ]3 cell autoantibodies and

‘ i g diabetes in childhood.
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Fig. 3 : Cumulative risks of 1 or more islet autoantibody, multiple islet autoantibody, and type 1 diabetes development in TEDDY What a bOUt BEIgI u m ?

children with the HLA DR3/DR4-DQ8 or DR4-DQ8/DR4-DQ8 genotype stratified by their merged score. The cumulative risk of
developing 1 or more islet autoantibodies (A), multiple islet autoantibodies (B), and type 1 diabetes (C) (y-axis) is shown relative to age in

years (x-axis) and was calculated using the KaplantMeier method. Curves are shown for children with genetic scores in the upper (orange GPPAD-02 : Running N BElglum (UniverSitair ZiEkenhUiS Leuven) since JUly 2018 Wlth 900
line), lower (green line), and 2 middle (blue line) quartiles. The shaded areas represent the 95% confidence interval of the cumulative . e eie L. . . . . .
risk. The numbers at risk indicate the number of children included in the analysis at each age. InfantS Screened and Initiation In e'8ht Other centers IS Imminent.
(Bonifacio, E. et al. (2018), PLoS medicine, 15(4), e1002548.) GPPAD'O3 : Sta rting soon.
GPPAD-02 : Determination of individual genetic risk based on 47 T1D
susceptibility SNPs and the first degree-family history for T1D (merged - We are expecting to screen 17000 infants and enroll 66 children in the 3 next years
Method : Capillary blood samples from newborns and infants before the age Conclusion
of 3 months.

1) Primary results show that screening for genetic risk in newborns is feasible and well
Primary outcome: l|dentification in infants with a high genetic risk for accepted by parents.
multiple ]3 cell autoantibodies (>10%) by the age of 6 years.
—~ 1% of screened general population 2) Enrollment in POINT is running well and number of patients participating is within the
- Multiple Aab+ = stage 1 diabetes expected range.

— Evolve to stage 3 in 90% of cases (within 20 years)
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