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LINEE OPERATIVE PER LA GESTIONE DELLA CRONICITA
IL CASO DELLE PATOLOGIE CARDIOMETABOLICHE

DAI MODELLI PRESTAZIONALI ALLA PRESA IN CARICO DEL PAZIENTE

Lo screening pediatrico del diabete tipo 1 e della celiachia
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Screening

Lo screening ha lo scopo di
individuare, in fase precoce e in
assenza di sintomi, le malattie
presenti in una comunita,
permettendo cosi di giungere ad
interventi terapeutici tempestivi in
modo da ridurre la mortalita e/o |
disturbi legati alla malattia o gl
effetti dannosi dei trattamenti
somministrati in una fase di malattia
avanzata.

Screened positive . Screened negative

Screening programmes: a short guide. Increase effectiveness, maximize benefits
and minimize harm. Copenhagen: WHO Regional Office for Europe; 2020.
Licence: CC BY-NC-SA 3.0 1GO.
https://iris.who.int/bitstream/handle/10665/330829/9789289054782-eng.pdf

{5\, World Health Screening programmes:
&¥ Organization § a short guide

REGIONAL OFFICE FOR Europe Increase effectiveness, maximize benefits an
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A Screening nel diabete tipo 1

Table 4—Wilson and Jungner’s guidelines for screening as applied to type 1 diabetes

Principle

Application to screening for type 1 diabetes

1. Identify an important health problem

2. There should be an accepted treatment for the condition

3. Facilities for diagnosis and treatment are available

4. There should be a recognizable latent or early symptomatic
period

5. There should be a suitable test or examination

6. The test should be acceptable to the population

7. The natural history of the condition should be understood

8. There should be an agreed policy on whom to treat as
patients

9. The cost of case finding should be economically balanced
in relation to expenditure on medical care as a whole

10. Case finding should be a continuing process

Type 1 diabetes is one of the most common and
conseqguential chronic illnesses of children but also affects
individuals of all ages.

Teplizumab was shown to delay the diagnosis of individuals at
risk. Other agents are under evaluation.

Diagnosis and treatment can be done in medical offices.

Stages of progression of type 1 diabetes in those at genetic
risk have been defined. High-risk individuals (stage 2) have
a 75% risk of diagnosis within 5 years.

AAs can define risk. Newer technologies to improve prediction
are under study. AAs can be measured in many
laboratories.

Although many specifics remain uncertain, results from
immune therapy trials indicate that type 1 diabetes is due to
immune-mediated Killing of B-cells.

Children and adolescents, during developmental years, have
the highest unmet need.

The lifetime costs for type 1 diabetes after onset in childhood
are great, even without the additional costs associated with
disease-related complications.

Projects across the globe are piloting strategies for case
identification.

Guidelines are as described by Wilson and Jungner (64).
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Screening for Type 1 Diabetes in the General
Population: A Status Report and Perspective

Emily K. Sims,! Rachel E.J. Besser,2.3 Colin Dayan,? Cristy Geno Rasmussen,5 Carla Greenbaum,§

Kurt J. Griffin,” William Hagopian,® Mikael Knip,?-1! Anna E. Long,!? Frank Martin,1? Chantal Mathieu,14

Marian Rewers,® Andrea K. Steck,® John M. Wentworth,!s Stephen S. Rich,1¢ Olga Kordonouri,1”
Anette-Gabriele Ziegler, 819 and Kevan C. Herold,? for the NIDDK Type 1 Diabetes TrialNet Study Group*

Diabetes 2022,71:610-623 | https://doi.org/10.2337/dbi20-0054
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Storia naturale del diabete tipo 1

Ui |
M 2

%

e GENETIC
RISK

Stages of type 1 diabetes

W) (3 ) (3

IMMUNE
ACTIVATION

Starting Point

Trigger Event
Development of
single autoantibody Normal Blood Sugar Abnormal Blood Sugar Clinical Diagnosis >Established T1D

2 2 autoantibodies = 2 autoantibodies + dysglycemia*  Based on ADA criteria** for
diagnosis of diabetes

Pathophys;olog‘y: Identifies individuals who have  [3-Cell dysfunction, defined At the time of diagnosis, there B-Cell function continues to
developed a broad based on dysglycemia, can be is still B-cell reserve with decline with time after
autoimmune response against  identified using provocative clinical significance in terms of diagnosis.
multiple islet autoantigens and  testing (e.g., oral glucose glycemic control and
will eventually progress to tolerance tests). avoidance of hypoglycemia.

clinical disease.

5-year risk of 44% 75% N/A N/A
clinical diagnosis
of T1D:

10-year risk > 80%,

Rate of Decline in B-Cell Function:

Diabetes Volume 71, April 2022

1))
@ e
Screening for Type 1 Diabetes in the General
Population: A Status Report and Perspective

Emily K. Sims, Rachel E.J. Besser,2-% Colin Dayan,? Cristy Geno Rasmussen,* Carla Greenbaum,
{ Kurt J. Griffin,” William Hago, Mikael Knip,>-11 Anna E. Long,}? Frank Martin,}3 Chantal Mathieu,14
Marian Rewers,> Andrea K. Steck, John M. Wentworth,15 Stephen S. Rich,16 Olga Kordonouri,17

Anette-Gabriele Ziegler,18.1% and Kevan C. Herold,2° for the NIDDK Type 1 Diabetes TrialNet Study Group*

10-623 |
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A Auto-anticorpi nel diabete tipo 1

Table 3—Autoantibodies against islet autoantigens detected in stage 1-3 type 1 diabetes

Autoantibody

Islet specificity

Typical characteristics
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|AA

GADA

|A-2A (alsc-knawn as ICAS12)

ZnT8A

Insulin

GAD

Tyrosine phosphatase islet antigen-2

Zinc transporter type 8, a transmembrane
protein in the B-cell granule

Multiple antigens, undefined

* Common as a first detected autoantibody in young
children (157,158)

+ Appearance is more common in younger children (159)

* Frequency of appearance declines with age
* Not informative for individuals treated with insulin,

who often develop antibodies in response to injected

insulin

+ Common as a first detected autoantibody in childhood,

up until age 15 years (157,158,160)

* Adult-onset cases most often present with GADA (161)
* |s associated with slower progression to T1D (162) and

is often found as a single positive islet autoantibody,
especially in adults

Presence is associated with more advanced islet
autoimmunity and faster progression to stage 3 T1D
(55,163)

Presence can improve risk stratification in individuals with

single GADA™, IAA™, or IA-2A™ status (164)

Detected by indirect immunofluorescence on islet cell
tissue. While not frequently measured other than in
research studies, it does add to risk determination ir
the presence of other biochemical autoantibodies

|A-2A, insulinoma antigen-2 autoantibody; ICA, islet cell autoantibodies; ICA512, islet cell autoantigen 512; T1D, type 1 diabetes.

Diabetes Care A &=

Consensus Guidance for Monitoring Individuals With Islet
Autoantibody-Positive Pre-Stage 3 Type 1 Diabetes

Moshe Phillip, Peter Achenbach, Ananta Addala, Anastasia Albanese-O'Neill, Tadej Battelino, Kirstine J. Bell,
Racl Ezio Bonifacio, Helen in, Je

ichael s,

Heba M. Ismail, Laura M. Jacobsen, Suzanne B. Johnson, Lesie E. Kobb, Olga Kordonour, Karin Lange, Robert W. Lash,
Ake Lemmark, Ingrid Libman, Markus Lundgren, David M. Maahs, M. Loredana Marcovecchio, Chantal Mathieu, Keliee M. Miller,
Holy K. O'Donnel, Tal Oron, Shivajirao P. Paii, Rodica Pop-Busui, Marian J. Rewers, Stephen S. Rich, Desmond A. Schatz.
Rifka Schuiman-Rosenbaum, Kimber M. Simmons, Emiy K. Sims, Jay S. Skyler, Laura B. Smith, Cate Speake, Andrea K. Steck,
Nicholas P.8. Thomas, Ksenia N. Tonyushkina, Ritta Veioia, John M. Wentworth, Diane K. Wherrett, Jamie R. Wood,
AnetieGabriele Zegler, and Linda A. DiMegio

Disbetos Care 2024:47(8):1276-1298 | hitps/idoi.org/10.2337/dci24-0042
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80-100% di progressione a diabete di tipo 1 con 22 autoanticorpi

\

Figure 1. Development of Diabetes in Children Stratified for Islet Autoantibody Outcome

= = L] - 1 I:'D N '
Seroconversion to Multiple Islet Autoantibodies No. of islet
and Risk of Progression to Diabetes in Children R Autoantibodies -
= 1
g o 804 MNone !
R Jak 1
Anette C. Ziegler, MD Importance Type 1 diabetes usually has a preclinical phase identified by circulating = - 1 |S-|et R
Marian Rewers, MD, PhD islet autoantibodies, but the rate of progression to diabetes after seroconversion to Eg ______ r—
Olli Simell. MD. PhD> islet autoantibodies is uncertain. [} BD . 2 |SIEt =
Tuula Simell. MPH. PhD Objective To determine the rate of progression to diabetes after islet autoantibody 5 3 |Slet |—‘
- - d seroconversion. "
Johanna Lempainen, MD, PhD N N L E _.-"'_J
Design, Setting, and Participants Data were pooled from prospective cohort stud- r
Andrea Steck, MD ies performed in Colorado (recruitment, 1993-2006), Finland (recruitment, 1994- = A4 o~
Christiane Winkler. PhD 2009), and Germany (recruitment, 1989-2006) examining children genetically at risk = . _r
Jorma lonem, MD. PhD for type 1 diabetes for the development of insulin autoantibodies, glutamic acid de- s i
Jorma onen, M-y carboxylase 65 (GAD65) autoantibodies, insulinoma antigen 2 (IA2) autoantibodies, =T
Riitta Veijola, MD, PhD and diabetes. Participants were all children recruited and followed up in the 3 studies 8 ; Jr"_
Mikacl Knin. MD. PhD) (Colorado, 1962; Finland, 8597; Germany, 2818). Follow-up assessment in each study [ ED ] it
i ] : was concluded by July 2012. i ot e ————
I_‘Zm “mj'l"tt_"(" PhD Main Outcomes and Measures The primary analysis was the diagnosis of type 1 _,a'-;'l — e — T —
George S. Fisenbarth, MD, PhDyt diabetes in children with 2 or more autoantibodies. The secondary analysis was the e
- - diagnosis of type 1 diabetes in children with 1 autoantibody or no autoantibodies E| ol T
YPE 1 DIABETES IS A CHRONIC AU- Results P ion 10 tve 1 diabetes at 10 fall fhericlet autoantibod I T I |
: e disease that ofte esu rogression to type 1 diabetes at 10-year follow-up after islet autoantibody
s:llr::}?_t:]:d:{::"(_lhlll:]g(:;z seroconversion in 585 children with multiple islet autoantibodies was 69.7% (95% l:] E- 'I l:l 'I E- 2':]
) ‘d adolesce % ! The life Cl, 65.1%-74.3%), and in 474 children with a single islet autoantibody was 14.5%
) anc ado U’{LLH."L'_ i € M= (959, CI,10.3%-18.7%). Risk of diabetes in children who had no islet autoantibodies Agg y
ong requirement lor sulin INjec- a5 0.4% (95% Cl, 0.2%-0.6%) by the age of 15 years. Progression to type 1 dia- Mo. at risk !
tions and the many complications that  petes in the children with multiple islet autoantibodies was faster for children who had ) \
follow the diagnosis can be difficult for  islet autoantibody seroconversion younger than age 3 years (hazard ratio [HR], 1.65 slet autoant deIES: Mo,
those affected.” Type 1 diabetes usu- [95% Cl, 1.30-2.09; P < .001]; 10-year risk, 74.9% [95% Cl, 69.7 %-80.1%]) vs chil- falmin] ] 1 - iy
ally has a preclinical phase that can be  dren 3 years or older (60.9% [95% Cl, 51.5%-70.3%)); for children with the human 3 S|Et BDG ":5(: 1 2 - C
identified by the presence of autoanti-  leukocyte antigen (HLA) genotype DR3/DR4-DQ8 (HR, 1.35 [95% Cl, 1.09-1.68; 2 l=let 297 168 a2 19 1
bodies to z ene of the pancreatic P=.007]; 10-yearrisk, 76.6% [95% Cl, 69.2%-84%]) vs other HLA genotypes (66.2% . - .
L:“i“ to antigens of the pancreatic [95% Cl, 60.2%-72.2%]); and for girls (HR, 1.28 [95% CI, 1.04-1.58; P=.02];10- 1 Islet 474 430 272 118 Q
Several studies that have performed Z(_-:‘a‘rgik‘ 74.8% [95% Cl, 68.0%-81.6%]) vs boys (65.7% [95% Cl, 59.3%- NQI‘IE - 2 31 6 EBFE 5¢58 9 -I 61 41

The numbers at risk represent the children receiving follow-up at age 0, 5, 10, 15, and 20 years.

Seroconversion to Multiple Islet Autoantibodies
and Risk of Progression to Diabetes in Children

Anette C. Ziegler, MD

JAMA, June 19, 2013—Vol 309, Mo. 23

2473
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Storia naturale e picco di incidenza della sieroconversione
per autoanticorpi specifici per il diabete di tipo 1

BABYDIAB Study - BABYDIET Study (First Degree Relatives )

(Germany)

1,650 children/152 developed islet autoantibodies

s

Islet AAD seroconversion
(cases per 1,000 person-years)

TEDDY (First Degree Relatives and General Population HLA risk)
(Finland, Sweden, Germany, USA)
8,503 newborn and children/549 (6.5%) developed islet
autoantibodies

Age (years)

1,650 1,489 1,316 1,143 911

4588

Diabetologia (2012) 55:1937-1943
DOI 10.1007/s00125-012-2472-x

ARTICLE

Age-related islet autoantibody incidence in offspring
of patients with type 1 diabetes

A.-G. Ziegler « E. Bonifacio «
the BABYDIAB-BABYDIET Study Group

40 b

Incidence
(per 1,000 person years)

0 6 12 18 24 30 36 42 48 54 60 66 72
Age at seroconversion (months)

Fig. 1.

Incidence of antibodies among 0- to 6-year-old children in the TEDDY study by age of

seroconversion (incidence and 95% piecewise confidence bands). Autoantibodies appeared
in 549/8,503 children

Diabetologia. 2015 May : 58(5): 980-987. doi:10.1007/s00125-015-3514-y.

The 6 year incidence of diabetes-associated autoantibodies in
genetically at-risk children: the TEDDY study

Jeffrey P. Krischer!, Kristian F. Lynch', Desmond A. Schatz2, Jorma llonen#, Ake
Lernmark?, William A. Hagopian®, Marian J. Rewers”, Jin-Xiong She?, Olli G. Simell®, Jorma
Toppari®. 10, Anette-G. Ziegler'1.12.13 Beena Akolkar'#, Ezio Bonifacio'5, and the TEDDY
Study Group’
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'; Controllo metabolico e episodi di chetoacidosi negli individui screenati per DT1

Fig.1 Flow of participants in the [ Children enrolled in Frida study ] =)
Frlda study. DKA, diabetic = iz Al
ketoacidosis ne184462 [ : . A Population-based screening for islet autoantibadies
.| Sufficient blood sample not obtained o ‘\\\
| =608 AN
. : ) Typ 1 Diabetes: Friih erkennen - Friih gut behandeln
Sufficient blood sample obtained
for islet autoantibody screening Diagnosis of presymptomatic type 1 diabetas ﬁf %"&
n=153,854 Bavaria, Germany
¢ * & i -
Islet autoantibody-negative Islet auloantibody-positive iz 1V 4 L) I : 5
in screening sample in screening sample ' | i" i i_ Metabolic staging and education
n=153,313 n=541 i* -‘"i | Stage 1
'ii A er e CaeTYG
_' _-'i.i [l s e P T T
Confirmation sample L T

v

Multiple islet autoantibody- pending or refused i 1 i *
P negative ’ n=47 i i' Stage 2 Dysgipceamia)

in confirmation sample
n=47

sample

i

Stage 3
before confirmation
n=27 (1 DKA)

e /@ DiMelli

in confirmation sample
n=420

L Cohort and biobank study of incident cases of

h A
f No presymptomatic tvpe 1 diabetes | Presymplomatic type 1 diabetes childhood and adolescent type 1 diabetes
n=447 (0.3%)

Update 2023:
600 dOUble Ab+ / 200.000 SCreenEd (0-3%) J/._>‘ Staging pending or refused [ Nowsauonmg ]
n=83
' 1 : Diabetologia (2022) 65:2121-2131
Y https/doi.org/10.1007/500125-022-05780-9
Education and metabolic staging
n=337 ARTICLE @
Stage 1 Stage 2 S L i S :
=293 n=30 (an:&) Progression likelihood score identifies substages of presymptomatic
type 1 diabetes in childhood public health screening
Stage 3 S 3 S 3 Stage 3
n=18 ::9;1 ::1‘6 n=10 Andreas Weiss'? (3 - Jose Zapardiel-Gonzalo '? (3 - Franziska Voss' (% - Manja Jolink ' - Joanna Stock ' -
LAy {4 DKA) (1 DKA) (0 DKA) (2 DKA) Florian Haupt'?? (% - Kerstin Kick* (3 - Tiziana Welzhofer* - Anja Heublein' - Christiane Winkler'*?( - |
L / 1,234 256

h1234

Peter Achenbac « Anette-Gabriele Ziegler - Ezio Bonifacio - for the Frida-study group
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Controllo metabolico e episodi di chetoacidosi sono drasticamente ridotti
negli individui screenati per DT1

7

Clinical presentation in children at diagnosis of stage 3 type 1 diabetes

HbA,, Fasting glucose Fasting C-peptide Insulin treatment  Ketonuria (moderate/flarge)
Median (95% C1) o~ Median (95% C1) 20.2 nmoln (%) 100- (%) 100+ (%)
80+ 80+
Prevalence of = 6-
DKAin Frida: = E . o Wkt
2.5% H 40 40-
2+ 20+ 204
0+~ 0~ 0~
Frida DiMelli Frida DiMen Frida DiMel Frida DiMelli

At stage 3 diagnosis, children previously diagnosed with presymptomatic type 1 diabetes had a low rate of DKA
and had lower HbA:c and fasting blood glucose levels, higher fasting C-peptide level, and a lower incidence of
ketonuria and insulin treatment compared with children without a previous early-stage diagnosis

Clinical benefit of screening for early-stage type 1 diabetes was not affected by a family history of type 1 diabetes .o

hetps://doiorg/10.1007/500125-023-05953-0

or diagnosis during the COVID-19 pandemic ARTIGLE ®

How might this impact on clinical practice in the foreseeable future? Children diagnosed with presymptomatic type 1 diabetes

through public health screening have milder diabetes at clinical
manifestation

The clinical presentation of children at the onset of stage 3 type 1 diabetes could be improved by prior diagnosis i omcsa ot Co met  Cot  a ramaesomw sl
Franziska Reinmaller* - Claudia Ramminger' - Jennifer Schmidt® - Dominik Lwowsky® - Sonja Braig® -

Of presymptomatic type 1 diabetes through population-based Screening Desiree Dunstheimer” - Uwe Ermer® - Eva-Maria Gerstl” - Leonie Weber'® - Nicole Nellen-Hellmuth'" .

Susanne Bramswig'? - Marina Sindichakis" - Stefanle Tretter'* - Anja Lorrmann'® . Ezlo Bonlfaclo®'7® .
Anette-G. Ziegler' 2340 . Peter Achenbach'3*40 . for the Frida Study Group
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Mechanism of Action

| Teplizumab | |Placebo | oiTaphaieh

Teplizumab

n'TD1 free Mesi (media) nTDI1 free Mesi (media)
60 mesi 25/44 (56%) 48,4 9/32 (28%) 24,4
712 mesi 22/44 (50%) 59,6 1/32 (22%) 27,1

CD3: cluster of
differentiation 3
Source: Ebony I. Evans, PharmD. FeR: Fe receptor.

Teplizumab (TZIELD™): Key Points PER LA PRIMA VOLTA IN ITALIA DISPONIBILE
TEPLIZUMAB PER USO COMPASSIONEVOLE

DIABETE TIPO 1: SCREENING BIMBI RIDUCE
DEL 94% RISCHIO DI GRAVI COMPLICANZE

A CD3-directed monoclonal antibody (humanized
[gG 1) that is being developed by Provention Bio, Inc.

tDr t“he treatment Df T ]'D | . La chiave per evitare la chetoacidosi, la pit grave e temibile
nSl,llln complicanza del diabete di tipo 1, a volte addirittura fatale, & la
Recelved lts ﬁrst approval on 1? Nﬂvember 2{]22 11’1 the :’ diagnosi precoce. A dimostrare l'importanza di individuare i
- bimbi a rischio prima [...]
USA
Approved to delay the onset of Stage 3 T1D in adults
and pediatric patients aged 8 years of age and older with  teplizumab: First Approval Teplizumab in Type 1 Diabetes Mellitus: An

Updated Review ... . . :
Susan J. Keam' Citation: fouchREVIEWS in Endocrinology.
Stage 2 Tl D s simran Thakkar, Aditi Chopra,? Lakshmi Nage! 2023;19(2):22-30
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Art. 1
Programma di screening nazionale per diabete di tipo 1 e celiachia

« 1. Al fine di prevenire l'insorgenza di chetoacidosi in soggetti affetti da diabete di
tipo 1 e dirallentare la progressione della malattia mediante I'impiego delle
terapie disponibili, nonché' di effettuare la diagnosi precoce della celiachia, con
decreto del Ministro della salute, da emanare entro centoventi giorni dalla data di
entrata in vigore della presente legge, previo parere della Conferenza permanente
per i rapporti tra lo Stato, le regioni e le province autonome di Trento e di Bolzano e
sentite le associazioni maggiormente rappresentative delle persone affette da
diabete di tipo 1 e da celiachia e dei loro familiari e le fondazioni di rilevanza
nazionale operanti in materia, € adottato un programma pluriennale di screening su
base nazionale nella popolazione pediatrica per |'individuazione degli anticorpi del
diabete di tipo 1 e della celiachia, da avviare a decorrere dall'anno 2024. Lo schema
di decreto di cui al primo periodo & sottoposto al parere delle competenti
Commissioni parlamentari, che si esprimono entro il termine di trenta giorni dalla
data della sua trasmissione, decorso il quale il Ministro della salute pud comunque
procedere.

* 2.Per |'attuazione del programma pluriennale di cui al comma 1 é autorizzata la
spesa di 3,85 milioni di euro per ciascuno degli anni 2024 e 2025 e di 2,85 milioni di
euro annui a decorrere dall'anno 2026, a valere sulle risorse del fondo di cui al
comma 530 dell'articolo 1 della legge 29 dicembre 2022, n. 197, come rifinanziato
ai sensi dell'articolo 4 della presente legge.
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Progetto propedeutico per la realizzazione di un
programma di screening nazionale nella
popolazione pediatrica per il diabete di tipo 1 e la
celiachia - DICe Screen

Al IZIONE
Ufficio 5
= ACCORDO di collaborazione tra pubbliche amministrazioni per la del
m PROGETTO denominato
“Progetto Propedeutico per la realizzazione di i screening le nella
popolazione pedia ella celiachia

Scopo

Evidenziare per lo screening nazionale per il diabete tipo 1 e la celiachia:
» sostenibilita da parte del SSN

* potenzialita

* criticita organizzative

* costi-benefici

Responsabili scientifici

Flavia Pricci (ISS - Dip MACA)

Olimpia Vincentini (ISS - Dip SANV)
Giuseppe Plutino: Ministero della Salute

Referenti scientifici
Emanuele Bosi (HSR) per il diabete tipo 1

;‘\“:f?‘fég Carlo Catassi (Univ Marche) per la celiachia
z Q S Valentino Cherubini (Univ Marche) per i centri clinici
o R Antonio D’Avino (FIMP) per il pediatri di libera scelta
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[l Lombardia [ Marche [Jij Campania Sardegna
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Reporting and dissemination

Data analysis
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F‘ DI1Ce Screen - Materiale divulgativo
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CIAO, 10 SONO LA
DOTTORESSA LINA E " LO SCREENING DICE SERVE
ASSIEME A DINO E CECI... A SCOPRIRE, ATTRAVERSO UN
TEST, SE | BAMBINI DAI 2 Al 10
ANNI RISCHIANO DI SVILUPPARE
DUE MALATTIE CRONICHE
MOLTO DIFFUSE...

IL DIABETE DI TIPO |
Sl MANIFESTA QUANDO IL PANCREAS
SMETTE DI PRODURRE INSULINA E
IL NOSTRO CORPO NON RIESCE PIU
A MANTENERE STABILE LO ZUCCHERO
PRESENTE NEL SANGUE.

LA CELIACHIA, INVECE,
E UN'INTOLLERANZA

: i AL GLUTINE CHE E
. 1= CONTENUTO IN
QQ\‘.-RI() ‘ mvelest.‘:| CIB:I
) P '

O
X
% N

’ nI
5
/'

DICE SCREEN VUOLE IDENTIFICARE LE
PERSONE A RISCHIO DI SVILUPPARE UNA
O ENTRAMBE LE MALATTIE, COSI DA
SCOPRIRLO PER TEMPO!

SE NECESSARIO
VI CHIEDERO DI FARE
ALTRI CONTROLLI!

S| FA RACCOGLIENDO
ALCUNE GOCCE DI
SANGLUE DAL DITO!

PIZZICO!

DOMANI LO

RACCONTO |
Al MIEI
AMICH

PERCHE CI FA SAPERE
PRIMA COSA
DOBBIAMO FARE!

Mnistac el Fdlote

AREZZO FIERE E CONGRESSI

SR e 72 oeanTmEn o ol =
> X SICUREZZA AUMENTARE, NUTRIZIONE oy L
3 N F SANITA PUBBLICA VETERINARIN N DMOOCRINO-METAB

| Screen

SCREENING DEL DIABETE TIPO 1 E DELLA CELIACHIA

PERCHE

COME

... CONSENTE DI INDIVIDUARE LE PERSONE A RISCHIO DI SVILUPPARE
LE DUE MALATTIE CRONICHE PIU FREQUENTI NEI BAMBINI, PRIMA CHE
SIANO PRESENTI | SINTOMI

... E SUFFICIENTE UNA PICCOLA QUANTITA DI SANGUE CHE S| OTTIENE
CON LA PUNTURA DEL POLPASTRELLO

... PER | BAMBINI DI 2, © E 10 ANNI

... S MISURA NEL SANGUE LA PRESENZA DEGL| ANTICORPI TIPICI DELLE
DUE MALATTIE

... 5E NECESSARIO, IL VOSTRO PEDIATRA VI CHIEDERA DI ANDARE
PRESSO IL CENTRO CLINICO SPECIALISTICO CON CUI E IN CONTATTO,
PER FARE ALTRE ANALISI

Responsabili Scientifici:
Dott.ssa Olimpia Vincentini e
Dott.ssa Flavia Pricci

Mail: dice screen@iss. it

»
#ForumRisk19
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"% Istituto Superiore di Sanita
”7,7 4\\5 Progetto D1Ce Screen

ssssss

. Dipartimento Sicurezza Alimentare, @

33 b
2
[ 2 Nutrizione e Sanita Pubblica Veterinaria
g y I f Recupera |a password
» 4%« Dipartimento Malattie Cardiovascolari,
Endocrino-metaboliche e Invecchiamento

#ForumRisk19 60X00

#ForumRisk19 0X00
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November 2024 I

Dl reen - Risultati preliminari

Ce Scree sultat p. e a 26-29 NOVEMBRE 2GR Din!
Arruolamenti YV I770 ¥ laaoNey . . . . . . .

Login % Pediatri di libera scelta % wemomomom B

perala passvord * 491 pediatri di libera scelta accreditati in piattaforma
* 422 hanno effettuato reclutamenti

Dashboard ﬁ @
R Bambini 2, 6 e 10 anni (+364 giorni)
Total grafich te 4646
Anagrafiche inserite Anagrafiche inserite Anagrafiche inserite
Eta 2 anni Eta 6 anni Eta 10 anni
QERIC )“l’é‘

o 2 1291 1471 1601
SH<
z & £
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DI1Ce Screen - Risultati preliminari
DT1 Ab

v

Ottobre 2024
reoledi Giovedi Venerdi

26-29 NOVEMBMB N PR R TR R [
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14 15 16 17 18 19 20

21 22 23 24 25 26 27

28 29 30 31

3 —screen ICA
ELISA negative = > 2Ab=8 (0,23%)
.. : . 3513 (99,21%)
Campioni analizzati

per 3-screen ICA
ELISA = 3541

Campioni ricevuti
= 4020
3-screen ICA ELISA
positive = 28 1Ab= 10 (0,27%)
(0,79%)

NoAb= 10 (0,27%)

Individual autoantibodies:
Qq\:.RI(),?{O

o f£ 2 GADA 16 (0,45%), ZnT8A 9 (0,25%), IA2A 4 (0,1%), IAA 3 (0,08%)
N

8y :ll &
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r{ DICe Screen - Risultati preliminari AR EZZOF/EREIEC Ml EEN I
\ Cel-iaCh-ia Ab | “ 4 |15 |16 |17 |18 |19 |20

i 4

21 22 23 24 25 26 27

28 29 30 31

tTG-IgA ELISA
negativi = 3441
(99,71%)

Campioni tTG-IgA ELISA
analizzati per tTG- positivi = 100
IgA ELISA = 3541 (2,82%)

tTG-1gG positive = 39
(0,23%)

Campioni ricevuti
= 4020

tT'G-1gG positivi =
20 (0,56%)

#ForumRisk19

#ForumRisk19 0X00
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S “ TABLE 1 Follow-up and monitoring programme for children at risk of type 1 diabetes identified through anti-islet autoantibody screening in
Italy.

Procedure di follow-up pexr DT1 | |a

years 3 months & months 9 months 12 months Follow-up

LLIT) sanita 9 salute | Programme for children at-intermediate risk (pre-stage 1, S-iAb Pos)

2-2.9 Random glucose or Random glucose or FBG, Call from the Random glucose or FBG, If S-iAb continues with follow-
FBG, HbAlc, Ab, HbAlc, Ab, education, nurse HbAle, Ab, education, up every & months
education, psychological support psychological support If M-iAb and normoglycaemia,
psychological support monitoring as for stage 1

If 5- or M-iAb plus

dysglycaemia, monitoring as

stage 2

If Neg Ab continues as a

Mational Screening Program®

4-10.92  Call from the nurse Random glucose or FBG, Call from the Random glucose or FBG, If S-iAb continues with follow-

HbA1c, Ab, education, nurse HbAlc, Ab, education, up every 6 months
psychological support psychological support If M-iAb and normoglycaemia,

manitoring as for stage 1

If 5- or M-iAb plus

dysglycaemia, monitoring as

stage 2

If Neg Ab continue as National

Screening Program®

Monitoring children in stage 1 (M-iAb Pos and normoglycaemia)

2-29 Random glucose or Random glucose or FBG, Call from the Random glucose or FBG, If M-iAb and normoglycaemia,
FBG, HbA1c, Ab, HbA1c, Ab, education, nurse HbAlc, Ab, education, manitoring as stage 1
education psychological support, psychological support, If M-iAb plus dysglycaemia,

14d-CGM 14d-CGM monitoring as stage 2

6-10.9  Call from the nurse Random glucose or FBG, Call from the Random glucose or FBG, If M-iAb and normoglycaemia
HbA1c, Ab, education, nurse HbAlc, Ab, education, monitoring as stage 1
psychological support, psychological support, If M-iAb plus dysglycaemia,
14d-CGM 14d-CGM monitoring as stage 2

L . . . . Monitoring children in stage 2 (M-iAb Pos and dysglycaemia)
Follow-up and monitoring programme in children identified in
2-10.9 FBG, HbAlc, CGM, FBG, HbAlc, CGM, FBG, HbA1c, FBG, HbAlc, CGM, Decision on when to start

early-stage type 1 diabetes during screening in the general
population of Italy

Valentino Cherubini MD?* | Enza Mozzillo MD? | Dario lafusco MD? |
Riccardo Bonfanti MD* | Carlo Ripoli MD® | Flavia Pricci MD® |
Olimpia Vincentini MD” | Umberto Agrimi DVM” | Marco Silano MD® |
Francesca Ulivi” | Antonio D'Avino MD™® | Vito Lampasona MSc™! |

1 11,12
Emanuele Bosi MD Diabetes Obes Metab. 2024;1-6.

education,

psychological support

Note: Dysglycaemia: FBG 100-125 mg/dl or HbAlc 5.7%-6.4% or percentage time >140 mg/dl at 14d-CGM >10%. Education: information and leaflets for

education, psychological
support

CGM, education,
psychological
support

education, psychological
support

insulin treatment and/or refer
the child to research protocols

the prevention of diabetic ketoacidosis. Psychological support: discussion with the child and parents about the possibility of the appearance of clinical

signs of type 1 diabetes, burden, and opportunities.
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2620 NOVEMRRE 2024 $
Programma di screening nazionale per DT1 e Celiachia ZUEHaN ' /
77
v Dal 1 gennaio 2025, le 21 Regioni e Provincie autonome si faranno carico
dell’organizzazione dello screening

v' Finanziamento totale di quasi 4.000.000 di Euro per ciascuno degli anni 2025 e 2026

v Determinazione degli aplotipi DQ2/8 alla nascita

v Dosaggio degli anticorpi del DT1 a 2-3 e 5-7 anni

v Dosaggi degli anticorpi della Celiachia a 5-7 anni nei soggetti predisposti in base al test
genetico

v' I’ISS manterra il coordinamento del programma di screening ed effettuera
I’elaborazione dei dati totali da presentare annualmente all’Osservatorio, costituito
presso il Ministero della Salute
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