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Dichiara altresi il proprio impegno ad astenersi, nel’ambito dell’evento, dal
nominare, in qualsivoglia modo o forma, aziende farmaceutiche e/o
denominazione commerciale e di non fare pubblicita di qualsiasi tipo
relativamente a specifici prodotti di interesse sanitario (farmaci, strumenti,
dispositivi medico-chirurgici, ecc.).
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Art. 1.

Programma di screening nazionale
per diabete di tipo 1 e celiachia

1. Al fine di prevenire I'insorgenza di chetoacidosi in
soggetti affetti da diabete di tipo 1 e d1 rallentare la pro-
gressione della malattia mediante I’1impiego delle terapie
disponibili, nonché di effettuare la diagnosi precoce della
celiachia, con decreto del Ministro della salute, da ema-
nare entro centoventi giorni dalla data di entrata in vigore
della presente legge, previo parere della Conferenza per-
manente per 1 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 de1 loro familiari e le
fondazion1 di nlevanza nazionale operanti in materia, ¢
adottato un programma pluriennale di screening su base
nazionale nella popolazione pediatrica per I'individuazio-
ne degli anticorpi del diabete di tipo 1 e della celiachia,
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1 Nel nostro Paese potremo seguire l’evoluzione del
| pre-diabete tipo 1

Campagna di screening diabete di tipo 1 e celiachia (1-17 anni).
Approvata la proposta di legge, dal 2024 T_H E LANCET )
Diabetes & Endocrinology

Vol 13 - v 1 Jamary 2024
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Bosi E, Catassi C. Screening type 1 diabetes and celiac
disease by law. Lancet Diabetes Endocrinol. 2024

La Camera dei Deputati ha approvato la Legge che
istituisce lo screening nazionale pediatrico del diabete
di tipo 1 e della celiachia.

Il 17 settembre 2023, il Parlamento italiano ha approvato all'unanimita una legge (Legge della
Repubblica Italiana 130/2023) che introduce uno screening nazionale per il diabete di tipo 1 e la
celiachia nella popolazione generale di eta compresa tra 1 e 17 anni come parte del programma di
sanita pubblica volto a ridurre gli effetti di queste malattie croniche.

Questa legge € stata approvata con successo grazie all'impegno di molte persone della comunita
scientifica e del diabete ed & stata sostenuta dalla Fondazione Italiana Diabete.

Memorigs-from infancy: forgotten, ‘
but maybe not.gone, p.1172
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Efforts to screen kids for type 1 diabetes multiply

Blood tests can detect the disease process early, avoiding complications and aiding treatment

5y Jenifer Couzin-Frankel

illions worldwide live with type 1
diabetes, and for most the diagnosis
came as a shoek, following myste-

rious symptoms such as thirst and

weight lns. But diahetes specialists

have long known that certain blood
tests can foretell the disease years earlier
That has left the field wrestling with a dif-
fieult question: Should healthy children get
these blood tests, and would knowing about
incipient dishetes help them?

Now, as a first wave of studies indicates
such testing can prevent life-threatening
complications st diagnosis, and with a new
treatment to delay disease onset, the an-
swers are tipping toward “yes” Mass screen-
ing studies are expanding throughout North
America and Enrope, and in September 2023,
Ttaly became the first country to pass a law
that aims to make screening, via finger-prick
blood tests, available to all children. At a
meeting in Florence last week, the Juvenile
Disbetes Research Foundation (JDRF) pre-
sented draft recommendations on caring for
thase who test positive.

Mass sereening is “a totlly differemt
way of thinking about type 1 diabetes” says
Emily Sims, a pediatric endocrinologist at
the Indiana University School of Medicine.
1t relies not on signs of diabetes itself, such

1164 15 MARCH 2034 + VOL 353

as high blood sugar, but on something of a
erystal ball: autoantibodies in the blood that
signal immune attacks on insulin-secreting
cells in the pancreas. Onee a ehild falls ill
with full-blown disbetes, and typically needs
insulin replacement therapy, those cells are
mostly destroyed. In general, nearly 45% of
children with at least two types of these auto-
antibodies develop full-blown _diabetes
within 5 years, and nearly 100% will get it in
their lifetime.

There is currently no way to prevent fype
1disbetes. But recont studies suggest sereen-
ing can help avert a life-threatening con-
dition called disbetic ketoseidosis (DEA),
wiich strikes when insulin levels fall peril-
ously low and the body, unable to metabalize
sugar, stants to break down fat for energy.
Amywhere from 20% to 70% of children have
DKA at the time they're diagnosed; they're
typically admitted to the pediatric intensive
care unit (PICL), sometimes with brain swell-
ing. shock, and loss of consciousness. “Last
week I had three kids eome in on a Friday,
all with DKA, all in the PICU] says Kurt
Griffin, a pediatric endoerinologist at Sanford
Health. “We have to do better”

Griffin adds thar with a pasitive amo-
antibody test, doctors ean track a childs pro-
gression, monitoring symptoms and ghicose
levels to catch a drop in insulin early and
head off DKA_JDRF's draft guidance—crafted

with input from dozens of outside experts—
suggests that a confirmed positive test should
be followed by periodie medical monitoring
for disease progression and symptoms, sys
Anastasia Albanese-O'Neill, JDRF' associate
vice president of community screening.

Ome project, in Germany, screened tens of
thousands of children and tracked those who
tested positive. It found that ameng 118 who
progressed to fullblown diabetes, the rate
of DKA was just 25%. In Colorado, a similar
project recanded a DKA rate of about 4%, less
than one-tenth of the usual prevalence there,
says Marian Rewers, the project leader and a
pediatric endocrinologist at the University of
Colorados Barbara Davis Center for Diabetes.

And now, for the first time, a drug can de-
lay the anset of full-blown disbetes. In No-
vember 2022, the United States approved
teplizumab, which is given intravenously
for 2 weeks to people with autoantibodies
and abnormal glucose levels and on aver-
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age forestalls the disease by 2 to 3 years. Its

now under review by European drug authori-

ties. Trials of other preventive treatments 2
are underway. The potential to delay disease 2
anset greatly strengthens the case for screen- 5

ing, says Emanuele Bosi, an endoerinologist

at Vita-Salute San Raffacle University who £

helped craft the new Italian law:
Rachel Besser, a pediatric disbetalogist

at the University of Oxford, sees upsides
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| 10 criteri dell ’Organizzazione Mondiale della Sanita (OMS) affinché una
malattia sia diagnhosticabile attraverso uno screening di massa.

Il termine screening e utilizzato in medicina per indicare indagini diagnostiche eseguite nella popolazione con
lo scopo di identificare i soggetti asintomatici con una patologia o che sono a rischio di svilupparla.

La condizione patologica deve essere un problema importante di salute.

Deve esistere una terapia per la patologia ricercata.

Devono esistere strutture per la diagnosi e trattamento.

Deve esistere uno stadio latente della malattia.

Deve esistere un test o esame per accertare la patologia nella fase latente.

Il test deve essere bene accetto dalla popolazione.

La storia naturale della malattia dovrebbe essere adeguatamente compresa.

Deve esistere un accordo sui protocolli terapeutici di terapia e su chi sottoporre a trattamento.
. Il costo totale della scoperta di un caso dovrebbe essere bilanciato economicamente in relazione alla spesa
medica nel suo complesso.

10. Il processo di screening dovrebbe essere protratto nel tempo.
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Storia naturale del diabete di tipo 1

The Stages to Type 1 Diabetes
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Starting Point Response
If you have a relative:

15x greater risk of
developing T1D 1

S

Immune Response MNormal Glucose Tolerance Abnormal Glucose Tolerance Clinical Diagnosis
Development of single > 2 Awtoantibodies = 2 Autoantibodias = 2 Autoantibodias

AScc Ry START OF T1D

Classe Il NYHA Classe Ill e IV NYHA

Classe | NYHA RIDOTTA sintomi per minima
RISERVA attivita ed a riposo STADIO

Noxa. MINIMA FUNZIONALE. TERMINALE
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T1D e il risultato di una distruzione autoimmune delle B-cellule

Antigen
presentation
by high-risk
HLA

Dendritic Cell

Stage 0: Genetic Predisposition/
Environment Injury

Patient with healthy B-cell cells,
no auto-antibodies, euglycemia

» Early cell insult and tissue injury
* Recruitment of immune cells

HLA-DQ2/8 -

Stage 1/2:
Auto-immune Trigger

Patient develops auto-
antibodies, dysglycemia

TNF, IL-17, IFNy

e
L

Autoantibodies
(insulin, GADG65,
IA-2, ZnT8)

. B

Stage 3: Established T1D
Autoimmunity Insulitis

Islets are inflamed and
dysfunctional

antigens

Autoantibodies

MNote:Ag = antigen. Source: Sanofi R&D; Bluestone 2021, Warschauer 2020, Jacobsen 2018.




Il DM1 e una malattia prevenibile

La diagnosi allo stadio 1 e 2 deve
essere considerata gia patologia

Normale

Immuno
attivazione

_; risposta
immune
Rischio genetico +

Attivazione i 1g standing
Sistema \1(/ Altoray o
e . . y
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Perché fare uno screening del Diabete Tipo 1 nella popolazione generale

Prevalence of DKA according to year of age
100

Johensbind znd Chiarelll falion Journal of Pediatrics (20230 49:87
hetpsy/dol.org10,1186/513052-023-01438-3

Autoantibody test for type 1 diabetes

in children: are there reasons to implement
a screening program in the general
population? A statement endorsed by the
Italian Society for Paediatric Endocrinology

Italian Journal of Pediatrics
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and Diabetes (SIEDP-ISPED) and the Italian
Societv of Paediatrics (SIP)

Valenting Cherubini’ and Francesco Chiarelli™'

... € piu elevata nei bambini piccoli ...

La causa principale della DKA e il
ibardo della diagnosi di diabete.

idi polidipsia e poliuria possono essere
: auiando compaiono i segni della
chetoacidd addominale, astenia

intensa, respiro di

8 9
Age (years)

01 2 3 4 5 6 7
T1D Cases (n)
2006-2016 = 59,000

10 111213 14 15 16

Cherubini V et al. Diabetologia. 2020

: anza, non
raramente si sospettano 3
gastroenterico o respiratorio o urinario o
di pensare al diabete




| Per prevenire la chetoacidosi all’esordio

Solo i programmi di
screening hanno dimostrato

di poter ridurre U’incidenza
della DKA sotto al 3%

Before campaign After campaign % DKA
Studies DKA (n) T1D (n) DKA (n) T1D (n) Difference  [95%CI] Weights
_ ASKA1, Frida,TEDDY, DAISY
Jelley et al 2010 60 193 23 100 _ 810 [-24:186]  84%
King et al 2012 15 40 429 '~—-— 2370 [41,433]  53%
Lansdown et al 2012 66 240 30 117 — 190 [-79,116] 87%
Fritsch et al 2013 433 1144 176 477 -~ 100 [-4.2 61 10.3%
Ucar etal 2013 153 312 21 89 | i —#— 2540 [150;359]  8.5%
Choleau et al 2015 570 1209 505 1247 = 340 [-0572] 107%
Ahmed et al 2015 161 341 82 200 e 620 [-24.148]  92% e s , o
Patwardhan et al 2018 45 8 6 24 = 2000 [95503] 51% o0 e e o) Italian Journal of Pediatrics
Derraik et al 2018 71 263 38 132 — 480 [112: 76] 89%
Rabbone et al 2019 945 2453 1123 2361 = | 900 [11863] 109% REVIEW ~ OpenAccess
Simunovic et al 2019 18 54 9 37 - 900 [-97:277] 56%
Holder et al 2020 36 127 19 118 _'—'_ 1220 [ 2.0;22.5] 8.5% "f;u't(}ar]titnjd)'qI test for type ‘I diabetes
Random effects model 6548 o e @ 1.0;13.4] 100.0% in children: are there reasons to implement
Het ity: 1° = 88%, t* = 0.0091, 0.0 . .
Fietogenely i & 0 20 0 20 40 a screening program in the general
population? A statement endorsed by the
Mot infavaur:waareness In favcurD;Awareness |ta|ian SOC]Et)" fOI’ PaEdiatric Endocrin{)logy
Campaign  Campaign and Diabetes (SIEDP-ISPED) and the Italian
Cherubini V et al. Diabetes Res Clin Pract. 2021 Society of Paediatrics (SIP)

Valenting Cherubini’ and Francesco Chiareli™



Per prevenire le complicanze della chetoacidosi

Parametric, Unmatched Groups

Anche un solo episodio di chetoacidosi severa puo interferire sullo

Moderate/Severe > None/Mild

sviluppo della corteccia cerebrale ed é associato
alla riduzione delle competenze cognitive sul breve e medio termine

Péggioré controllo metabolico nel tempo
Spese di ospedalizzazione
Impatto psicologico su paziente e famiglia

Study Group*

Figure 1—VBM regions of increased volume growth. Gray and white matter regions where

participants with a history of moderate/severe DEA compared with those who experienced

none/mild DKA had more growth (T, — Tu) in GMY and WMV, Celor map represents the GOALS OF SCREEN I NG

statistical significance of growth differences between groups. Prevent DKA and itS associated Short' a nd

long-term morbidity and mortality
- Tttt | e he
k‘(t. sese cueeunes == w=| {9 Prepare children and families for a

ISPAD clinical practice consensus guidelines 2022: Stages H H H

%‘ ‘ I SPAD of type 1 diabetes in children and adolescents SmOOther tranS|t|0n tO Insu"ln therapy
Re.achel E.J. Besser' | Kirstine J..BeII"l | Jenny J. Couper®* . I. Anette-G. Ziegler® |

International Society for Pediatric | s oo | s masemce | mwatcaigro 1| 3. Advance preventative therapies through
Michael J. Haller'?

and Adolescent Diabetes clinical trial recruitment
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Published in final edited form as:
JAMA 2013 June 19; 309(23): 2473-2479. do1:10.1001/jama.2013 6285.

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

Anette G. Ziegler, MD, Marian Rewers, MD, PhD, Olli Simell, MD, PhD, Tuula Simell, MPH,
PhD, Johanna Lempainen, MD, PhD, Andrea Steck, MD, Christiane Winkler, PhD, Jorma
llonen, MD, PhD, Riitta Veijola, MD, PhD, Mikael Knip, MD, PhD, Ezio Bonifacio, PhD, and
George S. Eisenbarth, MD, PhDT
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Incidence of seroconversion
(cases per 1000 person-years)

25

20 mIAA = GAD autoantibody
m IA-2A mZnT8A

15

10 \% The optimal screening times are ages 2

and 5-7 years, but screening school-age children
(i.e., alongside other tests or during primary care
visits) may be most practical?

i
[

0 2 4 6 8 10 12 14
Age (years) Genetically high-risk young people typically
IAA 1650 1492 1323 1163 936 503 transition from single to multiple autoantibody
GAD autoantibody 1650 1508 1338 1171 943 502 positivity W't;"" 2 years, so they should be
IA-2A 1650 1512 1348 1198 971 523 rescreened after this interval
ZnT8A 1650 1508 1345 1186 972 522

Figure adapted from Ziegler 2012."

*Data from a prospective birth cohort of 1650 children genetically at risk for autoimmune T1D, with >20 years’ follow up. Islet autoantibodies were measured in blood
samples taken when the children reached 9 months, then 2, 5, 8, 11, 14, and 17 years of age.

GAD, glutamic acid decarboxylase; IA-2A, insulinoma-associated antigen-2 autoantibody; IAA, insulin autoantibody; ZnT8A, zinc-transporter 8.
1. Ziegler AG, et al. Diabetologia. 2012;55(7):1937-43. 2 Sims EK, et. al. Diabetes. 2022;71:610-3.
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RESPONSABILI SCIENTIFICI

Dott.ssa Flavia Pricci - Dipartimento di Malattie Cardiovascolari, Endocrino-Metaboliche e Invecchiamento, Istituto Superiore di Sanita
Dott.ssa Olimpia Vincentini - Dipartimento di Sicurezza Alimentare, Nutrizione e Sanita pubblica Veterinaria, Istituto Superiore di Sanita
Giuseppe Plutino - referente per il Ministero della Salute

REFERENTI SCIENTIFICI

Emanuele Bosi, per il diabete tipo 1 - IRCCS Ospedale “San Raffaele”

Carlo Catassi, per |a celiachia — Univ. Politecnica delle Marche; Massachusetts General Hospital-Harvard Medical School, Boston, USA
Valentino Cherubini per i centri clinici - Presidente Societa Italiana di Endocrinologia e Diabetologia Pediatrica

Antonio D'Avino, per i pediatri di libera scelta - Presidente Federazione ltaliana Medici Pediatri

PEDIATRI DI LIBERA SCELTA AFFERENTI A

FIMP - Presidente: Antonio D'avino

SIMPeF - Presidente: Rinaldo Missaglia

CIPe (Federazione CIPe - SISPe - SINSPe) - Presidente: Giuseppe Gullotta

CENTRI SPECIALISTICI per il DIABETE TIPO 1 e la CELIACHIA

LOMBARDIA: IRCCS Ospedale “San Raffaele” - Prof. Emanuele Bosi e Prof. Graziano Barera

MARCHE: A. O. U. Ancona - Prof. Valentino Cherubini e Universita Politecnica delle Marche - Prof. Maria Elena Lionetti

CAMPANIA: Universita “Luigi Vanvitelli” Prof. Dario lafusco,, A. O. U. Federico Il Prof.ssa Enza Mozzillo e Prof. Riccardo Troncone
SARDEGNA: Ospedale Pediatrico Microcitemico di Cagliari: Dott. Carlo Ripoli e Dott. Mauro Congia

LABORATORI DI RIFERIMENTO IRCCS

Ospedale “San Raffaele” Milano — Dott. Vito Lampasona

Centro Studi Avanzati e Tecnologie (CAST), Universita degli Studi “G. D’Annunzio” di Chieti-Pescara: Prof. Damiana Pieragostino



3 Screenislet cell autoantibody ELISA
(multiplex auto-Ab GADA, IA-2A, ZnT8A on Serum Sample)

v
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LAl DA
Campioni

LIPS (Luciferase Immuno Precipitation System)

Popolazione biologici Laboratorio Confirmation test, including GADA, IA-2A, ZnT8A, IAA
Generale centralizzato
| L
DELFIA (multiplex auto-Ab GADA, IA-2A, ZnT8A)
(multiplex auto-Ab GADA, IA-2A, ZnT8A on DBS)

iattaforma Informatica
. . - O

Dati

Pediatra di Famiglia

»

> »

»

Centro Regionale di Diabetologia
Pediatrica

Registro Registro dei bambini

Istituto Superiore di di Screening positivi

Sanita

https://www.iss.it/en/-/il-progetto-dice



: Lo Studio Propedeutico

Diabete di tipo 1 e Celiachia

B Lombardia [ Marche ] Campania Sardegna

2 anni 6 anni
M=70284 M=B3B45
n= 815 n=972

10 anni
W=93181
n=1080

Per testare:
* Fattibilita
* Participazione dei Pediatri di Libera Scelta
* Participazione della Popolazione Generale ‘ 6 anni

W=09606 N=11523

n=111 n=134
10 anni
M=12847
n=149

* Particolari problematiche

2 anni & anni
N=44865 M=50104
n=520 n=581
Sono stati arruolati 5.363 residenti in 4 regioni 1000
e stratificati per 3 fasce di eta n=638

Eta (anni) Lombardia Marche Campania Sardegna Totale 535?3"5 E*?FE&BH
2 815 111 520 97 1543 A
6 972 134 581 123 1810 ne1es
10 1080 149 638 143 2010
Totale 2867 394 1739 363 5363

https://www.iss.it/en/-/il-progetto-d1ce



D1Ce Screen, Risultati Preliminari

Age of children tested for autoantibodies
children are stratified into the targeted age groups
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FIGURE 1 D1Ce (Diabete tipo 1 and Celiachia) study context for anti-islet autoantibody case identification. T1D, type 1 diabetes. m
Cli;i‘rs
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Screening pediatrico per Diabete di Tipo 1

16 Raccomandazioni per lo Screening a Livello Nazionale

()
Identificare le fasce di eta per lo screening

Arruolare la popolazione pediatrica in carico ai Medici di Medicina Generale

Prevedere misure per incentivare i Pediatri di Libera Scelta

Superare tutte le difficolta del prelievo capillare

Definire la governance dei laboratori

Centralizzare la comunicazione tra laboratori, Pediatri di Libera Scelta e Centri di Riferimento
Nei Centri di Riferimento Regionali garantire presenza di Team Diabetologici Multiprofessionali
Disciplinare la fase del Follow-up mediante ’adozione di linee guida ad hoc

Formare tutti gli Attori coinvolti nello screening

10) Valorizzare il ruolo delle Associazioni dei Pazienti

11) Realizzare un Coordinamento delle Attivita di Screening

12) Istiutire Registri Regionali direttamente collegati al Registro Nazionale per gestire meglio i dati
13) Realizzare una Survey tra i Pediatri di Libera Scelta coinvolti nel Progetto Propedeutico

14) Prevedere un Codice di Esenzione per il Diabete Tipo 1 pre-sintomatico

15) Inserire lo screening nei Livelli di Assistenza (L.E.A.)

16) Garantire la totale presain carico in caso di positivita del test

favorire un dialogo costruttivo tra tutti gli attori coinvolti nell'attuazione della legge approvata lo scorso
autunno, che pone l'ltalia come primo Paese al mondo a introdurre un programma di screening nazionale
regolato da una legge statale, focalizzato sulla diagnosi precoce in eta pediatrica.
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ISPAD GUIDELINES WILEY

1 ?I I S P AD ISPAD clinical practice consensus guidelines 2022: Stages

of type 1 diabetes in children and adolescents

International Society for Pediatric - _

: Rachel E. J. Besser® | Kirstine J. Bel® | Jenny J. Couper®*© | Anette-G. Ziegler® |
and Adolescent Diabetes Diane K. Wherrett® | Mikael Knip’ @ | Cate Speake® | Kristina Casteels?°® |
Chap‘tEI' 2: StagES 'ﬂf WPE 1 diabEtES Kimberly A. Driscoll®* © | Laura Jacobsen™*® | MariaE. Craig™© |

= L Michael J. Haller'2 ©
in children and adolescents

*Stages 1, 2, 3, and 4 T1D are being used in clinical,

research, and regulatory settings GOALS OF SCREENING
* General population screening programs to determine T1D

risk are expanding Prevent DKA and its associated short- and long-
* Collaborative T1D networks testing interventions seeking to term morbidity and mortality

delay the disease process at all stages of disease are

growing

2. Prepare children and families for a smoother

* Tools t dict T1D and to int ti . . .
Tools to predi and response to interventions are transition to insulin therapy

Anti-CD3 monoclonal antibody (teplizumab) has been

approved by the U.S. Food and Drug Administration (FDA) 3. Advance preventative therapies through

for use to delay progression from stage 2 to stage 3 T1D in clinical trial recruitment

children older than 8 yvears




Telemedicina per seguire ’evoluzione della malattia a domicilio attraverso i
device di monitoraggio del glucosio con atteggiamento proattivo

Aumentare ’'informazione nella popolazione generale e la conoscenza
degli operatori sanitari

Italian Journal of Pediatrics

iabetes incidence
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Gheci for
updates

@
J\ete isbeiologics ¢,

[Pediatrica Calabrese ® e

19.7/100.0

Province of Reg
26.5/100,000, C
Fig. 1 Different crud

+ of Crotone
) CL:109-31.4




at diabetologi DICE_

~ :\-;L. -




Quali sono gli studi di prevenzione del diabete?
PREVENZIONE PRIMARIA

Disbetologia (2021) 64:1079-1092
haps7/doiosg/10.1007/90012 50200 5376-1

ARTICLE

Oral insulin immunotherapy in children at risk for type 1 diabetes

in a randomised controlled trial
Robin Assfalg ' (7« Jan Knoop' - Kristi L. Hoffman® - Markus Pfirrmann® « Jose Maria Zapardiel-Gonzalo' (1) «
Anna Hofelich? - Anne Eugster®” . Marc Weigelt® - Claudia Matzke' - Julia Reinhardt® - Yannick Fuchs® -
Melanie Bunk' - Andreas Weiss' - Markus Hippich' () - Kathrin Halfter* () - Stefanie M. Haudk® () - Jorg Hasford® (5 -
Joseph F. Petrasino® - Peter Achenbach'** () « Ezio Bonifacio **”7* (1) - Anette-Gabriele Ziegler ' ()
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Quali sono gli studi di prevenzione del diabete?
PREVENZIONE SECONDARIA —

FDA NEWS RELEASE

FDA Approves First Drug That Can Delay
~ Onset of Type 1 Diabetes

TIPO DI SOMMINISTRAZIONE E DOSAGGIO

Si somministra per via endovenosa (tempo minimo 30 minuti) per 14 giorni consecutivi:

Primo giorno 65 mcg/m2 PHARMACOLOGIC

Secondo giomo smegm2 | )]gjpetes Nmmmmos o

Terzo giorno 250 mcg/m?2

Recommendation
Quarto giorno 500 mcg/m?2 are 3.15 Teplizumab-mzwy infusion to de-
. . . . lay th et of tomati 1
Dal quinto al quattrodicesimo giorno 1,030 mcg/m2  sanusey 2oz | vorume o7 | supeieuenr el e

diabetes (stage 3) should be considered in
Non somministrare due dosi nello stesso giorno .. e TR 4= selected individuals aged =8 years with
Standards of Care £=  swge 2 type 1 diabetes. Management
in Diabetes—2024 -~ =X should be in a specialized setting with

appropriately trained personnel. B
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ESTABLISHED IN 1812 NOVEMBER 19, 2020 VOL. 383 NO. 21

Golimumab and Beta-Cell Function in Youth
with New-Onset Type 1 Diabetes

T. Quattrin, M.J. Haller, A.K. Steck, E.I. Felner, Y. Li, Y. Xia, J.H. Leu, R. Zoka, J.A. Hedrick, M.R. Rigby,
and F. Vercruysse, for the TLGER Study Investigators*
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Teplizumab and B-Cell Function in Newly
Diagnosed Tyvpe 1 Diabetes

Eleanor L. Ramos, M.D., Colin M. Dayan, M.B., B.S., Ph.D.,
Lucienmne Chatenoud, M.D., Ph.D., Zdenek Sumnik, mM.oD., Ph.D.,
Kimber M. Simmons, M.OD., Agnieszka Szypowska, M.D., Ph.D.,

Stephen E. Gitelrman, M.D., Laura A. Knecht, M.D.,
Elisabeth Miemoeller, M.D., Wei Tiamn, Ph.D., and Kevan C. Herold, M.D.,
for the PROTECT Study Investigators®
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Studi TrialNet senza successo

Studi TrialNet con successo

Studi TrialNet in corso

Perché c’e tanta diversita di risposta tra un paziente e l'altro?
Perché ci sono piu ENDOTIPI di Diabete Tipo 1

nature reviews endocrinclogy

Revlew artlcle

Heterogeneity and endotypt!

intypeldiabetes mellitus

Maria | Redondo @' & Mosl G Mongan®?

Absiract

Desplte major advances over the past decade, prevention and treatment
of type 1 diabetes mellitus (T1DM) remain suboptimal, with large and
unexplained variations in individual responses to Interventions. The
current classification schema for diabetes mellitus does not capture
thecomplexity of this disease or gulde clinkcal management effectively.
(ne of the approaches to achleve the goal of applying precision medicine
In diabetes mellitus Is to Identify endotypes (that Is, well-defined
subtypes) of the disease each of which has a distinct aetiopathogenesis
that might be amenable to specific Interventons. Here, we describe
epldemiological, clinical, genetic, immunological, histological and
mietabolic differences within T1IDM that, together, suggest heterogeneity
Inits astiology and pathogenesis. We then present the emerging
endotypes and thelr impact on TIDM prediction, prevention and
treatment.

https: fool.ong/ 00385 41574-023-00853-0

Almeno 2 ENDOTIPI di Diabete Tipo 1
TIDM onesat

Verapamile
Golinumab anti TNFa

ATG/GCSF
Alefacept

Canakinumab
Metabolic control
GAD-alum
Abatacept
IL-2/Rapamycin
Thymoglobulin

Rituximab

Table 2 | Characteristics of TIDE1 and T1DE2

<7 years old 7-12 felana old 13-18 YEI-EIFS- old .ﬁ.dlulr_ Endotype TIDE1 TIDEZ
[ | I |' Primary genetic HLA DR4-DQE HLA DR2-DQ2
i i i association
1 1 ]
i ] i lslot autoantibodies 1A first (<2 years GAD autoantibodies first,
i 1 i old), then 1A-2 with then with or without athar
] ] i of without GADES autcantibodies
i i i autoantibodies
1 1 1
i i | High percentage
; l i 1AA+and IAA titres
H H | at TIDM onsat
1 1 1
i i : Other immunological  High percentage Low percentage of CD8*
H H | findings of islet-infiltrating T cells comparad with
H H | CDE T cells, high TIDE1, very low percentage
' ' ! percentage of C020"  of CD20" B cells compared
| TIDE1 TIDEZ Type 2 diabetes mellitus Double diabetes mellitus N Beoells with TIDE1
Fig. 31 Conceptual model for the distribution of type 1 diabetes mellitus /EPT,,E{SS;HQ to :’Euﬁﬁg‘:gm;%ﬁgm
endotypes by age at onset. Type 1 diabetes mellitus (T1IDM) can develop as compared with TIDET
either TIDM endotype 1(T1DEL, represented in red) or endotype 2 (TIDE2, ;f;;ﬁfm:ﬁ; ;‘f
represented in yellow). TLDEL is the predominant endotype in children diagnosed cells
with TIDM lessthan 7 years of age and its prevalence decreasessharply in Abnormal B-cell
individuals diagnosed at older ages. TIDE2 is the predominant type after age 7 maturation
years of age and increases '-.'-'lthage,t_:enamlngthepredﬂmlnantTIDM endotype Response to — | ess responsive than TIDE1
after 13 years of age. Intheintermediate age group (7-13 vears of age), some e R T
children have TIDE2 and other children have TIDEZ Type 2 diabetes mellitus,
S . . e Other disaase Coeliac disease Thyroid autoimmunity
which is highly prevalent in adults but also appears in younger individuals, can e T

coexist with TIDE2 and modify its features, resulting in double diabetes mellitus:

- . . . AA, insulin autcantibodies; TIDEL, TIDM endotype 1; TIDEZ, TIDM endotype 2; TIDM, type 1
this interaction is represented here as blue and vellow stripes.

Jiabetes mellites.




A classification and regression tree analysis identifies
SUbgroups of childhood type 1 diabetes eBioMedicine 2022;82: 104118
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Disease-modifying therapies and features linked to
treatment response in type 1 diabetes prevention:

Insenstive Trighyceddes insarsitve
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dahciant taficiant deficient - .
e a systematic review
b N1 N2 N3 - . " o
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MAI COME IN QUESTO MOMENTO OCCORRE APPLICARE DIABETOLOGIA DI PRECISIONE !!!

heinchcaat vorsbies wese Hohty Soriicant beuseen The axatps a5 shov i Tables 1 o 3. he exdor piots ot he dBfcren. adolescents with diabetes according to newly defined
t interleukin; T2D, type 2 diabetes; TNF, tumour necrosis factor. Subg rﬂ.up 5: a cuh ﬂ.rt St Udy frﬂ m thE DPU rEg istr)\‘

. ces observed between the groups to the full scale of the plot for each variable. HLA, human leukocyte antigen; IFNy, interferon-y; IL,
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