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Nuevos Horizontes en Diabetes tipo 1
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Tratamiento de a Diabetes

VISION INNOVADORA
DE LA DT] Esperanza y promesas por delante
Deaaaatis ds DTN ¥+ ISPAD 2024 @ = CGMvs OGTT
az I: LISBON, PORTUGAL IPC):TtOBEDRG'I:t'IQ

s sy Cambio de Paradigma

Consenso y nuevas guias de monitoreo
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Vision: Type 1
Diabetes Therapies
on the Horizon

Sanjoy Dutta, Ph.D.
Chief Scientific Officer

To accelerate life-
changing breakthroughs
to cure, prevent, and
better treat type 1 diabetes
and its complications.

| parala diabetestipo 1(DT1):

en Diabetes tipo

: Tabitha
Loredana Marcoveccio
Randall

Cell Therapy for T1D: Gearing up

Esperanzay promesas por delante

’

Simposio conjunto Breakthrough T1D
(anteriormente JDRF)-ISPAD: Tratamientos

Prevencion e Intervencion

toward Clinical Practice e (l\ZAhar;]t.al
Hay una oportunidad de tratamiento

Kimberly Simmons
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DT1: Tiempo de cambio

GENETIC
RISK

IMMUNE
ACTIVATION

Starting Point

irlqqer svane

Cevelopment of
single sutoantibody Nurial Blood Nagar Abwrcranal Rl Kugar e ol g, hslahbndesd 110
SJRCINT! TS TS (O S U oot s, = dysaByr ouns Montasd sue BOA it fin
g of by,
Pathophyslology: Ldantifian Individunie who hava  O=Call dysfunction, definad At tha tima of diagnoale, thare p=Call function continuas ta
C ha ntal davalopad » broad barad on dyaglycamin, cad ba In atill £ coll ranarve with decline with time afrar
sutoimmuna responas againet  identifiad uaing provocativie clinical nignificance In tarma of disgnroals
Mathleu multiple lelet sutoantigens and  tanting (e.3., oral glucone glycemic control and
will avantually pregrass to tolarance textn) aveldanca of hypoglycemia
clinical dinanss ‘
S-year risk of pwen 75% A N/A
clinical dlagnosls
of T1D:

Este deberia ser el momento de
diagnostico de la DT1

Sims EK, el, al, Diabeles 2022;71:610-3; Besser RE, el al, Pedialr Diabeles 2022;23:1175-87
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La deteccion temprana de la DT1 tiene beneficios inmediatos y a largo plazo

i -

»
DIPP (1994)
General population*
Finland

ELSA (2021)
-+ General population
ASK (2017)

8&"9";' WS;}:'”" ' ~ INNODIA (2015) ’; d FR1DA (2015)
orado, FOR General population
EU
T1Detoct (2020) EDENTIFI (2023) 'm :
General population EU . ADIR (2021)
USA Ceneral population
Israel
;-I'.A‘iil :
National Screening
Program (2021)
General population
JDRF ANZ
sanofi

Iniciativas de

> Screening a

Nivel Mundial

Type1Screen (2010)
FDR
ANZ

ENDIA (2013)
FDR
ANZ
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Mision Estratégica 2030: Crear estrategias focalizadas y prioritarias en

todas las iniciativas de investigacion hacia la cura de la Diabetes.

Presymptomatic Clinical (symptomatic requiring insulin)

AUTOIMMUNE STAGE 1 T1D STAGE 2 T1D STAGE 3 T1D STAGE 4 T1D
TRIGGER Notmoglycamia Dysglycamia Hyperglycemia, symptoms tstablished 110D
0-1 autoantibodlez =2 autoantibodles <2 autoantibodies of diabetes, axogenous
Insulin raquired
100% 22 autoantibodins
— 2 DISEASE MODIFYING THERAPIES
cn
W SE CELL THERAPIES
—= Breakthrough T1D" 0=
‘// Formerly JDRF c v
/!1 E o IMPROVING LIVES
Q.

Cure Improve Lives

(_)bjccu\'cs Restore Insulin Independence Delay and ultimately prevent 11D Improve outcomes + reduce burden

Devices

Drugs

Stratcgic
£ Cell theraples Discase modifying theraples Psychosoclal

Initiatives

Complicalions

Global responsibility
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Severe Hypoglycemia and Impaired Awareness of Hypoglycemia

Persist in People With Type 1 Diabetes Despite Use of Diabetes s
. ,{. N\
Technology: Results From a Cross-sectional Survey . ® ;
® =4
Jennifer L. Sherr, Lori M. Laffel, Jingwen Liu, Wendy Wolf, Jeoffrey Bispham, Katherine S. Chapman, Daniel Finan, \:‘ r'- ;

Lina Titievsky, Tina Liu, Kaitlin Hagan, Jason Gaglia, Keval Chandarana, Richard Bergenstal, and Jeremy Pettus

Diabeles Care 2024,47(6):941-947 | hitps.//doi.org/10.2337/dc23-1765

Key results

A 0 Only 57.7% of all respondents

9 - : 12.0% l reported achieving target HbA . <7%

8 —

i % 3 F
i’ . /}t least 200,0(?0 T1D patients in the US are D09 or sl rsporienti Rportsd Kaving
i likely to experience more than 2 SHEs per year 21 SHEs In past 12 months including CGM
g . users (16.6% of AlID users, 19% of pump
a users, and 23% of MDI users)

12% ot respondents had 22 SHEs

" 2% , , ; % in previous 12 months

1 2 3 4 5 6 7 8 9 10 >10

Number of self-reported SHEs* over 12 months Appfoxlmately one-third of all respondents

reported IAH in past 12 months,
regardless of CGM or AID usage

iene

sanofi &x ISPAD 2024
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Severe Hypoglycemia and Impaired Awareness of Hypoglycemia
Persist in People With Type 1 Diabetes Despite Use of Diabetes
Technology: Results From a Cross-sectional Survey

Jennifer L. Sherr, Lori M. Laffel, Jingwen Liu, Wendy Wolf, Jeoffrey Bispham, Katherine S. Chapman, Daniel Finan,
Lina Titievsky, Tina Liu, Kaitlin Hagan, Jason Gaglia, Keval Chandarana, Richard Bergenstal, and Jeremy Pettus

Diabeles Care 2024,47(6).:941-847 | hitps.//doi.org/10.2337/deae

Key results

Gran cargay
. Only 57.7?/0 pf all respondents y
rl e Sgo d e l reported achieving target HbA . <7%
tratamiento

>
o
]

~20% of all respondents reported having
21 SHEs In past 12 months including CGM
users (16.6% of AID users, 19% of pump
users, and 23% of MDI users)

12% ot respondents had 22 SHEs

in previous 12 months

Participants, %

1 2 3 4 5 6 7 8 9 10 >10

Number of self-reported SHEs* over 12 months

Approximately one-third of all respondents
reported IAH in past 12 months,
regardless of CGM or AID usage

L B
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An explosion of AID systems

Tandem Mobi
and
Medtronic Tandem Medtronic ; Twiist
0 d5
670G Basallq ~ CamDIAB 770G dibls iLet  w/Tidepool Loop
I
Q00 © 99 09O
Tandem Medtronic
Control 1Q 780G

Are advanced technologies good enough?

1104

_ o cSon suficientes estos
=Q AN tratamientos desde el
W £ 7 o\ § roarcosw I .,
( ; - o T g oxm inicio en conservacion
“ de funcion celular B?
. 59% meet ADA target <7% (53mmol/mol)
Sonofl 34% meet ISPAD target <6.5% (48mmol/mol) &k ISPAD2024 @

re et al CLOuD Diab Care 2024



Restaurar la Produccion de Insulina:

Terapias celulares
Objetivo: prevenir, detener o revertir la pérdida funcional

de célula B .
Our strategy: multiple approaches

Encapsulation [ ] Scaffolds .—’é}m :

'.A.“.
/< 7
Physical barrier blocks immune attack while Engineered local environment keeps cells alive
\5\\1 ensuring cell survival and function multipurpose platform
—, Breakthrough T1D"
/ ormerly
/" F JDRF
)
= \ . waw -‘/"' ("ﬁ
Immune Modulation w—( Gene Editing Y
’ - "\_,»"
Locally delivered drugs alter immune Engineered cells to confer immune evasion and
response, allowing cells to thrive enhance survival

OOOOOOOOOOOOOOOOOOOOOOOOOOO
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Nueva fuente celular para la terapia con células de los islotes
en desarrollo clinico para la diabetes tipo 1 complicada por
hipoglucemia grave

0-0-0-0-0-0-¢ (5

"".I by
O opee Pt

Michaels
Rickets

VX-880 is an ““'““’J*"*"“"i VX-880 Is delivered by an An Induction (anti thymocyte
“”‘:{9"““::9 stem “'I:Tc‘o"'w- ﬂ' y infusion into the hepatic globulin) and maintenance
differentiated, insulin-producing portal vein (tacrolimus and sirolmus)

Islet cell therapy immunosuppression regimen is

used 10 protect the cells from the
immune system

The cellular delivery protocol and immunosuppression regimen have
been established for deceased donor islet cell therapy (PHPI)

[ | .
Figure adapted from Pagliuca et al. Dovelopment 140: 2472, 2013 = enn Maodicine

sanofi % ISPAD2024 | —
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El ensayo clinico de Vertex para evaluar VX-880, una terapia de
reemplazo de células Gen 1, esta en marcha!

« 12 participants have received the full,
target dose of cells

« All 3 individuals who received the therapy

at least 12 months ago have eliminated 11/12
hypoglycemic events and are fully off ;
external insulin—meeting the primary E:égg:e%agut-s have

and secondary endpoints

+ There were no significant side effects
related to VX-880

« The trial has expanded to enroll 20 more
participants, to 37

eliminated the
need for external
insulin

hitez://nows. ot com/nows-releazes/nows-roleazs -dotallz/vortex-anneunces-positive-rezuitz-onaoing-phaze- 1 2-2tudy - vx-280

Inclusion & Innovation in Ped
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Enfoques actuales y futuros para el reemplazo de células de
los islotes

KEY: Current Proof-of-Concen

Future

p-cell source

Transplant site

Michaels
Protection from Rickets

the immune system

Allogeneic islets isolated from
a deceased donor

Xenogeneic islets isolated from a
pathogen-free porcine herd

Intrahepatic,
via portal vein infusion

Intramuscular

Subcutaneous, via a device-less

space or cell-permeable or -
impermeable device

Induction and maintenance
|mmunosuppressnon

nduction in nodulat

rational t eran

Immune evasion via
genetic engineering® or local
immunosuppression

Immune protection via
macroencapsulation device

- -
. .

1. Baldal et al. N Eng J Med 376: 1887, 2017 3. Reichman et al. EASD LBA31(0OP8), 2024 5. Hu et al. Cell Stem Cell 31: 334, 2024 I Medic
1, 2023 4. Wang et al. Ce 187, 1, 2024 x NN AVICCICTIK

2. Wisel et al. Transpiant Int 38: 1, 2

s

sanofi
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Reversing the Course of T1D

Disease-modifying therapies (DMTs) are
therapies that change the course of a disease
aimed at people at every stage of T1D

Goal:

Prevent, halt, or reverse the loss of functional beta
cells

How?:
Rebalancing the immune system

Preserving/regrowing beta cells

Several DMTs are in Breakthrough T1D-supported
clinical trials around the world- and one has been
approved by the FDA!

§\|
= Breakthrough T1D™
Z/" Parrmaly AP

LISBON, PORTUGAL | OCTOBER
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Cambiando el Paradigma en el manejo de la Diabetes tipo 1

Tabitha
Randall

sanofi

Sintoma E——) Intervencion

1. Novedades en la
Intervencion

2. Desafios enla
implementacion

50" Anniversary IS

&« ISPAD 2024
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Prevencion Primaria: Prevencion de anticuerpos

201 Merged genetic score GPPAD 2"
> 144
| =13.7-144
Bl =< 131

Cumulative risk for multiple
islet autoantibodies (%)
o

5'1
¢ i
= §
01 . !
0 1 2 3 4 5 6 . ;-':-..::
Age (years) B = =
Bonifacio Plos Medicine 2018 Ziegler BMJ Open 2019 and 2021

sanofi #+ ISPAD 2024
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A 4 ‘e\..; y
GPPAD &Yy AWORLDA (\crip & Qﬁ\(

WiTHOUT

5 Countries, 9 clinical sites

P|n Oral insulin v Placebo ke ;.:
o .

Age 4-7 months A\

SlNT]K Probiotic v Placebo Lhm

Up to 6 weeks

AVANTIA Covid 19 vaccine v Placebo

o .4 Byage6ém,6 weeks later,
l - further 8 weeks

Frederlk: Deteccién

temprana para recién o
nacidos de hasta 7 dias P 234
de edad ~fs-‘§ ’
Y
~ !",— b
.
o :'
‘3’ —— 4
¢ }
p s " " . "
o - g AN v
P A e “ A5 o
{ "— - ' | -‘"‘ﬁ ,l »
. ,{4‘ ~ -,’ - ,1\ .
- ' , - Pt
i o w" ! r b ¢ .
.*!M - Newe \ g 4
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a
A L Oulon
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1.0

0.8

0.6

0.4

Proportion T1D-free

0.0
0

Number st risk

Macedo n 14
Teplhumah 44 4“4

sanofi

Comienzauna nueva era

: Teplizumab

Placebo

(B | T1D-free T1D

12 24 48 60

36
On study (months)

1 18 7 14 11 i1 L J )

Al " » » 22 i 12 i 10

Barbara Davis Center for Diabetes

ATC ANGCHUTT MEDICAL CAMIVE

Estadio 2: Tratamiento temprano

The NEW ENGLAND
JOURNAL o MEDICINE

An Anti-CD3 Antibody, Teplizumab, in Relatives at Risk
for Type 1 Diabetes

rian N. Bundy, Ph.D., 5. Alice Long, Ph.D., Jeffrey A. Bluestone, Ph.D

Teplirumab
ATG (STOP-T1D)
Oral insulin

B l’
:
| =
= |
Pyl ety ey fmnly ey iy v/A ’
e

Teplizumab aprobado por la FDA como el primery
unico tratamiento indicado en Estadio 2 de DM
para retrasar la aparicion de la etapa 3 de la

diabetes tipo 1 (DT1)

Teplizumab no se encuentra aprobado en Argentina

Noviembre 2022

oo 3 ISPAD 2024 |
’LHI‘SBON PORTUGAL | OCTOBER 16-19 _:ﬂ:lib



No hay tratamientos disponibles para atacar la fisiopatologia autoinmune
subyacente y afectar la trayectoria de la enfermedad

Dos tipos de terapias que pueden ser utilizadas en la DT1:

I Inmunoterapia @

Terapia con Insulina

Reemplazarinsulina Reprogramar el Sistema
enddgena con inyecciones immune para que no destruya
regulares o bombas células beta

La inmunoterapia tiene el potencial de retrasar el debut de la DT1 e incluso prevenirla por completo

[ ] 50™ Anniversary d
sanofi {+ ISPAD 2024

LISBON, PORTUGAL | OCTOBER 16-19
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Real-World Numbers

Adiwia

Kimberly Simmons

373
since launch
n=322 I
- e : = since launch
- S y A s *only reflects patients enrolled in Age 8-17 years  Age > 18 years
- COMPASS program n=136 (42%) n=186 (58%)

Barbara Davis Center for Dia

- i T A ANSCHUTZ MCDICAL
A Pearie

N (e o Commenn for T70M

BDC Early T1D Clinical Experience

» Early T1D Clinic opened 12/9/2022 ' stace 2- 110 BN sTace 3-T10
* 104 referrals, 98 new patient clinical e B o
visits — -
* 67 patients completed full metabolic Early Type 1 Diabetes
staging Clinic and
40 youth Immunotherapy Program
27 adults Flow

Barbara Davis Center for Diabetes Data as of 10/12/2024
INIVENZITY (oo | 1ADO ANSCHUTZ MEDICAL CAMPUSE

sanofi k¢ 1SPAD2024 ) 1)
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Estadios y Metabolismo HC
Stage of T1D by Monitoring Tool Used in Early T1D Clinic (n=36)

Stage 1
HbALC 18
Fasting Blood Glucose 16 —
2-Hour OGTT Glucose 9 _

Stage 1 (n=9), CGM time > 140 mg/dl (7.8 mmol/L) 2 to 21%
Stage 2 (n=25), CGM time > 140 mg/d| (7.8 mmol/L) 2 to 67%
Stage 3 (n=2), CGM time > 140 mg/dl (7.8 mmol/L) 46% to 56%

Patient eligibility varies by tool used to evaluate for dysglycemia.
To date, only 4 of 67 patients in stage 2 met stage 2 criteria for all categories.

: Barbara Davis Center for Diabetes
UNIVENZITY OF COLONADO ANSOHUTZ MEDICAL CAMPULZ

sanofi {4 ISPAD 2624
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Ea rly T1 D Compr;ti:\e;;staging
Visit (n=67)
Patients

Teplizumab Declined Teplizumab Teplizumab Pending Stage 3/MDI
Coverage Treatment Authorization Approved Submission prior to approval
Denied (n=1) (n=2) Pending (n=5) (n=28) (n=2) (n=4)

Not eligible for

teplizumab
(n=2)

Declined
Treatment
(n=3)

Progressed
to Stage 3
(n=1)

Scheduled Infused

(n=3) (n=22)

Paying out of pocket (n=1)

sanofi e 15PAS034 )L

Inciusion & Inn in Pediatric Diabet




Apertura del centro 10 /04/2023

Completaron el tratamento
22 individuos al 14/10/2024

Sex:
Race:

FDR :

sanofi

Mean 23 years, Range 10-55 years
50% <20 years, 50%>20 years

59% (n=13) female, 41% (n=9) male
82% (n=18) White, 14% (n=3) Hispanic,
4% (n=1) Asian

32% (3 sibs, 2 parents, 1 aunt, 1 uncle)

Lymphopenia Occurred AND Recovered in All
3500 Patients (n=22)

o 3000 .

E H

\ .

& 2500 - .

g : '

— 2000 b -

o *

g ! .

S 1500 ] .

OJ L]

<. 2 1

o 1000 - }

o] l = * Grade 2: <800 to 500
= .

EL 500 i +— . . Grade 3: <500 to 200
= Grade 4: <200

0
01 2 3 4 5 6 7 8 9 10 11 12 13 14 1-Month Post

Infusion Dav

Rash

Adult

Palmar, palm + fingers
of patiant = 1%

{4 ISPAD 2024
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Lymphopenia

Nausea

Leukopenia

Rash
Headache

AST increased

ALT increased

Neutropenia

Thrombocytopenia

Cytokine Release Syndrome (CTCAE Version 5.0
grade 2, with hypotension responsive to IV fluids)

Anemia

sanofi

Teplizumab Side Effects

Clinical Trials

N=791
80% (632)
20% (155)
63% (501)
35% (273)
27% (215)
28% (222)
27% (210)
40% (313)
22% (172)

5.8% (4)
29% (228)

BDC
N=22
100% (22)
91% (20)
82% (18)
77% (17)
59% (13)
41% (9)
41% (9)
36% (8)
18% (4)

14% (3)
5% (1)

4.*« ISPAD 2024

N, PORTU
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Side Effect Mitigated with Pre-Medications and
OTC and RX Treatments

* Pre-medications
* Diphenydramine
* |buprofen
* Famotidine

* PRN

* Tylenol

* Zofran

* Topical Benadryl cream, hydrocortisone cream
* Loratidine

* Lansoprazole, Miralax

sanofi 8 1SPAD2024 @_ﬂi—c

LISBON, PORTUGAL | OCTOBER 16-19
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Tabitha
Randall

sanofi

-

]

Objetivo: Preservar la Funcion pancreatica que queda

Shown efficacy

Estadio 3

Teplizumab

ATG

Ritiximab 100%

Abatacept . 6-12 weeks
Alefacept 3

Golimumab % l
Ustekinumab i (e

Imatinib R

Baracitinib o% :fx, Ei,m — —
Verapamil " ’ Time "

ts 1SPAD 2024

LISBON, PORTUGAL | OCTOBER 16-19




w1 DMTs Showing Preservation of C-peptide following
I Year of Treatment 1n Stage 3

(C-peptide, bascline vs endpoint)

i Abalacepl Golimumab ATG Riluximab Verapamil Teplizumab Baricilinib
2 1.00 -
0.80 . 3 :
L7
g 0.60 \N .\\.. \ “'\ ‘_. ...... ‘_._r._-—‘
o 0.40 "o ) . e, = B e 2
Q '-.
C) 0.20
Treated: § 22.09% § 18.0% § 20.39% 3§ 24.6% § 1.529% § 1.85% 4 8.33%
“Placebo: § 31.5% § s1.1% § s3.4% 3§ 37.0% 3§ 26.6% § 26.1% § 3s.8%

50" Anniversary

sanofi a«» ISPAD 2024
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C-Paptide AUC Maan (nmolL)

.67

R

0. 4=

0.3+

0. 2=

0.1=-

0.0

+ 80

Placebo
Exparimantal

cJodas las inmunoterapias son iguales?

Treatment Group Means on C-Peptide at 2 Year by Study

I —
- £l
16%
]1 S ]
i s
1003%
4 L
= '
i -
Placebo Group Mean
Exparmental Group Mean
Upper/Lower Bound of 95% Confidence Inferval
29 30 26 26 16 11 |
44 72 28 28 46 21
I | | | | | |
Rituximab ATG A GCSF High-dase ATG Teplizumab
Abatacapt Low-dosa ATG Alefacept

New studies
Recruitment complete
Vera T1D
MELD (ATG)

IMPACT
CFZ533 (Iscalimab)
ITAD

JACOBSENET AL.

DIABETES TECHNOLOGY & THERAPEUTICS
Volume 22, Number 12, 2020
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Screening, ;Como?

100 Number of islet autoantibodies
VO populution centile Nore
of TAD genetic risk - : ) r-
| 80 4 )
. cos ) m— )
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! g 60 4 r :
Follow up high risk neonotes 5 S o _
: Birth cohorts : A
| / genetics + AA g e
I 3
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| — o/ .
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Number at mk Age (yvars)
Dayan Besser Science 2021 Adapled from Sims Diabeles 2022 Ziegler JAMA 2013
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Screening, cquiénes?

Familiares de pacientes con
Diabetes vs poblacion general

15 veces masriesgo en
familiares

5% vs 0,3 % enpoblacion
general

1, Eurodiab Ace Study Group and The Euradiab Ace Substudy 2 Study Group. Diabetologla, 1998;41(10):1151-6, 2, Karges B, et al, Diabetes Care, 2021,44(5):1116-24,
3. Hemminki K, et al. Diabetologia. 2009;52(9):1820-8. 4. Parkkola A, et al. Disbetes Cure, 2013;36(2):348-54. 5. Turtinen M, et al. Disbetologis. 2019;62(11):2025-39,
6. Sims EK, et, al. Diabetes 2022;71:610-3, 7. Besser REJ, et al. Arch Dis Child, 2022;107:790-5.
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Screening, ;quienes?

Individuals diagnosed with T1D:

Swedish Multigeneration Finnish Pediatric
Register? Diabetes Register4®

EURODIAB Diabetes Prospective
ACE Study’ Follow-up Registry?

2-17% 6.6% 10.3% 10.4-12.2%

Have a first-degree relative with aT1D

Given that only ~10% of cases of aT1D are familial,’* screening for T1D in the general population is impc;rtant
to identify individuals with presymptomatic disease but no family history of T1D. Benefils of screening include®’:

Reduction of DKA Fewer hospitalizations Time to prepare for T1D Access to clinical trials

1, Eurodiab Ace Study Group and The Euradiab Ace Substudy 2 Study Group, Diabetologla, 1998;41(10):1151-6, 2. Karges B, et al, Diabetes Care, 2021;44(5):1116-24,
3. Hemminki K, et al. Diabetologia. 2009;52(9):1820-8. 4. Parkkola A, et al. Disbetes Care. 2013;36(2):348-54. 5. Turtinen M, et al. Disbetologis. 2019;62(11):2025-39,
6. Sims EK, et, al. Diabetes 2022;71:610-3, 7. Besser REJ, et al. Arch Dis Child, 2022;107:790-5.
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General population screening forearly T1D

Frida#:

Typ 1 Diabetes: Friith erkennen = Friith gut behandeln
ti

P

: Capillary blood
In cooperation Q

¥

with multiple islet

: # 3 *if 461 chlldren ‘\
with > 600 i ii (0.3 %) autoantibodi@s
primary care ' i ’
pediatricians in § i‘
Bavaria, Germany Since 2015: TlD

g 2 Stage 1 (0.19%)
160,631 participants;
Stage 2 (0.019%)

Age 1.75 - 10.99 years
stage 3 (0.027%)
Zlegler, JAMA 2020;
Raab, BMJ open 2016
Ziegler, Digbetes lechnol Iher 2016 Courtesv of A. Z|eg|er = . 33




The rate of diabetic ketoacidosis is drastically reduced in individuals previously
screened for early stage T1D compared with those from the background E

population
a2 )
<)
22
2%
!.3
3
53
3
\_ v,

F r ] d O yr \\ Kamrath C et al. JAMA. 2020 Aug 25;324(8):801-804

Ziegler AG et al. JAMA. 2020 Jan 28;323(4):339-351

W9 1 Dabeten: Fruh srtonnen - Frub gut behandeln

K&88D, BMJ open 2010 /
Ziegler, Diabetes lechnol Iher 2016 Courtesy of A. Ziegler —n ‘ 33




Children diagnosed with presymptomatic T1D through public health screening F ] d &
have milder diabetes at clinical manifestation r O

W 1 Dwbeten Truh srvemnen  "rud rut behaaden

Fasting C-Peptide at clinical manifestation HbA1c at clinical manifestation
Median: 0.10 Median: 0.21 Median: 10.5 o Median: 6.8
<V.
3.0- P<0.001 175
2.0+
§ 150+
.~ 1 [
: 0.51 © 125+
3
X 1004
0.21
5
<0.07 4 o) 8100 & &) EOS)D
v v 5.0- .
Dimelli Frida
(N = 596) (N =47) (N = 47)

/C9> DiMelli New onset register cohort in
snmmmanan==  children in Bavaria, Germany Hummel S et al. Diabetologia. 2023 Sep;66(9):1633-1642




Screening, ;cuando?

Challenge 3: Screening — when?

80% children develop antibodies by 6 years

5)

e ¥ : One screen approach: 3-4 y
9mnth - 2y — AA = GADA

Multiple time points improves
sensitivity e.g. 2,6,10 y

I1AA Seroconversion
{cases per 1000 person-year

Specific autoantigen targets identified on islet cells®4

. - Beta-cell plasma
0 - membrane g
0 2 4 6 ] 10 12 14 ( :
a3 K -—-/” \

Age (years) Insulinoma-associated

antigen-2 Zinc-transporter 8

yo—©

> Secretory 2 A
N microvesicle Glutamic acid
Secretory granule decarboxylase

sanofi &«» ISPAD 2024 @_ .

Ziegler et al. Diabetologia 2012, Bonifacio Diab Care 2019, Ghalwash Lancet Diab End 2022

Insulin
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Integrar el screening en los Sistemas de control de salud

Well child check 2-5y 11y

5 %
-".h Hb testing 9-18mnth, 2-5y

TYPE 1 DIABETES

National
Screening
Program

s | | T |||

Newborn, 2 + 6 + 10y
ORI || 9] Ao eyt of g o

< 1y vaccinations, school

Gy UNISCREEN | Health check 2+ 6 + 10y

EITIEC rly Vaccination 3-5y

Estandarizacion de los ensayos utilizados en el screening poblacional

sanofi o



Highlights
Monitoreo post Screening

Loredana Marcoveccio

1. Actualizacion Guias ISPAD 2024 en screening, estadios y estrategias
de preservacion de célula 3

2. CONSENSO en guias de monitoreo en individuos con Auto
anticuerpos positivos

sanofi 8 1SPAD2024 @_ﬂif
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Por qué necesitamos GUIAS

e
Loredana Marcoveccio

Prevencion de CAD Menor internacion

|dentificar y monitorear intervenciones terapéuticas para retrasar
el Debut

Educar sobre inicio Insulinoterapia

Evitar diagndstico erroneo de DM2 y rerasar inicio de insulina

Referir para estudios de investigacion
sanofi &kISPAD2024 @_ .
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Michael
Haller

sanofi

Fridat] [GPPADG)) INNSDIN

Clinical Care Advice for Monitoring of Islet

Clinical guidance

Diabetes/Metabolism
Research/and Reviews

RESEARCHARTICLE & Openaccess @ @

Clinical care advice for monitoring of islet autoantibody
positive individuals with presymptomatic type 1 diabetes

M. Loredans Marcovecchio, Rachel L

Autoantibody Positive Individuals with - o, GaaGerta Markr
Presymptomatic Type 1 Diabetes

research groups.

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

Noshe Mullp, Peter Achenbach. Avards Addals, Avastasa Abarese-ONell, Tade Ballelno, Keulne J Dol
Pactwd £ 0 Besser, Cro Borslacin. Molen M. Coboun, Jormlier J Couper. Mara €. Cang. Thormus Darre
Carrwe & Dosvton. Kamen Dowe, Kevtedy A Descol. Sarpoy Dusa. Osage Ehwhacen, Hetern Eidng Larsson
Dursel J Foten, Brgme | Frotven, Foben A Gattey, Mary P Gafeghw, Cara J Gresrtaum, *un J Gelln,

Wil Hagopems, Mahoet J Halor, Orwader Homdooka, Eade Mo, Rahasd LG Mol Laole Hughes

Mot N lead L M ootson, Sunrww B Jotveen, Loske E ol Oige Sommomone, Ko Lange, Fotent W Lo
Ao Lo, Ingrd Lbmae, Mades Lundoren, Dved M Vaata, M Lossdare Marcoveccho, Chartal Mafsou Malee M. Miler
Moy K OUorned. Te Onon, S I Fall Modes Foo-tusa, Mo J Mewen, Siechen 5 Hoh, Deamond A, Soret
s Sctvron fooertomen Keter M Sevevorn, Py K Sem oy & Sogtr | B Sy Cate Spmosn. Acvben X Tk
Nehoia P B Thomes, Kaems N Tomaaiirma, Sl Veson, Jomn M Warteorm, D K Wheestt Jars H Yoo
Ao Calnee Jodee. 0d LnGs A DN

Developed by
\\\\l

— Breakthrough T1D"
///" Vormty 0

In collaboration with international experts and soceties

Monitoring guidance for children, adolescents and adults

: P a G ty Group,
" hUtps//dol.ong/10.1002/demer 3777

Loredana
Marcoveccio

Expert consensus was obtained from members of the Frida, GPPAD, and INNODIA consortia, three European diabetes

Diabetes Care A=

Omteers Cow JIMNANR V30 | Mpe mn oy W 2T Eod d 0N

Diabetologia

Olabtidogis QRO AT ITII-ITSS

N o 2oy 90 1000 00 25 008 G095 5

Thin consensun tepaort wans endor ved by

Europeen Socety lor the Study of
Diabetes (EASD)

American Diabetes Amocation (ADA)
Amenican Assooation of Oirecal

tndotmoﬂon (ucn
Oabetology (ACD)

Auocm ot Care &
Education Soombm (ADCES)
Autrabian Drabetes Society (ADS)
International Soclety for Pediatric and
Adolescent Disbeter [ISPAD)
Advaned Tehnologies & Tiestments
for Diabetes (ATTD),

ald=dor

Endocrine Socety

Becakthrough T1D

50" Anniversary

¥+« ISPAD 2024
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Loredana
Michael Marcoveccio

Haller ISPAD Clinical Practice Consensus Guidelines 2024

Screening, Staging, and Strategies to Preserve Beta Cell Function
in Children and Adolescents with Type 1 Diabetes

Michoel ) Haller, Kirstine ) Bell, Rochel € J Besser, Kristing Casteels, Jenny J Couper, Mario E Cralg,
Heleno Elding Lorsson, Loure Jocobsen®, Karin Lange, Tol Oron, Emiy K Sims, Cote Speoke, Mustofo
Toswy, Francesca Ulwi, Anette-G Ziegler, Diane K Wherrett, M Lovedana Marcovecchio

LISBON, PORTUGAL | OCTOBER
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cQué hay de nuevo?

Risk for T10 =) t’:. ISPAD

International Society for Pediatric

,,,,,,

o N and Adolescent Diabetes
o A
Stages 1, 2a, 2b, 3a, 3b, bemtrens Beta Cell Decline ":Q(’ o~ oy
and 4 T1D are being W &y &
used in clinical, \\\ ,
research, and ~~.,~_\~ -
regulatory settings. R TS S——— +

N\ N S N BN

Genetic Rink 2+ Inlet Autoantibodies 1 anesntinedien o @ Stage 3a: asymptomatic, may not requiring
INGIVIGUDLS With 3 first degree relative with Confirmed Dysglyecmia

110 drw 15x ancreused ros n‘d:.'v oping 110 o Normal blood dlucose o Abnormal glacose inSU|ln 'mmed|ate|y

o Ihaaigonis Meiliphantai g TR Lo e Stage 3b: symptomatic, requires insulin

e Stage 2a: early, mild dysglycemia R ] ST —"
FPG= 5.6-6.4 mmol/L (100-115 mg/dL) NI, i T i

e Stage 2b: late, robust dysglycemia but not reaching vt et il e o
threshold for stage 3 e Tooks available 10 predict

FPG 6.5-6.9 mmol/L (116-125 mg/dL) | g g

YOUREN! Pelpiv

Haller MJ et al, ISPAD Clinical Practice Consensus Guidelines 2024 Screening, Staging, and Strategies to Preserve Beta Cell Function in Children and Adolescents with Type 1 Diabetes.

LISBON, PORTUGAL | OCTOBER 16-19
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Society for Pediatric

cent Diabetes

fu-’:‘ISPAD

Indicadores Metabdlicos de Monitoreo Glucémico

Method

Pros

Cons

Metrics obtained

Reference OGTT*

Standard OGTT¢

Random glucose

Standard HbA . test

CGMm4

Gold standard in research
settings

Used to stage disease and pre-
dict progression

Similar to test for GDM: OGTT
with 2 x blood draws (com-
pared with 3 x draws in GDM
test), performed routinely in
clinical care

One-off sample
Low cost

Highly specific for clinical diag-
nosis of stage 3 T1D

Can use capillary sample
Longitudinal HbA;. may be as
informative as OGTT (66)

Can be used at home

Can be blinded for physician
review only in some regions
Optimal duration of CGM wear
is validated in adults and chil-
dren >2 years of age with di-
agnosed T1D, at all glycemic
levels (171)

Requires glucose load and 2-5 blood
draws over 2 h

Requires 2 blood draws: fasting and
at2 h

Requires a blood draw or fingerstick
test
Less sensitive than 120-min OGTT

Indicates 3-month mean glucose.
Often normal in asymptomatic or
recent-onset stage 3 T1D

May be affected by age, nondiabetes
disease states (e.g., renal, hemato-
logical syndromes)

Not suitable in the home setting

Risk of anxiety for unblinded user
seeing CGM fluctuations and
experiencing alarms

Requires appropriate education on
use and interpretation

Many primary care HCPs are unfamil-

iar with interpretation

Cost and access issues

Duration of wear not validated in
early-stage T1D

Glycemic staging

Risk scores for progression
(DPTRS, DPTRS60, Index60,
M60, M120, PLS) (94,165-169)

120-min OGTT-derived glucose
M120

Similar to 120-min OGTT-
derived glucose (96) if obtained
2 h postprandially

Risk of progression to “clinical
disease”: HbA,. >39 mmol/mol
(>5.7%) (170)

10% rise from baseline (at first
positive islet autoantibody)
over 3—-12 months (66,67) sug-
gests dysglycemia and progres-
sion to stage 2 T1D

Consider use of CGM if 10%
rise in HbA,. is confirmed, or
higher frequency of SMBG, to
monitor risk for progression

Sensitive in detecting individu-

als with asymptomatic stage 3

T1D and dysglycemia in stage 2
T1D (73)

Risk of progression to “dinical dis-
ease,” i.e, 10% of time with glu-

cose >7.8 mmol/L (>140 mg/dL)
has been associated with an 80%
risk of progression to T1D within

sanofi

o ¥+ ISPAD 2024

e =5% time with glucose LISBON
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Indicadores Metabdlicos de Monitoreo Glucémico

Method Pros Cons Metrics obtained
Reference OGTT* 4 Gold standard in research * Requires glucose load and 2-5 blood Glycemic staging
settings draws over 2 h Risk scores for progression
4 Used to stage disease and pre- (DPTRS, DPTRS60, Index60,
dict progression M60, M120, PLS) (94,165-169)
Standard OGTT¢ 4 Similar to test for GDM: OGTT ¢ Requires 2 blood draws: fasting and 120-min OGTT-derived glucose
with 2 x blood draws (com- at2 h M120
pared with 3 x draws in GDM
test), performed routinely in
clinical care
Random glucose 4 One-off sample * Requires a blood draw or fingerstick Similar to 120-min OGTT-
*ﬁ. 4 Low cost test derived glucose (96) if obtained
ISPAD ¢ Less sensitive than 120-min OGTT 2 h postprandially
o ’\)‘,;'-,»‘r:ii e Standard HbA,. test 4 Highly specific for clinical diag- ¢ Indicates 3-month mean glucose. Risk of progression to “clinical
nosis of stage 3 T1D Often normal in asymptomatic or disease”: HbA,. >39 mmol/mol
4 Can use capillary sample recent-onset stage 3 T1D (>5.7%) (170)
4 Longitudinal HbA,. may be as * May be affected by age, nondiabetes 10% rise from baseline (at first
informative as OGTT (66) disease states (e.g., renal, hemato- positive islet autoantibody)
logical syndromes) over 3—-12 months (66,67) sug-
¢ Not suitable in the home setting gests dysglycemia and progres-
sion to stage 2 T1D
rt\-\f:l‘h' ssen o~F COM 1007
Auto Simple uso . ;
Monitoreo ¥ Frecuencia no | Resultado
ogar : . .
; o , 5 . l{ determinada { inmediato
glucémico Baja adherencia | Z ,
S --riencing alarms T1D and dysglycemia in stage 2
4 Optimal duration of CGM wear ¢ Requires appropriate education on T1D (73)
is validated in adults and chil- use and interpretation Risk of progression to “dinical dis-
dren >2 years of age with di- ¢ Many primary care HCPs are unfamil- ease,” i.e, 10% of time with glu-
agnosed T1D, at all glycemic iar with interpretation cose >7.8 mmol/L (>140 mg/dL)
levels (171) * Cost and access issues has been associated with an 80%
° ¢ Duration of wear not validated in risk of progression to T1D within .
So n o fl early-stage T1D 12 months (72) b |SPAD 2024

e =5% time with glucose LISBON, PORTUGAL | OCTOBER 16-19




Guias ISPAD 2024

Monitoreo Post By ’LISPAD
. T €D T
screening '
« every 6 months for 3 years
o Antibodies <3yold o every 12 months for another 3 years
« HbAlc « i no progression, stop

¢ Random glycemia
o every 12 months for 3 years

>3yold . .
« if no progression, stop

Beta-cell plasma
membrane

IA-2 (ICA512) .
™~
(e “. <3y old every 3months
o « HbAlC
s Stagel « Random glycemia 39y old every 6 months
e o CGM (if available)

29y old every 12 months
e
¢« HbAlc < 18y old every 3months
Random glycemia
o CGM (if available) > 18y old every 6 months

Stage 2

‘HDAIC, capilary/venous glucose and CGM may be alternatives when OGTT Is not feasible

50™ Annivers: Z

in Pediatric Diabet



Multi-Omics Integration

Otros Biomarcadores

Multi-Omics data
» Transcniptomics

miRNA (targeted
and untargoted)

* Proleomics

« Lipidomics

*  Metabolomics
*  Immunomics

Objective

Integration of multi-
omics dataset and
associabion with
disease progression
groups

S Arunad, Db S O pract 004

sanofi

T 2
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= < R m _
<

Methods
Multi-Omics Factor Analysis (MOFA) and differential analysis

50™ Anniversary
¥+ ISPAD 2024
LISBON, PORTUGAL | OCTOBER 16-19



Nuevos Disenos de Investigacion «

My n bar
e

Innovative Designs and Logistical e s’ ini s taeyia

Considerations for Expedited Fotr & o' Ao G Horsll®
Clinical Development of

Combination Disease-Modifying
Treatments for Type 1 Diabetes

Duertos Cave JOID AT J1R8=D001 | Metpa il sog/ 10 2 11Tk 220004

1. Las plataformas adaptativas incrementan la eficiencia, reducen
costos y establecen principios profundos de investigacion.

2. Sonvaliosas en terapias combinadas

50"

sanofi 8 1SPAD2024 &ﬂif
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INNSDIN

5¢ T1D-Plus

==
“' A CLINICAL TRIAL BY INNODIA

TiD-Plus

0 months 9-12 months
110 Plus Review “"Mus” arms
s'mts

Adnptive change/neaw srma

m 11D P VAILG: Thymaglublin Vaerupamil

| Verapamil

+

i

I Verapamil alone I

Stage 2 - adaption

Stage 1 - multidrug

sanofi

Colin Dayan

50™ Anniversar

&+ ISPAD 2024
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CARDIFF

UNIVERSITY

PRIFYSGOIL
AER H‘

. Realizacion de ensayos abiertos (Open label) ‘!b

. Todas las terapias modificadoras de enfermedad tienen al menos un estudio

sanofi

=25% 11D-Plus, Puntos clave

CLINICAL TRIAL BY INNODIA

de Fase 2 de monoterapia.

. Analisis Internos cada 12 meses.

. Tres financiadores separados.

. Objetivo ofrecer todos los tratamientos a todos los sitios.
. Comparacion combinaday con Verapamilo solo.

. Investigacién y ensayos en Reino Unido, Europa y Australia.

oo 3 ISPAD 2024 |
Inclusion & Innovation in Pediatric Diabetes



¢Queé nos queda aun por responder en el screening

temprano de DT1?

1. c.Como organizar el screening en determinado pais segun su sistema de salud?

5. ¢Como definir el beneficio de deteccién temprana de DTI?

sanofi -alsEABOEBNS;{ e
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FINAL MESSAGE

Terapias de
vanguardia que

modifiquen la
enfermedad

sanofi

Nuevos horizontes en las
terapias y prevencion de
la diabetes tipo 1

Ensayos
terapéuticos
adaptados

Consenso y Guias
ISPAD

Muchas Gracias

Individuos de
riesgo
susceptibles,

familiaresy
poblacion general

e
LISBON,

PORT

50" Anniversary I8
UGAL | OCTOBER 16-19
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ISPAD’s 50th Annual Conference

Lisbon, Portugal | October 16 - 19, 2024

sanofi

Experiencias internacionales en la
implementacion de la deteccion
temprana de la diabetes




Carolina Martinez Mateu

Médica pediatra
Especialista en Nutricion Infantil

Equipo Multidisciplinario de Diabetes Hospital J. P.
Garrahan

Docente de la Carrera de Especialistas en Nutricion
Pediatrica de Universidad de Buenos Aires
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Sin conflictos para esta presentacion
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Hoja de ruta

éPor qué hacer deteccion en estadios tempranos?

¢En quiénes?

¢Qué determinaciones realizar?

¢Cuando?

Experiencias: Israel e Italia.

« Educacion y manejo nutricional.

50" Anniver: sary
%
o &% ISPAD 2024 i
qa n o fl LISBON, PORTUGAL | OCTOBER 16-19
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Los principios de la deteccion de
enfermedades

1. La enfermedad debe representar un problema importante de salud publica

2. Debe existir un tratamiento aceptado para los casos detectados

3. Debe ser posible identificar la enfermedad en su fase asintomatica

4. EIl proceso de cribado debe ser seguro, preciso y aceptado por la poblacion

5. Debe existir una politica clara para los casos detectados

6. El costo del cribado debe ser razonable en relacion con los beneficios
obtenidos

7. La historia natural de la enfermedad debe ser bien comprendida

8. EIl cribado debe ser un proceso continuo

&+ ISPAD 2024

50" Anniversar
: :Cq:D:
. LISBON, PORTUGAL | OCTOBER 16-19
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¢Por qué hacer
deteccion en estadios
tempranos?

Inclusion & Innovation in Pediatric Diabetes @__—



- )

Familiares 1 Poblacion 9

50™ Anniversary

¢A quiénes estudiar? & ISPAD 2024

[ J
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¢Qué determinaciones realizar?

Stages of type 1 diabetes

GENETIC
RISK

44% de

-;/
riesgoab ' :
ACTIVATION anos

Trigger Event STAGE 1 “

G e n eS Development of

o N

Starting Point

single autoantibody Normal Blood Sugar Abnormal Blood Sugar Clinical Diagnosis >Established T1D
C O nfi e re n u n 2 2 autoantibodies 2 2 autoantibodies + dysglycemia*  Based on ADA criteria** for
diagnosis of diabetes
% deri
1 O 0 e rl esg O Pathophysiology: Identifies individuals who have  B-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 autoantigensand  testing (e.g., oral glucose glycemic control and
will eventually progress to tolerance tests). avoidance of hypoglycemia.
clinical disease.
S5-year risk of 44% 75% N/A N/A
clinical diagnosis
of T1D:

Rate of Decline in -Cell Function:

. &« ISPAD 2024 @ T
SO n o fl NIDDK Type 1 Diabetes TrialNet Study Group, Diabetes, s s _—

2022



Tasa de conversion de autoanticuerpos

<]

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

TAA
GADA
IA-2A
ZnT8-A

sanofi

25

1,650
1,650
1,650
1,650

1,492
1,508
1,512
1,508

Age (years)
1,323 1,163
1,338 1,171
1,348 1,198
1,345 1,186

936
943
971
972

503
502
523
522

(=n

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

Multiple
Single

25

20

¢Cuando?

1,650 1,489
1,650 1,511

Ziegler, Diabetologia, 2012.

Age (years)

1,316 1,143 960 483
1,364 1,214 987 500

50™ Anniversary

¥« ISPAD 2024
g
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The Antibody Detection
Israeli Research

ADIIR

ANTIBOOY DETECTION ISRAELI RESEARCH

Moshe Phillip

The Institute for Endocrinology and Diabetes
Schneider Children’s Medical Center of Israel

Lisbon Oct. 19th
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ADIR Demostrar una disminucion en los casos de CAD para
gque se apruebe un programa nacional de deteccion.

eg - Q Enroliment
L ,' v? ‘Y Community clinics

Central HMO labs =

1 PREVENIR CETOACIDOSIS Study lab

2 TERAPIAS EFECTIVAS
3 PREVENIR ENFERMEDAD
4 BIOMARCADORES

5 INVESTIGACION

Follow up

61 clinicas ”
R Diabetes centers

Sa nOfi -\\'f))[‘[f:\\ 6 centros de diabetes

SR e L




Deteccion de DT1 Estadio 1 o &

304 :'\‘ x
B = ." % .
-Sistema Nacional de Salud. 1 e, '\vn‘ L
o] § 204 Z:.' - \ " “
. . 7 . 7 . E.‘} .::. -
-Historia clinica electrénica. s ] @ S e A
H H 104 .0’..: T v I “'-.“\
-Optimizaron recursos: aprovecharon el i B L LU T) .
programa de deteccion de anemia, que q1 & -
captaba el 97% de los ninos en edad 9- od
1 8 meses. O 6 12 18 24 30 36 42 48 5S4 60 66 72
Age at seroconversion (months)
-Mejoraron la sensibilidad del test.
Krischer et al. Diabetes Care 2017 (40)

Rogers et al. BMC Medicine 2017 (15)
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Anticuerpos: ADAP
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PCR amoificaton and quantiication

-

b

.\." " OO
A ¥ \ Erioge ok
U 4 \_;‘,,' t S S
My "
/‘ | : g h '
¢ -~ - -,v 'v.
v v
INCUDALON of arDOGes j*
and arten-DNA corpagates - C
C - e
N\ S
T
TROVGTY  Potymerase 3

W,
A
y’.&é:\l"'
il ) !‘
g\ -'
S~ o
5
Y
) ;d -
\ .y
’ AN
' LT
- = “ "

AGSNMINGton aton
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ADAP

Técnica de aglutinacion
PCR-Sensible

IA-2, IAA, GADA

4L sangre

Oron, Tal, Cortez, Felipe de Jesus, Shtaif, Biana,
et al. Detection of Islet Autoantibodies in Whole
Blood by Antibody Detection by Agglutination-
PCR (ADAP) Technology Is Sensitive and
Suitable for General Population Screening
Programs, Pediatric Diabetes, 2024.
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ADIR Diseno

« Poblacion:

o 35.000 ninos a los 9 meses.
o 5.000 ninos a los 5 anos.

« Metodologia:

o Técnica ADAP (Antibody Detection by Agglutination-PCR)
para detectar autoanticuerpos relacionados con diabetes

tipo 1.

o Seguimiento de 5 anos:

= Ninos con 22 autoanticuerpos positivos.
s Posterior inclusion de nifios con 1 anticuerpo y
antecedentes familiares tras consenso.

sanofi
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Resultados preliminares

GADA+ IA-2A GADA+ INS-A IA2-A+ INS-A All 3
27 12 7 8

« Poblacién estudiada:
o Total: 14,608 ninos.
» <18 meses: 10,980.
= 18 meses - 5 anos: 3,628.
e Muestras analizadas: 9,100.
« Resultados positivos:
o 54 ninos (0.59%) con multiples autoanticuerpos. 54/9100: 0,59%
o 5 nifos con un autoanticuerpo y antecedentes familiares de diabetes

éélY después???
Seguimiento 2 anticuerpos: investigadores.

Seguimiento a los que tiene 1 anticuerpo: pediatra, guias y numero telefdnico.
@ﬁﬁ—\:
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based on Sx/concern or

Positive islet
autoantibody screen

Repeat Ab test

=2 positive

Persistent Ab?

Single positive
Exit e P
Rescreen PRN

® Periodic autoantibody
reassessment/metabolic
monitoring

® Provide education

® Provide psychosocial
assessment/support

!

>1T1D
autoantibody?

per local schedule

Stable single |1Ab*
over time?*

( Presymptomatic T1D ) -—

Metabolic monitoring
® Laboratory
® Home

i Impaired stage 2

a
Normal stage 1 (increase frequency?)

Glycaemic
status

® Offer participation in
appropriate trials or
approved therapies

® Provide education

® Provide psychosocial
assessment/support

Diagnostic ® Offer participation in

Stage 32 appropriate trials or
approved therapies

® Provide education

® Provide psychosocial
assessment/support

Meeting treatment
goals without Sx

® |nitiate insulin therapy
® Usual T1D education
and management

Periodic reassessment? ]

Paediatric or
adult endocrinologist

Primary care/GP

Progression to specialist
diabetes care

Initial
screening

Single IAb*

Multiple IAb*
(stage 1 T1D)

Stage 2 T1D

Stage 3T1D

Guia para el monitoreo de
personas con
autoanticuerpos positivos en
estadios tempranos de la
DT1

Phillip, M., Achenbach, P., Addala, A.
et al. Consensus guidance for
monitoring individuals with islet
autoantibody-positive pre-stage 3
type 1 diabetes. Diabetologia, 2024.
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Screening
program for type

VALENTINO
CHERUBINI

1 diabetes in Italy

Valentino Cherubini
SOD Diabetologia Pediatrica
Azienda Ospedaliero Universitaria delle Marche

2024.ispad.org
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Programa Nacional por Ley
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LEGGE 13 selternbee 2023, n. 139,

Disposizioni concernenti la deflatzdone di un
programma diagnestico per l'individuazione del
dlabete di tipo 1 ¢ delis cellachia nelka popolazio-
ne pediatrica, (23G00140) .. ............... Pag. | .

Bosl E, Catassl C. Screening type 1
diabetes and cellac disease by law.
Lancet Dabetes | ndocrinol, 2024

IL PRESIDENTE DELLA REPUBBLICA
Promulga
la seguente legge:

Art. 1

Tt A A o e T T I S T O T W S T S S ey

di entrata in vigore della presente legge,

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 di rallentare la progressione della
malattia mediante 1'impiego delle terapie disponibili,
effettuare la diagnosi precoce della celiachia, con decreto del
Ministro della sa. SalUile, ua cmanare ey Cencuventd giorni dalla data

previo parere della

nonche' di

Diabetes y Enfermedad celiaca
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Componentes Principales
1. Registro de personas en riesgo.

2. Colaboracién con pediatras de atencidon primaria.
3. Centros especializados en T1D para seguimiento. =
4. Educacion para pacientes y familias. Seguimiento de personas con un
5. Pruebas de anticuerpos confiables. solo IA positivo, ademas de
6. Pruebas metabdlicas adecuadas. multiples IA positivos.
7. Encuestas de viabilidad y aceptacion. _ _
o Uso de monitoreo continuo de
8. Acceso a terapias innovadoras. glucosa (CGM) para evaluar la
9. Monitoreo de resultados (incidencia de DKA). progresion del riesgo.
10. Analisis de costos.

o &« ISPAD 2024 @
LISBON, PORTUGAL | OCTOBER 16-19 idq:t_‘:
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Edad de screening: 2, 6 y 9 anos.

Deteccion de anticuerpos:

Primera etapa: ELISA (ZnTS,

IA2A, GADA).
o  Confirmacion: LIPS (Luciferase

Immunoprecipitation System).

[: IT Platform
e Lota

Central | ab o

Faediain an
L
’
. »
SCreening Roais! § chdetros Rogonal Contro for
& e S 4 ) N I VOOISIry OF Chsgron »
oLrocnng SN0 SUDONOT e Peiry Faediaine Diabete
. Re ':"_'."l M ek ¢ "B ’I.'

teat Kt N Sanith
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Resultados

Samples received in Lab 3673

Samples adequate serum
volume 3013

Samples tested in ELISA 3-
Screen 3013 (100%

ELISA 3-Screen test
Positive 24 (0.80%)

Cherubini V et al. Follow-up and monitoring programme in children identified in early-stage
type 1 diabetes during screening in the general population of Italy. Diabetes Obes Metab.

2024

sanofi

15/3013:0,49%

Samples unsuitable for
analysis 660 (18%)

ELISA 3-Screen test
Negative 2989 (99.20%)

Percentage

Percentage

Population screened positive

TOTAL POSITIVITY NOT CONFIRMED CONFIRMED

24 9 i

IA confirmed by LIPS

GADA ZNTBA 1A-2A IAA

14 7 3 3



Desafios y Recomendaciones

1. Optimizacion de recoleccion de muestras:
o  Evaluar el uso de muestras en papel filtro.
Resultados o Agrupacion de muestras para reducir costos.
2. Educacion y sensibilizacion:

« Alta motivacion de las partes o  Mejorar la informacién sobre el screening a

involucradas. _ médicos y familias.
e Los pediatras muestran buena capacidad o Proveer soporte educativo continuo.
para involucrar a las familias. 3. Recursos humanos y logisticos:
- Dificultades tecnicas: o Incrementar el personal en centros de
: . . referencia.
Muestras capilares complejas en ninos . i
mayores o Incorporar un psicologo dedicado al
' programa.

4. Diagnostico y monitoreo:

La muestra no es estable para ) _ N
o  Definir los laboratorios para confirmacion de

almacenamiento y transporte.

positivos.
e Costos: El 50% del presupuesto se destina o Incluir un cédigo ICD-10 especifico para el
a recoleccién de muestras y transporte. screening como parte del cuidado en DT1.
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¢Y si lo hiciéeramos en Argentina?

Argentina 2022 Poblacion 45.892.285 (INDEC)
0-14 anos =1.076.302
76.878 tienen 2 anos de edad

453 positivos por ano.

o 1sPAO0R4 1)
: LISBON, PORTUGAL | OCTOBER 16-19 :dq:t:
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Information brochure for parents and children

Frida#:

Early diagnosis and care of type 1 diabetes

® ¢ Nuestro hijo esta en peligro?
e (Podemos hacer algo para evitar que la diabetes progrese?

e {Qué significa esta enfermedad para nuestra familia y nuestros
planes futuros?

e (Cual es la mejor manera de cuidar a nuestro hijo ahora y en el
futuro?

e ¢{Ddnde podemos encontrar apoyo y asesoramiento especializado?

50™ Anniversary
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Psychology of Screening and
Follow up of high-risk children

JESSICA MELIN, PHD
LUND UNIVERSITY, SWEDEN

g3 ISPAD2024 :H}; e
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Pros y contras del screening de la diabetes

Pros Contras

Sentimientos de satisfaccion y seguridad Sobreproteccion del nifio.

El nifo es tratado como enfermo.

Impacto negativo en las relaciones padres-hijo.

Preocupacion y ansiedad.

ESTRES Y ANSIEDAD
Es mayor si hay un familiar con diabetes.
Es mayor en madres que padres.

Correlacion entre padres e hijo.

o &« ISPAD 2024 @
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Recomendacion del experto

A A s
v TIEMPO!!I
~ Consistencia del equipo. Es mejor Information material - Children
tener un referente para cada familia. At 10 years

At 2 years

v Comunicar repetidas veces, diversas
formas.

v Evaluacion en cada visita

50™ Annivers
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Educacion nutricional en los estadios tempranos de la DT1

Dietary education in
early stages of type |
diabetes

¥ ISPAD 2024 g

Monica Marino, RD and PhD candidate

Pediatric Diabetology Unit,
Women’s and Children’s Health
Azienda Ospedaliero- -Universitaria
Ospedali Riuniti Ancona, Marche
Polytechnic University, 60121
Ancona, Italy.

monicamarino96@gmail.com

. E— = #+ ISPAD 2024 m?
Sa n o fl :-IS;BON PORTUGAL\:):T?BERLO -19 _ﬁi:



Educacion nutricional en el programa de deteccion temprana DT1

éQuién?
iQué?
éComo?

¢Cuando?

sanofi

¢Modificar la dieta puede
detener o retrasar el
desarrollo de la DT1?
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éQuien? ¢Cuando?

INMEDIATAMENTE

éQueé?

Macronutrientes, carga glucémica, efecto de
las comidas mixtas en la excursion prandial ¢
la glucemia.

Promover habitos saludables.

Dieta no detiene la progresion de la DT1.

: ISPA[5)O 2024 @
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Mensajes clave

La deteccion temprana esta en marcha y es factible.

Se requiere estructura y personal dedicado.

Mejoras en los métodos de laboratorio.

Planificacion del monitoreo.

Se presenta ansiedad y requiere abordaje profesional.
La educacion debe ser temprana, adecuada y sostenida.

Se necesita un cédigo ICD-10 especifico para el
screening como parte del cuidado en diabetes tipo 1.

50" Anniversar %
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iMuchas Gracias!
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ISPAD’s 50th Annual Conference

= T

Lisbon, Portugal | October 16 - 19, 2024

PUESTA AL DIA EN TERAPIAS AUTOMATIZADAS
#ISPAD

Dra. Marcela Raggio
Médica de staff Nutricidon Infantil Hospital Universitario Austral y HMIT

50™ Annual Conference L
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Médica Pediatra, especialista en nutricidn infantil (UBA)
Magister en Diabetes (USAL)

* Médica de staff Nutricidon infantil Hospital Universitario Austral y
HMIT (Hospital Materno Infantil Tigre)

* Coordinacion Modulo de pediatria Maestria diabetes SAD

* Docente Maestria de diabetes Universidad Austral

Conflictos de interés

v’ Disertante de Simposios de la Industria de Abbott Diabetes,
Medtronic Latam, Roche Diabetes, Novo Nordisk.

v" Asesoria cientifica Roche Diabetes, Sanofi Diabetes.
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Sistemas AID: Evidencia y resultados

AGENDA Foco en alcanzar la normoglucemia (TITR)
#ISPAD :

Resultados en poblaciones desafiantes

sanofi



Registro mundial SWEET muestra crecimiento de la AID

@ Worldwide SWEET Registry shows AID on the rise
SWEH Automated Insulin Delivery (AID): usage and metabolic results
PeowTIC DARYTR all centers with data
é .00 204%
swT -
S0 - Total Percentage
= 32 - 2018 1,2% AID
. s 2023 15,6% AID
Poo -
QUBPe ¢ HbA1c AID vs Pump
g fg g o 2018 8,3% vs. 7.7%
®ed0 e o 2023 7.0% vs. 7.5%
2358 - - =
B 3 : 3 100 ) o - 118 113,502 40,789
’J ‘ 3 0.00 E *M: — — — — e \‘l
Q ‘ . w‘—mnn::‘:mt-nnwn“—cump:::owum:‘ —’m‘:::poluouu = -;;Broakthroughﬂb"’
= |+ cGI(Combined Ghscoss Indicator): messured HBALC valuss combined with HbALE veluss calculsted based on Time in Range /'| S
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Los blancos tienen que ser alcanzables. AID es un game changer

AID ( Automated Insulin Dellvery) - Transforming Glucose Variability to Insulin Variability
A '} -
| | : g
Ohred B oy = 9
W) TN B e
...... y, 1) 3 E -
2 2
~ D o |«
g . - ) > o E -~
Figure | Symam Configurations for Automated Insulin Oalivery (AID) é g >
Panel A thow & aystem waing » “tethered” [naviia pump, and Panel 0
2 e Do o, o
G Novernber 30. 2023 Automated Insulin Delivery (AID)
\\l o -
" Breakthrough T1D™
= e
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Diferencias en control entre paises y distintos grupos etarios

Breakthrough

HbA1c, mmol/mol

Age Group (y)
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Overall Italy Netherlands Sweden Belgium UK Finland  Switzerland South Africa
Users, n 4,120 1,278 916 422 376 356 279 267 195
AHCL, % 94.1 939 94.0 95.1 95.8 920 956 94.2 91.0
Mean SG, mg/dL 144 4 144.5 144.4 144.1 140.3 146.0 147.1 143.9 1454
GMI, % 6.8 6.8 6.8 6.8 6.7 6.8 6.8 6.8 6.8
42 37 45 41 34 49 49 45 44
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Real-World Performance of the MiniMed ™ 780G System:
First Report of Outcomes from 4120 Users
Julien Da Silva, MS,' Giuseppe Lepore, MD,” Tadej Battelino, MD,*' Arcelia Arrieta, MS,?
Javier Castaneda, MS,* Benyamin Grossman, PhD;” John Shin, PhD?
1,ii
and Ohad Cohen, MD DIABETES TECHNOLOGY & THERAPEUTICS
Volume 24, Number 2, 2022
Mary Ann Liebert, Inc.
Real-World Evidence of Omnipod® 5 Automated Insulin
Delivery System Use in 69,902 People with Type 1 Diabetes
Gregory P. Forlenza, N’iD,1 Daniel J. DeSalvo, MD,2 Grazia Aleppo, MD, FACE, F.E\CP,3
Emma G. Wilmot, MBChB, PhD,* Cari Berget, RN, MPH, CDCES, Lauren M. Huyett, PhD;
Irene Hadjiyianni, PhD José J. Méndez, MS? Lindsey R. Conroy, PhD?

DIABETES TECHNOLOGY & THERAPEUTICS
Volume 26, Number 8, 2024

Mary Ann Liebert, Inc.

DOIl: 10.1089/dia.2023.0578

Trang T. Ly, MBBS, FRACP, PhD,> and Jennifer L. Sherr, MD, PhD®



Diferencias entre control al inicio resultan en TTIR comparables con AID

Time in tight glucosa range in type 1 diabetes: predictive factors and achievable targets in
real-Word users of the MiniMed 780G Systen

A £15 years
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group (B). The figure shows the mean percentage of TITR (70-140 mg/dL), TB70, and TB54 at baseline and post-AHCL initiation, grouped by quar-

Figure 2—Glycemic control at baseline and post-AHCL initiation grouped by quartile {Q) of baseline TITR for those age =15 years (A) and the older
tile of the baseline TITR.
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Sistemas AID: Evidencia y resultados

AGENDA Foco en alcanzar la normoglucemia (TITR)
#ISPAD :

Resultados en poblaciones desafiantes
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Is It Time to Move Beyond TIR to TITR? Real-World Data A Comparison of Continuous Glucose
from Over 20,000 Users of Continuous Glucose Monitoring Monitoring-Measured Time-in-Range 70-180 mg/dL
in Patients with Type 1 and Type 2 Diabetes Versus Time-in-Tight-Range 70-140 mg/dL

. 1 . . e ‘ o 1
Timothy C. Dunn, PhD, Ramzi A, Ajjan, MD, PhD,” Richard M. Bergenstal, MD," and Yongjin Xu, PhD Roy W. Beck, MD, PhD,' Dan Raghinaru, MS,' Peter Calhoun, PhD,' and Richard M., Bergenstal, MD?

The relationship between TIR and TITR = nonlinear-> with a higher
ratio of TITR:TIR observed as TIR increased->approaching euglycemia

Expected A1C
6y 7 9
P a2 M A A 100%
4 40 mmol/mal %0 80 70 BO 11di 5
10 ose Glucose CV
- = 80% I
o B
- w— <
S E cox%
ﬁ 60 9 .V'-vlnmliv W0, o w— § %< A0 /
=
g 50 o @ Low oV ey zl —)2
o 40 + © o GV = 38.40% o 40%
= @ Very High CV = 44% or more t
30 + x
20 1 E 20%
T & nmon 7 N 9 10 1 12 o
0 Apegmdeoy | aam s e R | —A———d—y cm—i
100 mg/aL 120 140 160 180 200 220 240 0%
Average Glucose 0% 20% 40% 60% 80% 100%
TIR (70-180 mg/dL)
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Time in range — mas cerca de la euglucemia

20.2%
Fuerte correlacion: s
TITR-GMI <7% (-0.93, n=36110) N o . Mow
Correlacion débil para: o it .
TIR-GMI = 7% /-0.84 n=20542) 5020

TIR #50" 11112 5% L TTR7SON oy

Fuerte correlacién: 5k
TIR-GMI = 7% (-0.89) I = 210
Correlacion deébil para: o1.3% i
TIR-GMI < 7% (-0.79) aa n.

TITR puede ser un mejor target para pacientes con diabetes tipo 1 con un control de glucosa que esta
mas cercano a la euglucemia lo que se logra mediante tecnologia de avanzada.

50™ Anniversary
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Van den Heuvel T, er al. Unpublished data




TITR con diferentes modalidades de tratamiento. Registro SWEET

p<0.001
AID A
CSIHCOM
MDI+CGM 4
P g © ©
TITR (%)

sanofi

p<0.001
AID + —8—
]
CSli+CGM N J
MDI+CGM + R
......... R e A
) ) NS D »

TITR: tiempo en rango estrecho; GMI: Indicador de Gestidon de Glucosa: TIR: tiempo en rango

Von Dem Berge T et al. Stringent Glycemic Goals. Achievement. Tis vs. Titr in the sweet registry. ATTD 2024, abstrac.
MianowskaB. Cgm-base glycemic variability and its relation to TBR in the sweet registrty. ATTD 2024, abstract.

% reaching TITR <50%

6741 personas con diabetes tipo 1y perfiles de MCG disponibles. Datos no publicados
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Asociacion de complicaciones cronicas y el tiempo en rango en pacientes
con DT1: estudio cross retrospectivo de la vida real

The association of chronic complications with time in tight range and time in range

in people with type 1 diabetes: a retrospective cross-sectional real-world study

(" i i Beneficios TITR
Population
@ n =808 TITR any microvascular complication i »
type 1 diabetes v' Aportar més informacion
@ (TIR>70%)
S Risk factors cerebrovascular disease
&‘ TITR 10% v" Mayor utilidad en AID,
LU remision parcial y estadio
2DT1
any microvascular complication
¢ ﬁ Outcomes TIR * ’ 2 : : .
®% microvascular complications v" Estudios de intervencion
macrovascular complications (pa ra evaluacién)
cerebrovascular disease
10‘)"(1
A7
. a 3 \ J

TITR, time in tight range (3.9-7.8 mmol/); TIR, time in range (3.9-10.0 mmol)

Conclusions/interpretation: TITR and TIR are inversely associated with the presence of microvascular

complications and CVA in people with type 1 diabetes. Although this study was not designed to S e
. 11 peopie WIER P s J / J | ¢ ISPAD 2024
q establish a causal relationship, this analysis adds validity to the use of TITR and TIR as key measures in LISBON, PORTUGAL | OCTOBER 16-19 T
Inclusion & Innovation in Pediatric Diabetes P —
[ ]

glycaemic management. Diabetologia 2024 Augt 67 (8): 1527-1535.



Sistemas AID: Evidencia y resultados

AGENDA Foco en alcanzar la normoglucemia (TITR)
#ISPAD :

Resultados en poblaciones desafiantes

sanofi



The Lenny trial: The use of closed loop system in young
pediatric users (2-6 years old) is safe and effective

Tadej Battelino, on behalf of the LENNY investigators

University Medical Center Ljubijana
University of Ljubljana,
Slovenia



Estudio LENNY
Evaluacion del sistema MiniMed 780G en pacientes jovenes (2-6 anhos)
con diabetes tipo 1 en el ambito domiciliario

& I 52 @

Objective Design Population Primary endpoints

to evaluate the safety and * prospective, open-label, *  98children aged 2-6 at time of * between-treatment
performance of the MiniMed™ multi-center, randomized screenng difference in time in target
780G system in Auto Mode in crossover study * TiD 26 months range 70-180 mg/dL (3.9-
comparison to the MiniMed™ «  On MDI therapy or CSIl with or 10.0 mmol/L)

* 12 centers Finland, Italy,

780G system in Manual Mode } without CGM
with Suspend before low. Stovenia and UK e TDD 26 units
HbA1lc <11%
Run-in phase Study phase
2-4 weeks 12 weeks 2 weeks 12 weeks
< > < > < > < >

MiniMed™ 780G system
with SmartGuard™
MiniMed™ 780G system
in Manual Mode + SBL'

MiniMed™ 780G

MiniMed™ 780G system
2 in Manual Mode + SBL'
system in Manual
Mode + SBL®

MiniMed™ 780G system ‘
with SmartGuard™

*MiniMed™ 780G system with Guardian 4 sensor, suspend-before-iow feature activated; ClinicalTrials.gov ID: NCT05574062; The MiniMed™ 780G insulin
pump is indicated for use by patients aged 7-80 years with Type 1 diabetes, whose total daily dose of insulin is 8 units per day or more

% ISPAD 2024

[ J
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o I Inclusion & Innovation in Pediatric Diabetes




Sistema usado

Run-in Control group Intervention group

Manual Mode + SBL Manual Mode + SBL AHCL
Time in AHCL, % = = 9701399
Timein SBL, % 96.5%+17.6 98.96 £9.5 241238
Sensor use, % 96.2 £ 3.6 96.0+4.0 96.3+3.0
SMBG per day, n 57 t3.2 6.2 +3.2 1 b7 e
Data are shown as mean = SD, unless indicated otherwise; SBL: Suspend Before Low, AHCL: Advanced Hybrid Closed Loop; The MiniMed™ 780G insulin
pump is indicated for use by patients aged 7-80 yearswith Type 1 diabetes, whose total daily dose of insulin is 8 units per day or more.

SBL.: suspendido antes de la baja; AHCL.: circuito cerrado hibrido avanzado . 50" Anniversary
&+ ISPAD 2024 M
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Participantes con AHCL pasaron, en promedio, 2.4 h/dia mas en rango
Con +10% de reduccion de la hiperglucemia

Users, n

Mean glucose, mg/dL
SD of SG, mg/dL
GMI, %

30

patients age

Data are shown as mean = SD, unless indicated otherwise; SBL: Su :
and TIR during run-in phase; *1he difference includes time below 54mg/dL; # the difference includes time above 250mg/dL.; The MiniMad™ 780G insulin

7-80 years with Type 1 diabetes, whose total daily dose of insulin is 8 units per day or more. UNPUBLISHED DATA; DO NGT COPY OR DISTRIBUTE

Run-in
Manual Mode + SBL
98
169.6 + 25.7
65.0+14.7
7.4 +0.6

24,7

21,3
Time in ranges, %
58.1
T
' 0,7

Control group

Manual Mode + SBL
98

169.1+23.1
65.4 +13.2
74%05

21,8

0,7

Intervention group

AHCL difference
98 -
150.2 +10.7 -189+18.1
61.8+10.9 -36+73
69+03 -05+04
[~ 5.447.0
19,3
20,6

P<0.0001

68.3

1.06 + 1.7%
0.2£0.5

0,9

nd Before Low; AHCL: Advanced Hybrid Closed Loop *model adjusted difference: adjusted for sequencs effect
ump is indicated for use by

+9.9"

Between treatment

sanofi

SBL: suspendido antes de la baja; AHCL: circuito cerrado hibrido avanzado

50™ Anniversary

&+ ISPAD 2024
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La HbA1c mejoré con -0.6% con la terapia AHCL

Comparada con el grupo control con modo manual SBL

HbAlc levels

7,6
59.7

mmol/mol

7,5
58.8

mmol/mol

7,0
53.0
mmoil/mol

® Run-in: Manual Mode + SBI m Contr Manual Mode + SBI mint
SBL: Suspend Before Low; AHCL: Advanced Hybrid Clesed Loop; The MmiMed™ 780G insulin pump is indicated for use by patients aged 7-80 years with
Type 1 diabetes, whose total daily dose of insulin is 8 units per day or more. UNPUBLISHED DATA; DO NOT COPY OR DISTRIBUTE

50™ Anniversar v
o &+ ISPAD 2024
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No hubo diferencias en TDD

21.6% de bolos de insulina entregados automaticamente con el sisterna AHCL

Run-in Control group Intervention group
Manual Mode + SBL Manual Mode + SBL AHCL
Users, n 98 98 98
TDD, units 13.6 [6.2 — 31.5) 15.0 [6.3 - 28.2] 15.2 [6.6 — 31.8]
TDD, units/kg 0.7+0.2 0.7+0.1 0.7+0.2

Insulin delivery, %

m User-initiated Bolus

W Aatomated Bolus

m Basal

SBL: Suspend Before Low; AHCL: Advanced Hybrid Closed Loop; The MiniMed™ 780G insulin pump is indicated for use by patients aged 7-80 years with 1ype 1 diabetes
whose total daily dose of insulin is 8 units per day or more. ;UNPUBLISHED DATA; DO NOT COPY OR DISTRIBUTE

¥+ ISPAD 2024
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El protocolo de reduccion de la glucosa fue basado en el TIR
con riesgo de hipoglucemia

Con una glucemia de inicio de 120 mg/dL con la terapia AHCL

Glucose target

Active Insulin Time

sanofi

TIR: tiempo en rango; AHCL.: circuito cerrado hibrido avanzado

60 90

® X 80
& 50 &
c B

.g ;é 70
v

< 40 g 60
7 =

s £ 50
2 30 2
3 £

2 g

=20 ® 30
c £
o —

3 S 20
£ 10 &

= g 10

1,7 = 2,6 0,0
0 — 0 E—
100 mg/dL 110 mg/dL 120 mg/dL 150 mg/dL Open Loop 2 hours >2-3hours >3-4 hours >4 hours
The MiniMec_l“‘ 780G insulin pump is indicated for use by patients aged 7-80 years with Type 1 diabetes, whese total daily dose of insulin is 8 units per day or more;
50™ Anniversary
DATA NO PUBLICADA &54; ISPAD 2024
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Resultados comparables entre los sistemas AID

Difference in HbA,~ Difference in TIR" Difference in TBR"

nO'_’

B MiniMed 780G SYStem = AID: infusién automatizada de insulina; TIR: tiempo en rango; TBR: tiempo bajo el rango

LENNY
M Closed-loop therapy with ey @
x
H Ca m A PS FX2 LISBON, PORTUGAL | OCTOBER 16-19 :@j:
s a n o f I Inclusion & Innovation in Pediatric Diabetes T

Ware J et al. NEJM 2022; 386 (3): 209-219. *Valores medios ajustados.



Diabetes Care A =&

Demographic, Clinical, Management, and Outcome
Characteristics of 8,004 Young Children With Type 1 Diabetes

Jessica L. Sandy, Sascha R. Tittel, Saketh Rompicherla, Beate Karges, Sieven James, Nicole Rioles,

Anthony G. Zimmerman, Elke Frohlich-Reiterer, David M. Maahs, Stelanie Lanzinger, Maria E. Craig, and

Osagie Ebekazien, on behalf of the Australasian Diabetes Data Network (ADDN), the T1D Exchanged Quality improvement
Collaborative (T1DX-Ql), and the Prospective Diabetes Follow-Up Registry Initiative (DPV)

sanofi

DPV TiDX-Ql ADDN
Users, n 5,219 1,831 954
HbAlc, % 7309 80+14 77212
780G LENNY trial 7.0%

Sandly JL et al. Diabetes Care 2024 (4): 660-667

Superioridad de AID en registros recientes

p
<0.001
#¢ ISPAD 2332
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Conclusiones

v’ El estudio LENNY demostro que el uso del sistema MiniMed 780G en

jovenes de 2-6 afios con TDD>6 U es seguro y efectivo.

v' MiniMed 780G mejord los outcomes con +9.9% (+2.4h) en el TIR y —
0.6% en la HbAIc.

v Familiares y cuidadores reportaron un mejor suefio y menos temor a

la hipoglucemia.

sanofi
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Resultados consistentes que se replican en distintos

paises y en diferentes poblaciones

MENSAJES
CLAVE

Siendo factibles resultados uniformes surge la
posibilidad de pensar en nuevas métricas cercanas a
la normoglucemia

AID cambia paradigmas en relacion a seleccion de
“candidatos”, permitiendo mayor inclusiony
beneficios para todos los usuarios




ISPAD’s 50th Annual Conference

w B T

Lisbon, Portugal | October 16 - 19, 2024

GRACIAS POR SU ATENCION
#ISPAD

50" Annual Conference :
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cQué hay de nuevo en Diabetes 2?

ISPAD’s 50th Annual Conference

Lisbon, Portugal | October 16 - 19, 2024

Adriana Roussos
Hospital de Nifos Ricardo Gutiérrez, Buenos Aires

50" Anniversary

sanofi 1503024 ) )

OOOOOOOOOOOOOOOOOOOOOOOOOO



Adriana Roussos

Médica pediatra, especialista en Nutricion.

Jefa Seccidn Nutricidon y Diabetes, Hospital de Nifios R. Gutiérrez, CABA.

Docente adscripta UBA, Pediatria.

Docente de posgrado UBA, USAL, Barceld.

Conflictos de interés:

* No presento con respecto a esta disertacion.



Diabetes 2 en jovenes:
Hoja de ruta

HACIA UN ACTUALIZACION EN
MEJOR CONTROL TRATAMIENTO

MCG EN DT2 NUEVAS GUIAS ISPAD
o Fundamento o Objetivos
o Evidencia o Tratamiento farmacoldgico
o Meétricas

nnnnnnnnnnnnnn
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Objetivos glucemicos y meétricas de MCG en DT2:
hacia un Consenso

Tadej Battelino. Ljubljana (Eslovenia)

Jefe de Departamento de Endocrinologia, Centro Médico
Universitario de Ljubljana. Farmacologo clinico. Profesor

titular de Pediatria de la Facultad de Medicina de la
Universidad de Ljubljana.
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¢ Por queé?

e Relacion dosis-respuesta entre los niveles de glucemia y la ECVA, ERC, IC.

Honigberg MCy col. J Am Coll Cardiol. 2021; 78(5): 453-464.

* Relacion dosis-respuesta entre los niveles de glucemia y capacidad cognitiva.

e Estructura cerebral y capacidades cognitivas.
Ranglani. Diabetes Obes metab 2023; 25:3136-3143.

 Demencia vascular y no vascular.
Celis-Morales. Diabetes Care 2022; 45:634-641.

5

[ ] 0™ Anniversary
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La glucemia elevada es danina, aun en el rango “normal”

Evidencia de MCG en DT2

[ J 50" Anniversary
Sa n o fl MCG: monitoreo continuo de glucosa; DT2: diabetes tipo 2 sﬁf‘v ISPAD 2024 :I E ;&'/1 1
LISBON, PORTUGAL | OCTOBER 16-19



Efectos del monitoreo continuo de glucosa sobre el control glucémico en pacientes

con diabetes tipo 2 tratados con insulina basal. Estudio clinico aleatorizado

CON INSULINA
Cumulative distribution of 8-mo HbA; . values EAC’ multicéntrico, EEUU
100- 117 adultos con DT2

Insulina basal solamente, con o sin ADO
MCG: HbA1c significativamente menor
TIR significativamente mayor

Baseline | Baseline 8 mo
CGM SBGM SBGM
N 114 59

TIR (%) 40(26)

80

BGM (n=51)
60

CGM (n=105)
40+

Cumulative distribution

20

59(25) <0,001

<5 <6 <7 <8 <9 <10 <11 <12 <13
HbA, level at 8 mo, % TAR > -16 =Q3.001
26(22 25(21 11(11 27(24
B (22) 5(21) a1) | \272a) ||
ol <0,001
glucose 209(48) v
(mg/dL)

SBON, PORTUGAL | OCTOBER
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Comparacion de monitoreo continuo de glucosa con control de glucemia en adultos

con diabetes tipo 2 insulinizados y con inadecuado control (Steno2Tech Study).

AIM

To evaluate the long-term effect of
CGM versus BGM in adults with
inadequately controlled, insulin-

treated type 2 diabetes

METHODS

12-month single-center, open-label,
parallel, RCT

76 participants
randomized to
12 months of
CGM or BGM
(40 CGM,
36 BGM)

Estudio aleatorizado, controlado, de un centro a 12 meses

TAR
p= 0.006*

,_.
1=}
=

w
=1

o2
=

@
=3 TAR _ 26.9
gn (TARL+TAR2) p=0.188
@
2 w0 316
i
E-9
£ 50
£
H
.; ED]
g 20
oo
0 - 0. 04
Total BGM cGM
at baseline 12 months

WTBR <3.9 mmol/L WTIR3.9-10 mmol/L = TARL 10-13.9 mmol/L ®TAR2 > 13.9 mmaol/L

Figure 1: CGM-derived metrics at baseline and 12-month follow-up.

MAIN RESULTS

(BETWEEN-GROUP DIFFERENCE IN
CHANGE)

“ 15.2% TIR (3 h 39 min)
J{, 15.5% TAR
{4 0.9% (9.4 mmol/mol) in HbA,,
J/ 10.6 units of insulin/day
4 3.3 kg in body weight

1 Self-rated treatment and glucose
monitoring satisfaction
A Self-rated general and diabetes-
related health
 Self-rated health behavior

CONCLUSION

CGM significantly improved glycemic, metabolic, and participant self-rated outcomes
compared to BGM in adults with insulin-treated type 2 diabetes

CGM - Continuous glucose monitoring, BGM - Blood glucose monitoring, TIR = Time in range (3.9-10 mmol/L), TAR - Time above range (>10 mmol/L)

Diabetes Care 2024; 47: 881-889

CON INSULINA

83% solo con basal
17% MDI

66% AR GLP-1
Péptido C presente

TIR: » 15%
TBR: sin diferencia
DDT: v 10,6U
Peso -3,3 kg

MDI: multiples dosis de insulina; TIR: tiempo en rango;
TBR: tiempo bajo el rango; DDT: dosis total diaria

50™ Anniversar
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Cambios en el control glucémico a 24 semanas con el uso de monitoreo flash de glucosa en la vida
real en pacientes de Europa con diabetes tipo 1y 2 con diferentes niveles de control glucémico

) Basal-bolus Basal SIN INSULI NA

Sensor Sensor Difference; p- Sensor Sensor Difference; p-value Sensor Sensor Difference; p-
TIR<70 1 12 value 1 12 (95% CI) 1 12 value
(95% CI) (95% CI)
Number of subjects 588 588 70 70 21 21
Mean glucose (mmol/L) 10.1 9.4 —0.7; p <0.0001 10.4 9.5 —0.9; p = 0.0007 9.9 8.7 —1.2; p = 0.02
(—0.83 to (—1.38 to —0.39) (—2.21 to
—0.57) —0.24)
eHbAlc (%) 7.9 7.5 —0.4; p <0.0001 8.2 7.6 =0.55; p = 0.0007 7.9 7.1 =0.77; p = 0.02
(—0.52 to (—0.87 to —0.24) (—=1.39to
—0.36) —0.15)
eHbAlc (mmol/mol) 63.4 58.6 —4.8; p <0.0001 65.7 59.7 —6.1; p = 0.0007 62.4 54.0 —8.41; p = 0.02
(—5.66 to —3.9) (—9.46 to —2.66}T| R (—15.19to
—1.64)
TIR 3.9-10.0 mmol/L (%) 51.7 61.0 9.3; p < 0.0001 48.6 60.7 12.1; p < 0.0001 19.5; p = 0.003
(7.84 to 10.77) (6.63 to 17.5) (7.62 to 31.47)
CV (%) 31.0 30.0 —1; p < 0.0001 30.3 29.2 1.09; p=0.11 29.0 25.5 —3.5; p=0.03
(—=1.39to (—2.44 to 0.25) (—6.71 to
—0.54) —0.31)
Glucose SD (mmol/L) 55.6 50.5 —=5.1; p < 0.0001 55.7 50.1 —5.6; p = 0.001 50.6 39.9 -=10.7; p =
(—6 to —4.16) (—9.02 to —2.27) 0.003
(—17.21 to
—4.2)
Time < 3.0 mmol/L (%) 0.2 0.0 —0.27;p = 0.2 0.0 0.3; p= 0.07 0.1 0.0 0.6; p=0.13
0.0006 (—0.56 to 0.02) (=1.33 t0 0.19)
(—0.43 to
—0.12)
Time < 3.9 mmol/L (%) 0.9 0.7 —0.4; p = 0.006 0.8 0.4 0.5; p=0.10 0.7 0.0 1.7;p=0.13
(—0.76 to (—1.04 to 0.09) TAR (—3.99 to 0.55)

—=0.13)
Time > 10.0 mmol/L (%) 46.3 37.2 —9.2; p <0.0001 49.7 37.6 —12.1; p < 0.0001 —-18.3;p =
(—10.7 to —7.6) (—17.6 to —6.6) 0.006

(—=30.7 to —5.9)

nniversary
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Impacto en el monitoreo flash de glucosa en personas con diabetes tipo 2 inadecuadamente
controladas con terapia no insulinica antihiperglucémica (IMMEDIATE)

n
Age (y)

Duration of T2D (y)

Females, n (%)

HbA1c (%)

HbA1c (mmol/mol)

% TIR (70-180 mg/dl)

% TAR (> 180 mg/dl)

% TBR (< 70 mg/dl)

Mean glucose (mg/dl)

Weight (kg)

Body mass index (kg/m?)

Waist circumference (cm)
Systolic blood pressure (mmHg)
Diastolic blood pressure (mmHg)
eGFR (ml/min/1.73m?)

Number of non-insulin
antihyperglycaemic therapies

Metformin, n (%)
Sulphonylurea, n (%)
SGLT2i, n (%)
DPP-4i, n (%)
GLP-1 RA, n (%)

sanofi

isCGM + DSME

58

592+ 9.6
92+63
21 (36.2)
85+10
69 +11
563+ 264
425+274
1.0+£27
100+ 28
856+10
300+6.1
102.6 + 14.0°
127 + 13
81 +10
88.9 +19.5
26+08

58 (100.0)
32 (55.2)
20 (34.5)
25(43.1)
16 (27.6)

DSME
58

57.6 + 10.6
10.9 + 5.9
21(36.2)

8.7 +1.2

72 + 14

57.5 + 25.7
40.2 +27.3
1.4 +3.3
9.7+27
85.5 + 22.4
298+ 6.4
101.4 + 16.7°
126 + 17°
81+ 12

89.8 + 17.2
27+1.0

56 (96.6)
25(43.1)
25(43.1)
27 (46.6)
20 (34.5)

n
% TIR (3.9-10.0 mmol/L)

% time in the tight glycaemic range (3.9-7.8 mmol/L)
% TAR (> 10.0 mmol/L)

% TBR (< 3.9 mmol/L)

% TBR level 2 (< 3.0 mmol/L)

Mean glucose (mmol/L)

SD (mmol/L)

CV (%)

Number of hypoglycaemic events

Number of nocturnal hypoglycaemic events

Number of level 2 hypoglycaemic events

Estudio aleatorizado controlado

Adjusted mean

isCGM + DSME DSME difference (95% CI) Adjusted P value
51 48
76.3+174 65.6 £ 22.6 -99(-17.3to -2.5) .009
50.3+21.9 404 £ 231 —-8.5(-16.6to —0.3) 042
21.2+18.1 30.7 £ 24,5 8.1 (0.5to 15.7) .037
1.9+ 35 3.0+ 6.5 1.3(-0.8to 3.3) .218
0.6+23 0.9+31 03(-08to14) 553
8.1+x15 88+24 0.6 (-0.2to 1.3) 123
22+06 241206 0.2(-0.1t00.4) 113
273+ 6.9 281171 0.7 (2.2 t0 3.5) 650
1 (0.0, 5.0) 0.5 (0.0, 5.3)
0(0.0, 2.5) 0 (0.0, 4.0)
0(0.0,1.0) 0(0.0, 1.0)
TIR: P 10%
TITR: 18,5%
TBR: sin diferencia
¥+ ISPAD 2024

Diabetes Obs Met 2023; 25: 1024-1031
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METANALISIS 1

Eficaciay seguridad en el monitoreo continuo de glucosa en pacientes con diabetes tipo 2.

Revision - metaanalisis de evidencia internacional
Reduccion significativa en HbAlc
CGM vs usual/SMBG

1199 Potentially relevant citations
c identified from MEDLINE, Embase, the
-% Cochrane library, Web of Science, and
o reference lists
=
€
[
i)
1157 excluded on the basis of
2 " title and/ or abstract
5
[0}
3]
(0]
R— A4 .
42 Full-text articles retrieved for
more detailed evaluation
=
3 .
=) 13 Articles excluded due to:
m 4 Intervention not relevant
4 Population not relevant
"' 2 Duration of intervention not relevant
— 2 Duplicate of another study included
) 1 Study design not relevant
2 29 Articles comprising of 26
° unique trials
=
[=]
£

sanofi

Author, year of
publication

Moon, 2023
Yoo, 2008
Vigersky, 2012
Beck, 2017
Allen, 2008
llany, 2017
Tang, 2014
Martens, 2021
Cox, 2020
Price, 2021
Bergenstal, 2022
Sato, 2016
Taylor, 2019
Yeoh, 2018

Overall N

(F=19.1%, p = 0.245)

15

29

50

79

21

49

15

105

20

44

59

CGM

Mean (SD)

-0.60 (0.70)
8.00 (1.20)
7.70 (1.10)
7.70 (0.68)
7.70 (1.23)
8.40 (1.00)
7.90 (1.32)
8.00 (1.40)

-1.30 (0.89)
8.00 (1.10)
7.07 (0.90)
8.20 (1.30)
5.90 (0.57)

8.80 (1.80)

Usual care/SMBG

15

28

50

79

25

49

17

51

10

23

55

17

10

16
445

Mean (SD)

0.00 (1.10)
8.30 (1.10)
7.90 (1.40)
8.00 (0.91)
8.10 (0.87)
8.50 (1.20)
7.30 (0.75)
8.40 (1.30)
-0.19 (1.81)
8.10 (1.00)
7.03 (0.50)
7.90 (0.80)
6.43 (0.92)

9.10 (1.10)

Mean difference
(95% ClI)

-0.60 (-1.26, 0.06)
-0.30 (-0.90, 0.30)
-0.20 (-0.69, 0.29)
-0.30 (-0.55, -0.05)
-0.40 (-1.03, 0.23)
-0.10 (-0.54, 0.34)

0.60 (-0.16, 1.36)
-0.40 (-0.85, 0.05)
-1.11 (-2.30, 0.08)
-0.10 (-0.62, 0.42)

0.04 (-0.22, 0.30)

0.30 (-0.43, 1.03)

-0.53 (-1.20, 0.14)

_.g_'_
_*__
-
_.E_-
—
¥
HbAlc-0.19 <

CGM monitoreo continuo de glucosa; SMBG: automonitoreo de glucosa en sangre

Diabetes Care 2024; 1 (47): 169-179

-0.30 (-1.39, 0.79)
-0.19 (-0.34, -0.04)

50" Anniversary

#+ ISPAD2024 )
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METANALISIS 2

Efectividad del monitoreo continuo de glucosa sobre las métricas de control glucémico en
pacientes con diabetes tipo 2. Revision sistematica metaanalisis de estudios aleatorizados

CGM Type and Reference

Real Time

Yoo et al. 2008
Cosson et al. 2009
Ehrhardt et al. 2011
Yeoh et al. 2016
Price et al. 2021
Bergenstal et al. 2022
Beck et al. 2017
Isaacson et al. 2022
Martens et al. 2021
Subgroup, DL+HKSJ (¢ = 0.000)
(F = 0.0%, p=0.981)

Flash

Yaron et al. 2019

Haak et al. 2017

Ajjan et al. 2019

Wada et al. 2019

Furler et al. 2020

Subgroup, DL+HKSJ (¢ = 0.023)
(P = 54.0%, p = 0.069)

Follow-up N

12 weeks 29
12 weeks 11
12 weeks 50
12 weeks 14
12 weeks 44
16 weeks 59
24 weeks 79
24 weeks 50
32 weeks 105

10 weeks 51
24 weeks 149
24 weeks 49
24 weeks 41
24 weeks 115

405

Heterogeneity between groups: p = 0.907

Overall, DL+HKSJ (¢ = 0.000)
(¥ = 0.0%, p = 0.623)

846

Treatment
Mean (SD) N

8.00(1.20) 28
-0.63 (0.34) 14
-1.00 (1.10) 50
8.80 (1.80) 16
-0.50 (0.90) 23
-1.12 (1.10) 55
-0.80 (0.67) 79
-0.63 (1.14) 49
-1.10 (1.50) 51

-0.82 (0.84) 43
8.37 (0.83) 75
8.20 (0.90) 52
-0.46 (0.43) 35
8.10 (1.08) 106

311

676

Control
Mean (SD)

8.30 (1.10)
-0.31 (0.29)
~0.50 (0.80)
9.10 (1.10)
-0.30 (0.70)
-0.82 (0.90)
-0.50 (0.91)
-0.23 (0.81)
~0.60 (1.20)

-0.33 (0.78)
8.34 (1.14)
8.70 (1.20)

-0.17 (0.23)
8.60 (1.30)

-»

CGM

isCGM

MD %
(95% CI) Weight

—0.30 (-0.90, 0.30) 1.87
=0.32 (-0.57, =0.07)10.52
-0.50 (-0.88, -0.12) 4.70
=0.30 (-1.39,0.79) 0.57
-0.20 (-0.59, 0.19) 4.37
—-0.30 (-0.67,0.07) 4.93
=0.30 (-0.55, -0.05)10.80
—0.40 (-0.76, -0.04) 5.13
=0.50 (-0.94, -0.06) 3.50
—0.34 (-0.48, -0.20§6.39

-0.49 (-0.82, -0.16) 6.21
0.03(-0.26,0.32) 7.9
-0.50 (-0.91, -0.09) 3.93
—0.29 (-0.44, -0.14p8.90
-0.50 (-0.82, -0.18) 6.66
—-0.33 (-0.61, -0.05p3.61

-0.32 (-0.41, -0.23)00.00

sanofi

J Clin Endocrinol Metab 2024; 109 (4): 1119-1131

-1

-5

Favors CGM

HbA1c (%)

T
5

Favors SMBG

HbAl1c-0.3

50" Anniversary
f ISPAD2024 |
@
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METANALISIS 2

A Change in Time in Range (70 to 180 mg/dL)

Treatment Control MD %
Reference Follow-up N Mean (SD) N Mean (SD) (95% CI) Weight
Price et al. 2021 Bweeks 42 90 (20.80) 19 -13.30 (30.30) l L 20.20 (5.19,35.21) 11.64
Bergenstal et al. 2022 16 weeks 59 18.21(23.30) 55 11.55(23.50) +* : 6.66 (-1.94, 15.26) 26.67
Beck et al. 2017 24 weeks 74 61.33(21.17) 72 53.67 (20.43) . 1 T.67 (0.92, 14.41) 35.21
Martens et al. 2021 32weeks 93 59.00(25.00) 53 43.00 (26.00) - & 16.00 (7.35, 24.65) 26.47 ‘ TI R
Overall, DL+HKSJ (7 = 11.240) 268 199 —_— 11.06 (1.80, 20.32) 100.00
(I* = 34.8%, p = 0.203)

-20 -10 0 10 20
Favors SMBG Favors RT CGM

Time in Range (%)

Change in Time in Hypoglycemia (<70 mg/dL)

Treatment Control MD %
Reference Follow-up N Mean (SD) N Mean (SD) (95% CI) Weight
Price et al. 2021 8weeks 42 -0.10(1.10) 19 0.00 (1.00) -|-J— -0.10 (-0.66, 0.46) 23.83
Cossen et al. 2009 12 weeks 11 3.00(4.00) 14 7.00(9.00) 2 - -4.00 (-9.27,1.27)  0.56 ' TB R
Bergenstal et al. 2022 16 weeks 59 -0.80(4.40) 55 1.22(2.80) —— | -2.02 (-3.36, -0.68) 7.34
Beck et al. 2017 24 weeks 74 043(0.76) 72 0.87(1.74) —+— -0.43 (-0.87, 0.00) 29.16
Martens et al. 2021 32weeks 93 0.20(0.40) 53 0.50(0.80) -0.30 (-0.53, -0.07) 39.11
Overall, DL+HKSJ {1:2 =0.092) 279 213 > —-0.44 (-1.19, 0.31) 100.00
(P = 54.8%, p = 0.065)
| | | |
-10 -5 0 5 10
Favors RT CGM Favors SMBG

Time in Hypoglycemia (%)

50" Anniversary

sanofi | | #+ ISPAD 2024
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METANALISIS 3
Sistemas de monitoreo continuo de glucosa en pacientes con diabetes tipo 2[no insulinizados:]

sanofi

revision sistematica - metaanalisis de estudios aleatorizados

A - HbA1c level (%)

CGM SMBG Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wada 2020 -046 04700 49 -017 01000 51 642% -0.29[-042, -0.16] ]
Price 2021 -050 09000 44 -0300.7000 23 76% -0.20[-0.59, 0.19] —
Moon 2022 -060 08600 33 000 11000 15 29% -060[-1.23, 0.03] —
IMMEDIATE 760 09000 51 81012000 48 66% -0.50[-092 -0.08] -
Cox 2020 -1.30 08900 20 -0.19 18100 10 08% -1.11[-2.30, 0.08]
Bergenstal 2022.SU 700 05900 17 71104600 17 92% -0.11[-0.47, 0.25] -
Bergenstal 2022.incretin  6.47 04700 14 696 05300 15 87% -049[-0.85,-0.13] —.—
Total (95% ClI) 228 179 100.0% -0.31[-0.42, -0.21] | : * : :

Heterogeneity: Tau® = 0; Chi” = 5.88, df = 6 (P = .44); ¥ = 0%
Test for overall effect: Z=-5.71 (P < .01)

B- Time in range (%)

-2 -1 0 1 2
Favors CGM Favors SMBG

CGM SMBG Mean Difference Mean Difference

Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wada 2020 7795 131200 49 6937 181200 51 436% 858[240,14.76) —.—
Price 2021 63.10 255000 44 5510 303000 23 79% 8.00[-6.50,2250] ‘:

Moon 2022 528 208000 33 -1.00 149000 15 156% 6.28[-4.07,16.63] 1T
IMMEDIATE  76.30 174000 51 6560 226000 48 262% 10.70[2.72, 18.68] ——
Cox 2020 50.00 192000 20 43.00 215000 10 6.7% 7.00[-8.76,22.76] l

Total (95% Cl) 197 147 100.0% 8.63[4.54,12.71] : *‘I’ :

Heterogeneity: Tau® = 0; Chi* = 0.50, df = 4 (P = .97); I = 0%
Test for overall effect: Z=4.14 (P < .01)

20 10 0 10 20
Favors SMBG Favors CGM

Diabetes Technol Ther 2024; 26 (4): 252-262

Hb Alc-0.31

TIR + 8.6

&«» ISPAD 2024
LISBON, PORTUGAL | OCTOBER 16-19 :G:Dj:
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METANALISIS 4

Monitoreo continuo de glucosa en pacientes adultos con diabetes tipo 2.
Revision sistematica — metaanalisis

CGM SMBG Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 rtCGM vs SMBG
Moon (2023) [32] -6.56 7.65 15 0 12 15 3.2%  -6.56[-13.76, 0.64]
Bergenstal (2022) [26] -12.2 12 59 -8.96 9.84 55 9.0% -3.24 [-7.26, 0.78] - I
Martens (2021) [28] -12 164 116 -6.56 13.1 59 7.5% -5.44 [-9.92, -0.96] -
Price (2021) [29] -5.46 9.84 44 -3.28 7.65 23 8.1% -2.18 [-6.45, 2.09] I
Beck (2017) [22] -8.74 101 77 -5.46 125 75 10.7% -3.28 [-6.90, 0.34] -
Vigersky (2012) [30] -8.74 16.4 50 -2.19 142 50 44% -6.55[-12.56, -0.54] -
Cosson (2009) [27] -6.89 3.72 11 -3.39 317 14 16.3% -3.50 [-6.25, -0.75] -
Yoo (2008) [31] -12 171 29 -4.37 142 28 25% -7.63[-15.78, 0.52] - H b A].C '0,3 1%
Subtotal (95% Cl) 401 319 61.7%  -3.95[-5.46, -2.44] L 2

Heterogeneity: Tau? = 0.00; Chi? = 3.45, df = 7 (P = 0.84); I = 0% [o -4’75- -2’ 11

Test for overall effect: Z=5.12 (P < 0.00001)

1.1.2 iSCGM vs SMBG p<0,00001

Ajjan (2023) [21] 536 21.3 55 -995 265 55 21%  4.59[-4.40, 13.58]
Wada (2020) [24] -5.03 514 48 -1.86 7.76 45 16.8%  -3.17 [-5.86,-0.48] —

Yaron (2019) [25] -8.96 9.18 53 -3.61 852 48 11.6%  -5.35[-8.80,-1.90] —

Haak (2017) [23] -3.06 14.2 149 -448 164 75 7.9% 1.42 [-2.94, 5.78] —r

Subtotal (95% Cl) 305 223 38.3%  -1.79 [-5.28, 1.69] . Sub grupo sin
Heterogeneity: Tau? = 7.48; Chi2 = 8.34, df = 3 (P = 0.04); 1> = 64%

Test for overall effect: Z = 1.01 (P = 0.31) insulina: -0,29%
Total (95% CI) 706 542 100.0%  -3.43 [4.75, -2.11] X P=0,004
Heterogeneity: Tau? = 0.80; Chiz = 12.95, df = 11 (P = 0.30); I2 = 15% =_20 - 1 5 5 1=0 20=

Test for overall effect: Z = 5.11 (P < 0.00001) Favours CGM Favours SMBG

Test for subgroup differences: Chiz =1.24, df =1 (P = 0.27), I? = 19.3%

50" Anniversary

sanofi #+ ISPAD2024 ) |
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COSTO-EFECTIVIDAD

Caida marcada de las complicaciones agudas de la diabetes en pacientes
con diabetes tipo 1 o tipo 2 luego del inicio del monitoreo flash de glucosa. Estudio RELIEF

7.0 7.0
Usuarios de isCGM Libre " = i
. e S 60 3 60
identificados de la base de datos £ — 3
. Q
de reclamos de Francia. %} - S 4o
. . . © ©
Persistencia en el sistemaalos 12 g k:
S~ 40 8 40
meses: 98,1% ] e
§ 3.0 § TRl 521% |
3] ©
- o/ 3 1 = o
39,4% internaciones - - -
° ° X -39.6% X
por complicaciones s — 5 EEl ==
= 0.65% 0.65% = : 0.70%
agUdaS en DTZ s s - -027% 017% 0.1 - _ ﬂ 0.12% 0.09%
DKA Hypoglycemia Comas Hyperglycemia Total Hypoglycemia Comas Hyperglycemia Total
. 12 months prior to FreeStyle Libre . 12 months following FreeStyle Libre

Diabetes Care 2021;44(6):1368-1376 LISBON, PORTUGAL | OCTOBER 16-19
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A 2 ANOS...
Caida marcada de las complicaciones agudas de la diabetes con monitoreo flash de glucosa luego
de 2 anos de su inicio: analisis extendido del estudio RELIEF

il e
80 |
@
E Persistence rate
E T 60 6 months: 90%
« &
g E 12 months: 89%
H = 24 months: 88%
a 40
&
o » w i
A Type 1 diabetes (n=31,446) B Type 2 diabetes (n=41,027) 3
20
%
‘ 50 % _
6.0 6.0
0
v 5.4% w At Risk| 238164 189528 157661 126771 99479 58341
- = T T T T T T ‘ T T T T T T
= = 0 2 4 6 8 10 12 14 16 18 20 22 24
¥ 5o g s0
2 ” 7] Time (months)
v @
5 5
S a0 % an
o 4.0 o
S %
o o
e @
o 3 0 e 3 0 2 7%
w Q
o 2
n m
T 20 T 20 "
S S 1.7% .
© -3 1.4%
® 4 [ 0.9
s 1.0 A = 1.0 0.8% "
= 0% 0.6% . o = 0.7% 0%
= . = 0.y
< 0.3% @ 2 = . < 0.2% g 2 ?
B 0.2% 0.1% 1% 0.4y 0.2% 92% 0.1%  0.1%0.1% 0.1%
0.0 rn— 0.0 [ =) —
DKA Hypoglycemia Comas Hyperglycemia Total DKA Hypoglycemia Comas Hyperglycemia Total
. 12 months prior to FreeStyle Libre initiation . 1% year after FreeStyle Libre initiation 2™ year after FreeStyle Libre initiation

Diabetes Technology & TherapeuticsVolume 24, Issue 9September 2022Pages603-679 LISBON, PORTUGAL | OCTOBER 16-19
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En DT2 coninsulina basal...

Marcado descenso de las complicaciones agudas de la diabetes luego del inicio del dispositivo Libre
Free Style en pacientes con diabetes tipo 2 con insulina basal en Francia

a Diabetes-related ADEs b All cause hospitalizations |ntensifica cién de |a te rapia
00
0,
'67 A) -67% 51.3% 0.3%~
25 2.40% < 50.0 47.8% v y . .6%)\ ;
—~ [l Basal-insulin only + AHA
=
o
= 2.0 ® 400 \ [ Basal-bolus by MDI + AHA
S =
g [ _75% ] s 26.9% B AHAonly
D a 8 - 0
< 15 1.37% S 300 65.9% )
% % Insulin pump
o 3
B 44 =3 | —— B No treatment
[ 0.73% 1% s E
==t '~
< 0.41% &
0.5 gl 0.34% 10.0 6-12 months after TO 18-24 months after TO
(n=5933) (n=1994)
0.10% .
0.0 L _0'07/. 0.0% 0.0
) DKA Hypoglycemia Comas Hyperglycemia Total ' All causes

. 12 months prior to FSL initiation . 12 months after FSL initiation

[ ] 50™ Anniversary
sanofi #+ ISPAD2024
Diabetes Technology & Therapeutics 2023; Vol. 25, No. 1 LISBON, PORTUGAL | OCTOBER 16-19 iﬂ:ﬂﬁ_:
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Monitoreo continuo flash se asocia con reduccion de los eventos durante el tratamiento

Sar

Characteristic

N

Follow-up in days, median (10%, 90% deciles)

Age in years, mean [SD]
Aged 18-49 years
Aged 50-64 years

Aged 265 years

Gender [male)

Comorbidities

Hypertension

Obesity

Pulmonary disease
Depression

Hypothyroid disease

Anemia

Liver disease

MI or coronary artery disease
Peripheral vascular disease
Renal disease

Heart failure

Insulin usage status

Insulin [basal/NPH/premixed)

Noninsulin therapy

Noninsulin diabetes medications

Biguanide

Sulfonylurea

GLP1 agonist

SGLT2 inhibitor

DPP4 inhibitor

TZD

Meglitinides
Alpha-glucosidase inhibitor

Value

10,282

171 (152, 182]
53.1(9.6]

32.3%

62.5%
5.2%
51.9%

80.6%
55.6%
24.5%
24.2%
21.5%
19.2%
18.5%
15.8%
10.8%
9.6%
6.9%

38.7%
61.3%

71.2%
30.4%
30.3%
26.2%
20.6%
7.6%
1.6%
0.4%

no intensivo de la diabetes

Acute diabetes events
(inpatient or outpatient emergency)

PREACQUISITION

DT2 con o sin

0.03

. insulina
kT 7
T -
2 o
Iq—, 0.02 P - o
o -~ -32%
= =4 POST ACQUISITION
g /7
w001 7
~
o
-~
0 ' HR (95% Cl), 0.48 (0.58-0.80); P < .001

Days from index

Pre- 0 -45 -90 -135 -180
Post 0 45 90 135 180
Pre- 10,282 10,282 10,282 10,282 10,282
Post 10,282 9983 Q676 2355 9080

{4 ISPAD2024 )

LISBON, PORTUGAL | OCTOBER 16-19
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Monitoreo continuo de glucosa:

Facilita el manejo de la diabetes J

Reduce costos /

cPredice mejor las complicaciones?

nive

[ ] 50™ Anniversary
sanofi # ISPAD 2024 |



Un ejemplo...

Asociacion entre control glucémico medido con monitoreo continuo de glucosa y marcadores urinarios de
enfermedad renal en diabetes: Hyogo Diabetes Hypoglycemia Cognition Complications study

Table 1 Characteristics of the study participants

T2DN NDM P
N7 .. . v (N=39)

Normo-albuminuria | Microalbuminuria | Macroalbuminuria

(N=166) (N=58) (N=21)
Male, % 67.5 67.2 76.2 46.2 0.050
Age, years 68 (62-72) 68 (62-72) 71 (65-74) 71 (68-74)* 0.008
Duration of T2DM, years 11.5 (5.3-21.0) 12.5 (9.3-24.0) 17.0 (9.0-24.0) 0 (0-0)** <0.001
BMI, kg/m? 24.0 (21.9-25.7) 24.4 (23.0-27.7) 249 (22.4-27.6) 23.9 (22.1-26.1) 0.185
SBP, mmHg 126.0 (115.0-137.0) 129.0 (118.3-140.8) 138.0 (130.0-146.0)* 130.5 (121.5-139.0) 0.027
DBP, mmHg 75.0 (68.0-82.0) 78.0 (71.0-83.0) 75.0 (70.0-92.0) 78.0 (70.5-83.0) 0.319
UA, mg/dL 5.2 (4.4-6.1) 5.2(4.5-6.1) 5.6 (5.2-6.7) 5.2 (4.8-6.1) 0.183
HbAlc, % [mmol/mol] 7.0 (6.6-7.5) [52] 7.2 (6.8=7.7) [55] 7.1 (6.4-7.8) [54] 5.9 (5.7-6.1) [40]** <0.001
GML, % 6.7 (6.2-7.1) 6.8 (6.3-7.3) 7.0 (6.2-8.0) 5.9 (5.7-6.0)** <0.001
TIR, % 78.2 (69.2-87.6) 77.8 (61.6-88.2) 73.9 (41.7-87.4) 93.8 (91.1-97.4)%* <0.001

sanofi %+ ISPAD 2024 @ o
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Un ejemplo...

Asociacion entre control glucémico medido con monitoreo continuo de glucosa y marcadores urinarios de
enfermedad renal en diabetes: Hyogo Diabetes Hypoglycemia Cognition Complications study

Model 1 Model 2
Crude OR 95% CI) P OR (95% CI) P OR (95% CI) P

UAIb/Cr

/ObAlc 1.424 (1.073-1.889) 0.014 1.125(0.806-1.571) 0.490 1.127 (0.807-1.574) 0.483"\
GMI 1.710 (1.259-2.324) 0.014 1.484(1.066-2.067) 0.019 1.485(1.067-2.067) 0.019
TIR 0.980 (0.967-0.992) 0.002 0.985(0.971-0.998) 0.029 0.985 (0.971-0.998) 0.029
TIT 0.981 (0.970-0.992)  <0.001 0.986 (0.974-0.998) 0.021  0.986 (0.974-0.998) 0.021
\TAR 1.021 (1.009-1.034) ~ <0.001 1.015(1.002-1.029) 0.028  1.015 (1.002-1.029) 0.028
TBR __ 0.974 (0.929-1.021) 0.275 0.080 (0.938-1.042) 0.677 0.988 (0.937-1.042) 0.665
SD 1.023 (1.003-1.042) 0.020 1.023 (1.000-1.046) 0.052  1.022 (1.000-1.046) 0.053
o\% 0.998 (0.960-1.036) 0.907 1.007 (0.961-1.056) 0.760 1.007 (0.960-1.056) 0.776
GRI 1.013 (1.003-1.024) 0.012 1.012(1.001-1.024) 0.037 1.012 (1.001-1.024) 0.038

TIR mantiene su valor predictivo

] HbA1c lo pierde
sanofi ke ISPAD2024 @ o
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MCG: Los objetivos
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METRICAS: Tiempo de rango estrecho (TITR) en DT2

TIR >90%

Se necesita un
marcador mas
ajustado

DT2 con agonista dual GLP-1 y GIP: tirzepatide
TIR: 70-180 mg/dli

Time above range (TAR) =10 mmol/L
B Time in range (TIR) 3.9-10 mmol/L

48% 39% 50% 46% Bl Time below range (TBR) £3.9 mmol/L
£
]
*
3 . l " l [
0 29% 0.27% 0.30% 0.27%
15% 8% 22%

»
.x
)
o
= 85%* 75%
o™~
o
0.64%*** 0.95%** 2.39%
TZP 5 mg TZP 10 mg TZP 15 mg Insulin
degludec

sanofi
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TITR: 71-140 mg/dl alas 52 semanas

Baseline - TZP: 23% Degludec: 22%

100+

ETD = 25 (16, 33), p=0.0001
r 1

80+ 73 444

TITR: 73%

40+

20+

Percentage of TITR (3.9-7.8 mmol/L) (%), LSM (SE)

Pooled TZP
10-15 mg degludec

Insulin

sanofi

Lancet diabetes Endocrinol 2022; 10 (6): 407-417

uuuuuuuuuuuuuuu

&+ ISPAD 2024

LISBON, PORTUGAL | OCTOBER 16

nnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnn

e



Exploring time in tight range target

La pérdida inicial en DT2 corresponde al TITR

individuals with type 2 diabetes

AGMI=<6.5%)(n  14)
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18,3

80.5

428

(TITR) in drug-naiveJapanese

Published online: 19 March 2024
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3.6

95.3

0.84

82.6

0.69

01

a3 0.38

0.0
TAR
IR
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Comp. Comp.

1.8 x

-23.4% -12.7%

1.2 x

-64.6% -54.0%
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TITR: nuevo objetivo para “control 6ptimo”

y potencialmente “remision” de DT2

sanofi weioi B,



nature reviews endoer]nology https://doi.org/10.1038/s41574-024-00973-1

Perspectivas — —

Continuous glucose monitoring
for the routine care of type 2
Cambio de paradigma hacia el uso de MCG en DT2: diabetes mellitus

° e o
[ J E t d I Ramzi A. Ajjan', Tadej Battelino ®?, Xavier Cos®, Stefano Del Prato ®*, Jean-Christophe Philips®, Laurent Meyer ®°¢,
n 0 0 S a I n I C I o L Jochen Seufert’ & Samuel Seidu ®®

* Uso continuo: tratamiento con insulina o insulinotropicos.
* Uso intermitente: pacientes sin insulina, cada 3 meses, para reforzar
educacion, evaluar cambios en el tratamiento, evaluar riesgo de

complicaciones microvasculares.

¢ En pediatria? Poca evidencia

Asegurarse de utilizar dispositivos de calidad (como MCG integrados avalados por FDA)

50" Anniversary
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Consenso proximo a salir:

iNo es la version final!

DT2 sin insulina: no concluido

* Con resultados glucémicos subdéptimos: MCG al menos 6 meses.
* Para todos, considerar uso intermitente durante 14 dias, cada 3 meses.

* Objetivos: TIR >70%, TAR <25%, TMAR <5%, TBR <4%, salvo riesgo particular de hipoglucemias:
objetivo individualizado.
e Para el que alcanza un TIR >70%, sobre todo con expectativa de vida larga: TITR >50%

e Es apropiado utilizar MCG en DT2 aun sin insulina si se sospecha hipoglucemia.
e Puede usarse el MCG para educacion o como herramienta motivacional para mantener una

concordancia terapéutica y apoyar intervenciones como mejoras en alimentacion, actividad fisica y
ejercicio.

sanofi s ISPAD 2024 ),



Rol de aGLP-1 e iSGLT2 en el tratamiento de la DT2 pediatrica

e

Amy Shah,Cinncinnati, Ohio (EE.UU.)

Profesora de Pediatria, Universidad de Cincinnati.
Médica de la Division Endocrinologia del Hospital

de Nifos de Cincinatti. Directora del Programa de

Dt2 en adolescentes.

sanofi {4 ISPAD 2024
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¢Queé cambiara en las guias ISPAD?

At Diagnosis

First Month

Subsequent
Therapy

HbAlc <8.5% HbAlc = 8.5% . L
Ketosis/Acidosis or
< 69 mmol/mol = 69 mmol/mol —
No kelosijor acidosis No ketosis or acidosis !

Healthy lifestyle

Healthy lifestyle Mettormin: fitcaterto 2a/dav o IV insulin until acidosis
Metformin: titrate to 2 g/day as criorinin. tirate 1o ~giday as resolved, transition to SQ
tolerated . tf)leraled insulin, Healthy lifestyle
Basal insulin (0.25-0.5 u/kg)
- Continue metformin, Wean
Islet cell / Yes insulin. Consider adding — Confirmed T2D
T e e GLP-1 receptor agonist
negative \ No Continue subcutaneous  — Best classified as
insulin therapy T1D
0
HbAI ‘;:‘6‘5 o HbA Ic >6.5-9% HbAlc 9%
>48- =75mmol/mol
<48mmol/mol >48-74 Tmolx’mol =
rit Continue healthy lifestyle

Continue healthy lifestyle. Review medication intake.

Continue healthy

) Review medication intake. Maximize metformin
lifestyle Co . .
: : Maximize metformin to 2g/day Add GLP-1 receptor agonist or
Continue metformin . . .
Add a GLP-1 receptor agonist or another antihyperglycemic

Wean insulin, if

licabl another anti-hyperglycemic medication®
applicable - i L :
medication* Initiate long-acting insulin or if
*See Table 4 using insulin- increase dose

Pediatr Diabetes 2022; 23 (7): 872-902

b ISPAD 2024
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AR GLP-1e iISGLT-2: Resumen de evidencia en adultos

sanofi

Administracion
Hb A1c %
Peso/IMC

TA sistolica
Lipidos
Enfermedad renal
Enfermedad
cardiovascular

Eventos adversos

Costo

Inyectable 1/d o 1/sem Oral 1/d
v0,7-1,7 v0,3-1,2
v2-5 kg v1,5-3 kg

v2-5mm Hg v3-5 mm Hg

vC-LDL, LDL pequenas

LTriglicdridae A
y densas, triglicéridos. Trigliceridos, *C-HDL

Si si
ACV, eventos
ateroscleroticos

Gastrointestinales
(nauseas, distension,
dolor abdominal)

$$$$ $$$

Palmer SC. BMJ. 2021 Jan 13;372:m4573 e
’ §,
Rolek B. J Cardiovasc Dev Dis 2023 30; 10(8): 322 &+ ISPAD 2024 :'j:tt’:
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Estudios pediatricos GLP-1 e iSGLT2
DET HbA1c

0,4 GLP-1 RA SGLT-2i DPP4i
0,2 (Oral) (Oral)
¥ 0
€ 0,2 l
£ 04 -o 19 I
5 -06 0,44 3%
€ -08 B
e -1 -0,85 084 07
® -1,2 |-1,06
= -1,4
-1,6 -1,4
2 ¥ ¥ & SN Q) S
Y§> > e QO \3 \3 \3 \3
¢ & * & ¥ & & &
7 ¢ © COSE\CU  NPN
N Q PPN ® ®
0 D c.){@ & L
X - N

sanofi

Tamborlane. N EnglJ Med 2019; 381:637-646.
Tamborlane . Diabetes Care 2022; 45(8): 1833-1840
Arslanian N Engl J Med 2022; 4:387(5): 433-443

Laffel. Lancet Diabetes Endocrinol 2023; 11(3): 169-181.

Tamborlane. Lancet Diabetes Endocrinol 2022; 10(5): 341-350.
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Resultados secundarios

* Sin diferencia en peso, lipidos, HTA, complicaciones relacionadas a DT (no significativas

0 no estudiadas).
* Dulaglutida:
* Mejoria en lipidos

* Mejoria en hiperfiltracion

sanofi

Diabetes Care 2024;47(9):1617-1621

A
4-
o 0=
c
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o8 4
N~ QO
£§5 -
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-
s
M c 16=
° 3
= 0=

Baseline Hyperfiltration (n=49)

P=0.05
| |

-2.2

-15.4

* * *

-16.4

Mean baseline eGFR = 146 mL/min/1.73 m?

| | | |
Placebo Dula Dula Pooled
0.75mg 1.5mg Dula



¢Por qué actualizar las guias?

 Metformina: falla 51,7% (media de seguimiento 3,8 anos)

e Altas tasas de complicaciones

Estudio TODAY
e Edad media: 26 anos
 Tiempo medio desde

el diagnostico: 13
anos

sanofi

N EnglJ Med 2012;366:2247-2256

80%

A Incidence of Complications

Hypertension Kidney Disease

100+ Baseline prevalence, 19.2% 100 Baseline prevalence, 8.0%
75 Cumulative incidence, 67.5% 75 Cumulative incidence, 54.8%
50t =mmmmmnne-ag 50 mmemmm .- e 4
25 25 ;
0 ———r O——r—

0 3 6 9 12 15

Dyslipidemia

Incidence (%)

100+

Baseline prevalence, 20.8%
Cumulative incidence, 51.6%

754

100+

754

50

254

Nerve Disease

Baseline prevalence, 1.0%
Cumulative incidence, 32.4%

0

Follow-up (yr)

B Any Microvascular Disease

00 Baseline prevalengg, 9.0%
Cumulative incidenge, 80.1%
754
£
]
£ S50fe-cscccccccccncncnncna.
o
B,
v}
=
25+
o I I Il I |
0 3 6 9 12 15

Follow-up (yr)

N EngJ Med 2021; 385:416-426.
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No cambia el manejo inicial

At diagnosis
HbAlc <8.5%
/ <69 mmol/mol
\ HbAlc = 8.5%

269 mmol/mol
or

Ketosis/Acidosis or HHS

Healthy lifestyle
Metformin: titrate to 2g/day as tolerated

Healthy lifestyle
Metformin: titrate to 2 g/day as tolerated
Basal insulin (0.25-0.5 u/kg)

Healthy lifestyle
IV insulin until acidosis resolved
Transition to SQ insulin

Metformina sigue siendo 1° linea: efectiva en el 50%, segura, econdmica

sanofi
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O
o’
o absequent therapy

HbAlc <6.5
<48mmol/mol **

HbAlc 26.5%

>48 mmol/mol

sanofi

(Qué cambia?

Continue metformin
Wean insulin, if applicable
If on multiple meds, consider weaning

Review medication adherence.

Maximize metformin

Stepwise: Add GLP-1 receptor agonist or SGLT-2 inhibitor***
Consider initiation of long-acting insulin or if using insulin-
Increase dose

Add prandial insulin if HbAlc targets are not met despite
combination therapy

Continue
healthy
lifestyle

50" Anniversary
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cComo elegir la 2° medicacion?

Preferencias individuales:

® Via de administracion

® Dosificacion

@® Efectos colaterales (ej Gl, ITUs frecuentes)

® Grado de reduccién de glucosa requerido

® Costos, cobertura, aprobacioén por la entidad regulatoria.

® Presencia de comorbilidades

sanofi b 1SPA02024 e

UGAL



;AR GLP-1 0 iSGLT2?

Consideracion clinica Terapia potencial

Alc elevada

Fobia a las agujas

Dificultad para tragar comprimidos
Disminuir nUmero de pastillas
Efectos adversos con metformina
Dislipidemia

Anormalidades renales

Pérdida de peso

MASLD

sanofi

AR GLP-1 0 iSGLT2, >8,5%: insulina basal
iISGLT2

AR GLP-1

Terapia combinada (metformina/empa)
iISGLT2

AR GLP-1 (Dulaglutida)

AR GLP-1 (Dulaglutida), pero tal vez iSGLT2
iSGLT2 o AR GLP-17?

iSGLT2 o AR GLP-17?

50" Anniversary S
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¢ Por queé no elegir uno primero?

® La respuesta es diferente que en adultos:
-Tal vez se necesiten dosis mas altas, estudios de mayor duracion, enfocados no solo ala
HbA1lc, sino a otros resultados.
® Todavia hay muchas preguntas sin respuesta:
-Capacidad de disminuir el deterioro de la célula beta.
-Impacto en las comorbilidades/complicaciones relacionadas con la diabetes.
@® Terapia combinada

® Nuevos agentes (terapias duales o triples)

sanofi b 1SPA02024 e

UGAL



Diabetes 2 en jovenes: RESUMEN

o Fundamento o Obijetivos
o Evidencia o Tratamiento farmacologico

o Meétricas

sanofi Es necesaria mas evidencia pediatrica i ISPAD 2024 :“iivi
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Diabetes 2 en jovenes: RESUMEN

4 A

EL MCG DEBERIA ESTAR
DISPONIBLE PARA LAS
PERSONAS CON DT2

o Uso continuo
o Uso intermitente
o TITR

4 A

OBIJETIVO:
HbA1lc <6,5%

FARMACOS DE 2° LINEA:

L /

Es necesaria mas evidencia pediatrica

AR GLP-1 0 iSGLT2

t 1SPAD2024 ) Ly



Gracias por su atencion

LISBON, PORTUGAL | OCTOBER 16-19
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ISPAD’s 50th Annual Conference

w B e

Lisbon, Portugal | October 16 - 19, 2024

La educacion a través de las distintas etapas de la diabetes

‘ 50" Anmvetsz
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Florencia Grabois

e Médica pediatra

* Especialista en Nutricion Infantil UBA

e Docente de medicina Infantil UNCO

* Educadora Certificada en Diabetes UNSAM
* Hospital Provincial Neuquén

 Comité de Pediatria SAD

e Comité de Educacion SAD

e Conflictos de interés:

Sanofi
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ISPAD’s 50th Annual Conference

Lishon, Portugal | October 16 - 19, 2024

sanofi

ESCUELA

Grupo de interés

especial

Mejorando el

tiempo escolar

Gun
Forsander

Agenda

ADOLESCENCIA

Empoderando
adolescencias via
educacion en
diabetes y apoyo
Transicidn

Steven
James

SCREENING

Qué aprendimos
sobre los programas

de screening

Jéssica
Melin
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Grupo de interés especial
ESCUELA

Are Australian students with type 1 diabetes safe at school? A consumer perspective

Type selection
Preferred Presentation Type: Poster presentation

General data
Category: 4.b: Diabetes at School

Title
Title: Are Australian students with type 1 diabetes safe at school? A consumer perspective

Abstract text

Introduction: The death of an Australian student whilst in the custody of the school in 2019 has led to workplace safety regulators examining management of Type 1 Diabetes (T1D) in schools.

Objectives: To seek consumer views on safety concerns for students with T1D during school time and school-related activities.

Methods: Consumers were invited to partake of a deidentified on-line survey on school safety incidents in April 2024 using Typeform software. Participants were sourced from the community of Australia’s
largest independent consumer organization, the Type 1 Foundation. Results were quantified and qualitative responses about safety concerns were categorized by the authors into medical safety (risk of harm),
workplace safety (lack of requisite training), discrimination (lack of equal opportunity) and negligence (lack of execution of duty of care). Qualitative responses could be classed on more than one category.
Results: 652 people responded from all Australian States comprising parents (84%), students (6%) and teachers (6%). 65% of respondents expressed safety concerns about a student with T1D. Of those
reporting safety concerns, there was no significant State based difference nor significant differences between students attending a public school (64%), catholic school (66%) or independent school (56%
p=0.052). The most common source of guidance for all respondents was the student's medical team (33%) followed by the national “Diabetes in Schools” program (26%). Qualitative responses of safety
concerns were categorized by medical safety (69%), workplace safety (73%), discrimination (38%), and negligence (64%).

Conclusions: Consumers have significant concerns about safety of students with T1D in Australian schools, especially related to medical safety, compliance with workplace safety, duty of care and
discrimination.

An Australian “comprehensive” national program for students with Type 1 Diabetes has failed to satisfactorily address safety issues.

Schools rely primarily on medical teams to advise school staff.

sanofi 4 ISPAD 2024 ) )
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ESCUELA
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Grupo de interés especial

Do J
staff help With insulin administration?
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Grupo de interés especial
ESCUELA

HC '
Ps EXperiences staff education

Who provides education for school staff?

How is this Lr3ining provided?

The medics 4
e medical
team provides W :
We 4o schoal
!fﬂ‘nlﬁ;‘ N4 Y
The parent of
We invite
the child schook sealf ¢
provides in-person

The school

We do \ive
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Other
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Grupo de interés especial

ESCUELA
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JENIOus-CwD diabetes in schools research project: a worldwide survey on type 1 diabetes (T1D) management in children and
adolescents in schools

Type selection
Preferred Presentation Type: Oral presentation

General data
Category: 4.b: Diabetes at School

Title
Title: JENIOus-CwD diabetes in schools research project: a worldwide survey on type 1 diabetes (T1D) management in children and adolescents in schools

Abstract text

Introduction: T1D management in schools is challenging and publications tend to be regional with a small number of participants.

Objectives: To assess the experiences of families of children and adolescents (C/A) with T1D during school time globally.

Methods: Cross-sectional online survey-based study. A 41-question Google Forms survey aimed at families of T1D C/A, supported by ISPAD-JENIOUS and the ISPAD Diabetes in Schools Special Interest Group.
The questionnaire was developed in English, translated into 13 languages, and promoted through email and social media. The inclusion criteria were: 1) T1D 2) age below 19 years 3) school attendance. The
countries were divided according to the UN geographic regions and the World Bank income classification.

Results: Preliminary data was collected from May/2023 to February/2024. There were 6,556 responses from 54 countries, 50%(n=3,304) from Europe, 37%(n=2483) Americas, 9%(n=595) Asia and 2% (n=165)
Africa. High-income countries: 53%, upper-middle-income countries: 39%, lower-middle and low-income countries: 6%. Mean age(SD) was 10.7y(3.81); diabetes duration: 4.3y(3.4); females: 49.1%(n=3,223).
Families reducing work hours because of diabetes: 52.8%; in children < 6 years: 63%. 50.4% reported reducing insulin dosage to avoid hypoglycemia, and 16% that the child misses school due to diabetes at
least once a month. School support: 54.8% did not have someone at school responsible for diabetes care, and 48.1% did not have a diabetes management plan. Qverall, 19.2% are dissatisfied with the school’s
support, and 49.4% think it can improve.

Conclusions: This is the largest study conducted worldwide to assess diabetes care in school settings. School personnel have limited knowledge about diabetes, and there is a high incidence of family
members reducing work hours to assist their C/AwD at schools due to a lack of support. Our results revealed that there is an urgent need to improve diabetes management support in schools. These results can
help develop strategies locally and internationally.

50" Anniversary
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Mejorando el tiempo escolar

ESCUELA

MISION DE LA ESCUELA MISION DE LA ESCUELA
PARA TODOS PARA UN NINO CON DBT
« Aprender
« Empoderar para que
» [Estar seguros prosperen académica y
e Jugar socialmente y administren su
. Acceso al agua salud

« Acceso a la comida

Mas oportunidades

sanofi k@ ISPAD 2024 @ o
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Declaracion de posicion sobre la
diabetes tipo 1 en las escuelas 2024

v La educacidn es la adquisicion de conocimientos y

perspectivas sobre DT1

v' El entrenamiento es el desarrollo de habilidades y la aplicaqion

practica de la educacion en un estudiante con DM1

v' La educacién y el entrenamiento deben cumplir con los

requisitos, estandares y regulaciones jurisdiccionales locales.

=)

Plan de manejo
de diabetes

sanofi

Student with Type | Diabetes
Medcal Drdary (DMVF) fram Medical Team

consented by Parervt H I

School and Parert develop plan on how Medcal Diders
e avplemented ot school

e L,

wyutems of work, includeng sdacution and trening of nr.;-aa
personnel (0 ensure compelency.

EDUCATION 12 the gaining of knowledge and perspective about T10
TRAINING is the skl development and practical application of the education on the student with T10.

ng must comply with focal pmsdictional requirements, dards and regul

Education and Trai

| Semonl cosnnnedilitig (SPAD Recuminertatony

| Appleabie o

LEVEL
EDUCATIOM

Applcatile to i School responsudiities

LEVEL 2
EDUCATION
AND
TRAINING

Mpplcable 1o

LEVEL 3
EDUCATION
AND
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Results

* 146 respondents (from across 29 countries); 52.1% of the study population
heralded from high-income, 25.3% from upper-middle-income, and 22.6% from
lower-middle and low-income countries

* 61.6% were people with diabetes, and 38.3% were adult carers of a person with
diabetes

* People with diabetes were mainly female (54.1%), had a meantSD age of
18.5+3.6 years, and were diagnosed at the age of 9.0+4.4 years. 58.2% were
receiving paediatric diabetes care

* 84.2% respondents had received education on managing diabetes independently

* 38.4% reported having received information about the transfer from pediatric to
adult-based diabetes healthcare settings

N o=
University of U
| ME ety e R R S L S ik &MSPAD
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cQué aprendimos sobre los programas de screening?
SCREENING To screen or not to screen ???
The issue is what to do!! ” Mosse Philip

Pros & Cons of screening for
Type 1 diabetes

« Educated families « Overprotection of the

« Early diagnosis child

« Lower prevalence of DKA « Children treated as ill

+ Feeling of satisfaction and * Negative impact on
reassurance parent-child relationship

« Opportunity to participate in « Worry and anxiety

prevention studies

[ ] 50™ Anniversary
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. DiPiS « Longitudinal studies
An s | e d a d + Children with high genetic risk
+ 15 years follow-up
& + Visit 2-4 times per year
” + Islet autoantibody testing at each visit
6’\ + Screening study - Sweden
% Di + Children from general population
+ Age 2-14
Py * Home capillary test for autoantibodies for type 1
~ . . . : .
diabetes, celiac and autoimmune thyroid disease
P TRIADN Y
Anxiety

* Increases after information about genetic risk and islet autoantibody positivity
* Decreases over time especially for those who remain negative for islet autoantibodies
* Difference between mothers and fathers
* Factors associated with anxiety:
-First degree relative
-Ethnic minority status
-Low education level
-Accurate risk perception of the child’s T2D risk
-Positive for islet autoantibodies
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Ansiedad . .
Anxiety — after IA screening

@ Screening in Germany, 2-6 years old children, between
545<2019.

- Increased PHQ-9 scores in mothers to |A+ children, declined after
1 year.

- The PHQ-9 is a screening tool for depression
(Ziegler, JAMA. 2020)

creening in Colorado, US.
nefeased anxiety in parents to |IA+ children at first follow-up visit.

Remined elevated at visit 2 but started to trend down.
(O'Donnell, Diabetes Care. 2023)
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Ansiedad
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Anxiety — TRIAD study

* B-item short form of the
SAl

Percent of Parents with high anxiety
levels, divided by disease In TRIAD
70

Percent of parents to 1A+ children
with high anxiety levels in different
studies
a0

- Scores >40 — High w
anxiety = 60
. . o 50
« T1D, Celiac and Thyroid y
disease o
30 40
+ 2 time-points =
. . 2
— After information on ’
10
results 9
]
- After 1 year Iyp 1 Diabetes Celac disease |hyroid disease ? TRIAD ASK TEQDY
M=20 M-22 M= 45 o
® High anxiety SR
i _:v.!’.
LUND
LINIVERSITY
&+ ISPAD 2024
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Risk communication

» Challenging!

* Underestimation is common

» Parents risk perception accuracy may
decrease over time

* Important for retention and compliance

Strategies in TEDDY:
* Documented annual risk information
+ Different materials and methods 70/100

+ Ask questions ) o
« Underestimation notification Percent - 70%

“70 children out of 100 within 10 years” =
LUND

UNIveRsIny

‘ 50" Anmv(‘lsz
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« Tme

« Siafl consistency

* Informaton & Education
In dfferent ways and format
- Repeated
Ask guesbons

FEDDY




CONDICIONES
ASCOIADAS
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Diabetes y otras condiciones asociadas

SME. DOWN

Diversos mecanismos
genéticos asociados a
su fisiopatologia

debido a la trisomia

ADHD

Distintos mecanismos
debidos a la

medicacion

-
e R R Y

¥+ ISPAD 2024 ;’ !

TEA

Impacto ambiental,
genético

Medicacion (risperidona)

2 | BM) Open Lisdexamphetamine versus

methylphenidate for paediatric patients
with attention-deficit hyperactivity
disorder and type 1 diabetes

Interferon Dysregulation Increased Pr for Pathol Aut

(LAMAinDiab): protocol for a multicentre,
randomised cross-over clinical trial in an

interferon dysreguiation in indviduals with DS is wed
established and produced by trisomy of chromosome 21
which contans a Custer of four out of six interferon
recepior (IFN-R) genes: IFNAR 1, IFNAR2, IFNGR2, and
IL10RB

of pathologic autoantibody goneration and
atommune dsease

Cytokine Overactivation

The reguiatory mechanisms in the JAKSTAT molecular cascade are associated with cytokine activation
Excessive activation of hese pathways in persons with DS nevitably produce excessive cytokine release in response 10

variety of andigen exposures

Hom 8 ot ol Clinical Reviews in Alergy and immunclogy, Sune, 2024 (oeline)

Cytokine mileu and enhanced CD11c+8 cell frequency « increased lkolny

MOy te

y Generation
outpatient telemedicine-supported setting

g 10 SympAOMmatc

4| |toagene
Porak owst 5 ||| In-pasent viems
] (cthn)
[ | Poyahine come ** Remere vivey
- © 2 ” (teleoradiine)
«
'_‘ﬁ Remote aut
. " A ! d || © blnded msersor
Oubetciogy wor I | Oubetsiogy vt & Pryhed ovel & (belemeduine)
0 Other procedures
Pl ovet 3 4 Pryhel ovet 4 ;’ Poptote oo, M |
! 1 v ) —
B 10xh 1ind weet Sbth 408 week CEnd Tiih week

[
#+ ISPAD 2024 ;‘ ”

Aim of the study

The trial aims to compare the safety and efficacy of ADHD
treatment with LDX or MPH In children and adolescents
with ADHD and T1D.

Cave aprmsiotion
LA () e
Ma ISt | L e tried, folewing

i Carremt arde e

Comtinued cars outude

O Gernand Cormulation

Figue 1 Sivpied study desgn Nowchart. LDX, ksdexamphatanmne MPH, melhyiphenate; PT, parental irnsming. “If needed

Michatak A, of al. BMJ Open 2023
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ISPAD’s 50th Annual Conference

Lishon, Portugal | October 16 - 19, 2024
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ESCUELA

SENDAS

PMD
Declaracion de
posicion sobre
DT1 en las
escuelas 2024

Gun
Forsander

Mensajes Clave

ADOLESCENCIA

Falta evidencia
para poder
afrontar los
desafios que
implica la
transicion

Steven James

SCREENING

Los programas
de screening
deben incluir
educaciény
apoyo al grupo

familiar

Jessica Melin

b ISPAD 2024

LISBON, PORTUGAL | OCTOBER

OTRAS
CONDICIONES
ASOCIADAS

121
SDAH
TEA

Requieren
estrategias de
educacion

individualizada

Eduardo
Calliari
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