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Natural history of T1D

Beta cell
function

Residual beta cell function helps with glucose control
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“ ORIGINAL ARTICLE ”

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

« 76 first degree relatives at risk of T1D (Stage 2)
* Age 8-49 (most under 18 years)
« 2-week intervention with daily IV infusion of anti CD3

* 6 monthly OGTT for 5years

Herold NEJM 2019

Suppressing the immune system in those af-risk of T1D
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Talk to us about diabetes

Di E 0345 123 2399

KNOW DIABETES. FIGHT DIABETES.

rrvotestonas | @

FIRST EVER TREATMENT TO DELAY TYPE 1 DIABETES
IS LICENSED IN THE US

About diabetes - Living with diabetes ~ Support for you - Supportus ~

Home > Aboutus > > '

= 2022-11-17
The US Food and Drugs Administration (FDA) has approved the world's ¢
first ever i for type 1 diabetes, teplizumab, also called

Tzield. This is the biggest treatment breakthrough for the condition

since the discovery of insulin 100 years ago. Is there a cure for diabetes?
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NICE review - ongoing
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Teplizumab for delaying the onset of stage 3 type 1
diabetes in people 8 years and over with stage 2 type 1
diabetes [ID6259]

In development [GID-TA10981] ~ Expected publication date: 16 July 2025

Projectinformation  Project documents

P delaying the onset of type 1

Medicines tested in new

onsetT1D
that have potential for
T1D delay ey
A nhiter
Teceoriods
Azathioprine P —
IFN alpha blocker (CCB)
o Thandedhe
Autologous DCs diuretic
Anti TNF
ATG
Teplizumab
Verapamil (e
A4CHD s consdaruthordrics
Baricitinib i i
Cyclosporin Consider seeking expert advice
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Can we identify people who will benefit from
disease modifying therapy?

2 32 @

How many people with
T1D would you identify if

you only screen first
degree relatives of T1D?
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The role of antibodies

The islet autoantibodies

GAD

1A-2

ZnT8
Insulin

Arvan 2012
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Autoantibodies predate and predict disease

Stratifed by study site
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Starting Point

Type 1 diabetes
Presymptomatic Type 1 diabetes Symptomatic Type 1 diabetes

%) (38 59) (3
STAGEi

Normal Blood Sugar  Abnormal Blood Sugar
2au e 2auoantbodes + degheemiat

IMMUNE
ACTIVATION

>Established T1D

ISPAD Clinical Practice Consensus Guidelines 2018

ADA Classification and Diagnosis of Diabetes 2021
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Glucose challenge stratification of T1D risk in those that are positive for 2 or more Ab

5 year risk 45% 75% 100%

10 year risk 70% 100%

RELSA

International SNOMED Code
‘Presymptomatic type 1 diabetes’

* Suggested term: Presymptomatic type 1 diabetes

* Summary of request: Presymptomatic type 1 diabetes is a recognised precursor
to type 1 diabetes, which does not require insulin treatment but there is no
clinical code.

* The code was released by SNOMED International October 2023
* 1290118005 | Presymptomatic diabetes mellitus type 1 (disorder).

Benefits of early detection of T1D
S EDENT1FY
g [©) Czech Republic
Y Portugal
| Poland
t ! Italy
More Start Prevent your Access to
frequent Treatment child getting promising new
check-ups sooner unwell treatments °
ST
v fter diagnosis ° 7
FR1DA, Ziegler 2020. Duca 2018. Herold 2019.

Patient groups Cost

RELSA
The RELSA Study

Clinical benefits
Research interest

Distress
Practicalities

Population Children aged 3-13 years
Intervention Screening trial
Comparator Usual care

Outcomes Feasibility and Acceptability

N I H R | National Institute DIABETES UK 3\\ \Lreakthmugh TID™
for HealthResearch  know piasetes. FiGHT DiasETES. 7///| Fomaty uRE
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PHARMACY
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Online and home testing

‘Piggy backing’
e.g. vaccine programme

NIHR | gtz
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ELSA Community clinics
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Screening test — Dried Blood Spot
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Dried Blood Spot:
Antibodies

Serum confirmation:

Antibodies
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TID staging
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Study End Study End Figure created using Canvas hitps:/ww.canva.com!
RSR-3 screen: GAD, 1A2,
GAD, A2, ZnT8 ZnT8, + IAA
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Renuka Dias
Lorredana Marcovechio
Ambika Shetty
Amalia Mayo
Nicky Conway
Chris Gardner
Chris Moudiotis
Rajeeb Rashid
Fiona Campbell
Evelien Gevers
Ruben Willemsen
Kate Owen
Tabitha Randell
Rachel Besser
Muriel meso
Nicola Trevelyan
Shilpa Shah
Sarinda Millar
Atrayee Ghatak
Obioma lhezue,
Shankar Kanumakala
Daniela Elleri

‘A smooth landing’

5-year-old girl
Parent T1D
ELSA study results
* 1A2, GAD, ZnT8 positive
* Subsequent HbA1c 41mmol/mol
* OGTT 0 mins: 6.1mmol/L, 120 mins 9.5mmol/L
2 PAU attendance reviews before needing insulin
Treatment onset (3 months after screening)
* HbA1c 50mmol/mol
* 0.5U FIASP with evening meal
* No basalinsulin
Current treatment (6 months after screening)
+ 0.5U FIASP with breakfast and 1U with evening meal
* No basalinsulin
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CONSENSUS REPORT

Consensus guidance for monitoring individuals with islet
autoantibody-positive pre-stage 3 type 1 diabetes

" 50 el
Tadej Batteling®* - Kirstine J. Bell"®0 - Rachel .. Besser'" 7 - Ezio Bonifacio'™'*® - Helen M. Calhoun'* '
Jennifer J. Couper'7*1°0 - Maria . Craig"*2°3 -Thomas Danne?® - Carine de Beaufort*24 -
Klemen Dovc* - Kimberly A.Driscoll?%42/0 - Sanjoy Dutta®® - Osagie Ebekozien
Helena Elding Larsson™>' - Daniel J. Feiten®*® - Brigitte . Frohnert™- Robert A. Gabbay™
Mary P Gallagher* - Carla J. Greenbaum?* - KurtJ.Grffin®**7 - William Hagopian® - Michael J. Haller” G .

i R ks - Richard .G, oIt 450 - Luci 5. Heba M. lsmail”
Laura M. Jacobsen®0 - 8.Johnson®O -Lesle . Kolb® Karin Lange™® -
RobertW. Lash*'© - Ake Lernmark® - Ingrid Libman®*® - Markus Lundgren®®*> - David M. Maahs*G -
M. Loredana Marcovecchio®*® - Chantal Mathieu ™G - Kellee M. Miller? Holly K. ODonnel 0 - Tal Oron'

P patii® {70 Marian J.Rewers®0 -Stephen’. Rich®*® - Desmond . Schatz™

Rifka Schulman-Rosenbaum . Kimber M. Simmons?™C -Emily K. Sims®' . Jay 5. Skyler 20 Laura B. Smith®™
Cate Speake?* - Andrea K. Steck™® - Nicholas . B Thomas**® - Ksenia . Tonyushkina®® - iita Vejola®C -
John M. Wentworth®”#*© - Diane K. Wherrett - Jamie R. Wood” - Anetts-Gabriele Ziegler* 0 -
Linda A. DiMeglio

Published online June 2024

Highlighting the new consensus guidelines for managing people
at risk of, and with early-stage type 1 diabetes.
Relevance to clinical care in the UK

* Frequency and intensity of follow up for adults and children with pre-T1D,
glucose monitoring, safety, insulin initiation

« Urgent need to educate health care professional colleagues around pre-T1D
* Pre-T1D best managed in secondary care
* Potential need for psychosocial support

* Need for more research

Narendran et al 2025, Diabetic Medicine
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Queen
Elizabeth
Hospital

/| Birmingham

M -~ Early T1 Diabetes Service

Who we can see How to refer

« Clinical service open nationally
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Teplizumab in Clinical Ry . TN
Care < -
? Edinburgh
* 14 children identified through ELSA Glasgow

as eligible for Teplizumab through 11 o) .
Sites Dery United @mm
Kingdom ;e

* Young People (< 16 years): Renuka Dias « Supporting teams to deliver 5“,‘;‘;{:'9“ outom
. . Q) e
« Virtual/In-person « bue diahetesadministrators@nhs net  Weekly Friday meetings to discuss Dvsn:w's'"m'" )
« Shared care with local teams . 01213338188 strategies and options . Manchester
5 S Liveipoal - shefi@)!
* Early T1D (Stage 1/2/3a) « Adults (>16 years): Parth Narendran « Pharmacy: shared BCH DTC refand 9
+ 2 2islet Aab (GAD/IAA2/Zn-T8/IA 2A) . @ Ty o) sim@ha s
* Not requiring insulin or very early need « \Wendv.read@uhb.nhs.uk (sec) * Protocol for delivery: Shared US m”‘ig o e PWALES evotann
forinsulin . 01213714407 consensus L2~ Q % O
* Funding and bed options e Lo
* BCH experience
T 2
crmal
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First of disease modifying therapy
in the UK clinical setting

14 yr male; Father has T1D
* AAB GAD 65, ZnT8 +ve, OGTT (ELSA)

Timepoint Glucose mmol/l Glucose mmol/l

0 4.8 4.6

120 9.1 101

HbA1c 26 29 (rise of 11.1% in 8 months)

Approved for Teplizumab treatment under Sanofi MAP September 2024
ps: anofi h

program

pp

Teplizumab in Practice

* Delivered on CRF

« Able to offer a skilled and experienced team of nurses who have delivered
new drugs as part of research for many years

* No bed pressures compared to normal ward beds

« Clinical Experience
* No rashes/fever
* Minimal neutropenia
« Significant lymphopenia (nadir 0.6)
IV access issues initially

35

36


mailto:r.dias1@nhs.net
mailto:bwc.diabetesadministrators@nhs.net
mailto:Parth.Narendran@uhb.nhs.uk
mailto:Wendy.read@uhb.nhs.uk

2/1/25

Screening?
ADA 2.7 Autoantibody-based screening for \ Practicalities of 14-day infusion? \

presymptomatic type 1 diabetes should be offered to Su m m a ry

those with a family history of type 1 diabetes or

otherwise known elevated genetic risk. Which centres?

=1\
identification

of T1D has
clinical
advantages

UK needs
Disease to prepare!

modifying
drugs are
coming

NHSE
Professional organisations
Patient organisations
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