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Our changing
approach with
therapies- person
centred,
preventative and
cost efficacious

Co-ownership of
therapies

Overview

/Anaw era of
insuline and use
of techiralogy in
conjuncticn vvith

pharmacotherapy

Prevention for
type 1 diabetes
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From Gluco-Centric Care to Person- Centric

Care

Implementing 24
hours of behaviour
to support diabetes
—sitting, stepping,
sleeping, sweating,

strengthening

Monirivig < 8.
blooad t :sts,
screening, reinote
monitoring etc

Person
characteristics e.g.
lifestyle , co-
morbidities,

Person with optimised
care and quality of life

Support for
implementation e.g.
structured
education,
technology

Treatment
considerations
tailored to that

person e.g.

complexity of
regimen, side effects

Shared management
plan with SMART
objectives



People who have

benefitted from Public !

Health Interventions
relevant to primordial
prevention of LTCs

Primordial Preve

OHID/
Puhlic
Health
miti:gati
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existing risk factor
[e.g. HTN) or LTC

(Diabetes, CVDP, CKD) People whoare

aware that they
have risk factors
(e.g. HTH,
existing LTC) for
CaReMe

Multimorbidity

——

who are
eli Risk

Fact r}
Managergent

to avoid
CaReMe co-

morbidity

People who
have optimal
Risk Factor/LTC
Management
to avoid
aReMe co-
opRidity

N

People who
are complaint
with risk
factor/LTC care
plan yet
remain at risk
of developing
CaReMe
multimorbidity

Secondary Prevention

People
identified as
having CaReMe
Multimorbidity
(diabetes, CKD
3-5, CHD) and
eligible for
therapy to
manage their
CaReMe LTCs

Decay Model — CaReMe Multimorbidity

People who have risk
factors for CaReMe
Multimorbidity e.g.

People with
CaReMe
Multimorbidity
have a
comprehensive
holistic care and
support plan to
support clinical
optimisation

Timely and
appropriate
management
of
complications
(including
Eol) for
people with

increasing
complexity
CaReMe
multi-
morbidity

tion Primary Prevention

W

''''''

stream.

'''''''''''''

Tertiary Prevention




Costs of Complications

4/0/\
We are spending over EIO.fO

I . Complications Type 1 Type 2
m|”|0n pounds In the UK on &Renal Replacement £150,520,000 £690,425,000
diabetes direct costs and @5pv
£3.3 billion is being spent VIO FLLO95,000 - £353,536,000

) ) Stroke /6\ £9,9930,000 £184,916,000
On IndlreCt COStS' CHD O £48,700,000 £1,440,475,000
HF £12,318,000 £313,831,000

Hex N, MacDonald R,Pocock J, et al. Estimation of the direct health andindirect societal costs of diabetes in the UK using acost of illness model. Diabet Med.

2024;41:e15326.d0i:10.1111/dme.15326
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s Weight management services

¢ Heart failure
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Multi-Incretin Therapies

Retratrutide (Phase 2 study)

-5.00%

Semaglutide 2.4mg (phase 3 trial)

0.00%
-2.00%
-4.00%
-6.00%
-8.00%

-10.00%

-12.00%

-14.00% -300e placebo

-16.00% MEeeho 1 ‘ 24 weeks -7.20% | -17.30% -17.30% | -17.50% -1.60%
m 48 weeks -8.70% -17.10% -22.80% -24.20% -2.10%

-10.00%

-15.00%

-20.00%

AXIS TITLE

-25.00%

WEIGHT LOSS FROM BASELINE

68 weeks | -14.90% -2.40%

Tirzepatide (phas<¢ 4 study)

0%

-5%

-10%

-15%

-20%

WEIGHT CHANGE FROM BASELINE

-25%
placebo

72 weeks | 20.90% | -3.10%

Jastreboff, Ania M., et al. "Triple—hormone-receptor agonist retatrutide for obesity—a phase 2 trial." New England Journal of Medicine 389.6 (2023): 514-526.

Wilding JP, Batterham RL, Calanna S, Davies M, Van Gaal LF, Lingvay |, McGowan BM, Rosenstock J, Tran MT, Wadden TA, Wharton S. Once-weekly semaglutide in adults with overweight or obesity. New England Journal of Medicine. 2021 Mar
18;384(11):989-1002.

Jastreboff AM, Aronne LJ, Ahmad NN, Wharton S, Connery L, Alves B, Kiyosue A, Zhang S, Liu B, Bunck MC, Stefanski A. Tirzepatide once weekly for the treatment of obesity. New England Journal of Medicine. 2022 Jul 21;387(3):205-16.



4 Key things in 4 months to Save Lives for Adults with CKD (ideally do in every pationt with eFres0

or UACR 2 3 mg/mmol)

Month 1

Month 2

Month 3

Consider at month 4 onwards

Maximum intensity RAS/ RAAS
blockade and Optimise Lipids

Start SGLT2i
{Referring to ‘safe and effective use of SGLT2is' guidance)

Optimise Blood Pressure and Other
Cardiovascular Rigk Factors

Consider referral for Ejinergnons.
see shared care guideline

Start ACE-inhibitor or ARB in the
following populations:

1. Adulis with hyperiension
and an ACR=30mag/mmol
(category A3 or above)

2. Adulis with diabetes and
an ACR=3mg/mmaol
{category AZ2)

3 Adulis without diabetes
and ACR=7T0mg/mmal
(also refer o nephrology)

Titrate to maximum tolerated
licensed dose (NICE, NG203)
Ideally do this within one month
(see rapid titration protocol for
RAAS blockade below)

Caution use Creatinine clearance
(CrCl) cut-offs when titrating dose
of ACE/ARBE. See blood results and
monitoring for further guidance.
(page 4)

Atorvastatin 20mg once daily
should be offered as initial therapy
for primary and secondary
prevention and national guidelines
followed for review and titration.
Optimise lipid lowering therapies
according to national lipid lowering
guidance MHS Accelerated Access
Collaborative » Summary of
national quidance for lipid
management {england.nhs. uk}

Person with Type 2 Diabetes

Start Dapagliflozin 10mg once daily
ensuring the person ha
25-T5 mL/min/1.73m2
that glycaemic ben
limited at an eGFR
=45ml/min/1.73m?

OR

Start Empagliflozin 10mg once
daily ensuring the person has an
eGFR 20-%0ml/min/1.73m2
recognising that glycaemic benefits
will be limited at an
eGFR=45mlimin/1.73m?

Person without Type 2 Diabetes
(NB not for people living with
T1DM unless under specialist

care)
Start Dapaglifiozin 10mg once daily
ensuring the person has:

1. aneGFR 25-75
mL/minf1.73m2 and

x 2. UACR of 222.6 mg/mmol,
excluding people with
polycystic kidney disease
or on immunaological

»ﬂeraw for renal disease

vnivould mot be suitable
@ ELTZ2i therapy.
Start Empagli 0
daily ensuring the h
either:

1. AneGFR 20
mlfmin/1.723m? to ss
than 45mlimin/1.7 NG

2. AneGFR
A5ml/min/1.73m? -
Q0ml/min/1.73m? and
UACR = 22 6mg/mmal.

Initiate further blood pressure
agents to treat to target

« UACR = 70mg/mmaol:
=130/80mmHg

»  UACR=T0mg/mmol:
Ideally =120/80mmHg taking
into consideration frailty and
co-morbidities.

Caution in the elderly/frail —
consider reviewing the fargets

Encourage home monitoring of
Blood Pressure (NB targets are
5mmHg lower for HEPM)

In those who have had a
cardiovascular event, ensure
offered aspirin with appropriate
gasiric protection (in some cases a
H2 receptor antagonist may be
aeierred e.q., if having electrolyte
aormalities or in the instance of

e is the H2 receptor
choice in this

(NB: Agents are iisted in alphabetical

rather than preferential order)

“We would not advocate switching SGLT2is =o in those already
established (including those on Canagliflozin) we would advise they
confinue and those already established on empaglifiozin 25ma once daily
should continue unless indicated to drop dose.

Specialist initiation only if history of. fransplantation; on immunological
therapy; polycystic kidney disease; haemodialysis.

onsideration of
the increased bleeding risk,
including thrombocytopathy with
low eGFR.

In those with established CAD or
PAD at high risk of ischaemic
events (see NICE) consider 2.5mg
bd rivaroxaban alongside aspirin.

Only it eGFR=15ml/min.

Only for people living with Type 2
Diabetes and who also has:

- stage 3 or 4 CKD (eGFR =25-
=B0mimin/1.73m?) with

albuminuria (UACR =3mag/mmaol)
- been optimised on standard care

(RAAS blockade and
SGLT2ihibitors)

Fingrengne can only be initiated if serum
potassium =4 3mmaoliL or if serum

potassium =48 to 5 mmol/L then initiation

can be considered with additional
monitoring in the first 4 weeks based on
patient characteristics and potassium
levels.

Initiate the lower dose of Ej
10mg if eGFR 25-59mlimin/1.73m2

Lifestyle advice — diet, exercise, weight management, smoking cessation

)




FINEARTS-HF

Trial Population

PEOPLE WITH WORSENENING

* HFmrEF or HFpEF ( EF 240%) HEART FAILURE (RATE RATIO
* >40 years old 0.84(Cl 0.74-0.95 P=0.007)
* Elevated pro-BNP 1300
* Evidence of structural heart disease ¢ oo

O o

) 1100
Intervention )\ 1050 .
1000

* 1:1 finerenone (either 20mg or 40mg depending on baselineO 920 Finerenone Placebo
eGFR) or placebo

NUMBER OF PEOPLE

m People with Worsening Heart

@@ Failure and Deaths

1083 1283

Primary Endpoint O
composite of total (first and repeat) worsening HF events and O
cardiovascular death ,0
) <
Secondary Endpoints Cillars of Care for

all-cause mortality and a composite kidney outcome (sustained HFrEF or HFmrEF
50% or greater decline in eGFR, sustained decline in eGFR to less
than 15 ml/min/1.73 m2 or initiation of chronic dialysis or kidney
transplantation

Finerenone

Solomon SD, McMurray JJ, Vaduganathan M, Claggett B, Jhund PS, Desai AS, Henderson AD, Lam CS, Pitt B, Senni M, Shah SJ. Finerenone in heart failure with mildly
reduced or preserved ejection fraction. New England Journal of Medicine. 2024 Sep 1.



GLP1-RAs Reduce CV Risk in People
Living with Diabetes

Lixisenatide Exenatide Liraglutide S/C Semaglutide Dulaglutide Oral

(ELIXA)L Qw (LEADER)? (SUSTAIN 6)* (REWIND)3 Semagutide
(EXSCEL)"

(PIONEER)®
MACE 2% vo (U ) 13% 126% L12% 121%
J

Non-fatal Ml T™2% J 9% A 4 26% 4% T™18%

Non-Fatal Stroke T 12% $15% \1,11%62(\ $29% $124% 126%
CV Death 2% 112% 122% %’o 9% 151%
All-cause death  {, 6% 114% 115% ’1‘5%/6\ 110% 1.49%

HF Hospitalisation 4% J 6% 4 13% J11% $7% 4 14%

Pfeffer MA, Claggett B, Diaz R et al. Lixisenatide in Patients with Type 2 Diabetes and Acute Coronary Syndrome N Engl J Med 2015; 373:2247-2257

Holman RR, Bethel MA, Mentz RJ et al. Effects of Once-Weekly Exenatide on Cardiovascular Outcomes in Type 2 Diabetes N Engl J Med 2017; 377:1228-1239

Marso SP, Bain SC, Consoli A et al. Liraglutide and Cardiovascular Outcomes in Type 2 Diabetes N Engl J Med 2016; 375:1834-1844

Marso P, Daniels GH et al. Semaglutide and Cardiovascular Outcomes in Patients with Type 2 Diabetes N Engl J Med 2016; 354:311-22

Gerstein et al.2019. Dulaglutide and cardiovascular outcomes in type 2 diabetes (REWIND): a double-blind, randomised placebo-controlled trial. Lancet.394:121-130
Husain M et al. 2019. Oral Semaglutide and Cardiovascular Outcomes in Patients with Type 2 Diabetes. NEJM. 381:841-851

ok wneE



SELECT Trial — Semaglutide and Cardiovascular
Outcomes in People without Diabetes

Trial Population

* Non diabetes ¢O

* Pre-existing cardiovascular disease (Svgk}

MI, PVD or combo)
* Overweight and obese (BMI>27kg/m?)

Death from Cardiovascular Causes, Nonfatal
Myocardial Infarction, or Nonfatal Stroke
O (HR=0.80 CI 0.72-0.90 p=0.001)

800 10.0%

OO
* 45 years of age or older G 600 o
400 4'0;
. 2.0%
Intervention .
. /< > Semaglutide (n=8803) placebo (n=8801)
1.1 Semag|UtIde 2-4mg VS- placebo /@ B number of patients with primary endpoint
O % patients with primary endpoint

Primary Endpoint

composite of the first occurrence of death from
cardiovascular causes, nonfatal myocardial
infarction, or nonfatal stroke in a time-to-event
analysis

Lincoff, A.M., Brown-Frandsen, K., Colhoun, H.M., Deanfield, J., Emerson, S.S., Esbjerg, S., Hardt-Lindberg, S., Hovingh, G.K., Kahn, S.E., Kushner, R.F. and Lingvay, |., 2023. Semaglutide
and cardiovascular outcomes in obesity without diabetes. New England Journal of Medicine, 389(24), pp.2221-2232.



MAFLD — Metabolic Associated Fatty Liver Disease

Metabolic dysfunction-associated steatotic liver disease (MASLD),
previously termed non-alcoholic fatty liver disease (NAFLD), is defined as
steatotic liver disease (SLD) in the presence of one or more

diometabolic risk factor(s) and the absence of harmful alcohol intake.

L

Type 2 diabetes

ar
obesity + 21 cardiometabolic risk factor(s)
ar
persistently elevaled ver BNZymeas
Steatotic liver disease
O Hepatic steatosis identified by imaging or biopsy

- FiB-4* B
,-I Presance of any of the cardiometabolic
criteria?

| : |
@ @ YES E NO
<1.3 1.3-2.87 1 =267 = L : L

Metabolic dysfunction- Presence (history) of
associated NO —— aloohol consumption =20 g/day in women
VCTE .
or alternative test™”*

and >30 gfday in men?

T
YES
L]
Aleohol intake
=50 g/day in women and |+
=60 giday in men?
T

<8.0 kPa =80 kPa
Intensified management \
fi
[ of comorbidities™ ! [ Hepatology referral J r mﬂamn@
IS OO

Other causes of
YES steatosis?

T ]
hallooning NO YES | YES NO
re-assess FIB-4 «  [eagnostic work-up and management plan for " ' }
at =1 year liver-related outcomeas Metabolic dysfunct MetALD Alcohol-related liver + Drug-induced liver Cryptogenic SLD
* |ntensified management of comarbidities (in a associated (20-50 g/day in women disease (ALD) disease (DILI)
Re-assess FIB-4 FliB-4 Fig-4 multiciscipfinary team) steatchepalitis Iand ) (=50 giday in women + Monogenic diseases
evary 1-3 years <1.3 213 f (MASH) 30-60 g/day in men) and =60 g/day in men) B Miscelancois

* FIB-4 thresholds valid for age =65 years (for age =65 years: lower FIB-4 cut-off is 2.0)
* g.g. litestyle intervention, treatment of comorbidibies (e.q. GLP1RA), banatric proceduras
*** g.g9. MRE. SWE, ELF, with adapted threshalds

Fland (& are options, depending on medical history, clinical context and local resources

EASL-EASD—-EASO Clinical Practice Guidelines on the management of metabolic dysfunction-associated steatotic liver disease (MASLD)Tacke, Frank et al. Journal
of Hepatology, Volume 81, Issue 3, 492 - 542



Resolution of MASH and No Worsening of
SY N E RGY - N AS H esolution o Fib:)l;is O vvorsening o

Trial Population
* biopsy-confirmed MASH and stage F2 or F3 (modg%r severe) fibrosis
* With or without Diabetes

* Age 18-80 years old O}
e« BMI27-50 } Tirzepatide 10mg

Intervention
@ Tirzepatide 5mg
primary end point was resolution of MASH without worsening of fibrosis at OO

Tirzepatide 15mg

Tirzepatide 5mg, Tirzepatide 10mg, Tirzepatide 15mg vs. placebo

Primary Endpoint

52 weeks
Secondary Endpoint /
improvement (decrease) of at least one fibrosis stage without worsening of & Placebo

MASH O

M Resolution of MASH and No
Worsening of Fibrosis

0% 10% 20% 30% 40% 50% 60% 70%
Placebo Tirzepatide 5mg | Tirzepatide 10mg Tirzepatide 15mg

10% 44% 56% 62%

Loomba R, Hartman ML, Lawitz EJ, Vuppalanchi R, Boursier J, Bugianesi E, Yoneda M, Behling C, Cummings OW,
Tang Y, Brouwers B. Tirzepatide for Metabolic Dysfunction—Associated Steatohepatitis with Liver Fibrosis. New
England Journal of Medicine. 2024 Jun 8.



FLOW — Semaglutide 1mg ow + T2D and CKD standard of care

Trial Population

Adults Time to first occurrence of major kidney Annual rate of change in eGFR (total
outcomes consisting of: eGFR slope)

Type 2 Diabetes

* Kidney failure: onset of persistent . .
< o (< ¢
HbAlc < 10% (<86mmol/mol) O eGFR<15ml/min/1.73m2 or initiation of Time to first occurrence of a

eGFR 250 - <75ml/min/1.73m2 and UACR '\ _ chronic idney replacement therapy Compos e “f/észou:ﬁome o
>300- <5000mg/g OR eGFR 225 - )\(dlalysw or transplant) g:r;‘sclji I;{i; Strc)keea , hon-fata
zgg(r)n(:{nml/n/l.73m2 and UACR >100- . @east a 50% reduction in the eGFR from
&/8 bas Time to occurrence of all-cause
. @ death
RA Blockade Vo Hemeoes
e (CVdeath
eGFR UACR <30mg/g | UACR>30- 2300mg/g
(ml/min/1.73m2) <300mg/g 9 3 0// p at I e ntS I N
>90 1(<0.1) 7(0.2) 23(0.6)
>60-<90 24(0.7) 173(4.9) 491(13.9) t h e tria I were

>45-<60 37(1.0)

224p2) _ high risk
>30-<45 40(1.1)
>15-<30 Perkovic, V., Tuttle, K. R., Rossing, P et al. (2024). Effects of semaglutide on chronic
kidney disease in patients with type 2 diabetes. New England Journal of

Medicine, 391(2), 109-121.



Flow: OQutcomes

To prevent 1 composite kidney outcome

)(;driven by CV death and reduction in
r?nber of people having a 50% reduction
i @eGFR from baseline )

&

20 people

Non-s al MRAs and SGLT2is were not licenced
specifica CKD at the time of the trial (when those who
were on S were looked at alone, less convincing

benefit for Semgalutide)

Certain ethnicities at higher risk were under represented in
the trial ( black and indigenous)

May not be translatable results to lower risk populations

Perkovic, V., Tuttle, K. R., Rossing, P et al. (2024). Effects of semaglutide on chronic kidney disease in patients with type 2 diabetes. New England Journal of
Medicine, 391(2), 109-121.



Thinking About how medications effect our Time In Range

100% time in
Range

10
mmol/L

3.9 mmol/

12 am 12 noon

Battelino T, Danne T, Bergenstal RM et al. Clinical Targets for
Continuous Glucose Monitoring Data Interpretation: Recommendations
From the International Consensus on Time in Range. Diabetes Care.
2019 Aug;42(8):1593-1603. doi: 10.2337/dci19-0028. Epub 2019 Jun 8.
PMID: 31177185; PMCID: PMC6973648.

"W_«%

(13 9 mmoliL)

>180 mg/dL
(10.0 mmoliL)

Target Range:
70-180 mgldL
(3.8-10.0 mmollL)

<70 mg/dL (3.9 mmol/L)
<54 ma/dL (3.0 mmollL)

<25%"

>70%

<4%"™
<1%

O s
Type 1 & Type 2

A) Aty

(138

>180 mg/dL
(10.0 mmoiiL)

Target Range:
70-180 mg/dL
(3.9-10.0 mmolL)

<70 mg/dL (3.9 mmollL)

<1%

Pregnancy:
Type 1
DiabetesT

Target
>140 mg/dL

(7.8 mmoliL) <
Target Range:

63-140 mg/dL >70%
(3.5-7.8 mmallL)

<63 mg/dL (3.5 mmolL) <4%"

<54 mag/dL (3.0 mmollL) <1%

Pregnancy:
Gestational & Type 2

>140 mg/dL
(7.8 mmoliL)

Target Range:
63-140 mg/dL
{3.5-7.8 mmoliL)

<63 mg/dL (3.5 mmollL)
<54 mg/dL (3.0 mmollL)




Type 2 Diabetes and Continuous Glucose
Monitoring

Continuous Glucose Monitoring Type 2 Diabetes

Improved glycaemic control (mean differ (MD) in HbA, . of
-3.43 mmol/mol (-0.31%; 95% Cl -4.75, ~3(11) g<0.00001, 12=15%;
moderate certainty) } )\

Increased time in range. TIR (+6.36%; 95% Cl +2.48,0

+10.24, p=0.001, ?=9%) 62(\

Decrease in TBR (-0.66%; 95% Cl -1.21, -0.12, p=0.02, />=45 O

28

Decrease in TAR (-5.86%; 95% Cl -10.88, -0.84, p=0.02, 1>=37%) /

Decrease glycaemic variability (-1.47%; 95% Cl —-2.94,
-0.01, p=0.05, /1>=0%)

Lack of outcomes data on severe hypoglycaemia, microvascular and
macrovascular complications

Jancev M, Vissers TACM, Visseren FLJ, van Bon AC, Serné EH, DeVries JH, de Valk HW, van Sloten TT. Continuous glucose monitoring in adults with type 2 diabetes: a systematic review and
meta-analysis. Diabetologia. 2024 May;67(5):798-810. doi: 10.1007/s00125-024-06107-6. Epub 2024 Feb 16. PMID: 38363342; PMCID: PMC10954850.



Type 1 Diabetes and Hybrid Closed Loop Systems

Control algorithm

Continuous _
eliEeas Insulin
Sensor AUl

Top Tips for Primary Care
Person still needs some pen in or back up
just in case pump/HCL system fail

Person still needs CBG monitoring jus;ln case
CGM failure

You should be able to reduce the quantities of
both however do this collaboratively with the
person living with diabetes



Evolution of Insulin — Once Weekly Insulin

Clinical Benefits Pharmacotherapeutic Benefits

Convenience of once weekly dosing Lower clearance and longer half life

Easier to overcome clinical inertia O@Smoother/ﬂatter blood insulin levels and

${icacy

Improved treatment adherence o@ within day and between day
variaifiliy

Good glycaemic outcomes Compara lood glucose lowering
effect

O

Shetty S, Suvarna R. Efficacy and safety of once-weekly insulin icodec in type 2 diabetes: A meta-analysis of ONWARDS phase 3 randomized controlled trials.
Diabetes Obes Metab. 2024 Mar;26(3):1069-1081. doi: 10.1111/dom.15408. Epub 2024 Jan 8. PMID: 38192022.



Insulin lcodec e
O

/<(\O

Shetty S, Suvarna R. Efficacy and safety of once-weekly insulin icodec in type 2 diabetes: A meta-analysis of ONWARDS phase 3 randomized
controlled trials. Diabetes Obes Metab. 2024 Mar;26(3):1069-1081. doi: 10.1111/dom.15408. Epub 2024 Jan 8. PMID: 38192022.




Insulin Efsitora Alfa
* Once weekly insulin ¢O
* Phase 3 study looking at Ingfl}n
Efitora Alfa vs. Degludecin "
insulin naiive patients on GLP-1 62(\
and not on GLP-1 therapy C_

Wysham C, Bajaj HS, Del Prato S, Franco DR, Kiyosue A, Dahl D, Zhou C, Carr MC, Case M, Firmino Gongalves L. Insulin Efsitora versus Degludec in Type 2
Diabetes without Previous Insulin Treatment. New England Journal of Medicine. 2024 Sep 10.




What does the ELSA Study involve?

In the ELSA Study, we are screening children for type 1
diabetes. The study has 5 steps:

® Step 1- Finger prick blood test to screen for antibodies
(20,000 children)

Step 2 - Venous blood test to test for antibodies (for
children who screened positive at stage 1)

S, Venous blood tests for staging of type 1
dia @r children who tested positive at stage 2)

Step 4 %n session (for parents of children at-
risk)

Step 5 - Intervie arents/guardians to provide

Screening for  [ERSEEESING The ELSA Study
Type 1

The ELSA Study is screening children for type 1
diabetes.

Children aged 3-13 years can have a simple
finger stick blood test to find out their risk of
developing type 1 diabetes in the future.

Currently open to families living in England,
Scotland, Wales and Northern Ireland.

www.elsadiabetes.nhs.uk/about



https://www.elsadiabetes.nhs.uk/about

T1DM Prevention — Teplizumab

Stage 1

Presence of beta cell
autoimmunity. Two or more islet
cell antibodies with
normoglycaemia and
presymptomatic.

Stage 2

Pi1~sence of beta cell Stage 3
autoinimunity with dysglycaemic symptomatic
and rresymptomatic

14-days regimen o1 'V iafusions of Teplizumab (human
monoclonal antibody to CD3 on T cells) delays the
development of stage 3 type 1 and improves beta cell
function

Teplizumab for treatment of type 1 diabetes (Protégé study): 1-year results from a randomised, placebo-controlled trial.Sherry, Nicole et al. The Lancet, Volume 378, Issue 9790, 487 — 497.

Insel RA, Dunne JL, Atkinson MA, Chiang JL, Dabelea D, Gottlieb PA, Greenbaum CJ, Herold KC, Krischer JP, Lernmark A, Ratner RE, Rewers MJ, Schatz DA, Skyler JS, Sosenko JM, Ziegler AG. Staging presymptomatic type 1 diabetes: a scientific statement of JDRF
the Endocrine Society, and the American Diabetes Association. Diabetes Care. 2015 Oct;38(10):1964-74. doi: 10.2337/dc15-1419. PMID: 26404926; PMCID: PMC5321245.

Herold KC, Gitelman SE, Gottlieb PA, Knecht LA, Raymond R, Ramos EL. Teplizumab: A Disease-Modifying Therapy for Type 1 Diabetes That Preserves B-Cell Function. Diabetes Care. 2023 Oct 1;46(10):1848-1856. doi: 10.2337/dc23-0675. PMID: 37607392;
PMCID: PMC10545553.



Thank you - Questions
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