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the latest developments filtered for you ®

(Faxw

" Diabetes Distilled: Heartand  Diabetes Distilled: Time to
i i - SOUL - oral semaglutide intensify blood pressure
demonstrates treatment in people with
@ Diabetes Distilled demonsirats reamentinpes
]“:gh’riﬂ‘peo BPROAD study: Reducing
diabetes systolic blood pressure to <120
. . . . . H <140 Hgin...
Diabetes distilled is an e-newsletter from the Primary po—-i beoplo with type 2 diabstes.
Care Diabetes and Obesity Society designed to share fm'
25 3 Apr 2025

the latest developments in diabetes and obesity for .-
primary care teams. We summarise the latest papers
that matter.

Diabetes Distilled: Diabetes Distilled: Reframing
Finerenone reduces new the definition and diagnosis
diabetes and improves heart of clinical obesity

failure outcomes in the

Consensus report advises
definitions of clinical and pre-
clinical obesity, according to...
the presence of obesity-related

FINEARTS-HF trial

Some of the known excess risk
of type 2 diabetes in people
with heart failure attenuated,...
and outcomes improved.

3 Mar 2025 3 Mar 2025

Diabetes Distilled:

Preserving muscle is
important when using
incretin mimetics for weight
loss

How to minimise loss of muscle

mass when using GLP-1-based
therapies for weight loss.

26 Mar 2025

- ‘.l
Diabetes Distilled: The 4S
Pathway - realigning
management for older
people with diabetes
Practical guidance from the
International Geriatric Diabetes
Society on the mandagement o...
diabetes in older people.

3 Mar 2025
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ORI Weight stigma and bias: standards of
Diabetes

Recent obesity—related resources

e care in overweight and obesity —2025 .
& Care from our journals
Raveendhara R Bannuru © , Professional Practice Committee
ADA 2025 May:13:€004962 NICE overweight and obesity
- - , )
v" Weight bias — negative attitudes, blame. Explicit or implicit gmdelmes what's new?
v’ Weight stigma — social devaluation and mistreatment based on size gr.Sk'ne 5(2025) Ata glance factsheet:
_ ) o o _ iabetes and Primary Care 27: 51-3
v 3 crucial areas: education and training, clinical environment and A
practice, communication and collaboration (person-centred Q Intermittent fasting for the
language, ask first, shared decision-making) management of weight and diabetes

0 Harvie M, McDiarmid S (2024) At a glance
factsheet: Diabetes & Primary Care 26: 81-4

Weight Stigma

) Diabetes Distilled

Tirzepatide SURMOUNTSs semaglutide
for weight loss

Preserving muscle is important when using
incretin mimetics for weight loss

ical HealthfDistrass

NICE guidance on tirzepatide
for weight management

How carefully have we assessed our own weight bias? How often do we really consider impact of weight stigma?
Is our practice obesity-friendly?



Lancet Diabetes and Endocrinology Commission

Definition and diagnostic criteria of clinical obesity Coming soon from PCDOS — Obesity and weight management

modules
Diagnosis
Soreening: BM at, or above, age, gender, or ethnicity thresholdds for obesity
o Excess body fat? l_ Measurements of body size

:E‘ The first step in such a diagnosis e e s e Th
H is confirming excess body fat, measurements of body size that can be 4
3 Clinical confirmation of abnormal fat maes by. o obesit which can be achigred via one of used to confirm excess body fat: :§_
5 = Anthropometric measures (waist circumnference, | Moo (normal fat the following thredgriteria "
- ﬂwui-st to-hip ratia, efc) i mass) . o - Q
Eri - ; Waist circumference =
i + Direct body fak measwrement I~ =102 cm for men® 'é
’ | =88 cm for women* &
: =
Yes b=
* ALgasl one measurement of ]
Medical history and physical eamination body size and BMI Waist-to-hip ratio g
\ =) =0.90 for men™ =
s : |
> L , 1 : ] T/ 085 forwomen <
' i ' { ' 7
é = Mo sigrs ar = Signs or Limitations af i\ ] . 5;
% | Predinical symptams symptams daily activities Clinical . — ] =g
B | obesity N limitations - Cirgan . ! Waist-to-height ratio =
I of daily dysfanction chesity At least two measurements of .-"* i =050 for all* "E
E Iy acthities body size, regardless of BMI 1_5
- N . 3
: / 5

Further d i it -
urther diagnostic assessme e Excess body fat can pragmatically E
& | L | be assumed if BMI is =40 kgfm? =
L O g =
. 5
::tidm“ v Direct body fat measurement, =
such as a DEXA scan

Figure 8: Clinical assessment of obesity

Most guidelines measurement body size/distribution not just BMI

Do we consider functional impairment and whether due to obesity or not?



Lancet Diabetes and Endocrinology Commission

Definition and diagnostic criteria of clinical obesity Reframing the definition and diagnosis ) Diabetes Distilled

of clinical obesity

Brown P (2025) Diabetes Distilled
Diabetes & Primary Care 27: 25—-8

Soreening: BM at, or above, age, gender, or ethnicity thresholdds for obesity

l

&
Clinical confirmation of abnormal fat maes by: .
E « Anthropometric measures {waist circumference, Mo N HD#:}T
i waist-to-hip ratia, etc) o ':"""'!‘“ at
E or mass)
A condition of excess bod with A chronic disease duve to obesity alone, and characterised by
¥es variable level of healjpmy ng illness signs and symptoms of ongoing organ dysfunction and/or

w

reduced ability to conduct daily activities
Medical history and physical eamination

People ||\.r|ru:_; with clinical ub-l,-};[}r have reduced
tissue or organ function due to obesity, such as:

‘ Are generally at a higher

. v .

arg:m ar TS

risk of developing
diseases, such as

« Mosigns ar - Signs or Limitations of due to obesity ' Breathlesness caused ' A custer of metabolic
, rg,'Hnrrri::ﬂT:inm , El,'r;r:am: daily activitics ) # Clinical obesity - by effects uF{ﬂ.‘bc"utj,' on - abnormalities
i I N * Cardiovascular disease EHE TR O SN i
::':r?ns sysiamction day-to-day activities - : I Dysfunction of other
unhindered * SOMme Cancers I Knee or hip pain - organs including
l * Type 2 diabetes - with joint stifness kidneys, upper airways,

Further diagnostic assessment

Mat obesity
refated

Dbesity
refated

Figure 8: Clinical assessment of obesity

Consider the distribution, function and biochemical impact of the excess body fat not just the BMI

and reduced range
of motion

nervous, urinary, and
reproductive systems.



Lancet Diabetes and Endocrinology Commission

Definition and diagnostic criteria of clinical obesity Some aspects of the guidance is controversial!

NS U : Box 2. Diagnostic criteria for clinical obesity in adults.
pper airways
Vision loss, recurrent headaches, or both Apnoea or hypopnoea during sleep (due Central nervous system Liver
(due ta raised intracranial pressure) to increased upper ainways resistance) Signs of raised intracranial pressure, such as: @ NAFLD with hepatic fibrosis
! Carch ® Vision loss Renal
P o - S ® Recurrent headaches ® Microalbuminuria with reduced eGFR
Hypoventilation, breathlessness, + Heart fadure wath reduced ejection Uppier i B
wheezi ination of these fraction (due to reduced left Ky
z(::i : :1; mudm:@ :amc:limoe wmnu.‘fn' systolic function) S eRE e e & Recurrentichronic urmary inconlinence
g 3 Y . ¢ airway resistance) .
diaphragmatic compliance, or both) » Chronac fatsgue and lower limb Beproductive (female}
' oedema (due to impaired diastolic W ® Anovulation
Metabolism . 3 - c N uced lung compliance or e Oligomenorrhoea
Tha e . failure with preserved ic compliance, such as: & Polvcyst d
ter of hyperghycaemia, high ejection fraction) yCystic avary syndrome
cholesterol « Pulmonary artery hypertension @ Wheezing ® Male hypogonadism
Liver » Recurrent deep- ven thromboss or Cardisncaas Mzi":“h’?‘kflfm ; ; :
@ Chronic, severe knee or hi in associate
Metabolic dysfunction-assodated pulmonary embolam ® Reduced left ventricular systolic function — with joint stiffness and de‘_F:j et
steatotic liver disease with flhrasis « Raised arterial blood pressure heart failure with reduced ejection fraction i ; :
Renal {HFrEF) .
) A @ Chronic fatigue Lymphatlr_' ) )
Microalbuménuria with reduced eGFR @ Lower limb cedema due to impaired diastolic  ® LcMrer limb lymphedema causing !:hmmc
Reproductive dysfunction — heart failure with preserved pain ancor reduced range of mation
: jecti i Limitations of day-to-day activities
Ancwdation, obgomenorrhea and ejection fraction (HFpEF) R, ay y :
pobycysti yndrome, @ Chronic/recurrent atrial fibrillation Significant, age-adjusted limitations of mobility
::""‘U" ¥ oo o ® Pu[mm;[? artery h}'pEﬂEﬂSiﬂl‘l and/or other basic activities of daily ['E'u'i.l'lg.
i e @ Recumrent deep vein thrombosis such as:
Limitats Jail R ® Pulmonary thromboembolic disease & Bathing
ok h:t‘ m| ol @ Raised arterial blood pressure # Dressing
limitati Ii.n?;;ly Ireng hronic pamn, reduced of mati Mistybioh A
T :r b:-.tul:l] i e e ® The cluster of hyperglycaemia, high - C":"_""nw'e
triglyceride levels and low HDL-cholesterol ® Eating
levels
Figure 6: Diagnostic criteria for dinical obesity in adults
eGFR=estimated mh, fltration rate. Note: Be aware some of these conditions may have other causes than obesity.

Many people we support will fit clinical obesity criteria and should be managed as having a chronic disease




ideli in practice
"Guldehnes ¢ Use of Liraglutide, Semaglutide, and Tirzepatide for Medscape # uk X. Guidelines
What Do Primary Care Practitioners Need Adults Living With Overweight and Obesity Primary care Hacks
to Know About Weight-loss Medications?

NHS prescribing
v" Wales - only via specialist weight management services
except for NICE-recommended use in T2DM
Private prescribing
v’ Help keep people safe
v’ Raise awareness counterfeit products
v" If consult for other reasons educate regarding diet ()
and physical activity/lifestyle change benefits
v Contraception — non-hormonal 4 weeks at
initiation/dose change tirzepatide in obese woshe
v Ensure women know to discontinue prior t
planning pregnancy — 2/12 sema, 1/1 Qide

Take special care:
v" Acute pancreatitis risk (uncommon <1%)
vold if history of pancreatitis
are if high risk eg very high triglycerides
Ibladder disease (uncommon <1%)
v’ Rapid or significant weight loss increases
risk gallstones

Milne N 2023 How to use GLP-1 receptor agonist therapy safely and
effectively Diabetes & Primary Care 25: 11-13

n . .
" Diabetes Distilled . . . . . :
Tirzepatide and muscle composition changes in people with type 2 diabetes
Preserving muscle is important when using Brown P (2025) Diabetes Distilled: (SURPASS-3 MRI): a post-hoc analysis of a randomised, open-label, parallel-group,
incretin mimetics for weight loss Diabetes & Primary Care 27: 69-71 phase 3trial Sattar et al 2025 Lancet diabetes endocrinol

Muscle loss and malnutrition — real concerns or not — follow the ongoing debate
How are we coding people who are receiving non-NHS weight loss injections so we can search for them?
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Tirzepatide as Compared with Semaglutide

v
v

A NEANERN

for the Treatment of Obesity

Aronne et al for SURMOUNT-5 trial investigators
NEJM 2025

Open label RCT, obesity without T2DM; n=751
Tirzepatide 10 or 15mg, semaglutide 1.7 or 2.4mg +
behaviour change support
% weight change baseline to 72 weeks
WC change, % achieving 10%, 15%, 20%, 25%
Results

v' Mean% change in weight -20.2% tirzepatide -

13.7% semaglutide

v’ 31.6% achieved 25%+ with tirzepatide v 16.190

semaglutide

semaglutide
v" Mean change WC 18.4cm tirzepatiokQ@

v’ Beneficial changes BP, glycemia, fasting instin, TGs;

no change in LDL or non-HDL cholesterol

v’ Safety profiles consistent with previous studies

A Change in Body Weight
I, -

Percent Change

=202

Semaglutide

Tirzepatide,
B ‘Weight Reduction
irze

Sermaglutide

10%a 15%

Target Reduction |

n Body Weight

C Change in Waist Circumfierence

Change (cm))

i

-70h

-23

-18.4

Tirzepatide

Semaglutide

SURMOUNT-0SA
Malhotra et al 2024
Licensed for OSA in
us

SURMOUNT-MMO
ongoing

P‘ Diabetes Distilled

Tirzepatide SURMOUNTs semaglutide
for weight loss

Semaglutide and tirzepatide both very effective drugs for weight loss. We should individualise our drug choice

depending on clinical need — weight loss needed, CVD, renal, OSA, MASLD.



Semaglutide and Cardiovascular Outcomes 1n Obesity

standard of care

without Diabetes
SELECT trial NEJM 2023; 389

v' 17,604, obesity, established CVD, 45yrs+
v Semaglutide to 2.4mg v placebo + CV

A Primary Cardiovascular Composite End Point

C Heart Failure Compasite End Point

1009 109 Lusard ratio, 0.50 (35% CI, 0.72-0.50)
90 | P<0.0DL for superiority
&£ 804 Placebs
g m{ &
£
< 60 Semaglutide
k 4
-
2 ad 2
L
= J
E ] N e e s ey ]
S 04 0 B 12 18 24 30 36 42 aF
104
04 T T T T T T T 1
0 6 12 18 24 0 3 41 48
Manths since Randomization
No. at Risk
Placeba B201 #6521 £487 8326 Bl6¢ 7101 5660 4015 1672
Semaglutide 8803 BE05 2561 B427 8354 7239 5777 4126 1734

1009 67 Hazard ratio, 0,32 (35% C1, 0.71-0.95)
w{ o
£ a0 Placeba
= 4
% 70+
3
¥ 60 Sernaglutide
£ so04 2
o
g a4
RS
E o T T T T T T T 1
g 0 6 12 18 24 30 36 42 48
104
0 T o T T T T ]
i & 12 18 24 30 36 42 48
Manths since Randomization
Me. at Risk
Placeba 201 K711 2601 B4RS R3R1 7341 S5EES 4198 1766
Semaglutide 8803 &740 8654 K557 8425 7409 5944 4277 1816

B Death from Cardiovascular Causes

1009 47 Hazard ratio, 0.85 (95% C1, 0.71-1.01)
90+ P=0.07
— o Placebo
£ #q 3
ﬁ o 3 Semaglutide
4 &0
2 s
@ 1
Z 404
3 30
= 4
E o T T T 1
g 204 ¢ 6 12 18 24 30 35 42 42
10+
o T u ¥ T T T T 1
] & 12 18 24 30 36 42 4R
Maonths since Randomization
Mo, at Risk
Placebo 8801 5733 B634 528 B430 7395 5938 4250 1793
Sernaglutide BB01 E74% R673 S584 R4s5 7452 5988 4315 1832

D Death from Any Cause
100+ T
904 &
20 5
704 4
s Semaglutide
2
1
o

Hazard ratio, 0.81 (95% C1, 0.71-0.93)

504
404
30

T T T T T T T 1
204 O 6 1Z 18 24 30 38 42 48
10+
04 T T T T T T
0 & 12 18 24 30 i6

Cumulative Incidence [ %)

T 1
42 4B
Maonths since Randomization

Meo. at Risk
Placeba 8801 £733 8634 E525 2430 7395 5938 4350 1793
Sermaglutide 8803 £748 8673 584 8465 Ta52 59ER 4315 1832

Figure 1. Time-to-First-Event Analysis for Primary and Confirmatory Secondary Efficacy End Points.

O
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EUROPEAN CONGRESS ON OBESITY

11-14 MAY, 2025 | MALAGA, SPAIN

Exploring the early semaglutide benefits in adults with
overweight or obesity and cardiovascular disease: a secondary
analysis of the SELECT trial

v 1255 3 point
good CVD

ACE endpoints - 20% reduction on top of
ard of care

v AllI3M onents contributed to the risk reduction —
@ “on-fatal Ml or stroke

{ifst 3 months HR 0.62 MACE (38% reduction)

first 6 months

HR 0.59 3 point MACE (41% reduction)

v" HR 0.27 CV deaths (53% reduction)

v" HR 0.57 MI (43% reduction)

Stroke numerically fewer but not statistically significant

v In

Rapidly improves disease trajectory
v’ Before clinically meaningful weight loss
v" Not yet titrated to maximum tolerated dose

Suggests other actions beyond weight loss which impact very
early



The effect of GLP-1RAs on mental health and psychotropics-induced _. 7. o AR EE AR NS S S v
metabolic disorders: A systematic review -

11-14 MAY, 2025 | MALAGA, SPAIN

Glucagon-like peptide-1 analogues reduce alcohol intake
S]gr[d Breit , Daniela Hubl Psychonenroendocrinology 176 (2025) 107415

Tronstational Research Center, University Hospital of Psychiatry and Prychotherapy, University of Bern, Bern, Switzerland Maurice O'Farrell MBBS?! | Faisal I. Almohaileb MBBS?2 | Carel W.le Roux MD?

Diabetes Obes Metab. 2025;1-4.

Comprehensive review — GLP-1RAs safe and effective for Small study 262 people being treated for obesity

obesity treatment in adults with mental illness v 188%ollowed for 4 months: none increased intake
v People with severe mental health problems 3X more likely v Aneree alcohol intake _’11 3 units/wk to 4.3

to Ic?e Iiving with obesity (60%) . ular drinkers intake {, - 23.2 units/wk to 7.8 —
v" Weight gain and elevated glucose common with 68% decrease

antidepressants and antipsychotics v Exact mechanism not known
GLP-1RA data from 36 studies, 25,677 adults; liraglutide, \ v’ may curb cravings arising in subcortical areas

semaglutide, exenatide and dulaglutide not under conscious control — ‘effortless’

v" Weight and glycaemic reductions Q
v’ Beneficial effects on mood, well-being, QoL

v" No worsening of mental state, suicidal ris @issions
but continue to monitor closely

Alcohol Intake - Initial and Final

Efficacy and safety of semaglutide 2.4 mg according to o )
antidepressant use at baseline: A post hoc subgroup analysis Obesity (Silver Spring). 2024;32:273-280.

cohol Units/Week
-»

Al
5B

Bt

All Consumers High Consumers Low Consumers
z

Robert F. Kushner? | Anders Fink-Jensen? | Ofir Frenkel® |
Barbara McGowan* | Bryan Goldman® | Maria Overvad® | Thomas Wadden®

When we do mental health reviews, do we consider weight and cardiometabolic impact of drugs?



3 EUROPEAN CONGRESS ON OBESITY

11-14 MAY, 2025 | MALAGA, SPAIN

Glucagon-like peptide-1 receptor agonists compared with
bariatric metabolic surgery and the risk of obesity-related
cancer: an observational, retrospective cohort study

ellinicalMedicine

Yael Wolff Sagy,*'” Moga Ramaot,* Erez Battat,” Roren Arbel," Oma Reges, ™™ Dror Dicker, ™" and Gil Lavie 2025= 103213

Obesity and diabetes associated with increased cancer risk
v" How do first generation GLP-1RAs and bariatric/metabolic

surgery compare for obesity related cancer rates (ORCS)O

Observational, retrospective cohort study, 7-12 yrs F

Wt loss lower with GLP-1RAs but similar ORC rat

Possible increased risks for thyroid and pan @ncer
with these drugs never confirmed in huma@

v’ Suggests additional mechanism(s) for ORC red¥iction with
drugs eg anti-inflammatory, immune modulating

A NI

Estimating direct tissue effects versus weight loss effects of
incretin-based drugs for obesity on various chronic

conditions . . _
Lancet Diabetes Endocrinol. 2025 Apr;13(4):347-354.

Maveed Sattar, Matthew M Y Lee

Personal view

v w — mainly direct tissue effects
DI — weight loss and direct tissue effects
Q D — weight loss and tissue effects; less clear
Hypertension — mainly weight loss
v" HFpEF — mainly weight loss
v" MASH — mainly weight loss
v" OSA - all weight loss
v" OA knee all weight loss

Many of the mechanisms by which newer drugs achieve their effects still to be identified
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Metabolic dysfunction-associated steatotic liver disease (MASLD)
and metabolic dysfunction-associated steatohepatitis (MASH)

From: EASL-EASD-EASO Clinical Practice Guidelines on the Management of

Metabolic Dysfunction-Associated Steatotic Liver Disease (MASLD)

Obes Facts. 2024;17(4):374-444. doi:10.1159/000539371

Adult eriteria

At least 1 out of 5:

BMI =25 kgim® [23 Asia] OR WC =84 cm (M) 80 cm
(F) OR ethnicity adjusted equivalant

[] Fasting serum glucose =5.6 mmaol’L [100 mg/dl] OR
2-hour post-oad glucose levels =78 mmoliL
[2140 mg/d] OR HbA1c =5.7% [389 mmoliL] OR
type 2 diabetes OR treatment for type 2 diabetes

[] Blood pressure x130/85 mmHg OR
specific anfhypertensive drug treatment

[[] Plasma triglycerides =1.70 mmolL [150 mg/dl] OR
lipid lowering treatment

Plasma HOL-cholestercd 1.0 mmol/L [40 mg/dI) (M}
and =1.3 mmol'L [50 mgidl] (F) OR
lipid lowering treatment

Steatotic liver disgase
Hepatic steatosis identified by im¥liing or biopsy

X
DN =
t : i

Metabolic dysfunction=
associated NO
steatotic liver disease
(MASLD)

if inflammation and
ballooning on histolog

Alcohol intake !
>50 g/day in women and |
>60 g/day in men?

T
NO

T i
YES |

Self-reported alcohol intake
MetALD

v’ 20-50g/day women

v 30-60g/day in men

v' 10g = 1 unit

ALD

v’ >50g/day women

v' >60g/day men

Other causes of
steatosis?

YES NO

' 1

Alcohol-related liver
disease (ALD)

and (>50 g/day in women

Drug-induced liver
disease (DILI)

i v
MetALD . Cryptogenic SLD
(20-50 g/day in women
+ Monogenic diseases
30-60 g/day in men) and >60 g/day in men) + Miscellaneous

v’ 99% concordance between
NAFLD and MASLD

Fatty liver on imaging — identify 1 MASLD criteria — alcohol intake — diagnosis
Fib-4 fibrosis score to assess need for further investigation



Why is it important to tackle MASLD in practice?

. . . T . MASLD: a systemic metabolic disorder with
MeTGbOhC dYSfunCTlon‘GSSOC|GT€d ST@GTOTlC ||Ver' dlsease (MASLD) cardiovascuylar and mahgnant complications

. . . . . . . . . Giovanni Targher ©," Christopher D Byme © “ Herbert Tig ©°  Gut 2024; 74:691-702
Fatty liver - inflammation - increasing fibrosis - cirrhosis

v Multisystem disease due to insulin resistance/metabolic dysfunction
v’ Liver — fibrosis, cirrhosis, liver failure, hepatocellular carcinoma *
v" CVD including ASCVD, AF and heart failure, T2DM, CKD
v" Cancers — oesophagus, stomach, pancreas, colorectal, thyroid, Q
lung, breast, prostate, haematological O

Where does the fat come from? Fib-4 <1. t 1-3 years

v" Excess sugar and fat in the diet >1.3 — r fibroscan

v" Fat spilling over from other body sites Use ST, ALT and platelets
Management: 6

v" Weight loss — 5-7% steatosis; 10% if fibrosis; 3-5% if lea

v" Mediterranean diet or similar; {, UPF/sugar/fizzy e

v" Aerobic and resistance physical activity

v" Drugs not yet licensed — TZDs, GLP-1RAs, tirzepati esmetirom
(thyroid homone receptor —p agonist)

Aostee et al Lancet Regional Health; 2024:36

70% of people we see with T2DM will also have MASLD
Do we share new diagnoses fatty liver, calculate Fib-4 and support weight loss? Motivated when new diagnosis



ESSENCE — Semaglutide in metabolic dysfunction-associated steatohepatitis
Sanyal et al NEJM 2025

1200 with histological evidence MASH and fibrosis 2 or 3

Wegovy® 2.4 mg : Significant improvements in liver fibrosis and

Wegovy 2.4mg v Placebo histological resolution
v" Part 1 - improves liver histology at 72 weeks
‘/ SteatOhepatltls reSO|Ut|0n ) and Comblned Wegovy® 2.4 mg demonstrated s i r versus placebo across multiple liver outcomes at 72
‘/ Improvement ||Ver flbrOSIS) weeks in patients with MAS! 0 to advanced fibrosis®
v" Changes in body weight, SF 36 bodily pain Nt praportion of patients
. . . il ed sisl with MASH resolution!
v' Part 2 - lowers risk liver-related events at End of Trial — E—
Time to first event: 24 mg impruved &% B e, Wegovy® 2.4 mg also led o
v . . . . . worsenin MASH resolution sniifend improvements
Histological progression to cirrhosis worseniné 4 witipowonening  lnpowimaste
vers ' A OfﬂbJ'OSj.S versus 10mar El'ﬁ(f' wer .[(-)SJS
v' Death any cause, MELD score >/=15 placebort 424 MASH disease aciivity
v’ Liver transplant enzymes*!
v' Hepatic decompensation
Tirzepatide for metabolic dysfunction_associated O et P eon e 8 e i Ay LG ot Sty f e Disesses (AASLE), Noverber 151 San Ciego, USA.
steatohepatitis with liver fibrosis . .
Phase 2 dose-findin Loom | for SYNERGY-NASH investigators
8 N Engl J Med 2024;391:299-310

MASH resolution no fibrosis worsening- 62%
tirzepatide 15mg v 10% placebo

Fibrosis improved >1 stage no NASH worsening 51%
tirzepatide 15mg v 30% placebo

Survodutide — GLP-1RA and glucagon receptor agonist
Sanyal et al N Engl J Med 2024; 391:311-319

Wegovy and Mounjaro are not approved for the treatment of MASLD or MASH and Survodutide not yet licensed in UK
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Do not miss

Diabetic gastroenteropathy:

a pan-alimentary complication  Diabetoloaia (20251 68:505-513

Diabetes

Autonomic
neuropathy

Management

Pathophysiology
1. Generalised hypamatility 1. G_chaemlc n'_\anagemenl
2. Hypo- or hypersensitivity 2. D"-""?W !'”chat'on
3. Secretory abnormalities 3. Medication
. 4. Invasive procedures
Presentation Assessment (refractory disease)
1. Severe gastrointestinal 1. Questionnaires Gallbladder
symptoms 2 Transit fmes ) Gallstone disease and bile acid
2. Poorg! 9 3 9 specific malabsorption (diarrhosa, pain)
3. Malnutrition underlying astiologies
Oesophagus Pancreas

Execrine pancreatic insufficlency
(diarrhoea, stealorrhea, bloating,
pain, malnutrition)

Cesophageal dysmolility and gastro-
cesophageal reflux disease (reflux,
heartburn, dysphagia)

Pathophysiology

v" Generalised hypomotility
v Hypo or hypersentivity
v’ Secretory abnormalities

Stomach \
Gasiropathy (nausea, vomiting, fullness,
tdoating, ghycasmic dysregulation)

Calon

Caolonic dysmatility and changed microbiota
(constipation, diarrhoea, bloating, pain)

Small intestine

Small intestinal dysmaotility and small
intestinal bacterial overgrowth
(diarrhoea, constipation, bloating, pain)

Anorectum

Anorectal dysfunction (fascal
Incontinence, defecatory dysfunction)

Pancreatic cancer

Lmncet 2025; 4065 11E2-202

Thomas F Stoop, Ammar A joved, Atsushi Obn, Bas Groot Koerkomp, Thomas Seufferlein, Jobanna W Wilmink, Marc G Bessefink

Dyspepsia or indigestion®
213%
Navsea o
o 16:2%
Lorss of appetite
1%
Eﬂ:hp.urﬂ'
143%
New -oroet dabetes
1B 4% Abdominal pain®
439%
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Diabetes and cancer

Chowdhury TA (2025) At a glance factsheet Diabetes
and Cancer Diabetes and Primary Care 27:47-9




Remission

Impact of bodyweight loss on type 2 diabetes remission: N
a systematic review and meta-regression analysis of Consensus report: definition and interpretation of remission in type pg
randomised controlled trials 2 diabetes f ?5}‘ \
Lancet Diabetes Endocnnod Diabetalogia (2031) 64:2359- 1366 . I‘&'S\h
Sarah Kanbour, Rwedoh A Ageeb, Rayaz A Malik, Loith | Abu-Roddod 2025; 13: 294 3I:IE| hitps://idel o0g/ 10, 1007/5001 25-021 055422
v’ Every 1% weight loss = 2.17% “* complete remission (HbAlc I
y L7 Wels ) ° /]\ P ( v HbA1c<48mmol/mol, no DM medication = 3 months
<42) and 2.74% " partial remission (HbA1c<48) v )e 4 L
_ o Don e if high HbAlc and worse than background
v' Robust dose-response relationship independent of (age), rotil
T2DM duration, HbAlc, BMI, intervention type . : :
! ! ’ ypP v Bhievable if SGLT2i needed for CVD, CKD or HF
Does remission of type 2 diabetes matter? A qualitative 0 ) o )
study of healthcare professionals’ perspectives and views Pre-diabetes remission v T2DM prevention
about supporting remission in primary care Diabetic Medicine. 2025:00:15515. O

https://doi.org/10.1111/dme. 1551
) L, o o, ) Role of weight loss-induced prediabetes remission in the prevention
Small Scottish study, remission ‘not a clinical priority’; pecon of type 2 diabetes: time to improve diabetes prevention

remission ‘self-motivated’ so don’t need support Diabetologia (2024) 67:1714-1718
\/ PCPS report. https://doborg/10.1007/5001 25-024-06178-5
v" Remission ‘positive and empowering’ but not%Ustainable
v’ Reluctance to code in case ‘lost to follow up’
v Reluctance to pursue in case not achieved

v' Remission rates correlate with weight loss
v' >5% weight loss in pre-diabetes — 43% pre-diabetes remission

(<39mmol/mol)
v' If achieve pre-diabetes remission — 73% lower risk of future T2DM

Pre-diabetes remission the new goal — not just T2DM prevention. Early T2DM diagnosis important.
Do we discuss remission when new diagnosis? Do we give clear guidance on weight loss required?



Is There a Safe Glvcemic Threshold for Cataract Surgery?

Diabetes and surgery

- AMERICAN JOURNAL Post-operative endophthalmitis —

' 5OPHTHALMOLOGY" . . . .
Elective peri-operative management of adults taking glucagon- . B no increased risk with high HbAlc
like peptide-1 receptor agonists, glucose-dependent Hussain et al 2025
insulinotropic peptide agonists and sodium-glucose . (\ P doadeeyol
cotransporter-2 inhibitors: a multidisciplinary consensus . :E'r:';‘szs;’- Issue 4 Peroperave Core g 1
statement m Pages 412-424
o Guideline for
GLP-1RAs/GIP RAs SGLT?2 inhibitors Perioperative Care
: ; I . . . for People with
v" Discuss risk of pulmonary aspiration v' Discuss DKA risk 4 hours prior s R
v" Do not withhold GLP-1RAs; adhere to fasting to surgery Undergoing Elective
; ; ; and Emergency
rpice?g::;gndat'ons' regional anaesthesia v" Adhere toyfastiffg times but not excess Surgery
v’ Restart ours post op when March 202

v’ Consider gastric USS immediately prior to

surgery eati@ drinking normally

@hreshold for HbA1c as a Predictor for Adverse
1 Total Joint Arthroplasty: A Multicenter, Retrospective

Tarabachi The journal of arthroplasty 2017

HbAc as indicator of Diabetes Control Determin 11O

v" HbAlc <69mmol/mol for all elective surgery
v" HbA1c <60 or 61mmol/mol for joint
replacement

Shared decision making and individualisation important - not always safe to achieve these targets with SU/insulin
Do we remember to include recent HbAlc in referral letters?



Listed for T&O

52 wk target wait

Patient achieved BMI target prior to
appointment

Knee or hip joint
replacement
I'Eferl'a| Wth BMI Patient group workshop:

* Education on weight
38"‘ management (interactive

discussion)

* Shared decision making

* Improved health literacy

* Patient makes own informed

decision around treatment

* Improves treatment compliance

ited into Prehabilitation MDT
workshop

Prehab Workshop

]
\ ] ]

[ Dietician one -~ .:n;] [12 week diet group + exercise] [Self management]

For most complex needs identified in A combined Diet and exercise weekly class  Digital/community-based/evidence based
workshop | weight management sign posting shared

| Behavioural diet intervention
Referred onto 12 week group when suitable

Open weight check ins

Regular weight check ins
Regular weight check ins



Diabetes and pregnanc
Pres y Early and more severe gestational

diabetes stronger associations —

Association between maternal diabetes and : .
duration of exposure may be important

neurodevelopmental outcomes in children: a systematic

review and meta-analysis of 202 observational studies : . . .
. . ree . Epigenetic intrauterine programming
comprising 56-1 million pregnancies :

: increases cardiometabolic disease and

besity in offsprin
T2DM 1 women of child-bearing age and gestational diabetes 1. Y pring

Maternal diabetes may alter fetal brain development. O
v’ Pre-gestational TADM and T2DM and gestational diabetes 0
v’ Studies adjusted for single confounders:

Diabetes in Pregnancy for Anny H. Xiang
Mothers and Offspring:
Reflection on 30 Years of Clinical

v' Maternal diabetes associated with all neurodev ’\ental and Translational Research:
. The 2022 Norbert Freinkel
disorders, lower 1Q and psychomotor scores Award Lecture
v’ Studies adjusted for multiple confounders — exposed €hildren Dt Care 202316483483 | el 202372053
v’ 1.28 risk ratio any neurodevelopmental rder
v’ 1.25 risk ratio autism spectrum di Dibesoga 209 61911570

htps:/fdoi.org/10.1007/5001 25-023-05965-w

v" 1.3 risk ratio ADHD

REVIEW

v’ 1.32 risk ratio intellectual disability
v’ Pre-existing diabetes associated with higher risk than gestational o regnangy . heritances childhood obesity after diabetes
1.39v1.18

Claire L. Meek'?

Increase awareness of possible neurodevelopmental concerns in at risk children
Be more alert to parental concerns in such children ensuring early referral for further assessment?



Neuroprotective
mechanisms of
exercise and
importance of fitness
for healthy brain

Moderate to vigorous physical activity and new T2DM S eing
ri et al Lancet 2025;

Physical activity and incident T2DM

Accelerometer-derived “weekend warrior’” and regularly active
physical activity and incident diabetes Obesity (Silver Spring). 2025;1-11.

86000 people from UK Biobank wearing accelerometer 1093.118
Retrospective cohort study '
v Guideline threshold 150 min+ MVPA per week; mean 230&')

week
v Weekend warrior - achieve MVPA threshold but yver 1-2

days/week
v Regularly active — achieve threshold but mdreNdays per week
v" Inactive — below the MVPA threshold O

v’ Results
v' 43.7% ‘Weekend Warrior’ patter@

v’ 24%-36% lower risk v inactive (150nmin/week)
v" Same reduction T2DM in Weekend Warrior and regular active

do you realise , you've
jusk 'cl?ﬁnt the equivalent of
o. whole brazil nut !

Physical activity can prevent T2DM, slow its progression, reduce CVD and multiple other benefits in diabetes
What have we done today to protect our own health — sleep, stress, physical activity, nutrition?



Expanding evidence-base for SGLT2 inhibitors

Sodium-glucose cotransporter-2 inhibitors: Understanding

SGLT2 Inhibitors - The New Standard of Care
for Cardiovascular, Renal and Metabolic Protection
in Type 2 Diabetes: A Narrative Review

Diabetes Ther (2024) 15:1099-1124 1

............

* QRIEK® [where available nrM Sl(‘ﬂ 1%
. HE

+ Established ASCVD
* CKO/DKD
*If using with mattormin, initiate matfarmin first

and titrate aver a d-week period and then start
SGLTH therapy

‘Combination theragy with ather oral
glucase-lowaring theraples in pecplo with:

+ ORISK®S {where available or QRISK®2) >10%
- oD

+ HF
. oKD

Young onset TAOM [aged 1580 years), unless
planning pragnancy

‘Overweight or cbesity in the absence of GLP-1 RA

Vulngrable 1o the eftects of hypoghcasmia

a mmn g
Ty Mok LS e ..nm"?"...&
Type 1 diabetes
Unclear diagnosts of diabetes IMPOETANT — this deision toal is for guidance anby, The final cinical decisicns are the responsibility of the prescriber.

Interactive on-line resource

Decreased hyperkalemia on RAAS inhibitors
Wing et al JAMA Int Med 2025

the mechanisms for therapeutic promise and persisting risks

A Biol. Chem. (2020) 295(42) 14379-14390

Beneficial effects of SGLT?2 inhibitors
in clinical and preclinical studies

» gdlycemic
control

Lower

blood pressure

Improved
; SGLT2 Reduced
cardiovascular | «—— inhibitors _— shveles 1kl

outcomes

/N

Heduoed Improved renal
ancer risk outcomes

MASLD effects, cognitive effects, colitis, bone benefits

How do we stay up to date with new studies? How do we individualise our choice within class?
Be aware of different eGFRs for initiation and stopping of individual SGLT2is




Expanding evidence base for incretin-based drugs

Heart and SOUL - oral semaglutide
demonstrates cardiovascular benefit in
high-risk people with type 2 diabetes
Semaglutide oral and
injectable, dulaglutide,

Brown P (2025) Diabetes Distilled:

) Diabetes Distilled Diabetes & Primary Care 27: 59-61

Improvements in

Reduced CV mortality, non-

J obesity related
cancers

SYNERGY-NASH

liraglutide fatal Ml and stroke rates :‘;Smﬂsrer:;m;;:lﬂ tirzepatide; ESSENCE
STEP HFpEF e o e T 0 semaglutide J Alcohol intake
SUSTAIN-7 with o\
semaglutide /\ / { N Improved mental
, O health and safety
71 D
Diagram from: Elangovan et al Imrcved G2A *En, { Incretin Drugs l
Hepatology International Improved pain and STEP-9 semaglutide
(2025) 19:337-348 / ostecarthrits

FLOW study semaglutide

[
\ 7

Reduced kidney fai

and renal-rel

mortality 'l

Reduced progression of
motor disability in
Parkinson's disease

'.I'.I'elgllt loss

Semaglutide

Wegovy, Mounjaro licensed

Tirzepatide

Peripheral arterial
disease STRIDE
semaglutide

v" SUSTAIN trials for T2DM

v" SURPASS trials T2DM

v’ STEP trials obesity
v PIONEER and SOUL rybelsus oral

v" SURMOUNT trials obesity

Increasingly difficult to stay on top of the evidence — focus on licensed indications
Please be aware that only the indications or drugs in green are licensed indications in the UK



T2DM Obesity

Semaglutide and walking capacity in people with
symptomatic peripheral artery disease and type 2 diabetes
(STRIDE): a phase 3b, double-blind, randomised, placebo-

)
, Once-Weekly Semaglutide in Persons with Obesity
and Knee Osteoarthritis

Bliddal et al for STEP 9 Study Group NEJM 2024:391;1573-83

controlled trial - gonacy et al Lancet 2025: 405;1580-93

v

52 week placebo controlled RCT 1mg semaglutide v" 68 week double blind, randomised, placebo controlled

v’ Peripheral arterial disease with ABPI < 0.90, or toe tr'TI; BMI 30; mean.BMIle+; no T2DM; xray OA knee,

brachial index £ 0.70, able to walk at least 200m; at ea.st erate pain. N_,407

T2DM: N=792 v % w change, change in WOMAC score (0-100);
v’ Ratio week 52 walking distance to baseline, on fixed P nction score on SF_36_ questionnaire

load treadmill 12% incline, 3.2km/h Y t change -13.7% v -3.2%; improved WOMAC
v’ Significantly greater walking distance with f re —ltlfv _2,7'5; greater improvement in 5F-36

semaglutide — treatment ratio 1.13 (26.4m median x physical function ss:ore . .

and 39.9m mean); beneficial from 6 months O Decreased analgesics, greater in semaglutide group
v Also improved pai'n free walking distance and QoL Q v' Discontinuation AEs 6.0% semaglutide v 3.0% PBO
v 6 serious adverse events (1%) with semaglutide an _ _ _ _

9 in placebo group (2%) Will benefits extend to those without obesity?
Semaglutide —also general CVD benefits Q Glucagon-Like Peptide-1 Receptor Agonists and Osteoarthritis
No major adverse limb event data from this study e e e

Will benefits extend to people with PAD but no T2DM?

Obesity 1 knee OA - increasing stress across the joint;
adipocytokine production from visceral fat increases pain;
inflammatory processes. GLP-1RAs * weight loss, anti-
inflammatory and immunomodulation effects.

People with OA using NSAIDs - risk of kidney, CVD and Gl problems, GLP-1s safer and added weight loss
Do we specifically ask about and assess problems with walking or any calf pain when assessing PLWD?

W



We have all the drugs we need and many more coming soon
The challenges are:
v' T2DM — how do we support people to choose the right drug and stick with long-term treatment?
v" Obesity — how do we help people gain access to drug treatment, help change behaviour and keep people safe
When we support either of these processes we should congratulate ourselves



A five-drug class model using routinely available clinical L .
Clinical information:

features to optimise prescribing in type 2 diabetes: Plredi(:tir;g optimal drug ch(:ji_celz) fOr o enty insuin Treatea o
a prediction model development and validation study 8"icose lowering in type Flanees W } e )
Dennis et al for Mastermind Consortium e zoas:4ss: jos-14 D Diabetes Distilled

Current therapy:

SGLT2i GLP1-RA - TZD SuU

Development/validation prediction model across 5 treatment classes using

Ethnicity Smoking status
CPRD UK data White - Ex-smoker -
v" Model predicted optimal treatment v model discordant drug choic Age. vears 120 duration, years
v" HbA1lc >5 mmol/mol lower at 12 months OQ 59 5
v’ Less likely to need additional therapies 0 T S T
v" Adjusted 5 year risk glycaemic failure 38% lower 32 72
v" Similar 5 year all cause mortality \ eGFR, mi/min per 1.73 m? Optional: Serum creatinine,
v Adjusted MACE-HF risk 15% lower, renal progr Q9% lower, 8 o
microvascular complications 34% lower (HbAl%LTZi use)
v Since 2018 in England >18% of drug initiations % e model concordant AL;UIL Toflzmem" s

HDL, mmol/L

v Recommendations - GLP-1RAs 33.4%, 28 @ P2is, 27.6% SUs,10%
TZDs, <0.01% DPP4-is

v" Sex influenced recommendations — GLP-1RAs recommended for 71.9%
females and <10% males, with SGLT2is and SUs more likely for men

1.2

https://www.diabetesgenes.org/t2-treatment/
As with all models and guidelines, continue to use clinical judgement

Remember to request ALT if planning to use this tool. Request ALT, AST and platelets to calculate Fib-4
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dlabetesdlstnled

the latest developments filtered for you ®

(Faxw

" Diabetes Distilled: Heartand  Diabetes Distilled: Time to
i i - SOUL - oral semaglutide intensify blood pressure
demonstrates treatment in people with
@ Diabetes Distilled demonsirats reamentinpes
]“:gh’riﬂ‘peo BPROAD study: Reducing
diabetes systolic blood pressure to <120
. . . . . H <140 Hgin...
Diabetes distilled is an e-newsletter from the Primary po—-i beoplo with type 2 diabstes.
Care Diabetes and Obesity Society designed to share fm'
25 3 Apr 2025

the latest developments in diabetes and obesity for .-
primary care teams. We summarise the latest papers
that matter.

Diabetes Distilled: Diabetes Distilled: Reframing
Finerenone reduces new the definition and diagnosis
diabetes and improves heart of clinical obesity

failure outcomes in the

Consensus report advises
definitions of clinical and pre-
clinical obesity, according to...
the presence of obesity-related

FINEARTS-HF trial

Some of the known excess risk
of type 2 diabetes in people
with heart failure attenuated,...
and outcomes improved.

3 Mar 2025 3 Mar 2025

Diabetes Distilled:

Preserving muscle is
important when using
incretin mimetics for weight
loss

How to minimise loss of muscle

mass when using GLP-1-based
therapies for weight loss.

26 Mar 2025

- ‘.l
Diabetes Distilled: The 4S
Pathway - realigning
management for older
people with diabetes
Practical guidance from the
International Geriatric Diabetes
Society on the mandagement o...
diabetes in older people.

3 Mar 2025
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