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This Medscape UK anary Care Hack is intended to help guide our choice of medication for the management of people living with type 2 diabetes.
s always, wa should take an individualised and holistic approach fo the cara of pecpls Iing with tybe 2 diabetes.

Biguanides SGLT2 Inhibitors GLP-1 Receptor Agonists DPP4Inh|b1torsor Thiazolidinediones | Sulfonylureas
(Metformin) (Canagifozin, Dapagifiozin, | (Dulaglutide, Exenatide, ! (Alogliptin, | (Pioglitazone) (Gliclazide,
Empeglifiozin, Ertugflozin) | Liraghitice, Lixisenatide Linagliptin,
Semaglutide) eSS

Vildagliptin)

Mode of Action D hepatic | inhibits  Stimulates glucose dependent  Increases GLP-1 levels by Insulin-dependent,  Stimulates insulin
glucose R AT aiad s N Gostins e e Sanciaad [Fistidng o ereyeee [aalces Fesuicanal ecronrony
productionand  blocking SGLT transporter thatinactivates GLP-1  peripheral IRata  pancreatic beta-
reduces IR moleculrlevel  cells

e Moderate/high  Moderate/high High Low/moderate Moderate High

:;v"."i;f"t“" Weightloss+  Weight loss ++ Weight loss +++ Weight neutral Weight gain +++  Weight gain ++

;';::;,mmia Low Low Low Low Low High

Key Advantages Wellesblshed  Secondary benefis of welgt  Slows gasc mpting reduces  Wellrated Wellestablished  Well-established
and cost-effective loss and BP reduction pe ite, and can facilitate and cost-effective and cost-effective
(generic) h | (generic) (generic)

Average reduction of around
Reduces IR 4 mmHg systolic/2 mmHg Predominantly injectable. Safe in CVD. Reduces IR Useful as rescue
diastolic seen in ambulatory BP  therapies; however, oral therapy for
Legacy effect  monitoring studies semaglutide is now available—  Reassuring adverse  Beneficial effectsin  symptomatic
seen with earl needs counselling regarding effect profile atty lver disease  hyperalycacmia
metformin Certain SGLT2 inhibitors have  correct administration to (e.g. polydipsia
therapy; early  also demonstrated benefitsin  optimise oral absorption Canbe NICE NG49 (2016  and polyuria) and
glycaemic control  ASCVD, HFEF, HFpEF, and CKD prescribed in all stages  also recommends  steroid-induced
has durable effects Certain GLP-1 receptor agonists  of renal impairment consideration of  hyperglycaemia
on microvascular  NICE NG28 (2022)' now ave demonstrated CV benefits pioglitazone for
utcomes, recommends early combination  in those with established ASCVD adults with
macrovascular  therapy with metformin + SGLT2 and also i the presence of advanced ver
outcomes, and  inhibtor for those with chronic  multple CV risk factors ibrosis vith or
mortalty HF, established ASCVD, or 2 without 2D
QRISK? score of 210% unlcensed
indication)

———— Reduction in MI Reduction in MACE with Reduction in MACE with No reduction seenin  Reduction in No reduction

MACE and ACM canaglifiozin and empaglfiozin  dulaglutide, lraglutide, and ~ MACE recurent stroke and _seen in MACE
demonstrated in injectable semaglutide MU in insulin-resistant

Seealso UKPDS® CV mortality benefit with individuals The CAROLINA

e empaglifiozin demonstratedin  RCT

e IRIS study* demonstrated

m&m Reduction in HHF and CV. that glimepiride

it of mortalty composite with was noninferior

e dapaglifiozin o inagliptin with

respect to the ri
of adverse CV

the context of
elevated CV risk®

|mpacton HE  Noreduction seen Reduction in HHF seen with all  No reduction seen in No reduction seenin  Potential harm due  No reduction
e in hospitalisation  SGLT inhibitors L e ] fluid retention;  seen in
or death from HF m HF (smallincrease ~ contraindicated  hospitalsation or
Gd Dapaglifiozin and empaglifiozin in HH soan with in HF death from HF
have demonstrated significant saxagliptin)
: reductions in HHF and CV
|ExfraGlycasmich mortality composite in HFrEF
jcations of and are both licensed for HFEF
'SGLT2 Inhibitors in people living with and without
2D

Dapaglifiozin has demonstrated
a CV mortality benefit in HFrEF
in people living with and without
T2D

Depagifoznand empagitiin
strated significant

reducuonsm HHF and CV

mortality composite in HFpEF

Empaglifiozin is licensed for
EEqpec et

and without T:
impacton MARE N reductonseen Reducon n WARE seenwith - Norecucion seenn MARE  No rdctonsesnin  Naeductonseen  No ecuction
canagliflozin, dapaglfozin, and MARE. in MARE Seen in MARE
Sen empaglifiozin in people living
e with T2D.

Dapagliflozin and empaglifiozin
have demonstrated a reduction
in MARE in people without T2D
Dapaglifiozin is licensed for the
treatment of CKD in people
living with and without T2D

Please refer to the Medscape UK Primary Care Hacks tool Th

Procautionsand Glside-effects  Mycotic genital infections and  Counsel about Gl side-effects Gl disturbance. Possible ~ Peripheral and All should have
Adve common; ‘start Is—reinforce good personal  (e.g. nausea, diarrhoea an increase in pancreatitis  central oedema;  access
Eﬁ.m For low, go slow’ hygiene and adequate fluid  constipation, early satiety, contraindicated in  to SMBG,
ic intake dyspepsia), but most of these  Rarely, HF and cautionin  especially
o Temporarlly  Longrterm use offects generally decrease with  anaphylaxis, macular oedema  drivers in
Pause buring. _ can lead to MHRA (2019)° warns of rare  time urticaria, URTIs, view of risk of
Any Incurrent  Vitamin B12 association between SGLT2 angio-oedema, and Increases fracture  hypoglycaemia
inese) deficiency; check  inhibitors and Fournier's Eating smaller meals more arthralgia risk
FBC annually gangrene. Advise patients to  frequently and stopping eating Poor durability of
seek urgent medical attention  when starting to feel full can ease Possible link with  effect
Sick day guidance  if they experience severe these side-effect bladder cancer;
required due pain, tenderness, erythema, contraindicated in  Avoid in fralty;
to possible or swelling in the genital or  Additionally, escalating dosing uninvestigated ce Dishotes
association perineal area, accompanied by  of GLP-1 receptor agonists over aematuria and
with LA fever or malaise time can improve Gl tolerability bladder cancer;
dipstick urine before Statementon the
SAD MANS Urinary frequency and possible  Contraindicated in MEN2 starting
mnemonic useful  volume depletion/dehydration  and MTC Older Adults with
clinical aide
el orwhich [Euglycaec DKA-—i sispactad smal ncrasse i cholecyra for advice on
drugs t check ketones even if BG with liraglutide. Small managing
temporarily il Sty i worsening of preex\simg DR diabetes in the
pause during required— SAD A R A D older person with
any significant  clinical mnemonic o drugs suboptimal glycaemic control at frailty
intercurrent ilness; to temporarily pause during  baseline and treated with insulin;
see signfficant intercurrent llness.  monitor for progression of DR in Give driving and
See the Canadian Diahetes  these individuals. MHRA (2019)* hypoglycaemia
ion ' warns of reports of DKA when advice; see:
Day Medications Medications List concomitant insulin is rapidly 2
reduced or discontinued Driving and the
See The Placeand Value of  alongside GLP-1 receptor DUIA
dl C nists; any dose reduction of

s agonist
A: ACE inhibitors  2Inhibitors in the Evolving  insulin should be done in a
D: diuretics, direct ITreatment Paradigm for Tyne 2 stepwise manner with careful
renin inhibitors  Diabetes Melitus: a Narrative  SMBG, prticularly when GLP-1
Review for an SGLT2 inhibitor  receptor agonist therapy is

M: metformin  prescribing tool with associated  initiated
Acangiotensin  clinical summaries
receptor See Glucagon- ke Peptide 1.
blockers r
N: nonsteroidal 2 Diabetes in Primary Care for
anti-
inflammatory Review for a GLP-1 receptor

drugs agonist preseribing tool
S: SGLT2 inhibitors

Table based on Summaries of Product Characteristics and the author' clinical experience and appraisal of the literature.

Abbreviations

'ACM-=all-cause mortality; BG=blood g\u:ose BP=blood pressure; CAROLINA=Cardiovascular Outcome Study of Linagliptin vs Glimepiride in Type 2 Diabetes; CKD=chronic

i @ disease; DI peptidase-d; retinopathy; FBC=full blood count;

astrointestinal; GLP-1= g\ucagor\ lice peptide-1; HF=heart faiure; HFpEF=heart falure with preserved ejection fraction; HFEF=heart failure with reduced ejection fraction;

H =hospitalisation for heart failure; IR=insulin resistance; IRIS=Insulin Resistance Intervention after Stroke; LA=lactic acidosis; MACE=major adverse cardiovascular events

(composite of non-fatal myocardial infarction, non-fatal stroke, and cardiovascular death); MARE=major adverse renal events; MHRA=Medicines and Regulatory products

Healthcare Agency; MEN2=multiple endocrine neoplasia type 2; Mi=myocardial infarction; MTC=medullary thyroid cancer; NG=NICE Guideline; QRISK2=Cardiovascular

Risk Score 2; RCT controlled trial; SAD enzyme inhibitors, diuretics, direct renin inhibitors, metformin, angiotensin
ssteroidal SGLT2 inhibitors; SGLT2=sod| =self-monitoring of blood glucose; T2D=type 2 diabetes;

UKPDSUK Pmspedwe Disbetes Study; URTIs—upper respiratory trac infections; UTls=urinary trac nfection
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