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Incretin Standard Dose Escalation Schedule (in Weeks) Further Considerations (see also
Thera Prescribing Considerations and Special
Py 17-20 Precautions for Use)

Weight management, as an adjunct to a * No dose adjustment is required according to age, but
reduced-calorie diet and increased physical therapeutic experience is limited in patients aged =75 years
activity in adults with an initial BMI of: and use is not recommended in these patients
e >30 kg/m?, or * No dose adjustment is required in mild/moderate

Q Q L i renal impairment (CrCl =230 ml/min) or mild/moderate

Li raglutlde *2 30.k?1/m2||n tge preseg%g OTA] - 0.6mg 1.2mg 1.8mg 24mg d hepatic ienpairmefn )
®\[3.4] >1 weight-related comorbidity. " ©d)Y  (od)Y (od)Sl (od)C 3.0 mg (od) At - :
(Saxenda ) i * Avoid in severe renal impairment (CrCl <30 ml/min),

including ESRD

* Not recommended in patients with severe hepatic
impairment; should be used cautiously in mild/moderate
hepatic impairment.

Weight management, as an adjunct to a * No dose adjustment is required according to age, but there is
reduced-calorie diet and increased physical limited therapeutic experience in patients aged =85 years
activity in adults with an initial BMI of: * No dose adjustment is required in mild/moderate/severe renal
® >30 kg/m?, or impairment; avoid in ESRD (eGFR <15 ml/min/1.73 m?)
° L 27 i i i i i R o
Semaglutlde °27 30.kg/m in the presence of[A] o 0.5 mg 1.0 mg 1.7 mg 2.4mg * No dc?se adjgstment is reqmr.ec.I in hepatlc impairment;
o [57] >1 weight-related comorbidity./A 0.25 mg (once weekly) (once (once (once (once weekly)®! exercise caution when prescribing in severe
— h tic i i i,
(Wegovy v) To reduce the risk of major adverse CV eV Jueestv Rusea) epaticimpairmen

events in adults with established CVD
and BMI =27 kg/m? "l as an adjunct to
a reduced-calorie diet and increased
physical activity.

Footnotes

[A] NICE recommends lower BMI thresholds (usually, reduced by 2.5 kg/m?) for people of South Asian, Chinese, other Asian, Middle Eastern, Black African, or African-Caribb family backg dst7

[B] NICE TA6641 recommends liraglutide for overweight or obesity if it is prescribed by a specialist, multidisciplinary, tier-3 weight-management service and is provided according to the commercial arrangement for the drug. NICE recommends provision in patients
with all of the following: a BMI of =35 kg/m?; nondiabetic hyperglycaemia (HbA,_of 42-47 mmol/mol or fasting plasma glucose of 5.5-6.9 mmol/l); and high risk of CVD, based on risk factors.l* After 12 weeks of treatment with the 3.0 mg/day dose, treatment
should be discontinued if patients have not lost 25% of their initial bodyweight®l

[C] If escalation to the next dose is not tolerated for 2 weeks consecutively, consider discontinuing treatment®®!

[D] NICE TA875" recommends semaglutide if it is used for a maximum of 2 years, is prescribed within a specialist weight-management service providing multidisciplinary management, and is provided according to the commercial arrangement for the drug; NICE
recommends provision in patients with =1 weight-related comorbidity and either a BMI =35 kg/m? or a BMI of 30-34.9 kg/m? if the patient meets the criteria for referral to specialist weight-management services in NICE CG189;1'% if weight loss is <5% of initial
weight after 6 months of treatment, consider stopping semaglutide

[E] If semaglutide is not tolerated at 2.4 mg, maintain at 1.7 mg for 4 more weeks then re-escalate afterwards'?!

[F] A draft version of NICE guidance on tirzepatide for overweight and obesity (ID6179, scheduled for publication in December 2024)” recommends prescribing tirzepatide for adults with a BMI of =235 kg/m? and =1 weight-related comorbidity;® if weight loss is <5%
of initial weight after 6 months of treatment, consider stopping tirzepatide

[G] Individualise tirzepatide above 5 mg depending on individual treatment goals, increasing dose by 2.5 mg after =4 weeks at current dose; 5 mg, 10 mg, and 15 mg are the recommended maintenance doses.®!

This table is based on the authors’ interpretation of summaries of product characteristics and relevant guidance. HCPs are asked to report all suspected adverse drug reactions to products with a Black Triangle symbol (¥) through the Yellow Card Scheme: yellowcard.mhra.gov.uk.
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Brand Names of Incretin Therapies for Different Indications!®5811-14 Practical Considerations—Injection, Storage, Driving®***

Brand Name (Maximum Dose) for | Brand Name (Maximum
Weight Management Dose) for T2D

Liraglutide Saxenda® (up to 3.0 mg daily) Victoza® (up to e Liraglutide is also now available as

1.8 mg daily) an authorised generic in US markets
(for T2D).02

Behavioural Modifications and Interventions!®5:810.15-24] Side Effects!®56825-30

Minimising Occurrence/Severity of Gl Adverse
Effects: General Guidance!?®

(1. E)

Managing Gl Side Effects

Women's Health and Incretin Therapies®®>®!

¢ Incretin therapies are not recommended during breastfeeding and pregnancy
o women of childbearing potential should use contraception

® For women planning pregnancy:
o liraglutide: discontinue before attempting to conceive ]
o semaglutide: discontinue =2 months before attempting to conceive g, T
o tirzepatide: discontinue =1 month before attempting to conceive

o S s e e Gk . . . Gorgojo-Martinez J, Mezquita-Raya P, Carretero-Gémez J et al. Clinical
o women with a normal BMI: no dose adjustment of OCP is required recommendations to manage gastrointestinal adverse events in patients
o women with obesity or overweight: switch to a non-oral contraceptive

method, or add a barrier method of contraception upon initiation or dose

treated with glp-1 receptor agonists: a multidisciplinary expert consensus.
J Clin Med 2022; 12 (1): 145.
escalation of tirzepatide (for 4 weeks).

Adapted under the terms of the CC-BY 4.0 attribution licence.
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Advice for Missed Doses!35:30

Special Considerations for People With T2D and Overweight/Obesity!*>211.13.36-40l

Semaglutide

Missed dose

(within 5 days)

. Administer catch-up dose as soon as possible > Skip dose and administer

next dose on usual day

After a dose of semaglutide or tirzepatide is missed (regardless of whether a catch-up dose is taken), individuals can then resume their regular
once-weekly dosing schedule.

Note: the time between any two doses must always be 272 hours.

as possible

. . Administer catch-up dose as soon Skip dose and administer next dose
Liraglutide ¢9——m—0 0 0 @ @ @ @ @ @ — & @ ¥ ¥ P ¢———— ———————————————— P

on usual day

If >3 days have elapsed since the last dose, reinitiate liraglutide at 0.6 mg daily and follow the usual dose escalation schedule.*”

Prescribing Considerations!®5830-331

Incretin therapies can be administered at any
time of the day, with or without meals
o injections of semaglutide and tirzepatide

should be scheduled on the same day
each week, but the time can be varied
if a change of day is required for
semaglutide or tirzepatide, the time
between the two doses during
transition must be 23 days (272 hours)

All incretin therapies delay gastric
emptying and therefore have the
potential to impact the absorption of
coadministered oral medications; however,
no dose adjustments are required for most
oral medications
o if individuals are taking oral medications
with a narrow therapeutic index
(e.g. digoxin, lithium, warfarin), closer

FO"OW U p[3,7,9,10,16,42—47]

monitoring may be warranted according
to clinical judgement

o specific OCP advice is required for
tirzepatide (see Women’s Health and
Incretin Therapies)

¢ Sick day guidance may be required:3'32

during any intercurrent dehydrating

illness (e.g. diarrhoea or vomiting), a

temporary pause of incretin therapy may be

required to avoid worsening of any Gl or

other symptoms

o the incretin therapy can be restarted

when the patient is eating and drinking
as normal and recovered from illness

Incretin therapies can be used as adjunctive
treatment after bariatric surgery for those
with suboptimal weight loss or weight

regain, offering a viable alternative to
revision surgery.®¥ However, this approach
should be discussed with a specialist in
bariatric surgery and medicine

¢ Contraindications:

o hypersensitivity to the active substance
or any of the excipients present in the
incretin therapy

o all incretin therapies are contraindicated
in individuals with MEN2 or with a
personal or family history of MTCI*4

- however, a 2023 systematic
review and meta-analysis found
that semaglutide use in RCTs
and real-world studies was not
associated with an increased risk
of any types of cancer (including
pancreatic and thyroid cancer).”

Special Precautions for Usel®5:841

Adverse Effect Frequency

Notes

[A] Cholelithiasis is listed as a common (<10%) adverse effect of semaglutide!® and liraglutide.®

Abbreviations

BMI=body mass index; bpm=beats per minute;

CG=Clinical Guideline; CrCl=creatinine clearance;
CV=cardiovascular; CVD=cardiovascular disease;
CVRM-=cardiovascular-renal-metabolic; DKA=diabetic
ketoacidosis; DR=diabetic retinopathy; DVLA=Driver &
Vehicle Licensing Agency; eGFR=estimated glomerular
filtration rate; ESRD=end-stage renal disease; FDA=Food

and Drug Administration; GA=general anaesthesia;
Gl=gastrointestinal; GIP=glucose-dependent insulinotropic
polypeptide; GLP-1=glucagon-like peptide-1; HbA, =glycated
haemoglobin; HCP=healthcare professional; HR=heart rate;
ID=In Development; LTC=long-term condition; MEN2=multiple
endocrine neoplasia type-2; MHRA=Medicines and Healthcare
products Regulatory Agency; MTC=medullary thyroid
carcinoma; OCP=oral contraceptive pill; od=once daily;
PHE=Public Health England; PPl=proton pump inhibitor;
RA=receptor agonist; RCT=randomised controlled trial;
SMART=Specific, Measurable, Achievable, Rewarding, Timely;
SMBG-=self-monitoring of blood glucose; SU=sulfonylurea;
TA=Technology Appraisal; T1D=type 1 diabetes;

T2D=type 2 diabetes.
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