Participants will have the opportunity to:

1. Apply current evidence to guide prescribing
and deprescribing decisions for semaglutide
and tirzepatide.

2. Review clinical considerations that support
shared decision making.

3. Discuss dosing, dose response, timing of
weight loss effect, effect after stopping or
decreasing the dose, cost.

This session will focus on drug information applicable to adults who may
be considering medications for chronic weight management. While
important, the following are beyond the scope of this session: limitations
of body mass index (BMI), pediatrics, nutrition, exercise interventions.

PAD acknowledges that there are differences in terminologies regarding
body weight and will prioritize language that is respectful of individuals’
preferences.

BC’s Provincial Academic Detailing (PAD) Service is offered free of charge to health care professionals.

Medications for Chronic Weight Management in Adults:
Update on semaglutide and tirzepatide

B.C. Provincial Academic Detailing (PAD) Service

Summer 2026 update

This summary reference is current as of July 2026.
Please check www.bcpad.ca for updates.

Generic Brand by indication

semaglutide
subcutaneous
injection

Type 2 diabetes Ozempic, Plosbrio, generics

Chronic weight management | Wegovy, Poviztra, generic (Sevmia)

semaglutide
oral tablets

Type 2 diabetes Rybelsus

Approved in 2026 by the US FDA for chronic

Chronic weight management | weight management, currently under
review by Health Canada for this indication

tirzepatide
subcutaneous
injection

Type 2 diabetes Mounjaro

Chronic weight management | Zepbound

The service is provided by health authorities and supported by the Ministry of Health.

Relevant topics are identified in consultation with various groups.

To book an academic
detailing session and
to subscribe to our

www.bcpad.ca

PAD Refills newsletter:

Link to the survey
for this session:



http://www.bcpad.ca/
https://www2.gov.bc.ca/gov/content/health/practitioner-professional-resources/pad-service
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1zt Overview

Medication

Semaglutide

Basic pharmacology Contraindications

GLP1 receptor agonist
hormone analogue with

= medullary thyroid cancer (MTC)
Multiple Endocrine Neoplasia

central and peripheral activity syndrome type 2 (MEN2)

* pregnancy
breastfeeding (semaglutide)

Tirzepatide

GIP and GLP1 receptor
hormone analogue with

central and peripheral activity

agonist

Summer 2026

Important adverse events

» gastrointestinal: nausea > diarrhea > vomiting, constipation
» pancreatitis, gallbladder disease
= dysesthesia

From postmarketing cases and observational studies:

intestinal obstruction, ileus

pulmonary aspiration during general anesthesia or deep
sedation

malnutrition, excess weight loss
ocular adverse events

GIP: glucose-dependent insulinotropic polypeptide; GLP1: glucagon-like peptide-1

-----------------------------------------

International Obesity Collaborative
2024 Statement

Obesity care is about health, not
weight. Weight loss is just one
outcome of obesity care.

Obesity Canada

2025 Pharmacotherapy Guideline

preferences and treatment goals to support an
approach that is safe, effective, culturally acceptable
and affordable for long-term adherence.

b !
i i Pharmacotherapy should meet individual values, i

World Health Organization
2025 Guideline

In adults living with obesity, GLP1
receptor agonists or GIP and GLP1
dual agonists may be used long-term.

-

International Obesity Collaborative 2024 Statement; Obesity Canada 2025 Guideline CMAJ 2025 (PMID:40789597); World Health Organization 2025 Guideline

-----------------------------------------

2


https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=&ved=2ahUKEwir45Cm39eVAxWQFjQIHVVAFywQFnoECA0QAQ&url=https%3A%2F%2Fwww.obesity.org%2Fwp-content%2Fuploads%2F2024%2F01%2FIOC-Consensus-Statement-Obesity-Care-vs.-Weight-Loss.pdf&usg=AOvVaw0aWeMeqWMfYRY-l2LY7r2I&opi=89978449
https://pubmed.ncbi.nlm.nih.gov/40789597/
https://app.magicapp.org/#/guideline/LrRxrL

Indication

@ Regulatory indications: beyond glucose lowering and weight loss

Cardiovascular

Semaglutide subcutaneous

Ozempic

= to reduce the risk of cardiovascular
events in adults with type 2 diabetes and
cardiovascular disease and/or chronic
kidney disease

= to reduce the risk of sustained eGFR
decline, end-stage kidney disease,
cardiovascular death in adults with type
2 diabetes and chronic kidney disease

Wegovy

= to reduce the risk of cardiovascular
events/non-fatal myocardial infarction in
adults with a BMI > 27 and a history of
cardiovascular disease

Semaglutide oral

Rybelsus oral tablets

= to reduce the risk of cardiovascular
events in adults with type 2 diabetes and
cardiovascular disease or high
cardiovascular risk

Tirzepatide subcutaneous

Obstructive sleep apnea

Zepbound

= to treat moderate to severe OSA in
adults with BMI > 30 (not a replacement
for positive airway pressure)

MASH

non-cirrhotic metabolic
dysfunction-associated
steatohepatitis

Wegovy

= treatment of MASH with moderate to
advanced liver fibrosis (stages F2 to F3)

» conditional approval: contingent upon
the verification of clinical benefit in a
confirmatory trial

Health Canada Drug Product Database; US Food and Drug Administration Approved Drugs (accessed July 22, 2026)




oQp Participants in principal
weight loss trials's

BMI = 30
or BMI = 27 plus average
comorbidity age mid/late 40s

eg, hypertension BMI 36 — 40
dyslipidemia
obstructive sleep apnea

oy, Lifestyle modification
?counseling provided in
addition to medication’s

physical activity
= 150 minutes per week

diet
500 kcal deficit per day

@ Weight loss outcomes: snapshot

@ Average weight loss at
“_L’) approximately 1 year¢
lifestyle modification

as a comparator
2% — 4%

tirzepatide 5, 10, 15 mg subcut
15%, 20%, 21%

type 2 diabetes participants average weight loss
with 10, 15 mg doses: 13%, 15%

semaglutide 2.4, 7.2 mg subcut
15%, 19%

type 2 diabetes participants average weight loss
with 1, 2.4, 7.2 mg doses: 7%, 10%, 13%

semaglutide 25 mg oral
14%

These estimates reflect overall weight loss and
do not differentiate fat versus lean mass loss.
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Dose response’478

In clinical trials that compared different
doses for weight loss:

» Tirzepatide 5 mg subcut weekly
achieved ~ 70% of the weight loss of 15
mg weekly.

» Semaglutide 1 mg subcut weekly
achieved ~ 75% of the weight loss of
2.4 mg weekly.

» Semaglutide 2.4 mg subcut weekly
achieved ~ 80% of the weight loss of
7.2 mg weekly.

HbA1c lowering®?

In weight loss trials that enrolled people
with type 2 diabetes (mean HbA1c ~8%,
age mid 50s), HbA1c was also reduced:

» Tirzepatide 10 and 15 mg: J 2%
» Semaglutide 1-7.2mg: |\ 1.5-1.7%

ISURMOUNT-1 tirzepatide NEJM 2022; 2STEP 1 semaglutide NEJM 2021; 3SURMOUNT-5 tirzepatide vs semaglutide NEJM 2025; *STEP UP Lancet Diabetes Endocrinol 2025; >OASIS 4 NEJM 2025; $SURMOUNT-2 tirzepatide Lancet
2023; 7STEP 2 Lancet 2021; 8STEP UP T2D Lancet Diabetes Endocrinol 2025; slide design images from Flaticon.com



@ Dose titration, timing of effect, effect after stopping or decreasing the dose

Dose titration schedule used in clinical trials:'-3

Summer 2026

Semaglutide 0.25 mg weekly 0.5 mg weekly 1 mg weekly 1.7 mgweekly 2.4 mgweekly 7.2 mg weekly Weight loss plateau:
subcut X 4 weeks x 4 weeks x 4 weeks x 4 weeks x 4 weeks maximum dose #  52-60 weeks

# maximum dose approved by the US FDA (Wegovy HD) however Health Canada’s current maximum dose is 2.4 mg weekly
Tirzepatide 2.5 mg weekly = 5 mg weekly 7.5 mgweekly 10 mg weekly 12.5 mg weekly 15 mg weekly Weight loss plateau:
subcut X 4 weeks X 4 weeks X 4 weeks X 4 weeks X 4 weeks maximum dose 60-72 weeks

Onset of weight loss effect:
by 4 weeks on the lowest dose

_____________________________________________________________________________

Dose titration+®
Obesity Canada 2025 Pharmacotherapy Guideline indicates that:

= Some individuals may achieve their goals with lower than the maximum
dose.

i » |n cases of excessive weight loss, doses should be reduced, and
! medication may need to be stopped.

A slower titration (ie, waiting longer than 4 weeks between dose increases)
can include increasing the dose when:

(O weight loss remains below the individualized goal, and,
(2) gastrointestinal adverse events are manageable, and,
(3 there is adequate intake of nutrient dense meals including fiber.

See reference list

i Effect after stopping or decreasing the dose'0-15

Like other chronic disease medications, the weight loss effects of GLP1
agonists do not persist after they are discontinued (on average). From clinical
trials that compared continuing medication with stopping:

= 4 weeks after stopping: ~1% to 2% of weight may be regained.
= 1 year after stopping: ~1/2 to 2/3 of weight may be regained.

tirzepatide at a dose of 10 or 15 mg against lowering the dose to 5 mg:

Maintaining tirzepatide dose
10 or 15 mg weekly for 112 weeks

maintains 22% average weight loss
from baseline out to 112 weeks

Lowering tirzepatide dose
from 10 or 15 mg to 5 mg after 52 weeks

i A 2026 clinical trial compared weight loss outcomes with maintaining

some weight regain but retains a
clinically-relevant weight loss of 17%




@ Cost of semaglutide and tirzepatide products™®

Semaglutide subcutaneous

Semaglutide oral tablets

30 tabs
30 tabs
30 tabs

Type 2 diabetes | Rybelsus

Formulation and dose transition: previous strengths 3, 7, 14 mg have changed to 1.5,
4, 9 mg strengths, respectively.

Oral semaglutide administration: single tablet doses only; swallow whole on an empty
stomach with up to 120 mL of water; wait 30 minutes before eating food, drinking
beverages or taking other oral medications.

Chronic weight | Wegovy 0.25 mg dose 1 mg/pen
management 0.5 mg dose 2 mg/pen
1 mg dose 4 mg/pen $440
1.7 mg dose 6.8 mg/pen
2.4 mg dose 9.6 mg/pen
Type 2 diabetes | Ozempic 0.25, 0.5 mg dose 2 mg/pen $250
1 mg dose 4 mg/pen
generics 0.25, 0.5 mg dose 2 mg/pen $85
1 mg dose 4 mg/pen

Tirzepatide subcutaneous

Chronic weight
management,
Type 2 diabetes

Zepbound,
Mounjaro

2.5 mg dose

10 mg/pen

Oral semaglutide for chronic weight management: in 2026 the US FDA approved oral
semaglutide for Chronic Weight Management to a maximum dose of 25 mg once a day.
This indication/dose is currently under review by Health Canada. Achieving a
semaglutide 25 mg oral dose is not possible in Canada with existing dosage strengths as
multiple tablets cannot be given at the same time.

$325
5 mg dose 20 mg/pen
7.5 mg dose 30 mg/pen
9 IP $455
10 mg dose 40 mg/pen
12.5 mg dose 50 mg/pen
2 oP $585
15 mg dose 60 mg/pen

McKesson Canada PharmaClik (accessed July 22, 2026); BC Ministry of Health Special Authority drug list

*Cost of currently available products as of July 22, 2026
» Wholesale cost without markup or professional fee.

BC PharmaCare Coverage

» Limited Coverage: semaglutide (Ozempic, generics) for type 2
diabetes.

Multidose pre-filled pens

» Each manufacturer (brand originator product, generic products)
supplies the medication in a pre-filled pen unique to their
company; there may be differences between pens in terms of the
click counts required to achieve a desired dose.


https://www2.gov.bc.ca/gov/content/health/practitioner-professional-resources/pharmacare/programs/special-authority/sa-drug-list

@ Semaglutide, tirzepatide: clinical considerations

Summer 2026

Contraindications,
Precautions

Thyroid Contraindicated: personal, family history MTC; personal history MEN2
cancer Evidence does not support a causal link to thyroid cancer (EMA 2023)
Pregnancy Contraindicated: pregnancy; effective contraception is recommended in people with childbearing potential

Tirzepatide: switch to a non-oral contraceptive or add a barrier method for 4 weeks at time of tirzepatide initiation
and for 4 weeks after each dose increase

Discontinue before planned pregnancy

- Semaglutide: at least 2 months prior

— Tirzepatide: at least 1 month prior

Breastfeeding

Contraindicated: semaglutide

Gastrointestinal
adverse events

Common Incidence: 60% — 70% (nausea > diarrhea > vomiting, constipation); abdominal pain: 10 — 20%
Dose-related: dose escalation can be slowed or paused
Timing: more common during medication initiation and titration (eg, nausea with semaglutide at week 20: ~20%, at
week 68: ~10%)
Investigate: severe or prolonged symptoms, abdominal pain (assess for intestinal obstruction, ileus)
Kidney function: monitor if reduced fluid intake and volume depletion
History of severe gastrointestinal disease: use of semaglutide and tirzepatide is not recommended
Gallbladder Cholelithiasis, cholecystitis: 1% — 2%

Pancreatitis

Cohort study: GLP1 agonists are associated with an increased risk of drug-induced pancreatitis during the first 3
months; in subsequent months, a lower risk of alcohol and hypertriglycidemia associated pancreatitis is observed
Advise: seek medical care if severe and persistent abdominal pain that radiates to the back or is accompanied by
nausea and vomiting

Pulmonary
aspiration

» Health Canada 2026 safety review: possible link between the use of GLP1 agonists and an increased risk of pulmonary aspiration in
patients undergoing procedures requiring general anesthesia or deep sedation (case reports, observational studies)
» An individualized management approach is recommended, eg, see the Canadian 2026 STOP-GAP algorithm (PMID:39871617)

See reference list; MTC: medullary thyroid cancer; MEN2: Multiple Endocrine Neoplasia syndrome type 2



https://pubmed.ncbi.nlm.nih.gov/39871617/
https://pubmed.ncbi.nlm.nih.gov/39871617/
https://pubmed.ncbi.nlm.nih.gov/39871617/
https://pubmed.ncbi.nlm.nih.gov/39871617/

@ Semaglutide, tirzepatide: clinical considerations
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Hypoglycemia

Risk increased when coprescribed with insulin or sulfonylureas
— Insulin: consider insulin dose reduction of 20%
— Sulfonylurea: consider sulfonylurea dose reduction of 50%

Body
composition,
malnutrition,
excessive weight
loss

Obesity Canada 2025 recommends:

— Ensuring adequate nutritional and protein intake

- Emphasizing the importance of physical activity to retain muscle mass

- In cases of excessive weight loss, dose should be reduced so weight can be regained and maintained; in some cases, medication
may need to be stopped

Potential for malnutrition has been reported for tirzepatide (vitamin and mineral deficiency, protein deficiency, low body weight)

Patient counselling can include monitoring for: weakness, feeling faint, fatigue, dry skin, irritability, difficulty paying attention

In clinical trials, lean mass loss accounted for ~ 35% of the weight loss with semaglutide and ~ 25% of the weight loss with tirzepatide

- Lean mass is not exclusively skeletal muscle mass and whether there is a functional impact has not been determined

- With non-pharmacologic interventions focused on caloric restriction, lean mass loss may account for 20 — 25% of total weight loss
but resistance training results in the smallest amount of lean mass loss

Currently there is insufficient information regarding the effects on muscle function, physical performance, risk of sarcopenia,

nutritional outcomes (malnutrition, macronutrient or micronutrient deficiencies), eating disorders

Suicide, suicidal
ideation, self-
harm

Available evidence does not suggest a causal link with GLP1 agonist use (HC 2024, US FDA 2024, EMA 2024); US FDA has removed
the warning from the prescribing information for GLP1 agonists (US FDA 2026)

Health Canada’s prescribing information recommends: avoiding semaglutide, tirzepatide use in people with a history of suicidal
attempts or active ideation, and monitoring for depression, suicidal thoughts, unusual changes in mood or behaviour

Dysesthesia

Semaglutide: rates of dysesthesia increased in two 72-week clinical trials

- Semaglutide 2.4 mg subcut weekly: 5 - 6%

— Semaglutide 7.2 mg subcut weekly: 19 — 23%

— Most common: hyperesthesia, dysesthesia, sensitive skin

- Mild in severity for most participants and did not lead to medication discontinuation in the majority of cases
Tirzepatide: postmarketing reports of dysesthesia

See reference list
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Alopecia = Rates in clinical trials:

- Semaglutide 2.4 mg subcut weekly 4%
- Semaglutide 7.2 mg subcut weekly 7%
- Tirzepatide: females 7%, males 0.5%

Ocular Diabetic Health Canada prescribing information states:

retinopathy = Semaglutide: in people with BMI > 27 and type 2 diabetes, diabetic retinopathy occurred over 68 weeks in
- 4% receiving semaglutide 2.4 mg subcut weekly
— 2.7% receiving placebo
— Monitor for progression in patients with a history of diabetic retinopathy
» Tirzepatide: use with caution with appropriate monitoring in people with diabetic retinopathy or diabetic macular edema

There is an ongoing semaglutide diabetic retinopathy trial (estimated completion 2027)

Optic Health Canada prescribing information advises = urgent referral for ophthalmological examination in patients who report
neuropathy, sudden vision loss (including partial loss)

macular _ = Observational studies provide conflicting conclusions regarding the association between GLP1 agonist use and non-

degeneration arteritic anterior ischemic optic neuropathy (NAION) and neovascular age-related macular degeneration (nAMD)

= Generally few events (rare therefore small absolute risks) are identified in the observational studies therefore risk
estimates are not precise, and residual confounding could not be ruled out

Cardiovascular = | SBP, I\ DBP, I HR, 1 PR interval; hypotension: dose related

monitoring = Caution: cardiac conditions that might be worsened by increase in HR, AV block, tachyarrhythmias
Drug = Narrow therapeutic index medications: possible modified absorption due to delayed gastric emptying (eg, antiretrovirals, digoxin,
interactions antiepileptics, warfarin, amiodarone, levothyroxine, cyclosporine)

» Weight-based dosing medications: review for the need for dose adjustment after weight loss
= Avoid inadvertent duplication with DPP4 inhibitors “gliptins”
= Combining with other weight loss medications: not approved for concurrent use

See reference list



@ Weight loss outcomes: details

Effect at approximately 1 year in

principal clinical trials

Proportion of people

tirzepatide subcut’
5, 10, 15 mg weekly

semaglutide subcut?
2.4 mg weekly

baseline BMI:

semaglutide subcut3
7.2 mg weekly

36-40 on
average

semaglutide oral*
25 mg daily

Weight change (%) Proportion of people Proportion of people Proportion of people : :

on average who lose > 5% weight [ who lose = 10% weight | who lose > 20% weight ATDCIHEd TR
adverse events

J 15,20, 21% 85, 89, 91% 69, 78, 84% 30, 50, 57% 4,7,6%

J 3% placebo 35% placebo 19% placebo 3% placebo 3% placebo

Jd 15% 86% 69% 32% 7%

J 2% placebo 32% placebo 12% placebo 2% placebo 3% placebo

4 19% 91% 82% 48% 5%

J 4% placebo 37% placebo 21% placebo 3% placebo 1% placebo

4 14% 79% 63% 30% 7%

J 2% placebo

31% placebo

14% placebo

3% placebo

6% placebo

'SURMOUNT-1 tirzepatide NEJM 2022; 2STEP 1 semaglutide NEJM 2021; 3STEP UP Lancet Diabetes Endocrinol 2025; 4OASIS 4 NEJM 2025

Minimally important effect required for regulatory drug approval for chronic weight management>*
(D At least 5% more weight loss vs placebo on average; or
@ At least 35% of people achieve 5% weight loss, doubling the placebo proportion

Reference list is available upon request. Materials are designed to be used in conjunction with an academic detailing session provided by a PAD pharmacist.
For more information, or to schedule an academic detailing session, please contact the BC PAD Service.

This document has been compiled for the British Columbia Ministry of Health. The information contained in this document is intended for educational purposes only and is not intended as a substitute for the advice or professional judgment of a

BC Provincial Academic
Detailing Service

health care professional. The information in this document is provided without any express or implied warranty regarding its content, and no party involved with the preparation of this document is responsible for any errors or omissions that may
be contained herein, nor is any party involved with the preparation of this document responsible for the result obtained from the use of information in this document. Any use of this document, or the accompanying academic detailing session, will

imply acknowledgement of this disclaimer and release the Province o

Email: PAD@gov.bc.ca
Web: www.bcpad.ca

British Columbia, its employees, agents and any pa involved in the preparation of this document from any and all liabili opyright © 2026, Province of British Columbia. A


mailto:PAD@gov.bc.ca
http://www.bcpad.ca
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