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What are GLP-1/ GIP Incretins

« Tirzepatide is a single molecule combining dual agonism of glucose-dependent insulinotropic

polypetide (GIP) and glucagon like peptide (GLP-1) receptors agonists, which is administered
once weekly.

« GLP-1, secreted by the enteroendocrine L-cells, along with GIP, which is secreted by the
enteroendocrine K-cells, are the major determinants of the incretin effect.

« The incretin effect is the enhancement of glucose-dependent insulin secretion from pancreatic
beta cells following nutrient ingestion.

« GLP-1 and GIP exert pleiotropic physiological actions, including enhancement of insulin

secretion, glyceamic, appetite control, cardio-protection, and adipose tissue improved
functions.
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Major phsyiological roles of of GLP-1 and GIP

The catcher in the gut: Tirzepatide, a dual incretin analog for the treatment of type 2 diabetes mellitus and obesity -
ScienceDirect
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https://www.sciencedirect.com/science/article/pii/S2589936822000585
https://www.sciencedirect.com/science/article/pii/S2589936822000585
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Surmount-1 Trial

Tirzepatide Once Weekly for the Treatment of Obesity | New England Journal of Medicine

Randomised, double blind trial.

- Compared tirzepatide with placebo, both alongside diet and exercise support - participants were supported by a Dietitian for the
full 72 weeks.

« Inclusion: adult with obesity (BMI of 30kg/m2 or more) with or without a comorbidity or overweight (BMI of 27kg/m2 to
29 9kg/m2) with at least one of the following weight related comorbities: hypertension, dyslipideamia, obstructive sleep apnoea
or cardiovascular disease, pre-diabetes.

« People with type 2 Diabetes, unstable major depressive disorder or other severe psychiatric disorders within the last 2 years
were excluded.

« Trial done in 9 countries, no study site in the UK - but funding has been secured to start the SURMOUNT-UK trial in Manchester.

« Results: show a 94% reduction in risk of progression to type 2 diabetes across all pooled doses of tirzepatide compared to
placebo over three years.

Participants treated with tirzepatide had an average weight reduction of 22.9% (15mg dose).


https://www.nejm.org/doi/full/10.1056/NEJMoa2206038
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SURMOUNT-4

Continued Treatment With Tirzepatide for Maintenance of Weight Reduction in Adults With Obesity: The

SURMQUNT-4 Randomized Clinical Trial | Cardiology | JAMA | JAMA Network

36 week of open label maximum tolerated dose of tirzepatide (10 or 15mg), adults (n-670) with obesity or
overweight (without diabetes).

Experienced a mean weight reduction of 20.9%.
For randomization (at week 36), those switched to placebo experienced a 14% weight regain.

Those continuing tirzpatide experienced an additional 5.9% weight reduction during the 52- week double
blind period.

Conclusion: Participants with obesity/ overweight, withdrawing tirzepatide led to substantial regain of lost
weight, whereas continued treatment maintained and augmented initial weight reduction.

Aronne LJ, Sattar N, Horn DB, et al. Continued Treatment With Tirzepatide for Maintenance of Weight Reduction in Adults With Obesity: The SURMOUNT-4 Randomized Clinical
Trial. JAMA. 2024;331(1):38-48. doi:10.1001/jama.2023.249 45


https://jamanetwork.com/journals/jama/fullarticle/2812936
https://jamanetwork.com/journals/jama/fullarticle/2812936
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NICE Recommendations:
NICE Guidance for Tirzepatide

Overview | Tirzepatide for managing overweight and obesity | Guidance | NICE

Published 23 December 2024

« Tirzepatide has been approved to be used in both primary care or a specialist weight management
service.

« Recommendation that NHS service providers make tirzepatide available for managing overweight and
obesity alongside a reduced calorie diet and increased physical activity.

|t is recommended for adults with a BMI at least 35kg.m2,and with at least one weight related

comorbidity.


https://www.nice.org.uk/guidance/ta1026?UNLID=1436863722025122164142
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Phased implementation period

NHS service providers will be required to make tirzepatide available as follows:

« Within 90 days of the guidance's publication, for patients already receiving treatment in
specialist weight management services.

« Within 180 days for the guidance's publication, for a further cohort of high—-priority patients
(with eligibility to be determined by NHS England).

« NICE expects that, at the end of the three- year period around 220 000 patients would have
become eligible for treatment.

« Within 12 years of the guidance's publication, for the remainder of patients.
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Prioritisation and Review

« Proposed prioritising patients according to BMI and the number of qualifying
comorbidities.

« NICE recommends a modified approach to clinical prioritisations of the eligible population
that is more closely aligned with expert opinion.

« NICE will conduct a formal review to be completed within 3 years from the date of final

guidance publication.

- It is not NICE's role to specify service delivery models, which is left to NHS England and
the ICBs.

10
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Funding Variation Request

- NHS England submitted a funding variation request, on behalf of NHS providers and ICBs,
to extend the time needed to comply with the recommendations.

Funding variation allows the following:
- Availability of services

« Clinical capacity

- Inequity of access

- Budget impact

11
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Funding Variation

« NHSE, in conjunction with Integrated Care Boards (ICBs), is proposing an alternative
implementation proposal (IP) that would allow for the steady and consistent expansion of service

capacity to deliver a tirzepatide treatment pathways aligned to the treatment model.

 Clinical prioritisation for tirzepatide, informed by clinical expertise, begins with the highest clinical

need, like the Surmount trial criteria.

« The IP aids the commissioners on how to introduce tirzepatide, setting targets based on the

demographic data of the clinical cohorts and commencement is based on capacity.

12
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Suggested implementation proposal

EXAMPLE:
Cohort 1- approximately 18 months, BMI>40 with >3 qualifying comorbidities
Cohort 2 — approximately 12 months, BMI>40 with 2 qualifying comorbidities

Cohort 3 - approximately 14 months, BMI>40 with 2 qualifying comorbidities (incl. T2DM)

Continues until Cohort 7 which will cover the 12 years proposed programme.

13
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— Phased implementation

« Awaiting word from NHSE and ICBS in April with regards to the roll out.

« Contact your local ICB teams

Tirzepatide for managing overweight and obesity - NWICB are
committed to fund positive NICE TA treatments. Awaiting clarification of
place in pathway and commissioning arrangements. Further guidance will be
issued when available

On 8" November 2023, the Medicines and Healthcare products Regulatory Agency
(MHRA) authorised a new indication for Tirzepatide - weight loss and weight
management in adults aged 18 and over. The medicine is to be used together with a
reduced-calorie diet and increased physical activity.

NICE TA1026 was published on 23rd December 2024. Local commissioning
arrangements are currently being considered. Until commissioning is confirmed, there
should be no prescribing of Tirzepatide in primary or secondary care for weight
management.

14
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Topics that can be discussed in a consultation

NICE initial assessment checklist

NICE counselling checklist

NICE follow up checklist
Tools and resources | Tirzepatide for managing overweight and obesity |
Guidance | NICE

Allergies, drug interactions

Personalised summary
Med KeyaThing'sitolKinowy
edscape resource S Beforelliaking

Do they meet the criteria according to NICE \\\[Vgightloss

Side effect and safety netting
MHRA warning guidance
Injection — signposting

Safe disposal of syringes

« Nutritional and behavioural changes
3/31/2025 16


https://www.nice.org.uk/guidance/ta1026/resources
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My personal reference: created for the GP
ractices at my PCN

Tirzepatide

(Mounjaro®)

Initially 2.5 mg once weekly for 4
weeks, then increased to 5 mg
once weekly for at least 4 weeks,
then increased if necessary up to
15 mg once weekly, dose to be
increased in steps of 2.5 mg at
intervals of at least 4 weeks.

Tirzepatide has not been approved yet for obesity management on the NHS — it is
currently being assessed by NICE.

Recommended alongside a reduced-calorie diet and increased physical activity in
adults:

. BMI of 30kg/m2 or more
. Individuals with a BMI of 27kg/m2 with at least one or more weight-
related co-morbidity

Discontinue use:

Assess benefit of continuing treatment if at least 5% of initial body-weight has
not been lost after 6 months at highest tolerated dose.

Potentially available in Primary Care in 2025

Long-acting GIP (glucose-dependent
insulinotropic polypeptide) receptor
and GLP-1 (glucagon-like peptide-1)
receptor agonist that increases insulin
sensitivity and secretion, suppresses
glucagon secretion, and slows gastric
emptying

Tirzepatide | Drugs | BNF | NICE

Side Effects:

Alopecia; appetite decreased (in
patients with type 2 diabetes);
asthenia; burping; constipation;

diarrhoea; dizziness; gastrointestinal
discomfort; gastrointestinal disorders;
hypersensitivity; hypotension;
lethargy; malaise; nausea; vomiting

https://onlinedoctor.superdrug.com

Starting from £215

www. https://medexpress.co.uk
Starting from £149.99

https://onlinedoctor.boots.com

Starting from £219

Https://onlinedoctor.lloydspharmacy.com

Starting from £169

www. https://onlinedoctor.asda.com
Starting from £179

17
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Resources — Medscape Primary Care Hack

https://img.medscapestatic.com/vim/live/professional assets/medscape/prof_documents/Incretins Hack Feb 25

v10.pdf

Use of Liraglutide, Semaglutide, and Tirzepatide for Medscape # uk X Guidelines
Adults Living With Owverweight and Obesity Frinwary) Care Hacks

Kevin Fernando, GP Partner, North Berwick Health Centre and Comtent Adhisor, Medscape Global and UK (email: kfermando@webmd._net); Dr Eimear Darcy, GF Partner Grange Family Pre = Omagh
Incretin i i Further Considerations (see also
Thera icati Prescribing Considerations and Special
Py Precautions for Use)

l'—-t—-t-

4] NICE recommends lower BRI by 2.5 kgs/m) for people of South Asian, Chinese. other Asian, Black or Farmily

[B)n- TAEE4 recommends liragl oww—e-g'rturobsiyiltlsprscﬁbedb, y, tier-3 and i icled g to the the drug. MICE recommends prowvision in patients,

waith all of the following: = nuuutasncg.rma P of 42—47 mmol/mol or i urss—aommn mdhghmkdcvb basdmmkhcmmuumz—shsormnaﬂ-u-meanmguqchu treatment
should be discontinued if patients have not lost =59 of ther r-lnlbudy-sg

IC] If escalation to the next dose is not wolerated for 2 weeks - clon!'der::ﬁsoarmﬂuilgmﬂ"

2] MNICE TAs7s™ sticde if it is wsed for a masimum of 2 years, is list providing £, and is prowid Jac:ur&gmu-emnmsm—lmgemmhrmedn—;
MICE recommends provision in patients with =1 wleigl‘—rdansdcntmrbﬂlyandeiha'aEmlmw“aﬂﬂdm?Wﬁhmmﬂmmhmnﬂm o services in MNICE MNG24&:" " if weight loss is <5%
Efvi::qlwgigm.hzrdmduafmmmnﬁdswgsenﬁgkﬁde.‘”as SELECT trial has demonstrated Cw benefits of of loss, it may be worth considenng continuation independent of weight loss when used for

IE] ¥ stide is not d ar 2.4 mag, i ar 1.7 mg for 4 more weeks then re-escalate afterwardss

[F] MICE TA1026= recommends prescribing tirzepatide for adults with 2 BMI of =35 kg/m? and =1 weightrelated comorbidity;!™ if weight loss is <5% of initial weight after & months of reatment, i ing G

IS] Individualise tirzepatide abowe 5 mg iregy o i i goals, i ing dose by 2.5 mg after =4 weeks at current dose; 5 mg, 10 mg, and 15 mg are the doses. =

This table is based on the of of and HCFPs are asked o report all drug e with a Black Triangle symbol (W) through the Yellow Cand umbra,

SGLNS _Medscape @drkevinfernando IS medscape.co.uk/guidelines

(e T ——r
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Medscape Primary Care Hack

and Names of Incretin Thera Practical Considerations—Injection, Storage, Driving'®s*

Brand MName (Maximum Dose) for Brand Mame (Maximum
Weight Management Dose) for T2D

Saxenda®™ (up to 3.0 mg daily) WVictoza® (up 1o = Liraglutide is also now available as
1.8 mg daily) an authorised generic in US markets
(for T2D)."=

Behavioural Modifications and Interventions/®5%11.16-25] Side Effects!®s6%.26-31] Minimising Occurrence/Severity of Gl Adverse

Effects: General Guidance?¥

[ 1 JCTTeTEE

Managing Gl Side Effects «‘Q —

Food compo-ltion

o‘ e

Women's Health and Incretin Therapies'>*

= Incretin therapies are not during br g and pregnancy Lm
o of childbeari ial should use i
= For women planning pregnancy: &
o liraglutide: discontinue bef ing to eive oy
o semaglutide: discontinue =2 months before attempting to conceive A
o tirzepatide: discontinue =1 month before attempting to conceive
= Specific OCP advice for tirze patide: Gorgajo-Martinez J, Mezquita-Raya P, Carretero-Gémez J et al. Clinical
o women with a normal BMI: no dose adj. of OCP is i recommendations to manage gastrointestinal adverse events in patients
© women with obesity or overweight: switch to a non-oral oonll:lmma method, or v=ated with glp-1 receptor agonists: a mubicdiscplinany eqpen consensus.
add a barmrier r hod of contrac [N wpon N ‘ﬂardmmdum J Clin Med 2022; 12 (1): 145. . . .
ifor 4 weeks). Adapted under the terms of the CC-BY 4.0 aorbution licence,

BGLNS Medscape infernando | medscape.co.uk/guidelines

For rafarsncas and 1o w

this Primany Care Hack onling, g0 1o medteapsal. oo /Mack. fmeratin = Lipclatnd: Febniaey 026,
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Medscape Primary Care Hack

Advice for Miss Doses! Special Considerations for People With T2D and Overweight/Obesity!?5.?-12.14.37-411

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

bescﬂblng Cuﬁdomﬁﬂn"-""‘“"'

dat ooy ot et 4 ding N i
Wmdﬂnday.wﬁhurmnnm to clinical judgement hould be discu:
o e and th & o specific OCP advice is dowd For + ic surgesy and
should be scheduled on the same day tirzepatide (sese Women’s Health and - m
each week, but the time can be varied Incretin Thalapuq' - s e Y
© if a change of day is required for - Sick day guid vy "'W"fﬁﬁ s
mhmm:ﬁg mgg(:!y el “ “dehydntng. h"mw
transition must be >3 days (=72 ) 2 ?-pw-! vomiting), o aonuﬁngblheUSSPCs,alm
= Al incretin therapies delay gastric q to avoid wo danyGlor b-divdmbmmennwum:pecsmai
emptying and therefore have the other symptoms. o MO
potential to impact the absorption of o the in therapy can be ) _ﬁ"'" ""“:V
ed oral medi h 2ver when sent i i e 2023 sy

.7.90,11,17 4349 BMi=body mass mdex; bpm=beats

FO“OW UP“ = A per minute; CrCl=creatinine desrance;

CV-c-diovascnhr; CVD-eandiov.s:ulu disease:
/RM I ol
k DPPa-dij ickyl ¥ 4 m-dlabeh:
retinopathy: DVl.AvDrwef & Vehicle I.n:ensng Agency.
SRD-end«suge

renal disease; FDA=Fcod and Drug Admm-sunon
GLP-1=gi -lik 1; Mt.A, d
h, in; HCP=health ol HR=heart

rate; LTC=long-term condition; MEN2=multiple endocrine
neephsca rype-2 MHRA=Medicines and Healthcare
P ¥ MTC dullary thyroid
i E Guideli OCP=cral
pnll od=once daily; ME-Pubhc Health England;

PPl=proton pump
RC'-undom-sed oemrelled trial; SMART=Specific,
rcdi Tamely,
SMB: if- of blood SPC- y of

product characteristics; Su-suﬁon,{wel, 'I'A-Yedmobgy
Apprasal; TID=type 1 di T2D=type 2

@GLNS Medscape @drkevinfernan Y medscape.co.uk/guidelines
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Medicines and Healthcare products Regulatory Agency

GLP-1 receptor agonists: reminder of the potential side
effects and to be aware of the potential for misuse

Healthcare professionals are reminded to inform patients about the common and
serious side effects associated with glucagon-like peptide-1 receptor agonists (GLP-
1RAs).

Advice for healthcare professionals:

« inform patients upon initial prescription and when increasing the dose about
the common risk of gastrointestinal side effects which may affect more than 1
in 10 patients. These are usually non-serious, however can sometimes lead to
more serious complications such as severe dehydration, resulting in
hospitalisation

* be aware that hypoglycaemia can occur in non-diabetic patients using some
GLP-1RAs for weight management; ensure patients are aware of the
symptoms and signs of hypoglycaemia and know to urgently seek medical
advice should they occur

* patients should also be warned of the risk of falsified GLP-1 RA medicines for
weight loss if not prescribed by a registered healthcare professional. and be
aware that some falsified medicines have been found to contain insulin’

* be aware there have been reports of potential misuse of GLP-1RAs for
unauthorised indications such as aesthetic weight loss

* report suspected adverse drug reactions to the Yellow Card scheme

Advice for healthcare professionals to provide to patients:

e GLP-1RAs are prescription-only medicines to be used under medical
supervision and should only be prescribed by a registered healthcare
professional

« the benefits and risks of using a GLP-1RAs for weight loss outside of the
licensed indications have not been studied

« common gastrointestinal side-effects of GLP-1RAs treatment (including
nausea, vomiting, diarrhoea and constipation) can persist for several days and
may affect more than 1 in 10 patients. This may result in dehydration, which if
severe may lead to other serious health complications such as kidney damage
resulting in hospitalisation

« throughout treatment stay well hydrated by drinking plenty of fluids (such as
water) to avoid dehydration, which can sometimes occur after experiencing
gastrointestinal side-effects including vomiting and diarrhoea

o other serious but less common side-effects of GLP-1RAs include acute
gallstone disease, pancreatitis, and serious allergic reactions

« if obtaining a private prescription (from a non-NHS prescriber), ensure that this
is dispensed from authorised sources, such as registered online pharmacies,
to avoid the risk of receiving falsified pens

o carefully read the instructions for use in the Patient Information Leaflet, and
use the prescribed dose

« if you are concerned about any side-effects, speak to a healthcare
professional

Report any suspected adverse drug reactions

Healthcare professionals should continue to report suspected adverse drug reactions
to the Yellow Card scheme. When reporting please provide as much information as
possible, including information about medical history, any concomitant medication,
onset, treatment dates, product brand name, details of your suspicion of
inappropriate use or misuse and include all relevant patient details including weight
or BMI, and if possible, where the product was obtained (i.e. NHS prescription,
private prescription, including online prescriptions, or illegitimate supplier). Reporting
suspected ADRs, even those known to occur, adds to knowledge about the
frequency and severity of these reactions and can be used to identify patients who
are most at risk. Your report helps the safer use of medicines.

Healthcare professionals, patients, and caregivers are asked to submit reports using
the Yellow Card scheme electronically using:

e the Yellow Card website

« the Yellow Card app; download from the Apple App Store or Google Play
Store

« some clinical IT systems for healthcare professionals (EMIS, SystmOne,
Vision, MiDatabank, and Ulysses

For queries or more information, please contact info@mhra.gov.uk

Article citation: MHRA Safety Update volume 18, issue 3: October 2024: 1
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How to Use- Signposting / Discuss if purchasing online what to consider

https://mounjaro.lilly.com/how-to-use-

mounjaro

How to inject and dosing Mounjaro
How to store the Mounjaro pen
How to dispose of the Mounjaro pens

Managing possible side effects and
serious side effects

Bottom and
Needle End
v

A AR Purple

Top Injection Button
Lock Ring

r— Indicator
Q.

-—-—’7 Medicine

Clear Base

Lock or Unlock

Z

Gray Base Cap
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Obesity, Volume: 32, Issue: 9, Pages: 1613-1631, First published: 10 June 2024, DOI: (10.1002/0by.24067)

Nutritional Considerations

N " - Would it be okay if we discussed your weight?
Ask Permission = Can we discuss the meals, snacks, and beverages you typically consume? Pretreatment
- I'd like to know more about any vitamins or other supplements you take.
- Evaluate root causes of obesity and the presence of obesity-related complications
hl Assess | - Medical history, including weight history? and lifestyle assessment (including nutrition)

- Physical examination; laboratory, assessment of body composition, and imaging as indicated
N u tr |t | O n a [ C O n Sl d e ra t | O nS W |t h . I ) ® Treatment options: lifestyle, AOMs, bariatric surgery, as appropriate
Advise - Expectations of treatment: % weight reduction, effect on obesity-related complications,
chronic nature of the disease

- Treatment goals: meaningful health outcomes, desired weight
Agree - Lifestyle goals: nutrition, physical activity (including resistance training),

antiobesity medications - Almandoz
sleep, stress management
— 2 O 24 — O b e S |tV — \/\/l le\/ O n l | n e h | Assist | : gg?;ezz <r:~|';aelIdeer-:jg(eesga':‘cr’el;,;?sr:'eerresd dietitian or social/emotional

support) and arrange follow-up

|_| b a I”y b Nutritional Assessment | During AOM Treatment

. Assess nutrient deficiency
risk factors?

. Evaluate nutrient intake
(e.g., 24-h dietary recall)
- Nutrition-focused history and

physical; assessment of

body composition Advise on
Monitor Tr ment R n
onito eatment Response Recommended Intakes3

ReVI eW Wh | C h p rOVI d eS - Assess response monthly during AOM dose e Fluid: >2-3 L/day

escalation, then every 3 months - Protein: =60 g/day (up to 1.5 g/kg BW/day)
- Adjust concomitant medications if needed . Dietary fiber: =21 g/day (women)
- =y - Address Gl symptoms, if they occur? — =30 g/day (men)
p r'a Ct I Ca l n Ut rl t | O n a l - Ensure appropriate social/emotional support - Energy: 1200—-1500 kcal/day (women)
- Monitor for emergence or worsening of 1500—1800 kcal/day (men)
mood disorders - Micronutrients: Treat preexisting

deficiencies and counsel on adequate
micronutrient intake. Consider

recommendations and tips e R LT o, cattur, an

7 ™ =
for patient monitoring and =Risk Factors for Malnutrition Management of AOM-Associated
Adverse Gl Events
- Obesity - Dietary modification: eat smaller nutrient-rich meals more
- History of Gl tract surgery, such as bariatric surgery frequently and limit high-fat foods, spicy foods, alcoholic or
ma n a g e m e nt a n d p ro m Ot e - Advanced age carbonated beverages
- Comorbid chronic diseases, such as chronic kidney disease, - Dose reduction, slower dose escalation, treatment cessation or
heart failure, Gl tract disease switching to alternative therapy
- Eating disorders, mood disorders and substance use disorders ® May consider OTC medications for short-termm symptom control
. . Gl symptoms - Ensure patient meets needs for protein, fiber, fluids, and
O pt I I | Ia e a t O ut CO I | Ie S - Unintended weight loss of =25% in the past month or Z10% in micronutrients.
the past 6 months - If unable to meet needs, consider short-term dietary
- Food insecurity or monotonous diets supplementation (such as protein shakes, multivitamin) until
- Poor dentition symptoms resolve

1 Medical weight history may encompass age of onset, precipitating events, time course of weight changes, social and emotional factors influencing weight, impact of weight
changes on quality of life, and previous weight-loss attempts.

2 See “Risk Factors for Malnutrition” above.

3 Nutritional needs vary based on age, sex, body weight, physical activity and other factors. The following are the AMDRSs: Protein, 10%—30% of energy intake; Carbohydrates,
45%—65% of energy intake; Fat, 20%—-35% of energy intake. Treatment of micronutrient deficiencies may require targeted micronutrient supplementation rather than reliance
on food sources.

4 Patients should be advised to contact their clinician if they have severe or persistent Gl symptoms or significantly suppressed appetite leading to poor oral %@ke. See
“Management of AOM-Associated Adverse Gl Events” above.
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