BREHERS

2024.12.06

MPx: ZEIR. RS B







THRAE

INER—OI0HE NERRBRTEE, AREIENA R RBRSRERET
HEREAEONER HAMPRETEE®ME, HoA1CH{ESRS. 3%,
(BiEL4R1ERN/ RS B O BRI — L 1TE).

BEEXAERARREANEREER, FHMUR, EERAMARERE
SEERNEE RESZE, MHEESE-TERSAT, HEERRS

HNiBED, MFER—LHAobEm BEEY, N: GLP-1¥EMILiraglutidefn
semaglutide, DLEZSGLT2#PHIH . HRAEEFNMKLR, ELEYE
E;E*Eﬁwalko %9"; ﬂﬂ&%m_gﬁﬁﬁﬁu ﬁﬂq“ﬁiiﬁ'ﬁ; ﬁ%
BEEREBY EE R, ERERHMANAERE.

A, MERBAFEVRERENERE, BANEREAWMRIIFEL
EFIROEE R, JRAFF R E RN ENR, IR CHAMERRK
RIZFIMELENBS 2 E. A BENRTRP—ELTASRESRER
, DUMEMHERRRRRAER.




Subcutaneous semaglutide 2.4 mg — Subcutaneous semaglutide has demonstrated efficacy foqweight loss
(Pdfigure 1)[8,9,49,50]. It can also improve

in trials involving patients with an

without type 2 diahete

ﬁ' UWS?SlUDméte

glycemia and lipids and has demonstrated cardiovascular benefits [8,51-53]. Selection among GLP-1-based

therapies is discussed elsewhere. (See 'Choice of agent' above.)

Dosing and monitoring — Semaglutide is administered subcutaneously in the abdomen, thigh, or upper

arm once weekly. The initial dose is 0.25 mg once weekly for four weeks (Eg table 2). The dose is increased at

four-week intervals (0.5, 1, 1.7, 2.4 mg) to the recommended dose of 1.7 or 2.4 mg once weekly [54]. We use

the minimum dose required to achieve the desired weight loss. If dose escalation is not tolerated due to side

effects (eg, nausea, vomiting), the increase in dose can be delayed by another four weeks. Patients can be

maintained on the 1.7 mg dose if they have an acceptable weight loss response or cannot tolerate the 2.4 mg

dose. Limited data exist regarding the efficacy of lower doses in patients without diabetes.
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Oxford Centre for Evidence-Based Medicine 2011 Levels of Evidence

Question

Step 3
(Level 3%)

Step 4
(Level 4*)

Step 5 (Level 5)

How common is the
problem?

Local and current random sample
surveys (or censuses)

ystematic review of surveys
hat allow matching to local
ircumstances**

Local non-random sample**

Case-series**

n/a

Is this diagnostic or

monitoring test
ccurate?

(Diagnosis)

Systematic review

of cross sectional studies with
consistently applied reference
standard and blinding

ndividual cross sectional
tudies with consistently
pplied reference standard and
linding

Non-consecutive studies, or studies without
consistently applied reference standards**

Case-control studies, or
“poor or non-independent
reference standard**

Mechanism-based
reasoning

Does this
ntervention help?
Treatment Benefits)

ICOMMON harms?
(Treatment Harms)

Systematic review
of inception cohort studies

Systematic review

of randomized trials or n-of-1 trials

ystematic review of randomized
rials, systematic review

of nested case-control studies, n-
of-1 trial with the patient you are
raising the question about, or
observational study with dramatic
effect

nception cohort studies

Randomized trial
br observational study with
Hramatic effect

br (exceptionally) observational
study with dramatic effect

Cohort study or control arm of randomized trial*

Non-randomized controlled cohort/follow-up
study**

Non-ranaomlzea conEro lea CO”O: E’ ollow-up

study (post-marketing surveillance) provided
there are sufficient numbers to rule out a
common harm. (For long-term harms the
duration of follow-up must be sufficient.)**

What are the RARE
harms?
(Treatment Harms)

Systematic review of randomized
rials or n-of-1 trial

Randomized trial
br (exceptionally) observational
Jtudy with dramatic effect

Case-series or case-
icontrol studies, or poor

quality prognostic cohort
tudy**

Case-series, case-control
studies, or histaorically
icontrolled studies**

n/a

Mechanism-based
reasoning

Case-5eres, Case-contron,

or historically controlled
studies**

Mechanism-base
reasoning

Is this (early
detection) test
worthwhile?
(Screening)

Systematic review of randomized
rials

Randomized trial

Non -randomized controlled cohort/follow-up
study**

Case-series, case-control,
or historically controlled
studies**

Mechanism-based
reasoning

* Level may be graded down on the basis of study quality, imprecision, indirectness (study PICO does not match questions PICO), because of inconsistency between
studies, or because the absolute effect size is very small; Level may be graded up if there is a large or very large effect size.

** As always, a systematic review is generally better than an individual study.

How to cite the Levels of Evidence Table
OCEBM Levels of Evidence Working Group*. "The Oxford 2011 Levels of Evidence".

Oxford Centre for Evidence-Based Medicine. http://www.cebm.net/index.aspx?0=5653
* OCEBM Table of Evidence Working Group = Jeremy Howick, Iain Chalmers (James Lind Library), Paul Glasziou, Trish Greenhalgh, Carl Heneghan, Alessandro Liberati, Ivan Moschetti,
Bob Phillips, Hazel Thornton, Olive Goddard and Mary Hodgkinson




Does this i i i i Non-randomized controlled cohort/follow-up Case-series, case-control [Mechanism-based
intervention help? study** tudies, or historically reasoning
(Treatment Benefits) i ontrolled studies**




Obesity “Obesity” [All Fields]
Without diabetes “Without diabetes” [All Fields]

GLP-1 agonist “GLP-1 agonist” [All Fields]
SGLT2 inhibitor “SGLT2 inhibitor” [All Fields]

Placebo "Placebo” [All Fields]

Weight loss “Body weight change” [MeSH Terms]
Adverse event “Adverse event” [All Fields]
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AND ((GLP-1 agonist) OR (SGLT2 inhibitor))

AND (placebo)
AND ((body weight change[MeSH Terms]) AND (adverse event))
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Efficacy and safety of GLP-1 receptor agonists versus SGLT-2 inhibitors in
ovenneight/ohese patients with or without diabetes mellitus: a system atic
review and network meta-analysis.

Ma H, Lin YH, Dai LZ, Lin CS, Huang ¥, Liu SY,

BMJ) Open. 2023 Mar 7;13(3):e061807. doi: 10.1136/bmjopen-2022-061807,

PMID: 36552245 Free PMC article.

OBJECTIVE: To compare the efficacy and safety between and within glucagon-like peptide-1
receptor agonists (GLP-1RAs) and sodium-glucose cotransporter 2 inhibitors [SGLT-2is5) in
overweight or obese adults with or without diabetes ...

Long-Term Efficacy and Safety of Once-Weekly Semaglutide for Weight Loss in
Patients Without Diabetes: A Systematic Review and Meta-Analysis of
Randomized Controlled Trials.

Moiz &, Levett J¥, Filion KB, Peri K, Reynier B Eisenberg MJ,

Am J Cardiol, 2024 Jul 1;222:121-130, doi: 10,1016/.amjcard.2024.04.041, Epub 2024 Apr 26.
PMID: 38679221 Free article. Review,

Semaglutide, a glucagon-like peptide-1 receptor agonist, has demonstrated clinically
important weight loss effects in patients with type 2 diabetes. ...In conclusion, semaglutide is
efficacious for sustained weight loss in patients with o ...

Efficacy and safety of tirzepatide for treatment of ovenweight or ohesity. A
systemn atic review and meta-analysis.

Tan B, Pan XH, Chew HSJ, Goh RS), Lin €, Anand W\ Lee ECZ, Chan KE, Kong G, Ong CEY, Chung
HC, Young DY, Chan MY, Khoo CM, Mehta &, Muthiah MD, Noureddin M, Ng CH, Chew NWS,
Chin YH.

Int ) Obes (Lond). 2023 Aug;47(8):677-685. doi: 10.1038/541366-023-01321-5. Epub 2023 May 31,
PMID: 37253796 Rewview,

BACKGROUMND: Recent studies suggest that tirzepatide, a dual glucose-dependent
insulinotropic-peptide [GIF] and glucagon-like peptide-1 receptor agonist (GLP-1 R2), has
significant weight loss effects. ...For AEs, there was increase ...

The Antiobesity Effect and Safety of GLP-1 Receptor Agonist in
Overweight/Obese Patients Without Diabetes: A Systematic Review and

RAnta Amahesis
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American Journal
of Cardiology.

Long-Term Efficacy and Safety of Once-Weekly
Semaglutide for Weight Loss in Patients Without
Diabetes: A Systematic Review and Meta-Analysis

of Randomized Controlled Trials

Areesha Moiz, BSc"’, Jeremy Y. Levett, MD, Kristian B. Filion, PhD", Katya Peri, MSc',
Pauline Reynier, MSc", and Mark J. Eisenberg, MD, MPH?Pdeibx
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Long-Term Efficacy and Safety of Once-Weekly Semaglutide for
Weight Loss in|Patients Without Diabetes:|A Systematic Review an
Meta-Analysis of Randomized Controlled Trials

O

However, its effects on sustained weight loss in patients without diabetes remains
unclear. Our objective was to examine the long-term efficacy and safety of
|semag|utideJuse for weight loss in patients with overweight/obesity and without
diabetes. MEDLINE, EMBASE, and the Cochrane Libraries were systematically
searched to identify randomized controlled trials that randomized participants with
overweight/obesity and without diabetes to once-weekly 2.4 mg subcutaneous
semaglutide versus placebéawith a follow-up of at least 68 weeks

C
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No Can’t tell

Using predetermined inclusion and exclusion criteria, 2 authors (A.M. and K.P) independently screened the titles and
abstracts of identified publications to determine eligibility. A citation deemed potentially eligible by either reviewer was
carried forward to full-text review, where discrepancies were addressed by consensus or by a third reviewer (Y.L The

included studies were RCTs that randomized participants to once-weekly semaglutide versus placebo, in combination

with lifestyle interventions. Once-weekly semaglutide was defined as an injectable subcutaneous 2.4 mg dose of

semaglutide that is administered once a week. Pharmacokinetic modeling has suggested that this dose achieves
maximum weight loss in adults with overweight/obesity.**“ The detailed inclusion and exclusion criteria is listed in

Supplementary Appendix 2.
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We systemically searched the MEDLINE (by way of
PubMED), EMBASE (by way of Ovid), and Cochrane
CENTRAL databases from their inception to June 29,
2023, to identify relevant trials. We also searched Clinical-

rials.gov Tor potentially ¢

search did not identify. Keywords (lltle/abstracl), Medlcal
Subject Headings, and EMTREE terms searched included
those for semaglutide, overweight or obesity, and RCTs;
the detailed search is listed in Supplementary Table 1. The
Cochrane Handbook for Systematic Reviews of Interven-
tions was used to apply a modified search hedge to limit the
findings to RCTs in MEDLINE and EMBASE (by way of
Ovid). No language restrictions were used in the search.
Duplicates of publications identified by our search were
removed after their import into EndNote (Clarivate).” The
deduplicated search results were then imported into Covi-
dence (Veritas Health Innovation Ltd), a systematic review
management software.
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assessed the risk of bias in the included RCTS using version
2 of the Cochrane Collaboration’s tool for assessing risk of
bias in randomized trials (RoB 2),'" resolving any disagree-

RoB 2 tool provided an overall structured assessment ot the
quality of a randomized trial by dividing it into 5 domains
(randomization process, deviations from intended interven-
tions, missing outcome data, measurement of outcome, and
selection of reported result). Regardless of study quality, all
eligible RCTs were included in our meta-analysis.
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Bias arising from the randomization process

Bias due to deviations from intended interventions

Bias due to missing outcome data
Bias in measurement of the outcome
Bias in selection of the reported resul
Overall risk of bias

\J
50%

l Low figk D Soma contems

Figure 2. Summary of the Cochrane quality assessment risk of Bias 2 (RoB 2) results stratified by risk domains,
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Panel A. Change in Relative Body Weight (%)

Semaglutide Placebo

Trial Mean N Mean N MeanIDifference MD (95% CI) Weight (%)

STEP-1 : . -12.4 [-13.4;-11.5)
STEP-3 : ; -10.3 [-12.0; -8.6]
STEP-5 : . : -12.6 [-15.3: -9.8]
STEP-8 : : -13.9 [-16.7; -11.0]

Random effects model < -12.1 [-13.5; -10.7]
T 1 I I 1

-15 -10 | -5 o 5 10

Heterogeneity: /° = 53.6% [0.0%; 84.7%]. v = 1.0552

Favors Serhagiuticde Favors Placebo

Panel B. Change in Absolute Body Weight (kg)
Semaglutide Placebo

Trial Mean N Mean N Meayn Difference MD (95% CI) Weight (%)

-15.3 1306 -2.6 655 : -12.7 [-13.7:-11.7] 45.4
-16.8 407 -6.2 204 -10.6 [-12.5; -8.8] 27.5
-16.1 152 -3.2 182 -12.9 [-16.1; -9.8] 13.4
-15.3 126 -1.6 85 -13.8 [-16.8; -10.7] 13.7

Random effects model = -12.3 [-13.6; -11.0] 100.0
] T | I I

-1 -1 -5 o] 5 10

Favors Sgmaglutide Favors Placebo

Heterogeneity: /° = 38.3% [0.0%; 78.9%). v =
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Table 4 Pooled relative risks of safety outcomes in participants enrolled in trials of semaglutide use for weight loss*

Outcome Number of Participants (%) Relative Risk (95% Confidence Interval)

Any Adverse Event During Treatment PeriodT

Gastrointestinal Adverse Events During Treatment Period

Any Adverse Events Leading to Trial Product Discontinuation During Treatment Period
Gastrointestinal Adverse Leading to Trial Product Discontinuation During Treatment Period

Serious Adverse Events During Treatment F’eriodI

Death at Maximum Follow-Up§

Semaglutide

182711991 (91.8%)

1537/1991 (77.2%)

129/1991 (6.5%)

80/1991 (4.0%)

187/1991 (9.4%)

211991 (0.1%)"

Placebo

979/1096 (89.3%)

5721096 (52.2%)

36/1096 (3.3%)

711096 (0.6%)

72/1096 (6.6%)

11096 (0.1%)"

1.02(0.97, 1.08)

1.47 (128, 1.68)

1.94 (1.15, 3.28)

5.36 (1.64, 17.52)

1.36 (0.51, 3.60)

1.05 (0.28, 3.93)
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Panel A. Change in Relative Body Weight (%)

Semaglutide Placebo

Mean N Mean N Mean Difference MD (95% CI) Weight (%)

-12.4 [-13.4;-11.5]
-10.3 [-12.0; -8.6]
-12.6 [-15.3; -9.8]
-13.9 [-16.7; -11.0]

Random effects model = -12.1 [-13.5; -10.7]
T T T T 1

-20-15 -10 ] -5 0 5 10

Favors Serhagiutidde Favors Placebo

Heterogeneity: /° = 53.6% [0.0%: 84.7%]. + = 1.0552

Panel B. Change in Absolute Body Weight (kg)
Semaglutide Placebo

Trial Mean N Mean N Mean Difference MD (95% CI) Weight (%)

-15.3 1306 -2.6 655 : -12.7 [-13.7;: -11.7] a5.4
-16.8 407 -6.2 204 -10.6 [-12.5; -8.8] 27.5
-16.1 152 -3.2 152 ; -12.9 [-16.1; -9.8] 13.4
-15.3 126 -1.6 85 -13.8 [-16.8; -10.7] 13.7

Random effects model = -12.3 [-13.6; -11.0] 100.0
] T T T 1

-20] -1 -1 -5 0 5 10

Favors Sgmaglutide Favors Placebo

Heterogeneity: /° = 38.3% [0.0%: 78.9%]). =~ = 0.7117
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Table 4 Pooled relative risks of safety outcomes in participants enrolled in trials of semaglutide use for weight loss*

Qutcome Number of Participants (%) Relative Risk (95% Confidence Interval)

Semaglutide Placebo
Any Adverse Event During Treatment F’eriodT 1827/1991 (91.8%) 979/1096 (89.3%) 1.02 (0.97, 1.08)
Gastrointestinal Adverse Events During Treatment Period 1537/1991 (77.2%) 572/1096 (52.2%) 1.47 (1.28, 1.68)
Any Adverse Events Leading to Trial Product Discontinuation During Treatment Period 129/1991 (6.5%) 36/1096 (3.3%) 1.94 (1.15, 3.28)
Gastrointestinal Adverse Leading to Trial Product Discontinuation During Treatment Period 80/1991 (4.0%) 7/1096 (0.6%) 5.36 (1.64, 17.52)

Serious Adverse Events During Treatment F’eriodI 187/1991 (9.4%) 72/1096 (6.6%) 1.36 (0.51, 3.60)

Death at Maximum Follow-Up

§

211991 (0.1%)"

111096 (0.1%)"

1.05(0.28, 3.93)
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STEP-1

Location

Population

Argentina,
Belgium,
Bulgaria, Canada,
Denmark,
Finland, France,
Germany, Indiq,
Japan, Me?
Poland, Puerto
Rico, Russia,
Taiwan, United
Kingdom, and
United States

STEP Program
Population*

? ‘ dYes No Can’ttell
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Table 3 Pooled weighted mean differences and relative risks of efficacy outcomes in participants enrolled in' semaglutide use for weighi
loss

Qutcome Weighted Mean Difference (95% Confidence Interval)

Semaglutide

Change in Relative Body Weight (%) J -12.1 (-13.5,-10.7)

Change in Absolute Body Weight (kg) -3. -12.3 (-13.6, -11.0)

Change in Body Mass Index (kg."mz)* ! : -43(-49,-37)

*

Change in Waist Circumference (cm) -4. -9.2(-10.0,-8.4)

Change in Systolic Blood Pressure (mmHgf : -1. -48(-58,-37)

Change in Diastolic Blood Pressure (mmHgf > -0. -25(-3.2,-1.8)
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Our study was designed to assess the long-term efﬁcacy and safety of once-weekly semaglutide

versus placebo for sustained weight loss in adults with overweight/obesity and without diabetes. We

found that the use of once-weekly 2.4 mg semaglutide, compared with placebo, was associated with a

substantial increase in long-term relative (-12.1%) and absolute (-12.3 kg) weight loss. A third of

participants randomized to semaglutide ochievedlot least a 20% reduction in body weightlby the end

of the treatment period compared with 2.2% of participants randomized to placebo. Semaglutide use

also led to decreased BMI, waist circumference, SBP, and DBP. The rate of GI AEs was higher in the

semaglutide group than in the placebo group; however, the majority of these events were transient

and mild-to-moderate in severity and occurred primarily during and shortly after dose escalation. The

rate of SAEs, AEs requiring treatment discontinuation, and death were

low

across all trials. Our results

suggest that semaglutide is beneficial for promoting sustained weight loss in adults with

overweight/obesity and without diabetes.
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