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« GLP-1 agonist therapy - For patients who are overweight or with obesity in whom
pharmacologic therapy is warranted for further weight reduction, we suggest using
glucagon-like peptide 1 (GLP-1) receptor agonist rather than other agents as first-line
treatment (Grade 2C). We prefer treatment with semaglutide rather than liraglutide;
administration of semaglutide is once weekly rather than once daily, and semaglutide has

greater efficacy than liraglutide. (See 'GLP-1 receptor agonists' abo|ve.)

Other pharmacotherapy options - If there is an inadequate response to initial therapy with a
(GLP-1) agonist, or it is not accessible or tolerated, and treatment with a different drug is
considered, we switch to another agent (E& table 2 and B4 figure 1). Options include:

Combination phentermine-topiramate (see 'Phentermine-topiramate’ above)
Orlistat (see 'Orlistat' above)

Combination bupropion-naltrexone (see 'Bupropion-naltrexone' above)
Phentermine (See 'Sympathomimetic drugs' above.)
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n Question Eeet Ftep 2 Step3 Fup ) Btep 5 (Level 5)
Level 1%) Level 2%) (Level 3*) (Level 47)

How common is the [Locel and current random sample _[Bystematic review of surveys  Local non-random sample*= Case-series™>
problem? urveys (or censuses) hat allow matching to local

2 Ts this diagnostic or [Systematic review ndividual cross sectional Non-consecutive studies, or studies without _Ca: studies, or
25 = — i — %2 — monitoring test of cross sectional studies with btudies with consistently consistently applied reference standards*= P'poor or
58 i % e =1 E>3 % Sl i % accurate? konsistently applied reference pplied reference standard and reference standard**
(Diagnosis) fstandard and blinding linding

What will happen if [Systematic review nception cohort studies Cohort study or control arm of randomized trial* (Case-series or case-
wedonotadda fof inception cohort studies lcontrol studies, or poor

Obesity (BMI>30) Obesity AL b i

fSystematic review Randomized trial controlled ICase-series,
5 5 5 . i y i e . Sk 7 i
Non_DlabeteS me" |tus D|abetes Mel"tus d—E F'7K 7 rvention h fof randomized trials or n-of-1 trials [ observational study with  study 'studies, or historically  Feasoning

Treatment Benefits) ramatic effect ccontrolled studies**

A > 18 Ad |t ’ﬁA at are the yStematic review of randomize ndividual randomized trial jomiz or/10 SE-Series, case-control, Mechanism-Dase
ge = u COMMON harms?  krials, systematic review study

r i P ing surveillance) provided or historically contralled ~reasoning
(Treatment Harms)  of nested case-control studies, n-  [btudy with dramatic effect  there are sufficient numbers to rule out a

ﬂ bor-1 trial with the patient you are common harm. (For long-term harms the
aising the question about, or duration of follow-up must be sufficient.)=*
: bbservational study with dramatic
Semaglutide S Erect
i A==/ What are the RARE review of i ized trial
Semag|Ut'de GLP"1 Receptor GLP 1 ;ﬁ,ﬂgh@ﬁmﬂ harms? rials or n-of-1 trial r (exceptionally) observational
. -1 >xh= A (Treatment Harms) btudy with dramatic effect
Agonist
Ts this (early Teview of il N Contralled ¢ Case-series, ¥

lon
detection) test rials study** bor historically controlled ~ easoning
worthwhile? studies=*
(Screening)

Placebo Placebo

* 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 Tabl
BOdy Welg ht LOSS(BW L) Body Welght E%Eg ﬂ:.% OCEoH avels of Bdence Wo‘:k\:;:;mu‘p‘ ~The Ofond 2011 Lavels of Etdences
bm.net/ind

= Oxford Centre for Medicine. L 3
N ausea Nausea HE I]i * OCEBM Table of Evidence Working Group = Jeremy Howick, lain Chalmers (James Lind Library), Paul Glasziou, Trish Greenhalgh, Carl Heneghan, Alessandro Liberati, Ivan Moschetti,
Bob Philips, Hazel Thornton, Olive Goddard and Mary Hodgkinson
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CheckList

In conclusion, our meta-analysis provided that the | [v/] Yes | | No [ ] Can’ttell
GLP-1RAs, including liraglutide, exenatide, and
semaglutide displayed a more obvious antiobesity
effect in terms of the weight loss, the reduction of
BMI and WC compared with placebo/Met. Most

importantly, our study showed that semaglutide yu%w&:’s
could have a more obvious antiobesity effect and 132
lower gastrointestinal adverse events than liraglutide Eg;ﬁﬁth
and exenatide. However, the present RCTs of
semaglutide only recruited the overweight/obese ﬁﬁ*u > &
patients without diabetes from the western countries.

More RCTs in the patients from different countries,
such as eastern countries, should also be conducted
in the future to confirm the antiobesity effect of

semaglutide in the overweight/obese patients
without diabetes
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