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ABSTRACT

The approval of once daily liraglutide, 3.0 mg,
and once weekly semaglutide, 2.4 mg, for
chronic weight management provides a novel
effective strategy against obesity. The reliable
models that might predict weight reducing
potential at the individual level have not been
identified yet. However, the coexistence of dia-
betes has been consistently related with less
effective response than in people without this
comorbidity. We aimed to review the efficacy of
GLP-1 RAs approved for weight management in
individuals with and without diabetes and dis-
cuss some potential mechanisms for consis-
tently observed differences in efficacy between
these two populations. The mean weight loss
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difference between GLP-1 RAs and placebo as
add-on to lifestyle intervention in patients with
diabetes was 4% to 6.2% compared to 6.1 to
17.4% in people without diabetes. Semaglutide
compared to liraglutide resulted in greater
weight loss. Some hypothetical explanations for
the weaker anti-obesity response for both GLP-1
RAs in people with diabetes include the back-
ground medications that promote weight gain,
the fear of hypoglycaemia inherently related to
the treatment of diabetes, a decrease in glyco-
suria and subsequently less weight loss in dia-
betics, an altered microbiota in patients with
obesity and diabetes and a genetic background
that predispose to weight gain in patients with
diabetes. Moreover, people with diabetes may
have had obesity for longer and may be less
adherent to exercise, which seems to potentiate
the effects of GLP-1 RA. Emerging multimodal
approaches combining peptides targeting
receptors at different levels might therefore be
of additional benefit particularly in patients
with diabetes.
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Key Summary Points

Liraglutide, 3.0 mg, and semaglutide, 2.4
mg, added to lifestyle intervention,
provide a novel effective strategy against
obesity in patients with and without
diabetes.

Semaglutide compared to liraglutide
resulted in greater weight loss.

The efficacy of antiobesity medication is
consistently better in patients without
diabetes than in those with diabetes.

We discuss some hypothetical
explanations for weaker anti-obesity
response of both GLP-1 RAs in people with
diabetes.

INTRODUCTION

The pathophysiology of obesity is linked with
dysregulation of appetite at the level of the
brain’s subcortical areas and counter-regulatory
mechanisms that promote weight regain in
response to calorie reduction [1]. Emerging
antiobesity pharmacotherapy provides an
option to correct maladaptive physiological and
hormonal changes associated with obesity [2].
Drugs approved for weight management pro-
vide sufficient mean and categorical change in
body weight [3]. Individuals with BMIs > 30 kg/
m? or > 27 kg/m? in the presence of comor-
bidities including type 2 diabetes, hypertension,
dyslipidaemia, sleep apnoea and/or cardiovas-
cular disease were identified as appropriate
candidates for such pharmacotherapy [3]. Effi-
cacy and safety of these drugs have been proven
for a representative sample of patients with
different comorbidities, from the various
demographic, ethnic and racial groups [2].
GLP-1 agonism with current GLP-1 RA and
emerging novel combined anti-obesity com-
pounds represents a benchmark for future
pharmacological anti-obesity treatment. The

first drug for weight management approved by
the Food and Drug Administration (FDA) and
European Medicine Agency (EMA) is GLP-1 RA
liraglutide 3.0 mg with once daily administra-
tion [4]. The next generation GLP-1 RA
semaglutide 2.4 mg is the latest anti-obesity
medication, approved by the FDA in June 2021.
Compared with liraglutide, semaglutide has
been subjected to some minor structural chan-
ges that resulted in greater efficacy and gained
pharmacokinetic properties that allow once
weekly dosing of semaglutide vs. once daily
administration of liraglutide [S].

For both drugs, there is substantially more
interindividual variability regarding weight loss
than there is for glycaemic control [6]. The
interindividual variability in antiobesity effi-
cacy is one of the most important challenges,
because there are currently almost no reliable
predictive models to assess the weight reducing
potential at the individual level. The baseline
BMI, BMI change at 1month, incidence of
nausea and vomiting, delayed gastric emptying
shortly after intervention, baseline appetite and
satiety measures and some polymorphisms in
GLP-1 receptor were suggested as potential
predictors by some smaller studies, but the
results are inconclusive [7-9].

However, the coexistence of diabetes has
been consistently related with less weight loss
under medication than in patients without
diabetes. Trials separately dedicated to patients
with diabetes and without diabetes have been
advised for the development of all products for
weight management [3]. The purpose of this
review is to provide an overview of the efficacy
of GLP-1 RA approved for weight management
in adults with and without diabetes and to dis-
cuss some potential mechanisms for consis-
tently observed difference in efficacy between
these two populations.

METHODS

ClinicalTrials.cov and PubMed (Inception Jan-
uary 15, 2022) were searched using the key-
words liraglutide, semaglutide with obesity,
anti-obesity, weight, high dose, “3 mg”,
“2.4mg” and diabetes. Within Clinical
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Potentially relevant
references identified

227

Excluded as duplicates or

Articles retrieved for 87
full-text assessment

L 4

140

after abstract screening

Included articles 14

Fig. 1 Flowchart of study selection

Trils.gov, search results were narrowed to
interventional clinical trial. We identified 28
studies with liraglutide and 20 studies with
semaglutide. We included those completed and
with results and published. In PubMed we
identified 227 articles, 14 of them were selected
for inclusion in the review. We excluded
duplicates and some articles after the title and
abstract screening and some after full text
screeing. Figure 1 shows the flowchart of the
study selection.

Altogether, we identified six RTC studies
with liraglutide 3 mg [9-14], four RCT studies
with semaglutide 2.4 mg/week [15-18] and one
study that compared efficacy of semaglutide
and liraglutide [19] in participants without
diabetes. In participants with diabetes, we
detected two RTCs studies with liraglutide
3.0mg [20, 21] and one RTC that evaluated
once-weekly subcutaneous semaglutide 2.4 mg
[22]. All studies included lifestyle modifications
as part of the protocol; one study with liraglu-
tide and one study with semaglutide included
additional dietary restrictions and intensive
behavioural therapy [13, 16]. This article is
based on previously conducted studies and does
not contain any new studies with human

L 4

Excluded on full text
screening 73

participants or animals performed by any of the
authors.

RESULTS

The differences in the efficacy of liraglutide
3.0 mg and semaglutide 2.4 mg in the weight
management of patients with and without type
2 diabetes are presented in Tables 1 and 2. Fig-
ure 2 shows the changes of mean body weight
from baseline for liragutide or semaglutide vs.
placebo in the phase 3 trials designed to assess
an antiobesity efficacy as a primary outcome.
Figure 3 demonstrates the proportion of
patients with > 5% of weight loss from baseline
for liragutide and/or semaglutide vs. placebo.

Trials on Liraglutide in Persons Without
Diabetes

The efficacy of liraglutide 3.0 mg for weight
management in participants without diabetes
was assessed in three phase 3a SCALE trials
[10-12] and one phase 3b SCALE trial [13] that
altogether supported a market authorization
approval of liraglutide for the treatment of
obesity in one phase 2 trial [14] and in one

A\ Adis



2455

Adv Ther (2022) 39:2452-2467

(sPam 7T |$

TIT F L'86 ya8us[—oqeLrea
:ur unr jo puyg & jo porrad
ST F 0°S0T (012 = N) ur uni Suump
%8’ 1T %70 — ‘Ul Unl jo 11e1g 0qade[] %G 30T oym
(ssnrpiqrowod
80C F ¥00T1 [11]
Yyum /7< 10 0¢
‘Ut uni jo puyg ZTNG) s9qerp IOUBUUTEJA]
0Z F 901 (ere =) noya 4TVOS
- %S0 %19 — %79 — :urunijo wuerg Sw ¢ opunpderry SYPOM QG S[ENPIAIPUT 35340 usppem
(0TTT 0 %06) (0z = N)
Byog - 166 0goor]d 0E< INE
s 69-81
(TTIT 93 0°06) (61 = N) paSe sauapsar
- - - Sy¢gg— £'€01 Sur ¢ spunjderry syooM 9 [e20] “Ayaesp] (6] weeH
(86 = N)
%8C %1°C — €T F €L6 0g29¢[d
$210qeIp
(€6 =N) mnoyIm
- %EL %8'S — %T6—  O€l F 86 Sw ¢ opundenry SYaMm 9¢  sepIaput 390 [$1] v dnnsy
uorsuairad4y
10 erwopidisdp
s1E21IIUN
(¥¥er = N) P ot
10 pajesn pue $210qeIPaI ]
%901 %1°LT %9°C — L'1T F 7901 0Q9¢[d LTZ 10 0€ € TNY pue %u_mun_o
(L8%T = N) s219qe1p LN
%I'CE %T'€9 %e'S — %08 —  TITF T90I Sw ¢opnnfderr] $)[22m 9¢ 7 2dboN 14ung-1q
(uonyodoxd) (uoniodoid) dnoi§ pareon surpaseq  (SY) surpeseq
%01 Jo %S Jo -oqaserd sa VY 1-dTD wroxy ssoj 1e 1ySrom
sso] 1ySop\  ssof 1ySox Ur 2OUDIIYIP ULdJA  IYSrom wesy Apoq uealy UOTIUSAISIU] uoneIn(y uonendog CRIEACIEN |

sat0qerp ¢ 2d£1 oy syusnred jo quswoSeuew 1ySom oy ur Sw g spnnidewas pue Sur o'¢ spunideny Jo Ledrygo oYy Ul sDUAIIT [ IqeL

I\ Adis



Adv Ther (2022) 39:2452-2467

2456

(0%T = N) farsaqo
. . . . 3ta S[enpiarput
%861 %0% — 07T F L901 0ga3¢¥[d
ur [E1N $219qeIp
AN«NM = >Nv moypm [c1]

Suw (¢ pue s 141 ITVOS

%S°0¢ %S°L — ['7C F <801 spnnjderr] S[ENPIAIPUT 953q() «U2PPEAX\
snssaxd
Kemare sansod
SNONUIIUOD
asn 01 a[qeun
/Surmaun
aIom pue SO
((1 =) y swwans
0€<IHYV)
9I9AS
(L F ¥6€ 0 (r=-)y
INE) (6L1 = N) S 6671
%9l — i oqeoviq [HYV) 23expows
pey oym

9 F 6'8¢ (08T = N)) farsaqo i [¢1] vudy
INg) Sw ¢ syuedpnred doa1s 3TVOS
- - %y — %S — - spnnfderry SYIM ¢ S1qRIP-UON] ueunpeg
(uonxodoad) (uwoniodoid) dnoi3 pareon surpaseq (8Y) surposeq
%01 Jo %S Jo -oqaseld sa VY I-d'TD uroy ssof e 1ySrom
sso] 3ySrap\  ssof 1SN\ U UIIIJIP UBdJy  IYSIOM Ued]y Apoq ueapy UOIUIAINU] uonem( uonemdog ERLIERCIEN |

penunuod | Jqe],

A\ Adis



2457

Adv Ther (2022) 39:2452-2467

(o€ < TNg)
farsaqo

10 fa1piqrowrod

307 = N) T 3sea] 1 snyd
%0'LT %9'L¥ %LS—  6TTF LEOT oqav[g (2 < W)
1ySramIano
(L0¥ = N) DY PIM
Sw 17 pue sa3oqeIp [91] € d4.LS
%ESL %998 %<0T — %091 —  8TC F 6901 sprnjSewog S 89 noyia sampy «UOPPEX
$910qE1p
2A®Y 10U pIp
oYM ‘UOHIPUOD
Sunsxs0o
(559 = N) pare[aI-1ySom
1 <
%Il %S T¢ %Yy —  ST1TF TSOI 0q29¢[d
suoszad
(#0€T = N) ur /7 < 10
Sw g o =jorng ST dALS
%169 %%'98 %%l — %6%T — ['CC F ¥'S01 spanjSewag $om 89 t s sinpy Surprim
(uonzodoid) (uwoniodoad) dnoi3 pareon aurpaseq (8y) aurpseq
%01 Jo %S Jo -oqaserd ‘sa VY I-J'TD wroly ssof 1e 1ySom
sso] 1yS1a\  ssof IySoA UI 2OUIIIJJIP UWedJy IYSIom uespy Apoq uealy UOTIUIAIIIUT uonem( uonemdog ERLIENE) BN |

penunuod | Jqe],

I\ Adis



Adv Ther (2022) 39:2452-2467

2458

(9€ = N)
%%0—  0%I F 6701 0g29¢[d
(9€ = N)
Sw g Lsaqo [81]
- - - %66 —  TIT F TI0I spanjSewag SYm (0 YHm sinpy USSYILIPILL]
oqgaoe[d o3
PaYIIMS 10
spunfewos
Aq
Appoom Swr g
LT F ¥'S6 Esséom Pl . anw
opoud e spnn w«Eu.m
01 paypImg oom g% phng
89—0¢ Yim ur
YoM woxy 0T oM 4q pamorrey -unI yoam-( ©
%69 + ‘A ¢TT T <96 (89T = N) spunpSewsas Py 06 = TN
0 3oom %6, —  opunjdeuwds oqaoed yum porrad 10 fpiqrowos
woly 9%9° LY 89-0¢ %9 panunuod 031 PaydIIMG ur unig . I wB—Q
A YoM WO 948 H] — 01 0 3pom 07 Y224 (€S = N) [°qe] uado /7 Z TING s
0 Joom 0 [P oy woxy %G LTT F TLOI Sw g 3O M 0 puE $919qeIp (£1] % d41S
/ WOl 9/°88 %ETT — - SA OE LT — 0 PIM spundewag iSYPOM 89 mnoYIM SINpPY ourqmy
(uonzodoid) (uoniodoad) dnoi3 parean aurpaseq (8y)) aurposeq
%01 Jo %S Jo -oqased ‘sA VY I-dJTD woly ssof e 1ySrom
sso] 1yS1a\  sso] IySroA UI 2OUIIOJJIP UWedJy  IYSIoM uedpy Apoq uealy UOTIUIAINU] uonem( uonendog ERIICACI ) |

penunuod | Jqe],

A\ Adis



2459

Adv Ther (2022) 39:2452-2467

£deroya
[EINOIABYIQ SAISUIUT PUE SUOMILIISII ATRISIP [BUOLIPPE Papnpul ¢ JH.IS put 1g] TTVDS ASojopoyrsur oy Jo ared se suonesyrpour S[A1s9J1[ popn[oUL SAIPNIS [y
xopur voudodly-vaoudv = [r1y vaoudv daajs sarppnigsqo = y§O Xopur ssvut £poq = [INg

(68 =N) s310qeIp
%Y'S1 %S°6C %6'T — (I€7) 8801 0ge2E[d mnoym
oqaoe[d (L21 = N) sontpqrouod
- Sus ¢ pare[aI-1ySom
oT0W IO T YuM
%9'ST %I'8S %y — ST — %79 —  (STT) L€OT sprn(derr]
11213 10 /7
spunSerry  ogaoed (91 =N) 10 1978213 10 ()€
"SA "SA Sw g JO Xopur ssew
%6°0L 9%TL8 Ppnn[Bewng  96°¢T — %8'ST — (€'57) seot sprnfdewag SyPam g9 Apoq yum sinpy [61] ourqny
(uonzodoid) (uwoniodoad) dnoi3 parean aurpaseq (8y)) aurpseq
%01 Jo %S Jo -oqased ‘sA VY I-dTD wroyy ssof e 1ySom
sso] 1yS1a\  sso] 1ySoA UI 2OUIIIJJIP UWedJy  IYSIom uespy Apoq uealy UOTIUIAIIIUT uonem( uonemdog ERlIENE) BN |

penunuod | Jqe],

I\ Adis



Adv Ther (2022) 39:2452-2467

2460

xopur ssews Apoq g

(co¥ = N)
3SIDIOXD PUE 19TP JO JUSWIELIII I[qels I
%S'8¢C %Y'c — 60T F <001 0qa3¢[d . P b 19
Surusa1s 210J2q sAep (g 1seI] 1B SANIQEIP
F0% = N) 7 2d&1 qam pasouSerp usaq pey oym (12]
Sw g (Jowr/[owrwr 98—¢<) 90—/ UIqojdowary [IGEN
- %889 %T9— %96 — STCTF 666 opundewds sym gy paredd[s pue w/By L7 < NG © P Smpy soueq
(861 = N)
%0%T BT — 661 F 686 03T [02]
(861 = N) s3n1p snaqerpnue [e1o 7 > pue uimsu]
Sw ¢ urnsur [eseq Yarm paiean sanaqerp ¢ 2d£ 4TVOS
- %816 ey — SYgS— 807 F 9001 opnnSerr]  sYpam 9¢  pue A1153q0 J0 IYSPMIIA0 YIM S[ENPIAIPU] Koareny
9%0°0T O3 %0’/ [2A9] uIqojSowa
(217 = N %001 03 960°Z [249] urqofdoway
paredf[3 pue aySrom £poq o[qeas
%L9 %%'1¢C %T — €TCF S901 Oge3E[d M (2IM[AUOI[NS OUOIPIUIPI[OZEIYI (1]
(7% = N) ‘urwropidw) syuage orwedkSodAy sRqeEIq
Sw ¢ [e10 ¢ 01 () Suryea 19pjo 10 sreak QT TIVOS
%TST %EHS %0 — %9 — 617 F LSOT opnnSerr]  sypam 9g a8e 1218018 10 (/7 JO N Y SINPY SITAB(]
dnoi3 pajeons  aurpseq
oqaoerd woxy
(uonodoid) (uwoniodoid) ‘sa vy 1-3TO sso] (3y) surpaseq
%01 Jo %S jo  urodwmyp  1ySom 1e 1ySrom
sso[ 1y ssof 1S 113:2) 1 uesly  Apoq UEdSN UONUIAINU] uUonEIN(] vonemdog sodudIyOY

sa1oqerp 7 2dfr qam sauoned jo auswaGeuewr 1ySom oya ur Sw g7 spnnjBewss pue Jur ¢ spnnSenr] jo £oedsryge Sy ur DU T I[qeL

A\ Adis



Adv Ther (2022) 39:2452-2467

2461

20

18

16 ™

14

12

10

Mean weight loss from baseline [%)]

-
1

SCALE Obesity and SCALE
Prediabetes Maintenance
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Fig. 2 Changes of mean body weight from baseline for liragutide and/or semaglutide vs. placebo

100

Proportion of patients with at least 5% weight loss [%]

SCALE Obesity SCALE
and Prediabetes Maintenance

SCALE IBT STEP 1 STEP 3

Fig. 3 Proportion of patients with > 5% weight loss from
baseline for liragutide and/or semaglutide vs. placebo. The
horizontal broken line marks one of the benchmark
criteria for weight management products where at least
35% of subjects lost > 5% of baseline body weight.

double-blind, placebo-controlled pilot trial at a
single centre (Mayo Clinic, Rochester, MN,
USA) [9]. Liraglutide resulted in 3.4 to 6.1%
difference in mean weight loss compared to
placebo [10-14, 19]. The proportion of subjects

Liraglutide 3 mg
OSemaglutide 2.4 mg
mPlacebo

STEP 4 SCALE Diabetes SCALE Insulin STEP 2 STEP 8

Legend: The horizontal broken line marks one of the
benchmark criteria for weight management products
where at least 35% of subjects lost > 5% baseline body
weight

who lost > 5% of baseline body weight was
50.5-73% [10-14, 19].

According to FDA Guidance for Industry
Developing Products for Weight Manegment,
efficacy benchmark criteria for weight manage-
ment products are met if first, after 1 year of
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treatment, the difference in mean weight loss
between the active-product and placebo-treated
groups is at least 5% or, second, if the propor-
tion of subjects who lost > 5% of baseline body
weight in the active-product group is at least
35% and approximately double the proportion
in the placebo-treated group [3]. Both critera
were met in phase 2 study [14], SCALE Obesity
and Predabetes [10] and SCALE Maintenance
[11] trials.

Trials on Liraglutide in Persons
with Diabetes

Patients with diabetes were enrolled in a phase
3a SCALE Diabetes trial [20] and phase 3b
SCALE Insulin trial [21]. In both trials the dif-
ference in mean weight loss between the
liraglutide and placebo-treated groups was < 5%
after 1 year of treatment, but the proportion of
subjects who lost > 5% of baseline body weight
in the liraglutide group was > 35%, from 51.8 to
54.3% [20, 21]. Notably, SCALE Insulin trial
explored the antiobesity efficacy of liraglutide
in diabetics treated with basal insulin that has
well-established weight gain potential [21].

Trials on Semaglutide in Persons Without
Diabetes

The efficacy of semaglutide 2.4. mg for obesity
has been assessed in a STEP 1-4 clinical pro-
gramme [15-17, 22] that was crucial for market
authorization approval for semaglutide for the
treatment of obesity and in one small short-
term, single-centre, double-blind, parallel-group
short RTC investigating the effects of once-
weekly subcutaneous (s.c.) semaglutide 2.4 mg
on gastric emptying, appetite and energy intake
in adults with obesity [20]. Both efficacy
benchmark criteria for weight management
products were met in STEP 1, 3, 4 and 8 trials
[15-17, 19]. Semaglutide resulted in 10.3-17.4%
difference in mean weight compared to placebo
[15-17, 19]. The proportion of subjects who
lost > 5% of baseline body weight was
86.4-88.7% [15-17, 19].

Trial on Semaglutide in Persons
with Diabetes

There is only one double-blind, double-dummy,
phase 3, superiority study STEP 2 that assessed
the efficacy and safety of semaglutide 2.4 mg
versus semaglutide 1.0 mg (the dose approved
for diabetes treatment) and placebo for weight
management in adults with overweight or obe-
sity and type 2 diabetes [22]. Both efficacy
benchmark criteria for weight management
products were met in a STEP 2 trial [22].
Semaglutide resulted in 6.2% difference in
mean weight loss vs. placebo [22]. The propor-
tion of subjects who lost > 5% of baseline body
weight with semaglutide was 68.8% [22].
Importantly, insulin use was excluded in STEP 2
trial [22].

Trial on Semaglutide vs. Liraglutide
in Persons Without Diabetes

The most recent randomized, open-label, phase
3 b trail, STEP 8, directly compared semaglutide,
2.4 mg, vs. liraglutide, 3.0 mg, for weight man-
agement in adults with overweight or obesity to
rigorously assess differences in efficacy and
adverse event profiles [19]. The STEP 8 trial
found that weight loss with semaglutide was
significantly greater than with liraglutide in
adults with overweight or obesity without dia-
betes [19]. The placebo-adjusted weight loss and
adverse effect profiles were similar to those in
STEP 1 for semaglutide and to SCALE Obesity
and Prediabetes for liraglutide [19].

Cohorts without diabetes were characterized
by exclusion of the individuals with a history of
type 1 diabetes mellitus or TD2 mellitus,
HbAlc > 6.5% or previous treatment with glu-
cose-lowering agents or any antiobesity medi-
cation within the past 90 days before screening
[23]. Protocols with cohorts with diabetes
included an algorithm for the reduction or
withdrawal of other antidiabetic drugs for
patients who lose clinically significant amounts
of weight.

In summary, participants without diabetes
treated with high-dose liraglutide and
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semaglutide reached both efficacy-benchmark
criteria.

In patients with diabetes, both efficacy
benchmarks were achieved by semaglutide [22],
while the efficacy of liraglutide did not meet the
criteria in mean difference between active pro-
duct vs. placebo [20, 21]. While some patients
with diabetes achieved > 5 or 10% with pla-
cebo, higher levels of > 15% in patients with
diabetes were achieved almost exclusively with
those who received liraglutide or semaglutide
and not by those on placebo [20-22].

DISCUSSION

The principal goal in obesity management is
clinically significant weight loss defined as a
long-term reduction in fat mass with a goal to
reduce morbidity and mortality through quan-
tifiable improvements of biomarkers [3]. Life-
style intervention alone is generally associated
with moderate weight loss of around 5-7% that
is gradually regained and yields a great propor-
tion of poor responders [24]. Bariatric surgery is
the most effective antiobesity management
strategy characterized by average of 30-40%
weight loss, but it comes at a cost of irre-
versibility, surgery-related complications and
considerable percentage of late complications
[2]. Until recently, the treatment gap existed in
the therapeutic strategy to achieve > 10 to
> 15% of weight loss, which leads to significant
health benefits. GLP-1 RAs approved for weight
management can fill this gap in a significant
proportion of treated individuals.

It was previously noted in trials of other anti-
obesity medications that people with diabetes
have more difficulty losing weight than indi-
viduals without diabetes, and differences
between individuals with and without diabetes
were consistently confirmed also for GLP-1RAs.

The underlying reasons for the weaker
response for both GLP-1 RAs in people with
diabetes compared to cohorts without diabetes
are unclear, although there are some hypo-
thetical explanations [1]. First, the concomitant
medications that promote weight gain includ-
ing sulfonyureas, insulin, beta-blockers and the
fear of hypoglycaemia inherently related to the

treatment of diabetes presumably reduce the
efficacy of anti-obesity pharmacotherapy in
diabetics. However, the background therapy
and the fear of hypoglycaemia do not explain
the differential effect of GLP-1 RA in patients
treated with metformin or SGLP-2 inhibitors
because these drugs do not promote hypogly-
caemia or weight gain. Second, a decrease in
glycusoria and subsequently less weight loss in
patients with diabetes might also contribute the
population-based difference in efficacy. More-
over, severely altered microbiome in patients
with obesity and diabetes as well as a genetic
background that predispose to weight gain in
this population might also be considered as
potential contributors [25]. Furthermore, peo-
ple with type 2 diabetes may have had obesity
for longer and be older than people with obesity
in general and may be less adherent to exercise,
which seems to potentiate the effects of GLP-1
RA. That may also explain some of the response
differences [26]. Multimodal approaches com-
bining peptides targeting receptors at different
levels might therefore be of significant addi-
tional benefit in particular in patients with
diabetes.

One limitation that could have impact on
the inter-trial comparations is that the studies
with and without diabetes were not well bal-
anced regarding sex and race [27]. While the
STEP 2 trail included 51% female participants
[22], the STEP 1, STEP 3 and STEP 4 trials
included 73%, 81% and 79% female partici-
pants, respectively [15-17]. Thus, STEP 2 has a
greater proportion of men (49.1%) than the
other trials (19.0-25.9%). Given that it has been
previously reported that females respond to
GLP-1 RAs better than men, this limitation
should be taken into consideration [28]. One
reason for intersex difference is presumably
related to exposure difference. Weight loss
increased with greater exposure and appeared to
level off at the highest exposures associated
with GLP-1 RAs in most individuals, but did not
fully plateau in men at the doses approved for
weight management [29].

The variations in the race and ethnicity of
participants across the trials could also have an
impact on the differences in efficacy. STEP 1
and STEP 2 were designed to have Asians as at
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least 10% of the population and have a greater
proportion of Asians than the other trials [23].
The percentage of Caucasian participants in
each study was 76%, 62%, 76% and 84% for the
STEP 1-4 trials, respectively [15-17, 22]. Future
additional studies should focus on different
races and other minority populations.

The next important aspect to consider when
interpreting the results of the SCALE and STEP
trails is that all studies included lifestyle modi-
fications as part of the protocol, and STEP 3 and
SCALE IBT even included additional dietary
restrictions and intensive behavioural therapy
[13, 16]. Such engagement in lifestyle inter-
ventions may not always be representative of
typical patient adherence in the general popu-
lation and real-world data are needed.

Considering safety, additional adverse events
of special interest were assessed in patients with
diabetes. In the SCALE Insulin trial, fewer
hypoglycaemic episodes were reported with
liraglutide 3 mg than with placebo. Other
adverse events of special interest were dehy-
dration and renal impairment as consequences
of nausea, vomiting or diarrhoea leading to
volume depletion. The rates of these adverse
events across SCALE and STEP trials were com-
parable between GLP-1 RAs and placebo. No
new safety signals were identified comparing
participants with diabetes to non-diabetic
cohorts [29].

CONCLUSION

It is established that people with diabetes have
more difficulty losing weight than individuals
without diabetes and differences between indi-
viduals with and without diabetes were consis-
tently confirmed also for GLP-1RAs. The mean
weight loss difference between GLP-1 RAs and
placebo in patients with diabetes was 4-6.2%
compared to 6.1 up to 17.4% in individuals
without diabetes. However, higher levels of
weight loss of > 15% were achieved almost
exclusively by participants with diabetes who
received liraglutide or semaglutide, whereas this
outcome has not been attainable by any other
glucose-lowering intervention or with lifestyle
intervention alone.

This observation is of clinical importance
since loss of 15% or more of body weight can
have a disease-modifying effect in people with
diabetes. Some distinguished authors proposed
that an existing and emerging anti-obesity
pharmacotherapy should represent the new
platform to implement a novel weight-centric
primary treatment goal in people with diabetes,
particularly at an early stage of the disease. A
significant reduction in body weight should be
seen as a target for treatment of type 2 diabetes
[1]. A recently published study performed in the
real-world setting complemented the data
obtained from clinical trials and reinforced the
benefits of liraglutide for obese patients with
type 2 diabetes, showing beneficial actions on
glycaemic parameters as well as cardiometabolic
risk factors in both non-obese and obese
patients with type 2 diabetes, with a greater
efficacy in the latter [30]. The authors empha-
sized that this has a particular clinical relevance
during the current pandemic, since patients
with diabetes and obesity are exposed to the
most severe forms of COVID-19, related com-
plications and death; in addition, car-
diometabolic complications have increased
globally in the last 2 years because of the
reduced access to healthcare facilities for
patients with chronic diseases, such as those
with diabetes and obesity [31]. Therefore,
proper management of obese patients has to be
prioritized.

In future, we encourage further research into
individualisation of pharmacotherapy of obe-
sity by exploring the differences in the weight
loss by sex, race, concomitant therapies, effect
of altered microbiota and genetic background.
We also need to improve the ability to identify
patients who respond better to weight loss and
can lose at least 15% of their weight. The com-
bined multimodal peptides that target GLP1-
GIP receptors, will provide even more effective
treatment than currently approved GLP-1 RA, in
particular in patients with diabetes where the
pathophysiology of obesity seems to be even
more complex than in individuals without
diabetes.
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