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Systematic Review and Meta-Analysis of the Effectiveness of Insurance
Requirements for Supervised Weight Loss Prior to Bariatric Surgery
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Effect of Laparoscopic Sleeve Gastrectomy 7
vs Laparoscopic Roux-en-Y Gastric Bypass

on Weight Loss in Patients With Morbid Obesity
The SM-BOSS Randomized Clinical Trial

Enciews BMI Loss, 'K

Euciots BM |Loss, %

Peterli R et al. JAMA 2018;319:255




Liraglutide 3.0 mg for the management of insufficient weight

loss or excessive weight regain post-bariatric surgery

TABLE 1 Patient characteristics by type of bariatric surgery

Variable

Sample size (n)

Age (y)

Men (n, %)

Pre-bariatric surgery BMI (kg/m?)

Maximum weight change post-bariatric surgery (kg)

Weight change from lowest post-bariatric surgery weight to initiation of liraglutide
3.0 mg (kg)

Weight change from lowest post-bariatric surgery weight to initiation of liraglutide
3.0 mg (%)°

Preliraglutide BMI (kg/m?)

Weight change on liraglutide 3.0 mg (kg)
Weight change on liraglutide 3.0 mg (%)
Attained 5% weight loss (n, %)

Attained 10% weight loss (n, %)
Treatment time (mo)

Reported nausea with liraglutide 3.0 mg (n, %)

Wharton S et al. Clin Obes 2019;9:e12323

Roux-en-Y bypass

53

49.9+9.1
3(5.7)

50.8 +11.2
—-51.6 + 235"
19.0 + 13.5

44.8 + 54,92

39.0 + 7.0*®
-7.1+87¢
—66+71
25 (47.2)
13 (24.5)°
8.0+ 7.6
15 (28.3)

Gastric band
50

525 +95
8(16.0)

47.6 +13.1¢
-29.8 +23.3°
254 +20.4°

80.0 + 79.7F

454 +11.0
-60+72°
—49 +56
19 (38.0)
6(12.0)
68 +6.7
12 (24.0)

Gastric sleeve
14

514 +10.3
4(28.6)

522 +11.9
=347 £19.5
15.8 £14.1

484 + 31.78

454 +9.6
-45 + 454
-3.6+30
5(35.7)
0(0.0)
86+73
5(35.7)



The Potential of Semaglutide Once-Weekly in Patients Without Type 2
Diabetes with Weight Regain or Insufficient Weight Loss After Bariatric
Surgery—a Retrospective Analysis
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Lautenbach A et al. Obes Surg 2022;32:3280
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Time (months)
Treatment Liraglutide 3 mg/day Semaglutide 1 mglweek
Number of participants
Liraglutide 3mg/day 92 81 72 56 51

Semaglutide Tmg/week 115 104 87 63 55

Murvelashvili N et al. Obesity 2023;31:1280

Percent of people achieving weight loss category (%)

Effectiveness of semaglutide versus liraglutide for treating
post-metabolic and bariatric surgery weight recurrence

aOR =170
(95% C| 0.89-3.25)
90.0%
80.0% 77 4% (n=89)

aOR =234
(95% Cl 1.28-4.29)

70.0% | 67.4% (n=62)

50.4% (n=58)

50.0%

40.0%
32.6% (n = 30)

30.0%

20.0%

10.0%

0.0%
>=5% >=10%

156.2% (n=14)

B Liraglutide 3mg daily (n = 92)
u Semaglutide 1mg weekly (n = 115)

alOR =255

(95% CI 1.22-5.36)

aOR =274
(95% Cl 0.88-8.45)
27.8% (n=32) ]

12.2% (n=14)

5.4% (n=5)

>=15% >=20%

Weight loss category



Reversal of Long-Term Weight Regain After Roux-en-Y Gastric Bypass

Using Liraglutide or Surgical Revision. A Prospective Study 24 Months
Loss of regained weight

from NADIR

< 100% weight lifestyle ur@! ( A\
regain from counselling > |+ B9
NADIR (n = 30) 0

" Apollo’s Overstitch \
System (n = 15) —— | -20%

95 patients > 10% weight Surgical /
underwent | regain from revision
RYBG 9+4 years post NADIR Fobi-ring \

-Q79
surgery (n=16) — | -87%

Pharmacotherapy —>» Liraglutide 3.0 mg (n = 34) g,
—> | -85%*

37% of Fobi-ring patients experienced serious

- - \ L
complications vs other groups (p < 0.05)
- lead to hospitalization in 2 cases Table 2 Impact of treatment modality on weight regain 9 years after RYGB
- endoscopic dilatation of the upper Group N BMI-0* BMI-24*  delta BMI-lost Follow-up of weight change (kg) after intervention (months)
anastomosis (up to 32 times) due to an
inability to eat and Vomiting kg/m? kg/m® kg/m? 0 months 3 months 6 months 9 months 12 months 18 months 24 months
DC (controls) 30 27150 27245 -0.1x17 75+15 7515 75+15  T6+14  76%13 75413 75413
LG (limglutide) 34 31.2240% 264+3.5 4.8+29° 84+13% 8013 7712 T6+12  T74=11 T3£10 729F
ES (endosurgery) 15 31.0+42% 30.0+4.4° 1.0+09 83+14% 8014 R0+14 8014 80%14° —

Horber FF et al. Obes Surg 2021;31:93 FP (Fobi)* 16 342+49% 287+46 55+29° 96+12F 9012 88+12 85+12 8311 g212 79 + 10%




Adjunctive liraglutide treatment in patients with persistent A
or recurrent type 2 diabetes after metabolic surgery 10
(GRAVITAS): arandomised, double-blind, placebo-controlled
trial

—& Placebo
—B- Liraglutide

p=0-015

RYGB or LSG patients with persistent or recurrent type 2 diabetes
at least 1 year after surgery from five hospitals in London, UK.

(mmaol{mal)

‘ 303 patients pre-screened ‘

+

‘ 96 assessed for eligibility ‘

Change in HbA,_ from baseline

16 ineligible
| 13 did not meet inclusion criteria
3 dedined to participate

r

in the complete-cases analysis

population population

in the complete-cases analysis

Miras AD et al. Lancet Diabetes Endocrinol 2019;7:549

Time (weeks)

‘ 80 randomly assigned ‘ = 24
]
i
o —_—
v v £ O S e Sommmmmm oo -
E3 assigned to liraglutide and included 27 assigned to placebo and included in ka o, T T ——
in the intention-to-treat population the intention-to-treat population £ H‘H,.h .
and safety analysis population and safety analysis population E -2 e
4] “m
- = -H-\-H'\-\.\_
S discontinued treatment 4 discontinued treatment L h - T
o - . —_—
2 unable to attend further study visits 1due to gastrointestinal side-effects ‘D 4 p= 0-0001 T ——— -
1due to deterioration of an 1unable to attend further study visits 2 o —
_—— underlying psychiatric condition » 1died of pneumania c 'p::-l:II:II:Il}l L T
1 after diagnosis of lymphoma 1 due to deterioration of an a _ ¥
1 after a reduction in eGFR inthe underlying psychiatric condition o _6 p{{] 0001
context of chronic kidney disease % p—::ﬂ"DDDj.
=
X ¥ = -8 | 1 | |
48 completed the study and included 23 completed the study and included 0 & 10 18 76




Safety and Efficacy of Liraglutide, 3.0 mg, Once Daily vs Placebo
in Patients With Poor Weight Loss Following Metabolic Surgery
The BARI-OPTIMISE Randomized Clinical Trial

Inclusion criteria:
- Poor weight loss after MS (RYGB or LSG)
< 20% body weight loss at least 1 year after MS
- Suboptimal nutrient-stimulated GLP-1 response

< 2-fold increase in circulation GLP-1 between 0 and 30
min following a standardised 500 kcal mixed liquid meal

Mok J et al. JAMA Surg 2023;158:1003

154 Patlents assossed for eligibility

84 Excluded
80 md not meet Inclusion

iCrikeria
4 Declined

35 Randomized to recelve lraglutide
31 Received Uraglutide as

35 Randomized to recelve placebo
31 Recelved placebo as

randamizad randormilzad
4 Did not recalve liraglutide 4 Did not recelve placebo
a5 ramdomized &5 randomized
2 Withdrew 3 Withdrow
2 Lost to follow-up 1 Lost to follow-up
! !
31 inclueded In Intentlon-to-treat 26 Included In Intentlion-to-treat
analysk analysls

30 Incheded In per-protocol analysls

23 Included In per-protocol analysis




Safety and Efficacy of Liraglutide, 3.0 mg, Once Daily vs Placebo
in Patients With Poor Weight Loss Following Metabolic Surgery
The BARI-OPTIMISE Randomized Clinical Trial

El Change In body weight from baseline

Liraglutide group (n=32) Placeba group (n=34)
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Mok J et al. JAMA Surg 2023;158:1003
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Endoscopic sleeve gastroplasty plus liraglutide versus
endoscopic sleeve gastroplasty alone for weight loss (o) fi®

. Mo Liraglutide . Liraglutide

S

ns ns ns S s it

Total: 66

S
9
Patients offered liraglutide %1
at 5 months = Baseline g
E5G: 36 i 2
After Propensity Score Matching B

ESG and ESG-L = 52 patients 2 10-

7 months
‘I -4 mE)nths -2 m;)nths Baséline 2 mo.nths 4 m(;nths 7 mc:nths
liraglutide - 26 patients Mo liraglutide - 26 patients E . -
_ g p Liraglutide - offered 12 months after ESG
to all patients
A

Badurdeen D et al. Gastrointest Endosc 2021;93:1316



Liraglutide Augments Weight Loss After Laparoscopic Sleeve
Gastrectomy: a Randomised, Double-Blind, Placebo-Control Study

Participants undergoing laparoscopic Parameters Follow-up L-L group L-P group p value
sleeve gastrectomy (n=32) n=12) (n=11)
.
l IBW (kg) 60.1+11.6 502+64 0.069
| | Weight (kg) Baseline 1186 +24.6 103.1+164 0.190
‘ Satisfied inclusion criteria /Excluded (n=5) 6 weeks 103.5+20.3 92.0+32.4 0.237
(n=27) ) + Recent CAD: 2 12 weeks 942+17.6 848+114 0.258
-+ ESRD: 1 i
[ Did not provide consent W + Breast Carcinoma : | 24 weeks 85.1+13.5 79.2+10.6 0.381
Randomized\(n=4) | L:ﬁlﬂi’if!lﬂw : BMI (kg/m?) Baseline 26+63 41.6+5.1 0.734
| | J 6 weeks 36.5+52 37.0+39 0.848
( LSG+LIRAGLUTIDE ) LSGPLACEBO (u=11) ) 12 weeks 34.0£4.4 34.5£3.5 0.833
(n=12) Completed 6 months 24 weeks 30.9+4.0 32.1+3.0 0.554
Completed 6 months follow up (n=10) i
follow up (n=12) Died at 10 week (n=1) EBW (kg) Baseline 58.5+18.3 529+12.5 0.520
_ / TWL (%) 6 weeks 12.7+4.1 10.7+3.9 0.198
12 weeks 20.6+6.3 17.7+6.1 0.188
24 weeks 28.2+5.7 232462 0.116
BMI loss (kg/mz) 6 weeks 6.2+24 4.6+2.6 0.267
~ 12 weeks 8.6+:3.0 7.1+£33 0.381
Analysed at 6 Analysed at 6 24 weeks 11.7+35 9.5+4.0 0.287
months months i i i
(n=12) (n=10) EWL (%) 6 weeks 27.2+10.1 204+6.8 0.168
mITT (n=12) )  mITT (n=11) 12 weeks 426+103 341+8.1 0.112
24 weeks 58.7+143 445+8.6 0.043*

*p <0.05 was considered significant

Takur U et al. Obes Surg 2021;31:84

L-L, LSG +liraglutide; L-P, LSG + placebo



Life Expectancy after Bariatric Surgery

in the Swedish Obese Subjects Study

= Reference: 125 deaths; rate, 5.2/1000 person-yr
0.3 (955 CI, 4.4-6.2)

— Surgery: 457 deaths; rate, 10.7 /1000 person-yr
0.2 (953 CI, 9.7-11.7)

0.1 | == Control: 539 deaths; rate, 13.2/1000 person-yr
(955 €1, 12.1-14.3]

Proportion Surviving

0.0 T T T T T T T
i 5 10 15 20 25 10 35
Years of Follow-up
Mo. at Risk
Reference 1135 1125 1106 1083 aps ] ]
Surgery 007 1915 1837 1744 13%) 580 4
Control J040 1961 1E15 1589 1238 458 26

Carlsson LMS et al N Engl J Med 2020;383:1535



Semaglutide and Cardiovascular Outcomes

in Obesity without Diabetes

A Primary Cardiovascular Composite End Point

100~
g-u-
50+
704
&0
50+
a0+
30+
204
104

Cumul ative Incidence [34)

109 Hazard ratio, 0.80 (95% C, 0.72-0.90)

P0.001 far superiority

Placebas

Semaglutide

=

0 B 12 12 24 i 36 4z 45

Mo. at Risk
Placeba

Manths since Randomization

201 B652 S487 8326 Ele4 7101 5860 4015 1672

Sermaglutide 2203 BA95 E561 B427 B2%4 7229 S7TT 4126 1734

Lincoff AM et al N Engl J Med 2023;389:2221

D Death from Any Cause

1009 79 Harsrd ratia, 0.81 (955 C1l, 0.71-0.93)
and  g-
F w0 54
8 704 4l
g 604 5.
E 504
d 29
£ 409 ]
3
304
E 0+ T T T T T T T 1
alﬂ-ﬂﬁlzmznsusﬁuﬂ
10+
D-—#I T i 1 1
] 6 12 18 M I 36 42 48
Months since Randomization
Mo. at Kisk
Placebo REO1 &733 2634 5525 B430 7395 5938 4250 1793

Sernaglutide BB03 E745 2673 E5B4 2465

f452 3952 4313 1832



IFSO CONSENSUS 2024

FIFSO

The Role of Obesity Management
Medications (OMMs) in the Context
of Metabolic/Bariatric Surgery (MBS)

An IFSO Consensus Conference

Vienna, Hotel Hilton Vienna Park
30t of April - 1=t of May 2024

Core Scientific Committee
Gerhard Prager, Ricardo Cohen, Luca Busetto

Gerhard Prager
Randy Levinson (Delphi Expert)
Ricardo Cohen

Luca Busetto
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