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SOIV!E REGAIN OF WEIGHT INEVITABLE AFTER MBS
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THE SCALE MOVES BACK.

THE BIOLOGY DOESN’T NECESSARILY FOLLOW.

Modest weight regain after metabolic surgery does not necessarily mean reversal of its health benefits
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FOCUS BEYOND THE SCALE.
FOCUS ON HEALTH.

[ [] Multiple long-term studies demonstrate sustained remission of type 2 diabetes, reduction in cardiovascular risk,
and mortality benefit despite modest weight regain.




SURGICAL NON-RESPONDERS

ADIFFERENT COHORT
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REVISIONAL SX IS
EXPECTED
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Cumulative incidence of revision
(any revision category)

30% A

10% 1

0% 1

Primary
procedure type

— Sleeve — RYGB — OAGB — GB — Other

0 1 2 3 4 5
Years since primary procedure

Number at risk

Sleeve | 104,849 97,048 82,713 67,511 53,328 38,328
RYGB | 9,404 8,333 6,848 5,142 3,913 2,662
OAGB | 9,469 8,375 6,534 4,749 3,252 2,033
Band | 6,506 6,146 5,811 5,377 4,924 4,371
Other 550 506 427 341 231 151
0 1 2 3 4 5

Years since primary procedure
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RISK OF CONVERSION Errén;szlre type — Sleeve — RYGB — OAGB — GB — Other
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¢ a2
= 0
=0
o9 . =
patients ~ D anos
3,614 (18.4%) — /
AN
N - o
revisional
bariatric procedures —
4 5
@ Primary 783 38,705
15,985 (81 .6%) - Revision 202 2,901
332 2,081
valiu v,Juvv v,J94 v, v/ J,UTy J,204 4,652
@ Other 550 515 433 346 237 155
0 1 2 3 4 5
O surgeons Years since primary procedure
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REVISION SURGERY COMPLEX - tRISK

Australia Aotearoa NZ
icudl A ICU 0
b e R —
¢ ¢ P.
Primary 128 17 179 Primary 24 1 28
Revision 345 16 104 Revision 29 0 29
Any AE Any AE
Primary 2.0% Primary 5.0%
Revision 10.4% Revision 36.7%

Not easy to provide at scale

ANZBSR 2022 report 2> Monen]



LESS WEIGHT LOSS AFTER CONVERSION FOR RGW
RESULTS

0% '% observational studies (n=2,213 patients)
were included
25% -
20%- Mela-analysis:
E' YTWL = 27.2 (195%C1 21.7 10 30.6)
15% Drop in BMI = 10.2 kg/m? ($5%C1 -11.6 1o -8.7)
TeEWL = 54.8 (95%147.2 10 62.4)
10% - JEBMIL = 37.1 (95%01 19.95 to 54.9)
3% %EWL outcome — high risk of publication bias
ﬂ% e 1 1 1 1 1 . > .
o N - e, ™ . High heterogeneity in all meta.analyzed
Year outcomes
Cohort

() Sleeve converted to GB

) Sleeve no revision GRADE: Very low certainty of evidence

| Eduardo L. 8, Bastos, Ph.D.; Wilson Salgado-Jr, Ph.D.; Anna C. B, Dantas,
ARIATH M.D.; Tiago R. Onzi, M.Sc.; Lyz B. Silva, Ph.D.; Alvare Albano, M.D.; Luca 5.

ANZ BSR 2024 : Clara L. Santos; Antonio Silvinato, Ph.D.; Wanderley M. Bernardo,




OBESITY MANAGEMENT MEDICATIONS

1. GLP-1 Agonists 2. Combined GLP-1/GIP Agonists 3. Combined GLP-1/GIP/Glucagon

(Triple) Agonists (e.g., Retatrutide*)
Target Organs: Brain, Gut, Adipose, & LIVER

(e.g., Semaglutide) (e.g., Tirzepatide)

Target Organ: Brain & Gut Target Organs: Brain, Gut, & Adipose Tissue
nters 9 & = -ﬁ [‘,/., Yo \» ,'
£ 5 B iy €. & s ot IS Stimulates
‘ ! a./ Hepatic
; ~ : ’ g Triple Action: Lip ol¥(sns
/ L = Improves Intake & (Fat Breakdown)
lncreases Satiety & Gut %ﬁ ' Adipose Tissue Adipose : GIP buffers
F&‘»a"tlety Gastric 3'%1139 i Insulin Sensitivity f MGlucago Nausea
ullness : as -1 :
I()ecrease) Emptying ( ) ‘ GIP balances HEDUCED o METABOLIC ... INCREASED
Hunger Signals I \GL’” Nausea + 4+ ENERGY
gerolg INTAKE ™ IMPROVEMENT ™ ., Sovrs o
REDUCED IMPROVED Triple Action: Glucagon Increases  GIP buffers
REDUCED ENERGY INTAKE + Intake & Adipose Thermogenesis Glucagon
INTAKE METABOLIC FUNCTION (as Duals) (Calorie Burning) Glucose%ffect

*Currently in Clinical Trials

10-20% TBWL 20-25% TBWL >30% TBWL
Liraglutide 3.0 mg

- @ GLP-1 Receptor Active
sURGERY A GIP Receptor Active Mr%lgé%—l
) Glucagon Receptor Active



GRAVITAS

Liragulatide 1.8mg

303 patients pre-screened

4

96 assessed for eligibility

16 ineligible
! 13 did not meet inclusion criteria
3 declined to participate

A 4

80 randomly assigned

v

v

53 assigned to liraglutide and included
in the intention-to-treat population
and safety analysis population

27 assigned to placebo and included in
the intention-to-treat population
and safety analysis population

4 discontinued treatment

2 unable to attend further study visits 1due to gastrointestinal side-effects

1 due to deterioration of an 1unable to attend further study visits
underlying psychiatric condition —»  1died of pneumonia

1 after diagnosis of lymphoma 1due to deterioration of an

1 aftera reduction in eGFR in the underlying psychiatric condition
context of chronic kidney disease

5 discontinued treatment

A\ 4

A4

48 completed the study and included
in the complete-cases analysis
population

23 completed the study and included
in the complete-cases analysis
population

Change in HbA  from baseline
(mmol/mol)

Change in weight from baseline (kg)
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p<0-0001 p<0-0001
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—4 - p<0-0001
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-6 p<0-0001
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-8 T T T 1
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Lancet Diabetes Endocrinol
2019; 7: 549-59
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Liragulatide 3 mg

Bari-OPTIMISE

=]

Change in body weight from baseline

0_
154 Patients assessed for eligibility
Placebo
D\D _2 M
84 Excluded +
. 80 Did not meet inclusion 2
criteria =
4 Declined 5
2
L £
/"//3,7 o & ~64
w 70 Randomized > &
;,_ =
\—*——_—{—114"\\_\ c . .
//’ —~ g 5 Liraglutide, 3 mg
35 Randomized to receive liraglutide 35 Randomized to receive placebo
31 Received liraglutide as 31 Received placebo as
randomized randomized -10-1— ‘ . . ‘ ‘ ‘
4 Did not receive liraglutide 4 Did not receive placebo 0 4 8 12 16 20 24
as randomized as randomized Time, wk
2 Withdrew 3 Withdrew
2 Lost to follow-up 1 Lost to follow-up
¢ ¢ \l Liraglutide group (n=32) m Placebo group (n=34)
31 Included in intention-to-treat 26 Included in intention-to-treat 10 10
analysis analysis
30 Included in per-protocol analysis 23 Included in per-protocol analysis ol .
Because of lockdown measures due to COVID-19, some participants were unable to §EL 104 f’:? 10
attendthe clinic for their final weight measurements. One participantin the liraglutide ZE ;9
group and 7 in the placebo group self-reported their final body weight. 20 20
-30 -30
JAMA Surgery October2023 Volume 158, Number 10 Patint patent

EXO)
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LAMBS trial

Liragulatide 3 mg vs Placebo

Recruitment January 2019 - March 2020

screened for eligibility

v

< 705 LAGB patients )

189 LAGB patients
fulfilled weight loss

criteria

103 LAGB patients
contacted

42 lived > 1 hour away
24 non-attenders

.. 7 outside age range

7 mental health issues
3 pregnant
3 on liragulatide

Recruitment October 2022 - June 2023

720 MBS patients A

screened for eligibility/

\
7

67 MBS patients
fulfilled weight loss
criteria

20 not interested
4 already awaiting

Weight Change (kg) (mean £ SE)

-2

-4

-6

—

1 2 3 4 5 6 7 8 9 10 1 12
months

—e—Liraglutide —e—Placebo

v

21 LAGB patients
recruited

48 randomised

/

24 randomised to receive liraglutide 3.0 mg
10 LAGB
13LSG
24 received liraglutide as randomized
4 withdrew (3 LAGB; 1 LSG)
1 lost to follow-up (LAGB)

(” Mean dose 2.43 (0.65) mg

v e revisional MBS
36 patients contacted 4 on semaglutide
3 pregnant
T
v
27 LSG patients

recruited

24 randomised to receive placebo
11 LAGB
14 LSG
24 received placebo as randomized
6 withdrew (6 LSG)
6 lost to follow-up (1 LAGB; 5 LSG)

IH Difference betwesn pretreatment and postireatment
Physical functizn

Fiu}
15

Ganeral haalth 1w

Seclal fundioning

Enargy or Tatigua

Emotional well-baing

Biole limitation

dis o plysical
haalth

wcle limitation
due o emational

preblem

7 JAMA Network Open. 2025;8(00):22530848. dol:10.0001 jamanetworkopen 2025 35848

MM 30% reached full 3mg dose
b
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a
[ Lifestyle intervention =500 kcal per day diet + {t physical activity ]

BARI-
STEP -

2.4 mg semaglutide

Semaglutide 2.4 mg weekly (n = 35)

—@- Placebo

[
]‘ | Treatment duration: 68 weeks ] E-week _._ Semaglutide 2.4 mg

| Dose escalation

—
o
|

off-drug
follow-up

End of treatment

w
|

‘ 128 pre-screened for eligibility |

|

16 ineligible | 86 patients assessed for eligibility ‘
« 7 >20% weight loss from DOS
+ 1 HbAIc raised
« 1abnormal liver function
+ 1 abnormal thyroid function
+ 2 did not attend randomization
» 2 new hypertansion diagnoses
« 1investigation for IBD
« 1 pregnancy after screening

R S ¢

70 randomized ‘

| l

Change in body weight (%)
&
|

| 35 assigned placebo | ‘ 35 assigned semaglutide 2.4mg _1 5 |
6 discontinued treatment 1 discantinued treatment
4 withdrew 1 W'[hdf‘e’:':j vestigator 20
: ;"r:‘l’[ :le”” :r':;”‘:‘*d decision-3USAR | l I I |
- W W r
placebo 0 6 1d 32 52 68
» 1AE-related 24
29 treatment treatment H
2 lost to follow-up 20 veat 24 reau Time (weeks)
29 included in ITT analysis 34 included in ITT analysis
25 included in PP analysis 32included in PP analysis

MONASH
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COMBINING OMM & MBS

H 0
(A) change in body weight (kg) at 6 months. (C) change in HbAlc (%) at 6 months.

GLP-1RA Placebo Mean Difference GLP-1 RA Placebo Mean Difference
Studies mean SD Total mean SD Total Weight MD 95% Cl IV, Random, 95% CI Studies Mean SD Total Mean SD Total Weight MD 95% ClI IV, Random, 95% CI
Brown 2025  -453 485 24 -032 539 24 260% 421 [-7.11,-131] - Miras 2019 103 074 53 036 078 27 229% -1.39 [-1.75;-1.03] —i}
GLIDE 2023 -278 805 11 =305 11.71 11 95% 026 [-8.13; 866) Mok 2023 027 037 26 -003 022 27 244% -024 [-0.40;-0.08] l
MoK2023 849 507 32 039 388 34 289% -0 (1129 691 ar Hany2024  -101 081 38 -082 067 31 230% -0.19 [-0.54; 0.16] -
ol - . : : 9% -9.10 [- S Y
’ GLIDE 2023 -0.11 123 12 -0.34 1.06 13 160% 023 [-0.67; 1.13] —
Thakur 2021 =33.50 21.30 12 -23.90 1440 11 38% -9.60 [-24.35; 5.15) - Thakur 2021 090 132 12 -120 135 11 137% 030 [-0.79. 139] — e
Total (85% CI) 132 107 100.0% ~5.33 [ -9.42; -1.23] B N
Heterogenaity: Tau? = 7.0818; Ch¥ = 17.74, df = & (P = 0.0014), I = 77.5% —T ™ Total (95% CI) 141 109 100.0% -0.34 [1.18; 0.50]  ——mm—
Test for overall effect: ts = -3.61 (P = 0.02) -20 -10 O 10 20 Heterogeneity: Tau® = 0.3844; Chi” = 38.19, df = 4 (P < 0.0001); I" = 91.2%
Favours GLP-1 RA Favours Placebo Test for overall effect: ty = -1.13 (P = 0.32) : -1 5G.:P.:);Ao FO 5 1 Pl1 5 =
avours - avours Place
(B) change in body weight (kg) at 12 months.
(D) change in HbAlc (%) at 12 months.
GLP-1RA Placebo Mean Difference
Studies mean SD Total mean SD Total Weight MD 95% CI IV, Random, 95% CI
GLP-1RA Placebo Mean Difference

Brown 2025 -570 529 24 140 588 24 37.9% -7.10 [-10.26; -3.94] 5 = Studies mean SD Total mean SD Total Weight MD 95% CI IV, Random, 95% CI
GLIDE 2023 -1.02 1135 10 -6.37 12.21 11 223% 5.35 [-4.73;1543) ———
Lofton2025 -840 780 89 050 380 43 39.8% -8.90 [-10.88; -6.92] . | Brown 2025 -0.20 0.30 24 000 036 24 384% -0.20 [-0.39: -0.01]

GLIDE 2023 0.75 0.29 8 032149 10 229% 1.07 [0.12; 2.02] —.
TNl = 78 100.0% ~5.05 [22.14; 12.05]  ———— Lofton 2025 -0.30 0.50 83 000 040 43 38.7% -0.30 [~0.46; ~0.14] =5
Heterogeneity: Tau® = 31.2078; Chi* = 7.85, df = 2 (P = 0.0198), I° = 74.5% ! ! '
i el e N O N Total (96% CI) _ 121 77 100.0% 0.05 [-1.64; 1.74]

Heterogeneity: Tau® = 0.3198; Chi® = 8.10, df = 2 (P = 0.0174); 1 = 75.3% f T L L

Test for overall effect: t, = 0.13 (P = 0.91) -2 -1 0 1 2

Favours GLP-1 RA Favours Placebo

Acta Diabetol (2026). https://doi.org/10.1007/s00592-026-02730-4
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FUTURE DIRECTIONS

* More effective OMM for regain of weight
oBetter definition of OMM dosing
oCombination OMM

* Avoid regain of weight all together
oStart before sub-optimal weight loss
» Define biomarkers/other predictors

= Commence when weight trajectory or
health indices change

o Still a role for MBS but more selective

University



OMM FIRST FOR RECURRENT WEIGHT GAIN AFTER MBS!

o Revisional MBS “OMM
» Technically complex « Safe
 Limited scalability VS  Effective
* Risky * No adverse impact on
* Less effective /\ ,C:cijl_t ot with
. itiv wi
* Impact on QOL /YES MBS =eloeweercdose
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