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Obesity management as a primary treatment goal for type 2 @"} @
diabetes: time to reframe the conversation The Lancet 2022

lldiko Lingvay, Priya Sumithran, Ricardo V Cohen, Carel W le Roux
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Obesity/ Hyperlipidemia

Adiposopathy HTN » Macrovascular complications

CAD

T2D ——— > Hyperglycemia

Microvascular complications

Weight-centric Approach
Upsiream Intervention



SOS: Results

Surgery Group (N=2007) X Control Group (N=2040)
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SOS: Results

Surgery Group (N=2007) X Control Group (N=2040)
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Proportion of participants (%)

Proportion of participants (%)
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Bariatric Surgery: There Is a Room for Improvement to Reduce
Mortality in Patients with Type 2 Diabetes

Carel W. le Roux ' - Johan Ottosson = - Erik Naslund *? . Ricardo V. Cohen ® () - Erik Stenberg ~* - Magnus Sundbom =° .
Ingmar Nislund**
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SoReg, Scandinavian Obesity
Surgery Registry
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Gastric bypass versus best medical treatment for diabetic
kidney disease: 5 years follow up of a single-centre open label
randomised controlled trial

Ricardo V. Cohen,™* Tiago Veiga Pereira, ™ Cristina Mamédio Aboud,” Tarissa Beatrice Zanata Petry,” José Luis Lopes Correa,” Carlos Aurélio Schiavon,!
Carlos Eduardo Pompilio,” Fernando Nogueira Quirino Pechy,” Ana Carolina Calmon da Costa Silva,” Livia Parto Cunha da Silveira,”
Pedro Paulo de Paris Caravatto,” Helio Halpern,” Frederico de Lima Jacy Monteiro,” Bruno da Costa Martins,” Rogerio Kuga,”

Thais Mantovani Sarian Palumbo,” Allon N. Friedman,” and Carel W. le Roux’9

The Lancet eClin Med, online Nov 11,2022



MOMS TRIAL

|

uACR>30 mg/g BMI 30-35 kg/m?

Early stage kidney disease



MOMS trial
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* Best Medical Treatment « RYGB + BMT
V' Metformin
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Y Insulin V' Statins
V' Glitazones V' Metformin
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MOMS trial

MOMS ftrial

Endpoints

* Primary endpoint
>uACR<30 mg/g

» Secondary endpoints
>CKD remission

>Metabolic control ( A1c<6%;FPG<100 mg/dl;LDL<100mg/dl (<70 if CV+);HDL>50;
TG<150mg/dl; SBP<130 mmHg ;DBP<80 mmHg

>Weight-loss
>Use of T2D medications

>Neuropathy/Retinopathy
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MOMS trial — 5 years outcomes

Dicothomous primary outcome
uACR <30

Proportion of albuminuria remission (%)
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59.6% X 69.7%

ENT AVGE *p= 0.32




MOMS trial — 5 years outcomes

Primary outcome — uACR- continuous variable
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The geometric mean for albuminuria levels
was 46%
lower after RYGB (P = 0.001)



MOMS trial — 5 years outcomes

Early stage CKD remission

Remission of albuminuria with eGFR > 60 ml/min
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Only 22.5% BMT achieved >15% TBWL
90% RYGB >15% TBWL

BMT
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Proportion (%)

NO BMT pt reached normal BMI
53% after RYGB (p < 0.001)
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Glycated hemoglobin (%)
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Quality of Life

QOL
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MOMS trial
AEs & Safety

v" 1 surgical complication

Safety outcomes RYGE (n = 46) BMT n = 46) OR {95% CI) P

Senous adverse events 1144) {15 174 {055-5.92) 08

(ratk | 46 (100) 4 (98) 100 (0.03, +inf) >099 m a n a ge d by e n d 0 S CO py
(rade | B161) 36 (78) 044 {015-118) 011

Grad: 1 51 143) 266 {0.41-293) 043 / . h I o
(ke IV 143 143 100 {007, 144} 209 NO Sserious ypog ycemla

Surmary of treatment-emgent adverse events (safety population, 46 participants per neatment group) after § years of folow-up, BT - bast medicaltreatment; RYGH

Routeen-Y gastek bypass.; OR - s rato, §5% 1 ceotes a 95% confidence interval. P values refer to two-sidad tests based 0n ecact logisic ragression modkds. Grades | \/ 1F1
to IV refers to Clevien-Dindo for grading advirse events. +inf denotis that the upper bound cannot be computed (sinfinity) NO maInUtrltlon

Table 3: Safety outcomes {safety population, n = 92).
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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 ‘ .
Received: 24 April 2022 / Revised: 10 July 2022 / Accepted: 14 July 2022

Anne Lautenbach'(’ - Marie Wernecke' - Tobias B. Huber' - Fabian Stoll' - Jonas Wagner? - Sebastian M. Meyhofer®* .
Svenja Meyhofer®*> . Jens Aberle’
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Adjunctive liraglutide treatment in patients with persistent
or recurrent type 2 diabetes after metabolic surgery
(GRAVITAS): a randomised, double-blind, placebo-controlled
trial

Alexander Dimitri Miras™, Belén Pérez-Pevida™, Madhawi Aldhwayan, Anna Kamocka, Emma Rose McGlone, Werd Al-Najim, Harvinder Chahal,
Rachel I. Batterham, Barbara McGowan, Omar Khan, Veronica Greener, Ahmed R Ahmed, Aviva Petrie, Samantha Scholtz, Stephen R Bloom,
TriciaM Tan

80 pts RYGB or SG with persistent or recurrent
T2D

Liraglutide (n=53) or placebo (n=27)

At least 1 year after surgery

Follow-up: 24 weeks

Published Online June 4 2019



Postoperative pharmacotherapy augments surgical weight loss

GRAVITAS Study

Liraglutide after Gastric Bypass in T2D
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Miras AD et al., Lancet Diabetes Endocrinol 2019



Research

JAMA Surgery | Original Investigation

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 Triall Aug 2023

Jessica Mok, BMBS, MPhil; Mariam O. Adeleke, PhD; Adrian Brown, PhD; Cormac G. Magee, MBBChir, MA; Chloe Firman, MRes;

Christwishes Makahamadze, MRes; Friedrich C. Jassil, PhD; Parastou Marvasti, PhD; Alisia Carnemolla, PhD; Kalpana Devalia, MBBS, MS; Naim Fakih, MD;
Mohamed Elkalaawy, MRCSEd, MS, MD; Andrea Pucci, MD, PhD; Andrew Jenkinson, MBBS, MS; Marco Adamo, MD; Rumana Z. Omar, PhD;

Rachel L. Batterham, MBBS, PhD; Janine Makaronidis, MBChB, PhD

FINDINGS
POPULATION INTERVENTION Liraglutide, 3.0 mg once daily, resulted in a significantly greater
: . eduction in body weight from baseline to week 24 compared with
70 Patients randomized, g
18 Men, placebo
57 Analyzed
52 Women
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Self-administration once dailyofa  Self-administration once daily =< 3 Liraglutide, 3 my
L o subcutaneous injection of of placebo saline solution for g 2o
firaglutide, 3.0 mg, for 24 wk the same period
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Meanage, 476y Mean difference: -8.0%; 95% Cl,-10.4 to -5.7; P<.001



Controlling Obesity with Multi Receptor Drugs
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Time (years)
< 0 1 2
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© * == Placebo control
g Mono agonists
> Dual agonists
§ e e Triple agonists (?)

Bariatric surgery




Total body-weight loss (%)

o
. D

MOMS

Mean change (95% CI)

@ ®— * -0.9 (-2.4, 0.6), placebo

-7.9 (-9.3, -6.5), Smg

-10- -9.3 (-10.8,-7.8), 10mg
\ -11.0 (-12.6, -9.4), 15mg
20 ‘\\
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\\‘\
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Weeks since randomization

X

% of patients reaching bodyweight target

SURPASS 1

(Tirzepatide in people with obesity and T2D)

Pla 5mg 10mg 15mg RYGB
25% weight loss

Pla 5mg 10mg 15mg RYGB
>10% weight loss

Pla 5mg 10mg 15mg RYGB
>15% weight loss
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Impact of Optimal Medical Therapy on g )
1O0-Year Mortality After ‘ ‘
Coronary Revascularization

Hideyuki Kawashima, MD, """ Patrick W. Serruys, MD, Pul, " Masafumi Ono, MD,"" Hironor Hara, MD, "

Neil O'Leary, Pul,' Michael 1, Mack, MD," David R. Holmes, MD, Marie-Claude Morice, MD,'

Stuart J. Head, MD, Pil)," Arte Picter Kappetein, MD, PubD,)” Daniel 1.F.M. Thuijs, MD, Pub,"

Milan Milojevic, MD, Puld," Thilo Noack, MD,' Friedrich-Wilhelm Mohr, MD, PubD,’ Piroze M. Davierwala, MD,'
Falsal Sharift, MD, Pul, John W, McEvoy, MB, BCuy, MHS," Yoshinobu Onuma, MD, Pul, on bhehall of the
SYNTAX Extended Survival Investigators

CENTRAL ILLUSTRATION Kaplan-Meier Curves of All-Cause Mortality From 5 to 10 Years

« Antiplatelet drug None, 1, or 2 Types of Medications
30 « Statin

3 Types of Medications

= Angiotensin-converting

enzyme inhibitor/ 4 Types of Medications (Optimal Medical Therapy)
angiotensin receptor blocker

» Beta-blocker

20 19.9%

13.1%

,,-—""7 12.7%

All-Cause Mortality (%)

10

o Log-rank P = 0.011
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