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"Maximize impact by seeking to minimize sequelae”
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e semy ooy pDatients with obesity who are under 18 years of age”

| IFSO “Surgery for obesity and weight-related diseases is effective in LUE 2, GR B

10-20 years
Reduced life
expectancy

70% will develop
obesity adulthood

Dramatic increase Psychosocial
of MS & NASH aspects

Age

(adolescents)

vV BMI > 40 (99.5th Fercentite) + 1 comorbiditj |
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vV Tanwner score > 4 '

v Deqree of maturiby? BMI > 35 + T2DM/ NASH...
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Age

(adolescents)
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Weight loss after bariatric surgery in obese adolescents: a systematic review and meta-analysis

ASMES
SURGERY FOR OBESITY
AND RELATED DISEASES
Surg Obes Relat Dis. 2018 Mar;14(3) 413-422
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Band 5(492) 12(555) 7(169) 4(106)
Sleeve 2(19) 2(20) 0(0) 1(67)
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#Studies(Pts) #Studies(Pts) #Studies(Pts) #Studies(Pts)

Band 5(219) 11(409) 8(176) 4(113)

Sleeve 2(31) 2(24) 1(8) 1(4)

Bypass 3(48) 4(58) 3(28) 1(14)
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«O= Adult cohort =O= Adolescent cohort

A Weight Change from Baseline
Five-Year Outcomes of Gastric Bypass

204 . . .
in Adolescents as Compared with Adults

P<0.001 for group-by-time interaction

o
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Percent Weight Change
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2 3
Years of Follow-up

A g e B Remission of Type 2 Diabetes

(adolescents)

P=0.03 for between-group comparison

Patients with Remission (%)
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Years of Follow-up
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E] Cleveland Clinic

Short case-series
Safety

Feasibility
Patient selection
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BIT
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strategy
BMI [

Preoperative weight loss «EASIER..BETTER
* REEDUCATION?
‘ * NUTRITIONAL IMPACT

2-STEP STRATEGY ——p

*40% ONLY NEED 1st STEP

*TIMING?
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Glass-l obesity
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OueHKa pe3yJibTaToB bX

RESULTS

1.MORE THAN 16 RCTs

2. T2DM IMPROVEMENT

3.LIPID PROFILE IMPROVEMENT

4. CARDIOVASCULAR RISK

4. QoL
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SAFETY

1.MAJOR COMPLICATIONS

INCIDENCE <0.5%

2.30-DAY MORBIDITY < 5%

3. MORTALITY < 0.15%

4. SMOKING AS RISK FACTOR
ACS-NSQIP data

COST-EFFECTIVENESS

1.SPECIALLY IF T2DM...

2.40-60,000 S per Q.A.L.Y. GAINED

3. REDUCED I.C.E.R.

4.

....20-YEAR TIME HORIZON
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IDEAL PATIENT SELECTION MUSCULAR MASS

Energy expenditure

BMI

Surgical risk

Biological age

Expectations

Post-op support A : . by : w. . A.I.

Adherence Microbiome - tlle
Comorbidities
=1

New MS indicators
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Surgical methods

Vertical banded gastroplasty OAGB/MGB

Gastric banding BPD/DS Roux-en-Y gastric bypass
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Safety and efficacy of bariatric surgery
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Remission - randomised trials
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GBP -25
SG-24

GBP - 49
SG—-47
Medical treatment - 38

GBP - 15
Medical treatment - 17

GBP - 20
BPD/DS - 20
Medical treatment - 20

GBP - 18
GB - 20
Medical treatment - 14

GB-18
Medical treatment - 22

GBP-19
Medical treatment - 19

GB-23
Medical treatment - 25

GBP/GB/SG - 20
Medical treatment - 24

GBP - 31
Usual care +/- Exenatide - 70

GB-29
Medical treatment - 26

2 years

5 years

1 year

5 years

3 years

1 year

1 year

2 years

6 months

1 year

2 years
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GBP - 48%
SG - 55%

GBP - 29%
SG - 23%
Medical treatment — 5%

GBP - 60%
Medical treatment — 6%

GBP -37%
BPD/DS - 63%
Medical treatment — 0%

GBP - 15%
GB -5%
Medical treatment - 0%

GB -33%
Medical treatment - 22%

GBP - 58%
Medical treatment - 16%

GB -52%
Medical treatment - 8%

GBP/GB/SG — 65%
Medical treatment - 0%

GBP - 90%
Usual care +/- Exenatide — 0%

GB - 73%
Medical treatment — 13%
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Relapse of disease

30-35% 41-43 %
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Medications before and after surgery

Carel le Roux
University College Dublin, Imperial College London




JPPEKTUBHOCTb MeJUKAMEHTO3HOM
Tepanuu

Change in body weight (%)

0-172 weeks

w—— | jraglutide 3.0 mg === Placebo

Mean baseline weight: sssss  Off drug follow up ===== Off drug follow up
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Week
n= 1467 1295 1223 1161 1100 1030 971 911 885 849 830 805 780 747 778
n= 734 635 576 544 508 465 436 399 375 365 354 336 327 322 321

FAS, fasting visit data only. Line graphs are observed means (+SE). Circles are observed means LOCF. Statistical analysis is ANCOVA. Subjects did not receive
treatment during observational follow-up, between weeks 160-172. FAS, full analysis set; LOCF, last observation carried forward; SE, standard error
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KoMOuHanuga MeJUKaMEeHTO3HOU TePANUU U
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Liraglutide in combination with metabolic surgery

Weight loss post-surgery with liraglutide Weight loss post-surgery with liraglutide 1.8 mg
3.0 mg by type of metabolic surgery? vs placebo after metabolic surgery?
(N=117 people with obesity) (N=80 people with obesity and T2D)
l1to2 3to4 5to6 7to8 9tol1011tol12  Months -~ Placebo (n=27)

0 |

0 : ' : : ' 5 - - Liraglutide (n=53)

2~ —a— Roux-En-Y (n=53)

_3»d -~ Gastric banding (n=50) 0 ,\‘
g A -@~ Gastric sleeve (n=14) g
B -5- 2 27
de. : o |
5 £ 4 <0.0001
§ gy ] i 0.0001

p<0. -
-8+ _ = -6 p<0.0001 :
-9 adin k), p<0.0001
-10 -8 T T T 1
0 6 10 18 26
Weeks
Mean body weight loss after Mean body weight loss after
42.5 + 9.6 kg/m? 5.5+ 6.2% 36.1 kg/m? 4.2%

*Significantly different from baseline regardless of surgical group (p<0.05). BMI, body mass index
1. Wharton et al. Clin Obes 2019;9:e12323; 2. Miras et al. Lancet Diabetes Endocrinol 2019;7:549-59
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Mean change in weight with liraglutide 3.0 mg

Patients with previous bariatric surgery

Change in bodyweight (%)
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JPPEKTUBHOCTb COYETAHHOM TepaluH

Microvascular Outcomes after Metabolic Surgery

MOMS trial
e —

Research

JAMA Surgery | Original Investigation

Effect of Gastric Bypass vs Best Medical Treatment on Early-Stage Chronic

Kidney Disease in Patients With Type 2 Diabetes and Obesity
A Randomized Clinical Trial

Ricardo Vitor Cohen, MD; Tiago Veiga Pereira, PhD; Cristina Mamédio Aboud, RN;

Tarissa Beatrice Zanata Petry, MD; José Luis Lopes Correa, MD; Carlos Aurélio Schiavon, MD;

Carlos Eduardo Pompilio, MD; Fernando Nogueira Quirino Pechy, MD; Ana Carolina Calmon da Costa Silva, MD;
Fernanda Lendimuth Gomes de Melo, MD; Livia Porto Cunha da Silveira, MD; Pedro Paulo de Paris Caravatto, MD;
Helio Halpern, MD; Frederico de Lima Jacy Monteiro, MD; Bruno da Costa Martins, MD; Rogerio Kuga, MD;

Thais Mantovani Sarian Palumbo, RDN; Neil Gerard Docherty, PhD; Carel Wynand le Roux, MD, PhD

2 years outcomes of a 5 years follow-up trial
June3, 2020




JPPEKTUBHOCTb COYETAHHOM TepaluH

MOMS TRIAL

|

T2DM uACR>30 mg/g

BMI 30-35 kg/m? CKD G1-G3 and A1 to A3



JPPEKTUBHOCTb COYETAHHOM TepaluH

MOMS trial

5o o =

* RYGB + BMT

Best Medical Treatment

v Metformin
v GLP1 RA

, v ACE/ARB
v SGLT-2 i

v Statins
v Metformin
v" Multivitamins

v Insulin

v Glitazones
v DPP4 i

v ACEI/ARB
v Statins

v Diuretics




JPPEKTUBHOCTb COYETAHHOM TepaluH

MOMS trial: primary endpoint

‘A | Albuminuria remission | B | Urinary albumin to creatinine ratio

1004 150+
P =.006

A 1004 &
= BMT

P=.16

- 50-
0. RYGB P=.001 P<.001
20 <

50" - : [ -
10- |
S-«

251

0 1 :

: BMT RYGB 1 l BMT RYGB : Baseline 6 mo 12 mo 24 mo
12 mo 24 mo Time, point

Early stage CKD remission
= + BMT 23

829%* X 48°% *p= 0.006

uACR, mg/g

Patients with albuminuria remission, %




JPPEKTUBHOCTb COYETAHHOM TepaluH

MOMS trial ADA triple endpoint

Blood Pressure <130/80 mmHg
LDL cholesterol <100 mg/dl

%+ BMT

3190 %

22

*p<0.04



TUNIUYHBIN AJITOPUTM JIeUEHU OXKUPEHU

Typical algorithm

(progress through algorithm as clinically required)

Combination therapies

Weight loss surgery
Add medications

Professionally-directed lifestyle change

Self-directed lifestyle change



