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Fundamentals of care in obesity
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Multi-disciplinary team .

Diet
Fundamental to all
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obesity management

Behavioral Modification

Modified from Endocrine Society, 2018



Criteria for using approved medication

BMI: <18.5 18.5-24.9 25.0-29.9 30.0-34.9 >35 >40
B 4
“UBMIof U “BMI of “-
>27 kg/m? >30 kg/m?
with =21 with no
comorbidity comorbidities

Endocrine Society, 2018



Actual Medical treatment for obesity



Orlistat 60-120 mg (oral)
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At the end of Year 1, subjects on orlistat 120 mg TID lost more body weight than those in the placebo group (10.3 kg vs 6.1 kg; p<<0.001)

During Year 2, patients who continued with otlistat regained half as much weight as those patients switched to placebo (2.4 kg mean difference; p<<0.001)

Sjostrom et al. Lancet 1998;352:167-73



Naltrexone/Bupropion (oral)
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i EIE’“‘“““%?EE?“ guupmp;on Modified-ITT-LOCF Completars
rexone us bupropion
— H

e p— Hacgrlzm. + BM:}D -

P

| &
| 2
% =
: =% N E
= . \g__%___—{— _; % - %%{ ‘E:]}
8| -
. . . 5
01 4 B 12 1 20 24 ® 2 3 4o 44 48 52 5h

Number of participants by visit (observed) Weeks
Placebo 507 463 420 394 365 353 377 318 308 302 206 201 289 7
Naltrexone 16 myg plus bupropion 467 410 ETE] 351 346 i in Ea g 302 247 300 284 283 73
Maltrexone 32 myg plus bupropion 467 411 Bl in2 365 361 343 Ery) in 316 i 305 298 284

Greenway FK et al. Lancet 2010; 376: 595-605 Wadden T et al. Obesity (Silver Spring). 2011 Jan;19(1):110-20



Naltrexone/Bupropion (oral)

You increase your dose as follows:

Week 1 Week 2 Week 3 Week 4+
sl 1 tablet 1 tablet 2 tablets 2 tablets
Moming dose . . . . . .
each day each day each day each day
None 1tablet 1 tablet 2 tablets
Evening dose o . . . .
each day each day each day

Once you're past the 4-week dose-escalation period and have achieved the maintenance dose, a single

pack of 112 tablets lasts 4 weeks.



High-dose Liraglutide (daily subcutaneous)

Mean baseline weight: 106 kg
m=—= Liraglutide 3.0 mg
@ Observed mean LOCF
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[ Lifestyle intervention: -500 kcal/day diet + 150 min/week physical activity ]

FAS, fasting visit data only. Line graphs are observed means (+SE). Statistical analysis is ANCOVA.
FAS, full analysis set; LOCF, last obsetvation cattied forward; SE, standard error

Pi-Sunyer et al. N Engl | Med 2015;373:11-22; 2



High-dose Liraglutide (daily subcutaneous)

Treatment dose

.

Dose

1
0 > | > 2 p 3 > 4 > 2

Week

Healthy nutrition and physical activity counselling

The dose escalation schedule should be used to reduce the GI symptoms



Drug Tolerability

Naltrexone SR/ Liraglutide

Bupropion SR¢ 3.0 mg®

» Steatorrhea « Nausea  Nausea
symptoms +  Vomiting - Vomiting
 Headache » Diarrhea
« Dizziness « Constipation
* |Insomnia « Dyspepsia

« Abdominal
pain






Semaglutide 2.4 mg (weekly subcutaneous)

A Body Weight Change from Baseline by Week, Observed In-Trial Data C In-Trial Data at Wk 68
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Modified from Wilding JPH et al. N Engl | Med. 2021 Mar 18;384(11):989-1002



Semaglutide and Cardiovascular Outcomes in Obesity

Semaglutide 2.4 mg (weekly subcutaneous) without Diabetes

A Primary Cardiovascular Composite End Point B Death from Cardiovascular Causes

1009 109 127ard ratio, 0.80 (95% CI, 0.72-0.90) 1009 49 yazard ratio, 0.85 (95% CI, 0.71-1.01)
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Semaglutide 8803 8695 8561 8427 8254 7229 5777 4126 1734

Semaglutide 8803 8748 8673 8584 8465 7452 5988 4315 1832

C Heart Failure Composite End Point

D Death from Any Cause
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Semaglutide 8803 8748 8673 8584 8465 7452 5983 4315 1832

Lincoff AM et al. N Engl | Med. 2023;389:2221-2232




Tirzepatide

(weekly subcutaneous)

Tirzepatide, 5 mg M Tirzepatide, 10 mg Ml Tirzepatide, 15 mg M Placebo
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B Percent Change in Body Weight by Week (efficacy estimand)

Overall mean baseline weight=104.8 kg

0w o
\& .
\ DDE@' - -@- "'é_ _ﬁ __§7Z'4 %_3_1
i \ Placebo
_8-
_124
Tirzepatide,
5mg -15.0
=TEH -16.0
Tirzepatide,
204 X . 10 mg -19.5
Tlrﬁ p;nde, .y %72& .
g 225
-24 T T 17T 17T 17T T T T T T
0 4 812162024 36 48 60 72 TRE

Weeks since Randomization

C Participants Who Met Weight-Reduction Targets
(treatment-regimen estimand)

100+

09
85.1 sis
I "

80—
g 68.5
o
a
1
£ 60
[ ]
[
(¥
5]
o
8 4] 345 -
5 |
] ]
g 1
1] 1.8
a

20+ I 151.

0_
>5 =10 =15

Body Weight-Reduction Target (%)

D Participants Who Met Weight-Reduction Targets (efficacy estimand)
100 962963

89.4

80

60+

40

Percentage of Participants

20+

0_
=15 =20 225

Body Weight-Reduction Target (%)

Jastrebotf AM et al. N Engl | Med 2022;387:205-216




r

{ 8 ] .&;
'/
» R

1

extremely ~fa

-




C a g  § ilintide / S cma glutide Cagrilintide 0-16 mg plus semaglutide 2.4 mg @ Cagrilintide 4.5 mg plus semaglutide 2.4 mg
gt e T B
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Oral Semaglutide 50 mg
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Orforglipron (oral)

PMlacebo Orforglipron, 12 mg

Orforglipron, 24 mg

M Orforglipron, 36 mg [l Orforglipron, 45 mg

GZGI
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Dual agonists Triple agonists
GLP-1 and GCGr GIP, GLP-1, and GCGr

Efocipegtrutide (HM15211)

Bamadutide (SAR425899) SAR441255

Cotadutide

GLP1

= Enhanced insulin
secretion
(incretin effect)

» Reduced glucagon
secretion

= Anorectic effects

GIP ) i
= Enhanced Tri Glucagon

insulin secretion = Increased hepatic
(incretin effect) glucose production

= E_uffered ) = Increased energy
diabetogenic expenditure
effects of glucagon

Pemvitutide

Mazdutide

Survodutide (BI4569006)

Sheen AJ et al. Nat Rev Endocrinol. 2015 Apr;11(4):196-8



..and if we stop the treatment?
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Wadden TA et al. Int ] Obes (Lond). 2013 Nowv;37(11):1443-51 Sjostrom L et al. Lancet. 1998 Jul 18;352(9123):167-72



Mean percent change in body weight during the entire
trial (weeks 0-68; observed in-trial data)

Estimated maan
change from week
0 to wesak 68 (treatment
policy estimand)

II Switched to placebo

Semaglutide rundin

Change in body weight, %5
iR
T

Continued semaglutide

]
=
[=4]
1

0 4 & 12 16 20 24 2 36 4 52 60 68
Time since start of run-in, wk
No. of participants
Semaglutide run-in
B02 803 803 502 801
Continued semaglutide 535527 531 525 523 521 516 520

Switched to placebo 268 267 265 258 260 254 246 250

535
268

Rubino D et al. JAMA. 2021;325(14):1414-1425

..and if we stop the treatment?

E Percent change in body weight (week 0-88)

Overall mean baseline body weight=107.3 kg
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Aronne LJ et al. JAMA. 2024;331(1):38-48



- Fundamentals of care in obesity
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Integrated and multi-modal approach //
/ Bariatric Adjuncts only
/ Surgery
Multi-disciplinary team

Adjuncts only ?

Diet
Fundamental to all

Exercise .
obesity management

Behavioral Modification

Endocrine Society, 2018



Taking care of patients with obesity O

Decreased CV events
Integrated and multi-modal approach and mortality

Adjuncts only

Bariatric
Surgery

I1I level medical therapy

I-1I level medical therapy

Expected weight loss: Diet F un.damental to all
5-15% Exercise obesity management

Behavioural Modification

Planet World, 2024 -
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Cagrilintide/Semaglutide U
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Frias JP et al. Lancet 2023; 402: 720-30



Oral Semaglutide 50 mg A

Change in bodyweight
from baseline (kg)

Oral semaglutide 14 mg
- # - Oral semaglutide 25 mg
—&- Oral semaglutide 50 myg
-12

0 4 8121620 26 32 38 44 52 60 68 0 4 % 121620 26 32 38 44 52 60 68

Time since mndomisation (weeks) Time since randomisation (weeks)
PI ONEER PLUS Mumber of patients

Oral semaglutide 14 mg 536 526 524 520509 505 508 499 455 498 503 430 495 536G S064BE 476 467 459 433 406 392 3B1 358 351
Oral semaglutide 25 mg 535526515 513504499 494 485 481 478 480 474 47 535514 5014884568456 445 423 400 388 383 30 364
Oralsemaglutide 50 mg 535528523 520510511 509 S0B 499 499 495 494 495 GI5519 508494 473468 458 443 425 414 399 396 3EB

1 B
Phas e 3b trl al Mean baseline bodyweight 96-4 kg Mean baseline bodyweight 956-4 kg
in patients with o ]
. . | B 45
type 2 Diabetes Mellitus s
= 6.0+ - 70
=y
% 8.0 . . .
L I L I
Jg =100 ETD (95% CI) - ETD (35% CT) -
E'., 120 -2.32 (-311 to -1.53); p=0-0001 -2.50(-3-33 to-1.68); p<0.0001
5 o] ' 4 .
ETD (95% C) ETD (95% (I}
-16-0 363 (442 t0-2:84); p-0-0001 N -4-68 (-5.50 1o -3-85); p<0-0001
-180 T T 1 T T 1
Oral semaglutide Oral semaglutide Oral semaglutide Cral semaglutide Oral semaglutide Cral semaglutide
14 mg 25 myg S0mg 14 mg 25 myg 50 mg

Aroda VR et al. Lancet. 2023 Aug 26;402(10403):693-704



OI’fOI’glipl’Ol’l (oral) Phase 1b trial

in patients with
Time (days) type 2 Diabetes Mellitus
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Pratt E et al. Diabetes Obes Metab. 2023 Sep;25(9):2642-2649



Retatrutide

(weekly
- subcutaneous)

Phase 2 trial
in patients with
type 2 Diabetes Mellitus
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