OBESITY MANAGEMENT MEDICATION:
IS THERE A ROLE PREOP?

Kwang Wei THAM
Senior Consultant Endocrinologist
National Healthcare Group, Singapore
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S
Use of Obesity Management Medications (OMM) Prior to MBS

> MBS: the obesity intervention which results in one of the greatest weight loss to-date

> Patients presenting for MBS: more severe obesity and/or very high BMIs i.e. patients at-risk
for mortality and peri-op complications

> What are we treating?
> Weight vs Obesity as a Disease

> How and What to Use?

Overview of currently approved OMM

Evidence for use prior to MBS

Exclusive vs Adjunctive

Special patient populations who will benefit from OMM

YV V V VY

>
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Considerations for OMM Use Prior to MBS

1) Pre-op Weight Loss:
+» Reduction in peri-op mortality and complications?
+» Greater long-term weight loss?
<+ |s this for everyone? SHAL Cantric

1. Treatment indications based on
Bh11

2. Goal of therapyis to lose a given
aaaaa t of weight (e.g., 5—10%%)

Weight (BMI)-Centric ﬁ_

Treatment Approach

All patients treated who
meet BMI criteria

Low benefit/risk

I

Low cost-effectiveness

Cefalu, W.T., et al., Diabetes Care 2015; AACE/ACE Obesity CPG. Endocr Pact. 2016
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e
What is the Consensus?

ASMBS-IFSO 2022: While there has been initial enthusiasm for weight loss prior to surgery, there are no
Indications for data to support the practice of insurance-mandated preoperative weight loss; this
Surgery .. ... : . .
practice is understood to be discriminatory, arbitrary, and scientifically unfounded,
contributing to patient attrition, unnecessary delay of lifesaving treatment, and
progression of life-threatening co-morbid conditions . A multidisciplinary team can
help assess and manage the patient’s modifiable risk factors with a goal of reducing
risk of perioperative complications and improving outcomes; the decision for surgical

readiness should be primarily determined by the surgeon. “
Eisenberg D, et al. SOARD 2022;18: 1345

FSO 2006 il wight m ey e ity B0 i 2] 1 | mew | um

Consensus on

Definitions and Salminen P, et al. Obes Surg 2024;34:30
CPG

>
XXVII| Ifso World Congress IESO Mel\bourne 2024




Obesity Management Medications (OMM)

Approved for Short-term Use

N

Phentermine
1959

AN

Approved for Long-term Use

Phentermine + Naltrexone + - - - . -
) ] - Liraglutide Semaglutide Tirzepatide
Orlistat T?gls?rl:igge (BCqu:tcl)gl\?eI; (Saxenda) 2.4mg (Wegovy) (Zepbound)
1999 2012 2014 2014 2021 2023

WITHDRAWN SHORT-TERM / OFF-LABEL Ozempic 2017
Sibutramine: 1997 - 2010 lisdexamfetamine Bupropion
Rimonabant: 2006 > 2009 Zonisamide Topiramate
Lorcaserin: 2012 > 2020 Metformin Phentermine>3 mths

Year stated is year of FDA approval.
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Weight Loss Efficacy of Obesity Management
Medications (approved before 2017)

In kg (not %)

Orlistat: 5.8-10.6%

117711111

52/  Phentermine: 4-6kg
lble A  Phentermine-Topiramate:
8.6-10.5%
* Naltrexone/Bupropion:
XENDOS SCALE Obesity, OB&PreDM, 0
Yr1&Yr4 CONQUER Maintenance 6.1-6.4%

e
o
o

| rce

SEQUEL COR-I & COR-II

« Liraglutide: 6.1 — 8%

 EEREE RN
AR R N

&\

Chakhtoura M, et al. eClinicalMedicine 2023;58: 101882




STEP 1 -7 Semaglutide 2.4 mg once-weekly for obesity
treatment: Total Weight Loss 10.6 — 18.2%

STEP 1 STEP 3 STEP 4 STEP 2

- Weight Weight
Weight : :
G ETE management Sustained weight management management
| with 1BT el
Baseline BW 105.3 kg 105.8 kg 107.2 kg 96.1 kg e kg
6.9 1

After 68 weeks After 68 weeks 20 -68 weeks

After 68 weeks

After 68 weeks

Change in body weight
from baseline (%)

1 1
1 1

1 1

1 1

1 1

1 1

1 1

1

| - 8.8 : -9.6
1 1

1 1

1 1

1 1

1 1

-7.9
-12 1
- 10.6*
161 .149 16.0 . Semaglutide 2.4 mg
-16.9* -17.6* -17.4 *Trial product estimand Placebo

-20 -

-18.2*
Treatment policy estimand: Evaluates the treatment effect regardless of trial product discontinuation and use of rescue medication

*Statistically significant vs placebo. BW, body weight; IBT, intensive behavioural therapy. Novo Nordisk®

wilding et al. N Engl J Med 2021;384; Davies et al. Lancet 2021;397:97

al. JAMA 2021:325:1403-13; Rubino et al. JAMA. 2021;325:1414.



Liraglutide 3.0 mg (Saxenda®) for Weight Loss and Remission
of Pre-Diabetes. Real-World Clinical Evaluation of Effectiveness

among Patients Awaiting Bariatric Surgery et Bt
] Characterisbes B Efean
] % Weight loss at 6 & 12 months
[ e Ape (years) 50 462
™ S Paseline weight (kg) 50 1538
I Body mass Index (kg 50 54.1

.Il-l. :J."""‘" Vi

WEIGHT (kg) Body mass Index (kg/m’)

HbALe {mmalfmal)

Mean difference 50 Povalue  Mean difference 3D povalue  Median QR Povalue

Dybwks 482 5.7 <0001* 156
By |2wks 736 4.8% 114 ({41  .154
Dy2bwks <109 7.1% Gl <000I* 347
DySlwks 140 9% Gl <000I* 464

26
34
15
i

<{.0]*

<(.ml* 30
<Q0al* 47
<0.001* 55

di Q.00

45 <0001t
495 000

e b 5%

Remission of pre-diabetes at 6 & 12 month:
e b B i 92.3% and 72.2% respectively.




Use of Semaglutide 1mg (DM) & Liraglutide 3mg (non-DM) for 1 year
While on Wait List for MBS

Retrospective; N = 102, estimated time in wait list > 12 months; Mean Age 53 and Mean BMI ~43; Females ~70%

Weight Loss at 26 and 52 weeks
by BMI categories

-

Overall WL: Lira 16% vs Sema 17%

Onange = Sonly wegPt ()
f

115.4%
1 16%
. 17.5%

-

boron s . ansns o w—

Tre

Figure 3. Changes in in percentage of weight loss at 26 and 52 weeks according to BMI range:
35-39.99 kg/ m? (blue), 40-44.99 l&g/m2 (green), and >45 kg / m? (red).

Rubio-Herrera MA, et al. Biomedicines 2023;11:2785

Categorical Weight Loss at 52
weeks by BMI categories

im

PN e DT p i

Parteciparrin (%)
=

B d

(=]

F| F L] F L] b dil
Percariage weight ko

~68% opted not for surgery due to improved QOL




ORIGINAL ARTICLE

SURMOUNT-1  Tirzepatide Once Weekly for the Treatment
of Obesity

USA,Argentina,Brazil,China,India,
Japan, Mexico, Russia and Taiwan

B Percent Change in Body Weight by Week (efficacy estimand) D Participants Who Met Weight-Reduction Targets (efficacy estimand)
Overall mean baseline weight=104.8 kg Tirzepatide, 5 mg M Tirzepatide, 10 mg M Tirzepatide, 15mg [ Placebo
0_{%_6_; _________________________________________________ 100  96.296.3
\ ! _ . 90.1
= \ *0o - 5--4-- B - 024 §-3,1 8}4 :
.%‘3' —4 \\ Placebo
> 80
% " £
[
g £
(S
£ B 60-
v &
o _12- | | £
s Tirzepatide, Y
bt Smg -15.0 & 40
c  -164 -16.0 IS
) ]
4 I~
S Tirzepatide, o S 20
-20 Tirzepatide, % 20‘9
15 mg -21.4 -20.
-225
AT T T T T T T T T o
0 4 812162024 36 48 60 72 TRE
Weeks since Randomization Body Weight—Reduction Target (%)

Jastreboff A.M. et al. NEIJM C 0022: DOI: 10.1056/NEJMo0a2206038




Use of phentermine-topiramate extended release in combination
with sleeve gastrectomy in patients with BMI 50 kg/m” or more

Jamy D. Ard, M.D.*"*, Daniel P. Beavers, Ph.D.", Erica Hale, M.S.", Gary Miller, Ph.D.",
Stephen McNatt, M.D.™, Adolfo Fernandez, M.D."

« N =25; BMI > 50kg/m?; planned to undergo LSG
« Phentermine-Topiramate (PHN-Top, 7.5/46-15/92 mg/d) started at 3
months pre-op and continued for 2 years post-LSG

« Outcomes: Weight loss, BMI changes, and odds for achieving BMI 40 with
PHN-Top vs Controls (BMI>50 and underwent LSG, without PHN-Top)

Ard JD, et al. Surg Obes Relat Dis 2019;15:1039




Use of Phentermine-Topiramate Pre-LSG in PwO with
Mean BMI 61: ~16% weight loss pre-op achieved

Baselime chamcterisiics of the siudy sampls

Drzscmiption LS50 alone (n = 40} LSG + phemfiop (n = 15) Cverall in = 55)
miean * 8D or n (%) mean * S0orn (%) rmizan * SO or m (%)
Age (vl 4.0 = 108 45473 44.6 = 100
Female (95 33 (42.5) 12 (R0 45 (B1LE)
Initial weight kg 1905 = 2.0 ITHS = 511 648 = 25.4
Exces weight (kg %5 = 176 060 + 263 940 = 21.4
Preop weight (kgh 147.2 = 174 I50.E & 251 [46.2 = 19.6
Weight chanpge. initial o preop (kgh =123 2115 7.7% 2Rl £ 118 15.7% -|h6 = 143
Initial BMI (kgm’ 570 % 56 611 & 7] 58.1 = 6.3
Preop BMI ikghm®) 537 % 5.3 S17T 6.2 524 =55
Operalive lime (min) ar.d = 112 (L4 £ 236 HLE = 23.]
Length of day (d) 1.2 % 4 lLis 5 L35 4
Hizatal hermaa repair (oot ) T 5 |2
30-d complisstion (o) & I f

LSO = lagurascopic sheeve gastrectomy; SD = stimadard deviation; BMI = hindy mass mdex
Ard JD, et al. Surg Obes Relat Dis 2019;15:1039



Use of Phentermine-Topiramate Pre-LSG in PwO BMI>50
resulted in greater weight loss post-op and higher odds
for achieving BMI<40 at 2 years

« %TWL at 12 months: 39.3%
(phen/top+LSG) vs —31.4% (control)
(p=0.018)
_— o %TWL at 24 months: phen/top+LSG
11.2% greater initial weight loss
(p=0.007).
« The odds ratio for achieving BMI <40
Fig. 1. Change in wekght {kg) after lsparascopic sleeve gastreciomy (LSG) at 2 years was 4.1 (Phen/Top vs

for those rested with phemienmane and sopiramare exiended release (pheny
eoph + LSG versus LEG alone COﬂ'[I‘O|S)

'

erer Changr gl B T
i r ' 5 ¥ - " ] ]

et al. Surg Obes Relat Dis 2019:15:1039 L |



e
OMM Use Prior to MBS

* For Routine Pre-Operative Weight Loss to Reduce Post-op complications & Mortality
* Not routinely recommended
* Pre-op weight loss does not correlate with post-op weight loss at 1 year
* May benefit those with an anticipated long waiting time for MBS / Those unsure of MBS

* Otherwise, case-by-case basis

* As Adjunctive Therapy for those with very high BMI: Started Pre-Operatively and Continued Post-operatively
* For pre-op weight loss and greater (sustained) post-op weight loss akin to staged intervention

» Patients with more severe obesity (i.e. obesity-related complications/comorbidities)

e Choice of OMM

* Considerations as per any non-surgical patient with obesity

>
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Considerations for OMM Use Prior to MBS

2) Pre-op metabolic control especially T2D

>
XXVII| Ifso World Congress IESO Mel\bourne 2024




Clinical practice guidelines for the perioperative nutrition, metabolic,
and nonsurgical support of patients undergoing bariatric procedures —
2019 update: cosponsored by American Association of Clinical
Endocrinologists/American College of Endocrinology, The Obesity
Soclety, American Soclety for Metabolic & Barnatric Surgery, Obesity
Medicine Assoclation, and American Society of Anesthesiologists

R12. (2013)

* Pre-procedure weight loss can reduce liver volume and may help improve the technical aspects
of surgery in patients with an enlarged liver or fatty liver disease and therefore may be
recommended before a bariatric procedure (Grade B; BEL 1; downgraded due to inconsistent
evidence).

* Pre-procedure weight loss or medical nutritional therapy may be recommended to patients in
selected cases to improve co-morbidities, such as pre-procedure glycemic targets (Grade D).

R14. (2019%).

* Pre-procedure glycemic control must be optimized using a diabetes comprehensive care plan,
including healthy low-calorie dietary patterns, medical nutrition therapy, physical activity, and, as

needed, pharmacotherapy (G rade A; BEL 1). Mechanick JI, et al. Surg Obes Relat Dis 2020;16:175
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Pre-operative Glycemic Control as a Predictor of
Diabetes Remission

« N=245 patients with diabetes pre-RYGB, 6-month intensive medical management to with
goal of A1C<7%.
« Patients who achieved a 1% decrease in A1C were 68% more likely to achieve
diabetes remission at 1 year after surgery. (English et al. Obes Surg 2015)

« de Oliveira et al. (Obes Surg 2015): patients with A1C <7% were more likely to achieve
postoperative diabetes remission than those with higher A1C (OR 2.43, 10%).

« N=39 with diabetes on insulin pre-RYGB: pre-op LCD for 14 days - reduced insulin doses
by half - greater weight loss 1 year post-RYGB, and much higher rates of diabetes
remission (72.7% vs 5.9%) (Biro JM et al. J Surg Res 2013)

Carter J, et al. Surg Obes Relat Dis 2021; 17(12):1956
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SURPASS 2 Change in Glycated Hemoglobin Level

Estimated Treatment Difference

Tirzepatide versus Semaglutide Once Weekly _ | 015 (035 10 0.03), P0.02

| —0.39 {-0.51 o -0.2&), P=20.001

in Patients with Type 2 Diabetes | 045 (057 t0 0,32, P<0.001

':”:' 0.0 Baseling

o Approved by the FDA as Mounjaro® %‘T—w- F-109 ;E
(tirzepatide) in May 2022 for T2D and g R
Zepbound in Nov 2023 for obesity F 7 S - paneid

- Tirz_EI;-atide - Semaglutide o

o Tirzepatide: 5 mg, 10 mg, or 15 mg Change In Body Welght

vs semaglutide 1 mg QW s o B

| 3.6 kg (4.5 to —2.7), P=0.001
| -5.5 kg (6.4 to -4.6), P<0.001

I —-———== Haseling
[ F

%: -5.7
5
124 -11.2
SURMOUNT 2: 15.7% 15 J

Tirzepatide Semaglutide

Frias JP, Davies MJ, Rosenstock J, et al. N Engl J Med. 2021;385(6):503



Efficacy and safety of once-daily oral semaglutide 25 mg and
50 mg compared with 14 mqg in adults with type 2 diabetes
(PIONEER PLUS): a multicentre, randomised, phase 3b trial

Vanita R Aroda, Jens Aberle, Lars Bardtrum, Erik Christiansen, Filip K Knop, Sanaz Gabery, Sue D Pedersen, John B Buse

Mean baseline HbA, 9.0% Mean baseline bodyweight 96-4 kg
- - o e o
" _ . N=1606
E . _ « ~20% Asians
- _ - » 43% taking at
£ - - least 1 OHA (1-3
H L 19 g%‘ 1 - OHAs, no insulin)
g 204 . 22 23 1 ETD (95%Cl) * « Upto 16/52
ERYS £TD (95% CI) : S2 | 250(333to-168)p0000n titration
g . -10-41 (-0-56 t0-0-25); p<0-0001 | é S ) . 68-week duration
S, —— ) ETD (95% C)
077 (-093 to-0-61); p<0.0001 468 (-5:50t0-385); p<0-0001
g Oral semaglutide | Oral semaglutide | Oral semaglutide | Oral semaglutide | Oral semaglutide | Oral semaglutide |
14 mg 25mg 50mg 14mg 25mg 50mg

Trial Product Estimand

Lancet June 26, 2023 doi D140-6736(23)01127-3




Considerations for OMM Use Prior to MBS

3) Pre-op control of obesity-related complications
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Complication (Chronic Disease)-Centric Model of Care:
Firstly, assess obesity-related health impact

Stage 4:

Regardless of BMI End stage

Stage 3:
End-organ damage

Stage 2:
Established comorbidity

Stage 1.
Preclinical risk factors

Stage O:
No apparent risk factors

Edmonton Obesity Staging System (EOSS)

Proportion surviving

Sharma AM, Kushner RF. IntJ Obes. 2009;33(3):289

3
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Tirzepatide for the Treatment of Obstructive
Sleep Apnea and Obesity surmouNT-OsA

Not on CPAP
L Change m Body Weight in Trial 1 |efficacy estimand) A Change in Apnea—Hypopnea Index in Trial 1 |efficacy esbrand)
D m e oo oo VR rean bardy weeight ak baseline, 114.7 kg . Overall miean apnea—hypogeen rdex it bidelne, 51.5 events /hi
a For T - E_Hm_
¥ : R : R :
T 3 Flicabs ) .-""-.__- !
BhE 1 . -
5 i \
E -10- i -159 A
-10- A
i _154 o —
o] . ! -3+ g7 §-153
Tireepatide Wrm-161  W-107 L Tirzepat b b
E -20- i.
g 2 -15
-23 T 05 1 1 T T T 1 i T =4l .-.:-'l. T
04 81706200 1 &l 57 Treatment- o 0 52 THTm-
Begimen e
Wtks . Wesehs Estimand

Malhotra A, et al. NEJM Online Ju I: 10.1056/NEJM0a2404881



RANDOMIZED TRIAL OF EXTENDED-RELEASE PHENTERMINE/TOPIRAMATE FOR OSA

http:/fdx doi.org/ 10 5665/sleep 2204

A Randomized, Double-Blind, Placebo-Controlled Study of an Oral, Extended-
Release Formulation of Phentermine/Topiramate for the Treatment of
Obstructive Sleep Apnea in Obese Adults

David H. Winslow, MD"; Charles H. Bowden, MD?; Karen P. DiDonato, RN, MSN?, Pamela A. McCullough, PhD?

Table —aseine obsfructve sleep apnea parameters (collcted via overnight PSG; [TT) Wicak & Week 28 50
Phentermine 15 mg £ "0, o7 B8z 5 e
plus Extended-Release 2 il =01
Placzbo ~ Topiramate &2mg 3 2 I .~ e 3288
Parameter n=2) m=2) 'E e B, ae | 4o
A, events/h (SD) B2 Y2(2240) 2 4 Ezs L jaes
R0, ventsih (S0) Bl.7 (31.78) 05[22 . o m
Mean ovemight oxygen safuraton, % (80) ~~ 339(2.39) B4(1%9) E e Em'
Mrimum ovemight orygen saturafion, % (50)  Te.3(13.66) T1(13:59) ‘:..: 1 315-
Arousal index, arausalsih (S0) B35 (3049) 61.5(20.27) S 0. = 10y
Aonea indeyx, events/h (S0 6.1 (242) 9413%) o 9
i g 12 e 0 . .
fypopnea indey, eventh (S0 21(18.78) HB(18.7) E 10.3% —— weks  Week28(L0CH
@ 14 = B R 2 lEI 2 o
AH|, apnea-hypopnea inder: T intenttotreat PSG, poysomnography R, respiratorydistutace OPhsho I Phentermine f5mgpls Pt e e etzng
) dE‘I;BD, ol deviton extended-releass topiramate B2 myg

SLEEP, Vol 33, No. 11, 2012



Semaglutide 2.4mg/week in HFpEF (STEP HFpEF): greater
reduction in HF symptoms, improvement in physical function

N=529 patients; HFpEF with BMI>30kg/m?; Median BMI 37.2kg/m? (66% with BMI>35); 97% white; Median LVEF 57%; NYHA Il (66%); 58% with AFib

A Changein KCCQLSS B Change n Body Weight
13- | 0-
o 16 : * . E ——i |1
. | L LI | =107
% 14- b | Estimated difference, 7.8 point £ 3
I | (%5%Cl 48t0109) ! Estimated diference 107 percentage poins
I | P00 ¥ 55901181084
tE 1w 07 0 X
é g. §- ! % - &g .
0> ¢ Placebo | gm Semagltice ' -
|
- Mean increasg by ~8 0 E
5 Global trials qf other agents: KCCQ g
5 score changels range 0.5to 2.3 pts 10
T [ I [ I
0- ! ! I 0480200 B % 4 2K
0 0 3 5 5
' o Weeks since Randomization _
Weeks since Randomization Improvement in 6-
No. of Patcipants minute walk test =
No. ofParticipants Semaglutde WS B0U B By W M M) improved QOL and
Semaglutide 263 249 205 243 263 Plcebo HBMmWu W B m Mwup functionand
Placeho 266 ] 17 37 266 mortality

Kosiborod M.N., et al.

2023; 389:1069-1084



Lincoff A.M, et al. N Engl J Med 2023; 389:2221

Semaglutide and Cardiovascular Outcomes
in Obesity without Diabetes (SELECT)

v N =17,605, Age>45 yrs, BMI>27kg/m?
v With pre-existing CVD (MI, stroke, PAD) but without DM.

A Primary Cardiovascular Composite End Point

1007109 1 127ard ratio, 0.80 (95% CI, 0.72-0.90)
90 g P<0.001 for superiority
o _
s 80 Placebo
§ 704 6
I 604 Semaglutide
‘C 4-
£ 504
()]
E 40 2
S 30
S _
€ 0 T T T T T T T |
3 20+ 0 6 12 18 24 30 36 42 48
10
0_7 | [ [ [ [ [ [ 1
0 6 12 18 24 30 36 42 48
Months since Randomization
No. at Risk
Placebo 8801 8652 8487 8326 8164 7101 5660 4015 1672

Semaglutide 8803 8695 8561 8427 8254 7229 5777 4126 1734

Treatment with semaglutide 2.4mg was
associated with a statistically significant 20%
reduction in major adverse cardiovascular
events (MACE), defined as cardiovascular
death, nonfatal myocardial infarction or
nonfatal stroke compared with placebo,
driven mostly by non-fatal Ml (HR 0.72).

Wt loss 9.4% (sema) vs 0.9% (placebo) at
108 months



FLOW Trial (Evaluate
Renal Function with

Semaglutide Once
Weekly)

* In 3553 pts with T2D + CKD,
semaglutide 1mg was associated
with a statistically significant
reduction in renal outcomes
(24%), in cardiovascular death
(29%), major CV events (18%)
and death from any cause (20%)

« Median follow-up: 3.4 years
* Direct renal effects of GLP1RA

Perkovic V, et al. N Engl J Med puin

A First Major Kidney Diseaze vent

a 9 Hazaed ratio, 0.76 (5% €1, 0.66-088)
o0+ :'j}' Pell 0203
£ o Placaba_
i !'J' N f
704 15 i
E - 13- _'_."" Servuglulide
B s )] )
7] L L L L T L L L
40 0 6 L2 L6 24 3 M 4 a
]‘J' ___-F'
- "
18 e
u ___._l--‘l= =
1 1 1 1 1 1
¥OM A2 a8

1} L2} 13 il ] ril
Mesahs sifce Randarazibon

Mo. ai Risk

Flaiceta 1fed 1730 LEAE 160N 1516 1408 [D4E 0 018
Semagltide 1767 1708 L1693 1640 1572 Q489 1151 T4 0w

€ Death from Cardicyazsular Caupes

L 13 Hazaed ratia, 0.71 {953 €1, 0.56-08%
- 104 —
£ Placebo W
2 g J_,..r"l- —~
¥ 5 e
- ™ e v tamagiutide
5 5
5] a T T T T T 1 ! !
- 0 6 17 IF 24 3 M 4 o
m-
m-
184 e
L e T : J ) !
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1} L2} 13 il ] ril L= LE 42 ik

Mesths sifce Randorazibion
Mo, ak Risk

Flaceta 1k 1707 L0AT 164] 1601 D344 L1185 Fiz A3
Semaglitide 176F 1719 LA03 LEGS 16z 1583 1764 ERE 46D

B Fost Kidney-Specific Compmnant Event

1089 7 Hazard ratio, 3.79 [35% €1, .65-0.94)
- -

l 82 15 E__s’r

i B - Placebe [~

5w : 4,_.—-:'.--- Sernilutide
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:!:l- .
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Flonithis since Rasdemization

M. i Risk

Aacabs Lrah 10We DoBD Le3% L31% 140 1048 R0 )3
Sewagutide LTeF 1738 Q688 140 1577 1483 Q101 R4z 192
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e
OMM Use Prior to MBS

 For DM control

» Strongly recommended with use of meds if needed

* For Pre-operative Control of Obesity-Related Complications/Comorbidities (ORC):
e Patients unable to afford or tolerate CPAP, with severe ORCs which will increase peri-op risk
* Those with an anticipated long waiting time for MBS: to improve and/or reduce progression of ORC

* With aim to reduce short- and long-term complications
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Considerations for OMM Use Prior to MBS

4) Patient selection: Access and other considerations
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The 5Cs of Choosing an OMM

Contraindications Comorbidities
and cautions
o ) When appropriate, select an
Asgess the clinical history of the 1 2 AOM that can treat obesity
patient and assess the

risk/benefit of each AOM

and improve other
comorbidities

5C’s
of Choosing an

Anti-Obesity
Medication

Cues

Cost/coverage

Consider patient-described

appetite control symptoms,
Consider the medication cost v side-effects and preference
and the patient’s insurance on mode of delivery
coverage

Combinations

Consider combination therapy with
lifestyle interventions, other AOMs, and

surgical procedures
Horn D.B., et al. Postgraduate Medicine 2022; 134 (4):359.

N




Selection of Antiobesity Medications Based on

Phenotypes Enhances Weight Loss: A Pragmatic Trial
in an Obesity Clinic

o« N =312 presenting to Mayo Clinic for obesity management
« Measurements done: used to classify 4 obesity phenotypes

! pami’ﬁ?ﬁi!ﬁimgy o Abnormal satiation (“hungry brain”): phentermine-topiramate
: \}l extended release at a dose of 7.5/46 mg daily or lorcaserin at
— 20 mg daily
/\ | o Abnormal hedonic eating (“emotional hunger”):

W naltrexone/bupropion sustained release at a dose of 16/180

- Hunger g er— mg twice daily

oo RO P e « Abnormal satiety (“hungry gut”): liraglutide 3 mg

i e subcutaneous daily

o Low predicted energy expenditure (“slow burn”): phentermine
15 mg daily plus increased resistance training.

85% phenotype found
27% > 2 phenotypes found

D AcdlEEAetalObesity 2021;69:662




Available pharmacotherapy options in South-SouthEast Asia &

Choice and duration of obesity medication should be made with respect to the individual’s clinical characteristics and the country-specific approved
labeling of the available products.

Pharmacotherapeutic options for managing obesity in South/Southeast Asia (Aug 2024 Update)

Naltrexone ER/ Semaglutide
*
_ Orlistat Liraglutide 3.0 mg Phentermine bupropion ER 2.4mg

Bangladesh

Brunei Darussalam N4 N4

India v

Indonesia v v

Malaysia v v V4 V4 Registered
Philippines v \/Jr V4 Registered
Singapore \/T \/T V4 V4 Registered
Sri Lanka V4 V4

Thailand J \/Jr N4 V4 Registered
Vietnam v v

*Phentermine is approved only for short-term use (<12 weeks) 1Approved for use in adolescents >12 years old.
ER, extended-release
t Approved for use in adolescents >12 years old.

Tham KW et al. Obesity Reviews. 2023;e13520



OBESITY MANAGEMENT MEDICATION:
IS THERE A ROLE PREOP?

YES but in Selected Patient Populations
Those with very high BMI akin to “staged intervention”
Those with anticipated long wait time to MBS
Those with severe obesity / ORC: to control ORC, reduce morbidity

Choice of OMM needs to take into consideration patient characteristics/phenotype,
contraindications, preference, cost, access and those with proven direct benefits
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Weight (BMI)-Centric Treatment Approach

BMI-Centric

1. Treatmentindications based on
BhI

2. Goal of therapyis to lose a given
amount of weight (e.g., 5—10%%)

————

All patients treated who _

meet BMVMI criteria

Low benefit/risk < I ————————
Low cost-effectiveness

| Figure 6—Spectrum of obesity guidelines.

Cefalu, W.T., et al., Diabetes Care 2015; AACE/ACE Obesity CPG. Endocr Pact. 2016
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Complication-Centric Approach Risk Stratifies and Prioritizes
Those Most Impacted for Treatment

BMI-Centric Complications-Centric
1. Treatmentindications based on 1. Treatmentindications based on risk,
BMMI presence, and severity of obesity-
2. Goal of therapyis to lose a given related complications
amount of weight (e.g., 5—10%) 2. Goal of therapy is to treat or prevent
the complications

!

More aggressive treatments
targeted to those patients who
will derive the highest benefit

I

All patients treated who
meet BMI criteria

Low benefit/risk

High benefit/risk

Low cost-effectiveness

High cost-effectiveness

Cefalu, W.T., et al., Diabetes Care 2015; AACE/ACE Obesity CPG. Endocr Pact. 2016
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Selection of Antiobesity Medications Based on

Phenotypes Enhances Weight Loss: A Pragmatic Trial
in an Obesity Clinic

o« N =312 presenting to Mayo Clinic for obesity management
« Measurements done: Body composition, REE, questionnaires on eating
behaviour (hedonic), satiety, satiation, affect, PA = used to classify 4 obesity

phenotypes
A Obesity
Pathophysiology
E %. * Hungry brain = abnormal satiation
nergy pdailance
/\ « Emotional hunger = hedonic eating
» Hungry gut = abnormal satiety
_Hunger‘lf _Restmgiergy * Slow burn = decreased metabolic rate
- Satiation expenditure
- Satiety/return - Physical activity
to hunger (NEAT)
- Emotional eating - Exercise

I Singapore
J General Hospital

" Figure BBy design. AcdBBEEMA, et al. Obesity 2021:;69:662
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