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SVAR OVERVAGT DANMARK (BMI>30)
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UDVIKLING AF SVAR OVERVAGT

Genes %E

Factors during pregnancy EHE E il . MC4R
Structural/socioeconomic factors FEFEleE I FE L

'Wang Z et al, Nat Gen 2022

Psychological factors Bruun JM et al

. . . Ugeskr Laeger 2004
High caloric food intake

Inactivity/reduced activity
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VAGTUDVIKLING | ET ALMINDELIGT LIV....

e
@PLOS | sioLoGy PLOS Biology | hitps://doi.ony/10.137 1fjournal pbio. 3000628 February 25, 2020
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"The genetic background loads the gun,
but the environment pulls the trigger”

Swinburn et a/. (2011). The global obesity pandemic: shaped by global drivers and local environment
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FOLGESYGDOMME

Iscer central (abdominal) svcer overvaegt:
Type 2 diabetes

Hypertension/CVD Age-adjusted relative risk of type 2 diabetes
Sevnapng | Men' o | Wmen
Fedtlever (MAFLD/MASH) *

PCOS i

Cancer | i I 25
Muskel-skelet lidelser 0 .__-"_-zl'zlll . 0

.for tidlig ded R

Chan JM, Diabetes Care 1994 and Colditz G, Ann Intern Med 19952
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MORTALITET
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BEHANDLING Weight loss ~30%

Gastric Sleeve

Gastric Bypass

Weight loss 10-20%

Weight loss ~5%

once weekly A
mounjaro

(tirzepatide) injection o.sm.

Mysimba" [ TENN T
prolonged-release tablets

naltrexone hydrochloride / bupropion hydrochloride

112 prolonged-release tablets

i} xenical® 120 mg
j hard ,.apsules
orlistat

Qe Livsstil

(Dieet, fysisk aktivitet, adfeerdspavirkning)

2.5mg |5mg|7.5mg | 10mg | 12.5mg | 15mg
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LIVSSTILS INTERVENTIONER
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BEFORE WEIGHT LOSS

Melby CL, Nutrients 2017
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FARMAKOLOGI

—
Obesity Drugs Timeline
2,4- Dinitrophenol Methamphetamine Fenfluramine Orlistat Lorcaserin 5\'-"1.13|.]Tif.r‘
Discontinued in Discontinued in Dexfenfluramine Discontinued (Wegovy)
1938 due to side 1979 due to high Discontinued in Commercially in 2020 due Commercially
effects like cataracts, risk of abusiveness 1997 due to cardiac available to increased available
hyperthermia, & addiction valvular insufficiency, cancer risk
and others Pulmenary Phentermine and
hypertension, and Topiramate
cardiac fibrosis (Qsymia)
Commercially
available
1941 1956 1997 2006 2014 2023
i e e e I ) e ) e ) I e ) I
I A\ A A\ A\ \ A\ A\ \ A 1
1933 1947 1973 1999 2012 2021

Rainbow Pills Sibutramine Rimonabant Naltrexone and Tirzepatide

Discontinued in Discontinued Discontinued Bupropion, (Zepbound)

1968 due to Phenmetrazine in 2011 due in 2009 (Europe) Liraglutide Commercially

anxiety, and death (1956-1965) to non-fatal due to side Commercially available

Phenylpropanoclamine myocardial effects like suicidal available
(1976-2000) infarction, thoughts, and
stroke, and other depression
side effects
De|Ve|nSiqht 2024 . Red color indicates discontinued drugs . Blue color indicates commercially available drugs
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GLP1-RA
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Baggio LL & Drucker DJ, J Clin Invest 2014
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WEGOVY (SEMAGLUTID)

— ‘ ORIGINAL ARTICLE

Livsstil

Once-Weekly Semaglutide in Adults
with Overweight or Obesity

John P.H. Wilding, D.M., Rachel L. Batterham, M.B,, B.S., Ph.D.,
Salvatore Calanna, Ph.D., Melanie Davies, M.D., Luc F. Van Gaal, M.D., Ph.D.,
Idiko Lingvay, M.D., M.P.H., M.5.C.S., Barbara M. McGowan, M.D., Ph.D.,
Julio Rosenstock, M.D., Marie T.D. Tran, M.D., Ph.D., Thomas A. Wadden, Ph.D.,
Sean Wharton, M.D., Pharm.D., Koutaro Yokote, M.D., Ph.D., Niels Zeuthen, M.Sc.,
and Robert F. Kushner, M.D.,, for the STEP 1 Study Group*

Body Weight Change from Baseline by week, Observed In-Trial Data In-Trial Data at Wk 68
o9 100+ M Semaglutide Ml Placebo
-24 - - _
g N . T . - S . o Placebo 26.4 (N=1212) (N=577)
g
3z - -
& - = 2
E —104 ‘ 1 4 = -I 5% ‘E
B -1 T 2
§ _14d e S ¢ =
L T— _
Y _1564 - | Semaglutide E
Wilding JPH, NEJM 2021 18 1 T T 1 i = . - A A
weeks since Randomization

Mo. at Risk
Placebo 655 649 641 619 615 603 592 571 554 540 ok
Vv AARHUS Semaglutide 1306 1230 1281 1262 1252 1243 1232 1228 1207 1150 Percent Weight Loss
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OPHOR MED WEGOVY....?
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ORIGINAL ARTICLE WILEY

Livsstil

(Diest, fysisk aktivitet, adfesrdspavirkning)

Weight regain and cardiometabolic effects after withdrawal
of semaglutide: The STEP 1 trial extension

John P. H. Wilding D.M*® | Rachel L. Batterham MBBS?%4© |
Melanie Davies M.D>¢© | LucF.Van Gaal M.D” | Kristian Kandler M.D8® |
Katerina Konakli PhD® © | Ildiko Lingvay M.D’ © | Barbara M. McGowan M.D*° |
Tugee Kalayci OralMD® @ | Julio Rosenstock M.DY*® |
Thomas A. Wadden Ph.D'2® | Sean Wharton M.D'*© | Koutaro Yokote M.D** |
Robert F. Kushner M.D'* @ | STEP 1 Study Group
68-week treatment phase 5 52-week off-treatment
29 - extension phase
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MOUNJARO (TIRZEPATID)

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Tirzepatide Once Weekly for the Treatment
of Obesity

Ania M. Jastreboff, M.D., Ph.D., Louis J. Aronne, M.D.,

Nadia N. Ahmad, M.D., M.P.H., Sean Wharton, M.D., Pharm.D.,
Lisa Connery, M.D., Breno Alves, M.D., Arihiro Kiyosue, M.D., Ph.D.,
Shuyu Zhang, M.S., Bing Liu, Ph.D., Mathijs C. Bunck, M.D., Ph.D.,

and Adam Stefanski, M.D., Ph.D., for the SURMOUNT-1 Investigators*

Percent Change in Body Weight by Week (efficacy estimand)

E" -4 N

; AN

T s

m

£

& _12-

£

o

T -16
Jastreboff AM, NEJM 2022 g
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Tirzepatide,

Ismg

Overall mean baseline weight=104.8 kg
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36

48

Weeks since Randomization

Percentage of Participants

Livsstil

ktivitet, adfesrdspavirkning)

Participants Who Met Weight-Reduction Targets (efficacy estimand)
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SVAR OVERVAGT KLASSE I+l (BMI>35)

—— ~1400-1600/ar i Danmark

Gastric Sleeve

Gastric Bypass

Obesity (%)
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Table 2. Cause of Death.*
Surgery Control
Group Group
Variable (N=2010) (N=2037)
no. of subjects
Cardiovascular condition
I Ao o 42 c2
Roux-en-Y Gastric Bypass Vertical Banded Gastroplasty. Cardiac 35 44
RNY) Bypassed Myocardial intarction 13 25
vonof
e N o o s 14 - Heart failure 2 5
A\ o Control (129 deaths) Sudden death 20 v
‘ / ez e 124 — Surgery (101 deaths) Stroke 6 ¢
{ = -2
( Jejunum ~\ o Unadjust MR = 0.76 (95% CI: 0.59 - 0.99) Intracerebral hemorrhage 2 4
opossed \ \: i \m ] % 101 P=004 Infarction 1 2
duodenum "
Y Adjust HR = 0.71 (95% Cl: 0.54 ~ 0.92) ; Subarachnoid bleeding 3 0
e 81 p=o001
5 £ Other 2 3
o _—'---..____________. ¢ 2 6 1 Aortic aneurysm 1 2
. = Aortic thrombosis ] 1
3 =S E 49 Diabetic gangrene 1 0
g =10 1 8 Noncardiovascular condition
= 2
£ 15 I — Banding e Any event 58 76
= . 0 e =
£ T VBG . . i .
5 =20 1 4 S i 2 - Cancer 29 47
én 0 2 4 6 8 10 12 14 16
Meningi 1] 1
25 1 GBP Years of follow up eningloma
Number at risk Infection 12 3
=30 4 Surgery 2010 2001 1987 1821 1580 1260 760 422 169 Lo
Coetrol 2087 2027 2016 1842 1456 1174 740 422 156 Thromboembolic disease 5 7
=35 - Pulmanary embolism 4 7
01 2 3 4 6 8 10 15 20 Vena caval thrombosis 1 ]
Follow-up time (years) Other 12 13
P Total no. of deaths 101 129
Sjostrom L, J Intern Med 2012 & N Eng J Med 2007
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Patient-reported outcomes, weight loss, and remission of i ™
type 2 diabetes 3 years after gastric bypass and sleeve .
gastrectomy (Oseberg); a single-centre, randomised

controlled trial

Marius Svanevik*, Jolanta Lorentzen*, Heidi Borgeraas, Rune Sandbu, Birgitte Seip, AsleW Medhus, Jens K Hertel, Ronette L Kolotkin,

Milada C Smastuen, Dag Hofset, Jeran Hjelmesaetht A }
gHofser. | ! Lancet Diabetes Endocrinol

2023; 11: 555-66
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LIDT AT GA HJEM PA

Forebyggelse er svaer (kan vi overhovedet forebygge?)
Livsstilintervention virker, sa lcenge livsstilen er lagt om....

Farmakologisk behandling kan reducere kropsvaegten med 20%, men virker kun sa
lcenge man tager medicinen

Bariatrisk kirurgi forbedrer metabolisme (T2D) og reducerer mortalitet
Mere forskning....
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