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Desidera ana gravidanza

POLYCYSTIC
OVARIES
>12 follicles in the 1 Presence of underdeveloped follicles

ovary , follicle size verified by ultra-sonography
(2-9 mm)

Perdita di peso insufficiente

(IWL, insufficient we:l.ght lOSS) HYPERANDROGENISM

Hirsutism, Acne, 2
Androgenic
Alopecia

High circulating levels of
testosterone and Androstenedione

Perdita di < 50% del peso in
eccesso (EWL) a 18 mesi
dall’intervento

MENSTRUAL

Successo terapeutico IRREGULARTY

Oligomenorrheaq,
Amenorrhea

Perdita di almeno il 50% del
peso in eccesso (EWL)

Yu Y, Klem M Lou et al., (2019) Predictors of weight regain after sleeve gastrectomy: an integrative review. Surgery for Obesity and Related Diseases

Nedelcu M et al., (2016) Weight regain after bariatric surgery-how should it be defined? Surg Obes Relat Dis.
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Santo MA et al. Weight Regain After Gastric Bypass: Influence of Gut Hormones. Obes Surg. 2016
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Tackling suboptimal clinical response after metabolic bariatric surgery:
Impact of tirzepatide on weight loss and body composition

Fabian Stoll * ©, Tobias Kantowski ®, Jonas Laaser *, Ulrike Kloiber®, Gabriel Plitzko ",
Oliver Mann", Jens Aberle”, Anne Lautenbach®
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Fig. 1. (A) Weight loss (%) over time and (B) percentages of patients who reached weight loss of at least 5 %, 10 %, 15 %, respectively, following adjunct treatment
with tirzepatide for 1, 3 and 6 months. FU, follow-up. N, number of individuals. Results are expressed as means and standard deviation. **, p < 0.01. ***, p < 0.001.






Soty # fe/m‘//b/ di obesita?

Phentermine-topiramate

/ Lorcaserin

Hungry Brain
16%

Naltrexone/bupropion s \ m=mp Exenatide/liraglutide

Emotional ]
Hunger
12%

Slow Burn

o~~~ 12%

Phentermine 15% unknown

Acosta A, Camilleri M, Abu Dayyeh B, Calderon G, Gonzalez D, McRae A, et al. Selection of Antiobesity Medications Based on Phenotypes Enhances Weight Loss: A Pragmatic Trial in an Obesity Clinic. Obesity 2021



Steeve gastrectomy
(2017)
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Le persone con obesita hanno generabmwente pid massa muscolire rispello a soppelli normopess, ma con funzionalita ridotta,

[ obesita & assooiata a maggior massa muscolure assolits, ma anche a mivor forza relitive, mobilita ridotta, e minor guallta maseobare /miosteatosi, fibre lente/.

Quatsiasi perdita di peso comporta perdita df massa muscotare, oftre che di grasso,
La /ze/oa//lfa nuscolire contribusee i modo @é'q//(/ﬁ'aazf/w alla riduzione del metabolismo basatle / -13 kcal/die per kg muscolo vs —4 kcal/die per kg di grasso/.

Dopo ana perdita iniziate, i peso lende a stabilizzarsi o a risalive per adattaments messtatie/ (Adattamento metabolico/,
Ciea i 60% della riduzione def wetabolismo basate & dovats abba perdita di tossui

i restante #0% a maggiore eff/a/é/(za energelica /te rmOgeneSi ad attativa/,

Organi come fegats, cuore e reni hanno an metabollsmo piic ebovalo rispello of museols schetolrico e perdmo massa con if dinagrinents,
La perdita d peso mipllora la sensibitita ivsubimica di museoll, fegato e tossulo adjposs, anche ix presenza di ana modesta perdita & massa magra,

[ lnsulina @%&M)w la /0/‘01/‘&0//&'/' nuscolire —> /W‘ob‘e////e b massa nagra, La resistenza imsulnica fawm’s’oe Vi /aeke//fa nascolire e la @a/oaa/ae/(/&,
V4 /r(éé//?’aﬁa/«e/(to dell Tusulino-sensibitita con i¥ cals /0/{4/@/%/@ pud fd(lﬂ/"/}‘e aa(an‘a/«e/ﬂf/'/o&/txw’ nella massa e fa/(z/'w(a nascolire,
Famaei GLP-1 KA e wanicti G/P-1/¢/P migliorano I'insulino-sensibilita indirettamente tramite la perdita di
peso e direttamente tramite azione insulinotropa.

La proporzione della perdita di massa magra & sinte tra dists, farmacr e chirurgra (a la guantitd totabe di pess perso € maggiore con ohirurgia o farmaci).



[ adattaments metabolico

REE
RMR

Resting Energy Expenditure (kcal/day)
Resting Metabolic Rate (kcal/day)

Rappresenta il 60-70% della spesa energetica, determinata
principalmente dalla composizione corporea

Direttamente proporzionale alla FFM (fat free mass).

L’ adattamento metabolico ¢ una riduzione sproporzionata del
RMR rispetto alla perdita di peso e di FFM.

Before After Delta%
Weight (kg) 127.6 £26.0 89.0 & 21 2k -29.8+10.6
FFM (kg) 69.8+10.8 597 £ 13208 -13.7+99
FM (kg) 54.7£15.1 29.5 & 12.6%** —445+228
REE (kcal) 1980 + 483 1410 £ 31 2% =2734£129
REE per weight unit (kcal/’kg) 15:5:£23 16.9+12.3 +10.7 £85.1
REE per FFM unit (kcal/kg) 28647 Z3.0 S JrEk =149+ 16.2

Paired Student’s ¢ test before vs after: *P <0.05; #**P < 0.01; ***P < 0.001
FFM, fat-free mass; FM, fat mass; REE, resting energy expenditure

Bettini S, et al. Modifications of Resting Energy Expenditure After Sleeve Gastrectomy. Obes Surg 2018
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Figure 4 Individual (*) and mean (gray rectangles) changes in (A) resting metabolic rate and (B) metabolic adaptation at the end of
“The Biggest Loser” 30-week weight loss competition and after 6 years. Horizontal bars and corresponding P values indicate compar-
isons between 30 weeks and 6 years. *P < 0.001 compared with baseline.

Fothergill E, et al. Persistent metabolic adaptation 6 years after “The Biggest Loser” competition: Persistent Metabolic
Adaptation. Obesity. 2016
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What Is a Panic Attack?

Unlike an anxiety attack, a panic attack
doesn’t build gradually. It often strikes
unexpectedly. Panic attacks disrupt
and leave the sufferer with a feeling
of lack of contact with the world.

Symptoms include:

+ Chest pain « Numbness
« Lightheadedness « Shaking
« Feeling dizzy « Shortness of breath
« Racing heartbeat
« Nausea
« Chills
+ Hot flashes







Coronary heart disease Cerebrovascular disease Heart failure
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FIGURE 1 Incident cardiovascular events in metabolically healthy obese individuals (no diabetes, hypertension, or hyperlipidemia). Based on

Caleyachetty et al™
Abbreviations: HR, hazard ratio

Gaijos, G. (2025). Breaking the weight loss paradox: from weight reduction to cardiovascular benefit in obesity treatment. Polish Archives of Internal Medicine



Relative weight loss
(vs control group), %

[ | Medical
|| Lifestyle

Surgical

Orlistat
120mg TID

« 1 SBP, DBP, and LDL-C

Liraglutide
3.0mg SQ Qb

» | SBP, DBP, LDL-C and T HDL-C

Sleeve gastrectomy

* | SBP DBP, and LDL-C
= CV outcomes: observational

r— — — — 7
Survotutide ‘
| (not yet registered)

I + .. SBP DBP, and LDL-C |

Roux-en-Y bypass

« | SBP, DBP, and LDL-C

* CV outcomes: observational

* CVf outcomes: no trials available * CV outcomes: no trials available stu dies suggest benefit, clinical * CV outcomes: ) studies suggest benefit,
trials awaited SYNCHRONIZE-CVOT trial | clinical trials awaited
| awaited
L
5 10 15 20 25 30
r— - - 7
Intensive lifestyle intervention Naltrexone /bupropion Semaglutide Tirzepatide Retatrutide
32/360 mg/ day 2.4 mg SQ.OW 10-15 mg SQ OW | {not yet registered] |

+ L SBP, LDL-C, <» DBP and T HDL-C

= CV outcomes: no benefit in
LOOK AHEAD trial

= T SBP, DBP, HDL-C and { LDL-C
+ CV outcomes: unclear

=\ SBP DBP LDL-C and T HOL-C
* Reduction in hsCRP: 37.8%

* CV outcomes: 20% reduction
in MACE in SELECT trial

= SBP DBP LDL-C and T HDL-C
* Reduction in hsCRP: 35%

= GV outcomes: SURMOUNT-MMO
trial awaited

FIGURE 3 Comparative effectiveness of lifestyle, pharmacological, and surgical interventions on weight management and cardiovascular outcomes. Based on Usman et al®?
Abbreviations: CV, cardiovascular; CVOT, cardiovascular outcomes trial; DBP diastolic blood pressure; HDL-C, high-density lipoprotein cholesterol; hsCRP, high-sensitivity C-reactive protein; LDL-C, low-density lipoprotein
cholesterol; MACE, major adverse cardiovascular event (cardiovascular death, nonfatal myocardial infarction, and nonfatal stroke); 0D, once daily; OW, once a week; SBP systalic blood pressure; SQ, subcutaneous;

TID, three times a day

Gaijos, G. (2025). Breaking the weight loss paradox: from weight reduction to cardiovascular benefit in obesity treatment. Polish Archives of Internal Medicine
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Intervention

Patients

Design

Event rate

Discontinuation

Primary outcome

Results

enrolled

rate

LOOK AHEAD?! ILI 5145 Superiority 1.83 events per 100 person-  HR, 0.95 (95% Cl, 0.83-1.09; Mot specified MACE No significant reduction in CV
years (ILI) vs 1.92 (control) P = 0.51) events; terminated early for futility
scouT# Sibutramine 10744  Superiority 11.4% (sibutramine) vs 10%  HR, 1.16 (95% CI, 1.03-1.31; 30% MACE + Increased risk of nonfatal Ml and
(placebo) P =10.02) resuscitated stroke; led to market withdrawal
cardiac arrest
CRESCENDOQ?? Rimonabant 18695  Superiority 3.9% (rimonabant) vs 4% HR, 0.97 {95% CI, 0.84-1.12; 10% MACE + CV No significant CV benefit; increased
{placebo) P =10.68) hospitalization psychiatric adverse events;
terminated early
LIGHT?? Naltrexone,/bupropion 8910 Noninferiority 2% (naltrexone /bupropion)  HR, 0.88; adjusted 99.7% CI, 28.1% MACE + angina  Terminated due to data integrity
vs 2.3% (placebo) 0.57-1.342 hospitalization concerns
CONVEME?® Naltrexone,/bupropion About Noninferiority ~ ND ND ND MACE Terminated early
8800
CAMELLIA-TIM|24 Lorcaserin 12000  Noninferiority 2% (lorcaserin) vs 2.1% HR, 0.99 {95% CI, 0.85-1.14) 5% MACE + type 2 Demanstrated noninferiority for CV
(placebo) diabetes safety; later withdrawn due to
cancer risk concerns
SELECT® Semaglutide 2.4 mg 17604  Superiority 6.5% (semaglutide) vs 8% HR, 0.8 (95% Cl, 0.73-0.87; 16.6% MACE Significant 20% reduction in MACEs,
(placebo) P <0.001) superior to placebo
SURMOUNT-MMO® Tirzepatide 15 mg 15374  Superiority Ongoing Ongoing Ongoing MACE Ongoing study; results pending

20270

a Interim analysis after 50% of planned events
b Based on ClinicalTrials.gov (ClinicalTrials.gov identifier: NCT05556512)

Abbreviations: ILI, intensive lifestyle intervention; MI, myocardial infarction; ND, no data (trial terminated); others, see FIGURES 1 and 3

Gaijos, G. (2025). Breaking the weight loss paradox: from weight reduction to cardiovascular benefit in obesity treatment. Polish Archives of Internal Medicine
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