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Lancet Commission: definition and diagnostic criteria of clinical obesity

&

v Brought much attention on Obesity
v Beyond BMI
v «Preclinical/Clinical»

E

v" Preclinical: monitoring and counsellig
= Inertia!

v The dichotomous “black and white”
definition is an oversimplification

v" Clinical: none of the 18 specific
diagnostic criteria are indeed
«specific» of obesity.

v’ Hyperglycemia (within MetS) Yes,
T2D No!

v" Mental Health!?

Rubino F et al, Lancet DE 2025



Labelling all obesity as a disease (blanket definition) is
inaccurate and can lead to overtreatment

Time from weight struggle to HCP discussion

6 Years First discussion
rmean with HCP
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v' Paziente iperteso asintomatico/nessuna complicanza = monitoring and
counselling!?

v" Paziente DT2 asintomatico/nessuna complicanza ® monitoring and counselling!?

v" Paziente ipercolesterolem. Fam. asintomatico/nessuna complicanza =

monitoring and counselling!?



Elements of disease

Aetiology ——» | Pathophysiology | ———» b “ —
L

Cause of disease Specific disease Compromised organ Clinical
mechanisms function manifestations

Traditional framing of obesity

Additional aetiologies
or pathophysiology Obesity-related diseases
(eg, diabetes and cancer)

Aetiology —— P | Pathophysiology | =~ pr=mmmmmmmmmmmmmmmmsememseeeseeeoeoeo oo

: :

R PCTT LoP - o

(eg, genetic, (eg, mechanical, E . 6 Eq ; Obesity as N
environmental, endocrine, metabolic, : i : i . anillness? 0 :
or unknown) or inflammatory) : :__‘____EP_; S - 2T
+ Compromised Clinical :

E organ function(?) manifestations E

1 1

Rubino F et al, Lancet DE 2025



M. Infettive

M. Oncologiche

Nonmetabolic
etiologies of
hypertension

Stage 1: Stage 2:
i Risk

Stage 0:
No Risk Factors

Adlpoge Tissue Factors and CKD

LLLLL
ssssssssss Overweight/obesity
Abdominal obesity
Impaired glucose
tolerance

7

A focus on
primordial prevention
and preserving Nonmetabolic

cardiovascular health etiologies of CKD




Difetto

Malnutrizione per

Consequences of progressive malnutrition

100% T
Decreased Fatigue. general weakness
muscle mass
Lack of initiative
Decreased }
wvisceral proteins Bedridden
e
-
= Impaired i mmune Apathy
3 response
= Depression
E Impaired wound healing B ;
and response to trauma Changes in behavior
and personality
HMultiple organ failure
Total apathy
Impaired adaptation
Complete exhaustion
60% Death
L1] 5 10 weeks
Catabolic Hor mal
patients patients

Eccesso

EASO OBESITY AND ITS IMPACTS ON HEALTH

[

Neurological & Psychosocial
« Higher incidence of Cerebrovascular Accidents [strokes)
and cognitive decline
« Increased prevalence of mental health disorders, including
depression, anxisty, body dissatisfaction, and low self-esteem

]

Endocrine & Metabolic Disorders
« Elevated risk of Type 2 Diabetes Mellitus (T2DM),
Metabolic Syndrome, Dyslipidemia, and hormenal imbalances

7

(

Respiratory
« Assaciation with Obstructive Sleep Apnea [0SA)
and hypoventilation syndromes

+ Increased risk of Metabolic Dysfunction-Associated
Steatotic Liver Disease [MASLD) and certain malignancies

Integumentary (Skin)
» Prone to infections and dermatological conditions
= Assodiated with acanthosis nigricans and psoriasis

Lipoedema

—

Cardiovascular
« Increased incidence of Coronary Artery Discase
and Hypertension

Immune
« Chronic low-grade inflammation and impaired
immune responses

|

Some Cancers
» Including increased risk of breast, endometrial,
nd ovarian cancer

|

( a

I
|

[

Reproductive
« Linked to infertility and complications during gestation
« Higher incidence of polycystic ovary syndrome (PCOS)

FEMALE

BMI = 30 kg/m? or BMI = 25 kg/m?and Waist to Height Ratio = 0.5 with medical,
functional or psychological impairments or complications

Developed by the European Association for the Study of Obesity enquiries@easo.org | www.easa.org

Renal
+ Elevated risk of Chronic Kidney Disease (CKD)

|

Musculoskeletal
+ Predisposition to Osteoarthritis, reduced mobility,
and sarcopenia

Read the full publication in Nature Medicine: https://doi.org/10.1038/541591-024-03095-3




Quale la differenza?

Denutrizione Anoressia Mentale



GENETIC STUDIES OF BODY MASS INDEX YIELD
NEW INSIGHTS FOR OBESITY BIOLOGY

339,224 individual

—log, 4(P value)

6 =

Locke et al. Nature 2015

97 BMl-associated loci

Physiological system

BMil-associated loci
point to central
regulation of food intake
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Obesity
Excess fat mass

No ongoing Ongoing
illness illness

Preclinical Clinical

Rubino F et al, Lancet DE 2025



Mental
Health!?

Come si vive con uno
zaino sulle spalle di

. almeno 20 kg h24!?
Benche T WtHR

anche THip:
MHO!?

Dovremmo consigliarle
di non correre per non

incorrere precocemente
in KOAI?

Rubino F et al, Lancet DE 2025



Metabolically Healthy Obese and Incident Cardiovascular
Disease Events Among 3.5 Million Men and Women
The Health Improvement Network (THIN)

Coronary Heart Disease

Underweight, O metabolic abnormalities

Underweight, 1 or more metabolic abnormalities

(Normal weight, O metabolic abnormalities |

Normal weight, 1 metabolic abnormality
Normal weight, 2 metabolic abnormalities

Normal weight, 3 metabolic abnormalities

[Overweight, 0 metabolic abnormalities ]

Overweight, 1 metabolic abnormality
Overweight, 2 metabolic abnormalities

Overweight, 3 metabolic abnormalities

(Obese, O metabolic abnormalities )

Obese, 1 metabolic abnormality
Obese, 2 metabolic abnormalities

Obese, 3 metabolic abnormalities ——

m 08 10 12 14 16 18 20 22 24 26 28
Adjusted HR (95% ClI)

3.5 Million
FU: 5.4 yrs

Caleyachetty R, et al. JACC 2017



Transition from metabolic healthy to unhealthy phenotypes and association with

cardiovascular disease risk across BMI categories in 90.257 women
Nurses’ Health Study: 30 year follow-up from a prospective cohort study

4-0 -
354 i
~ 304 J‘
o
X C
g T
2 201 1
©
5 o154 T
& 1
T 104
0.5_
0 T T 1
Stable MH MH in 1980, MUH
MUH in 1990
Obesity

MH: Metabolically Healthy
MUH: Metabolically Unhealthy

Eckel N et al, Lancet DE 2018




American Association of Clinical Endocrinology Consensus Statement:
Algorithm for the Evaluation and Treatment of Adults with Obesity/Adiposity-Based Chronic Disease (ABCD) —
2025 Update

Adiposity-Based Chronic Disease

A
- R

Adipose Tissue
Expansion
» Genetic

*Obesity-Related

« Environmental Diseases
« Psychological : S
« Behavioral no complications, obesity complications: eg, type 2
- latrogenic preserved quality of life symptoms, organ diabetes
« Comorbidities involvement .
cancer, MASH
. y J
Primordial and AACE Stage 1 AACE Stage 2or3

Primary Prevention ‘ _ o ‘
Treatment to prevent and ameliorate obesity-related complications and diseases

L J '\ J
V V
*Terminology used by o - 5
the Lancet Commission secopdary pre\{entlon' tef’flar&{ Pfeventlpn,
on Obesity risk reduction complication-centric care




American Association of Clinical Endocrinology Consensus Statement:
Algorithm for the Evaluation and Treatment of Adults with Obesity/Adiposity-Based Chronic Disease (ABCD) —

INDIVIDUALIZED TREATMENT PLAN, THERAPEUTIC GOALS, AND FOLLOW-UP

a

Stage ABCD

Develop
Treatment Plan

2025 Update

Determine stage of ABCD based on number and severity of ORCD

« Stages of Obesity/ABCD
- STAGE 1- No ORCD
- STAGE 2 - 21 Mild/moderate* ORCD
- STAGE 3 - At least one severe* ORCD

¥

Develop individualized treatment plan based on clinical staging, health goals, patient's
values and preferences, and access to care

« Select therapeutic modality and intensity based on severity and stage of ABCD and the
weight-loss target needed to ameliorate an individual's ORCD.

« Eliminate weight-promoting medications used to treat other comorbidities when possible.

« Consider psychological disorders, internalized weight bias, and social determinants of health
in developing an individualized treatment plan.

« Individualize lifestyle and behavioral interventions.

« Agree on obesity medication and/or surgery via shared decision-making with each patient.

¥

Optimize long-term health and quality of life

« Manage the degree of weight loss for optimal health outcomes, and achieve therapeutic
targets for amelioration of ORCD.

« Support patient and manage medication side effects.

« Determine long-term treatment via shared decision-making to maintain weight loss, safety,
and health benefits.

« Adjust treatment over time as clinically needed. The optimal dose for maintaining long-term weight

loss, balancing efficacy and safety, need not be the maximally approved dose of obesity medications.

Nadolsky K, et al,
Endocrine Pract 2025



American Association of Clinical Endocrinology Consensus Statement:
Algorithm for the Evaluation and Treatment of Adults with Obesity/Adiposity-Based Chronic Disease (ABCD) —
2025 Update

Of note, stage 1 or preclinical obesity does not imply that
treatment is not warranted. Importantly, stage 1 or preclinical
obesity can place individuals at high risk of future ORCD, and they
should be offered treatment in the shared decision-making process.
Notably, stage 1 carries the risk of progression to complications
that define clinical obesity as well as an increased risk of ORCs such
as T2D and obesity-related cancers. AACE regards stage 1 or

preclinical obesity as part of the spectrum of ABCDiisease.

Nadolsky K, et al, Endocrine Pract 2025



Obesita e Basta!!

Comment

https://doi.org/10.1038/s41591-024-03095-3

A new framework for the diagnosis, staging
and management of obesity in adults

Luca Busetto, Dror Dicker, Gema Frithbeck, Jason C. G. Halford, Paolo Sbraccia,
Volkan Yumuk & Gijs H. Goossens M Check for updates

Obesity is a multifactorial, chronic, relapsing, non-communicable
disease marked by anabnormal and/or excessive accumulation of body
fat that presentsarisk to health. Itis well established that obesity acts
as agateway toarange of other non-communicable and communicable
diseases'”.

nature medicine Volume 30 | September 2024 | 2395-2399 | 2395



WHO Guideline on the Use and Indications of GLP-1 Therapies for the Treatment of
Obesity in Adults

Box. World Health Organization Guideline on the Use
and Indications of Glucagon-Like Peptide-1 (GLP-1) Therapies
for the Treatment of Obesity in Adults

Good Practice Statement 1

Obesity is a chronic disease requiring lifetime care. This should
include screening, early diagnosis and management of
obesity-related complications and comorbidities, and
consideration of pharmacological, surgical, or other treatments
to manage the disease and prevent or treat comorbidities.

Recommendation 1

In adults living with obesity, GLP-1therapies may be used as
a long-term treatment for obesity. (conditional
recommendation, moderate certainty evidence)

Celletti F et al, JAMA 2025
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Theltalian parliament first to recognize
obesity asachronicand relapsing disease

M Check for updates

n1O0ctober2025, theltalian Par-
liament approved the first [aw

worldwide to officially recog-
nized obesity as a chronic and
relapsing disease that can lead

to life-threatening complications. This land-
mark legislation followed closely after the
publicationof national guidelines on the diag-

obesity-related complications or with sev-
eral comorbidities and poor quality of life.
This measure represents a crucial first step
toward reducing disparities in obesity care
and advancing health equity, even according
toSustainable Development Goal 10 (SDGI10),
partof the United Nations’ 2030 Agenda.
Thelaw promotesamultidisciplinary frame-

implementation and work withgovernmental
institutions to ensure the law’s full execution
and adequate financial support.

Beyond its clinical implications, the law
seeks to promote publicawareness and social
inclusion through national communication
campaigns, sports events and community-
based initiatives at the regional and munici-

nature medicine



EASO RESPONSE TO THE LANCET
COMMISSION REPORT ON OBESITY
DIAGNOSIS AND MANAGEMENT

A More Comprehensive Approach

As described in our updated framework, EASO advocates for

Evidence-based medicine

Early intervention

Comprehensive clinical evaluation
Holistic management across the patient lifecycle

Equitable access to care regardless of BMI or WtHR

00000

https://easo.org/easo-response-to-the-lancet-commission-report-on-obesity-diagnosis-and-management/



Framework for the pharmacological treatment of obesity and its complications from the European
Association for the Study of Obesity (EASO)

Obesity management
medication decision

Body weight management in obesity Complications management in obesity
| |
No complications present Complications present
Goal to treat: Fat mass accumulation to Goal to treat: Reverse dysfunction
prevent dysfunction in non-adipose organs in non-adipose organs
| ' |
Fat mass diseases: Sick fat diseases:

Altered and pathological Deranged endocrine and immune responses
mechanical forces

[ 1 | | | |
OSAS* KOA* Prediabetes Type 2 diabetes CVD* Heart failure* MASLD*
Total body 0SAS KOA pain Normoglycemi Diabet Hospitalizati MASH
Primary  weight loss o : P glycemia labetes MACE ospitalization -
endpoints:  at endpoint remission remission restoration remission for heart failure remission
— ] I I l |
Tirzepatide Tirzepatide Semaglutide Tirzepatide/ Tirzepatide/ Semaglutide Tirzepatide/ Tirzepatide
Semaglutide . . Semaglutide Semaglutide Semaglutide .
Available = Phen-Topir Liraglutide Liraglutide Liraglutide Naltr-Bupr Semaglutide
Liraglutide/ i Naltr-Bupr
Scientific Naltr-Bupr/ Orlistat
evidence Orlistat
published up to
31 January 2025 | e,
| « Semaglutide « Tirzepatide « Phen-Topir « Phen-Topir - Tirzepatide « Phen-Topir « Phen-Topir |
Not available: . Phen-Topir « Phen-Topir « Orlistat « Orlistat . Phen-Tolpir « Liraglutide « Liraglutide |
! « Liraglutide « Naltr-Bupr « Naltr-Bupr « Liraglutide « Naltr-Bupr « Naltr-Bupr !
! « Naltr-Bupr « Orlistat « Orlista « Orlistat « Orlistat '
| « Orlistat !

McGowan B, Ciudin A, Baker JL, Busetto L, Dicker D, Friihbeck G, Goossens GH, Martinez-Tellez B, Mannucci E, Monami M, Sbraccia P, Woodward E, YumukV
Nature Medicine, October 2, 2025



Obesity
Excess fat mass

No ongoing Ongoing
illness illness

Preclinical Clinical

Rubino F et al, Lancet DE 2025
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My Conclusion: The
Lancet Commission
on the Diagnosis of
Obesity Was a
Missed Opportunity

Donna Ryan, MD
Professor Emerita

Pennington Biomedical Research Center
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