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DISCLOSURES

Amryt/Chiesi; Abiogen; Caelus Health; Difass International; Novo Nordisk; Novartis; 
Menarini, Probiotical; Sanofi, Therascience

La D.ssa FLAVIA PRODAM dichiara di aver ricevuto negli ultimi due anni compensi o finanziamenti dalle seguenti Aziende 
Farmaceutiche e/o Diagnostiche:

Dichiara altresì il proprio impegno ad astenersi, nell’ambito dell’evento, dal nominare, in qualsivoglia modo o forma, 
aziende farmaceutiche e/o denominazione commerciale e di non fare pubblicità di qualsiasi tipo relativamente a specifici 
prodotti di interesse sanitario (farmaci, strumenti, dispositivi medico-chirurgici, ecc.).
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SNC
• Aumento sensazione di fame
• Aumento introito calorico

Cuore
• Aumento FFAs circolanti
• Possibile cardiomiopatia lipotossica

Muscolo
• Ridotto utilizzo di glucosio
• Ridotta ossidazione degli acidi

grassi

Fegato
• Aumento liposintesi
• Aumento neoglucogenesi

Mancanza/perdita di  tessuto
adiposo con conseguente deficit di 
leptina e:
• Steatosi ectopica
• Lipotossicità
• Lipoapoptosi Pancreas

• Aumentop produzione e secrezione
di insulina

• Progressiva disfunzione beta-
cellulare

Iperinsulinemia con:
• Sindrome dell’ovaio policistico

(PCOS)
• Acantosi nigricans
• Aspetto acromegaloide

Park Metabolism 2015. 
Moon  Endocr Rev. 2013 
Garg J Clin Endocrinol Metab 2011

MOLECULAR PATHWAYS OF LIPODYSTROPHY



Kushchayeva YS et al JCEM 2020

COMORBIDITIES’ PROGRESSION 

Simsir IY et al Diab Obes Metab 2023
F>M



230 subjects

Akinci B et al JCEM 2019

COMORBIDITIES’ PROGRESSION 

F>M



Mosbah E et al. EJE 2024

FIRST SYMPTOMS CGL

DIAGNOSIS DELAY



TREATMENT LIPODYSTROPHY

Brown RJ et al JCEM 2016



Brown RJ et al JCEM 2016

VOLANESORSEN (FPLD, BROADEN study, 40 patients)
EVINACUMAB (ongoing)

TREATMENT LIPODYSTROPHY



Lim K et al. Physiol Rev 2021

TREATMENT LIPODYSTROPHY

Mainieri F et al. Front Endocrinol 2022



Brown RJ et al JCEM 2016

TREATMENT

Bagias C et al It Diab Met Synd Obes Targ Ther 2020



Simsir IY et al Diab Obes Metab 2023

TREATMENT

Yang S et al BMC Endocr Disord 2024



TREATMENT

Brown RJ et al JCEM 2016
Calcaterra V et al. Pharmacol Res 2023



JAPAN
March 2013 Metreleptin was approved as replacement therapy to treat the complications of leptin 
deficiency in patients with both generalized and partial lipodystrophy

FDA
February 2014 Metreleptin was approved as replacement therapy to treat the complications of 
leptin deficiency in patients with generalized lipodystrophy

EMA & AIFA 
July 2018 and March 2020 was approved as replacement therapy to treat:
-adults and children (>2 years) with generalized lipodystrophy (Berardinelli-Seip syndrome and 
Lawrence syndrome)
-adults and children (>12 years) with confirmed partial (localised) lipodystrophy (including Barraquer-
Simons syndrome), when standard treatments have failed, with poor metabolic control under 
standard treatments 

METRELEPTIN



METRELEPTIN



AIFA

METRELEPTIN



METRELEPTIN

Brown RJ et al JCEM 2017

NO ALTERATION IN GROWTH AND PUBERTY 
DURING THE TREATMENT

1-5 years of treatment



Brown RJ et al JCEM 2017

METRELEPTIN



Brush M et al. JCEM 2024

METRELEPTIN



Pedicelli S It J Ped 2020

Improvement liver steatosis
Reduction epileptic seizure

CGL-2



SAFETY

AE

hypoglycaemia (1:10)
weight loss (17%)
infrequent injection site reactions (erythema, urticaria)
neutralizing antibody activity to leptin
hypophagia
headache
abdominal pain
nausea
alopecia 
menorrhagia
weakness



DXA

DXA

BIABIA

BIABIA

Iperfagia

Manuscript in preparation

METRELEPTIN



Iniziale fibrosi al 
fibroscan (E 5.2 kPa).

Quadro fibrosi 
stabile.

TG

HDL

Manuscript in preparation

METRELEPTIN



IR

Manuscript in preparation

METRELEPTIN



OTHER TREATMENTS?

Akinci B et al Endocr Diab Metab Case Rep  2020 



Unpublished data

Variante patogenetica c.589-2A>G in omozigosi nel gene AGPAT2 (CGL1)
Variante patogenetica c.424G>A (p.Val142Ile) nel gene TTR 
Variante probabilmente patogenetica c.202G>A (p.Val68Met) nel gene G6PD 
Variante emoglobinica HbC

LEPTINA < 0.2 µg/l
ADIPONECTINA 0.2 µg/ml



Unpublished data

FGM

INS basal bolus

(1.7 UI/Kg/die)

FGM 

Stop INS ai pasti

INS basale

(in 3 die per IPOGLC)

METF

Stop FGM

Stop METF

GLC 89 mg/dl
HbA1c: 5.4%

INS: 14.2 mcUI/ml
C-pept: 2.19 ng/ml

TIR 100%

TG 80 mg/dl (50-75°)

MENARCA 

GLC 73 mg/dl
HbA1c: 6.5%

INS: 48.9 mcUI/ml
C-pept: 3.41 ng/ml

TIR 63%

TG 161 mg/dl (>95°) 

GLC 800 mg/dl
HbA1c: 14.5%

Chetoni: 0.5 mmol/L
C-pept: 1.8 ng/ml
autoAb negativi

TG 300 mg/dl (>95°) 

METRELEPTIN 3 mg/die (1/2 dose)



Patni N et al Orphanet J Rare Dis 2024 
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Treatment with metreleptin has been approved for generalized ( < 2 years) and
partial lipodystrophy (< 12 years).

Substitutive treatment with metreleptin improves metabolic alteration, reduces
disease progression and the mortality risk.

Many efforts are needed to understand the best diet regimens and treatments of
comorbidities when metreleptin cannot be prescribed.

Complex and tailored treatment regimens are needed for patients.

A multidisciplinary approach is needed to improve QoL and long-term care.

TAKE HOME MESSAGES
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