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La sottoscritta in qualita di Relatore
dichiara che

nell’esercizio della sua funzione e per I'evento in oggetto NON ¢ in alcun modo portatore di
interessi commerciali propri o di terzi e che gli eventuali rapporti avuti negli ultimi due anni
con soggetti portatori di interessi commerciali non sono tali da permettere a tali soggetti di
influenzare le mie funzioni a fine di trarne vantaggio.

Varusca Brusegan



Programma

" |perferritinemia: cause metaboliche, inflammatorie e
altre forme secondarie

" |perferritinemia: indicazioni terapeutiche




-

Iperferritinemia: cause metaboliche, inflammatorie
e altre forme secondarie

~

/




Iperferritinemia: una condizione comune

*5,9% caucasici

*19% asiatici

*19,6% nel maschi
*17% nelle femmine con piu di 70 anni

* 3% nelle femmine In premenopausa

Adams PC et al NEJM 2005



La sola iperferritinemia non e un indice affidabile
di Iron Overload
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Iperferritinemia
un vero rompicapo diagnostico




IPERFERRITINEMIA
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Saturazione transferrina Saturazione transferrina
stabilmente > 45% stabilmente < 45% (iperferritinemia isolata)

90%



IPERFERRITINEMIA
A

—
Saturazione transferrina
stabilmente > 45%

emocromatosi genetica
emosiderosi eritropoietica
epatopatia in stadio avanzato
emosiderosi iatrogena

= terapie trasfusionali

= terapie ematiniche

N

Saturazione transferrina

stabilmente < 45% (iperferritinemia isolata)

» stati dismetabolici

® Infezione o
inflammazione

= 3buso alcoolico

= epatopatia stadio
iniziale

" neoplasie

= 3ceruloplasminemia

= sindrome
iperferritinemia-
cataratta

= Ferroportin disease
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Flow-chart 2 Ferritina aumentata rispetto all’atteso = escludere/valutare forme secondarie :
Percorso diagnostico terapeutico per eta e sesso - epatopatie croniche inclusa NAFLD

dei casi con iperferritinemia - alterazioni metaboliche

. : Saturazione della transferrina: <45% - stato inflammatorio
ol {E:Eturazmne ol - emotrasfusioni/infusioni di ferro ev
transferrina normale) ‘
l 1 l Considera:
HHCS [dominante]
Ferritina*: <400 pg/L donna Ferritina: Ferritina: Iperferritinemia benigna
<600 pg/L uomo >400-600 pg/L <1000 pg/L >1000pug/L [dominante]
Iperferritinemia benigna
[recessiva]
JV Gaucher [recessiva
L J
Controllo a RM guantitativa e/o biopsia epatica e studio del |
un anno danno d'organo** Studio familiare
h J l l
follow up Sovraccarico tissutale | Sequenza IRE L-ferritina
l_ v —* Sequenza L-ferritina
Analisi enzimatica p-GBA
I 51 MO

ane
et e,

S familiarita ™

*. dominante I H Riconsidera le cause

secondarie
sequenza SLC404A1 HFE**#*

—» terapia [

PDTA regione Lombardia Modified from Transl Gastroenterol Hepatol 2020;5:25
L guesti valori sono arbitrari perché non esistono dati sufficienti per stabilire un valore socglia della ferritina sopra il quale sia cpportuno procedere verso :
indagini ulteriori. I valor proposti si basano sull'esperienza clinica e riguardano soggetti adulti. :
** |a biopsia epatica & spesso necessaria a scopo prognostico per wvalori di ferritina =1000 pg/L e talvolta a scopo diagnostico (per es.: nelle forme di :

emacromatosi non-HFE). -
*** |p stato di eterozigosi composta C2B2Y/HE3D, omozigosi HE3D e stati di eterozigosi composta tra mutazioni comuni e mutazioni rare lievi (per es.:565C) :

possono determinare un fenotipo biochimico caratterizzato da iperferritinemia e saturazione della transferrina al di sotto del valore soglia di 45%.



EMOSIDEROSI IATROGENA

Trasfusioni ripetute
Ogni unita di globuli rossi contiene circa 250-300 mg di ferro
il corpo non ha un meccanismo efficace per eliminare il ferro in eccesso

'accumulo rapido di ferro e tipico nei pazienti con anemia cronica trasfusione-dipendente

Somministrazione eccessiva di ferro (terapia marziale)

Soprattutto se per via endovenosa



Iperferritinemia e inflammazione

RES Iron retention: mamphagt
Inflammation (cytokine
mediated: hepcidin and
ferritin up-regulation) O

Ferroportin disease (Loss-
of-function mutations)

A enterocytes

Fel-l-

Hyperferritinemia with
reduced or normal TSAT



Iperferritinemia e alcool

oppure
i ‘ !! l'

BIRRA VINO SUPERALCOLCO \’ A
331} ml 11‘5 ml dD ml




Iperferritinemia dismetabolica e
accumulo di ferro dismetabolico
DIOS

nature reviews endt:crinology hittps:doi org/M01038/s31574-023-00807-6

Consensus statement B Check for updates

Consensus Statement on the
definition and classification of
metabolic hyperferritinaemia

Luca Valenti®'** | Elena Corradini®® |, Leon A. Adams®, Elmar Aigner’, Saleh Algahtani®®, Marco Arrese'®,

Edouard Bardou-Jacquet”, Elisabetta Bugianesi™, Jose-Manuel Fernandez-Real B Damenico Girelli®"™,

Hannes Hagstrém™, Benjamin Henninger™, Kris Kowdley™", Guido Ligabue @™, Donald McClain ®****, Fabrice Lainé™,
Koji Miyanishi®*, Martina U. Muckenthaler’™®*, Alessia Pagani®®, Patrizia Pedrotti™, Antonello Pistrangela®®,

Daniele Prati®, John D. Ryan™, Laura Silvestri®, C. Wendy Spearman®*, Per 5t41*, Emmanuel A. Tsochatzis®**,
Francesca Vinchi®™, Ming-Hua Zheng @ & Heinz Zoller @47



Iperferritinemia associata a
Sdr dismetabolica e Iron Overload

Metabolic syndrome

Insulin DIOS

Local —* Altered hepcidin
inflammation NAFLD production? /

\V-% — Hepatic damage

Hepatic and
Sinusoidal iron

T cellular iron T
retention? Genetic background

Hepcidin-mediated

J Hepatol 2007;46:549-552



Iperferritinemia dismetabolica

» Serum concentrations of ferritin: circulating levels of ferritin
>300ng/mlin men and >200ng/ml in women®
» Plus evidence of fatty liver: by liver biopsy, imaging (including
MRI, ultrasonography, CT), continuous attenuation parameter by
transient elastography or non-invasive biomarkers or scores (such
as fatty liver index, limited to epidemiological studies™ ™)
« Ortype 2 diabetes mellitus and/or obesity (adjusted for ethnicity,
BMI >30kg/m’ in people of European origin)
» Ortwo or more features of altered metabolism associated with
insulin resistance™
- Overweight (adjusted for ethnicity, BMI >25kg/m? in people of
European origin) or increased abdominal circumference (sex
and ethnicity adjusted, >102¢m in men and >88cm in women of
European origin)
- Increased circulating levels of triglycerides (>150 mg/dl)
- Low HDL cholesterol (<45mg/dl in men and <55mg/dlin
women)
- Increased fasting levels of glucose (>100mg/dl)
- Arterial hypertension (>130/85mmHg or use of anti-hypertensive
agents)
- Evidence of fasting hyperinsulinaemia or insulin resistance
(locally validated, such as with a HOMA-IR index >2.7)

Nature Reviews Endocrinology, vol 19 May 2023:299-310



Iperferritinemia dismetabolica

Contributing factors

These factors contribute to or are associated with increased levels

of ferritin or the development of metabolic hyperferritinaermia (MHF)
and subsequent prograssion to iren accumulation (dyemetabolic iron
overload syndrome; DIOS) in individuals with metabolic dysfunction
or fatty liver disease.

Genetic

» Male sex™™"
Heterozygous presence of the HFE p.C282Y pathogenic variant
or homozygous presance of the pHE3D variant or, in particular,
compound heterozygosity for p.C282Y)p HE3D variants™ ™
PCSKZ variants ™
« Absence of TMPRSSE p AT36Y variant™ ™
Heterozygous presence of SERPINAT PiZ and PiS pathogenic
variants'™
# Heterozygous pathogenic variants of [5-globin gene (HEE), that is,

B-thalassaemia trait™

Nature Reviews Endocrinology, vol 19 May 2023:299-310

» Rare NMER variants™®
» Heterozygous pathogenic varants of the gene that encodes
ceruloplasmin

Acquired

» Severity of insulin resistance™ '™

» Saverity of fatty liver diseaze® ™=

» Ageing™ "

+ Altered regulation of ircn metabolism (increased absorption and
cellular retention) associated with lipid accumulation 45—+

» Iron accumulation in the liver ™"

s Moderate alcohol intake; 30g per day in men and 20g per day in
waman’

+ Hepatic copper deficiency and reduced ceruloplasmin
EI:'['N.IT}'EI'S"



MHF e DIOS

DALL IPERFERRITINEMIADISMETABOLICAALLA
SINDROME DA ACCUMULO DI FERRO
DISMETABOLICO

Table 1| The spectrum of iron metabolism in individuals with metabolic dysfunction

Factor Normal iren metabolism MHF
Stage 1{MHF) Stage 2 (dysmetaboliciron  Stage 3 (dysmetabolic
accumulation) iron overload syndrome)
Ferritin (ng/ml) 50 o upper limit of normal Upper limit of normal to 550 550-1,000 =1,000
Hepatic iron stores (R2* 5™) <70 <70 70-140 =140
Iron stores (versus normal) MNormal MNormial Increased Very increased
Crgan damage related to iron Absent Usually, absent Rare Present

Matabolic hypererritinaemia (MHF) is defined in the presence of metabolic dysfunction when ferritin levels are above the upger limit of normal (>300 ngml i men and > 200 rgfml in women).
MHF can nit be staged to estimate iron accumulation and tissue damage, according to ferritin levels. Grading should preferably be determined after at least 3 months of lifestyle change
counselling, when feasible (% is not mandatory for cross-sectional epidemiological studies or in clinical centres when this is not logistically feasibla). When svadable, quantification of hepatic

ron accumulation by MRI should take priority over the evaluation of serum levels of ferrtin to grade MHF.

Nature Reviews Endocrinology, vol 19 May 2023:299-310



Iperferritinemia dismetabolica

GESTIONE CLINICA

Increased levels of ferritin
Rule in diagnostic criteria —_ Rule out exclusion criteria

Stage iron accumulation Alternative diagnoses

Insulin resistance, cardiovasoular,

Stage organ damage —| Kidney, liver

|

Assess the possible inclusion in
clinical trials or the utility of iron
depletion in those with more sesene

iron overload

|

Mof-irvashsely MORILoT Fon Slores

Nature reviews Endocrinology, vol 19 May 2023:299-310



Iperferritinemia dismetabolica e donazioni di
sangue

Therole of blood donation

R11. Blood donation is not contraindicated in individuals with N
with controlled cardiovascular risk factors, in the absence of or
damage and of other contraindications to phlebotomy (U) (CR).

Nature Reviews Endocrinology, vol 19 May 2023:299-310



Caso clinico

PRIMA VISITA (2017) Antonio, 45 aa

ANAMNESI

* Intolleranza glucidica, dislipidemia

* No fumo

* No sport

* Farmaci: beta bloccante, 2 antiipertensivi, allopurinolo
* Autista

ESAME OBIETTIVO
* Peso 97 Kg H 167 Kg BMI =32,3% (obesita)

ESAMI

* Ferritina 992

 Saturazione Transferrina (TSAT) = 46-44%

* Hb 15,7 MCV 91 AST 56 ALT 104 glicemia 106 colesterolo totale 240



Caso clinico

RIVALUTAZIONE CON ESITO ESAMI DI APPROFONDIMENTO (2017)

ESAMI DI APPROFONDIMENTO

* Ecografia addome: steatosi epatica
* Test genetico emocromatosi (HFE) wild type

 RM fegato secondo Rennes HIC 75 umol/g
DIAGNOSI

IPERFERRITINEMIA DISMETABOLICA

INDICAZIONI TERAPEUTICHE
* Consigli dietetici e su stile di vita
* Follow-up ambulatoriale e di laboratorio annuale



Caso clinico

FUP DI 2 ANNI (2019)

ANAMNESI
* Benessere soggettivo
* Farmaci: beta bloccante, 1 farmaco antiipertensivo, stop allopurinolo

ESAME OBIETTIVO
* Peso 65 Kg (-30 Kg) H 167 BMI 23,3 (normale)

ESAMI
* Ferritina 435 TSAT =42% AST 40 ALT 35

INDICAZIONI TERAPEUTICHE

e proseguire con lo stile di vita adottato

* monitoraggio annuale di emocromo e indici del ferro
* darivedere se ferritina > 600 ng/mL



Caso clinico: flow-chart diagnosi

Flow-chart 2 Ferritina aumentata rispetto all’atteso || escludere/valutare forme secondarie :
Percorso diagnostico terapeutico : - epatopatie croniche inclusa NAFLD
J e per eta e sesso - alterazioni metaboliche

dei casi con iperferritinemia
isolata (saturazione della
transferrina normale)

Saturazione della transferrina: <45% - stato inflammatorio
- emotrasfusionifinfusioni di ferro ev

Considera:
3 v HHCS [dominante]
Ferritina*: <400 pg/L donna Ferritina: Ferritina: Iperferritinemia benigna
<600 pg/L uomo >400-600 pg/L <1000 pg/L >1000ug/L [dominante]
Iperferritinemia benigna
[recessiva)
Gaucher [recessiva
Controllo a RM quantitativa e/o biopsia epatica e studio del |
un anno danno d'organo** Studio familiare

h 4

| follow up Sovraccarico tissutale Sequenza IRE L-ferritina

Sequenza L-ferritina
Analisi enzimatica p-GBA

I ISI| NO

)
et Sy,

S familiarita ™
-, dominante I Riconsidera le cause

secondarie
| sequenza sicaoar | | HFErex |
PDTA regmne Lombardfa Mod.'f" ed from Trans/ Gastroenterof Hepato! 2020; 5 25

& questl valnrl SOnNG arbltrarl p-en:he non esistono datl SIJf'fICIEntI per sl:ablllre un valore suglla della ferrltlna sopra |I quale sia uppor‘tunn prchcedere VErso :
indagini ulteriori. I valori proposti si basano sull’'esperienza clinica e riguardano soggetti adulti. -
** |a biopsia epatica € spesso necessaria a scopo prognostico per wvalori di ferritina =1000 pg/L e talvolta a scopo diagnostico (per es.: nelle forme di :

emoacromatosi non-HFE). -
*** |o stato di eterozigosi composta C282Y/HE3D, omozigosi HE3D e stati di eterozigosi composta tra mutazioni comuni e mutazioni rare lievi (per es.:S65C)

possono determinare un I‘enutlpu biochimico caratterizzato da |perferr|t|r1em|a e saturazione della transferrina al di sotto del valore suglla di 45%.



Caso clinico: flow-chart FUP

Flow-chart 2 Ferritina aumentata rispetto all’atteso || escludere/valutare forme secondarie :
Percorso diagnostico terapeutico per eta e sesso - epatopatie croniche inclusa NAFLD
dei casi con iperferritinemia Saturazione della transferrina: <45% iiiﬁﬁﬁﬁk'lﬂinﬂ?ﬁﬂ?"““
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Ferritina*: <400 pg/L donna Ferritina: Ferritina: Iperferritinemia benigna
<600 pg/L uomo >400-600 pg/L <1000 pg/L >1000ug/L [dominante]
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** |a biopsia epatica € spesso necessaria a scopo prognostico per wvalori di ferritina =1000 pg/L e talvolta a scopo diagnostico (per es.: nelle forme di :
emoacromatosi non-HFE). -

*** |o stato di eterozigosi composta C282Y/HE3D, omozigosi HE3D e stati di eterozigosi composta tra mutazioni comuni e mutazioni rare lievi (per es.:S65C)
passﬂno determinare un I‘enutlpu biochimico caratterizzato da |perferr|t|r1em|a e saturazione della transferrina al di sotto del valore suglla di 45%.



lperferritinemia: indicazioni terapeutiche




UN PO’ DI STORIA ...

Early 14th century pen drawing showing a
nude figure of a man indicating parts of
the body for bloodletting.

Courtesy of Wellcome Library, London.




UN PO’ DI STORIA ...

Nel 1799, George Washington mori
per un'ostruzione delle vie aeree
superiori, probabilmente dovuto
I'epiglottide acuta o un ascesso.

Il medico di Washington che aveva
una scarsa conoscenza della
procedura interpello il luminare
londinese Cullen.

Ma alla fine preferi praticare un
salasso e dopo qualche ora
Washington mori




LA SALASSO TERAPIA 2.0

SALASS0
PARTIGOLARE




INDICAZIONI ALLA SALASSOTERAPIA

Journal of Blood Medicine Dove

3 COMMENTARY

Clinical applications of therapeutic phlebotomy

This article was published in the following Dove Press journal:
Journal of Blood Medicine

I8 July 2016

MNumber of times this artcle has been viewed

Kyu ng Hee Kim!' Abstract: Phlebotomy is the removal of blood from the body, and therapeutic phlebotomy is
Ki Youn g Oh? the preferred treatment for blood disorders in which the removal of red blood cells or serum

\Department of Laboratory Medicine, iron is the most efficient method for managing the symptoms and complications. Therapeutic

Gachon University Gil Medical phlebotomy is currently indicated for the treatment of hemochromatosis, polycythemia vera,

Center, Incheon, *Department of porphyria cutanea tarda, sickle cell disease, and nonalcoholic fatty liver disease with hyperfer-
Physical Medicine and Rehabilitation,

Soonchunhyang University, Cheonan
Hospital, Cheonan, South Korea guidelines for establishing a therapeutic phlebotomy program.

Keywords: therapeutic phlebotomy, hemochromatosis, polycythemia vera, porphyria cutanca

tarda, sickle cell disease, nonaleoholic fatty liver disease

ritinemia. This review discusses therapeutic phlebotomy and the related disorders and also offers



IL SALASSO TERAPEUTICO: MECCANISMO D’AZIONE

Rimozione di massa eritrocitaria
Rimozione di ferro dall'organismo

Riposizionamento del ferro dalle sedi di deposito al midollo
0sseo (come conseguenza dell’attivazione dell’ eritropoiesi)



SALASSO E EMOCROMATOSI

Initial therapy Maintenance therapy
Criteria for testing Phlebotomy Endpoint Goal
France (2005) SF =300 pg/Lin men; 5-7 mL/kg (<550 mL) once aweek SF <50 pg/L SF <50 pg/L
SF =200 pg/L in women
Netherlands (2007) Not precise 500 mL once aweek 5F <300 pg/L SFwithin the reference values
EASL (2010) SF above the normal range 400-500 mL every 1 or 2 weeks SF <300 pg/L SF <50 pgfL
AASLD (2011) Increased SFwith or without 500 mL once or twice aweek 5F 50-100 pg/L SF 50-100 pg/L

clinical symptoms

EASL=European Assocation for the Study of the Liver. AASLD=American Association for the Study of Liver Diseases. SF=serum ferritin.

Table: Main international recommendations on venesection therapy in HFE haemochromatosis™*#*

Dopo 10 anni di osservazione, la sopravvivenza era del 95% nei pazienti trattati
contro il 10% dei pazienti non trattati.

Nei pazienti senza cirrosi trattati con regolare salassoterapia, la sopravvivenza a
20 anni era del tutto sovrapponibile a quella dei soggetti normali, a
dimostrazione che una terapia adeguata e in grado di garantire ai malati di
emocromatosi una normale aspettativa di vita.

Powell LW et al Lancet 2016



FASI DELLA SALASSOTERAPIA

Induzione della ferrodeplezione

Trigger: ferritina > 300 ng/mL

Target: ferritina =50 ng/mL (saturazione transferrina < 50%)
Salasso 450-400 mL

Mantenimento della ferrodeplezione
Target: ferritina trai 50 ei 100 ng/mL
3-6 salassi all’anno

Finoaeta..??

Ferro rimosso con 400 mL di sangue 200 mg

Ferro rimosso con 5 salassi 1000 mg



SALASSOTERAPIA: PRECAUZIONI

e Anemia

 Volume del salasso (considerare circa 10% TBV)



ALTRE STRATEGIE TERAPEUTICHE

Diagnosis of Patient counselin
a
L el - Dietary modifications do mot substitute iron removal
l_ therapy
- Iz and witamin C supplements, daily (red) meaat

consurmption and moderate to heavy alcohol intake should
be awvoided.
l_ - Proton-pump inhibitors (prescribed for other indications)
can reduce phlebotomy need.
ks phlebotomy (or - Patients with advanced liver disease should abstain from
erythrocytapherisis) alcohod consumption.
contraindicated? - Rawfundercooked seafood should be avoided.
- Awoid contact of wounds with seawater (risk of Vibno
wuimificus infection).

|lrnr| removal therapy

\ Mo
1
Philebotomy Erythrocytapherisis Iron-chelating drugs
First-line trestment Therapeulic oplon Second-ine treabment
Induction phase Use depends on availability, local Oy in eelected cases after canaful
Weakly or biwaakly expertise and patient's needs and risk assessment by spacialist
preferencas. (adverse avenis).
Check haemoglebin ahead of each . . . .
phisbotomy Fewer heamodynamic changes May be necessary in severs juvenils
- If £12 gidl: reduce rate compared to phiebotomy. hasmochromatosis, especially in the
- If =11 gi'dl: pause treatment induction phase.
Fewrer procedures and shorter
Check ferritin after 4 phlebotomies treatmeant duration in the induction Combination of drugs andior
until 200 pg'L is reached, then check phase compared to phisbotommy. ptial:_lnlumy.farylhmcymmnm e
ferritin every 1-2 treatment sessions. . . possible.
Mild citrate reactions are comimaom. o
Target ferritin: 50 pgiL Target ferritin is higher compared to
Target ferritin: phiebotomyfenythrocytapherisis.
Induction: 50 pg'L
I Maintenance: 50-100 pg/L
Maintenance phase
Frequency varies, usually 2-&
phiebotomies per year
Check haemoglebin ahead of each
phiebotomy

Check ferritin and transferrin
saturation every & months

Target ferritin: 50-100 pg'L

Life-ong follow-up




TERAPIA FERROCHELANTE

La terapia ferrochelante e un’opzione considerabile in caso di
impossibilita ad effettuare la salassoterapia (anemia, cardiopatia
grave con labile compenso di circolo, impossibilita di repere

venoso o intolleranza all’ago).



EMOSIDEROSI E IPERFERRITINEMIA: QUALE TERAPIA ?

= inflammazione

= alcool

= stati dismetabolici

" necrosi tissutale (epatica)

" neoplasie

APPROCCIO MULTIDISCIPLINARE !



EMOSIDEROSI E IPERFERRITINEMIA: E | SALASSI?

HEPATOLOGY EFAASLD
Metabolic and Hepatic Effects of
Bloodletting in Dysmetabolic Iron
Overload Syndrome: A Randomized
Controlled Study in 274 Patients

Fabice Laing,"” Mare Ruivard,* Véronique Loustaud-Ram,” Fabrce Bonnet,™” Paul Calis,” Edouard Bardou-Jacquet,' ™
Sylvie Sacher-Huvelin,” Xavier Cause,” Christine Bensnel,'’ Alsin Remult,"” Eric Bellissant,'” and Yves Deugnier,””

Study Group®

In DIOS patients, iron depletion by bloodletting does not improve metabolic and hepatic
features, is associated with weight gain, and is not as well tolerated as expected; sustained

modification of diet and lifestyle habits remains the first therapeutic intervention in DIOS.
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Hepatology Research 2018; 48: E30-E41 doi: 10.1111/hepr.12921

Original Article

Systematic review and meta-analysis to determine the impact

of iron depletion in dysmetabolic iron overload syndrome and
non-alcoholic fatty liver disease

Arvind R. Murali,’? ® Ashutosh Gupta® and Kyle Brown'**

Conclusions: Phlebotomy does not bring about significantimprovement in indices of insulin
resistance, liver enzymes,or liver histology in patients with DIOS and/or NAFLDcompared to

lifestyle changes alone. Current evidence doesnot support the use of phlebotomy in

patients with DIOS orNAFLD
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nature reviews endocrinology https://doi.org/10.1038/s41574-023-00807-6

Consensus statement ™ Check for updates

Cconsensus Statement onthe
definition and classification of
metabolic hyperferritinaemia

Luca Valenti®'?2 |, Elena Corradini*® -, Leon A. Adams®, Elmar Aigner’, Saleh Algahtani®®, Marco Arrese',

Edouard Bardou-Jacquet", Elisabetta Bugianesi®, Jose-Manuel Fernandez-Real ® *'*"*'¢, Domenico Girelli®",

Hannes Hagstréom', Benjamin Henninger', Kris Kowdley?*?, Guido Ligabue ® *%, Donald McClain ® 2>?4, Fabrice Lainé?®,
Koji Miyanishi® 28, Martina U. Muckenthaler”?*?, Alessia Pagani®®, Patrizia Pedrotti®', Antonello Pietrangelo**,

Daniele Prati®, John D. Ryan®?, Laura Silvestri*®°, C. Wendy Spearman®*?, Per Stal'®, Emmanuel A. Tsochatzis® **,
Francesca Vinchi®**=¢, Ming-Hua Zheng ® ** & Heinz Zoller ® *°4°
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Clinical management

R9. The clinical management should be focused on lifestyle factors
associated with increased risk of cardiometabolic risk factors (such
as caloric intake and dietary patterns, alcohol intake, fructose and
salt intake and sedentary lifestyle) and the pharmacological control
of cardiovascular risk factors (U) (CR).

R10.In patients with MHF and DIOS, iron depletion therapy should be
considered as an experimental therapy to be tested in well-powered
controlled trials (U) (CR).

[...] outside clinical studies, iron depletion can be considered only in patients with confirmed
severe hepatic iron accumulation (grade 3) associated with steatohepatitis or clinically
significant liver fibrosis unresponsive to therapy [...]



Conclusioni

lperferritinemia non e sempre sinonimo di sovraccarico di ferro

Le cause di iperferritinemia sono numerose ed e necessaria una accurata
valutazione (clinica, di laboratorio, strumentale)

Importanza della saturazione della transferrina come primo elemento della
diagnosi differenziale

Nella maggiorparte dei casi l'iperferritinemia si associa a valori nomali di
saturazione della transferrina ed e secondaria a dismetabolismo,
inflammazione ed epatopatia

Attenzione alle malattie rare !

Nel dubbio ... ambulatorio di Medicina Trasfusionale SIMT HPG23 ...
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