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I Hemoglobinopathies, myelodysplastic syndromes etc I Primary hemochromatosis
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deficiency

L
Cardiomyocyte L-type
calcium channels

Impaired calciurm g ——— > Cardiomyocyte iron
transportation overload

' ¥

|

: Fodi+ Fe*™ (Fenton)

OH=
x ‘
Impaired excitation,’

contraction coupling ‘wilai Myocardial dysfunction Oxidative stress




CARDIOVASCULAR DISEASE

Figure 3. Schematic representation of the relationship among cardiac iron overload,
as estimated by magnetic resonance imaging T2%, left ventricular ejection fraction
and the risk of heart failure in patients with thalassaemia (from Kremastinos et al.,
Circulation 2011;124:2253-2263).
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Figure 1. Pathophysiology of cardiovascular disease in thalassaemia (modified from
Farmakis et al, Eur J Heart Fail 2017;19: 479-489).
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All patients

Patients on regular transfusions

v

Basic workup
Clinical examination,
electrocardiogram, chest radiogram,
echocardiography, biomarkers

A 4

Basic workup
plus
T2* magnetic resonance imaging

!

Repeat:
annually, if normal

every 6-12 months in iron overload
(T2*<20 ms)

every <6 months in heart disease

on development or change of
symptoms

l

Repeat:
every =2 years, if normal

every <12 months in iron overload
(T2*<20 ms) or heart disease

on development of symptoms or
diagnosis of heart disease
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Patients =10 years old
I |
Yes No
I
I I |
MRI available Limited MRI availability MRI unavailable
I I I
Baseline MRI of liver MRI use prioritized to: Patient assessment MRI could still be requested in
and heart for all patients 1. Patients 10-18 years old through serial SF patients <10 years old, informed
(10-min examination) AND with SF 2500 ng/mLt | | measurements (@3 months) by physician discretion and
i based on transfusion burden,
2. Any patient th SF SF levels, clinical complication
>2500 ng/mL profile, and MRI availability
3. Patients with an
increasing SF trend
4. Other patients
LIC >7 mg/g dry weight
OR T2* <20 ms?
I
I |
Yes No

I'—I'_l

T2* <10ms 10<T2*<20 ms

Repeat MRI | | Repeat MRI | | Repeat MRI
Q6 months | | Q1 year Q2 years
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[ Patients on regular therapy J
W p A 4 ~
No heart disease Cardiomyopathy or significant iron |
No or mild iron overload overload )
! | y
Transfusions Transfusions
Regular iron overload if regularly Intensive iron chelation
transfused (DFO or DFP or DFX (combined DFO and DFX, iv DFO)
monotherapy)
Heart failure therapy
(ACEI/ARB, B-blockers, diuretics in
l congestion, digitalis in AF, etc.)
Maintain Hb =10 g/dL 1'
Maintain T2* 220 ms a

Maintain Hb =10 g/dL
Increase T2* =20 ms
Improve symptoms and function
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MRI T2 or R2*

_IC > 7/mg Fe/g moderate iron overloud
_IC > 15 mg Fe/g severe iron overloud
_IC > 16 mg Fe/g risk of hepatic fibrosis

serum ferritin> 2000ng/ml

Transient Elastography
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3 - Hepatic Transient Elastography
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