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98 The Thalassaemia International Federation was established in 1986 by patients and parents
100 to promote and establish equal access to quality services for the thalassaernia community
101 acrass the world. To fulfil this goal ene of the main strategies of the organisation has been the

development of standards and guidelines for the clinical management of patients with thalas-
107 saemia. In this effart, TIF has been recruiting leading heallh and medical experts from the
102 field of clinical research and managernent, so that the advice reaching the practicing clinician
102 is authoritative and evidence based. TIF published its first Guidelines for the Clinicat Manage-
104 rment of Thelassaemia back in 2000, the first comprehensive Guidalines ever to se publishad,
105 and followed on in updated and extensive versions in 2007 and 2008.

106 All pubtished guidelines and standards, by TIF and other nationat organisations/authorities,

107 have so far addressed the management of thalassaemia as one clinicat entity, and they de-
scribe mainly the management of homozygous beta thalassaemia major and its complications.
1 was known for many years that thalassaemia, even hornozygous beta thalassaemiz, has a
wide spectrum of severity, hut there was no clear differentiation in the dizgnosis and par-
ticularly management protocols according to severity. Thalassaemia intermedia thus, was for
many decades regarded as just a ‘milder’ form of the disease needing fewer or no transfusion
and consequently less or no iron cheiation. With time and extensive research, clinical studies
and observations, it has become clear that these forms, dafined as mild on account of their
infrequent ar na requirement of regutar Lifelong blaod transfusions during aarly life, in fact a
great majority of the patients with these forms develop serious complications aver time and
require careful monitaring and management which is not nacessarily the same as the clinical
care of thalassaemia major. Today, we can safely state that non-transfusion dependent thalas-
saemia requires separate attention, early identification and clinical care, TIF has been aware
and has closely followed these develapments and in continuation of its policy regarding patient
care, has, requested the authors of this book who are the main pioneers in the field, to produce
separate guidetines for these clinical conditions so that clinicians across the world are made
aware and sansitised to their monitoring and management requirements. Conditions which
can lead to very serious medical complications that affect their survivat and quality of life of
natients who are in fact numerically more than those with the major phenotype.

From the published studies so far it has also become clear that there are a variety of genet-
iz variants on the genes regulating haemaoglobin preduction, which can cause thalassaamia
syndromes which can be described as Mon Transfusion Dependent [NTDT's). These genetic
entilies may be quite different but they have clinical similarities and share similar clinical out-
comes. Apart from ‘'mild’ beta thalassaemia mutations, combination of beia thalassaemia with
HbE as well as HbH disease lalpha thalassaemial can result in non-transfusion thalassaemia



syndromes. This wide spectrum of genetic variation also alterts us to the fact that in some

populations, this syndrome of non-transfusion thalassaemia may be very common and in fact
more common than thalassaemia major. This in fact may be the case in south-east Asia where
both HbE and alpha thatassaemiz are as camman as beta thatassaemia.

Migration and population movement have of course introduced these ferms of thalassaemia
through the years widely across the world and hence the need for addressing their manage-
ment, exist in almost every region of the world.

All these observations, clinical, molecular and epidemiological, have motivated both TIF and
the authors of this book to present the thalassaemia medical family with a guide to clinical
management, taking into consideration the needs for optimal care of these patients across
the warld, while recegnising at the same time that there is still considerable information that
neads to he collected in an ongoing effort to learn and substantiate better the clinical decision
in addressing these forms.

TIF is extremely privileged to have worked with 2ach and every one of the distinguished authors
of this book and extends its gratitude to all of them for their work and commitmeant towards
the global thalassaemia patient community. TIF is more than confident that this book will con-
tribute greatly both to the better survival and ta the reduced morbidity of many thalassaemia
patients across the world.

Panos Englezes

President

Board of Directors

Thalassaemia Internationat Federation

Dr Androutla Eleftheriou
Executive Director
Thalassaemia International Federation

Dr Michael Angastiriotis
Medical Advisor
Thalassaemia International Federation

i

CORWARD FROM PROFESSOR
SIR DAVID WEATHERALL

The term thalassaemia intermadia describes a form of thalassaemia of intermediate severity

petween the major, transfusion-dependent forms of the disease and the m<im€3ﬂmmm carrier
ctates. The term includes many different varieties of thalassaemia including the compound
heterozygous state for mitd and severe beta thalassaemia mutations or forms of r.mEoNEo,cm
heta thalassaemia in which genetic madifiers have reduced the severity of the disease, dis-
aases \ike haemoglobin E beta thalassaemia due te the co-inheritance of & structural haema-
globin variant with beta thalassaemia, the compound heterozygous states for other structurat
variants such as haemoglobins 5 or C and beta thalassaemia and & :mﬁ.mamm:mmcm group of
forms of alpha thalassaemia that produce haemoglobin H disease of varying severity. The wide
clinicat variability of these conditions leads to major difficulties in their managsment. These
problems have been magnified aver recent years by the discovery that in many forms o.m tha-
lassaemia intermedia there are a wide range of complications which tend to occur later in the
lives of affected patients.

In the various sections of these Guidelines the pathephysiology of these conditions is mmmnm._cm.m
briefly and then there follows a detailed description of how they are _“_mm" :.Jm:.mm_ma m.mn_. in
particular, the complications that have to be hoth looked for and dealt with tater in the tives of

rmany patienis with these disorders.

These Guidatines shoutd be of great value to anybody who has patients with these complex
disorders under their care.

David Weatherall

Waatherall Institute of Maolecular Medicine
University of Oxford
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