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ATIOOEMATA ZIAHPOY ZE METAITIZOMENOYZ
TTAZXONTEZ ME MEZOIEIAKH ANAIMIA

MeTayyioei¢ aipgartog
T 0.3-0.5 mg Fe/kg/nuépa

TTaoxwv 50kg
O

15-25 mg/nuépa

AmopoAn o18npou OAika anoOépara Fe

S0 s 13-24 mg/nuépa

¢
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Aipooidnpwon and HETAYYIOEIC OF
artopa pe Meooyeiakn Avaigia xwpic amooidnpwon
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Aigooidnpwon TwWv I0TWV 0 AToHd HE
Meooyeiakn Avaipia

@YPEOEIAHZ =
Fe =16 -6.8%dwt

TTATKPEAZ
Fe = 1.4-3.9% d wt

HTTAP
Fe = 3.7-6.8% d wt

Adapted from
Modell &
Berdoukas, 1984




O TeAIKOC 0TOXOC €VOC XNAIKOU mapdyovra €ivai n
amwoPoAn TNC meEPioTEIAC TOU O10NPOV:

‘TTpoAapypavovrac Tnv evanoBeon ora {wTika opyava
+ AtokaBioTwvTac Th A€ITOoUpYIKOTNTA
*ATtoTpETTOVTAC TOV MMPOowpo Oavaro



AuokoAiec otnv EkTignon Tng ZuvoAiki¢ ErimtTwong
Tou Z10npou otov Opyaviopo

H ouoowpeuon o1dnpou diawépel HeTall Twv opydvwy:

To nmap, o1 HUeC Kai o omrAnvag aroTeAoUv Ta Kupida
ongeia awroOnKeuong yia Tov oidNpo o€ KATAOTACEIC
aigooidnpwong.

H evaioOBnoia ornv To§ikoTnTa Tou C1dNPOU diayEpEl
pHeTall Twv opydavwy:

H kapdia kai o1 evOoKpiveic adéveg eival Ta mAEov
gvuaioOnra dpyava Tng To§IKOTNTAC TOU OI1ONPOV.



MéEBodoi yia Tov mpoadIopIoHO TWV
anoOeparwy oidRPou Tou oWHATOC

®aopaTopeTpia ATOHIKAG ®eppiTivh Opou

TR qIE ATEkkpion 210hpou OUpwyv
(Bioyia Amatoc) [mg/qg,,, ] pion Zi1dhp 0

YToAoyIOTIKA ToHoypayia

BiopayvnTikn péBodoc (SQUID)
[mg/g,,]

MayvnTiko¢ 2ZuvToviopoc (MRI)



Kata mpoofyyion avrioroixia

$eppiTivn opou $opTio o10NpoU
1 pg/L 8-10mg Fe




$EPPITINH OPOY

- HrartiTida

- Nopwé eic

- ®AeypoVvEC

- AigoAuon

- AlgoxpwpdTtwon

-‘EAAeyn Vit-C
- 2.10npoTEVid
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RELATIONSHIP BETWEEN SERUM FERRITIN
AND NUMBER OF UNITS OF BLOOD TRANSFUSED

(Adapte rom: ron overoad and chelaon n thlassemi'
Katamis C. ed. Hans Huber Publishers, 19

100

Blood units transfused




Long-Term Iron-Chelating Therapy

Gabutti/Piga
Acta Haematol 1996:95:26=36
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Ferritin patterns in two cases of transfusion-dependent f(-thalassaemia.
Case 1 = high compliance s.c. chelation

Case 2 = poor compliance with s.c. chelation until 13 years of age,

than I.v. chelation until 16, followed by high compliance s.c. chelation




Patient 436: Sequential Serum Ferrin
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MEZH TIMH (SD) ZEPPITINHZ ZE 63 AZOENEIXZ ZTOYZ OTIOIOYZ
XOPHFHOHKE 4 XPONIA AEZEPO=AMINH & KATOTIIN ETTITTIAEON 4
XPONIA AEZEPITIPONH .

AETEPO=AMINH | AEZEPITIPONH
(36 mg/kg/d) | (25 mg/kg 3 tid)
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ZYTKPINONTAZ THN AEZEPITIPONH & DFO : ETITAPAZH ZE ZEPPITINH

Olivieri et al, 1995 Taher et al 2001

Y

[=3

[=3

o
|

\ —— Deferiprone

m— Deferiprone
e DFO

N

[=]

o

o
|

-

o

(=]

o
|

Serum Ferritin (mcg/L)
Serum Ferritin (mcg/L)

o

Initial Initial

Maggio et al, 2002 Piga et al, 2003

Deferiprone
= DFO

= Deferiprone
s DFO

N w H
o (= (=
(= (= (=
o o o

-
(=
(=
o

D
)
£
E
c
£
‘T
F
o
w
E
5
S
o
(7]

Serum Ferritin (mcg/L)

o

Initial Initial

Fischer et al, 2003 Peng et al, 2003

== Deferiprone
e DFO

m Deferiprone
s DFO

Serum Ferritin (mcg/L)

Serum Ferritin (mcg/L)

Initial Initial




MAKPOTTPOGEZMH
AZZAAEIA KAI ATTOTEAEZMATIKOTHTA TOY FERRIPROX

APOPHARMA STUDIES LA-02/LA-06

MEZH TIMH ZEPPITINHZ ZE ZYIKPIZH ME THN APXIKH TIMH

n=187

)
o
=)

(=)
=
r
| 5.
Y
w
£
=)
| 3
Q
)

15 18 21 24 27 30 33 36 39 42 45 48
Time (Months)

=== 2500 2501-5000=* 5000



ETTIAPAZH THZ AEZEPITIPONHZ ZTA
ETIITTEAA ZEPPITINHZ OPOY

Olivieri et al.
Al Refaie et al.

Olivieri et al.

Al Refaie et al.

Hoffbrand et al.
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Cohen et al.
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Ceci et al.

Initial

Hoffbrand AV. et al, Blood-2003



KATANOMH TS£IN ATTOOHKSIN ZIAHPOY
2TH MEZOINEIAKH ANAIMIA

MueAdc oot — — EvOokpiveic adéveg
0.1% 1.0%
Aéppa
Zmhtvac 0.2%

3.77% o

Muecg
. 12.8%
Neppog
0.90/0 —
Muokdpdio 1.4%
Maykpeac KAdopa HmaTtikoU Z1dRpou
1 10/0 790/0

Adapted from B. Modell, 1976



—~
e
=
2
()
=
>
| -
o
| -
()
=
(@)
~~
(@))
&
N
O
—

RELATIONSHIP BETWEEN LIVER IRON CONCENTRATION

AND NUMBER OF UNITS OF BLOOD TRANSFUSED
r= 88 POt
(Adapted rom Cazzolaetal. Scand J Haemat 1983,30.269)

100

Blood units ransfused




Total body iron stores (mg/kg)
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Liver Iron Concentration (mg/g, dry weight)

Angelucci E, et al. N Engl J Med. 2000;343:327-331



2 uykévTpwon oi1dnpov oto Arap (LIC)

Bioyia Amarocg
Xnuikn avaiuon
IotoAoyikn EkTiunon

Biomagnetic Susceptometry (SQUID)

Magnetic Resonance Imaging (MRT)



Bioyia nmartoc¢
YTTEP KATA

IotoAoyikn E€ETaon Aiparnpn

EUkoAo¢ mpoodiopiopog Tou o1dnpou
nmwarog Kivduvoc

OpoloyevAC KaTtavopn Tou o18Rpou Mn opoloyeviig karavopni  Tou G1dRpPou




Avion

Katavoun

o1dnpov




AciyparoAnyia Pioyiac Rraroc

Surgical sample Needle samples




Bioyia 'HraToc:
Avopoloyeviic Katavoun Zidnpov

Ambu et al. J Hepatol, 1995: 2 Thalassaemia livers
post mortem with multiple assessments of iron

‘Hrap #1
- Méon TIpAR: 20,631 mcg/g Enpol Papoc
- EUpocg mipv: 11,537 - 32,347 mcg/g Enpol Papouc

‘Hrap #2
- Méon Tipn: 13,901 mcg/g Enpou Papoug
- EUpoc Tipwv: 6,257 - 16,493 mcg/g Enpou Papoug



ZYIKPINONTAZ THN AEZEPITIPONH & DFO:ETIIAPAZH ZTA ETIITIEAA ZIAHPOY

2TO HTTAP
Maggio et al; 2002
Deferiprone ——DBFO KATANAAQZIH AIMATOZ
! Acpepimpovn  (N=21) 8,985 + 1,694 ml
1 DFO (N=15) 8,380 + 1,043 ml

HIC (mg/g d w

- —m———

Initial Last

ONMAOOON N

Peng et al; 2003

=== Deferiprone == DFO

KATANAAQZH AIMATOXZ
Aegepimpovn (N=11) Not Provided
—_ DFO (N=10) Not Provided
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Fischer et al; 2003

=== Deferiprone == DFO

/ HMEPHZIA ZYZZPEYZH ZIAHPOY
Acgepimpovn  (N=54) 24.4 + 5.3 mg/day

DFO (N=51) 18.9 + 4.7 mg/day

HIC (mg/g d w)
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MeB6dwv EKTipunonc The AiHooidRpwonc

SQUID

(Superconducting Quantum Interface Device)

Mn-aiparnpn.
EEci1dikeuon yia @eppiTivn Kai aigooidnpivn.
Méoec Tigéc o1dRpov mavw amd ~ 100ml weploxnc.

Idiaitepa damavnpn.

Movo oe 4 KEVTpA TAYKOOHIWG.



Liver lron Concentration (LIC) in Patients with Thalassemi
major (crosses) and Genetic Hemochromatosis (circles)
from Chemical Quantitation in Biopsies and Biomagnetic

"_E Measurements (Fischer; SOSTE 2000)
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LIC by SQUID biosusceptometry [€©g/g-liver]

Linear Regression with 95% Prediction Range, Regression Coefficient a = 1.0520.05, and
Coefficient of Determination R*= 0.63 for Thalassemia major (solid lines) and a = 1.01£0.02,
2= (.96 for Hemochromatosis Patients (dash-dot lines).




Liver Iron Concentration vs Serum Ferritin
in 1053 pts with Thalassemia Major on Iron Chelation

y =0,0015x + 2,5651
R’ = 0,4653
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Piga A, 2002




EKTIMHZH AIMOZIAHPQZHZ &
ATTIOTEAEZMATIKOTHTAZ THZ
AEZEPITIPONHZ

H ¢eppitivn opol amoTeAei xpnoipun Kai arodektn HEOodo
mapakoAolOnonc Twv 81IAKUPNAVOEWY ToU O1I0NPOU TOU opyavioHou
HE TV mpolndOeon afioAdynonc Twv amoTeAeopaTWY
emavaAapPavopevwy HETPNOEWV.

H pérpnon Tou oi1dnpou oc €va dciyda NmaAToC Hmopei va pnv
avravakAd tn péon Zuykévrpwon Zidnpov Hmartoc (LIC).

MNa tn pUBuiIon TNC Oecpanciac arooid®npwong e€ivai XpNnoipo va
Aappavovrail ur' OYIV Tad AdTOTEAEOHATA TWV TIHWY TOU O1dNPOV HE
TEPIOCOOTEPEC Ao Hia HEOOdOUC.

H Acpepimpévn aropakpUvel ouykpioiun pe Tn Acopeppiofapivn
T000TNTA OIONPOV ATO TOV OPYAVIOHO, OmMWC EKTIHATAI ATO ThV
QEPPITIVR 0poU KAl TV OUYKEVTPWON ToUu OIdNPOU OTO Nmap.



