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Eisenhomeostase des menschlichen

Organismus
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Resorptions-bedingte Eisentberladung
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Thalassaemia intermedia

Kongenitale dyserythropoet. A.
(CDA I, 11, 11D
Pyruvatkinase-Mangel

Patienten mit anderen Anamien (z.B.
Sichelzellkrankheit, Spharozytose)
ohne Transfusionsabhangigkeit

,iron-loading anemias”



Transfusions-bedingte Eisenuberladung

Enterale Zufuhr Ausfuhr ® Thalassaemia major
20d = 60mg 20d = 60mg
e Diamond-Blackfan-Anamie
c BN § Iy . .
3 - e Sichelzellkrankheit
G gl
g « Transfundierte Patienten mit
- 1 Blutkonserve enthalt ca. 200 mg Eisen

= 100 x physiol. Tagesdosis

kongenitaler dyserythropoet. A. (CDA)

Pyruvatkinase-Mangel
Enterale + parenterale Zufuhr Ausfuhr )
20d = 60+200mg ' 20d = 60mg Sphéarozytose

sideroblastischer Anamie etc.



Siderose-bedingte Organschaden - Ubersicht

Hypophyse = Wachstumsretardierung, Hypogonadismus

— Schilddrise - Hypothyreose
Nebenschilddriise - Hypoparathyreoidismus

Herz = Kardiomyopathie, Herzinsuffizienz, Arrhythmie

Leber = Hepatopathie, Insulinresistenz, Leberfibrose,
-zirrhose, HCC

Pankreas = Diabetes mellitus, exokrine Dysfunktion

Gonaden = Hypogonadismus und Infertilitat



Sekundare Eisenuberladung - Monitoring

GesamtkOrpereisen, > "

L ebereisen Ferritin, MRT, SQUID
Herzeisen > Kardio-MRT (T2%)
Eisenuberladung > Laboruntersuchungen,

endokrine Organe (MRT: Pankreas, Hypophyse)
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Sekundare Eisenuberladung - Monitoring

Serumferritin
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Taher A, et al. Am J Hematol 2010



Sekundare Eisenuberladung - Monitoring

Lebereisenkonzentration (LIC)

Proportional zum Gesamtkdrpereisen

o

Total Body Iron
Stores (mg/kg)

Hepatic Iron Concentration
(mafg, dry weight)

Angelucci E et al. NEJM 2000



Sekundare Eisenuberladung - Monitoring

Lebereisenkonzentration (LIC)

Proportional zur Eisen :
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Sekundare Eisenuberladung - Monitoring

Lebereisenkonzentration (LIC)

Liver biopsy L.
. if '
+ Direct measurement of LIC 3w
; W -
+ Quantitative, specific, sensitive L Rr

+ LIC accurately reflects TBI

+ Allows parallel histopathology Angeluc E et al. NEJW 2000
(hepatitis, fibrosis, cirrhosis)

# Previous reference method

0 1,000 2,000 3,000 4,000 5000 5,000 7,000 2000 9,000
LIE from blomagnatic lver susceptometry (x gig, )

Chil‘les worldwide FrECher AL In: Andra W, Nowak H. @3m0rs. Magnetsm in
medicing: a handbook. Berin: Wiley-VCH. 1998. p. 286-301

Magnetic Resonance Imaging (MRI)

- " .
+ Non-in LIC Rennes (Gandon et al.) LIC Ferriscan (St. Pierre et al.)
* Gradient-recalled echo sequences * Spin echo sequences
+ LIC mea . . )
+ three ROI & 1cm? (100 Pixel) * Total area of slice
Sample + Mean per ROI + Calculation per voxel
+ Potential for = Piinin falinteg.. * Published patients: « Published patients:
scanner widel image Not well defined (HFE?) n=174 HFE n=23, TM n=9, TI n=41
St Perre T, ¢ al. Blood 2005
- Up to date limite\seailability — * —.x.- st + Algorithm free of costs (WWW) * Algorithm commercially available
- Costs (?)
= = varlous gradient-recalled mpaer . . .
Ay e * Scanner specificity not considered * Scanner specificity considered
- (indirect measurement) | o £ (ORE) scolimocs " i )
i +:AVERIu=ch (/M) * No control of accuracy * Phantom scans, quality management

signal intensity ratio

(FDA approved)

Gandon Y, 8T Al Lancet 2004



Sekundare Eisenuberladung - Monitoring

Herzeisenbestimmung - Kardio-MRT T2* Relaxationszeit
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Kirk P et al., Circulation 2009



Sekundare Eisenuberladung - Monitoring

Herzeisenbestimmung - Kardio-MRT T2* Relaxationszeit

Carpenter et al 2013: MIC It. mT2*: [Fe] = 45,0 x (mT2%*) 122

Figure. Progression towards normalization of mT2* and MIC over time by baseline
mT2* category (illustrated as percentage progression towards mT2* >20 ms

Gesamt- Base-
and MIC >1.16 mg Fe/g dw) .
Wwvc [ mr gruppe line
Baseline mT2*5to 10 ms
: | Normal: mT2* >20 ms mT2*
: | MIC > 1.16 mg Fe/g dw 12,0 13,9 | 15,6 | 17,1
: i (ms)
|
| MIC(meg | 543 | 210 | 1,94 | 1,80
100 Fe/g dw
|
|

schwere myokardiale Eisenbelastung:
prozentuale Veranderung in Richtung
Normalisierung zu Mo12, Mo24 und
Mo36 geringer fir mT2* als fiir MIC

Time (months)

Berechnung:
mT2* = ((aktueller Wert - Baseline)/ 24
(20 - Baseline)) x 100

MIC = ((Baseline - aktueller Wert)/
(Baseline - 1,16)) x 100

Porter JB et al. ASH 2014
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>

Progression towards normalization

Anmerkung: Werte >100 % bei Uberschreiten der Schwellen fiir Normalwerte (=100 %)
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Eisenelimination durch Aderlasstherapie

Phlebotomie

Dauer: 26116 Mo. (9-66)
Intensitat: 6ml/kgKG 14-tagig

V ARIABLE

o
sl
5

Age (yr)
Female sex (no. of patients)
Spleen present (no. of patients)

Hepatic iron (mg /g, dry weight)t
Before phlebotomy
After phlebotomy

Serum ferritin (ng/ml)t

Total Body Iron
Stores (ma/kg)

ﬂ } i 1 I i

0 5 10 15 20 25 Before phlebotomy
Hepatic Iron Concentration Median _
{ma/g, dry weight} Interquartile range

After phlebotomy
Median
Interquartile range

Angelucci E et al. NEJM 2000
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Medikamentdse Eiseneliminationstherapie

Prinzip

[toxisch} [ nicht toxisch }

A
W) AN
Chelator + Metall
| A v A 4

Chelator

“Chelat”

Toxizitat — eine Frage der Balance

___________

_———

Effektivitat

Toxizitat




Eiseneliminationstherapie — Indikation, Beginn, Ziel

15,000 . B
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Eiseneliminationstherapie — Indikation und Beginn

Anamien mit regelmaRigen Transfusionsbedarf
AWME-Leitlinie 025/029

e Ferritin > 1000ng/m|
e Zahl der Transfusionen > 10-15 (ca. 200ml/kQ)

e Lebereisenkonzentration > 4.5 (3.2) mg/g d.w.

- Beginn der Eiseneliminationstherapie bei Patienten mit
angeborenen Anamien mit regelmalligem
Transfusionsbedarf i.d.R. im Alter von 2-4 Jahren

- Immer dauerhafte (lebenslange) Therapie



Eiseneliminationstherapie — Ziel

Anamien mit regelmaRigen Transfusionsbedarf
AWME-Leitlinie 025/029 alt

|. Zu Kapitel 2 FerriScan Gandon et al.

I.1. Empfohlene Grenzwerte zur Steuerung der Eiseneliminationstherapie anhand der
Lebereisenkonzentration (LIC) (nach Fischer et al. 4)

LIC in viver LIC #~ LIC frische LIC paraffind
Kommentar
(M@/ Plive)  (WMOL/ Oy v (mg/gaw.) (mg/gqw) (mg/gaw)
| 13 333 45408 55410 Untergrenze des akzeptablen
’ T T Bereiches
_ _ . Obergrenze des akzeptablen
3 + 1.7 7+ 2 €
2.1 38 0 06 1. 11,721 Bereiches
45 30 15 201 + 3.6 246+ 45 Risikoschwellenwert fiir

schwere Orgﬂnsidero se®



Eiseneliminationstherapie — Ziel

Musallam KM et al. Elevated liver iron concentration is a marker of increased morbidity in patients

with B thalassemia intermedia. Haematologica 2011

COMarbidity absent I Morbidity present
9 o F=04%0 P=0027 P=0.002 Pe0001 P=0.245 P:0.001 P=0632 F=0.040 P00 P=0.001

= T
= i T 1 B Mild phenotype (neither splenectomized nor transfused)
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: : : l : i : [l Severs phenotype (both splenectomized and transfused)
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Ziel der Eiseneliminationstherapie:
e Ferritin < 1000ng/m|

e |ebereisenkonzentration < 4.5 (3.2) mg/g d.w.



Eiseneliminationstherapie — Ziel

Zliel der Eiseneliminationstherapie:
e Ferritin < 1000ng/m|

e Lebereisenkonzentration < 4.5 (3.2) mg/g d.w.

Sicherheit ?



Eiseneliminationstherapie — Indikation, Beginn, Ziel ?

Taher AT et al. Approaching low liver iron burden in chelated
patients with non-transfusion-dependent thalassemia: the

safety profile of Deferasirox. Eur J Haematol 2014

N=24/166

Table 1 Laboratory parameters at baseline and prior to reaching

LIC =3
Exposure-adjusted
AE incidence®

Sicherhelit ?

6 months belore Tirne reaching LIC <3
Baseline reaching LIC <3 (mean time: 476 £ 207 d)
Period 1 Pernod 2

+— 10— — 1012 ——»

‘‘‘‘‘‘‘‘‘
''''''
""""""

Fammeter, End of End of

mean + SD Baseling period 1 period 2' 1500
Creatinine, prnolL B1E + 146 G20+ 219 G1.04+ 199 %mo—
Creatininge 1448 4+ 423 12898 4+ 5349 1295 4+ 523 c
clearance, _'ES

i Lfrrin g i
Alanine 314 +£ 204 169 £ 74 16.4 + 6.8 “ 0
aminotransferase,

L 12
Urinary protein/ 02401 03 +£02 0.2+ 01 E 10+
creatining ratio, o 84
manmg '%. 6 -
"Last available assessment. - 5

0

T T
Baseline Pericd 1* Pericd 2°
Time paoint



Eiseneliminationstherapie - Medikamente

Eigenschaft

Deferoxamin

Deferipron

Deferasirox

Chelator : Eisen

1:1 (Hexadentat)

3:1 (Bidentat)

2:1 (Tridentat)

Standarddosis

_ Subkutan, intravenos Oral oral
Verabreichung ) ]
(12 h, 7 Tage/Woche) 3 x taglich 1 x taglich
Halbwertzeit 20-30 Minuten 3—4 Stunden 12 — 16 Stunden
Ausscheidung Urin, Faeces Urin Faeces (<10% Urin)
lokale Reaktionen. gastrointestinale Gastrointestinale
Augen-, Innenohr- und Storungen, Storungen,
gen-, Agranulozytose / Exanthem

Nebenwirkungen

Knochenschaden,

Neutropenie,

Kreatinin 1, renales

pulmonalg, aIIerglsch.e und Arthralgien, Fanconi-S.. ALT 1:
neurologische Reaktionen ) L
Leberenzymerhéhung | Katarakt?, Ototoxizitat?
Thal. major, intermedia Thal. major, SCA, DBA,
Anwendung bei ' 10T, ’ Thal. major CDAY*, ..., Thal.

SCA, DBA, CDA, ...

Intermedia




Eiseneliminationstherapie - Medikamente

DFO

Olivieri NF et al. NEJM 1994
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5 0.50 B B ]
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_5 0.251
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0 2 4 6 8 10 12 14 16
Years of Deferoxamine Therapy

Serielle Ferritinmessungen
>2.500ug/1

® < 33%
B 33%-67%
A =>67%

DFP

Maggio A et al. BCMD 2002

DFO 50mg/kg = 5d <
DFP 75mg/kg/d; t=1 J.

Differenz Ende-vs.-Start Therapie

DFP (n=71) DFO (n=73)
Ferritin (ng/ml) -222 -232
LIC (mg/g dw) -1.02 (n=20) -0.35 (n=15)
Leber MRT -0,06 -0,14
Kardio-MRT -0,19 -0,14
LVEF (%) 0 1

Pennell D et al. Blood 2006

T Deferiprone

=0 - Deferoxamine |
7t DR e e L

Myocardial T2* (ms)

P=T7

Baseline 6 months 12 months

Geometric mean T2* £ 95% CI (ms)

30 -

25 A

20

DSX

Greenberg P et al. ASH 2005

B-Thal. DBA MDS  Othera.
g T T T 1
o 7
(0]
w4
()]
E .
o
- ¥
£
@ -0
2
g 12
o
n=76 n=26 n=29 n=17

Pennell D et al. Haematologica 2012

tP = 0.0012 versus baseline; *P < 0.001 versus baseline

Dashed line indicates normal cardiac T2* of 220 ms

Baseline 12 24 36

Time (months)



Eiseneliminationstherapie - Medikamente

Eigenschaft

Deferoxamin

Deferipron

Deferasirox

Chelator : Eisen

1:1 (Hexadentat)

3:1 (Bidentat)

2:1 (Tridentat)

Standarddosis

_ Subkutan, intravenos Oral oral
Verabreichung ) ]
(12 h, 7 Tage/Woche) 3 x taglich 1 x taglich
Halbwertzeit 20-30 Minuten 3—4 Stunden 12 — 16 Stunden
Ausscheidung Urin, Faeces Urin Faeces (<10% Urin)
lokale Reaktionen. gastrointestinale Gastrointestinale
Augen-, Innenohr- und Storungen, Storungen,
gen-, Agranulozytose / Exanthem

Nebenwirkungen

Knochenschaden,

Neutropenie,

Kreatinin 1, renales

pulmonalg, aIIerglsch.e und Arthralgien, Fanconi-S.. ALT 1:
neurologische Reaktionen ) L
Leberenzymerhéhung | Katarakt?, Ototoxizitat?
Thal. major, intermedia Thal. major, SCA, DBA,
Anwendung bei ' 10T, ’ Thal. major CDAY*, ..., Thal.

SCA, DBA, CDA, ...

Intermedia




Eiseneliminationstherapie — Monitoring zur Chelatortoxizitat

Anamien mit regelmafiigen Transfusionsbedarf

AWMEF-Leitlinie 025/029

Konsensusempfehlung 1

Tabelle 1. Zur Beurteilung der Eiseniiberladung, von Orpanschiden und von Nebemwirkluneen der
Chelatbildner empfohlene Malnahmen (IN = notwendige Verfahren, E = im Emzelfall ntitzlich).

Chelathidldnertomizitit

Defeﬂpmn

Deferozamin

Diff -Bluthidd wéchentlich®
Zink 1.5, (miichtern) jihrl

Ophthalm. Untersuchung jahrl
Andiometrie jihil.
Ereatimun-Clearance jahel. (ab 6 Jahte.)

C]mtatiﬂ C 3- mitl.

”En‘.pfehbmg des Herstellers

N

Deferasitox

Krea mtl
im 1. Monar u. bet Doussteigemngy
wichentl Foateolle
Cystatin C mitl.
Kreatimin-Clearance fahrl. (ab 6 Jahre.)
ALT, AST, GGT, AP, Bali mtl
im 1. Menat n. bet Doussteipernng
2-wachentl. Feonteolle
Kalzmm, Phosphat 15, 3- mtl
Urin-Stix (Proteinunier) mil.
Ophthalm. Untersuchung jahd.

Andiometrie ihil

A A

A A A4




Eiseneliminationstherapie Deferasirox

Goldberg SL et al. The Palatability and Tolerability of Deferasirox Taken With Different Beverages or
Foods. Pediatr Blood Cancer 2013

80 - Fun-in phase Assessment phase
70 O Like (somewhat/extremely) Ferritin:
m Neitherlike nor dislike . . . .
2 60 s m Dislike (somewhat/extremely) Stabil bei 18 — 60 jahrigen
g, Ak Rickl. Trend in anderen Altersgruppen
u— 466 46.9
g 438 37
E 40 | e 397
= 351
3 PR . .
530 M| || = |n o 252 Pharmakokinetik:
§ 20 = Dosis 20/kg/d: Anstieg um 84% (41-239)
10 - g o2 Dosis 30/kg/d: Anstieg um 19% (-30 - 80)
0+ T T T T
Perlabel Breakfast Breakfast Dinner Dinner Nomeal Other
w/soft food wibeverage wisoft food wiheveragew/beverage
Mo, of ratings per 101 az 40 53 21 121

administration mode

TABLE II. Gastrointestinal Adverse Events (AEs) During the Run-In and Assessment Phases”

First 4 weeks of

Run-in phase assessment phase Overall assessment phase
AE system organ class n (%) n=>062 n=>062 n=062
Gastrointestinal disorders 23 (37 12 (19) 20(32)
Abdominal pain 6 (10) 2(3) 5(8)
Upper abdominal pain 2(3) 3(5) 6 (10)
Diarrhea 15 (24) 4(7) 7 (11)

Nausea 9(15) 3(5) 7 (11)




Eiseneliminationstherapie Deferasirox

Chang HH et al. Improved Efficacy and Tolerability of Oral Deferasirox by Twice-Daily Dosing for

Patients With Transfusion-Dependent B-Thalassemia. Pediatr. Blood Cancer 2011

Bessere Vertraglichkeit

TABLE II. Demographic Data and Outeomes for the Seven Patients Who Received Twice-Daily Deferasirox Due To Intolerance to Previous Onee-Daily Deferasirox

Tuotal
Subject Age Adverse Severity Dosage duration  Serum ferritin
no. Gender (years) Hepatitis B Hepatdtis C DM events (AEs) of AEs  (mg/kg/day) Outcomes (months)®  levels (ng/dl)®
1 Male 24 No Mo Mo JArthralgia Grade 2 15 Disappeared after twice-daily 8 1.357-1.769
deferasirox for 1 month
2 Female 28 No Yes Yes JArthralgia Grade 2 30 Improved to Grade 1 after twice-daily i S566-488
deferasirox for 2 months
3 Male 24 Mo Mo Mo JElevated liver enzyme levels Grade 1 25 Retumed to normal after twice-daily 3 1.104-575
deferasirox for 1 month
4 Male 25 No Yes Mo JElevated liver enzyme levels Grade | 40 Retumed to normal after twice-daily 3 6.246-3,988
deferasirox for 3 months
5 Female 32 No Yes No  JGastrointestinal pain (GI upset)] Grade 2 30 Disappeared after twice-daily 5 5.860-6.016
deferasirox for 1 month
6 Male 28 Yes Mo Mo JElevated liver enzyme levels Grade 2 40 Mot improved 3 4.318-2.766
7 Female 1% Mo Mo Mo  JPancreatitis (only elevated Grade 2 20 Mot improved 5 864216
serum amylase levels)
DM, diabetes mellitus. *Total duration of twice-daily deferasirox at the time of analysis; "Serum ferritin levels at haseline and the time of analysis.
Bessere Wirksamkeit
7000 ¢
14 ¢
- 6000 | -
> 2 12
o =3
€ 5000 | E
£ £ 41
k| -] I c o8}
c 3000 f E 0.6 |
= 2000 | 4(._-0’ 0.4 | _
t Start of twice-daily deferasirox O Start of twice-daily deferasirox
O 1000 F ‘ o ezr ‘
(I . N U S S S VRN S X , i : . " . ; ;
7 6 -5 4 3 1 L] 1 2 3 4 5 6 T -1 0 1 2 3 4 5 6 T

Time (months)

Time {months)



Intensivierte Chelattherapie iv.+ HD - DFO & Kombi-Therapie

Davis B and Porter JB. Long-term outcome of continuous 24-hour deferoxamine Grady RW, et al. Optimizing chelation therapy:
Infusion via indwelling intravenous catheters in high-risk fi-thalassemia. Blood combining deferiprone and desferrioxamine.
2000; 95: 1229-1236 Blood 1999; 96: 604a

24h DFO iv. ° 0=0.002 The ,Shuttle"- Effekt 1?
Standard dose: 1

25-60(80)mag/kg/d 60 -

- Combination of deferoxamine und deferiprone

- Improvement of cardiac mean=49

i ' ' |
function 0 Simultaneous treatment “
1 mean=36
30 Sequential treatment LJ_J_J_J_F_L
20
Pre Post .
Portacath  6-12 months Alternating treatment L = | L I h

LVEF%

Origa R, et al. Combined therapy with deferiprone and desferrioxamine in Farmaki K, et al. Effect of enhanced iron chelation therapy on glucose metabolism
thalassemia major: Haematologica 2005; 90: 1309-14 in patients with beta-thalassaemia major. Br J Haematol 2006; 134: 438-44

- Improvement of cardiac function Before After

Adverse events % of patients
; - Improvement of oeTT treatment  treatment
7 m Initial
- glucose I 21 28
s Lt Aganulocytosis 3.8 tolerance norma
o Neutropenia 88 16T 15 9
£ Increased ALT* 18.0
5 5% Nausea 320 Diabetes mellitus 6 4
50 Vomiting 10.0
5 Abdominal pain 9.0 total 42 41
a Zinc reduction 40.0 e
All patients Patients with cardiac disease Joint symptoms 25 normal < pathol. 2
n=64; age: 12-35 J. pathol. = normal 12
DFO 40mg/kg 10-24h 2-6d/wk. + DFP 70-80mg/kg/d n= 42; age: 8-42 J.
for 12-57 mo. (mean31+11) (64 pts. 1 Jahr, 45 pts. 2 yrs.) DFP 75-90mg/kg/d 7d + DFO 20-40mg/kg/d 8-12h 2-6d/wk.

e




Intensivierte Chelattherapie Kombinationstherapien

Vlachodimitropoulou E, et al. BJH 2015

Synergistic intracellular iron chelation combinations: mechanisms and conditions
for optimizing iron mobilization.

(HuH-7 cells)

DFO 10uM 30,7 DFX 10uM 25,6 DFP 10uM 27,5
DFO 10uM+ DFX 10pM+ DFP 10puM+

DFX 5uM 38,2 DFO 5uM 36,9 DFO 5uM 38,3
DFO 10uM+ DFX 10 uM+ DFP 10pM+

DFP 5uM SR DFP 5uM L.t DFX 5uM 43,2

Eisenentfernung in % nach 8 Stunden.

bei Kombi DFP/DFO 49%06 des Effekts = Synergie, 51%06 additiv
bei Kombi DFP/DFX 59%0 des Effekts = Synergie, 41%0 additiv



Farriin | HaL )

Intensivierte Chelattherapie Kombinationstherapien

Elalfy MS et al. Efficacy and safety of a novel
granulozytose = =
combination of two oral chelators deferasirox/ Neutropenie 3(6.2) 5(10.4)
d f . d f . / d f . . Arthralgien 9 (18.7) 8 (16.6)
ereriprone over dereroxamine ereriprone in Gastrointestinale Probleme 10 (20.8) 6(12.5)
severely iron-overloaded young beta thalassemia ALT (Anstieg2 3 fach) 3(6.25) 4(8.33)
. . EurJ H 12015 S-Kreatinin (233%) > Bl 1(2.08) 3(6.2)
major patients. Eur J Haemato rp——— ] ]
Gruppe A (n=48): Randomisierung Gruppe B (n=48):

Add. DFO s.c. —— Add. DSX p.o.
40 mg/kg/d Start 22.00h DFP + DFO vs. DFP + DSX 20 mg/kg/d um 22.00h

DFP 75 mg/kg/Tag, oral, geteilt in 2 Dosen, Einnahme 8.00 und 15.00

A B c
S Groups 20004 Groups Growps
iti - Zeen " 2 ot 1 k © Giom A
Ferrltln H:-g:: LIC ~— Grom A HerZ_TZ I e
2 Rt o] © " g B Ml Rt
00000 I a
8 ) Greap A R Ui o 432 ® 9| Group R Lnes s o, -
1600 2500 |
E @ B z [ E B | croupe:munear=o. B | Seeus B B Linesr = 8302
200000 = N
. M
l i E 4 o . ! % E :
g - ¥
SO0 O . 2 .E 20 00 .l'
R TP T e — § )
& . '_”'M
; B : 1 {
3000 00 l- 3 s [ . o
L ] o E M M ’ 15004
vl o . !
200000 . ’ & - -
,
. o i : ;| P<0.001
190000 1000
& ry R Y TR Y I eR—— Y ) 200 1) 00 #0000 300 w 00 wc0 %00 "o Weo 1200
Time during follow up (months) Time during follow up (months)

Time during follow up (months)



Intensivierte Chelattherapie Kombinationstherapien

Table 5. Iron balance (%) related to the frequency of drug administra-

Grady RW et al. Toward optimizing the use of

deferasirox: potential benefits of combined Patient1 125 107 89 l 53

, : _ Patient2 219 18 157 125 94

use with deferoxamine. Haematologica 2013 Pafientd 103 0 0 0 i

Patientd 125 107 8 1l 54

Patient3 21 18 1% 1% %

Patient6 171 W4T 12 3 (K}

1 Wo. DSX 30 mg/kg/d p.o. Mono

DFX 7Days 6Days 5Days 4Days 3Days

Patient] 61 53 4 % 2

1 Wo. DFO 40 mg/kg/d s.c. Mono. Pt O VU O N &5

Patient3 45 30 3 2 19

Patientd 29 bl 20 16 12

- Patient3 66 56 I 3 28

1 Wo. DSX + DFO Kombi bt w o mma

SUM* TDays 6Days 5Days 4Days 3Days
Patient 1 186 160 13 106 9

- Fixe low-iron Diat (11-15mg/d) Patient? M8 %9 M9 199 49

Patient3 188 161 134 108 80
JelEKd1,11,21,31 Patient4 154 131 109 87 66
- Quantitative Eisenbestimmung Patients 287 245 25 1642
Patient6 273 234 195 156 17
(AAS) in COM: 7Days 6Days 5Days 4Days 3Days COM/
 Nahrung _ . e
Patient] 251 215 180 | 144 s | 13
e Stuhl Patient? 2688 9 w1 | 13| ms | w
_ Patient3 206 17T W7 | s 3
e Urin Patient4 241 207 m | 138 3 | 156
Patients 210 23 193 | 154 116 0
Patient§ 267 229 191 153 115 98




Fallbeispiele Fall 1




Fallbeispiele Fall 1

m., geb. 7/1995, TM Stand 4/2008

80

70

60
50
40 |7

Values

30

20
10
0

YU X5 0N D ARMNANAL VD B0 O B AR ARAGMAN I I N HAR AR n I AU A
DSX Visits

— Dose [mg/kg/day] —— Creatinine [umol/l] — Ferritin/100 [ug/L]



icl 108 2 kp

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37

		38		38		38

		39		39		39

		40		40		40

		41		41		41

		42		42		42

		43		43		43

		44		44		44

		45		45		45

		46		46		46

		47		47		47



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - 06020001 - KP - DBA

30

33.29

30

38

40.2

30

39.8

29.76

30

47.7

27.5

30

40.7

25.99

30

36.2

33.04

30

32.7

29.17

30

48.6

29.42

30

36.2

27.36

30

39.8

25.3

30

41.5

22.52

30

48.6

28.64

30

34.5

30.38

30

38.9

26.49

30

43.3

23.54

20

54.8

22.16

20

55.7

30.89

20

38.9

100.23

20

54.8

25.41

20

38

71.67

20

77.8

40.01

20

37.1

27.74

20

52.2

25.63

20

64.5

22.73

20

62.8

21.82

20

40.7

26.3

20

47.7

25.29

20

44

22.89

20

43

28

20

38.9

25

20

42.4

30

20

44.2

27

20

41.5

27

20

43.3

24

20

43.3

35

20

43.3

30

20

51.3

25

20

60.1

26

20

44.2

22

20

44.2

26

20

49.5

27

20

50.4

25

20

48.6

27

20

42.4

24

20

48.6

25

20

46.9

23

20

54.8

23

20

50.4

23

20

69

21

20

42.4

23

20

42.4

40

20

44.2

30

20

49.5

27

20

49.5

24

20

64.5

23

25

53.9

22

25

52.2

20

25

97.2

20

25

53

22

20

45.1

20

20

61.9

16



ICL108 Patient 1

				1		KP

																																																																																																		Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47

				Dose [mg/kg/day]		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		25		25		25		25		20		20

				Creatinine [µmol/l]				38		40		48		41		36		33		49		36		40		42		49		35		39		43		54.8		55.7		38.9		54.8		38		77.8		37.1		52.2		64.5		62.8		40.7		47.7		44		43		38.9		42.4		44.2		41.5		43.3		43.3		43.3		51.3		60.1		44.2		44.2		49.5		50.4		48.6		42.4		48.6		46.9		54.8		50.4		69		42.4		42.4		44.2		49.5		49.5		64.5		53.9		52.2		97.2		53		45.1		61.9

				ALT [U/L]				182		117		118		68		261		65		75		121		59		97		185		106		79		64		59		97		637		57		1132		88		78		60		54		65		77		62		56		75		69		114		89		122		100		229		91		64		89		82		117		163		66		99		104		115		97		67		50		53		47		374		91		53		57		53		88		51		39		78		74		30

				Ferritin/100  [µg/L]		33		40		30		28		26		33		29		29		27		25		23		29		30		26		24		22		31		100		25		72		40		28		26		23		22		26		25		23		28		25		30		27		27		24		35		30		25		26		22		26		27		25		27		24		25		23		23		23		21		23		40		30		27		24		23		22		20		20		22		20		16

				Ferritin		3329		4020		2976		2750		2599		3304		2917		2942		2736		2530		2252		2864		3038		2649		2354		2216		3089		10023		2541		7167		4001		2774		2563		2273		2182		2630		2529		2289		2806		2464		2963		2712		2717		2441		3517		3022		2465		2567		2232		2597		2716		2541		2664		2369		2482		2314		2292		2300		2109		2317		4003		3013		2733		2399		2311		2239		2039		1981		2216		2035		1555

				lebereisen mrt																																																																																																										30.6

												WITHOUT ALT see below





ICL108 Patient 1

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - KP -* 26Jul1999- D.-Blackfan



icl 108 2 lm

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37

		38		38		38

		39		39		39

		40		40		40

		41		41		41

		42		42		42

		43		43		43

		44		44		44

		45		45		45

		46		46		46

		47		47		47



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - 06020002 - LM - DBA

10

30.9

14.23

10

32.7

16.59

10

23.9

12.46

10

40.7

16.5

10

27.4

16.64

10

24.8

30.9

10

27.4

24.59

10

29.2

22.15

10

26.5

19.85

10

26.5

17.04

10

29.2

20.01

10

26.5

19.79

10

25.6

21.33

10

30.1

22.38

10

40.7

30.58

20

43.3

27.95

20

38

22.67

20

35.4

20.68

20

44.2

22.11

20

41.5

19.1

20

41.5

38.83

20

42.4

30.11

20

39.8

26.2

20

45.1

21.07

20

45.1

18.98

20

46.9

23.46

20

46.9

48.21

20

43

27.59

20

42

17

20

39.8

16

20

42.4

15

20

45.1

18

20

44.2

22

20

42.4

18

20

46

17

20

43.3

16

20

46.9

17

20

41.5

18

20

53.9

17

20

48.6

15

20

45.1

15

20

47.7

14

20

57.5

13

20

45.1

14

20

41.5

14

20

48.6

12

20

43.3

14

20

46

13

20

43.3

12

20

48.6

12

20

49.5

11

20

53.9

10

20

54.8

11

20

44.2

11

20

54.8

10

20

52.2

8

20

51.3

8

20

53

8

20

48.6

9

20

55.7

8



ICL108 Patient 2

				2		LM

																																																																																																				Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		49		50		51		52		53		54		55		56		57		58		59		60		61		62		63		64		65		66		67		68		69		70		71		72		73		74		75		76		77		78		79		80

				Dose [mg/kg/day]		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20				20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20

				Creatinine [µmol/l]		31		33		24		41		27		25		27		29		27		27		29		27		26		30		41		43.3		38		35.4		44.2		41.5		41.5		42.4		39.8		45.1		45.1		46.9		46.9		43		42		39.8				42.4		45.1		44.2		42.4		46		43.3		46.9		41.5		53.9		48.6		45.1		47.7		57.5		45.1		41.5		48.6		43.3		46		43.3		48.6		49.5		53.9		54.8		44.2		54.8		52.2		51.3		53		48.6		55.7

				ALT [U/L]		31		44		35		40		35		225		57		58		77		61		66		87		62		61		102		68		56		57		83		56		291		68		91		60		46		53		98		48		57		51				33		41		221		42		34		35		22		35		33		32		30		32		26		29		27		17		18		21		26		20		21		20		24		20		17		19		16		26		21		19

				Ferritin/100  [µg/L]		14		17		12		17		17		31		25		22		20		17		20		20		21		22		31		28		23		21		22		19		39		30		26		21		19		23		48		28		17		16				15		18		22		18		17		16		17		18		17		15		15		14		13		14		14		12		14		13		12		12		11		10		11		11		10		8		8		8		9		8

				Ferritin		1423		1659		1246		1650		1664		3090		2459		2215		1985		1704		2001		1979		2133		2238		3058		2795		2267		2068		2211		1910		3883		3011		2620		2107		1898		2346		4821		2759		1692		1649				1543		1792		2237		1750		1724		1601		1655		1757		1745		1491		1461		1413		1259		1395		1394		1219		1385		1283		1217		1196		1128		1044		1126		1076		994		814		824		826		863		779

				lebereisen mrt																																																																																																						7.4

														WITHOUT ALT see below

						Blackfan

						Blackfan

						Thalassämie

						Blackfan

						Thalassämie





ICL108 Patient 2

		



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - LM -* 28Jul1998- D.-Blackfan



icl 108 4 dia

		1		1		1		1

		2		2		2		2

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		2		2		2		2

		3		3		3		3

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		17		17		17		17

		18		18		18		18

		19		19		19		19

		20		20		20		20

		21		21		21		21

		22		22		22		22

		23		23		23		23

		24		24		24		24

		25		25		25		25

		26		26		26		26

		27		27		27		27

		28		28		28		28

		29		29		29		29

		30		30		30		30

		31		31		31		31

		32		32		32		32

		33		33		33		33

		34		34		34		34

		35		35		35		35

		36		36		36		36

		37		37		37		37



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - LP -* 09Dec1980 - Thalassemia

20

70.7

47

28.6

20

53

57

30.41

20

61.9

57

34.11

20

74.3

30

34.03

20

62.8

27

30.07

20

68.1

28

33.97

20

76

21

33.67

20

62.8

36

32.57

20

63

26

28.92

20

69.8

38

30.53

20

85.7

41

31.48

20

69.8

64

35.55

20

70.7

62

30.23

20

65.4

45

36.78

20

61

48

37.78

10

67.2

80

44.2

10

64.5

102

51.49

10

60.1

77

55.41

10

60.1

84

55.07

20

56.6

55

51.46

20

60.1

67

53

20

71.6

77

65.3

20

69

55

59.6

20

73.4

57

57.63

20

71.6

46

60.88

20

65.4

59

55.73

20

70.7

46

59.81

20

69

61

56.9

20

63

51

51

20

70.7

64

58

20

68.1

72

57

20

63.6

99

65

20

62.8

84

67

20

62.8

213

91

20

69.8

97

80

25

62.8

127

82

25

62.8

137

82

25

69.8

98

74

25

65.4

117

81

25

66.3

134

76

25

69

107

107

25

61.9

94

90

25

61

68

73

25

52.2

85

70

25

55.7

106

95

25

55.7

64

77

25

67.2

81

79

25

54.8

87

71

25

53

88

73

25

55.7

79

78

25

63.6

83

77



icl 108 4 dia (2)

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37

		38		38		38

		39		39		39

		40		40		40

		41		41		41

		42		42		42

		43		43		43

		44		44		44

		45		45		45

		46		46		46

		47		47		47



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - 06020004 - LP - Thalassemia

20

70.7

28.6

20

53

30.41

20

61.9

34.11

20

74.3

34.03

20

62.8

30.07

20

68.1

33.97

20

76

33.67

20

62.8

32.57

20

63

28.92

20

69.8

30.53

20

85.7

31.48

20

69.8

35.55

20

70.7

30.23

20

65.4

36.78

20

61

37.78

10

67.2

44.2

10

64.5

51.49

10

60.1

55.41

10

60.1

55.07

20

56.6

51.46

20

60.1

53

20

71.6

65.3

20

69

59.6

20

73.4

57.63

20

71.6

60.88

20

65.4

55.73

20

70.7

59.81

20

69

56.9

20

63

51

20

70.7

58

20

68.1

57

20

63.6

65

20

62.8

67

20

62.8

91

20

69.8

80

25

62.8

82

25

62.8

82

25

69.8

74

25

65.4

81

25

66.3

76

25

69

107

25

61.9

90

25

61

73

25

52.2

70

25

55.7

95

25

55.7

77

25

67.2

79

25

54.8

71

25

53

73

25

55.7

78

25

63.6

77

30

59.2

75

30

63.6

85

30

57.5

85

30

57.5

81

30

52.2

73

30

55.7

70

30

54.8

76

30

56.6

71

30

74.3

75

30

62.8

87



ICL108 Patient 4

				4		LP

																																																																																																				Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47

				Dose [mg/kg/day]		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		10		10		10		10		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		30		30		30		30		30		30		30		30		30		30

				Creatinine [µmol/l]		71		53		62		74		63		68		76		63		63		70		85.7		70		71		65		61		67.2		64.5		60.1		60.1		56.6		60.1		71.6		69		73.4		71.6		65.4		70.7		69		63		70.7		68.1		63.6		62.8		62.8		69.8		62.8		62.8		69.8		65.4		66.3		69		61.9		61		52.2		55.7		55.7		67.2		54.8		53		55.7		63.6		59.2		63.6		57.5		57.5		52.2		55.7		54.8		56.6		74.3		62.8

				ALT [U/L]		47		57		57		30		27		28		21		36		26		38		41		64		62		45		48		80		102		77		84		55		67		77		55		57		46		59		46		61		51		64		72		99		84		213		97		127		137		98		117		134		107		94		68		85		106		64		81		87		88		79		83		65		91		97		84		94		86		102		81		109		116

				Ferritin/100  [µg/L]		29		30		34		34		30		34		34		33		29		31		31		36		30		37		38		44		51		55		55		51		53		65		60		58		61		56		60		57		51		58		57		65		67		91		80		82		82		74		81		76		107		90		73		70		95		77		79		71		73		78		77		75		85		85		81		73		70		76		71		75		87

				Ferritin		2860		3041		3411		3403		3007		3397		3367		3257		2892		3053		3148		3555		3023		3678		3778		4420		5149		5541		5507		5146		5300		6530		5960		5763		6088		5573		5981		5690		5108		5752		5671		6512		6666		9077		8004		8227		8182		7374		8084		7632		10705		8966		7261		7039		9479		7748		7850		7095		7266		7814		7666		7545		8462		8506		8067		7278		7047		7597		7115		7537		8682

				lebereisen mrt																																																																																																						21.2





icl 108 5 dr

		1		1		1		1

		2		2		2		2

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		2		2		2		2

		3		3		3		3

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		17		17		17		17

		18		18		18		18

		19		19		19		19

		20		20		20		20

		21		21		21		21

		22		22		22		22

		23		23		23		23

		24		24		24		24

		25		25		25		25

		26		26		26		26

		27		27		27		27

		28		28		28		28

		29		29		29		29

		30		30		30		30

		31		31		31		31

		32		32		32		32

		33		33		33		33

		34		34		34		34

		35		35		35		35



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - DR -* 02Feb1977 - D.-Blackfan

30

47.7

20

15.87

30

55.7

37

19.84

30

58.3

42

17.91

30

65.4

42

18.02

30

68.1

53

18.05

30

72.5

57

20.1

30

76.9

27

16.92

30

79.6

41

13.37

20

70.7

15

11.31

20

78.7

21

11.76

20

84.9

13

8.06

20

79.6

23

9.89

20

76.9

15

6.2

20

81.3

15

6.61

20

87.5

17

6.11

5

92.8

17

9.54

5

79.6

12

7.94

5

69

17

9.71

5

66.3

17

8.52

5

75.1

16

12.69

10

63.6

15

9.74

10

81.3

17

9.3

10

67.2

18

9.75

10

70.7

17

10.12

10

69.8

23

11.17

10

76

21

12.15

10

69.8

20

11.02

10

76

22

10.99

10

76

23

10

5

68.1

28

11

5

60.1

21

11

5

58.3

22

11

5

69.8

27

12

5

56.6

22

12

5

66.3

43

13

5

62.8

55

15

5

65.4

55

14

5

67.2

41

14

5

70.7

57

18

5

63.6

72

18

10

76.9

86

21

10

68.1

53

20

10

62.8

48

15

10

66.3

51

16

10

56.6

86

20

15

66.3

79

25

15

60.1

85

22

15

72.5

55

18

15

78.7

39

21



icl 108 5 dr (3)

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37

		38		38		38

		39		39		39

		40		40		40

		41		41		41

		42		42		42

		43		43		43

		44		44		44

		45		45		45

		46		46		46



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - 06020005 - DR - DBA

30

47.7

15.87

30

55.7

19.84

30

58.3

17.91

30

65.4

18.02

30

68.1

18.05

30

72.5

20.1

30

76.9

16.92

30

79.6

13.37

20

70.7

11.31

20

78.7

11.76

20

84.9

8.06

20

79.6

9.89

20

76.9

6.2

20

81.3

6.61

20

87.5

6.11

5

92.8

9.54

5

79.6

7.94

5

69

9.71

5

66.3

8.52

5

75.1

12.69

10

63.6

9.74

10

81.3

9.3

10

67.2

9.75

10

70.7

10.12

10

69.8

11.17

10

76

12.15

10

69.8

11.02

10

76

10.99

10

76

10

5

68.1

11

5

60.1

11

5

58.3

11

5

69.8

12

5

56.6

12

5

66.3

13

5

62.8

15

5

65.4

14

5

67.2

14

5

70.7

18

5

63.6

18

10

76.9

21

10

68.1

20

10

62.8

15

10

66.3

16

10

56.6

20

15

66.3

25

15

60.1

22

15

72.5

18

15

78.7

21

15

69.8

15

15

66.3

18

15

69.8

14

15

69.8

15

15

70.7

18

15

64.5

15

15

68.1

14

15

65.4

14

15

61.9

12

15

65.4

13



ICL108 Patient 5

				5		DR

																																																																																																		Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		49		50		51		52		53		54		55		56		57		58		59		60		61		62		63		64		65		66		67		68		69		70		71		72		73		74		75		76		77		78		79		80		81		82		83		84		85		86		87		88		89		90		91		92		93		94		95		96		97		98		99		100		101		102		103		104		105		106		107		108		109		110		111

				Dose [mg/kg/day]		30		30		30		30		30		30		30		30		20		20		20		20		20		20		20		5		5		5		5		5		10		10		10		10		10		10		10		10		10		5		5		5		5		5		5		5		5		5		5		5		10		10		10		10		10		15		15		15		15		15		15		15		15		15		15		15				15		15		15

				Creatinine [µmol/l]		48		56		58		65		68		73		77		80		71		79		85		80		77		81		88		92.8		79.6		69		66.3		75.1		63.6		81.3		67.2		70.7		69.8		76		69.8		76		76		68.1		60.1		58.3		69.8		56.6		66.3		62.8		65.4		67.2		70.7		63.6		76.9		68.1		62.8		66.3		56.6		66.3		60.1		72.5		78.7		69.8		66.3		69.8		69.8		70.7		64.5		68.1				65.4		61.9		65.4

				ALT [U/L]		20		37		42		42		53		57		27		41		15		21		13		23		15		15		17		17		12		17		17		16		15		17		18		17		23		21		20		22		23		28		21		22		27		22		43		55		55		41		57		72		86		53		48		51		86		79		85		55		39		30		32		20		24		45		37		30				32		32		28

				Ferritin/100  [µg/L]		16		20		18		18		18		20		17		13		11		12		8		10		6		7		6		10		8		10		9		13		10		9		10		10		11		12		11		11		10		11		11		11		12		12		13		15		14		14		18		18		21		20		15		16		20		25		22		18		21		15		18		14		15		18		15		14				14		12		13

				Ferritin		1587		1984		1791		1802		1805		2010		1692		1337		1131		1176		806		989		620		661		611		954		794		971		852		1269		974		930		975		1012		1117		1215		1102		1099		971		1108		1132		1134		1221		1188		1327		1468		1448		1437		1806		1769		2093		2015		1516		1615		2039		2525		2211		1788		2057		1470		1832		1435		1458		1827		1540		1418				1395		1234		1263

				lebereisen																																																																																																		12.1





ICL108 Patient 6

				6		AC

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		End of Study		39		40		41		42		43		44		45		46		47		48		49		50		51		52		53		54		55		56		57		58		59		60		61		62		63		64		65		66		67		68		69		70		71		72		73		74		75		76		77		78		79		80		81		82		83		84		85		86		87		88

				Dose [mg/kg/day]		30		30		30		30		30		20		20		20		20		20		20		20		20		20		20		20		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		0		0		0

				Creatinine [µmol/l]		51		40		50		42		43		44		61		73		81		61		64		65		79		29		66		84		64.5		74.3		69		65.4		61.9		59.2		82.2		63.6		62.8		62.8		61.9		60		64		84.9		70.7		69		61.9		70.7				59.2		65.4		61		59.2		57.5		57.5		59.2		76.9		64.5		60.1		73.4		77.8		69.8		73.4				114		159.1

				ALT [U/L]		48		63		33		58		34		45		37		36		35		41		52		43		34		26		26		32		24		37		25		17		24		23		23		24		34		38		34		29		25		29		29		30		88		31				42		47		35		40		41		49		38		55		42		50		51		36		47		44				21		12

				Ferritin/100  [µg/L]		87		129		110		128		134		133		84		79		80		103		99		102		83		68		70		71		69		62		69		68		74		73		59		59		59		70		68		61		57		68		72		77		92		72				79		76		69		74		71		90		95		108		96		121		101		97		106		97				47		43

				Ferritin		8694		12922		11019		12752		13375		13260		8351		7856		7984		10303		9903		10158		8332		6759		7043		7130		6867		6179		6883		6797		7405		7278		5902		5942		5940		7006		6800		6105		5724		6753		7213		7662		9234		7184				7909		7633		6934		7416		7062		8951		9509		10818		9622		12103		10818		9696		10570		9680				4677		4307





ICL108 Patient 6

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - AC -* 10OCT1970 - Thalassemia



icl 107 4 tdb

		1		1		1		1

		2		2		2		2

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		2		2		2		2

		3		3		3		3

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		17		17		17		17

		18		18		18		18

		19		19		19		19

		20		20		20		20

		21		21		21		21

		22		22		22		22

		23		23		23		23

		24		24		24		24

		25		25		25		25

		26		26		26		26

		27		27		27		27

		28		28		28		28

		29		29		29		29

		30		30		30		30

		31		31		31		31

		32		32		32		32

		33		33		33		33

		34		34		34		34

		35		35		35		35

		36		36		36		36

		37		37		37		37



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -TDB -* 31Jul1995-Thalassemia

30

38.9

25

4.74

30

41.5

23

8.47

30

75.1

115

7.9

30

73.4

20

6.3

30

70.7

22

7.6

30

61

20

4.83

30

69.8

14

4.31

20

56.6

16

5.08

20

54.8

11

4.24

20

64.5

14

4.17

20

53

12

3.49

20

45.1

13

3.37

20

68.1

14

2.37

20

52.2

18

5.08

20

55.7

14

7.25

20

58.3

17

7.17

20

59.2

15

7.33

20

81.3

9

3.66

20

60.1

11

3.12

20

62.8

15

4.31

20

53.9

12

3.56

20

79.6

12

3.96

20

61

20

5.25

20

78.7

12

4.63

20

83.1

11

2.93

20

54.8

12

2.11

20

57.5

12

1.85

20

73.4

15

2.65

20

61.9

13

2.56

20

61

14

2.69

20

84

11

2.41

20

65

20

2

10

50.4

14

3

10

50.4

11

5

10

43.3

10

4

10

50.4

11

6

10

51.3

16

5

10

48.6

14

5

10

59.2

13

6

10

48.6

13

6

10

52.2

19

7

10

56.6

21

8

10

50.4

14

11

15

86.6

12

10

15

57.5

12

9

15

56.6

13

8

15

51.3

18

9

12.5

56.6

16

9

12.5

53.9

21

10

12.5

46.9

14

9

12.5

46.9

23

12



icl 107 4 tdb (2)

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37

		38		38		38

		39		39		39

		40		40		40

		41		41		41

		42		42		42

		43		43		43

		44		44		44

		45		45		45

		46		46		46

		47		47		47

		48		48		48

		49		49		49



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL107 - 06020004 - TDB -Thalassemia

30

38.9

4.74

30

41.5

8.47

30

75.1

7.9

30

73.4

6.3

30

70.7

7.6

30

61

4.83

30

69.8

4.31

20

56.6

5.08

20

54.8

4.24

20

64.5

4.17

20

53

3.49

20

45.1

3.37

20

68.1

2.37

20

52.2

5.08

20

55.7

7.25

20

58.3

7.17

20

59.2

7.33

20

81.3

3.66

20

60.1

3.12

20

62.8

4.31

20

53.9

3.56

20

79.6

3.96

20

61

5.25

20

78.7

4.63

20

83.1

2.93

20

54.8

2.11

20

57.5

1.85

20

73.4

2.65

20

61.9

2.56

20

61

2.69

20

84

2.41

20

65

2

10

50.4

3

10

50.4

5

10

43.3

4

10

50.4

6

10

51.3

5

10

48.6

5

10

59.2

6

10

48.6

6

10

52.2

7

10

56.6

8

10

50.4

11

15

86.6

10

15

57.5

9

15

56.6

8

15

51.3

9

12.5

56.6

9

12.5

53.9

10

12.5

46.9

9

12.5

46.9

12

12.5

61

10

12.5

51.3

9

12.5

49.5

10

12.5

55.7

8

12.5

53

8

12.5

52.2

7

12.5

53

8

12.5

66.3

7

12.5

48.8

9

12.5

54.8

7

12.5

50.4

8

10

53

9



ICL107 Patient 1

				1		TDB

																																																																																																										Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		49		50		51		52		53		54		55		56

				Dose [mg/kg/day]		30		30		30		30		30		30		30		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		10		10		10		10		10		10		10		10		10		10		10		15		15		15		15		12.5		12.5		12.5		12.5		12.5		12.5		12.5		12.5		12.5		12.5		12.5		12.5		12.5		12.5		12.5		10

				Creatinine [µmol/l]		39		42		75		73		71		61		70		57		55		65		53		45		68		52		56		58.3		59.2		81.3		60.1		62.8		53.9		79.6		61		78.7		83.1		54.8		57.5		73.4		61.9		61		84		65		50.4		50.4		43.3		50.4		51.3		48.6		59.2		48.6		52.2		56.6		50.4		86.6		57.5		56.6		51.3		56.6		53.9		46.9		46.9		61		51.3		49.5		55.7		53		52.2		53		66.3		48.8		54.8		50.4		53

				ALT [U/L]		25		23		115		20		22		20		14		16		11		14		12		13		14		18		14		17		15		9		11		15		12		12		20		12		11		12		12		15		13		14		11		20		14		11		10		11		16		14		13		13		19		21		14		12		12		13		18		16		21		14		23		15		16		21		15		14		21		14		17		16		21		44		16

				Ferritin/100  [µg/L]		5		8		8		6		8		5		4		5		4		4		3		3		2		5		7		7		7		4		3		4		4		4		5		5		3		2		2		3		3		3		2		2		3		5		4		6		5		5		6		6		7		8		11		10		9		8		9		9		10		9		12		10		9		10		8		8		7		8		7		9		7		8		9

				Ferritin		474		847		790		630		760		483		431		508		424		417		349		337		237		508		725		717		733		366		312		431		356		396		525		463		293		211		185		265		256		269		241		195		263		471		443		592		487		459		582		553		685		758		1075		1026		905		830		878		931		963		866		1158		1010		860		1049		751		822		739		806		738		889		731		874		890

				lebereisen mrt																																																																																																						4.3																								4.3

																																																																																																																																11.5030674847





ICL107 Patient 2

				2		MLN

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31

				Dose [mg/kg/day]																																20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		25		25		25		25		25		25		25		25		25		25		25		25

				Creatinine [µmol/l]		43		41		53		55		58		48		45		56		43		54		53		48		51		50		50		53		55.7		61		66.3		60.1		60.1		51.3		45.1		48.6		52.2		62.8		48.6		67.2		55.7		50		54		53		55.7		50.4				54.8		48.6				52.2		46		48.6		51.3		48.6		41.5

				ALT [U/L]		12		27		40		17		12		14		16		12		17		21		15		21		24		18		16		40		15		12		22		28		36		29		41		52		41		59		40		43		17		22		27		44		77		124				58		58				56		53		36		45		43		45

				Ferritin/100  [µg/L]		17		24		24		21		18		16		18		20		17		12		14		17		17		11		14		16		22		19		23		18		23		22		23		23		27		28		23		29		29		29		28		33		33		47				40		37				40		36		31		32		31		32

				Ferritin		1703		2371		2415		2084		1787		1619		1755		1962		1660		1229		1449		1703		1675		1094		1354		1647		2178		1943		2331		1804		2343		2173		2288		2281		2655		2752		2342		2942		2941		2891		2798		3284		3339		4651				3996		3702				3955		3579		3109		3190		3122		3176





ICL107 Patient 2

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -MLN -* 04Aug1979-Thalassemia



Diagramm MK dia

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37

		38		38		38

		39		39		39

		40		40		40

		41		41		41

		42		42		42

		43		43		43

		44		44		44

		45		45		45

		46		46		46

		47		47		47

		48		48		48

		49		49		49



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -06020005 - MK - Thalassemia

21.2

25.62

27.4

24.83

24.8

25.33

26.5

26.14

26.5

26.81

20.3

24.54

23.9

25.65

22.1

24.15

21.2

25.89

23.9

29.16

20.3

24.68

22.1

28.66

30.9

20.52

27.4

21.48

29.2

22.85

20

29.2

24.74

20

45.1

31.88

20

37.1

29.48

20

34.5

31.72

20

31.8

27.23

20

27.4

30.21

20

32.7

30.03

20

35.4

37.51

20

27.4

31.65

20

38.9

33.04

20

26.5

31.16

20

39.8

33.73

20

31.8

30.92

20

32.7

42.38

20

33.6

33

20

35.4

33

20

31.8

33

25

38.9

33

25

46

29

25

34.5

32

25

38

36

25

48.6

36

25

47.7

33

25

31.8

38

25

40.7

33

25

40.7

48

25

35.4

37

25

28.3

32

25

33.6

34

25

30.1

34

25

39.8

31

25

30.9

27

25

32.7

29

25

39.8

32

25

33.6

28

25

31.8

30

25

34.5

31

25

30.1

28

25

32.7

30

25

28.3

35

25

34.5

33

25

33.6

33

25

29.2

53

25

26.5

33

30

42.4

31

30

29.2

28

30

32.7

31



ICL107 Patient 5

				5		MK

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		49

				Dose [mg/kg/day]																																20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		25		25		25		25		25				25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		30		30		30

				Creatinine [µmol/l]		21		27		25		27		27		20		24		22		21		24		20		22		31		27		29		29.2		45.1		37.1		34.5		31.8		27.4		32.7		35.4		27.4		38.9		26.5		39.8		31.8		32.7		33.6		35.4		31.8		38.9		46		34.5		38		48.6				47.7		31.8		40.7		40.7		35.4		28.3		33.6		30.1		39.8		30.9		32.7		39.8		33.6		31.8		34.5		30.1		32.7		28.3		34.5		33.6		29.2		26.5		42.4		29.2		32.7

				ALT [U/L]		33		26		27		16		21		21		20		20		51		22		17		68		24		27		18		82		154		44		75		32		97		75		74		77		69		90		46		92		98		33		41		64		105		45		91		93		79				53		66		35		33		26		39		44		24		22		21		31		29		22		44		24		35		18		48		33		27		49		30		40		22		30

				Ferritin/100  [µg/L]		26		25		25		26		27		25		26		24		26		29		25		29		21		21		23		25		32		29		32		27		30		30		38		32		33		31		34		31		42		33		33		33		33		29		32		36		36				33		38		33		48		37		32		34		34		31		27		29		32		28		30		31		28		30		35		33		33		53		33		31		28		31

				Ferritin		2562		2483		2533		2614		2681		2454		2565		2415		2589		2916		2468		2866		2052		2148		2285		2474		3188		2948		3172		2723		3021		3003		3751		3165		3304		3116		3373		3092		4238		3289		3264		3252		3272		2896		3165		3551		3574				3281		3770		3284		4810		3668		3243		3357		3448		3188		2718		2899		3201		2790		2982		3053		2794		3018		3453		3292		3264		5300		3315		3095		2770		3119

				leber mrt																																																																																																								9.1																						7.3





ICL107 Patient 5

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -MK -* 08Jan1999-Thalassemia



Diagramm2

		1		1		1		1

		2		2		2		2

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		2		2		2		2

		3		3		3		3

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		17		17		17		17

		18		18		18		18

		19		19		19		19

		20		20		20		20

		21		21		21		21

		22		22		22		22

		23		23		23		23

		24		24		24		24

		25		25		25		25

		26		26		26		26

		27		27		27		27

		28		28		28		28

		29		29		29		29

		30		30		30		30

		31		31		31		31

		32		32		32		32

		33		33		33		33

		34		34		34		34

		35		35		35		35

		36		36		36		36

		37		37		37		37



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -AC -* 19Feb2000-Thalassemia

25.6

15

25.45

26.5

21

25.45

28.3

16

25.1

19.4

18

26.12

21.2

31

26.2

26.5

42

25.6

23

50

25.47

20.3

73

25.93

23.9

13

22.35

29.2

25

24.26

28.3

15

27.35

26.5

15

24.13

26.5

18

28.53

29.2

18

31.5

42.8

17

26.43

10

44.3

11

28.56

10

30.1

14

32.94

10

32.7

40

29.9

10

31.8

15

33.31

10

30.9

23

37.65

10

27.4

24

39.04

10

32.7

21

37.17

20

38.9

15

40.08

20

38

21

34.7

20

35.4

18

36.04

20

35.4

23

45.97

20

39.8

19

45.37

20

39.8

22

40

20

47.7

29

45.19

20

37.1

19

40.02

20

39.8

31

46

20

48.6

59

40

20

38.9

18

37

20

20

40.7

18

36

20

37.1

32

32

20

39.8

35

47

20

39.8

18

35

20

31.8

19

36

20

41.5

16

28

20

33.6

13

29

20

45.1

19

35

20

42.4

16

31

20

38

21

32

20

38.9

15

25

20

30.1

14

22

20

27.4

11

20

20

24.8

15

18

20

30.9

13

15

20

40.7

11

14

20

29.2

8

12



Diagramm2 (2)

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37

		38		38		38

		39		39		39

		40		40		40

		41		41		41

		42		42		42

		43		43		43

		44		44		44

		45		45		45

		46		46		46

		47		47		47

		48		48		48

		49		49		49



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -06020006 - AC - Thalassemia

25.6

25.45

26.5

25.45

28.3

25.1

19.4

26.12

21.2

26.2

26.5

25.6

23

25.47

20.3

25.93

23.9

22.35

29.2

24.26

28.3

27.35

26.5

24.13

26.5

28.53

29.2

31.5

42.8

26.43

10

44.3

28.56

10

30.1

32.94

10

32.7

29.9

10

31.8

33.31

10

30.9

37.65

10

27.4

39.04

10

32.7

37.17

20

38.9

40.08

20

38

34.7

20

35.4

36.04

20

35.4

45.97

20

39.8

45.37

20

39.8

40

20

47.7

45.19

20

37.1

40.02

20

39.8

46

20

48.6

40

20

38.9

37

20

20

40.7

36

20

37.1

32

20

39.8

47

20

39.8

35

20

31.8

36

20

41.5

28

20

33.6

29

20

45.1

35

20

42.4

31

20

38

32

20

38.9

25

20

30.1

22

20

27.4

20

20

24.8

18

20

30.9

15

20

40.7

14

20

29.2

12

20

32.7

16

20

33.6

16

20

36.2

12

20

38.9

15

20

41.5

15

20

38

11

20

33.6

10

20

33.6

7

20

33.6

7

20

31.8

7

20

31.8

8

20

28.3

8



ICL107 Patient 6

				6		AC

																																																																																																								Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		49		50		51		52		53		54		55		56		57		58		59		60		61		62		63		64		65		66		67		68		69		70		71		72		73		74		75		76		77		78		79		80		81		82		83		84		85		86		87		88		89		90		91		92		93		94		95		96		97		98		99		100		101		102

				Dose [mg/kg/day]																																10		10		10		10		10		10		10		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20

				Creatinine [µmol/l]		26		27		28		19		21		27		23		20		24		29		28		27		27		29		43		44.3		30.1		32.7		31.8		30.9		27.4		32.7		38.9		38		35.4		35.4		39.8		39.8		47.7		37.1		39.8		48.6		38.9				40.7		37.1		39.8		39.8		31.8		41.5		33.6		45.1		42.4		38		38.9		30.1		27.4		24.8		30.9		40.7		29.2		32.7		33.6		36.2		38.9		41.5		38		33.6		33.6		33.6		31.8		31.8		28.3

				ALT [U/L]		15		21		16		18		31		42		50		73		13		25		15		15		18		18		17		11		14		40		15		23		24		21		15		21		18		23		19		22		29		19		31		59		18				18		32		35		18		19		16		13		19		16		21		15		14		11		15		13		11		8		10		13		8		9		12		12		14		29		9		8		28		42

				Ferritin/100  [µg/L]		25		25		25		26		26		26		25		26		22		24		27		24		29		32		26		29		33		30		33		38		39		37		40		35		36		46		45		40		45		40		46		40		37				36		32		47		35		36		28		29		35		31		32		25		22		20		18		15		14		12		16		16		12		15		15		11		10		7		7		7		8		8

				Ferritin		2545		2545		2510		2612		2620		2560		2547		2593		2235		2426		2735		2413		2853		3150		2643		2856		3294		2990		3331		3765		3904		3717		4008		3470		3604		4597		4537		4000		4519		4002		4636		4033		3680				3559		3230		4672		3456		3610		2755		2858		3504		3071		3166		2516		2239		1975		1799		1496		1352		1184		1638		1562		1236		1529		1536		1104		998		710		739		734		754		757

				lebereisen mrt																																																																																																						3																								squid 2,1





ICL107 Patient 7

				7		AS

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36

				Dose [mg/kg/day]		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20

				Creatinine [µmol/l]		47		50		56		48		42		42		42		50		44		46		52		47		59		51		59		69.8		61		57.5		61.9		51.3		58.3		61.9		61.9		57.5		53.9		61.9		66.3		60.1		58.3		68		71		70		72.5		56.6		63.6		62.8		69		69		58.3		53.9		70.7		62.8		60.1		59.2

				ALT [U/L]		18		13		21		18		19		64		46		79		68		66		78		202		80		66		54		110		43		49		73		87		82		79		32		69		112		88		90		34		53		54		169		61		110		57		69		43		93		128		107		97		83		65		38		54

				Ferritin/100  [µg/L]		16		15		19		21		20		20		21		24		22		24		22		34		34		33		23		51		26		27		36		34		31		27		27		42		39		45		37		32		31		40		44		31		31		33		33		30		35		31		32		34		32		31		30		34

				Ferritin		1551		1513		1897		2106		2048		1972		2103		2435		2234		2366		2193		3354		3379		3265		2293		5054		2638		2739		3649		3364		3107		2749		2715		4175		3945		4525		3671		3157		3139		3989		4406		3121		3070		3312		3271		3046		3538		3090		3244		3385		3231		3084		3015		3415





ICL107 Patient 7

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -AS -* 29Sep1987-Thalassemia



Diagramm PK dia

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37

		38		38		38

		39		39		39

		40		40		40

		41		41		41

		42		42		42

		43		43		43

		44		44		44

		45		45		45

		46		46		46

		47		47		47

		48		48		48

		EOS		EOS		EOS



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -06020008 - PK - Thalassemia

20

33.6

50.97

20

42.4

64.21

20

47.7

42.84

20

53

40.43

20

51.3

50.15

20

46

36.03

20

52.2

44.03

20

52.2

46.01

20

45.1

42.18

20

52.2

41.68

20

58.1

36.62

20

53

42.42

20

52.2

40.05

20

51.3

36.24

20

49.5

47.87

10

52.2

49.36

10

46.9

49.41

10

51.3

50.27

10

45.1

54.23

10

46.9

52.87

10

47.7

49.76

10

53

60.16

20

57.5

59.59

20

48.6

61.81

20

69.8

61.3

20

57.5

46.92

20

69.8

51.81

20

76

50.68

20

55.7

49.11

20

57

49.57

20

62

77

20

62

45

20

64.5

47

20

64.5

54

20

58.3

58

20

57.5

58

20

83.1

56

20

51.3

58

20

52.2

54

20

69.8

43

20

62.8

50

20

69.8

46

20

64.5

51

20

58.3

57

25

55.7

64

25

72.5

54

25

54.8

56

25

55.7

61

25

83.1

65

25

63.6

49

25

56.6

44

25

60.1

54

25

54.8

57

25

61

55

25

59.2

57

25

62.8

52

25

62.8

62

25

61.9

55

25

54.8

63

25

61.9

54

25

54.8

46

25

53

58

25

70.7

45



ICL107 Patient 8

				8		PK

																																																																																																								Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		EOS

				Dose [mg/kg/day]		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		10		10		10		10		10		10		10		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25

				Creatinine [µmol/l]		34		42		48		53		51		46		52		52		45		52		58		53		52		51		50		52.2		46.9		51.3		45.1		46.9		47.7		53		57.5		48.6		69.8		57.5		69.8		76		55.7		57		62		62		64.5		64.5		58.3		57.5		83.1		51.3		52.2		69.8		62.8		69.8		64.5		58.3		55.7		72.5		54.8		55.7		83.1		63.6		56.6		60.1		54.8		61		59.2		62.8		62.8		61.9		54.8		61.9		54.8		53		70.7

				ALT [U/L]		22		22		18		16		17		14		13		19		10		13		14		14		14		14		15		17		18		17		22		15		16		19		19		24		30		25		24		16		19		19		17		17		22		14		21		22		19		22		25		16		16		13		19		14		18		18		21		18		17		13		14		15		19		19		27		21		21		20		18		22		15		19		16

				Ferritin/100  [µg/L]		51		64		43		40		50		36		44		46		42		42		37		42		40		36		48		49		49		50		54		53		50		60		60		62		61		47		52		51		49		50		77		45		47		54		58		58		56		58		54		43		50		46		51		57		64		54		56		61		65		49		44		54		57		55		57		52		62		55		63		54		46		58		45

				Ferritin		5097		6421		4284		4043		5015		3603		4403		4601		4218		4168		3662		4242		4005		3624		4787		4936		4941		5027		5423		5287		4976		6016		5959		6181		6130		4692		5181		5068		4911		4957		7702		4458		4699		5440		5760		5766		5645		5763		5384		4321		4984		4638		5091		5727		6415		5441		5566		6072		6507		4879		4428		5389		5686		5508		5738		5214		6209		5506		6254		5368		4607		5759		4476

				lebereisen mrt																																																																																																				11.1																										9.5





ICL107 Patient 8

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -PK -* 09OCT1992-Thalassemia



ICL107 Patient9

				9		AB

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29

				Dose [mg/kg/day]																																20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20

				Creatinine [µmol/l]		36		31		28		38		29		33		32		34		31		32		35		33		40		36		35		45		42.4		44.2		46		39.8		46.9		53.9		44.2		41.5		45.1		53		45.1				39.8		57		51.3						46.9		46.9		42.2		43.3		44.2		51.3		48.6		49.5		45.1		47.7

				ALT [U/L]		20		18		26		21		14		12		13		20		17		16		14		18		18		22		25		90		102		37		51		59		81		60		139		62		123		98		84				56		76		70						60		62		187		138		95		79		84		83		118		72

				Ferritin/100  [µg/L]		24		24		24		23		18		19		20		24		18		20		19		24		23		19		20		18		22		18		17		18		19		20		20		20		22		22		27				20		19		22						22		23		28		31		31		25		25		25		27		29

				Ferritin		2385		2439		2408		2278		1842		1892		1987		2362		1848		2009		1932		2447		2299		1894		2026		1793		2190		1817		1706		1801		1923		2018		1987		1987		2246		2227		2706				1959		1924		2228						2181		2288		2826		3143		3064		2474		2511		2507		2690		2894





ICL107 Patient9

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -AB -* 03OCT1997-Thalassemia




Fallbeispiele Fall 1

m., geb. 7/1995, TM Stand 4/2015

50 5000
45 DSX / kgKG DFP /kgKG m®mL|IC mg/g mmt2* min MIC mg/g Ferritin 4500
40 4000
35 3500
30 3000
25 2500
20 2000
15 | 1500
10 | ‘ | 1000
5 | | I i’i 500
0 | ‘ [ [ I Ii ! g b !h 0
(196\ (196\ q/géb (}QQQ’ %QQ q,@ ‘L\Q (}9\0 (19\'\ S R I\



Fallbeispiele Fall 2

w., geb. 7/1999, DBA Stand 8/2007

80

© M

Values

20
o+
YU X0 0N D ARNIANRAL VD %D O B AR AN A R A A R R0\
Visits
DSX

— Dose [mg/kg/day] — Creatinine [umol/l] —Ferritin/100 [pg/L]



icl 108 2 kp

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37

		38		38		38

		39		39		39



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - 06020001 - KP - DBA

30

33.29

30

38

40.2

30

39.8

29.76

30

47.7

27.5

30

40.7

25.99

30

36.2

33.04

30

32.7

29.17

30

48.6

29.42

30

36.2

27.36

30

39.8

25.3

30

41.5

22.52

30

48.6

28.64

30

34.5

30.38

30

38.9

26.49

30

43.3

23.54

20

54.8

22.16

20

55.7

30.89

20

38.9

100.23

20

54.8

25.41

20

38

71.67

20

77.8

40.01

20

37.1

27.74

20

52.2

25.63

20

64.5

22.73

20

62.8

21.82

20

40.7

26.3

20

47.7

25.29

20

44

22.89

20

43

28

20

38.9

25

20

42.4

30

20

44.2

27

20

41.5

27

20

43.3

24

20

43.3

35

20

43.3

30

20

51.3

25

20

60.1

26

20

44.2

22

20

44.2

26

20

49.5

27

20

50.4

25

20

48.6

27

20

42.4

24

20

48.6

25

20

46.9

23

20

54.8

23

20

50.4

23

20

69

21

20

42.4

23

20

42.4

40

20

44.2

30

20

49.5

27



ICL108 Patient 1

				1		KP

																																																																																																		Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41

				Dose [mg/kg/day]		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20

				Creatinine [µmol/l]				38		40		48		41		36		33		49		36		40		42		49		35		39		43		54.8		55.7		38.9		54.8		38		77.8		37.1		52.2		64.5		62.8		40.7		47.7		44		43		38.9		42.4		44.2		41.5		43.3		43.3		43.3		51.3		60.1		44.2		44.2		49.5		50.4		48.6		42.4		48.6		46.9		54.8		50.4		69		42.4		42.4		44.2		49.5		49.5		64.5

				ALT [U/L]				182		117		118		68		261		65		75		121		59		97		185		106		79		64		59		97		637		57		1132		88		78		60		54		65		77		62		56		75		69		114		89		122		100		229		91		64		89		82		117		163		66		99		104		115		97		67		50		53		47		374		91		53		57		53

				Ferritin/100  [µg/L]		33		40		30		28		26		33		29		29		27		25		23		29		30		26		24		22		31		100		25		72		40		28		26		23		22		26		25		23		28		25		30		27		27		24		35		30		25		26		22		26		27		25		27		24		25		23		23		23		21		23		40		30		27		24		23

				Ferritin		3329		4020		2976		2750		2599		3304		2917		2942		2736		2530		2252		2864		3038		2649		2354		2216		3089		10023		2541		7167		4001		2774		2563		2273		2182		2630		2529		2289		2806		2464		2963		2712		2717		2441		3517		3022		2465		2567		2232		2597		2716		2541		2664		2369		2482		2314		2292		2300		2109		2317		4003		3013		2733		2399		2311

				lebereisen mrt																																																																																																										30.6

												WITHOUT ALT see below





ICL108 Patient 1

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - KP -* 26Jul1999- D.-Blackfan



icl 108 2 lm

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - 06020002 - LM - DBA

10

30.9

14.23

10

32.7

16.59

10

23.9

12.46

10

40.7

16.5

10

27.4

16.64

10

24.8

30.9

10

27.4

24.59

10

29.2

22.15

10

26.5

19.85

10

26.5

17.04

10

29.2

20.01

10

26.5

19.79

10

25.6

21.33

10

30.1

22.38

10

40.7

30.58

20

43.3

27.95

20

38

22.67

20

35.4

20.68

20

44.2

22.11

20

41.5

19.1

20

41.5

38.83

20

42.4

30.11

20

39.8

26.2

20

45.1

21.07

20

45.1

18.98

20

46.9

23.46

20

46.9

48.21

20

43

27.59

20

42

17

20

39.8

16

20

42.4

15

20

45.1

18

20

44.2

22

20

42.4

18

20

46

17

20

43.3

16

20

46.9

17

20

41.5

18

20

53.9

17

20

48.6

15

20

45.1

15

20

47.7

14

20

57.5

13

20

45.1

14

20

41.5

14

20

48.6

12

20

43.3

14

20

46

13

20

43.3

12

20

48.6

12



ICL108 Patient 2

				2		LM

																																																																																																				Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		49		50		51		52		53		54		55		56		57		58		59		60		61		62		63		64		65		66		67		68		69		70		71		72		73		74		75		76		77		78		79		80

				Dose [mg/kg/day]		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20				20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20

				Creatinine [µmol/l]		31		33		24		41		27		25		27		29		27		27		29		27		26		30		41		43.3		38		35.4		44.2		41.5		41.5		42.4		39.8		45.1		45.1		46.9		46.9		43		42		39.8				42.4		45.1		44.2		42.4		46		43.3		46.9		41.5		53.9		48.6		45.1		47.7		57.5		45.1		41.5		48.6		43.3		46		43.3		48.6		49.5		53.9		54.8		44.2

				ALT [U/L]		31		44		35		40		35		225		57		58		77		61		66		87		62		61		102		68		56		57		83		56		291		68		91		60		46		53		98		48		57		51				33		41		221		42		34		35		22		35		33		32		30		32		26		29		27		17		18		21		26		20		21		20		24		20

				Ferritin/100  [µg/L]		14		17		12		17		17		31		25		22		20		17		20		20		21		22		31		28		23		21		22		19		39		30		26		21		19		23		48		28		17		16				15		18		22		18		17		16		17		18		17		15		15		14		13		14		14		12		14		13		12		12		11		10		11		11

				Ferritin		1423		1659		1246		1650		1664		3090		2459		2215		1985		1704		2001		1979		2133		2238		3058		2795		2267		2068		2211		1910		3883		3011		2620		2107		1898		2346		4821		2759		1692		1649				1543		1792		2237		1750		1724		1601		1655		1757		1745		1491		1461		1413		1259		1395		1394		1219		1385		1283		1217		1196		1128		1044		1126		1076

				lebereisen mrt																																																																																																						7.4

														WITHOUT ALT see below

						Blackfan

						Blackfan

						Thalassämie

						Blackfan

						Thalassämie





ICL108 Patient 2

		



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - LM -* 28Jul1998- D.-Blackfan



icl 108 4 dia

		1		1		1		1

		2		2		2		2

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		2		2		2		2

		3		3		3		3

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		17		17		17		17

		18		18		18		18

		19		19		19		19

		20		20		20		20

		21		21		21		21

		22		22		22		22

		23		23		23		23

		24		24		24		24

		25		25		25		25

		26		26		26		26

		27		27		27		27

		28		28		28		28

		29		29		29		29

		30		30		30		30

		31		31		31		31

		32		32		32		32

		33		33		33		33

		34		34		34		34

		35		35		35		35

		36		36		36		36

		37		37		37		37



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - LP -* 09Dec1980 - Thalassemia

20

70.7

47

28.6

20

53

57

30.41

20

61.9

57

34.11

20

74.3

30

34.03

20

62.8

27

30.07

20

68.1

28

33.97

20

76

21

33.67

20

62.8

36

32.57

20

63

26

28.92

20

69.8

38

30.53

20

85.7

41

31.48

20

69.8

64

35.55

20

70.7

62

30.23

20

65.4

45

36.78

20

61

48

37.78

10

67.2

80

44.2

10

64.5

102

51.49

10

60.1

77

55.41

10

60.1

84

55.07

20

56.6

55

51.46

20

60.1

67

53

20

71.6

77

65.3

20

69

55

59.6

20

73.4

57

57.63

20

71.6

46

60.88

20

65.4

59

55.73

20

70.7

46

59.81

20

69

61

56.9

20

63

51

51

20

70.7

64

58

20

68.1

72

57

20

63.6

99

65

20

62.8

84

67

20

62.8

213

91

20

69.8

97

80

25

62.8

127

82

25

62.8

137

82

25

69.8

98

74

25

65.4

117

81

25

66.3

134

76

25

69

107

107

25

61.9

94

90

25

61

68

73

25

52.2

85

70

25

55.7

106

95

25

55.7

64

77

25

67.2

81

79

25

54.8

87

71

25

53

88

73

25

55.7

79

78

25

63.6

83

77



icl 108 4 dia (2)

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - 06020004 - LP - Thalassemia

20

70.7

28.6

20

53

30.41

20

61.9

34.11

20

74.3

34.03

20

62.8

30.07

20

68.1

33.97

20

76

33.67

20

62.8

32.57

20

63

28.92

20

69.8

30.53

20

85.7

31.48

20

69.8

35.55

20

70.7

30.23

20

65.4

36.78

20

61

37.78

10

67.2

44.2

10

64.5

51.49

10

60.1

55.41

10

60.1

55.07

20

56.6

51.46

20

60.1

53

20

71.6

65.3

20

69

59.6

20

73.4

57.63

20

71.6

60.88

20

65.4

55.73

20

70.7

59.81

20

69

56.9

20

63

51

20

70.7

58

20

68.1

57

20

63.6

65

20

62.8

67

20

62.8

91

20

69.8

80

25

62.8

82

25

62.8

82

25

69.8

74

25

65.4

81

25

66.3

76

25

69

107

25

61.9

90

25

61

73

25

52.2

70

25

55.7

95

25

55.7

77

25

67.2

79

25

54.8

71

25

53

73

25

55.7

78

25

63.6

77



ICL108 Patient 4

				4		LP

																																																																																																				Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41

				Dose [mg/kg/day]		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		10		10		10		10		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		30		30		30		30

				Creatinine [µmol/l]		71		53		62		74		63		68		76		63		63		70		85.7		70		71		65		61		67.2		64.5		60.1		60.1		56.6		60.1		71.6		69		73.4		71.6		65.4		70.7		69		63		70.7		68.1		63.6		62.8		62.8		69.8		62.8		62.8		69.8		65.4		66.3		69		61.9		61		52.2		55.7		55.7		67.2		54.8		53		55.7		63.6		59.2		63.6		57.5		57.5

				ALT [U/L]		47		57		57		30		27		28		21		36		26		38		41		64		62		45		48		80		102		77		84		55		67		77		55		57		46		59		46		61		51		64		72		99		84		213		97		127		137		98		117		134		107		94		68		85		106		64		81		87		88		79		83		65		91		97		84

				Ferritin/100  [µg/L]		29		30		34		34		30		34		34		33		29		31		31		36		30		37		38		44		51		55		55		51		53		65		60		58		61		56		60		57		51		58		57		65		67		91		80		82		82		74		81		76		107		90		73		70		95		77		79		71		73		78		77		75		85		85		81

				Ferritin		2860		3041		3411		3403		3007		3397		3367		3257		2892		3053		3148		3555		3023		3678		3778		4420		5149		5541		5507		5146		5300		6530		5960		5763		6088		5573		5981		5690		5108		5752		5671		6512		6666		9077		8004		8227		8182		7374		8084		7632		10705		8966		7261		7039		9479		7748		7850		7095		7266		7814		7666		7545		8462		8506		8067

				lebereisen mrt																																																																																																						21.2





ICL108 Patient 5

				5		DR

																																																																																																		Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		49		50		51		52		53		54		55		56		57		58		59		60		61		62		63		64		65		66		67		68		69		70		71		72		73		74		75		76		77		78		79		80		81		82		83		84		85		86		87		88		89		90		91		92		93		94		95		96		97		98		99		100		101		102		103		104		105		106		107		108		109		110		111

				Dose [mg/kg/day]		30		30		30		30		30		30		30		30		20		20		20		20		20		20		20		5		5		5		5		5		10		10		10		10		10		10		10		10		10		5		5		5		5		5		5		5		5		5		5		5		10		10		10		10		10		15		15		15		15		15		15		15		15		15		15

				Creatinine [µmol/l]		48		56		58		65		68		73		77		80		71		79		85		80		77		81		88		92.8		79.6		69		66.3		75.1		63.6		81.3		67.2		70.7		69.8		76		69.8		76		76		68.1		60.1		58.3		69.8		56.6		66.3		62.8		65.4		67.2		70.7		63.6		76.9		68.1		62.8		66.3		56.6		66.3		60.1		72.5		78.7		69.8		66.3		69.8		69.8		70.7

				ALT [U/L]		20		37		42		42		53		57		27		41		15		21		13		23		15		15		17		17		12		17		17		16		15		17		18		17		23		21		20		22		23		28		21		22		27		22		43		55		55		41		57		72		86		53		48		51		86		79		85		55		39		30		32		20		24		45

				Ferritin/100  [µg/L]		16		20		18		18		18		20		17		13		11		12		8		10		6		7		6		10		8		10		9		13		10		9		10		10		11		12		11		11		10		11		11		11		12		12		13		15		14		14		18		18		21		20		15		16		20		25		22		18		21		15		18		14		15		18

				Ferritin		1587		1984		1791		1802		1805		2010		1692		1337		1131		1176		806		989		620		661		611		954		794		971		852		1269		974		930		975		1012		1117		1215		1102		1099		971		1108		1132		1134		1221		1188		1327		1468		1448		1437		1806		1769		2093		2015		1516		1615		2039		2525		2211		1788		2057		1470		1832		1435		1458		1827

				lebereisen																																																																																																		12.1





ICL108 Patient 5

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - DR -* 02Feb1977 - D.-Blackfan



ICL108 Patient 6

				6		AC

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		End of Study		39		40		41		42		43		44		45		46		47		48		49		50		51		52		53		54		55		56		57		58		59		60		61		62		63		64		65		66		67		68		69		70		71		72		73		74		75		76		77		78		79		80		81		82		83		84		85		86		87		88

				Dose [mg/kg/day]		30		30		30		30		30		20		20		20		20		20		20		20		20		20		20		20		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		30		0		0		0

				Creatinine [µmol/l]		51		40		50		42		43		44		61		73		81		61		64		65		79		29		66		84		64.5		74.3		69		65.4		61.9		59.2		82.2		63.6		62.8		62.8		61.9		60		64		84.9		70.7		69		61.9		70.7				59.2		65.4		61		59.2		57.5		57.5		59.2		76.9		64.5		60.1		73.4		77.8		69.8		73.4				114		159.1

				ALT [U/L]		48		63		33		58		34		45		37		36		35		41		52		43		34		26		26		32		24		37		25		17		24		23		23		24		34		38		34		29		25		29		29		30		88		31				42		47		35		40		41		49		38		55		42		50		51		36		47		44				21		12

				Ferritin/100  [µg/L]		87		129		110		128		134		133		84		79		80		103		99		102		83		68		70		71		69		62		69		68		74		73		59		59		59		70		68		61		57		68		72		77		92		72				79		76		69		74		71		90		95		108		96		121		101		97		106		97				47		43

				Ferritin		8694		12922		11019		12752		13375		13260		8351		7856		7984		10303		9903		10158		8332		6759		7043		7130		6867		6179		6883		6797		7405		7278		5902		5942		5940		7006		6800		6105		5724		6753		7213		7662		9234		7184				7909		7633		6934		7416		7062		8951		9509		10818		9622		12103		10818		9696		10570		9680				4677		4307





ICL108 Patient 6

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL108 - AC -* 10OCT1970 - Thalassemia



icl 107 4 tdb

		1		1		1		1

		2		2		2		2

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		2		2		2		2

		3		3		3		3

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		17		17		17		17

		18		18		18		18

		19		19		19		19

		20		20		20		20

		21		21		21		21

		22		22		22		22

		23		23		23		23

		24		24		24		24

		25		25		25		25

		26		26		26		26

		27		27		27		27

		28		28		28		28

		29		29		29		29

		30		30		30		30

		31		31		31		31

		32		32		32		32

		33		33		33		33

		34		34		34		34

		35		35		35		35

		36		36		36		36

		37		37		37		37



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -TDB -* 31Jul1995-Thalassemia

30

38.9

25

4.74

30

41.5

23

8.47

30

75.1

115

7.9

30

73.4

20

6.3

30

70.7

22

7.6

30

61

20

4.83

30

69.8

14

4.31

20

56.6

16

5.08

20

54.8

11

4.24

20

64.5

14

4.17

20

53

12

3.49

20

45.1

13

3.37

20

68.1

14

2.37

20

52.2

18

5.08

20

55.7

14

7.25

20

58.3

17

7.17

20

59.2

15

7.33

20

81.3

9

3.66

20

60.1

11

3.12

20

62.8

15

4.31

20

53.9

12

3.56

20

79.6

12

3.96

20

61

20

5.25

20

78.7

12

4.63

20

83.1

11

2.93

20

54.8

12

2.11

20

57.5

12

1.85

20

73.4

15

2.65

20

61.9

13

2.56

20

61

14

2.69

20

84

11

2.41

20

65

20

2

10

50.4

14

3

10

50.4

11

5

10

43.3

10

4

10

50.4

11

6

10

51.3

16

5

10

48.6

14

5

10

59.2

13

6

10

48.6

13

6

10

52.2

19

7

10

56.6

21

8

10

50.4

14

11

15

86.6

12

10

15

57.5

12

9

15

56.6

13

8

15

51.3

18

9

15

56.6

16

9

15

53.9

21

10

15

46.9

14

9

15

46.9

23

12



icl 107 4 tdb (2)

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL107 - 06020004 - TDB -Thalassemia

30

38.9

4.74

30

41.5

8.47

30

75.1

7.9

30

73.4

6.3

30

70.7

7.6

30

61

4.83

30

69.8

4.31

20

56.6

5.08

20

54.8

4.24

20

64.5

4.17

20

53

3.49

20

45.1

3.37

20

68.1

2.37

20

52.2

5.08

20

55.7

7.25

20

58.3

7.17

20

59.2

7.33

20

81.3

3.66

20

60.1

3.12

20

62.8

4.31

20

53.9

3.56

20

79.6

3.96

20

61

5.25

20

78.7

4.63

20

83.1

2.93

20

54.8

2.11

20

57.5

1.85

20

73.4

2.65

20

61.9

2.56

20

61

2.69

20

84

2.41

20

65

2

10

50.4

3

10

50.4

5

10

43.3

4

10

50.4

6

10

51.3

5

10

48.6

5

10

59.2

6

10

48.6

6

10

52.2

7

10

56.6

8

10

50.4

11

15

86.6

10

15

57.5

9

15

56.6

8

15

51.3

9

15

56.6

9

15

53.9

10

15

46.9

9

15

46.9

12



ICL107 Patient 1

				1		TDB

																																																																																																										Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		49		50		51		52		53		54		55		56

				Dose [mg/kg/day]		30		30		30		30		30		30		30		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		10		10		10		10		10		10		10		10		10		10		10		15		15		15		15		15		15		15		15		15		15		15		15		15		15		15

				Creatinine [µmol/l]		39		42		75		73		71		61		70		57		55		65		53		45		68		52		56		58.3		59.2		81.3		60.1		62.8		53.9		79.6		61		78.7		83.1		54.8		57.5		73.4		61.9		61		84		65		50.4		50.4		43.3		50.4		51.3		48.6		59.2		48.6		52.2		56.6		50.4		86.6		57.5		56.6		51.3		56.6		53.9		46.9		46.9		61		51.3		49.5		55.7		53		52.2		53

				ALT [U/L]		25		23		115		20		22		20		14		16		11		14		12		13		14		18		14		17		15		9		11		15		12		12		20		12		11		12		12		15		13		14		11		20		14		11		10		11		16		14		13		13		19		21		14		12		12		13		18		16		21		14		23		15		16		21		15		14		21		14

				Ferritin/100  [µg/L]		5		8		8		6		8		5		4		5		4		4		3		3		2		5		7		7		7		4		3		4		4		4		5		5		3		2		2		3		3		3		2		2		3		5		4		6		5		5		6		6		7		8		11		10		9		8		9		9		10		9		12		10		9		10		8		8		7		8

				Ferritin		474		847		790		630		760		483		431		508		424		417		349		337		237		508		725		717		733		366		312		431		356		396		525		463		293		211		185		265		256		269		241		195		263		471		443		592		487		459		582		553		685		758		1075		1026		905		830		878		931		963		866		1158		1010		860		1049		751		822		739		806

				lebereisen mrt																																																																																																						4.3





ICL107 Patient 2

				2		MLN

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31

				Dose [mg/kg/day]																																20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		25		25		25		25		25		25		25		25		25		25		25		25

				Creatinine [µmol/l]		43		41		53		55		58		48		45		56		43		54		53		48		51		50		50		53		55.7		61		66.3		60.1		60.1		51.3		45.1		48.6		52.2		62.8		48.6		67.2		55.7		50		54		53		55.7		50.4				54.8		48.6				52.2		46		48.6		51.3		48.6		41.5

				ALT [U/L]		12		27		40		17		12		14		16		12		17		21		15		21		24		18		16		40		15		12		22		28		36		29		41		52		41		59		40		43		17		22		27		44		77		124				58		58				56		53		36		45		43		45

				Ferritin/100  [µg/L]		17		24		24		21		18		16		18		20		17		12		14		17		17		11		14		16		22		19		23		18		23		22		23		23		27		28		23		29		29		29		28		33		33		47				40		37				40		36		31		32		31		32

				Ferritin		1703		2371		2415		2084		1787		1619		1755		1962		1660		1229		1449		1703		1675		1094		1354		1647		2178		1943		2331		1804		2343		2173		2288		2281		2655		2752		2342		2942		2941		2891		2798		3284		3339		4651				3996		3702				3955		3579		3109		3190		3122		3176





ICL107 Patient 2

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -MLN -* 04Aug1979-Thalassemia



ICL107 Patient 5

				5		MK

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48

				Dose [mg/kg/day]																																20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25		25

				Creatinine [µmol/l]		21		27		25		27		27		20		24		22		21		24		20		22		31		27		29		29.2		45.1		37.1		34.5		31.8		27.4		32.7		35.4		27.4		38.9		26.5		39.8		31.8		32.7		33.6		35.4		31.8		38.9		46		34.5		38		48.6				47.7		31.8		40.7		40.7		35.4		28.3		33.6		30.1		39.8		30.9		32.7		39.8		33.6		31.8		34.5		30.1		32.7		28.3		34.5

				ALT [U/L]		33		26		27		16		21		21		20		20		51		22		17		68		24		27		18		82		154		44		75		32		97		75		74		77		69		90		46		92		98		33		41		64		105		45		91		93		79				53		66		35		33		26		39		44		24		22		21		31		29		22		44		24		35		18		48		33

				Ferritin/100  [µg/L]		26		25		25		26		27		25		26		24		26		29		25		29		21		21		23		25		32		29		32		27		30		30		38		32		33		31		34		31		42		33		33		33		33		29		32		36		36				33		38		33		48		37		32		34		34		31		27		29		32		28		30		31		28		30		35		33

				Ferritin		2562		2483		2533		2614		2681		2454		2565		2415		2589		2916		2468		2866		2052		2148		2285		2474		3188		2948		3172		2723		3021		3003		3751		3165		3304		3116		3373		3092		4238		3289		3264		3252		3272		2896		3165		3551		3574				3281		3770		3284		4810		3668		3243		3357		3448		3188		2718		2899		3201		2790		2982		3053		2794		3018		3453		3292





ICL107 Patient 5

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -MK -* 08Jan1999-Thalassemia



Diagramm2

		1		1		1		1

		2		2		2		2

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		2		2		2		2

		3		3		3		3

		4		4		4		4

		5		5		5		5

		6		6		6		6

		7		7		7		7

		8		8		8		8

		9		9		9		9

		10		10		10		10

		11		11		11		11

		12		12		12		12

		13		13		13		13

		14		14		14		14

		15		15		15		15

		16		16		16		16

		17		17		17		17

		18		18		18		18

		19		19		19		19

		20		20		20		20

		21		21		21		21

		22		22		22		22

		23		23		23		23

		24		24		24		24

		25		25		25		25

		26		26		26		26

		27		27		27		27

		28		28		28		28

		29		29		29		29

		30		30		30		30

		31		31		31		31

		32		32		32		32

		33		33		33		33

		34		34		34		34

		35		35		35		35

		36		36		36		36

		37		37		37		37



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -AC -* 19Feb2000-Thalassemia

25.6

15

25.45

26.5

21

25.45

28.3

16

25.1

19.4

18

26.12

21.2

31

26.2

26.5

42

25.6

23

50

25.47

20.3

73

25.93

23.9

13

22.35

29.2

25

24.26

28.3

15

27.35

26.5

15

24.13

26.5

18

28.53

29.2

18

31.5

42.8

17

26.43

10

44.3

11

28.56

10

30.1

14

32.94

10

32.7

40

29.9

10

31.8

15

33.31

10

30.9

23

37.65

10

27.4

24

39.04

10

32.7

21

37.17

20

38.9

15

40.08

20

38

21

34.7

20

35.4

18

36.04

20

35.4

23

45.97

20

39.8

19

45.37

20

39.8

22

40

20

47.7

29

45.19

20

37.1

19

40.02

20

39.8

31

46

20

48.6

59

40

20

38.9

18

37

20

20

40.7

18

36

20

37.1

32

32

20

39.8

35

47

20

39.8

18

35

20

31.8

19

36

20

41.5

16

28

20

33.6

13

29

20

45.1

19

35

20

42.4

16

31

20

38

21

32

20

38.9

15

25

20

30.1

14

22

20

27.4

11

20

20

24.8

15

18

20

30.9

13

15

20

40.7

11

14

20

29.2

8

12



Diagramm2 (2)

		1		1		1

		2		2		2

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		2		2		2

		3		3		3

		4		4		4

		5		5		5

		6		6		6

		7		7		7

		8		8		8

		9		9		9

		10		10		10

		11		11		11

		12		12		12

		13		13		13

		14		14		14

		15		15		15

		16		16		16

		17		17		17

		18		18		18

		19		19		19

		20		20		20

		21		21		21

		22		22		22

		23		23		23

		24		24		24

		25		25		25

		26		26		26

		27		27		27

		28		28		28

		29		29		29

		30		30		30

		31		31		31

		32		32		32

		33		33		33

		34		34		34

		35		35		35

		36		36		36

		37		37		37



Dose [mg/kg/day]

Creatinine [µmol/l]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -06020006 - AC - Thalassemia

25.6

25.45

26.5

25.45

28.3

25.1

19.4

26.12

21.2

26.2

26.5

25.6

23

25.47

20.3

25.93

23.9

22.35

29.2

24.26

28.3

27.35

26.5

24.13

26.5

28.53

29.2

31.5

42.8

26.43

10

44.3

28.56

10

30.1

32.94

10

32.7

29.9

10

31.8

33.31

10

30.9

37.65

10

27.4

39.04

10

32.7

37.17

20

38.9

40.08

20

38

34.7

20

35.4

36.04

20

35.4

45.97

20

39.8

45.37

20

39.8

40

20

47.7

45.19

20

37.1

40.02

20

39.8

46

20

48.6

40

20

38.9

37

20

20

40.7

36

20

37.1

32

20

39.8

47

20

39.8

35

20

31.8

36

20

41.5

28

20

33.6

29

20

45.1

35

20

42.4

31

20

38

32

20

38.9

25

20

30.1

22

20

27.4

20

20

24.8

18

20

30.9

15

20

40.7

14

20

29.2

12



ICL107 Patient 6

				6		AC

																																																																																																								Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		49		50		51		52		53		54		55		56		57		58		59		60		61		62		63		64		65		66		67		68		69		70		71		72		73		74		75		76		77		78		79		80		81		82		83		84		85		86		87		88		89		90		91		92		93		94		95		96		97		98		99		100		101		102

				Dose [mg/kg/day]																																10		10		10		10		10		10		10		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20

				Creatinine [µmol/l]		26		27		28		19		21		27		23		20		24		29		28		27		27		29		43		44.3		30.1		32.7		31.8		30.9		27.4		32.7		38.9		38		35.4		35.4		39.8		39.8		47.7		37.1		39.8		48.6		38.9				40.7		37.1		39.8		39.8		31.8		41.5		33.6		45.1		42.4		38		38.9		30.1		27.4		24.8		30.9		40.7		29.2		32.7		33.6		36.2		38.9		73.5

				ALT [U/L]		15		21		16		18		31		42		50		73		13		25		15		15		18		18		17		11		14		40		15		23		24		21		15		21		18		23		19		22		29		19		31		59		18				18		32		35		18		19		16		13		19		16		21		15		14		11		15		13		11		8		10		13		8		9		12

				Ferritin/100  [µg/L]		25		25		25		26		26		26		25		26		22		24		27		24		29		32		26		29		33		30		33		38		39		37		40		35		36		46		45		40		45		40		46		40		37				36		32		47		35		36		28		29		35		31		32		25		22		20		18		15		14		12		16		16		12		15		11

				Ferritin		2545		2545		2510		2612		2620		2560		2547		2593		2235		2426		2735		2413		2853		3150		2643		2856		3294		2990		3331		3765		3904		3717		4008		3470		3604		4597		4537		4000		4519		4002		4636		4033		3680				3559		3230		4672		3456		3610		2755		2858		3504		3071		3166		2516		2239		1975		1799		1496		1352		1184		1638		1562		1236		1529		1104

				lebereisen mrt																																																																																																						3





ICL107 Patient 7

				7		AS

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36

				Dose [mg/kg/day]		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20

				Creatinine [µmol/l]		47		50		56		48		42		42		42		50		44		46		52		47		59		51		59		69.8		61		57.5		61.9		51.3		58.3		61.9		61.9		57.5		53.9		61.9		66.3		60.1		58.3		68		71		70		72.5		56.6		63.6		62.8		69		69		58.3		53.9		70.7		62.8		60.1		59.2

				ALT [U/L]		18		13		21		18		19		64		46		79		68		66		78		202		80		66		54		110		43		49		73		87		82		79		32		69		112		88		90		34		53		54		169		61		110		57		69		43		93		128		107		97		83		65		38		54

				Ferritin/100  [µg/L]		16		15		19		21		20		20		21		24		22		24		22		34		34		33		23		51		26		27		36		34		31		27		27		42		39		45		37		32		31		40		44		31		31		33		33		30		35		31		32		34		32		31		30		34

				Ferritin		1551		1513		1897		2106		2048		1972		2103		2435		2234		2366		2193		3354		3379		3265		2293		5054		2638		2739		3649		3364		3107		2749		2715		4175		3945		4525		3671		3157		3139		3989		4406		3121		3070		3312		3271		3046		3538		3090		3244		3385		3231		3084		3015		3415





ICL107 Patient 7

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -AS -* 29Sep1987-Thalassemia



ICL107 Patient 8

				8		PK

																																																																																																								Apr-07

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29		30		31		32		33		34		35		36		37		38		39		40		41		42		43		44		45		46		47		48		49

				Dose [mg/kg/day]		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		10		10		10		10		10		10		10		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		25		25		25		25		25		25		25		25		25		25		25		25		25

				Creatinine [µmol/l]		34		42		48		53		51		46		52		52		45		52		58		53		52		51		50		52.2		46.9		51.3		45.1		46.9		47.7		53		57.5		48.6		69.8		57.5		69.8		76		55.7		57		62		62		64.5		64.5		58.3		57.5		83.1		51.3		52.2		69.8		62.8		69.8		64.5		58.3		55.7		72.5		54.8		55.7		83.1		63.6		56.6		60.1		54.8		61		59.2		62.8		62.8

				ALT [U/L]		22		22		18		16		17		14		13		19		10		13		14		14		14		14		15		17		18		17		22		15		16		19		19		24		30		25		24		16		19		19		17		17		22		14		21		22		19		22		25		16		16		13		19		14		18		18		21		18		17		13		14		15		19		19		27		21		21

				Ferritin/100  [µg/L]		51		64		43		40		50		36		44		46		42		42		37		42		40		36		48		49		49		50		54		53		50		60		60		62		61		47		52		51		49		50		77		45		47		54		58		58		56		58		54		43		50		46		51		57		64		54		56		61		65		49		44		54		57		55		57		52		62

				Ferritin		5097		6421		4284		4043		5015		3603		4403		4601		4218		4168		3662		4242		4005		3624		4787		4936		4941		5027		5423		5287		4976		6016		5959		6181		6130		4692		5181		5068		4911		4957		7702		4458		4699		5440		5760		5766		5645		5763		5384		4321		4984		4638		5091		5727		6415		5441		5566		6072		6507		4879		4428		5389		5686		5508		5738		5214		6209

				lebereisen mrt																																																																																																				11.1





ICL107 Patient 8

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -PK -* 09OCT1992-Thalassemia



ICL107 Patient9

				9		AB

						1		2		4		5		6		7		8		9		10		11		12		13		14		15		16		2		3		4		5		6		7		8		9		10		11		12		13		14		15		16		17		18		19		20		21		22		23		24		25		26		27		28		29

				Dose [mg/kg/day]																																20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20		20

				Creatinine [µmol/l]		36		31		28		38		29		33		32		34		31		32		35		33		40		36		35		45		42.4		44.2		46		39.8		46.9		53.9		44.2		41.5		45.1		53		45.1				39.8		57		51.3						46.9		46.9		42.2		43.3		44.2		51.3		48.6		49.5		45.1		47.7

				ALT [U/L]		20		18		26		21		14		12		13		20		17		16		14		18		18		22		25		90		102		37		51		59		81		60		139		62		123		98		84				56		76		70						60		62		187		138		95		79		84		83		118		72

				Ferritin/100  [µg/L]		24		24		24		23		18		19		20		24		18		20		19		24		23		19		20		18		22		18		17		18		19		20		20		20		22		22		27				20		19		22						22		23		28		31		31		25		25		25		27		29

				Ferritin		2385		2439		2408		2278		1842		1892		1987		2362		1848		2009		1932		2447		2299		1894		2026		1793		2190		1817		1706		1801		1923		2018		1987		1987		2246		2227		2706				1959		1924		2228						2181		2288		2826		3143		3064		2474		2511		2507		2690		2894





ICL107 Patient9

		



Dose [mg/kg/day]

Creatinine [µmol/l]

ALT [U/L]

Ferritin/100  [µg/L]

Visits

Values

ICL107 -AB -* 03OCT1997-Thalassemia




Fallbeispiele Fall 2

w., geb. 7/1999, DBA Stand 8/2007

50 5000
45 DSX / kgKG | C —Ferritin 4500
40 4000
35 3500
30 3000
25 2500
20 /\ 2000
15 \ 1500
10 1000

5 500

0 0
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Fallbeispiele Fall 3

w., geb. 5/1980, TM Stand 4/2016

50 5000

DSX / kgKG DFP / kgKG DFO / kgkG mm LIC mg/g mmmt2* min MIC mg/g —Ferritin
45 4500

DSX max 50 /kg
40 4000
35 3500
30 3000
25 N\ 2500
20 2000
15 1500
DFO max 200 /kg
10 1000
DFP max 100 /kg

5 500
0 - 0

™ ™ ™ ™ \2) \e) \e) \e) \2) \2) \2) \2) \e)
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Eiseneliminationstherapie Fazit

solide Basis flr Patienten-bezogene, effektive und sichere
Chelattherapie vorhanden

dennoch Neuerkrankungen i.R.e. sekundaren Hamochromatose
stetige Uberprifung der Ziele, Indikationen und Strategien notwendig
Fokus auf Compliance- Sicherung

Strategien zur Vermeidung / Reduktion von Nebenwirkungen

Sorgfaltiges Monitoring hinsichtlich Folgen der Eiseniberladung aber
auch der Chelattherapie

Sinnvolle Nutzung aller verfiigbaren Medikamente einzeln und
kombiniert zur Steigerung von Effektivitat und / oder Reduktion von
Nebenwirkungen

Anpassung an subjektive (Vertraglichkeit, Einfachheit) und objektive
(spezifische Situation der Eiseniberladung) Bedirfnisse des Einzelnen



HAMATOLOGIE HEUTE

(g
Ve

www.haematologie-heute.de



Fallbeispiele

Fall 1

m., geb. 7/1995, TM

40,0

DSX / kgKG DFP /kgkG mmLIC mmt2* min
35,0
30,0
25,0
20,0

15,0

10,0

MIC mg/g

Ferritin

Stand 4/2015
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