UININNTTTINBINLIEILTA ANAANNEINATD
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HilaalsalannaneaIaddN et UANINILAan

RARINTSAUSF 9N 3 LADU UAIAINbATUNISIUARE
LAE/UTE

a\ (- < v Pt =
AARINTEALUAIALUAN LAY 1Az 1 ASI LAZ/UTE
a a (] (% .
AARINTEALUAIALUAN luala (MRI cardiac T2*)

Uaz 1 A
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'V a U U [V [~ a
NS5 NHILTNAU LUNIS LU ULAAN LNz n R

v ay Yo o < ) 1 e =
Hilhanlasuaanituilszarninnan 1 1 wsaPRC 10-20 g9

Q/

seauTsNIWNaslesniu = 1,000 ng/mL viga  (Level 1, A)
STAUSIAMANLUAL = 7 mg/g dw e (Level 1, A)
sTAUSIAAAN b la Taawmalla (cardiac T2%) > 20 msec
(Level 2, A)
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v 1 ~ =)
Wilaaanane 2 - 6 4

PNk
1. Deferoxamine 20 — 40 mg/kg/day AL LANINL
8 — 12 dlng 5 — 6 TunRadlms visa
" pnldgnsold 1 iWasainainiglaifelszqen
wsanan1ssn biussaiunng TuNaisan

Deferasirox 20 — 40 mg/kg/day
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v 1 (3 e ]
diliaanang >6 1 uazilual

NN
1. Deferoxamine 20 — 60 mg/kg/day RmLULANINL
8 — 12 721N4 5 — 6 Tusadla vsa
2.  Deferiprone 50 — 100 mg/kg/day
" ynbiginnsold 1 vwsa 2 1iasainainisbine
dszaeavisananissnulidussqitunng Tu
Wa158un Deferasirox 20 — 40 mg/kg/day
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n15UsziiUIN L ANANISINEN A NANTUIRN
Q/ g YV U m'@ 1 dgj
UnanLNUNLa ladanidenaliil

" szauNaslsAululann anas> 15% a1nNAILEN AL

(2 ATIADLUAINI) YN9NUALINWaS 3 LAAY

" gszpuaslspuluiaan <1,000 ng/mlL
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Hiliannauduasnan1ssne

N5 Eagsawmiad taan gl
seA LN D5 bR lAaaA Taenan 500 ng/mL
LAZNANTNLTUULN AN

v a % a = I
LL@QW?Q@W@WWN?S@‘ULV\I@?I?[F]‘LAI‘L&L@@ PREIIN
Inade
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waiiqlglugilianiazangs

LVEF 138 NBINITARUNNIINI LA
(level 2, A)

nsLaan denauLuan
Deferoxamine SC 5@ IV continuous 24 hr.
(LelveI2, A)

HilaaNAauauaIAanIssNL
Cardiac T*2 >20 ms
LVEF >56%

CPG Iron chelation version 25 Sep 2013
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Laborator : ' : .

T RN T TRAT WA TN W T L A A B B )
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Laborator : ' : .
test '

Audiometry psadilunnagl  msoadilunnegl  msiadqlunnel

Thai CPG Iron chelation version 1: Nov 2014



MSSNLMOBNINaNINUADEENTUIRAN
TunUoellsnlammmusiaaBidel BUnlbowZon
(Non-transfusion dependent thalassemia : NTDT)

funelsalafinaesdatilovinlifleniden wnedetaedlidududes
@sumsteidensgsainane lngenafinudndudosiuidesiuuinim wu
Tutheiifimsssnssd fnadutheindie dusnnazaseurquiiinelundu B thalassemia
intermedia, B thalassemia/Hb E ez Hb H disease

mMsAnwIEesngsmwaniAulugiiae NTDT wuisnimdnaganlugiae
ﬂamﬁLﬁmﬁumnmawq%aaﬁﬂaa 91NM5A19NEATNEIMANINATLENNTAUNG
Tnsnuigthedldldisunmsswivaneauasiinamzunsndeu iwu naglnsessin
(hypothyroidism) AMgnseanWiu (osteoporosis) kU1INU (diabetes mellitus)
nsasadlinidenunuanlunszan (extramedullary hematopoiesis) wazinlyg
AMzAULTILazuzSaula




Defining NTDT: a new entity
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* Non-transfusion-dependent thalassemia (NTDT) is a group
of thalassemias where patients do not require regular red
cell transfusions for survival'

— May require occasional transfusions for growth failure,
pregnancy, infections and other specific situation

°* 5 key NTDTs:

( — Pp-thalassemia intermeadia )
— Hemoglobin E/B-thalassemia
— Hemoglobin H (HbH) disease
— Hemoglobin S B-thalassemia
— Hemoglobin C thalassemia

J

1Taher AT et al. Br J Haematol 2011;152:512-523; 2Galanello R & Origa R. Orphanet Journal of Rare Diseases 2010;5:11; 3Vichinsky E. Hematology Am Soc Hematol Educ Program
2007;79-83;*Muncie HL & Campbell JS. Am Fam Physician 2009;80:339-344



B ———
NTDT has a broad clinical spectrum which

complicates diagnosis and treatment

Siriraj

Mild
Completely asymptomatic
until adult life

VARYING SEVERITY

Severe

Retarded growth
and development

Splenomegaly

1Cohen AR et al. Hematology Am Soc Hematol Educ Program 2004;14-34; 2Galanello & Origa. Orphanet Journal of Rare
Diseases 2010, 5:11; *Harteveld & Higgs. Orphanet Journal of Rare Diseases 2010, 5:13; “Muncie HL & Campbell JS. Am Fam
Physician 2009;80:339-344



Morbidity in NTDT
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B-Thalassaemia major Non-transfusion-dependent
(regularly transfused) thalassemias (NTDT)
% —» Silent cerebral ischaemia

Hypothyroidism
Hypoparathyroidism

PHT

Right-sided heart failure
Extramedullary
haemopoietic
pseudotumours

Cardiac siderosis —

Left-sided heart failure
Hepatic fibrosis,
Hepatic failure cirrhosis, and cancer
Viral hepatitis
Gallstones
Diabetes mellitus

Splenomegaly

Hypogonadisr/"" ‘\ Osteoporosis
\

Osteoporosis _
—=\/enous thrombosis

A — Leg ulcers
e

Musallam KM, et al. Haematologica. 2013;In press.
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. 52AUBINNDIAW = 800 ng/ml

(V) (~4 (V) (- g’ a g ‘W
. szmuswgman‘lumu > 5 mg/NTNHINBNLIHD A LA

a Y -V % V) (=
Wﬁ]']'iﬂl:’ﬂﬁﬂ']’i‘iﬂ‘iﬂ"\ﬂ')ﬂﬁl']?llﬂ LA

Thai CPG Iron chelation version 1: Nov 2014



From bloodjournal.hematologylibrary.org by guest on April 16, 2014. For personal use only.

: @S O O 2012 120: 970-977
e doi:10.1182/blood-2012-02-412692 originally published

online May 15, 2012

Deferasirox reduces iron overload significantly in
nontransfusion-dependent thalassemia: 1-year results from a
prospective, randomized, double-blind, placebo-controlled study

Ali T. Taher, John Porter, Vip Viprakasit, Antonis Kattamis, Suporn Chuncharunee, Pranee
Sutcharitchan, Noppadol Siritanaratkul, Renzo Galanello, Zeynep Karakas, Tomasz Lawniczek,
Jacqueline Ros, Yiyun Zhang, Dany Habr and Maria Domenica Cappellini

RCTlurilaa NTDT HIFRUAY MPUslanibiritaniign

waan il aNTDT

® Ju1aa deferasirox L33 10 mg/kg/day &35l sUVA

g1 lan 20 mg/kg/day
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Iron Chelators Consumption by insurance 2
scheme e

= Out-of-pocket = Out-of-pocket

0
zj’ u SSS ) = CSMBS
% muC = SSS
Y mUC

= Qut-of-pocket
u CSMBS

m SSS

mUC

B DFO mDFX ® Combi

HE study: Desferasirox Expert meeting | 24 October 2014



Complication by drug used

m Hypogonadism M Others

53%
No complication

Desferrioxamine

N=15
Duration of tx = 14 yrs

Siriraj

CVD  Hypogonadism ®m Others
CVD ™ Hypogonadism

75%

78%
No complication

Combination

Deferasirox
N=18 N=4
Duration of tx = 3 yrs Duration of tx = 6 yrs




Economic burden: Iron chelation

No. of patient

9

Receiving drug (weeks/time) Follow up for S/E (time/yr)

mDFO
W DFX

B Combi

Travelling+ Food expenses

Baht

>2500

1500-2000

1000-1500

500-1000

200-500

<200

H DFO
B DFX

E Combi

15



Deferoxamine

[times/wKk]

Time fo preparc njection |

Mean = 17.89 mins

Injection(hrs/day)

Mean = 8.4 hrs/day

No. of patients



Deferoxamine

Pain
No. of patients No. of patients
14 - 10 1
9 1 .
12
8 .
10 - 7 -
6 _ [
8 .
5 .
6 - 4
4 - 31
2 .
2 .
1 4 [
0 T T T T .—\ O . T T T T 1
None Mild Moderate Extreme  Veryextreme Very good Good Same Bad Very bad
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Difficulty of Preparation & Usage
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No. of patients No. of patients
14 -
12 +
12 A
m DFO 10 1
10 - B DFX
8 -
8 -
6 -
6 -
4
4 -
0 T T T T / 0 I T T T l/
Very easy Easy Moderate  Difficult d¥fery| Very easy Easy Moderate Difficult  Very difficult
ifficult
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CERE N |lmpactiodailvactivii

100%

75%

50%

25%

0%

B DFX
mDFO

No. of patients

55 | HE study: Desferasirox Expert meeting | 24 October 2014

14

None

Mild

Moderate

Extreme

Very extreme

No. of patients

20



Future concern & Feedback

Future concern

No. of patients

16

Topia

Desferrioxamine
1. Inconvenient, uncomfortable,
burden, Inadequate slee

14

12

10

Deferasirox
1. Cost of treatment

2. Convenient, reducein iron

None Mild Moderate Extreme Very extreme Overload ‘

EDFO EDFX
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Conclusions:

* Iron chelation therapy is recommended in
— Thalassemia disease
* Transfusion — dependent
* Non-transfusion dependent

* Goal of iron chelation
— Start when serum ferritin >800 - 1,000 ng/mL
— Keep serum ferritin <500 ng/mL

* Monitor parameters
— Serum ferritin
— Liver iron: MRI
— Cardiaciron: T2*
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