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Vién nén bao phim Deferasirox 90 mg, 180 mg, 360 mg e
€ xa tam tay 1ré em

Boc kY hudng dén sé dung trude khi ding
Thudt néy chi ding theo don thube

THANH PHAN CONG THUC THUGC

Thanh phdn hogt chét: Méi vién nén bao phim chita 90 mg, 180 mg hodic 360 mg deferasirox.

T4 dugc:

74 duyge 167 vién: Polysorbate 80, povidone K30, crospovidone (type A), cellulose microcrystalline, silica colloidal anhydrous,
talc, sodium stearyl fumarate, magnesium stearate.

T4 diroe bao vién:

Vien nén bao phim Defloxol 90 mg: Opadry Il blue 570205023 (Hypromellose, titanium dioxide (E171), polydextrase, talc,
maltodextrin, medium chain triglycerides, FO&C blue #2/ indigo carmine al 3%-5% (E132)).

Vién nén bao phim Defloxol 180 mg: Opadry Il blue 57U205025 (Hypromellose, titanium dioxide (E171), polydextrose, talc,
maltodextrin, medium chain triglycerides, FDGC blue #2/ indigo carmine aluminum lake (E132)).

Vién nén bao phim Defloxol 360 mg: Opadry Il blue 57U205026 (Hypromellose, titanium dioxide (E171), polydextrose, talc,
maltodextrin, medium chain triglycerides, FD&C blug #2/ indigo carmine aluminum lake (E132)).

DANG BAD CHE

Vién nén bao phim

M4 té sén phdm:

Vién nén bao phim Defloxal 90 mg:

Vién nén bao phim hai mt 10i, hinh béu duc, mau xanh nhat, duge khde ki hisu “90” trén mot mét, vién cd kich thuge nhy
sau: dai 11,0 £ 0,1 mm, rong 4,4 + 0,1 mm va day 3,5+ 0,2 mm.

Vién nén bao phim Defloxol 180 mg:

Vién nén bao phim hai mat [6i. hinh bAu dyc, mau xanh lam vira, duge khic ky higu “180" wén mdt mat, vian o6 kich thude
nhi sau: dai 14,2 + 0,2 mm, rong 5,6 + 0,2 mm va day 4,2 + 0,3 mm.

Vién nén bao phim Defloxol 360 mg:

Vién nén bao phim hai mat I8i, hinh bau dyc, mau xanh lam dam, dugc khic ky hiéu “360" trén mdt mét, vién cd kich thude
nhu sau: dai 17,3 0,2 mm, rgng 6,9 £ 0,2 mm va day 5,4 + 0,3 mm.

CHI BINH

Defloxol dutge chi dinh dé diéu tj qué ti s&t man tinh do truyén méu thuing xuyén (= 7 mL héng cAu Idng/kg/théng) &
nhitng bénh nhén bj beta thalassemia thé ngng w6 tudi tré Ian.

Defloxol cing duge chi dinh dé didu ti qué tdi s&t man tinh do truyén méu khi bi chdng chi dinh dung deferoxamine hodc
diéu trj béng deferoxamine khong thod déng trong cac nhom bénh nhén sau:
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- ¢tré em tlr 2 d8n 5 wdi bi beta thalassemia thé néng bj qua t3i sit do truyén méu thudig x b7 mL
lang/kg/théng), f j; vA?

- ¢ ngudi I6n va tré em i 2 tudi trd Ién bi beta thalassemia thé nang bi qué tai sit do ryéh :
xuyén (< 7 mL hong céu léng /kg/théng), \ \ /S

- 0 ngudi Ién va tré em tr 2 wdi trd 1én bj céc bénh thidu méau khac, & M
o, g
Defloxol ciing duge chi dinh d8 didu trj qué téi st man tinh doi héi ligu phap thai sit (chelat hoa sdt) khi ¢ 18inh

ding deferoxamine hogc diéu uj bang deferoxamine khong théa d&ng & bénh nhan tir 10 tudi 1@ Ién bi hgi ching
thalassaemia khang phy thugc truyén méau.

LIEU DUNG VA CACH DUNG

Viéc diéu tri bang Defloxol nén dugc tién hanh va duy tr boi céc béc s7 co kinh nghigm trong didu tr qud tai s&t man tinh,
Liéu dong:

Qué tar sat do truyén méu:

Khuyén cdo khdi déu diéu tj sau khi truyén khodng 20 don vj héng cAu ling (PRBC) (khodng 100 mL/kg) hodc khi cd bang
chiing vé qua téi sat man tinh qua theo di trén 1&m sang (vi dy ndng d ferritin huygt thanh > 1000 pig/L). Liéu dung (tinh
bang mg/kg) phai durgc tinh va 1am trdn dén toan b vién cé ham lugng gén nhit.

Muc tiéu cda ligu phap thai st 12 dé loai bd luong sét da duge dung trong truyén mau, va khi can, 48 l3m gidm ganh n3ng
sat hién co.

Cén than trong khi diBu ti théi s&t d& giam thidu nguy co qué thai st & t3t cd cac bénh nhan (xem phén C4nh béo va Than
trong khi ding thud).

Cac thudc cd chira deferasirox duge bao ché dudi dang vién nén bao phim va vién nén phan tan dugc ban trén thi truing dudi
céc tén thuong mai khac nhau. Do dgc diém dugc ding hoc khéc nhau gica vién nén bao phim va vién nén phén tén, nén
cén mt liéu lugng nhé hon clia vién nén bao phim so v liéu khuyén céo cho vién nén phén tan (xem phén £2¢ ainh duge
lre hoc).

Liéu twong tig cho céc cng thife khéc nhau duge the hign trong bang dudi day.

Bang 1. Liéu khuyén céo trong qué ti it do truyén mau

Vién nén bao phim | Vién nén phén tén Truyén méu Ferritin huygt thanh
Ligu khdi déu 14 mg/kg/ngay 20 mg/kg/ngdy Sau 20 den vi hong hodc > 1000 pg/L
céu lang (khodng
100 mL/kg)
Lieu khdi d4u 21 mg/kg/ngay 30 mg/kg/ngay > 14 mL hding céu
thay thé [ang/kg/thang (khoang
> 4 don vi/thang cho 1
ngudi ldn)
7 mg/kg/ngdy 10 mg/kg/ngdy <7 mL hong céu
|ang/kg/théng (khodng
< 2 don vi/théng cho 1
nguti Ién)
Dai v cac bénh | 1/3 liéu Mot nira liu
nhan duge kidm | deferoxamine deferoxamine
soat t6t khi dung
deferoxamine
|_Then doi Hang théng
2
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Khoang myc tiéu 500-1000 ug{L_f_

Cac budc diéu | Tang Ién > 2500 pgA== 2T

chinh liéu (m6i [ 357 mg/ko/ngdy | 510 mg/kg/ngdy //Q VAN PHON

361éna)  pgn 28 mg/kg/ngay | Bén 40 ma/kg/ngdy (3] ®¥oe
Giam xudng \\':E‘ T8 %O O i
357 mg/kg/ngay | 510 mg/ka/ngay <2500 | &
(bénh nhan didutri | 0 bénh nhan didu ti L L
v lidu véi ligu

| >21 mg/kg/ngady | > 30 mg/ko/ngay

- Khi dat dugc muc tiéu diéu tri 500-1000 pg/L

LiBu 10i da 28 mg/kg/ngay 40 mg/kg/ngay

Xem xét tam <500 pg/L

ngung diéu tr

Lié khay déu:

Ligu khdi déu hang ngdy khuyén cao cla vién nén bao phim Defloxol 2 14 mg/kg thé trong.
C4 thé xem xét ding lidu khdi dAu hang ngay 13 21 mg/kg cho nhitng banh nhén cén gidm ndng df sat tang cao trong co thé
vé cho nhiing bénh nhan st dyng trén 14 mL héng cau lang /kg/thang (khodng > 4 don vi/thdng cho mdt nguti ln).
Ca the xem xét duing liéu khdi dau hang ngay I3 7 mg/kg cho nhdng bénh nhan khdng can gidm ndng df sat trong co the va
cho nhing bénh nhan st dung dudi 7 mL hing cau lang /kg/thang (khoang < 2 don vi/thang cho mgt ngugi ldn). Phai theo
ddi dap tng cla bénh nhan va nén xem xét tang liéu néu khding dat dwoc hidu qua ddy Al (xem phén Adc tinh duge e hoc).
D4 véi nhitng bénh nhan 3 dugc kiém soat tdt khi didu tri bang deferoxamine, c6 tha xem xét dlng liéu khdi dau vién nén
bao phim Defloxol béng 1/3 liéu deferoxamine (vi dy mjt bénh nhan dang dung liéu deferoxamine 40 mg/kg/ngay trong 5
ngay méi twan (hodc wwong duong) c6 thé chuyén sang lidu khéi d4u vién nén bao phim Defloxol hang ngdy 13 14
mo/kg/ngay). Khi diéu nay ddn d8n lidu hang ngay dudi 14 mg/kg thé wong, phéi theo ddi dép tg cla bénh nhén va nén
xem xét tang liéu néu khong dat duge higu qua day du (xem phan Aéc tinh dirge lire hge).
Hiéu chinh liéu:
Khuyén céo theo ddi ndng d0 ferritin huyét thanh mdi thang va néu cén thi diéu chinh liéu Defloxol moi 3-6 thang difa trén
xu hung vé ferritin huygt thanh. C6 th diéu chinh lidu theo titg bude 3,5-7 mg/kg, phl hgp véi dép ng cla ting bénh
ahén va muc tidu didu tr (didu tri duy ti hodc 1am gidm génh nang s&t). 0 nhizng bénh nhan khang duge kidm soét ddy di
véi liu 21 mg/kg (vi du ndng @ ferritin huyét thanh van lign twe 18n hon 2500 g/L va khoing théy cd xu hiding gidm theo
thii gian) thi c6 thé xem xét liéu ding Ién d&n 28 mg/kg. DI liéu hign 6 vé hidu qué va dg an toan dai han vdi vién nén
phan tén deferasirox dugc st dung vdi liéu wén 30 mg/kg van con han ché (264 bénh nhan duge theo ddi trong thai gian
trung binh 1 nam sau khi tang lidu). Néu chi dat durgc sy kiém soét hemosiderin rét kém & lidu dén 21 mg/kg (liéu cua vién
nén bao phim twang duong véi 30 mg/kg cda vién nén phén tén) thi viée tang lidu them (d8n tdi da 28 mg/kg) cé thé khong
dat dugc sy kiém soat thda dang va co thé xem xét lya chon diéu tri thay thé. Néu khong dat duge sy kidm soét thoa dang &
ligu trén 21 mg/kg, khong nén duy ti liéu nhu vdy va nén xem xét lifa chon didu trj thay thé bét ot khi ndo c6 thé. Khong
khuyén céo dung cac liéu rén 28 mg/kg vi chua co nhiéu kinh nghigm vai céc idu trén mic nay (xem phan At tinh dige
lre hoc).
(9 ¢4 bénh nhan tré em va nguii Ién didu ti vdi lidu cao hon 21 mg/kg, cdn xem xét gidm liéu theo tig budc 1t 3,5-7 mg/kg
khi da dat dugc sit kidm soat (vi duy ndng dd ferritin huyét thanh lién we dudi 2500 pg/L va cho thay xu hudng gidm theo
thifi gian). 0 nhitng bénh nhan cd ndng dd feritin huydt thanh dat d&n muyc tiéu didu tri (thudng ti 500-1000 wg/L), cdn xem
xét gidm lidu theo titng bude tir 3,5-7 mg/kg @€ duy tri ndng dd ferritin huyét thanh trong khodng muc tidu va d€ gidm thidu
nguy co' qud thai s&t. Neu ferritin huyét thanh gidm lién we dudi 500 pg/L, cdn xem xét ngiig diéu tri. (xem phdn £anh hdo
vé Thén trong khi ding thudt).
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)ﬁg thalassaemia khing phy thude truyén méu:

EhlAfen bat ddu ligu phap théi st khi co bang ching vé qua tai sét (ndng do st trong gan [LIC] = 5 mg Fe/g trang lugng
ZXho [dw] hodc ndng dd ferritin huyét thanh lién e > 800 pig/L). LIC 13 phuong phap xéc dinh qué 1ai sat duge va thich va
nén dugc dung & bat et noi ndo san cd. Can thén trong trong khi diing liéu phép thai s&t dé gidm thidu nguy co thi st qua
mic & t8t ¢4 céc bénh nhén (xem phén Cnk béo va Than trong khi ding thudt).

Deferasirox & dang vién nén bao phim cho sinh kha dung cao hen so véi dang vién nén phan tan (xem phén Bz tnh dvorc
ding hoc). Trong truimg hgp chuyn 1t vién nén bao phim sang dang vién nén phan tén, liu cia dang vién nén bao phim
nén thap hon 30% so vdi liu cla vién nén phan tan, 1am tran d8n nguy#n vién ham lrang gén nhat.

Liéu wong ting cho céc cong thitc khéc nhau duge the hién trang bang dudi day.

Bang 2. Liéu khuyén céo trong h{i ching thalassaemia khdng phu thudc truyén mau

Vién nén bao phim | Vién nén phantan | Nang d§ sat trong Ferritin huy&t thanh
gan (LIC)*
Liéu khdi dau 7 mg/kg/ngay 10mg/ke/ngdy | =5 mgFe/gtrong | hodc | > 800 pg/L
ligng kho
Theo ddi Hang thang
Céc bude dieu | Téng lén >7mg Fe/gtrong | hodc | > 2000 ug/L
chinh liéu (mdi lugng khd
36 théng) 3,57 mg/ka/ngdy | 510 mg/kg/ngay
Gidm xudng <7mgFe/gtrong | hodc | <2000 pg/L
Irgng kho
3,57 mg/ky/ngay | 510 mg/kg/ngay
Liéu toi da 14 mg/ka/ngdy 20 mg/ka/nady
/ mg/kg/ngay 10 mg/kg/ngay
BAi véi nguai Idn Khéng danh gid va < 2000 pg/L
B8 vdi bénh nhén tré em
Tam ngung diéu <3 mg Fe/gtrong | hodgc | <300 pg/L
tri lugng khi
Bidu i lai Khang khuyén cdo

*Néing dd sat trong gan (LIC) 12 phutng phap xac dinh qué 13i sat dugc va thich.

Lidu khai déu:

Liéu khdi dau khuyén cdo cla vién nén bao phim Defloxol @ bénh nhan bj hdi ching thalassaemia khong phy thuc truyén

mau 1 7 mg/kg thé trong.

Bidu chink héu:

Khuy&n cdo theo ddi ndng dj feritin huyét thanh mdi thang dé danh gid dép tng cla bénh nhn vdi ligu phdp diéu trj va dé
giam thiéu nguy co qua théi s&t (xem phén Cédnh béo vé Thén trong khi ding thudt). Sau méi dot diéu tri 3-6 thang, cAn xem
xét tang liéu theo céc ltgng tang tr 3,5-7 mg/kg néu ndng 69 st trong gan (LIC) cla bénh nhan > 7 mg Fe/g trong lrang
khd (dw), hogc néu nong dg ferritin huyét thanh lubn > 2000 pg/L ma khing cho thiy xu hudng gidm va bénh nhan dung
nap thudc tot. Khing khuyén céo ding lidu trén 14 mg/kg vi chira c6 kinh nghigm véi liu trén mic nay & nhiig bénh nhan
bi héi chitng thalassemia khang phy thugc truyén méu.

( nhiing banh nhan khang danh gi dugc LIC vi ndng dd ferritin huyét thanh < 2000 pig/L thi khéng nén vuot qué lidu 7
ma/kg.
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(0 nhitng bénh nhan lidu dung 6 duyc tang lén > 7 mg/kg, néu LIC < 7 mg Fe/g trong lwgng khd hodc néu ndn
huyét thanh < 2000 Lg/L thi khuyn céo giam liéu xudng cdn 7 mg/kq hodc thap hon. :
Naing diéu tr:

Khi ndng d? sét trong co thé dat duoc mic phi hop (LIC < 3 mg Fe/g trong lugng khd hodc ndng df fer i
300 g/L) thi nén nging diéu tri. Khdng o dir lidu vé vide didu uj lai cho nhiing bénh nhén téi tich tw 4@’%
sat trong co thé dat duge muc phi hop va do dé viée diéu ti lai khang thé durge khuyén céo.
Cdc nhdm bénh nhén déc biét:

Bénh nhén cao i (= 65 tud):

Liéu khuy&n céo cho bénh nhén cao tudi wwong ty nhu 43 md t@ trién. Trong céc nghién citu 1am sang, bénh nhén cao twdi co
tan sudt phan tng bat loi cao hon bénh nhén tré i (dac bigt 13 tiéu chay) va ho cén dugc theo dai chat ché vé cac phan
ting bét lgi ma cd the cn phai diéu chinh lidu.

Nhdm bénh nhén tré em:

Qué tai sat do truyén méu:

Liéu khuyén cdo cho bénh nhan tré em tr 2-17 twdi bj qué tai sat do truyén méu wong t¢ nhy liéu cho bénh nhan nguii lon
(xem phan Liéu ding va Céch ding). Nén theo dai ferritin huyét thanh mdi thang dé dénh gid dép dng cda bénh nhan véi litu
phép diéu tj va d& giam thidu nguy co qué thai sét (xem phén Cdnh bdo v Than trang khi ding thude). Khi tinh liéu cho
bénh nhén té em phéi tinh d&n viéc thay d6i cAn ndng thea thi gian.

0 108 em 1 25 tudi bi qué tai s3t do truyén mau, ndng do thap hon so véi & ngudi Ién (xem phan Béc ik dutge ding hoe).
Do dd nham tudi ndy cd thé cén liu cao hen mitc cn thiét & nguti In. Tuy nhién, liu khéi d3u nén wong ty nhir & ngudi
|, sau da chudn dd theo ting ¢4 nhén.

Hpi ching thalassaemia khong phy thugc truyén mau:

flnhl'mg bénh nhan tré em bj hgi ching thalassaemia khang phu thugc truyén mau, liéu diing khong nén vugt qua 7 mg/kg.
(J nhiing bénh nhan nay, theo dai chit ché ndng dd st trong gan (LIC) va ndng do ferritin huydt thanh 12 cén thigt d8 tranh
thai s&t qua mic (xem phan Canh béo vé Thén trong khi ding thudt). Ngodi viéc danh gid nong do ferritin huyét thanh hang
théng, nén theo ddi LIC mdi 3 thang khi ndng da ferritin huyét thanh < 800 pg/L.

Tré em ti¥ Gc sinh dén 23 théng tudi:

B{ an toan v higu qua cla deferasirox & 1ré em ti¥ lic sinh d&n 23 thang tudi chua duge xéc dinh. Khiing cf di ligu.

Bénh nhén suy thén:

Deferasirox chua dugc nghién cttu ¢ bénh nhén suy than va chng chi dinh ding & bénh nhan cb d thanh thai creatinin utc
tinh < 80 mL/phtit (xem phan Chang chi dink v Cénh béo vé Than trong khi ding thudt).

Bénh nhén suy gan:

Khang khuyén cdo diing Defloxol & bénh nhan suy gan néng (Child Pugh logi C). O bénh nhan suy gan trung binh (Child Pugh
logi B), nén giam liéu mot cach dang k&, sau d6 tang dan 1én mitc gidi han 50% (xem phan Lanh béo va Than trong khi ding
thudc va Bic tinh dvge ding hoc) va phai than trong khi diing Defloxal & bénh nhan nay. Can theo ddi chitc nang gan ¢ tét ¢a
cac bénh nhan trude khi difu tri, mdi 2 twén trong thang d4u tin va sau dd mdi théng (xem phén C4nh bdo va Than trong khi
ding thuéc).

Cach ding

Dung dutng udng.

Nén nudt nguyén cd vién nén bao phim véi mét it nwde. Do véi nhitng bénh nhan khdng thé nudt ca vién nén, cd thé nghién
vién nén bao phim va st dung bang cach rdc toan b liéu Ién thirc dn mém, vi dy: sita chua hodc nudc séit tao (tdo xay
nhuyén). C4n uing toan ba lidu ngay 14p titc, khdng dé lai cho I4n ding sau.

Vién nén bao phim phi dugc diing mot 13n mdt ngay, 16t nhét 1 diing vao cing mét thi digm mdi ngdy va cd thé udng lic
ddi hodc sau bita &n nhe (xem phén Twang tdc, twong ky cda thude v Héc tinh dirge déng hac).
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-_'T:_.

Qué man vi thanh phan hoat chat hodc véi bat ky thanh phén té duge nao duge liét k& trong myc Thank phén cing thic
thud.

K&t hep vdi céc ligu phép thai sat khac vi dd an toan cla céc két hop ndy chua dugc xac dinh (xem phén Jvang e wang ky
ciia thugt).

Bénh nhén cd do thanh thai creatinin wdc tinh < 60 mL/phut.

CANH BAO VA THAN TRONG KHI DUNG THUGC

Chitc ndng thén:

Deferasirox dé dugc nghién ctu chi @ nhitng bénh nhan cd nong dg creatinin huyét thanh ban du trong pham vi binh
thuréng phil hop theo tudi.

Trong céc nghién ctiu 18m séng, tang ndng do creatinin huyt thanh > 33% 6 = 2 Ian xét nghigm lién tigp, doi khi wot
qua gidi hen trén cta muc binh thuing, xay ra ¢ khoang 36% bénh nhan. Sy tang nay phy thuge liéu dung. Khoang 2/3
s0 bénh nhén cho thay nong dg creatinin huyét thanh téng tro vé mitc dudi 33% mé khdng cén diéu chinh liu. Trong
1/3 s0 bénh nhan con lgi, tang ndng do creatinin huyét thanh khang phai luén dap g vdi vige gidm liBu hodc tam
ngung liBu. Trong mdt s6 tnrding hop, chi cd sy Bn dinh gié ti creatinin huyét thanh da dugc quan sét théy sau khi giam
ligu. Cac truting hop suy than cép da dugc bao cao sau khi st dung deferasirox hau mai (xem phan 7az dung khing mong
mubn cua thudc). Trong mot s9 truting hgp hau méi, suy gidm chic nang than da dan dén suy than doi hoi phai tham
phan mau tam thoi hogc thudng xuyén.

Nguyén nhan cla sif tang nong dd creatinin huyét thanh chua duge 1am sang 6. Do 6 can dac biét chi § theo ddi ndng
dd creatinin huyét thanh & nhiing bénh nhan dang ding ddng thoi cac thude lam gidm chic néng thén va ¢ nhing bénh
nhan dang ding liéu cao deferasirox va/hodc ty I8 truyén mau thép (< 7 mL hang céu lang/kg/théng hodc < 2 don
vi/thang cho m{t ngudi Ién). Trong khi khang quan sét théy sy tang bién cd bét Igi d than sau khi téng liéu vién nén phan
tan deferasirox d&n liéu trén 30 mg/kg trong cAc nghién cttu [&m sang thi khdng thé loai trit sy ting nguy co vé cac bién
co bét loi @ than vdi lidu dang vién nén bao phim trén 21 mg/kg.

Khuyén cdo nén danh gia nong dg creatinin huy&t thanh 2 lan trude khi bat dau diéu ti. Can theo dai ndng dj creatinin
huyét thanh, d thanh thi creatinin (tdc tinh thea cng thie Cockeroft Gault hoac MDRD (thay ddi ché dd an trong
bénh than) ¢ ngudi Ién va theo cdng thic Schwartz & tré em) va/hodc nong do cystatin C trong huyét tweng trtde khi
diéu tri, hang tudn trong thang ddu tién sau khi bat ddu hodc thay ddi diéu tri béng deferasirox (bao gdm chuyén
ddi cong thic), va hang théng sau dd. Nhiing banh nhén cd tinh trang v than i trudc va nhitng bénh nhén dang diing
c4c thudic 13m gidm chic ndng thén co thé cd nhidu nguy co bi cac bidn ching. Can thén trong dé duy i sy b nudc day
dd & nhitng bénh nhan bj tiéu chay hoac non.

B3 cd bao cdo hiu mai vé nhiém acid chuyn hoa xay ra trong khi didu tri bang deferasirox. Ba s nhiing bénh nhan nay
3 bi suy than, bénh dng than (hi ching Fanconi) hodc tiéu chay, hodc céc tinh trang ma sy mat can bang acid-base Ia
mit bién chiing da biét. Can theo doi cén bang acid-base khi cd chi djnh 1dm sang @ nhitng nhém bgnh nhén nay. Can
xem xét tam ngung diéu tri bang deferasirox & nhitng bénh nhan phét sinh nhiém acid chuyén héa.

Sau htu hanh thudc, cac truting hop nghiém trong cda bénh Iy than (nhu hoi ching Fanconi) va suy than lién quan dén
nhitng thay d8i trong y thifc khi cé bénh ndo do ting amoniac méu da dugc béo céo & nhitng bénh nhén dugc diéu tri
béng deferasirox, ch yéu & tré em. Khuyn céo nén xem xét bénh ndo do tang amoniac mau va do néng dd amoniac &
nhitng bénh nhén tién trién nhiing thay ddi vé tdm than khang giai thich dugc khi diéu tri bang deferasirox.

Bang 3. Didu chinh lifu v& tam ngung diéu tri dé theo dai thén

Creatinin huyét thanh Thanh thai creatinin
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Trde khi bat ddu didu ti | 214n (2x) v 1140 (1)
Chdng chi dinh < 60 mL/phit
Theo dai

- Théng dau tién sau khi | Hang tuén va Hang tuén

bat ddu didu trj (bao
gdm chuyén ddi cong
thitc)

-Sau do Hang thang va Hang thang

Gidm liéu hang ngdy 7 mg/kg/ngay (cong thitc vién nén bao phim,

Néy quan st théy céc thing s than sau déy trong 2 lin tham kham lién tiép va khdng thé quy cha la do céc nguyén
nhan khédc

Bénh nhén ngui lon > 33% gi trj trung binh tude | va Giam < LLN* (< 90 mL/phit)
diéu tri
Bénh nhén tré em > JLN** phis hgp theo tudi va/hodc | Gidm < LLN* (< 90 mL/phit)

Sau khi gidm liu, tam ngung diéu tri néu
Bénh nhén nguii Ién va tré | Vén con > 33% gid i trung va/hodc | Giam < LLN* (< 90 mL/pht)
em binh trude diéu tri
*LLN; Gidi han dudi cta mic binh thutng

**ULN: Gidi han tén cia muc binh thuing

Cé the bt dau didu tr lai ty thudc vao ting hoan canh 1&m sang.

Ciing cd th xem xét gidm liu hodic tam ngung diéu tr néu co nhitng bt thutig xay ra vé nong df cAc chi diem chic
nang 6ng thén va/hodc khi cb chi dinh lam sang:

* Protein nigu {xét nghiém nén duge thuc hién trude khi diéu i va hang théng sau d6).

* Glucose nigu & nguti khdng bi déi thao duting va ndng dd kali, phosphate, magnesi hodic urate trong huygt thanh
thép, phosphate niéu, acid amin niéu (theo ddi khi cn thiét).

Bénh dng than da duge béo cdo ¢ ré em va thidu nién bj bénh beta thalassemia duoc diéu tri bing deferasirox.

Bénh nhén nén duge chuyén dén mot béc si chuyén khoa than va co thé xem xét céc nghién ctiu chuyén biét thém (nhu
sinh thit thén) nBu xay ra bét ot trigu ching ndo mc dis 83 giam liu va tam ngung liéu:

e Creatinin huyét thanh van tang cd y nghia va

* Bét thutmg kéo dai vé mdt chi diém chic nang thén khac (vi dy protein niéu, hgi chiing Fancani).

Chtc ndng gan:

Tang két qua xét nghiém chitc néng gan da dugc quan sat thdy & nhitng bénh nhan diéu tri bang deferasirox. Céc tuimg
hop hau méi vé suy gan, mot sB gay  vong, da dutge bao céo. Céc dang nghiém trong lign quan d&n nhing thay d6i
trong y thic khi co bénh nao do ting amoniac méu, c6 thé xdy ra & nhing bénh nhan duoc diéu tri bing deferasirox, dac
biét 13 ¢ tré em. Khuyén cdo nén xem xét banh ndo do ting amoniac mau va do ndng do ameniac & nhidng bénh nhan
tién trign nhiing thay di vé tAm thén khong gidi thich dugc khi diéu rj bang deferasirox. C4n than trong duy ti ¢dp nude
ddy di & nhitng bgnh nhén bj gidm thé tich mau (nhut tiéu chay hoac non), dac bit & 18 em bi bénh cp tinh. Hau hét
céc bao cdo vé suy gan déu lién quan dén céc bénh nhan co bénh di kam déng ke bao gbm cé xo gan c6 tir tude. Tuy
nhién, khong thé loai trir vai trd clia deferasirox nh [ mat yéu t6 gop phan hodc 1am trdm trong thém (xem phén 7éc
aung khéng mong mudn cua thudt).

Khuyn céo kiém tra transaminase, bilirubin va phosphatase kiém trong huyét thanh medc khi khéi dAu diéu ti, méi 2
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,15@'\ ng thang ddu tién va hang thang sau d6. Néu cb sy tang dai dang va tang d&n v& nng dd ransaminase huyét
,}f:ﬁ% ma khding th quy cho I3 do céc nguyén nhan khéc, nén tam ngung deferasirox. Khi nguyén nhan gay bt thuing
xét nghiém chiic ning gan d3 dugc lam rd hodc sau khi trd lai mic binh thudng, c6 the xem xét bat ddu diéu tr lai than
trong vdi liéu thap hon, sau do tang liéu dan dan.

Khéing khuyén céo dung deferasirox & bénh nhén suy gan nang (Child Pugh loai C) (xem phén 8¢ tinh dvge ding hc).
Bang 4. Tom t4t céc khuyén cdo theo dai vé dg an toan

Xét nghiém: Tan sudt

Creatinin huyét thanh 2 18n trude khi diéu tri

Hang tudn trong théng d4u tign diéu tri hodc sau khi thay
ddi liéu (bao gdm chuyén ddi cong thifc)

Hang thang sau do.

B thanh thai creatinine va/hodc cystatin C huyét Truge khi didu tri

tuong Hang tuan trong théng déu tign diéu i hodc sau khi thay
ddi liéu (bao gdm chuy8n ddi cong thirc)
Hang thang sau da.

Protein nigu Trugie khi didu tri
Hang thang sau do

C4c chi diém khac vé chitc nang dng than (nhu Khi can thiét

glucose nigu & nguti khang bj dai thao dudng va
ndng dd kali, phosphate, magnesi, hodc urate trong
huyét thanh thép, acid amin niéu)

Transaminases, bilirubin, phosphatase kiém trong Trutre khi digu tri.

huyét thanh M3 2 twan trong thang dau tign didu tr.
Héng thang sau do.

Xét nghiém vé thinh gidc va mét Trde khi digu tri
Hang nam sau da

Thé trong, chidu cao va sy phét trién vé sinh duc Truce khi digu tri.

Hang ném ¢ bénh nhan tré em.

( nhiing banh nhan cé twdi tho ngan (vi du hdi ching loan sén tdy cd nguy co cao), d4c biét khi cac bénh di kem cd th lam

tang nguy co vé cc bién co bat Igi, li ich cla deferasirox co thé bj han ché va co thé thap hon nguy co. Do do, khong

khuyén céo didu tri bang deferasirox & nhitng bénh nhan nay.

Cén than trong khi dung cho bénh nhan cao tudi do tén suét phan tg bat Ini cao hon (d3c biét 1A tiéu chay).

Dit ligu @ tré em bj bénh thalassaemia khang phy thugc truyén mau rat han ché (xem phén Béc tinh dvee lre hoc). Do 44 can

theo ddii chét ché khi diéu tri bing deferasirox d€ phét hién céc phan tng bét lgi va theo ddi ganh nidng sat ¢ nhom bénh

nhan tré em. Ngodi ra, tnide khi didu tri qua tai st bing deferasirox cho tré em bi bénh thalassaemia khang phu thugc

truyén mau, bac s nén biét rang hau qué cla vide sir dung dai han & nhiing bénh nhan nay hign nay chua ro.

Rdi loan tiéu hda:

Loét va xuat huyét duiing tiéu hoa trén da dugc bao cdo 6 cac bénh nhéan, bao gdm cé tré em va thiéu nién dung deferasirox.

Nhiéu vét loét d3 dugc quan sét thay & mot so bénh nhan (xem phén ¢ dung khdng mang mudn cia thidc). Da co béo cao

vé cac vét loét bi bién chitng thiing duding tidu héa. Ngoai ra, da cd béo céo vé xut huyét dudng tidu hoa gay 1t vong, dac

biét & bénh nhén cao tudi co cac bénh 4c tinh vé huyét hoc va/hodc s& lvgng tiéu cdu thap (xem phén 7éc dung khéng mong

mubn cua thudc). Bac siva benh nhan phai canh gidc vii cac ddu higu va trigu ching cha loét va xudt huyét dudng tiéu hoa

trong khi diéu tri bang deferasirox va phai tién hanh ngay lap téc vitc dénh gié va diéu tr] bo sung néu nghi ngdi cd mot phan
8
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ting bét loi nghiém trong cla duteng tiéu hoa. C&n than trong & nhifng bénh nhén dang ding deferasirox ket hop ydi-phi
thufic da biét 13 c6 kha nang géy loét nhur cac thudic chéing viém khdng steroid (NSAID), corticosteroid hodc bisgRasph
dang uing, nhiing bénh nhén dang dung thude chdng dong va nhing bénh nhan ¢ s§ lugng tiéu cu dudi
x 10%/L) (xem phén Twong tée, wong ky ciia thudt).
Rdi loan vé da:

phan (tng bat loi nghiém trong trén da (SCARS), bao gom hdi ching Stevens-Johnson (SJS), hoai tt biéu bi nhiém dac (TEN)
va phan tng thudc co kém theo tang bach céu &i toan vé céc tigu ching todn thén (DRESS) cd thé de doa tinh mang hoac
géy & vong d3 dugc béo céo. NEu nghi ngd bj phén ting da nghiém trong, phéi nging diing deferasirox ngay lap tirc va
khong dugc st dung trd lai. Tai thoi diém k& don, phai théng b4o cho bénh nhan vé cac déu hiéu va triéu ching cla phan
ttng da nghidm trong va cn theo ddi bénh nhén cht cha.

Phén ¢tng qué méan:

Céc tnstng hop phan (ng qué man nghiém trong (nhu phan tng phén vé, pht mach) dé duge béo cdo & nhitng bénh nhan
dung deferasirox véi khdi pht phan ing xay ra trong thang du diéu i ¢ phan lin céc ming hop (xem phén T4e dung
khding mong mudn). Néu céc phan tng nhu vy xdy ra, phai ngiing dung deferasirox vé tién hanh can thiép y khoa thich hap.
Khdng duge st dung trd lai deferasirox & nhing bénh nhan da bi phan tng qué man tude ddy do nguy co sac phan vé (xem
phan Chéng chi dink).

Thi gidc va thinh gidc:

Rai loan thinh giéc (gidm thinh gi4c) va rdi loan & mat (duc thiy tinh thé) da dugc béo cdo (xem phén Téc dung khdng mong
muén cia thudz). Khuyén cao nén kiém tra thinh gide va mét (bao gom soi day mit) trudc khi bt ddu digu ui va theo dinh ky
sau dd (mdi 12 thang). N&u théy cd rdi loan trong khi diéu tri, ¢ thé xem xét gidm liéu hodc tam ngung diing thudc.

Rdi loan vé mau:

B2 ¢ bao cdo hau mai ve giam bach cau, giam tiu cdu hodc giam todn thé huyét cdu (hodc cdc tinh trang gidm € bao médu
nay ndng thém) va thiéu mau ngng hon & nhing banh nhan duge diéu trj bang deferasirox. Hau hét nhiing bénh nhan nay cd
rdi loan vé huyét hoe tir trude, thuding lién quan véi suy tdy xuang. Tuy nhién, khang the loai trit vai 1rd dong gdp hodc lam
trém trong thém. Nén xem xét tam ngung diéu tri & nhiing bénh nhan xuét hign gidm 18 bdo mau khéng gidi thich duoc.

Cdc luwu y khac:

Khuyén cdo nén theo ddi ndng dd ferritin huyét thanh hang thang dé dnh gia dap tng cla bénh nhan véi didu tri vé 08
tranh tinh trang qué théi s&t (xem phan Ly ding vé Cach ding). Gidm liu hodc theo ddi chat ché hon chic néng gan va
than, va ndng dj ferritin huyét thanh trong thdi gian diéu tri véi liéu cao va khi ndng dd ferritin huyét thanh gén véi khodng
myc tigu. Néu ndng d9 ferritin huydt thanh gidm xudng dudi 500 pig/L (trong qué 13i sét do truyén méu) hodc dudi 300
Mg/L (trong hdi chirmg thalassaemia khéng phu thude truyén méu), nén xem xét tam ngung didu tri,

Kt qué cia cac xét nghigm creatinin huyt thanh, ferritin huyét thanh va transaminase huyét thanh cén duge ghi nhan va
danh gid thuing xuyén vé céc xu huting,

Trong 2 nghién ctu am sang, sy tang trudng va phat trién sinh duc cla céc bénh nhan tré em duye diéu tr bang deferasirox
trong thoi gian dén 5 nam khang bi anh huting (xem phan 7dc dung khdng mong mudh cia thudt). Tuy nhién, nh 13 bign
phap phong ngira chung trong viéc xtt tri bénh nhén tré em bi qua tai sét do truyén méu, nén theo ddi thé trong, chifu cao va
sy phét wién sinh dyc trudc khi didu tri va theo dinh ky (mdi 12 thang).

Rdi loan chifc nang tim 1a mot bién ching da biét vé tinh trang qua i s&t nang. C4n theo ddi chitc ndng tim & nhiing bénh
nhan bj qud tai sat trong khi diéu tr] dai han bang deferasirox.

Té dugc:

Thude ndy chita it han 1 mmol natri (23 mg) trong mdi vién nén bao phim, ¢ thé durge coi 13 “khdng chita natri".
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u nit cd thai:
Khéng cd di ligu lam sang trén phy ni mang thai st dung deferasirox. Cac nghién cttu trén ddng vat @ cho thay mot s6 doc
tinh ddi vai sinh sn ¢ liu gay doc cho dong vét me (xem phn 7 liéu an toén 1én I5m séng). Chua 1 nguy co tiém &n déi
véi nguii.
Nhv mgt bign phap phong ngira, khuyén cdo khong st dung Defloxol trong khi mang thai tri khi thét su cén thiét.
Deferasirox co thé |am gidm higu qua cla céc thudc tranh thai hormon (xem phdn 7weng téc, twang ky cia thudc). Khuyén
céo phy ni¥ cd kha ndng sinh dé nén s dyng cc bign phép trnh thai khong chita hormon bd sung hodc thay thé khi st
dung Defloxol.
Phu n@ cho con bd:
Trong céc nghién ctiu & dong vét, deferasirox da dugc tim thay bai tigt nhanh va manh vao sia cia dong vat me. Khdng cé
anh hudng ndo dén con dugc ghi nhan. Chua rd ligu deferasirox ¢ dugc bai tiét vao sita me & ngudi hay khong. Khong
khuyén céo cho con bi trong khi diing Defloxol.
Kha nang sinh san:
Khding c6 d2 lidu vé anh hutng dén kha nang sinh san ati vi ngutsi. 0 dong vat, khng thdy anh hurgng bt Igi dén kh néng
sinh s&n ca dong vét duc hodc dong vat cai (xem phén 47 fiéu an toan tién lém séng).

ANH HUGNG BEN KHA NANG LAI XE VA VAN HANH MAY MOC
Defloxol c anh hudng nhe dén kha nang lai xe va van hanh may mac. Nhig bénh nhan thinh thoang gap phan tng bat lpi
chdng mét nén than trang khi I4i xe hodc van hanh may mdc (xem phén 7dc dung khdng mang muin cua thudt).

TUONG TAC, TUONG KY COA THUGC

D an toan cla deferasirox ket hgp vdi cac thudc thai sat khac chua dugc xac dinh. Do do, khdng dugc két hop véi céc lidu
phap thai sat khac (xem phan Chdng chi dinh).

Tuong tac vei thike an:

Néing d0 dinh C.excla deferasirox tang lén (29%) khi ding thudc cling vdi thiic &n. Vién nén bao phim Deferasirox cd thé
duge dung khi d6i hodc cling véi bita &n nhe, tot nhat 13 dUng vao clng mgt thi diém mdi ngay (xem phan Liu ding vé
Céch ding v Bac tinh dirge ding hoc).

Céc thudc cd thé 1am gidm ndng dd toén thén cla deferasirox:

Su chuyén héa cda deferasirox phu thuge vao enzym UGT. Trong mgt nghién cltu & nhing ngudi tinh nguyén khde manh,
dung dong thoi deferasirox (liéu don 30 mg/kg, cong thitc vién nén phan tan) va rifampicin - thuic gy cam ttng manh UGT,
(liu l&p lai 600 mg/ngay) d& dén dén gidm ndng df deferasirox 44% (khodng tin cay (CI) 90%: 37%-51%). Do do ding dong
thei deferasirox vdi thuc gay cam tng manh UGT (vi du rifampicin, carbamazepine, phenytoin, phenobarbital, ritonavir) co
the dén d8n gidm hitu qué cla deferasirox. Can theo ddi nong dg ferritin huyét thanh ca bénh nhan trong va sau khi diing
két hap va didu chinh liéu deferasirox néu cn thiét.

Cholestyramine Iam giam cd ¢ nghia ndng df deferasirox trong mét nghién cttu vé co ché dé xéc dinh mic dd 13p lai chu trinh
gan - rudt (xem phan Jdc tinh duge ding hoc).

Tuong tac vdi midazolam va cdc thudc khdc duge chuyén hda bdi CYP3A4:

Trong m@t nghién cttu trén ngudi tinh nguyn khde manh, diing déng thdi vién nén phén tan deferasirox va midazolam (co
chét tham dd clia CYP3A4) d dén dén gidm ndng do midazolam 17% (khoang tin cay 90%: 8%-26%). Trong bdi canh fam
sang, tac dung nay rd rat hon. Vi vay, do kha ndng 1am gidm higu qua, cén than trong khi két hgp deferasirox vdi céc thudc
dugc chuyén héa qua CYP3A4 (vi du ciclosporin, simvastatin, thudc tranh thai hormon, bepridil, ergotamine).

Tueng téc vdi repaglinide va céc thuc khac duge chuyén hda bdi CYP2C8:
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Trong mat nghién cifu trén nguti tinh nguyén khoe manh, diing dng thiri deferasirox la thudc thufic tre ché trung binh

1.6 lan (khoang tin cay 80% [1,42-1,84]). Do sy twong téc chua duge xac dinh vdi lidu cao han 0,5 mg J@yoi reEégTLr\gﬁ:‘

nén tranh st dung déng thii deferasirox véi repaglinide. Néu sif két hop ndy 13 cdn thiét, can theo dai cﬁn @ trén Iamsﬁng
va néng a9 glucose trong mA&u (xem phan Lénk bdo va Thén trong khi ding thudz). Khong thé logi '
deferasirox va cac co chét khéc cia CYP2CB nhu paclitaxel.

Tueng tac vdi theophylline va céc thudt khdc duge chuyén hda bdi CYP1A2:

Trong mat nghién cttu trén ngudi tinh nquyén khde manh, ding ddng thoi deferasirox nhu 13 mét thudc dc ché CYP1A2 (lidu
Iap lai 30 mg/kg/ngay, cong thic vién nén phan tan) va theophylline la co chét cia CYP1A2 (liéu don 120 mg) da dan dén
téng AUC ctia theophylline 84% (khodng tin cay 90%: 73% dén 95%). Crex khi diing lidu don khong bj &nh hudng, nhung
tdng Ciex cla theophylline cd kha nang xdy ra khi ding thude kéo dai. Do @6 khdng khuyén cdo dung ddng thei deferasirox
vdi theophylline. N&u diing ddng thai deferasirox va theophyliing, can theo ddi nang dg theophylline va nén xem xét gidm liéu
theophylline. Khang thé loai trir sy twang téc gitta deferasirox va céc co chét khac cta CYP1A2. Bdi vdi céc chét duge chuyén
hda chi yéu bdi CYP1A2 va co chi st diéu tri hep (vi dy clozapine, tizanidine), cic khuyén cdo twang t dp dung nhu ddi vdi
theophylline.

Cac thang tin khéc:

Chura c6 nghién citu chinh thic vé viéc ding ddng théi deferasirox va céc ché pham khéng acid chira nhom. Mic du
deferasirox cd 4i lyc thap hon ddi voi nhom so vdi sét nhung khang khuyén céo ding deferasirox dang vién nén bao phim vdi
cac ché pham khang acid chita nham.

Ding déng thoi deferasirox vdi cac thudc da biét co kha nang gay loét nhu thudc chiing viém khdng steroid (NSAID) (bao
gdm acid acetylsalicylic & lifu cao), corticosteraid hodc bisphosphonate dutng udng cd thé 1am ting nguy co nhiém dic
dutmg tiéu hoa (xem phén Lanh béo va Thén trang khi ding thudc). Vige stk dung ddng thsi deferasirox vdi thudc chdng déng
ciing c6 theé lam ting nguy co xuél huyét dutng tiéu hoa. C4n phéi theo di 13m sang khi két hop deferasirox vdi céc thudic
nay.

Dung déing theti deferasirox va busulfan dén d&n gia téng phoi nhiém véi busulfan (AUC), nhung co ché tuong téc vén chua rd
réng. Néu cd thé, nén danh gid duge dong hoc (AUC, do thanh thai) cda liéu thi nghiém busulfan dé cho phép diéu chinh
ligu.

Tinh tong ky:

Khong ép dung

TAC DUNG KHONG MONG MUGN COA THUAC

Tém t&t hé so vé an toan:

Céc phan g thutng gap nhét dugc béo cao trong khi diéu tri dai han dugc thuc hién véi vién nén phén tén deferasirox ¢
bénh nhén ngudi Ién va tré em bao gbm rdi loan tiéu hoa (chi y&u 1a budn non, non, tiu chdy hodc dau bung) vé ndi ban da.
Tiéu chdy dugc bdo cdo thing gip hon ¢ bénh nhan tré em 1 2-5 tudi va & nqudi cao tudi. Nhitng phan tng nay phy thudc
liBu dung, h&u hét 3 nhe dén trung binh, thutng thodng qua va hdu hét mét di ngay cd khi tiép tuc difu tri.
Trong céc nghién ctu [m sang phy thugc liéu, tang creatinin huyét thanh xay ra ¢ khodng 36% bénh nhan, mac dii hdu hét
van nam trong pham vi binh thutmg. Gidm o thanh thai creatinin trung binh da duoc quan st théy & ¢ bénh nhén tré em
va nguoi [6n bj bénh beta thalassemia va cd qué téi sat trong ndm d4u tién didu tr, nhung cd bang ching cho thay diéu nay
khong gidm thém trong nhiing nam diéu tri tiép theo. DA cd béo céo vé tang transaminase & gan. Khuyén co nén [4p lich
trinh theo ddi vé an toan ddi vdi cdc thang sd vé than va gan. Rdi loan thinh gidc (gidm thinh gidc) v ri loan & mat (duc
thiy tinh thé) it gép, va kiém tra hang nam ciing duoc khuyén céo (xem phan Canh béo va Thén trong kii ding thudt).
Céc phan (ng bét lgi nghiém trong trén da (SCARS), hao gdm héi ching Stevens-Johnson (SJS), hoai 1 biéu bi nhiém doc
(TEN) va phan tng thudc cd kem theo tang bach cAu ai toan va cac trigu ching toan than (DRESS) da duoc béo céo vdi vige
st dung deferasirox (xem phin Canh béo va Than trong khi ding thuet).
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phan ng bét lgi dugc ligt ké dudi déy st dung quy ude sau: rat thutmg gap (> 1/10); thuting gap (> 1/100 dén <
1/10); it gap (= 1/1.000 d&n < 1/100); higm gap (> 1/10.000 dén < 1/1.000}; 4t hiém gap (< 1/10.000); khong biét
tén sudt (khong thé vdc tinh t cac di ligu hign cd). Trong mdi nhom xép theo tén sudt, céc phan Gng bét loi dugc trinh bay
theo thi ty mic do nghiém trong gidm dén.

Bang 5.

Rdi logn méu va hé bach huyét

Khdng biét tan Giam toan thé huyét cdu', gidm tiéu cdu', thiu mau ndng thém', gidm bach cdu trung tinh!
Suat:

Rdi logn hé mién djch

Khang biét tan Céc phén tng qué man (bao gdm phan ting phan vé va phi mach)’
sudt:

Rdi logn chuyén hoé va dinh dung

Khang biét tan Nhiém acid chuygn hoa'

SUdt:

Rdi loan tam thén

It g&p: Lo &u, ri loan gidc ngd

R loan hé thén kinh

Thuting gap Nhirc dAu

It gap: Chong mat

Rdi logn vé mat

It g3p Byc thuy tinh thé, bénh hoang digm

Hiém gap Viém déy thén kinh thi gidc

Rdi loan tai va mé dao

It g3p: [ fisc

Rdi loan hd hép, ngyc va trung that

It g3p: l Bau thanh quan

Rdi logn tidu hod

Thuting g&p Tidu chay, téo bon, ndn, buén ndn, dau bung, chutng bung, khd tiéu
It g3p: Xudt huyét tiéu hod, loét da day (bao gbm cé loét da ), loét t4 trang, viém da day
Hiém gap: Viém thyc quén

Khding biét tén Thiing duting tiéu hoé', viém tuy cép’

SuAt:

Rdi loan gan mét

Thudng gép Tang transaminase

It gép Vigm gan, soi mat

Khdng biét tan Suy gan'-?

sudt:

Rdi loan da va md dudi da

Thudng gap Ban, ngia

It gap: Réji loan séc td
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Hiém gap Phén ting thudt co kém theo tang bach cAu 4i toan va céc rigu ching toan than (DRESS)

Khéng bit tén Haji chitng Stevens-Johnson', viem mach qué mén', may day', ban dd da dang', rung t6c¢, hoai 1t

sua: bigu bi nhiém dgc (TEN)' P

S vl

Rdi loan than va tiét nigu 7
Rét thutmg gdp: | Téng creatinin méu ,?;S/’ ;-:E c.
Thuting gép Protein nigu \Efzk ]
It g3p: Rai loan dng than? (hi ching Fanconi mac phail, glucose niéu \‘S\D%,‘ St

\

Khong bigttn | Suy thén cdp"2 viém than fng than - ma k&', bénh sbi than', hoai & Bng than! 05 o fet
iy y thén cdp an tng thi ; on', hogi wdng than' N5 f

Rdi loan toan than va tinh trang tai chd ding thudc
It oip Sat, phi, mét méi

" Cac phan ting bt loi duge bao cdo trong kinh nghiém héu mai. Cac phan ting ndy thu duge 1t cac bdo cdo tw nguyén ma
khéing phéi lttc ndo cling co thé thiét Iap dang tin cdy vé tAn suat hodc mdi quan hé nhan qua vdi viéc st dyng sdn pham.
2 B4c dang nghiém trong lién quan d&n nhitng thay ddi trong § thite khi cd bénh ndo do ting ammoniac mu da duoc bdo
cao.

M4 ta céc phan ttng bét li chon loc:

S6i mat va rdi logn dung mét cd lin quan da duge bao céo & khoang 2% bénh nhén. Tang transaminase gan dugc bao céo
1a phan (ing bat loi ¢ 2% bénh nhan. Tang transaminase Idn hon 10 14n gici han trén cia mikc binh thudng, goi y viem gan, 13
it gap (0,3%). Trong kinh nghigm hdu mai, suy gan, ddi khi gdy 1 vong, 43 dugc béo céo vdi deferasirox (xem phén Canh héo
vé Thén trong khi dong thudc). B co bdo cao hau mai vé nhiém acid chuyén hoa. Phan lén nhitng bénh nhén nay bi suy
thén, bénh dng than (hoi chitng Fanconi) hodc tiéu chay, hoac céc tinh trang ma sif mat can béng acid-base 13 mt bién
chitng dé biét (xem phén Canh bda vi Thén trong khi ding thude). Cac truding hop viém tuy cdp nghiém trong da duge quan
sat thdy ma khong cd céc tinh trang duting mat tir trude. Cang nhu vdi diéu tri bang thudc thai sét khac, mét thinh gidc tén
s8 cao va dyc thly tinh thé (cudm khé giai doan sém) thutng khong duge quan sét théy ¢ bénh nhén diéu tri bing
deferasirox (xem phan Canh bao va Than trong khi ding thuée).

B4 thanh thdi creatinin trong qud tdi sat do truyén mau:

Trong m{t phan tich tang hgp hdi ctu & 2.102 bénh nhan nguti 16n va tré em bj bénh beta-thalassemia vé c6 qua tai sit do
truyén mau duge diéu tri bang vién nén phan tan deferasirox trong 2 nghién citu ngau nhién va 4 nghién ctu nhan ma trong
thoi gian dén 5 ndm, giam da thanh théi creatinin trung binh 13,2% & bénh nhén nguii Idn (khoang tin ciy 95%: -14,4% dén
-12,1%; n=935) va 9,9% (khoang tin cay 95%: -11,1% d&n -8,6%; n=1.142) & bénh nhén tré em @ dugc quan sat thy trong
nam d4u tién didu ti. 0 250 bénh nhan dugc theo di dén 5 nam, khing quan sét thdy gidm thém mic do thanh thii
creatinin trung binh.

Nghién ctiu I&m sang ¢ bénh nhén bj hi chitng thalassaemia khdng phy thufc truyén mau:

Trong mgt nghién cttu 1 nam & nhiing bénh nhan bi hoi chiing thalassaemia khong phy thufc truyén mau va qué tai sit
(vién nén phan tan & liéu 10 mg/kg/ngéy), tiéu chay (9,1%). ban (3,1%) va budn ndn (7,3%) 1a céc bién cf bt lgi thutng
gap nhét lién guan dén thudc. Cac gié tri ndng do creatinin huyét thanh va 6@ thanh théi creatinin huyét thanh bét thufing da
dugc bao cdo theo thir ty 13 5,5% va 1,8% bénh nhan. Tang transaminase gan Idn hon 2 [4n so vdi ban dAu va gap 5 lan gidi
han trén cta muc binh thuting da dugc bao cdo & 1,8% bénh nhén.

Nhdm bénh nhén tré em:

Trong 2 nghién ciu lam sang, sy tang trutdng va phét trign sinh dyc cla céc bénh nhén tré em dugt diéu tri bang deferasirox
trong thdi gian d8n 5 ndm khdng bi dnh hubng (xem phén Lank béo va Than trong khi ding thudc).

Tigu chay duac béo céo thudng gap hon & bénh nhan tré em tir 2-5 tudi so vdi bénh nhan cao tudi.
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g thn chd yéu dugt béo céo & tré em va thidu nién bj bénh beta thalessaemia duge diéu tri bang deferasirox. Trong
do céo hau mai, mdt 1y I cao cac trveng hop nhiém acid chuyén hoa xdy ra & tré em trong bdi cAnh hdi chitng Fanconi.
Viém tuy cap 03 dugc béo céo, dac biét 13 ¢ tré em va thi€u nién.

QUA LIEU VA CACH XU TRI

Céc ddu hiéu sém cta qué ibu cap tinh 13 cac &nh hudng trén dutmg tidu hoa nhu dau bung, tiéu chdy, budn nn va nén. Réi
loan gan va than d3 dugc bdo céo, bao gom céc truding hgp ting men gan va creatinine cd thé hdi phuc sau khi ngung diéu
. Ding sai mft liéu duy nhat 90 mg/kg d&n dén hoi ching Fanconi da duge gidi quyt sau khi didu i,
Khang cd thudc giai djc déc hiéu cho deferasirox. Céc quy trinh chun 68 kiém soat qué lidu co thé dugc chi dinh cing nhy
diéu tri tridu ching, thich hop v& mét y khoa.

BAC TINH DUQC LYC HOC
Nhom dugc Iy: Thufic thai sat.
Ma ATC: VO3AC03.

Ca ché téc dung:

Deferasirox 1a mt thudc théi s&1 cd hoat tinh ding duting ufng cd tinh chon loc cao d6i véi s&t Ill. Phan 1t deferasirox gom
ba nhénh gén vao sat vdi i lyc cao theo ty sd 2:1. Deferasirox [am ting cuding bai tiét sat, chd yéu qua phan. Deferasirox co
8i lye thép ddi véi kém va dong, khong gdy ra ning 66 thép lién tyc trong huyét thanh cla nhing kim loai ndy.
Duge lye hoc:

Trong mgt nghién citu vé chuyén hda ddi véi can bang sat trén nhiing bénh nhan nguti I6n bi bénh thalassemia vé ¢ qua t3i
sdt, deferasirox vdi céc ligu hang ngdy 10, 20 va 40 mg/kg (cong thitc vién nén phan tan) da gay ra syt bai tiét sat thye trung
binh theo thif ty 13 0,119; 0,329 va 0,445 mg Fe/kg thé trang/ngay.

An toén va higu qua ldm sang:

Cac nghién cttu vé hibu qua 1am sang duge thyc hién véi vién nén phan tén deferasirox (dudi ddy dugc goi 13 'deferasirox’).
So vdi cong thirc vién nén phén tan deferasirox, iéu cda vién nén bao phim deferasirox thap hon 30% so véi liéu cla vién
nén phén tan deferasirox, duge lam tron dén nguyén vién cé ham lugng gén nhét (xem phan A4z 2inh dirge dong hoc).
Deferasirox da duot nghién citu ¢ 411 bénh nhén ngudi Idn (= 16 tudi) vé 292 bénh nhén tré em (tir 2 dén < 16 twdi) bi qué
tai s&t man tinh do truyén méu. Trong sd cc bénh nhan tré em, 52 tré 1 2-5 twdi. Cac tinh trang cd 1t tnde ddi hi phai
truyén méu bao gom bénh beta-thalassemia, bénh hong cdu hinh liém va céc bénh thifu méu b&m sinh va mac phéi khac
(hgi ching logn sén tiy [MDS], hdi ching Diamond Blackfan, thigu mau bét sén va cdc thi€u mau rét hiém gap khac).

Biéu tri hang ngay bang cong thitc vién nén phan tén deferasirox vdi céc liéu 20 va 30 mg/kg trong 1 ndm cho nhing bénh
nhan ngudi In va té em dugc truyén mau thuong xuyén do bénh beta-thalassemia da d&n dén gidm céc chi sd sdt toan
phan trong co th; ndng d¢ st trong gan giam trung binh khodng -0.4 mg s&t/g gan (trong lugng khd khi sinh thiét) & lidu 20
mg/kg va -8,9 mg s&t/g gan (trong Iugng kho khi sinh thiét) ¢ liéu 30 mg/kg, va ndng dd ferritin huydt thanh gidm trung
binh khoang -36 jg/L ¢ lieu 20 mg/kg va -926 pig/L & liéu 30 mg/kg. Khi diing cling nhitng liu nay 1y sd giita bai tit s&t
trén thu nhén st theo thit ty 13 1,02 (biu thj can bang sat thyc) va 1,67 (biu thj loai bd st thyc). Deferasirox tao ra dap
ng treng tu & b&nh nhan bi cac bénh thigu méu khéc o6 qué téi sat. Liéu ding hang ngdy 10 mg/kg (cong thifc vign nén
phén tan) trong 1 ndm c6 thé duy tri ndng df s&t trong gan va ndng do ferritin huy8t thanh, va tao ra can bang sat the su &
nhitng bénh nhan truydn méu khang thudng xuyén hodc truyén thay méu. Néng df ferritin huyét thanh dugc danh gia bang
cach theo ddi hang thang da phan anh céc thay ddi nong d s&t trong gan, diéu ndy cho théy I3 céc xu hudng cla feritn
huygt thanh c6 thé duge dung d& theo ddi dép tng véi didu trj. D liéu 13m sang con han ché (29 bénh nhan cb chitc ning
tim binh thuting lic ban dau) st dung MRI cho théy diéu tri bang deferasirox 10-30 mg/kg/ngay (coing thitc vién nén phan
tan) trong 1 ném cing cé the lam gidm ndng df st & tim (trung binh MRI T2* tang tit 18,3 18n 23,0 mili giay).

Phan tich chinh cla nghién cttu so sanh then chot ¢ 586 bénh nhén bj bénh beta thalassaemia vé qué t4i st do truyén mau
da khang cho thay sy khong thua kém cda vién nén phén tan deferasirox so véi deferoxamine trong phan tich tng nhém
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bénh nhan. Dutng nhe [a tr phan tich hau kidm (posthac) cda nghign ciiu nay, & phan nhom bénh nhan cd n 98

thudc thai sat. Sy mét cén bang ndy xdy ra bdi vi céc bénh nhan ding deferoxamine dugc phép duy tri I8l
nghién ciiu ngay cé khi lidu d cao hon liéu duge xac dinh trong d& cuong nghién citu. 56 bénh nhan dudi 6 ol date:

vao nghién citu then chdt nay, 28 trong sd da duote ding vién nén phan tan deferasirox.

Duting nhu 13 t cdc nghién citu tién 1am sang va 13m sang, vién nén phan tin deferasirox cé thé co hoat tinh nhu
deferoxamine khi st dung vdi ty 1& liéu 2:1 (tic 13 1 lidu deferasirox vién nén phan tan bang mgt nia lidu deferoxamine). Tuy
nhién, khuyén cdo vé litu lugng ndy da khong dwge danh gia theo théi gian trong céc nghién ciu 1dm sang.
Ngoai ra, & bénh nhan cd nong dg sat trong gan = 7 mg Fe/g trong lugng khd bi céc bénh thidu mau hiém gép khac nhau
hodic bénh héing cAu lim, vién nén phan tén deferasirox & liBu 20 va 30 mg/kg d2 [am gidm ndng 89 s&t trong gan va feritin
huygt thanh wong duong nhu dat duge & bénh nhan bi bénh beta-thalassaemia.

Mgt nghién ctiu ngdu nhién c6 ddi chimg gid duge duge thye hién & 225 bénh nhan mac MDS (nguy co thép/Int-1) va qua
tai sat do truyén méu. Két qua cda nghién citu nay cho thay réng c6 tac dding tich cue cla deferasirox ddi vai su sng con
khang bién cd (EFS, diém cudi tng hop bao gém céc bién ¢ vé tim hodc gan khdng gay t vong) vé ndng dd feritin huyét
thanh. HA s an toan phi hgp véi céc nghién citu trude day ¢ bénh nhan ngudi lén bj MDS.

Trong mgt nghién citu quan sat 5 ndm, trong @6 267 tré tlr 2 6&n < 6 wdi (1e dua vao nghién cttu) bi nhidm hemosiderin do
truyén mau 6@ duge didu trj béng deferasirox, khong c6 sy khac bigt cd  nghia Iam sang v& hd so an toan va khd nang dung
nap cla deferasirox & bénh nhan tré em tr 2 d&n < 6 tudi so véi nhém bénh nhan ngutii Ién va tré I6n tudi hon vé tdng thé,
bao gom téng creatinin huyét thanh > 33% va cao hon gidi han trén cla mic binh thutng & = 2 I4n xét nghiém lién tiép
(3.1%), va tang alanine aminotransferase (ALT) cao hon 5 Ian gidi han trén cda mic binh thung (4.3%). C4c bién ¢ don 1
tang ALT va aspartate aminotransferase da duoe béo cao theo thit t 18 20,0% va 8,3% & 145 bénh nhan @3 hoan thanh
nghién cuiu.

Trong mot nghién cttu dénh gia dd an toan cla vién nén bao phim va vién nén phén tén deferasirox, 173 bénh nhan ngudi
|6n va tré em bi bénh thalassemia hodc hai chitng loan sén tly 63 duoe didu tri trong 24 tudn. HG so vé an toan twong duong
ddi véi vién nén bao phim va vién nén phén tan dé dugc quan sat thay.

0 nhiing bénh nhan bj hji ching thalassaemia khong phy thudc truy&n méu va qua tai sat, diéu tri bAng vién nén phan tan
deferasirox da dugc danh gid trong mt nghién citu 1 ndm, ngau nhién, mu d6i, ¢d doi ching véi gia duge. Nghién clu 63 so
sénh hiéu qua ctia 2 phac dd vién nén phan tén deferasirox khéc nhau (liéu khdi dau Ia 5 va 10 mg/kg/ngay, 55 bénh nhan
& mdi nhom) va gia duge phit hgp (56 banh nhan). Nghién ctu da thu nhan 145 bénh nhan ngui lon va 21 bénh nhén tr
em. Thang sd higu qua chinh [a sy thay ddi ndng dg sat trong gan (LIC) so vi ban d4u sau 12 thang diéu tri. Mot trong
nhitng thang sd higu qua thit cAp 12 su thay 6i ndng do ferritin huyét thanh 1t [oc ban d4u dén quy thit tw. 0 liéu khoi ddu
10 mg/kg/ngay, vien nén phan tén deferasirox da dan dén gidm cac chi s vé s&t toan phan trong co thé. Trung binh, ndng
da s&t trong gan giam 3,80 mg Fe/q trong Iugng kh & bénh nhan didu tri bang vién nén phan tan deferasirox (liéu khdi ddu
10 mg/kg/ngay) va téng 0,38 mg Fe/g trong lugng khd ¢ bénh nhén dugc diéu i bang gia dugc (p < 0,001). Trung binh,
ndng d9 ferritin huyét thanh gidm 222,0 uig/L & bénh nhan dugc didu tri bang vién nén phén tan deferasirox (lidu khdi ddu
10 mg/kg/ngay) va tang 115 pg/L & bénh nhan duge didu ti béng gid duoe (p < 0,001).

DAC TINH DUQC BONG HOC

Vién nén bao phim deferasirox ching minh sinh kha dung cao hon so vdi cdng thic vién nén phan tan deferasirox. Sau khi
digu chinh ham lugng, cng thic vién nén bao phim (ham lrgng 360 mg) weng durong véi vien nén phan tén deferasirox
(ham legng 500 mg) vé dign tich trung binh dutii duting cong nding d thifi gian (AUC) rong tinh trang d6i. Nang dd dinh Crse
tang 30% (khoang tin cdy 90%: 20,3% - 40,0%); twy nhién, mdt phan tich phoi nhiém/ dap ing lam sing khang cho théy
bang chitng nao vé anh hutng [4m sang lién quan dén su gia tang nay.
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erasirox (cong thitc vién nén phan tan) dugc hap thu sau khi dung dutiing udng vdi theri gian trung vi d&n khi dat duge
ndng 40 t6i da trong huyét wong (tn=) khoang 1,54 gid. Sinh kha dung tuyét ddi (AUC) cda deferasirox cong thire vién nén
phan tén khodng 70% so véi mt liéu tiém tinh mach. Sinh kha dung tuyt d6i cla cing thie vién nén bao phim chua dugc
xac dinh. Sinh kha dung cia vién nén bao phim deferasirox cao hon 36% so vdi vién nén phan tén.
M@t nghién ctiu vé &nh hudng cla thic &n dén vige st dyng vién nén bao phim cho nhitng ngui tinh nguyén khée manh
trong tinh trgng ddi va vdi bia an it chat béo (ham lugng chat béo < 10% calo) hodc nhidu chat béo (ham lugng chét béo >
50% calo) cho théy AUC va Cr gidm nhe sau bifa an it chét béo (ttong ting 13 11% va 16%). Sau bifa &n gidu chét béo, AUC
v3 Cunex tang Ién (tuiong ting [ 18% va 29%). Su gia téng ciia Crex do thay doi cong thiic bao ché vé do dnh hudng cla bita an
gidu chét béo o th coing hudng, do d6, khuyén céo dlng vién nén bao phim ltc déi hodc sau bita &n nhe.
Phan ba:
Deferasirox gan ket cao vdi protein huyat twong (99%), hau nhu chi véi albumin huyét thanh, va cd the tich phan bd nhd vao
khoang 14 it & nguti I6n.
Chuyén héa:
Glucuronide héa la dutng chuy8n hoa chinh ddi véi deferasirox, sau d6 bai tiét qua mat. Sy khit lién hgp céc glucuronide &
ruft va tai hép thu sau dd (chu trinh gan-rut) cd thé xdy ra. Trong m@t nghién citu trén ngudi tinh nguyén khde manh, ding
cholestyramine sau mot lidu don deferasirox da dan dén giam 45% nong dg deferasirox (AUC).
Deferasirox chd yéu duge glucuronide hoa bdi UGT1AT va & mutc @9 it hon béi UGT1A3. Sy chuyén héa deferasirox dugc xic
téc béi CYP450 (oxy hoa) duting nhu 13 nho & ngudi (khoang 8%). Khdng cd sy tc ché chuyén hda deferasirox bang
hydroxyurea da dugc quan sat iz witro.
Thai trir:
Deferasirox va céc chat chuyén hoa cla nd chi yéu dugc bai tiét qua phan (84% lidu ding). Bai tidt deferasirox va céc chét
chuyén hda clia thudc qua than rat it (8% liéu dung). Thiri gian ban thai (t1/2) trung binh trong khodng 1t 8-16 gitr. C4c chét
vén chuyén MRP2 (protein 2 khang da thufic) va MXR (protein khéng mitoxantrone) (BCRP (protein khéing ung thu vii)) tham
gia vao sy’ bai tiét deferasirox qua mat.
St tuyén tinh / khdng tuyén tinh:
Cax VA AUCo24 4is cUa deferasirox tang gén tuyén tinh véi li8u ding & trang théi &n dinh. Khi ding da liéu, ndng 0 thudc
tang lan theo hé sd tich lay 1.3-2.3.
Dugc ddng hoc @ cc ddi trgng bénh nhan déc biét:
Bénh nhén tré em:
Ndng do thudic toan bd & thi€u nién (12 dén < 17 tudi) va tré em (2 dén < 12 tudi) ddi véi deferasirox sau khi dung don liéu
vé da liéu thdp han so véi & bénh nhan ngudi Ign. 178 em dudi 6 tudi, ndng d6 thudt thap hon khoang 50% so vdi nuti lén.
Vi lidu ding duoe didu chinh cho ting bénh nhén trd em tly theo dap ting nén didu nay khd cé thé gdy ra céc hau qua trén
lam sang.
Gidi tinh:
Phy ni? cd do thanh thai bigu kién cda deferasirox thap hon mot céch vira phai (17,5%) so véi nam gidi. Vi liéu ding duge
diéu chinh cho ting bénh nhan thy theo dép tng nén didu nay khd cb thé gay ra cac hau qua trén 1am séng.
Bénh nhén cao tdi:
Chua ¢ nghién ciiu vé dugc dang hoc ctia deferasirox trén bénh nhén cao tudi (1t 65 tudi tré Ién).
Suy than hogc suy gan:
Chua c6 nghién citu vé dugc dong hoc cda deferasirox trén bénh nhan suy than. Duge dong hoc cua deferasirox khdng bj anh
hudng béi ndng do transaminase gan cao dén 5 1an gidi han trén cda muc binh thudng.
Trong mdt nghién citu 14m sang st dung liéu don vién nén phan tén deferasirox 20 mg/kg, ndng dd trung binh tang 16% &
céc d8i wong suy gan nhe (Child Pugh loai A) va 76% 6 céc ddi twgng suy gan trung binh (Child Pugh loai B) so vdi cac doi
twang ca chitc nang gan binh thutng. Coa trung binh clia deferasirox & céc d6i wong suy gan nhe hodc trung binh tang 22%.
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Néing d tang gép 2.8 14n & 1 d8i tuyng suy gan nng (Child Pugh loai C) (xem phén Liéu lugng va Cach a’ung yaféﬁ/aﬁm\\
Thén trong khi dung thud). f}_ ‘.._?} ﬁ \

DU LIEU AN TOAN TIEN LAM SANG
Cdc dit ligu an toan tién Iam sang khdng phat hign nquy co déc biét ndo di véi ngudi dua trén cac nghlen\:ﬂtr\fh' Ung quy Ve
duge Iy an todn, doc tinh liéw I3p lai, dgc tinh gen hodc kha ndng gy ung thu. Phét hién chinh I3 ddc tinh ﬂm vﬁﬁ@ ,;"
thiy tinh thé {cudm khd). Céc phét hién wong ty da quan sat théy ¢ dong vat mdi sinh va dong vt chua tudng 1

tinh d6i vdi than chd yéu duge cho 13 do sy can kidt sat & dong vat khdng bi qua tai sat 1 trude.

Cac thit nghigm vé doc tinh gen /z wiro &m tinh (xét nghigm Ames, xét nghigm vé sai Ich nhiém sdc thé) trong khi
deferasirox gay ra sy hinh thanh vi nhan /7 vize trong tly xudng, ma khang phai I3 gan, & chudt ciing khng duge nap sit &

liéu chét. Khdng quan sat théy nhitg téc dyng nhy vdy & chudt cing dugc nap sét trudc do. Deferasirox khdng gay ung thu

khi diing cho chudt cdng trong mat nghién ctfu 2 nam v cho chut nhat di hop & chuyén gen p53+/- trang mot nghién citu

6 thang.

Kha nang gay doc doi vdi sy sinh san da duge dénh gid trén chudt ciing va the. Deferasirox khong gay quéi thai nhung am

téng tan sudt nhiing thay ddi vé b xvong va chugt con chét lu khi ding ligu cao gay nhiém doc néng cho chudt me khong

bi qué ti sat. Deferasirox khdng gy cac tac dyng khc trén kha néing sinh sén hodc su sinh san.

DIEU KIEN BAD QUAN
Bao quén & nhiét dg khong qué 30°C.

HAN DUNG
36 thang k& w ngay sdn xuat.

QUY CACH BONG GOI
Hop 3 vi, B vi hoac 9 vi (PVC/PVDC/Aluminium) x 10 vién.

TIEU CHUAN CHAT LUONG
Tidu chudn co'sd.

TEN VA BJA CHI CO SO SAN XUAT
PHARMATHEN INTERNATIONAL S.A.
Block No 6, Sapes Rodopi Prefecture, Industrial Park, Sapes, 633 00, Hy Lap.

CHU SO HOU GIAY PHEP LUU HANH TAIVIET NAM
&

EGIS PHARMACEUTICALS PRIVATE LIMITED COMPANY
1106 Budapest, Keresztdri tt 30-38, Hungary

17

T.E HO CHI 1giNK /. J,-’,-




