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DEFEROX 500

Ta diwge: Cellulose vi tinh thé, lactose, povidon, bot talc, magnesi stearat, silicon dioxyd keo, natri
lauryl sulfat, crospovidon, Natri Croscarmellose.

DUQC LUC HQC

Co ché tic dung: Deferasirox 14 chét tao phirc chelat (phtrc cang cua) chon loc véi sit (dang Fe’)
dudng udng. La mot phéi tir ¢ 3 chac, ¢6 ai luc cao véi sit, gin véi ti 18 2 : 1. Mic du deferasirox c6
4i luc thap véi kém va ddng, van c6 kha ning giam ndng do trong huyét thanh cua cac vét kim loai nay
sau khi udng deferasirox. Y nghia 1am sang clia nhitng su giam nay 1 khong chic chén.

Dugc lyc hoc ciia thuée duge dénh gid trong mot nghién ctru vé chuyén hoa sét cho thdy deferasirox
(10, 20 va 40 mg/kg/ngay) trung binh c6 thé bai tiét twong tmg 0,119; 0,329 va 0,445 mg sét/kg thé
trong/ngdy trong khang tuong tu trén 1am sang (0,1 — 0,5 mg/kg/ngay). Sy bai tiét sit chii yéu la qua

-

phén.

. DUQC PONG HQC
Hé‘p thu

Deferasirox dugc hép thu sau khi uéng véi thoi gian trung vi dat ndng do dinh trong mau (Tmax) la

khoang 1,5 — 4 gid. Cmax va AUC cuia thude ting xdp xi tuyén tinh véi lidu sau khi dung liéu don va g
c4 khi & trang thai 6n dinh. Sinh kha dung cua deferasirox tang 1én do sy tich Iy 1,3 — 2,3 sau khi
dung da liéu. Sinh kha dung tuyét d6i (AUC) ciia vién phén tan tao hdn dich udng deferasirox 1a 70%
so v6i duong tinh mach. Sinh kha dung (AUC) ciia deferasirox c6 thé thay ddi khi diing thubc trong \A
bita an. >

=

Phin bo
Deferasirox lién két manh (khoang 99%) véi protein chii yéu 14 albumin huyét thanh. Ti 1& thudc han
ché trong té bao méau 1a 5% & ngudi. Thé tich phan bd & trang thai dn dinh (Vss) 12 14,37 £ 2,69 L &
ngudi 1on.

" Chuyén héa
Su glucuronid héa 12 con dudng chuyén héa chinh ciia deferasirox, sau d6 bai tiét qua mat. C6 thé xay
ra sy thily phén phirc hgp glucuronid héa & rugt va sau d6 tai hap thu (chu trinh gan-ma rasirox
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cht yéu duge glucuronid héa boi UGT1A1 chuyén thanh UGT1A3 mirc do thap hon. Sy chuyén héa
bai CYP450 ¢6 vé nhu it xay ra & ngudi (khoang 8%). Su thuy phan chit chuyén héa glucuronid héa
trong rudt sau do tai hip thu (chu trinh gan-rudt) da dugc x4c minh trong mdt nghién ciru trén nguoi
tinh nguyén khoe manh udng cholestyramin (gin manh véi deferasirox va chét lién hop) 12 g x 2
lan/ngay 4 va 10 gidr sau khi ubng lidu don deferasirox dan téi giam sinh kha dung (AUC) 45% do chu
trinh gan — mét cua deferasirox.
Thai trie
Deferasirox va cht chuyén hoa chu yéu dao thai qua phin (84% liéu). Sy thai trir qua thdn cua
deferasirox va chit chuyén hod 1a t6i thidu (8% liéu ding). Thoi gian ban thai trung binh (ti) nam
trong khoéng 8 — 16 gid sau khi udng thuée.
Duoc dpng hoc trén cdc dbi tuwong dic biét
Bénh nhi: Sau khi udng lidu don hoic da, sinh kha dung toan than cua thanh thiéu nién va tré em nho
hon so véi ngudi 16n. O bénh nhén < 6 tudi, sinh kha dung toan than khodng 50% & ngudi lon.

- Nguoi cao tuoi: Duge dong hoc cia deferasirox chua dugce nghién ciru trén ngudi cao tudi (tir 65 tudi
trd 1én).
Gidi tinh: Nit gi6i c6 d6 thanh thai biéu kién thip hon so véi nam gidi (17,5%).

CHI PINH

Deferasirox duge chi dinh diéu tri bénh qué tai sit man tinh do truyén méau (ling dong hemosiderin do

truyén mau) & bénh nhan tir 2 tudi trd 1én. O nhimg bénh nhén nay, thudc da cho thdy lam giam nong

d6 sét & gan va ndng d¢ ferritin huyét thanh. Cc nghién ctru 1am sang nhim chimg minh gia ting ti 1¢

sbng s6t hogic hidu qua 1am sang chua dugc hoan thanh.

Quyét dinh khoi ddu didu tri bing deferasirox dua trén sy con nhic giira hiéu qua va nguy co cia viéc

didu trj trén 14m sang, c6 tinh dén cac yéu t6 nhu tudi tho dy tinh va cac bénh méc kém ctia bénh nhan.
~ An toan va hi¢u qua cua deferasirox khi dung ciing vdi céc li¢u phap tao phirc chelat v&i sit khac chua

dugc cong bd.

LIEU LUQNG VA CACH DUNG
Théng tin vé lidu

Trude khi bt dau diéu tri, cin kiém tra ndng do ferritin va sét trong huyét thanh. Nguy co

thé gia tiang khi ding thudc & bénh nhén c6 mirc dung nap st thap hodc & bén
huyét thanh chi ting nhe.
Liéu khoi ddu khuyén cdo 1a 20 mg/kg thé trong.
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Dung deferasirox 1 1in/ngay vao liic déi it nhat 30 phut trude bira an, tét nhét la cing mdt thoi diém
hang ngay. Khong nhai hodc nut ca vién thude. Khong ding thude véi cac ché pham antacid c6 chira
nhom. Tinh toén liéu (mg/kg/ngady) lam tron dén lidu nguyén vién gin nhat. Phan tin hoan toan vién
bing cach khudy cdc nudce, nude cam ép, nudce tio ép cho dén lic tao duge hdn dich ddng nhét. Phéan
tan lidu dudi 1 g trong 100 ml chét 1ong va tir 1 g trd 1én trong 200 ml chét 1ong. Sau khi udng hét hdn
dich, thém mdt luong nhé nude dé trang cde sau d6 ubng hét.

Quyét dinh loai phén sét tich Ity dua trén hiéu qua va nguy co trén 1am sang da duoc du doén. O bénh
nhan can diéu tri bdng phuong phap tao phirc chelat véi sét, khuyén cdo ring nén bit ddu diéu tri véi
deferasirox khi ¢ bing chimg bi qué tai sit man tinh, vi du nhu truyén khoang 100 mL/kg hdng cau
. (khoang 20 don vi d6i v6i ngudi 40 kg) va ferritin huyét thanh tuong Gmg > 1000 pg/L.

Piéu chinh liéu

Deferasirox c¢6 thé cin phai diéu chinh liéu, ngimg hodc dimg do doc tinh hoic do mdt trong nhing
nguyén nhan dudi day:

Duea trén ferritin huyét thanh:

Sau khi bét du didu tri, cin theo doi ferritin huyét thanh hang thang va diéu chinh liéu deferasirox néu
cin mdi 3 — 6 thang dua trén xu hudng ferritin huyét thanh. Didu chinh liéu timg budc 5 hay 10 mg/kg
va phu hgp véi dap g cua tirng bénh nhan va muc tiéu didu tri (duy tri hay giam sit trong co thé). O
bénh nhan khong dugc kiém soat ddy du véi lidu 30 mg/kg (vi du, ndng do ferritin huyét thanh lién tuc
trén 2500 pg/L va khong thiy xu hudéng giam theo thoi gian), ¢6 thé cén nhéc liéu Ién t6i 40 mg/ke.
Khéng khuyén cdo dung liéu trén 40 mg/kg.

Néu ferritin huyét thanh giam lién tuc xudng dudi 500 pg/L, cin nhéc tam thoi ngimg thude.

* Duea trén creatinin huyét thanh:

Dbi v6i nguoi 16n, giam lidu 10 mg/kg/ngay néu c6 ting creatinin huyét thanh t&i > 33% trén mic
trung binh truée khi didu tri trong 2 1dn kiém tra lién tiép, va khong thé 1a do nguyén nhan khéc. Déi
v6i bénh nhi, giam lidu 10 mg/kg/ngay néu ndng do creatinin huyét thanh cao hon muc gidi han trén
clia chi s8 binh thudng tily theo mirc tudi & 2 Ian kiém tra lién tiép.

Ding dong thoi véi thuée gdy cam vmg UGT (UDP-glucuronosyltransferase) hodc cholestyramin:
Dung dong thoi véi thude gdy cam mg UGT hoic cholestyramin 1am gidm sinh kha dung toan than
cua deferasirox (AUC). Tranh dung thudc ddng thoi véi cholestyramin hogc chét gy cam tmg UGT
manh (vi dy, rifampicin, phenytoin, phenobarbital, ritonavir). Néu cin phai ding dong thoi cac thube
ndy vé6i nhau, cAn cén nhic ting lidu ding cta deferasirox 1én 30 mg/kg, va theo ddi nodng do ferritin
huyét thanh va dép (g 1am sang dé thay déi lieu.

khoang 50% lidu
¢énh nhan suy gan nhe

Suy gan: Tranh dung deferasirox & bénh nhén suy gan ning (Child-Rugh C). Gi;
~ khoi ddu ¢ bénh nhan suy gan trung binh (Child-Pugh B). Theo ddi
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(Child-Pugh C) hoic trung binh (Child-Pugh B) dé phong thiéu hodc phan g bat lgi ¢6 thé can chuén

A (e A
do lieu.

CHONG CHi PINH

Deferasirox chong chi dinh & nhitng bénh nhén:

D thanh thai creatinin < 40 mL/phut hoic creatinin huyét thanh > 2 1an gi¢i han trén cta gié tri
binh thudng tity Itra tudi.

- Chirc ning hoat dong kém va hoi ching loan san tiy nguy co cao hodc di cin tién trién.

- S6 lugng tiu ciu < 50 x 10°/L.

r ,e . \ A S \ A 5 5 A
- Qué méan véi deferasirox va bat ky thanh phan nao cua thudc.

KHUYEN CAO VA THAN TRONG
Thén

Suy thén cip, gy tir vong & mot sd bénh nhén va yéu cdu thim tach méu & céc bénh nhén khéc, da
duoc béo céo sau khi deferasirox dwogc dua ra thi trudng. Hau hét céc trudng hop tir vong déu xy ra &
nhimg bénh nhédn c¢6 bénh di kém va nhitng bénh nhan rbi loan huyét hoc dang trong giai doan tién
trién. Theo ddi creatinin huyét thanh va/hodc do thanh thai creatinin & nhitng bénh nhén: c6 nguy co
bién chimg, c6 bénh than trudc d6, ngudi gia, mic kém cac bénh khéac, hodc ding céc thude gay ap luc
trén than. Theo ddi nghiém ngit chirc ning thin & nhitng bénh nhan c6 dj thanh thai creatinin gitra 40
va dudi 60 mL/phit, dic biét trong tinh huéng bénh nhan c6 thém céc yéu t6 nguy co c6 thé gy ton
thuong than nhu ding thube, mét nude hodc nhiém khuan ning.

Pénh gia creatinin huyét thanh va/hodc do thanh thai creatinin trude khi diéu tri dé thiét lap biéu dd
céc chi sb co ban trudce khi diéu tri, thong qua mot loat céc xét nghiém. Theo ddi creatinin huyét thanh
vi/hodic d9 thanh thai creatinin hang théang sau d6. O cac bénh nhan c6 thém cac yéu t6 nguy co trén
than, theo di creatinin huyét thanh va/hodc do thanh thai creatinin hang tudn trong thang dau tién diéu
tri hodc khi didu chinh ché d6 diéu trj hodc hang thang sau do.

Xem xét giam liéu, ngung, hoic dirng thubc néu creatinin huyét thanh ting. Néu c6 sy gia ting lién tuc
creatinin huyét thanh 1én trén giéi han trén cua chi s6 binh thuong tiy theo lira tudi, cin ngimg thubc.
Chi khi creatinin ndm trong khoang giéi han binh thudng, méi bét dau lai didu tri v6i deferasirox & liéu
thdp hon sau d6 ting dan lén, néu hiéu qua 14m sang du kién 16n hon nguy co tiém 4n.

Trong céc nghién ciru 14m sang, dbi véi creatinin huyét thanh ting trong 2 lan do lién tiép (> 33% &
bénh nhan trén 15 tudi hodc > 33% hodc cao hon gidi han trén cua chi s6 binh thuong tlly theo mirc
tudi dbi véi cac bénh nhan duéi 15 tudi), cin giam lidu deferasirox 10 mg/kg/ngay.|Bénh nhan c6 bidu
dd creatinin huyét thanh vuot gidi han trén ctia chi sd binh thuong duoc loai trir tr

lam sang.
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Trong céc nghién ctru 1am sang, bénh nhén diéu tri bing deferasirox c6 mirc ting creatinin huyét thanh

lién quan lidu ding. Nhimg gia ting nay xay ra & tan s6 16n hon so véi bénh nhén diéu tri bing

deferoxamin (twong (mg 38% va 14% trong nghién ciru 1; 36% va 22% & nghién ciru 3). Hiu nhu

creatinin van duy tri trong gi6i han binh thuong. Ciing da c¢6 cic bdo cdo bénh 6ng than & cac bénh

nhan diéu tri bing deferasirox. Phan I6n nhitng bénh nhin niy 13 tré em va thanh thiéu nién bi bénh

thiéu méau huyét tan (B-thalassemia) va ndng do ferritin huyét thanh < 1500 pg/L.

Suy gidm chirc ning gan

Trénh dung thudc & bénh nhéan suy gan ning (Child-Pugh C). Bénh nhén suy gan trung binh (Child-

Pugh B) khuyén céo giam 50% liéu khoi ddu. Theo doi nghiém ngit & bénh nhan suy gan nhe (Child-

Pugh A) va trung binh (Child-Pugh B) c6 thé bi thiéu hodc xuét hién phan tng ngoai ¥ can phai dinh

luong lidu. _

Trong nghién ciru 1, 4 bénh nhan dimg deferasirox do bét thudng chirc ning gan (viém gan do thude &

2 bénh nhén va ting transaminase huyét thanh & 2 bénh nhan). D3 c6 cac bio cdo sau khi dua thude ra
_ thi trudng v& suy gan, mot sb tir vong, & cac bénh nhan diéu trj véi deferasirox. Hau hét nhing bién ¢

xay ra & bénh nhan trén 55 tudi. Hiu hét cac béo céo suy gan bao gdm céc bénh nhan c6 bénh di kém,

bao gdm ca xo gan va suy chirc nang da co quan. Can theo ddi transaminase huyét thanh va bilirubin )

trude khi khoi dau didu tri, mdi 2 tudn trong thang dau tién va hang thang sau d6. Xem xét diéu chinh

hoiic ngung diing thubc khi cé ting nghiém trong hay kéo dai.

Da day — rudt |

Tir vong do chay mau tiéu héa, diic biét & bénh nhan cao tudi ¢6 u 4c tinh huyét hoc tién trién va/hogic -

s& lugng tidu clu thép, di dugc bdo cdo. Kich (g, loét va chay mau dudng tiéu héa trén khong tir :

vong da dugc béo céo & cac bénh nhan, bao gdm tré em va thanh thiéu nién dung deferasirox. Bac si va

bénh nhén cin chii y vé d4u hiéu va triéu chimg loét va chay méu tiéu hoa khi dung deferasirox va kip

thoi danh gid thém va diu tri néu phat hién bién ¢ ngoai y trén tiéu hoa nghiém trong. Cén than trong

khi dung deferasirox dong thoi véi cac thudc gy loét hodc chay mau, nhu céc thudc chéng viém i
. khong steroid (NSAIDs), corticosteroid, biphosphonat duong ubng, hay thudc chéng déng mau. ;z"’

Giam té bao miu .

Di ¢ cac bio céo khi luu hanh thudc trén thi truong (ca tu phat va tir cac thir nghiém 1am sang), bao

gdm mét bach ciu hat, gidm bach cAu, giam tiéu ciu, & cic bénh nhén diéu trj bing deferasirox. Mot sb
bénh nhén tir vong. M&i lién hé véi didu trj bing deferasirox chua chic chin. Hau hét céc bénh nhén da
c6 rdi loan huyét hoc thuong lién quan bénh suy tiy xwong. Can theo ddi cong thic, mau thuong "
xuyén. Can nhic ngung diéu tri & bénh nhén giam té bao mau khong giai thich dugc. Wét:;'

Fu Gk . pa . ~ . ~ ~ ~ +a AL - 5 - 5
tai diéu tri voi deferasirox mot khi nguyén nhan gy gidm té bao mau duge lam sang to.
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Min cim

Céac phan mg qua man nghiém trong (nhu sbc phan vé va phi mach) dd duogc bao cédo & bénh nhan
diing deferasirox, v6i khoi phat ciia phan ing xay ra & phan 16n cac truong hop trong thang dau tién.
Néu phan img 14 nghiém trong, dimg thudc va can thiép y té thich hop.

Phat ban

C6 thé xuit hién phat ban trong qué trinh diéu trj v6i deferasirox. D6i voi phét ban tir nhe dén trung
binh, c6 thé tiép tuc diéu tri ma khong cin didu chinh liéu, do phét ban c6 thé tu hét. Trong céc trudng
hop nghiém trong, can ngung thudc. C6 thé xem xét tai didu tri & mirc liéu thap hon phdi hop véi cac
steroid dang ubng trong thdi gian ngén. Pa c¢6 béo cédo vé hdng ban da dang khi didu tri véi
. deferasirox.

Bénh mic kém

Céc thir nghiém 1am sang nhim chirng minh ti 1& sdng sét ting 1én va xac minh hiéu qua 1am sang chua
duoc hoan thanh. Deferasirox cho thdy lam giam ferritin huyét thanh va ndng dé sét trong gan trong
céc thir nghiém 14m sang. Can nhic tAm quan trong ciia cic yéu té nay ciing nhu cac yéu t6 timg c4 thé
bénh nhan va tién lwgng do trang théi tiém 4n trude khi khéi dau diéu tri v6i deferasirox.

Khi thudc lwu hanh trén thi trudng, dd cé béo cdo vé cic phan tmg bét loi nghiém trong, mot s6 di dan
t6i tir vong & bénh nhan dung deferasirox, chii yéu & bénh nhén cao tudi, bién ching tir céc bénh tiém
tang hoic bénh rit ning. Hau hét cac trudng hop tir vong xay ra trong vong 6 thing sau khi diéu tri vé6i
deferasirox va n6i chung s& 1am x4u di tinh trang bénh tiém tang. Cic bao céo khong loai trir kha ning
deferasirox déng vai trod trong su tir vong.

Cac gidc quan dic biét

* R&i loan thinh gidc (mat kha nang nghe tan sb cao, giam thinh giac), va rdi loan thi gidc (m& mat, duc
thay tinh thé, tang nhan ap, va roi loan vong mac) da duogc bo cdo véi tan s6 < 1% khi diéu tri voi
deferasirox trong céc nghién ciru 1dm sang. Khuyén cdo kiém tra thinh gidc va thi gidc (ca kham dén
khe va giin né vdng mac) trude khi diéu tri bing deferasirox va déu din sau d6 (mdi 12 thang). Néu
xuét hién rbi loan, xem xét giam liéu hoic ngung dung thudc.

Xét nghiém

Kiém tra ferritin hang thang dé dénh gi4 d4p mg v6i diéu tri va danh gia kha ning tao phirc chelat véi
sit qua mirc. Néu ferritin huyét thanh lién tuc giam xudng dudi 500 pg/L, xem xét tam ngimg diéu tri.
Trong cac nghién ciru 1dm sang, hé s twong quan giita ferritin huyét thanh va LI{a 0,637 Do d6, thay
d6i ndng do ferritin huyét thanh khong phai ludn luén phan anh sy thay déi LIC. '

Tién hanh theo ddi xét nghiém chirc ning than va gan.

b Poce tinh khong 1am sang:

Ung thwr héa, bién ddi gen va suy giam chirc niing sinh sin:

| T = |
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Mot nghién ciru 104 tudn vé gy ung thu bing duong udng & chudt Wistar khong thiy cé bang chimg
vé su gdy ung thu cia deferasirox & lidu l1én téi 60 mg/kg/ngay (0,48 lin MRDH (Maximum
Recommended Human Dose — Lidu khuyén céo t6i da & ngudi) tinh trén mg/m?). Mt nghién ciru 26
tudn vé& gdy ung thu bing dudng ubng & chudt bién dbi gen p53 (+/-) khong thiy c6 bﬁng.' chimg
deferasirox gy ung thu & liéu 1én t6i 200 mg/kg/ngay (0,8 1dn MRHD tinh trén mg/rnz) & chudt duc
va liéu 300 mg/kg/ngay (1,21 1dn MRDH tinh trén mg/mz) & chudt cai.

" Deferasirox am tinh véi test Ames va kiém tra dot bién thé nhiém sic lympho bao ngoai vi. Thudc
duong tinh véi xét nghiém vi nhan duong uéng & chudt in vivo.
Liéu deferasirox 1én téi 75 mg/kg/ngay (0,6 14an MRHD tinh trén mg/m?) cho thiy khong c6 tic dung
ngoai y trén kha ning sinh san ctia chudt duc va cai.

ANH HUONG PEN KHA NANG LAI XE VA VAN HANH MAY MOC
Khong c6 nghién clru vé tac dung cla deferasirox 1én kha ning 14i xe va van hanh may méc. Bénh
nhén da timg bi phan g ngoai ¥ vé chéng mit can than trong khi 14i xe va van hanh may méc.

TUONG TAC THUOC

Ding ddng thoi deferasirox véi cac ché pham khéng acid (antacid) c¢6 chira nhém chua dugc nghién
" clru chinh thirc. Mic du deferasirox c6 4i luc thip véi nhém hon 12 véi sit, khong ding deferasirox véi

céc ché phdm antacid ¢6 chira nhom.

Téc dung ciia deferasirox trén cic enzym chuyén héa thude:

Deferasirox trc ché CYP3A4, CYP2C8, CYP1A2, CYP2A6, CYP2D6, va CYP2C19 & ngudi in vitro.
Khéng rd sy (rc ché clia deferasirox véi CYP2A6, CYP2D6 va CYP2C19 trén 1dm sang.
Twong tac voi midazolam va céac tac nhan chuyén héa boi CYP3A4 khic:
O ngudi tinh nguyén khoe manh, ding ddng thoi deferasirox véi midazolam (co chit ctia CYP3A4)
dan t6i giam ndng d6 dinh cuia midazolam khoang 23% va sinh kha dung khoang 17%. Trong thuc té
lam sang, tic dung nay c6 thé s& rd hon. Do vy, theo kha ning giam ndng d¢ cla co chét CYP3A4 va
bi mét hiéu qua, cin than trong khi ding dong thoi deferasirox véi cac thudc chuyén héa boi CYP3A4
(vi du, cyclosporin, simvastatin, cac tac nhén tranh thai nhd hormon).

~ Twong tac voi repaglidin va cic tic nhén chuyén héa béi CYP2CS khac:
Trong mdt nghién ciru trén ngudi tinh nguyén khoe manh, dung ddng thoi deferasirox (30 mg/kg/ngdy
trong 4 ngdy) va co chét ciia CYP2CS8 repaglinid (lidu don 0,5 mg) dén t6i sinh kha dung toan than cia
repaglinid (AUC) ting 1én téi gdp 2,3 lan mic kiém soat va Cmax ting 62%. Néu deferasirox va
repaglinid dugc dung ddng thoi, xem xét giam liu repaglinid va theo ddi chat ché nong'do glucose
mau. Can than trong khi diing deferasirox véi cc co chat cia CYP2C8 khac

Twong tac véi theophyllin va cac tac nhan chuyén héa béi CYP1A2 khacy| '
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Trong mdt nghién ctru 1dm sang trén ngudi tinh nguyén khée manh, ding dong thoi deferasirox (liéu

l3p lai 30 mg/kg/ngay) va co chat cia CYP1A2 theophyllin (liéu don 120 mg) din t6i x4p xi gip dbi
" AUC va thoi gian béan thai cta theophyllin. Cmax cua liéu don khong bi anh huong, nhung du doén

Cmax cua theophyllin sé& ting khi dung dai ngay. Su gia ting ndng d6 trong huyét tuong ndy c6 thé din

t6i ¢6 cac triéu chimng 14m sang trén than kinh trung uvong do theophyllin hodc cic triéu chimg khc.

Tranh ding ddng thoi theophyllin hodic cdc co chit CYP1A2 c6 chi sé diéu trj thip véi deferasirox.

Néu budc phai ding ddng thoi, theo ddi ndng do theophyllin va xem xét diéu chinh liéu.

Cén than trong khi diing deferasirox véi cac thubc chuyén héa bdi CYP1A2 khac nhu cyclobenzaprin,

imipramin, haloperidol, fluvoxamin, mexiletin, olanzapin, tizanidin, zileoton, va zolmitriptan.

Twong tac véi cac tic nhan cim rng UDP — glucoronosyltransferase (UGT):

Trong mdt nghién clru trén ngudi tinh nguyén khoe manh, ding dong thoi deferasirox (lidu don 30

mg/kg) v6i chat giy cam tmg UGT manh rifampicin (600 mg/ngay trong 9 ngay) dan téi giam sinh kha

dung cua deferasirox (AUC) 44%. Do d6, dung deferasirox véi cac thubc giy cam (mg UGT manh (vi
~ dy, rifampicin, phenytoin, phenobarbital, ritonavir) c6 thé gy thiéu deferasirox.

Tréanh diing ddng thoi céc thube gdy cam ng UGT manh véi deferasirox manh. Néu budc phai ding

dbng thoi vai cac thube ndy, can nhic ting lidu khéi ddu deferasirox 1én 30 mg/kg va theo doi ndng do

ferritin huyét thanh va dap (mg 1am sang dé tiép tuc diéu chinh liéu.

Twong tac véi cholestyramin:

Dung ddng thoi deferasirox véi cholestyramin dan téi thiéu deferasirox. O ngudi tinh nguyén khoe

manh, diing cholestyramin sau mot liéu don deferasirox dén t6i giam 45% sinh kha dung (AUC) cia

deferasirox. Tranh ding ddng thoi cholestyramin va deferasirox. Néu budc phai dung céc tac nhan nay

v6i nhau, can nhéc didu chinh lidu deferasirox t&i 30 mg/kg va theo di ndng d9 ferritin huyét thanh va

dép (mg 14m sang dé tiép tuc diéu chinh liéu.

SU DUNG CHO PHU NU' CO THAI VA CHO CON BU

- Phu ni¥ cé thai
Phu nir ¢6 thai nhém C.
Khéng c¢6 nghién ciru ddy du va cé kiém sodt khi ding deferasirox trén phu nit ¢ thai. Ding
deferasirox & dong vat trong thoi gian mang thai va nudi con bu dén t6i giam kha ning sdng s6t ciia
thai va ting ti 18 bt thudng chirc ning thin & thai nhi la nam gi6i & ndng d6 nho hon ndng do khuyén
cdo & ngudi. Chi nén ding deferasirox & phu nir c6 thai khi ma lgi ich nhidu hon nguy co dbi véi thai
nhi.
Trong céc nghién ciru trén su phét trién cia thai nhi, chudt va tho c6 thai d ong deférasirox trong
qua trinh hinh thanh cac co quan & liéu 1én t6i 100 mg/kg/ngay & chudt va g/ngay & tho (0,8
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14n lidu khuyén c4o tdi da trén ngudi tinh trén mg/m?). Quan sat thay nhiing liéu nay dan téi doc tinh &
ngudi me nhung khong c6 hai d6i véi thai nhi.

Trong mét nghién ctru vé sur phat trién trude va sau khi sinh, chudt c6 thai u6ng deferasirox hang ngay
tir khi hinh thanh cac co quan t&i ngay 20 cho con ba & lidu 10, 30 va 90 mg/kg/ngay tuong img gép
0,08; 0,2; va 0,7 14n lidu khuyén céo t6i da trén ngudi tinh trén mg/m?. Poc tinh trén me, mét thé tich,
va giam kha ning séng cua thai xudt hién & mic 0,7 lan liéu khuyén cdo t6i da trén ngudi tinh trén
mg/m’, va ting ti 1& bt thudng than & thai nhi 1a nam xdy ra & mirc 0,2 lan liéu khuyén cdo t6i da trén
ngudi tinh trén mg/m”,

Phu ni¥ nudi con bu

~ Khong rd deferasirox c6 bai tiét vao sita me hay khong. Deferasirox va chat chuyén héa dugce bai tiét
trong sita cia chudt. Do c6 nhiéu thudc bai tiét vao sita me va do kha nang xay ra cac phan img ngoai y
nghiém trong & tré bu me do deferasirox va chat chuyén héa, can cin nhéc ngimg cho con bi hogc
ngimg thudc, tiy vao tim quan trong ctia thudc d6i véi ngudi me.

TAC DUNG KHONG MONG MUON

Dir liéu trong cac thir nghiém 1dm sang:

Céc phan g ngoai y sau da dugc thao ludn trong cac phan trudc:

Suy thén, suy gan, chdy mau tiéu hoa tir vong va khdng tir vong, giam té bao mau.

Do céc thir nghiém 14m sang duoc tién hanh & cac diéu kién khac nhau, ti 1¢ c4c phan (mg ngoai y quan
sét thdy trong céc thir nghiém 1am sang cua thudc khong thé so sanh tryc tiép véi ti 1€ trong céc thir
nghiém 14m sang cta thudc khac va c6 thé khang phan anh dugc ti 1¢ quan st dugc trén thyc té.

_ Téng s6 700 bénh nhin ngudi 16n va tré em dugce didu tri v6i deferasirox trong 48 tudn trong nghién
clru tién thi truong. Trong dé bao gdm 469 bénh nhan thiéu mau tan méau B (B-thalassemia), 99 bénh
nhan thiéu méu hiém va 132 bénh nhén bj hdng cau ludi liém. Trong sb d6, 45% la nam gidi, 70% la
ngudi da tring va 292 bénh nhan duéi 16 tudi. O nhém bénh nhan bénh hong cau ludi liém, 89% la
ngudi da den. Trung vi thoi gian didu trj cho bénh nhan hdng cau ludi liém 1a 51 tuan. Trong s6 700
bénh nhan dugc diéu tri, 469 bénh nhan (403 bénh nhan thiéu méu tan méau va 66 bénh nhan thiéu mau
hiém tham gia vao phan mé rong cuia dé cuong nghién ctru ban dau. Trong céc nghién clru m& rong,
trung vi thoi gian diéu trj 12 88 — 205 tuan.

Bang 1 biéu din c4c phan img ngoai ¥ xay ra > 5% & bénh nhan thiéu méu tan méu B (Nghién ctru 1)
va bénh nhén bj hdng ciu ludi liém (Nghién ciru 3) diéu tri bang deferasirox véi nghi ngd lién quan
dén thube nghién ctru. Pau byung, budn ndn, nén, tiéu chay, ban da, va ting creatinin huyét thanh 14
nhiing phan (ng ngoai y thudng gip nhat dd dugc bdo cdo vdi nghi ngd 1a do deferasirox. Céc triu
chimg tiéu hoa, ting creatinin huyét thanh va ban da la c¢6 phu thudc lidu dung.

. Bing 1: Cic phin irng ngoai y xuét hién & > 5% bénh nhén diéu tri b erasirox trong
Nghién ciru 1 va Nghién ciru 3*

W b
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Phin img ngoai Nghién ciru 1 (B-Thalassemia) Nghién ciru 3 (Bénh hong ciu ludi
y liém)
Deferasirox Deferoxamin Deferasirox Deferoxamin
N=296 N=290 N=132 N=63
n (%) n (%) n (%) n (%)
DPau bung** 63 (21,3) 41 (14,1) 37 (28,0) 9(14,3)
Tiéu chay 35(11,8) 21 (7,2) 26 (19,7) 3(4,8)
Téng 33(1L1) 0(0) 9(6,8) 0
creatinin***
Budn nén 31 (10,5) 14 (4,8) 30(22,7) 7(11,1)
Noén 30 (10,1) 28 (9,7) 28(21,2) 10 (15,9)
Phét ban 25(8,4) 9(3,1) 14 (10,6) 3 (4,8)
* Tén s6 ctia phan tmg ngoai y dua trén cac bién cb ngoai y duge bao c4o bit ké mdi quan hé véi thube
nghién ciru.
** Bao gbm “dau bung”, “dau bung du6i”, va “dau bung trén” da dugc bio cdo 1a cac bién cb ngoai y.
*** Bao gdm “tang creatinin mau” va “bit thudng creatinin méu” da dugc bao cdo 1a céc bién cb ngoai
y. Xem thém béang 2.

Trong nghién ciru 1, tdng s6 113 bénh nhan (38%) diéu tri v6i deferasirox c6 tang creatinin huyét
thanh > 33% so véi truée khi diéu tri trong 2 dot riéng r& (Bang 2) va 25 bénh nhan (8%) can giam
lidu. Creatinin huyét thanh ting duong nhu 12 lién quan liéu ding. Trong nghién ctru nay, 17 bénh
nhan (6%) diéu tri bing deferasirox xut hién ndng do6 SGPT/ALT ting > 5 lan so vdi gidi han trén cia
chi s6 binh thuong trong 2 lan kham lién tiép. Trong s6 d6, sinh thiét gan 2 bénh nhan da khing dinh
bénh viém gan do thudc va déu dugc ngimg diéu trj vi deferasirox.

Thém 2 bénh nhan nita khong bi tang ti 1& SGPT/ALT > 5 l4n gi6i han trén ciia chi s6 binh thuong
(ULN), b nglmg thudc do ting SGPT/ALT. Transaminase ting dudng nhu khéng lién quan lidu ding.
Céc phan (mg ngoai y din t6i ngung diéu tri bao gdm bét thudng chirc ning gan (2 bénh nhan) va viém
gan do thudc (2 bénh nhan), ban da, dudng niéu/protein niéu, ban xuét huyét Henoch Schonlein, tdng
dong/mat ngu, sét do thude, va duc thiy tinh thé (mdi phan tng 1 bénh nhan).

Trong Nghién ciru 3, tong s6 48 bénh nhan (36%) diéu trj v6i deferasirox cé ting creatinin huyét thanh
> 33% so v6i dudng nén trude diéu trj trong 2 dot riéng r& (Bang 2). Trong sb cac bénh nhan ting
creatinin huyét thanh trong nghién ctru 3, 8 bénh nhan cin giam liéu. Trong nghién ctru nay, 5 bénh

nhén thudc nhém xuét hién mirc SGPT/ALT cao > 5 1an so véi gidi han trén cua s6 binh thudng

trong 2 1an kham lién tiép va 1 bénh nhan dimg thudc do phan (g bat g& do thube nghién

ciru, bao gom tiéu chay, viém tuy do séi mat, lao khong dién hinh va ba
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CTCP Dugc phiam trung wong 2

Bang 2: Ti 1€ (%) bénh nhan ting creatinin huyét thanh hoic SGPT/ALT trong nghién ciru 1 va

nghién ciru 3

Chi sb xét Nghién ciru 1 (Thiéu mau tan méu p) | Nghién ciru 3 (Bénh hong ciu ludi liém)
nghi¢m Deferasirox Deferoxamin Deferasirox Deferoxamin

N=296 N=290 N=132 N=63
n (%) n (%) n (%) n (%)

Creatinin huyét thanh

Creatinin ting 113 (38,2) 41 (14,1) 48 (36,4) 14 (22,2)

> 33% & 2 lan

kham.

Creatinin ting 7 (2,4) 1(0,3) 3(2,3) 23.2)

> 33% va >

ULN & 2 lan

kham lién tiép

SGPT/ALT

SGPT/ALT >5 25 (8,4) 7(2,4) 2(1,5) 0

x ULN & 2 lan

kham

SGPT/ALT >5 17 (5,7) 5(1,7) 5(3,8) 0

x ULN & 2 lan

khém lién tiép

Protein niéu:

Trong céc nghién ciru 1dm sang, protein niéu dugc kiém tra hang thang. Protein niéu timg dot (i 18
. protein niéu/creatinin > 0,6 mg/mg) xuat hién & 18,6% bénh nhan diéu trj bing deferasirox so véi 7,2%
bénh nhén diéu tri bing deferoxamin trong Nghién ciru 1. Mic du khong c6 bénh nhan nao can phai
ngung diing deferasirox trong cac nghién ciru 1am sang téi hon 1 nim do protein niéu, khuyén céo theo
ddi hang thang. Co ché va d4u hiéu 14m sang ciia protein niéu chua rd.

Cic phan irng ngoai y khac:

Trong mdt nhém hon 5000 bénh nhan diéu tri bing deferasirox trong céc thir nghiém 1am sang, cic
phan Uing xay ra & 0,1% dén 1% bénh nhan bao gém viém da day, phu, rdi loan giéc ngu, rdi loan séc
t6 da, chéng mit, lo ling, bénh hoang diém, séi mat, s6t, mét moi, dau hong — thanh quan, duc thiy

tinh thé sém, giam thinh gidc, xuat huyét tiéu hoa, loét da day (nhiéu vét loét), loét ta #fang, va bénh

6ng than (hdi chimg Fanconi). Céc phan (g ngoai y xay ra & 0,01% dén| (), nhan bao gém

viém than kinh thj giac, viém thuc quan va hong ban da dang. Céc phan {ing ngoai y thuong din toi

w0 -



https://trungtamthuoc.com/

CTCP Duge phém trung wong 2 Huéng din sir dung thuéc DEFEROX 500 Trang 12/12

phai ngung thudc hoic diéu chinh lidu dung trong céc nghién ciru 1am sang bao gdm phat ban, réi loan
tiéu hoa, nhiém khuén, ting creatinin huyét thanh va ting transaminase huyét thanh.

Nghién ciru trong qua trinh lwu hanh thude:

Céc phan (g ngoai y sau dugc bdo céo trong qua trinh sir dung deferasirox. Do nhitng phan (g bét
loi dugc tu nguyén béo cédo boi nhém ngudi khong rd c& miu, & nhitng bénh nhan nay c6 thé dang
dung dong thoi nhiéu thude, nén khong phai lic nao ciing wée tinh dugc tin sb mot cach tin cdy va dua
ra mdi quan hé nhan qua d6i véi thude diéu tri.

Réi loan da va mé duéi da: Viém tiéu mach & da, mé day, rung toc.

R6i loan hé mién dich: phan tm g qua man (bao gt“)m ca sbc phan vé va phu mach).

QUA LIEU VA XU TRi KHI QUA LIEU

Céc trudong hop qua liéu (lidu gap 2 — 3 lan liéu dugc ké trong vai tudn) di duge bao cdo. Trong mot
trudng hop, qué lidu dan t6i viém gan ma mét di sau mét thoi gian ngung thuée. Lidu don Ién t6i 80
mg/kg/ngay & bénh nhén thiéu méau huyét tan bi qua tai sit da bi non va tiéu chay. O ngudi tinh nguyén
khoe manh, c6 thé dung nap dugc lidu 1én téi 40 mg/kg/ngay. Khong c6 chét giai doc dic hidu cho
deferasirox. Trong trudng hop qua liéu, 4p dung bién phap gdy non va rira da day.

TRINH BAY

Hop 1 vi x 10 vién

HAN DUNG .
24 thing ké tir ngdy san xuéit | "

Khéng sir dung thudc qué han ding in trén nhan hp
BAO QUAN

Bao quén noi khé, nhiét d¢ duéi 30°C, tranh anh sang.
THUOC NAY CHI DUNG THEO PON CUA BAC SY
DOC KY HUONG DAN SU DUNG TRUGC KHI DUNG :

NEU CAN THEM THONG TIN XIN HOI Y KIEN BAC ST, DUGC ST;‘JT‘;J%U,\?GTﬁg?E

DE XA TAM TAY TRE EM Q& Mink ,_'_;(f'g.;,ﬁé;

San xudt tai: CONG TY CP DUQC PHAM TRUNG UONG 2

L6 27 khu cdng nghiép Quang Minh, thi trAn Quang Minh, huyén Mé Linh, thanh phé Ha Noi.

Chil 56 hitu san pham va cong ty ding ky : CONG TY TNHH RELIV .
S6 22H1, Dudng s6 40, Khu dan cu Tan Quy Péng, Phudng Tan Phong, Quén : 6 Hd Chi Minh.




