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Uy NOVARTIS

Exjade”
Thubdc iAm chealal hba sl

THANH PHAN VA DANG BAO CHE
M&i vign nén phan tdn chira 125 mg / 250 mg / 500 mg delerasirox 1a hoat chét,

Ta duwgre: Laciose monohydrate; Crospovidone; Microcrystadline cellulose; Povidone
{K30); Sodium lauryl sulphate; Silicon dioxide; Magnesium stearate

CHI BINH

Exjade dwge chi dinh 3¢ dwu trj qua thira sat mén tinh do truygn méu (ching nhigm
haemosiderin do ruyén mau) & bénh nhan ngui m va tré em [iir 2 woi iy n),

LIEU LLFOPNG VA CACH DUNG

Khuyén edo khin dbu dibu tn bang Exjade sau khi truybn khodng 20 den v hing clu -
khéi (khodng 100 mL/kg) hodc khi co diu hiéu qua theo dad trén lam sang 14 qua sat
mén tinh (vi du ferritin huydt thanh >1.000 micregram/L). Lidu ding (tinh bang
mgika) phai duwgre tinh va EBm trén thanh fron vién cé ham rong gan nhat.

Muc tiéu cda lidu phap chalat hda it 14 dé& loai bd lugng sat 33 duge dua véo cor
thé qua truyén mdu, v khi chn, dé 1am gidm ganh nang sat hikn eb. Vige quydt dinh
logl bo lwgng sat tich 10y phai tiy thude vao tmg ca thd dia trén lgi ich 1Am sang
durgrn mang dod va nguy oo cia igu phap chelat.

Liéu khéd dau
Ligu Exjade khéd d4u hang ngay dupc khuyén cdo 1a 20 mg/kg thé trong.

Cé thé xem wét ding ey khivi diu hang ngay 1 30 mgkg cho nhimg bénh nhén
diing trén 14 mLkgthéng hing céu khdi (khodng > 4 don vitthdng cho mdt ngudi
ki) v Adl vir nhirng ngurdd ma muc 8y 1A 1am giam sy qua thira sat

Co thé xem xé1 ding B&u khdr d4u hang ngay 1& 10 makg cho nhirng bénh nhan
ding dudi T mLkghthang héng chu khdi (khodng < 2 don vithédng cho mét ngurdi
k) va d8i viri nhirng nguedi ma muc tiéw 1a duy irl ndng 36 s&t trong co thé.

Bdi véri nhirng bénh nhan dap Gng 1ot khi didu tri bang deferoxamine, co thé xem xét
diing eu Exjade khéi dbu béng m® nira lidu deferoxamine (vi dy mdt bénh nhan
dang ding 40 mg'kg/ngay deferaxamine, 5 ngay mdi ludn (hode frong duong) cd
thé chuyén sang liéu Exjade khéi ddu 1d 20 molkg/nady).

Ligu duy tri

Khuyén cdo theo ddi ndng dd ferritin trong huy&t thanh mdi thang va néu cln thi diéy
chinh ligu Exjade mdi 3-6 thang dua trén cac bién chuyén cia feritin huyét thanh,
Ca thé didu chinh lidu ting bude 5-10 mgikg, phi hop vél dap ng cla ting binh
nhan va muc tiéu didu tr (Géu tri duy tri hoac lam gidm ganh nang vé sit). V&l bénh
nhan dong lidu 30 mgkg méa khing dd kidm sodt tinh trang bénh (vi dy ndng do
ferritin trong huyét thanh vln Km hon 2.500 microgam/L va khéng théy oo chidu
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huwang gidm néng db theo théd gian hi lieu ding dén 40mgikg oo 1h8 dugre xem it
Khong khuyén cao ding cac léu trén 40 mgikg vi cha cd nhiéu kinh nghiém v
cac hew rén mioc nay.

¥ bénh nhan ct néng a6 famtin huyél thanh dat 16 muc tidu didy tri (theong khodng
1ir 500 den 1.000 microgamiL, sy gidm Béu timg bude tir 5 dén 10mglkg can dugc
xem x&t dé duy irl nbng di ferritin huyét thanh trong khodng muc léu. Néu ferritin
huyét thanh ha dn dinh dudi 500 microgramiL, cin xem xét nglrng digu tri, Cing
nhir cac thudc chelat hoa sét khac, nguy co 84 tinh cla Exjade cb thé tang ién ki
ding liéu cao mét cach khing phi hop cho bénh nhan o mikc ganh nang vé sét
thép nodc co ndng d6 feritin huyét thanh tang khang dang ké (xem phin CANH
BAD VA THAN TRONG BAC BIET KHI S0 DUNG)

Cach dung

Exjade phéi dung mdt laningay khi dai it nhat 30 phat frdc khi @n, 6t nhat |a ding
vao cung mit thix digm mdi ngay. Vign nén duge phan tan bang cach khudy trong
miét Iy nurdre hodc nudc 1&o hay nede cam (100-200 mL) cho dén khi dat dugc hin
dich min. Sau khi wdng hdn dich, bat ki leong can nao cling d&u pha dwoc pha lai
théanh hdn dich véi mt it nwéc hodc nirde trai ciy va udng Khing duroc nhai vién
thubc hosc nudt nguyén ca vién, Khang khuyén cao phan tan trong nudc co chia
carbonate (nwdc soda) hodc sia bl su tao bot va phan tédn cham. Xem phén
TUONG KY.

Bénh nhan cao tudl

Litu khuyén cao cha bénh nhin cao tubi fwong tw nhr da mé (3 ién. Trong cac thiv
nghiém m sang, bénh nhan cao tuds oo tan sudt phan ong bat loi cao hon ngudn
& tré twds va ho can droe theo doi e vl cac phdn (rng bat lod vin co thé can phidi
didu chinh lidu,

b’

Bénh nhi &

Litu khiyén cdo cho bénh nhe trong f nhw ddi véi b&nh nhan ngui lén, Phal tan
d&n sir thay ddi vé cin nang cia bénh nhi theo thér gian khi tinh ligu ding.

Binh nhan bi suy than

Cén than trong khi ding Exjade dé didu tri cho bénh nhan co nbng dd creatinine
huyét thanh cao hon gidi han trén cda moc binh thudng theo Iba o, Bac bt cin
than trong virl bénh nhan oo db thanh thai creatinine trong kKhoang 40 dén dudi 60
mbL/phiit, nkdt I& trong cac tnrémg hop oo kém theo cac yéu 16 nguy co cd kha nang
lam suy gidm chirc nang than nhir cac thube ding ding théd, sy mat nudc, holic cac
nhigém khudn nang Ligu khdii dédu khuyén céo cho bénh nhdn bj suy than twong te
nhwr &y 33 md 13 trén Can theo dbi ndng A4 creatinine huyét thanh hang thang &
tat ¢ bénh nhan va néu can co thé gidm iéu hang ngay con 10 mgfkg (xem phan
CANH BAO VA THAN TRONG BAC BIET KHI S0 DUNG)

Bénh nhan bj suy gan
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Exjade da dwoc nghign ciu trong mdt thir nghidém [m sang trén b&nh nhan suy
giam chirc nang gan. Vil bénh nhan cd suy gan & mirc 9 trung binh (Child-Pugh
B), libu khii dau cln nén duoc gidm khodng 50%. Khong khuyén céo ding Exjade
cha bénh nhén suy gan nang (Child - Pugh C) (xem phan CANH BAD VA THAN
TRONG DAC BIET KHI SU DUNG). Hau hét cdc bénh nhan cin dugc theo dii chire
nang gan trurdre khi bt dau digu tri, mdi 2 tudn trong thang dau tign va mdi thang sau
A6 (xem phan CANH BAO VA THAN TROMNG DAC BIET KHI SUF DUNG)

CHONG CHI B|NH
Qua min cdm véi hoat chat hoac véi bat ky thanh phan ndo cla t& dugc.

Nhirng bénh nhan hii chirmng Ioan san tay (MDS) nguy co cao va nhimng bénh nhan
bi céc bénh &c tinh vé huyét hoo va ngoal huyét hoc s& khang co kg khi ding liéu
phap tac chelat do sur fién trién nhanh cda bénh,

Banh nhan co 44 thanh thai creatine < 40mLiphdt hoac ndng 44 creatine huydt thanh
> 2 |An mirc gidi han trén cda mirc binh thuéng phi hop theo fubi

CANH BAD VA THAN TRONG DAC BIET KHI S0 DUNG

Boc ki hirdmg dén sl dung trwéde khi ding. Néu cdn thém thang tin, xin héi §
kign bac si.

Thubc ny chi ding theo sy ké don cia bac si,

Cuydt dinh thai trir s1 tich Wy cén dugc can nhic cho tirng ca thé bénh nhan dya
trén il ich va nguy co lam sang cla [u phap chelat hda theo dy doan (xem phan
LIEU LUGNG VA CACH DUNG).

Cén thén trong vdi bénh nhan cao tubi do cb tn sudt cao hon v cédc phan ong bét
fert.

Vi than %"’

B4 ghi nhén creatining huyét thanh tang khéng lién tuc & nhirng bénh nhan dugc

didu iri bang Exjade, thudng thi trong khodng binh thireing. Cac tredmyg hop suy

than cép da dugc bao céo khi st dyung Exjade trong giai doan hau tiép thi (xem

t|:n!1:-|!:£;|i|_:-- PHAN UNG BAT LOI CUA THUGC). Hiém truérng hop suy thén cp can tham
i,

Khuyén céo danh gia creatining huyet thanh vafhogc dd thanh thai creatinine 2 lan
trurdre khi bt dau digw irf va sau do theo dbi hang thang,

Bé&nh nhén co sin bénh thén, hodc bénh nhan dang ding nhing thudc oo khd nang
lam suy gidm chirc nang than oo thé ca nguy co b bién chirng nhigu hon. O nhing
bénh nhan nay viéc kiém tra creatinin huyét thanh vamhogc 44 thanh thadi creatining
dirgre khuydn cao thirc hign méi tuén trong théng déu tién sau khi bat dhu tr lidu
hodc sau khi thay 46 trj ligu, va mBi thang sau 86, Cén thin trong & bénh nhén cb
a4 thanh théi creatinine tir 40 dédn duds B0 mL/phit, d&c bigl frong tnedmg hop cb
kém theo cac yéu 14 nguy co b khd nang lam suy gidm chic nang than nhw cac
thubc ding ddng thev, su mét nude, hode cac nhidm khudn nang.

Bénh by 4ng than 43 dwoc bao cao trén bénh nhan diéu trj bang Exjade. Phin idn
bénh nhan nay & tré em va tré v thanh nién co bénh Beta- thatassemia va ndng dd
ferritin huydt thanh < 1 500 microgamyL

X&t nghiém protein niéu phai duoc tign hanh hang thang.
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Can chd y béi phy nude day i cho nhirng bénh nhén dang b tiéu chay hodc ndn

Biéi vid bdnh nhdn ngudl in, Yeu Exjade hiéng ngay oo the gldm cén 10 mglkg néu
ci tang khéng tidn trién néng 34 creatining huyét thanh hon 33% frén ndng 48 trun
binh 1l cac xé1 nghiém trede khi diga fr] rong 2 14n kiém tra lién fiép va kha ﬂ'lg
quy cha nguyén nhén nédo khac (xem phan LIELU LUQNG VA CACH DUNG). D6 v
bénh nhi, cb thé giam lidu con 10 makg ndu ndng A& creatinine huyét thanh tang
can hon gitd han trén ciia mire binh thudng theo i & 2 1an kidm tra lén tiép

Néu creatinine huyét thanh tang tién tién vwot hon gidd han trén cla mirc binh
{hwirng thi phai nairng Exjade. C& thé khdi ddu didu tri Exjade trdr 13 1y theo finh
frang [Am sang clia bénh nhan.

Vé gan

Exjade khing duoc khuyén céo cho bénh nhdn b suy gan narg (Child-Pugh <)
{xem phan LIEL LLIONG VA CACH DUNG va DLMCIC LAM SANG). Tr liéu Exjade
chi duoro bat ddu v bénh nhan cd mikc men ransaminase gan loe ban gy &
lan gigi han trén cda mdc binh thudng, Duge dbng hoe cla Deferasirax khdng b
anh hudmg b nhirng ndng A48 transaminase nhu viy. Deferasirox chi yéu thai trir
béng phan (ng glucuronic hda va mdt legng nhd (khodng 8% ) chuyén hoa bdi su
oxi hta qua cylochrome P450 (xem phdn DLAOC LAM SANG)

M thir it gap (0,9%), ting cac men transaminase-hon 10 lAn-mire trén cla glad-han
binh {huwéng, go y tinh trang viém gan, da duoc quan sat thay trong cac thlr nghiém
tam sang. Ca nhirng bdo cao hau mal vé suy gan & nhirng bénh nhan dwoc digu tn
bang Exjade Hiu hét nhimng bao cdo vé suy gan ddu kén quan dén nhirmng bénh
nhan bj mac phdi hop nhidu bénh nang bao gém cé xo gan va suy da co quan; W
vong d3 dugc bao cdo & mdt vai trong 58 nhimg bénh nhan ndy (xem phan PHAN
UNG BAT LOI CUA THUOC) Nong 80 transaminase huyét thanh, bilirubin,
phosphatase kiém can dugc theo ddi rwdc khi bat dau didgu tri, mdi 2 tudn frong
thang dau fign va mdl thang sau do Phdi ngimg ding Exjade néu nbng 4
transaminase 1rong huyét thanh tang bén tuc va tién trién ma khéng thé quy cho
nguyén nhdn ndo khac Mét khi 45 wac dinh 16 nguyén nhan cda cac bt thudng v
xést nghilm chire ndng gan hodc sau khi xé nghiém chic ndng gan d& trd vé binh
thirtrng. cb thé can nhac bat &u didu trj Exjade trd lai mdt céch than trong wii mdt
i thép hon, sau 46 téng litu dan dan

b
V& tigu hoa f”

Kich (rng duéng téu hda cd thé xAy ra trang qua trinh didu 1r) v EXJADE Lodt va
xudl huydl duding tidu hda trén 45 duoc bdo cdo & cac bénh nhén, bao gbm ca tré
Bm va thifu nign dung EXJADE. RAL hiém treérng hop 1 vong do xudt huydl dudmg
liéu héa duoe bao cao, dac biglllﬁ' gt ben twdl b bénh mdu Ac tinh glal doan ndng
va'hodc b giadm tidu cau, Nhigu & loét 93 duoc quan 81 thdly & mét =b bénh nhan
(xem phan PHAN U'NG BAT LOY CUA THUGOC). Béc s va bénh nhén phdi canh gidc
wirl cac dau higu v trigu chimg cla loét va xudl huyet tigu héa trang khi didu
béng EXJADE va phai bat dau ngay lap tirc vigc kiém tra va didu tri thém néu nghi
ngdr b mdt blén cb bét ot nghtém lrong ada dwéng ligu hda,

Than irong wdi nhivng bénh nhén dang ding FXJADE két hop véi nhimg thubc
direre bidt 14 cb kha nang gay loét nhw ciéc thzgc khéng viém khing stercid (NSAID),
coticostercld hofc bisphosphonate dudng udng, va cac bénh nhén dang ding
thubt chéing 'dl.':n.g {xem phén TUONG TAC) va cic benh nhan of sd luong tiéu chu
durdd 50 x 10%L
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Cac rdi loan vé da

C6 thé oo ndi ban & da trong khi diéu trj bing Exjade. B&i véi ban mic 44 nhe dén
trung binh, cé thé tiép tuc ding Exjade ma khéng cén digu chinh béu, vi ban thirdmg
ty mét 8. Bdi véi ban néng hon, cd thé can phai nglmg digu tri, cd thé ding Exjade
iré lal sau khi 43 hét ban, véi mdt Béu thap hon, sau 46 téng lidu dan dan. Trong
trutrng hop nghigm trong oo thit tién hanh didu tri trd lai phéi hop vét mdt thube
steroid duéng ulng ding trong thai gian ngan, Hidm trudmg hop bao cdo vb hing
ban da dang treng théd gian tri éu Exjade

Cac phén irng qua man

Cac trwémg hop hiém ggp bi cac phdn dng qué man nghiém trong (nhur phan Gng
phan wé, phi mach) da dugc bdo cdo & nhing bénh nhdn ding Exjade wii khoi
phat phan (rng xdy ra ngay trong thang diu diéu tn & phan ien cac trudmg hop (xem
phin PHAN UNG BAT LOI CUA THUOC). Néu cdc phan tng xdy ra néng, phai
nalrng ding Exjade va phai tén hanh can thigp y khoa thich hop.

Thj giac va thinh giac

Rdi loan thinh gidc (nghe gidm) va réi loan & mat (dyc thiy tinh thé) 43 duge ghi
nhén trang khi didu tri béing Exjade (xem phan PHAN LYNG BAT LOI1 CUA THUOC).
Khuyén cac xét nghiém E thinh gidc va vé mét (bao gbm sol day mat) trude khi
“Windt Ay dibu-tri béng Exjade v & nhing khoding cdeh dbu 8an cou 86 (mdi 12
thang) Néu thiy co rbi loan, cb thé can nhac gidm By hodc ngirmng ding thude.

Cac rbi loan vé mau

Cé nhiing bdo céo hiu mai (ca ty phat va tir nhirng thir nghigém am sang) vé g@m

16 bao mau & bénh nhan dibu tri v&i Exjade Hau hét cd bénh nhan nay déu co
nhing rdi loan vé& mau tir truedre thudmg lign quan dén suy thy xwong (xem phén
PHAN LYNG BAT LON CUA THUOC), M&E hén hé gitra nhivng tridu chimg nay vdi
vige diang thudc Exjade 14 khéng chéc chén Bé ddm bdo vigc quan ly |Am séng
chudn 481 vl nhirng r&l loan méu ndy, phdi kidm tra cdng thic mau thud
xuyén. Ngimg didu tri véi Exjade phal dugc xem xét & nhirng bénh nhan bj gﬂmr:g
béo méu khang gidi thich dwgc. Bidu tri lai vii Exjade o thé]dl.ru": xem kit midd khi
nguyen nhan lam giam 18 bao mau 4 dwge sang 1o ‘%/

Cac luu y khac

Khuyén cao xét nghidém farritin hiyét thanh mi thang dé danh gia dap rng cda bénh
nhan vod didu tri (xem phin LIEU LUAONG VA CACH DUNG). V&l bénh nhéin b
néng dd ferritin huy®t thanh dat dén muc tidu didu trf (thudng trong khodng tir 500
dén 1.000 microgami/L). Vigc gidm lidu tir tir teng burdee 5 dén 10 mgikg can duoc
xem xét A& duy tri néng d4 feritin huyét thanh trong khoang muc tigu, Néu fermritin
huyét thanh ha dn dinh dwdi 500 microgrami/L, chn xem xét ngirng didu tri Cing
nhw voi digu tr) chelat hoa sat khac, nguy co nhiém doc Exjade co thé tang lén khi
ding ldu cao khang thich hep cho nhimg bénh nhan bi ganh nang vé sat khing
nhidu hodc mire ferritin huyét thanh chi tang nhe.

Exjade khéng lién quan w&i cham tang trrdmg & iré em dwgc theo dii d8n 5 nam
trong cac thir nghigm &m sang. Tuy nhién nhu 1a bién phap than trong chung, oo thé

theo dis thé trong va sw tang trurdng chidu cao cda bénh nhi & cac khoang cach déu
dan (mbi 12 thang).

Khéng duwot phbi hop Exjade virl liu phap ding chit chelat hba st khac vi tinh an
taan cla sir phdi hop nay chua duge xéc dinh



https://trungtamthuoc.com/

Vign nén o chira lactose (1,1 mg laclose 44 vii mdi mg deferasirox), Thubc niy
khiing khuyén cao ding cho bénh nhan b céc rdi loan di truyén hiém gap ve khdng
dung nap galactose, thidu hul lactase irdm ltong hodc kém hédp thu glucose-
galactoss,

D&l vévi nguedd didu khidn phurong tién va vin hanh miy

Chura c6 nghién ciu nédo vé anh hudng cla Exjade d8n kha néng 1&i xe va van hdnh
méy moc duge thire hign, Bénh nhan cd thé cb tac dung bat ki khong thudng gap
nhwr chéng mék, hoa mét céin than trong khi 1&i xe hay van hanh may,

TUFONG TAC THUOC
Thude 1am gldm tiép xic todn thin Exjadse

Trong mét nghign cir trén ngud tinh nguyén khoe manh, vide ding dbng théd (don
BBy 30mgkg) wii  rdampicin A mét chdt cAm  (mg  manh UDP-
glucuranosyltransferase (UGT) (lidu ap lal 600 mainady) ddn dén sur gim mic Sép
®(c deferasirox xubng 44%. Da db, vide sl dung dbng thé Exjade v cac thubc gay
cdm (rng manh vl UGT (rifampicin, phenyioin, phenobarbital, .} cé thé lam gidm
hidl qua cia Exjade Néu ding dbng thén Exjade vi chit cdm (mg manh UGST, viée
tang eu Exjade cin duoe xem xét rén cor a6 dap ong didu tri Bm sang.

Twomng tac véi thire n

Sinh kha dung cla defarasirox tang dén mét khodng thay dd khi dugc ding cing
wi thive n. Vi vy phéi ding Exjade khi d6i it nhat 30 phut tnedc khi &n, 1ot nhit 13
vAo cing mét thé digm mdi ngay (xem phan LIEU LLAONG WA CACH DUNG).

Twong tic virl Midazolam va cée chit chuyén héa bél CYP3A4

Trong méit nghidn ciru trén nguoi tinh nguyén khde manh, vigc ding Ating i
EXJADE va mdazolam (1& mdl chdl nén CYPIA4) lAm gdm moe bép wic
midazolam xudng 17%. Trong thue 18 1&m sang, 1ac dung nay thay rd rang hon, Do
tinh 1rang gidm tac dung cb thé K&y ra, phal than trong khi ding deferasirax clng vei
cac thube durge chuydn hia qua CYP3IAL (vi du nhur ciclosporing simvastalin,d che
thube ianh thal Andm ndi 161 1) J%v

Tworng tac véi Repaglinide va cac tac nhan chuyén héa qua CYP2C8

Theo mdt nghién clru tién ngudi finh nguyén khde manh, viéc sl dung dong thei
Fxjade (Féu nhéc lai 30mgikgingay) va Repaglinide - co chal CYF2CH (don higu
0,5mg) dan dén sur tang dién tich dudi duwdrng cong AUC va C ., cUa repaglinide én
131% (B0% Ch 103% to 184%) va 82% (90% CI; 42% to B4%) theo thi tu. Khi di
dfing thiy Exjade v& repaglinide, can theo déi cdn than ndng da glucoss. Khng thé
Ioal trir lwomg te gidra Exjade va cac oo chat CYP2CE khac nhw pacitaxel.

Twong tac vai theophylline va céc tac nhan chuyén héa béd CYP1AZ

Theo mit nghidn clru trén nguedi tinh nguyén khoe manh, vidge sd dyng dﬁng iniri
Exjade {lidu 13p lai 30ma/kgingay) va Thaophyline - co cht cia CYP1A2 (Béu don
120mg) dén dén swr tang digén tich duwdi dwirng cong AUC cua theophyline Bn B4%
(80% CI 73% 1o 95%). Nbng 04 thubc 18 da .. khi diing mdt lidu don khang bi
Anh hwrdng nhung khi ding voi Biéu Bp 0 13p lal ndng 48 W da Coe cla
theophylfne 1ang 1Bn. Khi diong ddng thii Exjade va theophylling, cAn thire hign theo
1 ndng 89 theophyliing va co thé xem xél gidm Féu theophyline néu cin thidt. Su

lwong tac glira Exjade va cac co chdt khac cia CYP1AZ ¢ thé xdy ra.
Cac thing tin khac
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Chura thay tirong tac nao gilra Exjade va digoxin & ngurdi tinh nguyén khoé manh

Chuwa ¢t nghién ciu chinh thirc vé vide ding dbng thoi Exjade va vitamin C. Ligu
vitamin C dén 200 mg/ngay khéng kém theo cac hiu qua bt o,

KHONG KHUYEN CAO DUNG BDONG THON VOn CAC THUOC BA BUOC DU
BOAN CO SU TUONG TAC

Chira c& nghién ciu chinh thirc vé viéc ding déng thér Exjade va cic ché pham
khang acid chixa nhdm. Khing dugc ding vién nén Exjade voi cac ché phém khang
acid chira nham méc di deferasirox co Ai lwe déi vl nham thip hon so vii st

Diing dbng théri Exjade v cac thude duoc bigt cb khé néng gy loét nhur cac thubc
chéng viém khdng steroid NSAID, corticosteroid, hodc bisphosphonat dwdng whng,
va diing Exjade cho bénh nhan dang didu trj thudc ching ddng cd thé lam tang nguy
co gay kich thich duéng téu hoa (xem phan CANH E»EUD *.ri THAN TRONG BAC
BIET KHI 5 DUNG)

PHU N CO THAI VA CHO CON BU

Ca thai

Chua cb dir by Am sang vh vidc ding deferasirox khi mang thai Cac nghién cliu &
Afng vat 48 cho thy mdt s& 88 tinh vé sinh sén & iéu d8¢ cho vat me (xem phan

e CAG DU LIEU AN TOAN TIEN LAM SANG) Chua 8 khid nang vé nguy tir 981 ve|
ngLeeri.

B than trong, khuyén cao khéng dung Exjade trong thai kj trir khi that sy cén thigt,
Cho con b

Trong céc nghién ciru & ddng val, 43 ghi nhan deferasirox duge bal tigt nhanh va
manh vao sira cia vat me Chira thay tac dung trén con, Chua rd deferasirox cb
dwroc bai tidt vao sira ngudd hay khéng. Khéng khuyén cao cho con bd frong khi

dang dung Exjade %’
LAI XE VA VAN HANH MAY MOC

Chuwa cé nghidén cliru duee thue hién vé tac dung cda Exjade trén kha ndng lai xe
hodc van hdnh may moe, Nhimg bénh nhén thinh thodng gép tc dung phu chong

mé&l can than trong khi lai xe hodc van hanh may moc (xem phan PHAN UNG BAT
LD CUA THUGT)

PHAN NG BAT LOI CUA THUOC

Nhirng phan Gng bat lod thudmg géip nhat da dwge ghi nhan trong khi deu tr kéo dai
viri Exjade & bénh nhan nguii Idn va tré em bao gbm cac rdl loan tidu hoa 1r
khodng 26% bénh nhan (chd yéu 1& budn ndn, ndn, tdu chdy hodc dau bung) va ndl
ban da khodng 7% bénh nhan, Nhirng phan (ng nay phy thube bu ding, hau hét i3
nhe dén trung binh, néi chung chi thoang qua va héu hét mat di ngay ca khi tidp tuc
@iy tr|. Tang creatining huyét thanh nhe, khing tién trién, hau hét 1a trong mde binh
thudrng, xéy ra frong khodng 34% bénh nhan, Tinh trang tdng cretinin nay phy thudc
lidu ding, thisteng ty thodi lui va dbi khi co thé gidm i bang cach gidm liby {xem
phan CANH BAD VA THAN TRONG BAC BIET KHI SU DUNG)

B4 co bao cdo vé cac truémg hop ting transaminase gan irong khodng 2% bénh
nhén. Nhimg tremg hop nay khdng phu thube By va phin ién s bénh nhan nay
A8 o6 néng d& men tang trnde khi ding Exjade. Tang transaminase cao hon gap 10
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13n gitrl han trén cla mirc binh thudmg- goi y viém gan- (& trieéng hop it gap (0,3%)
Ct nhirng b2o cdo hdu mai vt suy gan & nhimg bénh nhan dwge deu ir bang
Exjada Hau nél nhimg bao cao vh suy gan hén quan dén nhimg bénh nhan mac
Abng thid nhidu bénh an bao gbm ca xo gan va suy da co quan; tir vong 3 duwgc
ban cdo & mdd val rong <0 nhdng bénh nhan néy.

Clng nhir didu trj blng chét chelat haa sdt khae mét thinh e 81 vén thn sb cao v
duc thiy tinh thé (duc thiy tinh thé sém) thinh thodng 83 quan sat thay & bénh nhan
dupc diu irj bing Exjade (xem phén CANH BAD VA THAN TRONG BAC BIET KH)
SUF DUNG).

Cae phdn (ng odt i cia thube, dwrge Bt ké rong Bang 1, dwgc béo cao trong cac
thir nghiém lam sang theo sau didu trj bang Exjade. Cac phan omg bét lod duos xép
durdi day sir dung quy wdre saus ral hay gép (= 1710); hay gap (= 1/100, < 110} i
gap (= 1/1.000, < 11100} hiém gap (= 1/10.000, < 1/1.000); i hidm gap (<
1/10.000). Trong mai nhom xép theo tan sual, cac phan (rng bt igd duoe trinh bay
thao thir ty nghiém trong gidm dén

Bang 1 Cac phin (g bit lei cioa thude dwge béo céo trong cac thir
nghiém lam sang
' Réi loan thm thin
It gap- Lo &u. rdi loan gide ngd
URAIIaan ne than vinh
Hay gap: Nhire dau
It gap: Chdng mat
R&i loan vé mat |
It gap: Bluc thdy tinh thé gial doan diu, bénh hodng didm
Hidm gdp Vigm day thén kinh thi giac
R&i loan tai va mé dao
It gap: Mt thinh e t{;
Rbi loan hé hdp, ngue va trung thit ?
It gén: Eau hong va thanh quén
| Réi loan tidu hoa
Hay gap: Tidu chay, tao bon, ndn, bubdn ndn, dau bung, chuwrdng bung, '
khid tiéu
tgap: Xuat huyét téu hoa, &t da day (bao gom ca loet da ), loél

{a trang, vidém da day.
Higm gap: Vigm thire quan

Roi loan gan mat
Hay gap: Tang transaminase
I gap: Vigm gan, st mat
Roi logn da va mé durdl da
Hay gap Ban. ngira
It gap Réi loan séc 1b

Hidgm gap Héng ban da dang
Réi loan thin va tié nigu

Rat hay gap.  Tang creatinine mau

Hay ghp:  Probein nigu
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It gép: Bénh ly dng than (héi chirng Fanconi)
R loan toan thdn va tinh trang tai chd ding thubc
it gap: Sbt, phis, mét mdi

Danh sach cée phin (mg bat Igi eoa thude tir nhivng bao cdo ty phit hju mai

Cac phan (rng bt loi dwroc béo céo ty phét dieoc trinh béy trong Bang 2, 14 nhimg
bao cao ly nguyén va thudng khang thé xac lap thn sudt hodc mdi guan hé nhan
qué varl vige ding thude.

Bang 2 Cac phan (rng bét lgi cia thube nhin duge tir nhing bao cao ty
phat

Ré&i loan thin va tidt nigu |

Suy than cép (chil ybu 1 creatinin huydt thanh tang = 2 1&n gidl han trén cla
mirc binh thudmg va thuetng hdi phpe sau khi nging didu tri), bénh ly dng
than-mad ké.
R&l loan gan mat
Sy gan
Réi loan da va mé duwoi da
Viém mao mach qua mén (leukocytoclastic vasculitis), may day, rung toc.
R&i logn hé mién dich
Cac phén &rng qué man (bao gbm phan ieng phan vé va phit mach)

C6 céc bao cao hau mai (ca bao cao ty phat va bao cao tir thir nghidm |am sang) vé
cac chirng gidm té bao mau bao gbm gidm bach céu frung tinh, gidm tidu cdu va lam
tr&m trong thém tinh trang thiéu mau & bénh nhan diéu tr voi Exjade. Hiu hét cac
biénh nhén nay déu 48 co s8n cac rdi loan wh mau cb thudmg két hop v suy Wy
xrong (xem phin CANH BAD VA THAN TRONG BAC BIET KHI SUF DUNG). Chua
rd mbi guan hé cia cac tinh trang ndy vii trj iéu Exjade.

Wiori bénh nhi: %

Bénh ly dng than da duge bao céo trén bénh nhan Sbu tri bang Exjade. Phan Ién
bénh nhin nay k& iré am va thiéu nién c& bénh Bela-thalassemia va nbng db ferritin
mau thip < 1.500 microgram/L

Théng bao cho bac si nhirng PHAN U'NG BAT LOI CUA THUOC gap phai khi
sir dyng thudc.

QUA LIEU

Cac trudmg hop qud lidu {gdp 2 dén 3 |an lidu dwoc ké trong nhigu fudn) 43 duoc
bao cao. Trong mét tredng hop, Jidu nay gdy viém gan can iAm sang (khong cd
bidu hién 1am sang) nhung tv khdl ma khing gay hau qud au dai sau khi ngirng
thudc, Céc lidu don BO mg/kg & bénh nhan thalassaemia bj qua 13| =&t 43 dwoc
dung nap, chi ghi nhén cd bubn ndn nhe va tidu chay. Libu don 3én 40 mogkg &
nguéri binh thueeng dugre dung nap i1,

Céc déu hidu qua By cdp tinh bao gbm buda ndn, non, nhic du va tisy chay. Co
thé didw trj qua lidu bang cach gay ndn hodc rira da day va didu trj tridu ching
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DUQC LYC HOC
Cor ché tac dung

Deferagirox 1 mdt thubc lam chelat héa cé hoat tinh ding dwding udng cd tinh chon
lpc cao dbi viri 8t 111, Phén tir deferasirox gom ba nhéanh gan vao st véi 4 ke cao
theo ty 1& 2:1. Deferasirox 1dm téng cwdng bai fidt s&8 chd yéu qua phan.
Deferasirox cd & hre thap 45 voi kém va dbng, khang gay ra ndng A& thap Nién tye
tromg huyét thanh clia nhirng kim loai nay.

Duwgre lwe hoe

Trong mét nghién ciru vé chuyén hda 341 i can bang sat trén nhirng bénh nhan bj
bénh thidu mau Bja Trung Hai (Thalassaemia) bj qua 18 581, Exjade vl cac blu
hang ngay 10, 20 va 40 mgkg J3 tao ra bai liéf s thire trung binh 1 0,118 my
sét'kg thé trong/ngay d&i von iBu 10 mgikg, 0,320 mg sat’kg thé trang/ngay dbi v
lidu 20 mg/kg va 0,445 mg sélkg thé trong/ngay d&i v lidu 40 mg/kg.

Exjade da ducc nghién ciu trén bénh nhan ngudd I6m v tré em (tir 2 twdi irr 18n) b
qua téi 8 man tinh do truyén mau. Tinh trang bénh chinh cén truyén mau bao gom
bé&nh thalassemia beta, bénh hing céu hinh iém va cac bénh thidu mau bam sinh va
méc phal khac (hdi chirng loan san tdy, hdi chimg Diamond-Blackfan, thidu mau bit
s&n va cac thidqu mau hiém gap khac).

By tri hang n ang Ex vl céic ligu 20 va 30 mg'kg trang mdt nam cho
R g e ety b R S
thalassemia bela 33 din dén gidm céc chi 50 sat toan phan frong oo thé; ndng 49
sl & gan gidm trung binh khodng -0.4 mg sat'g gan (frong hegng kha khi sinh thiét)
& liéu 20 mg/kg va -89 mg satg gan & léu 30 mghkg, va ferritin huyé thanh gidm
trung binh khodng -36 pg/L & liéu 20 mafkg va -926 pg/l & libu 30 ma/kg. Khi ding
eing nhirng liéu néy ty 18 gitra bai tiét sa1 trén thu nhan st 14 1,02 (bidu th can bang
&8l thyre) va 1,67 (bséu thi loai bd sat thyre) trong Ung. Exjade tao ra dap (mg twrong
tir & bénh nhin b cac bénh thidu mdu khac oo qua tai sat. Lidu ding hang ngéy 10
me/kg trong mét ném cb thé duy trl ndng & sat & gan va ndng A5 ferritin trong huyét
thanh, vé tao ra cén bang sat thire sy & nhivng bénh nhén fruyén mau khéng thueémg
xuyén hosc truyén thay mau. Ferritin huyét thanh dwgc danh gia bang cach theo dal
hang thang da phan anh céc thay ddi ndng 36 s&t trong gan cho thiy 1a cac bién
chuyén cia ferritin huyét thanh cé thé duge ding d8 theo dbi dap (ng v digu i,

Bdi v bénh nhan co [Ang dong sat & tim (MRI T2*<20ms) dwoc didu tri v Exjade
d&u cho théy sy thii iy sét lang dugre chirng minh béi qua trinh cai thign gia
Irj T2* trong hon ba nam theo dbi O bgénh nhan khong cb l&ng dong sat & fim,
Exjade 5 cho théy cf tac dyng ngan ngira vé 13m sang sy lang dong sat trong tim
cd fién quan (duy tri T2* > 20ms) trang hon 1 ndm quan sat, mac do van tidp tue
duere truydn mau Jang ké.

DUQC BONG HOC
Hip thu

10
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Deferasirox duoe hap thu sau khi ding dirémng ubng v thévi gian trung binh dat
durge ndng 46 cao nhat trong huyét trong (tes.) khodng 1,5 - 4 gidr. Sinh kha dung
tuydt 48 (deén tich dudi dudng cong ndng 48 - AUC) cilia deferasirox & vién nén
Exjade khodng T0% so wii mot litu fiém tinh mach, Tong legng thudc ton luu (dién
tich durdi 4 cong) x4p xi g&p 441 khi diing clng v&i bira 8n sang nhigu chit béo
{hém lwgng chat béo > 50% calo) va khodng 50% khi ding cing voi bira &n sang
chuéin. Sinh khé dung (dién tich dudi dudmg cong nédng 46) cia deferasircx tang 1&n
vira phai (khodng 13-25%), khi dugre dung trurde bira an 30 phit véi ham lugng chid
béo binh thudmg hodc cao. TAng lrong thube tn luu (dién tich dudi dudng cong
néng dd} d4i véi deferagirox sau khi ubng vién nén dwge phan tan trong nude cam
hosc nedc tho twong duong vdi sauw khi phan tan trong nwdre (ty 8 AUC trong a5
I 103% khi dGng nude cam va B0% khi ding nurc tao)

Phéan bé

Deferasirox lién két manh véi protein huyét twong (89%), hdu nhu duy nhat 14
albumin huyét thanh, va cd thié tich phan bb nhd vao khadng 14 L & nguwdd Ién.

Bién ddi sinh hoc

Glucuronide hoa la dwéng chuydn hda chinh 48 vii deferasirox, sau d6 bai figt qua
mét. S khir lién hop cac glucuronide & rubt va tai hap thu sau d6 (chu trinh gan-
rudt) cd thé xdy ra. Deferasirox chil yéu dugc glucuronide hoa bai UGT1A1 va voi
migt mirc 88 it hon béd UGTTAL. Sir chuyén hia deferasirox qua su di hda CYP450
{oxy héa) dutrng nhu it it & ngueérd (khodng B%). Chuwa thiy sur (e ché chuyén hba
deferasirox do hydroxyurea i wifro, Deferasirox irdl gua chu trinh gan rudt. Trong
mét nghldén cdu trén nguedd tinh nguyén khde manh, ding cholestyramine sau mdt
litu don deferasirox din dén giam 45% mdrc 16n lvu cla deferasirox (AUC)

Thai trir

Deferasirox va cac chat chuyén héa clia né chi yéu duoc bal tiét qua phan (B4%
lidu ding). Bai tiél deferasirox va ciéc chal chuyén hoa cla nd qua thén rat it (8%
liéus disng). Thisi gian ban théi (t,) trung binh tir B dén 16 gio,

Sur tuyén tinh/ khéng tuyén tinh

Néng a6 cao nhat trong huyét fwrong (Coe) va dién tich dudi dudng cong ndng 44
(AUC)z go) cli deferasirox 1ang gan tuyeén tinh wéri liéu ding & trang thai dn dink
Khi ding da ligu, 16n leu thudc tang 1Bn tir 1,3 dén 2.3 1an %

Bénh nhin dac hiét
Bénh nhi

Tda luu thude toan bd & thigu nién (12 dén < 17 whi) va Iré em (2 dén < 12 twhi) adi
von deferasirox sau khi ding don liéu va da fidu thi thap hon 50 v&i & bénh nhén
ngurdrl IGn. OF tré em dudri 6 tudl sy thn luu thube thap hon khodng 50% so v nguedi
. Vi lidu ding durgre didu chinh cho timg bénh nhi tiy theo d&p (ng nén khing cb
kha nang co céc hau qua trén tm sang.

Gidd tinh
Phy nir co d thanh thai bidu kién clia deferasirox thdp hon mét cach vira phai

(17,5%) s0 véi nam gigi. Vi liéu ding dworc didu chinh cho timg bénh nhan tiy theo
d4p urng nén khing cd kha ndng co cac hiu qud trén [Am sang.

Bénh nhin cao tudl

11
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Chua co nghién ciru ve dugc dang hot clda deferasirox frén bénh nhan cao e (i
B5 tudi trés lan),

Suy than hodc suy gan
Chua co nghién ciu duge ddng hoc cla deferasirox trén bénh nhan suy than,

Dién tich dudi dudng cong trung binh cla deferasirox & 6 bénh nhan bj suy gan nha
{Child-Pugh &) tAng 16% =0 wii gid I ob duoe cia 6 bénh nhan cd chirc nang gan
bink thirdng. Didn tich disd dirdng cong trung binh cua deferasivoe & 6 bénh nhén
suy gan trung binh (Child-Pugh B) u!n%hln TB% so v gid trj ob duwoe cia 6 bénh
nhan cé chie néng gan binh thudmg Ndng A8 181 da C.... trung binh cla deferasirox
& cd bénh nhén suy gan nhe va trung binh déu tang 22% so véi bénh nhan of chirc
nang gan binh thudng. Tac dGng doi v bénh nhén suy gan ndng (Child-Pugh C)
chi dugre ddnh gia & mét bénh nhén | xem phéan LIEU LUPQNG VA CACH DUNG Va
CANH BAD VA THAN TRONG DAC BIET). Dugc ddng hoc cia deferasirox khing
bi &nh hudmg bai céc nong 40 transaminase gan cao dén 5 lan so v gidi han trén
cla mirc binh tharéng.

CAC DU LIEU AN TOAN TIEN LAM SANG

Cac dir Weu an todn tién 1Am sang khdng phét hidgn nguy co dac bigt nao A8 v
bénh nhén bj qua tai 581, dyra rén cac nghién ciu thang thudmg vé duoc Iy hos an
todn, Abe tink hay p ini; dée tink gen hodc kha nang gdy ung thir. Phat hidn chink
l& ddc tinh v théan va duc thdy finh thé, Cac phat hién tuong fir 43 quan sat thay &
dfng val méi sinh va ddng vat chua tredng thanh, B6c tinh véi than chd yéu dugce
cho 1A do sw can kigt s3t & d8ng val khang bj qua 131 s&t Hr trude.

Khd nang gay doc dbl voi sy sinh sén 48 duoc danh gia trén chudtl va thd,

Deferasitox khang gy quai thal nhung [am tang thn sudt nhimg thay d8i vh b

xtrorng vi chudt con chift khi sinh khi diing fidu cao gay déc manh cho vat me khéng

Eﬁquﬂ 1ai sat. Deferasinon khong gay cac tac dung khac trén sur thy thai hode s sinh
n,

CAC DUF LIEU AN TOAN LAM SANG ﬁ
THU NGHIEM LAM SANG

Mt thir nghiém 1am sang phase ||, biét tén thudc, ngdu nhién co dbi chimg vén
thubc cé hoat tinh, so sanh gilra Exjade va Desferal (deferoxamin) dugc tién hanh
vii bénh nhan beta-thalassemia va nhifém hemosiderin do truyén mau. Bé&nh nhan tir
2 i trdy Ién durgre chia nglu nhign v 1 @ 1:1 48 nhan hodc Exjade dang ubng voi
s kched ddu 5, 10, 20 hodc 30mgika ngay mdt 1&n hoac Desferal (deferoxamin) tiém
durdri da véi liéu khdi ddu tir 20 dén 60mg/kg it nhat 5 ngaytudn dya trén ndng do
sal trong gan (LIC) & théd dém bat ddu nghign clru (2 d&n 3, >3 dén 7, 7 d&n 14 va
>14mg Fel/g trong lwgng khd (dw)). Bénh nhén chon ngdu nhidn vao nhém
deferoxamine ma cd gia frj LIC < Tmg/g dw dugc tép tuc ding libu deferoxamin da
ding tnrdc 44, méc di ke dung 48 co thé cao hon ﬂg cirong nghién oo,

LIC dirgre danh gid vao lic bét dhu va sau 12 thang dibu tri bang sinh thiét gan hodc
do khiing x&m 1An bang thiét bi do 46 edm tmg tir ireémg sinh hoe. Ty 1& thanh cdng
miyc tiéu higu qua chinh, dugc xéc dinh bii sy gidm gid tri LIC 23 myg Fe'g dw cho
cac rwerng hixp co gia tri LIS Ik ban déu =10 mg Felg dw, giam xuﬁng MILFG =T 1mg
Fe/g dw cho cac tredng hop cd gia tri LIC lie ban ddu trong khodng tir 7 dén <10
myg Fe/g dw, hodc duy iIri hodc gidm LIC cho cac inrdmg hop gid tri LIC lic ban dbu
<7 mg Fe/g dw. Exjade 3 duoc cong bd khang kém hon deferoxamine néu gicd han

12
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thép clia khodng tin cdy & 95% (hai phiafiwo-sided) cla sy khac biét trang ty &
thanh chng 1 frén -15%.

Thng sb o 588 bénh nhan dugc didu tri ngu nhign. Théng ké nhan khiu hoc 43
duwoc cén bang 164 51% bénh nhén dudi 16 fudl Ty 1& thanh cdng chung & 52.9%
cho Exjade va B6.4% cho deferoxaming vin su khac blél khodng -13.5% ve ty 18
thaénh cing va khoang tin céy (Cl) 95% cda [-21.8, -5.4] 5u khdng kém hon s0 vl
deferoxamine khing dat dugc bdi gitn han thip cda khodng tin oy (Cl) dudd -15%.
Diku nay dwec cho 13 do sy mét can bang gida lidu duoc duoc chi dinh theo dé
curang nghién ciry vii lidy ding thyre 18 trong hal nhém bénh nhan ding lidu thap
nhét cia nhanh didu tri deferoxamine (bang 3). Tuy nhign, sur khéng kém hom nay lal
dugc biéu thi & mét nhém bénh nhdn voi ndng d& sitfgan LIC lic ban ddu 27 mg
Falg dw ma duwoc chia vao cdc nhdm ding u cao hon (Exjade liéu 20 hogc 30
mgkg va deferoxamine lidu 235 mgkg) Ty & thanh cing vii Exjade va
deferoxamine trong ong 1a 58 6% va 58 9%, va gidi han thap cda khoang tin ciy Cl
85% (-10.2%) ddu trén ngudng khing kém hon 1 -15%.

Vér bénh nhan cé ndng 44 sa1 trong gan LIC 27 ma Felg dw ma dugc digu i vi
Exjade 20 dén 30 malkg mdi ngay, su gidm dang ké cd y nghia thing ké ndng &
sdl trong gan LIC so véi ndng 84 ban ddu 44 dwoc quan sat thay -53 £ 80 mg
Felg dw, p <0.001, t-test), trong khi khéing co sy khac biét co ¥ nghia thdng k& so
viri deferoxamine (-4.3 + 58 mg Felg dw, p = 0.367). Sir phy thudc by ding anh
Puaimg. e nbag. A0, famitin. bubt thanh, VA 8,18 b fid

Exjade tir 5 dén 30 mgkg cling 34 durgc quan sat thay (Bang 3)

_sétthép thu st voh ligu,

4

Béng 3 Ty W bl tidt u.im-:& thu sit va thay ddi néng d6 sat huyét
thanh tir lic ban d&u cho dén 1 nam diéu tri trong nghién ciu
chinh vé& higu qua cda thubc
Lisdu khuydn cdo Lidsui o Ferm Dy 8 Ty M i bt tha St Whrg &3 Rarritin huyel ihanh
thieo & cuemg irung binh (i)
nghin edu imakaingiy| Thay dii trung binh 80 v
imgigingiy ) ban ddu
Mesn + 50
Chpdar- Detar-
Deter- Deter- Exjadn oxaminge Exjade oxamina
Exade | Caming Exade Cxaming Maan + 50 Maan 2 50 | Mean 250D | Mean 2 50
in {n) inj __in)
5 H0-30 82x148 3384599 | 0SB+ 0328 gad o 0.101 *118E +211 = 458
| (18] (13} 700 (15) {13)
1l 2535 212 | BTx82 | 067203658 | GBExz0TT | wE3 L BT +12 £ 585
2] {75} i73) {77
20 35-50 104217 | 42466 | 10220358 | 11312041 =38 ¢+ 721 384 & 14
I I B U T ) . {87) . . [
a0 =50 JB2+35 | A1E+5R | 1687 20718 144 + 0596 | -908 + 1418 | -1003 + 143§
{ 108} (B8 {115 e |

Mt thir nghiém 18m sang thir 2, thir nghiém pha Il nhén md biét tén thubc, khdng co
ddi chirng, danh gia higu qua va tinh an toan ctia Exjade thuc hién trang 1 ném v
bénh nhén thidu mau man tinh va nhiém hemosiderin do fruyén méu ma khang the
déu tr) bing deferoxamine cing da dugc tién hanh. Bénh nhan dugc ding Exjade
liBu &, 10, 20, hodc 30 mgkyg mbi ngay diwa trén gia trj LIC ban ddu Muc tiéu chi
yeu 1 d& cho thay ty 12 thanh cong cd ¢ nghia thdng ké Ién hon 50% vii Exjade

Trén téng & 184 bénh nhan dugc difu tri frong nghién ciru; o 85 bénh nhan méc
beta-thalassemia va 89 bénh nhan méc cac bénh thidéu mau bdm sinh hodc méc
phai khac (hdl chirng loan sén téy, n=47; hdi chimg Diamond-Blackfan, n=30; céc
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bénh khdc, n=22). 19% bénh nhén <16 tudi va 15% bénh nhén 265 twdi. 37 bénh
nhén khdng duge nhén o phap chelat hoa sat trde 3. Trén toan bd bénh nhan,
 1& thénh cong (50 5%) & cao hon khang co ¥ nghia théng ki so voi 50%. Bibu nay
duge cho réng 1 do figu ding 5 va 10 mg'kg ia khéng dd cha the A8 tidn trign cda
hap thu sat tir nhivng 180 truyén mau. Tuy nhign, véi bénh nhén cé LIC 27 mg Felg
dw & ca l0c bat du va lic két thic nghién clru va nhimg bénh nhan dwgc digu tri
béng Exjade véi lidu 20 d&n 30 myg/kg méi ngay, ty & thanh cong 1 58.5% [p=0.022
(50,3, 66 .6)] va 5 co mdt sy gidm cd ¥ nghla thong ké cla néng 45 &t trong gan
LIC tuyét dai tir lbc ban dau cho dén khi két thic nghién ci (-5.5 £ 7.4 mg Felg dw,
p <0.001, t-test). Cing 44 co syt phy thusdc lidqu dnh hirdng dén ndng A9 ferritin huywét
thanh va ty 18 bai tigd séthap thu sat theo ligu tir 5 dén 30 mglkg rru!lgi ngay.

Mét nghign ciu thd 3 dieee tién hanh & bénh nhan méac banh hing chu hinh bm va
nhiém hemosiderin do truyén maw. By 1d mét nghién clu pha 1, ngdu nhigén, nhan
mer (bigl 1&n thudc), nghidn ciru tinh an toan va hdu qué cla Exjade so sanh voi
deferoxaming trong mdt nam. Bénh nhan dwoc didu tri nglu nhign wii Exjade v
cac héu 3, 10, 20, hodc 30 mg/kg mdi ngay hodc deferoxamine tiém dudi da véi Bu
tir 20 dén B0 mg'kg mdi ngay trong 5 ngayAuan theo gia trj cia LIC Ikc ban dau.

Téng sd 185 bénh nhan duwoc dibu | Imng ngheén clru ndy, 132 véi Exjade va 63
vivi deferoxamine. 44 % bénh nhan <16 tudi va 91% 1A ngudd da den. Khi kit thie
nghién ciru, mirc thay ddi LIC trung binh trong dan s& nghién ciu theo protocal-1
{PP=1), bao ghr cée banh nhan ot it nhat 1 danh gis vé LIC-sau khi didu tr, 1& <10
mg Felg dw cho bénh nhan ding Exjade (n=113) va -0.7 mg Felg ow cho beénh nhan
ding deferoxamine (n=54),

Mé&t nghién ciru nhanh vé tim dwoe tidgn hanh nhi |a mit phin cla nghién ciru  pha
IV. Nghién ciwu nhénh v& tim nay |8 mdt nghidn ciu tién ciu nhan mé, dwoe tiln
hanh trong mét ndm, bao gém hai nham bénh nhan beta-thalassemia bi qua téi sat
nang vai gia tri phan sudt thng mau that trai LVEF 256% 114 bénh nhan ot gia tri
T2* lic ban d4u i8 =5 cho dén <20 ms by hign cd nhiém sat co tim (nhdm bénh
nhan cd mye tiédu 13 did tr) va 78 bénh nhan cd gia tri T2* co tim £20 ms chira
khisng bi 1ang dSong s81 & tim dang ké 1rén IAm sang (nhém banh nhan ob muc tidu 1A
phbng nglra). Trong nhdm bénh nhan cd myc tidu déu b, lidu khdi dau deferasirox
l& 30 mgkg/ngay, vii sir gia 1ang dén lidu kn nhat 40 mg/ka/ngay. Myc tidu nghién
ciu chinh cia nghién clru nhanh vé tim ndy & thay 48l cia T2" vao thed dém 1
ndm. Trong nhém bénh nhan muc igu & digu 1, T2* (trung binh nhan + hé sd bidn
thign) tang I&n mdt cach co ¥ nghla tir gia tr ban dAu 1 11.2 ms + 40.5% lén 12.9
ms + 49.5%, thé hién su cai thién dang k& 18 16% (p <0.0001). Trong nham bénh
nhdn muc téu 14 didu ir, sy cdl thén T2* dugc quan sat thay & 69.5% bénh nhén va
sir &n dinh T2® thdy duge & 14.3% bénh nhan. LVEF duy fri &n dinh va trong gidi
han binh thudmg: 67.4 + 5.7% dén 67.1 £ 6.0%. Trong nhdm bénh nhan myc tidu la
phang ngira, gia tn T2® cor tim 34 duge duy Irl trong gi&i han binh thudng va khing
thay d8i so véi gia trj ban dau, tir 32.0 ms  256% dén 325 ms + 25.1% (+2%: p =
0.585) cho thay réing viéc diéu tri hing ngdy wii deferasirox cé thé phang nglra qua
14l sl trong co tim trén bénh nhén beta-thalassemia c6 bénh sdr truyén mau nhidu,
vé dwerng nhign van dang phai tidp tuc truyen mau

Nhirng b&nh nhén trong nhém cd myc b i dWbu tn cda nghién ciru chinh 1 nadm 43
c6 su lra chon dé tham gia vao hal nghién cire 1 ndm md rdng. Sau khodng thé
gian ba nam diéu tri, 93 co mét sy gia tang oo it quan rén [Am sang, tidn trién va
co ¥ nghia théng ké (p<0.0001) vé gia tri trung binh rhan chung cda T2* tim i ban
¢hu. trong phan nhém qua téi st & fim néng ma co nguy oo cao vl suy tim (T2° 55
cho dan <10 ms), va véi phan nhém &b qua (3l sat & tim nhe va vira (T2* tir 10 dén
20 ms) (Bang 4). Sir dung ty =& trung binh nhén, su gia tang gia trj T2* 14 43% so

14
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voi gid tn ban déu & 1At ca cac bénh nhén, tang 37% so vii ban ddu & phén nhom
bénh nhén cé T2* tir >5 dén <10 ms, va tang 46% & phan nhom bénh nhan co T2
tir 10 dén <20 ms Viéc tiép tuc digu tri woi Exjade cho d&n 3 ndm vdi lidu =30
mg'kgingdy lam gidm mét cach hidéu qud lugng s&t trong tim & bénh nhan
thalassemia thé nang co nhiém sat co fim nhw A3 thay & s4 bénh nhan da binh
thudrng hoa dwoo gia tri T2* hodc céi thien dén mdt tinh trang twong (mg vai nguy
cor thip hon vé suy tim (Béng §).

Bang 4 Gid trj trung binh nhdn ctia T2* (ms) lic ban ddu, v lic kit
thoc ndm 1, 2va 3.
Cac phén nhdm thea Ban thy KAt thie nghién cid K& thie ném E1 K&t thic ndm E2
gid 1| T2* ban dbu {néim 0) chinh (néim 2 indm 3)
{ndim 1}

Chung 11.20 [n=105) 13 8 (r=108) 14 78 {n=85) 17 12 {n=68)
{p=<0.0001) {p=0.0001) {p=<0.0001)

T2° =5 Jén =10 ma T 358 {n=41) B 15 (n=41) BT n=2E) 10 53 o=

T2 10 dbn <20ms 14152 (n=bd) 17.38 (=g} 2013 (=60} 22 32 {v=ad)

E = bt thie eda niem mi rdng thr 1
E? = kdt thic cla ném mier phrg thir &

Bang5 Bién chuyén cia T2 tim tir lic ban dau dén khi két thic ném
mo rjng E2 (ndm 3)

Caic phéin Ban diu <5 mg 5.<10ms 10 - <20 ms 230 ms M3 ddy
nRam thea gid £ (%) (%] (%) n (%) {3} 1 ]

tri T&* ban

dau

*5 - <10 ms 39 (100 0} 1[26) 18 (46 2) 15 (34 5) 1(2.8) 41103
(=34
10 - =20 ms B2 (1000} 465 16 (25 8) 40 (54 £ 2(32)
[H=52)
Thng sb 101 {100.0) 1(1.0) 22(21.8) 30T 41 (40 8) 858
[H=101)
TA DUQC
Lactose maonohydrat, crospovidone, cellulose vi tinh thd, povidone (K30}, natri lauryl
sulphat, sificon digxid dang keo, magnesi stearat. %‘/
TUFONG KY

Khéng khuyén céo phén tan thude trong thire ubng cb chira carbonate do sw tao bot
va khang khuyén cao pha voi sira vi chim phén tén.

HAN DUNG
36 thang ké tir ngay san xusl

BAO QUAN
Khang bdo quan trén 30°C. Gilr thube trong bao bi gbc 8& tranh &m
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Khing ding Exjade qua han sir dung duwge ghl "EXP” trén bao bi

HUFONG DAN S DUNG VA THAD TAC
Note: Exjade phai dé xa tdm tay va tim nhin cia tré em.

Quy CACH BONG GOI
Exjade 125, 250, 500 mg: Hop £ vi x 7 vién nén phan tan.

TIEU CHUAN
Nha san xudt

NHA SAN XUAT

Novariis Pharma Stein AG
Schaffhausersirasse

CH-4332 Stein

Thuy 57

Cho Novartis Pharma AG, Basle, Thyy 51
Tér hirdmg didn sl dung cho québc th
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