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R THUGC BAN THEOBON 1% NG DAN SU DUNG THUOC

Vién nén phan tin trong nuérc
GONZALEZ-125
Vién nén phan tin trong nuérc
GONZALEZ-250
Vién nén phan tén trong nwéc

GONZALEZ-500

Thudc ban theo don
Dé xa tm tay tré em
Poc ki hwéng din sir dung truée khi dung

Thong béo ngay cho béc sy hodc dugc sy nhirng tac dung khong mong muén khi sir dung thude
To thong tin sdn phém nay bao gom huwéng dén sie dung cho thudc c6 nhiéu ham legng khdc nhau.

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1. Thanh phén
M3i vién nén phén tan trong nuéc GONZALEZ-125 chua:
Deferafirox sommvmmeconsins 125 mg.
Ta dugc: Cellulose vi tinh thé M101, maltodextrin, natri lauryl sulfat, natri starch glycolat,
talc, silicon dioxyd.
MG&i vién nén phén tan trong nuéc GONZALEZ-250 chira:
Deferagiro. «oummsmamuasmns 250 mg.
Ta dugc: Cellulose vi tinh thé M101, maltodextrin, natri lauryl sulfat, natri starch glycolat,
talc, silicon dioxyd.
MBJi vién nén phan tan trong nuéc GONZALEZ-500 chira:
B o) 1 V: Y1 (o). SOPTp—— 500 mg.
Ta dugc: Cellulose vi tinh thé M101, maltodextrin, natri lauryl sulfat, natri starch glycolat,
talc, silicon dioxyd.

2. M0 ti sin phim
GONZALEZ-125: Vién nén dai, mau tring, hai mit tron.
GONZALEZ-250: Vién nén dai, mau trang, hai mat tron.
GONZALEZ-500: Vién nén dai, mau trang, hai mit tron.

3.  Quy cach déng géi
GONZALEZ-125: Hop 6 vi x 10 vién.

GONZALEZ-250: Hop 6 vi x 10 vién.
GONZALEZ-500: Hop 4 vi x 10 vién.

4. Thudc ding cho bénh gi?

San phim GONZALEZ-125/ GONZALEZ-250/ GONZALEZ-500 chua thanh phan chinh
c6 tac dung dugce ly 1a deferasirox, thudc nhém chét tao phuc Vi sit. Thuoc loai bo sat
thira ra khoi co thé (con goi 1a qua tai sit) bang cach bt giit va dao thai sét thira chu yéu
qua phén.

Truyen mau thuong xuyén c6 thé can thiét & nhitng bénh nhan thiéu mau (nhu thalassemia,
bénh té bao mau hinh liém hay loan san tuy). Tuy nhién truyén mau nhiéu lan s& lam co thé
tich tu sét thira cé trong méu duge truyén do co thé khong cé phuong phép tu nhién dé thai
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trir sit thira. O nhimg bénh nhan bi hoi chu'ng thalassemia the khong phu thudc truyén mau
lugng sit qua tai ¢d the téng theo thoi gian do tang hip thu st trong bira an dé d4p tng lai
tinh trang sé luong té bao mau thép. Luorng sat thira c6 thé gdy hai cho cac co quan quan
trong nhu gan va tim. Thudc tao phirc véi st dugc sir dung dé loai bo lugng sit thira va
gidm nguy co gdy hai cho cac co quan cua no.

Deferasirox c6 tac dung lam giam luong sit du thira trong co thé va dugc sir dung theo chi
dinh cua bac sy dé diéu tri:

- Thira sit man tinh do truyén méau thuong xuyén & bénh nhan tir 6 tudi tro 1én bi bénh beta
thalassemia néng.

- Thira sit man tinh do truyen méu khi diéu tri bing deferoxamin bj chdng chi dinh hoic
dap tmg khong diy du & cac d6i twong sau:

+Bénhnhantr2 -5 tudi bi beta thalassemia nang do truyén mau thuong xuyén.

+ Bénh nhan tur 2 tu01 trd 1én bj beta thalassemia nang do truyén méu khong thuong xuyén.
+ Bénh nhén tir 2 tudi trd 1én bi thiéu méu.

- Thira sit man tinh khi diéu tri béng deferoxamin bi chéng chi dinh hodc dap ung khong
ddy du & nhimg bénh nhan tir 10 tudi trd 1én bi hoi ching thalassemia nhung khong phu
thudc vao truyén mau.

Nén ding thudc nay nhw thé nao va lidu lhrgng?

Ludn dung thudc chinh x4c nhu huéng din cta béc s§ hodc dugc sy. Néu chua r3, hiy hoi
lai cho chéc chin.

Liéu dung:

Béc sy s& tinh lidu luong chinh xac can phai udng va s& néi ro can phai udng bao nhiéu
vién mot ngay. Bac sy s& xac dinh lidu dung dua trén trong luong co thé va dap tmg cta
timg ngudi doi voi thuoc

- Véi ngum phai truyén mau thuong xuyén, lleu hang ngay khi bét dau diéu tri thuong 1a
20 mg mdi kg trong luong co thé. Bac sy s& quyét dinh lidu cao hon hoic thdp hon tiy vao
timg truong hop cu thé.

- Véi ngudi phai truyen méau khong thudng xuyén, liéu hang ngay khi bit dau didu tri
thuong 1 10 mg mdi kg trong lugng co thé.

- Ty vao dép umg cua ban, bac sy c6 the s& diéu chinh liéu trong qua trinh diéu tri.

- Liéu téi da hang ngay 1a 40 mg mdi kg trong luong co thé cho ngudi phai truyen mau
thuong xuyén, 20 mg mdi kg trong lugng co thé cho ngudi 16n khéng phai truyen mau
thuong xuyén va 10 mg mdi kg trong lugng co thé cho tré em khong phai truyén mau
thuong xuyén.

Cach dung:

Uéng thudc mot 1an vao ciing mot thoi diém mdi ngay.

Udng thudc khi bung d6i, it nhat 30 phut trude khi in.

Cho thubc vao mét ly nudc, nude cam hodc nude tdo (100 - 200 ml), khudy dén khi vién
nén tan hoan toan. Dung dich trong ly s& c6 mau hoi duc. Ubng hét nudce trong cbe. Ly
mdt it nude hay nudc trdi cdy trang coc va ubng hét phan nudc d6.

Khong hoa tan thudc trong dd udng c6 gas hoic sira, khong duge nhai, bé hoc nudt ca vién
thudc.

Khi nao khong nén dung thudc nay?

Khoéng nén dung thudc nay néu ban:

- Di tmg véi deferasirox, hogc bit ky thanh phin nao ctia ché pham.
- Bi suy thén vira va néng.

- Pang ubng mét thudc tao phirc véi sat khac.

v
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Téc dung khéng mong mudn

Nhu c4c thudc khéc, deferasirox c6 thé gy tic dung khong ‘mong mubn, nhung khong phai
ai cling gap phai. Hiu hét cac tac dung khong mong mué6n & mirc dd nhe hodc vira, va
thudng khoi sau va1 ngay hoic vai tudn diéu tr1

Ngung dung thudc va lién he trung tim y té gan nhit néu ban gip cic phan \ng sau:
Tac dung khong mong mudn it gdp (anh hudmg nhiéu nhadt 1 trong 100 nguoi) hodc hiém
gdp (anh huong nhiéu nhat 1 trong 1000 nguwoi).

- Nbi man nang, kho tho va chong mat hodc phu ¢ mét va c¢b hong (phan img di ing ning).

- Nbi min ning, d6 da, phdng rop mdi, mat hodc miéng, 16t da, dau hong (phan g trén da
ndng).

- Giam dang k& lugng nuéc tiéu (vin dé vé than).

- Pau bung trén bén phai, vang da va mét hoic mau vang cia da va mét tiang 1én, nudc tiéu
sAm mau (van vé dé gan).

- N6n ra mau va&/ hodc c¢6 phan c6 mau den.

- Bi dau bung thuong xuyén, dic biét 1a sau khi an hoic ubng thude.

- Bi ¢ ndng thudong xuyén.

- Mét thij luc mét phan.

- Pau bung vung phia trén nghiém trong (viém tuy).

Cic tic dung khong mong muon cé thé tré nén nghiém trong, thong bio véi bic sy
sém nhit c6 theé:

Cdc tdc dung khéng mong mudn it gip:

- Nhin mo.

- Giam thinh giéc.

Cic tiac dung khéng mong muén khac

Rat thuong gap (anh hwéng nhiéu hon 1 trong 10 nguwoi)

- B4t thuong trong xét nghiém chirc néng than.

Thuong gap (anh huong nhiéu nhat I trong 10)

- Réi loan duodng tiéu hda nhu budn ndn, ndn, tiéu chay, dau bung, day hoi, kho tiéu.

- Phat ban, dau dau, bt thuong trong xét nghiém nudc tiéu (protein niéu).

It gdp (Anh hwéng nhiéu nhat 1 trong 100)

- Chéng mat, sbt, dau hong, phu tay va chén, thay di mau da, lo ling, réi loan gidc nguy,
mét moi.

Chua ro tdn suat

- Giam s lugng tiéu cdu trong mau (té bao lién quan dén qua trinh déng méu), giam sb
luong hdng cau (trim trong, hon tinh trang thiéu mau), giam sb luong bach cau (giam bach
cau trung tinh), hodc glam tat ca cac té bao mau.

- Rung téc, soi than, giam luong nude tidu, thing da day hodic rudt, néng do acid bat
thudng trong mau.

Néu ban gdp bat cie tdc dung khong mong mudn nao hdy théng bdo véi bdc .

Nén tranh dung nhimg thudc hodc thwe phdm gi khi dang sir dung thudc nay?

Mot sb thude co thé tuong tac véi deferasirox nén phai thong bao cho béc sy hoic duge sy
cta ban v& tit ca cac loai thudc ma ban dang sir dung, bao gdm ca cac thubc ké don hoic
khong ké don, céc vitamin hogdc thude tir dugc liéu.

Thdng bao cho béc s§ néu ban da ding, dang dung hoic c¢6 thé s& ding cac thudc khéc, dic
biét la:

- Khong uong deferasirox véi cc thudc tao phurc véi sit khéc.

- Khéng udng thude khang acid (chira nh6m) vao cung thoi diém khi ubng deferasirox.

- Ciclosporin (dung dé ngin co thé dao thai co quan cdy ghép hoic dung trong bénh viém
khép dang thap va viém da di img).

- Simvastatin (thudc ha cholesterol).

- Mot vai thudc giam dau hodc khang viém (nhu aspirin, ibuprofen, corticosteroids).
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10.

11.

12,

13.

14.

- Bisphosphonat dung dudng udng (dung d tri lodng xuong).

- Thudc chéng ddng mau.

- Thudc ngra thai dang hormon.

- Bepridil, ergotamin.

- Repaglinid (dung dé tri d4i thdo duomg).

- Rifampicin (ding dé trj bénh lao).

- Phenytoin, phenobarbital, carbamazepin (ding dé tri dong kinh).

- Ritonavir (dung dé tri HIV).

- Paclitaxel (dung dé tri ung thu).

- Theophyllin (dung aé tri bénh dudng hd hp nhu hen suyén).

- Clozapin (dung dé tri ri loan tim than nhu tim than phan liét).

- Tizanidin (ding dé gién co).

- Cholestyramin (dung aé giam cholesterol trong mau).

Céc xét nghiém b sung c6 thé can thiét dé theo doi ndng d6 trong mau ciia mot sb thude
trén.

- Thirc 4n 6 thé anh huéng dén tac dung cuia thude do d6 khong nén ding chung véi thirc

-

an.

Cin l1am gi khi m{t 1an quén khéong ding thudc?

Néu ban quén khong dung 1 liél;l, nén ubng li‘éu d6 ngay khi nhé ra. Tiép tuc dung thudc
theo dung lich trinh cli. Khong udng gap doi licu.

Ngirng thudc

Ubng thude m’5i ngay theo hudng dan cua bac s§. Thudc nay dung diép tri 1au dai. Thoi
gian dung thudc c6 the vai thang hodc ndm. Bac sy s& thuong xuyén ki€m tra d¢ dam bao
thudc phat huy tac dung nhu mong doi.

Khoéng dugce tu y ngimg thudc ma khong c6 y kién cta béac s§. Néu ban ngung dung thudc,
luong st thira s& khong dugc loai ra khéi co thé.

Cén bdo quan thudc nay nhw thé nao?

Gitr thqéc trong bao bi gbc clia nha san xut, day kin.

Dé thudc noi kho rdo, tranh anh sang, nhiét 4§ khong qua 30°C, va ngoai tam vdi cia tré
em.

Khong sir dung thudc sau ngay hét han ghi trén bao bi (hop va vi thuéc).

Nhirng d4u hiéu va triéu chirng khi ding thudc qua liéu

Dung thudc chinh xac nhu huéng din cuia bac sy.

Khi dung qua lidu ban c6 thé bi: non, budn nén, dau dau va tiéu chiy va ciing cé thé bi
viém gan.

Cin phai 1am gi khi dung thudc qua liéu khuyén cdo?

Ngung dung thudc va lién lac ngay véi bac s§ hoic trung tim y té gin nhét.

Mang theo vién thubc ciing véi bao bi dé bac sy biét ban d4 udng thudc gi va c6 bién phap
xu ly kip thoi.

Nhirng diéu cin thin trong khi diang thudc nay

Khong nén dung thude khi bi hi ching loan san tiy tién trién (ty séng giam san xuét ra té
bao mau) hoic ung thu tién trlen

Trude khi dung thudc nay, ban can théng bao bac s§ va luu y khi gip nhitng van d sau:

- Bénh v& gan hoic than.

- Bi bénh tim do thira sit. V

- Luong nude tidu giam thdy rd (vin dé vé than).
- Néi ban ning, khé thd va chéng mit hodc phu & mit va ¢ hong (phan {mg di ing ning).
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15.

16.

- Ndi ban, do da, phdng rdp moi, mét hoic miéng, 16t da, dau hong (phan img trén da ndng).

- Két hop cac triéu chimg budn ngu, dau bung trén bén phai, vang da va mit hodc mau
vang cua da va mit ting 1én, nudc tidu sAm mau (vin vé dé gan).

- N6n ra mau va/ hodc cé phan c6 mau den.

- Bi dau bung thuong xuyén, dac biét la sau khi &n hodc udng thude.

- Bi ¢ nong thudng xuyén.

- Két qua xét nghiém mau cho thiy s lugng tiéu ciu hoac bach cau giam.

- Nhin mo.

- Bi tiéu chay hodc non.

Bac sy s&€ yéu cau xét nghiém méu va nuéc tiéu thuong xuyén dé theo doi luong sét trong
co thé. Béac s§ ciing c6 thé yéu cau 1am sinh thiét than hozc chup cong hudng tir (MRI).

Nhimg xét nghlem trén dé kiém tra dép ung cua co thé ban véi thube hodc cac tic dung
khong mong mudn cta thudc 1én co thé. Béc sy s€ da vao nhimg thong tin d6 dé tinh ton
lidu deferasirox thich hop nhét cho ban hodc quyét dinh ban nén ngung thudc.

Kiém tra thi gidc va thinh giac s& dugc tién hanh hang nam dé phong ngira cac tac dung
khong mong muon.

Ding thudc cho ngwoi cao tudi (tir 65 tudi tré lén)

C6 thé dung liéu tuong tu & nguodi 16n. Tuy nhién ngudi cao tudi c6 tin suat gédp tac dung
khong mong mudn cao hon (déc biét la tiéu chay) va nén dugc theo d&i cin than nhitng tic
dung khong mong mudn. Cé thé can phai chinh liéu.

Diing thuoc cho tré em

Deferasirox c6 thé dung cho bénh nhan tir 2 tu01 tr& 1én phai truyén méau thudng xuyén va
bénh nhén tir 10 tudi tro 1én khong phai truyén mau thuong xuyén. Khi bénh nhan 16n 1én,

bac s¥ s& diéu chinh lai lidu dung thudc cho phu hop.

Thudc khong duge khuyén céo & tré em dudi 2 tudi.

Phy nit mang thai hodc cho con bu

Néu ban mang thai hodc nghi rang minh dang mang thai, hdi y kién béc sy trude khi SLr
dung thuc. Khong nén dung thudc khi dang ‘mang thai trir that can thiét. a
Néu ban dang ding thudc tranh thai dang udng hay dén, nén dung thém hogc chuyén sang
phuong phdp tranh thai khac (nhu bao cao su) vi thuéc c6 thé lam giam hiéu qua cta thud
tranh thai dang uéng hay dan.

Nén ngimg cho con b khi st dung deferasirox. Thong bdo véi bac sy néu ban dang cho
con bu.

Ldi xe va vdn hanh mdy moc

Néu bi chéng mat khi dung thudc, khong 14i xe va van hanh may méc cho dén khi cam thay
binh thuong tré lai.

2 # COng

Khi nao cin tham vin béc sy, dwgc s§?
Néu can thém théng tin xin hoi y kién béc sy hoic duge s.

Han dung cia thudc: 36 thang ké tir ngay san xudt.

v’

Trang 5/15



PHAN 2. HUONG DAN SU DUNG THUOC CHO CAN BQ Y TE

1.

DUQC LUC HQC

Ma ATC: VO3ACO3.

Nhom dwgre ly: Tac nhan tao phire véi sat

Deferasirox 1a tac nhén tao phirc véi sit ding duong udng, chon loc cao trén ion Fe¥*,
Deferasirox 1a mot phdi tir ba cang (tridentate ligand) gin véi sit véi 4i luc cao theo ty 16 2 :
1. Deferasirox téng thai trir sit, chu yéu qua phén. Deferasirox c6 4i luc thip voi kém va
ddng, va khong giy ha ndng d6 nhimg kim loai nay lau dai trong huyét thanh.

DUQC PONG HQC

Hap thu

Deferasirox (dang vién nén phén tén trong nudc) duge hép thu sau khi udng voi tmax trung
binh khoang 1,5 - 4 gi¢. Sinh kha dung tuyét déi (AUC) cua vién nén phén tan trong nudc
deferasirox khoang 70% so véi liéu tiém. AUC ting xp xi 2 1an khi ding chung véi bita an
nhiéu chit béo (ham luong chét béo chiém > 50% calo) va ting 50% khi dung clng véi bira
an sang chudn. Sinh kha dung ctia deferasirox ting vira phai (khoang 13 - 25%) khi dugc
dung 30 phut trude bita &n véi ham lugng chit béo binh thuong hoic cao.

Phn bé:

Deferasirox gén nhiéu véi protein huyét twong (99%), hau hét 13 albumin huyét thanh va c6
thé tich phan bd nho, khoang 14 lit & ngudi 16n.

Chuyén héa

Glucuronid héa 1a dudong chuyén héa chinh cua deferasirox, sau d6 bai tiét qua mat. C6 thé
xdy ra sy phan huy lién hop glucuronid trong rudt va tai hip thu (chu trinh gan rudt).
Nghién ciru trén nguoi tinh nguyén khée manh, udng cholestyramin sau khi udng mét liéu
don deferasirox lam giam 45% AUC deferasirox.

Deferasirox dugc glucuronid héa chu yéu théng qua UGT1A1 va mét phin nhé hon qua
UGT1A3. Chuyén héa qua xiic tic CYP450 (oxy hoa) cua deferasirox it & ngudi (khoang
8%). Khong thay sur trc ché chuyén hoa deferasirox bdi hydroxyurea & in vitro.

Thdi trie:

Deferasirox va cac chit chuyén hoa cua né cha yéu dugc thai trir qua phan (84% liéu). Thai
trir qua than cua deferasirox va céc chit chuyén hoa it (8% liéu). Thoi gian ban thai trung
binh (ti2) dao dong tir 8 dén 16 gid. Chét van chuyén MRP2 va MXR (BCRP) c6 lién quan
dén sur bai tiét qua mat cuia deferasirox.

Tinh tuyén tinh/ khong tuyén tinh:

Cmax VA AUCo.24 gi&y clia deferasirox ting gn nhu tuyén tinh véi liéu ¢ trang théi én dinh.
Khi dung nhiéu liéu, AUC tang theo hé s6 tich liy 1,3 - 2,3.

Dugc dpng hoc trén doi twgng dic biét

Tré em: AUC cua thanh thidu nién (12 dén < 17 tudi) va tré em (2 dén < 12 tudi) cua
deferasirox sau lidu don va nhiéu lidu thip hon so véi & ngudi 16n. Do ¢6 sy chinh lidu tuy
theo timg c4 nhan va theo dép ung nén sy khac nhau trén khong gay hdu qua trén 1am sang.
Gidi tinh: Phy nit c6 d§ thanh thai thip hon so véi nam (khoang 17,5%). Do ¢6 sy chinh
lidu thy theo timg c4 nhén va theo d4p ung nén sy khac nhau trén khong gy hau qua trén

lam sang.

Nguoi cao tuéi: Dugce dong hoc cua deferasirox chua dugc nghién ciru trén ngudi cao tudi
(tir 65 tudi tros 1én).

Suy thdn va suy gan: Dugc dong hoc cua deferasirox chua dugc nghién ciru ¢ bénh nhén
suy than. Dugc dong hoc cua deferasirox khong bi anh hudng bdi nong d transaminase
gan 1én dén 5 14n gidi han trén ctia mirc binh thudng. @7/
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Trong mdt nghién ciru 1dm sang sir dung liéu duy nhét 20 mg/ kg deferasirox, AUC trung
binh ting 16% & bénh nhén suy gan nhe (Child-Pugh nhém A) va 76% & bénh nhén suy
gan trung binh (Child-Pugh nhém B) so v6i ngudi c6 chitc ndng gan binh thuong. Cmax
trung binh ctia deferasirox & bénh nhan suy gan nhe hodc vira tang thém 22%. AUC tang
2,8 1an trén mdt bénh nhan suy gan ning (Child-Pugh nhém C).

CHI PINH

Deferasirox dugc chi dinh dé didu tri thira sit man tinh do truyen mau thuong xuyén
(truyén hong cdu ling > 7 ml/kg/thdng) & bénh nhan tir 6 tudi trd 1én bi bénh beta
thalassemia nédng.

Deferasirox ciing dugc chi dinh dé didu trj thira sit man tinh do truyén mau khi diéu tri
bing deferoxamin bi chong chi dinh hodc dap ung khong day du ¢ nhitng d6i tuong sau:

- Bénhnhan tr 2 - 5 tudi bi beta thalassemia ning va thira sit do truyén mau thudng xuyén
(truyén hdng cau lang > 7 ml/kg/thang).

- Bénh nhén tir 2 tu01 trd 1€n bi beta thalassemia ndng va thtra sit do truyén mau khong
thuong xuyén (truyen hdng ciu lang < 7 ml/kg/thang).

- Bénh nhan tir 2 tudi tré 1én bi thiéu mau.

Deferasirox cling dugc chi dinh dé diéu trj thira sit man tinh cin phai diéu tri bing tdc nhan
tao phirc khi diéu tri béng deferoxamin bi chéng chi dinh hogc dép tmg khong day du &
nhimg bénh nhan tir 10 tudi tré 1én bi hoi ching thalassemia thé khong phu thudc truyén
mau (non-transfusion-dependent thalassemia syndromes).

LIEU DUNG - CACH DUNG

Piéu t,ri v6i deferasirox nén duogc khdi ddu bai bac sy cé kinh nghiém trong viéc didu tri
thira st man tinh.

Liéu dung:

Thira sdt do truyén mdu

Khuyen céo khoi ddu didu tri bing deferasirox sau khi truyén khoang 20 don vi hong cau
ling (khoang 100 ml/kg) hodc khi c6 d4u hiéu thira sit man tinh qua theo d&i 1am sang (vi
du ferritin huyét thanh > 1000 pg/L). Liéu dung (tinh bang mg/kg) phai dugc tinh va lam
tron thanh ham lugng cta ca vién gan nhit.

Muyc tiéu cua liéu phap chelat hoa sit 1a loai bo lwong sit da dung qua truyén mau, va néu
can lam giam lugng sat hién co.

Liéu khéi dau

Liu khoi dau khuyén céo hang ngay deferasirox 1a 20 mg/kg/ngay.

Co t‘hé xem xét dung lidu khoi ddu hang ngay 1a 30 mg/kg/ngdy cho nhitng bénh nhan
truyén hong cau lang trén 14 ml/kg/thang (khoang > 4 don vi/thang & ngudi 16n).

C6 thé xem xét dung lidu khoi déu hang ngay 1a 10  mg/kg cho nhitng bénh nhan khéng can
phai gidm lugng sit trong co thé va truyén hdng cau ling duéi 7 ml/kg/thang (khoang <2

don vi/ thang & ngudi 16n). Phai theo doi dap tmg cua bénh nhén va xem xé€t tang lidu néu
khéng dat dugc hiéu qua day du.

Pbi véi nhimg bénh nhan dap (g t6t khi diéu trj bing deferoxamin, c6 thé xem xét dung
lidu deferasirox khodi ddu bing mot nira liéu deferoxamin. Néu két qué lidu khoi dau < 20
mg/kg thé trong (lidu deferoxamin dap tmg < 40 mg/kg thé trong), can phai theo d&i dap
g cua bénh nhén va tang lidu néu khong dat duoc hiéu qua day du.

Chinh liéu:
Nong d6 ferritin huyet thanh nén dugc theo déi hang thang va chinh lidu deferasirox mdi 3
- 6 thang néu can thiét dua trén chidu huéng thay ddi ferritin huyét thanh. Co thé dleu chinh

lidutr5-10 mg/kg tuy theo dap img cua ting bénh nhan va muc tiéu didu tri (giir 6n dinh
hodc giam lugng sat) O bénh nhan khong dép tmg vdi liéu 30 mg/kg (vi du: ferritin huyét
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thanh ludn & murc cao hon 2500 pg/L va khong co6 chleu huéng giam theo thoi gian), c6 thé
xem xét ding liéu 1én dén 40 mg/kg. Thong tin vé an toan va hiéu qua lau dai cua viéc sur
dung deferasirox liéu 30 mg/kg hién con han ché. Néu lidu 30 mg/kg khong kiém sodt dugc
bénh thi c6 thé viéc ting lidu (t6i da 40 mg/kg) cling khong cho két qua mong mudn va nén
xem Xxét dleu tri bing thudc khac thay thé. Néu liéu cao trén 30 mg/kg khong cho hiéu qua
mong mudn, khong nén duy tri & muc lidu d6 va nén chuyén sang phuong phép didu tri
thay thé ngay khi c6 thé. Do thong tin con han ché, liéu trén 40 mg/kg khong duge khuyén
cao sur dung.

O bénh nhan dung liéu 16n hon 30 mg/kg, khi dat hiéu qua diéu tri mong mudn (vi du: ndng
do ferritin huyét thanh dat mirc myc tiéu (thuong tir 500 - 1000 ug/l)), nén xem xét giam
lidu theo timg muc 5 - 10 mg/kg va glu nong do ferrritin huyét thanh trong khoang muc
tiéu. Néu nong do ferritin huyét thanh giam xudng dudi 500 pg/l, nén xem xét ngimg thude.

Bénh nhan bj hi chirng thalassemia thé khéong phu thugc truyén mdu

Liéu phap chelat hoa chi nén duoc khéi dau khi c6 béng chimg thira sit ([LIC] 2 5 mg sit/g
dw (dry weight - tinh theo khéi lugng khan) hodc nong d¢ ferritin huyet thanh lién tuc >
800 pg/l). LIC duoc vu tién hon dé xem xét thira st va nén ding khi c6 thé. Than trong khi
diéu tri v6i tic nhan tao phitc dé giam nguy co tao phuc qua muc & tat ca bénh nhan.

Liéu khdi dau

Liéu khoi d4u khuyén céo 1a 10 mg/kg.
Chinh liéu

Khuyén cdo theo dai ndng do ferritin huyet thanh mdi thang. Sau mdi 3 - 6 thang dleu tri, |
xem xét ting liéu khoang 5 - 10 mg/kg néu LIC bénh nhdn 2 7 mg sat/g dw, hodc néu ndng
do ferritin huyet thanh lién tuc > 2000 pg/L va khong co chiéu huéng giam xudng, va bénh
nhén dung nap tbt véi thudc. Liéu 16n hon 20 mg/kg khong duge khuyen cdo do khong cé
kinh nghiém sir dung lidu nay & bénh nhén bi hdi chimg thalassemia thé khong phu thudc
truyén mau.

Néu LIC chua duoc danh gia va ndng dd ferritin huyét thanh < 2000 pg/L, khong nén vuot -
qua lieu 10 mg/kg.

Néu bénh nhan sir dung liéu > 10 mg/kg, khuyén cdo nén giam lidu xudng 10 mg/kg hogc
thip hon khi LIC <7 mg sat/g dw hoic nong do ferritin huyét thanh < 2000 pg/L.

Nging diéu tri:

Khi dat ndng do sit mong mudn (LIC < 3 mg sat/g dw hogic ndng do ferritin huyét thanh < ;
300 pg/L) nén ngiumg dleu tri. Chua c6 dir liéu vé viéc diéu tri trén bénh nhan tai tich liy -
sit sau khi dat ndng d9 sit mong muén do d6 khong khuyén céo tai diéu tri.

Doi twong dic biét

\ -

Nguoi cao 1uéi (2 65 tudi):
Liéu khuyen cdo tuong tu nhu trén. Trong nghién ciru 1am sang, ngudi cao tudi c6 tan suat

gap tac dung khong mong mudn cao hon (dac bit la tiéu chdy) va nén dugc theo doi cin
than nhitng tac dung khong mong mudn, ¢6 thé cin phai chinh liéu.

Tré em:
Liéu khuyen c40 cho bénh nhén tir 2 - 17 tudi bi thira sit do truyén mau tuong tu nhur nguoi
16n. Can phai xem xét su thay di thé trong cta tré em trong viéc tinh lidu.

Tréem?2 -5 tu01 bi thira sit do truyén mau, AUC cta thudc thap hon so véi nguoi lén. Do
d6 ¢6 thé cin liéu 16n hon. Tuy nhién nén cho lidu khoi dau twong tw ngudi lom, sau d6
chinh liéu tuy timg bénh nhan.

J tré em bi hdi chimg thalassemia khong phy thugc truyén mau, lidu khong nén vuot qua
10 mg/kg. Can phai theo ddi chat ch& LIC va nong d9 ferritin huyét thanh dé giam nguy co V
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tao phuc qua mirc: ngoai vige kiém tra ndng do ferritin huyét thanh hing thang, nén theo
ddi LIC moi ba thang khi ndng 4o ferritin < 800 pg/l.

Chua c6 thong tin vé an toan va hiéu qua cta deferasirox trén tré em tir 0 - 23 thang tudi.
Suy than:

Deferasirox chua dugc nghién ciru trén bénh nhan suy thén va chdng chi dinh trén bénh
nhan cé 4o thanh thai creatinin < 60 ml/phut.

Suy gan:

Khong khuyén cdo sir dung cho bénh nhan suy gan niang (Child- Pugh nhém C). 3 bénh
nhan suy gan trung binh (Child-Pugh nhém B), nén xem xét giam lidu va tang dan dén g101
han 1a 50%, sir dung than trong. Nén kiém tra chirc ning gan trudc khi sir dung thude, mdi
hai tuin trong thdng dAu tién va hang théang sau do.

Céch dung
Uong 1 lan/ ngay khi bung déi, it nhit 30 phut truéc bita an, t6t hon nén udng cing thoi
diém mdi ngay.

Phan tan vién nén trong mot ly nudc, nude cam ho#c nudce tao 100 - 200 ml, dén khi tao
thanh hdn dich min. Sau khi uéng hén dich, phan con lai trong ly phai dugc phén tin tiép
bing mét it nuéc hodc nude trai cay va ubng. Khong nhai hoic nudt nguyén vién.

CHONG CHI PINH

M3n cam v6i deferasirox hoic bat cit thanh phén nao ciia thudc.

Str dung chung véi tdc nhan tao phirc sit khac (chua c6 thong tin vé su an toan khi ding
chung).

Bénh nhén c6 d6 thanh thai creatinin < 60 ml/phut.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Chikc nang thin

Deferasirox chi dugc nghién ctru trén bénh nhén co ndng do creatinin nim trong khoang
binh thuong theo tudi.

Thubc c6 thé giy ting ndng do creatinin > 33% muc binh thuong, doi khi vuot qua gigi
han trén cta khoang binh thuong. Tac dong trén phu thudc vao lidu. Khoang 2/3 s6 bénh
nhan nong do creatinin huyet thanh tr¢ vé dudi muc dudi 33% ma khong can glam lidu. O
1/3 s6 trudong hop con lai, nong d creatinin huyét tuong c6 thé khong giam khi giam 11eu
hodc ngung sur dung thubc. Trong mot vai trudng hop nong dd creatinin huyét tuorng chi 6n
dinh khi giam liéu. D4 c6 bdo cdo suy than cap. Trong mot vai truong hop, suy giam chic
nang thén c6 thé dén dén suy thén doi hoi phai chay than nhan tao tam thoi hodc vinh vién.
Nguyen nhén lam tang nong do creatinin huyét thanh chua dugc 1am séng to. Cén dic biét
cha y theo déi ndng do creatinin huyét thanh & bénh nhan dung chung ! thudc rc ché
chure néng thén, va ¢ bénh nhan sir dung lidu cao deferasirox va/ hodc truyen mau muc do
thip (hong cdu ling < 7 ml/kg/thang hodc < 2 don vi/ thang d01 v6i ngudi 16m). Trong thur
nghiém lam sang, khong thdy ting tac dung khong mong muon trén than khi tang lidu trén
30 mg/ kg, tuy nhién nguy co ting tac dung khong mong mudn trén than khi ding lidu trén
30 mg/ kg khong thé bo qua.

Khuyen c40 nén danh gia ndng d9 creatinin huyét thanh hai 1dn trude khi bit ddu diéu tri.
Nong do creatinin, dd thanh thai creatinin va/ hodc nong do cystatin C huyet tuong nén
duogc theo ddi trude khi diéu tri, hang tuin trong thing dAu sau khi bat ddu diéu tri hodc c6
thay dbi khi didu tri, va hang thang sau d6. Bénh nhan dang bi bénh thén va bénh nhén sir
dung thudc trc ché chirc nang than c6 nhiéu nguy co xay ra bién chimg hon. Cén luu y duy
tri lugng nudc ddy du & bénh nhén b tiéu chay hogc non.

Pi c6 bao cdo nhidm toan chuyén héa trong qua trinh diéu tri v6i deferasirox. Phan lén

nhitng bénh nhén d6 bi suy thén, bénh ong than (hdi chimg Fanconi) hodc tiéu chay, hodc V

trong tinh trang ma viéc mat can bang kiém - toan 12 mgt bién chimg da dugc du doan. Nén
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theo ddi can bing kiém - toan & nhimg bénh nhén nay va can nhic ngimg deferasirox &
bénh nhén bi nhiém toan chuyén héa.

C6 thé bét dau diéu tri lai tiy timg ca lam sang.

Ciing co thé can nhic giam lidu hogic ngimg thudc néu co cac d4u hiéu bit thudng chic
ning 6ng than va/ hodc c6 dAu hiéu lam sang:

- Protein niéu (nén kiém tra trude khi diéu trj va hang thang sau do).

- Dudng ni¢u ¢ nguoi khong bi dai thao du'orng, nong d§ kali, phosphat, magnesi hodc urat
huyét thanh thip, phosphat niéu, acid amin niéu (theo ddi néu can thiét).

Chirc nang gan:

Tang enzym gan da xdy ra ¢ bénh nhén s dung deferasirox. Pa c6 bao cdo suy gan, doi
khi gdy tir vong, khi diéu tri voi deferasirox. Hau hét cac bao cdo suy gan déu lién quan dén
bénh nhan di cé sin bénh bao gdm xo gan. Tuy nhién khong thé loai trir vai trd cua
deferasirox nhu mot nhén td déng gop hodc ting ndng 1én céc tdc dong khong mong mudn
trén.

Khuyén céo kiém tra ndng do transaminase, biliburin va phosphastase klem trong huyet
thanh truéc khi diéu tri, mdi 2 lan trong théng diu va sau d6 l1a mdi thang. Néu
transaminase huyét thanh ting kéo dai va lién tyc va khong tim thiy nguyén nhan nao khic,
nén ngimg deferasirox. Khi da tim ra nguyén nhan gay bat thuong xét nghiém chirc nang
gan hodc sau khi tr& vé mitc binh thudng, ¢6 thé can nhéc sir dung lai thudc mot cach than
trong & liu thap hon va ting liéu tir tir.

Khong khuyén céo sir dung deferasirox ¢ & bénh nhan suy gan nang (Child-Pugh nhém C).

O bénh nhén c6 tién lugng thoi gian song ngin (vi du: hoi chimg loan sinh tiy nguy co
cao), dic biét khi bénh ly kém theo co thé lam tdng nguy co tac dung khong mong mubn,
loi ich cua deferasirox co thé han ché va c6 thé thdp hon so véi nguy co. Do do, khong
khuyén cdo sir dung deferasirox & nhitng bénh nhén trén.

Théan trong khi sir dung trén ngudi cao tudi do nguy co gy tac dong khong mong mudn
thudong xuyén hon (dic biét 1a tiéu chay).

Théng tin & tré em bi hoi ching thalassemia thé khong phu thudc truyen méu con han ché.
Do d6, phai theo ddi cAn than dé phat hién tic dung khdng mong mudn cua thudc va theo
ddi tinh trang thira st & tré em. Hon nita, viéc dung thudc nay thoi gian dai dé diéu tri thira
sit & tré em bi hoi chung thalassemia thé khong phu thude truyén mau hién tai chua duge
biét day du.

Dwong tiéu hoa:

Loét dudng ti€u hda trén va xut huyét da dugc bao céo & bénh nhén st dung deferasirox,
k& ca tré em va thanh thiéu nién. Loét da & da dugc thdy & mot vai bénh nhén. DA c6 bao
céo bién chimg loét cung voi thung dudng ti€u hoa. Ciing c6 bao cdo xut huyét dudng tiéu
héa gly tir vong, dic biét & ngudi cao tudi bi u 4c tinh huyét hoc va/ hoic lugng tiéu cu
thap B4c si va bénh nhan nén canh glac nhitng triéu chung va déu hi¢u cua loét da day va
xuét huyét trong qué trinh diéu tri v6i deferasirox va ngay lép tirc tién hanh danh gia va
didu tri thém néu nghi ngd c6 tac dung khong mong muon nghiém trong trén duong ti€u
héa. Thén trong & bénh nhin dung chung deferasirox véi cac thudc co thé gay loét duong
tiéu hoa, nhu NSAIDs, corticosteroid, hodc blphosphonat dudong udng, & bénh nhan st
dung thubc chbng dong va bénh nhén c6 lugng tidu cau thap hon 50.000/mm? (50 x 109/L).

Da:

Ban da c6 thé xuit hién khi diéu tri v6i deferasirox. Phan Ung nay co thé tu khoi trong héu
hét truong horp Néu can phai ngimg thudc, thi sau d6 c6 thé ding lai thubc sau khi diéu tri
hét min, véi liéu thap hon va tang liéu tir tir. Trong mdt vai truong hop nang, cé thé sir
dung lai thudc phéi hop véi steroid trong mét thoi gian ngin. P4 c6 bdo cdo hoi chimg
Stevens-Johnson va TEN (hoai tir thugng bi nhiém doc). Nguy co tac dung khong mong
mudn nghiém trong hon bao gbm DRESS: phan umg thudc véi bach cau 4i toan va hoi
ching toan than khong thé loai trir. Néu nghi ngd hoi chimg Stevens-Johnson hodc céc tac

v
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dung khong mong mudn nghiém trong trén da, ngimg deferasirox ngay 1ap tuc va khong
nén ding lai thudc.

Phén g qud min:

Phan ung qua man (nhu séc phan vé va phi mach) da dugc bdo cdo & bénh nhan sur dung
deferasirox, phan 16n thudomg xdy ra trong théng dau didu tri. Néu cac phan mg trén xay ra,
nén ngimg deferasirox va ap dung bién phap diéu tri thich hop. Deferasirox khong nén
duoc sir dung lai & nhitng bénh nhan da bi phan img qua mén do ¢ nguy co sdc phan vé.
Thj gidc va thinh gidc:

R&i loan thinh gi4c (giam) va thi gidc (nhin mo) da duge bao céo. Kiém tra thinh giac va
thi giac (bao gbm soi day mat) dugc khuyén céo truéc khi bét ddu diéu tri va thuong xuyén
sau d6 (mdi 12 thang). Néu rbi loan xay ra, nén xem xét giam lidu hodc ngimg thude.

Mau:

b3 ¢6 bao cao giam bach cAu, giam tidu clu hodc giam toan thé huyét cAu va lam nang hon
thiu mau. Hiu hét nhimg bénh nhén nay trudc d6 da bi rbi loan vé huyét hoc thudng lién
quan dén suy tiy. Tuy nhién, khong thé loai trir kha ning dong gép hodc lam ning thém
cac bénh nay cua thudc. Nén cén nhic ngimg thudc néu bénh nhén bi giam té bao mau
khong 16 ly do.

Cic xem xét khdc:

Khuyén céo xét nghiém ndng do ferritin huyét thanh dé danh gia d4p tmg cua bénh nhéan
véi didu tri. Néu ferritin huyét thanh giam xudng dudi 500 pg/L lién tuc (dbi véi thira sit
do truyén méu) hodc 300 pg/L (d6i véi hoi chung thalassemia thé khoéng phu thudc truyén
mau), nén xem xét ngimg dung thude.

Két qua xét nghiém ndng do creatinin, ferritin va transaminase huyét thanh nén dugc ghi lai
va danh gid xu huéng thay ddi.

Trong mot nghién ctru 1am sang, sy ting trudng va phat trién gidi tinh cua tré em diéu tri
bing deferasirox trong 5 ndm khong bi anh huong. Tuy nhi€n dé dé phong, & tré em bi thira
sit do truyén mau nén theo di trong lugng co thé, chidu cao va su phat trién giéi tinh truée
khi didu tri va thuomg xuyén sau d6 (mdi 12 thang).

R&i loan tim mach 1a mot bién chimg cia qua tai sat. Nén theo ddi chirc ning tim mach &
bénh nhén bi qua tai sit nghiém trong khi diéu trj véi deferasirox thoi gian dai.

Sir dung cho phu nit cé thai va cho con bu:

Thoi ky mang thai

Chua c6 thong tin vé anh huéng cta thudc trén phu nit c6 thai. Nghién ctru trén dong vét
cho théy doc tinh trén hé sinh san & lidu doc véi thi me. Nguy co trén nguoi chua rd.
Khong khuyén cdo dung deferasirox & phu nit mang thai, trir khi bat budc.

Deferasirox c6 thé lam giam hiéu qua cta bién phap tranh thai hormon, phu nir trong do
tudi sinh san nén st dung thém hoic thay thé bang bién phap tranh thai khong hormon.

Thoi ky cho con bu

Nghién ciru trén dong vat, deferasirox bai tiét vao sira me nhanh va nhiéu. Chua co tac
d6ng trén thu con dugc ghi nhan. Chua rd deferasirox c6 bai tiét vao sita nguoi khong.
Khong khuyén céo cho con bu khi sir dung deferasirox.

Kha ning sinh san: Chua c6 thong tin vé anh hudng trén khéa ning sinh san ¢ nguoi. Trén
dong vat, khong thdy c6 tic dung khong mong mudn nao trén kha ning sinh san cta con
duc va con céi.

Anh hwong ciia thudc doi véi kha ndng ldi xe va vgn hanh mdy moc:

Chua c6 thong tin vé dnh hudng cua deferasirox trén khé néng lai xe va van hanh may moéc.
Bénh nhéan gap tac dung khong mong mudn it gip nhu chong mat nén than trong khi lai xe
va vin hanh may moc.

\
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TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC

Chua c6 thong tin vé an toan cua deferasirox khi ph01 hop voi tac nhén tao phirc voi sat
khéc. Do d6 khong phéi hop véi tac nhan tao phirc véi sat khac.

Thurc an

Sinh kha dung cua deferasirox tang véi mirc d khic nhau khi dung chung voi thire an. Do
d6 nén dung thudc khi bung doi it nhit 30 phut truéc khi an, t6t nhat nén udng cung thoi
diém trong ngay

Thuédc cé thé giam nong dp deferasirox

Chuyén hoa deferasirox phu thudc enzym UGT. Rifampicin, mdt chit cam {mg manh
enzym UGT, lam giam phoi nhiém deferasirox. St dung chung deferasirox vdi chit cam
tmg UGT manh (nhu rifampicin, carbamazepm phenytoin, phenobarbital, ritonavir) c6 thé
lam gidm higu qua deferasirox. Néng do ferritin huyet thanh nén dugc theo ddi sau khi
dung chung, va co thé chinh lidu deferasirox néu can thiét.

Cholestyramin lam giam phm nhiém cua deferasirox.

Midazolam va cdc cdc thuoc khdc chuyén héa béi CYP3A4

Deferasirox lam giam nong do cua midazolam (co chit cia CYP3A4). Do d6 khi dung
ddng thdi ¢6 thé lam giam noéng dd céc chét chuyén hoa boi CYP3A4 (midazolam,
ciclosporin, simvastatin, thudc tranh thai hormon, bepridil, ergotamin). Thén trong khi phéi
hop.

Repaglinid va cdc thudc khdc chuyén héa béi CYP2C8

Deferasirox liéu 30 mg/kg (chat trc ché trung binh CYP2C8) lam tdng AUC va Cmax cua
repaglinid lidu 0,5 mg (co chét cia CYP2C8) tuong tmg 2,3 l4n va 1,6 lan. Do chua cé
thong tin tuong tac voi lidu repaghnld cao hon 0,5 mg, nén tranh dung chung deferasirox
va repaglinid. Néu phai phdi hop, can than trong trén lam sang va theo d6i nong dd glucose
mau. Tuong tac cua deferasirox véi cac co chét khac ctia CYP2C8 nhu paclitaxel ciing
khong thé loai trir.

Theophyllin va cdc th uoc khdc chuyen héa bdi CYPIA2

Deferasirox liéu lap lai 30 mg/kg (chit tc ché CYP1A2) lam tang 84% AUC theophyllin
liu don 120 mg (co chit cua CYP1A2). Cmax khi str dung liéu don theophyllin khong bi
anh hudng tuy nhién cé thé tang néu dung lidu 13p lai theophyllin. Do d6 khong khuyén cao
dung chung véi theophyllin. Néu can phai phéi hop, khuyen c4o giam lidu va theo dai ndng
d6 theophyllin. Tuong téc cua deferasirox voi cac co chét khac cia CYP1A2 ciing khong
thé loai trir. Vi nhimg chat chuyen héa chi yéu bdi CYP1A2 va c6 khoang tri liéu hep
(nhu clozapin, tizanidin) khuyén cdo tuong ty nhu theophyllin.

Cidc twong tdc khdc

Chua c6 thong tin vé tuong tac gifra deferasirox va thuoc khang acid chira nhom. Méc du
deferasirox c6 i luc v6i nhom thap hon sét, khong khuyén cdo dung chung deferasirox voi
ché phim khang acid chira nhom.

Dung chung deferasirox v&i cdc chit c6 kha ning gy loét tiéu hoa nhu NSAID (bao gdm
aspirin & lidu cao), corticosteroid hodc biphosphonat duong udng c6 thé tang doc tinh trén
da day. Dung chung deferasirox voi chét chéng dong cé thé tang nguy co chay mau duong
tiéu hoa. Theo ddi chit ché khi dung chung deferasirox véi cac thubc trén.

Chua c6 thong tin vé tuong tac giita deferasirox va vitamin C. Dung chung véi vitamin C
lidu 1én dén 200 mg/ ngay khong gdy twong tac nao.

Khong thdy c6 twong téc gitra deferasirox va digoxin trén bénh nhan khoe manh.

TAC DUNG KHONG MONG MUON
Rt thuomg gap (ADR 2 1/10)

Than va tiét niéu: Tang creatinin m4u. V/

Thieomg gap (1/100 < ADR < 1/10)
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Thén kinh: Pau dau. . ‘

Tiéu hda: Tiéu chay, tdo bén, noén, budn ndn, dau bung, day bung, kho tiéu.

Gan mét: Tang transaminase.

Da va md dudi da: Phat ban, ngira.

Thén va tiét niéu: Protein ni€u.

It gap (1/1000 < ADR < 1/100)

Tém than: Lo lang, ri loan gidc ngu.

Thén kinh: Chong mat. ,

Mat: Dyc thiy tinh th€ sém, bénh diém vang.

Tai va mé dao: Mét ,thinh luc. ‘ 1

Tiéu héa: Xuat huyét dudng tiéu hoa, loét da day (bao gom loét da 0), loét ta trang, viém da
day.

Hb hip, 15ng nguc va trung thit: Pau hong - thanh quan.

Gan mét: Vién gan, soi mat. L

Da va m6 dudi da: Roi loan sic to.

Than va tiét niéu: Bénh dng than (hdi chimg Fanconi, glucose meu)

Toan thin va tai vi tri sir dung: Tang thin nhiét, phi né, mét moi.

Hiém gap (1/10000 < ADR < 1/1000)

Mit: Viém than kinh mat.

Tiéu héa: Viém thuc quan.

Khéng r tan sudt

Mau va h¢ bach huyét Giam huyét cau toan phén, giam tiéu cdu, trAm trong hon bénh thiéu
mau, glam bach cau trung tinh.

Hé mién dich: Phan img qué min (bao gdm sdc phan vé va phi mach).

Chuyén héa va dinh dudng: Nhiém toan chuyen héa.

Hé tiéu hoa: Thung dudng ti€u hda, viém tuy cap.

Gan mat: Suy gan.

Thén va tiét niéu: Suy than cAp, viém than mé k& - dng than, soi than, hoal tir 6ng than.

Da va méd duéi da: Hoi chimg Stevens-Johnson, viém mach méu qua mén, may day, héng
ban da dang, rung tc, hoai tir thuong bi nhiém doc (TEN).

MO ta cac tac dung khong mong mudn chon loc

S6i mat va cac rdi loan lién quan dén mat da duge bo cdo & khoang 2% bénh nhan. Tang
transaminase dd dugc bdo cdo nhu mét tac dung khong mong muon & khoang 2% bénh
nhan. Tang transaminase gip 10 lan giéi han trén ctia khoang binh thuong, triéu chimg cua
viém gan, it gdp hon (khoang 0,3% bénh nhan). Trong qua trinh thudc luu hanh trén thi
trudng, suy gan, doi khi tir vong dé dugc bao cao dic biét voi bénh nhan c6 tién sir xo gan.
P4 c6 béo cao vé cac truong hop bi nhiém toan chuyén hoa. Phan 16n nhimg bénh nhan nay
bi suy than, bénh éng than (bao gbm hdi chimg Faconni) hodc tiéu chay, hodc tinh trang
mét can bing kiém - toan. Céc trudng hop viém tuy cép nghiém trong da dugc bao cdo
nhung khong ¢ dir liéu vé tinh trang dudng mét. Nhu cac thudc tao phirc chelat véi sit
khéc, r6i loan thinh gidc va thi giac (khéi dau duc thay tinh thé) 1a mot tac dung khong
mong mudn it gap khi diéu tri voi deferasirox.

Db thanh thai creatinin & bénh nhén thira sit do truyén mau

Trong mdt phan tich tong hop h01 ctru trén 2102 bénh nhan ngudi 16n va tré em méc beta-
thalassaemxa thira sit do truyén mau dugc didu tri bing deferasirox trong 2 nghién ctru
ngiu nhién va 4 nghién ctru nhan md (khong gdy mu) véi thoi gian 5 ndm. D§ thanh thai
creatinin giam 13,2% & bénh nhan nguoi 16n va 9,9% & bénh nhan tré em dugc quan sat
trong ndm du tién cua diéu tri. Trong 250 bénh nhan duoc theo ddi trong 5 nam, khong
thiy giam d¢ thanh thai creatinin trung binh. h/
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Nghién ciru 14m sang & bénh nhan méc hdi chimg Thalassaemia khong phu thude truyén
mau

Trong mdt nghién citu trong vong 1 ndm & bénh nhan Thalassaemia khong phu thudc
truyén mau va thira st (ding vién nén phén tan trong nudc véi lidu 10 mg/kg/ngay), tiéu
chdy (9,1%), phat ban (9,1%) va budn ndn (7,3%) la nhing tic dung khong mong mudn
phd bién lién quan dén thudc. P thanh thai creatinin va nong do creatinin huyét thanh bt
thuong duge béo céo ¢ 5,5% va 1,8% bénh nhan. Nong do transaminase gan tang gip 2 lan
dudng nén va gip 5 1an gi6i han trén d dugc béo céo & 1,8% s6 bénh nhan.

Tré em

Trong hai nghién ctru 1am sang, su phat trién va hoan thién giéi tinh & tré em diéu tri voi
deferasirox trong vong 5 nam khong bi anh hudng.

Ti€u chay thuong hay gdp ¢ bénh nhan 2 - 5 tudi so véi ngudi 1on.

Bénh vé ong than di dugc bdo céo & tré em va thanh thiéu nién méc beta-thalassaemia diéu
tri v6i deferasirox. Sau khi thudc lwru hanh trén thi truong, phan 16n nhimg ca rdi loan
chuyén héa lién quan hén hoi chimg Fanconi.

Viém than cip da duge béo cdo, dic biét & tré em va thanh thiéu nién.

Huwéng din xit tri ADR

« Nén giam lidu deferasirox (vién nén phan tan trong nudc) xudng 10 mg/kg/ngay néu
ndng d6 creatinin huyét thanh > 33% so voi nong d6 trung binh trudc dleu tri v/ hodc
CrCl <90 ml/ phut. Nén ngimg didu tri néu ndng do creatinin huyét thanh van > 33% so
voi ndng do trung binh trude diéu tri v&/ hodc CrCl < 90 ml/ phut sau khi da giam liéu.
Didu trj c6 thé bat dau lai dua trén tinh trang 14m sang cua ting bénh nhan.

Ciing ¢co6 thé can nhic giam liéu hoic ngimg thudc néu c6 cac ddu hiéu bat thudng chirc
ning 6ng than va/ hogc ¢6 d4u hiéu 1am sang:
_ Protein niéu (nén kiém tra trude khi diéu tri va hang thang sau do).
- Duodng ni¢u & ngudi khong bi dai thdo dudng; nong d kali, phosphat, magnesi
hodc urat huyét thanh thap, phosphat niéu, acid amin niéu  (theo dBi neu can thiét).
Bénh 6 ong than chu yéu dugc béo cdo & tré em hoic thanh thiéu nién bi beta-thalassemia
diéu tri bang deferasirox. Bénh nhan nén dugc thim khdm boi béc sy chuyén khoa thén
va lam céc xét nghlem chuyén bi¢t hon (nhu sinh thiét than) néu cac diéu sau xay ra
ngay ca sau khi da giam lidu va nging thudc:
~ Nong d9 creatinin huyét thanh van ting cao dang ké
_ Céac diu hiéu bét thudong chirc nang thin kéo dai (vi du protein niéu, hdi chung
Fanconi).

« Giam liu hoc ngimg thudc néu c6 sur rdi loan thi gidc hoic thinh gidc & bénh nhn dang
diéu tri voi deferasirox.

« Nén céin nhic ngimg deferasirox néu ndng d6 transaminase huyét thanh tang kéo dai va
lién tuc ma khong tim thay nguyén nhan nao khac.

« Nén can nhic ngimg thuéc néu bénh nhan bi giam t& bio mau khong rd 1y do hodc bi
nhiém toan chuyén héa.

« Néu nghi ngd hdi chimg Stevens-Johnson, TEN (hoai tur thuong bi nhiém ddc) hodc céac
tac dung khong mong mudn nghiém trong trén da, ngimg deferasirox ngay 1ap tirc va
khéng nen ding lai thude.

« Néu xuét hién ban da, c6 thé ngumg thuéc tam thoi va ding lai voi liu thip hon va ting
lidu tir tir sau khi da diéu trj hét ban da.

« Néu xuét hién c4c phan {mg di tmg nghiém trong (soc phan v¢, phu mach), nén ngimg sur
dung deferasirox va cé cac bién phéap hé trg y t& can thiét. Khong nén sir dung lai
deferasirox ¢ nhimg bénh nhéan nay.

V
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10.
11.

12.

QUA LIEU VA CACH XU TRi

Truong hop qué lidu (2 - 3 1an lidu chi dinh trong vai tudn) di dugc bdo céo. Trong mot
truong hop, géy ra viém gan trén cén l4m sang, tuy nhién bénh nhan phyc hdi sau khi
ngimg thudc. Liéu don 80 mg/kg & bénh nhan thalassaemia thira sét gdy budn ndn va tiéu
chay nhe.

Triéu chimg qua liéu cp tinh c6 thé gdm: nén, budn ndn, dau diu va tiéu chay. Qua liéu c6
thé diéu tri b?mg gdy nodn, rira da day va didu trj triéu chung.

CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong dung qua lidu chi dinh.
TEN, PIA CHi VA BIEU TUQNG CUA CO SO SAN XUAT

San xuat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Pudng D17, Khu c¢dng nghiép M§ Phuéc 1, Phuong Théi Hoa, Thi xa Bén Cat,
Tinh Binh Duong, Viét Nam

Dién thoai: 0274-3567687  Fax: 0274-3567688

NGAY XEM XET SUA POI, CAP NHAT LAENGE DENG HUONG DAN SU DUNG
THUOC ’

pud TéNo GLAMBOC
Nguyén Xudn Phurong

1UQ. CUC TRUUNG
TRUONG PHONG
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