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FARMORUBICINA®

Rx

CANH BAO DAC BIET:
Thuoc nay chi dung theo don cua bac sy.
Doc ky hirtmg dan sir dung triruc khi dung.
Neu can them thong tin xin hoi y kien bac sy.
Khong dung qua lieu da dune chi dinh.
Thong bao cho bac sy nhung tac dung khong mong muon gap phai khi sir 
dung thuoc.
Khong sir dung thuoc da qua han dung.
Be xa tam tay tre em.

1. TEN SAN PHAM: FARMORUBICINA®

2. THANH PHAN DINH TINH VA DINH LUONG

Hoat chat: Epirubicin hydroclorid.

Moi lo Farmorubicina 10 mg chiia 10 mg epirubicin hydroclorid.

3. DANG BAO CHE

Bot dong kho va dung moi pha dung dich tiem.

4. DAC TINH LAM SANG

4.1. Chi dinh dieu tri

Epirubicin dugc chi dinh dieu tri trong cac trucmg hop sau:

® Ung thu te bao bang quang chuyen tiep 

® Ung thu vu giai doan som 

® Ung thu vu di can/tien trien 

® Ung thu da day -  thuc quan 

e Ung thu vung dau va co 

o Ung thu te bao gan nguyen phat 

® Benh bach cau cap 

® Ung thu phoi khong te bao nho 

e Ung thu phoi te bao nho 

• U lympho bao khong Hodgkin
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• U lympho bao Hodgkin

• Da u tuy xuang

• Ung thu buong trung

• Ung thu tuy

• Ung thu tien liet tuyen khang hormon

• Ung thu true trang

• Sarcoma mo mem va xuang

4.2. Lieu dung va phmmg phap sir dung

Epirubicin thuang dung theo duang tiem tinh mach. Tiem vao bang quang se co 
ich khi dieu tri ung thu be mat bang quang cung nhu de dir phong tai phat u sau 
khi cat bo doan qua nieu dao. Tiem dong mach cung dugc dung de tao tac dung 
manh tai cho ma co the giam doc tinh chung (xem Muc 4.4).
Tiem tinh mach

Tdng lieu epirubicin cho moi chu ky co the khac nhau do sir dung trong timg 
che do dieu tri rieng biet (vi du: dimg dan doc hay phoi hop vai nhung thuoc 
gay doc te bao khac) va con tuy thuoc vao chi dinh.
Epirubicin nen dugc truyen tinh mach trong ong cimg vai dung dich truyen tinh 
mach chay tu do (dung dich natri clorid 0,9% hoac glucose 5%). Be giam thieu 
nguy ca huyet khoi hoac thuoc thoat ra ngoai quanh tinh mach, thai gian truyen 
thong thuang tir 3 den 20 phut, tuy thuoc vao lieu lugng va the tich dich truyen. 
Khuyen cao khong tiem true tiep nhanh cimg mot luc do co nguy ca thuoc thoat 
mach, co the xay ra ngay ca sau khi hut thir bam tiem va da thay mau chay 
ngugc vao (xem Muc 4.4).
Che do dung lieu khoi dau chuan

Neu dimg dan doc, lieu khai dau chuan cua epirubicin trong moi chu ky cho 
nguai Ion la 60-120 mg/m2 dien tich ca the. Lieu khoi dau khuyen cao cua 
epirubicin khi dugc dimg nhu mot thanh phan cua dieu tri bo trg a benh nhan 
ung thu vu co hach nach la 100-120 mg/m2. Tong lieu khai dau cho moi chu ky 
co the dimg mot lan hoac chia ra trong 2-3 ngay lien tiep. Trong dieu kien benh 
nhan hoi phuc binh thuang doi vai doc tinh do thuoc (dac biet khi suy tuy va 
viem mieng), thi moi chu ky dieu tri co the lap lai 3-4 tuan mot lan. Neu phoi 
hop epirubicin cimg nhung thuoc gay doc te bao khac ma co tiem nang gay doc 
tinh goi len nhau, thi lieu khuyen cao cho moi chu ky can dugc giam theo timg 
truang hgp (xin tham khao a timg chi dinh rieng biet).
Che do dung lieu khoi dau cao

Lieu khai dau cao cua epirubicin co the sir dung de dieu tri ung thu vu va ung 
thu phoi. Neu dimg rieng re, lieu khai dau cao cua epirubicin cho moi chu ky a 
nguai lan (tai 135 mg/m2) can dimg vao ngay 1 hoac chia nhieu lieu va dimg 
vao nhung ngay 1-2-3, 3-4 tuan mot lan. Khi dieu tri phoi hgp, khuyen cao lieu 
khai dau cao (tai 120 mg/m2) dimg vao ngay 1,3-4 tuan mot lan.

T
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Dieu chinh lieu
Roi loan chuc nang than
Vi chua co khuyen cao ve lieu lugng can cu vao cac du lieu con han che a benh 
nhan suy than, nen can can nhac dung cac lieu khoi dau thap han cho benh suy 
than nang (creatinin huyet thanh > 5 mg/dL).
Roi loan chuc nang gan
Can giam lieu cho benh nhan co cac gia tri ve sinh hoa nhu sau:

• Bilirubin 1,2-3 mg/dL hoac AST tang gap 2-4 lan giai han tren cua muc 
binh thuang: can dung lA lieu khai dau da khuyen cao.

• Bilirubin > 3 mg/dL hoac AST cao han 4 lan giai han tren cua muc binh 
thuang: can dung ‘A lieu khai dau da khuyen cao.

Nhung doi tucmg dac biet khac

Nen can nhac dung cac lieu khai dau thap han hoac dung khoang each dai han 
giua cac chu ky khi dung cho benh nhan co benh nang hoac benh nhan co tham 
nhiem tan sinh a tuy xuang (xem Muc 4.4 Canh bao va than trong dac biet khi 
su dung). Vai nguai cao tuoi, nen dung cac che do va lieu chuan ban dau.
Truyen nho giot vao bang quang

Epirubicin nen dugc truyen nho giot qua ong thong va giu trong bang quang 
trong 1 gia. Khi truyen nhu vay, benh nhan can dugc quay vong de dam bao la 
niem mac bang quang cua khung chau co the tiep xuc toi da vai dung dich 
thuoc. Be tranh thuoc bi pha loang bai nuac tieu, benh nhan can dugc chi dan 
khong uong bat ki chat long nao trong vong 12 gia truac khi truyen. Cung can 
dan do benh nhan tieu tien vao cuoi thai gian truyen thuoc. Cach truyen thuoc 
vao bang quang khong thich hgp de dieu tri cac u xam lan da xam nhap vao 
phan ca cua thanh bang quang.
Cac u bang quang o be mat

Truyen lieu dan: Khuyen cao truyen lieu dan 80-100 mg ngay lap tuc sau khi 
cat doan nieu dao [transurethral resection (TUR)].
Lieu trinh 4-8 tuan, tiep sau do la truyen hang thdng: Khuyen cao truyen 8 tuan, 
moi tuan mot lan 50 mg (trong 25-50 mL dung dich nuac muoi), bat dau 2-7 
ngay sau khi cat doan nieu dao (TUR). Neu gap doc tinh tai cho (viem bang 
quang do hoa chat), thi can giam lieu xuong 30 mg. Benh nhan co the dieu tri 4 
tuan, moi tuan mot lan 50 mg, tiep do truyen thuoc mot thang 1 lan trong 11 
thang vai cimg lieu lugng tren.
Truyen vao dong mach

Benh nhan bi ung thu bieu mo te bao gan co the dugc truyen mot lieu bolus vao 
dong mach chinh cua gan vai cac lieu tu 60-90 mg/m2 vai cac khoang each la 3 
tuan tai 3 thang hoac vai cac lieu tir 40 tai 60 mg/m2 trong cac chu ky 4 tuan.

4.3. Chong chi (Jjnh
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Man cam vdi epirubicin hoac vdi cac thanh phan khac cua thuoc, vdi cac 
anthracyclin hoac anthracendion khac.
• Phu nu cho con bu

Dimg dudng tinh mach: chong chi dinh trong nhung trudng hop sau:

• Suy tuy keo dai

• Suy gan nghiem trong

• Suy ca tim nang

• Benh co tim

• Nhoi mau co tim gan day

• Loan nhip tim nghiem trong

• Trade day co dieu tri vdi cac lieu tich luy toi da cua epirubicin va/hoac cua 
cac anthracyclin va anthracendion khac (xem Muc 4.4).

• Benh nhan bi nhiem trung cap toan than

• Dau that nguc khong on dinh

Theo dudng tiem bang quang, chong chi dinh khi:

• Nhiem khuan dudng tiet nieu

• Viem bang quang 

o Tieu ra mau

• Co khoi u xam lan tharn nhap vao bang quang

• Khong the dat dupe ong thong tieu

4.4. Canh bao va than trong dac biet khi sir dung

Canh bao va than trong chung

Chi dung epirabicin dudi sir giam sat chat che cua thay thuoc chuyen khoa co 
kinli nghiem dimg cac thuoc gay doc te bao.
Benh nhan can phuc hoi khoi cac doc tinh cap (nhu viem mieng, giam bach cau 
trung tinh, giam tieu cau va nhiem ldiuan lan toa) gap d lan dieu tri trade do vdi 
cac thuoc gay doc te bao trade khi khdi dau dimg epirubicin.
Khi dimg cac lieu cao cua epirubicin (vi du > 90 mg/m2; 3-4 tuan mot lan) se 
gay nen cac tac dung khong mong muon tuong tu nhu vdi cac lieu chuan (< 90 
mg/m2; 3-4 tuan mot lan), do nghiem trong cua giam bach cau trung tinh va 
viem mieng/viem niem mac co the tang len. KTii dieu tri vdi lieu cao epirubicin 
can luu y dac biet vi co the gap cac bicn chirng do suy tuy nghiem trong.
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Chuc nang tim

Doc tinh vai tim cung la mot nguy ca khi dieu tri bang anthracyclin, co the bieu 
hien bdi cac hien tuomg den sdm (cap tinh) hoac muon (den cham).
Cac hien tuang den sam (cap tinh): Doc tinh sam vai tim cua epirubicin gom 
chu yeu nhip xoang nhanh va/hoac cac bat thuang trong dien tarn do (ECG) nhu 
thay doi song ST-T khong dac hieu. Loan nhip nhanh, bao gom co sam tarn that, 
nhip that nhanh va nhip tim cham, cung nhu block nhi-that va block nhanh cung 
da xay ra. Nhung tac dung khong mong muon neu tren thuang khong tien doan 
su phat trien tiep theo cua doc tinh den muon vai tim va hiem khi co tarn quan 
trong trong lam sang va thuang khong can phai can nhac ngung dung 
epirubicin.
Cac hien tuang den muon: Doc tinh muon tren tim thuang xuat hien muon 
trong qua trinh dung epirubicin hoac trong vong 2-3 thang sau khi da ket thuc 
dieu tri, nhung cung da gap cac hien tuang xuat hien muon han (sau vai thang 
tai nhieu nam sau khi ket thuc dieu tri). Benh ca tim den muon dugc bieu hien 
bang giam phan suat tong mau a tarn that trai (LVEF) va/hoac cac dau hieu va 
trieu chung cua suy tim sung huyet (CHF) nhu kho thd, phu phoi, phu do tu the, 
tim to va gan to, giam nuac tieu, co trudng, tran dich mang phoi va nhip tieng 
ngua phi. Suy tim sung huyet de doa tinh mang la dang nghiem trong nhat cua 
benh ca tim do anthracyclin va la bieu hien doc tinh tich luy do lieu dung cua 
thuoc.
Nguy ca phat trien suy tim sung huyet tang nhanh khi tang tong lieu tich luy cua 
epirubicin len qua 900 mg/m2; chi dugc phep dimg qua lieu tich luy nay vdi su 
than trgng cao nhat (xem Muc 5.1).
Can danh gia chuc nang tim trade khi dung epirubicin cho benh nhan va phai 
theo doi suot qua trinh dieu tri de giam thieu nguy ca suy tim nang. Nguy ca 
nay co the giam nhd theo doi deu dan phan suat tong mau that trai trong qua 
trinh dieu tri va ngung dung ngay epirubicin khi gap cac dau hieu dau tien ve 
suy chuc nang tim. Phuang phap dinh lugng thich hgp de danh gia lien tuc chuc 
nang tim (danh gia phan suat tong mau that trai) bao gom phuang phap chup 
mach phong xa hat nhan nhieu cong (MUGA) hoac chup sieu am tim (ECHO). 
Can danh gia tim d muc ca ban bang ECG va chup MUGA hoac ECHO, dac 
biet d benh nhan co cac yeu to nguy ca tang doc tinh vdi tim. Can tien hanh xac 
dinh nhac lai MUGA hoac ECHO cua phan suat tong mau that trai, dac biet khi 
dung cac lieu tich luy va lieu cao han cua anthracyclin. Ky thuat sir dung de 
danh gia can nhat quan trong suot thdi ky theo doi.
De ngan ngua nguy ca benh ca tim, thi lieu tich luy 900 mg/m2 cua epirubicin 
chi dugc phep vugt qua vdi su than trgng toi da.
Cac yeu to nguy ca ve doc tinh vdi tim bao gom benh tim mach hoat dong hoac 
tiem an, trade hoac cimg vdi xa tri d viing trung that/quanh tim, dieu tri trade do 
vdi cac anthracyclin hoac anthracendion khac va phoi hop vdi cac thuoc khac co 
kha nang uc che su co bop tim hoac cac thuoc co doc vdi tim (vi du 
trastuzumab). Khong nen chi dinh dimg cac anthracyclin bao gom ca epirubicin 
phoi hgp vdi cac thuoc khac gay doc tinh vdi tim trir khi co kiem soat chat che 
chuc nang tim cua nhung benh nhan nay (xem muc 4.5). Benh nhan dung 
anthracyclin sau khi ngung tri lieu vdi cac thuoc gay doc tinh vdi tim, dac biet
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vai nil ung thuoc ma thbi gian ban thai dai nhu trastuzumab, co the co nguy co 
tang doc tinh vbi tim. Thbi gian ban thai dugc bao cao cua trastuzumab la 
khoang 28 - 38 ngay va co the van con trong he tuan hoan tbi 27 tuan. Vi vay 
khi co the bac si can tranh dieu tri bang anthracyclin tbi 27 tuan sau khi ngung 
dung trastuzumab. Neu benh nhan dung cac anthracyclin trubc thbi gian nay, 
khuyen cao phai giam sat chuc nang tim cua benh nhan.
Theo doi chuc nang tim phai dac biet chat che b benh nhan dung cac lieu tich 
luy cao va b ngubi co nhung yeu to nguy co. Tuy nhien, doc tinh vbi tim cua 
epirubicin co the gap vbi cac lieu tich luy thap hon ma khong co mat cac yeu to 
nguy co vbi tim.
Co the co hiep dong cong ve doc tinh cua epirubicin vbi nhung anthracyclin 
hoac anthracendion khac.
Boc tinh ve huyet hoc
Cung nhu vbi nhung chat gay doc te bao khac, epirubicin co the gay suy tuy. 
Cac chi so ve huyet hoc can dugc danh gia trubc va trong moi chu ky dung 
epirubicin, bao gom dem phan biet bach cau (WBC). Bieu hien noi bat cua doc 
tinh ve huyet hgc cua epirubicin la giam bach cau phu thuoc lieu co hoi phuc 
va/hoac giam bach cau hat (giam bach cau trung tinh), do la doc tinh cap phu 
thuoc lieu va hay gap nhat doi vbi thuoc nay. Giam bach cau va giam bach cau 
trung tinh thubng se nghiem trgng hon moi khi dung lieu cao, dat muc thap nhat 
trong nhieu trubng hgp giua cac ngay 10 va 14 sau khi dung thuoc; hien tugng 
nay thubng la thoang qua va trong phan lbn cac trubng hgp so lugng bach 
cau/bach cau trung tinh se quay trb lai gia tri binh thubng tir ngay 21. Cung co 
the gap giam tieu cau va thieu mau. Cac hau qua lam sang cua suy tuy nghiem 
trgng bao gom sot, nhiem khuan, nhiem khuan huyet, choang nhiem khuan, xuat 
huyet, thieu oxy mo hoac tu vong.
Benh bach cau thu phat
Benh bach cau thu phat, co kern hoac khong kem giai doan tien benh bach cau, 
da dugc bao cao b benh nhan dimg cac anthracyclin, bao gom epirubicin. Benh 
bach cau thu phat thubng gap hon khi cac thuoc nay dung phoi hgp vbi cac 
thuoc chong ung thu gay hu hai ADN, hoac khi benh nhan da dugc dieu tri 
trubc do vbi cac thuoc gay doc te bao, hoac khi co tang dan cac lieu cua 
anthracyclin. Nhung benh bach cau nay co the co thbi ky tiem tang 1-3 nam 
(xem Muc 5.1).
Tieu hoa
Epirubicin gay non. Thubng gap viem niem mac/viem mieng sbm sau khi dimg 
thuoc va neu nghiem trong, trong vong vai ngay co the tien trien thanh loet niem 
mac. Hau het benh nhan phuc hoi dugc khoi tac dung khong mong muon nay 
trong tuan dieu tri thu 3.
Chuc nang gan
Bubng dao thai chinh cua epirubicin la qua he gan-mat. Can danh gia nong do 
bilirubin toan phan va AST trong huyet thanh trubc va trong qua trinh dieu tri 
vbi epirubicin. Benh nhan co bilirubin hoac AST tang cao co the gap tinh trang 
giam toe do thanh thai cua thuoc va tang doc tinh chung. Can dung cac lieu thap

LLD Farmorubicina 10 mg Page 6 o f  16



LPD Title: Epirubicin hydrocloride 
LPD date: Feb 14, 2017 
Country: Vietnam
Reference CDS version: 6.0 Reference CDS date: March 06, 2014 
Reference UK SPC dated: Jan, 2016

han cho cac doi tuang nay (xem Muc 4.2 va Muc 5.2). Benh nhan co ton thuang 
gan nghiem trong thi khong nen dung epirubicin (xem Muc 4.3).
Chuc nang than
Can danh gia creatinin huyet thanh trubc va trong thdi ky dieu tri. Can dieu 
chinh lieu a benh nhan co creatinin huyet thanh > 5 mg/dL (xem Muc 4.2).
Tac dung tai nai tiem
Xa cung tinh mach co the xay ra khi tiem vao mach mau nho hoac khi tiem 
nhieu lan lien tiep vao cung mot tinh mach. Neu tuan thu cac quy trinh dung 
thuoc co the giam thieu nguy ca viem tinh mach/huyet khoi viem tinh mach tai 
nai tiem (xem Muc 4.2).
Thoat mach
Khi tiem tinh mach, epirubicin co the thoat ra ngoai mach gay dau tai cho, ton 
thuang nang d mo (phong rop, viem mo nghiem trong) va hoai tii. Neu khi tiem 
tinh mach epirubicin ma gap nhung dau hieu hoac trieu chung thoat mach thi 
phai ngung truyen thuoc ngay lap tuc.
Cac than trong khac
Cung nhu vai nhung thuoc gay doc te bao khac, hien tuang huyet khoi viem 
tinh mach va huyet khoi tac mach, bao gom tac mach phoi (mot so trudng hop 
tu vong) da gap ngau nhien khi dung epirubicin.
Hoi chung phan giai khoi u
Epirubicin co the gay tang acid uric mau do di hoa manh purin, keo theo phan 
giai nhanh cac te bao ung thu do dung thuoc (hoi chung phan giai khoi u). Sau 
khi khdi dau dieu tri, can danh gia ham lugng acid uric, kali, calci phosphat va 
creatinin trong mau. Tiep nude, kiem hoa nude tieu va du phong bang 
allopurinol de ngan ngua tang acid uric mau co the lam giam thieu cac bien 
chung cua hoi chung phan giai khdi u.
Tac dong uc che mien dich/Tang kha nang bi nhiem khuan
Chi dinh vac xin song hoac vac xin song giam doc lire cho nhung benh nhan 
khong co kha nang mien dich do dieu tri bang hoa tri lieu bao gom ca epirubicin 
co the gay nhiem khuan nghiem trong hoac tu vong do nhiem khuan. Tiem 
phong bang vac xin song can tranh d nhung benh nhan dang dieu tri bang 
epirubicin. Co the dung vac xin bat hoat, tuy nhien, dap ung vdi nhung vac xin 
nhu vay co the giam.
Canh bao va than trong bo sung cho cac dudng dung khac
Duang tiem vao bang quang: Dung epirubicin theo dudng nay co the gay cac 
trieu chung cua viem bang quang do hoa chat (nhu kho tieu tien, tieu nhieu, tieu 
dem, tieu son, nude tieu co mau, kho chiu d bang quang, hoai tu d thanh bang 
quang) va co that bang quang. Can luu y dac biet tdi van de dat ong thong (vi du 
tac nieu dao do cac khdi u trong bang quang co kich thude ldn).
Duang tiem dong mach: Tiem epirubicin vao dong mach (dieu tri tai cho hoac 
dieu tri vung gay tac dong mach, dung trong ung thu bieu mo te bao gan hoac di 
can gan) co the gay cac hien tuang tai cho hoac d mot vung (ben canh cac doc 
tinh toan than tuang tu nhu cac doc tinh quan sat thay sau khi dung epirubicin
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duang tinh mach) bao gom loet da day-ta trang (co the do thuoc trao nguoc vao 
dong mach da day) va lam hep ong mat do viem dudng mat xo cung do thuoc. 
Chi dinh dudng tiem dong mach co the gay hoai tir lan rong cua mo dugc 
truyen.

4.5. Tirong tac voi cac thuoc khac va cac dang tuong tac khac
Epirubicin thudng dugc dung cung cac thuoc gay doc te bao khac. Hiep dong ve 
doc tinh co the gap dac biet d tuy xuong/huyet hgc va cac tac dung phu tren ong 
tieu hoa (xem Muc 4.4). Can theo doi chuc nang tim trong suot qua trinh dieu tri 
neu phoi hgp epirubicin trong hoa tri lieu cung vdi cac thuoc co tiem nang gay 
doc tinh vdi tim cung nhu khi phoi hgp vdi cac chat co tac dong len tim (vi du: 
thuoc chen kenh calci).
Epirubicin chuyen hoa manh qua gan. Khi phoi hgp vdi cac thuoc khac ma lam 
thay doi chuc nang gan thi co the tac dong tdi chuyen hoa, dugc dong hgc, hieu 
lire dieu tri va/hoac doc tinh cua epirubicin (xem Muc 4.4).
Cimetidin lam tang AUC cua epirubicin len 50% va can ngung dung cimetidin 
khi dang dieu tri vdi epirubicin.
Neu dung paclitaxel trubc epirubicin, thi paclitaxel co the lam tang nong do 
trong huyet tuong cua epirubicin va cua cac chat chuyen hoa cua thuoc nay, tuy 
nhien cac chat chuyen hoa khong co doc tinh ma cung khong con hoat tinh. 
Dung phoi hgp epirubicin vdi paclitaxel hoac docetaxel khong gay anh huhng 
tdi dugc dong hgc cua epirubicin, neu dung epirubicin trade taxan.

4.6. Anh hirong den kha nang sinh san, phu n£r co thai va cho con bu 

(Xem Muc 5.3. Du lieu an toan tien lam sang)

Anh hudng tdi kha nang sinh san

Epirubicin co the lam ton thuang nhiem sac the trong tinh triing cua ngudi. Nam 
gidi dung epirubicin can co cac bien phap ngua thai huu hieu.
Epirubicin co the gay vo kinh hoac man kinh sbm d phu nu tien man kinh.
Phu nu co thai

Phu nu trong do tuoi sinh de can dugc canh bao khong nen mang thai trong qua 
trinh dieu tri va nen ap dung cac bien phap tranh thai hieu qua.
Du lieu thuc nghiem tren dong vat cho thay epirubicin co the gay rui ro cho thai 
nhi khi dung cho phu nu mang thai. Neu dung epirubicin khi mang thai hoac co 
thai khi dang trong thdi ky dung thuoc nay, thi benh nhan can dugc canh bao ve 
nhung nguy co tiem an co the xay ra cho thai nhi.
Chua co nhung nghien cuu tren ngudi mang thai. Chi dung epirubicin trong thai 
ky khi lgi ich cho me vugt troi so vdi nguy co cho thai.
Thdi ky cho con bu
Chua ro su bai tiet cua epirubicin qua sua me. Vi rang co nhieu thuoc, bao gom 
cac anthracyclin khac, cung bai tiet qua sua me va vi co kha nang gay ra cac tac
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dung khong mong muon cho tre bu me khi me dung epirubicin, cho nen can 
ngung cho con bu trong suot thdi ky ngudi me dang dung thuoc.

4.7. Anh hirdng tren kha nang lai xe va van hanh may moc

Khong co bao cao ve tac dung khong mong muon dac biet lien quan den viec 
anh hudng den kha nang lai xe va su dung may moc. Tuy nhien, cac thay thuoc 
can khuyen cao cho benh nhan tranh cac hoat dong tren neu tinh trang cua benh 
nhan (mat nude, chong mat) cho thay can phai than trong khi gap cac bien co 
nay.

4.8. Tac dung khong mong muon

Cac tac dung khong mong muon sau day da dugc quan sat thay va bao cao trong 
suot thdi gian dieu tri vdi epirubicin vdi tan suat sau day: Rat thubng gap 
(>1/10); thubng gap (>1/100 den <1/10); It gap (>1/1,000 den <1/100); hiem 
gap (>1/10.000 to <1/1.000); rat hiem gap (<1/10,000), khong ro (khong the ubc 
lugng dugc tu du lieu co san).
Horn 10% benh nhan dugc dieu tri co the xuat hien cac tac dung khong mong 
muon. Tac dung khong mong muon thubng gap nhat la uc che tuy xuang, tac 
dung phu dudng tieu hoa, bieng an, rung toe, nhiem khuan.

Phan loai theo he cu 
quan

Tan suat Tac dung khong mong muon

Nhiem khuan va nhiem 
ky sinh trung

Thubng gap Nhiem khuan
Khong ro Soc nhiem khuan, nhiem khuan huyet, viem phoi

U Ianh tinh, ac tinh va 
khong xac djnh (bao gom 
u nang va polyp)

Hiem gap Ung thu bach cau dong lympho bao cap tinh, ung thu 
bach cau cap the tuy \

Roi loan mau va he bach 
huyet

Rat thubng gap Lie che tuy xucmg (giam bach cau, giam bach cau hat ya 
giam bach cau trung tinh, thieu mau va giam bach c&u 
trung tinh co sot)

It gap Giam tieu cau
Khong r5 Xuat huyet va thieu oxy b cac mo do tuy xuang bi uc che.

Roi loan he mien dich Hiem gap Soc phan ve
Roi loan chuyen hoa va 
dinh duwng

Thubng gap Bieng an, mat nuac
Hiem gap Tang acid uric huyet (xem muc 4.4)

Roi loan he than kinh Hiem gap Chong mat
Roi loan mat Khong r5 Viem ket mac, viem giac mac
Roi loan tim Hiem gap Suy tim sung huyet, (kho thb; phu, gan to, co trubng, phu 

phoi, tran dich mang phoi, nhip tim nhanh) nhiem doc tim 
(vi du: dien tam do bat thubng, loan nhip tim, benh ca 
tim), nhjp nhanh that, nhip tim cham, block nhi that, block 
nhanh.

Roi loan mach Thubng gap Nong bung, nong do bung
It gap Viem tmh mach, viem tac tmh mach
Khong r5 Soc, huyet khoi tac mach, bao gom tac mach phoi

Roi loan tieu hoa Thubng gap Viem niem mac, viem thuc quan, viem mieng, non mua,
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tieu chay, buon non
Roi loan da va cac mo 
diroi da

Rat thuang gap Rung toe
Hiem gap Me day
Khong r5 Nhiem doc cue bo, phat ban, ngua, thay doi da, ban do, do 

bung, tang sac to da va mong, nhay cam vbi anh sang, qua 
man vbi chieu xa da (phan ung radiation-recall)

Roi loan than va tiet nieu Rat thuong gap Nuac tieu co mau do sau khi dimg tir 1 den 2 ngay
Roi loan he sinh san va 
tuyen vu

Hiem gap Mat kinh, mat tinh trung

Roi loan toan than va tai 
noi dung thuoc

Thuong gap Ban do tren da tai noi truyen thuoc
Hiem gap Met moi, suy nhuoc, sot, on lanh

Xet nghiem Hiem gap Thay doi nong do transaminase
Khong ro Giam phan suat tong mau b tam that trai khong trieu 

chung
Ton thiroug, nhiem doc 
va bien chung do thu 
thuat

Thubng gap Viem bang quang do hoa chat, doi khi xuat huyet, da 
dugc quan sat thay sau khi tiem bang quang (xem muc 
4.4).

Dims qua bans, aaans:
Vi chi co mot lugng nho hoat chat dugc tai hap thu sau khi truyen thuoc qua 
bang quang, hiem gap cac tac dung khong mong muon toan than nang cung nhu 
phan ung di ling. Cac phan ung cue bo nhu cam giac nong rat va tieu tien 
thuang xuyen (tieu nhat) thuong hay dugc bao cao. Doi khi, viem bang quang 
do vi khuan hoac hoa chat dugc bao cao (xem muc 4.4). Phan lan nhung tac 
dung khong mong muon cua thuoc nay la hoi phuc dugc.

Bao cao tac duns khdns mong muon nghi nsd
Bao cao tac dung khong mong muon nghi ngd sau khi luu hanh thuoc la rat 
quan trgng. Dieu nay cho phep tiep thuc theo doi ty le lgi ich/ nguy ca khi su 
dung thuoc.

4.9. Qua lieu
Qua lieu cap tinh vai epirubicin gay suy tuy nghiem trgng (thuang la giam bach 
cau va giam tieu cau), doc tinh tren duang tieu hoa (thuang gap viem niem mac) 
va cac bien chung cap tinh a tim. Suy tim tiem an da dugc quan sat thay khi 
dung anthracyclin nhieu thang den nhieu nam sau khi ket thuc qua trinh dieu tri 
(xem muc 4.4). Benh nhan phai dugc theo doi chat che. Neu xay ra dau hieu suy 
tim, benh nhan can dugc dieu tri theo huang dan thong thuang.
Dieu tri: giam trieu chung. Epirubicin khong the dugc loai bo bang tham tach 
mau.

5. CAC DAC TINH DlTOC LY HOC
5.1. Cac dac tmh dirge lire hoc

Epirubicin la chat gay doc te bao nhom anthracyclin. Mac dau da biet la cac 
anthracyclin co the tuong tac vai mot so cac chuc nang hoa sinh va sinh hgc 
trong cac te bao co nhan dien hinh, nhung van chua biet chinh xac ve ca che 
gay doc te bao va/hoac dac tinh chong tang sinh cua epirubicin.
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Epirubicin tao phuc vai ADN nho xen vao cac vong tren mat phang gitra cac 
cap base nucleotid, do do uc che dupe acid nucleic (ADN va ARN) va uc che 
su tong hop protein. Su xam nhap nay kich hoat su phan tach ADN xuc tac bdi 
topoisomerase II, gay ra hoat tinh diet te bao. Epirubicin cung uc che hoat tinh 
cua ADN-helicase, giup ngan ngua sir phan tach chudi kep ADN bdi enzym va 
tuong tac vdi sir nhan doi va phien ma. Epirubicin cung tham gia cac phan ung 
oxy hoa-khu, qua viec lam sinh ra cac goc tu do gay doc te bao. Tac dimg chong 
tang sinh va gay doc te bao cua epirubicin dupe cho la ket qua cua cac co che 
neu tren hoac co the co cac co che khac nua.
Trong nghien cuu in vitro, epirubicin co tac dung gay doc te bao tren mot so 
dong te bao ngudi va te bao chuot da xac dinh va cac dong te bao nguyen khdi 
nuoi cay cua cac khdi u d ngudi. Epirubicin cung co tac dung tren in vivo de 
chong mot so khdi u d chuot, chong cac mieng ghep di loai lay tir ngudi ghep 
cho chuot da cat bo tuyen uc, ke ca cac mieng ghep lay tir khdi u ung thu vu.
Chuc nang tim
Trong mot khao sat hoi cuu, bao gom 9144 benh nhan, da so co khdi u cung d 
giai doan tien trien, xac suat xuat hien suy tim sung huyet (CHF) tang len khi 
tang lieu tich luy epirubicin (Hinh 5). Cl benh nhan dupe dieu tri bang 
epirubicin, ude tinh nguy co xuat hien CHF co bang chung tren lam sang la 
0,9% d lieu tich luy la 550 mg/m2, 1,6% d lieu 700 mg/m2, va 3,3% d lieu 900 
mg/m2. Trong dieu tri ho trp cho ung thu vu, lieu tich luy tdi da da dung trong 
cac thu nghiem lam sang la 720 mg/m2. Nguy co xuat hien CHF trong trudng 
hop khong co cac yeu to nguy co vdi tim khac tang manh sau khi dimg lieu tich 
luy epirubicin la 900 mg/m2.

Hinh 1. Nguy err CHF & 9144 Benh nhan voi Epirubicin

Nguy co suy tim sung huyet (CHF) O’ 9144 benh nhau dirffc dieu tri bang epirubicin

Trong mot khao sat hoi cuu khac tren 469 benh nhan dupe dieu tri bang 
epirubicin vdi ung thu vu di can hoac giai doan sdm, nguy co CHF dupe bao 
cao tuong duang vdi ket qua quan sat dupe d nghien cuu ldn hon tren hon 
9000 benh nhan.

Benh bach cau (leukemia) thu phat
Mot phan tich tren 7110 benh nhan dieu tri ho trp vdi epirubicin nhu mot thanh 
phan cua cac phac do da hoa tri lieu cho ung thu vu giai doan sdm trong cac thu
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nghiem lam sang co doi chung, cho thay nguy ca tich luy cua benh bach cau cap 
tinh the tuy thu phat hoac hoi chung loan san tuy (AML/MDS) la khoang 0,27% 
(ubc tinh 95% Cl, 0,14-0,40) sau 3 nam, 0,46% (udc tinh 95% Cl, 0,28-0,65) 
sau 5 nam va 0,55% (udc tinh 95% Cl, 0,33-0,78) sau 8 nam. Nguy ca xuat hien 
AML/MDS tang len khi lieu lugng tich luy epirubicin tang len nhu trinh bay 
trong Hinh 6.
Hinh 2. Nguy co1 AML/MDS tren 7110 benh nhan dieu tri voi Epirubicin

Lilu tich luy epirubicin (mg/m2)

Ti le AML/MDS tang theo lieu epirubicin trong moi chu ky, va lieu tich luy. Vi 
du nhu, trong thur nghiem MA-5, a benh nhan nhan lieu cao epirubicin 
(120 mg/m2), ti le mac mdi AML/MDS la 1,1% trong vong 5 nam va khong co 
them ca moi nao trong 5 nam theo doi tiep theo (nam thu 6-10).
Xac xuat tich luy xuat hien AML/MDS dac biet tang len d nhung benh nhan 
dieu tri lieu cao hon lieu tich luy toi da dugc khuyen cao cua epirubicin 
(720 mg/m ) hoac cyclophosphamid (6.300 mg/m ), nhu the hien trong Bang 3.

Bang 1. Xac suat tich luy xuat hien AML/MDS trong tirong quan voi 
lieu tich luy cua epirubicin va cyclophosphamid

So nam  
tinh  tu  
kh i b a t 
dau d ieu
h i

X ac suat tich  luy xuat h ien  A M L /M D S  
%  (95%  C l)

L i6u tich  luy  cyc lophospham id  
< 6.300 m g /m 2

L ieu  tich  luy cyc lophospham id  
> 6 .300  m g /m 2

L ieu  tich  luy 
ep irub icin

<720 m g/m 2 
N =4760

L ieu  tich  luy 
ep irub icin  

> 720  m g/m 2 
N = l l l

L ieu  tich  luy 
ep irub icin  

<720  m g/m 2 
N = 890

L ieu  tich  luy 
pirubicin

> 720  m g/m 2 
N =261

3 0,12 (0 ,01-0 ,22) 0 ,00 (0 ,00-0 ,00) 0 ,1 2 (0 ,0 0 -0 ,3 7 ) 4 ,37  (1 ,69-7 ,05)

5 0,25 (0 ,08-0 ,42) 2 ,38  (0 ,00-6 ,99) 0,31 (0 ,00-0 ,75) 4 ,97  (2 ,06-7 ,87)

8 0 ,3 7 (0 ,1 3 -0 ,6 1 ) 2 ,38 (0 ,00-6 ,99) 0,31 (0 ,00-0 ,75) 4 ,97  (2 ,06-7 ,87)

35

<
\

)
/
*

5.2 Cac dac tinh dirge dong hoc
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Dugc dong hoc cua epirubicin la tuyen tinh trong khoang lieu dung tu 60-150 
mg/m2 va do thanh thai ra khoi huyet tuong khong bi anh hudng bai toe do tiem 
truyen va thai gian bieu dung thuoc.
Phan bo
Sau khi dua thuoc vao tinh mach, epirubicin phan bo nhanh va rong vao cac mo. 
Ty le lien ket cua epirubicin vao protein huyet tuong (chu yeu la vao albumin) 
la khoang 77% va khong chiu anh hudng cua nong do thuoc. Epirubicin con tap 
trung trong hong cau. Nong do cua thuoc nay trong mau toan phan la khoang 
gap 2 lan nong do trong huyet tuong.
Chuyen hoa
Epirubicin bi chuyen hoa nhanh va rong khap d gan va d nhieu co quan va te 
bao khac, ke ca hong cau.
Da xac dinh dugc 4 con dudng chuyen hoa chinh cua thuoc:
(1) Khu nhom ceton d vi tri C-13 de tao thanh dan chat 13(S)-dihydro 
epirubicinol.
(2) Phan ling lien hgp cua chat me epirubicin va cua epirubicinol vdi acid 
glucuronic.
(3) Khu di phan dudng amino qua phan ling thuy phan de tao thanh doxorubicin 
va doxorubicinol aglycon; va
(4) Khu phan dudng amino qua qua trinh oxy hoa-khii de tao thanh 7-deoxy- 
doxorubicin aglycon va 7-deoxy-doxorubicinol aglycon. In vitro, epirubicinol 
co doc tinh vdi te bao, va hoat tinh nay cua epirubicinol bang mot phan mudi 
hoat tinh cua epirubicin. Vi nong do cua epirubicinol trong huyet tuong thap 
hon so vdi nong do cua epirubicin chua chuyen hoa , nen it co kha nang dat tdi 
nong do du de co tac dung doc vdi te bao in vivo. Con doi vdi cac dan chat 
chuyen hoa khac cua epirubicin thi khong co hoat tinh cung nhu doc tinh gi 
dang ke.
Thai tru
Epirubicin va nhung dan chat chuyen hoa chinh cua thuoc nay dugc dao thai 
qua mat, va mot lugng it hon dugc dao thai qua nude tieu. Ty le khoi lugng d 
hai dudng dao thai tren thu dugc d mot benh nhan khi dung thuoc danh dau 
phong xa la khoang 60% lugng phong xa toan phan thu hoi d phan va d nude 
tieu (34% d phan va 27% d nude tieu). Nhung so lieu nay cung thong nhat vdi 
cac so lieu thu dugc d 3 benh nhan co tac nghen ngoai gan phai dan luu qua da: 
trong trudng hgp nay thi co khoang 35% lieu dung dugc thu hoi dudi dang 
epirubicin hay cac dan chat chu yeu cua no d mat, con khoang 20% thi qua nude 
tieu trong 4 ngay sau khi dung thuoc.
Duoc dong hoc d nhung nhom doi tuong dac biet
Suy gan
Epirubicin dugc dao thai theo hai con dudng: chuyen hoa d gan va dao thai qua 
mat, va do thanh thai giam xuong d nhung benh nhan roi loan chuc nang gan. 
Trong mot nghien cuu tim hieu anh hudng cua roi loan chuc nang gan tdi dugc 
dong hgc cua epirubicin, cac benh nhan co khoi u ran dugc chia lam 3 nhom.
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Nhom 1 (n=22) gom nhung benh nhan co AST (SGOT) trong huyet thanh cao 
hom giai han tren cua muc binh thuang (trung binh 93 IU/L) va co nong do 
bilirubin trong huyet thanh d muc binh thuang (trung binh 0,5 mg/dL). Nhimg 
benh nhan nay dugc dung epirubicin vdi lieu tir 12,5 den 90 mg/m2. Nhimg 
benh nhan thuoc nhom 2 (n=8) thi co AST khong binh thuong (trung binh 175 
IU/L) cung nhu nong do bilirubin trong huyet thanh khong binh thuong (trung 
binh 2,7 mg/dL). Cac benh nhan nay dugc dieu tri vdi epirubicin, lieu dung la 
25 mg/m2. Dugc dong hgc d nhimg benh nhan nay dugc so sanh vdi dugc dong 
hgc d nhom benh nhan co nong do AST va bilirubin binh thuong, dimg 
epirubicin vdi lieu tir 12,5-120 mg/m2. Ket qua la gia tri trung binh cua do thanh 
thai epirubicin khOi huyet tuong cua ngudi suy gan bi giam di so vdi d nhimg 
benh nhan co chuc nang gan binh thuong. Doi vdi nhimg benh nhan thuoc 
nhom 1, muc do giam la khoang 30%, con doi vdi nhung benh nhan thuoc nhom 
2, muc do giam la khoang 50%. Vdi nhung benh nhan suy gan nang thi chua co 
cong trinh nghien cuu danh gia van de nay (xem cac Muc 4.2 va 4.4).
Suy than
Khong thay co nhung anh hudng co y nghia tren dugc dong hgc cua epirubicin 
va cua dan chat chuyen hoa chu yeu cua epirubicin la epirubicinol d nhung benh 
nhan co nong do creatinin huyet thanh < 5 mg/dL. Co gap hien tugng giam do 
thanh thai khdi huyet tuong tdi 50% d 4 benh nhan co nong do creatinin huyet 
thanh > 5 mg/dL (xem cac Muc 4.2 va 4.4). Van de nay d cac benh nhan tham 
tach mau chua dugc nghien curu.

5.3 Cac dir lieu an toan tien lam sang
Epirubicin co tinh gay dot bien, lam dut cac nhiem sac the va gay ung thu tren 
dong vat thi nghiem.

6. CAC DAC TINH DlTOC HOC
6.1. Danh muc ta dugc

Moi lo bot pha tiem chua cac ta dugc sau: methyl para-hydroxybenzoat, 
lactose.
Moi ong dung moi pha tiem chua cac thanh phan sau: natri clorid, nude cat pha 
tiem.

6.2. Tmmg ky
Khong dugc tron lan epirubicin vdi cac thuoc khac. Epirubicin cung khong 
dugc tiep xuc vdi bat ky mot dung dich co pH kiem nao de tranh bi thuy phan. 
Khong dugc tron lan epirubicin vdi heparin, vi co tuong ky ve mat hoa hgc va 
gay ket tua.

6.3. Han dung
Han dung cua bot dong kho: 36 thang ke tir ngay san xuat.
Han dimg cua dung moi: 48 thang ke tir ngay san xuat.
Han dimg cua thuoc thanh pham: 36 thang

6.4. Dieu kien bao quan

Khong bao quan d nhiet do tren 30°C.
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Dung dich da pha che on dinh trong 24 gid d nhiet do phong va trong 48 gid neu 
bao quan trong tu lanh (+2°C - +8°C) (theo thong tin tren to hudng dan su dung 
lint hanh d nude sd tai).

Bdi vdi dung dich pha san de tiem
Viec bao quan cac dung dich tiem trong tu lanh co the gay nen sir hinh thanh 
mot chat dang gel. Chat dang gel nay neu dua ra bao quan d nhiet do phong co 
kiem soat (15°C-25°C) va de cho can bang vdi nhiet do ben ngoai, thi sau tdi da 
la 2-4 gid, se trd lai thanh mot dung dich co do nhdt thap cho den dung dich 
long.

6.5. Tinh chat va dung hrong cua bao bi dong goi
Hop 1 lo chua 10 mg bot dong kho pha tiem va 1 ong chua 5 mL dung moi. Lo 
thuy tinh co nut cao su va vong gan kin bang nhom. Ong tiem dugc lam bang 
thuy tinh trong suot.

6.6. Cac than trong dac biet khi xir ly va loai bo thuoc
Pha che dung dich de tiem tinh mach tu bot thuoc dong kho
Hoa tan bot thuoc trong dung dich natri clorid trong nude pha tiem. Do lo dung 
thuoc ben trong co ap suat am, nen phai lam giam thieu sir tao thanh cac hat nho 
dang khi dung moi khi hoa tan, dac biet phai can than khi choc kim tiem vao. 
Can tranh hit phai khi dung nay khi hoa tan thuoc.
Phai dung epirubicin trong vong 24 gid ke tir lan dau tien choc kim tiem vao nut 
cao su. Phai loai bo dung dich khong dimg tdi.
Cac bien phap du phong
Do thuoc co doc tinh, nen khuyen cao nhimg bien phap du phong sau day:

• Cac nhan vien phai dugc huan luyen ky thuat tot trong viec pha loang bot 
thuoc thanh dung dich tiem va co thao tac tot.

® Cac nhan vien nu mang thai khong dugc lam viec vdi loai thuoc nay.

® Cac nhan vien thao tac vdi epirubicin phai co nhimg phuang tien bao ve: 
kinh bao ho, ao choang, gang tay va khau trang dimg mot lan.

® Co mot khu thiet ke rieng danh de pha loang thuoc (tot nhat la nai co he 
thong dan luu khi timg lap); be mat nai pha che, nen va tuong can dugc che 
phu bang nhua dimg mot lan, giay tham dimg mot lan.

® Mgi do vat, dung cu dimg trong viec hoa tan, pha che, tiem thuoc, eg rira, ke 
ca gang tay phai dugc bo vao nhung tui dimg chat thai loai nguy hiem va bo 
vao 16 dot thieu huy d nhiet do cao.

© Neu danh do thuoc hoac ro ri thuoc ra ngoai, phai xir ly bang dung dich natri 
hypoclorid (chua 1% clo tu do), tot nhat la ngam trong dung dich nay trubc, 
sau do rira lai bang nude.

• Tat ca nhimg dung cu, khan lau dung khi xir li thuoc bi danh do hay ro ri 
phai huy nhu da hudng dan d tren.

LLD Farmorubicina 10 mg Page 15 o f 16



LPD Title: Epirubicin hydrocloride 
LPD date: Feb 14,2017 
Country: Vietnam
Reference CDS version: 6.0 Reference CDS date: March 06, 2014 
Reference UKSPC dated: Jan, 2016

Neu da bi tiep xuc vai thuoc, phai rira that kl phan da bi tiep xuc do voi xa 
phong va nhieu nude hoac dung dich natri bicarbonat. Tuy nhien, can nho 
khong dugc co rira cho da do bang ban chai.

Neu thuoc day vao mat, keo mi mat bi day thuoc len va rira mat vdi that 
nhieu nude trong thdi gian it nhat la 15 phut. Sau do dua den bac si de kham 
mat.

Chu y rira ngay tay sau khi thao gang tay ra.

Tieu chuan: Nha san xuat.
Nha san xuat: Actavis Italy S.p.A. - Via Pasteur, 10 - 20014 Nerviano (MI), Y. 
® Nhan hieu da dang ki

LPD date: February 14, 2017 
Reference CDS date: March 06, 2014 
Reference UKSPC date: Jan, 2016
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