Rx: Thuéc nay chi dung theo don thuéc

ZOLEDRO - BFS

Zoledronic acid 5 mg/5 ml)
Déxatdm tay tré em
Doc ky huéng dan sii dung trude khi diing

Thanh phén:

Mai ml chifa:

Thanh phdn hoat chdt:

Zoledronicacid ................ Tmg

Thanh phdn td dugc: Manitol, Tri-sodium citrat dihydrate, Nuc cdt pha tiém.

Dang bao ché: Dung dich dam déc d€ pha tiém truyén.

Ma ta: Dung dich trong sudt khong mau

Gid tri pH: 4.5-7.0

Chi dinh

- Diéu tri lodng xuong & céc ddi tugng:

+ Phu nit man kinh

+ Nam gidi truéng thanh

V6i nguy co gay xuong cao bao gom ca di tugng méi gay xuong hdng

- Diéu tri lodng xuong trong cac trudng hop st dung glucocorticoid kéo dai ¢ cac ddi tugng:

+ Phu nit man kinh

+ Nam gidi truéng thanh

Vi nguy co gy xuong cao

- Diéu tri bénh Paget xuong.

Liéu lugng va cach ding

Cdch diing:

ZOLEDRO - BFS la dung dich dam dac dé pha tiém truyén, dugc st dung dé tiém truyén theo dutg tinh
mach.

- Khdng dugc tron dung dich ZOLEDRO — BFS da pha vdi cac dung dich truyén chia calci hodc cation hoa tri
hai, nhu dung dich ringer lactat.

- Dung dich dam d3c dé pha tiém truyén ZOLEDRO — BFS dugc pha loang thém véi 100 ml dung dich truyén
khéng chia calci (tiic dung dich NaCl 0,9% khdi lugng/thé tich hodc dung dich glucose 5% khdi lugng/thé
tich).

- Dung dich nén dugc st dung ngay sau khi pha. Néu chua diing ngay 1p tic thi phai dugc bao quan trong ta
lanh & nhiét do 2-8°C, t6i da trong vong 4 gio. Déi véi dung dich bdo quan trong ti lanh, phai @€ dung dich
trd lai nhiét d6 phong trudc khi st dung.

- Dung dich chia acid zoledronic dugc st dung truyén tinh mach mot lan véi thai gian truyén trén 15 phit.
Phai bl nudc trudc, trong va sau khi truyén (dat va duy tri lugng nudc tiéu thai ra 2 lit/ngay).

- Phai truyén bang dudng truyén riéng khong chung véi cac thudc khéc.

Liéu lugng:

Diéu trj lodng xuong

- Dé diéu trj loang xuong sau man kinh, loang xuong ¢ nam gidi va diéu tri loang xuong do st dung glucocor-
ticoid, liéu khuyén cdo la truyén tinh mach mot liéu 5 mg acid zoledronic mgt lan mgt nam.

- Thoi gian diéu tri thudc nhom bisphosphonat (zoledronic acid) t6i uu cho bénh loang xuong chua dugc
thiét 1dp. Nhu cau tiép tuc diéu tri nén dugc danh gid lai dinh ky dua trén lgi ich va nguy co khi st dung cta
ZOLEDRO - BFS trén co s6 ting bénh nhan, thong thuong tir 5 nam st dung trd [én.

- Bénh nhén gdy xuong hong: ZOLEDRO — BFS nén dugc st dung it nhat sau 2 tuan sau khi tién hanh phau
thugt xuang hong. Dé phong nglra gay xuong lam sang sau gay xuang hong do chan thuong nhe, liéu khuyén
céo la truyén tinh mach mot liéu don 5 mg ZOLEDRO — BFS 1 1an /nam. Dai vdi nhiing bénh nhan mdi bi gdy
xuong hdng do chan thuong, khuyén cdo ding liéu tén cong 50.000 dén 125.000 IU vitamin D dutng uéng
hodc tiém bap trudc khi truyén dung dich ZOLEDRO — BFS lan dau tién.

Bénh Paget xuong

- Dé diéu tri bénh Paget xuang, zoledronic acid nén dugc quy dinh chi bdi céc béc si ¢6 kinh nghiém trong
diéu tri bénh Paget xuong. Liéu khuyén cdo la truyén tinh mach mot liéu duy nhét 5 mg acid zoledronic.

- ('nhiing bénh nhan bj Paget xurang, nén déc biét khuyén cdo bd sung canxi day di tuong tng vdi it nhét 500
mg nguyén t canxi 2 lan/ngay trong it nhdt 10 ngay sau khi dung Zoledro-BFS

- Diéu tri nhdc lai 6 bénh nhan Paget xuong: Sau lan diéu tri ban dau véi Zoledro-BFS, can danh gia dap tng
clia thudc trén tiing bénh nhan. Liéu nhac lai bao gom 1 liéu 5 mg zoledronic acid truyén tinh mach sau
khodng 1 nam hodc lau hon ké tir liéu ban déu & nhiing bénh nhan c6 déu hiéu tai phat. D liéu vé diéu tri
Paget xuong tai phat con han ché.

Ddi tugng ddc biét:

- Bénh nhan suy than:

+ Thudc dugc chong chi dinh & nhitng bénh nhan c6 dg thanh thai creatinin < 35 ml/phiit

+ Khong can diéu chinh liéu & bénh nhén ¢6 9 thanh thai creatinin > 35 ml/phit.

- Bénh nhan suy gan

Khong can diéu chinh liéu

- Ngu#i cao tudi (> 65 tudi)

Khéng can diéu chinh liéu do tinh kha dung sinh hoc, phan b va thai trir tuong ty & bénh nhan cao tudi va
tré hon.

-Tréem

Su an toan va hiéu qué clia acid zoledronic & tré em va thanh thi€u nién dudi 18 tudi khong c6 dir liéu
nghién cdu.

Chéng chi dinh

Phu ni 6 thai, phu ni cho con b.

Bénh nhan qua man véi acid zoledronic hodc vdi cac bisphosphonat hogc bét ci thanh phan nao clia thudc.
Bénh nhan bj ha Calci mau.

Suy than ndng véi do thanh thai creatinin <35 ml/phit.

Canh bao va than trong

Phai dénh gid tinh trang bénh nhan dé co phuang &n bl nudc thich dang.

(an tranh tiép qud nhiéu nudc cho bénh nhan ¢6 nguy co suy tim.

(an theo ddi can than cac thong s& chuyén hoa chudn c6 lién quan téi tang calc mau, nhu do ndng do
trong huyét thanh cla calci, phosphat va magnesi sau khi khdi dau diing acid zoledronic. Néu gap ha calci
méu, ha phosphat méau hodc ha magnesi méu, ¢ thé can phdi diéu tri bd sung trong thai gian ngén. Thong
thutng cdc bénh nhan téng calci mau ma khdng dugc diéu tri thi s& c6 mdt mtc do nhét dinh vé suy chiic
nang than, do d6 can can nhdc theo dai cht ché chic nang than.

Chua xéc dinh dugc muic d9 an toan cla acid zoledronic vdi bénh nhan nhi, nén can than trong khi st dung
thudc cho ddi tugng nay.

Bénh nhén suy thdn:

- Viéc st dung acid zoledronic 6 bénh nhan suy thdn ndng (d0 thanh théi creatinin <35 ml/phdt) khong
dugc khuyén céo do lam tang nguy co suy than & ngudi nay.

Nhitng bién phép phong ngira sau ddy can dugc xem xét dé giam thiéu nguy co phan ting bt lgi trén than:
- Do thanh thai creatinine nén dugc tinh toan dya trén trong luong co thé thuc té sit dung cong thic
Cockcroft-Gault truc moi liéu st dung.

- Tang dot bién creatinine huyét thanh cd thé I6n hon & bénh nhan suy than co ban.

- Creatinine huyét thanh nén dugc xem xét & bénh nhan ¢6 nquy co cao.

- Nén dugc st dung can than khi diing dong thdi véi céc san pham dugc khac ¢6 thé anh hung dén than
- Can tinh todn bl nudc trudc khi st dung.

+ Mot liéu duy nhat khong dugc vugt qué 5 mg va thai gian truyén phdi la it nhat 15 phit

Dai vdi céc bénh nhan suy than, can dugc dénh gia thich hop va can nhaclgi ich, nguy co khi st dung thudc.
Bénh nhén suy gan:

Vi chi ¢6 céc dit liéu lam sang rdt han ché & bénh nhan suy gan nghiém trong, nén khong c6 khuyén cdo
dac hiéu cho cac doi tugng nay.

Ngui cao tudi (> 65 tudi)

Khéng can diéu chinh liéu do tinh kha dung sinh hoc, phan bé va thai trit tuong tu & bénh nhan cao tudi
va tré hon.

Tréem

Su an toan va hiéu qué clia acid zoledronic & tré em va thanh thi€u nién dudi 18 tudi khong c6 dir liéu
nghién ciu.

Hoai ti xuong ham:

Hoai tif xuong ham da dugc ghi nhén trén bénh nhén st dung acid zoledronic dé diéu tri loang xuong (xem
thém muc Tac dung khéng mong mudn). Viéc bat dau diéu tri bang aicd zoledronic hodc bat dau mot
dot diéu tri mdi cho bénh nhan nén dugc tri hoan trén nhiing bénh nhan ¢6 vét thuong mo mém hé chua
lanh tai ving miéng. Bénh nhan ¢6 cc yéu t6 nguy ca dugc khuyén cdo kiém tra dé phong nglra cac van dé
rang miéng va danh gid loi ich — nguy co trudc khi diéu tri bang acid zoledronic.

Khi dénh gid nguy co hoat tl xuong ham trén bénh nhan, can b y té can can nhdc nhiing yéu t6 sau:

+ Hiéu lyc cta ché pham thudc gy tic ché tiéu xuong (vi nguy co tang theo hoat luc cda thudc), dutng
dung (nguy co cao hon khi dung thudc dudng tiém) va su tich Iy thudc.

+ Ung thu, cac bénh méc kem (vi du: thiéu méu, rdi loan dong méu, nhiém khuan) va hdt thudc.

+ Thudc dung déng thoi: corticosteroid, héa tri liéu, céc chét tfc ché tao mach va xa tri ving dau c6.

+ Vé sinh rang miéng kém, bénh nha chu, rang gi khong khdp, tién st bénh rang miéng hoac tién hanh
thd thudt nha khoa xam lan nhu nhé rang.

Tét c& cc bénh nhan dugc khuyén khich duy tri vé sinh ring miéng, kiém tra stic khde rang miéng dinh ky
va thong béo ngay sau khi gap phai nhiing van dé vé rang miéng nhu x6 1éch rang, dau hodc sung ring,
chdy m khdng lanh trong qua trinh diéu tri bang acid zoledronic. Viéc tién hanh cac thi thudt nha khoa
xam 1&n trén bénh nhan dang diéu tri bang acid zoledronic cn dugc tién hanh mot cach thén trong va cac
xa thai diém bénh nhan dang diéu tri.

Trén bénh nhan ¢6 hoai ti xuong ham do st dung acid zoledronic, can sy phéi hop chat ché giita bac sy
diéu trj va nha sj hodc bac sy phau thuat rang miéng ¢ chuyén mon vé hoai tit xuong ham. Néu ¢6 thé,
xem xét viéc tam ngimg diéu tri cho bénh nhan dén khi tinh trang hoai ti xuong ham cdi thién va cac yéu
t6 nguy co giam nhe.

St dung thudc cho tré em

Chua ¢6 da dit liéu vé tinh an toan va hiéu qué cla acid zoledronic trén tré em va thi€u nién dudi 18 tudi
nén khong khuyén céo st dung.

St dung thudc cho phy nif ¢6 thai va cho con bu:

Khdng st dung cho phu nit ¢d thai va phu nit dang cho con bu.

Anh hugng dén kha ning l4i xe va van hanh may moc

Chua cd thong tin vé anh hudng cla thudc dén kha nang I4i xe va van hanh mdy méc trong céc tai liéu
tham khéo dugc.

Tuong téc thudc

Trong cac nghién ctu 1dm sang, acid zoledronic dugc diing phdi hop véi céc thudc thudng ding chifa ung
thu, thudc lgi niéu, khdng sinh va thudc gidm dau ma khdng thdy 6 tuong tac 16 rang. Acid zoledronic

khong thdy gan rd vao protein huyét tuong va khdng tic ché in vitro enzym P450 trén ngudi, nhung chua
nghién ctu tueng téc Iam sang chinh thiic.

Can than trong khi dung bisphosphonat nhu acid zoledronic cing khéng sinh aminoglycosid, vi 2 loai thuc
nay cd tac dung hiép ddng, lam giam ndng do calci trong huyét thanh kéo dai qué thai han can thiét. Ciing
can than trong khi dung acid zoledronic véi nhing thudc ¢ ddc tinh vdi than. Ciing can chd y dén kha nang
gidm magnesi mau trong thoi gian diéu tri.

V6i bénh nhén da u tdy, nguy cor6i loan chiic néng than ¢ thé tang Ién khi diing dutng tinh mach bisphos-
phonat nhu acid zoledronic phdi hgp vdi thalidomid.

Tac dung khdng mong muén

(ac tac dung khong mong mudn gap phéi nhu sau:

Tan sudt gap clia cdc ADR:

Thudng gap: ADR > 1/100

it gép: 1/100> ADR > 1/1000

Hiém gap: ADR < 1/1000

Nhiém tring va nhiém ky sinh | ft gap
tring

Cm, viém mii hong

Mau va réi loan hé bach huyét | [t gap Bénh thiéu mau

Phén (ing qua man bao gom cd truong hgp
hiém hoi cla co thét phé quan, may day va phu
mach, va nhiing trudng hop rt hiém hoi cta

Hé théng mién dich Hiém gap

phan vé phan ting / sc
Réi loan chuyén héa va dinh | Hay gip Ha cald mdu
duting itgap Chén &n, giam su them &n
Rét hiém Hoai tlt 6ng tai ngoai
Roi loan tam than Hiém gap Mét ng
Réi loan hé than kinh Hay gap Nhic ddu, chéng mét
Hiém gdp Th 6, di édm, budn ngd, run, ngat.
Roi loan méat Hiém gap Viém két mac, dau mat
Viém mang bd dao, viém méng mat
Tai va hé thong tién dinh Hiém gdp Chéong mét
Roi loan tim Hay gap Rung tam nhi
Hiém gap Danh tréng nguc
R6i loan mach mau Hiém gdp Tang huyét ap, d6 bimg
Ha huyét ap
Roi loan hd hap Hiém gap Ho, khd thé
Roi loan tiéu héa Hay gap Budn ndn, non, tiéu chay
Hiém gap Roi loan tiéu hoa, dau bung, trao ngugc da day,
tdo bon, kho miéng, viém thuc quén, dau rang,
viém da day
Dava cécrdiloan mo dudida | Hiém gap Phét ban, ban do

(o xuong khdp va r6i loan mo | Hay gap Dau co, dau khdp, dau xuong, dau lung. (6 dau,

lién két Hiém gap cling co xuang khdp, sung khdp, co that co, dau
vai, dau nguc co xuong, dau co xuong khdp,
cting khdp, viém khdp, suy nhugc co bap, hoai
tl xuong ham

R6i loan than va tiét niéu Hiém gdp Tang creatinin mau, protein niéu

Suy than & bénh nhan c6 r6i loan chiic nang
than.

Ri loan co xuong va mé lién | Ty 1é khong xdc | Céc truong hgp hoai tit xuong ham da dugc ghi
két dinh* nhén, chd yéu trén bénh nhén ung thu dugc
diéu tri bang cdc ché pham thudc gdy tc ché
tiéu xuang, trong d6 ¢6 acid zoledronic (xem
thém muc Than trong). Trong do, mot thit
nghiém Idm sang dn dugc tién hanh trén 7736
bénh nhan, bién 6 hoai ti xuong ham dugc
bdo cdo trén mgt bénh nhan trong nhom diéu
tri bang Adlasta (acid zoledronic) va mt bénh
nhén trong nhém diéu tri bang gid dugc. Cac
trudng hgp hoai ti xuong ham lién quan dén st
dung acid zoledronic da dugc ghi nhan.

Cac réi loan khéc Phd bién Sot

Hay gdp (dc triéu chiing giong nhu cim, 6n lanh, mét
mdi, suy nhugc, dau, khd chiu.

Hiém gap Phu ngoai bién, khat nudc, phan ting giai doan
cdp tinh, dau nguc, mdt nudc thi cap véi cac
triéu chiing s6t, nén mia va tiéu chay.

* Dua trén cdc bdo cdo ghi nhdn trong qud trinh thudc luu hanh trén thi truong. Khong thé xdc dinh tan sudt
dua trén nhiing di liu hién cd. (xem thém muc Than trong)

Théng bdo cho bdc si nhiing tdc dung khéng mong muén gdp phdi khi st dung thuéc.
Qua liéu va cach xi tri
Chua c nhiéu bdo cdo vé tinh trang qué liéu cta acid zoledronic trong cdc tai liéu tham khdo dugc. Bénh
nhan nao dung liéu cao hon liéu khuyén cdo can duotc theo ddi can than, vi da gdp suy chic nang than (bao
g0m suy than) va bét thudng vé cic chdt dién gidi trong huyét thanh (bao gom caldi, phospho va magnesi).
Néu gap gidm calci mau thi nén truyén calci gluconat khi ¢d chi dinh trén 1dm sang.
Daéc tinh dugc luc hoc
Nhom dugc Iy: Nnom thudc diéu tri cac bénh vé xuong, lodng xuong
Ma ATC: MO5BA08
Acid zoledronic thugc nhom biphosphanat, la mot chdt dc ché tac dung tiéu xuong cla hiy c6t bao. Cac
muc tiéu chi yéu acid zoledronic trong té bao hiy xuong la synthase enzym farnesyl pyrophosphat. Thoi
gian dai tac dung cda axit zoledronic la do di luc cao clia nd vdi céc vi tri hoat ddng cta farnesyl pyrophos-
phat (FPP) synthase va ¢4 di luc cao véi chdt khodng ctia xuang.
Ngoai viéc [a mot chét tc ché manh clia su tiéu xuong, acid zoledronic ciing cd thé gép phan vao hiéu qua
trong diéu tri bénh xuong di can. Cac thudc tinh sau ddy da dugc chiing minh trong cac nghién cdu tién
lam sang:
-Trong co'thé séng : Su Gic ché téi hdp thu xuong osteoclastic, lam thay ddi méi trudng tdy xuong, lam han
ché sy phat trién té bao khéi u, chdng tao mach va chéng dau.
-Trong 6ng nghiém : Uc ché su ting sinh osteoblast, kim ham t& bao va tac dong truc tiép vao t& bao ung
thu.
Dudgc dong hoc
Hdp thu, phdn bé
Sau khi bat dau truyén acid zoledronic, nong do thudc trong huyét tuong tang nhanh, dat dinh vao cudi
thai gian truyén, tiép theo la gidm nhanh tdi < 10% ctia dinh sau 4 gio va < 1% cda dinh sau 24 gi6 va sau
d6 1a thai ky dai c ndng do rdt thap, ttc khong vugt qué 0,1%
Thai trir
Theo dudng tinh mach, acid zoledronic dugc dao thi theo qua trinh 3 pha: pha kép, bién nhanh khéi dai
tudn hoan, véi cac thoi gian ban théi t% alpha 1 0,24 gitr va tV2 beta la 1,87 gid, tiép theo la pha dao théi
kéo dai vdi t/> gamma (thai gian bén thai cudi cting) 1a 146 gid. Khong c6 tich |y thudc trong huyét tuong
sau nhiéu liéu thudc dung tiing 28 ngay.
Acid zoledronic khang chuyén hoa va dao thai nguyén ven qua than. Qua 24 gitr dau tién, ¢6 39 + 16% liéu
dung dugc tim thdy trong nudc tiéu, phan con lai gan ch yéu vao mo xuong. Sy hap thu vao mé xuong nay
phd bién cho tat ca cac thudc thudc nhom biphosphonat, ¢d 1€ 1a do cdu tric tuang ty véi pyrophosphate.
Turmd xuang, thudc sé tré lai rét cham vao dai tudn hoan dé rdi thai qua than. Do thanh loc toan phén cla
othé 135,04 + 2,5 lit/git, khong phu thudc liéu va khong bi dnh hudng béi gidi, tudi, chiing toc va béi thé
trong. Tang thai gian truyén tlr 5 tdi 15 phit sé lam giam 30% ndng do acid zoledronic vao cudi thai gian
truyén, nhung khdng ¢ anh hung i dién tich dudi dudng cong biéu dién ndng do trong huyét tuong
50 vdi thai gian (AUC).
Khdng c6 dit liéu dugc dong hoc ddi véi acid zoledronic & bénh nhan ¢d tang calci méu hodc & bénh nhan
suy gan. Acid zoledronic khdng ttc ché in vitro cdc enzym P450 ctia ngudi, cho thdy khdng ¢6 su bién ddi
sinh hoc va trong cdc nghién ctiu trén stic vat, tim thay < 3% liéu diing trong phan, chiing t6 khdng ¢4 vai
trd déng ké cla chiic nang gan trong dugc dong hoc clia acid zoledronic.
D9 thanh loc ctia acid zoledronic qua than ¢d tuong quan véi dg thanh loc creatinin, d thanh loc qua thén
cla thudc nay la 75 =+ 33% d9 thanh loc creatinin, tinh trung binh 1a 84 + 29 mL/phdt (22-143mL/phiit)
khi do & 64 bénh nhan ung thutham gia nghién cGu. Phén tich theo nhém cho thay néu bénh nhén c6 CICR
1& 20 mL/phiit (suy than nghiém trong) hodc 50 mL/phiit (suy than vira), thi do thanh loc tuong ting clia
acid zoledronic la 37% (ndng) hodc 72% (vira) cia mgt bénh nhan cd d6 thanh loc creatinin (CICR) la 84
mL/phit. Chi 6 mot it dit liéu dugc dong hoc vé bénh nhan suy than nghiém trong (CICR < 30 mL/phiit).
Acid zoledronic khdng cd i lyc véi cdc thanh phén té bao cia médu va gan yéu vao protein huyét tuong (gan
khodng 56%) va khong phu thudc vao néng do acid zoledronic.
Quy cach dong gdi:
Gng nhya 5,0 1.1 6ng nha/ttii nhom. Hop 10 6ng nhua.
Béo quan
Nai kho rdo, tranh dnh sang, trong bao bi kin, dudi 30°C
Han ding
24thang ké tir ngay san xudt.
Ong thudc sau khi m tdi nhom chi nén st dung trong 5 ngay.
Dung dich sau khi pha nén dugc st dung ngay, hodc chi st dung sau 4 gio khi bao quan trong td lanh
(nhiét dg 2-8°C).
Tiéu chudn chat lugng: Tiéu chudn co's§

Nha sén xudt

cpC1HN
Cdng ty ¢6 phan Dugc pham CPC1 Ha Noi
Cum Cong nghiép Ha Binh Phuang, xa Van Binh, huyén Thugng Tin, thanh phd Ha Noi

T3-18-241225-T03061-C00301

Mat 1
Kich thudc 190 mm x 265 mm

Thay d6i ta dugc

Dang bao ché theo cv

Mat 2
Kich thuéc 190 mm x 265 mm




