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® 1 lo 5ml chija 4 mg ® One vial 5ml contains
zoledronic acid (dang 4mg of zoledronic acid
manohydrate]. {as monohydrate).
m Chi diing 1 ldn. m For single use anly.
m Boc ky hudng dan sl u Read the package leaflet
dung trude khi diing, before use.
= Diing duimg tinh mach u Intravenous use after
sau khi pha lodng. dilution.
mOE NGOAITAMTAY TREEM, - u Keep out of the sight and [
B Bao quan nai khé rdo, E e > reach of children.
tdnhanhsing.Nhietds == Acid Actavis u Store in dry place and
dudi 30°C trong bao bi gic, E Concentrate protect from light. Not
= Chi dinh, Chéng chl dinh, = for solution for infusion exged 30°Cinthe
Liéu diing va cich diing, == Zoledronic acid 4 mg/5 ml original box.
tdc dung phu vi théng tin E u Shelf-life and storage
khac: Xern td hudng sir = condition after dilution:
dung bén trang hap. | See leaflet enclosed.
SDK-Visa no: Intravenous use = Indication,
DNNK: after dilution. __ Contra-indication,
= e and
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1 vial, Vial Carton, Vietham 1. black
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ZOLEDRONIC ACID ACTAVIS

DO ddm dic dé pha dich tryén tinh mach
Thanh phan: M Io Smi ehiza 4mg Zoledronic
aoid (danng monohydrat)

Chidinh, l1&u ding & cach ding, Chéng chl dinh,
Tac dung phu va thing tin xem: Xem té huéng
dn sit dyng dinh kism,
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Poc kj huréng din sic dung truede khi diing "f/‘f) Lf
thém thong tin, xin héi § kién bdc si. Thubc nay chi diing theo don ciia bdc si.

\> | TAl THA

\,\HU CH%WRONIC ACID ACTAVIS 4mg/5ml
Qﬂung dich dim dic pha dich truyén tinh mach

1. TEN THUOC ‘
Zoledronic Acid Actavis 4mg/5ml, dung dich ddm déac pha dich truyén tinh mach.

2. THANH PHAN PINH TiNH VA DPINH LUQNG
1 lo 5 ml dung dich dam déc chita 4 mg zoledronic acid (dang monohydrate).
Danh séach ta duge day du, xem muyc 6.1

3. DANG BAO CHE q\/
Dung dich dam diac de pha dich truyen tinh mach.
Dung dich ddm dic dé pha dich truyén khong mau, trong.

4. THONG TIN LAM SANG

4.1Chi dinh diéu tri

- Phong ngira cac bién ¢b lién quan dén xuong (giy xuong bénh ly, chén €p ty
xuong, xa tri hodc phiu thuét xuong, hoéc ting canxi huyét gdy ra do khéi u) & ngudi
truémg thanh véi bénh 1y 4c tinh tién trién lién quan dén xwrong.

- Diéu trj ting canxi huyét gy ra do khéi u & ngudi trudng thanh (TIH).

4.2 Liéu diing va cich diing

Zoledronic acid Actavis chi nén dugc chi dinh va sir dung bdi nhilg béc si ¢é kinh
nghiém trong viéc st dung bisphosphonate dudng tinh mach

Liéu ding

Phong ngiea cdc bién cé lién quan dén xwong & bénh nhdn cé bénh Iy dc tinh tién trién
lién quan dén xwong,

Nguoi lom va ngum gia

Liéu khuyén cdo trong phong ngira céc bién ¢ lién quan dén xuong & bénh nhan ¢6
bénh 1y 4c tinh tién trién lién quan dén xwong la 4 mg zoledronic acid mdi 3-4 tuﬁn

Bénh nhan nén duoc bd sung thém canxi dudng uong 500 mg va 400 IU vitamin D mdi
ngay.

Quyét dinh diéu tri cho bénh nhan di cin xuong nén hru y ring hiéu qua diéu trj 1in dau
1a 2-3 thang,

Diéu tri TIH ’

Liéu khuyén c4o trong ting canxi huyét (ndng do calci huyét thanh hiéu chinh albumin
> 12.0 mg/dl hodc 3.0 mmol/l) diing liéu don 4 mg zoledronic acid.

Suy than

TIH

Diéu tri Zoledronic acid Actavis & nhimg bénh nhan TIH c6 suy thin ning chi duoc can
nhiic sau khi da danh gia nguy co va lgi ich ciia viée diéu tri. Trong cic nghién ciru 1am
sang, bénh nhén c6 creatinine huyét thanh > 400 micromol/l hodc > 4.5 mg/dl dugc loai
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trir. Khong cin diéu chinh lidu & nhitg bénh nhan TIH c6 creatinine huyét thanh < 400
micromol/l hodc < 4.5 mg/dl.

Phong ngira cdc bién cé lién quan dén xwong & bénh nhdn cé bénh Iy de tinh tién trién
lién quan dén Xuong:

Khi bat dau diéu tri véi zoledronic acid Actavis & bénh nhén da u tuy hodc ton thwong
di cin xuong tir khbi u dic, cAn x4c dinh creatinine huyet thanh va d¢ thanh thai
creatinin (CLer). CLer duoc tinh tir creatinine huyét thanh bing cach sir dung cong thirc
Cockeroft - Gault. Zoledronic acid Actavis khdng diroc khuyén céo st dung cho bénh
nhén suy thin ning trude khi bit ddu didu tri (CLer < 30 ml/phit). Trong céc thir
nghiém 14m sang v&i zoledronic acid, bénh nhan cé creatinine huyét thanh>265
micromol/l hodc > 3.0 mg/dl duoc loai trir.

O nhimg bénh nhan di can xuwong c6 biéu hién suy than nhe dén trung binh trudce khi bit
dau diéu tri, (CLcr 30-60 ml/phut), liéu khuyén céo ciia Zoledronic acid Actavis nhur
sau:

D¢ thanh thai creatinine truée khi Liéu khuyén cio cia Zoledronic
diéu tri (m/min) acid Actavis* _ /

> 60 4.0 mg

50-60 3.5 mg*

40-49 3.3 mg*

30-39 3.0 mg*

* Liéu diing duoc tinh todn gid dinh AUC muc tiéu la 0.66 (mgegit/l) (CLer =75 ml/
phut). Giam liéu cho bénh nhén suy than dugc du kién s& dat duge AUC tuong tir nhu &
bénh nhén c¢6 d6 thanh thai creatinin 75 ml/phut.

Sau khi bét dau diéu tri, nén do creatinine huyét thanh truéc mdi lidu Zoledronic acid
Actavis va nén giam lidu diéu tri néu chirc ning than da bj suy giam. Trong cac thir
nghiém lam sang, suy than dugc xac dinh nhur sau:

- Pbi v6i nhimg bénh nhén c6 creatinine huyét thanh truéc khi diéu tri binh thuong
(<1,4 mg/dl hay <124 micromol/l), ting 0,5 mg/dl hodc 44 micromoV/;

- Db6i v6i bénh nhan c6 creatinine trude khi didu tri bat thuong (> 1,4 mg/dl hay
> 124 micromol/l), ting 1,0 mg/dl hodc 88 micromol/l.

Trong céc nghién ciru 1am sang, chi tiép tuc diéu tri zoledronic acid khi néng d6
creatinin tr&s vé trong vong 10% gia tri ban dau. Nén tiép tuc diéu trj & liéu twong ti nhur
trude khi ngung diéu tri.

Bénh nhi

Hiéu luc va dd an toan cta zoledronic acid & bénh nhi tir 1 dén 17 tudi chua duogc xac
lap.

Cach din

Truyén tinh mach .

Dung dich ddm dac dé pha dich truyén tinh mach Zoledronic acid Actavis 4 mg/5ml,
pha thém 100 ml, nén dugc sir dung trong mot dudng truyén riéng trong khoang thot
gian t6i thiéu 15 phut. Bénh nhan suy thin mirc d6 nhe dén vira, nén giam liéu
zoledronic acid.
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Huong dan giam lidu Zoledronic acid Actavis

Riit mot hrong thude can thiét phit hop, nhur sau:

- 4.4 ml cho liéu 3.5 mg

- 4.1 ml cho liéu 3.3 mg

- 3.8 ml cho liéu 3.0 mg

I-Iuo‘ng din hoan nguyén va pha lodng Zoledronic acid Actavis triréc khi ding, xem

phan 6.6. Lugng dung dich ddm dic dugc rit ra phai duoc pha lodng thém trong 100

ml dung dich vé trung Nacl 0.9% hodc dung dich glucose 5%. Nén dugc sir dung trong

mt dudng truyén riéng trong khoang thoi gian ti thidu 15 phut.

Zoledronic acid Actavis khéng dugc tron 14n véi canxi hodc cac dung dich truyén khac

c6 chira cation héa tri II nhu dung dich Lactated Ringer, va nén dugc truyén trong mot

dudng truyén riéng biét.

Bénh nhén phai dugce bu di nude trude va sau khi dung Zoledronic acid Actavis.

4.3 Chéng chi dinh

e Min cam véi hoat chét, cic biphosphonate khac hodc v6i bét cir thanh phin ta duoc
nao cia thude.

e Dang cho con bt.

4.4 Thén trong @/

Téng quit

Nén danh giad bénh nhén trude khi st dung zoledronic acid dé dam bao bénh nhén di

duoc bu da mude.

Tranh bu nude qua mirc ¢ bénh nhén suy tim.

Neén theo ddi can than cac thong s6 chuyen hoéa chuin lién quan dén ting canxi huyet

nhu ndng dé trong huyet thanh cla canxi, phosphate, magne, trude khi khoi ddu lieu

phap zoledronic acid. Néu xay ra tinh trang gidm canxi huyét, giam phosphate huyet

giam magne huyet can cac bién phap bd sung ngin han. Bénh nhén ting canxi huyét

khong duge diéu trj thuong ¢6 suy chirc ning than, do d6 nén theo doi sat chirc ning

than.

Truong hop ha calci huyét ning cin phai nhdp vién da duoc béo cdo. Trong mot sb

truong hop, ha calci huyét de doa tinh mang ¢6 thé gap phai.

Céc san pham khac cé chita zoledronic acid nhu thude diéu tri lodng xwong va diéu tri

bénh Paget xwrong. Bénh nhan dang diéu tri v&i Zoledronic acid Actavis khong nén didu

tri dong thoi véi cac thude nay hodc bat ky bisphosphonate khéc, do dnh hudng ctia viéc

két hop giita cc thudc nay 1a khong rd.

Suy thin

Bénh nhén TIH va c6 béng chimg suy giam chirc néng than nén dugc danh gia phu hop

vé loi ich va nguy co cla viec diéu tri bang Zoledronic acid Actavis.

Quyet dinh & diéu trj bénh nhan c6 di cin xuong @ ngan ngira cic bién cb lién quan

dén xwong nén cén nhac higu qua diéu tri liéu dau 1a 2-3 thang

Zoledronic acid, c6 thé lam ting nguy co suy than. Cac yéu té c6 thé lam tdng kha ndng

suy giam chitc nang thin bao gdm: mat nudc, suy than c6 s&n, sir dung nhiéu chu ky

zoledronic acid va bisphosphonates cling nhu cac thube gy doc than khac. Trong khi

nguy co duge giam véi lieu 4 mg zoledronic acid dung trong hon 15 phit, suy chirc

ning thin van c6 thé xay ra. Suy thin va loc mau di duge béo cdo & nhimg bénh nhan

sau khi duing liéu khéi dau hodc liéu duy nhét 4mg zoledronic acid. Tang creatinine

huyét thanh cling xay ra & mot s6 bénh nhén sir dung zoledronic acid lau dai & liéu

khuyén céo dé phong ngira cac bién cb lién quan dén xwong, mic du it thuomg xuyén

hon.
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Bénh nhén nén duoc danh gia ndng do creatinin huyét thanh trude mdi lidu Zoledronic
acid Actavis. Khi bit d4u diéu tri & nhitng bénh nhan c6 di cin xwong va suy thin mirc
d6 nhe dén trung binh, nén gidm liéu zoledronic acid. O nhimg bénh nhan c6 bang
chl.mg suy than trong khi diéu tri, nén ngung zoledronic acid. Zoledronic acid Actavis
chi nén dugc sir dung lai khi creatinine huyét thanh tro vé trong khoang 10% nbng dd
trude khi didu tri. Zoledronic acid Actavis nén duoc tiép tuc & lidu twong tr nhur lidu
trude khi ngung diéu trj.

Vé anh huéng ctia zoledronic acid trén chirc ning thn, thiéu dit liéu an toan 14m sang &
bénh nhéan suy than nidng (trong cac thir nghiém ldm sang duoc xac dinh la creatinine
huyét thanh > 400 micromol/l hojic > 4.5 mg/dl d6i v&i bénh nhan TIH va > 265
micromol/l hodc > 3.0 mg/dl dbi véi bénh nhan ung thur va di can xuong) trude khi diéu
tri va chi ¢6 dir liéu dugce déng hoc han ché & nhimg bénh nhan suy than nang trudce khi
diéu tri (d6 thanh thai creatinin <30 ml/phit), viéc st dung Zoledronic acid Actavis
khong duge khuyén cdo & nhimg bénh nhén suy than ning.

Suy gan q‘v

Do han ché dir liéu & bénh nhan suy gan, khéng c¢6 khuyén cdo chuyén biét cho nhimg
bénh nhan nay.

Hoai tit xwong ham ’

Hoai tir xuong ham (ONJ) da dugce bao cdo & nhing bénh nhén, cha yéu 1a nhitng bénh
nhan ung thu duge dleu tri bang cac thudc trc ché hiy xuong, nhu  zoledronic acid.

Nhiéu ngudi trong sd bénh nhan nay cling dugce hoa tri va corticosteroid. Phan 16n cic
truorng hop duoc bao cdo c6 lién quan dén tha thudt nha khoa nhu nhd ring. Nhiéu
ngudi da co dau hiéu nhlem tring tai chd bao gém viém ity xuong.

Nén cén nhic cac yéu t6 nguy co sau day khi danh gia nguy co ONJ:

- Hiéu hye cia bisphosphonate (nguy co cao hon dbi véi cac hop chét ¢6 hidu luc cao),
duong sir dung (nguy co cao voi dirdng tinh mach) va liéu tich liy.

- Ung thu, hoa tri, xa tri, corticosteroid, thube 14.

- Tién sit bénh ring miéng, vé sinh ring miéng kém, bénh nha chu, thi thuit nha khoa
Xam lé.n va rang gia khéng khaop.

Can nhéc kham nha khoa va phong ngira thich hop can duogc xem xét trude khi diéu tri
bang blsphosphonatcs & bénh nhan c6 yéu t6 nguy co dong thoi.

Trong khi didu tri, nén tranh céc tha thudt nha khoa x4m I4n néu c6 thé. Péi v6i nhimg
bénh nhén bj hoai tir xwong ham trong khi didu tri béng b1sphosphonate, phiu thuit nha
khoa cé thé lam trdm trong thém tinh trang nay. D4i v6i bénh nhan can tha thuat nha
khoa, kh6ng c¢6 bing chimg cho thiy ngimg diéu tri bisphosphonate 1dm gidm nguy co
hoai tir xwong ham. Pénh gia 14m sang ciia bac si diéu trj nén huéng din bénh nhén ké
hoach quan ly dya trén d4nh gia loi ich/nguy co d6i v6i timg bénh nhan.

Dau co xuwong khé )

Theo két qua post-marketing, dau nang va d6i khi mat kha ningxuong, khdp va/hodc
co dd dugc bao cdod nhimg bénh nhén dugc chi dinh st dung zoledronic acid.Tuy
nhién, bdo céo nay khong thuong xuyén. Thoi gian khoi phat triéu chu'ng thay ddi tir
mot ngay dén vai thang sau khi bét ddu diéu tri. Hiu hét bénh nhan giam triéu chimg
sau khi ngung diéu tri. Mot s6 tai phat triéu chimg khi dugc didu tri lai v6i zoledronic
acid hogc blsphosphonate khac.

Gav xuong dui khong dlen hinh

Gay xuong dui dudi mau chuyén va gdy than xuong khong dién hinh da duge bao cdo
v6i liéu phap bisphosphonate, chii yeu & nhimg bénh nhén diéu tri lodng xuong dai
han.Gay ngang hoic chéo ngén c6 thé xay ra bat cir noi nao doc theo xuong dui tir dudi

4
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miu chuyén nhd dén ngay trén 181 cdu. Nhimg gy xwong xéy ra sau mét chin thuong
nhe hoic khong ¢6 chin thurong va mét s6 bénh nban dau dui hofic dau héng, thudmg di
kém véi dac tinh hinh dnh cha gy xuong do stress, vai tuAn dén vai thang trude khi
hién dién gy xwrong dui. Gay xwong thudng 2 bén, do d6 nén kiém tra xuong dii bén
d61 dién & nhitng bénh nhan dugc diéu tri bang bisphosphonate ¢6 gay thin xuong dui.
Viée hdi phuc cham & céc dang gdy xuong nay cling di duoc béo céo. Nén cin nhic
ngung bisphosphonate & nhitng bénh nhan nghi ngd gdy khéng dién hinh, dua trén danh
gid lgi ich/nguy co.

Trong khi bénh nhan diu trj bisphosphonate, bénh nhin nén béo cdo bét ky bifu hién
dau dui, hong hofic dau hang va bénh nhén ¢é cic tridu ching nay phai duge danh gid
gly sarong dui kbéng hoan toan
Zoledronic acid Actavis chira natri
Thudc ndy chira it hon 1 mmol natri(23 mg) trong mbi lidu dimg, co ban 13 natri ty do.
4.5 Twong tac thube va cie dang fwong tic

Trong cac nghién effu 18m sang, zoledronic acid, duge chi dinh sir dung dbng thai véi
voi cac thude didu tri ung thir pho bién, thudc loi tidu, thube khing smh va thubc glam
dau ma khong ¢6 tuong tic vé l1dm sang. Zoledronic acid khing gén két ddng ké véi
protein huyét twong va khéng trc ché enzym P450 ngudi in vitro, nhimg khéng ¢6
nghién ciru trong tac lam sang chinh thire dugce thue hién.

Cén than trong khi sir dung blsphosphonates véi aminoglycoside, vi ca hai thudc nay cé
thé ¢6 tac dyng hop ddng, 1am gidm ndng d6 canxi huyét thanh trong thoi gian dai.

Cén than trong khi ding Zoledronic axit Actavis voi cac thubc ¢6 kha ning gay ddc cho
théan khée. Luu ¥ kha nang giam magne huyét trong thdi gian diu tri.

Trong da u tiy, ding zoledronic acid két hop véi thalidomide 1am ting nguy co rdi loan
chirc néng thén.

Béo cdo vé ONJ d3 dugc nhin & nhimg bénh nhan duoc didu tri dong thot zoledronic
acid va cac thude chong tao mach.

4.6 Phy nit mang thai va cho con b

Mang thai: Khéng cé dir lidu ddy dia vé viée st dung zoledronic acid & phu nir mang
thai. Cac nghi€n ctru trén dng vét véi zoledronic acid di cho thdy doc tinh sinh san.
Nguy co tiém 4n & ngudi la khong ro. Khéng nén st dung zoledronic acid trong thai k.
Cho con bii: Khéng biét zoledronic acid c6 duge bai tiét vao sira me hay khéng.
Zoledronic acid Actavis bi chéng chi dinh & phu nif cho con bil.

4.7 Anh hwrémg trén kha ning diéu khién thu xe va vin hanh mdy mée

Céc phan tmg bét lgi, nhur chéng mét va budn ngl, c6 thé ¢6 anh hudng dén kha ning
fai xe hofic st dung mady moc, do dé nén than trong vai viée sir dung Zoledronic acid
Actavis khi 1ai xe va van hanh may moc.

4.8 Tac dung phu

Sau diy 14 cac nguy co guan trong duge xac dinh clia zoledronic acid trong cac chi din
da dugc phé duyét: Suy giam chirc ning thén, hoai tir xwong ham, phan mg giai doan
cap tinh, ha calci mau, tac dung phu & mit, rung nhi, sdc phan vé.

Rét thuomg gdp (210%): Ha phosphate huyét i '

Thuomg gdp(=0.1% , <10%) : Thidu méau, dau dau, viém két mac, budn nbn, nén, chan
dn, dau xwong, dau co, dau khop, dau toan than, suy than, sot, hoi chimg gia cim (bao
Om mét moi, rét run, kho chiu va dé bu:ng) téng creatinin va uré huyét, ha calel huyet
It gap (20.01% , < 0.1%): Giam tiéu ciu, glam bach cdu, phan u‘ng qua mén, lo 4v, 101
loan gidc nga, chéng mat, dj cam, rbi loan vi gide, giam cam giac, ting cam giac, run,
budn ngd, nhin mé, viém ciing mac va héc mét, ting huyét ap, ha huyét ap, ring nhi, ha
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huyét 4p din dén ngit xiu hojc truy mach, khé tha, ho, co thit phé quan, tidu chay, tdo
bén, dau bung, kho tiéu, viém miéng, kh6 miéng, ngira, phat ban (bao gbm phat ban va
phét ban diém ving), ting tiét mb héi, chudt rit co, hoai tir xuong ham, suy than cip,
tidu mau, dam niéu, suy nhuge, phit ngoai bién, phan img tai chd tiém (bao gom dau,
ngira, sung, chai cung), dau nguc, ting cin, phan tng phan v&/sbe, nbi mé day, ha
magne mau, ha kali mau.

Hiém gp (20.001%, <0.01%): Gidm toan bd t& bao mau, phi mach thén kinh, nhdm
14n, nhip tim chdm, bénh phéi k&, ting kali méu, ting nati mau.

Rat hiém (< 0.0001%): Viém mang bd dao, viém thugng eling mac.

4.9 Qui lidu

Kinh nghiém 1dm sang v&i qué lidu cdp tinh cia zoledronic acid con han ché. Diung
nham liéu 1&n dén 48 mg zoledronic acid da dirge bao cdo. Bénh nhan ding liéu cao hon
liéu khuyén céo nén duge theo ddi cén thin, do suy giam chirc ning thin (bao gdm ca
suy than) va dién giai trong huyét thanh (bao gdm canxi, phét pho va magié) bét thuong
da duge quan sat. Trong trudng hop ha calci mau, ding dich truyén calci gluconat theo
chi dinh 14m sang.

5. PAC TINHDUQC LY

5.1DPac tinh dwgc hre hoc

Phan nhém didu tri: thude didu trj bénh xwong, bisphosphonates,

ATC Code: MOSBAOS.

Zoledronic acid thudc nhém bisphosphonates va hoat dong chu yéu trén xuong. L chét
trc ché tiéu xurong cia hily c6t bao.

Hoat ddng chon loc cna bisphosphonates trén xuong dua trén ai lue cao clia chiing vai
chét khoang cua xuong, nhung co ché chinh x4c din dén sy (rc ché hoat ddng huay cbt
bao van chua 1o rang. Trong nghién ciru dai han ¢ dong vat, zoledronic acid ire ché hay
xurong ma khong anh hudémg xdu dén sy hinh thanh, tao khoang hoac héa tinh ciia
XUuong.

Ngoai viéc irc ché hity xuong, zoledronic acid con mét s0 dic tinh chong khéi u ¢6 the
déng gop vao hiéu qua chung trong viéce diéu tri bénh di cin xuwong. Céc déc tinh sau di
dugc chimg minh trong céc nghién ciru tién 1am sang:

- In vivo: Uc ché hily xuong ciia hily ¢t bao, 1am thay d6i vi méi tiy xuong, lam cho
né it cé lgi cho su phat trién té bao ung thir, hoat tinh chéng tao mach va hoat tinh
chéng dau.

- Tn vitro: Uc ché su tAng sinh huy cbt bao, hoat tinh kim him va chét theo chuong trinh
true tiép trén t& bao ung thw, 6 tic dung kim ham hiép ddng véi cée thude chbng ung
thir khac, hoat tinh chéng xam l4n.

5.2PDic tinh dwge dong hoe

Truyén liéu don va da liéu trong 5 va 15 phat 2, 4, 8 va 16 mg zoledronic acid & trong
64 bénh nhédn di cin xwong mang lai cdc dir lidu duge dong hoc sau day, day [a li8u dde
lép.

Sau khi bit dau truyén dung dich zoledronic acid, nﬁmg 46 zoledronic acid trong huyét
twong ting nhanh, dat ndng d6 dinh vao cubi giai dogn truyén, sau do giam nhanh
chéng den <10% nong dd dinh sau 4 gi&r va <1% ndng d¢ dinh sau 24 gid, thoi gian tiép
theo, ndng d6 rat thép khong qué 0,1% ndng d6 dinh trude khi truyén zoledronic acid
1an thir hai vao ngay thir 28.

Zoledronic acid dung dudng truyén tinh mach thai trir bing mdt qud trinh ba pha: mét
hai pha nhanh tir hé tulin hoan, v&i thod gian ban thai t,,,0.24 va typ1.87 gid, tiép theo 1a
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pha thai trir kéo dai v&i mét thoi gian ban thai ty, 146 gic‘r.NKhﬁng ¢o tich tu cha acid
zoledronic trong huyet twong sau khi dung nhiéu li€u cho moi 28 ngay. Zoledronic acid
khdng dugce chuyen héa va bai tiét & dang khéng d6i qua than. Trong 24 gio dau tién,
39+ 16% lidu ding duroc tim thiy trong murde tidu, trong khi phin con lai duge gin két
chit yéu v&i mé xuong.

Tir md xwong né dwoc phong thich rit cham trd lai viao hé tudn hoan va dao thai qua
than. Do thanh loc toan co thé 13 5,04 £ 2,5 1/gid, doc lap voi lidu ding, va khong bi dnh
hudng bdi gi6i tinh, tudi téc, chiing tc, va trong luong co thé. Ting thon glan truyén tir
5 phut dén 15 phat lam gidm 30% néng d6 zoledronic acid Vao cudi giai doan truyén
dich, nhung khéng &nh hudémg trén dién tich dui duong cong ndng dd theo thoi gian.
Nhu céc bisphosphonate khac, ¢b sir thay di cao trong céc thong s6 duge dong hoe
giita cac bénh nhén.

Khéng ¢é dit lidu duge dong hoe ciia zoledronic acid & bénh nhén ting calei huyét hodc
bénh phén suy gan. Zoledronic acid khong trc ché enzym P450 & ngudi trong in vitro,
cho thay khong cé chuyén héa va trong cic nghién ciru ddng vat <3% liéu dimg duge
tim thiy trong phin, cho thiy vai trd ciia chirc niing gan khéng lién guan dén duge dong
hoc cfia zoledronic acid. v

D$ thanh thai thin cia zoledronic acid ¢6 tuong quan véi d¢ thanh thai creatinin, 48
thanh thai thin fuong tmg 75 £ 33% dd thanh thai creatinine, cho tllf:iy trung binh 84 +
29 ml/phitt (khoang 22-143 ml / phut) & trong nghién ciru tr 64 bénh nhin ung thu.
Phan tich cho thiy dbi v&i mét bénh nhén c6 d§ thanh thai creatinin 20 ml/phit (suy
thén ning), hodic 50 ml/phut (suy than mirc 46 trung binh), 46 thanh thai dy doan tuong
g ctia zoledronic acid 14 37% hoic 72%, tuong g, trong dé mét bénh nhan cho thiy
d6 thanh thai creatinine 84 ml/phit. Dit liéu duge dong hoc han ché & bénh nhin suy
thdn ning (d6 thanh thai creatinin <30 ml/phut).

Zoledronic acid cho thdy khéng c¢6 méi quan hé cho céc thanh phén t& bao mau va lign
két vai protein huyét twong thip (khoang 56%) va khdng phu thudc vao ndng do acid
zoledronic.

6. THONG TIN THUOC

6.1 Danh sich ti dwge

Mannitol, Sodium citrate, mréce pha tiém.

6.2 Twong ky,

Pé tranh twong ky, dung dich dam dic d& pha truyén zoledronic acid Actavis 4 mg/5ml
dugc pha long véi dung dich NaCl 0.9% ho#c dung dich glucose 5%.

Khéng duge pha dung dich nay v&i Calei hode cac dung dich chifa cation hoa tr] 2 kbac
nhu dung dich Ringer lactate, va nén truyén trong mdt duémg truyén riéng.

6.3 Han dung

36 thang ké tir ngay san xuét.

Dung dich sau khi pha lo&ng:

D6 bn dinh héa-1y trong sir dung da duge chimg minh trong 24 gior & 2°C - 8°C va 25°C
sau khi pha lofng trong 100 ml dung dich Nacl 0.9% hodc 100 ml dung dich glucose
5%. Tir quan diém cia vi sinh, dung dich truyén nén dugc sir dung ngay sau khi pha
lodng. Néu khong duge sir dung ngay lap tirc, thoi gian Lo trit dé sir dung va diéu kién
trirde khi sir dung 1a trach nhiém ¢tia ngudi sit dung va théng thudmg khong kéo dai qua
24 gity & 2°C - 8°C.

Néu bao quan lanh, dung dich nay phai dat duogc nhiét d§ phdng trude khi ding.
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6.4. Bao quan:

Bao quan noi kh6 mat, tranh anh sang. Nhiét d6 dudi 30°C trong bao bi gbe.

6.5 Déng géi

Hoép 1 lo.

6.6 Bién phap phong ngira dic biét dé xir Iy va xir Iy khac

Trude khi sir dung, 5 ml dung dich dam dic Zoledronic acid Actavis tir mét 1o hoic thé
tich dung dich ddm déc dugc rut ra theo yéu cau phéai dugce pha lodng thém vai 100 ml
dung dich tiém truyén khong chira Canxi (Dung dich NaCl 0,9% hodc dung dich
glucose 5%).

Théng tin b sung vé xir Iy Zoledronic acid Actavis, bao gdm huéng dan chuén bi giam
lidu, dugc quy dinh tai muc 4.2.

K§ thuit vo trimg phai duge tuan thi trong qua trinh chuin bi truyén dich. Khong pha
chung véi san phdm khac. (P

Chi sir dung khi dung dich khéong 14n tap chét hogc d6i mau.

Khong nén virt bd phin Zoledronic acid Actavis khong sir dung qua hé théng nudce thai
sinh hoat.

Bit ky san pham thudc khong sir dung hodic vat lidu phé thai phai dugc xir Iy phit hop
v6i yéu ciu cuia dia phirong.

7. TIEU CHUAN:
Nha san xuat.

8. NHA SAN XUAT
Actavis Italy S.p.A

Via Pasteur 10 - 20014
Nerviano (M1), Italia..

Chinh sira bs 2 ngay 16.03.2016
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