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Rx: Thudc nay chi dimg theo don thude

ZOLEDRO - BFS

{Zoledronic acid 5 mg/5 mi)
Déxa tim tay tré em
Doc ky hudng ddn si dung trude khi ding

Thanh phén:

Mbi ml chia:

Thdnh phdn hoat chit: Acid 201edroniC ..eveveceecsscececs s 1mg
Thinh phda td dige: Manital, natri acetat, nudc cit pha tiém truyén.
Dang bao ché: Dung dich dim dic 8% pha tiém truyén,

Md té: Dung dich trong suft khing mau

Gid tr ph:3,5- 8,0

Chi dinh

- Didu tri loang xuong & cdc ddi tugng:

+ Phu nirman kinh

+ Nam gidi trudng thianh

(d nguy ¢ gay xudng cao bao gdm ca ddi tigng médi gdy xufang hing
- Biéu tri lodng xuong trng cic truing hop st dyng glucocorticoid kéo dai & cdc 08 tugng:
+ Phu ndmén kinh

+ Nam gidi truéng thanh

(i nquy cd gdy xu/dng <ao bao gim ci d6i tuomg méi gay xwong hing
- Digu tri bénh Paget xuong.

Lifu lugng va cich disng

(dch diing:

ZOLEDRO — BFS Ia dung dich d3m dac € pha tiém truyén, duge sit dung 8¢ tiém truyén theo dudng tinh
mach,

Dung dich dém d3c ZOLEDRO ~ BFS dugc pha loing thém véi 100 mi dung dich truyén khong chifa calc
{dung dich NaC10,9% hoac dung dich glucose 5%).

Dung dich nén duge sit dung ngay sau khi pha. Néu chuia diing ngay lip tiic thi phii dutge bao qudn trong th
lanh o nhiét dd 2-8°C, 16i da trong ving 4 gid. DG vai dung dich bao qudn trong td lanh, phai dé dung dich
trés i mhiét &3 phéng trudic khi sit dyng.

Dung dich chifa acid zoledronic duge sif dung truyén tinh mach mét ldn vai thai gian truyén trén 15 phit.
Phi il nufic trtd, trong v3 sau khi truyén (dat va duy b Ivigng nuc tiéu thai a 2 itingay) (Yem thém
théng tin trong phidn Cinh bdo va thin trong)

Chiy:

- Khéng dugc tron dung dich ZOLEDRO — BFS 43 pha vdi cic dung dich truyén chifa calei hodc cation héa
tri IT, nhu dung djch ringer lactat.

« Phdi truyén bing dudng truyén riéng khang chung vii céc thudc khac.

Liéu hegng:

Diéus tri lodng xutong

- B¢ diéu tri lodng miang sau man kinh, lodng xueng & nam gidi vi diéu tri lodng xuong do s dung gluco-
torticoid, [iéu khuyén cdo Ia truyén tinh mach mét liéu 5§ mg acid zoledronic mdt |&n mdt nam,

- Th gian diéu trj thudc nhém bisphosphonat {zoledronic acid) t6i wu cha bénh lodng xwang chua durge
thiét Iap. Nhu cau tiép tue diéu tri nén furoc danh gid lai dinh ky dua trén Igi ich va nquy co khi s dung cla
ZOLEDRO — BFS trén co 56 timg bénh nhdn, théng thutmg tir 5 ndm s dung trd 1én.

- Bénh nhan gdy xuang hang: ZOLEDRO — BFS nén dugc s dung it nhat sau 2 tudn sau khi tiéh hanh phiu
thudt xuong héng. £€ phong ngira gay xwang lam sang sau gay xugng hing do chin thugng nhe, lidu
khuyén cio 13 truyén tinh mach mat liéu don 5 mg ZOLEDRO — BFS 113n/nim. DAl véi nhing bénh nhan
mdi bi gay xuong hing do chdn thuong, khuyén cio ding fiéu tén cing 50.000 dén 125.000 IU vitamin D
duimg udng hodc tiém bip trudc khi truyén dung dich 20LEDRO ~ BFS |4n ddu tién.

Bénh Pagetxaomg

- # diéu tri bénh Paget xuang, zoledronic acid nén dugc quy dinh chi bai cic bic sT ¢é kinh nghiém trong
diu tri binh Paget xuang. Liéu khuyén cdo I3 truyén tinh mach mét liéu duy nhit 5 mg acid z0ledronic.
-G nhing bénh nhan bi Paget xuang, nén dic bidt khuyén co b8 sunq canxi ddy &l tuting dng voi it nhst
500 mg nquyén 3 canxi 2 1dn/ngay trong it nhdt 10 ngay sau khi ding ZOLEDRO - BFS

- Biéu tri nhic la) & bénh nhan Paget xuong: Sau |3n 18y trj ban ddu vai Z0LEDRO — BFS, cén dénh gid dép
(ing clia thudic trén timg bénh nhan. Liéu nhéc lai bao gém 1 liéu 5 mg zoledronic acid truyén tinh mach sau
khodng 1 n&m hodc lau han ké tir liu ban ddu & nhiing bénh nhén c6 ddu hiéu tai phat. DX liéu vé didu tr
Paget xuang téi phat con han ché,

Phu nir cd thai, phu n cho con bii,

Bénh nhin qua man véi acid zoledronic hodc véi cdc bisphosphonat hodc bat et thinh phin ndo ciia thudc.
Bénh nhan bi ha Cald mau.

Suy than ndng voi 9 thanh thai creatinin <35 ml/phit.

(anh bdo v thén trong

Phéi dénh i finh trang bénh nhan d& ca phuang dn bil nudc thich déng.

Cén tranh tiép qua nhidu nudc cho bénh nhn cb nguy o suy tim.

Gén theo ddi ¢dn thin cdc thing s6 chuyén hda chudin c6 lién quan t6i ting cald mdu, nhu do néng dd trong
huyét thanh cila calci, phosphat vé magnesi sau khi khdi ddu diing acid zoledronic. Néu gap ha calci mau, ha
phosphat mau hoac ha magnesi mdu, i thé cdn phai diéu tri bd sung trong théf gian ngdn, Thing thuting
ca bénh nhan ting cald mdu ma khing duoc diéu tri thi sé co mot mic 45 nhdt dinh vé suy chic ning thén,
do 86 cn can nhdc theo doi chit che chic ning thin,

Cha xde dinh duge mide 45 an todn clia acid zoledronic voi bénh nhdn nhi, nén cin than trang khi st dung
thutic cho dfi tuong nay.

Bénh nhdn suy thén:

- Vigc sif dung acid zoledronic & bénh nhén suy than nang (44 thanh thii creatinin <35 m/phit) khing
durgc khuyén cio do [am ting nguy ca suy thin & nquii nay.

Nhitmg bién phap phong ngia sau day can duoic xem xét @€ gidm thidu nguy co phan dng bét lai trén thin:

- D4 thanh thii creatinine nén dugc tinh todn dya trén trong luong co the thut t€ st dung céng thic Cock-
croft-Gault truic mdi liéu sif dung.

- Tang dt bién creatinine huyét thanh c6 thé Ign han & bénh nhan suy thén ca ban,

+ Creatinine huyét thanh nén duge xem xét & bénh nhin cé nguy <o cao.

« Nén duge sir dyng cén thin khi ding déng th véi cic sin phdm dugc khdc 6 thé 3nh hudng dén than

« Cintinh todn bii nute truthe khi st dung.

+ Mt liéu duy nhat khdng dugq vuet qud 5 mg va thii gian truyén phi fa it nhdt 15 phit

B vii cdc bénh nhin suy thin, c&n duige dénh gié thich hop v cin nhicloi ich, nguy cu khi sif dung thudc
Bénh nhan suy gan

Vi chi ¢ cic dir liéu lim sang rat han ché @ bénh nhan suy gan nghiém trong, nén khing < khuyén cio dic
higu cho cde ddi tugng nay.

Nautdi cao tud (= 65 tudi)

Khéng cdn diéu chinh liéu do tinh kha dung sinh hoc, phan b v thi trif tuong ty & bénh nhin cao tufi
va tré han,

Tréem

Suf an todn vé hiéu qud clia acid zoledronic & tré em va thanh thigu nién dudi 18 tudi khing <6 dI liu
nghién cu,

Hogi tir xugng hém

Hoai 1 xwong ham 3 duge ghi nhan trén bénh nhén sit dung acid zoledronic & diéu tri lodng xueng (xem -
thém myc Técdung khéng mong mudn). Viéc bit ddu diéu trj bing aicd z0ledronic hodc bit ddu mit dot
diéu trj méi cho bénh nhan nén duoc tri hoan trén nhiing bénh nhan c6 vét thyong mé mém hd chica lanh
tai vitng miéng. Bénh nhén ¢6 cdc y€u t6 nquy co duge khuyén cdo kiém tra dé phing ngiia céc vin dé ring
miéng vi ddnh gid loi ich ~ nguy co trutc khi diéu trj bang acid zoledronic.

Khi dénh gid nquy co hoai tirarong ham trén bénh nhan, cin b y t€ cin cin nhdc nhiing y&u 16 sau:

+ Hiéu Iyrc clia chié phém thudc gdy ic ché tiéu xuang (vi nguy co ting theo hoat lyc cla thubc), dubng ding
{nquy o cao han khi diing thudc disding tiém) va sy tich Iy thudc.

+ Ung thy, cic bénh mdc kém (vi dy: thiéu mdu, rbi loan ddng mau, nhism khudn) va hit thudc,

+ Thuc diing ddng thai: corticosteraid, hoa tri liéu, céc chat e ché tao mach va xa tri viing ddu ¢,

+ Vé sinh ring miéng kém, bénh nha chu, rang gid khing khdp, tién sif bénh ring miéng hodc tién hanh
thil thudt nha khoa xdm In nhu nhé ring.

Tat cd cic binh nhén duge khuyén khich duy tri v sinh ring migng, kiém tra stic khde r3ng miéng dinh iy
va théng bda ngay sau khi gip phai nhilg vén dé vé rang miéng nhuxd 1&ch ring, Gau hodc sung rang,
chiy mi khéng lanh trong qué trinh diéu tr bing acid zoledronic. Viéc tifn hanh cic thi thuit nha khoa
xdm Ian trén bénh nhan dang @iéu tr| bing acid zoledranic cdn duge tién hanh mot céch thin trong va cich
¥a thi diém bénh nhn dang diu tri,

Trén bénh nhan cd hoai tif xudng ham do sif dung acid zoledronic, cin su phéi hop chit che gida bac s
diéu tri va nha sy hodc béc sy phdu thugt ring miéng cd chuyén mén vé hoal td xuang him. Néu cd thé,
xem xét viéc tam nging diéu tri cho bénh nhén dén khi tinh trang hoai til xuang ham cai thién va cic yéu
15 nguy co gidm nhe.

Chuta c dil dir Tiéu vé tinh an todn va higu qud cla acid zoledronic trén trd em va thiu nién dudi 18 twéi

é ang il £l
(hua cd thang tin v& anh hudng <la thudc dén khd nang 14 xe va van hanh may mdc trong cic tai lidu
tham khdo duge.

Tuong téc thudc

Trong cic nghién cihu 1dm sang, acid zoledronic dugc ding phéi hop véi céc thufic thutng diing chiza ung
thu, thudc i tié, khang sinh va thusc gidm dauma khéng thay c6 tuong tic o rang. Acid 20ledronic khéng
théy gén rd vao protein huyét twang va khing tic ché in vitro enzym P450 trén ngudi, nhung chusa ¢é nghién
i twong téc lim sang chinh thic.

Cén than trong khi diing bisphosphonat nhu acid zoledronic ciing khéng sinh aminoglycosid, v 2 loai thudc
ndy o téc dung hiép déng, lam gidm ndng do calci trong huyét thanh kéo dai qué thai han cin thiét. Ciing
<én thin trong khi diing acid zoledronic vi nhiing thudc cé ddc tinh vai than. Ciing cén chi y 8n khd nang
gidm magnesi mau trong thiri gian diéu tri.

Vidi bénh nhan da u tly, nguy co rdi loan chic ndng thin cd thé ting Ién khi diing duimg tinh mach bisphos-
phonat nhu acid zoledronic phéi hop voi thalidomid.

Técdung khéng mong mudn

Céc téc dung khong mong mudn gdp phéi nhu sau:

Tén sudt gap cla cic ADR;
Thudng gdp: ADR > 1/100
It gdp: 1/100> ADR > 1/1000
Higm gdp: ADR < 1/1000
Nhim trilng va nhigm ki ltqgip Ciim, viém mii hgng
sinh triing
Mau vé rfi logn hé bach huyét | ftgip Bénh thiéu mau
Hé thiing mién dich Hiém gap Phdn dmg qud mén bao gém
cd truimg hap hifm hol clia co
thit phé quan, may day va phis
mach, va nhitng trling hop
rét hiém hoi cGa phdn vé phin
mgfsbic
Réi loan chuyén héa va dinh Hay gap Ha cald mdu
dufing Itgip Chn dn, gidm sy thém n
Rt hiém Hoal tif ing tai ngoai
Réi logn tim thin Hiém gdp Mt ngi
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Réi loan hé than kinh Hay gip Hhic 88, chéng mat
Hiém gdp Thit a, di cdm, budn ngii, run,
nodt.

Réi loan mét Hiém gip Viém két mac, fau mat
Viém mang b dao, viem

ming mat
Tai va hé thing tien dinh Hiém gdp Chéng mat

Réi loan tim Hay gip Rung tam nhi
Hiém gap Dinh triing ngue

Réi loan mach mdu Hiém gap Tang huyét ap, db bimg
Ha huyét dp

8 loan b hip Hiém g3p Ho, ki this

Réi loan tiéu hda Haygip Budn nbn, nbn, tiéu chiy
Hiém gdp Ral loan tiéu héa, dau bung,
trao nguigc d2 day, to bin, khd
miéng, viém thyc qudn, dau
rang, viém da day

Dava cicrii loanmd dudida | Hidm gdp Phét ban, ban a4

Coxvang khép va réi Hay gap Dau co, dau khdp, dau xuong,
loan ma lién két dau lung.

Hiém gdp (6 fau, ciing co xuang khip,
sung khép, co thit co, dau vai,
dau nguc co xuong, dau oo
xuidng khdp, ciing khdp, vitm
khdp, suy nhuoc co bap, hoal tif
xuong hdm

Tang creatinin mdv, protein nigy
Suy thin & bénh nhén <6 rél loan
chiic néng thin.

Roi loan e xangvambién | Ty1¢ khng xdc dinh* Céc truimg hop hogl tihxuang
ket hém &3 dugc ghi nhin, chi yéu
trén bénh nhin ung thur dugc
diéu tri béing cic ché phim
thudc gdy dc ché tidu xuang,
trong dd c6 acid zoledronic

(xem thém muc Than trong).
Trang dd, mét thirnghigm Iim
sing !dn duge tién hanh trén
7736 bénh nhan, bién 6 hoai
tirxuang ham duge béo cde trén
mét bénh nhan trong nhém didu
tri bdng Aclasta (atid zoledronic)
v& mot bénh nhén trang nhém
diéu tr| bang gid dudc Cic
tnfing hop hogi tl xuong hiam
lién quan dén sit dung acid
zoledronic d duge ghi nhan.

Cc rdi loan khic Phé bign Sot

Hay qip Cictrigu ching gidng nhu cim,
dn [anh, mét mai, suy nhuac,
dau, khd chiu,

Hiém gip Phii ngoai bién, khit nude,
phdn dng gial doan cip tinh,
dau ngue, mét nude thit cip véi
cac friéw ching 561, nén mia vé
tiéu chiy.

R loan than va tiét niéu Hiém gép

* Dua trén cic bdo cdo ghi nhin trong qud trinh thudc hau hanh trén thi trvbmg. Khdng théxdc dinh tén sudt
dyatrén nhing o0 liéu hién <. (vem thém muc Thén trong)
Thing bdo cho bdc si nhiing téc dung khdng mong much gap phdi khi sit dung thud,

Chuta cd nhiéu bdo cdo vé finh trang qué liu ciia acid zoledronic trong cde t3i lidu tham khao dugc. Khi bénh
nhan diing fiéu cao han liéu khuyn cio cén dugc theo di cdn thi, vi d g3p suy gim chilc nang than (bao
gdm suy than) va bt thuing vé cic chit dign gidi trong huy#t thanh (bao gdm cald, phospho va magnesi).
Néu gip gidm caldi méu thi nén truyén caldi gluconat khi ¢ chi din trén lim sang.

Nhom duge Ij: Nhom thude diéu tri cic bénh vé xuomg, lodng xuong

Ma ATC: Mo5BAOS

Acid 2oledronic thudc nhom biphosphanat, 13 mét chit ic ché téc dung tidu xuung cla hiby 6t bao. Cic muc
tigu chil yéu acid zoledronic trang t€ bao hily xuiong 1 synthase enzym famesyl pyrophasphat. Thi gian tic
dung dai cla acid zoledranic 3 do di luc cao ciia n6 véi cac vi tri hoat déng cila farnesyl pyrophosphat (FPP)
synthase va c6 ai Iic cao vai chit khodng cia xuang,

Ngoai viéc |3 mét chdt ifc ché manh cila sy tiéw yutomg, acid zoledronic ciing b thé gop phin vio hidu qui
trong diéu tr bénh xuamg di cin. Cic thube tinh sau ddy 03 dudk chiing minh trong céc nghién ciu ién
lam sang:

- Trong co thé sdng: Sir e ché tai hip th xuong osteodlastic, 1am thay d6i méi traémg tly xiang, kam han
ché suf phit trién t& bao khii u, chng tao mych v chéng dau.

- Tromg dng nghig: Uc ché s téing sinh asteoblast, Kim hm 1€ bao va tic dng tryctiép vio tébaa ung thy,

Duge dGna hoc

Hip thu, phdn b’
SanIchilﬁtlﬁuhu)énaddzuiedmnk.ndngﬂﬂmﬁcmghur&mmgﬁngnrmh,lklﬂnhmﬂlﬂm
gian truyén, tiép theo 2 gidm nhanh tdf < 10% ca néng da dinh sau 4 gidva < 1% cia néng 80 dinh sau
24 gidrva sau dd I this ky dai 6 nding 80 rat thap, tiic khing vugt qud 0,1% néing a6 dinh.

Thdi trir

Theo diiag tinh mach, acid zoledronic dugc d3o thi theo qud trinh 3 pha: pha kép, thil trif nhanh khdi
tudn hodn, véi cic thi gian bn thil t¥2 alpha 2 0,24 gid va 12 beta I3 1,87 gids tiép theo 13 pha 30 thil
kéo dai vdt 115 gamma (thi gian ban thai cus cing) 13 146 it Khong ¢6 tich Iy thudc trong huyét tiong
sali nhiéu liéu thudic diing timg 28 ngdy.

Acid zoledronic khaing chuyén hda va do thl nguyén ven qua than, Qua 24 gii 83u tién, b 39 = 16% liu
ding duge tim tha trong nurfc tiéw, phdn can lai gdn chi yé vio mé xuong. Su hip thu via mé xueng nay
phii bién cho 3t ci cic thudc thudc nhém biphosphonat, c6 12 12 do ciu triic tang ty i pyrophosphat. Tir
mé witng, thubc s& trd a1 rét chdm vao dal tin hodn dé réi thii qua than. 4 thanh loc todn phin cila 6"
thé 12 5,04 + 2,5 lit/gie, khong phu thudc liéu va khing bi dnh hubing bai gii, tudl, ching the va bai thé
trong. Tang thdf gian trayén tir 5 ti 15 phitsé lam gidm 30% néing d acid zoledranic vbo cudi thet gian
truyén, nhung khidng cd dnh huting téi dién tich dudi dutng cong bidu di#n néng d4 trang huyét tang so
vdi thel gian (AUC),

Khéng ¢d dil liéu duoe ¢dng hoc 46 wéi acid zoledronic & bénh nhin ¢6 tang cald méu hodc & binh nhin
suy gan. Add zoledronic khéng dc ché in vitro cic enzym P450 ca ngud, cho thiy khang 6 subién 46 sinh
hoc va trong céc nghién cifu trén dong v3t, tim thiy < 3% li€u ding trong phén, chiing 1 khéng c6 vai trd
téng ké clia chiic ndng gan trong dugc ddng hoc clia adid zoledronic.

B0 thanh thii clla add zoledronic qua thin 6 tueng quan voi 89 thanh thal creatinin, 4 thanh thi qua
thén cla thudc ndy 2 75 = 33% @8 thanh thai creatinin, tinh trung binh 12 84 + 29 mL/phdt (22-143mL/
phiit) khi do & 64 bénh nhin ung thy tham gia nghién ctu. Phin tich thea nhm cho thiy n&u bénh nhin
€6 CICR I3 20 mL/phit (suy thén nghiém trong) hodc SO mL/phit {suy than vita), thi 40 thanh théi tuomg
ing ciia acid zoledronic I 37% (nang) hodc 723 (vifa) clla mét bénh nhin c6 4§ thanh thil creatinin (CICR)
184 mL/phit. C6 rat It dif|iu dugc ddng hoc vé bénh nhan suy thin nghiém trong (CICR < 30 mL/phit).
Acid zoledronic khng ¢ &1 e vdi céc thanh phan té o cla méu va gdn y&u vao protein huyét tuang (gdn
khodng 56%) va khéng phu thugc vio néing 0 acid zaledronic.

Quy cich déng gdic
(ing nhufa 5,0 ml. Hép 10 Gng nhysa,
(ing nhya 5,0 mi. Hap 1 ti nham X 1 Eng nhya/tii nhim,

Bio quin
No khé rdo, tranh &nh sing, trong bao bi kin, dudi 30°C.

Han diing
24 thang k€ tir ngdy sin xust
Gng thube sau khi mtdi nhim chi nén sit dung trong 5 ngdy.
Dung dich sau khi pha nén Gugc sif dyng ngay, hogc chi stk dung trong vong 4 gitrkhi bdo quan trong td lanh
(nhiét 45 2-8°C).
Tiéu chufin chift lugng: Tiéu chudn cosa
Nha sdn xudt

crCinn

Cong ty «f phiin Duac phdm CPCY Ha Mg
Cum cong nghiép Ha Binh Phueng, Thubng Tin, Ha Néi
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