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Hoat cht: Acid zoledronic .................. 4 mg
Té duoc: Mannitol, Natr citrat,
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Active ingredient: Zoledronic acid ................ 4mg
Inactive ingredients: Mannital, Sodium citrate,
Water for injections.

Indications, contra-indications, dosage and
isiesion side-alfects’

Please see package inserl.

Storage: Store below 30°C. Do not freeze.

Must be diluted.
Single use only. Discard the remaining contents
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Read the package leaflet before use.
Keep out of the reach and sight of children.
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Read the package leaflet before use. Keep out of the reach and sight of children,
For hospital use only.



Rx Thubc ké don
Dé xa tam tay tré em.
Doc kj hwong din sie dung trude khi diing.
Néu cin thém théng tin, xin héi y kién bdc si.

OZUMIK
Acid zoledronic 4 mg/5ml
THANH PHAN: Mai lo 5 ml chira: DEMO S.A.
Hoat chat: Acid zoledronic...........oeuvuninns 4 mg P! L=\R?~::\L‘.EL"['!@‘.' L INDUS?
Td dwgec: Mannitol, Natri citrat, Nudc cét pha tiém. S\ 2 Kf-" _ ;\‘ [32 i i
DANG BAO CHE: Dung dich ddm dc pha tiém truyén DEMONTEL: .30 210 81618
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DUQC LYC HQC

Nhém duge 1y: Thude didu tri céc bénh vé xwong, nhém blphosphonat ma ATC: M05 BA 08
Acid zoledronic thuoc nhém bisphosphonat va tic dong chi yéu trén xuong. La mét chit trc
ché tai hép thu huy cbt bao.

Tac dung chon loc cua blphosphonat trén xuong dya trén 4i lyc cao cua chung dbi voi xuong
khoéng héa, nhung co ché phén tir chinh xdc dan téi G ché hoat dQng huy cbt bao hién chua
16. Trong céc thir nghiém dai han trén dong vét, acid zoledronic ¢ ché tai hap thu xuong ma
khong anh hudng dén qué trinh thanh lap, khoang hoa va dgc tinh co hoc cua xuong.

Ngoai kha néng tc ché tai hdp thu xuong, acid zoledronic con ¢ dic tinh khang khoi u, ddc
tinh nay gop phan lam ting hiéu qua didu tri bénh xwong di cin. Nhitng déc tinh sau d dugc
chimg minh trong cac nghlen cliu tlen lam sang:

- Invivo: Uc che téi hap thu hiy cbt bao, do d6 lam thay d6i vi mdi trudmg tiy xuong, lam can
tror sy phat trién cua té bao u, c6 hoat tinh chéng tao mach, va giam dau.

- Invitro: Uc ché su phat trién ctia te bao tao xuong, e ché truc tiép trén té bao u, tic dung 1c
ché phén bao hiép ddng véi céc thude khang ung thu khac, tic dong chéng dinh/ xam l4n.

Két qua thir nghiém 14m sang trong phong ngira céc bién cb lién quan dén xuong & nhitng bénh
nhén bi ung thu tién trién lién quan dén xuong.

Nghién ciru ngdu nhién, mu déi c6 kiém chung voi gia duge dau tién so sanh acid zoledronic 4
mg v6i gia dugce trong phong ngira cac bién cb lién quan dén xuong (SREs) ¢ nhimg bénh nhén
ung thu tién liét tuyen. Acid zoledronic 4 mg lam glam dan ke ti 1& bénh nhén bi it nhat 1 bién
cb lién Qquan dén xuwong, kéo dé1 khoang céch so véi bién co dau tién hon 5 thang, va lam giam
ti 18 bién c6 hang nam trén m01 bénh nhéan — ti 1& bénh vé xuong. Phén tich da bién cho thiy
giam 36% nguy co phét trién SREs & nhém acid zoledronic 4 mg so véi nhom gia dugc.
Nhimg bénh nhan ding acid zoledronic 4 mg it dau hon nhém gia dugc, khéc biét dang ké dat
dugc ¢ thang 3, 9, 21 va 24. Nhitng bénh nhan ding acid zoledronic 4 mg it bi gdy xuong bénh
Iy. Hiéu qua diéu tri chua rd & nhimg bénh nhéan bi ton thuong nguyén bao. Két qua nghién ciru
dugc trinh bay ¢ Bang 1.

Trong nghién ctru thir 2 bao gom céc kh01 u diic ngoai ung thu tién ligt tuyén va ung thu v,
acid zoledronic 4 mg lam glam dang ké ti 1 bénh nhan bi mot bién cb lién quan dén xuong,
kéo dai khoang céch so véi bién ¢ dau tién 16n hon 2 thang, va lam giam ti 1é bénh xwong.
Phén tich da bién cho thiy giam 30,7% nguy co phét trién SREs & nhém acid zoledronic 4 mg
so v6i nhom gia duge. Két qua nghién ciru dugce trinh bay & Bang 2.



Bang 1: K&t qua ngién ctru (Bénh nhén bj ung thu tién liét tuyén dang ding lidu phép hormon)

SRE bt ky (+TIH) Gay xuong* Xa tri xuong
Acid Gia duoc | Acid Gia duoc |Acid Gia duogc
zoledronic zoledronic zoledronic
4 mg 4 mg 4 mg
N 214 208 214 208 214 208
Ti 1& bénh nhéin bj 38 49 17 25 26 33
SREs (%)
p-value 0,028 0,052 0,119
Thoi gian trung binh  [488 321 NR NR NR 640
SRE (ngay)
p-value 0,009 0,020 0,055
Ti 1¢ bénh xuong 0,77 1,47 0,20 0,45 0,42 0,89
p-value 0,005 0,023 0,060
Giam nguy co bi 36 - NA NA NA NA
nhidu bién cb** (%)
p-value 0,002 NA NA

* Bao gdm gdy xuong sdng va khong phéi xuong sdng

*+* Tinh dén tit ca c4c bién cb xuong, tdng sb lugng ciling nhu thoi gian mdi bién ¢ trong subt

thir nghiém
NR khong dat
NA khoéng ap dung

}

Bing 2: -I_{ét qua thir nghiém (khéi u dic ngoai ung thu tién liét tuyén va ung thu vi)

SRE bét ky (+TIH) Gy xuong* Xa tri xuong
Acid Gia dugc |Acid Gia duge [Acid Gia duge
zoledronic zoledronic zoledronic
4 mg 4 mg 4 mg
N 257 250 257 250 257 250
Til¢ bnhnhan bi |39 48 16 22 29 34
SREs (%)
j:-value 0,03% 0,064 0,173
Thdi gian trung binh 236 155 NR NR 424 307




SRE (ngay)

p-value 0,009 0,020 0,079

Ti 1€ bénh xuong 1,74 2,71 0,39 0,63 1,24 1,89
p-value 0,012 | . 0,066 0,099

Giam nguy co bi 30,7 - NA NA NA NA
nhiéu bién cb** (%)

p-value 0,003 NA NA

* Bao gdm gy xuong séng va khdng phai xwong sbng

** Tinh dén tht ca c4c bién cb xuong, tdng sb lugng ciing nhir thei gian mdi bién c6 trong subt
thir nghiém

NR khéng dat

NA khéng dp dung

Trong mot thir nghiém ngau nhién, mu1 d6i pha III thi 3, acid zoledronic 4 mg hodc panudronat
50 mg mdi 3 dén 4 tudn duoc so sanh & nhitng bénh nhin bi da u thy hoéc ung thu va véi it
nhit mot tdn thwong xwong. Két qui cho thiy acid zoledronic 4 mg cé higu qua so voi
pamidronat 90 mg trong phong ngira SREs. Phén tich da bién cho thdy nguy co glam dang ké
khoang 16% & nhimg bénh nhan dang diéu tri bing acid zoledronic 4 mg so véi nhing bénh
nhén ding pamidronat. K&t qua thir nghiém duge trinh bay trong Bdng 3.

Bang 3: Két qua thir nghiém (bénh nhén da u tily va ung thu vi)

SRE bt ky (+TIH) Giy xwong* Xa tri xuong

Acid Pam Acid Pam Acid Pam

zoledronic zoledronic zoledronic

90 mg 90 mg 90 mg

4 mg 4 mg 4 mg
N 561 555 561 555 561 555 .
Ti 16 bénh nhén bj | 48 52 37 39 19 24 i
SREs (%) :
p-value 0,198 0,653 0,037 |
Thoi gian trung 376 356 NR 714 NR NR |
binh SRE (days) !
p-value 0,151 0,672 0,026 |

|

Ti 1& bénh xuong | 1,04 1,39 0,53 0,60 0,47 071 |
p-value 0,084 0,614 0,015 i
Giam nguy co bj |16 - NA NA  [NA NA
da yéu t6** (%) !
p-value 0,030 NA NA .

P




* Bao gfim gy xuong sdng va khéng phai xuong sbng

** Tinh dén tt ca cac bién ¢ xwong, tdng sd luong cling nhur thoi gian mdi bién cb trong sudt
thtr nghiém |

NR khéng dat

NA khong ap dung

Trong mét thir nghiém ¢é kiém chimg gia duge, ngiu nhién, mi d6i & 228 bénh nhén bi ung
thu xwong di can tir ung thu vi nhim dénh gi4 hiu quéa cua acid zoledronic 4mg trén ti 18 bién
c¢b xuwong, dugc tinh toan nhu téng cac bién cb (ngoai trir ting calci huyét va dwoc didu chinh
d6i v6i gy xuong trude d6), chia cho tdng giai doan nguy co. Bénh nhan st dung acid
zoledronic 4 mg hoic gia dirge mdi 4 tudn trong 1 n&m, Bénh nhin dugc phén b déu gifta hai
nhom gia dwge va nhom acid zoledronic.

Ti 18 SRE (sb bién cb/ngudi nam) 1a 0,628 ddi véi acid zoledronic va 1,096 dbi véi gia duoe.
Ti 18 bénh nhan bj it nhét 1 bién c6 lién quan dén xwong (ngoai trir ting calci huyét) 14 29,8% &
nhém diéu trj bing acid zoledronic so véi 49,6% & nhém gia duge (p=0,003). Thoi gian trung
binh. O cudi nghién clru thdi gian trung binh tir lac khoi dau cia SRE dAu tién khéng dat &
nhém didu trj acid zoledronic va bj kéo dai déng k& so véi nhom gia duge (p=0,007). Acid
zoledronic [dm giam nguy co méc SREs 41% trong c4c phan tich da bién (ti sudt nguy co =
0,59, p=0,019) so véi gia duge.

O nhém diéu tri bing acid zoledronic, cai thién gidm dau c¢é ¥ nghia théng k& (sir dung bang
Brief Pain Inventory, BPI) duoc ghi nhén sau 4 tufn va & mdi thoi diém sau d6 trong subt
nghién e, khi so véi gia duge (Hinh 1), Chi s§ dan ciia acid zoledronic ludn thip hon mire co
ban va giam dau di kém v6i xu huéng giam diém trong thang do.

Hinh 1: Thay d6i trung binh so véi chufn theo thang do BPI. Khic biét ¢6 y nghia thong
ké dwgc danh diu (*p<0,05) giita cic nhém diéu tri (acid zoledronic so véi gid duge)
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Két qua thir nghiém [am sang trong didu tri ting calei mau do u 4c tinh (TIH)

Cac nghién ciru lam sang vé& ting calci mau do u 4c tinh (TTH) dd chimg minh I3 acid
zoledronic ¢6 hidu qué 12 do 1am giam calci huyét thanh va bai tiét calci niéu. Trong cc nghién
ctru x4c dinh lidu Pha 1 & nhitng bénh nhin bj TIH tir nhe dén trung binh, liéu ¢6 hiéu qua
duge thir trong khoang 1,2-2,5 mg.

Pé danh gia hidu qua cuiia acid zoledronic 4 mg so véi pamidronat 90 mg, két qua cta hai
nghién ciru cht chét da trung tAm & nhitmg bénh nhan bi TIH dugce két hop trong mdt phén tich
¢6 hoach dinh trudc. Su binh thuéng héa nhanh hon ctia mire calci huyét thanh dat dugc &
ngay thir 4 dbi v6i 8 mg acid zoledronic vi ngay thtr 7 dbi véi 4 mg va 8 mg acid zoledronic.
Ti 1é d4p Ymg sau duge ghi nhén:

Bang 4: Ti I8 ngudi d4p g hoan toan theo ngdy trong cic nghién ctru TIH két hop

Ngay 4 Ngay 7 Ngay 10
Acid zoledronic 4 mg 45,3% (p=0,104) 82,6% (p=0,005)* |88,4% (p=0,002)*
(N=86)
Acid zoledronic 8 mg 55,6% (p=0,021)* 83,3% (p=0,010)* |86,7% (p=0,015)*
(N=90)
Pamidronat 90 mg (N=99) {33,3% 63,6% 69,7%

*p-value so voi pamidronat.

Théi gian trung binh dé binh thudng héa mirc calci huyét 14 4 ngay. Thoi gian trung binh tai
phét (tdng trd lai cua calei huyet thanh di didu chinh albumin =2,9 rnmol/l) 14 30-40 ngay dbi
v6i nhitng bgnh nhén da didu tri bing acid zoledronic so v6i 17 ngay & nhung bénh nhan diéu
tri bing pamidronat 90 mg (p-valuc 0,001 d01 v6i 4 mg va 0,007 dbi véi 8 mg). Khong cé
khéc biét c6 ¥ nghia théng ké giita hai nhom lidu acid zoledronic.

Trong céc thir nghiém 1am sing, 69 bénh nhan tai phat hoic dé khéng trong 1an diéu tri d4u tién
(acid zoledronic 4 mg, 8 mg or pamidronat 90 mg) dugc didu tri lai véi acid zoledronic § mg.
Ti 1¢ dép ung & nhitg bénh nhén nay vao khoang 52%. Vi nhitng bénh nhan nay chi dugce tai
didu tri véi acid zoledronic 8 mg nén khéng cé dir ligu dé so sanh véi nhém acid zoledronic 4
mg.

Trong cac nghién ciru 1dm sang duoc thyc hién ¢ nhitng bénh nhan bji TIH, hd so an todn tong
thé ctia 3 nhém diéu tri (acid zoledronic 4 va 8 mg, va pamidronat 90 mg) twong tu nhau vé
loai va mirc d6 néng.

Nhom bénh nhi

Céc thir nghiém 14m sang trong didu tri bénh xwong thiy tinh & nhém bénh nhi tir 1-17 tudi
Hiéu qua cuta acid zoledronic ding dudng tinh mach trong diéu tri bénh nhi (1-17 tudi) bi bénh
Xuong thuy tinh (loai I, III va IV) duge so vcn pam1dronat dung dudmg tinh mach trong mot
nghién clru ma, ngau nhién, da trung tdm quoc t€ v6i 74 va 76 bénh nhan trong mdi nhém dleu
tri twong tng. Thoi gian didu tri nghién ctu 1a 12 thang, theo sau giai doan tam soat 4-9 tuan
trong giai doan nay bénh nhén sir dung ché pham bd sung calci va vitamin D it nhit 2 tuin.
Trong thir nghiém, nhtmg bénh nhén tir 1-3 tubi sir dung acid zoledronic 0,025 mg/kg (lidu don
t6i da 0,35 mg) mdi 3 thang va nhitng bénh nhén tir 3-17 tudi st dung 0,05 mg/kg acid
zoledronic (liéu don tbi da 0,83 mg) méi 3 thang. M6t nghién ctru md réng dugc thuc hién
nham khao sat tinh an toan trén thén va dai han khi st dung acid zoledronic mét hodc hai 1an
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/nim trong 12 théng diéu trj m& réng & nhitng tré d& hoan tit mot nam didu tri véi acid
zoledronic hodc pamidronat trong nghién ctru chinh.

Tiéu chi chinh cta nghién ciru 1a phin trim thay dbi mat dd khodng héa xwong cot sdng that
Iung (BMD) sau 12 théng didu tri. Hiéu qua didu tri ude tinh trén BMD 14 twong ty, nhung
thiét ké thir nghi¢m chua du manh dé xdc dinh hiéu qua khong thua kém cia acid zoledronic.
Pic biét chua cé bang chimg 18 rang vé hidu qua trén ti 1é gy xwong hoiic gidm dau. Ti I¢ gay
xuong dai cuc ky thip dwgc gh1 nhin khoang 24% (xuong dui) va 14% (xuong bng) & nhom
didu trj acid zoledronic so véi 12% va 5% & nhém bénh nhén bi xuong thiy tinh ngng diéu trj
pamidronat, bt ké loai bénh va nguyén nhin, nhung ti 18 gdy xuong todn b c6 thé so sanh
duge gifra nhom didu tr] acid zoledronic va pamidronat 1a 43% (32/74) so voi 41% (31/76).
Khong thé giai thich cho nguy co gy xwong do thuc té gy xuong 14 bién ¢b thuong xay ra &
nhitng bénh nhin xwong thiy tinh ning nhu 12 mdt phén ciia qua trinh bénh.

Loai phan ung cd hai thuong dugc ghi nhin ¢ nhém bénh nhén nay tuong tu nhu nhing phan
ing & ngudi 1én b khéi u tién trién lién quan dén xuong (xem muc Tdc dung khong mong
mudn). Céc tac dung khong mong mudn duge xép loai theo tan sudt duge trinh bay trong Bang
5. Phén loai théng thudng sau ddy duge sir dung: Rét thudng gip (21/10), Thudng gap (=
1/100 - <1/10), ft gdp (21/1,000 - <1/100), Hiém gap (=1/10,000 - <1/1,000), R4t hiém gip
(<1/10,000), chnra b1et (khéng thé wée lugng duge tir cdc dit lidu cb sén).

Bang 5: Cac tic dung khéng mong mudn ghi nhén duge ¢ nhimg bénh nhi bi xuong thiy tinh!

Roi logn hé than kinh

Thuong gip: Nhirc dau
Roi logn tim
Thudng gip: Nhip tim nhanh

Réi logn hé hip, ngure va trung thit

Thuong gép: Viém miii hong

Ao ’a -
Rai loan tiéu hoa

Rét thudmg giip: Budn nén, 6i

Thudng gép: Pau bung

l(- ~ LY. hY
Réi logn mé lién két va co xuwong

Thudng gip: Pau diu chi, dau khép, dau co xuong

X o b A i . r LY.
Rai logn toan thin va vi tri tiém

Rt thudmg gép: Sbt, mét moi

Thudng gép: Phan tmg giai doan cp, dau

Réi logn chuyén héa

Rét thudng gap: Ha calci mau

Thuong gép: Ha phosphat méu




I'Céac téc dung khdéng mong mubn xay ra voi tin sudt < 5% duogc danh gid vé mat y hoc va cho
théy ring nhing trudng hop nay phi hop véi dir liéu an toan d3 dugc thiét 14p cia acid
zoledronic (xem muc Tdc dung khéng mong muon).

O nhimg bénh nhan bj xuong thily tinh ning, acid zoledronic dwong nhir c6 lién quan dén nguy
co cao hon b phan tng giai doan cép, ha calei méu va nhip tim nhanh khéng giai thich dwgc so
véi pamidronat, nhung sy khéc biét nay gidm di sau nhiing 1an truyén tiép theo.

Co quan Y té Chéu Au khéng bt bude ndp két - qua nghién ciru cua thubc dbi chimg chira acid
zoledronic & tit ¢4 cAc nhom bénh nhi trong diéu tri téng calci do u 4c tinh va phdng ngira cdc
bién ¢b lién quan dén xwong & nhitng bénh nhan bj u tién trién lién quan dén xuong (xem myc
Liéu dimg va cdch dimg).

DUGC PONG HQC

Truyén mot 1dn va truyén nhiéu 1in trong 5 va 15 phut acid zoledronic 2, 4, § va 16 mg & 64
bénh nhin bi di cin xwong cho thay cdc dit liéu dugc ddng hoc sau ddy, ghi nhin l& khong phu
thude lidu.

Sau khi bit déu truyen acid zoledronic, nong d6 huyét tuong cia acid zoledronic tang lén
nhanh chéng, dat nong d6 dinh & cubi dot truyén, sau d6 nhanh chéng gidm xuong < 10% cua
ndng d6 dinh sau 4 gidy va < 1% sau 24 gid, cing v6i thoi gian kéo dai sau d6 nong do rit thip,
khong vugt qué 0,1% trude khi truyén thude 1an thit hai vio ngay thi 28.

Acid zoledronic truyén tinh mach dugc thai trir qua mot qué trinh gbm 3 pha: trong hai pha diu
thuoc biét mét nhanh khoi hé thong tudn hoan, voi thcn gian ban thai tye 0,24 va tyg 1,87 gid,
tlep theo 14 pha thai trir dai véi thoi gian ban thai cudi cling ty, 146 gid. Khong c6 tich Iy
thubc trong huyét tuong sau khi dung da lidu mdi 28 ngay. Acid zoledronic khdng bi chuyén
héa va dugc bai tiét qua thén duoi dang khong dbi. Trong 24 git ddu, 39+ 16% lidu ding duoc
tim thdy trong nudc tiéu, trong khi phan con lai chi yéu lién két v6i md xuong. T md xuong,
acid zoledronic dugc phéng thich rét cham tr& lai hé tudn hoan chung va bai tiét qua than.
Téng thanh thai cua co thé 1a 5,04 + 2,5 l/gio, khéng phu thude lidu ding, va khong anh huéng
béi gidi tinh, tudi, ching téc va trong Iuong co thé. Tang thoi gian truyén tir 5 ¢én 15 phtit lam
giam 30% ndng dd acid zoledronic & cudi dot truyén nhung khong anh hudng trén dién tich
dudi dudmg cong (AUC).

Su bién thién cda cac thong s6 duge dong hoc giffa cde bénh nhéin dbi véi acid zoledronic cao,
tuong tur nhir cac bisphosphonat khac.

Hién chua cé dif Jigu duoc ddng hoc cia acid zoledronic & nhung bénh nhén bi ha calci huyet
hodc suy gan. Acid zoledronic khéng tre ché enzym P450 nguoi in vitro, cho thiy khéng c6 sy
bién ddi sinh hoc va trong cdc nghién citu trén dfng vat <3% lidu diing dugc tim thiy trong
phén, goi ¥ cho thdy vai trd ciia chirc ning gan khong lién quan véi duge déng hoc clia acid
zoledronic.

Thanh thai thin ctia acid zoledronic tuong quan vdi thanh thai creatinin, thanh thai thdn dat
dién cho 75 + 33% cua thanh thai creatinin, cho gid tri trung binh 1a 84 + 29 ml/phit (22-143
ml/phut) & 64 bénh nhan ung thu nghién ctru. Phan tich theo nhém cho thiy dbi véi 1 bénh
nhén ¢ thanh thai creatinin 20 ml/phit (suy thén néng) hodc 50 ml/phit (suy thdn trung binh),
thanh thai acid zoledronic tuong ting du dodn 14 37% hoéc 72% tuong tng ciia bénh nhén cé
thanh thai creatinin 84 ml/phit. Dit liéu dugc dong hoc clia acid zoledronic & nhitng bénh nhén
suy thin ning hién rit han ché (thanh thai creatinin < 30ml/ pht).

' Acid zoledronic khong ¢6 i lyc v6i cac thanh phin té bao cia mdu va gin két voi protein
Thuyét trong thép (khoang 56%) va khéng phu thude vio ndng db cita acid zoledronic.

Cic dbi tirong déc biét
. Bénh nhi
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Dir liéu han ché vé dugc dong hoc ¢ tré em bi xwong thuy tinh ning cho thiy dugc dong hoc
acid zoledronic & tré em 3-17 tudi tuong ty & ngudi lén & cling mire hcu mg/kg. Tubi, trong
lugng co thé, giGi tinh va thanh thai creatinin khong anh huong dén tiép xic acid zoledronic
toan thén.

CHI PINH PIEU TR]

- Ngin ngua céc bién cb lién quan dén xuong (giy xuong bénh ly, chén ép tuy song, chleu Xa

hodc phau thudt xuong, hodc ting calci mau do khdi u) & ngudi 1én bi ung thu tién trién lién
quan dén xuong.

- Didu trj tang calci mau do khéi u & nguoi 16n (TIH).
LIEU DUNG VA CACH DUNG

Acid zoledronic chi dugc ké don va sir dung cho bénh nhén béi céac chuyén gia y té ¢6 kinh
nghi¢m trong vigc sir dung cac thuéc nhém b1sphosphonat duorng tinh mach. Bénh nhan dang
diéu tri véi acid zoledronic nén duoc cung cdp to huéng dén sir dung va thé nhic nhé bénh
nhan.

Liéu ding

Ngiin ngira cdc bién ¢é lién quan dén xuong & bénh nhén bi ung thu tién trién lién quan dén
xuong

Ngueoi lon va nguoi gia

L1eu khuyen céo trong phong ngtra cac bién cb lién quan dén xuong & bénh nhan bi ung thu
tién trién lién quan dén xwong la 4 mg acid zoledronic méi 3-4 tuln.

Bénh nhén nén udng vién bd sung 500 mg calci va 400 IU vitamin D hang ngay.

Cén cin nhic quyét dmh diéu tri bénh nhan bi ung thu xuong nhim ngan ngira c4c bién cb lién
quan dén xwong vi thubc chi bt d4u c6 tac dung sau 2-3 thang.

Diéu tri TIH

Nguwoi lon va nguoi gia

Lidu khuyén cdo trong diéu tri tang calci mau (calci méu da diéu chinh theo albumin =12
mg/dl hodc 3,0 mmol/l) 1a mét lieu don 4 mg acid zoledronic.

Suy thdn

TIH:

Nén cén nhic danh gia nguy co va loi ich khi diéu tri acid zoledronic & nhitng bénh nhan TIH
kém suy than. Trong cdc nghién cru lam sang, bénh nhén c6 creatinin huyét thanh > 400
umol/l hodc > 4,5 mg/dl bi loai trir ra. Khong cin diéu chinh liéu dung & bénh nhan TIH ¢6
creatinin huyét thanh < 400 umol/l hodc < 4,5 mg/dl (xem muc Canh bdo ddc biét va thdn
trong khi ding thuoc).

Ngdin ngira cdc bién cé lién quan dén xuong & bénh nhdn bi ung thu tién trién lién quan dén
xXuong:

Nén xac dinh creatinin huyét thanh va thanh thai creatinin (CLer) khi bit dau diéu tri bang acid
zoledronic & bénh nhan bj da u tiy hoic tén thuong xwong di cin tir khéi u dic. CLer dugc
tinh tir creatinin huyét thanh sir dung cong thic Cockeroft-Gault. Khong khuyen cdo dung
acid zoledronic cho bénh nhén bi suy thdn ning (CLcr < 30 ml/phut) trudce khi bat dau dleu tri.
Trong céac thir nghiém ldm sang véi acid zoledronic, nhitmg bénh nhéan c6 creatinin huyét thanh
> 265 umol/l hodc > 3,0 mg/dl bj loai trir ra.

Nhitng b¢nh nhén bi ung thu xuong kém suy than nhe dén trung binh (CLcr 30-60 ml/phit)
trude khi didu tri, liéu khuyén cdo sir dung nhu sau (xem muc Canh bdo ddc biét va than trong

khi ding thuéc):
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Thanh thai Creatinin (ml/min) Liéu khnyén cao acid zoledronic*
> 60 4,0 mg acid zoledronic

50-60 3,5 mg* acid zoledronic

40-49 3,3 mg* acid zoledronic

30-39 3,0 mg* acid zoledronic

* Lleu da duoc tinh toan véi gia thiét AUC cubi cung 1a 0,66 (mgehr/l) (CLer=75 ml/phut).
Liéu da giam cho bénh nhan bi suy than dugc tinh nham dat gia tri AUC nhu & bénh nhan cé
thanh thai creatinin 75 ml/phut.

Sau khi bt d.:?lu diéu'tri, nén diéu chinh creatinin huyét thanh truée mdi liéu acid zoledronic va
nén ngung diéu tri néu chirc ning than suy yéu. Trong céc thir nghi¢ém 14m sang, suy chirc ning
than dugc xac dinh nhu sau:

- Dbi v6i nhimg bénh nhén ¢6 mirc creatinin huyét thanh binh thuong (< 1,4 mg/dl hodc < 124
umol/l), tang 0,5 mg/dl hodc 44 pmol/l;

- Déi voi nhitng bénh nhédn c¢6 muc creatinin bit thuong (> 1,4 mg/dl hodc > 124 pumol/l),
tang 1,0 mg/dl hodc 88 pmol/l.

Trong céc thir nghiém 14m sang, chi sir dung lai acid zoledronic khi mitc creatinin tr& vé trong

vong 10% cua gié tri co ban (xem muc Canh bdo ddc biét va than trong khi dung thuéc). Nén
bt dau st dung acid zoledronic tré lai véi lidu giéng nhu trude khi ngung didu tri.

Nhom bénh nhi

Tinh an toan va hiéu qua cua acid zoledronic & tré em 1-17 tudi chua dugc xac dinh. Céc dit
liéu hién c6 duge mo ta trong muc Cdnh bdo ddc biét va than trong khi ding thuéc va Duoc
Iiee hoc nhung khong c6 khuyén céo vé liéu dung.

Cach dung
Dung duong tinh mach.

Acid zoledronic 4 mg dung dich dam dic pha tiém truyén, dugc pha lodng trong 100 ml (xem
muc Thdn trong ddc biét khi loai b6 va xik 1) nén dugce truyén tinh mach chim trong it nhat 15
phut.

Nhirng bénh nhén suy than tir nhe dén trung binh, nén giam lidu acid zoledronic (xem muc
Liéu ding).

Hudéng din céch chudn bi lidu acid zoledronic giam

Rut thé tich twong mg cta dung dich ddm dic cin, nhu 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

Pha lodng dung dich dém dac da rat trong 100 ml Natri clorid 0,9% (w/v) v6 trung hodc dung
dich glucose 5% (w/v). Liéu dung phai dugc truyén tinh mach mét lan duy nhat trong khong it
hon 15 phut.

Khéng duge tron dung dich ddm déc acid zoledronic véz calci hoge céc dung dich truyén chira
cation héa tri Il nhu dung dich Ringer lactat, va nén truyén trong dwdmg truyén riéng.
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Bénh nhén can dugc cung cip di nude trude va sau khi truyén acid zoledronic.

Hudng dén pha lodng thuée trieée khi dung, xem muc Than trong ddc biét khi loai bo va xut [i.
CHONG CHI PINH

Bénh nhén qua mén véi acid zoledronic, cac bisphosphonat khac hodc bat ky ta dugc nao.
Phu nir cho con bt (xem muc Kha nang sinh san, Phu nit mang thai va cho con bu)

CANH BAO PAC BIET VA THAN TRONG KHI DUNG

Thén trong chung

Phai danh gi4 bénh nhén truée khi sir dung acid zoledronic dé dam bao ho duoc cung cép du
nudce.

Tranh thira nuée ¢ nhitng bénh nhéan c6 nguy co suy tim.

Céc thong s chuyén hoa lién quan dén tang calci mau nhu la nong do calci, phosphat va
magnesi huyét thanh nén dugc theo ddi cdn than sau khi bat du diéu trj acid zoledronic. Néu
xdy ra ha calci méu, ha phosphat mau, hodc ha magnesi mau, li¢u phap b sung ngin han co
thé cén thlet Nhing bénh nhén tang calci méu khong diéu trj thudng bi suy than, do dé cén
theo di cén thén chirc nang than.

Nhimng trudng hop ha calci méu niang can nhép vién da duoc ghi nhan. Trong vai truémg hop,
¢6 thé gip ha calm mau de doa tinh mang.

Dung dich truyén acid zoledronic 4 mg/5 ml chira ciing hoat chét nhu céc san pham acid
zoledromc dung trong chi dinh lodng xuong. Nhitng bénh nhan dang duge diéu tri véi dung
dich truyén acid zoledromc 4 mg/S ml khéng duoe dung céc ché pham chira acid zoledronic
khéc, hodc dung ddng thoi véi cac bisphosphonat khéc, do hiéu qua két hop ciia nhimg tac
nhéin nay hién chua dugc biét,

Thube chira it hon 1 mmol natri (23 mg)/lo, va vé co ban duoc coi nhu 13 hoan toan khong ¢é
natri.

Suy than
Bénh nhén bj TIH véi bing chimg suy thin nén dugc danh gia can nhic ky xem loi ich cua
diéu trj acid zoledronic ¢6 vuot trdi so véi nguy co c6 thé xay ra.

Cén cn nhéc khi quyét dinh diéu tri bénh nhn ung thu xwong nhim ngan ngira cac bién cb
lién quan dén xuong do thude chi c6 hiéu qua diéu tri sau 2-3 thang.

Acid zoledronic ¢6 lién quan dén cac béo cao vé suy chirc ndng than. Nhing yéu td ¢6 thé lam
ting kha néng suy chirc ning thin bao gém mét nudc, suy thin tru'crc do, da vong cua acid
zoledronic va céc blsphosphonat khéc cling nhu su dung céc thubc doc than. Trong khi d6
nguy co giam di vai lidu acid zoledronic 4 mg du'qc truyen trén 15 phut, suy chirc nang thén
van c6 thé xay ra. Suy chirc ning thén, tién trién dén suy than va thAm phén than di dugc ghi
nhdn ¢ nhitng bénh nhan sau khi dung lidu khoi dau hodic mdt lidu don acid zoledronic. Tang
creatinin huyét thanh cfing xay ra & vai bénh nhin dung acid zoledronic lau dai & liéu khuyén
c40 nhdm ngin ngira cac bién ¢b lién quan dén xwong, méc du khong thuong xuyén.

Nén danh gid mirc creatinin huyét thanh ctia bénh nhén truéc mdi liéu acid zoledronic. Khi bét
dau diéu tri cho bénh nhan ung thu xwong kém suy than nhe dén trung binh, khuyén céo dung
liéu thdp acid zoledronic. Nén ngung sir dung acid zoledronic & nhimg bénh nhan c6 bing
chimg cho thdy suy giam chirc ning than trong qua trinh diéu tri. Chi st dung acid zoledronic
trd lai khi mirc creatinin huyét thanh nim trong giéi han 10% ctia chi s6 binh thudng (xem muyc
Liéu ding va cdch dimg). Nén bit dau acid zoledronic trd lai véi liéu nhu trude khi ngung diéu
tri.

V& nhitng anh hudng c6 thé c6 cia bisphosphonat, ké ca acid zoledronic trén chirc nang than,
thiéu dit liéu an toan 14m sang & nhimg bénh nhan bi suy than nang (trong céc thir nghiém lim
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sang dugc xéc dinh nhu sau creatinin huyét thanh 2400 pmol/l hodc 4,5 mg/dl d6i véi bénh
nhan TIH, va 2265 pmol/l hodc 23,0 mg/dl d6i véi bénh nhan bi ung thu va ung thu xuong)
va chi c6 dir liu duge dong hoc han ché & bi suy than ning (thanh thai creatinin < 30 ml/pht),
khong khuyén céo sir dung acid zoledronic cho bénh nhan suy thén nang.

Suy gan
Do c¢6 rat it dir liéu lam sang & nhém bénh nhan suy gan ning, khéng ¢ khuyén céo dic biét
nao cho nhém bénh nhan nay.

Hoai tir xuong ham

Hoai tir xuong ham (ONJ) dé duoc ghi nhin xay ra khong thuong xuyén trong céc thir nghiém

lam sang va khi luu hanh ¢ nhimg bénh nhén dang diéu tri voi acid zoledronic.

Bét ddu diéu tri hodc dot diéu tri nén hoin lai ¢ nhing bénh nhén bj ton thuong mé mém hé

chua lanh & miéng, trir khi trong nhiing tinh huong cap ciru. Nén céan nhéc khdm rang clng véi

céc bign phdp phong ngira thich hop trudce khi dicu tri voi bisphosphonat ¢ nhitng bénh nhén

cé cac yeu t6 nguy co dong thoi.

Nhing yéu té nguy co sau nén dugc can nhic khi dénh gia nguy co phat trién ONJ ctia mdi

nguoi:

- Hiéu lyc cua bisphosphonat (nguy co cao hon ddi véi céc chit co hoat tinh cao), dudng ding
(nguy co cao hon khi dung dudng tlem) va lidu tich liy bisphosphonat.

- Ung thu, céc bénh khac di kém (nhu thiéu mau, bénh méau déng, nhiém khuén), hit thube

- Céc tri liéu dong thoi: hoa tri, uc ché tao mach (xem muc Twong tdc voi cdc thuée khdc va

cdc dang twong tdc khdc) xa tri dau va cd, corticosteroid.

- Tién st bénh v& ring, vé sinh ring miéng kém, bénh quanh ring, phiu thut ring xam lan (vi
du nhé ring) va ring gia khong phi hop.

Nén khuyén khich tit ca bénh nhan duy tri vé sinh ring miéng tot, kiém tra rang dinh ky va béo
céo ngay khi c6 bét ky triéu chimg nao & miéng nhu bénh réng, dau hodc sung, hodc dau khong
chita khoi hodc chay mii trong thoi gian diéu tri v6i acid zoledronic.

Trong luc diéu trj, phau thuat nha khoa x4m l4n chi duoc thuc hién sau khi can nhéc cén than
va trdnh thuc hién c4n véi diéu tri acid zoledronic. D6i véi nhitng bénh nhén bi hoai tir xuong
ham trong khi diéu tri bisphosphonat, phiu thuat c6 thé 1am ning thém tinh trang hoai tur
xuong ham. Nhimg bénh nhan can phiu thudt nha khoa, chua c¢6 du dir lidu cho thdy ngung
diéu tri bisphosphonat lam giam nguy co bj hoai tir xwong ham. Ké hoach kiém soat d6i véi
nhitng bénh nhan c6 kha niing hoai tir xwong ham nén duge thiét lap dua trén sy phdi hop chit
che giira béc si diéu tri va mQt nha si hogic bac si phau thudt chuyén vé hoai tir xwong ham. Nén
can nhéc tam thoi ngimg diéu tri acid zoledronic cho dén khi tinh trang bénh dugc giai quyét
va cdc yéu td nguy co giam bét khi c6 thé.

Dau co xuong

Theo kinh nghiém, dau co va /hodc dau khdp va dau xwong déi khi mét kha ning va ning
thuong duoc ghi nhan & nhitng bg¢nh nhan dang dung acid zoledronic. Tuy nhién, nhimg béao
céo nhu v@y khong thuong xuyén. Thoi gian xuét hién triéu chtmg bién dbi tir 1 ngay dén vai
thang sau khi bit ddu diéu tri. Hau hét bénh nhan trig¢u chimg giam di khi ngimg diéu tri. Mot
nhém nho nhitng bénh nhan nay tai phét cac triéu ching khi sir dung lai thubc d6 hozc mot
bisphosphonat khac.

Gay xuong dii khong dién hinh

bi co cac bdo cdo vé gy dudi miu chuyen va thén xuong dui khong dién hinh trén bénh nhan
duge diéu tri bang bisphosphonat, chu _yeéu & nhimg bénh nhan diéu trj lau dai bénh lodng
xuong. Gay ngang xwong hodc Xién ngan ¢6 thé xay ra bat ky noi nao doc theo xuong dui tir
dudi mau chuyén nho dén trén 15i ciu xwong dui. Nhirng chd gy xuong nay Xdy ra sau chin

thuong rét nhe hoic khong c6 chan thuong va mot so bénh nhén chi bi dau bap dui hodc dau
hang, thudong kém nhimmg dic diém hinh anh cua gdy xuong dong vai tuan hoiic vai thang trude
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khi bi géy xwong dui hoan toan. Gy xuong thudng & hai bén; vi thé can kiém tra xwong dui
bén dbi dién & nhung bénh nhan diéu tri bing bisphosphonat da gay than xuong dui mdt bén.
P43 c6 céc bdo cdo vé viée kho chita lanh cac chd gay xuong nay. Can xem xét ngung diéu tri
blsphosphonat & nhitng bénh nhan nghi ngd c6 gdy xuong dui khong dién hinh, dya trén danh
gid loi ich - rii ro & tu’ng ca nhén.

Trong qué trinh diéu trj véi bisphosphonat, bénh nhan nén duoc tu vin dé théng bao bt ky
triéu chimg dau & bip dui, hong hodc héng va bat ky bénh nhén nao cé biéu hién cac triéu
chimg nhu vdy phai dugc danh gia nhu mét truong hop gy xwong dui khong hoan toan.

TUONG TAC VOI CAC THUOC KHAC VA CAC DANG TUONG TAC KHAC

Trong cac nghién ctru lam sang, acid zoledronic dugc dung phdi hop véi cac thude thuong
dung chira ung thu, thudc loi niéu, kha’mg sinh va thudc giam dau ma khong thiy c6 tuong tac
rd rang xay ra. Acid zoledronic khong két hop véi protein huyét twong 1 rang va trong in vitro
khong (rc ché enzym P450 trén ngudi (xem muc Duwoce dong hoc), nhung chua ¢ nghién ciru
twong tic lam sang chinh thirc dugc thuc hién.

Can than trong khi dung bxsphosphonat cung khéng sinh aminoglycosid, vi 2 loai thuoc nay c6
tac dung hi¢p dong, 1am giam nong do calci trong huyét thanh kéo dai qua thoi han can thiét.
Ciing cén thén trong khi dung acid zoledronic véi nhu’ng thuoc ¢6 ddc tinh vi than. Can cha y
dén kha nang giam magnesi méau xay ra trong thoi gian diéu tri.

Véi bénh nhin da u tuy, nguy co roi loan chirc ning thén co thé tang 1én khi acid zoledronic
dugc dung phm hop vai thalidomid.

Cac b4o céo vé hoai tir xwong ham d& dugc ghi nhdn & nhitng bénh nhén diéu tri voi acid
zoledronic phdi hop véi céc thudc khang tan tao mach.

KHA NANG SINH SAN, PHU NU MANG THAI VA CHO CON BU

Phu nit mang thai

Khong co day du thong tin vé viée dung acid zoledronic & phu nit mang thai. Cac nghlen clru
trén dong vét voi acid zoledronic cho thdy c6 doc tinh sinh san. Chua rd nguy co tiém an doi
véi con nguoi. Khong nén dung acid zoledronic trong thai ky.

Phu ni¥ cho con bu

Chua o acid zoledronic c6 bai tiét vao sita me hay khong. Chéng chi dinh ding acid
zoledronic & phu nit cho con bu (xem myc Chong chi dinh).

Kha ning sinh san

Acid zoledronic dugc dénh gia c6 kha nang gdy tac dung khong mong mudn dbi v6i kha ning
sinh san ctia cha me va thé hé F1 & chudt cong. Vige gdy tac dung dugc ly qua murc cua acid
zoledronic dugc coi 1a ¢6 lién quan dén su e ché hip thu calci cua xuong, dan dén ha calci
méu & thang cudi ciia thoi ky mang thai hodc vai thang dau sau khi sinh — mot anh hudng cua
nhém blsphosphonat dé kho va két thiic sém nghién ctru. Do d6, nhitng tac dung khong mong
mudn nay ngin viéc xdc dinh anh hudng cubi ciing cta acid zoledronic 1én kha néng sinh san &
nguoi.

ANH HUGNG TREN KHA NANG LAI XE VA VAN HANH MAY MOC

Phan (mg khong mong muén cta thudc nhu chéng mit va budn ngu, cé thé anh huong dén kha
ning l4i xe hodc van hanh méy méc; do d6 nén thén trong khi dung acid zoledronic khi dang
lai xe va van hanh may moc.

TAC DUNG KHONG MONG MUON

Tém tét hd so vé an toan

Trong vong ba ngay sau khi dung acid zoledronic 4 mg, dé c6 béo céo thuong gap vé mdt phan
Umg giai doan cap tinh, vdi cac tri¢u chimg bao gdm dau xuong, sot, mét méi, dau khép, dau
co va 6n lanh, céc trigu chimg nay thuong hét trong vong mot vai ngay (xem M@ ta cac phan

ung bét lgi duoc chon).
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Sau day la cac phan Umng bét 1¢i nghiém trong ctia thubc da dugce bao cdo & bénh nhan diéu tri
bing acid zoledronic 4 mg trong céc chi dinh da duoc phé duyét 1a: suy giam chirc néng than,
hoai tir xuong hém Phan ung giai doan ¢ Kp giam calci mau, phan tmg bét loi & mat, rung nhi,
sbc phan vé. Tan suat clia mdi phan g bét loi nay dugc trinh bay & Bang 6.

Bang liét ké cdc phan ting ¢ hai cua thuéc

Céc tac dung khong mong mudn sau ddy, duoc liét ké & Béng 6, duoc théng ké tir cac nghién
ctru lam sang va béo cdo sau khi diéu tri 1au dai chu yéu véi acid zoledronic 4 mg:

Bing 6

Céc téc dung phu dugc sép xép theo tan sut, trude hét 1 thuong gap nhét, cin cr vao quy udce
sau ddy: Rét thuong gip (> 1/10), thutmg gip (= 1/100, < 1/10), it gép (= 1/1.000, < 1/100),
hiém gip (> 1/10.000, < 1/1.000), rat hiém gap (< 1/10.000), khéng rd ty 1& (khong thé tinh

dugc tir cac dir lidu c6 sin).

Roi logn mdu va h¢ bach h uyét
Thuong gap: Thiéu méu
t gap: Giam tiéu cdu, giam bach ciu
Hiém gap: Giam toan thé huyét cau
Réi logn hé mién dich
it gap: Phan ‘mg qui min
Hiém gap: Phu mach than kinh
Réi loan tam thin
ft gap: Lo 4u, ri loan gide ngt
Hiém gap: Lu l4n
Réi logn hé than kinh
Thuong gép: Nhirc dau
ft gép: Choang vang, di cam, rbi loan vi giac, giam
xuc giac, run, budn ngu
Réi logn miit
Thudng géip: Viém két mac
ft gap: Mo mit, viém cung mac, viém & mét
Rét hiém: Viém mang mach nho, viém thugng cing
mac
Roi loan tim
it gap: Téng huyet ép, ha huyet ap, rung nh, ha
huyét ap din dén ngt xiu hoc truy tudn
hoan
Hiém gap: Nhip tim cham
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Réi logn hé hép, trung thit va nguc

it gap:

Khé thd, ho, co thit phé quan

Hiém gap:

Bénh phoi mo ké

‘. L) r
Roi logn tiéu héa

Thudng gip:

Budn nén, nén, chéan an

ft gap:

Tiéu chay, tdo bon, dau bung, kho tiéu, viém
miéng, kho miéng

Roi logn da va mé dwéi da

it gap:

Ngira, phét ban (bao gdm ban do va ban
dat), tang tiét md hoi

Réi logn mé lien két va co xuong

Thuong gép:

DPau xuong, dau co, dau khop, dau toan than

ft gap:

Pau co, hoai tir xwong ham

Rdi logn thin va tiét ni¢u

Thuong gép:

Suy than

it gap:

Suy than cip, tiéu ra méu, protein niéu.

R&i logn toan thin va tai ché tiém

Thudng gip: Sét, hoi chung gidng cim (bao gom: mét
moi, rét run, khé chiu, do bimg mat)
it gap: Suy nhugc, phu ngoai bién, phan (g tai chd

tiém (bao gdm: dau, kich u'ng, sung, cung
chd tiém), dau ngue, téng thé trong, phan
{mg phan vé&/ sbc, ndi mé day

Réi logn chuyén héa

Rat thuong gip: Giam phosphat méu

Thuong gip: Téng creatinin va uré trong mau, giam calci
mau

it gap: Giam magnesi méau, giam kali mau.

Hiém gap: Téang kali mau, tdng natri mau

M3 ta céc phén tmg c6 hai dién hinh
Suy chikc ndng thdn

Acid zoledronic 4 mg c6 lién quan dén céc bao cdo suy chirc ning than. Trong mdt phan tich
g0p dir liéu an toan tir cac thir nghiém dang ky cua acid zoledronic nhim ngin nglra cac bién
¢6 lién quan dén xuong & nhimg bénh nhan ung thu tién trién lién quan dén xuong, tin sudt ctia
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céc bién cd suy chic nang than bj nghi ngd 1a c6 lién quan dén acid zoledronic (phan img c6
hai) la nhu sau: da u tuy (3,2%), ung thu tuyen tién liét (3,1%), ung thu vi (4,3%), cac khoi u o
ph01 vacacu rén khac (3,2%). Céc yéu to co thé lam ting kha ning hu hai chirc ning than bao
gbém mat nudc, trude d6 da bi suy than, dleu tri nhiéu dot bing acid zoledronic 4 mg hodc cac
blsphosphonat khac, cling nhu str dung dong thoi cac thude gdy doc than hogc truyén voi thoi
gian ngan hon so véi khuyén cdo. Suy giam chirc ning thén, tién trlen din den suy than va loc
mau di dugc bao cao & nhitng bénh nhén sau khi ding lidu khoi ddu hodc liéu duy nhét acid
zoledronic 4 mg (xem muc Cdnh bdo ddc biét va thdn trong khi ding thuéc).

Hoai tir xuong ham

Hoai tr Xuong ham (ONJ) da duge bao cdo chi yéu & bénh nhan bi ung thu, diéu trj bing cac
thudc e ché huy xuong nhu acid zoledronic (xem muc Canh bdo ddc biét va thdn trong khi
dung thuoc) Nhiéu bénh nhan trong s6 nay dang héa tri va dung corticoid va cd déau hiédu
nhiém khuén tai chd, bao gém viém _Xuong-tuy. Phén Ién céc béo cdo ké dén cac bénh nhin
ung thu sau khi nh6 rang hodc cc phiu thudt nha khoa khac.

Rung nhi
Trong mét thir nghiém c6 kiém soat kéo dai 3 nam, ngdu nhién, mii d6i dé danh gié tinh hiéu

qua va an toan cua acid zoledronic 5 mg dung 1 lAn/nam so sénh véi gia duge trong diéu tri
lodng xuong sau man kinh (PMO), ty 1¢ tong thé cua rung nhi la 2,5% (96 trong s6 3.862) &
bénh nhén ding acid zoledronic 5 mg va 1,9% (75 trong s0 3.852) & bénh nhén dung gia dugc.
Ty I¢ tic dung phu rung nhi nang la 1,3% (51 trong s6 3.862) & bénh nhan dung acid
zoledronic 5 mg va 0,6% (22 trong sé 3.852) & bénh nhén dung gia duge. Sy mét can bang
dugce quan sat thay trong nghién ctru nay khong quan sét thdy trong cac thir nghxe;m khac véi
acid zoledronic, ké ca nhlrng tha nghjf;m v6i acid zoledronic 4 mg mdi 3 dén 4 tuén trén bénh
nhan ung thu. Van chua biét co ché gay ting ty 1& rung nhi chi ¢6 riéng trong thir nghiém lam
sang nay.

Phan ung giai doan ca'D

Phan mg giai doan cép tinh 12 mot tap hop nhiéu triéu chimg gbm c6 sbt, dau co, nhirc dau
dau chi, budn nén, ndn, tiéu chay va dau khép. Thoi glan khoi phét la < 3 ngay sau khi truyen
acid zoledronic 4 mg, va phan tng nay ciing duoc goi bing thuat ngir triéu chimg “gidng cim”

(flu-like) hodic “hdu lidu” (post-dose).

Gay xuong dui khong dién hinh

Trong suot qua trinh sur dung thude, cac phan tmg sau day da dugc bao cao (hrem) gdy dudi
méu chuyén va than xwong dui khong dién hinh (phan tng khéng mong mudn cua nhoém
bisphosphonat).

Cdc phdn teng c6 hai lién quan dén ha calci huyét

Ha calci huyét 1a mdt nguy co quan trong da dugc xac dinh v6i acid zoledronic trong cac chi
dinh da dugc duyét. Dya trén tong két cua ca thir nghi¢m lam sang va céc truong hqp sau luu
hanh, c6 du bing chimg hd trg m01 lién quan gitta diéu tri acid zoledronic, bién c6 ha calci
huyét dd dugc ghi nhén va phat trién thi phat cia chung loan nhip tim. Hon nita, ¢4 bang
chimg vé méi lién quan giita ha calei huyét va cac bién c6 than kinh thir phat dugc ghi nhén
trong nhimg truong hgp nay bao gdm dong kinh, giam cam giac va co cimg co (xem myc Canh
bdo ddc biét va than trong khi ding).

Bdo cdo phan vmg ¢6 hai

Bédo cdo phan tmg ¢6 hai cua thudc sau khi cho phép luu hanh rét quan trong. Giup theo ddi
lién tuc c4n bing nguy co/ loi ich cua thuoc Céc chuyén gia y té phai bdo céo bat ky phan tmg
¢6 hai nao thong qua hé théng bao cdo quc gia.

* Thong bdo che bdc si nhitng tic dung khong mong mudn gap phai khi ding thubc.
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QUA LIEU

Kinh nghi¢ém lam sang vé qué lidu acid zoledronic cdp tinh con han che Viéc nham lan khi
dung acid zoledronic lidu len t6i 48 mg da duge bao cdo. Can theo ddi cn than nhimg bénh
nhén dung litu cao hon lidu khuyen cdo (xem muc Liéu dung va cdch ding), vi da c6 bio cio
vé suy chirc nang than (bao gom suy thén) va bit thudng vé céc chét dién glal trong huyét
thanh (bao gom calci, phospho va magnesi). Trong truong hop ha calci mau, nén truyén calci
gluconat khi c6 chi dinh lam sang.

TUONG KY

Khong pha tron dugc phim nay véi céc loai thube khac ngoai trir nhimg thude ghi trong muc
Thdn trong ddc biét khi logi bo va xir li.

Khéng dugc pha tron acid zoledronic véi céc dung d;ch truyen chira calci hodc cation hoa tri
hai, nhu dung dich Lactated Ringer, va phai truyén bing dudng truyén riéng khong chung véi
céc thude khac.

THAN TRONG DAC BIET KHI LOAI BO VA XU Li

Phai tudn tha céc blen phép vo tring trong qua trinh chuén bj dich truycn Chi diing mét lan
duy nhét. Chi sir dung khi dung dich trong su6t, khong mau va khong cé tiéu phan la.

Trudce khi dung, phai pha lodng 5,0 ml acid zoledronic dém dc trong lo hodc luong rit ra cua
dung dich dam dac voi 100 ml dung dich tiém truyén khong co calci (dung dich natri clorid 9
mg/ml (0,9%) va dung dich glucose 50 mg/ml (5%)). Néu bao quan lanh, phai dé dung dich tré
vé nhiét do phong trudce khi sir dung.

Céc nghién ctru sir dung chai thuy tinh ciing nhu céac loai tui nhya chira dich truyen khac va
day truyén dich lam tir polyvinylclorid, polyethylen va polypropylen (da lam diy bing dung
dich natri clorid 0,9% kl/tt hodc dung dich glucose 5% kl/tt), khong cho thay twong ky véi acid
zoledronic.

Phin con lai sau khi ding cta thude hodc chat thai phai duge loai bd theo nhu quy dinh cua dia
phuong.

BAO QUAN: Bao quan dudi 30°C. Khéng déng lanh.

HAN DUNG: 36 théng ke tir ngay san XUat.

Sau khi pha lodng: Do 6n dinh vé mat ly hoa trong qua trinh sir dung da dugc chung minh.
Dung dich acid zoledronic o bn dinh trong 24 git & nhiét dd 2°C — 8°C sau khi pha lodng trong
100 ml dung dich natri clorid 9 mg/ml (0,9%) hodc dung dich glucose 50 mg/ml (5%).

X¢ét vé mat vi sinh, nén st dung ngay thuoc da pha loang trir khi phu'orng phap mo va pha loing
loai trir duge nguy co nhidm khuin. Néu khong st dung ngay, viéc luu trit chd sir dung va céc
didu kién bao quan khac thudc trach nhiém ngudi sir dung.

* Khéng ding thudc hét han sir dung.

PONG GOI

Hop 1 lo, 4 lo hodc 10 lo.

Lo: lo nhya 5 ml lam tir polymer trong sudt, khong mau véi nit cao su bromobutyl phu
fluoropolymer, nap nhém va day kéo nhya.

Nha sin xuét va Chi s& hiru Giéy phép luu hanh:
DEMO S.A. PHARMACEUTICAL INDUSTRY
21 km National Road Athens-Lamia, 14568 Krioneri, Athens, Hy Lap

Nha phén phoi:
CONG TY TNHH BiNH VIET PUC (BIVID CO., LTD.) TR
62/36 Truong Céng DPinh, Phuong 14, Quén Tén Bmh Tp. HO Chi tinh. - "24%
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