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ri bling gid duorc. Céc tnsimg hop hogi il xurang
ham i quan 0n vibe sir dyng acid zoledronic 48
Nl o i bong s

banh nhain trong b ndy cd dby higu nhibm
Khudn \gi chd bao gbm cd vibm tily xirong, v da sb
b0 0 6b cip dbn bnh nhdn ung thir sau khi thd
riing hodc cive phiu thudt kidic vi ring. Hogi tr
xuong hdm o6 nhiu ybu 1 nguy co 8 duge ghi
nhin bao gbm chiin Godn ung iy, didu i ddng thdi
(vl du hoa i, thubc chdng sinh mach, x9 b
corticosteroid) vi cic bénh phdi hop (vi dy by
miu, bnh d8ng mau, nhidm khudn, bénh v ring 0
tre). Mie dir mii quan b nhiin qud cha BUge
xéc dinh, chn thin trong trinh phdy thudl ring
migng vi sy hdi phyc o6 thd bl kéo dai (xem phdn
CANH BAO VA THAN TRONG)
Trong thir nghiém HORIZON-PET mé ring
& 2.456 bnh nhan (TT, 48 xéc thn hai g hop
hoai tr xuemg ham. mt & nhém ding Adiasta trong
b giai doan clru chinh v md rng (e ld s
dyng Adlasta thng cing 6 ndm), va mdt & nhom
binh nhin 6ung gid dugc trong giai dogn nghidn
ol chinh vé dung Aclasta trong guai dogn md ring
(e 1 dng Aclasta bong 3 ndm). C4 hai bnh nhn
Sbu c b 5i2 vl sinh ring midng kém va dbu 08
e 1A hodn todn
Trong i nghm HORIZON-RFT, didu Ir loling
xuromg & nam @i v didu Irj vk phong ngura loding
mmmmmmmmm
hoa tlr xrong ham.

nhi
Trong mit thir nghkm 3 ndm tréin phy nd* mén kinh
bj loding xurang (Horizon PFT), ¥ 1§ mér méc todn b
cua it il o bidn cd bt igf rung nhil 1d 25%
(96 trén 3,862 boh nhiin) & nhom ding Ackasta 5o
vOr 1,9% (75 tréin 3.852 bénh nhiin) & nhom ding
gid duge. TT I b b o bt ko1 rung nhi nghidim
trong i 1,3% (51 frén 3 862 bdnh nhdn) & ahdm
ding Aclasta, 0 vo1 0,6% (22 trén 3.852 bénh nhdn)
& nhém dung gl duge. Co chi thit sy ang i 9
rung nhi chua durgre bidt r8. Sy khic bit duge

Trong thix nghibm HORIZON-PFT ma ring, i ) méd
mdc b o8 bt i rung nhi ié 3.4%
(21 trén 513 binh nhin) & nhbm binh nhin ding
Aciasta rong ch g doan nghuén ciru chinh vi mb
rong (ir 14 ding Aclasta téng cing 6 ndm) so
i 2.1%:(13 irén 616 binh nhdn & nhom ding
Aclasta trong giai dogn nghién clru chinh (nghia
duge frong gl
(Gogn md ing. Ti 4 budn o bét igi rung nhi nghiém
trong lé 2% (12 trdn 613 binh nhiin) & nhdm binh
nhiin dlng Adasta § ndim so v 1 1%
(7 W 616 bieh nhdn) & nhom ding Adasta 3 ném
thea $3u bin 3 ndm ding g duwe. Sif khic beit ndy
khéing cb § nghia Iéng ké
Céc phin img bit igi bio cio lyy phit sau khi
thudc Suge s hanh
Céc phdin img bt igx sau duge irich iy & iy sau
ki Aciasta dugc huu hanh i thi trudng, ihing qus
8¢ b0 c40 iy phi v frong y viln. Vi e phin &
ndy dugre bio clo mii cach Bnh nguyn 1 quin
hdng 8 i midu, n6 khdng thék war tinh chinh xic

thn subl, do 86 duge phan logi 14 “Khéng 16 thn
sulll”. Céc phin (mg bt kgl dugre it ké theo hé co
quan trong MedDRA. Trong mdi nhom cor quan, che
phiin (g bt g dugre 19t kd theo thi ty mic d6
nghibm trong gidm dln

Bing 3 Céc phan img bt Igi tir cac bdo co ty
phit vd trong y viin (khdng rd tn sudt)

Réi logn vé mbt

Vibm cing mac, vibm mé quanh mal

Réi logn h mibn dich
Phdn (mg qui min bao gbm phén img phin vé,
s phin v, pivs mach, co thit

Mt nurdre thir phat sau khi bi céc Irigu chimg xdy
ra sau dung thudc nhu sbi, non va tidu chdy, tyt
huyét 4p & binh nhn cb ybu 16 nguy oo tibm bn,
giém phosphat méu

Réi loan co xuomg va md lién két

Hoai tir xwong ham (xem phin CANH BAO VA
THANTRONG) __

RAi logn thin va tét nigu

Suy thin ¢in loc méu hodc tr vong*, suy thin
(xem phdn CANH BAO VA THAN TRONG) _
*O4e biél & che binh nhan bi suy han L tnebdc
hodc cic ybu t nguy co khdc nhur tudl cao, phdi
homp thubc gy ddc thin, phdi hop thube igi tibu,
hodc mét nude say ki iém truyén.
TUONG TAC, TUONG KY CUA THUOC

khéng

huémg dén cde enzyme P450 & nguot
Irén in witro (xem phdn DUQC BONG HOC). Acd

mmwmnmmw%
turgmg (khodng 23-40%) vé vi viy tuong tac

chd cic thudc gdn két cao win protein huydt wang
aurdmg Nt iNdng xdy ra. Ackr zofedronic dug thal
Irir qua sy bai tét & than

Nhimg thudc ¢6 anh hirémg dén chirc nang thin
CAin than trong khi diing phdi hop Addasta véi cac
thubc cb dnh hudmg dang ké dén chire nang than
{vi dy cic aminoglycoside hodc cac thudc loi tibu c6
1hé gay mdt nudre)
shmmmwﬂuﬁ:ﬁqu;‘wm
gmg bénh nhn suy than, gia ting

bl o 051 v31 e s s P
duge bl 1t chi ybu qua thin.

Tinh tuwong ky

Knong &b dung dich bm truybn Adasta o x0c voi
bét ky dung dich 80 chira call hogc cation hda b .
Aciasta tuong hop vi cac loai vit éu bém truyén

PHU N CO THAL CHO CON BU, NI GId1 VA
NAM GiO7 CO KHA NANG SINH SAN

co
muaﬂwmmmxy(mm
CHONG CHl DINH). Céc nghién cinu trén chudt

obng dd cho thdy tac ddng ghy doc trén sinh sén
Nauy cor 66 thé c6 trén nguti chira dug bl

& nguy cor 1y thuydt v 14o hai rén thai nii (vl dy
b thudng b xurong v cc bt thudng khdc) néu
phy n(r o6 thai trong khi dibu tri voi bisphosphonale.
Téc dong cia cac ybu 16 nhu thei gian tir khi ngung
diing bisphosphanate dén khi thy thai, thubc
bisphosphonate cy thé da ding, va dutmg ding lén
nguém nay chua duge m&h (xam phan
CHONG CHI BINH va phdn DU LIEUAN
TOAN PHI LAM SANG).

D ju

D ligu trén ngued
Chura 66 dir ligu vé vigc sir dyng acid zoledronic &
phy nir c6 thai,

D lIgu trén dgng vt
Céc nghiéin ciru vé quai thai durgre thye hign & 2 lodl,
c4 hal dbu qua dutmg tiém duti da acid zoledronic.
D4 quan sat thdy sinh qual thal & chudt cbng véi libu
20.2 mg/kg/ngay (2.4 En s0 vai libu dy dodn trén
;g::n\ dva trén so sanh dién lich dut dudmg cong
48) va dugc bidu hign bing cac d| tht ban
ngodi, ndi tang va by xuong. Sinh khé dugc ght
nhan & lidu thap nhdt (0,01 mgikg/ngdy) duge thix
nghlém trén chudt chng. Trén thé, khdng quan sél
théy tc dung gly quai thai hodc 1ac dyng tréin
phdiithai nhi, méc di liéu gy dbc tinh trén me dugc
xéc dinh (20,1 n@‘kway_ Céc phan (mg bél loi cb
lién quan dén, va co thé dugc gay ra bai tinh trang
ha calci mu do thubc

Phu nir cho con b

* Tom tAt vé nguy co

Chéng chi dinh diing Aclasta & phy nlr cho con bl
(xem phin CHONG CHI DINH).

N giéi va nam giéd c6 kha néing sinh san

Phy ni¥ c6 khé néng mang thai nén dugc khuyén 14
tréinh mang thal trong khi dang didu tr bng Aclasta.
Khé nang sinh sin

Kh nding sinh sdn & chuol gidm khi ding ibu tiém
duti da 0,1 mg/kg/ngdy acid zoledronic. Khdng cb
i liéu vé kha nding sinh san & nguor.

ANH HUONG LEN KHA NANG LAl XE VA VAN
HANH MAY MOC

Phan img bét igi nhur chéng mét c thé nh hudng
@én kha nding 14i xe va vin hanh méy moc. Vi vay
chn lury § khi I xe va viin hanh may méc.

QUA LIEU VA CACH XU TRI

tinh con han
cao hon lidy
Khuyén cio chn dugr theo 8di cn than. Trong
trrémg hop qué idu din dén ha calc méu o0
nighia 4m séng. o6 thé phyc hdi dugr béing cach bd
sung calci ubng vahodc tiém truydn caici gluconate.

DAC TINH DUTC LUC HOC
Nhom duoc Iy: Bsphosphonate

Téc dyng chon loc clia bisphosphonate trén xuong
dya vA0 4 lye cao ciia nhdm thube nay 6di voi
xwong dugc khodng hoa. Clng nhu cae
khac, acid zoledronic diing duéng

{inh mach duge phan bb nhanh vAo xrong va khu
1l trurdre it vao cAc vi trl b sy lubn chuyén xuong
cao. Bich phin tir chinh cla acid zoledronic trong
hiy ol bao I3 enzym famesyl pyrophosphat
synthase, nhung khdng loal tnr cac co ché khac
Théri glan téc déng twong dbi dal cla acid zoledronic
¢4 thé quy cho 13 do 4l lyc gén két cao cia cht nay
61 v v trl hoat ddng cua famosyl py al
(FPP) synthase va & lyc gin két manh cda no voi
chét khoang clla xuong
Loang xwong
Vide dibu tr bang Adiasta lam glam nhanh téc 4§
luén chuyén xuong tir cAc mirc da ting sau mén
kinh, vo/ didm cye tibu 04 véi chi ddu sy tidu xwang
quan sél duge sau 7 ngdy, va déi voi chi ddu sy 1go

quan st dugc sau 12 tuln. Sau d6 cac chl
d&leumg dugc bn gjnh trong mire nhy truée
khi man kinh. Khéng cb sy gim thea 1y tuyén chi
diu sy ludin chuyén xuong khi tiém truyén libu l3p
lal hang nam.
Trong cdc nghién ciru dai han trén ddng vat, acid
zoledronic (rc ché sir tibu xurang ma khong tc dung
nguroc 1én sy tao xuong, sy khodng héa hodc cac
tinh chAt cor hoc cla xuong. CAc dir ligu v 8o hinh
thai md khi thiz nghiém dai ngay trén chudl cbng va
kil cho thdy dép mg dién hinh cUa xauromg v thube
chéng tiéu xtrong qua sy gidm hoat tinh cda hiy ¢t
bao phu thudc lidu ding va thn sudt hoat héa cac vi
1ri tu sira mi bd xuomg & cd xong xdp (lrabecular
bone) vA xuong d4c (Haversian bone). DA quan sat
thdy cb s tibp tyc tu sira b & cacmiu
xurong cla tAL ca gng vat duge ieu tn acid
zoledronic vér liku diing trong 1am sang. Khong ¢6

dgng xuong bat thuomg va ma xuang sap xép

khdng ddu & cc ddng vt duge didu k.

BAC TINH DUQ'C BONG HOC

& 64 bénh nhan ung thur bi di can xuong o6 cAc dir
iy duge 89ng hoc dudi day, khi iém truybn don
iy va da idu ong thon gian 5 pht va 15 phdt voi
cac lidu 2, 4, 8 va 16 mg acid zoledronic, da ghi

nhan céc di liéu iy khdng phy thudc vdo lidu ding,
mnwwwﬂ:wm&mwmm
lodng xuong va 'agel xuong.

Sau khi khéi d4u fiém truyén acid zoledronic, nbng
89 cla hogt chét ndy trong huyét twang tang nhanh,
t ndng 85 dinh khi két thic thori gian biém truyén,
theo 14 gidm nhanh xudng < 10% néng d3 dinh
sau 4 gitr va < 1% ndng d§ dinh sau 24 9o, sau db
14 thivi ky kéo dai voi cac ndng 6 rét thap khong

qué 0,1% ndng &) inh,

K tiden truyéin Sinh mach, acid zoledronic dugc ddo
thal theo qua trinh 3 pha: bién mat hai pha nhanh khdi
1l hodn todn than, vér thari gian ban thai e aee

130,24 gitr v by e 14 1,87 gi0, lidp theo 13 pha ddo
thai kéo di voi thor gian ban ihdi B0 CIg bz pews
14 146 gior. Khdng b sy tich Iy hogt chét ndy trong
huyét trong sau khi 58m truyn nhidu idu

mbi 28 ngay. Cac pha phan bd sm (alpha va beta,

Vo cac irj 86 1y, & trén) ca 1hé bibu thi sir thu nhan
nhanh vao xurong va bai tiét qua thn
icid zoledronic khdng dugc chuyén hoa trong cor
1hé va ao 1hél duti dang khong dbi qua than
Sau 24 gt dhu tién, 30 £ 16% libu dung dugc phat
hién trong nue idu, rong kh s6 con lal chi
gan vao md xuong, Tir md xuong thube dugo
phong thich rdt chdm vao tun hoan toan (hn va
dugre dao ihai qua than, DY thanh tha todn than
145,04 2,5 Ligioy, khang phy thudc fidu ding,
Khong bj dnh huding béi gié, tuél, ching téc hodc
1h trgng. Sy thay ddi gitra cac c4 thé 14 36% vi
rong 1mg ca thil 14 34% vd a4 thanh thal cla acid
zoledronic trong huyét twong, Tang théi gian tiém
truyén 1 6 dén 15 phot 1am gidm 30% nong 66 acid
zoledronic vao 1ic k8t thic 1ém truydn, ""’23 Kkhong
Anh hurging 86n dién tich dudi dudng cong nong
84-hesi glan rong huydt twong.
Twong thc thubc - thube
Chua cé nghién ciru duge tidn hanh vé trang thc
thubc d3c hidu véi acid zoledronic. Vi acid
zoledronic khang dugc chuyén ha & ngudi va chél
nay dugc biél 13 cd ft hojc khbing o6 kha nang nhu
14 chét (ro ché tac dyng tryc tiép vamode phy thude
vao sy hﬂlm\ﬁwmulnnghlr.huuawz;‘:c‘g
P450, acid zoledronic dutmg nhu
mﬂbMMMMnmcﬂali
duge chuyén hoa qua hé enzyme cytochrom P450.
Acid zoledronic khtng gan kit cao véi protein huyét
tuong (x8p xi Mwm) \v::: gén ké(unzyw
thudc vao . y, twong
m g!rxcac&nécglnkilmvbiprﬁlin huyét
twong dudrng nhu khdng xdy ra.
Nhimg a8 turgng dic bigt (xem phin LIEU DUNG
VA CACH DUNG)

Suy thin

B¢ thanh théi qua thiin cla acid zoledronic ¢6 twong
quan véi 83 thanh thai creatinin, 46 thanh théi qua
th@n twong (mg véi 75 + 33% 40 thanh thai
creatinin, didu nay cho thdy mirc thanh thai trung
binh 14 84 + 29 mU/phit (trong mirc 22 - 143 mUphit)
&84 bénh nhén duge nghién ciru, Sy 1ang nhe dign
lich dudi dudng cong AUC 2+ 0 quan sat duge
vAo khodng 30 - 40% trong suy than nhe dén trung
binh, 50 v mét bgnh nhan ¢4 chirc nang thn binh
thurdg, va sig kém tich Iy thudc khi ding da lidy
bét k& tinh trgng chirc néing than, cho théy khéng
chn didu chinh liéu acd zoledronic khi suy thén nhe
(66 thanh thai creatiin CL, = 50 - 80 miiphit) va trung
binh (CL, =30 - 50 mi/phit). Chéng chi dinh dimg
Adlasta cho nhimg bénh nhan cd & thanh thai
crealinin < 35 mUphit do gia tAng nguy co suy thin
& nhing bénh nhan nay (xem phdn CHONG CHI
DINH). Khéing cin diu chinh idu & bénh nhan cb 4§
thanh thai creatinin 2 35 ml/ph(t.

NGHIEN CUU LAM SANG

Két qua thir nghiém 1am sang trong ibu trj loling
xwong sau man kinh

Gial doan nghién ciru chinh thir nghigm
HORIZON —PFT: trong mt thir nghiém ngdu nhién,
mi d6i, 84i chimg vér gid dugre, Adlasta lam gidm oo
§ nghia nguy car gy clia 1 hay nhidu dt séng

maiingng hon tal théi didm 1 nam 1a 58%, 2 nam
(68%), va 3 nam (67%) (P déu < 0,0001) va
qidm 6 § nghfa nguy oo cla gdy i nhét 1 bt
mi mirc d trung binh hoae ndng tgi thor diém
1 nam (60%), 2 nam (71%), 3 nam (70%) (p ddu
<0,0001). £1bu tr| v& Aclasta cling [4m glam nguy
0 gy xuong dili dén 40% sau 3 ném (p = 0,003),
Hon nira, dibu Ir) véi Aclasta c6 nhibu 14c dyng 06
Ior trén 1 ca cAc gy xuomg Iam sang, mat &6 cht
khoang xuong, m3 hoc clia xvong, cac chl dAu ludn
chuyén xuang, chibu cao va tinh trang (an tt.
Gial dogn nghién ciru mé réng: Trong mdl nghién
Glru kéo 08l 3 nam, frong 86 cAc bénh nhan ban diu
dugc tidm truydn Aclasta 3 Iin, dugc phin nglu
nhién v nhém didu Ir| Aclasta hodic nhém gid duoc,
Sovéi gid duyr, fiém truyén thém Aclasta hang nam
trang 3 ném lam gidm c6 y nghia héng k& (p < 0,05)
nguy co gay xuong bt séng v mat hinh thai méi
(3,0% s0.v61 6.2%) va nquy co gdy xurang 0bt sbng
hinh théi méiindng hom (3,4% so voi 7,0%).
Kbt qua thir nghigm 1m sang trong phéng ngira
xwong I3m sang sau gdy xuong dii

nhing bénh nhan nam va nr méi b gy xwong
i do chin thuong nhe, didu 'tihvfl Adlasta lam
idrm o ¥ nghfa t 16 gdy xuong bét ky trén lam séi
aén 35%; gllmaiﬁ%ngwaaoaymngmdngw
\rén lm sang, gidm 27% nguy cor gay Xuomg ngodl
861 s6ng va cling gidm 30% nguy co' gBy xurong dbi

sau nay. Dibu tr v&1 Actasta gilip ting dang ki mat
wwmmgmmo(magmﬁwvﬁ
gid dugc (thor diém 12, 24 va 36 thang).
thuiﬂl\inuh{glmllmdnntmnnmmlom
xwong & nam gl

‘Trong mt nghién ciru ngdu nhién, ddi chimg vi
hoat chét khéc, liém truyén Adlasta hang ndm twong
ty nhu alendronate hang tun trén sy thay 641 vé §
16 phain tréim m4t 69 chdt khodng xuong cit séng

lumg ¢ thaing thir 12 va khong thua kém & théng
thir 24, 50 V&1 khtt tru. & mdt nghién ciru ngu
nhién thir hai, a6 chimg vor gid dugc, Adlasta lam
uihnﬂmh;lhngwwusrmﬂﬂlﬁmviw

o
mﬁm.mw &ammmu
bénh Paget. Aciasta cho thay sy ot rdi hon va
@ép img nhanh hon v& ndng 89 alkaline phosphale
huyét thanh, 50 v6i risedronate. Ngoai ra, o6 nhibu
bénh nhan hom trong Ahom duge didu trj bdng
Aclasta duge chimg minh binh thudng héa sy ludn

chuyén xuong nhu duge phan anh trong cc chi dhu
sinh hoa ciia sy 130 xwong va lidu xuong so véi
nhém banh nhan duge dibu irj béng risedronate.

THONG TIN PHI LAM SANG

Cic nghién ciru vd doc tinh

Trong c4c nghién ciru tiém truyén libu nap, acid
zoledronic dugc dung nap 181 khi tiém dudi da cho
chubl cong va tism tinh mach cho cho véi cac lidu
@én 0,02 mglkgingay trong 4 tudin, Tiém dudi

da 0,001 mg/kgingdy cho chudt cbng va tiém tinh
mach 0,005 mg/kg mt 14n mdi 2-3 ngay cho ché
dén 52 tudn clng durgc dung nap 181,

Thén duge x4c dinh Ia co quan dich A véi ddc tinh
rong cac nghién ciru tim truy®n acid zoledronic.
Trong céc nghidn ciru tiém truydin tinh mach, khd
naing dung nap th3n 08 duorc quan sat thiy & chugl
v6ilidu 1én dén 0.6 va @ cho vdi lidu 0,5 mgkg
nhung khoang céch [iBu 1& khac nhau.

Déu hidu thromg gép nhdt trong céc nghién ciru ding
lidu 13p lai bao gom taing thé xdp trong hanh xrong
ciia cAC xuromg ¢4 & ddng vét dang phél trién gin

i v 14t ca céc by, 12 déu higu phén anh hoat tnh

dugoy chbng tiéu xwong cla hop chét nay.

Péc tinh trén sy sinh sin

B6i véi ddc tinh trén s sinh san, xem phdn PHU
NO CO THAI, CHO CON BU, NU' GIOT VA NAM
GI&1 CO KHA NANG SINH SAN

Bic tinh gay gt bién

Acid zoledronic khdng gay ddt bién gen trong cac
1his nghiém gay gt bién in vitro va in vivo.

Dc tinh gay ung thu

Trong céc nghién ciru v& ddc tinh gay ung thr
duémg ubng & 89ng vét gam nhém, acid zoledronic
cho théy khang cd kha nang gay ung thu.

HAN DUNG

36 thang k& tir ngay san xult.

DIEU KIEN BAO QUAN

Chai chira mé: Khéng bdo quén trén 30°C.

Sau khi m@, dung dich 8n dinh v I hoa it nhét
trong 24 gitr & 2-6°C.

Theo quan dim vi sinh hoc, thudc nén dugc diing
ngay. Néu khoing diing ngay, thi thai gian bdo quan
a4 ding va dibu kién trrdrc khi sir dyng 1 thuge
tréch nhiém clia ngudi diing thudc va théng thueng
thi khdng nén 68 qué 24 gir & 2-8°C.

D4 thubc xa tim tay va tim nhin cua tré em.

Khong diing Aclasta qua han sir dung duge ghi
“EXP” trén bao bi.

QUY CACH BONG GOI
Hop 1 chai 100 mi.

TIEU CHUAN CHAT LUGNG
TCCS,

€O SO SAN XUAT
Cor s séin xudt va dong gol cép 1:

Fresenius Kabi Austria GmbH
Hafnerstrasse 36, 8055 Graz, Ao.

Co s&r dong goi cdp 2 va chiu trach nhigm xudt
xwong 16:

Novartis Pharma Stein AG
Schaffhausersirasse, 4332 Stein, Thyy ST

PHIEN BAN

Pl Aclasta_AT-CH_IPL Nov 2016/ VN Oct 2017
Cap nh3t phién ban tidng Vigt theo cdng

Vén 17702/QLD-DK ngay 09 théng 09 nam 2016,
= nhan higu 04 déng ky
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