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Rx Thudc nay chi diing theo don thube

Sedropor 150 mg

Vién nén bao phim

Dé xa tam tay tré em.
Poc ki hieéng dan truée khi sic dung.

THANH PHAN CONG THUC THUOC:
M3i vién nén bao phim chira:

Thénh phdn dicge chdr: Acid ibandronic 150 mg (du6i dang ibandronat natri monohydrat
168,79 mg)

Thanh phdn (¢ duge: Povidone K30; cellulose, microcrystalline (type 102); starch,
pregelatinized (Starch 1500); Crospovidone-Type A (Kollidon CL); Silica, Colloidal
anhydrous; Glycerol Dibehenate (Compritol 888 ATO); Opadry OY-LS-28908 white I1 (gdm
titanium dioxide (E171), lactose monohydrate, hypromellose 15 cP, macrogol 4000,
hypromellose 3 c¢P, hypromellose 50 cP).

DANG BAO CHIE: Vién nén bao phim,
Vién nén bao phim hinh tron, mau trdng, hai mét 18i.

CHI PINH

- Diéu trf lodng xwong & phy nir sau man kinh do tang nguy co gy xuwong.

- Téc dung giam nguy co gy xuong cdt séng da duge chimg minh, tuy nhién hidu qué trén
gdty ¢d xuong dui chua duge xéc djnh.

CACH DUNG, LIEU DUNG

Cich diing

Ding dudng udng.

Nén ubng nguyén vién voi mit ly nuée diy (tir 180 dén 240 ml) khi dang ngdi holic dimg & tu
thé thing dimg. Khong dung nude c6 ndng do calci cao. Néu nghi ngdr ¢6 ndng dé calci cao
trong nudc méy (nude cimg), nén sir dung nude déng chai cé ham lugng khodng chit thép.
Bénh nhan khong duge nim trong vong 1 gior sau khi diing Sedropor.

Nuée 14 thirc ubng duy nhat ubng cling véi Sedropor.

Bénh nhén khéng dugc nhai hofic ngdm vién thude, vi ¢6 kha niing gdy ra loét hong.

Liéu ding

Lidu khuyén céo: 1 vién nén bao phim 150 mg mdi thdng mdt 1An. Tét nhit nén ding thube
vao cing mdt ngdy ciia mdi théng.

Sedropor nén duge ubng vao budi sang sau khi ngh déy (ngu it nhét 1a 6 tiéng) va | gid trude
khi an bita dAu tién trong ngdy (trlr nude ra) hogc cach bét ky san phdm thube/ chét bd sung
ndo khac (ké ca calci).

Néu quén ubng mét liéu, huéng din bénh nhin ubng lai liéu ndy ngay vao sdng ngay hm sau,
ngay khi bénh nhén nhd ra, trir khi khoang céch dén lidu tiép theo nho hon 7 ngay.
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Sau d6, bénh nhan nén ding lidu m3i thang mot 1an nhw liéu trinh ban dau, Néu lidu ding tiép
theo nhé hon 7 ngay, bénh nhan nén bo qua lidu da quén va ding lidu tiép theo theo liéu trinh
mot thang mét 1an ban dau. Bénh nhén khéng duge dimg hai vién trong cling mot tudn,

Nén bd sung thém calei va/hoiic vitamin D néu lugng thire &n hiing ngay khong cung cép du,
Thoi gian diéu trj tdi wu cia cée bisphosphonat trén bénh lofing xwong chua duge xéc dinh.
Cén thiét phai theo di didu tri va dénh gid lai theo dinh ky phu thudc vae nhimng lgi ich va ri
ro tiém 4n khi diing Sedropor trén timg bénh nhén, dic biét 14 sau 5 nim st dyung,.

Cic dbi twpng diic bijt

Bénh nhan suy thdn

Acid ibandronic khong khuyén céo trén nhitng bénh nhan ¢6 dé thanh thai creatinin dudi 30
ml/phit do kinh nghiém 14m sng han ché.

Khéng cén diéu chinh lidu cho bénh nhén suy thin nh¢ hofic vira, khi d§ thanh thai creatinin
bang hogic 1én hon 30 ml/phit.

Bénh nhdn suy gan

Khong cin hiu chinh lidu,

Nguoi cao tudi (> 65 tudi)

Khong can hiéu chinh lidu,

Tré em

Chua cé bdo cdo vé vige sir dung Sedropor & tré em dudi 18 tudi, va Sedropor ciing khong
duge nghién ciru trén cdc dbi tugng nay.

CHONG CHI PINH

Man cam véi hoat chét hofic bt ky t4 duge ndo ctia thude.

Ha calci huyét.

Bat thuong cia thye quan [am chdm qué trinh lam r8ng thye quan nhu hep hodic co thit thyc
quan.

Khong c6 kha nang dimg hogic ngdi thiing trong it nhit 60 phit,

CANH BAO VA THAN TRONG KHI DUNG THUOC

Ha calci hu yé!

Cén khéc phyc tinh trang ha calci huyét hién tai trude khi bit dau didu tri bf’mg Sedropor. Céc
roi logn khéc ctia chuyén héa xuong va cdc chit khodng cling nén duge diéu tri trude. Luong
calci va vitamin D duge b xung day du 12 rdt quan trong trén (At ca cdc bénh nhén,

Kich trng dwong tiéu hoa

Céc thude bisphosphonat khi diing dudng udng c6 thé gay kich thich cyc bd niém mac dudmg
tiéu hoa trén. Do tac dung kich thich nhu trén c6 thé xdy ra va kha nang lam trdm trong thém
céc bénh (iém 4n, nén thin trong khi ding Sedropor cho bénh nhén ¢é vén dé vé tiéu héa trén
(vi dy nhu bénh thye quan Barrett, chimg khé nuét, cac bénh thye quén khée, viém da day,
viém 14 trang hodc loét).

Céc phan tmg bat lgi nhu viém thye quan, viém loét thye quan nghiém trong va phai nhip
vién, hiém khi chay mdu hofic kéo theo sau dé bj co thit ho#c thung thye quén, da duge bdo
céo & nhimg bénh nhéan duge diéu trj bing biophosphonates duomg udng. Céc phan mg bit
lgi x4y ra nhidu hon trén cde bénh nhan khéng tudn thi huéng din ding thude hodc trén
nhitng ngudi tiép tuc ubng cée bisphosphonat sau khi xudt hién céc trigu chimg goi y lién
quan dén kich (ing thyc quan. Bénh nhan chi y tudin thi dang cée huéng din ding thude.
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Béc sT nén cén trong voi bt ky déu hiéu hodc triéu chimg bao hi¢u anh hudng Ién thye quéan
va bénh nhén nén duge hudng din ngimg ding thude Sedropor va ¢6 sir chiim soc y t& ndu ho
xudt hién céc tridu chimg kho nudt, dau byung, dau xuong tre hoiic chiing ¢ néng gén ddy hodc
tinh trang trim trong hon.

Trong céc thir nghi¢m 1am sang c6 kiém sodt, béo cdo cho thdy khong c6 nguy co ting cua
loét da day va ta trang véi viée sir dung bisphosphonat dudng udng, tuy nhién trén thye té lwu
hanh ¢6 mot sb trudng hgp nghiém trong va gy bién chimg,

Céc thube khang viém NSAIDs va bisphosphonat déu gy ra céc triéu chimg lién quan dén
kich {mg dudng tiéu héa, vi vy nén than trong khi diing dong thoi.

Hogqi tir xwong ham

Hoai tir xwong ham thuodng lién quan dén viée nhd ring vivhogic nhidm tring cyc b (bao gdm
viém tiy xuong) da duge bdo céo trén nhitng bénh nhén bj ung thu diéu trj phac dd bao gdbm
chti yéu la céc bisphosphonat tiém tinh mach. Nhiéu bénh nhén trong sé nay ciing nhén duoc
hoa trj va corticosteroid. Hoai tr xuong ham ciing da duge bdo cdo & nhitng bénh nhén bj
loding xuong ding bisphosphonat dudng udng.

Cén kiém tra ring miéng va c6 cdc bién phap phong ngira thich hgp trude khi diéu tr bing
bisphosphonat ¢ nhitng bénh nhén c6 yéu 6 nguy co d("ing thoi (vi dy ung thu, héa tri, xa tri,
duing corticosteroid, vé sinh rang miéng kém).

Khi diéu trj bing thudc nay, nhitng bénh nhan ndy nén han ché céc thi thudt nha khoa xam
14n néu c6 thé. Trudng hgp nhitng bénh nhan bj hoai tir xwong ham trong khi didu tri b?ing
bisphosphonat, phiu thudt nha khoa c6 thé lam trdm trong thém tinh trang ndy. D&i véi bénh
nhan cén thiét cé cdc can thiép nha khoa, khéng cé dir liéu dé cdp dén viée ngimg didu trj
bisphosphonat ¢6 1am gidm nguy co hoai tir xuwong ham hay khéng. Béc st diéu trj nén dya
vao dénh gié 14m sang va céin nhic lgi fch/rii ro trén bénh nhén.

Gay xwong diii khéng dién hinh

Cée gy xwong dui khéng dién hinh da duoc bdo cdo khi didu trj bing lidu phap
bisphosphonat, chi yéu trén nhimg bénh nhén duge didu tri lau dai cho bénh lofing xuwong.
Nhimng vét nirt xién ngang hoic ngan c6 thé xay ra bét cir noi ndo doc theo xwong dii tir ngay
dudi méau chuyén bé dén ngay trén 13i clu,

Gily xuong xay ra sau khi dii bénh nhan khéng ¢6 chdn thuong nhung lai than phién réng bj
dau dui hogic dau héng, viéc nay c6 thé kéo dai tir vai tudn dén vai théang trude khi bidu hién ra
chia vide gdy xwong dui hodn toan. Sy gdly xwong thudng xdy ra dbi ximg; do d6 nén kiém tra
xuong dui & ca hai bén trén nhitng bénh nhan duge didu trj vé6i bisphosphonat ma timg bj gay
xuwong dui. Sy lau lanh cta nhimg vét nit nay ciing di duge bdo céo. Ngimg didu tri
bisphosphonat & nhitng bénh nhén bj nghi ngdr ¢6 gy xwong dui khong dién hinh dong thoi
danh gid tinh trang bénh nhan dé dua ra can nhéc didu tr thich hop.

Trong thoi gian diéu tri véi bisphosphonat, bénh nhén nén duge théng bao vé céc triéu chimg
c6 thé xay ra nhu dau dui, hong hofic hang va bt cir khi ndo bénh nhén thong bio véi bac si
céc triéu chimg nhu vy, thi nén dénh gia ring c6 thé cé gy xwong dui khong dién hinh,

Hoai nir xieong r.‘fng tai ngoai

Hoai tir xwong 6ng tai ngoai di duge béo céo véi céc bisphosphonat, chi yéu lign quan dén
diéu trj dai han, Céc yéu td nguy co c6 thé gay ra hoai tir xwong Ong tai ngodi bao gdm sir
dung steroid va hoa trj li¢u va/ hodc céc yéu 16 nguy co noi tai nhu nhiém tring hofic chén
thwong. Nén xem xét kha niing hoai tir xwong 6ng tai ngoai & nhitng bénh nhan ding
bisphosphonat ¢6 tri¢u chimg & tai nhu nhiém tring tai mén tinh,
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Suy thén
Do kinh nghiém lam sang han ché, Sedropor khéng duoc khuyén cdo cho nhitng bénh nhéan co6
dd thanh thai creatinin dudéi 30 ml/phit.

Khéng dung nap galactose

Thanh phin ta duge Opadry ctia thudc ndy ¢6 chira lactose. Bénh nhén ¢6 céc vén dé khéong
dung nap galactose di truyén hiém gip, thiéu hut Lapp lactase hodc kém hap thu glucose-
galactose khéng nén ding thudc nay.

SU DUNG THUOC CHO PHY NU' CO THAI VA CHO CON BU

Phu nit mang thai

Sedropor chi duge str dung & phy nit sau mén kinh va khong duge ding cho phy nit dang & do
tudi sinh san.

Khong 6 dir liéu ddy di cho viée sir dung acid ibandronic trén phy nit mang thai. Céc nghién
citru trén chudt da cho thiy mot s6 doce tinh lién quan dén sinh séan. Nguy co tiém 4n trén ngudi
chua 13.

Sedropor khong duge sir dung trong khi mang thai.

Phu nit cho con bt

Khong 15 liéu acid ibandronic ¢ duge bai tiét qua sita me hay khong. Céc nghién ctru trén
chudt cho con bu da chirng minh cé sy hién dién & mirc lhép ctia acid ibandronic trong sfra
sau khi tiém tinh mach.

Sedropor khong duwge str dung trong thoi gian cho con bi.

Kha néing sinh san

Khong cd dir ligu vé thc dong 1én h¢ sinh san cua acid ibandronic trén ngudi. Trong céc
nghién ctru vé sinh san & chudt cho ding thuée bing dudmg ubng, acid ibandronic lam giam
khé ning sinh san, Khi cho chudt diing thube bing dudng tiém tinh mach, acid ibandronic lam
giam kha nang sinh san & lidu cao khi ding hang ngay.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Theo hd so nghién ctru vé duge lye hoe, duge dong hoc va céc bdo cdo phan tmg bt loi, acid
ibandronic khéng c¢é hozic anh hudng khéng dang ké dén kha nang 14i xe va sir dung mdy méc,

TUONG TAC, TUONG KY CUA THUOC,

Tiwong Idc thude véi thire dn

Sinh kha dyng duong udng ctia acid ibandronic thudng giam khi ¢6 thirc &n. Dic biét 1a cdc
san pham co chira calci, bao gom sita va céc cation da héa trj khac (nhw nhém, magié, sét), ¢é
kha nidng gdy can tr¢ hép thu acid ibandronic, dya trén cée phét hi¢n khi nghién ciru trén djng
vat. Do d6, bénh nhén cén nhin déi qua dém (it nhit 6 gid) trude khi ubng ibandronic va tiép
tuc nhin &n trong 1 gier sau khi udng acid ibandronic.

Twong tde véi ede thude khdce

Khong ¢6 kha ning xay ra cdc tuong téc chuyén hoa, vi acid ibandronic khéng te ché phén
lén céc isoenzyme P450 & gan ngudi va cling duge thdy 1a khéng cam (g hé thdng
cytochrome P450 & gan chudt. Acid ibandronic khéng trai qua qué trinh chuyén héa va duge
thai trir chi bai syr bai tiét qua thn.

Cde san pham bo sung calci, thuoc khdang acid hode cde thuoe dirong uong chira cde cation
da hoa trj
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Céc san pham bd sung calci, thude khang acid hoiic céc thube dudng udng chira céc cation da
héa trj (nhu nhdm, magne, st) cé thé anh hudng dén sy hdp thu acid ibandronic. Do do, bénh
nhan khong nén ubng céc thube ndy trong it nhét 6 gidr truée khi udng acid ibandronic va
trong 1 gids sau khi udng acid ibandronic.

Acid acetylsalicylic va thuée NSAIDs
Cén than trong khi ding ddng thoi cée bisphosphonat véi acid acetylsalicylic va cée thube
khéng viém khéng steroid (NSAID) vi ¢6 lién quan dén kich (mg duong tiéu hoa.

Thude chen histamin H2 hodic irc ché bom proton

Trén hon 1500 bénh nhan tham gia vao nghién ctru BM 16549, so sanh ché dd diéu tj lidu
ding hang thang véi lidu ding hang ngdy cta acid ibandronic, 14% va 18% bénh nhén ding
cée thude chen histamin (H2) hogc cde thube tre ché bom proton sau mot va hai néim. Trong
s6 nhrg bénh nhan nay, ty 18 cée tde dung phy & dudmg tiéu héa trén & nhitng bénh nhéin
duge didu tri véi acid ibandronic 150 mg mét ldn mdi théng thi twong ty nhu & nhiing bénh
nhén duge didu tri véi acid ibandronic 2,5 mg mdi ngdy.

O nhimg ngudi nam tinh nguyén khoe manh va phy nir sau man kinh, ranitidin diung dudng
tinh mach gély tang sinh kha dyng ctia acid ibandronic khoang 20%, c¢6 thé 14 két qua cta acid
da day giam. Tuy nhién, vi sy gia tang ndy ndm trong gi&i han binh thudmg cua sinh kha dung
ctia acid ibandronic, nén khéng céan diéu chinh lidu khi ding Sedropor véi céc thude khéng
H2 ho#c cdc hoat chat khac lam tang pH da day.

TAC DUNG KHONG MONG MUON CUA THUOC

Céc téc dyng khong mong mudn duge liét ké theo hé théng phén loai hé co quan MedDRA va
tan suat xudit hién. Tén sudt xudt hién duge quy wée nhur sau: Rét thudng gép (> 1/10), thudng
giip (= 1/100 dén < 1/10), it géip (= 1/1000 dén < 1/100), hiém gip (= 1/10000 dén < 1/1000),
rat hiém giip (< 1/10000), va khong 13 (do khoéng thé uée tinh duge tir nhitng dit liéu c6 sin).
Trong tAn sudt xudt hién, céc phéan img bat lgi duoe trinh bay theo thir tyr giam dan mire do
nghiém trong,

Béang 1: Céc phdn (mg bit loi x4y ra trén phu nir sau mén kinh khi dung acid ibandronic
150mg mot lan mdi théng hodc acid ibandronic 2,5mg mdi ngay trong nghién ctru pha 111 cia
nghién ciru BM 16549 va MF 4411 va cac ghi nhén sau khi thuée duwge lvu hanh.

Phan loai h¢ co | Thuong giip itg.{ip Hiém gip Riit hiém gip
quan

ROi loan tén hé Con hensuyén | Phan (mg quéd [ Phan img/sdc
mién dich man phén véf

ROi loan trén hé | Nhirc dau Chéng mat

than kinh

Céc roi loan trén Viém matt

mét

RAi loan hé tiéu hoa | Viém thuc quan, | Viém thyc quéan | Viém té trang
viém da day, trao | kém theo loét/
ngugc da day | teo thyc quan va
thye quéan, chimg | khé nudt, nobn
khé tiéu, tiéu | mira, diy hoi

chay, dau byng,
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cac mo dudi da

miit, ndi may day

Phin loai hé co | Thuwong gip It giip Hiém gip Rat hiém gip
quan

budn ndn
R&i loan trén da va | Phéat ban Phit mach, pha | Hoi chimg

Steven-
Johnsont,
hdng ban da
dangft, viém da
co djat

" A
Roi logn mé co

Dau khép,

Dau lung

Giay xwong dui

Hoai tir xuong

xuwong va md lién | Dau co, khong dién hinht | hamf, hoai tlr
két Dau co xuong xwong Gng tai
khép, ngoai  (phan
Chudt rit co, {mg bit lgi cia
Cimg khdp co céc thude
xuong bisphosphonat)
Toan than Bénh gid cim Mét moi

tThong tin hdu mai.

Bdo cdo khi nghi ngo xudt hién cde phan tng bat loi

Diéu nay hét strc quan trong. N6 cho phép tiép tuc theo dbi céc lgi ich ciing nhw rti ro cia san
phdm thuée.

Théng bdo ngay che bdc sj hogic duge s nhiing phén ting cé hai gdp phdi khi siv dung thude.

QUA LIEU VA CACH XU TRi

Khong c6 thong tin cy thé trong viée diéu trj qud lidu acid ibandronic.

Tuy nhién, dya trén nhitng hiéu biét vé loai hop chét ndy, khi ding qua liéu duong ubng c6 thé
ddn dén céc phan tmg bt loi trén dudng tiéu héa trén (nhur dau bung, khé tiéu, viém thye quan,
viém da day hoiic loét) hoiic ha calci méu. Stra hogic thube khang acid c6 thé duge ding dé ngin
acid ibandronic hép thu, ddng thoi diéu trj tridu chimg ctia cde phan tg bt lgi. Do nguy co gay
kich tmg thyre quan, khéng nén gy non va bénh nhén phai luén gitr & tw thé dimg thing,

PAC TINH DUQC LUC HOC
Nhém duge ly: Thubc didu tri c4c bénh lién quan téi xuong, nhom bisphosphonat.
Ma ATC: M05-BA06

Co ché tdc dong

Acid ibandronic 1 mdt bisphosphonat rdt manh thuc nhém bisphosphonats chira nito, hoat
dong co chon lge trén md xwong va diic biét ire ché hoat dong cua huy bt bao ma khéng anh
huéng trye tiép dén sy hinh thanh xwong. N6 khong gay ngai cho sy hdi phyc cua té bao
hty xuwong. Acid ibandronic gidp tich Ifly khéi lugng xuong va giam ty 18 gly xuong théng
qua vigc giam thiéu qué trinh mat xuong ting cao & phy nit sau mén kinh.

Tde dung dirge lie hoc

Hoat ddng dwoge lye hoc ctia acid ibandronic 14 tre ché sy hay xwong., Trén in vive, acid
ibandronic ngén sy hily xwong duge kich thich trén thye nghiém gdy boi sy nglmg chire niing
tuyén sinh dyc, céc retinoid, khdi u hofic cac chiét xuét tir khdi u. O chudt non (phéat trién
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nhanh), sy hiy xuong ndi sinh ciing bj trc ché, d&n dén khéi xuong tang so véi nhitng dong
viit khong duge didu tri.

Trén md hinh déng vit khiing dinh riing acid ibandronic ¢ kha niing {rc ché manh hoat tinh
hiy ¢t bao, O chudt dang tang truémg, khong cé bing chimg vé sy khodng hoa bj suy gidm
ngay ca & lidu cao gép 5000 lan lidu can thiét cho didu trj loding xuong.

Ca hai cdch diing dai ngay, diing hang ngay va ngéit quing (khoang nghi dai khong diing thudc)
trén chudt, ché va khi déu co lién quan dén sy hinh thanh Xuwong moi vai chat lugng binh
thudmng ddng thoi duy tri hofic ting sire manh co hge ngay ca & ngudng lidu doc. O ngudi, hiéu
qua cla hai cich ding, ding hang ngay va ding ngit quéng (véi khoang thoi gian khong dung
thude 1a 9-10 tudn) voi acid ibandronic da duge xéc nhan trong mot thir nghiém ldm sang (MF
4411), trong d6 acid ibandronic d& chimg minh dugc hidu qua chdng gay xwong.

Trén mé hinh ddng vat, acid ibandronic tao ra nhitng thay dbi héa sinh cho thy irc ché sy huy
xwong phy thude licu, bao gdm giam céc chi s6 héa sinh danh déu sy thodi bién collagen ciia
xuong & nude tiéu (nhu la deoxypyridinolin, va N-telopeptide lién két chéo ciia collagen loai I
(NTX)).

Trong mdt nghién ciru twong duong sinh hoe giai doan 1 duge tién hanh & 72 phy nft sau mén
kinh ding liéu 150 mg dwdng ubng mbi 28 ngay véi tng cong 4 lidu, sy tre ché beta-C-terminal
telopeptide (CTX) trong huyét thanh sau lidu du tién duge ghi nhan sém 24 gid sau khi udng
(trc ché trung binh 28%), véi sy tre ché tdi da trung binh (69%) duge ghi nhin sau 6 ngay. Sau
lidu thir ba va thir tu, sy e ché ti da trung binh 1a 74% sau khi ding thube 6 ngay véi vide
giam tre ché trung binh xudng 56% duoc ghi nhan sau khi diing lidu thir tu 28 ngay. Khi khong
ding thudc nita, khdng thly c6 sy giam tiét céc chi s& héa sinh ddnh déu sy hity xuong.

Hiéu qua va an toan ldm sang

Céc yéu t6 nguy co nhur mét dd khoédng xwong (BMD) tl)ép, tudi tée, c6 gy xuwong tir trude,
tién sir gia dinh c6 gdy xuong, chu chuyén xuong cao va chi sé khéi co thé thip cin duge
xem xét dé xdc dinh phu nit ¢6 nguy co b gdy xuong.

Acid ibandronic 150 mg ding méi thing mét lin

Mt dp khoang xwong (BMD)

Dung acid ibandronic 150 mg mdi thang mét lan da duge chimg minh 1a ¢6 higu qua ngang
véi viée dung acid ibandronic 2,5 mg mdi ngdy trong vi¢e lam ting mat d¢ khodng xuwong
trong hai néim, theo mgt nghién ctru mu doi, da trung tdm (BM 16549) trén phy nir sau méan
kinh bj lofing xuong (diém mét do khodng xuong cot séng thét lung BMD T thé hién & bang
dudi day -2,5 SD 14 dudng nén lic ban dau). Piéu nay da duge chimg minh trong phan tich
chinh & néim ddu tién va phén tich x4c nhan tai diém cubi cia ndm thir hai (Bang 2).

Bdng 2: Su thay doi twong d6i trung binh ban ddu ciia mdt d@p khodng xwong & cét song thi
leng, todn by héng, o xwong dii vé mdu chuyén sau mot néim (phén tich so cdp) vér hai néim
diéu trj (phdn tich xde nhén) trong nghién ety BM 16549,

Dir liu sau mdt niam cia | Div lifu sau hai nim cia
nghién ciru BM 16549 nghién ciru BM 16549

Thay ddi twong ddi trung | Ding acid | Dung acid | Ding acid | Ding  acid
binh tir dudng co s& % | ibandronic 2.5 | ibandronic 150 | ibandronic 2.5 | ibandronic

[95% CI] mg hing ngdy | mg mdi thang | mg hing ngdy | 150 mg mdi
(N=318) mot l4n (N=294) thdng  mdgt
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(N=320) lin (N=291)
Miat do khodng xwong | 3.9 [3.4, 4.3] 4944, 53] 5.0[4.4,5.5] 6.6 [6.0, 7.1]
cOt sdng that lung 1.2-1.4
Mat do khodng xwong | 2.0[1.7,2.3] 3.1[2.8,3.4] 2.5(2.1,2.9] 4.2 [3.8,4.5]
cua toan by hong
Miat d¢ khodng xwong | 1.7[1.3,2.1] 2.2[1.9, 2.6] 1.9[1.4,2.4] 3.1[2.7, 3.6]
clia co xwong dii
Mit do khodng xwong | 3.2 [2.8, 3.7] 4.6[4.2,5.1] 4.0 [3.5, 4.5] 6.2 [5.7, 6.7]
ctia méu chuyén

Hom nita, ding acid ibandronic 150 mg mdi thang mét lan d& dugc chitng minh vurot trdi hon
so véi dung acid ibandronic 2,5 mg mdi ngay dé tang mat do khodng xwong cft séng thét lung
phén tich trong mgt ndm, p = 0,002 va hai ndm, p <0,001.

Trong mOt nam (phén tich so cip), ¢6 91,3% (p = 0,005) bénh nhén dung acid ibandronic 150 mg
mdi théang mdt 1dn 6 mat do khodng xuwong cot séng tang 1én trén hodic bing 3 dudmg co sé (mdt do
khodng xwong dép {mg), so véi 84,0% bénh nhén dang ding acid ibandronic 2,5 mg hang ng,.'}y
Sau hai nim, 1an lugt c6 93,5% (p = 0,004) va 86,4% bénh nhan nhén acid ibandronic 150 mg G

mdi thdng mjt 14n hogc acid ibandronic 2,5 mg m&i ngdy dap (mg véi diéu tri, :

Pbi véi mt do xuong cia toan by hong, c6 90,0% (p <0,001) bénh nhén ding acid
ibandronic 150 mg mdi thang mot 1an va 76,7% bénh nhan ding acid ibandronic 2,5 mg mdi./
ngdy cé mét do khodng xuong cla hong tang 1én trén hojic bing dudng co s¢ trong mot nim.
Sau hai nam, ¢ 93,4% (p <0,001) bénh nhan dang ding acid ibandronic 150 mg mot lan mdi
thang va 78,4%, b¢nh nhan dung acid ibandronic 2,5 mg mdi ngay c6 mét dé khoéng Xuong
hong ting 1én trén hodc biing dudng co sd.

Khi mot tiéu chi nghiém ngit hon dugc dua ra, két hop ca mit do khoéng xwong ctia cot sbng
thit lung va héng, c6 lan luot 83,9% (p <0,001) va 65,7% bénh nhén ding acid ibandronic
150 mg mdi thdng mot lan hogc acid ibandronic 2,5 mg mdi ngdy, 12 ¢ dép (mg trong vong
mét ndm. Sau hai nam, c6 1n lugt 1a 87,1% (p <0,001) va 70,5%, bénh nhan dap g tiéu chi
ndy véi lidu 150 mg hang thang va 2,5 mg mdi ngay.

Ddu hi¢u sinh héa ciia chu chuyén xuong

C6 sy gigm ndng dd CTX trong huyét thanh c6 ¥ nghia vé mit 1am sing & tit ca cdc thoi didm
duge do, tirc 1a cde théng 3, 6, 12 va 24. Sau m{t ndm (phan tich so cdp) sy thay ddi tuong déi
trung binh tir ban ddu la -76% d6i véi acid ibandronic 150 mg m&i thang mét 1An va -67% dbi
véi axit ibandronic 2,5 mg / ngay. Sau hai nim, sy thay ddi tuong déi trung binh 1 -68% va -
62% lan lwot vai lidu 150 mg hang thang va 2,5 mg m3i ngay.

Sau mét nam, c¢6 83,5% (p = 0,006) bénh nhén dung acid ibandronic 150 mg mdi thing mét
1an va 73,9% bénh nhan ding acid ibandronic 2,5 mg hiing ngay duge xdc dinh la ddp (g
diéu tr (duge x4c dinh 13 gidm 50% so vdi ban dAu). Sau hai ndm, c6 1an lugt 78,7% (p =
0,002) va 65,6% bénh nhan duge xdc dinh 14 dép tmg véi liéu 150 mg hang thang va 2,5 mg
hang ngay.

Duya trén két qua nghién ciru BM 16549, acid ibandronic 150 mg mdi thang mot ldn dy kién
s& ¢ hi¢u qua trong viéc ngin ngira gly xuong ngang bing acid ibandronic 2,5 mg mdi ngay.
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Aecid ibandronic 2,5 mg ding hing ngay

Trong nghién ctru ngdu nhién, mu doi, didu trj bing gia duge vé& giy xuong giai doan diu
trong ba nam (MF 4411), c6 sy giam dang ké v& mit théng ké vé ty 18 hinh thai hoc phéng xa
va gly xuong sbng lam sing duge chimg minh (bang 4). Trong nghién ciru nay, acid
ibandronic duge danh gia & lidu uéng 2,5 mg mdi ngay va liéu 20 mg khong lién tuc nhu mot
liéu tham do. Acid ibandronic duge udng 60 phit truée khi #n bita in diu tién trong ngay
(khodng thoi gian nhin an sau ubng thude). Nghién ctru gém nhitng phy nit tir 55 dén 80 tudi,
¢6 it nhiit 5 ndm sau mén kinh, nhitng ngudi ndy ¢6 méat do khodng xuong cla et séng thit
lung tir 2 dén 5 SD dudi trung binh tién mén kinh (T-score) & it nhit mot dét song [L.1-L4], va
nhitng ngudi ¢ tir mdt dén bbn lan gdly xuong cot séng. T4t ca bénh nhan duge b xung 500
mg calci va 400 IU vitamin D mdi ngay. Hi¢u qua duge dénh gid & 2.928 bénh nhan. Acid
ibandronic 2,5 mg duge sir dung hang ngay, cho thdy giam dang ké v& mit théng ké va y khoa
vé ty I¢ gay xuong song méi. Phac db nay lam giam sy xudt hién cta gy xwong cét sbng méi
xudng con 62% (p = 0.0001) trong thoi gian ba nim cua nghién ciru. Gidm 61% nguy co
twong doi sau 2 nam (p = 0,0006). Khong c¢6 sy khac biét ¢6 ¥ nghia théng ké sau | nim diéu
tri (p = 0,056). Tac dung chbng gdy xuong 14 phit hgp trong sudt thoi gian nghién ciru, Khéng
c¢6 déu hiéu cua sy suy giam hiéu qué theo thoi gian.

Ty 1¢ glly xwong sdng l4m sang ciing giam dang k& xubng con 49% (p = 0,011). Sy tdc dong
manh dén qué trinh gdy xuong séng ciing dugc phan énh bdi sy giam chiéu cao déng ké vé
mit théng ké so véi gia duge (p <0,0001).

Bang 3: Két qua nghién ciru vé géy xicong trong 3 néim MF 4411 (%, 95% CI)

Gia duge Acid ibandronic 2.5 mg
(N=974) hing ngay
(N=977)
Giam nguy co twong doi gy xwong 62 % (40.9, 75.1)
sbng hinh thai méi
Ty 1& gy xuong song hinh thai méi | 9.56 % (7.5, 11.7) 4.68 % (3.2,6.2)
Giam nguy co twong ddi giy xwong 49 %
séng ldm sang (14,03, 69.49)
Ty 1é gy xwong song |am sang 5.33 % 2.75%
(3.73, 6.92) (1.61,3.89)
Mét d6 khodng xuwong thay doi| 1.26 % (0.8, 1.7) 6.54 % (6.1, 7.0)
trung binh trén cot sdng thit lung
so gifta ban ddu va nim thir 3
Mit do khoang xuong thay dbi|-0.69 % 3.36 %
trung binh trén toan by hong so | (-1.0,-0.4) (3.0, 3.7)
gifra ban dau va nam thir 3

Hiéu qua diéu trj cua acid ibandronic duge dénh gid thém trong mdt phén tich trén nhitng

bénh nhan ban dau c6 diém s6 T-score vé mit d§ khodng xuong ctia cft séng thét lung dudi — ;
2,5. Vige giam nguy co gdy xuong sbéng 1a rit phit hgp véi nhimg gl duge thiy trong mau

nghién ciru.

Bang 4: Két qua trong nghién ctru 3 niim v& gy xuong MF 4411 (%, 95% CI) trén bénh nhéan
b diém T-score vé& mat dd khodng xuong cdt séng dudi —2,5 lic ban dau
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Gia dugce Acid ibandronic 2.5 mg
(N=587) héng ngay
(N=575)
Giam nguy co twong doi gy xwong 59 % (34.5, 74.3)

song hinh thai méi

Ty 18 gdy xwong song hinh thai mai | 12.54 % (9.53, 15.55) 536 % (3.31,7.41)

Giam nguy co twong doi giy xwong 50 % (9.49, 71.91)
sbng lam sang

Ty 1€ gdy xuong séng l&dm sang 6.97 % (4.67, 9.27) 3.57 % (1.89, 5.24)
Mit do khodng xwong thay dbi| 1.13 % (0.6, 1.7) 7.01 % (6.5, 7.6)

trung binh trén ¢t sdng thit lung
so gitta ban ddu va nam thir 3

Méat d¢ khodng xwong thay doi -0.70 % (-1.1, -0.2) 3.59% (3.1,4.1)
trung binh trén toan by hoéng so
gifa ban dAu va nim thir 3

Trong miu tong thé clia nghién ciru MF4411, khong ¢6 hiéu qua giam gay trén céc xuong
khong xwong song, tuy nhién liéu acid ibandronic hang ngdy dudmg nhu ¢é higu qua trén ddi
tugng nguy co cao (mat do khodng xuwong cb xuong dui T-score <-3.0), noi ma nguy co gy
cac xuwong khong phai xuwong séng 1a 69%.

Diéu trj hang ngay vai lidu 2,5 mg cho két qua 1a sy gia ting ddng ké v& mat do khoang
xuong tai céc vi tri xwong séng va khéng xwong séng trén bd xwong.

Mit d§ khodng xuong cft séng sau ba ndm tang so véi gia duge la 5,3% va 6,5% so vdi ban
diu. Ting & héng so véi dudng nén 12 2,8% & ¢b xuong dui, 3,4% & toan by hong, va 5,5% &
méu chuyén.

Céc déu hiéu sinh héa ctia chu chuyén xwong (nhu CTX tiét niéu va osteocalein huyét thanh)
cho thy md hinh (rc ché nhu mong doi trén phy nf tién méan kinh va dat mirc (e ché téi da
trong khoang thoi gian 3-6 thang,.

Cé mot sy gidm déng ké vé miit 1am sang cia S0% déau higu sinh hoa trong sy tai hiip thu xuong
da duge quan sat sém nhdt 12 mét thang sau khi bit ddu didu tri voi acid ibandronic 2,5mg.

Sau khi ngimg diéu tri, cé sy ddo nguge vé ty 1¢ bénh ly trude didu trj vé sy hity xwong cao
lién quan dén loding xwong sau man kinh,

Phén tich mé hoc sinh thiét xwong sau hai va ba nam diéu trj phu nit sau mén kinh cho théy
xuong c6 chét lwgng binh thuong va khéng c6 ddu hidu ctia khiém khuyét khodéng héa,

Tré em
Sedropor khong dwge nghién ciru trén cée ddi tugng tré em, do dé khong ¢6 dit li¢u hi¢u qua
ho#ic an toan ¢6 sin cho ddi tugng bénh nhén nay,

DPAC TINH DUQC PONG HQC

Céc tac dung duge ly chinh cta acid ibandronic tén xwong khéng lién quan tryc tiép dén
ndng do trong huyét twong trén thye té, tuy nhién né duoc chimg minh béng nhiéu nghién ctru
khéc nhau & ddng vt va ngudi.
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Hidp thu

Sy hép thu ctia acid ibandronic trong dudng tiéu hoa trén 14 rét nhanh sau khi uéng va ndng
dé trong huyét twong ting ty 1¢ thudn theo liéu va 1én dén S0 mg, véi lidu 16n hon thi ndng do
ndy con cao hon niva, Nong do huyét twong quan sét i da dat duge trong vong 0,5 dén 2 gio
(trung binh 1 gidy) trong trang thai nhin &n va sinh kha dung tuyét ddi 1a khoang 0,6%. Mitc do
hép thu b suy giam khi diing cling véi thire #n hogic dd udng (trlr nwée). Sinh kha dung giam
khoang 90% khi acid ibandronic duge diing cling véi bita sing tiéu chudn so véi cde dbi
tuong nhin &n. C4 sinh kha dyng va mat d¢ khodng xwong déu gidm khi thye phdm hoiic dd
udng duge ding trong vong 60 pht sau khi udng acid ibandronic.

Phdn bo

Sau khi dat néng dd toan than ban dau, acid ibandronic gén két nhanh chong véi xuong ho#c
duge bai tiét vao nude tiéu, O ngudi, thé tich phan b cudi cting it nhat 1a 90 lit va lugng
thude dén xuong ude tinh khodng 40 - 50% lidu tudn hoan trong mau, Kha niing gén két
protein trong huyét twong ngudi khoang 85% - 87% (duge xée dinh in vitro & nong dé didu
tri), va do d6 kha ning twong téc thudc-thude do sy thé chd 1a thip.

Chuyén héa
Khéng ¢6 bing chimg cho ring acid ibandronic duge chuyén héa & dong vét hogic nguoi.

Thai trir

Acid ibandronic hap thu duoc logi bé khoi tudn hoan thong qua hdp thu & xuong (wée tinh 14
40-50% & phy nit sau man kinh) va phén con lai duge théi trir dudi dang khéng thay dbi &
than, Phin khong hép thu ciia acid ibandronic duge thai qua phan.

Khoang quan sét cta thoi gian ban thai rong, thi gian bén thai thudng nam trong khodng 10-
72 gid. Do céc gid tri tinh todn duge dya vao thoi gian nghién cir, lidu sir dung va dd nhay
thir nghiém, thai gian ban hiy thye sy c6 thé dai hon dang ké, trong ty véi cde bisphosphonat
khéc. Néng dd huyét twong ban du giam nhanh chong dat 10% gié trj dinh l4n luot trong
vong 3 va 8 gidr sau khi tiém tinh mach hogic udng.

Téng dd thanh thai ctia acid ibandronic thip véi gié tri trung binh trong khoéng 84-160 ml/phut,

—

P thanh lge ciu than (khoang 60 mL/phat & phy nit sau man kinh khée manh) chiém 50-60% 2240,

tong dd thanh thai va c6 lién quan dén do thanh thai creatinin. Syr khac biét 13 rdng gitta tong :‘;? T
lugmg thude va d thanh thai & thin duge xem la phan énh sy hdp thu ctia xuong. i N?{

Ngoai ra, acid ibandronic khéng tre ché céc isoenzym P450 cia gan ngudi va cting khong trc PH ATH?

ché hé thdng cytochrom P450 & chudt., o

(PO,

Cic dbi twong diic bigt

Giaoi tinh

Sinh kha dung va dugce ddng hoc cua acid ibandronic twong ty nhau & nam va nfr.

Chiing toc

Khéng c6 bang chimg cho thdy bt ky sy khac bi¢t lién quan dén Iam sang gitva ngudi chau A
vi ngudi da trfing trong sy phan bd acid ibandronic. C6 rit it dir liéu c6 sin trén bénh nhén '
gbe Phi.

Bénh nhdn suy thin
D{ thanh thai ¢ thén cta acid ibandronic trén nhirng bgnh nhan c¢6 mirc dj suy thén khéc nhau
cé lién quan tuyén tinh véi do thanh thai creatinin.
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Khéng cén diéu chinh li¢u cho bénh nhan suy thin nhe hofic trung binh (CLer bing hofic 16m
hon 30 ml/phat), nhu trong nghién ctru BM 16549, noi phin 16n bénh nhén bj suy thén tir nhe
dén trung binh.

pbi turong suy thin nging (CLer dudi 30 ml/phut) duge uéng 10mg acid ibandronic hang ngay
trong 21 ngdy, ¢cé ndng do trong huyét tuong cao hen 2-3 13n so véi déi tugng ¢6 chirc niing
thén binh thudmg va tdng thanh thai cta acid ibandronic 13 44 ml/phit, Sau khi tiém tinh mach
0,5 mg, do thanh lgc tdng sd, thén, va khong than 1dn lugt gidm con 67%, 77% va 50% & nhitng
ddi tweng suy than ning nhung khong c6 sy gidm kha niing dung nap. Do kinh nghi¢m lam sang
han ché, acid ibandronic khéng duge khuyén cdo & bénh nhan suy thin nging, Duge ddng hoc
cua acid ibandronic khong duwge dénh gid & nhimg bénh nhan bi bénh thén giai doan cubi duoe
diéu trj béng cach chay than nhan tao. Dugc ddng hgc ciia acid ibandronic & nhimg bénh nhén
ndy chua duge biét va khong nén st dung acid ibandronic trong nhitng trudng hop nay.

Bénh nhén suy gan
Khong ¢6 dit ligu dugc dong hoc ctia acid ibandronic trén nhitng bénh nhén bi suy gan. Gan
khéng c6 vai trd quan trong trong viée chuyén héa acid ibandronic do né duge thai trir qua sy
bai tiét & thin va bing cach llﬁp thu vao xuong. Do dé hiéu chinh lidu 1a khong can thiét &
bénh nhén suy gan.

Ngiroi cao tdi

Trong mdt phén tich da bién, tudi khéng duge xem nhu la mot yéu td doc lap ctia bt ky tham
s6 duge dong hoc nao da duge nghién ciru. Khi chirc néing than gidm theo do tudi, day la yéu
td duy nhit cdn xem xét (xem thém phén suy than).

Tré em
Khong c6 dir lidu vé viée sir dung acid ibandronic trong nhém tudi nay,

QUY CACH PONG GOI:
Hép 1 vi x 1 vién nén bao phim

PILU KIEN BAO QUAN: Bao quéan & nhiét d6 duéi 30°C.
HAN DUNG: 24 thang ké tir ngay san xuét.

TIEU CHUAN CHAT LUQNG CUA THUOC: Tiéu chuén co so.

TEN, PIA CHI CUA €O SO SAN XUAT THUOC:;
PHARMATHEN S.A.
6, Dervenakion str., 15351 — Pallini Attiki, Hy Lap
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