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St dung FOSAMAX PLUS™
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CWEEK2

WEEK 1 N\ SN
FOSAMAX PLUS™ FﬁSAMAX PLUS™ ~
70mg/56001U 70mg/56001U_~
ALENDAONIC ACID 70 mg ALENDRONIC ACIO 70 mg
(45 SODILIM SALT) |45 SCCIUM SALT
COLECALCIFEROL 560014 COLECALCIFEROL 56001U
ONCE WEEKLY ONCE WEEKLY
€3 MsD €»MsD |
Manufactured by LOT
Frosst lherica,
S.A, Spain EXP.
WEEK 3 WEEK 4
FOSAMAX PLUS™ FOSAMAX PLUS™
70mg/56001U 70mg/56001U
ALENDARONIC ACID 70 mg ALENDRONIC ACID 70 mg
1AS SODIUM SALT) [AS SODIUM SALT) ;
COLECALCIFEROL 56001U COLECALCIFEROL 560014 /
ONCE WEEKLY ONCE WEEKLY, \'\_ = /
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FOSAMAX PLUS™

70 mg 56001U 4’s (without wallet)
VIETNAM

B Process Black C



Rx TH UOC KE PON Tracer Number(s): 0217A-VNM-2011-003842

—

THONG TIN SAN PHAM

- Vién nén
: 'FOSAMAX PLUS™ 70/5600
\LH (a!endfogate sodium 70 mg/colecalciferol 5600 IU)

NHOM THUGC
FOSAMAX PLUS chira alendronate sodium va colecalciferol (vitamin Ds).

Alendronate Sodium

Alendronate sodium la mét bisphosphonate tac dung nhwr mét chat t)c ché manh
va (rc ché déc hiéu s tiéu xwong qua trung gian hdy cét bao. Bisphosphonate |a
nhirng chéat tbng hop twong tu pyrophosphate dwoc lién két véi hydroxyapatite cé
trong xwong.

Colecalciferol
Colecalciferol (vitamin D) la mét secosterol, |a tién chat tw nhién clia hoéc mén
calcitriol dieu hoa canxi (1,25-dihydroxyvitamin Dj).

THANH PHAN

Hoat chét:

M&i vién nén FOSAMAX PLUS 70 mg/5600 IU chira 91,37 mg alendronate
sodium trihydrate, twong dwong véi 70 mg alendronic acid va chira 140 mcg
colecalciferol twong dwong 5600 don vj vitamin Dj.

Ta duwoc:

Microcrystalline cellulose, lactose anhydrous, medium chain triglyceride, gelatin,
croscarmellose sodium, sucrose, colloidal silicon dioxide, magnesium stearate,
butylated hydroxytoluene , modified food starch, sodium aluminum silicate.

CHi PINH

FOSAMAX PLUS duworc chi dinh trong:

o Diéu tri loang xuong & phu ni¥ loang xwong sau man kinh dé phon Qgtra gay
xuong, bao gém gay xwong héng va xwong sbéng (gay xwong nén.cot séng)
va dé gilp dam bao du vitamin D. e

e Diéu tri loang xwong & nam gi¢i d& phong ngira gay xwong va dé gip dam
bao du vitamin D.

LIEU LUQNG VA CACH DUNG

Phai ubng FOSAMAX PLUS véi nudc dun sbi dé ngudi it nhat 1a 30 phut truéc khi
an, udng hodc dung thubc khac Ian diu trong ngdy. Cac b ubng khac (ké ca
nwdc khoang), thirc an va mot sd thubc co thé lam gidm sy hép thu cla
alendronate (xem phan Twong tac thuéc).



Dé dua thuéc xubng da day dé dang nham giam kha nang kich trng thuc quan,
phai udng FOSAMAX PLUS voi mot céc nuwéc day vao luc maéi ngu day trong
ngay. Ngudi bénh khéng dugc ndm cho dén sau khi an bira &n dau trong ngay va
bira &n nay phai sau khi uéng thuoc FOSAMAX PLUS it nhat 30 phit. Bénh nhan
khéng duwoc nhai hodc dé vién thudc tan trong miéng vi nguy co gay loét hau
hong. Néu khéng tuén thu nhi¥ng chi dan nay, nguy co tac dung ngoai y trén thue
quan co thé tang Ién (xem phan Than trong).

Liéu khuyén cdo la 1 vién 70 mg/2800 U hoac 1 vién 70 mg/5600 1U mét lan méi
tuén._Vc'ri L)hén I&n bénh nhan loang xwong liéu phu hop la 1 vién 70 mg/5600 IU
mot 1an moi tuan.

Nguoi bénh can bd sung canxi va/hoac vitamin D néu lwong bd sung ché ds an
khéng du (xem phan Than trong). Thay thuéc cling can quan tdm dén lwong
vitamin D da c6 trong cac vitamin va cac thuc phdm bo sung. FOSAMAX PLUS 70
mg/2800 U va 70 mg/5600 1U cung céap Iwong vitamin D cho méi tuan, can clr vao
liéu hang ngay 1an Iwgt 1a 400 va 800 don vi.

Khéng can phai diéu chinh liéu cho ngudi cao tudi hodc ngudi bénh suy than tir
nhe dén vira phai (36 thanh thai creatinin tir 35 dén 60 mL/phat). Khéng khuyén
cao ding FOSAMAX PLUS cho ngudi bénh suy than nang hon (hé sb thanh thai
creatinin <35 mL/phut) do chwa cé kinh nghiém 1am sang dbéi véi cac dbi twong
nay.

CHONG CHi BINH

o Céc dj thweeng cla thire quan dan dén cham lam réng thure quan nhw hep hodc
co that co vong thwe quan

¢ Khdng cd kha ndng dirng hodc ngoi thang it nhat 30 phut

e Man cam véi bat ky thanh phan nao clia san pham nay

o Giam canxi huyét (xem phan THAN TRONG)

THAN TRONG

Alendronate Sodium
Gidng nhw cac thube c6 chira bisphosphonate khac, FOSAMAX PLUS c6 thé gay
kich tng tai ché niém mac dudng tiéu hoa trén.

Pa c6 bao cao vé nhirng tac dung ngoai y & thyc quan, nhu viém thuc quan, loét
thwe quan va trot thire quan, hiém khi dan téi hep hodc thing thire quan & ngudi
bénh diéu tri badng alendronate. Mét sb truong hop néng phai ndm vién. Vi vay,
thdy thubc can canh gidc véi bt ky diu hiéu hodc triéu chirng nao bao higu vé
phan (rng thire quan va nguoi bénh can duoc chi dan dé ngirng uéng FOSAMAX
PLUS va bao cho thay thuéc ngay néu thay khé nuét, nudt dau, dau sau xuong
trc, ¢ ndéng mai xuét hién hodc ngay mét xau di.

Nguy co phan &ng co hau nghiém trong ddi voi thuc quan cang I&n néu ngum
bénh di nam sau khi uong FOSAMAX PLUS va/hodc khéng ubng thubc véi mot
cbc nuéc day va/hodc van tiép tuc dung FOSAMAX PLUS sau khi ¢é nhirng triéu
chirng nghi la kich rng thuwe quan. Vi vay, cung cap day du théng tin cho nguoi
bénh dé ho hiéu ré cac chi dan vé liéu lugng, cach dung l1a rat quan trong (xem



phan Liéu lwong va cach dung). Bénh nhan nén duoc bao truéc réng néu khéng
tuan theo cac hwéng dan nay thi cé thé sé tang nguy co gap van dé vé thuc quan.

Mac du khéng thay tadng nguy co trong nhirng thtr nghiém lam sang mé rong voi
alendronate, da c6 mot vai bao cao hiem gap (sau khi dwa thuéc ra thi treeng) vé
loet da day va ta trang, mét vai trwwdng hop nang cé bién chirng.

Vi alendronate cé thé cé nhitng tac dung kich (rng niém mac duwéng tiéu héa trén
va cb kha nang lam bénh san c6 x4u di nén can than trong khi cho ngudi bénh co
van dé vé dudng tiéu hoa trén, nhu khé nuét, cé cac bénh thuc quan (ké ca bénh
thire quan Barret), viéem hoac loét da day, ta trang dung FOSAMAX PLUS.

Dé thuéc nhanh chéng xubng dén da day va nher d6, lam gidam duoc nguy co kich
(ng thue quan, can huwdng dan ngudi bénh udng thubc FOSAMAX PLUS v&i mot
cbe nwdc day va khéng dwoc nam trong vong it nhat 30 phat sau khi udng thubc
va cho téi sau khi an 1an dau trong ngay. Ngudi bénh khéng dwoc nhai hodc
ngam vién thuéc vi thubc cé kha nang gay loét ving hau hong. Nguwoi bénh can
dwoc hwéng dan dac biét lvu y khong dugc ubng FOSAMAX PLUS truéc khi di
ngl hodc con dang nam trén giwdng khi mdi thirc day trong ngay. Ngudi bénh
can dwoc thong bao rang néu khong tuan thi nhivng chi dén nay sé lam tang nguy
co tac dung cd hai cho thuc quén. Ngudi bénh can duwoc chi da&n nglrng udéng
FOSAMAX PLUS va bao cho thdy thudc néu gép cac triéu chirng bao hiéu vé
phan rng thirc quan (nhuw thdy kho nuét, nuét dau, dau sau xwong (¢, O N6Ng
mai xuat hién hoac ngay mét xau di).

Da co6 mot s6 hiém bao cao vé hoai tir xwong ham khu tri (osteonecrosis of the
jaw- ONJ), thueng lién quan dén nhb ring va/hodc nhiém khun tai ché (ké& ca
viém xuwong tay) lau khdi, khi ding bisphosphonate dudng udng (xem phan Tac
dung ngoai y, Kinh nghiém sau khi dwa thuéc ra thi trirong). Phan 1én nhirng
treong hep hoai ttr xwong ham do dung bisphosphonate la & bénh nhan ung thw
diéu tri bang bisphosphonate tiém tinh mach. Nhirng yéu té nguy co vé ONJ da
biét bao gébm chan doan ung thw, tri liéu phdi hop (vi du: hoa tri liéu, xa tri, ding
corticosteroid), kém vé sinh rang miéng, cac bénh méc déng théi (bénh nha chu
valhoac bénh rang da cé tir trwde, thieu mau, bénh déng mau, nhiém khuan) va
hat thube. Nguwéi bénh bi hoai tlr xwong ham khu trd (ONJ) can duoc sw cham
s6c phu hop clla mét bac si nha khoa va can nhac ngirng st dung
bisphosphonate tily theo két qua danh gia nguy co/ loi ich trén tirng ngudi bénh
cu thé. Céc thu thuat rang c6 thé 1am bénh nang hon.
™

Trwdc khi tién hanh cac thi thuat vé rang (vi du nhw nhé rang, cdy réh “".'pac si
diéu tri va/hodc bac sT nha khoa can danh gia 1am sang va dwa ra hwé’ng\x )
ca viéc slr dung bisphosphonate diwra trén két qua danh gia nguy co/ loi ich cho
tlrng ngurdi bénh cu thé.

Nguéi bénh dung bisphosphonate cé khi gap dau xwong, khép va/hodc dau co.
Theo kinh nghiém sau khi dwa thubc ra thi treéng, nhirng triéu chirng nay hiém
khi & murc d6 nghiém trong, va/hoac lam mat kha nang van déng (xem phan Tac
dung ngoai y, Kinh nghiém sau khi dwa thudc ra thi trurong). Thoi gian bat dau xuét
hién triéu chirng dao déng tir mot ngay toi nhiéu thang sau khi bat dau diéu tri.
Hau hét ngudi bénh giam triéu chirng sau khi ngirng thudc. M6t sé ngudi bénh bi
tai phat khi dung lai v&i cung thudc dé hodc véi mét bisphosphonate khac.



Pa co6 mot sd bao cao vé gay xwong do lwc tac dong nhe dudi mau chuyén va
dau trén xwong dui & mét sbé it ngwdi bénh st dung bisphosphonate lau dai
(thwdng 1a trén 3 nam). Mot sé trong d6 1a gay xwong do lwc dé (moét sb ca dwoc
ghi nhan 1a dang gay xwong khéng hoan toan) ma khéng cé chén thuong ré rang.
M6t sb ngudi bénh co dau hiéu bao trudc la dau & ving bi ton thuong, thwdng co
lién quan v&i hinh anh nit xwong trong vong hang tudn dén hang thang truéce khi
xay ra gay xuong hoan toan. Khoang mét phan ba cac trevong hop gay xwong nay
xay ra & ca hai bén, vi vy nén thdm kham xwong dui bén déi dién & cac bénh
nhan bj nit than xwong dui. Nt xwong véi cac dac diém lam sang twong tw cing
xdy ra trén nhirng ngudi bénh khéng duwoc diéu tri bang cac thubc
bisphosphonate. Can danh gia ki cho nguwdi bénh bi nghi nit xwong, ké ca danh
gia vé cac nguyén nhan da biét va cac yéu td nguy co (nhw 1a thiéu hut hodc kém
hap thu vitamin D, sl dung corticoid, da bj nirt xwong trwedc d6, thoai hda khép
hoac gay xwong chi dudi, van @éng nhiéu hon hay qua mikc, bénh dai thao
dwong, nghién regu man tinh) va phai dugc chdm séc vé chuyén khoa chan
thwong moét cach thich dang. Viéc tam dirng s dung bisphosphonate trén ngudi
bénh bj nit xwong nén dwoc can nhac, trong lic danh gia bénh nhan can dua
trén két qua danh gia nguy co/ loi ich trén tirng ngudi bénh cu thé.

Cén dan nguwoi bénh néu quén khéng dung mét liéu FOSAMAX PLUS, thi phai
uéng bl mét vién vao budi sang ngay sau khi phat hién ra. Khong duoc uong hai
vién vao trong cung mét ngay, ma tré lai uong ma&i tudn mét vién duy nhat vao
dung ngay trong tuan nhu lich da chon ban dau.

Khéng nén dung FOSAMAX PLUS cho nguwdi bénh c6 d thanh thai creatinin < 35
mL/phtt (xem phan Liéu lwong va cach dung).

Céan can nhéc cac nguyén nhan gay loang xwong khac ngoai thiéu hut estrogen,
tudi cao va s dung glucocorticoid.

Phai diéu chinh hién twong ha canxi- huyet tredc khi bat dau dung FOSAMAX
PLUS (xem phan Chong chi dinh). Ciing can diéu tri tich cwc nhitng réi loan khac
tac dong toi chuyen héa chat khoang (nhu thiéu hut vitamin D). V&i nguol bénh co
c4c réi loan nay, can theo dbi nong dd canxi trong huyét thanh va céc triéu chirng
ha canxi-huyét trong qua trinh diéu tri véi FOSAMAX PLUS.

Do cac tac dung tich cire cla alendronate lam téng khoang xuong, co theq(a& ra
hién twong giam nhe va khéng co triéu chirng néng dé canxi va phosphate| trqng/.
huyét thanh.

Colecalciferol

Vitamin D3 cé thé lam gia ting mirc @6 tang canxi-huyét va/hodc tang canxi-niéu
khi dung cho ngu®i méc cac bénh co lién quan téi sw ting qua mirc calcitriol ma
khéng diéu hoa dwoc (vi du: bénh bach cau, u lympho bao, bénh sarcoid). V&i
nhitng ngudi bénh nay can theo déi ndng dd canxi trong nwédc tiéu va huyét
thanh.

Nguoi bénh kém hap thu sé co thé khong hap thu day da vitamin Da.
KHI MANG THAI

FOSAMAX PLUS chua duoc nghién clru trén phu ni* mang thai vi vay khong
dugc dung cho cac trwong hop nay.



KHI CHO CON BU

FOSAMAX PLUS chwa dwoc nghién clru trén phu nir cho con bu, vi vay khéng
duoc dung cho céac trwéng hop nay.

VOl TRE EM

FOSAMAX PLUS chwa duwoc nghién clru trén tré em, vi vay khong dwoc ding
cho cac trwdng hop nay.

vOl NGU'O'I CAO TUOI

Trong cac nghién ctru I&m sang, khéng cé sw khac biét lién quan dén tudi tac vé
hiéu qua hoac tinh an toan ciia FOSAMAX PLUS.

TUONG TAC THUOC

Alendronate Sodium

Néu dung cung luc, cod thé cac san pham bd sung canxi, thudc khang acid va cac
thuoc ding dudng ubng khac sé anh hwdng dén sy hap thu cla aiendronate Vi
vay, ngudi bénh phai ché it nhét nlra tiéng sau khi ubng FOSAMAX PLUS rdi méi
ubng thubc khac.

Dung déng thoi thuéc thay thé hormon (HRT) (estrogen * progestin) va
FOSAMAX® (alendronate sodium) da dwoc danh gia trong hai nghién ctru 1am
sang trong thoi gian mot va hai nam & phu nir loang xwong sau man kinh. St
dung két ho'p HRT va FOSAMAX da lam tang khéi lwvong xwong nhiéu hon, dcng
th&i giam thiéu nhiéu hon su thoal héa xwong, so voi khi dung tirng thube riéng.
Trong cac nghién cru nay, hd so vé tinh an toan va dung nap cla tri liéu ph0| hop
phu hop véi tinh an toan va @6 dung nap cla riéng tirng thudc [xem phan Tac
dung ngoai y, Nghién ctru lam sang, St dung cung vdi estrogen/liéu phép thay thé
hormon (HRT)].

Chuwa ghi nhdn twong tdc cé y nghia lam sang giira cac thubc khac véi
alendronate.

Khong co6 cac nghién ciru khao sat trong tac thubc dac biét. FOSAMAX da duoc
str dung trong nhirng nghién ctru ve loang xwong ¢ nam gidi va phu ni sau(man
kinh véi mot loat cac thubce ké don thong thuéng, khong thay co bang chﬂrnb ve
twong tac cé hai trén 1am sang.

Do céc thubc khang viém khéng steroid (NSAID) gy ra kich (rng da day-rudt, can
than trong khi phdi hop véi alendronate.

Colecailciferol

Olestra, cac dau khoang véat, orlistat, cac chat thu hédi acid mat (vi du:
cholestyramine, colestipol) c6 thé can tré su hap thu cla vitamin D. Thudc chdng
co giat, cimetidine, va thuéc loi niéu nhém thiazid cé thé lam tang di héa vitamin
D.



TAC DUNG NGOAI Y

FOSAMAX

Trong cac nghién ctru 1am sang, néi chung FOSAMAX duoc dung nap tot. Trong
nhitng nghién clru kéo dai téi nadm nam, cac tadc dung ngoai y thwdng nhe va
khéng dai hoi phai ngirng diéu tri.

Diéu tri lodang xwong
Diéu tri lodng xwong & phu nir sau méan kinh

Trong hai nghién ctru da trung tam, mu kép, c6 déi chirng vé&i gia duoc, kéo dai
ba nam (& My va mét sé quéc gia khac), duoc thiét ké gibng hét nhau, cac mat an
toan néi chung cia FOSAMAX 10 mg/ngay va gia duoc la twong tw. Cac tac dung
khong mong muén & dudng tiéu hda trén dwgc cac nha nghién ctru bao céo la co
thé, co kha nang hodc ré rang lién quan dén thubc & 21% sb ngudi bénh diéu tri
bang FOSAMAX 10 mg/ngay va co ty Ié cao hon so v&i nhém nguwdi bénh dung
gia duoc la dau bung (6,6% & nhdom dung FOSAMAX, so véi gia duoc 1a 4,8%),
kho tiéu (3,6%; 3,5%) loét thirc quan (1,5%; 0,0%) kho nuét (1,0%; 0,0%), va
chwéng bung (1,0%; 0,8%).

Hiém gap ban va ban dé.

Ngoai ra, cac tac dung khéng mong muédn sau day duoc cac nha nghién clru bao
cao la co thé, co kha nang hodac ro rang lién quan dén thuéc & 21% sb nguoi bénh
diéu tri bang FOSAMAX 10 mg/ngay va c6 ty Ié cao hon so véi nhém nguéi bénh
dung giad dwoc: dau co xwong khép (FOSAMAX 4,1% so voi gia dwoc 2,5%), tao
bén (3,1%; 1,8%) tiéu chdy (3,1%; 1,8%), day hoi (2,6%; 0,5%) va nhirc dau
(2,6%; 1,5%).

Trong hai nam kéo dai thém (nam thir 4 va 5) ctia nhirng nghién clru trén, mat an
toan néi chung ctia FOSAMAX 10 mg/ngay twong tir nhu da thay trong thei ky ba
nam cé doi chirng gia dwoe. Hon niva ty 1& ngudi bénh nglrng FOSAMAX 10
mg/ngay do bét ky tac dung lam sang khéng mong mubn nao déu trong tw nhuw
trong thoi gian nghién ctru ba nam dau.

Trong mét nghién ctru da trung tam, mu kép, kéo dai mét nam cho thay dEr\liéQ‘vé
tinh dung nap va hap thu clia FOSAMAX 70 mg dung méi tudn mét 1an (n :‘\S{Q)

twong tw nhy FOSAMAX 10 mg ding mdi ngay mét lan (n = 370).

Céc tac dung phu sau duoc cac nha nghién clru bao céo la cé thé, cé kha ndng
hay xac dinh la c6 lién quan dén thubc véi tan suat >1% & nhém diéu tri: dau bung
(FOSAMAX 70 mg méi tuan mét 1an, 3,7%; FOSAMAX 10 mg méi ngay mét Ian,
3,0%); dau co, xwong, khép (2,9% va 3,2%); réi loan tiéu hoa (2,7% va 2,2%); o
chua (1,9% va 2,4%); noén (1,9% va 2,4%); chuéng bung (1,0% va 1,4%); tdo bon
(0,8% va 1,6%); day hoi (0,4% va 1,6%); chudt rit (vop bé) (0,2% va 1,1%); viém
da day (0,2% va 1,1%) va loét da day (0,0% va 1,1%).

Diéu tri lodng xwong & nam gidi

Trong hai nghién ctru mu kép, da trung tdm, c6 ddi chirng gia dwgc trén nam gidi
(nghién ctru trong hai nam v&i FOSAMAX 10 mg/ngay [n=146] va nghién clru



trong mét nam voi FOSAMAX 70 mg tudn mot 1an [n=109]), thdy hd so vé tinh an
toan cia FOSAMAX néi chung twong tw nhw & cac nghién ctru trén phu nir sau
man kinh.

Céac nghién ctru khac ¢ c& nam va nir gioi

Trong mét nghién ciru ndi soi kéo dai 10 tuan & ca nam va nir gidi (n=277; d6 tudi
trung binh: 55) khéng thay khac biét vé ton thwong duong tiéu hoa trén gitra
nhém diing FOSAMAX 70mg, mdi tuan udng mét lan va nhém dung gid duec.

Trong mét nghién clru kéo dai mét ndm & ca nam va nir gidi (n=335; d6 tudi trung
binh: 50) thudc tinh an toan néi chung va do dung nap ctia FOSAMAX 70mg, méi
tuan udng mét 1an |a twong duong voi gid dwoc va khéng cé suw khac biét gitra
nam va nir giéi.

Trong hai nghién ctru lam sang kéo dai mét nam trén nam va ni¥ gidi (n=477) st¥
dung glucocorticoids, cé hai bao cao di ngoai phan den trén nguoi bénh st dung
FOSAMAX 10mg, mbi ngay udng mét vién.

Str dung ctng voéi estrogen/liéu phép thay thé hormon

Trong hai nghién ctru (kéo dai 1 va 2 nam) trén phu ni bi lodng xwong sau man
kinh (tdng cong n=853) tinh an toan va dung nap cla liéu phap diéu tri phdi hop
mdi ngay moét 1an 10 mg FOSAMAX va estrogen + progestin (v&i n=354) cling phu
hop voi cac phwong thive diéu tri riéng ré.

FOSAMAX PLUS

V@i phu ni¥ lodng xwong sau man kinh (n=682) va nam gi¢i (n=35), nghién ctru
ml kép, da qudc gia kéo dai trong 15 tuan, thay tinh an toan clia FOSAMAX
PLUS (70 mg/2800 IU) clng twong tw FOSAMAX 70 mg mét 1an méi tudn. Trong
mét nghién clru mu kép kéo dai trong 24 tuan & nir gidi (N=619) va nam gidi
(n=33), tinh an toan clia FOSAMAX PLUS ( 70 mg/2800 1U) dung kém thém vé&i
2800 U vitamin D3 thanh téng liéu 5600 U, cling twong dwong nhuw khi dung
FOSAMAX 70 mg/ 2800 IU, tuan 1 lan.

Kinh nghiém sau khi dwra thudc ra thi trirong

- |
Nhitng phan (rng bat loi sau day da gap v&i alendronate sau khi dua a(E@
trwong: /

Toan than: Cac phan (ng qua man cam bao gébm may day, hiém g&p phu mach.
Cang nhw véi cac bisphosphonate khac, déi véi alendronate cé gap nhirng triéu
chirng thoang qua nhw dap trng & pha cép tinh (dau co, khé @, suy nhwoc va
hiém gap sét), dién hinh lién quan dén khi bat dau diéu tri. Hiém gap ha canxi-
huyét triéu chirng, nhin chung c6 lién quan dén cac diéu kién thuan loi cla bénh.
Hiém g&p phu ngoai vi.

Tiéu héa: Bubn ndn, ndn, viém thuc quan, trot thuc quan, loét the quan, hiém
gap hep hoac thing thwc quan va loét miéng-hau; hiém gap loét da day hoic ta
trang, mot sé loét nghiém trong cé kém bién chirng (xem phan Than trong va Liéu
lrong va cach dung). Hiém gap hoai t&r xwong ham khu tra, thwéng lién quan dén



nhd réng va’hodc nhiém khudn tai chd (ké ca viém xwong tdy) va lau khéi (xem
phan Than trong).

Co-xuwong: Bau xwong, khép va/hoac co, hiém khi nghiém trong va/hoac lam mét
khad nang van déng (xem phan Than trong); sung khop; gay dau trén xwong dui
do lwc tac dong nhe (xem phan Than trong).

Hé thén kinh: hoa mét, chong mat, rdi loan vi giac.

Da: phat ban (thinh thodng kem nhay cam voi anh sang), nglra, rung téc, hiém
gap cac phan trng nghiém trong & da nhw hdi chirng Stevens Johnson va hoai t
biéu bi nhiém ddc.

Céc gigc quan déc biét. Hiém gap viém mang mach nho, viém cling mac hoac
viém trén cling mac.

BAO NGAY CHO BAC ST HOAC DUQC ST NEU GAP BAT KY TRIEU CHUNG
NAO KE TREN HOAC CAC BAT THUONG KHAC.

Xét nghiém céan lam sang

Trong cac nghién ctru |d&m sang, ha canxi va phosphate huyét thanh nhe thoang
gua khéng kém triéu chirng lam sang gap khoang 18% va 10% & nhdém ngudi
bénh dung FOSAMAX so v&i khodng 12% va 3% & nhom nguwéi bénh dung gia
duoc. Tuy nhién, ty 1& gidm canxi huyét thanh xudng <8,0 mg/dL (2,0 mM) va
phosphate huyét thanh xubng <2,0 mg P/dL (0,65 mM) déu twong tu & ca hai
nhém diéu tri.

TAC DONG PEN KHA NANG LAI XE VA VAN HANH MAY MOC

Chua tién hanh nghién clru nao vé anh hwédng dén kha nang lai xe va van hanh
may moéc. Tuy nhién, mot sb tac dung ngoai y clia FOSAMAX PLUS da duoc bao
cao cé thé anh hwéng dén dén kha nang cla ngwdi bénh trong viéc lai xe va van
hanh may méc. Dap tng cla tirng cd nhan véi FOSAMAX PLUS c6 thé khac
nhau (Xem phan T4c dung ngoai y)

DAC TiNH DUQC LY
Dac tinh dwoc Ivc hoc

Natri Alendronate

Alendronate 1a mét bisphosphatnate ma trong cac nghién ctru trén déng \lé \co
dac tinh dinh khu wu tién vao cac vi tri cé tiéu xwong, dac biét la bén dudi cac huy
cot bao va e ché dugc sy tiéu xwong do hiy cbt bao, ma khéng cé tac dung trwc
tiép trong tao xwong. Vi tao xwong va tiéu xwong di ddi véi nhau, nén su tao
xwong cing bi giam, nhwng giam it hon sw tiéu xwong, dan téi co viéc ting dan
khéi lrong xwong. Trong thoi gian dung thube alendronate, xwong binh thuéng
duwoc tao thanh va gan alendronate vao khuén clia xwong va & dé thube sé khéng
con hoat tinh dwgc ly.

Hoat tinh (rc ché twong dbi trén sw tiéu xwong va su khoang héa cua alendronate
VvGi etidronate da dwoc nghién clru so sanh trén chuét céng non dang I&n. Lidu



thap nhat clia alendronate c6 anh hudng dén sw khoang hoa xwong (dén toi
nhuyén xwong) cac gap 6000 1an liéu chéng tiéu xwong. Nhung ty 1€ trong trng
cua etidronate mé&i chi la 1:1. Cac di¥ liéu nay cho thay, khéng nhw v&i etidronate,
néu dung véi liéu didu tri, thi alendronate rat kho gay nhuyén xwong.

Colecalciferol

Vitamin D3 dwoc tao ra & da do chuyén hoéa quang hoa tir 7-dehydrocholesterol
sang tién vitamin D3z bang anh sang cuwc tim. Tlep dé 1a qua trinh déng phan hoa
khéng enzym tao thanh vitamin Ds. Khi phoi nang khdng dd, thi vitamin D; sé la
chat dinh dudng thiét yéu. Vitamin D3 & da va vitamin D3 tir ngudn dinh dwdng
(h&p thu vao duéng trap) sé chuyén héa thanh 25-hydroxyvitamin D3 & gan. Viéc
chuyén déi thanh hormone 1,25-dihydroxyvitamin Ds (calcitriol) c6 hoat tinh huy
dong canxi & than dwoe kich thich bdi cad hormone can giap va sw ha phosphat-
huyét. Tac dung chinh cla 1,25 dihydroxyvitamin D |a giGip 1am tang hap thu qua
rudt clia ca canxi va phosphat, dong th&i diéu hda néng dd canxi trong huyét
thanh, sw dao thai canxi va phosphat & than, sw tao xwong va tiéu xwong.

Vitamin D3 c&n cho si tao xwong binh thuéng. Thiéu hut vitamin D sé gia tang khi
khéng dworc tiép xuic anh sang mat troi va thiéu bd sung dinh du'c“mg_Thiéu vitamin
D lién quan dén can bang am tinh vé& canxi, hao xwong va tdng nguy co gay
xuong. Trong cac treong hop nghiém trong, th|eu hut vitamin D sé& gay cwong
tuyén can giap thir phat, ha phosphat-huyét, yéu co gan diém bam va nhuyén
xwong, hon niva con lam tang nguy co nga va gay xuwong & ngudi lodng xuong.

Lodng xwong & phu ni¥ sau man kinh

Loang xwong cé dac diém la khéi lbvong xwong thap va dan dén tang nguy co gay
Xwong, thuéng gay & cét sbng, xuwong hong va cb tay. Loang xwong thwong gép
& nam va nir gi¢i, nhung hay gap nhat & phu nir sau man kinh, khi ma sw luan
chuyén xwong tang lén va ty |é tiéu xwong vuot ty 16 tao xwong, dan dén hao hut
khéi irong xwong.

Liéu udng hang ngay cua alendronate dung cho phu ni* sau man kinh tao ra
nhirng thay dm ve sinh héa chirng t6 c6 s trc ché phu thubdc liéu dbi véi sw tiéu
xwong, bao gdm gidm canxi niéu, giam nong dd nwéc tidu clia cac chat danh dau
su giang hoéa collagen xwong (nhw hydroxyprolin, deoxypyridinoline, N-telopeptid
lien két chéo thudc typ | collagen). Nhirng su thay ddi vé sinh héa nay sé tré lai
gia tri ban dau khoang 3 tudn sau khi ngirng alendronate, cho du alendronate
dwec tich 10y au dai trong xwong.

iéu tri dai ngay bénh loang xwong bang FOSAMAX 10 mg/ngay (trong thoi
t&i 5 nam) lam gidm bai tiét qua nwdc tiéu cac dau &n sinh hoc cla s tiéu x 7

deoxypyridmolme va cac N-telopeptid lién két chéo typ | collagen, vao kho ng
50% va 70%, dé dat mirc tuong tw nhw & phu ni tién man kinh khée manh. Si
giam téc do tieu xwong xac dinh qua cac ddu an sinh hoc nay tré nén rd rét sau
mét thang dung thudc, dat mirc binh nguyén sau 3-6 thang dung thuéc, va dwoc
duy tri trong subt qua trinh diéu tri bAng FOSAMAX. Trong cac nghién ctru diéu tri
loang xwong, FOSAMAX 10 mg/ngay lam gidm cac chat danh dau s tao xwong,
osteocalcin va phosphatase kiém d&c hiéu cla xwong vac khoang 50%, giam téng
phosphatase kiém trong huyét thanh khodng 25-30%, dat mtrc binh nguyén sau 6-
12 thang. Tac dung giam twong t vé ty 18 luan chuyén xwong cing duoc thiy khi
dung FOSAMAX 70 mg tudn mét lan trong nghién clru diéu tri loang xwong kéo
dai mét nam.



Diéu tri lodng xwong

Nghién ciru FOSAMAX PLUS

Tac dung cia FOSAMAX PLUS (alendronate 70 mg/vitamin D3 2800 IU) trén tinh
trang vitamin D dwoc chirng minh bang mét nghién clru da quéc gia theo déi trong
15 tuan trén 717 nguwdi bi loang xwong gém phu nix sau man kinh va nam giéi
(nbng d6 25-hydroxyvitamin D trong huyét thanh & murc khéi dau: trung binh, 22,2
ng/mL [56 nmol/L]; khodng dao déng, 9-90 ng/mL [22,5-225 nmol/L]). Ngw&i bénh
dung FOSAMAX PLUS (alendronate 70 mg/vitamin D; 2800 IU) (n=350 ni¥, 10
nam) hodc dung FOSAMAX (alendronate) 70 mg tuan mét lan (n=332 nix, 25
nam); khéng dung bd sung vitamin D. Ty |1&é ngudi bénh cé 25-hydroxyvitamin D
huyét thanh 215 ng/mL (37,5 nmol/L) cao hon dang ké khi dung FOSAMAX PLUS
(70 mg/2800 IU) so ve&i khi chi dung alendronate (89% so v&i 68%). Ty & % ngudi
bénh cé néng d6 25-hydroxyvitamin D huyét thanh 29 ng/mL (22,5 nmol/L) cao
hon dang ké khi dung FOSAMAX PLUS (70 mg/2800 IU) so v&i khi chi ding
alendronate (99% so v&i 87%). Khong cé khac biét gitra hai nhém diéu tri vé néng
dd canxi va phosphat huyét thanh trung binh hodc vé lwong canxi niéu trong 24
gio.

Hiéu qua ciia FOSAMAX PLUS (alendronate 70 mg/ vitamin D3 2800 IU) cung v@i
b6 sung thém 2800 IU vitamin D3 mbi tuan dé dwoc tdbng 5600 IU duoc chirng
minh trong mét nghién ciru mé rong kéo dai 24 tuan trén 652 nguoi bj loang
xwong gém phu ni sau man kinh va nam giéi. Bénh nhan trong nhém vitamin Ds
2800 IU (n=305 phu ni*, 21 nam gi¢i) duwoc cho dung FOSAMAX PLUS (70
mg/2800 IU) va bénh nhan trong nhém vitamin D3 5600 |U (n=314 phu ni¥, 12 nam
gi¢i) dwoc cho dung FOSAMAX PLUS (70 mg/2800 IU) va thém 2800 vitamin Dj
tudn mét 1an; dwoc phép bd sung vitamin D. Sau 24 tuan diéu tri, néng dd trung
binh trong huyét thanh ctia 25-hydroxyvitamin D ting cao hon & nhém ding 5600
U vitamin D3 (27,9 ng/ml [70 nmol/l]) so v&i nhom dung 2800 IU vitamin D; (25,6
ng/ml [64 nmol/l]). Ty |& phan trdm bénh nhan cé néng dd 25-hydroxyvitamin D
huyét thanh 2 15 ng/mL (37,5 nmol/L) cao hon & nhém dung 5600 IU vitamin D
so v&i nhém dung 2800 IU vitamin D; (1an lwet 96,9% va 94,4%). Ty |é phan tram
bénh nhan c6 néng d6 25-hydroxyvitamin D huyét thanh = 9 ng/mL (22,5 nmol/L)
cao hon & nhém dung 5600 IU vitamin D; so v&i nhom dung 2800 1U vitamin Ds
(Ién lvot 100% va 99,7%) qua nghién clru 24 tuan. Khong co su khac nhau vé
néng do trung binh trong huyét thanh cta canxi, phosphate, hoac noéng d (cdhnm_
trong nuec tiéu 24 gior glua hai nhém. Ty 1& phan trdm bénh nhan ting\ camxi
huyét & cudi giai doan 24 tuan khong khac nhau dang ké gitra hai nhom. w

Nghién ciru FOSAMAX
Phu nir sau man kinh
Téac dung trén méat do khoang cda xwong

Hiéu gua cia FOSAMAX 10 mg/ngay & phu n sau man kinh bi loang xwong
duo’c chirng minh trong 4 nghién ctru lam sang kéo dai 2 hoac 3 nam. Di¥ liéu gép
lai clia hai nghién ciru Ién nhat voi @& crong hau nhu tuong tw cho thay voi
nguou bénh uong FOSAMAX 10 mg/ngay, muc tdng trung binh vé mat do khoang
cua xwong (BMD) & cot séng that lwng, cd xwong dui va mau chuyén sau 3 nam
la 8,82% (cot sbng théat lwng); 5,90% (co xwong dui); 7,81% (mau chuyén); so voi
gia dwoc.
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Mtrc tang nay cé y nghia cao so v&i cd mirc ban dau va gia dwoc & mdi vi tri do
dac trong méai nghién ctru. BMD toan co thé cling tang rd rét ca trong 2 nghién
clru, chirng té khdi Iveng xwong & cot sdng that lvng va & xwong hong tang lén
khéng phai nhé vao sw méat xwong & cac noi khac. Tang BMD tré nén ro rét sau 3
thang diéu tri va tiép tuc tang trong suét 3 nam dung thuéc. Kéo dai cac nghién
clru nay thém 2 nam nira, thay viéc dung FOSAMAX 10 mg/ngay tiép tuc lam tang
BMD & cét séng that lwng va mau chuyén (tdng thém tuyét doi gika nam thir 3 va
nam thir 5 la: cét séng thét Iwng tang 0,94%; mau chuyén 0,88%). BMD & cb
xwong dui, ¢ tay va & bd xwong toan than van duwoc duy tri. Nnw vay, FOSAMAX
lam dao nguoc sy tién trién cla loang xwong. FOSAMAX cé hiéu qua tuwong tw
bat ké tudi tac, ching tdc, ty 1é luan chuyén xwong ban dau, chirc nang than va
khi str dung mét loat cac thube khac.

Pa danh gia anh huwéng cla viéc ngirng dung thudc trén ngudi bénh bj loang
xwong sau man kinh dung FOSAMAX 10 mglngéy trong 1 hodc 2 nam. Sau khi
ngirng thubc, sw luan chuyén xwong dan dan tré vé mic tredc khi diéu tri va
BMD khéng tiép tuc tdng nira, mac du khéng thay sw hao xwong tang Ién. Nhirng
di¥ liéu nay cho thay sir dung FOSAMAX phai lién tuc dé tao suw tang lién tuc ve
khdi lvong xwong.

Sw tvong duong vé diéu trj cia FOSAMAX 70 mg tudn mét 1an so véi FOSAMAX
10 mg/ngay duec chirng minh trong mét nghién ctru kéo dai 1 nam trén phu ni»
loang xwong sau man kinh. Mdrc tAng trung binh so véi ban dau ctia BMD & cét
sbng that lung sau 1 nam 1a 5,1% (4,8-5,4%; do tin cay 95%) trong nhom diéu tri
70 mg tudn mét 1an va 5,4% (5,0-5,8%; d6 tin cay 95%) trong nhém 10 mg/ngay.
Ca hai nhém diéu tri ciing tirong durong vé mirc ting BMD & cac noi khac cla bd
xwong. Nhirng dir liéu trén cting cé cho du tinh FOSAMAX 70 mg tuan 1 1an, cé
hiéu qua giam ty Ié gay xwong twong tv nhu FOSAMAX 10 mg/ngay (xem &
dudi).

Téc dung trén ty 1é géy xuwong

Phan tich dir liéu gbp lai v&i cac liéu khac nhau trong 3 nam tir hai nghién clru Ién
trén phu ni loang xwong sau man kinh cho thay cé mirc gidm coé y nghia théng ké
va |am sang la 48% trén ty 1& nguéi bénh dung FOSAMAX bj mét hodc nhiéu 1an
gay xwong cot séng (3, 2%) so voi nguoi bénh dung gia dwoc (6,2%). Hon pira,
véi ngudi bénh bi gay cot séng bét ky, thi nguorl dung FOSAMAX ciing mékdh eu
cao it hon (5,9 mm so véi 23,3 mm) nhé giam duoc ca sé 1an gay va mirc d\p
trong clia gay xwong.

Thém vao d6, phan tich cac di¥ liu gop lai v&i cac liéu khac nhau 22,5 mg trong 5
nghlen clru kéo dai 2 hodc 3 nam bao gébm hai nghién ciru I&n da cho thay mu'c
gidm c6 y nghia 29% vé ty 1& gay xwong khong phai la xuwong cot séng
(FOSAMAX 9,0% so vé&i gid duoc 12,6%).

Céng trinh “Thir nghiém can thiép vé gay xuong” (FIT) gébm hai nghién clru déi
chitng gia duoce trén phu ni¥ sau méan kinh: nghién clru kéo dai 3 nam trén 2027
ngudi bénh khéi diu da bi it nhat mét 14n gay xwong do chén ép cét séng va
nghién ctru kéo dai 4 nam trén 4432 nguwoi bénh c6 khéi lwgng xwong thap nhuwng
kh&i dau chua bi gay xuong cét séng, 69% trong sé d6 bi loang xwong xac dinh
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theo BMD cb xwong dui khéi dau téi thiéu 2 @ léch chuan dwéi mirc trung binh
cla phu nix tré trwéng thanh.

Cac két qua két hop & ngudi bénh loang xwong trong hai nghién ciru trén da cho
thay mirc giam co y nghia thong ké va y nghia Iam sang ve cac ty 1&: 21 1an gay
xuwong cot séng (FOSAMAX 4,7% so voi gia duoc 8,9%; gidm 48%); 22 lan gay
xwong cot séng (0,3% so vai 2,3%; gidm 88%); 21 lan gay xwong cot séng gay
dau don (1,5% so véi 3%; giam 50%); c6 gay xwong khéng dau dén (13,2% so
vai 16,9%; giam 24%) va gay xwong hong (1,1% so véi 1,7%; giam 40%). Giam ty
lé gay xwong cd tay (cang tay) khéng dang ké véi mirc gidm la 18%. O tat ca
nguwdi bénh trong nghién ctru FIT, ké ca ngudi khong loang xwong, mirc giam ty
|é cac dang gay xwong nhuw sau: 21 gay xuong cot sdng, gidm 46%; 22 gay cot
sbng; 84%; gay xwong cot sébng dau don, 47%; khong dau, 18%; gay xwong
héng, 36%; gay xuong cb tay (cing tay) 6%.

Nghién ctiru kéo dai 3 nam da chirng minh mirc gidm cé y nghia théng ké vé ty |é:
21 gay m¢i & cot sdng (FOSAMAX 7,9% so voi gia duoc 15,0%; giam 47%); 22
gay moi & cot song (0,5% so vai 4,9%); 21 gay xwong gay dau dén & cot séng
(2,3% so v&i 5,0%; giam 54%), gay xuwong hong (1,1% so véi 2,2%; giam 51%) va
gay xuwong co tay (cang tay) (2,2% so voi 4,1%; gidm 48%). Hon nira, trong nhém
ngwdi bénh kh&i dau cod gay xwong cot séng, thi diéu tri bAng FOSAMAX lam
giam dang ké ty 1é phai nam vién (25,0% so v&i 30,7%).

Trong nghién ctru kéo dai 4 nam, phén tich nguwdi bénh la phu niv bi loang xwong
cho thy mirc gidm c6 y nghia théng vé ty I& 21 gay xwong gay dau (FOSAMAX
12,9% so v&i 16,2%; gidm 22%) va 21 gay xwong cot sdng (2,5% so vo&i 4,8%;
giém 48%). Mirc giém 29% ty 1& gay xwong hong (FOSAMAX 1% so voi gié duoc

1,4%) chwa dat mirc c6 y nghia thdng ké trong nghién ctru nay. O tat ca nguoi
bénh (bao gbém ngudi khéng loang xwong), thay ty 1& 21 gay xwong gay dau don
dwoc giam 14% va 21 gay xwong cdt song giam 44%. Ty & gay xwong cb lay
twong duwong gitra ngwdi bénh lodng xwong dung FOSAMAX (3,9%) so véi gia
duwoc (3,8%); ty 1é gay xwong co tay ciing twong dwong & tat ca ngudi bénh ding
FOSAMAX (3,7%) va dung giad duoc (3,2%).

N6i chung, cac két qua trén da chirng minh hiéu qua én dinh ctia FOSAMAX trong
viéc lam giam ty |é gay xuong, bao gém gay xuong cot séng va xwong hdng la
nhirng vi tri gdy xwong do lodng xwong cé ty |1 cao nhét.

Mé hoc vé xuong

Nghién ctru mé hoc vé xuwong trén 270 nguéi bénh sau man kinh bi Ioal\g ong
duoc dleu tr| bang FOSAMAX véi liéu tir 1-20 rngfngay, trong 1, 2 hoac 3 r\Jmulen
cho thay céu truc va sir khoang héa binh thuwéong cua xuong, déng thei giam
duoc sy luan chuyén xwong tuong déi so véi nhém gia dwoc. Nhirng dir liéu
trén, cung v&i md hoc clia xwong binh thwéng va s ting d6 chic cla xuwong
thay trén chudt cdng va khi dau cho bi cét bubng trirng dung alendronate kéo dai,
cho thdy xwong tao ra trong qua trinh diéu tri bAng FOSAMAX cé chét Iong binh
thurong.

Nam gioi
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Tuy rang loang xwong 0 nam gidi it gap hon & ni gi¢i sau man kinh, van xay ra
ty & gay xuong dang ké& do Ioang xuong & nam gi¢i. Bién dang cét séng phd bién
& nam gi¢i ngang v&i & nir gidi. Diéu tri nam gi&i bi loang xwong bang FOSAMAX
10 mg/ngay trong 2 nam lam gidm sur bai tiét qua nwéc tiéu cac N-telopeptid lién
két chéo typ | collagen khoang 60% va giam bai tiét qua nwéc tiéu phosphatase
kidm dac hiéu véi xwong khodng 40%. Mirc gidm twong tw ciing thay trong nghién
clru kéo dai 1 nam trén nam gidi bi loang xwong dung FOSAMAX 70 mg tuan mot
lan.

Hiéu qua cia FOSAMAX & nam giéi bi lodng xwong dwoc chirng minh trong 2
nghién ctru 1am sang.

Trong nghién ctru kéo dai 2 nam v&i FOSAMAX 10 mg/ngay (tudi: 31-87; trung
binh 63), sau 2 nam thdy murc ting trung binh so véi gia duoc vé mat 6 khoang
clia xwong (BMD) & nguoi dung FOSAMAX 10 mg/ngay la: cot séng that lung
5,3%; cb xwong dui 2,6%; méau chuyén 3,1%; toan than 1,6% (tat ca ps0,001).
Théng nhéat véi cac nghién ctru rong hon trén phu nix sau méan kinh, & nhitng nam
gi¢i nay, FOSAMAX 10 mg/ngay lam giam ty |1& gay mé&i & cot séng (Ganh gia qua
chup X-quang dinh lwong) so voi gia dweoc (0,8% so véi 7,1%; p=0,017) va twong
(*ng lam giam su hao hut chiéu cao (-0,6 mm so véi -2,4 mm; p=0,022).

Trong nghién ctru kéo dai mét nam véi FOSAMAX 70 mg tuan mat lan (tudi: 38-
91; trung binh 66) sau mét nam, murc tdng BMD trung binh so v&i gia dugc co y
nghia & nhitng vi tri sau: c6t séng that lwng 2,8% (p<0,001); cd xwong dui 1,9%
(p=0,007); mau chuyén 2,0% (p<0,001); toan than 1,2% (p=0,018). Nhitng gia
tang nay vé BMD twong twy nhw & mét nghién clru liéu 10 mg/ngay kéo dai mét
nam.

Trong ca hai nghién ctru trén, FOSAMAX c6 hiéu qua bat ké tudi tac, chirc nang
tuyén sinh duc hodc BMD khéi dau (& cb xwong dui va cot séng that lwng).

Phéi hop véi liéu phap thay thé hormon/estrogen (HRT)

Tac dung trén BMD khi dung FOSAMAX 10 mg/ngay va estrogen cong hop (0,625
mag/ngay) dung riéng hodc phdi hop, da duoc danh gia trong mdt nghién ciru kéo
dai 2 nam trén phu ni¥ lodng xwong sau man kinh da cat bé tl cung. Sau 2 nam,
murc tdng BMD & cot séng that lwng so véi ban dau khi dung phéi hop thube Ién
hon dang ké (8,3%) so véi khi dung riéng estrogen hodc FOSAMAX (tang 6,0%).

Anh huwéng trén BMD khi dung thém FOSAMAX vao céc liéu trj liéu hormoﬁ\ th
thé HRT(estrogentprogestin) 6n dinh (trong it nhat mét nam) da duoc danih )
trong mot nghién ctru kéo dai mét nam trén phu nir loang xwong sau man ictnh'—’
Thém FOSAMAX 10 mg/ngay vao ché dd HRT, sau 1 nam, sé lam tang dang ké
BMD & cét séng that Ing (3,7%) so véi khi chi dung HRT (1,1%).

Trong nhirng nghién ctru trén, thdy mirc tang dang ké hoac theo chiéu huéng
thuén loi vé BMD & toan bd xwong héng, cb xwong dui va mau chuyén véi phoi
hop tri liéu so v&i dung rieng HRT. Khéng co tac dung dang ké & BMD toan than.
Ddc tinh dwoc dong hoc

Hap thu
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Natri alendronate

Lién quan dén liéu tham chiéu dung dwéong tinh mach, sinh kha dung trung binh
ctia alendronate dwéng ubng & nir 1a 0,64% véi liéu trong khoang 5-70 mg khi st
dung sau 1 dém khong &n va 2 gio trudc bira sang chuan. Sinh kha dung dwong
ubng cuia thubc trén nam gi¢i cing twong dwong nhw & phu ni (0,6%).

Alendronate trong vién nén FOSAMAX PLUS (70 mg/2800 IU), FOSAMAX PLUS
(70 mg/5600 IU) va vién nén FOSAMAX 70 mg twong dwong vé sinh hoc.

Sinh kha dung cling giam twong tw (khoang 40%) khi alendronate duwoc dung maot
gi& hodc nira gi® trwéc bira sang chuan. Trong cac nghién clru vé loang xwong
FOSAMAX cé hiéu qua khi dung it nhat 30 phut trirére bira an hoac ubng dau tién
trong ngay.

Sinh kha dung sé khéng dang ké khi ubng alendronate cung hoac trong vong 2 gi¢r
sau bira sang chuan. Uéng alendronate clng ca phé hodc nuwdc cam sé lam giam
khoang 60% sinh kha dung cla alendronate.

O nguoi tinh nguyén khée manh, prednisone dung dwdng udng (20 mg, ngay 3
lan, dung trong 5 ngay) khéng lam thay ddi cé y nghia Iam sang vé sinh kha dung
cla alendronate dung dwdng udng (tang trung binh 20-44%).

Colecalciferol

Sau khi udng FOSAMAX PLUS (70 mg/2800 IU) sau 1 dém khéng an va 2 gior
trvdc bira sang chuén, thdy dién tich dwéi dwong cong trung binh ndng dé trong
huyét thanh - thei gian (AUCo.120 giv) V&i vitamin Dj la 296,4 ng-gié/mL (khéng hiéu
chinh cho vitamin D3 ndi sinh). Ndng dé dinh trung binh trong huyét twong (Cmax)
clia vitamin D; 1a 5,9 ng/mL va théi gian trung binh dé dat néng @ dinh trong
huyét twong (Tmay) & 12 gidr. Sau khi ubng FOSAMAX PLUS (70 mg/5600 IU) sau
1 @ém khéng &n va 2 gi¢ treéc bira sang chuan, thay dién tich dwdi duwéng cong
trung binh néng do trong huyét thanh - thdi gian (AUCq.120 giv) V&i vitamin D; Ia
490,2 ngegi®/mL (khong hiéu chinh cho vitamin D3 ndi sinh). Nong @6 dinh trung
binh trong huyét tvong (Cmax) cla vitamin Dj la 12,2 ng/mL va théi gian trung binh
dé dat nong dd dinh trong huyét tvong (Tmax) & 10,6 gi®. Sinh kha dung cla
vitamin D; trong FOSAMAX PLUS (70 mg/28 00 IU) va FOSAMAX PLUS (70
mg/5600 IU) twong duwong véi liéu twong (rng vitamin Dj udng riéng.

Phén b6

Natri Alendronate ) A |
Nghién ctru trén chudt cbng cho thay alendronate phan bé'tam thoi véo.c&? Inod
méem sau khi tiém tinh mach 1 mg/kg, nhuwng sau dé phan bé lai nhanh chéng vao
xwrong hodc dao thai qua nwéc tiéu. Thé tich phan bd trung binh trong trang thai
on dinh, trlr trong xwong, 1a it nhat 28 lit & ngwdi. Néng d6 cla thudc trong huyét
twong sau liéu diéu tri dweng ubng qua thap dé co thé phat hién qua phan tich (<5
ng/mL). Gan protein trong huyét twong ngudi khoang 78%.

Colecalciferol

Sau khi hap thu, vitamin D3 vao mau theo vi thé dwdng trap. Vitamin D3 phan bb
nhanh, hau hét vao gan, tai d6 né sé dwoc chuyén hoa dé cho 25-hydroxyvitamin
D3 la dang tich Iy chinh. Lieng nhé hon dwoc phan bd vao mé mé, mé co va tai
d6 tich Iy dwi dang vitamin Dj, dé réi sau d6 chuyén déan vao tuan hoan. Vitamin
Ds lwu théng dwoc géan véi protein-gan-vitamin D.
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liéu doc gay chét trén cho véi liéu uéng I&n dén 200 mgikg (4000 mg/m?) (trong
dwong liéu udng & nguei* 10.000 mg).

Khéng c6 thong tin dac bigt vé diéu tri qua liéu voi alendronate. Udng qua lidu co
thé gay gidm canxi huyét, giam phosphat huyét, xuat hién cac tac dung ngoai y &
duwong tiéu hoa trén nhw rdi loan tiéu hoa, ¢ nong, viém thwc quan, viém hoac loét
da day. Can cho udng sira hodc thubc khang acid dé két hop véi alendonate. Do
nguy co kich trng thire quan, khéng dwoc gay non va ngudi bénh can & tw thé
hoan toan thang dirng.

Colecalciferol
Chua c6 di liéu ghi nhan doc tinh cta vitamin D khi cho udng kéo dai & ngudi lén
khée manh véi lieu dwéi 10.000 1U/ngay. Trong nghién clru lam sang trén ngudi
Ién khde manh, liéu hang ngay la 4000 IU vitamin Dj trong th&i gian téi 5 thang
khéng thay tang canxi-niéu hoac tang canxi-huyét.

BAO QUAN

Bao quan dudi 30°C. Tranh am va anh sang. Bao quan vién nén trong vi géc cho
den khi st dung.

HAN DUNG:

18 thang ké tir ngay san xuét

DANG TRIiNH BAY
Méi vien nén FOSAMAX PLUS chira 91,37 mg alendronate sodium trihydrate,
twong dwong véi 70 mg alendronic acid va chira 70 meg colecalciferol turong
dwong 5600 don vi vitamin Ds. Mai hdp chira 1 vi gém 4 vién nén.
KHONG SU DUNG THUOC NAY SAU HAN DUNG GHI TREN HOP.
BOC KY HWONG DAN S’ DUNG TRUGC KHI DUNG, NGAY CA KHI BAN VUA
DUNG THUOC NAY TRUGC DO. MOT SO THONG TIN TRONG TO' HUONG
DAN TRU’O’C'DAY CC)' THE DA DUQC THAY BOI. NEU CAN THEM THONG
TIN, XIN HOI Y KIEN BAC SY.

DAY LA THUOC BAN THEO DPON. LUU Y RANG THUOC NAY pUOcC 'I‘HAY

THUOC CHI BINH CHO BAN MA THOI. KHONG TU Y BUA THUOC NAY d;Pt

NGU'OI KHAC SU DUNG. BE XA TAM TAY TRE EM.

THONG BAQO CHO BAC ST NHU'NG TAC DUNG KHONG MONG MUON GAP
PHAI KHI SU’ DUNG THUOC.

San xuét béi FROSST IBERICA, S.A.

Via Complutense 140, 28805 Alcala de Henares, Madrid, Spain (Tay Ban Nha) '
4’/

Bong goi béi Merck Sharp & Dohme (Aus 'fa) Pty. Limited ’/ /
54-68 Ferndell Street, South Grar)wlle N N _ 142 Australia (Uc) o/,
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