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CACDACTINH DUOCLY

ihonat ma trong cac nghién ciu trén dong
tién vao cac vi tri ¢d tiéu xuong, dac biét
Va (ic ché dugc sy tiéu xuong do hiy ct
ic tiép trong tao xuong. Vi tao xuong va
s tao xuong cing bi gidm, nhung
i c6 viec tang dan khdi luong xuong.
fonat, xuang binh thudng dugc tao
) clia xuong va & 6 thudc sé khong

alenaronaty
conhoattinhdugcly.
Hoat tinh tc ché twong d6i trén sy tiéu xuong va su khodng héa clia
alendronat vdi etidronat da dugc nghién ciu so sanh trén chut cong
non dang I6n. Liéu thap nhdt cla alendronat c6 dnh hudng dén sy
khoang hda xuong (dan téi nhuyén xuong) cao gap 6000 lén liéu
chdng tiéu xuong. Nhung ty Ié twang ing cda etidronat mdi chi fa 1:1.
Céc dir liéu nay cho thdy, khong nhu vdi etidronat, néu diing véi liéu
diéu tri, thi alendronat rét kh gay nhuyén xuong.
Colecalciferol
Vitamin D, dugc tao ra & da do chuyén hoa quang héa tir 7-dehydro-
cholesterol sang tién vitamin D; béing dnh sang cuc tim. Tiép d6 la qud
trinh ddng phan hda khong enzym tao thanh vitamin Ds. Khi phoi
ndng khdng dd, thi vitamin D3 sé Ia cht dinh dung thiét y&u. Vitamin
D; & da va vitamin Dy tif ngudn dinh duting (hdp thu vao dung trﬁp) sé
chuyén héa thanh 25-hydroxyvitamin D, & gan. Viéc chuyén déi thanh
hormon 1,25-dihydroxyvitamin D, (calcitriol) 6 hoat tinh huy déng
canxi @ than duoc kich thich béi cd hormon can gidp va ju ha
phosphat-huyét. Téc dung chinh cda 1,25 dihydroxyvitamin D; I3 gitp
|am téng hdp thu qua rudt cta ca canxi va phosphat, déng théi diéu
hoa ndng dd canxi trong huyét thanh, su do thai canxi va phosphat &
than, su tao xuong va tiéu xuong. ;
Vitamin D, can cho suf tao xuang binh thuang. Thiéu hut vitamin D s
gia tang khi khong dugc tiép xdc anh sang mit troi va thiéu bé sung
dinh duGng.Thiéu vitamin D lién quan dén can bing am tinh vé canxi,
hao xuong va tang nguy co gay xuong. Trong cic trudng hgp nghiém
trong, thiéu hut vitamin D sé gdy cubng tuyén can gidp thi phit, ha
phosphat-huyét, yéu co gan diém bam va nhuyén xuong, hon nita con
lam tang nguy co nga va gay xuang & nqudi loang xuong. 1
Lodng xuong & phu nit sau mén kinh ‘
Loang xuang c6 ddc diém Ia khdi lugng xuong thap va din dén tang
nguy <d gay xuong, thubng gay & cdt sdng, xuang hong va ¢ tay.
Loang xuong thutng gap & nam va nir giéi, nhung hay gip nhét @ phu
nif sau man kinh, khi ma sy luén chuyén xuang téng lén va ty I& tiéu
Xuong vugt ty I tao xudng, dn dén hao hut khéi lugng xuong.
Liéu uéng hang ngay cta alendronat diing cho phu ni sau man kinh
tao ra nhing thay ddi vé sinh héa ching té ¢d su tic ché phu thudc liéu
dai vdi sy tiéu xuong, bao gém giam canxi niéu, gidm ndng do nudic

56 gidy xéc nhdn ni dung thang tin thudc cla B3 Y T€.../XNTT/...,
ngay....thing....nam...
Tai liéu nay gém ¢6 6 trang. Théng tin chi tiét sin phdm xem dtrang 1,2, 3,4,5,6

Tailiéu thong tin thudc

tiéu cla cac chat danh ddu sy giang hoa collagen
hydroxyprolin, deoxypyridinolin, N-telopeptid lién két ché
I collagen). Nhitng sy thay doi vé sinh hoa nay sé tré lai gid t
khoang 3 tuan sau khi nging alendronat, cho du alendronat d
ldy lau dai trong xuong.

Diéu tri dai ngay bénh loang xuong bang FOSAMAX 10 mg/ngay
thoi gian tdi 5 ndm) lam gidm bai tiét qua nudc tiéu cac dau an
hoc cda sy tiéu xuong, deoxypyridinolin va céc N-telopeptid lién
chéotyp | collagen, vao khodng 50% va 70%, dé dat miic tuong t nhu
@ phu ni tién man kinh khde manh. Sy giam tdc db tié ‘xéc

thudc, dat mic binh nguyén sau 3-6 thang diing thudc, v;
trong sudt qua trinh diéu tri béng FOSAMAX. Trong.

xuong vao khodng 50%, gidm tdng phosphatase ki
thanh khodng 25-30%, dat muic binh nguyén sau 6-12th:
gidm tuong ty vé ty Ié luan chuyén xwong cing duoe
FOSAMAX 70 mg tuan mot ldn trong nghién ctu d
kéo dai mot nam.

Diéu tri loang xuong

Nghién ciiu FOSAMAX PLUS i
Tac dung ctia FOSAMAX PLUS (alendronat 70 mg/vitamin Ds 2800 [U)/
trén tinh trang vitamin D dugc ching minh bang mt nghién ciiu da o
qudc gia theo ddi trong 15 tudn trén 717 ngudi bi loang xuong gd =D
phu nir sau man kinh va nam gidi (ndng dd 25-hydroxyvitamin D\ *)
trong huyét thanh & mic khéi ddu: trung binh, 22,2 ng/mlL [56 A
nmol/L]; khodng dao déng, 9-90 ng/ml [22,5-225 nmol/L]). Ngutii =
bénh ding FOSAMAX PLUS (alendronat 70 mg/vitamin D3 2800 1U)
(n=350 nit, 10 nam) hodc dung FOSAMAX (alendronat) 70 mg tuan
mdt ldn (n=332 nif, 25 nam); khéng diing bé sung vitamin D. Tyl1é
nquai bénh cd 25-hydroxyvitamin D huyét thanh >15 ng/mL (37,5
nmol/L) cao hon déng ké khi diing FOSAMAX PLUS (70 mg/2800 1U) so
vdi khi chi dung alendronat (89% so vdi 68%). Ty 1& % nqudi bénh c6
ndng @6 25-hydroxyvitamin D huyét thanh >9 ng/mL (22,5 nmol/L)
cao hon dang ké khi diing FOSAMAX PLUS (70 mg/2800 1U) so véi khi
chi dung alendronat (9% so véi 87%). Khong c6 khac bigt gida hai
nhom diéu tri vé ndng dg canxi va phosphat huyét thanh trung binh
hodc vé lugng canxi nigu trong 24 gid.

Hiéu qud cia FOSAMAX PLUS (alendronat 70 mg/ vitamin D3 2800 IU)
cing vdi bd sung thém 2800 U vitamin D, m6i tudn dé dugc tdng
5600 IU dugc chiing minh trong mét nghién ciu mé rong kéo dai 24
tudn trén 652 ngudi bi loang xuong gom phu ni sau man kinh va nam
gidi. Bénh nhan trong nhom vitamin D3 2800 1U (n=305 phu ni, 21
nam gidi) duoc cho ding FOSAMAX PLUS (70 mq/2800 1U) va bénh
nhan trong nhém vitamin D3 5600 1U (n=314 phu ni;, 12 nam qidi)
dugc cho ding FOSAMAX PLUS (70 mg/2800 1U) va thém 2800
vitamin D; tudn mot lan; dugc phép bé sung vitamin D. Sau 24 tudn
diéu tri, ndng % trung binh trong huyét thanh ciia 25-hydroxyvita-
min D tang cao hon & nhom dung 5600 IU vitamin D, (27,9 ng/ml [70
nmol/L]) so véi nhém dung 2800 IU vitamin D3 (25,6 ng/ml [64
nmol/L]). Ty & phan trém bénh nhan c6 ndng do 25-hydroxyvitamin
D huyét thanh > 15 ng/mL (37,5 nmol/L) cao han & nhém ding 5600
[U vitamin D; so vi nhom dung 2800 IU vitamin D; (Ian lugt 96,9% va

/M2 (17 /o



94,4%). Ty 1& phan tram bénh nhan c6 ndng do 25-hydroxyvitamin D
huyét thanh > 9 ng/mL (22,5 nmol/L) cao han & nhom diing 5600 IU
vitamin D, so vdi nhém duing 2800 IU vitamin D; (Ian lugt 100% va
99,7%) qua nghién ctiu 24 tuan. Khong ¢ sy khac nhau vé nong do
trung binh trong huyét thanh clia canxi, phosphat, hoac néng do
canxi trong nudc tiéu 24 gid giita hai nhom. Ty |é phan tram bénh
nhan tang canxi huyét & cudi giai doan 24 tuan khong khdc nhau
dang ké gitia hai nhém.

Nghién citu FOSAMAX

Phu nit sau man kinh

Tdc dung trén mdt dd khodng cda xuong

Hiéu qua cia FOSAMAX 10 mg/ngay & phu nif sau man kinh bi lodng
xuong dugc chiing minh trong 4 nghién ciu 1am sang kéo dai 2 hoac
3 nam. Di liéu gdp lai cda hai nghién ctu I6n nhét véi dé cuong hau
nhu tuong ty cho thdy vdi ngudi bénh udng FOSAMAX 10 mg/ngay,
muc tang trung binh vé mat do khoang ctia xuong (BMD) & cot séng
thit lung, ¢6 xuong dui va mau chuyén sau 3 ndm la 8,82% (cot song
thdt lung); 5,90% (c6 xuong dui); 7,81% (médu chuyén); so vdi gia
dugc.

Muc tang nay c6 y nghia cao so vdi ca miic ban déu va gid dugc & moi
vi tri do dac trong mdi nghién ciu. BMD toan co thé ciing téng rd rét
ca trong 2 nghién i, chiing to khdi luong xuong & cot sdng that
lung va & xuong hong téng lén khdng phai nh vao sy mat xuong &
cac noi khéc. Tang BMD trg nén rd rét sau 3 théng diéu tri va tiép tuc
tang trong sudt 3 nam diing thudc. Kéo dai cac nghién ciiu nay thém
2 nam nifa, thdy viéc diing FOSAMAX 10 mg/ngay tiép tuc lam ting
BMD & cft sng tht lung va mdu chuyén (ting thém tuyét déi gica
nam thit 3 va nam thi 5 la: cot sng that lung ting 0,94%; mau
chuyén 0,88%). BMD & 6 xuong di, c6 tay va & bd xong toan than
van duoc duy tri. Nhu vay, FOSAMAX lam ddo nquoc s tién trién cda
loang xuong. FOSAMAX 6 hiéu qua tuong tu bat ké tudi tac, ching
10¢, ty I€ luan chuyén xwong ban ddu, chic nang than va khi si dung
mot loat cac thudc khdc.

Da danh gia anh hung ca viéc ngiing dung thuéc trén ngudsi bénh b
loang xuong sau man kinh ding FOSAMAX 10 mg/ngay trong 1 hoac
2 nam. Sau khi ngimg thudc, su luan chuyén xuong dén dan tré vé
mifc trudc khi diéu tri va BMD khéng tiép tuc ting nifa, mc di khéng
thdy surhao xuong téng lén. Nhiing diliéu nay cho thay st dung FOSAMAX
phdi lién tuc dé tao s tang lién tuc vé khdi luong xuong. !

Su tuong duong vé diéu tri cia FOSAMAX 70 mg tudn mét I4n so véi
FOSAMAX 10 mg/ngdy duoc chiing minh trong mt nghién ctiu kéo
dai 1 ndm trén phu ni loang xuong sau man kinh. Mdc tang trung
binh so vdi ban déu cila BMD & cot séng that lung sau 1 ndm I 5,1%
(4,8-5,4%; 0 tin cdy 95%) trong nhom diéu trj 70 mg tudn mot lan
va 5,4% (5,0-5,8%; dd tin cdy 95%) trong nhém 10 mg/ngay. (3 hai
nhém diéu tri ciing tuong duong vé mifc ting BMD & cac noi khic cda
bd xuong. Nhiing dif liéu trén cing c6 cho du tinh FOSAMAX 70 mg
tudn 11dn, 6 hiéu qua giam ty Ié gay xuong tuong tu nhu FOSAMAX
10 mg/ngay (xem & dudi).

Idc dung trén ty Ié gdy xuong

Phan tich di liéu qdp lai véi cac liéu khac nhau trong 3 nam tr hai
nghién cttu Idn trén phu nit lodng xuong sau man kinh cho thdy c6
miic giam ¢6 y nghia thong ké va lam sang 13 48% trén ty 1é nquai
bénh dung FOSAMAX bi mét hodc nhiéu lan gay xuong ¢t song
(3,2%) so véi nqutsi bénh ding gia duoc (6,2%). Hon nifa, véi NQUoi
bénh bi gay cdt sdng bt ky, thi ngudi ding FOSAMAX ciing mét chiéu
cao it hon (5,9 mm so véi 23,3 mm) nhd gidm dugc ca s6 13n gay va
muc d tram trong cda gay xuong.

Thém vao d6, phan tich cac it liéu qop lai véi cac liéu khac nhau 225
mg trong 5 nghién ciiu kéo dai 2 hodc 3 nam bao gém hai nghién ciu

Tai ligu thong tin thudc

I6n da cho thdy mic gidm cd y nghia 29% vé ty |é gay xuang khdng
phdi 3 xuang cgt song (FOSAMAX 9,0% so véi gia duoc 12,6%).

(6ng trinh “Thi nghiém can thiép vé gy xuong” (FIT) gém hai nghién
cliu ddi ching gia dugc trén phy nit sau man kinh: nghién ciiu kéo dai 3
ndm trén 2027 nqudi bénh khéi dau da b it nhat mgt Idn gdy xuong do
chén ép cdt sdng va nghién cu kéo dai 4 ndm trén 4432 nqudi bénh 6
khéi luong xuong thap nhung khéi ddu chua bi gay xuong cdt sdng,
69% trong s d6 bi loang xuong xac dinh theo BMD ¢§ xuang dui khdi
dau t6i thiéu 2 do léch chudn dudi mic trung binh clia phu nif tré
truéng thanh.

Céc két qué két hop & ngudi bénh lodng xuong trong hai nghién ciiu
trén da cho thdy mic gidm c6 § nghia thdng ké va j nghia lam sang vé
cac ty I&: >1 lén gay xuong cot song (FOSAMAX 4,7% so vdi gia duoc
8,9%; giam 48%); >2 lan gay xuong cdt song (0,3% so vdi 2,3%; giam
88%); 21 1an qay xuong cot song gay dau dén (1,5% so véi 3%; giam
50%); ¢6 gay xuong kém dau khac (13,2% so véi 16,9%; gidm 24%) va
gdy xuong hang (1,1% so vdi 1,7%; gidm 40%). Gidm ty Ié gay xuong
6 tay (cing tay) khdng dang ké véi mic gidm la 18%. 0 tat ca nquoi
bénh trong nghién ciiu FIT, ké ca ngudi khong loang xuong, mic giam
ty I cac dang gay xuong nhu sau: =1 gdy xuang cot séng, giam 46%;
>2 gdy (it song; 84%; gy xuong cbt sdng dau dén, 47%; gdy xuong
kém dau khac, 18%; gay xuong hdng, 36%; gay xuong cd tay (cng tay)
6%.

Nghién ctiu kéo dai 3 nam da chiing minh mic gidm c6 y nghia thong
ké vé ty 1&: >1 gdy mdi & cot song (FOSAMAX 7,9% so véi gia duac
15,0%; gidm 47%); 22 gay méi & cot sdng (0,5% so vdi 4,9%; giam
90%); =1 gay xuang gdy dau ddn & ot sGng (2,3% so véi 5,0%; gidm
54%), gay xuong hong (1,1% so vdi 2,2%; giam 51%) va gay xuong 6
tay (cdng tay) (2,2% so vdi 4,1%; giam 48%). Hon nifa, trong nhém
ngudi bénh khéi ddu 6 gay xuong cdt séng, thi diéu tri bing FOSAMAX
Iam gidm dang ké ty I& phéi nam vién (25,0% so vdi 30,7%).

Trong nghién ciiu kéo dai 4 nam, phan tich nqudi bénh I3 phu nit bi
loang xuang cho thdy mc gidm c6 y nghia thong ké vé ty 1 >1 gay
xuang gay dau (FOSAMAX 12,9% so vdi 16,2%; giam 22%) va >1 gay
xuong ct séing (2,5% so vdi 4,8%; gidm 48%). Miic giam 29% ty Ié gay
xuong hong (FOSAMAX 1% so vdi gia dugc 1,4%) chua dat mic c6 y
nghia thing ké trong nghién citu nay. 0 tit ca nqudi bénh (bao gom
nguai khdng loang xuang), théy ty Ié >1 gdy xuong gay dau ddn dugc
giam 14% va >1 gdy xuong cét séng giam 44%. Ty ¢ gy xuong 6 tay
tuong duong gida ngui bénh loang xuong diing FOSAMAX (3,9%) so
vdi gid dugc (3,8%); ty 1é gdy xuang c6 tay cling tuong duong & tat ca
ngudi bénh ding FOSAMAX (3,7%) va diing gia duoc (3,2%).

N6i chung, céc két qua trén da ching minh hiéu qua 6n dinh cla
FOSAMAX trong viéc lam giam ty Ié gay xuong, bao gom gay xuong cot
s6nq va xuong héng la nhiing vi tri gay xuong do loang xuong cd ty lé
cao nhat.

Ma hoc vé xuong

Nghién ciu mo hoc vé xuong trén 270 ngudi bénh sau man kinh bi
loang xuong duoc diéu tri bing FOSAMAX véi liéu tir 1-20 mg/ngay,
trong 1, 2 hodc 3 nam lién cho théy cdu triic va sy khodng héa binh
thugng cta xuang, ddng thei gidm dugc s luan chuyén xuong tuong
ddi so véi nhém gia dugc. Nhiing dit liéu trén, cing véi mo hoc cla
xuong binh thutng va sy tang do chic ctia xuong thay trén chuét cdng
va khi ddu chd bi cét budng triing diing alendronat kéo dai, cho thdy
Xuong tao ra trong qua trinh diéu tri bang FOSAMAX c6 chét Iuong binh
thudng.

Nam gidi ;

Tuy rdng loéng xwong & nam gidi it gip hon & nif gidi sau man kinh, van
Xay ra ty Ié gay xuong déng ké do long xuong & nam gidi. Bién dang
c6t sdng ph bién & nam gidi ngang véi & nir gidi. Diéu tri nam gidi bi
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lodng xuong bang FOSAMAX 10 mg/ngay trong 2 nam lam gidm su bai
tiét qua nudc tiéu cac N-telopeptid lién két chéo typ | collagen khodng
60% va gidm bai tiét qua nudc ti€u phosphatase kiém dac hiéu vdi
xuong khoang 40%. Muc gidm tuong ty ciing thdy trong nghién ciiu
kéo dai 1 nam trén nam gidi bi loang xuong dung FOSAMAX 70 mg tuan
mot ldn.

Hiéu qua ctia FOSAMAX & nam gidi bi loang xuong dugc ching minh
trong 2 nghién ciulémsang.

Trong nghién ciu kéo dai 2 ndm véi FOSAMAX 10 mg/ngay (tudi: 31-87;
trung binh 63), sau 2 nam thay mic tang trung binh so vi gia dugc vé
mét dd khodng cla xuong (BMD) & ngudi ding FOSAMAX 10 mg/ngay
13: ot song that lung 5,3%; xu%g dUi 2,6%; mdu chuyén 3,1%; toan

than 1,6% (tdt cd p<0,001). Thdng nht véi cac nghién ciu rong hon
trén phu nit sau man kinh, & nhiing nam gidi nay, FOSAMAX 10
mg/ngay lam gidm ty 1& gdy méi & 6t song (dénh gid qua chup
X-quang dinh lugng) so vdi gia dugc (0,8% so vdi 7,1%; p=0,017) va
tuang (ng lam giam su hao hut chiéu cao (-0,6 mm so vdi -2,4 mm;
p=0,022).
Trong nghién ciiu kéo dai mot nam véi FOSAMAX 70 mg tudn mot Jan
(tudi: 38-91; trung binh 66) sau mgt nam, muic tang BMD trung binh so
vdi gia dugc cd y nghia & nhiing vi tri sau: cot séng that lung 2,8% (p<
0,001); c6 xuong dui 1,9% (p=0,007); mau chuyén 2,0% (p<0,001);
toan than 1,2% (p=0,018). Nhiing gia tang nay vé BMD tuang tu nhu &
mot nghién ciu liéu 10 mg/ngay kéo dai mdt nam.
Trong ca hai nghién ciiu trén, FOSAMAX ¢6 hiéu qua bat ké tudi tac, chiic
nang tuyén sinh duc hodc BMD k??gi ddu (6 c0 xuang dui va cot séng
that lung).

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

Tac dung trén BMD khi ding FOSAMAX 10 mg/ngay va estrogen cong
hop (0,625 mg/ngay) ding riéng hodc phdi hop, da duoc dénh gia
trong mt nghién cu kéo dai 2 nam trén phu ni lodng xuong sau man
kinh da cat bd t cung. Sau 2 ném, mic tang BMD & cot sdng that lung
50 vdi ban ddu khi diing phdi hgp thudc 6n han dang ké (8,3%) so véi
khi dung riéng estrogen hoac FOSAMAX (ting 6,0%).

Anh huéng trén BMD khi dung thém FOSAMAX vao cac lié tri liéu
hormon thay thé HRT (estrogen=tprogestin) 6n dinh (trong it nhét mét
nam) da dugc dénh gid trong mét nghién ciu kéo dai mét nam trén
phu nit lo@ng xuong sau man kinh. Thém FOSAMAX 10 mg/ngay vao
ché d6 HRT, sau 1 nam, sé 1am tang déng ké BMD & cot s6ng that lung
(3,7%) so vdi khi chi diing HRT (1,1%).
Trong nhiing nghién ctiu trén, thSy‘Fl'rc tang ddng ké hodc theo chiéu

hudng thuan lgi vé BMD  toan bd xuong hdng, 8 xuong di va méu
chuyén véi phéi hap tri liéu so véi lung riéng HRT. Khong ¢4 tac dung
dang ké & BMD toan than. ]
Bénh nhi '
Natri alendronat da dugc nghién ctiu & mt s it bénh nhan dudi 18
tudi bi bénh tao xuong bt toan (xwong thiy tinh). Céc két qua
nghién cdu khong dd h trg cho viéc sit dung natri alendronat & nhom
bénh nhan tré em bj bénh xuong d gdy.
Dac tinh dugc dong hoc !

!

Hap thu

Natri alendronat ’

Lién quan dén liéu tham chiéu dung duéng tinh mach, sinh kha dung
trung binh cta alendronat dutng qgng @ nir 1a 0,64% vdi liéu trong
khoang 5-70 mg khi st dung sau 1 dém khong an va 2 gi0 trudc bira
sang chudn. Sinh kha dung duong udng cda thudc trén nam gidi ciing
tuong duong nhu & phu nir (0,6%).

Alendronat trong vién nén FOSAMAX PLUS (70 mg/2800 IU), FOSA-
MAX PLUS (70 mg/5600 IU) va vién nén FOSAMAX 70 mg tuong
duang vé sinh hoc.

Tai ligu thong tin thudc

Sinh kha dung ciing giam tuong tu (khodng 40%) khi alendronat
dugc dung mét gio hodc nifa gid' trudc bira séng chuan. Trong cac
nghién ctu vé loang xuong FOSAMAX 6 hiéu qua khi dung it nhdt 30
phit trudc bita dn hodc uong dau tién trong ngay.

Sinh khd dung sé khong dang ké khi udng alendronat cling hoac
trong vong 2 gio' sau bifa sang chuan. Udng alendronat cling ca phé
hodc nudc cam sé lam gidm khodng 60% sinh kha dung cia alendro-
nat.

(' nquai tinh nquyén khde manh, prednison diing dudng udng (20
mg, ngay 3 lan, dung trong 5 ngay) khong lam thay d6i c6 y nghia
Iam sang vé sinh khd dung cta alendronat ding dutng udng (ting
trung binh 20-44%).

Colecalciferol

Sau khi udng FOSAMAX PLUS (70 mg/2800 1U) sau 1 dém khong an va
2 gidr trudc bida sang chudn, thay dién tich dudi dudng cong trung
binh ndng do trong huyét thanh - thai gian (AUC0-120 gio) véi
vitamin D; |a 296,4 ng-gio/mL (khdng hiéu chinh cho vitamin D; ndi
sinh). Nong dd dinh trung binh trong huyét tuang (Cmax) clia vitamin
D;la 5,9 ng/mL va thoi gian trung binh d€ dat nong do dinh trong
huyét tuong (Tmax) la 12 gid. Sau khi udng FOSAMAX PLUS (70
mg/5600 1) sau 1 dém khong an va 2 gid trudic bita sang chudn, théy
dién tich dudi dudng cong trung binh ndng do trong huyét thanh -
thoi gian (AUC0-80 gid) vdi vitamin Ds 13 490,2 ng-gi/mL (khong
hiéu chinh cho vitamin D3 ndi sinh). Nong dd dinh trung binh trong
huyét tuong (Cmax) cia vitamin D; 13 12,2 ng/mL va thdi gian trung
binh @€ dat nong do dinh trong huyét tuong (Tmax) 12 10,6 gid. Sinh
kha dung ctia vitamin D; trong FOSAMAX PLUS (70 mg/2800 U) va
FOSAMAX PLUS (70 mg/5600 1U) tuong duong véi liéu tuong ting
vitamin D; udng riéng.

Phdn bé

Natri alendronat

Nghién cu trén chudt cong cho thdy alendronat phan bd tam thoi
Va0 cac mo mém sau khi tiém tinh mach 1 mg/kg, nhung sau d6 phan
bd lai nhanh chong vao xwong hoac dao thai qua nudc tiéu. Thé tich
phan b trung binh trong trang thai én dinh, trir trong xuong, I it
nhdt 28 lit & nqudi. Nong do ctia thudc trong huyét tuong sau liéu
diéu tri dudng udng qua thap dé co thé phat hién qua phan tich (<5
ng/mL). Gan protein trong huyét tuong nqudi khoang 78%.
Colecalciferol

Sau khi hap thu, vitamin D, vao mau theo vi thé dudng trap. Vitamin
D; phan bd nhanh, hau hét vao gan, tai dé né sé dugc chuyén héa dé
cho 25-hydroxyvitamin D; a dang tich Iy chinh. Lugng nhé han dugc
phan bé vao md m@, md co va tai d tich liy dudi dang vitamin D,, dé
rdi sau d6 chuyén dén vao tudn hoan. Vitamin s luu thdng dugc gén
vdi protein-gdn-vitamin D.

Chuyén héa

Natri alendronat

Chua 6 bang chiing Ia alendronat durgc chuyén héa & ddng vt hoac
0 nguoi.

(olecalciferol

Vitamin D, chuyén héa nhanh qua phan (ing hydroxyl héa & gan dé
thanh 25-hydroxyvitamin D;, sau d6 chuyén héa & thdn dé thanh
1,25-dihydroxyvitamin D3 Ia dang ¢6 hoat tinh sinh hoc. Phan (ing
hydroxyl héa tiép tuc xdy ra trudc khi dao thai. Mot lugng nhd vitamin
D; sé trdi qua qud trinh glucuro-lién hop trudc khi dao thai.

Thdi trir

Natri alendronat

Sau khi tiém tinh mach mot liéu duy nhat [14C] alendronat, khodng
50% chit danh du duoc thai qua nudc tiéu trong 72 giervarat it hodc
khong cd chdt dénh ddu duoc bai tiét qua phan. Sau khi tiém tinh
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mach liéu 10 mq duy nhat, dg thanh loc qua than ctia alendronat a 71
mL/phiit. Cac ndng dd trong huyét tuang gidm >95% trong 6 gid sau
khi tiém tinh mach. Thai gian ban thai cudi & nqudi du tinh 1a hon 10
nam, phan dnh sy gidi phong alendronat ra khéi xuang. Alendronat
khdng dao thdi qua cac hé van chuyén acid hodc bazo & than cia
chudt cong, va vi vay khong cd anh hudng téi sy dao thai cia nhiing
thudc khac qua cac hé van chuyén nay & nquai.

(olecalciferol

Khi cho ngui khde manh dung vitamin D; danh ddu phong xa, su dao
théi trung binh clia chdt danh ddu qua nudc tiéu sau 48 qid la 2,4%,
va sau 4 nqay sy dao thdi trung binh qua phan cla chat dénh dau la
4,9%. Trong ca hai trudng hop, chat ddnh dau dugc dao thai hdu hét
la cac chat chuyén hoa cta thudc goc. Thai gian ban thai trung binh
cGa vitamin D; trong huyét thanh sau khi uéng mot liéu FOSAMAX
PLUS Ia khodng 24 gic.

Ddc tinh trén nquoi bénh

Nghién ctu tién 1am sang cho thdy thanh phén alendronat khdng
ldng dong & xuang sé bi thai nhanh qua nudc tiéu. Khdng c6 bang
chiing vé sy bao hoa khi nhap xuong sau khi dung dai ngay liéu tinh
mach tich ldy Ién tdi 35 mg/kg trén dong vat. Mac du chua c6 thang
tin trén lam sang, c6 thé ciing giong nhu & dong vét, su dao thai cla
alendronat qua than sé giam di néu diing cho ngudi suy chiic ning
than. Vi vay, & nquoi bénh bi suy chiic nang than, c6 thé sy tich liiy
alendronat trong xuang sé I6n hon mdt chit (xem Liéu lugng va cach
ding).

CHi DINH

FOSAMAX PLUS dugc chi dinh dé diéu tri loang xuong sau man kinh &
phu nit ¢d nquy co thiéu vitamin D. FOSAMAX PLUS gidm nquy co gay
xuong cot song va xuong hng.

LIEU LUONG VA CACH DUNG

Phai u6ng FOSAMAX PLUS véi nuc dun soi dé nquoi it nhat |3 30 phiit
trudc khi dn, udng hodc diing thudc khac Ian déu trong nqay. Cac dé
udng khéc (ké ca nudc khodng), thic 3n va mot s thudc c6 thé 1am
gidm sy hap thu clia alendronat (xem phan Tuong téc thudc).

DE dua thudc xudng da day dé dang nhim giam kha nang kich tng
thuc quan, phdi udng FOSAMAX PLUS vdi mt cdc nudc ddy (tir 200ml
trg 1én) vao lic méi ngii day trong ngay. Nguai bénh khong duoc nim
cho dén sau khi &@n bita &n ddu trong ngay va bifa dn nay phai sau khi
udng thudc FOSAMAX PLUS it nhdt 30 phit. Bénh nhan khéng dugc
nhai hodc dé vién thudc tan trong miéng vi nquy co gay loét hau
hong. Néu khdng tudn thi nhiing chi dan nay, nquy co tac dung ngoai
y trén thuc quan cd thé tang [én (xem phan Than trong).

Liéu khuyén cdo la 1 vién 70 mg/2800 IU hoic 1 vién 70 mg/5600 U
mot Idn méi tuén. Vi phn I6n bénh nhan lodng xuong liéu phu hgp
la 1 vién 70 mg/5600 IU mot Ian méi tuan. Thai gian diing thudc toi
uu trong bao lau chua dugc xdc dinh ro. Tat ca cac bénh nhan ding
liéu phap bisphosphonat nén cén st dung lién tuc va danh gid lai dinh
ky.

Ngudi bénh can bg sung canxi va/hodc vitamin D néu lugng b6 sung
ché dg dn khong du (xem phdn Than trong). Thdy thudc ciing can
quan tam dén lugng vitamin D da c6 trong cac vitamin va cic thuc
pham b sung. FOSAMAX PLUS 70 mg/28001U va 70 mg/5600 1U cung
cdp lugng vitamin D cho méi tuan, can cif vao liéu hang ngay lan luot
1a 400 va 800 don vi.

Khong can phai diéu chinh liéu cho ngudi cao tudi hoac ngudi bénh suy
than tir nhe dén vira phéi (d6 thanh thai creatinin tu 35 dén 60
mL/phiit). Khang khuyén cdo diing FOSAMAX PLUS cho nqui bénh suy
than nang hon (hé s6 thanh thai creatinin <35 mL/phit) do chua c6
kinh nghiém Idm sang ddi vdi cdc déi tuong nay.

Bénh nhi

R ')

Tai liu thong tin thudc

Chua thiét lap dugc tinh an toan va hiéu qua cia FOSAMAX PLUS & tré
em dudi 18 tudi. Khong nén sit dung FOSAMAX PLUS cho tré em dudi
18 tudi vi hién khdng c6 dif liéu vé su phdi hop acid alendronic/cole-
calciferol. Cac dit liéu hién c6 véi acid alendronic trén nhom bénh nhi
dugc mo ta & phan Dac tinh dugc luc hoc.
CHONG CHI DINH

- Cdc di thudng cla thuc quan dan dén chdm lam rong thuc quan
nhu hep hodc co thdt co vong thuc quan

- Khdng c6 kha nang diing hodc ngdi thang it nhat 30 phit

- Man cam vdi bat ky thanh phan nao cta san phdm nay

- Giam canxi huyét (xem phan THAN TRONG)
THAN TRONG
Alendronat
(dc phdn tng cd hai & dutng tiéu hda trén
Alendronat c6 thé gay kich ting tai ché niém mac dudng tiéu hoa trén.
Vi ¢6 kha nang lam cho tinh trang bénh tiém n xdu di, nén than trong
khi dung alendronate cho nhiing bénh nhén dang ¢6 cac van dé &
dutng tiéu hda trén nhu khd nudt, bénh thyc quan, viém da day, viém
ta trang, loét, hodc gan day (trong vong mét nam trudc d6) da co
bénh vé tiéu héa nhu loét da day, hodc xudt huyét tiéu hda, hodc phau
thudt § dudng tiéu hda trén trir tao hinh mén vi (xem phan Chdng chi
dinh). 0 nhiing bénh nhan biét bi Barrett thuc quan, bac sy ké don
nén xem xét nhiing lgi ich va nguy o tiém an cta alendronat trén
tiing bénh nhan.
Da c6 bdo cdo vé cac phan ting thuc quan (ddi khi nang va phai nhap
vién), nhu viém thuc quan, loét thuc quan va mon thuc quan, hiém
khi dan dén hep thuc quan, & nhiing bénh nhan dang ding alendro-
nat. Do d6 cc bac s§ nén canh gidc vdi bat ky dau hiéu hodc trigu
chiing bdo hiéu mdt phan ng thuc quan c6 thé va bénh nhan can
dugc hudng dan dé ngiing alendronat va tim su cham séc y té néu ho
(6 cdc triéu chiing kich thich thuc quan nhu khé nuét, dau khi nuét
hodc dau tic hoac ¢ néng mdi xudt hién hodc ngay mot xau di (xem
phén Tac dung ngoai y).
Nguy co cia cdc phén (ing c6 hai nang & thuc quan xut hién nhiéu
hon & nhing bénh nhan khdng thuc hién ding cach ding alendro-
nate va/hodc nhiing ngudi tiép tuc dung alendronate sau khi c6
nhiing triéu chiing goi y ctia kich thich thuc quan. Diéu quan trong la
cung cdp hudng dan diing thudc ddy dd, va bénh nhan hiéu cach dung
(xem phan Liéu lugng va cach dung). Nén thong bdo cho bénh nhan
rang néu khdng lam diing nhiing huding dan sir dung nay c6 thé tang
nguy ca gdp cac van dé thuc quan.
Khdng quan sat théy nquy co gia téng trong cac thit nghiém lam sang
rong rai vdi alendronate, da c6 cac bdo cdo sau luu hanh hiém gap vé
loét da day va ta trang, mot s trudng hop nang va c6 bién ching
(xem phdn Téc dung ngoai y)
Hoai tit xuong ham
Hoai t& xuong ham, thutdng lién quan véi nhé ring va/hodc nhiém
triing tai chd (bao gém c viém tdy xuong), da duoc béo cdo & nhing
bénh nhan ung thur dang theo phéc d6 diéu tri gém cac thudc
bisphosphonat chi yéu truyén tinh mach. Nhiéu nqudi trong so
nhiing bénh nhan nay ciing dang diing héa tri va cac corticosteroid.
Hoai tir xuong ham ciing da dugc béo cdo &nhitng bénh nhan biloang
xuong dung bisphosphonate dung uéng.
(dc yéu t6 nquy co sau ddy can duac xem xét khi danh gid nguy co
tién trién hoai tif xuong ham trén tiing bénh nhan:

- Hiéu luc cta cdc bisphosphonate (cao nhdt ddi vdi acid zoledron-
ic), dutng ding (xem & trén) va liéu tich ldy '

+ Ung thu, héa tri, xa tri, cac corticosteroid, thudc tc ché su hinh
thanh mach, hit thudc 13

« Tién sit bénh rang miéng, vé sinh rang miéng kém, bénh nha chu, thi
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thugt nha khoa xam lan va réng gia khng khdp

Nén can nhdc mgt tham kham nha khoa vdi viéc phong ngiia thich hop
trudc khi diéu tri véi cc bisphosphonate dutng udng & bénh nhan ¢ tinh
trang rang miéng kém.

Trong khi diéu tri, cic bénh nhan ndy néu cd thé nén tranh cac thi
thudt nha khoa xdm Idn. Ddi vdi cac bénh nhén bi hoai t{f xuong ham
trong khi diéu tri bisphosphonat, viéc phau thuat rang cé thé lam
trdm trong thém tinh trang nay. Déi véi nhing bénh nhan can thi
thudt nha khoa, khdng ¢6 d liéu sdn c6 dé goi y viéc ngimg dung
bisphosphonate cd lam gidm nguy ¢ hoai tif xuong ham hay khong.
Béc sy diéu tri nén danh gid lam sang dé hudng dan ké hoach quan Iy
cla timg bénh nhén dya trén cac dénh gid lgi ich/nguy co trén ting
bénh nhan. ?

Trong khi diéu tri bisphosphonat, tat ca cdc bénh nhén cdn duoc
khuyén khich duy tri vé sinh rang miéng t6t, kiém tra rang thuang
xuyén, va bdo cdo néu c6 bat ky trigu chiing rdng miéng nao ring
lung lay, dau hodc sung. ‘
Hoai ti dng tai ngodi cl ;
Hoai ti ong tai ngoai da duo baoéjéo vdi bisphosphonat, chi yéu
lién quan vdi diéu tri lau dai. Céc yéu 6 nguy ca cé thé ciia hoai tir
0ng tai ngoai bao gém viéc sit dung steroid va héa tri liéu va/hodc
cac yéu t6 nguy co ndi tai nhu'nhiém tring hoac chdn thuong. Nén
xem xét khd nang hoai t{ ong tai ngoai & nhing bénh nhan ding
bisphosphonat c6 biéu hién cac triéu chiing & tai nhu dau hodc chdy
dich, hodc viém tai man tinh.
Dau co xuong khdp

Da 6 bdo cdo vé dau co va/hodc xuang, khdp & nhiing bénh nhan diing
bisphosphonate. Theo kinh nghiém sau luu hanh, nhiing triéu ching
nay hiém khi néng va/hodc mét khd nang (xem phdn Tac dung nqoai ).
Thai gian khéi phét cac triéu chiing I khdc nhau, tr mdt ngay tdi vai
thang sau khi bdt dau diéu tri. Hau hét bénh nhan déu giam triéu chiing
sau khi nging diéu tri. Mt nhém nhé ¢6 khéi phat céc triéu chi
tha lai vdi cing mét loai thudic hodc mot bisphosphonate khdc.
Gdy xuong dui khong dién hinh

Da ¢ bdo cdo vé cac gdy mau chuyén va than xuong diii khong dién
hinh vdi liéu phdp bisphosphonat, chii yéu & nhiing bénh nhan diéu
tri lu dai bénh loang xwong. Nhiing gay xuong ngang hay xién ngdn
c0 thé xdy ra & bét c vi tri nao doc theo xuong dui tir dudi méu
chuyén nhd dén chd loe mdm cdu trén. Nhiing gay xutang nay Xay ra
sau khi c6 chén thuong nhé hodc khdng va mot sé bénh nhan c6 dau
dui hodc hang, thudng lién quan vdi hinh dnh dic trung ciia gay
xuong do stress, tif nhiéu tudn tdi nhiéu thang trudc khi co mgt gay
xuang dui hoan chinh. Céc gay xwong thudng d6i xiing; do d6 cac
bénh nhan dang diéu tri bisphosphonate ¢6 gay truc xuong dili lién
tyc nén kiém tra xuang di phia dai dién. Viac kém lién cda c gay
xuong nay ciing da dugc bdo cdo. Nén xem xét ngung dung liéu phap
bisphosphonat & nhiing bénh nhén nghi ngd c6 gay xuong dui khong
dién hinh dya trén danh gid nguy ca/loi ich trén timg bénh nhan.
Nén tu van d€ bénh nhan bdo cdo néu 6 bét ky dau dii, hong hosc
héng nao va bét ky bénh nhan nao c6 triéu chiing nhu véy nén dugc
danh gid mot gay xuong dui cht*a hoan chinh.

Suy thdn 1
Khong khuyén céo diing FOSAMAX PLUS cho bénh nhan suy than c6
0 thanh théi creatinin dudi BSF(M/' Ut (xem phén Liéu luong va
cdch dung). :

Chuyén hda xuong va khodng chdt

Nen xem xét dén cdc nquyén nhan khdc cda bénh loéng xuong ngoai
surthiéu hut estrogen va tui tac. Ha canxi mau phai duoc diéu chinh
trudc khi bét dau diéu tri véi FOSAMAX PLUS (xem phan Chéng chi
dinh).

Tai liéu thong tin thudc

Nhiing réi loan khac anh huéng dén sy chuyén hda chat khoang (nhu
thiéu vitamin D va suy tuyén can gidp) ciing can dugc diéu tri hiéu qua
trudc khi bdt ddu dung FOSAMAX PLUS. Ham lugng vitamin D trong
FOSAMAX PLUS khdng phu hop dé diéu chinh thiéu hut vitamin D.
nhiing bénh nhan 6 cdc tinh trang nay, nén theo ddi ndng dd canxi
huyét thanh va cdc triéu chiing ha canxi mau trong khi diéu tri véi
FOSAMAX PLUS.

Do cdc tac dung tich cuc cda alendronat lam tang khodng xuong, c6
thé xdy ra hién tugng gidm ndng do canxi va phosphat trong huyét
thanh dac biét trén nhimg bénh nhan ding glucocorticoid vi & nhiing
bénh nhén nay sy hdp thu canxi c6 thé bi suy giam. Céc tinh trang nay
thutng nhe va khdng c6 triéu ching. Tuy nhién, da ¢6 cac bdo cdo
hiém gap ctia ha canxi mau cé triéu chiing, ma ddi khi nang va thung
xdy ra & nhiting bénh nhan c6 cdc tinh trang tién dé (vi du: suy tuyén
can gidp, thiéu vitamin D va kém hdp thu canxi) (xem phdn Tac dung
ngoai y)

Colecalciferol

Vitamin D; c6 thé lam gia tang m(ic 49 tang canxi-huyét va/hodc tang
canxi-niéu khi dung cho ngudi méc cac bénh 6 lién quan tdi su tang
qud muc calcitriol ma khong diéu hoa duoc (vi du: bénh bach cdu, u
lympho bao, bénh sarcoid). Vdi nhiing nqudi bénh nay can theo ddi
nong d canxi trong nudc tiéu va huyét thanh.

Ngu@i bénh kém hap thu sé cd thé khang hdp thu ddy dd vitamin D,
(dc td duoc

Thudc nay ¢o chifa lactose va sucrose. Khong nén diing thudc nay cho
nhing bénh nhén c6 vén dé di truyén hiém gap vé khong dung nap
fructose, galactose, thiéu hut men lactase Lapp, kém hdp thu
glucose-galactose hoac thiéu sucrase-isomaltase.

KHI MANG THAI

Khong c6 hoac c6 han ché dit liéu vé viéc st dung alendronat & phu nit
mang thai. Cac nghién ciu trén ddng vat da cho thdy doc tinh sinh
san. Dung alendronat & chudt dang mang thai gdy dé khd lién quan
dén ha canxi mau (xem phan Chéng chi dinh). Cac nghién ctu trén
d0ng vat da chi ra liéu cao vitamin D gdy tang canxi huyét va doc tinh
sinh san (xem phén Chang chi dinh). Khdng nén diing FOSAMAX PLUS
trong thai ky.

KHICHO CON BU

Chua biét alendronate/chét chuyén héa cia né c6 duoc bai tiét qua
siia me hay khdng. Khang thé loai trit nquy co ddi vdi tré so sinh/tré
em. Colecalciferol va mot sd chdt chuyén héa c6 hoat tinh cta né di
vaossifa me. Khang nén diing FOSAMAX PLUS khi dang cho con b.
VOITRE EM

FOSAMAX PLUS chua dugc nghién ciiu trén tré em, vi vay khdng dugc
diing cho céc truging hop nay.

VOI NGUOI CAO TUOI

Trong cac nghién ctiu Idm sang, khdng c6 sy khac biét lién quan dén
tudi tac vé hiéu qua hodc tinh an toan cia FOSAMAX PLUS.

TUONG TAC THUOC

Natri alendronat

Néu dung cling ltic, cd thé cac san phdm bé sung canxi, thudc khing
acid va céc thudc dung dung udng khac sé anh hudng dén su hp
thu cda alendronat. Vi vy, ngudi bénh phai chd it nht nifa tiéng sau
khi udng FOSAMAX PLUS ri mdi uéng thudc khac

Dung ddng thoi thudc thay thé hormon (HRT) (estrogen + progestin)
va FOSAMAX® (natri alendronat) da dugc danh gid trong hai nghién
clfu [am sang trong thoi gian mot va hai nam & phu nir lodng xuang
sau man kinh. St dung két hop HRT va FOSAMAX d3 lam tang khdi
Iwiong xwong nhiéu hon, ddng thi gidm thiéu nhiéu hon sy thodi héa
xuang, so vdi khi dung titng thudc riéng. Trong cac nghién ciu nay,
hd so vé tinh an toan va dung nap ciia tri liéu phéi hop phu hop véi
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tinh an toan va do dung nap ctia riéng tiing thudc [xerq’phén Tac
dung ngoai y, Nghién citu lam sang, St dung cing vdi estrogen/liéu
phdp thay thé hormon (HRT)].

Chua ghi nhan tuong tac ¢d y nghia lam sang gitia cac thuJ}c khdc véi
alendronat.
Khong c6 cac nghién ciiu kho sat tuong tac thudc cu thé. FOSAMAX
da duoc st dung trong nhitng nghién ciiu vé loang xuang & nam gidi
va phu ni sau man kinh véi mot loat cac thudc ké don thdng thudng,
khong thdy c6 bang chiing vé tuang tac ¢d hai trén 1dm sang.

Do cac thudc khang viém khdng steroid (NSAID) gay ra kich iing da
day-rudt, can than trong khi phéi hop véi alendronat.

Colecalciferol

Olestra, cac dau khodng, orlistat, cac chat thu héi acid mat (vi du:
cholestyramin, colestipol) ¢6 thé can tré su hdp thu cia vitamin D.
Thudc chdng co gidt, cimetidin, va thudc loi niéu nhom thiazid c6 thé
lam tang di hoa vitamin D.

TACDUNG NGOAI Y

T6m tdt ho so an toan

Céc phan tng phu thudng gap nhét dugc bdo cdo Ia nhiing phan ting
phu trén dutng tiéu héa trén gom dau bung, khé tiéu, loét thuc
quan, khé nudt, chudng bung va o chua (> 1%).

Bang cdc phan (ing phu ‘

Cdc phan ing phu sau ddy da dugc béo céo trong cac nghién ciu lam
sang va/hodc hau luu hanh véi alendronat. 1

Khdng c6 thém cdc phan ting phu dugc xac dinh véi s két hop
alendronat va colecalciferol.

(ac tan xudt dugc dinh nghia: rat thudng gdp (>1/10), thidng gip
(= 1/100 dén <1/10), it gap (> 1/1000 dén <1/100), hiém gap (>
1/10.000 dén <1/1000), rét hiém gdp (<1/10.000) i

Hé coquan Tan suit Cécphén ting phu
Cdc rdi loan hé mién dich Hiém gip G(pmnmg@mmogémm‘ayd#yv‘aptu)mam
Gacroi loan chuyén héa P Ha canxi mau cd triéu chin ,thu‘ lien
va dinh dudng Hiém g3p quan véi cic tinh trang tiéngaé. fng
Cdc rdi loan hé than kinh Thl{ang L D?u N L
ft gap Rdi loan vi gidc
T . . Viém mét (viém mang bd dao, viém cin
Cacroiloan dmét ltgép mac, hodc viém thumgg cing mac ) 4
ki Thuong gap Chdng mat
acroiloan Gtaivataitrong [~ _ Hoai tif ang tai ngoai (loai phan ting phu
Rat hiém gap bisphosphonate) : ? i
Wys Dau bung, khd tiéu, tdo bon, tiéu chdy, ddy hoi,
Thuting gdp loét thyc quan*, kha nudt¥, chudn!abung,y
0 chua |
Cacrdi loan tiéu héa gl Budn ndn, ndn, viém da day, viém thuc quan*,
Itgap mon thuc quan*, di ngoai phan derx| by
] Hep thc quan*, loét hau hong*, cit chay mau
Hiém gap loét (PUBS) & duting tiéu héa trén (thing, loét,
chdy mau) |
Thung gap Rung tdc, ngia [
o T It g3 i {
Cécroiloan & da va mé dudi da P Ph?‘ i d(? _
" Phat ban nhay cam vdi anh sang, cac phan ng
Hiém gdp da nghiém trong bao gdm hdji chiin
Stevens-Johnson va hoai tif biéu bi nhiém déc
el Dau co xvong (xuang, ca hay khdp) ma doi
Rt thung gip et g (xuang, co hay khdp) ma doi
Cacréi loan co xuong khdp Thuong gip Sung khdp
va mé Bén kit B hoai tif xuong ham; gay dudi mau chiyén va
Hiém gap than xwang dui khong dién hinh (loal phan ling
phu bisphosphonate)

Toa nha Etown 2, Tang 2 ‘

362 Cong Hoa, Q.Tan Binh 1 TRHCM
Phane: (08) 38125 848 - Ext: 379
Faxt  (08) 38125 776
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Tai liéu thong tin thudc

Thuong gap Suy nhugc, phi ngoai bién
Cac tinh trang rdi loan toan PRI : s 1
i, g Cac triéu ching thodng qua nhu phan ing pha |
i itgip ciptinh (Bau o K chiuva e kst
dién hinh kic bit du diéu tri

Xem phdn Than tron £ ‘
Tan sudt trong céc thu nghiém am sang la tuong ty & nhom thudc va nhom gia duoc. *
*Xem ghén Liéu dung va cach diing va phan Than lronF T % ;

Céc phan ting phu nay duoc xéc dinh qua giam sat sau fuu hanh. Tan sudt hiém gap duoc udc tinh dua trén

cdc thirnghiém fam sang 6 lién quan. ;

TACDONG DEN KHA NANG LAI XE VA VAN HANH MAY MOC

(hua tién hanh nghién ciu nao vé nh huéng dén kha nang Ii xe va van hanh
mdy méc. Tuy nhién, mot s6 tac dung ngoai y clia FOSAMAX PLUS da dudc bdo
cdo cd thé anh huting dén kha néing clia ngudi bénh trong viéc i e va van hanh
mdy mdc. Bap ting clia tiing d nhan vdi FOSAMAX PLUS ¢6 thé khéc nhau (Xem
phdn Técdung ngoai y)

QUALIEY

Natri alendronat

Boc tinh dang ké gay chét sau udng cac liéu don quan sat dugc trén chudt cing
cdiva chugt nhdt & liéu 552 mg/kg (3256 mg/m2) va 966 mg/kg (2898 mg/m2)
(tvong duong iéu udng trén ngudi Ian ot 13 27.600 va 48.300mg). § chudt duc,
cac gia trinay hoi cao han va lan vt 1a 626 va 1280 mg/kg. Khdng ghinhan liéu
doc gay chét trén ché vai liéu udng lén dén 200 mg/kg (4000 mg/mb) (tuong
duong liéu udng ¢ngudi 10.000mg).

Khong cd thong tin dac biét vé diéu tri qua liéu vdi alendronat. Uong qud liéu c6
thé gdy gidm canxi huyé, giam phosphat huyét, xuét hién cic tacdung ngoai &
dutng tiéu héa trén nhu i loan tiéu héa, g ndng, viém thuc quan, viem hodc
loét da day. Gan cho udng sifa hodc thudc khang acid dé két hop vdi alendronat.
Do nguy cokich ting thuic quén, khdng dugc gy ndn va nguési bénh cin 6t thé
hoan toan thang diing.

(olecalciferol

Chua c6 dirligu ghi nhan dc tinh cda vitamin D khi cho uding kéo dai G nqudi lon
khoe manh vdi liéu dudi 10.000 1U/ngay. Trong nghién ciu lam sang trén nquidi
I6n khde manh, iéu hang ngay Ia 4000 1U vitamin D, trong thdi gian tdi 5 thang
khong thdy tang canxi-niéu hodic tang canxi-huyét.

QUY CACH DONG GO

FOSAMAX PLUS 70 mg/28001U: Hop 1vi x 4vién z
FOSAMAX PLUS 70 mg/56001U: Hp 1vi x 4vién );
HAN DUNG CUA THUOC *
18 thang ké tirngay sén xudt. 9

KHONG DUNG THUOC NAY SAU NGAY, THANG VA NAM THE HIEN BO1 CAC CON
SAUNGAY HETHAN TREN BAO B

BAO QUAN

Bao quén khdng qud 30°C.Trénh &m va anh séng. Bao quan vién nén trong vi gdc
cho dén khi st dung.

(0O SAN XUAT/DONG 601

San xudt béi: FROSST IBERICA, SA.

Via Complutense 140, 28805 Alcal de Henares, Madrid, Spain (Tay Ban Nha)
Bong g6i bési: Merck Sharp & Dohme B..

Waarderweg 39, 2031 BN Haarlem, The Netherlands (Ha Lan).
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