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Rx

SEVLA-400 NN

Cic ddu hiéu lwu y va khuyén cao:
Doc kf hudng dan sir dung trieée khi ding.
PE xa tam tay tré em.

Thong bdo ngay cho bdc sy hodc duogc sy nhitng 1dc dung khong mong muon gdp phai khi sir
dung thuoc.

Thudc nay chi dimg theo don thuoe

1. Thanh phén cong thirc thube:
Maéi vién nén bao phim chira:
Thanh phin hoat chét: Sevelamer hydrochlorid...... 400mg

Thanh ph:}in td dwge: Maize starch, povidon PVP K-30, colloidal silicon dioxid, acid stearic,
hydroxyl propyl methyl cellulose 5 CPS (Methocel). polyethylen glycol 6000, talc.

2. Dang bao ché:

Dang bao ché: vién nén bao phim.

Mo ta dac diém thude: vién nén bao phim hinh biu duc mau tring dén tring nga, hai mat 16i va
nhan.

3. Chi dinh:

Sevelamer hydrochlorid dugc chi dinh trong kiém soét phospho huyét & bénh nhin mic bénh than
man tinh (CKD) dang tham phén méu. Tinh an toan va hiéu qua ctia sevelamer hydrochlorid ¢ nhimg
bénh nhan CKD khéng tham phan méu chua dugce nghién etru.

4. Liéu ding, cich dung:

Bénh nhan khong diing chiit gin phosphat:

Lidu khoi dAu khuyén céo sevelamer hydrochlorid la 800 dén 1600 mg. C4 thé ding 1 hodc 2 vién
sevelamer hydrochlorid 800 mg hodc 2 dén 4 vién sevelamer hydrochlorid 400 mg trong bira an dya
trén nong d6 phospho huyét. Bang 1 cung cap lieu khoi dau khuyén cao cua sevelamer hydrochlorid
cho bénh nhéan khong ding chat gan phosphat. ‘

Bing 1 : Liéu khéi ddu & bénh nhin khong ding chit gin phosphat

}i )
Nung gﬁ}PéI:OSpho Sevelamer hydrochlorid 800 mg Sevelamer hydrochlorid 400 mg
| vién, 3 1an/ng3 2 vién, 3 lan/ng?
555 va<7,5 mgdl ‘ ; v:en‘ ‘ nga'}t o N : v1en‘3 ‘ ngdty' o
Dung hang ngay cung véi bita an Dung hang ngay cung vadi bira dn
2 vién, 3 lan/nga 3 vién, 3 lan/nga
> 7.5 vi <9 mg/dl T, NP i
Dung héang ngay cung véi bita an Dung hang ngay cung véi bita an
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2 vién, 3 lan/ngay

> 9 mg/dl

Ding hing ngay cung véi bira an

*

Bénh nhén chuyén tiv ding calci acetat:
Trong mot nghlcn clu trén 84 bénh nhan CKD dang thdm phan mau, nguoi ta ﬂrmy ¢d sy giam tuong ty
vé& phosho huyét véi lidu twong ducmg (khoang mg cho mg) vién nén sevelamer hydrochlorid va calci

acetat. Bang 2 dua ra lidu khéi dau khuyen cdo cua sevelamer dua trén lidu calci acetat hién tai.

Biing 2: Liéu kh¢i diu cho bénh nhin chuyén tir calei acetat sang sevelamer hydrochlorid

Calei anctat bb7 Sevelamer hydrochlorid 800 mg Sevelamer hydrochlorid 400 mg
. me (Vién/bira in) (Vién/bira in)
(Vién/bira an)
1 Vién 1 Vién 2 Vién
2 Vién 2 Vién 3 Vién
3 Vién 3 Vién : 5 Vién

Liéu diéu chinh cho tit ca cic trwdng hop ding sevelamer hydrochlorid: Liéu dung phai duoc
diéu chinh dua trén 11Emg d6 phospho huyét véi muc tiéu lam glam ndng d6 phospho xufmg 5.5
mg/dL hogc thdp hon. Liéu dimg ¢6 thé ting hay giam mat vién trén moi bira &n trong khoang 2 tudn khi
cén thiét. Bang 3 dwa ra huéng din diéu chinh lidu. Liéu vién sevelamer hydrochlorid trung binh téi
da hang ngay dugc nghién ctru 1a 13g.

Bing 3: Hudng dan dieu chinh liéu

Phospho huyét Liéu sevelamer hydrochlorid

> 5,5 mg/dl

Téng 2 vién 400 mg hoic 1 vién 800 mg trén mdi bia in trong 2 tudn

3,5 -5,5 mg/dl Duy tri lidu hién tai

< 3,5 mg/dl

Giam 2 vién 400 mg hoic 1 vién 800 mg trén mdi bita an

5. Chéng chi dinh:

Chéng chi dinh & bénh nhan tic rudt.

Chéng chi dinh ¢ bénh nhén qua min v6i sevelamer hydrochlorid hodc véi bét ky thanh phan ta
dugce nao cua thude.,

6. Canh bao va thin trong khi dimg thube:

Tdc dung khéng mong mudn trén duong tiéu hod:

Nhitng bénh ‘nhﬁn kho nubt, réi loan chirc ning nunét, hoic réi loan nhu déng dudng ticu hoa nghiém
trong (bao gom téo bon nang hodc da trai qua phau thuat dudng tiéu hoéa 16n) khong duge dwa vao
nghién ciru lam sang vé sevelamer hydrochlorid.

Pi co bao cao vé kho nuét va tinh trang vién thube bi gifr lai trong thm: quan khi sir dung vién

sevelamer, trong mot s trudmg hop can phai nhép vién va can thiép y té. O bénh nhan ¢6 tién sir rdi
loan chirc niang nudt, nén can nhic sir dung dang hdn dich sevelamer thay vi dang vién nén
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/o7 VAN PHONG\ %Y\
I'.'. . Al | IH N ‘.'I_ ._:.\!\\\:
Céc trudong hop tic rudt, chay mau loét dudng tiéu héa, viém dai trang, loét, hoai tir va l[hung Chiﬁmg ) )
tiéu hoa da dLrQrc bao cao khi sir dung sevelamer, Mot sb rbi loan viém co thé tu h01 phuc sau 'khli ,
ngimg thude. Can danh gia lai viée didu tri bing sevelamer hydrochlorid & nhitng behh nhan xuat 7

hién céc triéu chimg dudng ti€u hoéa nghiém trong. S

Theo doi huyét thanh
Can theo ddi nong d9 bicarbonat va clorua.

Theo doi tinh trang vitamin D, E,K (véu 16 déng mau) va nong do acid folic

Trong cac nghién ciru t:en 1am sang trén chudt va cho, sevelamer hydrochlorid lam giam nong do
vitamin D, E, K (cac ycu o dong mau) va acid folic & lidu gap 610 lan liéu Lhuycn cao & nguoi.
Trong cac thir nghiém 1am sang ngédn han, khong ghi nhén bing ching gidm nong 46 vitamin trong
huyét thanh. Tuy nhién, trong mot thir nghiém kéo dai 1 ndm, nong d¢ 25-hydroxyvitamin D (mirc
binh thuong 10-55 ng/mL) giam tir 39 £ 22 ng/mL xudng 34 + 22 ng/mL (p < 0,01) khi didu tri
bing sevelamer hydrochlorid. Khoang 75% bénh nhan trong cac thir nghiém lam sang da sir dung
thye pham bd sung vitamin, day ciing 14 tinh trang dién hinh ctia bénh nhan dang thim phén mau. Vi
véy, nén theo ddi tinh trang vitamin & bénh nhén va b sung khi cin thié.

Tré em
Tinh an toan va hiéu qua cua sevelamer hydrochlorid chira duge xéc dinh & tré em.

Ngueoi cao tuoi

Cac nghién ciru lam sang v6i sevelamer hydrochlorid khong bao obm du sb luong cac bénh nhan >
65 tudi dé x4c dinh su khéc biét vé dap ung so voi nhom bénh nhan tré hon. Cac bdo cdo kinh
nghiém lam sang khac cling khdng cho thz”iy su khac biét & rang vé& déap {mg gifta hai nhom tuéi.
Tuy nhién, viéc hra chon liéu cho bénh nhén cao tubi cén thin trong, nén bat ddu & mirc thép nhét
trong pham vi liéu khuyén cdo.

7.  Sir dung thudc cho phu nir ¢6 thai va cho con bii:

Sir dung thube cho phu nir ¢6 thai:

Tém tat rui ro:

Sevelamer hydrochlorid khéng duoc hip thu toan than sau khi uéng, do d6 viée sir dung thube & phu
nit mang thai khéng din dén su phoi nhiém tryc tiép ctia thai nhi véi thude.

Nhiing can nhéc l4m sang:

Sevelamer hydrochlorid ¢ thé lam giam néng d¢ vitamin tan trong dau va acid folic trong huyét
thanh & phu nit mang thai. Vi vay, can can nhac bd sung vitamin va acid folic trong qua trinh diéu
tri.

Trong cac nghién ciru trén dong vit:

O chu6t mang thai dugc cho dung sevelamer hydrochlorid lidu 0,5; 1,5 hoiic 4,5 g/kg/ngay trong
giai doan hinh thanh co quan, quan sat théy tinh trang c6t héa xwong ctia phdi thai giam hodc khéng
dpu, c6 thé lién quan dén giam hap thu vitamin D. Céc tac dong nay xay ra ¢ liu gip 7-21 lan liéu
toi da & nguoi (13 g/ngay, dua trén trong lugng co thé 60 kg.

O tho mang thai duoc cho ding sevelamer hydrochlorid liéu 100, 300 hodc 1000 mg/kg/ngdy qua

bng théng da day trong giai doan hinh thanh co quan, ghi nhan tinh trang tang tai l'ldp thu sém ¢
nhém liéu cao (tuong duong khoang 5 1an liéu tdi da & ngudi dwa trén trong luong co thé 60 kg).

Sir dung thude cho phu nir cho con bii:
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Tém tét i ro \ I. HO CHi MINK
Sevelamer hydrochlorid khong dugc hép thy toan than boi nguoi me sau khi ubng va“uec cho con,-:‘"‘"

— -

bt khong duoc dir kién s& dan dén viée tré tiép xiic véi sevelamer hydrochlorid. =
Nhitng cin nhac 14m sang

Sevelamer hydrochlorid c¢é thé 1am giam néng dé vitamin tan trong dau va acid folic trong huyét
thanh & phu nit dang cho con bii. Vi vdy. cin cin nhic bd sung vitamin va acid folic trong qua trinh
diéu tri.

8. Anh hwiong cia thude Ién khi ning lii xe, van hanh may méc:

Chua c6 bing chimg vé& anh huéng cia thude 1én kha nang 1i xe, van hanh may méc.

9. Twong tic, twong ky, cua thube:

Twong tac:

Hién chua cé dit liéu ghi nhan vé tong tic gitta sevelamer hydrochlorid véi hau hét cac thude uéng
ding ddng thoi. Tuy nhién, khi ding clng cac thude nhu cyclosporin, tacrolimus hoic levothyroxin,
viée giam sinh kha dung c6 thé anh hudng dang ké dén hiéu qua hoac tinh an toan; do d6 nén cén
nhic tranh sir dung dong thdi véi sevelamer hydrochlorid. Thoi gian dimg cach nhau nén duge didu
chinh tiry theo déc diém hép thu cia thude phdi hop (vi du: thai gian dat nEmg d6 dinh trong huyét
tuong, dang thuoc giai phong tic thoi hoac giai phong kéo dai). Néu c6 thé, cin theo doi dap tmg
1&m sang hoac nong do huyét twong cia cac thude phdi hop ¢o khoang didu tri hep.

Bang 4: Tuong tac thudc

Cic thuée diung dwong uéng ma sevelamer khong lam thay dbi dwee dong hoc khi dimg
ddng thoi

e Digoxin

e Enalapril

e Sit

e Metoprolol
e Warfarin

Céc thube uong dung dwdng ubng da dugc ching minh 13 ¢6 twong tic véi sevelamer va
phai dwgc dung riéng voi sevelamer hydrochlorid

Khuyén cao vé lieu ding

e Ciprofloxacin Dung it nhét trude 2 gid hodc sau 6 gidr khi dung sevelamer
e Mycophenolate mofetil Dung it nhét trude 2 gidy khi ding sevelamer
Twong ky:

Do khéng cé cic nghién citu vé tinh twong ky cia thude, khong trén 13n thude ndy véi cac thube
khéc.

10. T4c dung khéng mong mudn cia thude:

Kinh nehiém thir nghiém ldm sang

Do céc thir nghiém 1am sang dugc tién hanh trong nhimg diéu kién khac nhau, ty 1é céc tac dung
khong mong mudn quan sat dugc trong cac thir nghjem JAm sang ctia mot thude khong thé so sanh
true tiép véi ty 18 cia mét thude khac va co thé khong phan 4nh ty 1& gip phai trong thuc té 14m
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sang. WA |lll.|.u|
Trong mét nghién citu thiét ke song song vé sevelamer hydrochlorid véi thai gian diéu Izn Ia 5'7 tudn,;
cac tac dung khong mong mudn duoe béo cao ddi véi sevelamer hydrochlorid (n = 99) (uong. 11 I]hI.I'-"';F
cac phan tmg duge bao cao dbi véi nhém doi chimg duong (n = 101). Céc tac dung khéng mong
muon chung trong s6 nhimg ngudi duge diéu tri bang sevelamer hydrochlorid xay ra & >5% bénh
nhan bao gém: non (22%), budn ndn (20%), tiéu chay (19%), kho tiéu (16%), dau bung (9%). day

hoi (8%) va tdo bén (8%). Téng cong ¢6 27 bénh nhan duoc didu tri bing sevelamer v 10 bénh
nhan duge diéu tri bing thube so sanh da rit khdi nghién ctu do cac tac dung khong mong mudn.

Dua trén cac nghién ciru kéo dai tir 8 dén 52 tudn, 1y do pho bién nhét khién bénh nhén ngimg diing
sevelamer hydrochlorid 12 cac tac dung khéng mong mudn & duong tiéu hoa (3% dén 16%).

Trong s6 143 bénh nhén tham phén phiic mac dugc nghién ciu trong 12 tuan, hau hét cac tac dung
khong mong mubn déu tuong ty nhu cic tde dung khéng mong muon duge quan sat thdy & bénh
nhan thim phan méau. Tac dung khéng mong mubn nghiém trong xuat hién thudong xuyén nhét khi
diéu tri 1a viém phic mac (8 phdn (mg & 8 bénh nhan [8%] trong nhom sevelamer va 2 phan img & 2
bénh nhéin [4%] trong nhoém déi chimg duong). 13 bénh nhan (14%) trong nhém sevelamer va 9
bénh nhén (20%) trong nhom db6i ching dwong da ngung diéu tri, chil yeu la do céc tac dung khong
mong mudn & dudng tiéu héa. Bénh nhén thdm phan phic mac cn duoc theo dai chit ché ¢ dam
bao sir dung ding k¥ thuit vo trang thich hop véi viée nhén biét va xir tri kip thoi moi déu hiéu va
triéu chimg lién quan dén viém phic mac.

Kinh nghiém sau khi thude ra thi trucng

Céac tac dung khong mong mudn sau day da duoc bao cao trong qua trinh sir dung sevelamer
hydrochlorid sau khi thuéc dua ra thi truong: qua man, ngira, phat ban, dau bung, chdy mau loét
dudmg tiéu hoa, viém dai trang, loct, hoai tir, tic phan va céc truong hop hiém gap cla giam nhu
dong rudt, tac rudt va thung rudt. Can theo ddi va xit Iy cho nhitng bénh nhén bi tao bon hodc tinh
trang tdo bon nang hon dé tranh cdc bién chimg nghiém tr cmg

Vi nhimg tac dung nay dugc bao céo tu nguyén tir mot quén thé c6 quy md khéng xac dinh nén
khong phai lie nao cling c6 thé uéc tinh thn suét cia ching hosc thiét 14p méi quan hé nhan qua véi
viée tiép xuc véi thude.

Bao cdo tac dung khong mong mudén cua thude

Théng bao ngay cho bac si hodc dugce si khi gép céc tac dung khéng mong mubn nhu trén khi sir
dung thudc hoac bao cao cac phan ung co hai cua thube vé Trung tim Théng tin thude va Theo doi
phan (mg co hai cua thudc (ADR) Quéc Gia. Dia chi: 13 - 15 Lé Thanh Téng - Hoan Kiém - Ha Noi.
Dién thoai: 024.3.9335.618; Fax: 024.3.9335642; Email: di.pvcenter@gmail.com.

11. Qué liéu va cach xir tri:

Sevelamer hydrochlorid dd dugc ding & cdc ngudi tinh nguyén khoe manh véi nhimg liéu dén 14 g
tuong duong ligdu 800 mg/ngdy trong 14 ngay khdng cé tac dung khéng mong muon. Sevelamer
hydrochlorid dugc ding véi liéu trung binh 1én t6i 13 g/ngay cho bénh nhin chay thén nhan tao.

Khéng cé bdo cao qua lidu cua sevelamer hydrochlorid ¢ nhimg bénh nhan nay. Vi sevelamer
hydrochlorid khéng hép thu, nguy co nhiém doc toan than thép.

12. Dic tinh dwge Ire hoce:

Nhom duoc 1y: Diéu tri ting phosphat huyét.
Ma ATC: VO3AEQ2

Co ché hoat dong

Sevelamer hydrochlorid 12 mét loai polymer lién két chéo khong hép thu. N6 chita nhidu amin duoc
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phén tach biang mdt cacbon tir xuong séng polymer. Céc amin nay t6n tai dudi da }l‘:mton 'ti‘ong
rudt va tuong tac véi cac phan tur phosphat thong qua lién két ion va hydro. Bang\cach lqen L{;u_
phosphat trong dudng tiéu héa va lam giam sy hip thuy, sevelamer hydrochlorid lam g*mm nong dg'_._ 4
phosphat trong huyet thanh. —

Ngoai tac dung lén ndng d phospho huyét thanh, sevelamer hydrochlorid da dugc chimg minh la cé
kha ning lién két véi acid mét trén in vifro va in vivo & cdc mo hinh dong vt thi nghiém. Lién két
acid mét bing nhua trao d6i ion 12 mot phuong phap da duoc xdc 1ap 16 rang dé giam cholesterol
trong mau. Vi sevelamer lién két vai acid mat nén n6 ¢6 thé can tro qué trinh hap thu chét béo thong
thuong va do d6 cé thé lam giam sy hap thy cac vitamin tan trong chét béo diu A, D va K. Trong
cac thir nghiém lam sang vé sevelamer hydrochlorid, ca cholesterol toan phén va LDL trung binh
déu giam tir 15% dén 31%. Tac dung nay dugc quan sat théy sau 2 tudn. Triglycerid. cholesterol
HDL. va albumin khong thay doi.

13. Pic tinh duge djng hoc:

Mot nghién ciru C-sevelamer hydrochlorid & 16 tinh nguyén vién nam va nir khoe manh cho thdy
sevelamer hydrochlorid khong dugc hép thu toan than. Khéng cé nghién clru vé hép thu nao duoc
tién hanh & bénh nhan mic bénh thén.

In vivo

Sevelamer carbonat d4 duogc nghién ctru trong céc nghién cliu tuong tac thube-thube & ngudi (9,6 g
mot 1an mdi ngady véi bita an) voi warfarin va digoxin. Sevelamer hydrochlorid, ¢6 chira cung mdt
thanh phan hoat tinh nhu sevelamer carbonat, da duoc nghién ciu trong cac nghién ciru tuong tac
thube-thude & nguoi (2,4 dén 2.8 ¢ liéu duy nhét hodc ba l4n m01 ngay véi bita an hodc hai 14n médi
ngay khéng c6 bita dn) vdi ciprofloxacin, digoxin, enalapril, sat, metoprolol, mycophenolat mofetil
va warfarin.

Ding déng thai lidu duy nhat 2,8 g sevelamer hydrochlorid khi déi lam giam sinh kha dung clia
ciprofloxacin khoang 50% ¢ nhimg ngudi khoe manh.

Vige sir dung déng thdi sevelamer va mycophenolat mofetil & bénh nhén ngudi 16n va tré em lam
giam ndng d6 Cmax trung binh cia MPA va AUC 0-12 gioy 14n luot 12 36% va 26%.

Sevelamer carbonat hogc scvelamer hydrochlorid khong lam thay déi duoc dong hoc cua mét lidu
duy nhét enalapril, digoxin, sit, metoprolol va warfarin khi ding dbng thoi.

Trong qua trinh nghién ctu sau khi dua thubce ra thi trudng, cac trudng hop ting nong d¢ hormon
tuyén gidp (TSH) da duge bao céo & nhimg bénh nhan ding dong thoi sevelamer hydrochlorid va
levothyroxin. Giam ndng d6 cyclosporin va tacrolimus din dén tang liéu cling da duoc bdo cdo &
nhimg bénh nhén ghép tang khi ding dbng thoi véi sevelamer hydrochlorid ma khong c6 bat ky két
qua 1am sang nao (vi du thai ghép). Khong thé loai trir kha ning tuong tac véi nhitng thude nay.

14. Quy cach déng goi:
SEVLA-400: Hop 1 vi x 10 vién

Hoép 6 vi x 10 vién
15. Didu kién bdo quan: Béo quan noi kha, t&i, dusi 30°C.
16. Han ding: 24 thang ké tir ngdy san XUuAt.
17. Tiéu chuén chit lirong cia thube: TCCS.
18. Tén, dia chi co sé sdn xuat thude:
EMCURE PHARMACEUTICALS LTD.

Lane No: 3, Phase II, SIDCO Industrial Complex, Bari — Brahmana, Jammu (J&K)-181133, AnDo.
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