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ho\theo don thuéc

CILNIDIPINE 5/CILNIDIPINE 10
Vién nén bao phim Cilnidipine 5 mg/10 mg

Doc ky huong dan sir dung trudc khi dimg.
Dé xa tam tay tré em. )
Théng bdo ngay cho bdc st hodc duge sTnhitng tdc dung khdng mong muon gdp phai khi sir dung thuéc.

THANH PHAN VA HAM LUQNG
Moi vién nén bao phim co6 chira:

Hoat chiit:
Vién nén bao phim Cilnidipine 5 mg: Cilnidipine................. 5 mg.
Vién nén bao phim Cilnidipine 10 mg: Cilnidipine............... 10 mg.

Td dwoc vira dii: Hypromellose phthalate HP55, hydroxylpropyl cellulose, polyethylene

glycol 400, magnesium aluminometasilicate, lactose monohydrate 200, microcrystalline

cellulose 102, croscarmellose sodium, magnesium stearate, Opadry AMB II White (thanh

phan: polyvinyl alcohol, talc, titanium dioxide, glyceryl mono va dicaprylocaprate,

sodium lauryl sulfate).

DANG BAO CHE

Vien nén bao phim Cilnidipine 5 mg: Vién nén bao phim mau tring, bong lang, khong

bong mat, hinh tron, hai mat khum va tron lang, canh va thanh vién lanh lan.

Vién nén bao phim Cilnidipine 10 mg: Vién nén bao phim mau tring, bong ling, khong

bong mit, hinh oval, hai mat khum va cé vach ngang, canh va thanh vién lanh 1an.

CHI PINH

Diéu tri ting huyét ap.

LIEU DUNG VA CACH DUNG

Liéu ding

Liéu ding thong thudng & ngudi 16n 1a udng 5 — 10 mg/lan/ngdy sau bita &n séng. C6 thé

diéu chinh liéu dung theo tubi va triéu chimg. C6 thé tang liéu 1én 20 mg/lan/ngay néu

hiéu qua cta thuoc khong du.

Tuy nhién, d6i véi tang huyét 4p ning, c6 thé udng 10 — 20 mg/lan/ngay sau bita dn sang.

Cach dung

Ding dudng udng, 1 1an/ngay sau bira an sang.

CHONG CHI PINH

Bénh nhan qua man véi hoat chat hodc bit ky thanh phan nao ctia thude.

Phu nit ¢6 thai hodc ¢6 kha ndng co thai.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Thdn trong quan trong:

ba c6 bdo céo ngimg thube chen kénh calci dot ngot lam néng thém mot s6 triéu chirng.

Néu phai ngirng thudc nay, can gidm lidu dan dan. Néu can phai ngirng cilnidipine sau

khi dung liéu 5 mg/ngdy, nén tién hanh céc bién phap thich hgp nhu thay thé bang cac

thube chong ting huyét ap khéc. Khuyén cdo bénh nhan khong ngimg thude ma khong cé

huéng dén cuia béc si.

Str dung thdn trong trong nhitng truong hop sau:

— Bénh nhan ¢6 tién sir gap tic dung khong mong muodn nghiém trong véi thuc chen
kénh calci.
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— Bénh nhan bj r6i loan chirc ning gan ning: Co thé ting ndng do thube trong mau.

Tré em:

Chura thue hién thir nghiém 1dm sang nao trén tré em.

Ngueoi cao tuoi:

Khéi dau véi liéu thap (vi du 5 mg) va sir dung than trong. Ha huyét 4p qua mirc thuong

dugce xem la tac dung khéng mong muon.

Td dwoc

San pham nay c6 chira lactose, bénh nhan c6 van dé di truyén khéong dung nap galactose,

khiém khuyét lactase Lapp hay kém hép thu glucose-galactose khong nén dung thudc

nay.

San pham nay c6 chira it hon 1 mmol natri (23 mg) mdi vién, nghia 13 vé& co ban “khéng

chira natri”.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nir c6 thai

Khong dung cilnidipine cho phu nit ¢6 thai hodc ¢6 kha nédng c6 thai.

Nghién ctru trén dong vat (chudt) da ghi nhan doc tinh trén bao thai, kéo dai thoi gian

mang thai va sinh nd.

Phu nir cho con bi . ,

Can nhac gifra lgi ich dicu tri va cho con bi, xem xét nén tiép tuc hay ngirng cho con bu.

Trong céc thi nghiém trén dong vat (chudt), cilnidipine da dwgc béo céo ¢ thé di vao sira

me.

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

Nén théan trong khi 14i xe, van hanh may moc, lam vi¢c trén cao vi thude ¢6 thé gay chong

mat do tac dung ha huyét ap.

TUONG TAC, TUONG KY CUA THUOC

Twong tdc:

Cilnidipine duoc chuyén héa chii yéu bdi enzym chuyén héa thuée CYP3A4.

Céc phbi hop thube can than trong khi sir dung:

— Céc thude ha huyét ap khéc: Tac dung ting thém hodc hiép dong lam ha huyét ap qua
mirc.

— Digoxin: Pa ¢6 bdo cao mot sé thude chen kénh calci (nhw nifedipine) 1am tang ndng
d6 digoxin trong mau. Néu quan sat thdy bat ky d4u hiéu, triéu chitng ngd doc nao do
digoxin (nhu noén/budn nén, dau dau, thi lwc bat thuong, loan nhip) phai tién hanh cac
bién phép thich hop nhu diéu chinh liéu digoxin hodc ngimg cilnidipine, tiy theo tinh
trang ctia bénh nhan. Co ché chua hoan toan rd rang, nhung ¢6 thé do giam d6 thanh
thai digoxin & than va ngoai than.

— Cimetidine: Tang tac dung cla cac thude chen kénh calci khac (nhu nifedipine). Do
cimetidine lam giam luu lugng méu qua gan va tc ché chuyén hoa enzym ciia thube
chen kénh calci trong microsom gan, ddng thoi lam giam acid da day va tang hip thu
cac thude chen kénh calci.

— Rifampicin: Giam tac dung cua cic thude chen kénh calci khac (nhu nifedipine). Do
rifampicin cam Ung enzym chuyén hoa thude & gan (cytochrom P4s0), thuce day su
chuyen héa cac thuoc chen kénh calci va tang do thanh thai ctia céc thude nay.

— Thude chdng nidm nhém azole nhu itraconazole, miconazole,...: Lam tang nong do
cilnidipine trong méau. Vi thubc chéng nam nhém azole trc che enzym chuyén héa
CYP3A4, mot enzym chuyén héa cia cilnidipine.
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— Nudc ép budi: Da chirg minh lam ting ndng do cilnidipine trong mau. Mic du, chua
rd co ché cu thé, nhung mét s6 thanh phan trong nude ép budi e ché CYP3A4, mot
enzym chuyén héa cta cilnidipine.

Twong ky:

Khong cé.

TAC DUNG KHONG MONG MUON

C6 thé xay ra cac tac dung khéng mong mubn sau day. Nén theo doi bénh nhan can than

va thue hién céc bién phap thich hop nhwr ngimg thu6e néu quan sat thiy bat ky ddu hiéu

bat thirong nao.

Cic tic dung khéng mong muén nghiém trong

— Roi loan chire nang gan va vang da (khong ro tan sudt): C6 thé xay ra rdi loan chirc

ning gan kém theo taing AST (GOT), ALT (GPT) va y-GTP, ...

—  Giam tiéu cau (4DR < 0,1%).

Cic tdc dung khéng mong muon khdc

0,1% <ADR < 5%

Gan: Tang AST (GOT), ALT (GPT), LDH, ...

Thén: Téng creatinin, tang nito uré, protein ni¢u duong tinh.

Thén kinh — tim than: Pau déu, nang dau, chéng mit, choang vang, cimg vai.

Tim mach: D6 bimg mét, danh trong ngue, cam giac nong, dién tdm d6 bét thuong (doan

ST giam xuong, song T dao ngugc), ha huyet ap.

Tiéu héa: Budn noén/nén, dau bung.

Qué man: Phat ban.

Huyét hoc: Tang hodc giam bach cdu, bach ciu trung tinh va hemoglobin.

Céc tac dung khong mong muén khéc: Phu (mat, chi dudi, ...), kho chiu toan thén, tiéu rat,

tang cholesterol huyét thanh, ting hodc giam CK, acid uric, kali va phospho huyét thanh.

ADR < 0,1%

Gan: Tang ALP.

Than: Xuat hién can ling trong nudce tidu.

Than kinh — tim than: Budn ngti, mat ngi, run ngén tay, hay quén.

Tim mach: Dau nguec, ty I¢ tim-ngyc téng, nhip tim nhanh, block nhi thét, cam giac lanh.

Tiéu hoa: Téo bon, day bung, kho miéng, phi dai 101, 0 néng, tiéu chay.

Qua man: Noi man do, ngira. i

Huyét hoc: Ting hodc giam hong cau, dung tich hong ciu, bach cdu 4i toan va té bao

lympho.

Céc tac dung khong mong muon khac: Cam giac yéu, co thit co duong tiéu hoa, kho

quanh mat, kich tng mit dé, rdi loan vi giac, dwdong niéu dwong tinh, ting hodc giam

dudng huyet lic doi, protein toan phan, calci va CRP huyét thanh, ho.

Khong rd tan sudt

Than kinh — tdm than: Té.

Tim mach: Ngoai tdm thu, nhip tim cham.

Quéa man: Nhay cam véi anh sang,

Céc tac dung khong mong mudn khéc: U tai.

QUA LIEU VA CACH XU TRi

Ding qua lidu cilnidipine c6 thé lam ha huyét ap qua mic. Neu huyét ap ha o rét, can

tién hanh cac bién phép thich hop nhu néng cao chi dudi, truyén dich va dung cac thudc

tang huyét ap. Loai bo thude bang thim phan mau khong hiéu qua do ty [& thudc lién két

V41 protein cao.

DUQC LUC HQC
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Nhom duwoc ly: Thudc chen kénh calci.

Ma ATC: CO8CA14

Co ché tic dung

Cilnidipine lién ket v6i céc vi tri gan dthydropyndm ctia kénh calci phy thudc dién thé loai L
¢6 trong mang té bio ctia co tron mach mau va tre ché dong Ca®* di vao qua kénh nay (in vitro
trén thé). Do d6, co tron mach méu gidn ra, gy gian mach va thé hién tac dung ha huyét 4p.
Cilnidipine trc ché dong Ca?* di vao tir k2nh calci phu thudc dién thé loai N ¢6 trong mang
té bao cua cic dy than kinh giao cam. Cilnidipine con {rc ché dong Ca** di vao tir kénh
calci phu thude dién thé loai N va L & khoang ndng do gin nhu gidng nhau (in vitro trén
chudt).

Do dé, su phong thich norepinephrin tir dau tan ciing clay than kinh giao cam bj trc ché.
Czlmdrpme duge cho la trc ché sy tang nhip tim phan xa c6 thé qua trung gian su hoat hoa
giao cam sau glam huyet ap va e ché tang huyet ap lién quan véi stress qua co ché nay.
Tac dung ha h uyét ap

Trong nhiéu mo hinh ve tang huyét ap trén cic dong vat khac nhau (chudt cong tang
huyet ap tu phat, chudt cbng va ch6 tang huyét 4 ap do bénh ly mach than, chudt cong ting
huyét ap do mudi DOCA va chudt cong tang huyet ap tu phat dé dot _quy), udng mot liéu
duy nhét cilnidipine 1 mg/kg hodc cao hon cho thiy tac dung ha huyet ap tur tr va kéo dai
phu thudc lidu. Nguoe lai, da quan sét thdy tac dung ha huyét ap yéu & chudt cong cb
huyét 4p binh thudong. Ngoai ra, khong kéo dai thoi gian tac dung khi tang liéu. O cho
tang huyét ap do bénh ly mach thén, cilnidipine cho thdy tdc dung ting thém khi dung
dong thoi voi mot thuoc chen P hoic thude trc ché men chuyén angiotensin.

O chudt cdng tang huyet ap tu phat de dot quy va ¢ cho tang huyet ap do bénh ly mach
thén, dung c1ln1d1p1ne lap lai duong uong c6 tac dung 1am ha huyét ap 6n dinh ma khong
cho thiy sy giam dan. Khéng gdy tang huyet ap doi ngugc khi ngimg cilnidipine.

Trong mot nghién ciru ding liéu duy nhit & chudt cdng ting huyét 4p tw phat tinh tio va
khong bi kiém ché, cilnidipine khong lam ting nhip tim trong khi ha huyét ap.
Cilnidipine khong lam ting nong do noradrenaline huyet tuong trong khi ha huyét ap,
ciing khong lam giam dang ké ndng do nay nhu lhuoc e ché giao cam (guanethidine
sulfate). C11n1d1p1ne khong gdy ha huyét dp tu thé ding nhu thudc phong bé hach
(pentolinium) da gdy ra trong nghiém phap ban nghiéng str dung tho.

O nhitng bénh nhéin ting huyet ap vo can, mot lidu cilnidipine m01 ngay dung du’ong
udng cho thiy tac dung ha huyet ap duoc duy tri trong 24 gid va van con 13 rét vao sang
sém hém sau. Phan tich tdn s6 tim ciia cic khoang R-R trén dién tam do 24 gio cho thy
cilnidipine khong lam tang nhlp tim va hoat tinh giao cam ciing v6i sy ha huyét ap.

Tdc dung irc ché ting Imyet dp gay ra do stress

O chuot cong tang huyet ap tu phét tinh tdo va khong bi kiém ché, cilnidipine trc ché
tang huyét 4p va néng do noradrenaline huyét twong gy ra do stress lanh va phan luc
khong khi (stress tinh than). )

O nhing tinh nguyén vién nam treong thanh khoe manh ¢6 huyét ap tang 20% tr¢ 1én do
stress lanh, cilnidipine da trc ché tang huyét ap do stress lanh gay ra.

Tdc dung tec ché ting huyet dp gdy ra do kich thich giao cam

Cllmdlpme e ché ting huyet ap gdy ra do kich thich giao cam & chudt cong ting huyét
ap tu phat b1 ton thuong tiy song.

O chudt cong tang huyét ap tw phat v6i dong mach mac treo rudt duge b lap va truyén
dich, cilnidipine cling (rc ché su phéng thich noradrenaline gay ra do kich thich giao cam.
Tic dung trén tuin hoan nio

Cilnidipine khong lam giam luu lugng méau ndo ngay ca khi dung lidu ha huyét ap 30 —
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40% & chudt cong ting huyét ap tu phét va duy tri tot co ché tu diéu hoa luu lrong mau
ndo ngay ca khi huyét ap bi gidm xudng thép.

O bénh nhan téng huyét 4p bi bénh mach mau nio, luu lvong méau nio van duoc duy tri
ngay ca khi huyét 4p da giam.

Tdc dung trén chirc ning tim

Cilnidipine lam giam nhip tim va co co tim & ché véi liéu cao hon liéu gay ting lwu
lurong méau dong mach.

Cllmdlpme lam gi&m sy tiéu thu oxy ctia co tim & liéu gdy ha huyét ap trén ch6 duoc gay
mé mé ngyc. Tai thoi diém nay, khong ghi nhén ting nhip tim hoc trc ché sy co bop cua
tim.

O bénh nhén tang huyét ap vo can, cilnidipine khong anh huéng dén nhip tim trong khi
ha huyét ap.

Tidc dung trén chirc nang thin

Ha huyét 4p khong anh huéng dén chirc nang than & bénh nhan tang huyét ap vo cin.
DUCIC PONG HQC

Hip thu

Khi ding mgt liéu duy nhat cilnidipine 5 mg, 10 mg hoic 20 mg duong uéng & 6 tinh
nguyén vién nam khoe manh, ndng d6 cao nhat trong huyét tuong (Cmax) twong tng 1a 4,7
ng/mL, 5,4 ng/mL va 15,7 ng/mL va dién tich dudi duong cong (AUCo-24) trong g 1a
23,7 ng.gio/mL; 27,5 ng.gio/mL va 60,1 ng.gio/mL. Nhu vy ca hai thong so déu ting
phu thudc liéu dung.

Khi ding 1ap lai cilnidipine véi liéu 10 mg/lan/ngdy & 6 tinh nguyén vién nam khoe manh,
céc thong s0 duge dong hoc cua cilnidipine dugce biéu thi nhu dudi day: Dat dugc trang
thai can b{mg sau ngay tht 4 ding thube vz khong quan sat thay su tich 1oy thude.

Ngay Crmax Tnax tin (a) tin (B) AUCo-
dung thuoc (ng/mL) (gio) (gio) (gio) (ng.gid/mL)
Ngay thir 1 9,5+ 1,6 28+1,0 1,0+0,2 52+20 51,4+127
Ngay thir 4 13.5£50 | 3.7£08 - - 101,84+ 29,0
Ngay thir 7 165+7,9 | 3,0+1,3 1,1 £0,6 8,1+27 95,5+ 34,5

(Gia tri trung binh + d¢ léch chuin)
Phén b
Mot thi nghnem in vitro cho thiy khoang 99,3% cilnidipine lién két véi protein huyét
thanh nguoi.
Chuyén héa { ) ’ ;
Céc chat chuyén hoa tim thay trong huyét tuong va nude tieu ctia nhitng tinh nguyén vién
nam khoe manh cho thiy con dudng chuyén hoa chinh ca cilnidipine la khir methyl cia
nhém methoxyethyl, tiép theo thuy phén nhém ester cinnamyl va oxy hoéa vong
dihydropyridin. CYP3A4 lién quan chi yéu va CYP2C19 lién quan mot phan dén su khir
methyl cta nhém methoxyethyl trong qua trinh chuyén héa (in vitro).
Tac dung chen kénh calci ciia chat chuvén héa c6 nhom methoxyethyl bi khir methyl chi
bang 1/100 tac dung cta hop chat gbc (trén tho).
Thadi tri :
Khi udng cilnidipine 10 mg x 2 lan/ngay (cach dung thudc da dugc phé duyét 1a uong 1
lanf’ngay sau khi an sang) trong 7 ngay ¢ nhiing tinh nguyén vién nam khoe manh, khong
tim thay cilnidipine dang khong doi trong nude tidu va 5,2% lieu ding duge dao thai
du6i dang cac chat chuyén hoa.
Roi logn chire nang than
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Khi udng mot lleu duy nhat 10 mg c:lmdlpme & bénh nhan ting huyét ap, khong co su
khac biét trong nong do huyet twong gitra bénh nhan cé chirc ning than binh thuong va
bénh nhén bi suy giam chirc nang than (creatinin huyét thanh: 1,5 dén 3,1 mg/dL).

Khi uéng 10 mg/lan/ngay trong 7 ngay ¢ bénh nhan bi suy giam chirc nang thén, khong
thay ¢6 su anh hudng khi dung lap lai d6i v6i ndng do huyét tuong trong thoi gian ding
thude.

QUY CACH PONG GOI

Hop 6 vix 10 vién.

BAO QUAN

Béo quan trong bao bi kin, noi kho rdo. nhiét do duoi 3D°C

TIEU CHUAN CHAT LUQNG

JP |

HAN DUNG

36 thang ké tu‘ ngay san xut. K

S6 10 san xuat (Batch No.), ngay san xuat (Mfg. date), han ding (Exp. date): xin xem trén nhdn
bao bi.

San xudt tai:
Céng ty TNHH Sinh Duge phim HERA
L6 A17 Khu céng nghiép Tir Ha, thi xd@ Hieong Tra, tinh Thira Thién Hué, Viét Nam.
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