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Rx Thuoc nay chi dung theo don thuoc

Doc ki hieomg damgind!
Dé xa tam tay ré enNE~G

Thong bdo ngay cho bdc st hodc duoc sTnhitng tdac dung khong mong muon gap phai khi sir

dung thudéc.

1. Thanh phin céng thire thude

M&bi vién nén chira:

Thanh phén hoat chit: Cilnidipin 5 mg.

Thanh phan ta dwoe: Lactose. maize starch. sodium starch glycolate. povidone. colloidal
silicon dioxide (Aerosil 200), magnesium stearate. opadry 11 85G54101 (Pink), opadry II
85G68918 (White).

Opadry 11 85G54101 (Pink): Polyvinyl alcohol, tale, titanium dioxide. macrogol. lecithin
(soya), FD&C Red #40, FD&C Blue #2.

Opadry II 85G68918 (White): Lecithin, macrogol/PEG. polyvinyl alcohol, talc. titanium
dioxide.

2. Dang bao ché: Vién nén bao phim.

M ta dic diém thude: Vién nén bao phim hinh tron. mau hong, hai mat 16 va tron.

3. Chidinh

LNC 5 TABLET dugc chi dinh dé diéu tri tang huyét ap.

4. Liéu ding — Cach ding

Liéu diing

Thong thudng, doi voi ngudi truong thanh ding 5 - 10 mg cilnidipin duong uéng. | lan/ngay
sau bita n sang. Liéu ding co thé duge diéu chinh theo tudi va tricu chirng cua bénh nhan.
C6 the tang liéu dén 20 mg, 1 lan/ngay, néu chua c6 dap ting day di. DSi véi nguoi truong
thanh bj tang huyet ap nang, nén dung cilnidipin 10 — 20 mg, 1 lan/ngay dudng udng sau bira
an sang.

Cach dung

Dung dudng udng.

5. Chéng chi dinh _

Bénh nhan qua man véi hoat chat hodc bat kv thanh phan nao cua thude.

Phuy nit ¢6 thai hodc phu nir ¢6 kha nang mang dang mang thai (xem muc Sir dung thuéc cho
phu nir ¢6 thai va cho con bu). _

6. Canh bo va than trong khi ding thuéce

Cin thin trong (cin thin trong khi diung cilnidipin ¢ nhirng bénh nhin sau diy)

- Bénh nhan bi roi loan chirc ndng gan nang (nong do trong huyét tuong co thé tang 1én)

- Bénh nhan c6 tién su tac dung khong mong mudn nghiém trong véi thube déi khang
calci.

- Bénh nhan cao tudi (xem muc Sir dung ¢ ngudi cao tudi).
Than trong quan trong
Vi da c6 bao cdo 1a ngimg dot ngot thude doi khang calci lam nang thém mot sb triéu ching.
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do do neu can ngung cilnidipin, pha: giam liéu dan dudi su theo dai chat ché. Néu ngung
cilnidipin tir liéu 5 mg/ngay nén tién hanh cac bién phap thich hgp nhu thay thé bing cac
thude chdng tang huyét 4p khac.

Phai hudng dan bénh nhan khong ngimg thude nay ma khong cé su hudéng dan cua bac si.

Sir dung ¢ ngwdi cao tudi

Cilnidipin can duoc sir dung can than dudi du theo ddi chat ché tinh trang cua bénh nhan va
tién hanh cdc bién phép nhu khoi dau vai mot liéu thép hon (vi du 5 mg).

Vie str dung ¢ ngudi cao tudi thuong duge thira nhan 1a nén tranh tac dung ha huyeét ap qua
muc & ngudi cao tudi.

Vi vdly, da quan sat thay céc tac dung khong mong muén (ké ca céc bat thuong vé két qua xét
nghiém) & ngudi cao tudi tir 65 tudi tré lén & 152 trong sb 2.863 bénh nhan trong cac nghién
clru vao thoi diém thude duge duyét va trong cac nghién ciru sau khi luu hanh (vao cudi giai
doan tai kiém tra).

Swr dung ¢ tré em

Chua xac dinh duge murc d¢ an toan cua cilnidipin ¢ tré em (chua c6 kinh nghiém 1am sang).
Ta dwge

Thudc cé chira lactose. Bénh nhan cé céc van dé di truyén hiém gip vé khong dung nap
galactose, thiéu hut lactase toan phan hodc kém hép thu glucose- galactose khong nén sur dung
thudc nay.

7. Sir dung thuée cho phu nir ¢6 thai va cho con bi

Sir dung thuée cho phu nir ¢6 thai

Khoéng duge dung cilnidipin cho phu nir ¢ thai hodc phu nit ¢6 kha ning dang mang thai. Ba
€6 bao cio la cilnidipin kéo dai thoi ky thai nghén va thoi gian sinh dé o dong vat thi nghiém
(trén chudt cong).

Sir dung thudce cho phu nir cho con bi

Nén tranh dung cilnidipin cho phu nir dang cho con bii. Tuy nhién, néu bat bude phai ding
thudc. can hudng dan bénh nhan nglmé cho con bu. Da c6 céc bao cao 1a thude di vao sita me
¢ dong vat thi nghiém (trén chudt conf,}.

8. Anh hwong cita thude 1én kha nang ldi xe, vin hanh may moc

Céc tri¢u chiing nhur chong mat c6 the xay ra do tac dung ha huyét ap cuia thude. Cn phai 6
canh bdo ngan chin viéc tham gia vao cac hoat dong nguy hiém cén sy tinh tao nhu lam viéc
trén cao, lai xe hodac van hanh may moc.

9. Tuwong tic, twong ky cia thude

Cilnidipin cha yéu duge chuyén hoa boi enzym chuyén héa thude CYP3A4 va mot phin boi
CYP2C19.

Than trong khi dung dnng thoi (cin than trong khi ding dung thoi cilnidipin véi cac
thudce san day

e

2/ 8.

Tén thuoc Dau hiéu, triéu chirng va diéu tri Co ché va cic yéu t) nguy co

Céc thuoe chéng | Huyét &p c6 thé ha qua mic. Bao gom kha nang co tac dung

ting huyét ép cong thém hogc hiép dong.

khac

Digoxin D ¢6 bao cao la mot s6 thude ddi khang | Co ché chua hoan toan sang

' calci (vi du nifedipin) lam tang nong do | to. nhung dwoc cho Ia trong

digoxin trong huyét tuong. pham vi giam thanh thai than
Néu quan sat thay bat ky déu hiéw/triéu | va ngoai than.
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ching doc tinh nao c6 thé quy cho
digoxin (vi du budn nén, ndn, nhirc dau,
thi lyc bat thudng, loan nhip). phai tién
hanh cac bién phap thich hgp nhu diéu
chinh liéu digoxin hoic ngung ding
cilnidipin, tiy theo tinh trang cta bénh
nhan.

Cimetidin

ba ¢ bao cdo la céc tac dung cua mot
s0 thudc doi khang calci khac (vi du
nifedipin) ting Ién.

Cimetidin duoc cho la lam
giam luu lugng mau qua gan
vOl hau qua la ngan chan sy
chuyén hoa cia thudc doi
khang calci do enzym o
microsom gan, dong thoi
cimetidin lam giam lugng acid
da day. vi vdy lam ting sy hap
thu cic thube doi khang calci.

Rifampicin

D3 c6 bdo cdo la tac dung cua thude doi
khang calci khac (vi du nifedipin) bi
giam,

Cac enzym chuyén hoa thude
0 gan (cytochrom P-450) duoc
cho la cam tUng bai rifampicin,
thiic day su chuyén hoa cac
thudc ddi khang calci, vi vay
lam ting thanh thai cac thude
nay.

Nhom
khang
itraconazol,

azol
nam:

miconazol, v.v...

Nong do cilnidipin trong mau co thé
tang lén.

Nhom azol khang nam dugc
cho la e ché CYP3A4, mot
enzym chuyén hoa thude déi
voi cilnidipin.

Nude buoi chum

b ¢6 chimg minh 1a néng do cilnidipin
trong huyét tuong tang 1én.

Chi tiét vé co ché co ban van
can dugc lam sang to, nhung
mot sO thanh phan trong nude
buoi chum c¢6 thé twe ché
CYP3A4, 1a enzym chuyén
hoa thude dbi voi cilnidipin,

10. Tac dung khéng mong muon cia thude

Da quan sdt thiy céc tac dyng khong mong mudn, ké ca céc bat thuong vé két qua xét nghiém
0 414 bénh nhan (6.95%) trong s6 5.958 bénh nhan trong cac nghién ctiu vao thai diém thude
duge duyét va trong cac nghién ciru sau khi luu hanh (vao cudi giai doan tai kiém tra),

Cic tac dung khong mong mudn ¢6 y nghia lim sang

Réi logn chire ning gan va vang da

(Khdng 6 tan suat): Rdi loan chirc nang gan va vang da di kém voi ting AST (GOT). ALT
(GPT) va y-GTP ¢6 thé xay ra. |

Vi vy, can phai theo doi chat ché, néu quan sat théy bat ky bat thuong nao thi cin tién hanh
cac bi¢n phap thich hop nhu ngimng dung cilnidipin.

Gidm tiéu cau

(Tén suét < 0,1%): Vi giam tiéu ciu co thé xay ra, can phai theo ddi chit ché, néu quan sat
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thiy bat ky bat thuong nao thi can tién hanh cac bién phép thich hop nhu ngimg ding

cilnidipin.

Cic tac tung khong mong mudn khic
Néu xay ra bét ky tac dung khong mong mudn nao sau day thi can tién hanh cdc bién phap
thich hgp tay theo tri¢u ching.

0.1 -<0,5% <0.1% Khong rd tan suét
Gan'™¥' | Tang AST (GOT)., ALT | Tang ALP.
(GPT). LDH, v.v...
Than Tang creatinin hofic nito uré. | C6 cin ling trong
protein niéu duong tinh. nudce tiéu.
Téam  than | Nhic dau, nhic dau am i, | Buon ngl, mat ngu. | Té.
kinh chong mat, chong mat khi run ngoén tay, hay
dung Ién, cting co vai. quén.
Tim mach Do bimg mat, danh trong | Pau nguec, ty 1é tim- | Ngoai tam thu.
nguc, cam giac nong, dién | ngyc tang, nhip tim
tam dd béat thuong (ST ha, | nhanh, block nhi thét.
song T dao ngugc). huyét 4p | cam giac lanh.
giam.
Tiéu hoa Buon nén, non, dau bung. Tao boén. chudng
bung, khat, phi dai
loi, ¢ nong. tiéu
chay.
Qua man"™ | Noi ban. Do, ngua. Nhay cam vd&i anh
y2

sang.

Huyét hoc

Tang hodc giam bach cau
(WBC), bach cau trung tinh
va hemoglobin.

Tang hodc giam hong
cau (RBC).
hematocrit. bach cau
ua eosin va té bao
lympho.

Tac  dung
khong mong
mubn khac

Phi (mat, chi dudi. v.v..),
kho chiu toan than, tiéu dat,
ting cholesterol huyét thanh,
tang hoac giam CK (CPK),
acid uric, kali va phospho
huyét thanh.

Cam giac yéu. co
cimg co sinh doi
cang chan, kho quanh
mat, sung huyét mit
va cam giac Kkich
ung. roi loan vi giac.
duong ni¢u duong
tinh. tang hodc giam
duong huyét luc doi.
protein  toan than,
calci va CRP huyét
thanh. ho.

Luu y 1: Bénh nhan can duoc theo ddi can than vé cac triéu chig nay. néu thay bat ky bat
thuong nao thi phai ngimg dung cilnidipin.
Luu y 2: Néu xuat hién bét ky triéu chimg nao nhu vay, phai ngirng dung cilnidipin.
11. Qua liéu va cach xir tri
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Qua li¢u cilnidipin c6 thé lam giam huyet ap qua muc. Néu huyét ap giam ro rét, can tién
hanh cac bi¢n phap thich hop nhu nang cao chi dudi, diéu tri truyén dich va dung céc thude
ting huyét ap. Loai bo thudc bing tham phan mau khéong hiéu qua do ty 1& gan két cao cua
thude véi protein,

12. Dac tinh dwgce lue hoe

Nhém dwge ly: Thude chen kénh calci ¢6 chon loc. tac dung chu yéu trén mach mau.

Ma ATC: CO8CA14,

Tac dung chong ting huyét dp

Trong nhiéu md hinh khac nhau vé tang huyét ap trén dong vét (chudt cng tang huyét ap tu
phét, chudt cong va ché tang huyét ap do bénh mach mau than, chudc cong tang huyét ap do
mudi DOCA va chudt cng ting huyét ap tr phat d& dot quy). mot lidu don cilnidipin dung
duong udng cho thdy téc dung ha huyét ap tir tir va kéo dai phy thuoe lidu ¢ lidu | mg/kg
hogc cao hon. Nguoc lai. thudc cho thay tdc dung ha huyét p yéu & chudt céng cé huyét ap
binh thuong. Thoi gian tac dung khong kéo dai khi ding mét liéu cao qua muc. O cho tang
huyét ap do bénh mach mau than. cilnidipin cho thay tac dung cong thém khi duoc dung
dong thoi voi mot thude chen B hoic thude tic ché enzym chuyén angiotensin.

O chudt cong tang huyét ap tu phat d& dot quy va & ché tang huyét ap do bénh mach mau
than, céc liéu cilnidipin 1ap lai ding duong udng c6 tac dung lam ha huyét p 6n dinh ma
khéng cho thay sy giam dan. Ngimg ding cilnidipin khong gay hdi img vé huyét ap.

O chudt cong ting huyét ap tw phat tinh tdo va khong bi kiém ché, cilnidipin khong lam ting
nhip tim trong khi ha huyét ap. Cilnidipin khong 1am tang nong do noradrenalin huyét tuong
trong khi ha huyét &p, ciing khong lam giam dang ké nong do nay nhu da gay ra do thudc
phong bé adrenergic (guanethidin sulfat). C ilnidipin khong gdy ha huyét ap tu thé dimg. mic
du thude phong bé hach (pentolinum) da gay ra trong nghiém phap ban nghiéng (tilt test) sir
dung tho.

O nhitng bénh nhan tdng huyet ap vo can, mot liéu don ulmdlpm moi ngay diing dudng udng
cho thay téc dung ha huyét ap dugc duy tri trong 24 gio va van con rd rét vao sang sém hom
sau. Phan tich phd nang luong cua céc khoang R-R trong dién tam do 24 gio da phat hién la
cilnidipin khong lam tang hoat tinh giao cam hodc nhip tim & dang dap (g phan xa d6i véi
sy giam huyét ap.

Tac dung trc ché trén dap {rng ting huyét 4p giy ra do stress

O chuot cong ting huyét ap ty phat tinh téo va khong bi kiém ché, cilnidipin tic ché su ting
huyét 4p va ndng do norepinephrin trong huyét tuong gay ra do stress lanh. Cllmdlpm con uc
ché su ting huyét ap gay ra do stress phan lyc khong khi (stress tinh than) & chuot cong.

O nhitng nguoi nam tinh nguyen truong thanh khoe manh co hU} ét ap tang 20% hodc cao
hon trong thir nghlem stress lanh, Cl]ﬂldlp[ﬂ da trc ché su tang huyét ap gay ra do sress lanh.
Tac dung tic ché trén dap ung ting huyét ap gay ra do kich thich giao cam

O chuot cong ting huyét 4p tu phat duoc choc tiy song. cilnidipin ¢ ché su tang huyét ap
gdy ra do kich thich giao cam béng dién.

O chudt cong tang huyét ap tu phat voi dong mach mac treo rudt duge ¢d 1ap va truyén dich,
cilnidipin ciing trc ché sy phong thich norepinephrin gay ra do kich thich giao cam bang dién.
Tac dung trén tuan hoan nio

O chudt cong ting huyét ap tu phat, cilnidipin khong lam giam luu lugng mau ndo ngay ca
khi dung liéu lam giam huyét ap 30 — 40% & chudt cong. Co ché tu diéu hoa luu lugng mau
néo van dugc duy tri thoa dang trong khi huyét ap giam xuéng.
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O bénh nhéan tang huyét &p bi lam phirc tap thém do bénh mach mau nao, luu Iugng mau nio
van dugc duy tri trong khi huyét ap dugc giam xuong.

Tac dung trén chirc ning tim

0 cho cilnidipin lam giam nhip tim va co co tim & cdc lidu cao hon lidu gay tang luu luong
mau dong mach.

O ché duge gay mé ma ngye, cilnidipin lam giam su tiéu thyu oxy cua co tim & liéu gay ha
huyét ap. Tai thoi diém nay, cilnidipin khong gay nhip tim nhanh. cting khéng anh huong dén
su co bop cua tim.,

O nhitng bénh nhan ting huyét ap vo can. cilnidipin khéng anh huong dén nhip tim trong khi
huyét ép giam va ¢ nhiing bénh nhan c6 ty 1é tim-ngue (CTR) bét thuong. cilnidipin lam cai
thién ty 1é tim-nguc.

Téac dung trén chirc niang théin

O chudt céng tang huyét ap tu phat duoc gdy mé, cilnidipin l1am tang thé tich nudc tiéu, lwu
lugng méau qua than va tée do loc cla cau than & lidu gay ha huyét ap. Cilnidipin ciing lam
tang theé tich nudc tiéu, luu lugng mau qua than va toe do loc cua cau than khi chire nang than
bi giam do endothelin.

O nhiing bénh nhén tang huyét ap vo can, cilnidipin khong 1am anh huong dén chire nang
than trong khi huyét ap duge giam xudng.

Tac dyng trén réi loan tim mach lién quan véi tang huyét ap

O chut cong tang huyét dp ty phat d& dot quy, mot lidu don cilnidipin hang ngay da ngan
chan sy xuat hién dot quy va cai thién ty 1é sdng sot. Ngoai ra, cilnidipin con lam giam su phi
dai tim (trong luong tim ting), day thanh that trai, xo héa co tim va cac ton thuong o than.
Hon nira, cilnidipin con lam giam su day Iép giira cla thanh dong mach va lam giam ham
lugng calci trong dong mach chu.

O nhiing bénh nhan ting huyét ap vo can, cilnidipin lam giam chi s6 xo vita dong mach va
lipid peroxid trong huyet thanh.

Co ché tac dung

Céc dit ligu trén thuc nghiém da cho thay cilnidipin gan két véi cac vi tri gin dihydropyridin
cua kénh calci phy thude dién thé loai L va tic ché dong Ca?* di vao qua mang té bao clia co
tron mach mau qua kénh nay (in vitro trén tho).

Do dé, co trong mach mau gian ra, gdy gian mach. Qua co ché nay. cilnidipin duge xem la ¢co
tac dung lam ha huyét ap.

Cilnidipin trc ché dong Ca?* di vao qua kénh calci phy thugc dién thé loai N & mang té bao
than kinh giao cam. Sy tic ché dong Ca’* di vao qua kénh calci phy thLlOL dién thé loai N da
duge quan sat that trong mot pham vi nong @6 thude twong ty nhy nong dg trc ché kénh Ca®*
phu thudc dién thé loai L (in vitro trén chudc cong).

Do do, sy phong thich norepinephrin tit ddu tan cing day than kinh giao cam bj tc ché.
Cilnidipin dugc cho la tc ché su tang nhip tim phan xa c6 thé qua trung gian sy hoat héa giao
cam sau giam huyét dp va trc ché tang huyét ap lién quan voi stress qua co ché nay.

13. Pac tinh dugc djng hoc

Nong d$ thude trong huyét twong _

Khi diing mt liéu don cilnidipin 5 mg, 10 mg hodic 20 mg dudng udng cho 6 ngudi nam tinh
nguyén khoe manh, néng dd cao nhat trong huyét tuong (Cmax) duge ghi nhan tuong (g 1a
4.7 ng/mL, 5.4 ng/mL va 15,7 ng/mL va dién tich dudi duong cong (AUCo.24) tuong Ung la
23.7 ng.gio/mL, 27.5 ng.gio/mL va 60,1 ng.gio/mL.
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Nhu vay, ca hai thong so deu tang theo cach phu thuée liéu dimg.
Khi dung lap lai mét liéu don cilnidipin 10 mg. 1 ldn/ngay cho 6 ngudi nam tinh nguyén khoe
manh, cac théng so dugc dong hoc cua cilnidipin duge biéu thi nhu dudi day. Nong do trong
huyét twong dat dugc & trang thai on dinh tir ngay thir 4 khi dung thudc va khdng c6 biéu hién
tich Ity thude.

Théng s6 Com T Tin (@) Tin (B) AUCy

Ngay dung thudc (ng/mL) (gio) (gio) (gio) (ng.gio/mlL)
Ngay thit nhat 95+1,6 |28%1,0 1.0+ 0.2 52+2,0 514 +12,7
Ngay thir 4 13.5+50 | 3.7+08 - : 101.8 29,0
Ngay tha 7 16,5+7,9 | 3.0+13 1.1 £0.6 8.1+27 95.5 + 34.5

(Gia tri trung binh + d¢ léch chuan)

Dugc dong hoc cuia thude ciing da duoc danh gia ¢ nhitng bénh nhan bj suy chirc nang than
(creatinin huyét thanh: 1.5 - 3.1 mg/dL) sau khi dung mét liéu don 10 mg duong udng & bénh
nhan tang huyét ap va khong thiy sy khéc biét c6 y nghia thong ké vé dir liéu duge dong hoc
cta thude so véi dir lidu & bénh nhan c6 chirc ndng than binh thuong.

Chuyén héa va thai trir

Dua vao céc chat chuyén héa da duge nhan dang trong huyét tuong va nudc tiéu ciia nhirng
nguoi tinh nguyén nam khoe manh, ngudi ta cho ring duong chuyén héa chinh cua cilnidipin
1a sy khu methyl cua nhém methoxyethyl, tiép theo boi sy thiy phén ester cinnamyl va oxy
héa vong dihydropyridin. CYP3A4 dugc cho 14 lién quan chu yéu va CYP2C19 lién quan
mét phan vao sy khir methyl cia nhom methoxyethyl (in vitro).

Téc dung chen kénh calci cua chat chuyén hoa ¢6 nhom methoxyethyl bi khit methyl chi bang
1/100 téac dung cia hop chat gbe (trén tha).

Khj ding 13p lai mét liéu don cilnidipin 10 mg, 1 lin/ngay duong uéng trong 7 ngay cho
nhimg nguoi nam tinh nguyén khoe manh, khéng ¢6 hgp chét cilnidipin dang khong déi duoc
thai trit nhung 5.2% liéu dung duge dao thai trong nude tiéu dudi dang cac chat chuyén hoa
(viéc su dung cilnidipin da dugce duyét la 1 lan/ngay ding dudng udng sau bira dn sang).

MGt thi nghi¢m in vitro da cho thay cilnidipin gén két 99,3% véi protein huyét thanh nguoi.
14. Quy cach déng géi: Hop 3 vi (nhém/nhom) x 10 vién,

I5. Dieu Kkién bio quin, han ding, tiéu chudn chit lwong cia thube

Bao quan: Bao quan dudi 30°C, noi khd réo. trénh 4nh sang.

Han dung: 24 thang ké tir ngay san xuat.

Tiéu chuin: TCCS.

16. Tén, dia chi co s san xuat thude

SQUARE PHARMACEUTICALS LTD.

Square Road, Salgaria, Pabna-6600, Bangladesh.
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