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Composition:
Each film coated tablet contains:
Lercanidipine Hydrochloride ~ 20mg
Dosage & Administration:
As directed by the Physician.
Indication, Contraindication,
Precaution and Side effects:
Please see the enclosed leaflet.
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Rx
TOROPI 20

(Vién nén bao phim Lercanidipin hydroclorid 20 mg)
CANH BAO PAC BIET:
Chi sir dung thudc nay theo don
Poc ky hwéng dan sir dung trieée khi ding
Khéng ding qud liéu chi dinh.
Néu can thém théng tin, xin héi ¥ kién bdc st
Xin théng bdo cho bdc st biét néu xay ra bat ky
tac dung khéng mong muén nao trong qud trinh sir dung.
Khéng dimg thuéc da qud han sir dung.
Dé thubc ngoadi tam vai ciia tré.
THANH PHAN:
Ma&i vién nén bao phim c6 chira:
Hoat chit: Lercanidipin hydroclorid ............ccooeveueeeeeeeennee.. 20 mg
T4 dwge: Cellulose microcrystalline (pH 112), tinh bt ng0, natri starch glycolate (Type A),
colloidal silicon dioxide, cellulose microcrystalline (pH 113), povidon (K-30), natri stearyl fumarat,

macrogol 6000, hypromellose 6 cps, sit oxyd do (E 172), Titan dioxyd (E 171).

DUGC LUC HOQC: // 4/ ’

.

Lercanidipin 1a mot chét chen kénh calci trong nhém dihydropyridin. Lercanidipin trc ché ¢ Qn/
loc dong calci di xuyén qua mang vao trong céc co tron mach mdu va tim, trong do tac dung lén
co tron mach mau manh hon co tron tim. Lercanidipin c¢6 tic dung chéng ting huyét ap la do
thubc 1am gidn truc tiép co tron, 1am giam sirc can ngoai bién toan phan vi viy lam giam huyét
ap. Lercanidipin chdng ting huyét ap kéo dai do né c6 c6 tinh than diu cao. Do tic dung gidn
mach tir tir ciia Lercanidipin, hiém gip truong hop ha huyét ap cép tinh v6i phan xa nhip nhanh
& nhitng bénh nhan ting huyét ap.
Nhu cic thudc trong nhém 1,4 —dihydropyridin khac, tic dung chéng ting huyét 4p cua
Lercanidipin chii yéu 1a ddng phan déi quang (S). Khong thiy anh huong dang ké cta thude trén
dién tam dd.

e DUQC PONG HOQC:
Hap thu:
Lercanidipin dugc hip thu hoan toan sau khi udng. Nong do dinh lan luot dat 3.30 ng/ml + 2,09
SD va 7,66 ng/ml + 5,90 SD trong thoi gian 1,5 t6i 3 gid sau khi udng liéu 10 mg va 20 mg.
Sinh kha dung dudng udng khoang 10% do thudc bi chuyén héa cao & lan dau. Sinh kha dung

ting gip 4 1an khi Lercanidipin duoc udng hon 2 gidr sau khi an nhiéu chit béo va cao gép 2 lan
néu udng ngay khi vira n nhiéu carbonhydrat. Vi vy, Lercanidipin nén dugc ubng it nhat 15
phut trude khi bira an.

Khi ding dudng udng, dugc dong hoc ciia Lercanidipin 1a khong tuyén tinh. Sau khi dung liéu
10, 20 va 40 mg, néng do dinh dat theo ti 1€ 1: 3:8 va dién tich dudi duong cong dat ti 1€ 1:4:18,
két qua nay 1a do chuyén héa 1an diu cia thudc. Diéu nay chimg to sinh kha dung ting lén khi
tang liéu.

Hai dng phan d6i quang cuia Lercanidipin c6 cung thoi gian dé dat ndng do dinh. Trung binh,
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nong do dinh va AUC cuia dong phan S cao gép 1,2 lan. Khong thiy su chuyén ddi qua lai gitra
cac dong phén & in vivo.

Phan bo:

Lercanidipin dugc phan bd nhanh va rong tir mau vao cic mé va td chtc. Thude lién két trén
98% véi protein huyét thanh. Nong d6 Lercanidipin tu do c6 thé ting 1én & bénh nhan suy thén,
suy gan vi ndng do protein huyét thanh giam vé6i nhimg bénh nhén nay.

Chuyén héa:

Gidng céc dan chat cta dihydropurin, Lercanidipin dugc chuyén hoa chinh boi CYP3A4. thude
chi yéu dugc chuyén thanh cac chit khong ¢ hoat tinh, khong tim thdy chit me trong phan va
nude tiéu. Gan 50% thudc dugc bai tiét vao nudc tiéu.

Thai trie:

Thoi gian ban thai trung binh ciia ddng phan S va R 1an lugt 14 5,8 + 2,5 va 7,7 + 3,8 gid. Khong
thiy tich lity thudc khi dung lidu nhéc lai. Tac dung cua thudc kéo dai 24 gid 1a do thude lién két
cao v6i lipid mang té bao.

CHIi PINH:

Piéu tri ting huyét ap.

S
LIEU LUQNG VA CACH DUNG: )
Thudc ding dudng udng. Dung theo chi dinh cua bac si diéu tri. // é
- Ngueoi lon:

Liéu khoi du 12 10 mg x 1 14n/ 1 ngay, it nhit 15 phit trudc bita dn, néu can thiét thi ting lén
20mg, 1 14n/ 1 ngay sau it nhit 2 tudn. Trén mot vai trudng hop khi ding mét thude chdng ting
huyét ap nhu thudc chen beta, thudc 1oi niéu, thudc trc ché enzym chuyén angiotensin ma khong
dat hiéu qua diéu tri thi c6 thé dung thém Lercanidipin v6i liéu nhu khi ding mot minh.
- Tré em, ngudi cao tudi, ngueoi suy gan, suy than: xem phan “khuyén cdo va than trong”
CHONG CHi PINH:
M3n cam véi cac thube nhém dihydropyridin hogic bit ky thanh phan nao cua thudc.
Hep dong mach chu, dau thit nguc khong bn dinh, suy tim khong kiém soét, trong vong 1 thang
sau khi méc nhdi méu co tim, rdi loan chuyén hoéa porphyrin cap tinh.
Suy gan ndng.

» Suy than ning (GFR < 30 ml/phit/1,73m?)
Khong phdi hop Lercanidipin véi cyclosporin.
Phu nif c6 thai va cho con bu
KHUYEN CAO VA THAN TRONG:
Bénh thiéu méu cuc bé co tim: cac thubc nhém dihydropyridin tac dung ngén c6 thé lam ting
nguy co tim mach cho bénh nhan bi bénh thiéu méau cuc bd co tim. Mic du Lercanidipin tac
dung kéo dai, nhung cling can phai than trong khi ding ¢ nhitng bénh nhan nay. Than trong khi
dung cho bénh nhan c6 hdi ching nit xoang. Méc du nhitng nghién ciru huyét dong c6 kiém
soat cho thdy khong giy suy giam chuc niang that, nhung cén than trong khi dung & nhiing bénh
nhan rdi loan chirc ning thit trai. Cac thubc nhém dihydropyridin hiém khi gdy dau ving
thugng vi hodc dau thit nguc. Rét hiém khi gy gia ting tin suét, thoi gian va mac do trim
trong cua bénh & nhirng bénh nhéan da timg c6 con dau thét nguc. Rét hiém gip nhdi méu co tim.
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Suy tim sung huyét: thong thudng, cin dung than trong céc thudc chen calci véi bénh nhan suy
tim. Mic du cac nghién ctru trén dong vat va céc danh gid huyét dong cép tinh & bénh nhén con
duoc bao tén chirc nang tAm thét trai khong cho thdy Lercanidipin gdy giam co bdp co tim truc
tiép, do an toan vi bénh nhan suy tim xung huyét khong duoc thiét 1ap.

Vi vay, giéng nhu céc thudc chen calci khéc, cin ding Lercanidipin than trong véi cac trudong
hop trén.

Lercanidipine khong dugc khuyén céo sir dung cho nhitng bénh nhén suy gan hay suy than ndng
(GFR< 30ml/phut/1,73 m?)

Nguoi suy than: mdc du duge dong hoc cia Lercanidipin & bénh nhin suy than nhe t&i vira 1a
tuong tu v6i ngudi binh thudng, cin theo ddi chit khi ding thudc voi nhitng bénh nhan nay.
Liéu 10 mg hang ngay dugc dung nap t6t nhung cin than trong khi ting lidu lén 20 mg hang
ngay.

Nguoi suy gan: duge dong hoc & ngudi suy gan nhe khong khac véi ngudi binh thuong. tuy
nhién khong c6 nghién ciru cu thé trén ngudi suy gan trung binh va lidu khuyén céo chua duge
thiét 1ap. Vi vy can dung Lercanidipin than trong v&i nhém bénh nhéan suy gan va giam sét chit
ché trong sudt qua trinh diéu tri. Vi sinh kha dung va tac dung ha huyét ap co thé ting lén. Chi
ding cho bénh nhan suy gan trung binh khi 1¢i ich mang lai nhiéu hon nguy co. Chdng chi dinh
Lercanidipin véi bénh nhan suy gan néng.

Nguoi cao tuéi: can than trong khi sir dung mic di cac nghién ciru duoc dong hoc va 1am sang

cho thay khong can hiéu chinh liéu Lercanidipin véi ngudi cao tudi.

thiét lap. 3
ANH HUONG PEN KHA NANG LAI XE HOAC VAN HANH MAY MOC:

Cén than trong vi thude c6 thé gdy hoa mit, mét moi, suy nhuoc, hiém gip ngu ga.

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

Phu nif ¢6 thai: Mirc C chua c6 nghién ctru cu thé khi ding Lercanidipin cho phu nit mang thai.

Tré em: khong dung cho tré em du6i 18 tudi do hiéu luc va tinh an toan cho tré em chua duqc&

Nhung khéng dugc dung cac dihydropyridin cho phu nir ¢6 thai do cdc nghién ctru trén dong vt
cho thdy thudc gay di tat khong hoi phuc. Do vdy khong dugce ding Lercanidipin cho phu nit
mang thai va phu nit c6 thé mang thai trir khi da c6 bién phap trénh thai an toan.

Khi cho chudt mang thai uéng Lercanidipin & liéu 16n hon hodc bang 2,5 mg/kg/ngay truéce khi
giao phéi hodc 12 mg/kg/ ngay bét dau tir dau thai ky thay chudt sinh kho hon, ting nguy co thai
chét luu, 1am giam sitrc sdng cua chudt non. Khong thdy anh hudng 1én kha ndng sinh san va
song s6t ctia chudt non khi dung lidu 0,5mg/kg/ngay truéc khi bit ddu mang thai hoic liéu
2,5mg/kg/ngay vao giai doan dau ciia thai ky. Dung lidu 2,5 mg/kg/ ngay trong sudt thai ky ciing
lam ting nguy co di tat ndi tang thai nhi, di tat xuong & tAt ca cac mirc liéu. Chua c6 mirc lidu
nao khong gy anh hudng cho phu nit mang thai.

Phu nit cho con bu: Khong c6 nghién ctru diy di dung Lercanidipin cho phu nif nudi con bu.
Thudc c6 thé bai tiét vao sita me do c6 tinh than dau cao. Vi viy, khong duge dung Lercanidipin
cho phu nir cho con bu.

TUONG TAC THUOC:

Lercanidipin an toan khi dung cung cac thuéc loi niéu va cac chét wc ché enzym chuyén
angiotensin. Lercanidipin ciing cé thé phdi hop véi cac thudc chen beta ma dugc thai trir dudi
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dang khong dbi (nhu tremolo).

Véi cdc thuéc irc ché hodc cam ung cytochrome CY 344:

Vi con dudng chuyén héa chinh cia Lercanidipin thong qua enzym CYP3A4, céc thudc tc ché
hodc cam tmg enzym nay c6 thé anh hudng t6i ndng do trong mau cia Lercanidipin.

Do viy, can than trong khi phdi hop véi céc thube tc ché CYP3A4 (nhu ketoconazol,
itraconazol, erythromycin, ritonavir va fluoxetin) vi c6 thé gdy ting ndng do cua Lercanidipin.
Khi phdi hop véi cac thubc cam ing CYP3A4 nhu c4c thudc chdng dong kinh (phenytoin,
carbamazepin), rifampicin, tac dung ha huyét 4p cua Lercanidipin bi giam di. Vi vy can theo
ddi huyét ap khi da ding phéi hop Lercanidipin v6i céc thuée nay.

Co chat CYP3A4 va CYP2D6: & in vivo, tic dung trc ché CYP3A4 ciia Lercanidipin 1a khong
dang ké, diéu nay da dugc chimg minh trong nghién ctru tuong tac v6i midazolam & nguoi tinh
nguyén khoe manh. Sau khi dung phéi hop nhéc lai véi Lercanidipin, midazolam (mt chét thir
cia CYP3A4 thé hoat dong) twong duong sinh hoc v6i khi ding mot minh. Tuy nhién, cin than
trong khi phéi hop Lercanidipin vdi céc co chit cia CYP3A4 ma c6 tac dung diéu trj hep nhu
cyclosporin va thudc chdng loan nhip nhém 11 (nhu amiodaron va quinidin), trir phi ¢6 cac dir
liu déc trung khéc.

Phéi hop Lercanidipin véi cyclosporin lam ting gép 3 14n ndng do trong mau va tang 21% sinh
kha dung cia Lercanidipin. Tuy nhién khi cyclosporin dugc dung cach 3 gi sau khi ding

Lercanidipin thi sinh kha dung ctia cyclosporin ting 27%. Vi vay, khong dugc phdi hop W

thubc nay véi nhau.

Hon nira cac nghién citu tuong téc & ngudi thdy Lercanidipin khong lam thay déi ndng do cia
metoprolol, (mdt co chat dién hinh cia CYP2D6). Vi vdy, & lidu diéu tri, Lercanidipin khdng trc
ché chuyén héa ctia cac chét dugc chuyén hoa bai CYP2D6.

Diéu d6 chiing to & in vitro sy trc ché céc enzym isoenzym cytochrom P450 cua Lercanidipin 1a
khong c6 ¥ nghia vé mit 1am sang. Cac nghién ctru in vitro véi céc vi lap thé gan ngudi cho thiy
Lercanidipin trc ché CYP3A4 va CYP2D6 (IC 50 14n luot 12 2,6 va 0,8 meg). Ndng do IC50 ciia
CYP3A4 va CYP2D6 cao hon 160 va 40 lan so véi cac ndng do dinh nay sau khi ding liéu 20
mg.

Véi thuée chen beta: khi dung Lercanidipin v&i metoprolol, mot thudc chen beta dugc thai trir
chi yéu qua than, sinh kha dung ctia metoprolol khong bi thay ddi, trong khi sinh kha dung cua
Lercanidipin bi giam 50%. Vi vdy, can ting liéu Lercanidipin khi phdi hop véi metoprolol. Tac
dung nay ciing c6 thé xay ra twong tu khi ding Lercanidipin ciing propanolol.

Véi glycosid tim: phdi hop Lercanidipin véi bénh nhan ding kéo dai cac beta-methyldigoxin
(tién chét cua digoxin) khong thiy twong tic duge dong hoc nao xay ra. Tuy nhién, cin theo dai
chit bénh nhan khi phbi hgp Lercanidipin véi céc glycosid tim.

V6i cimetidin: dung lidu cimetidin 400 mg x 2 1in/ ngay khong anh huéng toi ndng do cia
Lercanidipin. AUC va Cpax tang trung binh 11%. Tuy nhién sinh kha dung va tac dung ha huyét
ap cua Lercanidipin c6 thé tang Ién khi dung liéu cao hon.

Véi simvastatin: phbi hop Lercanidipin 20 mg v6i simvastatin 40 mg khong 1am tang sinh kha
dung cua Lercanidipin. Tuy nhién phdi hgp nay c6 thé 1am sinh kha dung cua simvastatin ting
56% va chét chuyén hoa c6 hoat tinh beta-hydroxyacid ctia n6 ting 28%. Su thay dbi nay khong
thuc su ¢6 ¥ nghia 1am sang. Tuy nhién, t5t nhit nén ding Lercanidipin vao budi sing va
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simvastatin vao budi tdi.

Véi thire an: (xem phan dugce dong hoc) su chuyén hoa cua dihydropyridin c6 thé bi tc ché do
nudc ép budi, din dén lam ting ndng do va tac dung ha huyét 4p. Tranh udng ruou khi dung
Lercanidipin vi ¢ thé lam ting tac dung ciia thudc ha huyét ap gay gian mach.

TAC DUNG KHONG MONG MUON (ADR):

Lercanidipin dugc hap thu tét. Trong chin nghién ctru 1dm sang so sanh voi gia duoc véi thoi
gian kéo dai it nhét 4 tudn, 582 bénh nhan dung Lercanidipin, 292 bénh nhan dung gia duoc.
Hau hét cac tic dung xay ra déu lién quan téi tic dung gian mach cta Lercanidipin va chu yéu la
nhe t&i vira.

Bang 1 sau day liét ké cac tic dung khong mong mudn, liét ké theo cac co quan, dugc bdo céo
khi dung Lercanidipin va gia dugc cho bénh nhén bi ting huyét ap, trong d6 cac trudng hop xay
ra déu 16n hon hoic bang 1% & it nhat mot nhém ding thude. (Tham khao bang 1)

Béang 1:
Cic tic dung khéng mong mudn véi tin sudt >1% & it nhidt mot nhom dang thude
Nhém dung Nhém dung ;
it S e Nhém
Lercanidipin lieu | Lercanidipin liu 20 . 5
X A A 3 . | dunggia
Tac dung khong mong mudn 10 mg x 1 lan/ mg x 1 lan/ ngay (da e
c
ngay hi€u chinh) X / .
%) %) %) /[}/
Trén tim mach: //
- Bé birng (da mat, nguc) 2,6 22 1,6
- Panh tréng nguc/ nhip nhanh 15 1;1 0,3
Toan than:
- phu ngoai bién 1,0 1,1 0,9
Than kinh trung uong:
- Hoa mét chéng mat 1,0 0,0 0,6
— Pau diu 4,4 43 2,5
Gan:
- Tang GGT 0,0 | 0,3

Ngoai ra, trong mot nghién ctru v6i 15500 bénh nhan diéu tri bang Lercanidipin (bao gdm céc
nghién ciru trude ky kinh nguyét) véi lidu tir 2,5 mg hang ngay t6i liéu 40 mg hang ngay va thoi
gian diéu tri c6 thé 1a dung don liéu t6i kéo dai hon mot niam. Céc tac dung khdng mong mudn
khong chic chin do thudc va xay ra dudi 1% nhung 16n hon hoic bing 0,1% da dugc tdng hop
va bdo cdo (theo cac co quan cua co thé).

- Tim mach: danh tréng nguc/ nhip nhanh.

- Than kinh trung vong: hoa mét, chéng mit.

- Hé tiéu héa: budn ndn, kho tiéu, dau bung, tiéu chay.

- Tam than: ngu ga

- Toan than: d bimg mit, suy nhugc (mét méi va yéu co).

Hiém gip céc tac dung sau:

- Tim mach: ha ap, ha ap tu thé dimg, phit quanh hdc mét, dau nguc, nhdi mau co tim, suy tim.

- Ho hap: kho tho.
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- He than kinh trung wong va ngoai bién: dau nira du, di cam, té chan.

- Xtc giac: thay ddi vi giac.

- H¢ tiéu héa: non, rdi loan tiéu héa khong dic trung

- Gan va mét: ting GGT

- Tiét niéu sinh duc: da niéu, tiéu nhidu, bat luc.

- Co xuong: dau co.

- Da va phan phuy: ban da, ngira, viém da dj img, ndi mé day, ting tiét md hoi.

- Tam than: lo ling, ngi ga.

- Chuyén héa: ting cholesterol huyét.

- Toan than: dau nguc, khé chiu.

Céc tac dung khong mong mudn ning duoc béo cdo dudi 0,002% trong cic nghién ciru 1am
sang. Hau hét cac truong hop xay ra déu nhe t6i vira.

- Thir nghiém 1am sang: khong c6 bdo céo ting dao ngugc ndng do transaminase gan. Khong
thdy Lercanidipin gy ra cdc két qua xét nghiém bat thudng nao. Lercanidipin khong lam anh
hudng t6i ndng d6 dudng huyét hodc lipid huyét. /l g/
QUA LIEU: P
- Triéu ching: ¢6 it bio cdo qua liéu khi ding Lercanidipin. Gidng nhu cac dihydropyridin khac,
triéu ching khi qua lidu c¢6 thé 1a gian mach ngoai bién qua mirc dan t6i ha huyét ap dang ké va
gay phan xa nhip nhanh.

- Xir tri khi qua lidu: khi bi ha huyét 4p nghiém trong, bi cham nhip va bét tinh, can theo di tim
mach va ho hép va can c6 bién phap hd tro kip thoi. Vi Lercanidipin c6 tinh than diu cao, khong
thé ding thdm tach mau dé thai trir.

TIEU CHUAN CHAT LUQNG: Nha san xuét

HAN DUNG:

24 thang ké tir ngy san xut.

S6 16 san xuét (Batch No.), ngay san xuit (Mfg.), han dung (Exp.): xin xem trén nhén bao bi.

BAO QUAN:

Giir thudc & nhiét do dudi 30°C. Tranh anh sang.
PONG GOI:

Hop 10 vi x 10 vién nén bao phim

San xuét boi:
TORRENT PHARMACEUTICALS LTD
Indrad, 382- 721, dist. Mehsana, India
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