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Thudc ban theo don

Adalat’

30 capsules

Manutacturer's specification of finished products.
Please read enclosed leaflet for further information
Do not store above 30°C

Nifedipine 10 mg

1 vién nang mém chira 10mg nifedipine

M&i wiéin nang chira cac 14 duge saccharin sodium va yellow gelatin S (E110)
Chi dinh, cach ding, chéng chi dinh, cac théng tin khac...xin doc trong 1o hudng
dén st dung

Khéng bao quan thubc trén 30°C

Boc kj hwéng dan st dung trude khi ding

De xa tam tay tré em

56 16 SX, NSX. HD: xin xem Batch, MFD, EXP tuang Ung trén v6 hop

Nha sdn xuit vién nang
Catalent Germany Eberbach GmbH ~ Gammelsbacher Str. 2. 69412 Eberbach, Buc

Bong goi va xudt xuwdng
Bayer Pharma AG — 51368 Leverkusen, Buc
DNNK: Céng ty CP Dugc liéu TW2. TP Hé Chi Minh

30 vién nang (Hop 3 vi x 10 vién nang)

Bayer

SOK: VN-JOODO(-XX

Manulaciurer of capsule

Catalent Germany Eperbach GmbH — Gammeisbacher Sir 2. 68412 Eberbach
Gemany

Packaging and fmal release

Bayer Pharma AG - 51368 Leverkusen Germany
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PMR 81956391 (69/02/MU-0201312422)
Pantone: 186,

Lan dau:.98../..4..../..20.4%.

Nifedipine 10 mg

! capsule contains 10 mg of the active Ingredient, nitedipine
cach capsule ns the excipients sacchann sodium
and yellow orange S (E110)
Source of capsule gelatin: porcine and bovine
Prescription use only

For oral admimistration only

Take as directed by the physician

Please read the enclosed leafiet carefully
Keep out of reach of children

Protect from strong light

Store in the original container

Batch
MFD

nwo OmUmc_Qw (3 blisters x 10 capsules)
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PMR 81956375 (69/01/MU-0201312422) Pantone Schwarz Charge verfalldatum
PHZNR: 8003 {250,% mm=98,392) Batch Expiry date
Batch EXP:
| |
Batch: Batch: Batch: Batch: Batch: Batch: Batch: Bateh:
81956375 B196R3TS A1458375 eI 21956375 1958375

Adalat®

Nifedipine 10 mg capsules

Adalat®

Nifediping 10mg capsules

Adalat®

Nifedipine 10mg capsules

&

Adalat”

Nifedipine 10mg capsules

Adalat®

Nifedipine 10 mg ¢apsules

Adalat®

Nifedipine 10 mg capsules

Adalat®

Nifedipine 10 mg capsules

Adalat®

Nifedipine 10 mg capsules

Adalat®

Nifedipine 10mg capsules

Adalat®

Nifedipine 10mg capsules

Adalat®

Nifedipine 10 mg capsules

Adalat®

Nifediping 10mg capsules

Adalat®

Nifedipine 10 mg capsules

Adalat®

Nifedipine 10mg capsules

Adalat®

Nifediping 10 mg capsules

Adalat®

Nifedipine 10mg capsules

Adalat®

Nifedipine 10 mg capsules

Adalat’

Nifedipine 10 mg capsules

Adalat®

Nifedipine 10 mg capsules

Adalat®

Nifedipine 10mg capsules

Adalat®

Nifedipine 10 mg capsules

Adalat®

Nifedipine 10mg capsules

Adalat®

Nifedipine 10 mg capsules

Adalat®

Nifedipine 10mg capsules

Adalat®

Nifedipine 10 mg capsules
Manufactures of capsule:

Adalat’

Nifedipine 10 mg capsules

Manufacturer of capsule:

Adalat’

Nifedipine 10mg capsules

Manutacturer of capsule: Manufacturer of capsule: Manuiacturer of capsule:

Manufaclurer of capsuls:

.'_—_-4\(1-3; tSOUEh East
63 Chulia

.- : Street
ocC BCﬁCentre East, 14" Floor

Sinan o N
>iNgapore 049514

Asia) Pte Ltd

Batch:
B19583 7T

Adalat®

Nifedipine 10mg capsules

Baich:
B1956375

Adalat®

Nifediping 10mg capsules

Adalat®

Nifedipine 10mg capsules

Adalat®

Nifedipine 10 mg capsules

Adalat’®

Nifedipine 10 mg capsules

Adalat”

Nifedipine 10mg capsules

Adalat®

Nifedipine 10mg capsules

Adalat®

Nifedipine 10 mg capsules

Adalat®

Nifedipine 10mg capsules

Manufacturer of capsule:

Catalent Germany Eberbach GmbH, Catalent Germany Eberbach GmbH. Calalenl Germany Eberbach GmbH, Calalenl Germany Eberbach GmbH, Catalent Germany Eberbach GmhH, Calalent Germany Eberbach GmbH, Catalent Germany Eberbach GmbH,
Germany Germany Gemarny Germany Germany Gemany Germany
Packaging and final release: Packaging and final release: Packaging and final release: Packaging and final release: Packagng and final release: Packaging and final release: Packaging and final release:

Baver Pharma AG, Germany
Exp:

Baver Pharma AG, Germany
Exp:

Baver Pharma A, Gemany
Expy:

Bayer Pharma AG. Germany
Exp:

Bayer Pharma AG. Gemmany

Exp: Exp: Exp: Exp:

|
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Bayer Pnanma AG, Germany

Bayer Pharma AG. Germany

Exp: Exp:



Bayer (South East Asia) Pte L.td
63 Chulia Street
OCBC Centre East, 14™ Floor
Singapore 049514

R« Thuéc bin theo don

Adalat® 10mg

Nifedipine 10mg

Vién nang gelatin mém phéng thich nhanh

Bayer Pharma AG

Thanh phan

Hoat chat:

| vién nang chira 10 mg nifedipine 0)—1

Ta dwoec:

Gelatine, glycerol. polyethylene glycol 400, dau bac ha, nudc tinh khlet saccharin sodium, mau
vang cam S 85% (E 110/C.1.15985), titanium dioxide (E171/C.1. 77891)

M0 té sin phim
Vién nang Adalat 10mg: vién nang mém mau cam, hinh thuén chir nhét c¢& 6 minim (0.37ml)
Chi dinh
1. Diéu tri bénh mach vanh
- Con dau thf'l't nguc 6n dinh man tinh (dau khi géng suc) ) ]
- Con dau that nguc do co thiat mach (con dau that nguc Prinzmetal. dau that nguc bién
doi)
2. Diéu tri ting huyét ap v6 cin
3. Diéu tri con tang huyét ap
4. Diéu tri hdi chirng Raynaud (hdi chimg Raynaud tién phat va thir phat)
Chu y: O nhimg bénh nhan ting huyét 4p vo cin (tién phat) hodc dau that nguc man tinh duoc
diéu tri voi nifedipine dang phcmg thich nhanh (Adalat 10 mg), c6 bing chimg cho thdy c6 su
gia tang phu thudc lidu cac bién ching tim mach (vi du nhdi mau co tim) va ting ti 1é tr vong.
Do d6, chi sir dung Adalat 10mg cho hai bénh ly nay néu céc thude khac khong ¢6 chi dinh.

Liéu lwong va cach ding
Cach dung
buong ubng
Liéu lwong
Pidu tri phai dugc diéu chinh theo nhu cu cia timg c4 nhan dén muc lidu lugng c6 thé dugc
tuy theo do nang cua bénh va dap Lrng cua bénh nhan.
Tuy theo bénh canh Iim sang clia mdi trudng hop, lidu can ban phai duge dua vao dan dan.
Nén chinh liéu cho nhirng bénh nhan ting huyet ap c¢6 bénh ly mach méau nio nang va cho
nhirng bénh nhéan do nhe can hodc dang dugc diéu tri phdi hop vdi cac loai thube ha huyét ap
khac, ¢6 thé c6 phan img qua mirc v6i nifedipine. Ngoai ra, nhing bénh nhén c6 tac dung phu
do dap tng véi diéu tri mfedlpme bét budc didu chinh liéu mong muédn tét hon, phai dugce 6n
dinh theo timg ca thé bang vién nang Adalat 5 mg.
Trir phi dugc ké toa theo cach khéc, huéng din liéu luong sau dugc ap dung cho ngudi 16n:
1. Trong diéu trj bénh mach vanh
Con dau thdt nguc on dinh man tinh 1 vién nang Adalat 10 mg uéng mdi ngay 3 l4n
(con dau that nguc khi gang sirc) (3 x 10 mg / ngay)
Nén bar ddu bang liéu nifedipine Smg.
Néu can dung lleu cao hon, c6 thé tang Ién timg
bac cho dén liéu tdi da 60mg/ ngay.

Adalat 10mg/CCDS25/161215/VN PI0I
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Trong con dau thdt nguc do co thit mach 1 vién nang Adalat 10mg ubng mai ngay 3 lin
(Con dau that nguc Prinzmental, (3 x 10mg/ ngay)
con dau thit ngye bién doi) Neén bar dau bang liéu nifedipine Smg

Néu cén dung liéu cao hon, ¢ thé tang lén tumg
bac cho dén lidu t6i da 60mg/ ngay.

2. Trong ting huyét ap vo can 1 vién nang Adalat 10mg ung mdi ngay 3 lan
(3 x 10 mg / ngay)
Nén ba{ ddau bang liéu nifedipine mg
Néu cin dung liu cao hon, c6 thé ldng lén ting
bic cho dén lidu tdi da 60mg/ ngay.

3. Trong eom ting huyét ap 1 vién nang Adalat 10mg udng liéu duy nhat
{1 x 10mg)
Nén bdt dau bang liéu nifedipine 5m g 0)’{

Péi vai con cap ting huyét ap dwge chin doan (= khong ¢6 t6n thwrong co quan dich) _
1 vién nang Adalat 10mg udng liéu duy nhét

(1x [0mg)

Péi voi cap ciru ting huyét 4p dwge chin doan (= ¢6 ton thirong co quan dich)

Diéu tri ban dau: 1 vién nang Adalat 10mg udng lidu duy nhit
(1 x 10mg)

Piéu trj tiép theo: 1 vién nang Adalat 10mg udng lidu duy nhét
(1 x 10mg)

sau d6 truyén tinh mach nifedipine hoic
nitroglycerin, clonidin, dihydralazin va ké tiép
sau d¢ 1a truyén tinh mach nitroprussid .
Néu chua ¢6 higu qua day du, thi thy theo phan tng huyét 4p. c6 thé dung thém liéu 5 hoic
10mg (1 vién nang nifedipine) sau it nhat 30 phiit. Néu khoang cach ding thudc ngén hon va/
hodc liéu cao hon, ¢é thé gy tut huyét ap nguy hiém.
4, Trong hgi chitng Raynaud 1 vién nang Adalat 10mg udng mdi ngay 3 lan
(3 x 10mg / ngay)
Nén bdt dau bang liéu Adalat Smg
Néu cin phai dung liéu cao hom, ¢ thé tang lidu
tirng bac cho dén 1iéu téi da 60mg/ ngay
Khi sir dung dong thoi véi cac chét iic ché CYP 3A4 hodc céc chat giy cam (mg CYP 3A4 ¢6
thé phai diéu chinh lidu nifedipine hodc ngimg khéng st dung nifedipine (xem “Twong tc véi
cac thube khac va cac dang twong tac khac™).
Théi gian diéu tri
Biéc si diéu tri s& quyét dinh thoi gian dung thude.
Do tac dung ha ap va chong thiéu mau co tim dang k&, nén phai giam cac vién nang Adalat din
déan. dac biét khi ding liéu cao.
Céch ding thube:
Vé nguyén tic, vién nang Adalat nén dugc udng nguyén vién vdi mét it nude, khéng tiy thude
vao bira an. Tranh dling cung véi nudce ép qua budi.
Bénh nhan uéng cac dang phéng thich nhanh lidu don vi 20mg nhu vién nang Adalat Smg hay
vién nang Adalat 10mg thi khoang cach cho phép giira hai liéu phai it nhat [a 2 gi.
Thong tin thém trén cac dan s6 dac biét
Bénh nhi
Adalat 10mg khéng dugce khuyén cao sir dung cho tré em va vi thanh nién dudi 18 tudi. Tinh an
toan va hiéu qua cia nifedipine & tré em va vi thanh nién dudi 18 woi chua duoc thiét lap. D
lidu hién co vé viée sir dung nifedipine trong tang huy’él ap duge mé ta & muc “DPac diém duoc

Adalat 10mg/CCNS25/161215/VN PIO1




luc hoc*. _

Bénh nhdn cao tudi

O ngudi gia, dugc dong hoc cua vién nang Adalat thay déi do d6 ¢ thé cin liéu nifedipine duy
tri thap hon so v6i ngudi tré tudi.

Bénh nhan suy gan

C‘én thqo doi chat ché& ¢ bénh nhén suy chirc ndng gan mirc d§ nhe, trung binh hay néng, va cé thé
can thiét phai giam lieu. Dugc dong hoc cua nifedipine chua dugce nghién ciru trén bénh nhan suy
gan ning (xem muc “Canh bao va than trong” va “DPic diém dugc dong hoc”)

Bénh nhdn suy than : :

Dua trén cac dir liéu vé dugce dong hoc thi khong can phai diéu chinh liéu & bénh nhan suy than
(xem “Piac diém duoc dong hoc™). @‘(

Chéng chi djnh -

Khong dugc sir dung vién nang Adalat trong nhitng trudng hop qua man véi nifedipine hodc
bat ky ta duge cua thude (xem “Canh bao va than trong”, “Ta dugc”).

Chéng chi dinh nifedipine cho phu nir ¢6 thai duéi 20 tuan tudi va dang cho con ba (xem “Sir
dung ¢ phu nir c6 thai va cho con bu™).

Vién nang Adalat khong dugc sir dung trong nhirng trudng hop sdc tim mach.

Chong chi dinh dung mfedlplne dang phong thich nhanh trong dau that nguc khong n dinh va
sau nhdi méau co tim cdp trong vong 4 tudn déu tién.

Nifedipine khong dugc dung phdi hop véi rifampicin vi c6 thé khong dat duoc nong do
nifedipin hiéu qua trong huyét trong do cam tmg enzym.

Chéng chi dinh trong truong hop hep dong mach cha nang, rdi loan chuyén hoa porphyrin cap.
Do ¢6 chira ddu bac ha, nén khong duge ding Adalat 10mg cho bénh nhan hen phé quan hoic
méc cac bénh hé hip khéc lién quan dén phan (mg qua mirc rd rét cua dudng ho hap.

Canh béo va thin trong

Phai luu y dén cac bénh nhan c6 huyét ap qua thap (ha huyét ap trim trong véi huyet ap tam
thu thdp hon 90 mmHg) cac trudng hop ¢ biéu hién suy tim va hep dong mach chu tram trong.
Diéu tri bang nlfedlpme phong thich nhanh ¢ thé 1am tut huyét ap qua nhiéu kém theo phan xa
nhip tim nhanh cé thé dan dén céc bién ching tim mach.

Ciing nhu c4c chit van mach khac, con dau thit nguc c6 thé rat hiém khi xay ra (dir liéu tir cac
bdo cédo tu phat) véi nifedipine dang phong thich nhanh, déc biét lac bat ddu diéu tri. Dir liéu tir
cac nghién ctru trén 1am sang khang dinh hiém thay xuét hién cac con dau that nguc.

O nhimng bénh nhan bi dau thit nguc, c6 thé xay ra sy gia ting tan suat xuat hién, thoi gian va
murc do nghiém trong cua cic con dau that nguc, dic biét luc bat dau diéu tri.

Sur xuét hién nhoi mau co tim da duqc mo ta ¢ mot s6 trudng hop ca biét, mac du khong thé
phan biét duoc tic dung phu nay vdi dién tién tu nhién ca bénh Iy nén.

Hién chua c6 céc dir liéu vé hiéu qua va an toan tir cac nghién ciru c6 kiém soat tot trén phu nir
0 thai (xem “Sur dung ¢ phu nir ¢ thai va cho con bd™).

Céac nghién citu trén dong vat da cho ;héy ¢6 sy da dang cua cac tac dung doc d6i véi phoi thai,
nhau thai va bao thai khi sir dung thudc trong va sau giai doan hinh thanh t6 chic (xem“Dir liéu
an toan tién lam sang”).

Vdi cac chung cir lam sang hién co, nguoi ta van chua xac dinh dugc nguy co dac hiéu trude
khi sinh. Mac dii ¢6 tang tinh trang ngat thai chu sinh, md 14y thai ciing nhu sinh non va cham
phat trién bao thai cling di duoc bao cao. Ciing chua ré la nhiing bao cao trén la do bénh ting
huyét ap nén, do diéu tri tang huyét ap hay do tac dung ciia mot loai thude dic hiéu.

Thong tin hién c6 van chua day du dé loai trir tac dung c6 hai clia thude doi véi tré chua sinh ra
va so sinh. Do vay, cdn danh gia rat cdn than nguy co va lgi ich dbi vdi timg trudng hop sir

Lt
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dung thude cho phu nir c6 thai va chi xem xét khi tat ca cac lua chon diéu tri khac hoic khong
dugc chi dinh hodc khong c6 hiu qua.
Cén theo d6i can than huyét 4p, ciing nhur khi sir dung nlfedlpme v6i magnesium sulfate duong
tinh mach, do ¢6 kha nang lam tut huyét dp qua muc c6 thé gay nguy hai cho ca ba me va thai
nhi.
Trén nhitng bénh nhan suy chirc nang gan mirc d¢ nhe, trung binh va néng, can theo doi chat
ch& va ¢6 thé can thiét phai giam lidu dung Dugc dong hoc cua nifedipine chua duge nghién
ciru trén bénh r]han suy gan nang (xem “Liéu luong va cach dung” va “Pac diém duoc dong
hoc”). Do do, can than trong khi sir dung nifedipine cho bénh nhén suy gan néng.
Nifedipine dugc chuyén hoa qua hé lhong cytochrom P450 3A4. Vi thé cac thubc dugc biét
hodc trc ché hodc gy cam ing hé thong enzym nay co thé 1am thay déi su chuyén hoa budc
dAu hay do thanh thai cia nifedipine (xem phan “Tuong tac vdi cac thudc khac va cac dang
twong tac khac”).
Cac thudc trc ché hé théng cytochrom P450 3A4 & muc do nhe dén vira ¢ thé lam ting ndng
do cua nifedipine trong huyét trong vi du:

- Céc thudc khang sinh nhém macrolide (v.d. erythromycin)

- Cac thudc khang HIV trc ché protease (v.d. ritonavir)

- Céac thudc khang nAm nhém azole (vi du ketoconazole) (DT

- Thubc chbng trdm cam nefazodone va fluoxetine

- Quinupristin/ dalfopristin

- Acid valproic

- Cimetidine

- Cac thudc chéng trdm cam ba vong, thudc gidn mach

- Cisapride
Khi sir dung dong thoi voi cac thude trén, can theo dai huyét ap va néu can thiét cé thé xem xét
dén viéc giam liéu nifedipine.
Str dung trén cac dan sb dic biét: xem muc “Liéu luong va cach ding”

-

Twong tic véi cac thudce khac va cac dang twrong tac khac

Cic thubdc danh hwong dén nifedipine

Nifedipine dugc chuytfen hoa qua hé théng cytochrom P450 3A4, nim o ca niém mac rudt va
gan. Vi thé nhitng thuoc dugc bi€t hodc cd tac dung tre ché hodc cam ung hé thong enzym nay
c6 thé lam thay doi chuyén hoa lan dau (sau khi uéng) hodc do thanh thai cia nifedipine (Xem
phan “Canh bao va than trong”). ‘

Cén danh gia muc do cling nhu thoi gian twong tac khi sir dyng nifedipine dong thoi véi cac
thude sau:

Rifampicin:

Rifampicin gdy cam t¢mg manh hé théng cytochrom P450 3A4. Khi dung phéi hop véi
rifampicin, sinh kha dung cua nifedipine giam rd rét, vi thé lam giam hiéu qua diéu tri. Do do,
chdng chi dinh sir dung phdi hop nifedipine va rifampicin

Khi su dung dong thoi véi cac thuoc trc ché tur yeu dén vira hé thong cytochrom P450 3A4 sau
day, cin kiém tra huyét ap, néu can thiét, nén xem xét giam liéu nifedipine.

Cdc khang sinh nhom macrohde (vi du: erpthromvcm)

Chua c6 nghién ciru nao vé su tuong tac thude gitta nifedipine va erythrom)cm Erythromycin
duoc biét 1a mot thude e ché cytochrom P450 3A4, qua trung gian chuyén héa nhimg thude
khac. Vi thé khong loai bo kha nang tang ndng do nifedipine huyét tuong khi udng phdi hop hai
loai thudc trén.(Xem “Canh bao va than trong™).

Azithromycin, méac du cé cAu tric tuong tu nhu cac thude thudc nhém macrolid nhung khong
c6 tac dung trc ché P450 3A4.

Adalat 10mg/CCDS25/161215/VN PICI
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Thuéc khdng HIV irc ché protease ( vi du ritonavir)

Chua ¢6 mot nghién ciru nao dugce tien hanh trén 1dm sang danh gid kha ning tuong tac cua
nifedipine voi mot s6 thude khang HIV ¢ ché protease. Céc thude thugc nhom nay duge biét
déu co tac dung trc ché hé thong cytochrom P450 3A4. Bén canh do, trong in vitro, cac thubc
trong nhom nay ciing cho thdy irc ché cytochrom P450 3A4, qua trung gian chuyén hoa cua
nifedipine. Khi diing két hop véi nifedipine, khong thé loai trir ndng do nifedipine trong huyét
tucmg tang Ién déng ké do giam chuyén hod 13n diu va giam d6 thanh thai.

Thudc khdng ndm nhém azole (vi du ketoconazole)

Hién nay chua cé nghién ciru chinh thirc dugc thyc hién nhim danh gia kha nang tuong téc
thudc gilra nlfedlpme va mot sb thude khang nam azole. Céc thudc trong nhém nay dugc biét 1a
tc ché hé thong cytochrom P450 3A4. Khi udng cac thudc trén ciing lic véi nifedipine khong
thé loai trir kha ning gia ting dang ké sinh kha dung cua nifedipine do giam chuyén hoa 1in dau
cua thudc.

Fluoxetine O)‘f

Chua c6 nghién cifu nao duoc tién hanh trén 1am sang dé danh gia kha nang tuong tac giira
nifedipine va fluoxetine. Trong in vitro, fluoxetine cho thdy né c¢é kha nang e ché cytochrom
P450 3A4, qua trung gian chuyén hoa cia nifedipine. Do vay khong loai trir dugc kha nang
tang ndng do cua nifedipine trong huyét twong khi sir dung dong thoi hai thube nay.
Nefazodone

Chua cé mot nghién clru nao dugc tién hanh trén lam sang dé danh gia kha nang tuong tac giira
nifedipine va nefazodone. Nefazodone c6 kha nang trc ché hé enzym P450 3A4, qua trung gian
chuyén hoa cua cac thudc khic. Do vay khong loai trir dugc kha nang ting nong do cua
nifedipine trong huyét tuong khi sir dung dong thoi 2 thude nay.

Quinupristin/ Dalfopristin

St dung dong thoi quinupristin/ dalfopristin voi nifedipine cé thé dan dén ting néng do cua
nifedipine trong huyét tuong.

Acid valproic

Chua cé nghién ciru chinh thic nao duge thuc hién nhim danh gia kha nang twong tac thube
giira nlfedlpme va acid valproic. Vi acid valproic lam tang ndng do trong huyét tuong cua
nimodipine ¢6 cau tric tuong tu chét rc ché kénh calci do sur trc ché enzym, do d6 khong loai
trir kha nang thude c6 thé lam ting néng do cua nifedipine trong méau va ting tac dung cua
thube.

Cimetidine

Do tac dung tric ché cytochrom P450 3A4, cimetidine l1am ting ndng do nifedipine trong huyét
turong va cé thé lam tang tac dung ha ap.

Cac nghién ciru khac:

Cisapride: Dung dbng thoi cisapride va nifedipine ¢6 thé 1am tang ndng do nifedipine trong
huyét tuong.

Hé thong cymchrom P450 344 gdy cam tmg cdc thuéc chong dong kinh nhw phenytoin,
carbamazepme va phenobarbitone

Phenytoin gy cam ng hé cylochrom P450 3A4. Khi sur dung dong thoi véi phenytoin, sinh
kha dung cua nifedipine giam xuong va do do tic dung cua thubc ciing giam di. Khl str dung
ddng thai 2 thude nay, can theo ddi dap img lam sang dbi vai nifedipine va néu cin thiét nén
xem X€t viéc ting lieu ding nltedlpme Néu ting liéu nifedipine khi sir dung ddng thoi 2 loai
thudc nay, cn can nhic viéc giam liéu nifedipine khi ngung sir dung phenytoin.

Hién nay chua c6 mot nghién ciru chinh thic nao duoc thuc hién nhim danh gia vé kha nang
tuong tac thude cua nifedipine va carbamazine hay phenobarbitone. Do ca 2 loai thudc nay déu
6 tac dung 1am giam nong do trong huyét twrong cua nimodipine, thudc ¢ cdu tric tuong tur
v6i thude chen kénh calci do gdy cam ung enzym, nén khong thé loai trir kha nang giam nong

w
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dd cua nifedipine trong huvét trong dan dén giam tac dung cua thude.
Téc dung ciia nifedipine_ trén cac thube khac:
Cdc thubc lam giam huyét dp:
Nifedipine co thé lam tang tic dung ha huyét ap cua cac thude ha huyét 4p sir dung dong thoi
nhu:

- Thudc loi tiéu

- Thubc chen p.

- Thube e ché men chuyén (ACE inhibitor), déi khang thu thé angiotensin 1 (AT1)

- Thubc doi khang AT-1

- Céc thudc dbi khang calci khac

- Cac thude chen « adrenergic @1

- Chat irc che PDE3 '

- a-methyldopa. 5
Khi sir dung ddng thai nifedipine va cac thude chen thy thé B, bénh nhén cdn dugc theo doi
chat ché, mét vai truong hop cd biét tinh trang suy tim ¢6 thé tro nén xau di.
Digoxin: Su dung ddng thoi nifedipine va digoxin cé thé din dén giam thanh thai digoxin va
do d6 ting ndng do cua digoxin trong huvet tuong. Vi thé, bénh nhan can dugc than trong klem
tra cdc tridu chimg qua liu digoxin va, néu can thiét, nén giam lidu glycosid khi tinh dén néng
d6 digoxin trong huyét trong.
Theophyllin: Nifedipine co thé lam tang néng dd theophylline trong huyét turong.
Vincristine: Nifedipine lam giam thai trir cia vincristine nén co6 thé 1am ting cac tac dung
khdéng mong mudn cia vincristine. Do d6 nén xem xét giam liéu vineristine.
Cidc cephalosporin: Khi diing nifedipine ddng thoi cac cephalosporin (vi du cefixim), ngudi ta
da quan sat thay nong do cephalosporin trong huyét trong tang len.
Quinidine: Khi su dung dong thoi quinidine va nifedipine, nong do cha quinidine bi giam
xuong hodc ngay sau khi ngung sir dung nifedipine, nong dé cua quinidine trong huyét trong
tang 1én rd rét trong mot sO trwong hop riéng €. V1 ly do nay, nén khi sir dung két hop thém véi
nifedipine hoac khi ngung sir dung mfedlpme can theo di nons:, d cua quinidine trong huyét
twong va néu can thiét, diu chinh liéu ding cia quinidine. M6t s6 tac gia cho rang nong do cua
mfedlpme trong huyét turong tang lén khi su dung dbng thoi ca hai thude trong khi mdt sd tac
gia khac khong nhén thdy su thay d6i vé duge dong hoc cua nifedipine. Do d6, can theo ddi
chat ché huyét 4p néu thém quinidine vao tri lidu dang sir dung véi nifedipine. Néu can thiét
phai giam liéu cia nifedipine.
Tacrolimus: Tacrolimus dugc chuyén hoa qua hé théng cytochrom P450 3A4. Cac dir ligu
duogc cong b gin day cho thiy liéu cua tacrolimus khi sir dung dong thdi véi nlfedlpme o thé
giam xuong trong mot vai truong hop. Khi sir dung dong thoi 2 loai thude ndy can theo doi
nbng do cua tacrolimus trong huyét trong va ndu cin thiét phai xem xét giam liéu dung cla
tacrolimus.
Twong tac voi thae dn:
Nudoe ép buoi: Nudce ép budi e ché hé thong cytochrom P450 3A4. Do dé sur dung nifedipine
cling v6i nude ép budi s& lam ndng dd cua nifedipine trong huyét twong tang 1én do lam giam
chuyén hod lan dau hodc Jam giam do thanh thai cua thude. Vi vdy tac dung ha huyét ap ¢6 thé
s€ ting [én. Thong thadng sau khi uong nuéc ép budi, tac dung nay cé thé kéo dai it nhét 3
ngay ké tir lan uéng nudc €p buci cudi cung.
Vi vy nén tranh an budi/uéng nude ép budi khi dang ding nifedipine.
Cac thudce cho thiy khéng c6 tuong tic:
Ajmaline: Sir dung ddng thai nifedipine va ajmaline khong lam anh hudng dén chuyén hoa cla
ajmaline.
Aspirin: Str dung dong théi nifedipine va aspirin 100mg khong lam anh huong dén duge dong
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hoc cua nifedipine. Sur dung dOng thoi mfedlpme ciing khéng 1am anh huéng dén tac dung coa
aspirin 100mg lén su két tap tiéu cAu va thoi gian chay mau.

Benazepril: St dung dong thai nifedipine va benazepril khong 1am anh huéng dén duge dong
hoc cua nifedipine.

Candesartan cilexetil: St dung dong thoi candesartan cilexetil voi nifedipine khong gdy anh
huong dén dirge dong hoc cia ca 2 thube.

Debrisoquine: Sir dung dbng thoi nifedipine va debrisoquine cho thdy khéng lam anh hudng
dén ti 1 chuyén hoa cua debrisoquin.

Doxazosin: St dung dong thoi nifedipine va doxazosin khong 1am anh hudng dén duge déng
hoc cua nifedipine. .
Irbesarfan: Dugce dong hoc cua irbesatan s& khéng bi anh hwong khi sir dung dong thoi
irbesatan va nifedipine. ]
Omeprazole: Duge dong hoc cua nifedipine khong bi anh huodng khi dung dong thoi voi
omeprazole.

Orlistat: Dung déng thoi nifedipine va orlistat khong gy tic déng lén dugc dong hoc cua
nifedipine.

Pantoprazole: Duoc dong hoc cia nifedipine khong bj anh huéng khi ding két hop véi
pantoprazole.

Ranitidine: Sir dung déng thoi nifedipine va ranitidine khong tac dong 1én duoc dong hoc clia
nifedipine.

Rosiglitazone: Ding ddng thoi nifedipine va rosiglitazone khong cé anh huong 1én duge dong
hoc cua rosiglitazone vé mat }am sang.

Talinolol: Dugc dong hoc cua nifedipine khéng bi anh huong khi ding déng thai vai talinolol.
Triamterene hydrochlorothiazide: Sir dung dong thoi nifedipine va triamterene
hydrochlorothiazide khéng lam anh huéng dén dugc dong hoc cua nifedipine.

Cac dang tuong tac khac

Nifedipine c6 thé lam tang gia cac gia tri do quang phd cua acid vanillyl-mandelic trong nudc
tiéu. Tuy nhién do luémg bing sic ky 16ng cao ap (HPLC) khéng bi anh huong.

Sir dung & phy nit ¢4 thai va cho con bu
Trong théi gian mang thai va sinh séin: (D..
Chéng chi dinh .dung nifedipine trong suot thai ky thai ngheén. \'_ |
Hién chira c6 day du cac nghién ciu c6 kiém sodt t&t trén phu nir mang thai.
Trong cc nghién ctru trén déng vt cho thay nifedipine gdy ddc tinh cho phéi thai, bao thai, va
sinh quai thai.
Trong thoi gian cho con bi
Nifedipine qua duoc sira me. Vi chura c6 kinh nghiém vé tac dung thubc ¢6 thé xay ra trén tré
nhd, can ngung cho con ba trudce tién néu didu tri nifedipine 14 cin thiét trong thdi gian cho con
bu.
Thu tinh trong ong nghiém
Trong mdt vai trudng hop thu tinh trong ong nghiém don 1é, cac thude dbi khang calci nhu
nifedipine di kém téi nhimg thay doi vé hed sinh c6 thé héi phuc & phan dau tinh trung c6 thé
gély ra suy giam chirc ning tinh triing, O nhimg ngudi nam nay c6 nhidu lan théit bai 1ap lai
trong viéc thy tinh trong dng nghiém, va khéng tim ra cach giai thich nao khac thi nén xem xét
t6i cdc nguyén nhén do céc thude ddi khang calci nhu nifedipine.

Tac dung trén kha niing lai xe va van hanh may moc

Céc phan (ng dbi vai thude, cé cudng do khdc nhau gitia timg cd thé, c6 thé 1am gidm kha nang
14i xe hodc van hanh may moc. Diéu nay ddc biét xay ra khi bat dau diéu tri, khi thay dai thude
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hodc khi udng cing véi rugu.

Téc dyng khong mong mudn
Cac tac dung khong mong mudn cua thuoc (ADR) dya trén cac nghién ciru nifedipine ¢6 dbi
chimg gia duge dugc xep loai theo cac mau bao cdo tac dung khéng mong mubn cia thube
CIOMS III vé tin sudt xudt hién (Cac co s dir liéu trong thir nghiém 1dm sang : nifedipine n =
2661; gia duge n= 1468 lay vao ngay 22/02/2006; va thir nghiém ACTION nifedipine n= 3825,
gia duge n = 3840) dugc liét ké theo bang duci dy:
Cac tac dung khong mong mudn liét ké trong muc “thudng gip™ ¢d tan suat xut hién <3% trir
triéu ching phti (9,9%) va dau dau {3,9%).
Bang duci day tong hop tan sudt cic ADR duoe bao cao cia nifedipine. Trong m&i nhém tn
sudt, tac dung phy duge liét ké theo mirc da nang giam dan. Tan suat dwoc dinh nghia: thudng
gap (=1/100 dén < 1/10), it gap (= 1/1000 dén < 1/100) va hiém gip (> 1/10000 dén < 1/1000).
Céac ADR duogc bao cao chi trong qud trinh nghién ctru hdu mai, do do khong thé danh gia dugc
tin suit xay ra tic dung khdng mong mudn, duge liét ké trong phin “Khéng biét tan suat”

budn nén, khé
tiéu, day hoi, kho
miéng

Phin loai theo hé co Thwong gip It gip Hiém gip Khéng biét tin
quan suit
(MedDRA)
Réi loan mau va hé Mat bach céu hat
bach huyét Giam bach cdu
Réi loan hé mién Phan img di ing, |Man ngira, Phan (mg phan
dich May day, vé/dang phan vé
Pho dj g/ phi Ban do
mach (bao gém ca @.1
phii thanh quan') s
Réi loan tim thin Phan (g lo au,
Réi loan gide ngu
Réi logn chuyén hos Tang dudng huyét
va dinh dudng
Rbi loan hé thin Pau dau Chéng mit, Di cam/Rdi  loan|Giam cam tmg xiic
kinh Bau nira dau. cam gidc giac
Hoa mit, Ngi ga
Run
Rdbi loan & miét R6i loan thi Iue Dau mat
Réi loan vé tim Ching mach Dau ngue (Pau thit
nhanh. héi hop nguc)
R6i loan vé mach Phi, giin mach Ha huyét ap.
Ngit
Roi loan hé hé hap, Chay mau mii Kho thé
Ifiqg ngwe va trung Xung huyét mili,
that
R&i loan tiéu hoa Téo bén Dau bung, da day, |Tang san lgi Nén

Suy yéu co that da
day thue quan

chite dwdi da
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Phén loai theo hé co Thwong gap It gép Hiém gip Khong I;iét tan
quan suat
(MedDRA)

phan (mg di Ung,
Ban xudt huyét co

thé si thay
Réi loan co xwong Chudt rat, sung Dau khép, dau co
v mé lién két khép
R&i loan thin va tiét Tiéu nhiéu. tiéu kho
nicéu
Rbi loan hé sinh san Réi loan cuong
¥a tu yén vi duong
Réi loan toan thin va [Mét méi Bau khéng dic
tai ché diang thuée hiéu, lanh run

= ¢0 thé de doa tinh mang q
O nhiing bénh nhan can tham tach mau ¢é ting huyét ap 4c tinh va giam thé tich mau, c6 thé
xay ra tut huyét ap rd rét do gian mach.
Théng bdo cho bdc si nhitng tdc dung khéng mong muén gip phii khi sit dung thubc. 09_1
Qua liéu va cach xir Iy
Tri¢éu chirng
Trong trudng hop ngd déc nifedipine ning ¢ cac triéu chimng sau: r6i loan tri gidc ¢ thé dua
dén hén mé, tut huyét ap, rdi loan nhip tim nhanh/cham, ting dudng huyét, toan chuyén hoa,
giam oxy, soc tim kém phd phéi.
Xir tri trwdmg hop qua lidu & ngwoi
Trong diéu tri, bién phép hang dau 1 loai bé hoat chit va hdi phuc cée tinh trang én dinh cua
hé tim mach.
Sau chi dinh rira da day that k¥, néu can co the phdi hop thut ria ruét non.
Dic biét trong tnirong hop ngd doc nifedipine, cin phai loai bo thude cang nhiéu cang tdt, gdm
ca & rudt non, dé tranh tinh trang hap thu hoat chét tiép tuc.
Loc mau khong ¢6 tac dung, vi nifedipine khong bi tham phén, nhung ¢ thé truyén huyét
trong thay thé (gin két voi protem huyét twong cao, thé tich phan b tuong déi thap).
Réi loan nhip tim cham ¢6 thé diéu trj triéu ching bang cac thude gidng giao cam beta, trudng
hop néng de doa sinh mang ¢ thé dat may tao nhip tam théi.
Tut huyét ap hau qua cua sdc tim va gidn dong mach cé the diéu trf bang calei (10-20 ml dung
dich calci gluconat 10% tiém tinh mach chdm va lap lai néu can). Két qua la nong dd calel mau
c6 thé dat mirc d gidi han trf:n hoic hoi ting nhe. Néu khong nang duge huyét 4p bang calci,
c6 thé dung thém cac chit Qlong giao cam gy co mach nhu dopamin hodc noradrenalin. Liéu
[ugng sir dung cac loai thude trén tuy theo hiéu qua dat duogc.
Can than trong khi truyén dich do nguy co qua tai tuén hoan.

Pic diém dwoc Iy hoc

Pic diém dwgr lwe hoc

Nhém duge ly diéu tri: thudc chen kénh calei chon loc tac dung tac dung chd yéu trén mach
mau, cac dan xuat dihydropyridine, ma ATC: CO8CADS5.

Nifedipine la mgt chét doi khang calci thuée nhém 1 .4-dihydropyridine. Cée thudc déi khang
calci lam giam dong ion calei di qua mang vao trong t¢ bao théng qua kénh calci cham,
Nifedipine dic biét tac dung lén té bao co tim va té bao co tran coa dong mach vanh va cac
mach mau ddi khang ngoai bién dan dén dan mach. Trong thue t&, & cac mire lidu didu tr,
nifedipine khéng ¢6 anh huong truc tiép dén co tim.
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O tim, nifedipine lam dén ddng mach vanh, dac biét & cdc mach mdau ldn, ngay ca ¢ pha"in thanh
mach ty do clta viing hep ddéng mach béan phén Hon nira nifedipine con lam giam truong lue co
tron dong mach vanh va ngén ngua su co thit mach. Két qua sau cling la lam tang luu luong
mau sau chd hep va ting cung cép oxy. Déng thii, nifedipine giam nhu cdu tiéu thu oxy cia co
tim do giam khang luc ngoai bién (giam hau tai). Khi dung dai han, nifedipine ciing co thé ngén
ngtra su hinh thanh céc tén thuong xo vita mdi trong ddng mach vanh.

Nifedipine lam giam truong luc co tron tiéu déng mach, do dé giam khang luc ngoai bién va
giam huyét dp. Khi bt ddu diéu trj nifedipine, c6 thé ¢6 phan xa ting nhip tim thodng qua va
lam ting cung luong tim. Tuy nhién su gia tdng nay khéng du bu trir cho tinh trang dén mach.
Hon ni¥a, nifedipine tang su bai tiét muéi va nuée khi ding ngin han va lau dai. Tac dung ha
huyét ap caa nifedipine rd rét & bénh nhan tang huyét ap.

Trong hdi ching Raynaud, nifedipine ¢6 thé ngan ngira hoac lam giam tinh trang co thit mach
& dau chi.

Péi turgng bénh nhi:

Hién ¢6 rat it thong tin vé nifedipine véi céc dang bao ché va liéu luong khéc nhau cho ca ting
huyét 4p cép tinh 1an tang huyé& 4p man tinh so sénh véi cac thude ha huyét ap khac. Hiéu qua
chdng ting huyét ap cia nifedipine da duoc chitng minh nhung liéu khuyén cdo, va dit liéu tinh
an toan khi ding kéo dai va hiéu qua trén hé tim mach véan chwa duge nghién ciru. Chua c6

dang bao ché cho bénh nhi.
Dic diém dwee dong hoe q)‘[
Hap thu: -

Sau khi ubng, nifedipine ngay lap tire dugc hdp thu gin nhu hoan toan. Nifedipine dugc
“chuyén hoa lan dau” o gan. Két qua la, sinh kha dung toan than cia nifedipine phdng thich
nhanh sau khi ubng Ia 50-70%. Néng d6 dinh trong huyét twong va huyét thanh dat dugc 15
phit sau khi udng nifedipine dang dung dich va 30-85 phat sau khi uéng déi véi cac dang
khéng phai bao ché giai phong kéo dai.

Str dung thude déng théi véi thic dn s& [Am chdm nhung khéng lam giam sur hip thu.

2 vién nang nifedipine 5mg di dugc ching minh twong duong sinh kha dung véi 1 vién nang
nifedipine 10 mg.

Bang dudi day chi ra ndng do dinh trung binh trong huyét tuong (Cma) va thoi gian twong g
cua cac vién nang nifedipine:

Liéu dung Cra tmax
(ng/ml) (h)
3 mg 57+ 23 0,7+ 0,2
10 mg 05— 100 luc doi 0,5-1.0
sau khi dn 1,06 -2.0
20 mg 116 -223 06-14
Phén bé:

Co khoang 95%-98% nifedipine dugc gin két voi protein huyét thanh (albumin). Péi vdi
nifedipine, thé tich phan b trung binh Vss khoang t&r 0,77-1,12 I/kg. Thoi gian ban thai cia
nifedipine sau khi tiém tinh mach duoc xéac dinh 13 vao khoang 5 dén 6 phut.

Sinh chuvén héa |

Sau khi uéng, nifedipine duge chuyén hod ¢ thanh rudt non va trong gan, chu yéu qua qua trinh
oxy hoa. Cac chét chuyén hod cOa né khong c6 hoat tinh dugc luc hoc.

Nifedipine durgc bai xuit chu yéu qua than dudi dang chét chuyén hod va c6 khoang 5 -15%
duge bai xuat qua mat vao trong phan. Thanh phin khong chuyén hoa dugc tim thay & dang vét
(dwdi 0,1%) trong nudc tiéu.

Thai tru:
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Ca chit chuyén héa M1 va dang khong chuyén héa déu khong thai trir qua than, voi mic khong
dang ké (dudi 0.1% lleu) Céc chit chuyén hoa phéan cue M2 va M3 duge tim thiy trong nude
tiéu & mirc xap xi 50% lidu (mot phan dudi dang lién hop). phan tom thai trir trong vong 24 gio.
Phan con lai duge théi trir qua phan. Thoi gian ban thai cudi cung la tir 1.7 dén 3,4 git. Khong
c6 s tich lu§ thude sau mdt thoi gian dai sir dung thube & lidu dung thong thudng duge bao
cao.

Trong nhirng trudng hgp suy chirc nang than, khéng 6 thay dbi dang ké nao dugc phat hién so
véi ngudi tinh nguyén khoe manh.

Trong cac truong hcrp suy chuc nang gan, co sur kéo dai dang ké thoi gian ban thai va giam d¢
thanh thai toan phan. C6 thé can phai giam lidu ding, khi thich hop (xem “Canh bao va than
trong™).

Trong mot nghién clu so sanh duge dong hoc cia nifedipine & bénh nhan tn thuong gan nhe
{Child Pugh A) hodc vira (Child Pugh B) vé&i nhitng bénh nhan c6 chirc ning gan binh thuong,
thi d¢ thanh thai cua nifedipine udng giam trung binh dén 48% (Child Pugh A) va 72% (Child
Pugh B). Két qua 14 AUC va Cp clia nifedipine ting trung binh tuong img dén 93% va 64%
(Child Pugh A) va dén 253% va 171% (Child Pugh B) so véi nhom bénh nhéan chirc nang gan
binh thuong. Dugc déng hoc cia nifedipine & nhém bénh nhén ton thuong gan ning chua duoc
nghién ciru {(xem “Canh bao va than trong”). !

Dir liéu an toan tién 1dm sang \J'}'T

Céc dit liéu tién 1dm sang khéng cho thdy cé nguy hai ddc biét dbi véi con ngudi dua trén cac
nghién ciru quy udc kha ning gay déc tinh, doc gen va sinh ung thu khi ding lidu duy nhét va
nhic lai.

Nguoi ta nhan thdy nifedipine cé kha nang giy quai thai trén cac chudt Ion, chudt nhd va the,
bao gdm cac bat thudong ngén tay chén, di tit cdc chi, hd ham éch, ho xuong e va cac di tat o
Xuong suon.

Céc bt thudng & ngdn va di tat & chi ¢é thé 1a do rdi loan tréi mau tir cung, nhung ddng théi
ciing quan sit thiy & nhitng déng vat sir dung nifedipine don déc & thoi ky cudi cua giai doan
hinh thanh t6 chic.

St dung nifedipine C(') thé lién quan t&i cdc tac hai nhiém doc khic nhau cua phéi thai, nhau
thai va thai nhi, bao gém suy bao thai (¢ loai chudt va tho), hién tugng nhd lai cua nhau thai va
mang dém (¢ khi), giy chet phéi thai va bao thai (¢ loai chudt va tho) va kéo dai thot gian
mang thai/ gidm kha néng sdng s6t so sinh (0 chudt, chua danh gid o cac loai khac). Tét ca cdc
lidu gy doc cho phéi thai, hay bao thai, sinh qual thai & dong vit déu gay déc cho con me va
cao gap nhiéu lan so vai liéu khuyén dung & nguoi (Xem phan “Sir dung cho phu nit c6 thai va

cha con but"').

Han dung ‘
36 thang ké tir ngay san xuat

Diéu kién bao quén

Khéng bao quan o nhiét do trén 30°C.

Huwéng din sir dung va bio quén

Hoat chét nifedipine rat nhay cam vdi anh sang. Do dé khong duge bé vién nang, khi d6 tac
dung bao v€ khoi anh sang cua lép bao phim mau khéng con bao dam nira.

Hoat chit nhay cam véi anh sang chia trong vién nang dugc bao vé khoi anh séng trong va
ngoai bao bi. Tuy vdy, chi ly vién thude ra khoi bao bi ngay trude khi sir dung.

Khéng sir dung thude di qua han sir dung.

Adaiat [0mg/CCDS25/161213/ VN PJ)]



Quy cach dong goéi ‘
Hop 3 vi nhém x 10 vién nang mém

Dé xa tim tay tré em

Doc ki huedng din sir dung trudc khi ding.
Néu cdn thém théng tin, xin héi y kién bdc st -

Nha san xuét vién nang: Catalent Germany Eberbach GmbH, Gammelsbacher Str. 2,69412
Eberbach, Buc

Nha déng goi va xudt xuong: Bayer Pharma AG, 51368 Leverkusen, Dirc

Ngay duyét ndi dung t& hudng dan sir dung: dd/mm/yyvy

Adalat 10mg/CCDS25/161215/VNPI01

TUQ. CUC TRUONG
P.TRUONG PHONG

i Vs x oy 14N
/i quyén S uy S ang

Adalat 10mg/CCDS25/161215/VN PI01
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