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TO HUONG D:&NSU' DUNG THUOC
DUNG DICH UONG

NEREID 3 mg/ml

“Thude nay chi ding theo don thude”
“Pé xa tam tay tré em”
“Doc ky hudng dan si dung truce khi dimg”

THANH PHAN
Hoat chét: Nimodipin................. 3 mg/ml (0,3% kl/tt)
Ta dwge: Vira du.

(PEG 400, ethanol 96%, natri saccharin, natri dihydro phosphat monohydrat, methyl paraben,
propyl paraben, hwong mam xéi, nude tinh khiét, glycerin).

| DANG BAO CHE: Dung dich udng.

M ta san pham: Dung dich khong méau dén vang nhat, huong mam x4i.

CHI PINH

Dy phong va diéu tri tinh trang thiéu mau cuc b ¢ bénh nhan truong thanh bi xuét huyét

dudi nhén (SAH) do vo phinh dong mach néi so hinh qua mong bét ké tinh trang than kinh
sau con dau (theo thang diém Hunt va Hess do [-V).

LIEU DUNG VA CACH DUNG

Li¢u ding

Ngwoilon

Liéu khuyén céo 1a 20 ml (60 mg) mdi 4 gio, bit diu trong vong 96 gidr khi ¢6 xudt huyét
dudi nhén (SAH) va tiép tuc trong 21 ngay.

Bénh nhin xo gan

Nén giam lidu xudng con 10 ml (30 mg) mdi 4 gio.

Tré em

An toan va hiéu qua ctia nimodipin & tré em dudi 18 tudi chua dwoc x4c dinh.

Céach dung

Chi dung qua dudng tiéu hoa (nhu udng, dng thong miii - da day hodc bng théng da day).
Dung thube mot gidr trude bira an hodc hai gir sau bira #n.

Véi bénh nhan dang dit dng théng miii - da day hoic & ong thong da day: Véi mdi liéu sir dung,
sau khi ding xi-lanh dé cho 20 ml dung dich thude vao ong thong, trang xi-lanh bing 20 ml
dung dich nuéc mubi sinh 1y 0,9% va sau d6 cho hét qua ong théng mili - da day hodc ong
thong da day.

CHONG CHI PINH

Qué mén v&i hoat chét hodc bét ky thanh phan nao cua thube.
CANH BAO VA THAN TRONG KHI DUNG THUOC
Ha huyét ap

Cén theo ddi can than huyet 4p trong qud trinh diéu tri. [rong cac nghién ctru 1am sang trén
bénh nhan xudt huyét dudi nhén, khoang 5% bénh nhan diéu tri bing nimodipin so v&i 1%

176



https://trungtamthuoc.com/

bénh nhan dicu trj bing gia dugc bj ha huyet ap va khoang 1% bénh nhan didu trj bang
nimodipin d4 r&i bd nghién ctru vi Iy do nay.

Bénh nhan xo gan

O bénh nhan xo gan, ndng d6 nimodipin trong huyét twong tang 1€n nén c6 nguy co gap cac
phan {mg bt lgi cao hon. Do do, theo ddi chat ché huyét 4p, nhip tim va str dung nimodipin
liéu lugng thdp hon & nhitng bénh nhan nay.

Chit e ché CYP3A4 manh

Tranh str dung dong thoi nimodipin voi céc chét (e ché CYP3A4 manh nhu mét sé khang
sinh macrolid (vi du: clarithromycin, telithromycin), mot s6 chat tre ché protease HIV (vi du:
indinavir, nelfinavir, rltonawr saqumawr) mot sb chét e ché protease HIV (vi du:
boceprevir, telaprevir), mot so thuéc chéng nim azol (vi du: ketoconazol, itraconazol,

posaconazol voriconazol), conivaptan, delavirdin va nefazodon, vi nguy co ha huyét 4 ap dang
ké.

Chit cam ing CYP3A4 manh

Tranh sir dung dong thoi nimodipin véi cde chit giy cam img CYP3A4 manh (vi du:
carbamazepm phenobarbital, phenytoin, rifampin, St John's wort) vi c6 thé giam dang ké
ndng do va hiéu qua ciia nimodipin trong huyét twong.

St dung cho ngudi cao tudi

Cac nghién ciru 1am sang vé nimodipin khong du sc")jlm:,mg d6i tugng tir 65 tudi tréy 1én dé xac
dinh c6 dap tng lam sang khac véi doi tugng tré tudi hay khong. Céc kinh nghiém 1am sang
duoc bao cdo khac .chua xdc dinh duge su khic biét trong dap tng gitta bénh nhan lén tudi
va bénh nhan tre tu01 Noi chung, nén than trong khi ding thudc & bénh nhén cao tudi, do déi

tuong nay cé tin sudt suy giam chirc ning gan, thin hosc tim cao hon va méc cac bénh déng
thoi hodc dang diéu tri bing thubc khéc.

Cénh bio ti dwoc

Thanh phan thude ¢ chira dudi 1 mmol (khoang 14,53 mg) natri trong mdi 10 ml dung dich,
vé co ban duge xem nhu “*khéng chira natri’.

Trong mdi 10 ml thudc nay c6 chira 1.000 mg (12%) ethanol 96%, tuong duong 24 ml bia
hosic 10 ml rugu (vang). Thanh phén thude c6 chira ethanol, c6 hai cho bénh nhén bi nghi¢n
rugu hodc chiic nang chuyén héa rugu bi suy giam, can lwu y déi véi phu ni c6 thai hodc
dang cho con b, tré em va céc di twong ¢ nguy co cao nhu bénh nhén bi suy gan, hoiic
dong kinh.

Thanh phan thudc ¢6 chira methyl paraben, propyl paraben cé nguy co géy phan tng di tmg.
SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nir ¢6 thai

Khéng c6 dit lidu day da vé nguy co lién quan dén viée sir dung nimodipin & phy nit mang
thai. Trong cac nghién ciru trén dong vat, nimodipin dung dudng udng trong thoi ky mang
thai d4n dén nhimg tac dung khong mong muon d6i véi su phat trién thai nhi (tang ty 1& tu

vong ctia phdi thai, tang ty 18 bit thuong vé céu triic cia thai nhi, giam sy phat trién cia thai
nhi) & lidu twong duong (chudt) hogic thdp hon (tho) liéu dung trén 1am sang.

Do d9, chi nén st dung ninodipin trong thai ky khi that sy can thiét dua trén viéc danh gia loi
ich/nguy co.

Phu nir cho con b1

Nimodipin dugc phat hién trong sita me. Khéng cé dit liéu vé tac dyng ciia nimodipin ddi voi
tré bl me hodc viéc tiét sita.
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Nén xem xét lgi ich vé sire khoe cia viée nudi con bing sita me cung v&i nhu cﬁu 1dm sang
clia ngudi me ddi voi nimodipin va bit ky tdc dung kh(mg: mong mudn tiém 4n ndo cla
nimodipin d6i véi tré b me hodc tinh trang bénh 1y tiém 4n cia nguoi me.

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

Vé ly thuyét, b thé xdy ra chéng mat do tac dung khéng mong muén cia thude c6 thé anh
huong dén kha néng 1ai xe va van hanh may moc.

TUONG TAC, TUONG KY CUA THUOC
Twong tic thube
Thudc ha huyét dp

Nlmodlpm c6 thé 1am ting tac dyng ha huyét & ap khi dung dong thoi vé6i cde thube chong tang
huyét 4p nhu thubc lgi tidu, thude chen beta, thudc e ché ACE, thubc e ché thu thé
angiotensin, thube chen kénh calci khac, thude chen o-adrenergic, thudc tre ché PDES va a-
methyldopa. O chau Au, nimodipin duge quan sat lhay lam tdng tac dung cla céc thube ha
huyét ap khi duge ding chung & bénh nhén ting huyét ap, nhung khong quan sat thay trong
céc thir nghlcm lam sang & Béic My. Can theo doi huyét ap cén than va didu chinh liéu coa
céc thude ha huyét 4p khi can.

Chit tre ché CYP3A4

Non&, do nlmodlpm trong huyét tuong ¢o thé tang 1én dang ké khi ding déng thoi voi céc
chat rc ché CYP3A4 manh, c6 thé lam tdng tac dung ha huyet ap. Do d6, nén tranh sir dung
dong thoi nimodipin va céc chét (ic ché CYP3A4. Céc chét e ché CYP3A4 manh bao gdbm
mdt s6 thude thugc nhém sau:

- Khéng sinh macrolid (vi du: clarithromyein, telithromycin);

- Thude tre ché protease HIV (vi dy: indinavir, nelfinavir, ritonavir, saquinavir);

- Chét \rc ché protease HCV (vi du: boceprevir, telaprevir);

- Thudc chéng nim azol (vi du: ketoconazol, itraconazol, posaconazol, voriconazol);
- Conivaptan, delavirdin, nefazodon.

Nong do nimodipin trong huyét tuong cung co thé tang 1én khi c6 mat céc chit trc ché
CYP3A4 vira va yeu. Néu .dung nimodipin ddng thoi véi céc thude ndy, can theo dai huyet
&p va c6 thé cn giam liéu nimodipin. Cac chét trc ché CYP3A4 via va yéu bao gém
alprozalam, ameprenavir, amiodaron, aprepitant, atazanavir, cimetidin, cyclosporin,
diltiazem, erythromycin, fluconazol, fluoxetin, isoniazid, thuéc tranh thai duong ubng,
quinuprestin/dalfopristin, acid valproic va verapamil.

Mot nghién ctru trén 8 tinh nguyén vién khée manh dé cho thdy néng do dinh trung binh cia
nimodipin trong huyét twong tang 50% va dién tich dud¢i dudng cong trung binh tang 90%
sau mot dot diéu tri mét tudn véi cimetidin lidu 1.000 mg/ngdy va nimodipin liéu 90 mg/ngay.
Tac dung nay c6 thé 1a do cimetidin tc ché cytochrom P-450 (CYP) ¢ gan, lam nimodipin
giam chuyén héa lan dau qua gan.

Nuéc budi e ché CYP3A4. Khéng nén an budi/udng nudce ép budi trong khi dung
nimodipin.

Chét cam tkng CYP3A4

Néng d¢ va hiéu qua ctia nimodipin trong huyét tuong c6 thé giam dang ké khi dung dong
thori v6i céc chat gay cam g CYP3A4 manh. Do dé, nén trénh sit dung déng thoi nimodipin

véi céc chit gy cam tmg CYP3A4 manh (vi dy: carbamazepin, phenobarbital, phenytoin,
rifampin, St. John's Wort).

Céc chat gay cam g CYP3A4 vua va yéu ciing ¢ thé lam giam hiéu qua cua nimodipin.
Bénh nhan dung céc thudc nay cin dugc theo ddi chit ché vi nimodipin thiéu hiéu qud va co
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thé can phai ting lidu nimodipin. Céc chét giy cam tng CYP3A4 vira va yéu bao gom:

amprenavir, aprepitant, armodafinil, bosentan, efavirnenz, etravirin, echinacea, modafinil,
nafcillin, pioglitazon, prednison, rufinamid va vemurafenib,

Twong ky: Do khéng c6 cdc nghién ciru vé tinh twong ky ciia thude, khong tron 14n thude
nay voi cac thude khic.
TAC DUNG KHONG MONG MUON CUA THUOC

Tinh an toan va hi¢u qua cta dung dich ubng mmodlpm trong diéu tri bénh nhan SAH dya
trén cac nghién ciru day du va dugce kiém soat 16t ciia vién nang ubng nimodipin & bénh nhén
SAH. Dung dich uong nimodipin ¢é sinh khd dung twong duong véi vién nang uong
nimodipin.

Phan {mg khéng mong rr}uén thuomg gap nhét 1a ha huyét 4p, nhtrc dau, buép non va nhip tim
cham. Trong do, ha huyét ap la ¢6 y nghia lam sang, dudi diy la thong tin vé tha nghiém 1am
sang.

Béi vi cac thir nghiém 1am sang duge tién hanh trong céc didu kién rt khéc nhau nén ty 1¢
phéan \mg khéng mong muon quan sdt dugce trong cée thir nghiém 14m sang cua mét loai thubc

khong thé so sanh truc tlcp voi ty 1€ trong cdc thir nghiém !&m sang ciua mot loai thudc khac
va ¢6 thé khong phan anh ty 18 quan sat duoc trong thue hanh [Am sang.

Trong cac thir nghiém lam sang vé vién nang uong nimodipin ¢ bénh nhan SAH, 11% (92
trén 823) bénh nhén duoc Jidu tri bing mmodlpm da bao cdo céc tdc dung khéng mong mudn
s0 v&i 6% (29 trén 479) bénh nhén dugc diéu tri bang gia dugce. Tac dung khong mong muén
thuong gip nhat 1a ha huyet ap O 4,4% benh nhan diéu tri bang nimodipin. Cac phan (mg
khac duoe bao cdo véi thn sudt 16n hon 1% trong bang dudi day:

Liéu ding nimodipin mdi 4 gid-
Gid dwge | 0,35 mg/kg | 30 mg | 60 mg 90 mg 120 mg
=479 | m=82) @ =| (= m=172) | (n=4)
71) 494)
Ha huyét 4p 6(1,2) 1(1,2) 0 19 (3,8) |14(8,1) 2 (50,0)
Phi 3(0,6) 0 0 204 201,22 0
Tiéu chay 3(0,6) 0 3(4,2) |0 31D 0
Phat ban 3 (0,6) 2(2,4) 0 3(0,6) |2(1,2) 0
Pau déu 1(0,2) 0 1(1,4) |6(12) |0 0
Triéu  chimg | 0 2(2,4) 0 0 2(12) 0
tiéu hoa
Buon nén 0 1(1,2) 1(1,4) |6(1,2) |1(0,6) 0
Khé tho 0 1(1,2) 0 0 0
Bt thudng | 0 0 1(1,4) |0 1 (0,6) 0
EKG
Nhip tim nhanh | 0 0 1(1,4) |0 0
Nhip tim chdm | 0 0 0 5(1,00 |1(0,6)
Pau  co/chudt | 0 0 1(1,4) |1(0,2) |1(0,6) 0
rit
Mun 0 0 1(1,4) |0 0 0
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Tram cam 0 0 1(1,4) |0 0 0

SAH thuong di kém voi nhitng thay dbi vé y thire din dén viée béo cao thlcu cac tac dung
khéng mong mudn. La mot thude chen kénh calci, mmndlpm cd the lam trim trong thém tinh
trang suy tim & nhimg bénh nhén nhay cam hofic can tré dan truyén A-V, nhung nhimg bién
cd nay khong quan sat thay trong céc thir nghiém SAH.

Théong bdo ngay cho bdc st hodc dwgc st nhitng pha.u ung co hai g(ip phai kiu sir dung
thuée hogic bio cio cdc phin iing cé hai cmz thude vé Trung tam Quéc gia vé Thong tin
Thudc va Theo dai phin teng cé hai ciia thuoc

QUA LIEU VA CACH XU TRi

Chua c6 bio cdo vé qua lidu khi dung nimodipin duong ubng. Céc tridu chimg qua lidu co
thé lién quan dén tac dyng trén tim mach nhur gidn mach ngoai bién qua mic kém theo ha
huyet &p toan thén rd rét. Ha huyét dp ¢ y nghia 1am sang do qua lidu nimodipin ¢6 thé cin
hé trg tim mach tich cyuc béng céc thude ting huyet ap va diéu tri dic hidu khi ding qua lidu
thude chen kénh calci. Vi nimodipin 1ién két nhidu véi protein nén viée loc mau khéng mang
lai hiéu qua.

CAC PAC TINH DUQC LY
Duwgce luc hoe

Nhom duoe 1y: Thube chen kénh calci chon loc véi tac dung chu yéu trén mach mau, dan
xuét dihydropyridin.

Ma ATC: CO8CA06

Co ché tac dung

Nimodipin 14 thude chen kénh calci dihydropyridin. Qud trinh co bép ctia cac té bao co tron
phu thugc vao céc ion calci, ion calci xdm nhép vao céc té bao co tron trong qué trinh khir
cuc dudi dang dong xuyén mang ion chim. Nimodipin tc ché sur van chuyén ion calci vao
cac té bao co tron va do dé trc ché su co bép cia co tron mach mau. Trong céc thi nghiém
trén dong vat, nimodipin c6 tac dung 1én dong mach néo nhiéu hon so vdi cic dong mach &
nhiing noi khéc trong co thé vi ¢6 tinh wa m& cao, cho phép nimodipin di qua hang rao mau

n#o; néng do ‘nimodipin cao t&i 12,5 ng/mL da duge phat hién trong dich ndo tiy cta bénh
nhan SAH diéu tri bing nimodipin.

Co ché hoat ddng chinh xac cua nimodipin trong vi¢c 1dm giam ty 1& mic va mire d6 nghiém
trong cia tinh trang thiéu mau cuc by ¢ bénh nhan trudmg thanh bi SAH do v& phinh dong
mach noi so hinh qua mong van chwa dugc biét. Mic du cée nghién ciru lam sang chimg minh
tac dung c6 lgi ciia nimodipin dbi voi muic do nghiém trong clia cac khiém khuyét than kinh
do co thit mach nio sau SAH, nhung khéng cé bang chimg chyp dong mach nao cho thiy
nimodipin ngén ngira hodic lam gidm sy co thit cta cic dong mach nay. Tuy nhién, phuong
phép chup dong mach ducrc str dung dé phat hién tic dung c6 ¥ nghia 1am sang hay khong
d6i vai co thit mach van chua duoc biét.

Duwoc dong hoc

Hip thu: O ngudi, nimodipin dugc hép thu nhanh chéng sau khi ubng va ndng do dinh thuomg
dat dugc trong vong mot gio.

Phdn bé: Khong €6 déu hiéu tich [ty nimodipin khi dung ba 1an mot ngay trong bdy ngay.
Nimodipin lién két v&i protein huyet tuong trén 95%. Sy lién két khong phu thudc vao nong
d trong khoang tir 10 ng/mL dén 10 meg/mL.

Chuyén héa: Nhiéu chit chuyen hoéa da duoc xéc dinh tt ca déu khong c¢6 hoat tinh hogc
hoat déng kém hon dang ké so véi hop chét goc Su chuyén hoa ciia nimodipin duge thuc
hién qua trung gian CYP3A4. Do chuyén héa lin ddu cao nén sinh kha dung cua nimodipin
trung binh 1a 13% sau khi ubng.
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Thai trie

Thoi gian ban thai cubi ciing 12 khoang 8 dén 9 gid nhung tbe @9 dao thai sém diét} ra nhanh
hon, tuvong duong véi thoi gian ban thai 1a 1-2 gid; két qua la can phai dung thudc thudng
xuyén (cur sau 4 gidy).

Nimodipin dugce thai trir gén nhu hoan toan dudi dang chét chuyén hoa va dudi 1% duoce tim
thay trong nudc tiéu dudi dang khong doi.

Anh huéng ciia thire fin

Trong mdt nghién ctru trén 24 tinh nguyén vién nam khoe manh, viée str dung vién nang

nimodipin sau bira sang tiéu chuén dan dén nong dg dinh trong huyct tuwong lhap hon 68% va
sinh kha dung thip hon 38% so véi ding thudc trong tinh trang doi.

Bénh nhan xo gan

Sinh kha dung ctia nimodipin téng lén ddng ké o nhu‘ng bénh nhin xo gan, vé&i Cmax xép xi
f,ap ddi so voi mure binh thudng nén can phai giam liéu & nhém bénh nhan nay.

Bénh nhén cao tubi

Trong mdt nghién ciru nhom song song gdm 24 ddi tugng cao tudi (59-79 tuéx) va 24 d6i
tugng tré h(m (22-40 tudi), AUC va Cmax cua n1mod1pm & nhom ngudi cao tudi cao hon
khoang 2 14n so voi nhém nguoi tré tudi sau khi uong (dung liéu 30 mg méi 1in va liéu duy
tri 6n dinh 30 mg ba 14n mai ngdy trong 6 ngay). Tuy nhién, déap img lam sang vé sy khac
biét duge dong hoc lién quan dén tudi tac khong dugc coi 12 d{ing ké.

QUY CACH DONG GOI1

Hop 20 6ng, 30 6ng, 50 dng x 10 ml.

Hop 20 géi, 30 géi, 50 gbi x 10 ml.

Hop 1 chai, 10 chai x 20 ml.

Hop 1 chai 60 ml, 100 ml, 120 ml (kém 1 cbe dong).

BAO QUAN: Noi khé rdo, nhiét dd khéng qua 30°C, tranh anh sang.
HAN DUNG: 36 thang ké tir ngdy san xuét.

Chai thudc sau khi mé nip: Str dung trong vong 7 ngay sau khi mé& nép.
TIEU CHUAN: TCCS.

Co s& san xut: |
CONG TY CO PHAN DUQC PHAM AN THIEN

L6 C16, Pudng S6 9, KCN Hiép Phudc, X4 Hiép Phude, Huyén Nha Beé, TP HS Chi Minh
TP. Ho Chi Mmh _- ay 29 thang 03 nam 2025

cO PHAN
DUYC PHAM
AN THIE
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