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1212 Nilotinib

do&n méi c6 suy gidm chirc ndng gan mic d§ nhe, trung binh hojic
niing (twong (mg Child-Pugh logi A, B hogic C), nén sir dyng liéu
khéi du 200 mg ngdy hai ldn, sau d6 ting 1én 300 mg ngdy hai lan
trong truomg hop dung nap dugc.

Khi nilotinib dugc st dung trong diéu tri bénh nhan Ph+CML giai
doan man tinh hofic giai doan tién trién sau khi da that bai véi phac
b dung imatinib truée d6, liéu khoi dau 300 mg ngay hai lan, sau
d¢6 tang lén 400 mg ngay hai lan néu dung nap, dugc khuyén cao cho
bénh nhén c6 suy giam chirc niing gan mac d6 nhe hojc vira (tuong
{mg Child-Pugh A hodc B). Khi nilotinib sir dung cho chi djnh nay
trén bénh nhén suy giam chirc niing gan mirc d¢ ning (Child-Pugh C),
lidu khoi dau 200 mg ngay hai lan, sau d6 ting 1én 300 mg ngay hai
lan va tiép theo 400 mg ngay hai lin néu dung nap dugc.

Tuong tic thude

Cic thubc tic dpng hodc bi chuyén héa béi hé enzym gan

Cae thude bj chuyén héa béi hé enzym gan: Céc nghién clru in vitro
cho théy nilotinib 1a mt chit rc ché canh tranh véi cytochrom
P450 isoenzym 3A4, 2C8, 2C9 va 2D6 va c6 kha ndng lam tang
ndng d6 cta céc thude bj chuyén héa bdi nhimg enzym nay. Cac
nghién ciru in vitro cling cho thdy ring nilotinib c6 thé cam (g
CYP 2B6, 2C8 va 2C9 va do d6 c6 thé c6 kha ning lam giam ndng
d céc thude chuyén héa bai cac enzym nay.

Cde chdt irc ché CYP3A4: Nong d cua nilotinib trong huyét
tuong c6 thé bi tang khi sir dung déng thdi véi cac chit tre ché
CYP3A4 manh (atazanavir, clarithromycin, indinavir, itraconazol,
ketoconazol, nefazodon, nelfinavir, ritonavir, saquinavir,
telithromycin, voriconazol). Trudng hop can thiét phai sir dung
mot trong céac thudc néi trén, co thé tam ngimg str dung nilotinib.
Trong trurdong hop bat bude phai sir dung ddng thoi nilotinib va mot
thude e ché manh CYP3A4, c6 thé can nhic gidm liéu nilotinib.
Thém vao do, can giam sat chat ché khoang QT trén bénh nhan.
Cdc chdt cam vmg CYP3A4: Néng do cia nilotinib trong huyét
twong c6 thé giam khi sir dung déng thoi v6i cdc chit cam tmg
manh CYP3A4 (dexamethason, carbamazepin, phenobarbital,
phenytoin, rifabutin, rifampin, rifapentin, co St. John). Nén tranh
sir dung déng thai nilotinib véi cc thudc cam img manh CYP3A4
do viéc hiéu chinh li¢u nilotinib duge cho Ia khdng chic chin bu
lai dugc lugng nilotinib da gidm, nén lya chon mot thudc thay thé
it cam tmg CYP3A4 hon.

Cdc thube anh hwing lén tinh acid dg day

Céc thubc lam ting d6 pH ctia duomg tiéu hoa trén (nhu cac thude
{rc ché bom proton) cé thé 1am giam d9 hoa tan cua nilotinib va lam
giam sinh kha dung ctia né. Tang liéu nilotinib khéng chic chin
bu lai dugce lugng nilotinib da giam va viéc gian khoang cich ubng
thude khong loai trir dugc tuong tac nay. Nha san xuat khuyén cdo
rang nilotinib va cac thudc irc ché bom proton dugc sir dung dong
théi mét cach thén trong.

Cac anh hudng cua céc thude khang histamin H, va khang acid
trén dugc dong hoc ciia nilotinib vin chua duge thiét lap cho dén nay.
Trong trudmg hop can thiét phai sir dung céc thude khang histamin H,
va khang acid, nha san xuat khuyén céo ring nén dung thuéc cach
nhau to1 thiéu vai gio.

Cic thudc bj chuyén héa béi uridin diphosphat glucuronosyl-
transferase

Cac nghién ctru in vitro chi ra ring nilotinib 12 mot chat Gc ché
canh tranh cia uridin diphosphat glucuronosyltransferase (UGT)
IA1, c6 kha ning lam ting nong d6 cua cic thude chuyén hoéa boi
enzym nay. Can thi‘n trong khi sir dung nilotinib déng thoi vdi cac
thudc cé khoang diéu trj hep bi chuyén héa b UGTIAL,

Co char hodc chiit irc ché hé vidn ch uyén P-glycoprotein
Nilotinib 1a chat irc ché h¢ van chuyén P-glycoprotein (Pgp).
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P-glycoprotein la protein vin chuyén ngugc w"hollt‘fng rudt, nguge
v&i sy hilp thu tir rudt vao tudn hoan. Nén néu nilotinib dugc sir dyng
ddng thoi véi cac thube la co chat cua Pgp, cln thin trong khi sir
dung vi ndng a9 cta cic co chét nay cé thé tang 1én trong tuin hodn,
Nilotinib ddng théri 1a co chét cua Pgp. c:én thn trong khi sir dyng
df’mg thé&si nilotinib véi céc thuoe e ché Pgp, do cb thé 1am tiing
ndng do cua nilotinib.

Cdc thuéc lam kéo dai khoang QT

Cén tranh sir dung ddng thoi nilotinib vdi cac thude chéng logn nhjp
(vi dy amiodaron, disopyramid, procainamid, quinidin, sotalol) v4
céc thude khac 1am kéo dai khoang QT (cloroquin, clarithromycin,
haloperidol, methadon, moxifloxacin, pimozid). Néu bit budc phai
sir dung mot trong céc thudc trén, nén tam ngimg sir dung nilotinib,
Trong trudmg hop khong thé ngimg sir dung nilotinib, cdn gidm sit
chit ché khoang QT trén cac bénh nhan bat bugc phai sir dung thém
thuc kéo dai khoang QT.

Bueiz Cén trénh sir dung dong thoi nilotinib véi cic san phim tir
budi va cic thue phim khéc ¢ kha nang (e ché CYP3A4.
Imatinib: Khi sir dung ddng thoi, nilotinib c6 thé lam tang AUC
ctia imatinib 20% va tang AUC cta nilotinib 30 - 50%.

Qui lidu va xir tri . .

Triéu chimg: P c6 nhimg bao céo veé viée qué lieu tasigna (biét
dugc cua nilotinib) ¢6 chu dinh, trong d6 mot sb lwgng khong xic
dinh vién nang thanh pham chira nilotinib dugc udng ciing véi
rwou va céc thube khac. Céc bién co xay ra bao gom giam bach cau
trung tinh, noén va budn ngu. Khéng co bién ¢o nao lién quan dén
thay dbi ECG hay dc tinh trén gan dugc bdo céo. Cac bién cd trén
sau d6 dugc bao cdo la da phuc hoi.

Xi tri- Bénh nhan can dugc gidm sat va diéu tri hd trg phi hgp.

Cdp nhat ldn cuéi: 2017

NIMODIPIN

Tén chung quéc té: Nimodipine.

M3 ATC: CO8CAO06.

Loai thude: Thube chen kénh calci nhém dihydropyridin.

Dang thube va ham luwgng

Nang mém 30 mg.

Vién nén 30 mg.

Dung dich tiém truyén: Lo 10 mg/50 ml, chira céc ta dugc: ethanol
20%, rqacmgo% 400 17%, natri citrat dihydrat, acid citric khan va
nudc dé pha tiém.

Dugec lre hoc

Nimodipin 12 mot thudc chen kénh calci, din xuat dihydropyridin
véi tac dung chi yéu trén mach mau nio. Nimodipin lam ting tudi
mau ndo, dic biét & cac vung duge trdi mau kém do thudc lam gidn
ddng mach. Tac dung gidn mach nay manh hon & cac mach méu
nho khi so v&i cac mach mau 1ém hon.

Trong cac nghién ciru in vitro trén mé hinh gy co mach bai céc
chét van mach khac nhau (nhu serotonin, prostaglandin, histamin)
hodc boi méau va cac san pham thoai ging tir méau, nimodipin c6
the ngan ngtra hodc giam t6i 75% cac tac dung co mach nay.
Duge dgng hoc

Hap thu: Khi udng vién nén hogc vién nang mém nimodipin, thubc
dugc hap thu nhanh va thuéong dat néng d9 dinh sau 30 phit - |
gi. Mac du thuoe c6 mire d¢ hdp thu cao, sinh kha dung tuyét doi
dat dugc chi tir 5 - 15% do chuyén héa budc mot nhiéu (khoang
85 - 95%). Khi dung tquéc_ theo duémg udng, C,_ va AUC tang ty
1¢ thudn vai lidu (toi lieu t6i da dugce danh gia la 90 mg).
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Nimodipin 1213

Véi vién nang mém, nghién ciu vé dugc dgng hoc trén 24 ngudi
tinh nguyén khoe manh, nam giéi cho théy nong dg dinh nimodipin
dat duge va sinh kha dung thip hon lin lugt 1a 68% va 38% khi
ding gan birq an so vai dlzmg khi déi,

Phan bo: Thé tich phan bd & trang thai can biing (V._) theo mo hinh
duge dgng hoc hai ngan cia nimodipin 14 0,9 - 2,3 livkg, P thanh
thai toan phan 1a 0.8 - 1,6 livgio/kg. Ty 1¢ thude lién két véi protein
huyét tuong 1a 97 - 99%.

Chuyén héa va thai trie: Nimodipin chuyén hoéa chi yéu qua
CYP3A4 tai gan, thong qua qua trinh dehydrogen hoa vong
dihydropyridin va phan tmg O-demethyl oxy héa, tao cac chit
chuyeén héa con rat it hoat tinh. Chét chuyén hoa thai trir khodng
50% qua than va 30% qua mat. Dudi 1% thude thai trir nguyén ven
qua thin dang con hoat‘tinh. Nura doi thai trir tir 1,1 - 1,7 gidy, do
viy can dung thuoe nhicu lan/ngay. Nira doi thai trir cudi cing la
5- 10 gior va nira doi ndy khong lién quan dén vige thiét 1ap khoang
thoi gian dua liéu nimodipin.

Trén bénh nhén xo gan, sinh kha dung ciia thude ting déng ké, voi
nong dd dinh tang khoang hai lin. Do vay, cin ding liéu thép hon
trén nhém doi twgng bénh nhan nay.

Chi dinh

Dy phong co thit mach ndo gay thiéu mau cuc bd thin kinh sau
xu:j:z huyét dug’)‘i mang nhén do phinh v& mach ndi so (drdong udng).
Diél,l tri co that mach ndo gay thiéu méau cuc bd than kinh sau xuat
huyét dudi mang nhén do phinh v mach néi so (duong tinh mach).
Chong chi dinh

Trong vong mét thang sau nhdi mau co tim hogc dau thit nguc
khdng on dinh.

Phoi hop véi rifampicin hodc thudc chéng dong kinh bao gbm:
phenobarbital, phenytoin, carbamazepin vi hiéu qua cia nimodipin
dudng udng giam dang ké khi ding dong thoi.

Bénh porphyria cip.

Qua man vé&i nimodipin.

Thén trong

Trén bénh nhin c6 xuét huyét dudi mang nhén do chan thuong,
khong nén sir dung nimodipin vi ti 56 loi ich - nguy co chua dugc
thiét lap.

Trén bénh nhan c6 phu ndo hoac tang ap luc ndi so mirc dd ning,
can str dung nimodipin hét sirc than trong. Mac du méi lién quan
gifra str dung nimodipin va ting ap luc ndi so chua dugc chi ra,
khuyén cdo nén theo dai chit ché bénh nhan.

Trén bénh nhan ha huyét ap (huyét ap tim thu dugi 100 mmHg),
su dung nimodipin than trong. Can theo dai huyét ap khi ding
nimodipin. Trong cdc nghién ctru trén bénh nhan xuat huyét dudi
mang nhén, khoang 5% bénh nhan ding nimodipin xuat hién ha
huyét dp va 1% bénh nhan bo d nghién ctru vi ly do nay.

Trén bénh nhan xo gan, do thanh thai cia thudc c6 thé giam, ndng
d6 thude c6 thé tang va ting nguy co gap cic bién cb bat lgi. Vi
vdy, can theo ddi chit ch& huyét ap va mach, can nhic dung liéu
nimodipin thép hon trén céc bénh nhan nay.

Khi diing cling céc thude tre ché hodc cam tmg enzym CYP3A4,
sinh kha dung va dé thanh thai cua nimodipin cé thé bi bién ddi.
Céc thube tre ché manh CYP3A4 c6 thé dan téi tang nong do thude
trong huyét tuong. Ngugce lai cac thude cam img CYP3A4 manh
¢6 thé din i giam dang ké ndng dé nimodipin trong huyét twong
ciing nhu hi¢u qua diéu tri.

Trén cic bénh nhén ¢é bénh ly thin va/hodc dang dung cic thude
dgc thén, nén theo dai chirc ning than chit ché khi dung nimodipin.
Khi truyén tinh mach, can chii y dén lugng ethanol trong thude
(23,7%). Thanh phan nay co6 thé gy hai trén cic bénh nhin co

nghién rugu hodc roi loan chuyén héa rugu. Bén canh do, can cin
nhic khi ding nimodipin duéng tinh mach trén phy nir mang thai
hofc cho con bi, tré em va cac d6i tugng nguy co cao khac nhu
bénh nhan cé bénh gan hoic dong kinh.

Théi ky mang thai

Chua c6 nghién ciru day du va c6 kiém soat trén ngudi. Céc nghién
ciru dgc tinh sinh san trén dong vat cho thiy nimodipin dudng udng
khong gy quai thai, mic du cho thdy doc tinh sinh san cuia thude.
Néu phai dung nimodipin trong thdi ky mang thai, cin dénh gia k¥
ludng lgi ich - nguy co cta thube. Chi ding khi lgi ich vuot trdi
nguy co.

Thoi ky cho con b

Nimodipin vi/hodc nhimg chit chuyén héa cta thudc nay xuét hién
trong sita me v&i nong dé twong tu nhu & huyét tuong me. Khuyén
cdo khong cho con bu khi dang diing thude nay.

Téc dyng khong mong muon (ADR)

Cac ADR da dugc bao cao trong thir nghiém lam sang bao gom:

It gap

TKTW: dau dau.

Tim mach: nhip tim nhanh, gian mach, ha huyét 4p.

Tiéu hoa: bubn non.

Mién dich: ban da, phan tmg di img.

Mau va hé bach huyét: giam tiéu cau.

Hiém gap

Tim mach: nhip tim cham.

Tiéu hoéa: tic rudt.

Gan mat: tang enzym gan thoang qua.

Chung: phan {mg tai vi tri truyén, viém tic tinh mach tai vi tri
truyén,

Huéng dan cach xir tri ADR

Cén theo ddi cin than huyét ap trong khi ding nimodipin, dua trén
duge ly hoc va nhimg tac dung da biét cua thude chen kénh calci.
Khi xay ra bién c6 bat loi, c6 thé can phai giam liéu hodc ngimg thuéc.
Liéu luwgng va cach ding

Cdch diing

Puong udng: Udng nguyén vién voi nudce loc. Véi vien nén, ¢o
thé ubng khong phu thudc bira an. Vi vién nang mém, khuyén
cao dung mot gio trude an hodc 2 gi¢r sau bira in. Nén tranh nudc
budi chim.

Budmg tinh mach: Nimodipin duoe diing truyén tinh mach lién tuc
qua dudng truyén tinh mach trung tam. Thude nén duge ding qua
h¢ thong khoa chac ba, cling véi cac dung dich nhir dung dich natri
clorid 0,9%, glucose 5%, Ringer’s lactat, Ringer s lactat + magnesi,
dextran 40, HAES (poly[O-2-hydroxyethyl]) starch 6%, albumin
ngudi 5%, mau hodc manitol 10%. Thé tich cac dung dich truyén
cung cin dam bao ty 1é dung dich nimodipin: dung dich truyén
1a khoang 1 : 4. Téc do truyén cac dung dich ding ciing khoang
40 ml/gio. Nimodipin c¢6 twong ki vai polyvinyl clorid (PVC), do
véy khong ding 6ng truyén PVC ma phai ding ong polyethylen
hodc polypropylen thay thé, hoic khéng dugc dé nimodipin tiép
xic vai PVC. Khong duge trén dung dich truyén nimodipin vao
cac chai hogc thi truyén, khéng tron véi cac thude khac.

Liéu ding

Liéu trong du phong:

qéng 60 mg/1 lan, cach 4 gio/1 lan, tong lidu 360 mg/ngdy, bat
dau trong vong 4 ngay khi co xuit huyét dudi mang nhén va tiép
tuc trong 21 ngay.

Trong trudmg hgp o can thiép phau thudt, khuyén cdo nén tiép tuc
dung nimodipin dé hoan thanh liéu trinh dung 21 ngay.
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Véi vién nang mém, nghién ciru vé duge dong hoc trén 24 ngudi
tinh nguyén khoe manh, nam th’l cho thiy nong d¢ dinh nimodipin
dat duqc va sinh kha dyng thip hon lan lugt 1a 68% va 38% khi
dung gan bira an so vai dung khi doi.

Phdn bé: Thé tich phin b6 ¢ trang thai can bang (V .,) theo mé hinh
dugce ddng hoc hai ngan cta nimodipin 14 0,9 - 2.3 livkg. DG thanh
thai toan phan 12 0,8 - 1,6 livgio/kg. Ty 1é thube lién két véi protein
huyét twong 14 97 - 99%,

Chuyén hoa va thai trie: Nimodipin chuyén héa chu yéu qua
CYP3A4 tai gan, thong qua qué trinh dehydrogen hoa \rong
d]hydmpyﬂdln va phan tmg O- demelhyl oxy hda, tao cac chét
chuyén héa con rat it hoat tinh. Chét chuyén héa thai trir khoang
50% qua than va 30% qua mét. Dudi 1% thude thai trir nguyeén ven
qua Lhan dang con hoat tinh. Nira doi thai trir tir 1,1 -1 7 gia, do
vy can dung thude nhiéu ]anfng&y Nira dai thai tnir cubi cling la
5-10gid va nu? doi nay khong lién quan dén viée thiét lap khoang
thoi gian dua liéu nimodipin.

Tren bénh nhan xo gan, sinh kha dung cia thuoc tang dang ké, vai
nong do dinh ting khoang hai lin. Do véy, cin ding lidu thap hon
trén nhom doi tugng bénh nhan nay.

Chi dinh

Dy phong co that mach nao gay thiéu mau cyc bj than kinh sau
Xuat huyet dudi mang nhén do phinh v& mach noi so (duomg uong)

Piéu tri co that mach ndo gay thiéu mau cuc bé than kinh sau xuét
huyét du¢i mang nhén do phinh v mach ndi so (dudng tinh mach).
Chéng chi dinh

Trong vong mot thang sau nhéi mau co tim hodc dau thit nguc
khong 6n dinh.

Phéi hop voi rifampicin hodc thuée chéng dong kinh bao gbm:

phenobarbltal phenytoin, carbamazepin vi hiéu qua ciia nimodipin
dudng uong gIam dang ké khi dung déng thoi.

Bénh porphyria cap,

Qua man véi nimodipin.

Thén trong

Trén bénh nhan c6 xudt huyét dudi mang nhén do chan thuong,
khong nén sir dung nimodipin vi ti s6 loi ich - nguy co chua dugc
thiét lap.

Trén bénh nhén cé phi ndo hodc ting ap lwc ndi so ITll:'l'C do nang,
¢in s dung nimodipin hét stre thin trong. Mic di moi lién quan
gitta str dung nimodipin va tang ap lyc ndi so chua duge chi ra,
khuyén cao nén theo déi chit ch& bénh nhan.

Trén bénh nhan ha huyét ap {huyét ap tam thu dugi 100 mmHg),

str dung nimodipin thdn trong. Can theo doi huyet ap khi ding
nimodipin. Trong cic nghién ciru trén bénh nhan Xuat huyet dudi
mang nhén, khoang 5% bénh nhan dung nimodipin xuét hién ha
huyét ap va 1% bénh nhén bo do nghién ciru vi ly do nay.

Trén bénh nhan xo gan, do thanh thai cua thude ¢o thé glam ndng
do thuoc ¢6 thé ting va ting nguy co gap céc bién cb bat lgi. Vi
vdly, can theo ddi chat ché huyét 4p va mach, can nhic dung liéu
nimodipin thip hon trén cac bénh nhan nay.

Khi ding cung cac thude (re ché hodc cam (mg enzym CYP3A4,

sinh kha dung va d¢ thanh thai cta nimodipin ¢6 thc bi bién doi.

Cac thude tre ché manh CYP3A4 c6 thé dan tdi ting nong do thude
trong huyel twong. Nguoc lai cdc thude cam img CYP3A4 manh
¢6 thé din i giam dang ké ndng do nimodipin trong huyét tuong
cting nhur higu qua diéu tri.

Trén cdc bénh nhan co bénh 1y than va/hodc dang dung cac thude
ddc thin, nén theo ddi chirc nang than chat ché khi dung n1mcdiplp
Khi truyén tinh mach, can chd y dén luong ethanol trong thuoc
(23,7%). Thanh phan nay c6 thé gay hai trén cic bgnh nhan c6

nghién rugu hodc roi loan chuyén héa rugu. Bén canh d6, can cin
nhic khi diing nimodipin duémg tinh mach trén phy nir mang thai
hodic cho con b, tré em va cac dbi twgng nguy co cao khac nhu
bénh nhan c6 bénh gan hodc dong kinh.

Thoi ky mang thai

Chura c6 nghién ciru ddy du va c6 kiém soat trén ngudi. Céc nghién
ctru dgc tinh sinh san trén déng vét cho thdy nimodipin dudng uong
khong gay quéi thai, mac du cho thdy déc tinh sinh san ca thude.
Néu phai diing nimodipin trong thoi ky mang thai, can danh gia ky
ludng loi ich - nguy co cua thubc. Chi ding khi lgi ich vuot troi
nguy co.

Thai ky cho con bi

Nimodipin va/hodc nhimg chét chuyén héa cia thuéc nay xuét hién
trong sita me v&i ndng do twong tw nhu & huyét trong me. Khuyén
c4o khéng cho con bu khi dang dung thube nay.

Tac dung khong mong mubn (ADR)

Cac ADR di duoc bao céo trong tha nghiém lam sang bao gom:

It gép

TKTW: dau dau. )

Tim mach: nhip tim nhanh, gian mach, ha huyét ap.

Tiéu héa: budn non.

Mién dich: ban da, phan (mg di (mg.

Mau v hé bach huyét: giam tiéu cau.

Hiém gdap

Tim mach: nhip tim cham.

Tiéu hba: tic ruot.

Gan mat: ting enzym gan !hoang qua.

Chung: phan (g tai vi tri truyén, viém tic tinh mach tai vi tri
truyén,

Huwéng din cich xir tri ADR

Cén theo doi can than huyét ap trong khi dung nimodipin, dua trén
duge ly hoc va nhirng tac dung da biét clia thude chen kénh calci.
Khi xay ra bién c6 bét loi, c6 thé can phai giam liéu hoic ngimg thubc.
Liéu hrong va cach ding

Cdch ding

Pudng uéng: Udng nguyén vién v&i nuée loc. Vi vién nén, ¢b
thé uong khong phy thuge bira dn. Vi vién nang mém, khuyén
cdo ding mét givr trrde dn hodc 2 gio sau bira in. Nén tranh nude
buaoi chim.

Duong tinh mach: Nimodipin duge ding truyén tinh mach lién tuc
qua dudng truyén tinh mach trung tim. Thude nén dugc diing qua
hé lhéng khoéa chac ba, ciing véi cac dung dich nhu dung dich natri
clorid 0,9%, glucose 5%, Ringer’s lactat, Ringer’s lactat + magnesi,
dextran 40, HAES (poly[O-2-hydroxyethyl]) starch 6%, albumin
ngudi 5%, mau hodc manitol 10%. Thé tich cac dung dich truyén
cling cin dam bao ty 1& dung dich nimodipin: dung dich truyén
la khoing 1 : 4. Téc dé truyén cic dung dich dung cung khoang
40 ml/gio. Nimodipin co trong ki vai polyvinyl clond (PVC), do
vay khong ding ong truycn PVC ma phai ding ong polyethylen
hodic polypropylen thay thé, hodc khong duge dé nimodipin tlep
xuc vai PVC. Khong.duqu trdn dung dich truyen nimodipin vao
cac chai hodc tai truyén, khdng tron vai cac thude khac.

Liéu ding

Liéu trong duw phdng

Uong 60 mg/1 lan, cach 4 gio/1 lin. tong liéu 360 mg/ngay, bit
dau trong vong 4 ngay khi cé xuat huyét dugi mang nhén va tiép
tuc trong 21 ngay.

Trong trurdng hop c6 can thiép phiu thuat, khuyén céo nén tiép tuc
dung nimodipin dé hoan thanh li¢u trinh diing 21 ngay.
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Trong truong hop benh nhan khdng nuét duge vién, vi du nhur khi
phau thuit hodc khi bénh nhan bat tinh, c6 thé ding kim 18G dé
iy toan b lugng thuoc tong vién nang mém chuyén vao xylanh
va cho in qua sm:de da day. Thudc riit tr nang mém khéng duoc
diing qua duong tinh mach.

Trén b¢nh nhan xo gan, do d§ thanh thai giam dang ké va C__ tang
khoing gap doi, khuyen céo ding liéu 30 mg/lin, cich 4 gio/lan
kém theo do1 Fhal ch& huyet ap va nhip tim.

Liéu trong diéu tri:

Trong 2 gif{déu, truyén nimodipin vao tinh mach trung tim véi tée
do | mg/gi (khoing IS microgam/kg/gié), twong img 5 ml/gis
(dung dich nimodipin 10:mg/50 ml). Néu bénh nhin dung nap tét,
sau 2 glo o the tﬁr!g lieu 1én 2 mg (khoang 15 microgam/kg/gid),
tuong ung'IO ml/gio (dung Qich nimodipin 10 mg/50 ml) mién la
huyét ap giam khong dang ké.

Trén bénh.nhé‘n ¢o can ning dudi 70 kg hodc bénh nhin co huyél
ap khong on dinh hofic bénh nhan xo gan, nén diing lidu khai dau
0,5 mg/gio, twong tmg 2,5 ml/gior (dung dich nimodipin 10 mg/50
ml) ho_g'ic l‘iéu thap hon néu can thiét.

Né]:. bat dau nimodipin sdm nhét cé‘ thé sau co thit mach nio gay
thicu méu cuc bo than kinh sau xudt huyét dudi mang nhén. Cin
dung trong it nhat 5 ngay va khong qua 14 ngay.

Trong truong hop 6 can thiép phau thuat khi dang diéu tri, c6 thé
tiep tuc ding nimodipin (liéu nhu trén) trong it nhét 5 ngay.
Khong sir dung dong th,i)ri ca nimodipin udng va nimodipin dudng
tin}*] mach. Néu hai thuoe duge diing ndi tiép nhau, tong thoi gian
dieu tri khong dugc qua 21 ngay. Sé ngay ding nimodipin duong
tinh mach khong qua 14 ngay.

Twong tac thube

Cae thuoe cé tac dung ha huyé'r ap

Nimodipin ¢6 thé lam tang tac dung lam giam huyét ap cua thudc
diing dong thdi, nhu thude loi tiéu, thude chen beta. thube ire
ché men chuyén, thube phong bé thu thé angiotensin, thude chen
kénh calci khac, thube chen thu the alpha, thude re ché PDES
(phosphodiesterase-5) va methyldopa. Nén theo d6i chit ché huyét
ap va diéu chinh liéu cua cac thude ha huyét ap néu can thiét,
Thuéc trc ché CYP3A4

Néng dé nimodipin huyét tuong ¢o thé tang dang ké khi ding dong
thoi véi thude e ché manh CYP3A4, din tGi ting tac dung ha
huyét ap cia thude. Vi vdy, thuong tranh ciac phdi hop nay. Cic
thude tre ché CYP3A4 manh bao gom: khang sinh macrolid (nhuw
clarithromycin, telithromycin), thuée diéu tri HIV theo co ché
e ché protease (nhu ritonavir, indinavir. nelfinavir, saquinavir),
thuéc khang ndm (nhu ketoconazol, itraconazol, posaconazol,
voriconazol), thude diéu tri viém gan C theo co ché e ché protease
(nhur boceprevir, telaprevir), conivaptan, delavirdin, nefazodon.
Néng do nimodipin ciing ¢6 thé gia tang khi ding cting thude tre ché
CYP3A4 mirc dé yéu hodc trung binh. Néu sir dung dong thoi, nén
theo doi huyét ap, co thé cin phai giam liéu nimodipin. Cac thude
e ché CYP3A4 mire do trung binh va yéu bao gom: alprazolam,
amprenavir, amiodaron, aprepitant, atazanavir, cimetidin, cyclosporin,
quinupristin/ dalfopristin, acid valproic, verapamil.

Nghién ciru trén 8 nguoi tinh nguyén khoe manh da chi ra nong
dé nimodipin trung binh trong huyét twong tang 50%. dién tich
dudi dudng cong tang 90% sau mot tuin diéu tri bing cimetidin
liéu 1 000 mg/ngay va nimodipin liéu 90 mg/ngay. Anh huong nay
c6 thé do cimetidin irc ché CYP450, do vay lam giam chuyén hoa
bude mot cua nimodipin.

Nudre buai chum: khong khuyén cao ding khi dang dung nimodipin
Thuéc cam img CYP3A4

Noéng do nimodipin trong huyét tuong va hiéu qua ¢6 thé giam

DTQGVN 3

déng ké khi ding cing thude cam img CYP3A4 manh bao gom
carbamazepin, phenobarbital, phenytoin, rifampin. co St. John, v
viy, thuong tranh cac phoi hgp n:iy-_. B o ‘ _,
Hiéu qua cua nimodipin ctng co theé gmm’khl dlung cung thuoce cim
img CYP3A4 mirc d6 trung binh hodc yéu. Can theo doi chit che
cée bénh nhin nay vi nguy co thuoc khong d;«t dugc hi¢u qua day
du va 6 thé cin ting liéu nimodipin. F‘ﬁc thuoc cam tng CYP3 A4
mirc d¢ trung binh va yéu bao gdém: amprenavir, aprepitany,
armodafinil, bosentan, efavirenz, etravirin, modafinil, nafcilip,
pioglitazon, prednison.

Twong ky, . o
Nimodipin ¢6 twomg ki voi polyvinyl clorid (PVC), do viy khong diing
ong truyén PVC ma phai dung ong polyf;thyien hodc polypropylen
thay thé, hogic khong duge dé nimpdipln hép vuc w.n [”VC_

Khéng duoc tron dung dich truyén nimodipin vao cdc chai hojc g
lruyén. hoac cac thude khac. ‘ ‘ B

Luu y dén thanh phin ethanol chura trong dung dich nimodipin,

Qua liéu v xur tri

Triéu ehmg: Ha huyét ap rd rét, nhip tim nhanh hf?ac chédm nhip
tim. Triéu chimg kho chiu trén dirong tiéu hoa va budn nén di duec
bao cao khi qua liéu nimodipin dudmg uong ‘

Xir i Ngirng diéu tri nimodipin ngay lip tire. Dieu lz:j triéu chimg,
Néu qua Jiéu nimodipin duong _ufmg. rira da day va uong than hoat,
Néu huyét dp ha dang ké. ¢o thé dang dopamin hodc norepinephrin
dé nang huyét ap.

Vi nimodipin lién két nhiéu véi protein. tham tach mau it kha nang
loai dugce thude ra khoi co thé.

Cdap nhat ldn cudi: 2019.

NITROFURANTOIN

Tén chung québe té: Nitrofurantomn.

Ma ATC: JOIXEOT.

Loai thude: Thuoc nitrofuran khang khudn duong tiét niéu.

Dang thude va ham lugng

Vién nang: 25 mg. 50 mg. 100 mg

Vién nang giai phong 2 1ap: 100 me.

Hén dich udng: 25 mg'ml (300 ml).

Duoec Iue hoe

Nitrofurantoin la mot din chat nitroturan ¢o tac dung khang khuan.
In vitro, thude €6 tae dung vor hiau heét cac chung vi khuan Gram
am va Gram duong ¢ay bénh duome 1iét nidu. Co ché tac dung
khang khudn cua nitrofurantoin chua duge o va d;:!_\ du. Trong
t¢ bao vi khudn. nitrofurantoin bi Khur thanh chit trung gian gay
bét hoat hodc bien dai protein ribosom cua vi khudn va mot s6 dai
phin ur khde. Do do. nitrofurantoin (e ¢hé qua trinh sinh tong hop
protein. DNAL RNA vil qua trinh sinh tdng hop vach té bao cia vi
khuan. Thudc ¢o the ¢o tac dung kim khuan hodc diét khuan tay
thudce vao m:mg do thude dat duoe tai v tri nhiém khudn. Khi ding
o lidu didu tri, nitrofurantoin ¢o tac dung di¢t Khudn tai duong nigu.
Phé tac dung: Invitro. nitrofurantom co tac dung trén nhiéu vi khuan
Gram dwong va Gram am gay bénh o duomg tiét niéu. Cac chung
Gram duong nhay cam véi nitrofurantoin bao gém Staphvlococcus
aureus. S. saprophvticus. coagnlase-negative staphvlococei (vidu
S epidermidis). Enterococcns faecalis, Streptococeus agalactiae.
streptococct nham D. viridans streplococci va Corvaebacterium.
Cac chung Gram am nhay voi nitrofurantoin bao gom Cirrobacter
amalonaticus, C. freundii.  Klebsiella oxytoca.
K. ozaenae, Enterobacter. Escherichia coli, Neisseria, Salmonella,

diversus,
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