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héa vitamin D nén bénh nhan c6 thé cdn liéu vitamin D cao hon,
Rifampicin, isoniazid: Rifampicin ¢ thé {Rery oo T .
vitamin D do cam (g enzym a 'Blﬂljn IIQI.I C].l.lé cua
G : : gan. Ison_mznd ¢6 thé giam hiéu qua
cta vitamin D Qo tre ché hoat héa chuyén hoa.
T'hal_'l 'IQT:S khi du?g cl.lo ‘bénh nhan ding cac thude lam ting
calei :: 5;‘: g:‘i‘:“oc loi mé'u thiaizid, estrogen, steroid déng hoa,
zg;ncalci :uyét,a B1ap va cdc chat tuong ty ¢ thé ting nguy co
Thuoc loi nieu thiazid: Dfm._g vitamin D ciing thudc lgi niéu thiazid
lam tdng nguy co ting calci huyét vi 13
nude tiéu. Theo ddi ndng do calci tron
nhan diéu tri dai han.
Ligu phép thay thé hormon gidp c6 thé tang do thanh thai
vitamin D.
C6 moi quan hé déi khang giira vitamin D (ting hép thu calci) va
gh.lcocortjcoid (trc che hap thu calci). Dung cung glucocorticoid cé
the lam giam tac dung cua vitamin D.
Céc chat gay dc t& bao (actinomycin, imidazol anh huong dén hoat
tinh cua vitamin D bang cach tre ché chuyén 25-hydroxyvitamin D
thanh 1,25-dihydroxyvitamin D béi cac enzym 25 hydroxyvitamin
D-1-hydroxylase.
Ketoconazol la chit tre ché khong dac hiéu mét s6 enzym CYP450.
Céc dir li¢u in vivo va in vitro cho thiy ketoconazol ¢6 thé anh
huong den cac enzym chuyén héa vitamin D. Thén trong khi dung
cuing ketoconazol,
Vitamin D ¢6 thé anh huéng dén vin chuyén phosphat & rugt, than
va xuong. Dieu chinh liéu cac chit gin phosphat theo néng do
phosphat huyet. _
Khéng nén truyén phosphat dé giam néng dé caclci mau & bénh
nhén qué liéu vitamin D vi nguy co calci héa ée tinh.
Cdc dang diing ngodi da (calcitriol, calcipotriol, tacalcitol)
Thén trong khi ding cho bénh nhén dang bd sung calci hoac ding
liu cao vitamin D. Théng tin vé tuong tic véi cc thube todn than
clia cic thude chira vitamin D dung tai chd con han ché.
Théan trong khi ding cho bénh nhéan ding cac thudc lam tang
calci huyét nhu thude lgi niéu thiazid, estrogen, steroid ddng hoa,
hormon tuyén can gidp va cac chit tuong tu ¢6 thé ting nguy co
ting calci huyét.
Khéng co6 kinh nghiém vé sir dung cac thudc nay dong thai voi
cée thude khac diéu trj vay nén tai cing mét vi tri va ciing mot
thori diém.
Thubc c6 thé gay kich (mg nhe, vi vdy, ding phdi hop cac chét 16t
da, chat lam se da hodc céc san pham gay kich (mg c6 thé lam tang
kha ning gay kich {rng.

m gidm bai tiét calci trong
2 méau va nuéc tiéu cho bénh

Qui liéu va xir tri

Khoang céch giita lidu diéu tri va liéu gay doc rat hep. Liéu clia mot
thudc trong tu vitamin D dé gay qué liéu vitamin D thay d6i rét nhiéu
gitra cdc nguot bénh. Udng hang ngay 1,25 - 2,5 mg ergocalciferol
kéo dai & ngudi 16n hodc hang ngay 25 microgam & tré em c6 thé
ddn dén qua liéu vitamin D. Calcitriol va dihydrotachysterol it c6
nguy co gy tang calei huyét va tich liy thudc & cac mé so voi
ergocalciferol.

Qui lidu cép hodc man tinh vitamin D c6 thé din dén ting calci
huyét va nue tidu. Vi bénh nhan qua liéu man tinh, calci c6 thé
tich liiy trong nhiéu mé, bao gdm dong mach, than, dan den tang
huyét ap, suy than. _ ‘
Tri¢u chimg: Cén thong bao cho ngudi bénh vé nhimg nguy hiém
va triéu chimg qua liéu vitamin D. Triéu chimg S(?m cua tang calci
huyét gém cé: Yéu co, mét moi, ngu ga, dau dau, chan an, khé
mom, co vi kim loai, budn non, nén, dau bung, tao bén, chong mit,
U tai, mt phdi hgp dong tac, phét ban, giam truong luc co, dau co,
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xwong. Triéu chimg mugn do hiu qua cua ting calci huyét: Véi hoa
thén, soi than, tén thuong thin (dai nhiéu, ddi dém, udng nhiéu,
nuée tiéu giam cé dic), da ni¢u, khat nhiéu, chan 4n, kich img,
gidm cén, tiéu v& dém, nhiém toan nhe, ting uré huyét c6 hoi phuc,
calci hda mach méau toan thé, ling dong calci ¢ than, viém két mac,
viém tuy, s¢ anh sang, s6 mii, ngtra, ting than nhiét, giam ham
mubn tinh duc, ting BUN, albumin niéu, ting cholesterol méu,
ting AST, ALT, calci héa lac chd, tang huyét 4p, rdi loan nhip tim.
Xt tri: Phai thuong xuyén dinh lugng ndng d6 calci huyét va phai
duy tri calci huyét & mirc 9 - 10 mg/dl (4,5 - 5 mEq/1), khéng dugc
vuot qué 11 mg/dl. Phai cho udng nhiéu nuéc dé tang lrgng nuée
tiéu, nhu vay dé ngan tao thanh soi thin & ngudi c6 ting calci niu.
Trong khi diéu trj bang cic thudc twong tw vitamin D, phai dinh
ky dinh lugng calci, phospho, magnesi, nito uré huyét (BUN) va
phosphatase kiém trong huyét thanh va néng do calci, phosphat
trong nuéc tiéu 24 gid, Ndng do phosphatase trong huyét thanh
giam thudng xdy ra trude khi ting calei huyét & ngudi bi nhuyén
xuong hodc loan dudmg xuong do than. Phai ngimg ngay thudc va
calci b sung, duy tri ché do dn nghéo calci, cho ubng hoic truyén
dich tinh mach. Néu cén, ding corticosteroid hodc thude lgi tiéu
thai calci nhur furosemid va ethacrynic acid dé lam giam ndng do
calci huyét thanh. C6 thé cho tham phan mau hoac mang bung.
Néu méi uéng, cho rira da day hozc gy nén. Néu thude da qua da
day, cho uéng dau khoang dé thiic day dao thai qua phan.

Sau khi calci huyét tr lai binh thuomg, c6 thé cho diéu trj lai néu
cén véi liéu thép hon. Liéu phap calcitriol c6 thé cho lai véi lidu
ubng 0,25 microgam hoic liéu tiém tinh mach 0,5 microgam thép
hon liéu trude da gay tang calei huyét. Mot s6 ngudi bénh suy cén
giap bi ting calci huyét trong khi diéu tri bing ergocalciferol dap
{mg nhiéu hon véi thube sau khi chita khoi tang calci huyét. Khang
tac dung tang calei huyét cia cac thude tuong ty vitamin D c6 thé
xay ra ¢ ngudi bénh giam magnesi huyét.

Cdp nhdt lan cubi: 2019.

VORICONAZOL

Tén chung quéc té: Voriconazole.

Mia ATC: J02ACO03.

Loai thubc: Thude chong ndm, din chit azol.

Dang thube va ham lwgng

Bot pha hdn dich udng: 200 mg/5 ml (cé chira natri benzoat,
Sucrose).

Vién nén: 50 mg, 200 mg.

Bot pha dung dich truyén tinh mach: 200 mg (c6 chira cyclodextrin).
Dwge lue hoe

Voriconazol la mét triazol tong hop c6 tac dung chéng ndm. O céc
chiing ndm nhay cam véi thube, voriconazol irc ché enzym sterol
14-0-demethylase phu thudc cytochrom CYP450, nén (rc ché su
tong hop ergosterol & mang té bao nim lam ting tinh thim cua
mang, (rc ché chuyén hoa va ting trudng té bao.

Phé tac dung: Voriconazol ¢6 pho tac dung rdng, c6 tac dung lén
tat ca cac loai Candida (ké ca cac ching khang fluconazol nhu
C. albicans, C. dubliniensis, C. fumata, C. glabata, C. guilliermondii,
C. kefyr, C. krusei, C. lipolytica, C. lusitaniae, C. metapsilosis,
C. orthopsilosis, C. parapsilosis, C. pelliculosa, C. rugosa, C. tropicalis)
cung nhu Aspergillus (4. fumigatus, A. flavus, A. niger, A. terreus).
In vitro, thubc c6 tac dung lén Scedosporium apiospermum,
Fusarium (gbm ca F solani), C ryptococcus neoformans Va
C. gatty. Mot sb nam giam nhay cam véi cac dan chat azol khac
(nhu fluconazol, itraconazol) cling cé thé giam nhay cam voi
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voriconazol.

Durgre djng hoc

Duge dong hoc cuia thude ding theo dudmg tinh mach turong ty nhu
khi dung theo duong uéng. Duge dong hoc cua voriconazol khong
tuyén tinh, phy thudc liéu do chuyén hoa bude diu ciia thude bao
hoa hodc do sy thai trir thude.

Hdp thu: Thudc duge hap thu nhanh va hdu nhu hoan toan & ong
tiéu hoa; sinh kha dung duomg udng & ngudi 16m 13 96%, & tré em
Ia 80% khi udng thuée vio lic d6i. Néng d6 dinh huyét twong xuét
hi¢n khoang 1 - 2 gi¢s sau khi uéng. Udng thuée cung bira an giau
md lam gidm manh nong do t0i da va dién tich duéi dudmg cong
nong d¢ - thai gian (AUC).

Phén g;é; Thé tich phén b ciia thude 14 4,6 lit/kg & ngui I6n. Sau
khi udng, ty 1¢ thuoc gin vao protein huyét trong khoang 58%.
Voriconazol vao dich ndo - tuy.

Chuyén héa: Voriconazol dugc chuyén héa manh & gan bdi
isoenzym CYP2C19, CYP2C9 va CYP3A4 cua cytochrom P450.
Chit chuyén héa chinh la N-oxid khéng c6 hoat tinh. Nira doi thai
trir phy thude liéu.

Thai trir: Khoang 80% thubc dugc dao thai qua nude tiéu, trong 46
dudi 2% & dang khéng thay déi.

Chi dinh

Piéu trj céc loai nhidm trung do nim & ngudi 16n va tré tir 2 tudi
tro 1€n, bao gf')m:

Nhi&m Aspergillus lan toa.

Nhiém Candida huyét (ngudi bénh khong bi giam bach cau trung
tinh).

Nhiém Candida lan téa a3 khang fluconazol.

Nhim tring ning do Scedoporium spp. va Fusarium spp. (ké ca
Fusarium solani) & ngudi bénh khéng dung nap hodc bi tai phat
sau tri liéu khac.

Du phong nhim nim lan toa trén bénh nhan cdy ghép té bao gbc
tao méu c6 nguy co di sinh cao.

Chdng chi dinh

Di {rg véi voriconazol.

Phéi hgp voi astemizol, terfenadin, carbamazepin, cisaprid, cac
din chit cua 162 mach, pimozid, quinidin, rifabutin, rifampicin,
sirolimus, co St. John, c4c barbiturat tac dung kéo dai.

Phéi hop véi ritonavir (¢ mic liéu 400 mg mdi 12 gid), efavirenz
(¢ mire liéu 400 mg mdi 12 gidr hoac cao hon).

Thén trong

Bénh nhén dang ding thubc khéng dugc l4i xe, van hanh mdy moc
vi thudc c6 thé gay rdi loan thi giac. ,

Phai theo d&i chirc ndng thi giac néu dung thude hon 28 }'lgéy.
Phai theo ddi chiit ché chirc nang thén trong qud trinh dieu tri.
Phai theo dai chitc ning gan truéc va trong qué trinh diéu tri.
Ngimg diéu trj voriconazol néu bénh nhin ¢6 dau hiéu ciia bénh
gan tién trién.

Phai than trong & ngudi bénh c6 nguy co dé bi roi loan nhip tim, vi
thude c6 thé gay kéo dai khoang QT.

Phai diéu chinh dién giai truée khi diéu tri bang voriconazol.
Khéng dugc ding voriconazol theo dudmg tinh mach dong thoi voi
truyén nho giot dung dich dién giai dim déc hoac san phim mau,
ngay ca khi diing ddy truyén riéng ré.

Phai thén trong & ngudi c6 nguy co bj viém tuy cp (héa tri liéu,
céy ghép té bao géc tao mau) can dugce gidm sat nguy co viém tuy
trong théi gian ding thude.

Khéng diing vién nén voriconazol cho ngudi khong dm}g nap
galactose, ngudi kém hap thu glucose-galactose vi trong ché pham
¢6 chira lactose. Ngudi dung voriconazol can trénh tiép xuc voi

anh ning git hofic kéo dai.

Thoi ky mang thai ) .

Khéng rd thubc c6 qua nhau thai hay khong. Trén dOﬂg Vilt, 6 ghi
nhén bing chimg thude giy quai thm:, dj tat. Khm;lg du!‘l'g cho phy
nir mang thai, nhét 12 trong 3 thang dau thai ky. Ncu qhal dll:ng cho
phy nir da mang thai thi phai théng béo cho ngudi bénh biet ngyy
co dbi véi thai nhi. Phy nit phai ding céc bién phép tranh thai trong
thi gian diéu trj bang voriconazol.

Théi ky cho con bi

Thudc cé thé qua sita do ¢6 phén tir lugng nho. Khéng dung cho
phu nit dang cho con bi. Néu dung phai ngimg cho con bu,

Téc dung khéng mong mudn (ADR)

Rat thuong gdp . .
TKTW: 4o gidc thinh gide vi/hodic thi gidc, sot, rét run, nhirc dau.
Mit: so 4nh sang, gidm hodc ting thi luc, nhin mo, roi loan nhin
mau. )

Than: ting creatinin huyét, suy than cap.

Thwong gap

Tim: nhip nhanh

Da: ngra, pht ban, ndi man. , _

Ni tiét - chuyén hoa: giam kali huyet, ha duong huyet.

Tiéu héa: budn ndn, non, dau bung, tiéu chay.

Gan: ting phosphatase kiém, ting AST, ting ALT, vang da &r mit.
It gap :

Toan than: dj (mg, hoi chimg Stevens-Johnson, ndi ban, xanh tim,
phil, phit ngoai bién, nhiém khuan huyét, lupus ban do dang dfa.
Tuén hoan: loan nhip nhi, rung nhi, bléc nhi - that, nhip déi, bléc
nhénh, ngimg tim, tim chém, tim to, bénh co tim, rung thét, ngoai
tAm thu trén thét, nhip nhanh that, ha huyét ap thé dimg, khoang
QT kéo dai, xanh tim, loan nhip xoang, viém mang trong tim, mach
gidin, tic tinh mach siu, suy tim r méau.

Mat: Réi loan nhin mau, mii mau, mi, mét vin déng nhan cau, teo
day than kinh thi, viém thén kinh thi, phi gai thi, xuat huyét vong
mac, viém mang mach nho.

TKTW: thiéu mau ndo, xuit huyét ndo, bénh vé ndo, hdi chimg
ngoai thap, phu ndo, hdi chimg Guillain-Barré, co gidt, di cam,
sang, loan tri, rdi loan nhan cach, trim cam, hon mé, y twémg tw sat.
Xwong: hoai tir xuong, nhuyén xuong, loing xuong.

Gan - mit: viém tui mat, soi mat, suy gan, viém gan.

Lach: lach to.

Thén: bi tiéu tién, thdn & nudc, viém bng than hoai tir cdp, suy
thdn cép.

Tiéu hoa: loét thing ta trang, xudt huyét tiéu héa, thung rugt, viém
phiic mac, ia chay, viém dai trang gia mac.

Ho hip: kho the, thiéu oxy, dau tirc nguc, tic mach phéi, héi chimg
suy ho hip, tran dich mang phdi.

Noi tiét - chuyén hoa: ting duomg huyét, déi duomg, gidm dung nap
glucose, suy tuyén vo thirgng than.

Mau: suy tuy xuong, ting cholesterol, ting uré, dong mau ndi mach
rdi rac, bénh Moschcowitz (con goi 12 microangiopathic hemolytic
anemia hay thrombotic thrombocytopenic purpura).

Da: rung téc, !mai tir thuong bi, héng ban da dang, viém da phfmg
rdp, ung thu té bao sing.

Tuy: viém tuy.

Hwémg din cach xir tri ADR

Ngirng dung voriconazol khi c6 cac biéu hién min cam va/hodc
ADR. Diéu trj tridu chimg va hd tro.

Liéu lwrong va cich ding

Cich ding

Voriconazol duge dung theo dudng udng, truyén tinh mach.
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puong udng: Dang vién nén bao phim thi phai uéng 1 gidr m;g,c
hofic | gid sau bira &n; dang hén dich uéng 1 gio trude hoge 1 -
gid sau bira an. Nc“ quén uéng thude thi phai ubng ngay liéu lhunc
quén. Nhung m.u thoi gian b quén 1a hon 6 gior thi uéng theo gioy
phu ci. Khong uong chép 2 liéu,

puimg truyén tinh mach: Pha'tfuyen‘:ham trong | - 2gtd(khongqué
3 mg/kg/gid) va phai ding day truyén riéng, khong truyén ciing
day vi cac dich truyen khéc, ké ca dich nuéi dudmg.

pha truyén: Hoan nguyén lo 200 mg véi 19 ml nuée pha tiém hogc
dung dich natri Llond 0,9% dé duoc dung dich ¢6 néng 49 10 mg/ml;
pha lodng dén nng 4§ 0.5 - 5 mg/ml bing dung dich glucose 5%
hogc dung dich natri clorid 0,9%; truyén ngat quing trong khoang
thoi gian 1 - 2 gid, toc d0 khong vurot qua 3 mg/kg/gio.

Cén g]ém sat cac rdi loan dién gidi nhu ha kali huyét, ha magnesi
huyét va ha calci huyét trude khi bit dau va trong khi sir dung liéu
phap voriconazol.

Liéu ding

Liéu diéu tri cdc nhiém triing do nam:

Ngum lom va tré em > 15 tuéi-

Bt dau bﬁng liéu nap trong 24 gity dau sau do dung lidu duy tri cho
cic ngay tlep theo, vé&i ca dudmg ubng va truyén tinh mach.

Bmmg udng: Trén bénh nhan ¢6 cin nang > 40 kg, lidu nap 12 400 mg,
mbi 12 gid, liéu duy tri la 200 mg, méi 12 gid, bénh nhan c6 can
niing < 40 kg, liéu nap 1a 200 mg, mdi 12 gid, lidu duy tri 1a 100
mg, moi 12 gla

Puomg truyén tmh mach: Liéu nap 14 6 mg/kg, mbi 12 gid, liéu duy
tri 1a 4 mg/kg, mdi 12 gid.

Néu bénh nhén khéng dung nap khi ding duéng tinh mach & muc
liéu 4 mg/kg, mdi 12 gidy, giam liéu xubng 3 mg/kg, mdi 12 gio.
Truomg hop bénh nhén chua dép img day du, co thé tang liéu duy
tri dén 300 mg, mdi 12 gid duong udng, bénh nhan dudi 40 kg
thi lidu udng c6 thé ting dén 150 mg, mdi 12 gid. Néu bénh nhén
khéng dung nap & liéu cao hon, c6 thé giam liéu udng duy tri xudng
con 200 mg, méi 12 gidr (hodc 100 mg, mdi 12 gidr trén bénh nhan
<40 kg).

Théi gian diéu tri nén ngén nhét c6 thé, phu thuge vao mirc o ning
ciia bénh, sur phuc hoi mién dich va déap img voi thude. Trudng hop
. thoi gian dang kéo dai trén 180 ngay (6 thing) cén danh gia lai lgi
ich nguy co.

Tré em (2 dén < 12 tuéi) va tré vi thanh nién (12 - 14 tudi c6 cén
nang < 50 kg):

Pudng ubng: Khong khuyén céo dung liéu nap, dung lidu duy tri
12 9 mg/kg, mdi 12 gid. )

Duong truyén tinh mach: Liéu nap trong 24 git dau la 9 mg/kg,
mdi 12 gid; sau dé dung liéu duy tri 8 mg/kg, mdi 12 gid.

Nén bt diu liéu phap diéu trj bang duong tinh mach, chuyen sang
dudng udng chi khi co cat thién larn sang dang ké. Liéu 8 mg/kg
dudng tmh mach cho néng dé xdp xi 2 lin so véi liéu 9 mgrkg
duo'ng uong

L:eu diw phong nhiém ndm lan toa trén bénh nhan cdy ghép 1é bao
goc tao mdu cé nguy co di sinh cao:

Phéc d6 du phong nén khoi déu vao ngay cay ghep v 6 thé duy tri
dén 100 ngay. Thori gian du phong nén ngin nhat ¢6 thé, phy thube
vao nguy o nhiém nam lan téa do glam bach céu trung tinh hodc
suy giam mlen dich, c6 thé duy tri den 180 ngay sau cay ghép trong
tnuromg hop van tiép tuc suy giam mién dich. Liéu du phong tuong
tr lidu diéu trj trén cac nhom bénh nhan.

Chii y:

Suy than:

Déi voi duomg udng: Duge dong hoc cua thube qua duong uong
khéng bi anh huéng bai chirc ning than suy giam, nén khéng cin
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hiéu chinh liéu trén bénh nhin suy thin.

Déi voi dutmg truyén tinh mach: Ngm‘n bénh ¢ CI_, < 50 ml/phit
nén chuyén sang dudng ubng, vi ché phim vonconaml truyén tinh
mach c6 chira sulfobutyl ether beta-cyclodextrin natri ¢6 thé bj
tich lai & ngudi bénh bj suy thin vira hoic ning. Néu ding dudmg
tinh mach trén nhimg bénh nhén nay cén phai theo ddi chjt ché
creatinin huyét thanh; néu thiy creatinin huyét ting thi chuyén
sang ding thudc theo duong uéng.

Trén bénh nhan thim tich mau: Lugng voriconazol bj dao thai qua
thim tach 1a khong dang ké nén khéng can hiéu chinh lidu trén
bénh nhén tham tich mau,

Suy gan: Khong can thiét hiéu chinh liéu trén bénh nhan suy gan cip
nhung cén hi¢u chinh trén bénh nhén suy gan man.

Chi diing voriconazol cho ngudi bénh bi suy gan nang néu lgi ich Ién
hon nguy co va phai theo ddi cht ché chirc nang gan. Chua c6 khuyén
c40 vé murc liéu cho bénh nhan suy gan ning (Child-Pugh C).

& ngudni bénh bi xo gan nhe hoﬁc vira (Child Pugh A va B): Co6 thé
gilr nguyén mirc liéu tén cung uong hodc truyen tinh mach nhung
phai giam 50% liéu duy tri uéng hoic truyén tinh mach.

Twong tic thube

Voriconazol dugc chuyén héa qua cytochrom P450 isoenzym
CYP2C19, CYP2C9 va CYP3A4. Viée sir dung cdc thude irc ché
hoic cim img céc isoenzym nay c6 thé lam tang hoc gidm nong
d6 voriconazol trong huyét tuong. Nguoc lai, ndng d cic thude
duoc chuyén héa qua CYP2C19, CYP2C9 va CYP3A4 ¢ thé tang
do voriconazol.

Khéng dimg déng théi voriconazol véi bat ky thuée nao sau ddy:
Astemizol, cisaprid, pimozid, quinidin va terfenadin do voriconazol
¢6 thé 1am tang ndng do cua cdc thude nay din c6 kha nang kéo
dai khoang QT.

Carbamazepin, cac barbiturat tic dung kéo dai (phenobarbital,
mephobarbital) do cac thubc ndy lam giam dang ké nong d§ cua
voriconazol.

Cac dan xuat cyua 10a mach, sirolimus do voriconazol lam tang
nbng do ctia cac thudc nay, 6 thé dan dén ngd doc.

Efavirenz, rifampicin, ritonavir, co St. John’s, do thudc nay lam
giam dang ké nong dé cua voriconazol.

Voriconazol lam tdng nong d/tac dung ciia: Alfetanil, alfuzosin,
almotriptan, alosetron, céc alcaloid chéng ung thur (alcaloid vinca),
aprepitant, benzodiazepin, boceprevir, bortezomib, bonsentan,
brentuximab, brinzolamid, budesonid (theo dudmg miii, toan
thén, hit theo duong miéng), buspiron, busulfan, thudc chen kénh
calci, carbamazepin, carvedilol, ciclesonid, cilostazol, cinacalcet,
cisaprid, colchicin, conivaptan, thudc tranh thai (estrogen,
progestin), cac corticosteroid (hit theo duong miéng, toan than),
crizotinib, cyclosporin, cic co chit cia CYP2C9, céc co chat cia
CYP3A4, diclofenac (tai chd va toan than), dienogest, docetaxel,
dofetilid, dronedaron, dutasterid, eletriptan, eplerenon, din xuat
cua lta mach, erlotinib, eszopiclon, etravirin, everolimus, fentanyl,
fesoterodin, fluticason (dudmg miii, hit theo dudng miéng),
fosaprepitant, fosphenytoin, gefetinib, guanfacin, halofantrin,
thubc c ché HMG-CoA reductase, ibuprofen, iloperodon,
imatinib, irinotecan, ixabepilon, lapatinib, losartan, lovastatin,
lumefantrin, lurasidon, cdc khang sinh macrolid, maravioc,
meloxicam, methadon, methylprednisolon, nilitinib, nisolpidin,
oxycodon, paricalcitol, pazopanib, phenytoin, cic thude e ché
phosphodiesterase, pimecrolimus, pimozid, cic thudc e ché
protease, céc thubc lam khoang QT kéo dai, quinidin, quinin,
ramelteon, ranolazin, repaglinid, thudc khéng phai nucleosid (re
ché reverse transcriptase, cic din xuét rifamycin, rivaroxaban,
romidepsin, salmeterol, saxaglipin, sildenafil, silodosin,
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simvastatin, sirolimus, solifenacin, sorafenib, cac sulfonyl uré,
sunitilib, tacrolimus (todn than, tai chd), tadalafil, tamsulosin,
telaprevir, tetrabenazin, thioridazin, venlafacin, vilazodon,
céc thube khing vitamin K, ziprasidon, zolpidem, artemether,
nisoldipin, rifabutin, tolvaptan, toremifen, vandetanib.

Cadc thudc lam ting néng do/tc dung cua voriconazol: Alfuzosin,
artemether, boceprevir, cloramphenicol, cloroquin, ciprofloxacin,
thudc tranh thai (estrogen progestin), cac thude {rc ché CYP2C9,
cic thubc rc ché CYP2CI19, etravirin, fluconazol, gadobutrol,
nuée budi, lumefantrin, cic khang sinh macrolid, nilotinib, c4c
thude irc ché protease, cac thudc trc ché bom proton, quetiapin,
quinin, telaprevir.

Voriconazol lam giam néng dé/tac dung cua: amphotericin B,
prasugrel, saccharomyces boulardii, ticagrelor.

Cac thubc lam giam néng do/tac dung cua voriconazol: cac
barbiturat, carbamazepin, céc thubc kich thich CYP2C19, cic thude
kich thich CYP2C9, darunavir, didanosin, etravirin, fosphenytoin,
lopinavir, peginterferon alpha-2b, phenytoin, céc thuéc khong phai
nucleosid rc ché reverse transcriptase, cic din xuét rifampicin,
ritonavir, co St. John, sucralfat, telaprevir, tocilizumab, rifabutin.
Tuong ky,

Voriconazol twong ky véi dich nubi dudng dudng tinh mach, cac
sin phim méu, natri bicarbonat, tygecyclin, cic dich bdi phu dién
giai ndng d§ dam dic.

Khéng truyén ciing ddy truyén voriconazol véi cac dich trén.

Qua liéu va xir tri

Triéu chirng: Da ghi nhan 3 truémg hop qua liéu trén bénh nhi véi
liéu ding cta voriconazol cao gip 5 lan lidu khuyén cdo dudng
tinh mach. Trong d6 d2 ghi nhédn 1 trudng hop c6 phan (g s¢ dnh
sang trong thoi gian 10 phit. Hién chua c6 thude giai déc do qué
liéu voriconazol.

Xir tri: Ngimg thude, diéu tri triéu chimg va hd tro. Rira da day, cho
udng than hoat. Néu c6 co giat ding barbiturat, benzodiazepin. Theo
ddi cac ddu hiéu TKTW va can bing nudre - dién gidi, enzym gan.
Cép nhdt lan cudi: 2018.

WARFARIN NATRI

Tén chung quéc té: Warfarin sodium.

M3 ATC: BO1AAO3.

Loai thubc: Thudc chéng dong méu loai khéng vitamin K.

Dang thudc va ham lugng

Vién nén: 1 mg; 2 mg; 2,5 mg; 3 mg; 4 mg; 5 mg; 6 mg; 7,5 mg;

10 mg.

Bot dong khé pha tiém: lo 5 mg, hoa véi 2,7 ml nude cét pha tiém
dé ¢6 dung dich chira warfarin natri 2 mg/ml.

Hén dich ubng: 1 mg/ml (150 ml).

Dugrc luc hoc

Warfarin natri 1a thuéc chéng dong méau nhom coumarin, tic
déng gian tiép. Warfarin ngan can téng hop mét so yeu to dong
mau ¢ gan, bao gbm yéu t6 11 {prmhmmbm) Vil (_proconvertm}
IX (yéu td Christmas hodc thanh phan thrombop]as.nn huyét tuong)
va X (yéu té Stuart-Prower) bing céch trc ché tai sinh vitamin K
dang khir tir dang oxy héa nho e ché enzym vitamin K epoxid
reductase. Vitamin K dang khir can thiét cho qua trinh gamma-
carboxyl héa protein tién thin cua cac yéu to dong mau 11, VII,
IX, X. Khong ¢6 vitamin K dang khit, qué trinh carboxyl héa nay
khong thé xay ra va céc protein nay khong thé tré thanh céc yéu
10 déng mau co hoat tinh. Warfarin cting {rc ché céc protein C va

https://trungtamthuoc.com/
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DTQGVy,

S chéng déng mdu. Khong giéng heparin, warfarin khéng ¢4 e

ong miu in wrm L e ‘
dwunrgfﬂ:ﬁ:ng ﬁl hoa céc yeu 6 dong mau nén higu qua cla th
a

16 d6ng mau phu thude vitamin
chi dugc thay 10 :t:affigc |{:;uhénh lring méu thoéi gidng hét KS
dugc hoat héa v farin, nong d trong mau cia yéy 4 v
khi bt ddu ligu phap war I
doi huyet tuong 4 - 7 gi®) b (rc ché diy tién, tidp
da hoat héa (nu2 20 - 24 gidy) vaK
t6 TX (nira doi huyet tuong g (nira g
theo la yeu g . 72 gid) v cudi cung la yeu 11 (nira doi huyé‘
huyet tuong 4 - ughfm) Khi ngimg liéu phap warfann hodic chg
twong 60 gidr hode ::n d6 trong mau cia céc yéu to dong mau hoat
ding vitamin K, !: mg K trcs lai nong d0 trudc khi didu tr,
dong phu thuge vita nedn can hinh thanh cuc mau ddng khi g
Liéu phéap warfa;n ugc e s 1l TG0 Thude Kibng o6 ts
i N the o ¢ mau déng da hinh thanh va khéng ¢¢ hoe
dung trre nep trel;;:benh sinh cta cuc huyet khoi dong mach d
sboit f o AT a thanh mach bt thudng. Vi warfarin 4
ftuong tac gura ufured lién quan dé :
dong dén su tong hop chc yéu t6 dong mau lién q ¢ hai hg
va ngoai sink, nén thubc ¢6 thé kéo dél thei
théng dong méu o 8 thromboplastin mat phi
gian prothrombin (PT) va thoi gian P phin hoat
hoa (aPTT).

c
g:;fj;?'ﬁa?mn natri hép thu nhanh va rat tot & dudmg tiéu hoa,
nhung ty 1& hép thu thay ddi nhidu giirta céc ca thé. Hip thu phu
thugc vao toc do hoa tan. Tée do va mic do hép thu ciia thudc c4
thé thay déi giita cac ché pham vién nén trén thi truong. Thic in
lam giam toc do hap thu, nhung khong lam giam mic d¢ hap thy,
Warfarin ciing hap thu qua da.

Néng do dinh trong_ huyét tuong dat dugc trong vong 4 gid. 4]
ngudi khoe manh ndng do dinh dat duge 90 phit sau khi udng,

Tuy nhién, néng do warfarin trong huyel twong khong nhit thiét
lién quan dén tac dung chong huyet khdi va do do khong phai la
mét yéu té hiru ich trong viéc diéu chinh lidu lrong thude. Néu
tiém tmh mach, ndng dd dinh co thé dat duge sém hon so véi
dudng uong nhung khéng lam ting thém tac dung chong dong
hodc cho tic dung soém hon. Sau khi uong du lidu warfarin,
thuée tac dung som dén tong hop cac yéu t6 déng mau phu thuge
vitamin K (trong vong 24 gio). Thube ¢6 tac dung didu tri rd rang
khi cac yéu té dong mau phu thude vitamin K da duoc hoat hoa bj
thoai giang hét. Tac dung chong huyét khoi cé thé chua c6 cho téi
2 - 7 ngay sau khi bét dau liéu phap warfarin. Tuong tu nhu viy,
sau khi ngirng warfarin, ¢in mot thoi gian cho t6i khi nong 6 ciia
cac yéu t6 déng mau phu thudc vitamin K trong mau tré lai binh
thuomg. Thoi diém khai phat tac dung chéng huyét khéi la twong ty
nhau déi véi warfarin uéng, tiém bép hay tiém tinh mach.

Phdn bé: 99% warfarin gén vao protein huyet tuong, chu yéu la
albumin. Nghién ctru trén dong vat cho thiy ngoai gan, :huoc duoc
phén bb vao phdi, lach va than. Warfarin qua nhau thai va nong do
thudc trong huyét trong bao thai cé thé bang néng dé thudc trong
huyét twong me. O ngudi, dit liéu con it, cho thdy thuée khong vao
sira me.

Chuyen héa: Warfarin dugc dung dudi dang hén hgp racemic,
dong phan S 14 dang ¢6 hoat tinh chii yéu. Thube duec chuyén
héa qua h¢ cytochrom P450 ¢ gan. Dong phéin R-warfarin dugc
chuyén hoa boi CYP1A2 va CYP3A4. Chit chuyén héa c6 mot
s0 hoat tmh chong dong nhung yeu hon thudc me va duge dao
thai chu YEU qua nudc tiéu. Pong phan S-warfarin dugc chuyén
hoa chu yéu qua CYP2C9 thanh dang khong hoat tinh va dugc
dao thai qua mat. S-warfarin tic dung manh hon va duge Cb“)’en
héa nhanh hon R-warfarin. CYP2C9 ¢6 tinh da dang vé di u—uyen
Cic isoenzym CYP khéc tham gia vao chuyén héa warfarin gom




