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MyYorcon 2{H mg
{Vién nén bao phim Voriconazole 200 mg)
DéE xu tim tay tré em,
Poc ki hiedng din si dung triede ki ding.
Thude nay chi divng theo don thubc
THANH PHAN CONG THUC THUOC
Moi vién nén bao phim chira: Voriconazole 200 mg,

Th dwese: Lactose monohydrate, croscarmellose natri, tinh bot tién gelatin hoa, povidone; magnesi
stegrate, trang Opadry 11 31K38902,

DANG BAO CHE

Vién nén bao phim.

Vién nén bao phim miu tring &én mau tring ngé, hinh thudn dai. hai mat 18i duoe khac “M164"
[&n mdt midit va phing mit con lai,

CHI BINH

Voriconazole 13 thudc khing ndm phd ring thude nhém triazole, duve chi dinh & nguwid im va tré
em i 2 tudi trdr lén trong ede tnromg hop sau:

- Diéu trj nhiém ném Aspergilfus xim lin

- Bidu 1l nhifm Cardicle huvét & nhimg benh nhdn kKhong bj gidm bach cdu

- By trj cc truemg hop nhiém nam Ceondide xdm lén ning dé khang voi fluconazale (bao gom
C. krused)

- Picu trj cée truomg hop nhiém ném ning gay ra boi Scedosporivm spp. va Fusarium spp.
Voriconazole nén duge st dyune chii véu cho bénh nhin nhidm ndm tén wids, co thé giy de doa
tinh mang.

Phong ngira nhidm ndm xim ke & nhime ngwoi duge dj ghép td bao ghe o midu o6 nguy COF Cao.
CACH DUNG, LIEU DUNG

(Cin theo dbi vi didu chinh céc tinh trang rfl] logn dién giai nhu ha kali huvét, ha magnesi hu}é‘t va
ha calel huyl:ﬂ. trizéve kehi bt déu va trong sul gua trinh diéu iri bm}g voriconazole,

Liéu ding

Ngweert Iem:

Phai I:!ut dau dicu iy bang phic do Lﬂ.ﬂ oOng riéng cho voriconazole dang uOng hode truven tinh
mach 4 dat dircre nﬁ-ng dé tronp hu:,'EL nremg. o ngay | gan Wil trang thii dn dinh, Do cn:: sinh kha
dyung clucrng uﬁng Can :Eiﬁ‘ﬁh viée chuven didi gitta dang T.|1.1-r'én tinh mach va dang u-.":nng 14 pho
hop khi cd chi dinh trén lam sang.

Théng tin chi tiét vé liéu khuyvén cho duge dua ra trong bang sau:

e e a s

Truven tinh mach Bégnh nhin tir 40 kg trd Bénh nhan duwdi 40
lén* kg*
{L:EL;:EH‘ET;E 6 mg/kg mdi 12 gii :E‘:? mig (10 mi) mbi 12 if:l mg (Smly mdi 12
Lieu duy tri 4 my/kg 2 lin moi : 100 mg (2,5 mi} 2
(Sau 24 gios diu) gy 0 mg > mi) 2 Il | Girvimaiy
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* Ciling durcre dp dung cho bénh nhin 1ir 15 tadi o 1én.

Thiri gian diéu tri

Thiri gian gian nén ngn nhit ¢o the tiry theo dap (mg trén lim sing va nidm hoe. Phoi nhidm vii
voriconazole trong thi gian ddi hon 180 ngay (6 thang) doi hoi phai dwoe dénh gid cn thin gifa
I ich va nguy oo

Didu chink liéu (& ngwir Lém)

Néu bénh nhin khang thé dung nap duoe lidu truyén finh mach 4 mg/kg 2 lin mdi ngdy, giam lidu
xudng 3 mg'kg 2 lan/ngiy,

"'-h:u hénh nhin thi¢u dip img doi vai dicu i, ¢d the tang licu duy tri 1én dén 300 m 2 lan/ngiy
dii viri dang thude uing. D& v bénh nhan dud 40 kg, lidu ubng oo the tang 1én dén !S{I mg 2
lin/mpdy.

Néu bénh nhin khiag thé dumg, ngp v liéu didu lr| cao hon, guﬁm liéu duy e khi sir dung: durimg
uung khodng 50 mg che mdi bude gigm ligw dén idu 200 mg 2 lan/ngay (hodc 100 mg 2 lan/nedy
déi viri nhimg bénh nhin duwd 40 kg,

Trong tnsomg hop diang dé dy phong, 1iéu khuyén cdo nhr sau:

Tré eme (2 dfn < 12 radl) vt thidu nidn mhi rudi vi nhe cdn (12 dén 14 i vi < 30 kg)

B vaii thiu nign nho webi, nén k& lidu gidng nhur lidu cda tré em do sy chuyén hoa ciia thiu nién
nhd tudi gin pidng véi tré em hom so véd ngwdi trudmg thinh,

T.iéu khu:.fén cao nher saut

| Tiém tinh mmh BLt‘IJ']]E_ ubng. ‘
Lidu tin cing 9 mgﬂ-:a., mii 12 yu | Khong khuyén cdo
(24 it diw) ) |
Ligu duy i 8 mpkg 2 lan‘ngiy Y mg'k 2 lan/ngay l
|(sau 24 givrdhy) | (lidu téi da 12 350 mg 2 linngdy)

Gihi chi: Dm trén phﬁn tich dm;n: &ing hoc dﬁn gih i 112 bénh nhin nhi bi suy giam mien dick
tudi tir 2 dén < 12 va 26 thidu nién suy giam mién dich wuei ti 12 dén <17,

Khuyén cdo bat diu didu i voi phac db tm].-fén tinh mach. va chi xem xét sir dung phéc db udng
sal khi ¢ nhimg cai thién dang ké wén lam sang, Cén cha ¥ 13 mgt lidu & mg/kg tiém tinh mach
s& cho phoi nhidm vai voriconazole cao gﬁp 2 Idn s0 vii lidu Lﬁlmg 9 medkp.

Nhimg khuvén céo vé liéu uong cho tre em duge dya trén nhimg nghir:n cliru ma trong 40
voricomazole duge sa dung -;.n.i,unﬁI bt pha hon dich. Tuomg dur_m!:_ sinh 519:‘: it bt pha hén dich
vi vién nén clura du;rf nghlen cim o tré em. Xem xét thin gian vin chuyen da dﬁy -ruit gidi han &
bénh nhan nhi, 5|,,:£'mp thu vién nén ¢ bénh nhan nhi co l.'l'u, khac bicl so '.'m bénh nhin trudmg
thanh. Do 46 khuvEn cdo sit dung hin dich ufng cho tré em tir 2 dén <12 tudi,

Thiéu nifn o dii m.-ir con Igi {12 ﬂfn 14 i va cin ning = 50 kg, 15 dén 17 twdi bit ké trong
fugmg tﬂ'r.ir.?} Lidu voriconazole glﬂ-ng_ nher nguedrl 16m.

Bién chinh lign (ré em [2 @én <12 wdi] va thicn nién nhd fwdi va nhe edn (12 dén 14 tuii v <
30 kgfl)

Néu bénh nhin thidy dap img dbi vai dicu ), co [hé Ang liéu lén timg nic, mdi ndc khoang 1
mg/kg (hode khoang 50 me mdi nde néu lidy udng 15 da 1 350 mg duge sit dung khi bt diu didu

tri). Néu b:?n.h nhdin I:J:ng dung nap duge, giam litu khoang 1 mg/kg cho maoi néc (hofic khoang
S0 mg mii ndc néu lidu g téi da 14 350 mg duwoe sir dung khi bat diu didy tri ).

Vide s dung o bénh nhin nhi tir 2 dén < 12 tubi bj suy gan hosic suy thin chua dutre nghién el

.._'t,:"’a-*?i L

Lnr phing & mgeci I vi iré e

'|,|



Vige du phﬁng né du(ln:: kit dau vao ngiy cdy E‘,]'l:.p v cb thé sir dung dén 100 ngay. Viéc dir
pha:mg nén ngan nhat ca thé tiy theo nguy co phal II'IEI'l nhw;m narn xdm lin (IF1) dwge xic dinh
b giam hw:h ciu hode sy glﬁm mién dich. Chi ¢6 thé tmp tuc dén 180 ngay sau khi ciy ghép
néu suy gidm mién dich tiep dién hodic bj bénh minh ghép ching lai vit chia (GvHD).

Lidu dimg

Li¢u lhuyt"“n cdo dE dy phong gidng nhur ligu didu tri tuomg dng cho timg nhim tusi,

Théi pian dir phéng

Tinh an todn va hidu qua cia vige sir dyung voriconazole hon 180 ngay chira durge nghién ¢u ddy
di trong céc thir nghiém lam sdng.

Viée sit dung voriconazole d¢ dy phing hom 180 ngay (6 thing) dbi hai phii dwoe danh gid nguy
cot-beri ich mot cach can thin.

Nhimp hidng diin sau div dwoe dp dung cho cd didu tri vi phong ngira

Bigu chinh liéu:

P voi vige sie dung @@ ph klﬁ ngira, khéng khuyén cio diéu chinh lidu trong truimg hop lh:uu
dip tmg hofic c6 cie bidn od bét lgi do diéu rr] Tru-ng tnn:mg hop giip phii bién e hﬁl fon do d|-31.1

tri, ngung sit dung vericonazole vi phai can nhiic vige sir dung cic thube khing ném thay thé
khiic.

Diéu chinh lidu trong treémg hop st dung dong thei v che thude khic

Phenytoin oo thé si dung dong thér véi "rDi'J-l:-l:lIlEE-l:rlt néu ligu duy tri voriconueole ting tir 200 mg
dén 400 mg sir dyung duemg vong (udng 100 my dén 200 mg, 2 lan mbi ngdy & nhimg bénh nhin
dudi 40 kg).

Nén trdnh vige sir dyng phoi variconazole v rifsbutin, Tuy nhién, néu viée sir dung phr'ni
hgp 12 hoan todn chn thidt, e6 the thng lidu duy tri cua voriconazole tir uing 200 mg lén 350 mg, 2
I4n mbi nzay (udng 100 mg dén 200 mg, 2 lin mdi ngdy & nhimg bénh nhin dwdi 40 kg),

L lh-: sir dyng ding thiri efavi irenz v voriconazole n:u lidu duy trt cia voricorazole dinge tang
1én dén 400 mg mdi 12 il va lidy elaviren: Hum xudng khodng 300, vi dy nhur 300 mg mit lin
moi ngay. Khi ngimg diéu try bing vericonazole, nén tror fai v lidu khin déu cia efavirenz.,

Cé thé sir dyng phenytoin déng thiri »:_-4.51 voriconazole néu liée duy trl cia voriconazole ting lén
dén 5 me'kg truyvén tinh mach 2 lin mai ngiy.

Bénk nhdn fén tudi

Khéng cin difu chirh lidu chio bénh nhin 1om tudi LY

Rérh nidn suv thin G I'r
Vién nén bac phim & bt pha hin djch uing: j
Duve ding hoe duimg wing cla voriconazole khing bi inh hidmg bai suy thin, Do dé, khiing

didu chinh lidu udng & nhimg bénh nhan suy thin nhe dén suy thin ndng.

Voriconazole o6 thé logi mm khéi mau bing cich thim phéin mau viri d thanh thai 14 121 mliphic
Chu k¥ tham phin 4 giiy khong loai duroe leeng voriconazole di dé ¢in phii diéu chinh liéu.

Bénh nivdn suy gan

Khuven cho st dung phae db lién tin cing nhur hinh thuémg nhung liéw duy td giam :mufrng mil
nira déi véi nhimg bénh nhin xo gan nhe dén trung bioh (Child-Pugh A vi B) cin sir dung
voriconazole,

Voriconazole chua dupe nghién el & nhimg bénh nhin xo gan man tinh ngog (Child-Pugh C),

VRV

ltps://trungtamthuoc.com/
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Dir ligu vé tinh an tean ela voriconazole & nhimg bénh nhin cé cic xét nghiém chirc ndng gan bt
[hutrng (aspartate transaminase [AST], alanine ransaminase [ALT], alkaline phosphatase |ALP],
hodc bilirubin toan |Jh:-.u1 =5 1n gzifn han binh thidmeg trén) cdén han ché,

Voriconazole co lign quan dén 5y gia ting két qua x¢t nghigm chic ndng gan va céc déu higu ldm
sing clia ton thuomg gan, nhu vang da va chi duge s dung & nhimg bénh nhin suy gan ning néu
b ich demn lai viro quﬂ NEUY Cof Co thé xdy ra. Nhimg bénh nhdn bi suy gan ning phai duoe theo
dii céin thin doc tinh caa thude.

Bigish phidn it
Tinh an todn va hidu qua cin vericonazole trén 1ré em dudi 2 twdi chira duge thiét lp. Céc dir lidu
i san khéng hd try cho viée dinh lidu khuvén cao cho nhitng déi tremg ndy.

Cach sir dung

Nén uing vién nén bao phim voriconazole cach xa birs &n it nhat 1 giér,

CHONG CHI BINH

Qué min viri hoat chit hole bat kv céc thanh phan khae eda thude,

Sir dyng d{:ng thén v CYPIA4, terfenadine, astemizole, clsapﬂd::. pimezide hoac qunndme do

vide thng nbng di cla céc thude iy trong huyét twong o6 the din dén kéo dai khoang QTc v cdc
tewrmg hop bi xodn dinh toy higm.

Sir dung déng thivi véi rifampicin, carbamazepine va phenobarbital do cie thude nédy hau nhir lam
giam néng d voriconazole tromg: huyét treng mdt cich ding ke.

Sir dung déng thiv lidu hlnh thirémg ciia voriconazole vii efavirenz liéu 400 mg 1 lin moi ngdy
hodc liéu cao hon by thJ_I'IL_ chi dinh, do efavirenz lm giam ding ke ning d¢ voriconazole trong
huyét teong & nhimg disi turgeng khae manh tai cac litu ndy, Voriconazole cling lam gia ting dang
ké néng 46 efavirenz trong huyél tuong.

S dung dﬁm thirl v ritenavir licu cao (400 mg m lidu cao hon 2 Kin mi ngay) do ritonavir Jam
giam ding ké néing 48 cha voriconazole trong huyet tromg & nhimg doi trgng khde manh tai liéws
nay.

Sir dyng dong thii alkaloid niam cira gﬁ {Ergcltamme dihvdroergotamine), 14 cic co chét cia
CYP3A4, do s gia ting nong df cda cic thude niy trong huyét twong o6 thé din dén ngd dic
nam cyra ga.

Sir dung dang thix vi sirolimus do voriconazole hiiu nhur lim ting nong df cia sirolimus trong
huyet twong mit cach dang ke,

S dung dbng thivi voi St John's Wort,
CANH BAO VA THAN TRONG KHI DUNG THUOC

Qua min
Clin thén trong khi ké don voriconazole cho nhitng kénh nhin qua min cim vii cde azole.

Tim _mach

Voriconazole ¢6 lién quan dén kéo dai L:hﬂ-:ing QTe. Co nhimg triémy hop hiém bi xoan dinh
(torsades de pointes) & nhimg bgnh nhén sir dyng voriconazole ¢é e yeu 1 nguy co, nhut tisn sir
héa tri pay dbe cho tim, hénh co tdm, ha kali huvét va cdc thudc s dyng dr.mg théi khac.
Voriconazole nén duge sir dung thin trong o nhimg bénh nhin c6 kha nang cb cée digu kién thic
ddy loan nhip, ohue:

- Kéa dai khoang QTe him sinh hodc mdc phai

- Bénh cor tim, dic bidt khi bj suy tim

- Nhip cham xoang ~ ¥
{:’ ﬂ 1~

o
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- Loan nhip co trigu chimg cé san,
- I'hm:u. s dung dmu., thivi 43 biét gy kéo dai khodng QTe. Cic rdi loan -:1i¢;n Jr_-_.hll nhe ba kali
huu._[ hg ma&nem huwat vit ha calea I'lu:,t'l m:n dirge thea déi vi dita chinh, ncu can ﬂ'II';!E1 trie
khi bt ddu va trong sudt qua trinh diéu i bing voriconazole. Mat nghién ciru dunge thie hién &
nhimg ngwi tinh n u-.réﬂ I-:'_I'il.'_'rE manh 3 nghién ciu dnh hudmg ca voriconazole trén khodng Qe

viri cic lidn dom gap dén 4 lan lidu sir dung hing ngay. hhﬁng i doi turomg nao gip phal tinh
trang khodng QTc kéo dai qua ngudng cho phép trén lam sing [a 500 msee.

Brbe trein pan

Trong ede nghién clu ldm sing, lrorg qud trink dicu trj bdng voriconazole di b cie truimig hu;'rp
ed ]:rl-nén g e LEdm trong tuy it gap (bao ghm vidm pan higu hién teén lm sing, viém gan i
miit, viém gan 10 Lﬁp. ké i i mng} Cac trudmg hgp |:|I1ur|. g gan dirge ghi nhin xuit hién @
nhimg bénh nhin ¢d che bénh tiém An nghiém trong (chi yéu 13 bénh mdu 4c tinh). Ciic phan img
pan thoang qua, k& ¢d viém gan vi vang da, xudt hién & nhimg bénh nhin khing cd céc }éu Iih
nguy e xdc dinh khic. Rii logn chire ndng gan ludn ludn ed thé duge phuc hdi bing cich ngimg
digu tri.

Then dbi ehire ndng gan

Whimg bénh nhén nhén voriconazole phii duge theo di can thin dic tinh trén gan, Cie X td Bm
shing bao gc:’&m cdc x€t nghi¢m chirc néng gan (dae bigt la AST va ALT) ko bar diu didw ] I:-nng
voriconazole va it nhat ] lan mii tudn trong thing dién Eﬂ din tién. Thei glan d’v:u ti nén ngin
nhdt ¢ thé, uy nhién. néu tlép tue diéu trj dya trén dinh gia nguy co-lgi ich, tan sufit theo dBi cb
tha gidm xudng hang thiang néu khéng cd thay dbi két qud xét nghiém chire ndng gan.

Néu két qua xét nghiém chire nfing gon ting déng k&, nén ngimg voriconazole, ngopl trir tneimg
hop dinh gia nguy co trén bénh nhin cho phép tidp tue sir dung.

Nén tién himh theo dii chivc niing gan ¢ ca tré em va ngudn I,

Phin (mg bt loi dbi vii thi pide

D o nhitmg bdo edo vé phan img bit 1gi d5i v thi gise bao gbm nhin mé, viém diy thin kinh
thi gidc va phit gai thi.

Phan tmg bét led trén thi

Suy thin cfp di die bio cdo & nhimg b¢nh nhin bénh néng dang duge diéu tri hing

voriconazole, Nhimg bgnh nhén dang :;Im;m diéu tri bing variconazole hiu nhir durge dibu 1 dong
thiv vérl céc thude gy dbe trén thin v ob cic didu kin khic ¢ (hé din dén Jam gidm chire ning

thin.

Bénh nhin nén duoc theo dai sir phat trién ciia cde chite nang thin bt thirémgz, hao gom gia ting
két qua xét nghiém, ddc biét Ja creatinin huyét thanh,

[heo disi chirc néng tuy

Nhimg bénh nhéin, dae hiét 14 tré em. ob cic véu to nguy co dai voi viem ey cap tinh (nhir boa tr

gn ddy, ghép ¢ bao ghe tao mau [HSCT], nén duge theo dii chdt che trong sudt qué trinh dicu irj
bing voriconazole. Cin nhic thea dbi amylase hole lipase huvét thanh trong tnimg hop ndy.

Cac phan img bt lovi trén da

Nhitmg bénh nhén ¢6 cie phan wmg da bong viy phat trién tuy hidm, nhir hi chimg Stevens-
Johnson, trong qud trinh didu tri bing voriconazole. Néu mit binh nhin bi phat ban, ngwoi do cén
duoc theo doi chijt ché va ngimg voriconazole néu sang thuong tién tridn,

Hom nita, voriconazole ¢d 1ién quan dén quang ddc tinh v binh 1y bong nure. Khuyén cdo LAl ed
céc bénh nhan, ki ca tré em, trinh phoi nhi®m v dnh ndng trye tidp trong qué irinh didy tr bing

2~
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voriconazole va sit dung ciic bign phap bdo vé nhur quin do ching néng va kem chong ndng cd chi
B
s0 SPF cao.

Diéu tri trong thir gian déi
Phoi nhiém trong thiv gian dai (didu tr] hogie d1,r phomg) hom 180 ngay (6 thang} doi haoi ddnh gia

cin than Iqi ich — nguy co va do 4, bac s¥ nén xem xé1 nhu cdu git han thin gian IIEp X0 v
voriconazole, Céc tac dung bit lyi triim trong sau d3 dirge bdo cio khi diéu 1r] bng voriconazole

trong thén pian dai:

Ung thir té bao vay coa da (SCC) da durgre bio cdo & nhimg bénh nhiin, mt vid ngm:rl i hio edo
o6 cdc phin mg quang doc tinh. Néu xuft hién cic phén mg quang dic tinh, cdn duge i chiin
da chuyén khoa va bénh nhin 11:11 e g!m thigu dén biie s da liéu. Nén can nhdic VIRC TEimg
voriconazole va sir dung céc thude F:Mng ndm thay thé. Cée dénh gia u: da liu nén durgre thire
hién mt cich hé thn:mg v déu dan, bdt o khi ndo vornconazole duge IJE']_:: e si :li,J.n;l.;_ bit ké o
cac sang thuome do quang dde tinh hay khdng, nhﬁm cho phép phat h;q:n sim va kiém sodt cdc
sang thirong tién #c tinh, Nén ngimg voriconazole néu cdc sang thuomg tién dc tinh trén da hode
ung thu 1& bao vy dm}'u xac dinh,

Vidm 1 46 phosphatase kiem da
duge bio cdo & nhimg bénh nhin ghép 1é bio g.f.'nc tae mau. Néu mgt b{nh nhén by dau xuomg va
két qua chyp X quang phit hop véi viem méng xuong, nén ciin nhic ngimg voriconazale san khi
héi chin.

Bénh nhin nhi

Tinh an 104n vA hi¢u qua cla cde bénh nhin nhi dudi 2 tlll:II chira duoe thigt 1ip. Veoriconazole
duoe chi dinh cho nhimg b{nh nhin nhi ¢ 2 lum triy lén. Cén theo d6i chire nang gan & ca uE:u'm
lém va tre em. Sinh kha d;mg dudmp unng cir the g:m han & nhitng bénh nhin nhi tubi tir 2 den <
12 wdi kém hip thu va cd thé trong rar thap so vai d§ teoi. Trong tnuimg hop do, Gém tinh mach
voriconazole duge khuyén clo,

Tin suit eva phan dmg quang dc tinh can hem & bénh nhn nhi. Mt se tién trién dén ung thr té
béo viy da dupc bao céo, cdn tuln thi chit ché cée bign phdp bao v khoi dnh niing & cde doi
turgme ndy, O nhitng tré em bj 150 hda do tiép xic véi dnh ning nhur ndt rudi hofie tin nhang,
khuyén cio trénh tigp xlc vii dnh nﬂng mat trivi va theo di cse ddu hi¢u wén da ngay ca sau khi

nglmg dieu trj.

ONE N
Trong ruimg h-:,a]J glip cdc tic dyng khing mong mudn do didu L trj (ke tinh irén gan, pha.n g et
tram trgng bao gom quang die tinh va g thir té bdo vy, rdi laan thi gtan: viém mang AT

nghidm tmu,g v kéo dai), nén cén nhic ngimg di¢u irj bing voriconazole va sir dung chc thudc
khing nam thay thé.

Phenvtoin {eo ehitt etia CYP2CY vi chit edm img manh CYP450)

['{hll]{ll:ﬂ cino theo dii can thin mlmg, di cia phenyloimn kku phenytomn duge s dyng délll.g thdi vii
voriconazole. Nén tranh sir dyng déng thoi voriconazole va phenytoin trir phi loi ich vzt qua
nguy co.

Ffavirenz (chir cam tmg CYP450, chit ire ché va co chit coa CYP3IA4)

khi voriconazole duge su dung dong thid vii efavirenz, i_iaiu ¢la voriconazale nén duge ting lén
dén 400 mg mdi 12 gid v lidu cha efavirenz nén giam xuong 300 mg mdéi 24 gid,

Rifabutin (chit cam img mgnh CYP450)

['-':hu.‘uﬁ'ﬁ cdo theo doi cin thin dém méu todn ph.an va cac phan img c6 hai cua rifabutin (nhir viém
ming bt dac) khi rifabutin dugce sir dung dong thin véi voriconazole. Nén trinh st dung -;Iun,g
thin vorconazole va rifabutin trir phi lgd Ich vogt qua nguy ¢o.
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Ritonavir {cam ime manh CYP450, cor chiit vi chit ire ché CYPIA4)
Nén tranh sit dung ddag thol voriconazole va ritonavir lidu thip (100 mg 2 ln/ngiy) trir phi dénh
gid loi ich/nguy co img hd viée tiep tue sic dung voriconazole.

Everolimus (co chit CYPIA4, co chit 1 Ppp)

Khing Khuvén edo si dyng ding thiri voriconazole voi everolimus do voriconazole duge du doin
la lam ting déng ké néng 46 cta everolimus. Hign chua b & dir ligu dé cho phép khuyén cao
litu thich hop wong truedng hyp niy.

Methadone (cir chit CYPIA4)

Khuyén cin thudme xuyen theo ddi cic phin img biit Iy v die linh do methadone, bao gﬂlm Ko
dai khoang QTe, khi s&t dung dong théi voriconnzole do ndng d6 methadone ting 1én saw khi sir
dung déng théri vén voriconazole. Co the cin giam liéu methadone.

Cic opiate tie dung ngin (co chit cia CYP3A4)

Mén cdn nhic giam liéu alfentanil, fentany] va cac opiate thc dung ngin cd ciu friie tuemg o Vi
alfentanil va dwoc chu:.'én hoa béi CYP3IA4 (nhu sufentanil) khi sir dung dong thoi vai
voriconazole. Thir gian ban thii eta alfentanil kéo dai gdp 4 lin khi alfentanil duge sit dung dnng
thérd v&i voriconazole, v& trong mt nghién el e 13p, vige sit dung dong thoi voriconazole vai
fentanyl din dén gia ting AUC,., rung binh cia femanyl, ed the cin thee ddi thitmg xuyén cac
phan img bét loi do opiate (hao gim thin gian theo doi hi hip dai hom).

Ciic opiate tie dung kéo dii (cor chit cia CYP3IA4)

Nén ¢dn nhic giam lidu oxycodone va cac upmtl.. e du.ng ke dii khibe d!.m: chuyén héa bin
CYP3A4 (nhur hydrocodone) khi sir dung ding thiti voi voriconazole. Co the cin thutmg xuyen
theo di cic phan img bit lgi do opiate.

Fluconazole (chit (e ¢hé CYP2CO, CYP2C19va CYPIAY

S :lur.lh, ddng thiri voriconazole d-.rm'u;. ubng va fluconazole u{mg din dén ting ding ké Cog vé
AUC, caa voriconazole & ngudi khoe manh. Ligw vide giam lifu vahodc tén sudt sir dung
voriconazole va fluconazole eb um mit cde dnh hudmg iy hay khéng chua duge chimg minh.
It.hu;;rﬁén cho theo ddi cac phin tmu bdt Igi do voriconzzole néu vericonazole duge sir dung sau Khi
sir dyng Nuconazole.

Vién nén voriconazole ¢t chia lactose vi khong nén sir dyung cho nhimg bénh nhan co cac bénh di
truyén hiem gip nhu khing dung nap galactose, thicu hyt Lapp lactase hodc kém hap thu glucose-
palaciose.

SUDUNG THUOC CHO PHU NI CO THAT VA CHO CON BU

Phu nit ¢b thai

Hién chim co do dit lidu v& viée sit dung voriconazole trén phu nir ¢ thai, Céc nehién ciu trén
ddng vit cho thiv d&c tinh trén hé sinh sn. Cac nguy co doi vini con ngwai chua diege . Khing
duge s dyng voriconazole o phu nit o thai trir phi lgn ich di véi nguii me cao hon han so v
gty ¢a ob the iy ra d6i véi thai nhi.

Phy nit c6 kha ning mang thai

Phu nir 6 kha ning mang thai phin luén ludn sir dung bign phap tranh thai cé hid¢u qua trong qué
trinh digu trj

Phu nit dane cho con bii

Hign chum nghién cin sy béi tiét cia voriconazole vao sita me hay khing. Phéi ngimg cho con bi
khi bt ddu didu tri bang voriconazole.
=
s
P
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Trén mit nghién ciu trén ddng vit, khong cd anth hadmg xau trén sinh san dupe phit hign & chogt
cong dye va cdi.

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

Voriconazole o6 dnh hudmg trung binh Ién kha néng léi xe va vin hinh mdy moe. No co the gay
thay doi thi hwe thodng qua va o thé hoi phuc deoc, nhir nhin mo, thay cdiftang cuémg thi gidc
vi'holic so dnh sdng. Bénh nhén phii trinb cée thye hign cac nhiém vu nguy hiém, nhur 14l xe hodc
vin hanh may moc khi cd cac trigu chimg nav.

TUONG TAC, TUONG KY CUA THUOC

Vorconazole dioe chuven hoa bai vi tre ché hoat dﬁng e cdc 1soenzyme cia eytochrom P450,
CYP2C19, CYP2C9, va C ":'Pi-ﬂu-t- Cdc chét e ché hojfic cim (my cde lw:ru}:m. nily twong g
ca thé lam ting hode piam nong &6 cia voriconazole trong huyét tromp va voriconazole od thé
lam ting néng dd trong huvél trong cia cée co chit duoc chuyén héa bdi cdc isvenzyme CYP430
nay.

Trir céc trudmg hep khic duge chi b, céc nghién Llﬂl twong the thude da dume :hu'c hidn trén nam

gidii truimg thanh khie mpnh siF dung nhiéu lidu udng voriconazole 200 mg 2 lan/ngay dé dat dén
trang thdi dn dinh, Nhimg ket qua nay phid hop vii cde nhidm tudi va dumg sir dung khic.

MNeén thin trong khi s dyng voriconazole wii cac ll'tLL'fH: sir dung dhng thin &4 bidt giy ko dai
khoang QTc. Khi cé nguy eo voriconazole ldm tang nbng dd trong huyét tromg cha cie co chit
duipe chuyen hoa béi cde anen:g}-me CYP3A4 (mit s thude khdng histamin, quinidine, cisapride,
pimozide), ching chi dinh viée si dung ding thir.

Bang tromyg G thudic

Tuomg tic gia voriconazole vi cie thudic khic duge ligt ké trong bing saw (ml lin mdi ngay 1a
QD 2 ln mii 14 13 “BID”, 3 1in méi ngay 13 “TI v chia xde dinh 14 *ND"), Hudmg ciia miii
tén dbi vei mdi thing sb duge ding hoc duge dya trén 90% khoang tin cfly cda ¥ 1§ trung binh
hinh hoc i trong («+), dudi {1} hodc trén (1) khodng B0 — 125%. Ddu hoa thi bicu thj cho trmg
tic hai chitu. AUCk, AUC, va ALC.;..T twomg tmg dai dign cho dign tich dufi i!u‘u‘nf:, cong piita
wie lidy, tir thivi diém 0 dén thivi didém oo thé phét hién disge v tir thd didm 0 dén v eing.

Tuong tae trong bang dupe trinh bay theo irinh e sau; chéng chi -:lmh céc trudimg hn'p déi hoi
diéu chinh lidu va can thin theo dai sinh Apc vivhodc 1dm sang. va cudi olng la cac trutmg hop
khing b twong tie dwge dong hoo dang ké nhimg eb thé duge quan tim vé mat 1dm sing trong

linh vire didu tn.

Thudc Twomg tic ; Nhimg khuyén edo lién ’
. MNhirng thany dii trung binh quan dén vife st dung ding
[Cer ché tirrng tic] hinh hoc (%) thiri
Asternizole, cisapride, | Mic di :hu-:l duge nghién clr, sy Ching chi dinh
pimozide, quinidine va |gia t#ng nong Jd6 trong hﬂ}'ét
terfenadine . tremg efia e thube ndy oo thé
[Cae  cor chdr  cua | din den kéo dai khodng QTc va
CYP3A4) hiém khi xufit hién xofn dinh,
Carbamazepine vi eic | Mae di chuz duge nghidn eiu. | Chéng chidjnh

barbiturates thc dyung | carbamazepine vi cic barbiturate
keo dai (nhy | the dyng kéo dai hau nhwr gidm
phenobarbital, ding k& ning i cla voriconazole
mephobarhital} treng huyeét tuong.

[Cie  chdl cam img

wmiandy CYPA50 |

Efavirenz {mot chét e
ché enzyme sao chép

Efavirenz Capgs T 38%
Efavirenz ALUCT T 44%

Vige st dung liéu chudn
elavirenz

voriconazole  wol

.__ti_':fﬁ
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lidu 400 mg QD hode lidu
can hom bj ching chi djnh.

Voricenazole Cpg | 61%

nguge khing nucleoside
Voriconazole AUCT | 77%

(non-nucleoside reverse
ranscriptase  inhibitor)
fehdr cam tmg CYP430
o chdr va chdt cdm
timg CYPIA4]

Céd thé sit dyng ding thix
voriconazole v efavirenz
néy  liéu duy i cis
voriconazole ducre ting lén
dén 400 mp BID va liew
efavirenz giam xulng dén

300 mg QD.

S0 vii efavirenz 600 mg (1T,
Efavirénz Coax
Efavirenz AUCT T17%

Sowd voriconazole 200 mg BID,
Voriconazole Cipae T 23%
Voriconazole AUCT | 7%

Efavirenz 400 mg D,
sir dung dong thin vii
voriconazole 2 mg
BID . .
Khi ngimg didu trj hing
voriconazole, nén toor lgi v

Efavirenz 300 mg QD ;
licu ban dau cua efavirenz

st dyng d{‘mg thii vin
voriconazole. 400 mg
BID r

Ergot  alkaloids {(nhu | Mae di chra dwge nghién ciu Chiing chi djnh .
ergotamine vi | voriconazole hiu nhy lam ting X

dihydroergotamine) ning dj trong huydt twong cia \
[Car chift eia CYP344 ] | ergot alkalowds va din deén ngd b

dgc nidm cya gi

Rifabutin Nén tranh sir dyng dong thii
fehdt cam tmg manh voriconazole va rifabutin tri
CYP450 | Voriconazole Cas | 69% phi lgi ich vl qui nguy eo,

300 mg QD Voriconazole AUCT | 78% Lidu duy tri cua voriconazole

300 mg QD (s dung
dong then i
voriconazole 350 mg
BIDY

300 mg QD (s dung

Sa vai voriconazele 200 mg BT,
Voriconazole Cirex | 4%
Voriconazole AUCT | 32%

Rifabutin Cam T 195%0

ch the ting lén dién 5 mg'ke
wruyen tinh mach BID hoje
wing i1 200 mg dén 350 mg
BID (uong 100 mg dén 200
mg BID & nhimg bénh nhin
dudi 40 kg).

Khuyén cao theo dsi cin thin

déng  théd vl | Rifubutin AUCE | 331% dém 1 hdo mau todn phin v
voriconazole 400 mg | So vai voriconazole 200 mg BID, | céc phan (mg bat lon dos ~.'|5:i
BIDY Variconszole Copp T 104% rifabutin (nhu viém mang bo
Voriconazole AUCT 1 87% ddo) khi rifabutin diuge =i
dyng dbmg  thoi v
vonconasole, .
Rifampicin (600 mg | Voriconazole Cou | 93% ('hing chi dinh
QD) Voriconazole AUCT | 96% !
{poten CYP450 wof
inclucer] 4
Ritonavir (chit iic ché Chong «hi dinh st dyng
proteasc) ding thoi voriconazole va
fchdt cdam tmg  mgnh ritonavir liéw cao (400 mg tro
CYP430 ; co chdl va lén BID),
char sre ché CYP3A4] Nén tranh sit dung dong thiv

Liéu cao (400 mg BID)

Licu thip (100 mg

Ritonavir Cpa and AUCT «
Vonconazole Cr | 06%%
Voriconazole AUCT | 82%

Ritorawvir Creey L 25%

vuriconazole va ritonavir licu
thip {100 mg BID) trir phi
dénh gid lgi ich/nguy co trén
bénh nhin tmg h§ wviéc tigp
tuc sir -:!l,mg,.
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BID)’ Ritonavir AUCT | 13%
Voriconazole Cps | 24%
Voriconazole AUCT | 39%
51, John's Wort Chéng chi dinh

fchat cam vmg CYP45()
: chdt cam tmg P-gp |
E'EHJ mg TID (sf dung
ﬁ-nnq thirl viri
voriconazole 400 mg
liéu derm)

Trong mét nghién e dic Kip.
Voriconazole AUCw. ) 39%

Everolimus
(Cer ehir cua CYPIAS,
cer chat cuwa Pegp [

Mic di chwa duge nghién cir,
voriconazole hiu nhy lém ting
ding ké néng dd wong huvdl
turong cia everolmus.

Khong khuvén cdo sir dung
déng thiri vericonazole vii
everolimus do  voriconazole
duoe dir dodn lam ting dang
ké n:!":m;_.. db cua cverolimus.

Fluconazole (200 mg
1)

fehat we ché CYPIC9,
CFP2CT 9 wva CYP3A4]

Voriconazole Cae [ 37%
Voriconazole AUCT 1T 79%
Fluconazole T NI
Fluconazole AUCT ND

Vige giam liéu va udn sudt sir
dyng variconarole Vi
Nueonazole cb lam chim din
e Aith hurdmg nay hay khing
chua dwge thids lap. Theo doi
ehc phan dng bat lpi lién
quan dén voriconazole duge
khuyén eho néu voriconazole
duot sir dung sau khi sir dung

Ruconazole.

Phenytoin

feer char CYPIC9 va
chét cdm ung  mank
C¥PI50

300 mg QD

My mg QD [sir dung
dung thit Vi

voriconazole 400 mg
BILY)

Vonconazole Cup | 39%
YVoriconazole AUCT | 69%

Phenytoin Cras! 67%
Phenytoin AUCT T 81%

S0 v voriconazole 200 mg BID,
Voriconazole Cae? 34%
Voriconazole AUCT T 3%

Nén tranh sir dung dong thiri

voriconazole va  phenyloin
trir phi lgi dich dem lai vag
qua nguy co. Khuyén cdo
theo dai cin thin nong 4 cia
phenyloin frong huj.-'é:t Tireomge.

I-‘!'stn!r'll:rin cd thé = dung
ding théi win venconazole
neu  liee duy i _cua
voriconazole ting 1én dén 5
mg'kg tru}én BID hodc tr
200 mg dén 400 mg ubng
BID (100 mg dén 200 mg
uang BID & nhimg bénh nhan
dnen 40 k).

Céc chit ching diing
Warfarin (30 mg lidu
dom, sit dung dong thiv

vii 300 mg BID
venconazole)

fewr chide CYP2C9]
Che coumaring  wong
khac {nhur
phenprocourmnon,

acenocoumarol)
[Co chdt eia CYPICY

Tang ti da thii gian prothrombin
khding 2 lan.

Mie di chum duge nphign cu'u,
voriconazole co the lam Lﬂng ncl-ng
dd rong hu}t:l%tuwg (=TI T
conmarin ¢ thé gy ting thin
gian prothrombin.

Khuyen cho theo dii chit ché
thin gian prothrombin hodc
cac xé1 nghidm cl:t_ﬁng dong
phit hop khac, va licu cia cac
chdt ching déng nén duge
ditu chinh cho phit hep.

A U _L'}; -
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vag CYPIA4]

Berzodiazepines {28+

Miac di chwa o6 nghién ciu trén

Neén ciin nhic gigm ligu

midazolam, triszolam, | lim sing, voriconazole hiu nhu| benzodiazepines,
alprazolam) gy tAng nﬁung di wong huyét
[Co chit cua CYP3A4] | wong eim benzodiazepines mi
dugre chuyen hoéa béd CYP3IAL vi
diin dén kéo dal tac dung an thin.
Suy pifm mién dich Trong mét nghién ciou dje lp | Ching chi dinh viéc s dung

Cor chit CYP3A4]
Qirolimus (2 mg lidy
dom)

Ciglosporin (¢ nhimg
bénh nhén ghép thin on
dinh duge nhin
giclosporin vinh vign)

Facrolimus (L1 mg/ke
lién dom)

Sirolimus Cgy | 0.0 Ié.nx
Sirolimus AUC,..T 11 lin

Ciclosporin Crax [ 13%
Ciclosporin AUCE T 70%%

Tacroklimus Cpae T 117%
Tecrolimus AUCT T 221%

dng thid voriconazole va
sirnlimus

Khi bit dau didu tr biing
voriconuaole & ohimg bnh
nhin patients d3 s dung
ciclosporin, khuyén cdo gidm
phin nira lién ciclosporin vi
cin thin theo doi nﬂnﬁ, A il
ciclosporin, Thng ning do
cia ciclosporin ¢ lidn quan
dén &5e tinh tefn thin Khi
npimg voriconazole, ning do
ciclospori hai d

ciclosporin _phii duge theo
disi cin than va tang lidy néu

Khi bit diu didu tri bing
voricemazole & nhimg béoh
nhdn di s dyng tacrolimus,
khuyén cho  gigm  liéu
tacrolimus dén 1/3 licu cii va
¢hn thin theo ddi néng dj
tacrolimus. Tang nong do
tacraliumus ¢ lién quan dén
ddc tinh twén thin, . Khi
nEimg voriconazole, nﬁng ddi
taeralimus p_ha‘ﬂ LIC ﬂ'u:g doi
cén thin va tipg lidu néu cin
thiét,

Cic opiates ldc dyung
keo dai

[Cide cor chidt CYPIAA]
Oxveodone (10 mg lidw
dirin)

Trong mdt aghién o déc 15p
Oxcycodone Co T 1.7 lan
Oxyeodone AUC,.1 3.6 14n

Nén cin nhic gidm lidu
oxyeodone va ¢ac opiale tic
dung kéo dd khic duge
chuvén héa  bhai CYPIA4
inhu hyvdrocodone), Co the
cin theo ddi cac phan img kit
leri ligén quan den cdc opiale.

Methadone (32-100 mg
QD)
feer chdl ctig CYPIA4]

R-methadone (co hoat tinh) Chpax 1
A%
E-methadone
AUCT 147%
S-methadone Cu T 63%
S-methadone AUCT T 103%;

Linkn)

{od  hoat

Khuyén cdo thuimg xuyen
theo dii cdc phan dng bat Lo
vir 49 tinh o lién quan dén
methadone, bao gom kéo di
khodng QTc. O the cdn giam
liéu methadone.

Céc thude khang viém

Khuyén céo thirimg xuyén

A ‘,J
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khing steroid
(NSAIDs)

few chdt cua CYPICH!
Ibuprofen (400 mg licu
dom)

Diclofenac (50 mg lidu
dom)

S-Ibuprofen Cpg, T 20%
S-Ibuprofen AUC,...1 100%

Diclofenae Cpa T 114%
Diclofenac AUCy...T 78%

theo dii céc phan (ng bét I
vt dfe tinh ¢d lién quan dén
cie NSAID. C6 thé cln gidm
Ligu ede NEAID,

'Drnr,:PmmE: {40 mg
oy
fehdt e ehé CYP2CITY:
co chdt cia CYP2CIY
va CYPIA4]

Omeprazole Cpp T 116%
Omicprazole AUCT T 280%
Vorconazole Chyp T 13%
Voriconazole AUCT T 41%

Céc chat drc ché bom proton 14 cor
ch_;it cia CYP2C19 co thé bj i
:|1|: bimi ?ualc{mﬂmlc v ch thé
din d4én ting ning 4§ huyét twong
| cua cac thuoc niy.

Khing cin dicu chinh lidu

cua vonconazole.

Khi kit diu didu trj béng
vonconazole o nhimg bénh
rhiin di nhin emeprazole licu
40 mg hode hom. khuyén cao
gim lidu omeprarale xudng
phén nira.

Thube tranh thai dang
wong

[ chit CYPIA4
chat ke ché CYP2CI9]
Norethisterone/ethinyle
steadiol {1 ma/.035 myg
Q)

J:!Jumtcsu'udml Cora T '15%
Ethinylestradiol AUCT T 61N
MNorethisterone Chw T 15%
MNorethisterone AUCT 7 53%
Voriconazole Cpgy T 14%
Voriconazole ALCT T 46%

Khuyén cio theo dai cdc
|'+]'|z'|n tmg bdt loi lién guan
dén vige dung thudc tranh
thai duding uong, cing voi
céc phin émg bé lpi do
variconazale.

Cac opiates tac dung Nén chn nphic giam lidu
nEan alfentanil, fentanyl va céic

fCor chit chia CYPIA4]
Alfentanil (20 |Lg.-'lg
liéw don, dong thiri von
naloxone)

Fentanyl (5 pokp lidy
dom)

Trong mit nghitn cdéu dfc 1ap,
Alfentanil AUC...T & lan

Trong mit nghign cofu dbc 1&p,
Fentanyl AUCq..t 1.34 lin

nEiaIn: tic dung ngin khic ¢
cau trie tuong W alfentanil
vd duopc chuyén héa béi
CYP3A4 (nhwr  sufentanil),
Khuyén cdo theo didi tich cyc
v thudmg xuvén doi v suy
bt hiip vA cac phan (mg bit
lgd co lién quan den oplate
khdhe.

Statins (nhu lovastatin)
it

Mic di chua duge nghién e

Nén cin phic giam lidu cic
statin.

fCar oo ca | trén lém sing. voriconazole hiu
CYP3A4] nhu am tang nong 4 trong luyd

tromg cia chc statin ma duge

chuyén hoa bii CYP3A4 va cd

thé dan dén tidu cor vin.
Sulphonylureas  {nhu | Mic dib chlura dwge nghién cing, K._hu:.'én cho theo dii edn thin
totbutamide, glipizide, mnmnam]r: hiu nhu lam dng| ndng df cla glucose trong
glvburide) nung dd trong huvét twong cha| méu Nén cin nhic giam lisu
[Cde oo chdr  ciig sulphonyluress vi géy ha glueese | sulfonyluren.
CYP2CR] huyeL

Alkaloids tir dita can

Mic do chua dwoe nghién ciu,

Nén cin nhic gidm lidu cic

(mhr  vincristine va | voriconazole bhiu phu lam ting [ alkaloid tir dia can .
vinblasting) nong dd trong huvét tweng cua

[Cde eco chat  cha | cde alkaloid dira cgn va dlin dén

CYP344] dde tinh trén thin kinh.
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Cac chat ic ché
protease  HIV {nhur
taqmnau.r &T'I'IIFI'I"EI"-E\HF
vil ne!ﬁmmr}l )
fehdl we ché v cor chat

Chua dunoe nehién cim trén lim
sang, Chc nghién ¢l in vitre cho
I|'|:'-i'|' voriconazole o the e ché
air chuyén hoa cla cde chit ¢ e ché
HIV protease va sy chuyén hoa

Cin thin theo doi su .'-:ulﬁ‘.
cia doc tinh thudc
vi'hode thiBu tic dung vi cd

hién

& ] v il ' &
the cén dieu chinh ligw.

san chép ngwpe khong

nuclenside khic
(WNMRTIs) {c.g.
delavirdine,
ntvimpiw;}'

fehdt ire ché hode co
chdt clia CYPIA4 .ﬁ-i.l-n;:I'L

sang. Cac nghién ol i vitro cho
thiv  su chuy‘é_n héa cia
voriconazole oo thé hi te ché boi

| NNRTIs vi voriconazole b thé

we ché chuyén hdéa ola cac
MMETIL

Cée khim pha vé énh hudmg coa
efavirenz trén voriconazole god ¥

cig CYPIA4] cla voriconazole ¢ thé bj tic ché
héri ede chat oo ché HIV protease
Cae chit (e ché enzyme | Chuzs duoe nghién ciu trén lim | Cin thin theo déi sy xual

hién cua  doc

thé can diéu chinh liéu,

tinh thude
vi'hode thidu tic dyng va ed

fchdr e ché CYP430)
khdme die Ridr v fam
téing pIi dg dey]

cde  chdt  edm  1mg
CYP450] ring sy chuyén  hda  cia
vorconaznle ob thé dire cdm img
béri mdt NNRTL.
Cimetidine (400 mg | Voriconazole Cygc | 18% Khéng cin dicu chinh lidu
Bl Voriconazole AUCE 123%

VYoriconazole ALCT «

Digoxin (0.25 mg QD) Digoxin Cpay = Khéng cén dizu chinh licu
[ ce chidt clic P-gnf Digoxin AUCT «

Irdigswir (BO0 mg TIN Indinavir Cap + Khong edn dide chinh liéu
fohidt e ché va oo chdr | Indinavir ALCT e

e CYPIAL] YVorconazole o

Cac khing sinh nhom
macrolide

Ervthromycin (1 g BID)
[Chat e ché CYP3A4]

Azithromycin (300 mg
QL

Vorconazole Cpncand ALICT

Voriconazole Cae and ALICT
Tac dung cia voriconazole trén
ervihromycin  hodic azithromycin
chua duoc biét

Khang cin dicu chinh lity

Acid mycophenclic {1 g
single dose)

[Cor chdr ciia  LDP-
glucuronyl trangferase |

Mycophenolic acid Crpay =
Myecophenolic acid AUC, «

Khéng can dicu chinh lidu

Prednisolone (60 mg
liéu dim)

Prednisolone Caa: T 11%
Predmsolone AUC, .7 38%

Khéng cin didu chinh léu

Jlam tamg pld ag divy

[Cor chat cua CYPIA4]
Ranitidine (150 mg | Voriconazole Cya. va AUCT « Khong cfin digu chinh lieu
BID)

TAC DUNG KHONG MONG MUON CUA THUOC

Tém it hd so an lodn
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Hii 5o an toan cua vonconazole dege dia irén mgt cor s dir ligu an toan tich hﬂp cla hom 2.000
ddi nrong (bao g.q!rm 1.635 bénh nhin trong cac nghién ciru didu |q Vi ‘!.-';'Idm trgmg trong thu
nghiém dy phong). Didu do dai dién cho mit din s khﬁng d?:ng nhit, bao gém nhﬂﬂg bénh nhin
bi bénh mdu 4 tinh, bénh nhdn ahiém HIV nhi®m ndm candida thue quan vi nhifm ndm & hé ho
hip, benh nhﬂn khéng bi gidm bach ciu bj nkidm candida mAu hode Aspergillus va nhimg ngudi
tinh nguyvén khoe manh. Bay tram 1é ndm (703) bénh nhin co thiv gian diéu hnng vorconazole
trén 12 tudin, wini 164 hénh nhﬂ.n nhén vonconazole trén & thang,.

Cac tac dung khing mong mudn dirge bao cao thm’.mgigap nibdit 13 ridi loan thi gific, st phét ban,
I'H:rl‘l1 budin nén, téu chay, nhire du, phit ngoai hién, 11 loan xét nghiém chic ning gan. suy ho
]::s.p v dau bung.

Mire 1.!|,|- il irpng oo cdc phin (mg bét byri thudmg 14 nhg dén trung binh. Khng oo s khdc biét
ddng k& ducie ghi nhfin vé dir lidu an toan ducre phiin tich vé 86 tudi, chimg toc hodc gidi tinh.

Biing liér ké cdc phin (mg hiit [

Trong bang bén duwdi, do pl'.u-:.n lém ¢dc nghitn ctu ¢4 bin ..hél mdy, 1 ¢l che phian img bit [od e
tinh nhin qui diere 138t ké then hé thing co quan va tin sudt.

Phin logi tén sudt duge thé hign nhi ssu: Rit thuimg pap (=1/10): thudmg gip (=1/100 dén
<170y it gip (=1/,000 dén <1/100); hiém gip (110,000 dén <1/1,000); rat hiém gip
(<1/10,0000; khéng bigt (khing thé dinh gid tir dir lidu od sdn),

Trong mbi nhum tin sudt, cde téc dung khéng mong mudn duge trinh biy theo thir ty gidm din
ctia e 6 tram trong.

Ciic tie dung khiing mong muin dwye bio cdo & nhitng ddi trgng nhin voriconazele:

EE ﬂiﬂug O quan Tihe dung khing mong muin

Nhiém khuin vi nhitm nam

Thudme gap Viém da diy, viém xoang, viém nudu -

It gip Viem rupt ket méng gid, viém hach bach huyét, viém phic m

Bwim tin sinh lanh tinh, dc tinh va khing xic dinh (ki cau nang va polyps)

Khing biét Ung thir té bao vay*

'Riii loan mdu va hé bach huyét

Thuimg gip mét bach cdu het, glam ba dang 1€ bio, giam tidu ciu, thidu méu

It gap Exing miau nii mach lan tda, suy Wy xuwoeng, giam bach i, hoi chirng

hach to, ting bach ciu wa acid

Réi logn hi mién djch

Thuimg gip Qud min

It gap Phan (g pii phin vé

Rébi loan ndi tiét

[t gip Suy thwgng thin, suy giap

Hiém giip Culmg gidp

Rii loan dinh duing vi chuyén héa

Rat thuimg gip Phit ngoai bién

Thuémg ghip Ha diréme buyét, ha kali mdu, ha natd miy

Cie roi loan tim thin B

Thudmp pip Trim cam, ao giac, lo du, it n_g; kich &éng. trang thai i lan

Rii logn hi thin kinh

M LoD
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Rit thtmg gap Whire déu

Thuiémg gfp Co gigit, run, dj cam, tng truomg lyc co, budn ngi, ngat, chang mat

it gap Phii ndo, l:-.:nh o do ting hl.l}-ﬂ ap, T logan ngﬂ-.,ll ﬂl.ip bénh than
kinh n%ﬁﬂj bién, thit diéu, gidm cam gidc, roi logn vi guie, rung gidt
mibyiEn cau

Hiém gap Bénh nfo gan, hi chimg Cuillain-Barre

Roi logn mat

Riit thuimg gip Suy giam thi lec (e nhin mé, rﬂﬁa-théy nguid v vl o cling mau
s3c¢ v and s¢rdnh sang)

Thuimg gip Xuiit huyét viing mac

it gap Com van nhan, phit gai thi, roi loan thin kinh thi gidc (ghm viém thin
kinh I;'lipgi&c}f viém cling mac, vigm mi mit, song thj

Hiém gip teo than kinh thi gide, due gidc mac

Riii logn tai vii mé dao

[t gap gidm thinh hye, chdng mat, i tai

Cic ri loan tim

Thuimg gap Whip nhanh trén that, nhanh nhip tim, chim nhip tim

[t gip = Rung nhi, loan nhip ngoai tim thu that, nhip nhanh trén thit, nhjp
|nbhanh thét

Hiém gip xoin dinh. bloc nhi thit hodn todn, bloe nhdh, nhip nit nhi thit

Rii loan mach

Thudmg ghp Huyeét dp thap, viém tinh mach cia

It gap Viém tic tinh mach

Rii loan hi hip, ngyc vi frung thit

Rt thuimg giip Suy hés hip

Thiremg gip hi chimg suy his hap cip, phil phoi

Rii loan tien hia

Rit thistmg gip dau bung. buon non, nén, tiéy chiy

Thuomg gap kb tidy, tho bon, viém mdi

it gap viem Ly, viém té wng, viem i, sung ludi

Riii logn gan mét -

Rt thuimg pap Bitt thémg %6t nghi¢m chire ning gan
|(bao gdm AST, ALT, alkaline phosphatase, gamma-glutamyl
transpeptidase [GGT], lactate dehydrogenase [ LDH], bilirubin)

Thirdmy glip ving da, vang da tic mit, viém gan

It gip Suy gan, gan to, viém till mdt, 561 mit

Rii loan da va mé dwdi da

Phiit ban

Rit thuémg giip

Thuimg gip Vigm da trée viy, phit ban sin vi thé, ngia, rung the, ban 4o

It gip Hoai tir thugmg bi nhiém dic. i chimg Stevens-Tohnson, hing ban
da dang, phi mach, w‘n nén, min ngta, dj ung da. quang doe tinh, ban
sfin vimge, ban déit sén, han xudt huyet, eczema

Hiém gép Gia porphyria, phit ban do thude cb dinh

Khong biét lupus ban do da*
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Rdi loan e xuong vi md lién két

Thudnyg gap Bau lung

it gap viem khop

Khéng biét Vidm ming xuwong* )

Risi Iogn thiin va i nifu

Thuimg gap Suy thiin cﬁp, tiéu miu

it gip_ Hogi tir ong thén, protein nigu, viém thin

Cée roi loan toin thin vi Igl ché titm

Rat thuimg gip Séit

Thiemg gip FYau ngue, phil mit. suy nhuoc, bénh g'llfmg cim, om lanh
Iit gzip phan tmg 1ai vi tri tiém

Clae xet nghicm

Thwimg gap Tlng creatinin mau

lﬁ;ﬁp Keéo dii kKhodng OTe trén dién tim ad. tang cholesteral mau.

* Cée tée dung khing mong mudn duge ke dinh trong qué trinh lew hianh thude,

MO 13 mgt 36 tac dung khing mong mudn

Thay cliti vi widc

Trong cae di liéu kél hop tir ba nghién ciu wong duong sinh hoc sir dung bit pha hén dich udng,
chc sai l¢ch vi gidic do thube di dwge ghi nhin & 12 (14%) cdc &6 tromg.,

e rii fogn thi i

Trong céc nghién ciu |dm shng, suy giam thi lyge bid voriconazole tit Lhuung, gdp. 'Imn[, cdc
nghn:n ciru diéu tri, roi loan thi gific do voriconazole rit thwomg gap. Trong cic nghién efru niy,
diéun trj ng.":n han ciing nhir diéw trj trong thix wian dai, khodng 21% cac i g by l|:ld:|-' dbi hoge -
tdng nhay cam cia thi gide, nhin méd, thay déi she pide hodic sgr éinh sang. Nhimg rbi loan thy gidc
ndy thodng qua va co thé hoi phuc hodn wdn. phin lém ¢6 thé hibi phue dung thiri lrunt,, g 60
phit vé khing co anh huimg v thi gide Mo ddi déng ké dwore phi nbdn trén lim séng. Co b’ing
chimg ve viéc glam divc 11’nh khi sir dung lity voriconazole lap lai. Cic réi loan thi g!a’lL thurimig
nhg, hiém khi din du: ngimg didu irj v khﬁng e lidn quiin dén di chimg trong thén gian dai. Cic
rii loan thi gife co the b lién quan dén nong 46 trong hu:;n:!. tuwomyg vivhoae ligu cao hon.

Cor ché tic dung chira dugre higt ri, mac di vi tri e dong hiu nhy o tal ving mac, Trong mot
nghién ciu wén nhitmg nguwdi tink ngoyén khoe manh nghicn edu vé anh huimg cia voriconazole
trén chirc ning ving mac, voriconazole giy giam bign dd dang sing cua dién viing mac d_-u
(ERG). ERG do luimg toc 46 ding dign trong viog mac, Nhilng thay d6i ERG khong phit mén
sau 29 npay disu tri va o6 the phuc héi hodn todn khi ngimg voriconazole.

D c6 nhimg bic cho hdu mai v nhilmg bidn ¢b ngoai ¥ kéo dai trén thi gide.
Phr ting frén oo

Cae phin img trén da phd bién & nhimg bénh nhin duge didu m bﬁng voriconazele trong cic
nghterj et 1Em séng nhimg thimg binh nhin niy céc bénh tiém dn trim trong va dang disge elid
trj mhicu thude ding thid. Phiin 1ém céc ruémg hop phit ban nhe dén trung binh. Ciéc bénh nhin
higm khi phﬁt trién cic phin émg da trim trong, bao gom hii chimg Stevens-lohnson, hoa tr
thuomg bi nhiém doc va hong ban da dang trong qud trinh diéu 1ri hﬂﬂg voriconazole.

Niu mit bénh nhin phat ban, ngwii nay nén dwee thee ddi chiit ché va nén ngimg vorconazole
néu phat trién céc sang thuong. Cic phan tmg nhay cam voi dnh séng di duve bio cio, dic biét i
khi diu trj trong thé ginen dai,

K-
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P4 cd nhimg bdo cao vé ung thu té bau viy trén da cia nhimg bénh nhan dugc dida tri bing
voricanazole trong thoi gian dii, eo ché van chura duge bidt rd.

Cde xdt nghigm chire ndng gom

TV 1¢ cie bil thudmg transaminase ding ké tén lim sdng trong cac chuong trinh lim sing
voriconazole 1a 13,5% (258/1918) cac dai tsemg duge diéu irj bﬁng voriconazole. Cachbél thurimig
xét nghi¢m chirc niing pan ¢6 thé lidn quan dén nong 4 ong huyél iwomg vi/hode Tidu cao hom,
Phin lém cic vét nghiém chire ning gan bat thuimg hol phue hode trong qua trinh diéu trj ma
khitng cn didu chinh lidu hode sau khi diéu chinh lify, ki ca ngimg diéu 1.

Yorconazole ddi khi of lién quan dén cic trrimg horp die tinh teém trong trén gen & nhimg bénh
nhiin ¢é ciic hénh tiém dn trim trong khac. Bao gom vang da, cac tnomg hop higm bi viem gan va
suy gan ddn dén 1 vong,

D phlige

Trong mét nghién ciru nhan ma, so sinh, da trung tdm so sanh gilra vonconazole va itraconazole
dé dyr phong o nguir Ion va thidu nién df ghép 1 bio goc tao mau ma trwde db khing chiic nhidm
nam xam lan, ngimg voriconazole vinh vien do tic dung khing mong muon JE duge bao cio 0
39, 3% cdc doi tugme so v 39,6% cic dbi wgmg 0 ahdm iraconazole. Cée tic dung khong mong
muén trén gan do didu tri din dén noimg vinh vién thude nghién cir o 50 d6i teomg (21.4%) &
nhém didu trj bing voriconazole vi 18 doi twgmg (7,1%) & nhim itraconazole.

Bénk phan nii

Tinh an todn ciia voriconazole d& nghién ciru trén 285 bénh nhan nhi Wi tir 2 dén < 12 wdi dige
didu trj bing voriconazole trong cic nghién cim duge déng hoe (127 bénh nhin ohi) va chwong
trinh st dyng thude nhin dao (138 bénh nhin nhi). H so tac dyng khéng mong mudn & 285 bénh
nhin nhi ndy weong o vai o nguo kim, Cac di ligu hiju mai gei § ring cée phan fmg da (dfe bigt
la hisng ban) xudt hién nhida hon & bénh nhin nhi so vén ngudi lom. O 22 bénh ahan dudd 2 1
nhén voriconazole trong chwong trinh sir dung vi myc dich nhan dgo, Gie phén img sau (khing thé
loai trir mdi lién hé véi voriconazole) da duge o cdo: phan img nhay cam vii anh sang ( 1), loan
nhip tim (1), viém tay (1), tdng bilirubin mdu (1), thng cae enzyme gan (1), phat ban (1) va phiis
gai (1). DA co nhig hdo edo hiu mai lidn quan dén viém tuy & nhimg bénh nhin nhi.

QUA LIEU VA CACH XU TRI

Trong ede nghién ciu lim sang, ¢f 5 ruimg hop bi qua litu do vé . Tit ci déu 1 bénh nhin tré
em dirge nhin lidu gip 3 lin =0 vii liéu voriconazole truvén tinh mach duge khuyén cdo. Mot
triromg hop riéng 18 bj méc chimg sodnh sang trong théi gian 10 phit da duge bao edio.

Hién chua ¢o thude gidi dic die hidu cho voriconazoele,

Voriconazole co thé dio théi bing cach lpe miu voi 46 thank thai 13 121 mil/phat. Khi qua lidu, cd
thé sir dyng loc mau dé ho g logi voriconazole ra khai cor the.

PAC TINH DUQC LU'C HOC

Cir ché tic dyng

Voriconazole 1a mit thuiic khine ndm thude nhém triazole, Co ¢hé the dung chinh cia
voriconazole la e ché sy khir methyl cta 14 alpha-lanosterol due diéu hba biri cytochrome P450
ciia nim, 14 mt bute quan trong trong qua trinh sinh tng hop ergostero! ¢ia nﬂmt. Su tch lay
cac 14 alpha-methy] sterals ed lién quan dén sy gidm ergosterol trong ming t& bio nam sau d6 vi
t30 nén hoat tinh khang ‘né'l'l'l cita voriconazole. Voriconazole thé hién tinh chon loe hon dbi voi
eytochrome P-450 clia ndm so voi eée hé enzyme cytochrome P-450 cua dng vit e Vil

Mii lién hé gitra dwge ding hoe va dwge lre hoe

Trong 10 nghién ci tr Héw, trung vi cla nong dé huyét tuemg trng binh va toi da cua cée dbi
trgng trong cic nghién ol la 2425 ng/ml (khodng tlr phin vij tir 1193 dén 43R0 ng'ml) va 3742

VAL
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ngml (khodng tr phin vj tir 2027 dén 6302 ng/ml). M8i tuemg quan duemg giira ndng 85 hayér
treng trung binh, 10d da hode thi thiu cia vericonazole va higu qui trong cdc nghién el tr ligu
chira dhroe tim ra v mii lién hé nay chim dirge o ghién ciru trong cac nghién o phong ngira.

Phin tich Thege déng hoc - Daoe hre hoe cde dir lidgu ﬂg]uén ciru ldm sing di xac dinh méi tUOnIE
quan diremg gitra céc ndng 0 voriconazole trong hu'ra:i. Iromg va cac bat thudomg xét nghiém chirc
ning gan ciing nhu véi cde rdi logn thi gide. Viée didu chinh liéu trong cdc nghién ciu phing
ngira chwa diege nghién cing,

Tinh an todn vi hitu qua trén Bm sing

I vitre, voriconazole thé hién phd khing nam réng, co higu qui khing nim 481 véi ede loai
Candida {kr: ed O krusel L]'uing fluccnazole vh cde ching dé khing cia O glabraia va O

albicans), ed hoat tinh diét ndm d6i vai lat cid cie logi Aspergillus 83 thir nghiém, Hom nim,

voriconazole the kién hoat tinh digt ndm déi Vi cie nim giy bénh méi noi, bae gom cae loai it
nhay cam dii véi cdc loai thude khing nim ¢6 sin nhir Seedosporium hofie Fusarium,

Hiu qué trén 1am sing duge xdc dinh 1 dap img hodn toan hofie mit phin, ¢ dinge xée dinh ddi
vin Aspergillus spp. bao gom A. favus, A fumigams, A torreus, A miger, A. midulans; Candida
spp.. bao E.-ﬁ-m C. afbicans, C. glabrata, C. krusei, C. parapsilosis va C. frapicatiy; va mot sb
logmg eo gict han cha O dubliniensis. C. inconspicsa va C. guiiliermondii, Scedosporium spp.,
bao pdm & apiospermum, 8. prolificans, va Fusarium spp.

Cie trutmg hop nhidm ném khac da duoc digu i fﬂmﬁng cho dip dmg hodn wan bodc mét phan)

bao pdm céc tnimpg hop di duoc phin l8p coa Altermaria spp.. Blastomyces dermatitidis

Blavtoschizomyces capitarus, Cladosporivm spp., Coccldioides immitls, Comidiobolus coronatis,

Cryptococcus neoformans, Exserolilum rostratwm, Exophiala spinifera, Fonsecaea pedrosai,

Madurella mycefomatis, Paecilomyces [Hoectwes, Pemictiltum spp. bag pom P marneffei.

Phiglophora richerdsiae, Scopulaviopsis brevicawlis va Trichosporon spp. bao gom nhiém T

beipelis,

Hoat tinh in wire ching lai cée ching phin ldp trén lim sang d3 dupe ghi nhin déi v

Acremonivim spp., Alternario 5pp.. Bipolaris Spp-, {',.I'udq,!?hmfnphwﬁ spp., vd Hisioplasma

eapsulatum, hiu hEt cde chiing b fie ché béi voriconazole o ede nong d§ trong khodng 0,05 d4én 2
ug'ml

Hoat tinh Jn virre khéng lai cae e nhin gdy bénh sau da duge the hign nhime chim rd ¥ nghia

lam sing : Curvidario spp. va Sporothrix spp.

Cic nguwong gia trj

Cac méu nudi edy ndm va cdc méu thi |1g]1|én1 thich Eu,:p Khac {luu-.él tharth, m& bgnh hoc) nén

duoe Iy trinde khi didu tr] dé phan 1ap vi xdc dinh cdc vi sinh vt giy hénh. Co thié 1ién hanh diéu

trj trure khi co kit gud nudi n.ﬁ;, vit che kit qud pghién ¢fu trong phing thi nghigm khdc, tuy
nhién. mit khi &3 ¢6 két qua, cin didu chinh thude digu tri cho phi hop,

Cac lodi thaimg pdy nhilm & ngwin bao ;um C. alhicans. C. parapsilasis, C. troplealis, C
glabrata vi C. krusei, 13t ca déu thé hign nong do irc ché t5i thidu (MICs) dudi 1 mg/L 86 v
woriconazole.

Tuy nhién, huq:t tinh im vitro cda voriconazole ching lai cde Jﬂm Candida khing thing nhﬁ'l Dic
hidt, d6i vii glabrata, gid 1 MICs cia vonconazole ddi vai cic chiing phin lip dié khing
Muconazole cao hon mdt cach 1:.- IE thudn so véi cde ching phin 1dp nhay cim vai fluconazole. Do
A6, nén cb Eing xde dinh loai ndm Caondida dén mire loai. Néu thir nghi¢m tinh nhav cdm déi v
thude khéng ndm cb sdn, oo thé din Zidi két qua MIC sir dung céc tidu chudn gid trj ngwdmg duge
thiét 1&p béi Uy ban vé thir nghiém d§ nhay cim ciachiu Au (European Committee on
Antimicrobial Susceptibility Testing - EUCAST).

Lac gia tn nguimg EUCAST

N Wy
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Lodi Candida Gid tri ngwrdmg MIC (mg/L)
< S {Nhay ciam) > R (P khing)
Candidia albicans’ 0,125 0,125
Candida trapicalis’ 0,125 0,125
Cundida parapsilosis’ 0,125 0,125
Cuandida gﬂ'ﬂbrum’? Chua dii bing chimg
lf‘am‘!dﬁ krasei’ Chira i bing chimg
|Chie Candida spp. Kircic® Chura di bing chimg

! Cac chimg cé che gaa tri MIC trén ngudmg nhay cam (8) hiém hodic chira duge bio céo. Cic xét
nghiém dinh danh va thir tinh nhay cam cia vi sinh vit trén hit k}r chung phan lip nioe phai co
”nl-.é. lap lai va néu két qua dwee xdc nhin, ching phin lip duge g dén mét phing thi nghidm déi
ichigu.
® Trong cic nghién ciu lim sing, ddp (mg véi voriconazole & nhimg bénh nhin nhidm C
glabrata thip hom 21% so véi C albicans, € paropsilosis va C. rapicalis. Tuy nhién, dip g
E,IHJ:I'[ nay khing fuong guan v MICs t..ing

Trong cdc nghién elm 1am smg. dép img vari voriconazole & g nhiém O krused tuomg tir vir
C albicans, C. parapsifosis va € Irrj;rffdfn Tuy nhién, do chi cé 9 trudmg hgp co sin dé phiin
tich EUCAST, hién chira & bing chimg dé thiét lap nguimg [dm sing cho . krused.

4 EUCAST ciura xac : dinh gia tri ngudng khdng phy thuge lodi cla voriconazole

Kinh nghi¢m lim sing
K&t qua thanh eéng trong phiin nay dwee xdc dinh 13 dip img hodn todn hay mét phan
Nhifm nim Aspergillus -hidu qua irén nhimg bénk nhin ahiém ndm Aspereiiius tén hromg xdy

Voriconazole of hoat tinh digt nam Aspergillis spp in vitro. Tinh hidu qua v led ich sémg sét -::t‘m
voriconazole so vai amphotericin B truvén thing rong didu trj ﬁau tay cho nhiem ndm
Aspergilius xdm lan dwoc xic dijnh trong mt nghién ciu da trung tam, ngau nhién, nhiin mér trén
277 bénh nhin suy gidm mién -:I]n:h diéu trj trong 12 tuin. Voriconazole duge truyen tinh mach
vir lidu tin cﬂng la & mgkg mbi 12 51411 trong 24 gid dau, licu duy trl sau do la 4 mj;,r’k;; mii 12
ity trong 1 thidu 7 ngay. Sau do, cd thé chuyén sang dang udng vii lidu 200 mg méi 12 g,
Trung vj thixi gian trsyén 1inh mach voriconasole 1a 10 ngay (trong khoang 2 - 85 ngay). Sau khi
truyén tinh mach voriconazole, trang vi thin gian udng voriconazole 1 76 ngiy (khoang tir 2 dén

232 ngdy).

I{? rng todan cdu thia dang (giai quy:i mit phin hedc hﬂﬁn todn Tt ca cac tridn chimg, déu
h.n,,u1 t thutmg khi chyp X-quang/chup phé quin cb tai thi diém ban dau) duge ghi nhin & 53%
bénh nhiin dwee didu td bing voriconazole so vai 31% bénh nhén dwge dida tri ]JEIJ'lE thude dbi
chimg. Tv 1¢ sing sot 84 ngay doi -.rm variconazale ean hom ¢b § n%hin théing ké so v lhum: i
chung va lg ich eo ¥ nghTa vE mat thrrng ke vi ldm sing nghicng v& phua voneonazole ci vé thini
gian dén 1Gc U vong va vE théi gian dén 1o ngimg thude do dde tinh,

Nghién eiru nay xéc nhin lgi céc phit hign e mdt nghién ciu titn ciru e do, cho két qui tich
cuc & nhitng dbi womg cd ciic }-éu 10 nguy cor vl tién ligmg xdiu, bao ghm bénh méanh ghép ching
!a.t vit chil v dic bigt 1 nhifm khuin ndo (thing 1]1Lr£:mg ed 1y 18 tir vong hiu nhu 100%). Cic
nghién ciru ndy bao gdm cdc nhidm Aspergiliuy & ndo, xcang, phai va rii rhe & ehimg bénh nhin
ghép tiy xwong vi co quan ngl tang dic, bénh mau dc tinh, ung thir va AIDS.

Mhifm candida méu & nhime bénh nhén khdng bi gidm bach cau trung tinh

Hiéu qué ciia voriconazole so v phic 46 chita amphotericin B va fluconazole sau do dé digu tr
du tay nhifm candida mau duge xde dinh rong mit nghién el cd ddi chimg, nhian md, 370

bénh nhin khéng bj gidm bach ciu trung tinh (trén 12 whi) nhiém candida méu da duge dua vio
nghién ciu, trong d6 248 bénh nhin duge didu i bing voriconazole. 9 dbi nrgmg trong nhém
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voriconazele vi 5 ddi trome trong nhom amphotericin B va fluconazole sau do céing nhiém ndm
di duoe chimg minh vé mt ndm hoe & mé s, Nhimyg bénh nhin bi suy thin duge logi trir khoi
nghien cire nay. Trung vi thid gian didutr la 15 nga} & ¢a hai nhim diéu trj. Trong phén tich ban
diu, dip img thinh {:ung theo Hu;u dong danh gid dit ligw (Data Review Commitiee — DRC) (da
dirgre Lim mi doi vai thude nghién cirnu) dwoe dinh nghia 13 gidi quyéticdi thign tt ¢ cac diu higu
v triéu chimg ]ﬂm siing cita nhidm nam cung vol sir logl bo Candida khoi mau va cac vi nhifm
& md siu 12 wadin sau khi két thie didn tri. Nhimg bénh nhin khéng dwvoe dénh i 12 tudn sau khi
két thilc didu tr dwoc xem 14 digu i3] Fhal bai. Trong phin tich nay, dip ime thanh cong duge ghi
riiin & 419 bénh nhin & ci hai nhom didu tej.

Trong mdt phin tich thir cép, sir dung danh gid DRC tai thid diém dinh gid cudi cing (két thic
dién trf, hodic 2. 6, hodic 12 twdn sau khi két thie diéu ) voriconazole v phéc db chira
amphotericin B va fluconazole sau do da oo ty 1€ dip ing thinh cing teong Gng  65% va 71%.
Prinh gid cta cde nghién el vién vé két qua thinh céng & méi thii diem dwge thé hién trong
bang sau:

— Voriconazole Amphotericin B —+ Muconazole
Thiri diém “(N=248) 4 (N=122)
K&t thite didu tr B 178 (72%) ' B8 (72%)
2 tudn sau khi két thic diéu tri 125 (50%) == 62 (51%)
6 tudn sau khi kél thisc didu rj 104 (42%) 55 (45%)
12 tudn sau khi két thic didu i 104 (42%) 51{42%)
Thid ida khang tri n

Nghién cim gom 55 bénh nhin nhiém nim Candida todn thin khing tr) ndng (bao gom nhiém
Candida mdu, nhifm ndm Candida rai e va xam Mn khéc) khi cde thude kbdng ndm truce do
khing cd higu qua, dic bigt 1a fluconarnle - Pdp fmg thinh eéng diree ghi nhin & 24 bénh ﬂh;f'l.!_']
(15 ngudd ddp (mg hodn wan, 9 nguiri ddp (mg mdt phin). & nhimg logi khing phai albicans dé
khiéng fluconazole, két qua thanh céng duge ghi nhin & 3/3 dbi twong nhidm C krused (dip img
hodn todn) v 68 d8i twomg nhidm O glebrate (3 ngudi 4dp img hodn todn, 1 nguwid dap dng mit
phdn). Dir ligu hidu qua ldm sing duge hd tro bai cac dir lifu han ché vé tinh nhay cim

- H B ' v g .
Nhicm nim Scedosporium v Fusariam

Voriconazole duge cho 14 co hidu qua ching lai céc bénh nim hifm sau:

i‘fedﬂtpm fuim Spp.: Dip tmg thinh cong déi vii voriconazole di duge ghi nhin @ 16 bénh nhin (6
nguii o0 dap tmg hodn toan va 10 ngwin o6 dip img mit ph.ﬁn} ir 28 bénh nhin nhlém s
apiasperntum v & 2 h&nh nhin (déu dip img m:;ht phin) trong s6 7 binh nhin nhi#m nam &
prolificans. Hom nira, mgt dap (mg thanh céng ciing dwge ghi nhin & | trong 3 bénh nhin nhiém
ndm géy ra bid hon mit loai ndm bao gbm ca Scedosportum spp.

Fusarfum spp.. 7 bénh nhén (3 ngum ‘dap umg boan todn. 4 nguol dap img mit phiin) trong s6 17
bérh nhin durg | dicu tri thanh cong hﬁ.ng voriconazole, Trong 6 7 bénh nhin ndy, 3 b¢nh nhin bj
nhiém ndm & mét, 1 ngur bj nhiém & xoang v& 3 bénh r:han bj nhiém nam rdi rac, Thém 4 binh
niin nhiém nam Fusarivm piy ra boi nhiéu loai, 2 trong sth do e két qua ditu tri thinh edng.

Phin lém nhimg bénh nhan duge diéu trj bing voriconazole dwgc dé ip & trén nhifm ndm hidm
khiing dung nap hodc dé khing v thude dicu tr trude dé.

Phiong ngim buoc diiu déi vird nhiém nﬂm xdim lin — Hitu
tao mdu (HSCT) ma khéng nghi ngi hodc chdc chan bi nhi

Voriconazole duge so sdnh vii iteaconazole nhy bigén phap phéng ngira bade dau trong mét
nghién cini da trung tdm, so sinh, nhiin mé & ngun 1om v 1|‘11:u nién nhin 1é b gé.: tao mau d
ghép ma khing nghi ngir hodc chie chin bi nhiém nfim xdm lin trrde 46, Thinh edng duge dinh
nghia 14 ¢d kbd nang tép tue phn:rng ngira béing thudc n[_rhlf,‘n ¢l k*mﬂﬁg 100 ngdy sau khi ghép i
hio phe tpo mau (ma khing ngimg thube = 14 ngay) va song sot ma khing o6 bing chimg nghi
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ngd hoge chic chin nhigm ndm xam lin trong 180 ngiy sau khi ghép té i g o miu. Nhom
chi dinh dé didu tr &b diéy chinh (M I"T'I hao gom 463 nhin té bio goe tao mau dj gl‘mp Vi 45%
cnth nhan bi bérh bach clu déng tiy f-ﬂp tinh. Trong & tit ¢4 bénh nhin, $8% duoc sir dung phi
d rhu:m bi logi ba tiyv. Phong npira bng thudc nghién ciu dwoc thie hign ngay sau khi ghép @
1w ma; 224 nhin voriconazole vi 241 nhin itraconazole. T.l'IJ.TiE vi thisi gian phéng ngia

nghién cim 13 96 ngay i véd voriconazole va 68 ngay doi voi itraconazele trong

I'Jhclm MIIT
T9 1¢ thanh edng va cde diém két thie thir cdp duge trinh bay trong béng sau;

: g0 oo (Voriconszole Iirsmnnmltj Sir khac higt trong ty 1§ PRTIEN,
iem két thic nghién ¢tu | oy | N_241 | va 4 tin ey 95% (c1) | G
T . . ' 16,4%
I'hanh cong & ngay 180 109 (48, 7%) | 80(33,2%) (7. 7%, 25,1%)** 0,002+

15.4% ad

Thinh edng & ngiy 100 121 (54,0%) | 96 (39,8%) (6.6%. 24,291+ 0, 0006
Hodn think dén ngay 100 14.6%
sit dung thuoc nghién e 120 (53,6%) | 94 (39,U0%) 0,0015
A& phong ngia i, 23,390

: , 0,494

: - 2,1%) | 197 (81,7% Fad
Séng s6t dén ngdy 180 184 (82,1%) [ 197 (R1,7%) 026.6%. 749%) 09107
Phat trién IFI (nghi ngo P
hofic chiic chin) dén ngay| 3 (1,3%) 5 (2.1%) oy 0,53
180 [-3,1%, [.6%:)
Phit trien IFT (nghi ngd 0.8
hoiic chile chiin} dén ngay| 2 (0,9%) 4(1,7%) It (1.43%0
100 [-2.8%, |,3%)
Phat m'-:’zn IF1 (nghi ngdr 1.3, -
hode chiac chin) trong khi il 3 (1,2%) 0313
sir dung thude (-2.6%. 0.2%)

* Diém két thie chinh cia nphién cim
*#+ Sy khiic bigt vé 1y 18, d6 tin clv 95% va gid t p thu duge sau khi diéu chinh cho st ngdu nhién

Ty 1€ TFT ¢ gid tri nguing dén negdy 180 va diém ket thuc chinh ¢lia nghién ¢l (thianh céng o
ngdy 180) dbi v bénh nhan bi hénh bach cilu démg tiy cdp tinh va phéae do chuan bi loai bo iy
duge trinh by trong bing sau

Bénh bach clin déng tiy cip tinh

—— - wll—w
Nguimg IF1 - Ngiy 180 I (1.0%) St {--t,l:ﬂ;fffm ‘e
I'hénh eéng ¢ ngay 180° B 33 (36,1%) 43 {41,3%) il I-I;-%‘I ::;?::;;,ﬂﬁn

* Piém két thise chinh cila nghién ci
#* Sir dung bién dd 5%, khong c¢ sy kém hom dwge xic dinh
#o+ Sy khdc bidt vé t¥ 16, db tin ciy 95% thu dirge sau khi digu chinh cho sy ngdu nhién

Phae di chudn bi loal tiy
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: Voricanazole | ltraconazole | Sw Khde biét trong ty 18
it thile nghién ciru (N=125) | (N=143) | v d tin edy 95% (CI)
Niguomg [F1 - Ny 180 x : U3%
[Niutmg IF1 - Ny (1.6%) (2,1%) (=3,7%, 2,7%) **
. . 70 53 20,1%
Thinh sorig o ngay 180* (56,0%) (37.1%) (8.5%, 31.7%) 44

* Didm két thiic chinh cia nghién clu
** Sur dyung bign 5%, khéng ob sy kém hom ducee xdc dinh
**% Qi khdc biét vé t3 18, d6 tin ciy 95% thu duoe sau khi diéu chinh cho sy nglu rhién

Phing ngira thit :r:‘ip n]:niE:rn nim xim Lin — Tinh hi¢u gua & ehimg npyin shép 18 bio pic tao mau
nehi npdr hode chic chiin nhifm ndm xém En frude &,

Voriconazole dugre nghigén el nhu thubc phing ngia thir cip trong mot nghién cou da trung t@m,
khéng 6 thube 46i chimg, nhin mér & ngwii nhin t¢ bao goc tan mau di ghép trrimg thank nghi
ngér hofic chic chin nhiém nim xim En treoe do. Diém két thic chinh 1a 1 1§ xuét hi¢n nhicm
nam xdm lin nghi ngér hofie chile chiln trong sudt niim diu tién sau khi ghép té¢ bao g Wwo mid.
Nhom MITT gdm 40 bénh nhin nhiém ndm xdm lin tude 36, bao gom 31 bénh nhin nhiém
Aspergillus, 5 bénh nhin nhifm ndm Candida va 4 bénh nhén nhi¢m nam xém lin khac. Trung vi
théri gian phong ngira bing thude nghién et 13 95,5 ngay trong nhim MITT.

Nhi&m ndm xfm lin (nghi ngd hojie chiic chiin) & 7.5% (3/40) bénh nhin trong sudt nfim dau tién
sau phép té bao oic o miu, bao pdm | ngudi nhidm ndm Candida, 1 nguwdi nhifm
Scedosporium (¢4 hal ddu thi phdt tr nhifm ndm xém Jan tnrec 48) va | nguid chidm
Zygomycota. Ty 16 song so1 0 ngdy 180 ki 80,0% (32/40) v | nim I 70,0% (28/40),

Then gian diéu tri
Trong céc thir nghiém Iam sing, 705 bénh nhin nhin voriconazole hon 12 tusn, véi 164 bénh
nhin nhin vorconazole ko & thang,

Bénh nhén nhi
61 bénh nhén nhi tir 9 thang dén 15 twdi nghi ngdr hode chie chin nhidm rhim x&m lan dugc dicy
trj bang voriconazole, boo gom 34 bénh nhin tir 2 één < 12 twbi vi 20 bénh nhin 6r 12 deén 13
L.

Phén 1ém (57/61) bénh nhin thit bai v cde thude khing nam trirde do. Nghién cin bao pom §
bénh nhin twdi tir 12 dén 15 tudi, nhimg bénh nhin con lai nhiin voriconazele theo churmg tinh
s1r dung thudc nhin dao, Nhimg bénh tiém in & nhimg bénh nhin nay hao adm bénh méu e tinh
(27 bénh nhdn) va binh u hat man tinh (14 bénh nhany. Nhim nim duge dig t phi bién nhit [
nhiém Aspergillus (43761, 70%).

et nghiém lim sdne xde dinh khoang (T

MOk nghién edu bt c8p sir dyng liéu den, ngiu nhién so sénh véi gia duoe @& dénh gid anh hémg
trén khang QT & nhitg ngiré tinh nguyén khoe manh duge thyre hién trén ba licu uing cis
voriconazole va ketoconazole. Sy gia wing khoang Q7T 16 da trung binh duge didu chinh dua trén
gi# duoe so voi ban diin sau khi sir dung 800, 1200 va 1600 mg voriconazole twong fme 13 5,1, 4.8
vl 8,2 msec vi 861 voi ketoconazole 14 7,0 msee, Khong ¢o doi nmmg ndo trong nhom gia ting
QT = 60 msec so voi han dau. Khéng ¢d ddi tuemg ndo vt aguedmg 500 msec.

PAC TINH DUQC DONG HOC
Ciic dic tinh dwge dong hoo chung

Disgre ddng hoe ez vericonazole dwoc xéc dinh trén nhimg d6i nuong khoe manh, trén nhimg dbi
tugme die bidt va trén bénh nhin, Trong khi 50 dung voriconazole dang udng 200 mp hoje 300
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mg 2 lin/ngiy trong 14 ngiy & nhimg bénh nhin cé nguy ceo b nhiém Aspergillus {chi vl &
nhimg bénh nhén bi 1 dc tinh & hé bach huyét hofic hé tzo huyet), cie die tinh duge ddng hoe 43
ghi nhin sir hip thu nhanh chéng vé khing didi, syr tich liy va duge ding hoe khang mayén tinh
phit hop vl nhimg gi quan sét duge & nhimg doi nromg khoe manh.

Dure dong hoc eda voriconazoele la khing tuyén tinh do s bio haa chuyén hda cia nd. Khi ting
liéu, s gia ting nbng d§ cao hon so vGi 1 18, Trung binh, ting liéu uéng tir 200 me 2 lin‘ngdy
lén 300 mg 2 lin/ngay dan dén ting tidp xtc pdp 2,5 lan (AUCT). Liu duy tri khi sir dung dubmg
uéu1g 200 mg (hofic 100 mg & bénh Ilh&n durc 40 kg) dat duge phod nhiém voriconazole twong r
v truyén tinh mach 3 me/kg. Mt Libu duy trl &0 dang dirdmg uong 300 mg (hode 150 mg ddi v
nhimg bénh nhén dudn 40 ke) dat duge sy l::uEp x0c tromg L voi 4 me/kg wuvén tinh mach. Khi sir
dung lidw duy tri ruyén tinh mach hodc uong, néng dj trong huyet iremg gin vai trang thai in
dinh dat duoe trong ving 24 gy s1r dung thudc dﬁl:l tén, Khi khdng cd licu tin cong, xay ra tich
lily thude trong sutt nhimg ngay sir dung nhicu lidu 2 lin‘ngdy vin ndng d¢ voriconazole trong
huyét tromp & trang thii 6n dinh dat duee vao ngay 6 & phiin 16m doi tuong.

Hiip thu

Voriconazole duge hip thu nhanh ching va hoan toan sau khi uéng véi néng 46 1 da rong huyé
tuomg (o b dat dupe 1 — 2 gidr sau khi Lu_img. Sinh khd dung tuvét ddi clia voriconazole sau khi
udng dwoe dinh gid 1a 96%. Khi sir dung nhiéu liéu voriconazole cing vii bita &n gidu chit béo,
Chm i AUCY piam :u-:qé.ng khoang 34% va 24%. Sy hip thu eda voriconazole khing bj anh
huimg hévi nhimg thay 861 trong pH da day.

Phin b

Ihié tich phan bé & trang thii 6n dinh cita voriconazole duge win tinh 13 4,6 Lkg goi ¥ ring cb sy
phiin bé ring rili vilo cde mo, Sy gian két protein huyét tong dirgre wie tinh 18 58%, Mau dich néo
tay tir § bgnh nhin trong r:hmmg trinh sir dung thudc nhin dao cho thay ning 4§ cha voriconazole
o mire o6 thé phat hién duge o tat ca cac bénh nhin.

E_I‘gﬂﬁl sinh hoe

Céc nghidn el in viro cho thiy voriconazole duoce chuyén héa béi cdc isoenzyme cytochrome
P450 CYP2CIS, CYP2CY va CYP3IA4 & gan

S khac biét duge djng hoco cua voriconazole gifka che ¢ thé la it lém,

Cic nghién ciru in vivo chi ta ring CYP2CI9 tham gia déng ké vio sy chuyin hoa cla
voriconazole. Enzyme ndy thé hién sy da hinh vé kidu gen. Vi dy, 15— 20% din s Chilu A ¢6 thé
duge mong dot 1a nhimg nguii chuyén hoa kém. D6i voi ngudni da tring va ngudi da den, 17 1§
nglrfw'i chuyén hia kém 13 3 - 5%. Céc nghién clru duge thire hién trén nhimg doi twgng ngwon da
trdng vo nguii Nhit Ban khie manh cho thiy nhimg ngudi chuyén hia kém tidp wie v
voriconazole (ALTCr ) cao hem gﬁp 4 14n ngwiri uhu;rén hia manh ¢b kidu gen ﬁﬁnglhw tir. Nhimg
ngudi chuyén hoa manh cd kiéu gen di hop o tiép xic voriconazole cao hon gap 2 lan so v
nhimg nguid chuyén héa manh cd kiéu gen dang hop 1

Chét chuvén héa chinh cla voriconazele 14 N-oxide, chiém 72% chit chuyen hoa ed ddnh diu
phong xa lru hinh trong huyét trong, Chét chuyén héa nity ¢ hoat tinh khing nim rdt thip va
khéng gép phin vio hidu qua khing ndm chung cia voriconazole,

Voriconazole duge dao thai thdng qua se chuvén hia & gan vol dudi 2% lidu duge dho thai dud
dang khang déi qua nusde tidu

Sau khi sir dyng voriconazole duge danh déu phong xa. khodng 30%% hoat tinh phong x3 dwge tim
dﬁy trong mude tiéu sau khi truyén tinh mach nhidu lieu va 83% trong nudc titu sau khi udng
nhiéu liéu. Phin 1om (> 94%) tdng hoat tinh phong xa duge dio thai rong 96 gitr sau khi truyén
tinh mach vi udng
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Thin gmn bdn thai pha cubi cha voriconazole phy thude vio liéu va khodng 6 glnnrh::u 200 mg
khi sit dyng duimyg udng. Do dwge ddng hoc khong tuyvén tinh, théd gian ban thii pha cuni khdng
hifu ich trong viée duir dodn sy tich [y hode dao thai voriconumzole.

Dhroe déng hoe rén nhimg 4 lwomg dic bigt

Gidi tin]

I'eong mit nghién ciru da lidu sir dung dudmg uf'mg Cuse ¥a AUC & nhimg phy nir tre tadi khie
mamh ¢ao hem wong dng 13 83% vd 113% so voi nam gidgi tre tudi khie manh (18 — 45 tadi),

Trong eing nghién efm, khang cb sur khie higét ddng ké trong Cua v AUCT dugc ghi nhin giim
nam gidi cao tudi khoe manh vd phy nit cae di khoe manh (= 65 woi),

Trong mét chuomg trinh lim sang, khong co dlidu chinh lidu nao duoe thre hién dua trén gidi Lnh,
Ho so an todn va nnng di trong hu*.'Et twemg duge ghi nhin ¢ nhimg bénh nhan nam va nit la
tucng tir nhaw. Do di. khing can diéu chinh licy durn trén gidi tinh.

M can tui

Trong mdt nghién cima da liéu sir dung dudmg umg___ e v AUC & nhivng nam gici cao i khie
manh (= 65 tubi) cao hon tromg dmg 4 61% va B6% so voi nam gidd tré tudi khoe manh (18 - 43
tudi). Khing ed sy khic bigt cé ¥ nghia trong Ca v AUCe dupe ghi nhiin giita cic phy nir cao
tudi khoe manh € 65 twdi) v phu nit e wdi khde manh (18 — 45 wai),

Trong céc nghién cuu dicu trj, khing ch ditu chinh liéu ndo duoc thire hign dura trén di o Mt
méi lién hi gitta nong 43 trong hu_-.-el furomg vi 4§ i 93 dupe ghi nhin. Tinh an taén et
voriconazole & nh{'m;. bénh nhin tre tudi va cao tudi 14 tweng 1 nhau va do do, khong cin thiét
didu chinh liéu di v bénh nhin cac tudi.

Bénh nhin nhi

Liéu khuyén cao o iré em v thiéy nién duge dyra trén phén tich dirge dong h-:u. dan 50 Ur cac dir
lidu tir 112 bénh nhin nhi bj suy giam muE*n dich ¢d 4§ tuEu tie 2 dén <12 i va 26 benh nhan
thi€u nién bi suy gidm mién dich co 4§ tum tu 12 dén <17 tudi. Truyén tinh mach nhiéu lidu 3, 4,
6, 7 v B mgkp 2 ln/ngay va udng nhidu lidu (sir dung bt pha hin djch ubng) 4 mg'kg, 6 ma'kg
va 200 mg 2 lin'ngay duec danh gm trong 3 nghién ciu duqu: dang hoe & tré em. Lidu tin cong
khi truyén linh mach Jé 6 mg'kg tiém tinh rl'ruu:h 2 lin vho nghy 1, sau d6 la 4 meke tiém finh
mach 2 3 lan‘mgiy v utng vién nén 300 mg 2 Eu.nmga}' duge dénh pid trong mit nghién ciu duge
ding hoe trén thiéu nidn, Sy khic biét gitta cdc d6i tuemg duge ghi nhin & cde binh nhén nhi lon
hom 5o vl o ngrod [om.

Qo sdnh che dit lidu duge dong hoc din 56 o bénh nhin nhi vil gt 16m chi ra riing phai nhiém
toan thin {-’nUEﬂ dm;n: dir dodn & tré em sau khi duge u'u}-l!:n tinh mach lidu tén cing 9 mg'kg
tromg b véi & ngwii lom sau khi truyén (inh mpeh lidu tn cang 6 mg/kg. Phoi nhidm toan thin
duge dy dodn & 1€ em sau khi tiém 1Tnh mach Héu duy il 4 va & my,'kg, : Eﬁu’nga_'p tuong 1 v O
mguroi lom dugre rm:r:n tinh mach 3 va 4 my“kg 2 iﬁm'llgay Phar nhiém toén théin duwee dy dodn o
tré em sau khi vong liéu dugr' tri 9 mpkyg {_1:11 da 1a 350 mg) 2 ]ﬁrb'nga}r turomg Ly vir O ngutﬂ [&m
sau khi wong 200 mg 2 ldn/ngiy. Mt licu truvén tinh mach 8 mpkg 58 cho phei nhifm v

voriconazole cao gap 2 1an so voi lidu vong % mg/ke.

Liéu truyen tinh mach duy tri & nhimg hénh nhfm nhi cao hom 5o voi nguin 1om phin danh kha niang
dio thai & bénh nhin nhi cap hen do oo chi 50 khéi ganfeor thé cao hom. Tuy nhién, sinh kha dung
durtmg :.lénnﬂ e the bj gici han & nhimg bénh nhin nhi kém hdp thu hodic co cin nidng rat thap so
viéri di tudi. Trong truimg hop d6. khuyén cdo truyén tinh mgch voriconazole,

Tigp wilc vii voriconazole & phin lén bénh nhdn thitu nién twemg tw véi & ngudi 1om duge nhin
cling lidu dida tri, Tuy nhién, tidp xGe v voriconazole kém hon & nhimg thicu nién nhd tudi hom
eé cdn nang thip so vél vl ngued lom. Hiu nhu nhimg dii nrong nay co thé chuyén héa
voriconazole gidng v tré em hom so véi ngwin Iém. Dya trén phin tch duge ding boe dén s,
thicu nién tir 12 dén 14 mdi cin nang dwdi 50 ke nén duoc nhin licu nhw liéy e tré .
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Suy thin

Trong mdt nghién ciru udng lidu dom 200 my & nhimg ddi tgmg c6 chire ning thin binh thuimg
hodc suy thin nhe (d6 thanh thai ereatinine 41 — 60 ml/phit) dén suy thin ning (dd thanh thai
creatining < 20 ml‘phit), duge djng hoc cla voriconarole Khong bi anh hwéng ding ké bon tinh
trang suy gidm chire nfng thin, Su pan két protein trong huyeét huemg eda voriconazole tuomg i
nhban & nhimg doi womg bi suy thin & cae mirc &) khéc nhau,

Suy gan;

Suu mdt lidu wbng duy nhdt (200 mg), AUC & cie dbi urong bi xor gan nhe dén trung binh (Child-
Pugh A vA 1) cao hon 233% so vdi nhing di tugmg ¢é chire ning gan binh thuimg. Sy péin ket
v protein khing bj Anh hrdmg bé tinh trang suy giam chire ning gan.

Trong mdt nghién e sir dung da licu ubng, AUCT & nhitng d3i tremg bi xo pan trung binh
(Child-Pugh B) sit dyng lidu duy tri 100 mg 2 Bn/ngay teong e vii ahimg d6i wpmg co chie
ndng gan binh thutmg duee nhin 200 mg 2 lan/ngay. Khong cé dit ligu duge ddng hoe nao oo sin
¢ nhimg hénh nhin bj suy gan nang (Child-Fugh C).

DU LIEU TIEN LAM SANG

Cic nghién ol déc tinh lieu 1ap lai véi voriconazole chi rz ring gan 13 co quan dich. Bje tinh
trén gan xuat hign khi tiep xtc trong hury€t tiromg tuemg Ly v(i nhimg gi ghi nhin duge & ligu di¢u
tri & ngui gidng nhur Cfl-l:hihlli"ﬂ.‘ khing nam kiie, CF chudt eong. chudt nhit v chd, voriconazode
ciing pay ra nhimg thay dii nho & thin. Cae nghién ciry cd difn ve duge lyre oo an todn, dic tinh
trén gen hodic tinh sinh ung thar khéng cho thay mii nguy hiém die bigt d6i véi nguwon,

Trong céc nghién ciu trén b sinh san, voriconazole cho thiy tic dyng gdy quai thai & chadt cong
v die tinh trén phdi & tho khi tiép xc todn thin twomg dueng vai nhitng gi thu duge ¢ nguii o
lidu di¢u tri. Trong cdc nghién ciu v sy ghét tricn trurdre va sau khi sinh & chudt phoi dhiém v
thude & lign thip hon ligu thu dwge khi dieu tn @ nguii, voricenazole gay keo dai thér man mang
thai va chuyén da va piy dé kho dan dén tr vong & me v gidm kha ning song sol cg con non.
Anh huémg trén qua trinh sinh con ¢ thé duoe diga hoa theo cdi oo che dic tnmg cho lodi, gom
giam ndng d§ oesiradiol, phi hap véi nhimg g duge ghi ahin i véi cée thute khing nim thude
nhom wrole khic. Viée sir dung voniconagzole khimg giy suy giam kha nang sinh san & chudt edng
dwe va cdi khi phoi nhidm & lidu tong 1w ligu dicu rj @ gL,

QUY CACH PONG GOI

Hap | vix 15 vién,

PIEU KTEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC

Bis quan: Bao quan & nod khd mdt, khimg qua 30 °C,

Han ding: 24 thing k& tir ngay sin XUt

Tiéu chuin chit lwgng: TCCS.

TEN, PJA CHi CUA CO S(PSAN XUAT THUOC

Mylan Laboratories Limited,

F-4 & F-12, MIDC, Malegzon, Tal, Sinnar, Nashik — 422 113, Maharashtia State, An g,
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