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Rx Thude nay chi ding theo don thadc

VORIKANDIN 200 mg

Dié xa tdm tay fré em
Doe &7 huecng dan suw dung tridc K dimg ) .
Thang bda che bac sTuhimg tde dung kedng marg muan gap phai b swe ding thude

1. THANH PHAN CONG THUC THUOC: M3 1 I chira:
Thinh ph.;.fn elirgre chet: Voriconazole 200 mg
Thank phan id dege: Sulfobuty] ether beta cyclodextrin natri.

1. DANG BAO CHE: Bt ding kho pha tiém
Wi ta sin pham: Bdt déng khé méu ting.

A, CHI DINH:

VUR[KN‘JDIN 200 mg 14 thude khdng ném triszale ph rdng v duge chi dinh & ngudi Iém va tré em

tir 2 tudi tedr 1én trong cac truimg hop nhidm ndm sau;
FYidu ] Asperstlius xim lin

Trong cac thir nghiém lam sing, phin lém cde chimg ]:lhan Iap duge 1& Aspergiltiug fumivatus. Co mit so

it truemg hop méc bénh &3 duge chimge minh gua nudi edy 1€ bio 15 do cde lodi Asperoiilns khic ngodi

A. fuiigatis

- Didy urj nthidm nim Candidea o bénh nhin hhung 1’mg hach ciu trung tinh va nhitm nam Candida cilc
mi siu khde nhir nhidm triing lan ta & da va nhiém tring & byng, thin, thinh bing quang va vét
lhl.rung

- Bénh ném Canelicin thyre quin.

- Diéu trj nhiém ndm nghiem trong do Scedosporivm apiospermum (dang vo tinh cie Peeudallescheria
boydiiy vi Fusariuwm spp. bao gdm Fusarium solani giy ra & nhimg bénh nhin khing dung ngp hogc
dé khang vai cac ligw phap khac,
< Nén Liy miu bénh phim dé nudi cay ném va cac nghidn el trong phong xét nghiém cé lién quan

khiic {bao gdm cd md bénh hoc) trui khi didu i dé phiin 1§p va xde dinh ching gdy bénh, Vide dicu

cdh thé duge thye hign trrde khi cd két qua nudi city vl cac xeét nghigm khic: Tuy nhién, khi co durge
nhimg két qué nay, ligu phip diéu tri khang ndm cdn duge thyre hién cho phi hep.

4. LIEU DUNG, CACH DUNG:

Cich dun;g

Hiedng ditee sir dyng quan tepng Ki sie dang & tit ca bgnd wivdn:

Voriconazole dang tiém cin phai hodn nguyén den 10 mg'mL vi pha lodng st dd thanh 3 me/mL hojc
it han tnrre khi dung dudi dang tidém rayén, voi e &6 101 da la 3 mp'ke mdi gio rong vong | dén 3
2idr.

Chi ding vun-.una..:-nie pha lofing 32 1iém biing cdch truvén tinh mach trong vong | - 3 gitr. Khing ding
dudki dang truyén tinh mach nhanh (bolus),

Sw dung Voriconazole dé tidm ciing vei cide sin p!mm thude tiém khic

Cde sdan phim mdu v cde dung dich chit dién sricli i diic

Cae rol loan dign gidi nhy hg kali mau. ha magie mau va ha canxi mau nén duge didu (e trede khi bt
dau dicu tri bang voriconazole. Khong duoc ding vericonazole dong thiv véi bt k¥ sin phfun miiu hofic
cic dung dich coa clidt di¢n giai dim dae trong thisi gian ngin, ngay ca khi hai dich truyén dang truyén
trén cic diy chuyén riénp hidt,

Dung dich chiva chdt dién it (khing :';I'Hm dgci

Voriconazole dang tiém cd the duge truyen cing |Ge vii cie r..r.mi. dich tiém tinh moch khac co chia
chit dién giai (khong dam dac), nhu-ng phai truven qua dinmg truvén riéng,
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Dich truyvén dink diedmg (TPN) =
Dich l.n.lj.rén dinh dudmg {(TPN) khidng can pha ngimg khi dwoc Lh1 ﬂmh WiTi w:n::('mamie nhl;mg eiin *"‘ﬁ'a‘llli
phai dwoc truyén qua mit diy chuyén rlcng bigt. Néu due truyén qua dnz thing o nhiéu cong, TPN cliNg T

cin duoc chi dinh b:’mg cong khdc véi cing duge sir dung cho voriconarole, THRH
Licu ding. OUGE PH
Nawdrd NEW FAR
Ditu irj dspergillus in_va Di¢u 1 ohiém nim nghiém rong do cic lodi Scedosporium o \Fi"ﬁﬁ

apigspermum va Fusariun: Xem bing |
Phai bat dau didu tn hﬁng litu u’m edng ey thé el voriconazole tidm tinh mach vao nphy 1, sau dé 13
licu duy &ri dirge Khuyén nghi, Briéu tri bing didmg tinh mach nén diroe tiép tue trong i1 nhilt 7 ngéy.
Khi bénh nhin d4 ¢ii thién trigu ::hlimg lam simg vi co thé dung nip thude qua d‘trbng udmg, co the sir
dung dang vién uéng hodc dﬂng héin dich uong eia voriconazole. Lidu du}' tri duimg uong dqu: khuyén
nghi la 200 mg dat dupe nong di voriconazole twong tir nhe 3 mg/kg tiém tinh mach; ligu u::ng SO myg
dat dwoc nﬁnng do nho 4 me'ke tiém tinh mach
Bicu tri nhicm “E-I!J] L ondicly o bénh nhéin khéng téng bach piu trung tinh v cde md sho khde: Xem g
1.
Hénh nhin nén duge didu tr it nhat 14 ngay sau khi hét riéu chimg hode sau ln cdy mau dm tinh cubi
cung, Wy theo thin gian nao dai hon.

Bénh nim Candida thue guin; Xem bang 1.
Bénh nkdn nén duge dicu (e 161 thiéu 14 ngay va it nhar 7 neay sau khi hét trigu chimg

Bang 1: Thing tin chi tiet vé khuyén nghi lieu hrgng (nowii lom)

Tiém truven tinh mach -2 T
Chi dinh Ligu tan cong Licu duy tri i é:m_:_
_____ {24 gitr ddu tién) (s 24 gior daw tién) "
Dtéu trj Aspergillug xdm in {1A)" 4 mg/kg’ moi 12 giir
Didu tri nhifm nim Candida & bénh o g o e
nhin khing ting bach ciu trung tinh 1;1 ~4 ma/kg/mei 12 gip 000
v cée mb siu khde, 6 mg/ke/ mBi 12 gid ma.l";gf
Bi¢u tr nhicm nam nghiém trong do | i
CAC |od Seedusporin 4 mpfkg! ma 12 2ids B
q,r.-m-:pf-rmum VA Frsariem
Bénh nidm Candida thye quin (EC) | Khing dirge dinh gia * | Khidng duge didnh gia ®

' Tng lidu khi ding chung voriconaeole voi phenytoin hodc elavirens; Giam li¢u & bgnh nhiin suy
gan
= Tromg che nghign etu rén tnh nguvén vien khoe manh, liéw uuf‘:ung 200 mg/ 12 dat nong 46
VO l:r:-n.lmlr. (ALCT) tromg 1o nhu m:r'l’in tinh mach 3 mip'ke/ 12 gid lidy wdng 300 mg/ 12 gity
-I.L"_Il. :nmlb A0 voriconazole CALCT) tieong 1 nbnr truy Ea1 tinh mach 4 mgikps 12 g:b
* Bénh nhin trdmg thinh cb cin ning dudi 40 kg nén nhijn mit nim liéu duy tri bing duimg udng
* Trong mit tha nghigm 13m sang, thi Zian dieu trj trung binh I:rang. voriconazole l.u:m linh ma:.h
1 10 ngay (tir 2 - 85 ngay). Thixi gian di¢u trj trung binh bang voriconazole duéme udng la 76 ngay
(tir 2 - 232 ngay). . :
" Trong cic thir nghi¢m [dm sdng, bénh nhin nhid¢m nam Camdida duge truyen finh mach 3 makg /
12 giir nbwr [iGu phap dicu ri ban ddu, irong kKhi benh nhan nhidm ndm Candida & mo siu khic
durge truyén 4 me/ke’ 12 gid.
" Khing dinh gia véi bénh nhin co EC

Diéu chinh liéu
= Néu bénh nhin Khidntg thé dung nap durcre diéu tri bang dudmgp 1inh mach 4 mgkyg mai 12 giir, giam
lidu xubng 3 mg/ke mdi 12 gien
* Bénh nhin nguod lim didi 40 ke lidu duy i dirdme uong 100 - 150 mg/ mdi 12 gidr
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» Bénh nhan suy gan - Bénh nhin bi suy gan nhe dén trung binh { Child — Pugh logi A va B): Su
dung miit nira liéu cluy tri & b¢nh nhin nguwdi Iém. Khang b dir ligu duge ddng hoe nao cho phép
khuyén nghj diéu chinh liéu & benh nhén suy pan ndng (Child-Pugh loai C).

Voreonazele chua duge nghién oo & bénh nhén trodng 1I:ﬁa1h by xo gan niing {Child-Pugh loai C) hoge
o bénh nhin viem gan B man tinh hodic bénh viém gan C man tinh.
Voriconazole ¢ 1ién quan dén vi¢e tng cdc 61 nghiém chite ndng gon va oo ddu higu lm sang vé tdn
1hl.n:mg gan, chiing han nhur ?ﬂunk d::l Chi nén sir dyng Vericonazele dang tigm & bénh nhin suy gan ning
néu lgd fch vut trdi neuy co tiém an.
Bénh nhin suy gan phai duge theo di edn than vé die tinh e lhlu.'m-L
Thin E‘Eﬂn vlilE:.J tri nén dua trén mide da hgh:ﬁm trong cia bénh ly Hém dn cia bénh nhan, sy phue hﬂn
sau khi bi irc ché midn dich v& dép imy ldm sing,
Bénh nhin trrdmg thanh ¢d xét nghiém chite nang gan ban ddu (ALT, AST) 1én i 5 1an giéi han wén
cia mire binh thm':mg (ULN} da duore dua vao chireng trinh 1im séng, Khéng can dicu chinh licu doi vai
benh nhin trudmg thanh ¢d mic di chic niing gan bl thudmg ndy, nhung nén Hiép ue theo dii cac xét
nghiém chire ndng gan dé phét hién mirc dé cac hon nia

* Darge dong hoe coa Yorconazole ding duwdémg udng khéng bi dnh |1IJ‘I.:TI"|E_ déng k¢ do suy than. Do

di, khing cin didu chinh liéu udng & bénh nhin suy thiin tir nhe dén ning.

¥ nhimg bénh F&‘.ﬁl‘: roi logn chire néng thin 1 trung hinh dén nﬁnk_ (¢ thanh thai creatinin < 50 ml/phin),
cé syt tich 10y déi vid sulfobutyl ether beta cyelodextrin natri (SBECD), Nén -::hmg voriconazole dudng
ufmg ¢ho nhimg bénh nhin ndy, tri khi wéc dinh gid Ion Tch! nguy co doi vai b¢nh nhén chimg minh
cho vige sir duny ‘-L!I.'I.L{.I'HHI'!JJ» duing tinh mach, Ciin theo ddi chit ché nfmg, dd ereatinin huyé thanh &
rlhlmg h-.,nh nhin ndy vi néu nbdng 85 tine nén cin nhic Chu}'En sang digu tri voriconazole duimp udng.
Thude tiém tinh mach voricenazole va SBECD co thé tham phin dwge. Qua trinh thim téch mau kéo
dai 4 gitr khong dao thai lugng voriconazole du dam bio diéu chinh lidu,

Bénh nhi. . :

s B3 viri bénh nhi tir 2 dén dudi 12 wdi va 12 dén 14 tudi ¢o cin nﬁ.ng duwéi 50 kg
(Dhra trén ;JJ'!IEJ'I tich duroc d@ng hoe dén s & 112 bénh nhi suy giam mien djch tir 2 dén <12 ol va 26
thanh thigu nidn suy gigm mién dich 1o 12 dén <17 twai).

Bing 2: Thing tin chi tiét vit khuvén nghi lidu lwgmg (bfnh nhi)

Titm truyin tinh mach
Chi dinh Licu tai Ligu duy tri T'E“E"
(24 it dhu tién) | (sau 24 pier ddutien) | VO"R
Bu:u tri Aspergillus xim [.;1.n {[.-5.:,!
Biéu 1 nhiém ndm ¢ nedicla i'un-:,t i bénh
nhén khang langﬁhav:h cdu trung tinh va 9 mikg saumoi | B mgke sau mdi 12 y n:_g."kg izt
cac mo sdu khac. 17 iy 1 [ P 12 piy
Digu tri nhidm ndm nghiém trong do cac | B E I (ligw toi da
lodi  Scedosporium  apiospermum v 350 mg mdi
Fusarium _ _| 12 gidv)
| i TR A Khing duge | 4 mg'kg san moi 12
| Bénh ném Candide thire quan (FC) it i |
' Trong cdc thir nghidm lim sing Gm u:!u::-;,m 3. bénh nhin (1A) duee dicu 1 hﬁng durim
tinh m.:tLh (IV) trong it nhit & tuan va i da 1a 12 tudn. Bénh nhin duge digu tri qua

| dugmg finh mach il nhit 7 ngdy ddu dide i vA sau 48 ob thé chuyén sang ding thude
| dutmg uong,

- INghtm clri didu trj A5 vii bénh nhiém nam condida xdm lin ha.ngnm nhiém ndm Coamdida
I1u:,et (1CC) tién phat hode cﬁp eiru hofe ]:E' bao gu!’!urn mrlcnnazﬁle tiém tinh mach, véd liga
| chpn cl‘:uj.'él'z sang didu 1t bing 'l.'|l.fFI;I1§ 1.|-.:u|:|;.. sau ft nhdt 3 ngdy didu tr qua didmg tinh
mach, dya trén cac ddi twemg ddp (mg tidu chi chuyén d6i.

Dai v cde ﬂ!m wromg rnéa: 1CC tién phit hoae thi phit, mracuu.:unle dirgre dimg mong it nhat
|14 ngay sau lin nudi -:.ﬁ.:r dm tinh cudi cing. Cho phép dicu ir] i da 42 ngiv, Bénh nhin
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hi EC tién pht hodc clp virs duge dicu tr it nhil 7 ngay sau khi hét cac diu hidu va tngu
chimg Jdm sing. Cho phép diu i wi da 42 ngay.

khi dung duwimg vong cb thé bi han ché Trong trwdmg hop d6, nén ding voriconazole
tidm tinh mach.

= D1 véi bénh nhi tir 12 dén 14 tudi eb cdn nang 16n hon hode bing S0 kg va teé 1r 13 tuii iné 1én
bit ké trong ligrng cor the, hy sirdyng liéu lugng danh cho ngudd 1ém.

* Banh nhi suy gan hode suy thin: Vide didu chinh licu khi tiém chira duge thiét Kip.

* RBénh nhi 10r 2 - I'I| tudi bi kém hap thu v& trong lugmg co thé ril thip so véi tudi, sinh )

mén bt ddu didu tri bang phic 6 dwdmg fink mach, vi p‘ﬂc dd dudmg udng chi nén duge xem :-:n.=:1 sau
khi co cai thién lim sing dang ké, Cﬁn heu ¥ rang lidu tinh mach § mpke s2 din dén nong do
vorconazole cao hom khodng 2 lin sa véi lidu uﬁﬂg 9 meke.

Bidu chinh liéu khi dimg dong thoi vii Phemytoin hodec Efavirenz

Nén dng licu duy tri eta Yoriconazole khi dang chung vai phenytoin hode efavirenz. Su dpng phuong
phip t6i wu dé chuiin 4§ licu lugmg.,

Chch dan

VORIK MI'EDPH 200mg yéu ciu hoan nguyén va pha lodng trede khi ding duéi dang truyén tinh mach.
Ehing ding cho tiém tinh mach hlous.

Hoii mpryén thudc

Thudbe bt dunpe hoan nguyén viai 19 mi nude cit pha tigm hoge 19 ml dung dich tiém truyén natri clorid
0,9% dé thu duge thé tich 20 ml vin n-u-nl., 46 10 mg/ml voriconazole, Nén sir dung ﬁ-r‘:g tiém tiéu chuan
20 ml. {khﬁng tur dong) dé dam bao ring rome nude pha tigm chinh xac (19 mL}. Lac déu lo cho dén
khi bt thude dirge hda tan. Vit bd lo néu i:hﬂl!l khdng Ichung hat chi pha loding vao o,

Thube chi sir dung mijt lin, bil ky dung d1ch mo khing st dung nén dupe bo di. Chi su dyng cde dung
dp::h trong sudl khing mau, khﬁng nhin thiy tiéu phén.

B 1..:.1 vige chi dinh, thé tich can thiet cia dung dich dd hodn uﬂuxén dugre thém vio dung dich tiém
truyén (chi tiét nhir bang 3) d¢ o dige dung dich voriconazole cudi cing chira 0.5-5 mg/ml.

Pha lodng

Voriconazole dang tiém phal dugre truven trong vong | dén 3 i, vii nang dé 1 5 me/mlL (e xudne.
Do dé. thé tich can thiét eda Voriconazole 10 my::nL dé pha thube tiém dim die nén duge pha lodng
Lhém nhwr sau: :

1. Tinh thé tich 10 mg/mL Voriconazole can ding dira trén cin ning cun bénh nhin (xem Bang 3).

2. B eh thé dat duge ham heemg Voriconazole Lgﬁ thiét khi thém vao 1 lugng voriconazole di hodn
newyén, Lﬂn it ra va Jogi bo it nhdt mét luong chit pha lofing tuemg duong khéi dich tru‘_.én i
hogc chai dé sir dung, Theé tich chit pha lodng eon lai trong 103 hode chal phai dam bao nong di
cudi eling khiing nho hom 0.5 mg/ml i khong kon hon 5 mgimlL.

3. Sir dyng Gng tiém vii k9 thudt vé tring o6 dung tich phd hop, it liogrng, thé tich can thié
Voriconazole di hodn nguyén U 500 Lo thich hep vé thém véo wi boac chai lru:,'é-n dich. Vil bo céc
lp 3 sir dyung mén phiin.

Voriconazele cudi cing cho dung dich tigm phai &wec truyén trong vong 1 dén 3 gidr mai lin. the db 6
dala 3 mefke'gi,

Dung dich 4 hoan nguyén i tié dhge pha lodng ved: dung dich Ligm truyen natei clorid 0,9%; dung
dich m.l:.r?:n inh mach natri lactat: hén hop truyén tinh mach glucose 5% va lactal ringer; dung dich
truyén dih mach glucose 5% va natri clorid 0,45%, dung dich teuy én lmh mach glucose 5%, dung djch
truyén tinh mach glucose 5% trong 20 mEg kali clorid, dung djch 1r u;-.'en 1inh mach natn clorid 0,45%:;
dung djch truyén tinh mach glucose 5% va natri clorid 0,9%.

Kha ning twong thich cia voriconazale véi dung dich pha lodng khac khing dupc mo @ & trén hojie
trong phan twong ky van chera duge bict,

Thude b6t nén duge sir dyung ngay sau khi hedn nguven, Néu chua siedung ngay, cd the bio quin trong
W fgnh & nhiél do 2 - 8 °C trong 24 gior.

Fra.r:lg L
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Ring 3: Thi tich edn cin dung dich dim dic VORIKANDIN 200 mg ¢i nling d§ 10 mg/m|

ol

Trgng |  Thé tich i VORTKANDIN 200 mg ¢6 die (10mg/ml).
luermg cor I-i:-“:uEmg-"kg Liu 4 mgikg |Euﬁlmgrle..|, Lifu 8mp'kg | L |éu9mg-‘kg
thé (ke (84 1) (56 1g) (86 1) (56 o) (56 Lo}
1] - 4.0 mlil) - 8.0 ml (1) S0 ml(l)
15 g .0 ml (1) . 1Z0ml(1} [ 13.5ml(l)
= ; 2.0 ml (1) : l60mlily | 180ml{l}
15 : 10,0 ml (1} : 200ml(l) | 225ml(2} |
30 9.0 ml (1} 1Z0mi(1) | 180ml(l) | 240micl) | 27.0ml(2)
35 05ml(l) | 140mi(1) | 21.0ml(2) | 280mi(l) | 31.5ml(2)
| a0 120mi(D) | t60mifl) [ 240ml@) | 320mi(l) | 360ml(2)
35 | 135mi(h) | 180mi(l) | 270ml(2) | 360mi(l) | 405 ml(3)
50 ; Iﬁ{lrnl{l} 200mi() | 300ml(2) | 400mi(l) | 450ml(3)
T W65mi() | 220ml2) | 330mi(2 | H0mi@) | 49.5mi (3}
&0 180ml (1) | 240ml(2) | 360mi2) | 480mi(3) | S4.0mi(3) |
65 195mi() | 260mi(2) | 390ml(2) | 320ml(3) | 585mi{d)
— 21,0 ml (2} 28.00 mI{’f"j 42,0 ml (2) - -
75 25ml(2) | 300mi(2) | 450mi(3) : »
80 M0ml(2) | 320ml2) | 48.0ml(3) ;
83 25,5 ml (2) MOml(2) | 51L0ml{3) - -
4() 27.0ml(2) | 360ml(Z) | 54.0ml(3) = ,
95 28.5 ml (2) 38,0 ml (2) 5%,0ml{3) | - -
100 Woml2) | 400m(2) | 60.0ml(3) | : .

CHONG CHI DINH
Cud min voi vunmnazcrl: hofic té dirge cba thude, Khéng eb thing tin vé 3@ nhiy cdm chéo gitia
voriconazole va che thube chung ndr azole khie. Cin thn rong khi ké don vericonazole cho hénh
nhin qui mén cém vi cde azole khac
Sir dung -:1&"1115 thai pimozid, guinidin hode wvabradin v voriconazole vi nong da trong, huyét tremg
ciia ede thude nay tEng [én o thé diin dén kéo dai QT va hidm khi xay ra hign Rrpng xofn dinh.
Sir dung ding thiri voriconazole vii sitolimus vi voriconazole lam ting dang ke ning d sirolimus.
Sir dung déng thi voriconazole voi rifampin, carbamazepin, barbiturat tae dung kéo dai v St John's
Waort vl nhnng thude niy o khi nang lam gidm ddng ke ndng d¢ voriconazole trong huyét lwong,
S dung .:_’I.,mg_ theri lidu chudn cia voricomasnle vin liéu efavirenz 400 mg 24 gios Imﬁc cao hom, vi
efavirenz co the dyng ding ke liam gigm nong 4§ voriconazols trong huy &t rromg & nhimg ngwini Khde
ranh & nhimg lidu nay, Vorconazole ciing lim ting dang k& ndng &) efavirenz trang huyel twomg.
Sir dyng dong the voriconazile vir eitonavir lidu cao [4[![3 g 12 gidy) vi ritonavir (400 mg/ 12 gil)
lam gigm déng ké nong dn;n voriconazole trong huyét twomg. Nén trinh sir dung - ding thii
Voriconazale v ritonavir lidu thip {100 mg/ 12 gié), trir khi dinh gia loi ich/nguy cor ddi vai bénh
nhin chimg minh vige su dung voriconazole.
Sir dyng ding thini voriconazole v rifabutin vi voriconazole lm ting dang ke nung d6 rifabutin
Lromg hm&t wromg va rifabutin ciing Llim giam dang ké piing 46 voriconazole trong hu:.-'.‘l-t tuomg.
Sirdung (tdng thir vericonazole véi ergot alkaloid (ergotamin vi dibydroergotamin vi variconazale
o the lam tang nong dé trong huyér treme cia ergol alkaloid, co thé dan dén chmlg ergotism.
S dyng ding théi voriconzole voi naloxegol vi voriconazole c6 thé lam tang ning dd naloxegol
rong hu;.re!. twang, cd thé gy ra cde triéu chimg cai nghién opioid.
Sir dyng déng théi voriconazole vl wivaptan vi voriconazale o thé lam tang nong & tolvaptan
trong hu}'ét e va lam ting nguy co phan tmg phu.
Sit dyng ding thivi voriconazole vl venetoclax khi bt dilu va trong giai doan tang the bi «.hung chi
dinh & nhitng hénh nhin mac bénh bach ciu lymphocytic man tinh (CLL) hogc u lympho 1 bdo
lympha nhd :SLL} do ¢6 kha ning ting nauy oo mae héi chimg ly giai khéi u

Tretg 570 20
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- Sir dyng ddng thii voriconazale vai lurasidon vi nd ed thé diln dén sir gia tang dang k& nong dj
Lerasidon va khi nang gy ra cac phin img phu nghiém rong.

6.  CANHBAO VA THAN TRONG KHI DUNG THUOC:

BHic tinh trén gan : ; i
Trong cic nghién cire lam sang, trong khi dicu tr v voriconazole da co Lreromg hop khing phi bicn
phitn img gan nghiém trong (bao gbm vidm gan lim sang, & mdl vi suy gan I-:Ei cdp, bao gom cd ur van g).
Cac tmeimg hop phan gng trén gan duge ghi nhin chu yeu xay ra ¢r nhimg bénh nhin cd tich trang bf""h
I tiém fn nehiém teong (chii yéu |h bénh méu &c tinh). Cée phan img gan thodng gua, bao H_E_-rn cd viém
ian v ving da 48 xay ra o nhimg bénh nhin khong o cie yéu to nguy ver xic dinh khac. Rai loan chirc
ndng gan thiimg oo thé hoi phue khi nglme diew tri. :
Tdin sufit 12ng men gan cao hon dd duge quan sdl thay & e em.

Cién theo doi chir: ndng gan & ca bénh nhan nguod lom vl tre em. _

Po néng dé transaminas huyét thanh va bilirubin khi bat ddu diéu tri bng voriconazole va theo dii it
nhdt hing twin trong thang dicu tr dén tign. Tan sudt theo di cb_ihﬁ gidm xudng hing thang trong thin
gian tiép tuc sir dung néu khing ghi nhan nhimg thay 46i ding ke v mit lm sang, _ |
Néu xét nihigm chire néng gan ting eao rd rét, nén ngimg sur dyng vori conazole, trir khi chimg minh
dusore leri fch cda vide tigp tue si dyng.

Rii loan nhip tim vi kéo dii Khoang QT \ - .

Mt 86 azol, bao ghm voriconazole, ef lién quan dén vige kéo dai khoang QT trén dign tam do. Tmn_g_
qud trinh phat trién m sing va gidm sdt sau khi dua thutc ca ti teimg, hicm gip tnkmg hop rai logn
whip tim (bac gdm réi loan nhip thit nhu xodn dinh), ngimg tim va or vong dit ngot 0 Benh nhin dﬂr:g
Voriconazole, Nhitng tnromg hop ndy thudimg lign quan dén nhimg bénh nhin bi bénh niing ¢o nhigu veu
4 nguy o can, nhir tién sirhica rj ligu gy dée cho tim, bénh co tim, ba kali miu va cac logi thute dang
ding thivi oo the gdp phin gdy ra binh, )

Voriconazale nén duge ding thin trong eho nhimg hénh nhin ed khi niang thie day logn nhip tim, oh
- Kéo dai khodng QT bim sinh hode mic phai.

- Bénh ewr tim, dic biét khi hién cd suy Lim.

- Whip xoang chim.

- Roi logn nhip tim ¢o triéu chimg,

Thudc sir dyng ding thir da duoe biét la oo gy kéo dai khoang QT . .
Cac éi logn dién gidi nhir ha kali mau, ha magie mau va ha canxi méu nén dwge digw i tnuoe khi bat
diu va trong khi diéu tri bing voricanazole,

Cie phin img lién quan dén truyeén thude .

Khi st dung voriconazole tidgm truyén tinh mach & nhimg nginin Khibe manh, cac phén img kidu phin ve,
bao ghm d bime, sot, 46 mo héi, nhip tim nhanh, tie ngwe. kho thé, ngat xiu, budn ndn, ngir vis phat
ban, ¢4 xdy ra khong phd bién, Ty thude vao mie d¢ nghi¢m trong coa cic trigu chimg, nén ¢an nhic
vide ngimg didu trf.

Rii lean thi giae SNt .

Tée dung cia voriconazole dbi v chire ndng thi gide khing disge bist ndu tigp Lue didu tri sau 28 ngiy.
T c6 héo cdo sau khi dua thude ra thi truomg vé coc phin tmg bt lgi vé thi gide kéo dai, bao pbm viém
ddv thin kinh thj giac va phi pai thi. Méu vige ditu tri 1i-=?p e gua 28 ngdy, cin theo dii chire nng thi
pigc bao gom thi e, rwdme thi gige vi nhin thite miu sie

Phan aug cd hgi trén da nghieém trong :

D bac cdo vE cic phan (mg oo hai wén da nghiém trong (SCAR) o thé de doa tinh manp hoje gay wr
vong trong khi diu tri vl voriconazole nhy hii chimg Stevens-Johnson (S15), hogi tir bigu hi nhiérn
dic (TEN), phan tmg thude kém theo ting bach edu 4 toan vi cde ridu chimg todn thin (DRESS). Néu
bénh nhin phat ban, bénh nhin edn durcre theo divi chiit ché va néu thuomg lon tén trien, nén ngime
voriconazole.

Mhay cim vii inh sang _ .
Voricanazele ¢o 1ién quan dén phin tmg nhay cim & da. Bénh nhin, ke ci bénh nhi, nén tranh 1iép xic
trige tiép v anh ndng mit trbi trong khi digu tri bang voriconazele va nén sir dyng e bién phip nhi
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quﬁn ao bao hq va kem chong ning e chi sb L}'Lfmu ning cao {SPE), Miu xay ra phin g guang doc,
bénh nhin nén duge nén dén gip bac si da Iu:u vA nén ciln nhilc vide ngimg sir dung voriconazale.
Néu iu:p tye i dung voriconazole mée di Kt hign cac ton thun‘ng lién quan dén nh:ém dic dnh sang,
vite ddnh gid da lidu phéi dugc thie hién mit cach o hé l.hm'lg v thuﬂng xuyén dé cho phép phat hign
vi kiém =odt sém cdc 1dn thurong tién e tinh, Ung thir bidu ma 1é bao vay el da (bao ebm SCC & da
tai chd hoac bénh Bowen) va khéi v ac tinh da duoe bao cdo khi didu tri h’ulg "-'-:un-:a:rnazule ldu dii o
|m|:rng benh nhén ¢6 phan dng da nhay cdm vii anh sing., Méu bénh nhdn phit trien 1on thueng da phu
hop v tan thuong da tién ung th, ung the bidu md t& béo vy hofic khii u de tinh, nén ngimg st dung
voriconazole.
Ngodi ta, voriconazole cb lién quan dén cac phan tmg da lién quan dién nhay cdm vdi dnh qﬂng nhir gia |
porphyria, viém mdi va lupus ban do & da. ciing nhwr {2ng nguy co nhiém L!-:‘,’:l-: da khi sir dung dong thivi :
methetrexate, mot foal thude lién tjuan dén 1ai kich hoat tia eye tim (UV). Nguy eo niy co the xay ra '-'ﬂt
cac thude khde ed lién quan den vige 141 kich hoat lia cye tim. Bénh nhan nén tranh dnh nﬂ.ng e lIE|'.I
magnh trong khi dicu 1r; biing vericonazole,

'Ién sudt phan img nhidm dd¢ quang cao hom o tré em. Vi ung thu biéu md & biao viy di duoc bdo cho
4] nhn-ng b-th nhiin ¢d phin tmg nhay cim vii dnh sang nén efin thyre hign cac hign phap nghiém ngat
da bép v dnh sing & tré em. (3 tré em b ton thuomg do énh séing nhu vt thim hodc ephelid, nén tranh
anh ndng mat trid va theo dai da 1iéu ngay ¢ sau khi naimg didu tri.
Dise tinh trén thin
Suy thin cip da duge quan st :h:h- & nhimg bénh nhin by bénh ning dang dicu trj Lmru:, vorconazole,
Hénh nhin dang dirge digu tri bing voriconazole ca kha niing duge didu tr ding thivi voi ede thude die
cho thin va dnn;,, théri e thé din dén gidm chire ning thin.
Bénh nhin ean duge theo disi s phit trién cda chic niing thin bét thiremg bao gom danh gid két qua xét
nghi¢m, d3c bigt Ia crealinin hu\rm thanh.
Riii logn chire ning tuyén tlungmg thiin

Che trudmg hr:rr:- suy thueng thin cd hii phu:. d3 duge bio céo & ahimg bénh nhén ding thudc nhom
azole, bao b"-"m it voriconazole, Suy tuyen thuong than d5 diroe bdo ¢do & nhimg bénh nhan sir dyng
thude nhém azole co hode khing ding thini v corticosteroid. G nhimg bnh nhin s dyng thude nhom
azole md khing b corticosteroid, suy uyén thugmy Wdn cd Lidn quan dén (re ché kryrc tiep qua trinh tgo
sieroid :.u.i cde azole, O nhirng bénh ahin darg dﬁng corticosteraid, voriconazole lién quan dén s e
ché chuyén hoa CYP3A4 cia voriconazole din dén dur corlicosteroid va i ché tuyén thuong thin.
113 Lhumg, Cushing cd va khing kém theo suy thugmg thiin sau do cling da dwrere b cdo & nhime bénh
nhén dimg voriconazole diing thid véi corticosieroid.
Be¢nh nhin dang didu trj dai han véi voriconazole va conicosteroid nén duge theo ddi ciin thin vé ruL
loan chire ming wo thueng thin ca Lrong I-.h: dicu rj v khi ngu‘ng diétu Lrj voriconazole. Bénh nhds cin
dirre chi din lign hé Lh&m stc ¥ t& ngdy neu hy tién trién cic déu hidu v tridu chimg ela hdi chimg
Cushing hodc suy tuyén thugme thiin.
Bie tinh vii phii thai
Voriconazole ¢d thé péy hai cho thai nhi khi ding cho phy nir mang thai.
1 diing vit, sor dung voriconazols ob lien quan dén di 141 thai nhi, nhiém dde phii, ting thén gian mang
thai, dé kb vi chét phai,
Néu sir dung voriconazole trong thiri kv mang thai hodc néu beénh nhin co thai rong khi dung
voriconzeole, hiy thing béo cho bénh nhén vé nguy eo tiém dn ddi vii thai nhi. Khuyén phu nit cé kha
ndng sinh sin nén st dyng bign phap tranh thai higu qua trong qua trinh diéu irf biing voriconazole.
Cie xét nghiém trong phing thi nghi¢m
Céac roi logn dién gidi nhie ha kali mau, ha magie mau va ha canxi mdu nén dupe dieu chinh trsde khi
bét diin va trong khi didu tri h!lng.-. voriconazole,
Kiem soil bénh nhin nén bao pom dinh gid xét nghaqm vé thin (dac biét 14 creatinine hu:rél thanh) va
chire nding gan (dic bigt | xét nghidm chire ning gan vi biliruban),
Viém tyy
Viém tyy i duge guan sil thiy rohing béah nhin dang diéu tri hﬂ.llg v-:rru:u:rn.iznlct Mhimg beénh nhan
ol ¢de yéu ) nguy oo viém luy n..ap (vi dy, hoa tri pan div, ghép 1¢ bao poc tgo mau [HSCT]) nén due
theo ddi chit ché trong qué trinh digu trj véi voriconazale.
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Phin dang ¢d hii Vit AU

Nhidm fluor vA viem mang ngodi tim khi didu uj bﬁn; voriconazole Ko dai, Néu bénh nhin bi dau Xuemg
vi 6 két gua X quang twong thich vai chimg nhiem fluer hode viém ming ngodi tim, nén ngimg sir
dung vorconazole.

Twong tic thude cé ¥ nghia lim sing

Xem Bang 3 ¢ bigt danh sach cée loal thude o the Jam thay dbi dang ké nong dd voriconazole.

Ta dwge

Tif duwgre natri: fhuuc e chire 1 duoe natri trong moi |, thin trong cho bénh nhin dang phis kidm sodr
lugng natri trong ché 43 an.

Ti durgre cyclidexiring Thude eo chira 14 dure c:.fclﬁde'-{mn e the anh hudmg dén cie dic tinh (ohy l:]l;:u:
tinh) cha hoat chit vi chc thude khic. Tinh an todn cia evelodextring di duwge bdn ludn wong phal trien
vi déinh gif an toan cia thudc.

Khong ding cho tre em diréi 2 tudi trir khi co cée Lhu:rr:n cho cua bde 8T,

Vi cyelodextrin biti tiét dugre qua thiin, & b§nh nhédn bi r6i loan chic niing thin mie & trung bink dén
ning, tich ty eyclodexirin cd the xay ra.

7. SUDUNG THUOC CHO PHY NI CO THAI VA CHO CON BU

Thai ki mang thai

om0t ruid ro _

Voriconazole co the gay hai cho thai nhi khi ding cho phy nir mang thai. khing ¢6 dir ligu vE vide sir
dung voricenazale & phy nit mang thai. Trong cie nghien ol ve sinh san g ding vit, voriconazole
dutmg wong co lign qu.un dén dj ti1 thai nhi o chudt va dbc tinh cheo thai nhi & tha, Hd vom miéng v
thiin ir nudc/niéu guin & nude di dwge quan sat thiy & chudt con tidp xie vai voricanazole trong quﬁ
trirth hirth thémb co quan & liew [0 mg/de o lén (0.3 lan RMD la 200 mg/ |2 gity dua trén so sanh dign
tich bé mat e lhe} (3 tha. tinh trang ph«..‘n thai chiét, trong lwong thai nhi gidm va ty 1@ bign doi xwomg
ting, xuomg suom o vit vi iri ebt héa ngodi xwong e di duge quan sil thiy & tha con khi thé mang thai
dupe cho udng ligu 100 mp/ky [gﬁp & Eﬁ.n RMD diga trén so sanh dién tich h& miit cof thé) trong qua trinh
hinh thanh eo quan. Nhimg con chudt tiép xie v voriconazole 1|:l khi ciy dén khi cai sita ¢ (eiii qua
thiri gian mang thai dai hon va tinh trang sinh khd, ¢o lign quan deén vide thng ty 18 tir vong chu sinh &
con con o liéu 10 mg-"kg_

Néu thude ndy duge sir dyng trong thiri ki mang thai hoje néu bénh nhén o thai trong khi ding thude
nay, hily théng ha-:u cho bénh nhin vé nguy co tiém 4 an doi v thai nhi.

Npuy co co bdn vé dj tat bam sinh nghin teong v sdy thai 4 v ehe quin thé duoc chi dinh van chira
duae biét rd,

D lign ding vir

Voriconazole duge ding hEnL rdurémyg uong che chudt mang thal trong gua trinh hinh thanh o quan {ngﬂ}'
mang thai tir 6 - 17) v ligu 10, 30 vi 60 mg'kg/ngay. Voriconazole cd lién quan dén viee tang ty 1¢ dj
it migu quin & e va thin & nude & lisu 10 mg.'kg.-nga}r hode cao hom, khodng 0.3 1in Liu khuyén cdo
che ngudi (RMD) dys trén so sanh dign tich b& mt cor the v hi ham éch a lidu 60 mp'ke. khoang 2 lin
BMD dym trén so sanh dlEn tich bé mat cor the.

Giam sy it hioa cia At song cing va dot sdng dudi, hip so. wmlg M Vi XUrong mong, xuimg sulm
thira, di thuimg & xuomg e va gmn niéu quin/chiu thin cling dupu quan =it théy & lidu 10 mg/kg hotic
cao hon, Khing cd bing chimg v& dée tinh trén me & bét ky li¢u ndo.

Voriconazale duoe dig bing dutmg ubng cho thi mang thai trong thed ki hinh thinh e quan (ngay
mang thai tr 7 - 19) & liu 10, 40 va 100 mg/kg/ngdy, Voriconazole ci lién quan din vide ting v 1§ sy
thai sau khi ey v gidm trong lromg co the el thai nibi, lién quan dén dBe tinh & me (gidm trong lugng
o thé vii tiéu thy thire &n) & ligu 100 mg'kg/ngiy (ghp 6 1in RMD dima trén so sénh dign tich bé mat co
thé). DA Quan sa1 thay ehe bitn déi ve xuomg coa thai nhn (ang o & mae xuomg suim ef v cac vi tr edt
héa ngodi xuomg o) & licw 100 mp/ke/ngdy.

In:-ng mit nghién ciu vé dde tinh chu sinh va sau sinh @ chui, voriconazole duoe ding bitng durimg
udng chochudt edi tr khi lam to cho dén hét thin ky cho con b vin liéu 1, 3 va 10 mpke/ngay.
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Voricongzale kéo dai théi g p:,mn miang thai va chuyén da v giy ra tinh trang dé kha veéi su gia ting lign
guan dén Ly 1€ L vong & mg va giam ty 18 séng st chy sinh clia chudt con F1 & ligu 10 mg/k gy, ;.;ﬁp
xi 0,3 lin RMD.

Thivi k¥ cho con bua

Khang ed dit lidu vé su hidn dign cia voriconazole frong st me, tic dung cia \funmnun]e d6i Ve e
50 sinh ba sita me¢ hofic anh hucrng dén vige san xudl sira, Can xem xél lgi ich vé sie khoe v sy phit
trign cla viée cho con ba cung voi nhu cu lm sang et nguoi me dbi vai voriconazole vi bt kj e
dung phuy tiém dn ndo dii vai wé bi st mg 1 voericonazele hoac tr linh reng oo ban coa ba me,

Kha ning sinh sin

Khuyén phy nir co kha néing sinh san nén sir dyng bign phap tranh thai hiéu qué trong qud trinh diéu tri
béng vonconazole, Vige sir dung ding thin voriconazole véi thude trinh tha di.n':mg_uﬁug Crrtbyo=MNovum
(33 meg ethinyl estradiol v& | mg norethindron), din dén teomg tée gita hai logi thude nay, nhung khing
co khi nang Am gidm @e dung wanh thai,

Khu:.-'én cdo theo ddi cide phin ang bt loi lign quan dén thude trinh thai duéng uong va voricenazole

%  ANH HUONG PEN KHA NANG LAI XE, VAN HANH MAY MOC

Voriconazole ¢6 thé dnh huémg trung binh dén kha niing 16i xe va sir dung may moe. No o the giy ra
nhirng thay doi thoang qua vi co the dao ngwpe doi vai thi lue, bao 20m nhin mdé, thay déifmdng cao
nhin thire thj gidc vivhodc nhay cim dnh séng. Rénh nhin phdi trinh cde cdng vide o thé npuy hiém
nhur 141 xe hode van hianh may mde khi gdp cae tridu chimg nay.

9, TUONG TAC, TUONG KY CUA THUOC

Twong tic th uie :

Voriconazole duoc l:hlljfl;‘ﬂ hoa bai cytochrom P450 va e ché hoat dijng cia cde isoenzyme ela
cytochrome PA50 buo gom CYP2C19, CYP2C9 va CYP3IAL, Cic chiil re ché hodc cam (mg cde
isoenzyme ndy ¢o thé lAm 1ang J'|-::|$.L' LIAm I|-:"f|:r|g Ao 1ur||.:ma¢:4_1-|.: tromg hll}{!t tmmg, va oo khd ning
vonconazole Iél.m tang neng dv.j huyét e cia cic chiit duae chuyén hoa bai cac isoenzyme CYP450
ndy, dic bigt doi vai cac chit dirge chuyen hoa b E“:“[’E..M vi voriconazale 1 mét chat ire che manh
CYPIA4 mie dii sy gia ting AUC phy thuge vao din xudt.

Trir ¢ae treimg hop Khie duge chi dinh rd, cae nghién cin nromg e thubc da durene thure hidn Irén cac
i TomE nam g truang thiuth khoe manh sir dung nhicu licu voriconazole ui:rng; o 200 mg 2 Féin/ ngay
de dat dén trang thai &n dinh. Nhimg két qué ny 1 thich him Vi ede nham tuoi va duu:fng sur dyngz khic.

Voriconazole nén duge lhq.t‘. wong o nhikng berh nhdn diing dfmg thivi ¥ thude d3 biét la kéo dai khoang
OTe. Khi voriconarale ¢o kha niing lam ting nong di trong buyé Lesomy el cac chat duge chuyén hoa
bl isoenzym CYP3A4 (mdl sb thude khéng histamine, quinidin, cisaprid, pimozid). chiéng chi dinh sir
dyng dng thi,

Tremg tie gilta voriconazole vi cde thude khic -:lur;n: 1i§1 ké trung bang dudi ddy {1 lan/ngay 1a “0QD™, 2
Iﬁnrrlgﬂ:r ba “BID"™, 3 knmpay dudi dang “TID™ va chua duge xde dinh 16 “ND™). Hurdmg cia mii tén
cho mdi théng sb dige ddng hoc dya trén khoang tin cfy 209 cua ¥ & trung binh hinh hn:,:c la trong
(==}, dwdn (| ) hodie wén (T} pham vi B0 - 125%. Déu hoa thi {*) bidu |h| st t-un-ng tac hai chicu. AUCT.

AUC va AUC).. the hién dign tich dudi duitmg cong gilra cac lidu, Lwong (g L thii diem 0 dén thén
diem cb thé phat hign duge va L thi didém 0 dén vh cling.

Cde tromg e trong bing duge trinh iy theo thir ty sau: ching chi dinh, nhime tririme hop cdn didi
chinh ligu va theo d&i Lim sang vi ‘hede sinh hoe can thin, vi n..LlfrI citng 4 nhirmg nrong 18e khing b
wreng e drre ding hoc déng ké nhung e6 thé dige quan tim vé mét 1m sang trong linh vire diéu tri

Bing 5: Twong tac thude

'll'huﬂ-: ~ Twomg tie Nhimg kli:ien edo lién quan
[Cor ehé twong tic| thay dii trung binh hinh hge (%) din sir dung fiung, thir
Astemizol, cisaprid, M&c du chura duge nghién e, mng
pimozid, quinidin = va nnnj; dd trong hu}'-.,l ttmg ela cde R
terfenadin thude ndy ©d thé din dcn kéo dai oo el djnh
| [Ddn xudr CYP3A4] (e va hiém khi xay ra xodin dinh.
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Carbamazepin v

barbitural téc dyng kéo dai

(nhur phenobarbital,
| mephobarbital)
.I'I:L-’?ﬁl.r ciit
F?F#.'Fﬂ_,i'

ung  mgnh

r.:u.+:|"-r'l.’_'|:: di chus dugc nghién cin,

| carbamazepin va cic harbiturat tac
dung kéo dai ¢d khd néng lam giam
ding ké ndng 0 voriennazole trong
huvét Luong,

Efavirenz (mét chit e ché
men sao  chép  khing
nuclensid dao nguoe )

[Cdm tng CYP450; C hdl e
ché v ddn xudl CYP3A4]
Efavirenz 400 mg QL ding
chung vii voricenazale 20U
mg BITY *

Lfavirenz 300 mg QD, ding
chung v voriconazole 400
mg BID*

Chang chi dinh

E-ﬁ!'ﬁ-l!'l:ﬂ?.. I::'ul:m T 38%
Efavirenz AUCT 1 44%
Varikenezo] Cees | 61%
Voricanazole AUCT | 77%

So v cfavirenz 600 mg QL.
Efavirenz Cuax
Efavirenz AUCT T 17

So voi voriconazole 200 mg BID,
Voriconazole Cras T 232

Voriconazole ALIC: | T%

Ching chi djnh s dung
voriconazole voi ligu elavirenz

400 mg QD hodc cao hon.

Voriconseale co the ding d-f'u}g
thiri v efavirenz néu thng licy
duy tri voriconazale [En 400 mg
BID va giam liéu clavirenz
xuﬁng 300 mg Q. Khi ngung

dicu tri biing voriconazole, nén |

khoi phuc lai lidu ban ddu ciia
efavirenz,

voriconazole 150 mye BIDY*

300 mg QD (ding chung
vin yoriconagole 400 mg
BID) *

Rifabutin Cug T 195%

Rilabutin ALCT T 331%

So v voricongeole 200 mg BIL,
Voricongzole Cau [ 104%
Voriconazole AUC, | 87%

Cac Ergot ankaloid {nhir Mac du chum duoe nghién ein,
ergotamin vi voriconazole co kha ning lim ting
dihydrocrgotamin) nong di ergot ankaloid trong huyel | Ching chi dinh
fﬂfﬁ: xudt CYP3A] trong v diin dén tinh trang I'!Ihjgl
- diic ergol
Lurasidon Miic di chura duge nghién cuu,
[ Dan xudr CYP344] voriconmeole co khd nang lam tng o

dang k& nbng d§ lurasidon trong Ching chi dinh

_ buyé! twong. -

Naloxegoel Mic di ¢hua dugre nghién el
[ Diin xude CYP344) voriconazale o6 kha nang lam thng | oy §ing chi dinh

dnng ké nbng df naloxegol rong

| huyet teomg,

Rifabutin Nén treanh st dung ding thid
Jehdi cdm ing mank Vorconazole Cmax | 9% voriconazole vi rifabutin tru
CYP450] Voricorazole AUC | 78% | khi lgi ich cao hon nguy eo.
300 mg QD Ligu duy tri voriconazole o thé

So v voriconazole 200 mg BID, ting 1&n 5 mg/ky BID tiém tinh
300 meg QD Voriconazole Cme | 4% mach hofie wing tir 200 mg dén
(diing chung vei Yoriconazole AUC, | 32% 350 mg BID (100 mg dén 200

mg ufing BID & bénh nhan dudi
40 kg

Thew déi cin thin thanh phin |

mii todn phan vi cie phan (mg
bt loi véi rfabutin (nha viém
mang b dio) duge khuyven cao
khi sir dung rifabutin ké hop

i voriconazole.

Rifampicin (600 my QDY)
JChé edm smg mank
CYPa5h]

Voriconazole Cig | 93%
Voriconazale AUC: | %6%

Ri[@nn?ir .
{chat {re che protease )

L

Chimg chi dinh

Ching chi dinh dung dﬁ-ng thin
voriconazole vé ritonavie lidy
caa (400 mg tr 1én B1D)
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CYPLIChar s ché v din
cudt CYP3AA]
Lidu cao (400 mg BID)

Lidu thip { 100 mg BID) *

Ri'ﬂl’lﬂ‘."ir Enmv "ﬁ;‘ .I""lla_-:':..\I ¥
Voriconazole Cuss | 66%
Voriconazele AUC: | 82%

| Ritonavir Came | 25%

Ritopavir AUC: | 13%
Voriconazole Cpa | 24%
Voriconarole AUC,; | 3%%

St John's Wort

[Chit cam wng CYP430;
Chs eam img P-gp]

300 e TID {dung két hop
von voriconazole 4040 mg

Trong mét nghién e déc lap,
Voriconazole AUC a— | 5%

Nén tranh chi dinh ding dong
thiri voriconazole vi ritonavir
lidaa thiip (100 mg BIDY), trie khi
dénh gid vé lgi ich/mii ro cho
bénh phiin bign minh cho vige
i dung vericonazole,

Ching chi dinh

Ig".l'_'h.'::r-ﬂ xudl CYP344, dan
xrecht Pgmf

voriconzzole co the lam ting dang ke
nong dé trong huyét trmg cla
everolimus,

Fluconazol (200 mg om
[Chit we ché CYPICH,
CYPICI2vé CYPIAH]

' lidu dom) e
Venetoclax Mac dit chua duge nghién cin, Ching chi dinh dung dong thii
(D xude CYP3A] | voriconazole 6 khd nang lam tAng | voriconazole khi bat diu v

| ddng ké nbng 43 venetoclax trong | trong giai dogn xéc dinh ligu
huyél tuong. venctoclax,
Ciin gidm lieu venctoclax theo
hisdmy dén trong thing tin ke
dom venetoclax trong thin gian
dimg thude dn dinh hang ngiy:
khu}'én cho theo dbi chiit ché
cie dfu hidu nhitm dl.ﬁ‘: }
Everolimus Mac di chua duoc nghidn i, Méng dd trong huyet thanh coa

Everolimus co thié ting 1én khi
ngd  dwoe kot hep i
voriconazole.

Voriconazole Com T 37%
Vorconazole AUC, T 7%
Fleconazal Oy NI
Fluconazol AUC: N

Giam lidu ding vahode tin suss
sit  dung  voriconazole  va
fluconazol cé thé logi bd dnh
huomg nay hay khing vin chira
dwge thigt lp. Theo doi cac
phan ¢mg bat loi lign quan dén
voricanazole duge khuyén cdo
néu voriconazole dwge sit dung
sau fluconazol.

Pherny r.rnn

| (D zudi CYPICY va chi

cam umg manh CYP430f
300 mg QD

—

300 mg QD {ding chung vai |

variconzesle 400 mg BID}*

Voriconazole Cas | 49%
Voricanazole ALIC, | 69%
Phenytoin Cr T 6T%
Phenyloin AUCT T 81%

So val voriconazale 200 mg BID,
Voriconazole Cmax 1 34%
Vaoriconazole ALUCT 7 39%

Mén tranh st dunp dong thii
voriconazole va phenytoin rr
khi lgi ich cao bom nguy oo
Khuyén cao theo dbi can thin
nong &6 phenyioln trong huyét
oM.

Phenytoin ed thé dirge dung
ddng thivi vai voriconazole néu

tang  licy duy td cua
| voriconaznle 1én 3 mg."]-qg. IV
| BID heac ur 204 mp den 400

mg Lu!-ng RID (100 mg dén 200
mg udng BID & bénh nhin dudi
kg

Letermovie

| Voriconazole C 1di da | 19%

Voriconazole AUC w2 | 44%

NEu khing the teanh duee vide |

ding dong thoi voriconazole |

Trainr 1) F 26
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[Chdt cam tng CYP2CY va

| Voriconazele C | 51%

vin letermovir, theo ddt xem co

CYPICHY] mél tée dyng cia voriconazole
hav khong.

Glasdegib Mac i chua dwoc nghién clru, | Néu khong thé trinh duoc vise

{Din xucit CYPIA4] voriconszole o kha nang lim tang | sir dung dong thoi, nén thuimg

nﬁng dé glasdegib rong huyet tuomg
vi thng nguy oo kéo dai Qe

xuyen theo dai dign tim do.

Thube re ché enzym tyrosin

{nhir  axitinib, hosutin,
cabozantinib, ceritinib,
cobimetinib, dabmfenib,
daszatinib, nilinik,
sinilinib, ibrutinib,
nhnc:clcih}

[Dadn xudt CYP3A4]

Mac di chua duoc nghién clu,
voriconazole cd thé lam Eng nﬁng
dd trong huwét tuong cia l::_hs’u irc ché
tyrosin kinase dwoc chuyén hoa bin
CYPiA4,

Neéu | klmng the tranh duge vide
5w dyng dong thiri, nén gidm
ligu chat fre ché enzym tyrosin.

Thubc :hﬂ_nb ding mau
Wartarin (liéu duy ahat3o
m kit hop vai 300 mg BID
voriconazole)

(D xude CYP200)

Cde coumarin udng khac
{nihr phenprocoumon,
acenocoumarol y

IDdn xugt CYP2C9 v

Thixi gian prothrombin ting t6i da
khoang 2 Kin,

Mic dio chwa duge nghicn cing, |
voriconazole co thé lam ting nﬁng;
di coumarin trong ltu}rél tuomge, ¢ |

thé giy tdng thid gian prothrombin.

MNén theo dbi chit ch thii aian
prothrombin - hofe  céc  xét
nghigm chong diéng pha hep
khie, Liéu Iuong thu ¢ ching
ddng mau nén durge di¢u chinh
cho phi hop.

[ xudt CYPIA4]
Midozolam  {tiém 0,05
mg'ke LV liéu dom)
Midazolam (uwong 7.5 mg
ligu dom)

Céic  benzodiazepine  khac
{nhu tnazelam. alprazolam)

Thude tie ché mién dich
{Lxin xuat CYPIAL]
Sirolimus (2 mg ligu don)

Ciclosporin (& nhimg bénh

nhén ghép thin on dinh duge |
didu trj 1iéu phip ciclosporin |

man tinh)

Tacrolimus (0,1 mg'kg litu
dom)

Midazolam AUCe. T 3.7 ln
Trong mid nghien ciu dic 1p,
Midazolam Ceay T 3,8 lin
Midnzalam ALUCs. 1 103 lin
Mac di chua duge nghién el trén
ldm sing, voriconazole ¢ kha ning
lam téng nong di trong hil}'él tomg
cuz ¢iac benzodiazepin duwpe chuyén
hoa bei CYP3IAL va din dén kéo dai
e dung an thin,

CYP344] - o
Iw:.zaﬁcrrr "'.-Tac di chua ﬂu::n:: nghién o,
fDdn xudt CYPIA4] '-l::H'lLI:IIIﬂ..I'.D"E co khi néng lam ting Bt e L
nang di ivacafior trong huvet lueong Khuyén cdo gidm liéu ivacafior.
_ vir nizuy e tang phan mg bat lgi,
Benzodiazepin Trong mdt nghidn ciu dée 13p.

i [ a
Can  xem: xét [igu

benzediazepin

piam

Trc-ng mt nghién el -:.Ii.H. I;Lp,
Sirolimius Crax T 6,60 lfin _
Siralimus AUCs— 7 11 ldn
Ciclesporin Com T 13%
Ciclosparin ALUC: T 70%

Tacrolimus Ceas T 117%
Tacrolimus ALC LT 221%

Chéng chi dinh ding ddng thi
voriconazole vi sirolimus.

Khi bdl diu dieu tj bing
voriconazole & nhimg  bénh
nhan dd ding ciclosporin, nén
pidrm mol nira lidn ciclosporin
vi can thin theo ddi mic

ciclosporin. Tdng nd di
ciclosporin ¢ lién quan dén ddc
tinh trén thin. Khi ngimg

vorieonazsole, phii heo dii ¢in
thén nong <8 ciclosporin va
iing lidu khi etin thide

Trang 12726
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Céc : opiat tae dung
[Ddin vt CYPIAL i
Oxycodon (10 mg liéu don)

Methadon (32 1Mk mg Q1)
FDdn xudt CYP3A4]

https://trungtamthuoc.com/

Khi bat diu didu tri bing
voriconazale o nhimg bénh
nhin da sir dpng wernlimus, nén
giam lieu tacralimus xudng 143
liéu han diu v thee dai cdn
thén nong dé racrolimus. Tang
néng 4 tacrolimus ¢b lién quan
den djc tinh trén thin, Khi

ngimg voriconazale, phii theo
didi c:a:n thin nong do l IS

vii tang lidu khi cin

| Trong mat nghién cim dijc 13p,

Oxyeodon Cow T 1.7 iin :
Oxyeadon AUC . 1 3.6 ldn

Giam ligu trong oxycodon va
cac opial the dung dé khéc
dirgre chuyén hoa boi CYPIA4
(nhu hydrocodon} nén duwge
xem xét, Co thé cin theo ddi
thuimg xuyén cie phan img oo |

R-methadon (hogt tinh) Cow 131%
R-methadon (hogt tinh) AUC, 7479
S-methadon Coys T 63%
S-methadon AUC, T 103%

hai lién quan dén cac opiat.

Khuyven cao thuimg xuyén theo
dii cde phan tmg bat gt va doc
tinh lién quan dén methadon,
hao gim kéo dai khoang Qe
Cé thé cin widm lidu methadon, |

Thute ching viém khong
steroid (NSALDs)
[Diéin xudi CYP2C9] )
Ibuprofen (400 mg licu don)
Diclofenac (50 mg lieu don)

S-Thuprofen Cpp T 20%
S-Tbuprofen AUC,-, T 100%
Diclolenac Cpay T 114%
Diclofenae AUCo-. T T8%.

Mén theo dai thudmg xuyén cde f
phian fmg bit lgi vt dée tinh lién | \:
quan dén cac NSAID, Cd [hé '

cin giam lieu cac NSAID, |

Ormeprazol (40 mg QL) *
[Cht the ché CYP2C19: ddin
xudt CYP2CT9 vi CYP344]

Omeprazol Cone T 116%
Omeprazol AUC, T 28044
Vorconazole Oy T 15%
Voriconazole AUC, T41%

(Cfe chit @ che bom proton khac 1
din xudt CYP2C19 ¢o thé bi tre ché

Ihece wong tranh thai o
[Dén xudr CYPIA4; chin e
ché CFP2C 0]
Morethisteron/
ethinvlestradiol

(1 mg,035 mg QD)

hiri vericonazole vi oo the lam ting
nﬂng dé trong huvet toomg cie che
thudic oay.

Khong cfin dicu chinh ligu
VOriconaznle,

khi bat du ding voriconazole
& nhimg bénh nhin da ding licu
omeprazol tir 40 mg teo [En, nén
giam 1/2 lidu omeprazol.

Fthiny lestradiol Cux T 36%
Ethinylestradiol AUC,T&1%M
Norethisteron Cpw T 15%
Morethisteron AUC, 153%
Voriconazole Coe T 14%
Voriconazole AUC: T 46".-"i|_

| ung béit lai lién quan détl thudc

F.hujﬁ:n cho theo doi cde phan

trdnh  thai dudmg uwdng va
voriconaole.

Cac opiar tic dung npin
[edcin xudt CYP3A4] :
Alfentanil (20 pg'kp ligu
dom, déng théri voi naloxoen)
Fentanyl (3 pg'kg ligu dom)

Trong mét nghién ciru die lap:
Alfentanil AUC-« T O lan
Trong mit nghidn cru doc Ep:
Fentanyl AUCq T 1,34 lin

Gidm  liéy  cua  alfemtanil,
fentany| v che opiat 4 dung
ngén khac o ciu e frong
nhir alfentanil va 42 chuyén hoa
bii CYPIA4 (nhu sufentanil)
nén dwge xem xél. Khuyén cao
theo dii kéo dii va giam sdr
thuromg xuiyEn dbi v sy Do
hip v& phan dng bat lgi lién

| quan dén cic opidte khac.
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| Statin (nhur lovastatin]
| Déin rudt CYPIAL]

Mae dit chua dupe nghién ciu vé | Néu khing thé trnh sir dung

mal ldm sing, voriconazale eo the |
lam ting nong di trong huydt remg |
cua statin dugc chu}a‘n hoa b
CYP3A4 va co thé din dén tiéu co
viin.

ding dnnE thii vericonazole
vii statin duge r:hu:.ren hoa bin
CYPIA4, thi nén xem %@t giam

| lidu statin.

Cic thuoe Sulphonylurea | Mac di chua duge nghién e, | Khu}-éﬂ céo theo ddi cin thin
(nhu  tolbutamid.  glipizid,  voriconazole ci kha nang lam tang | luong diimg trong mau, Can
elyburid) ning d sulphonylurea trong huyét | xem  xél giam  liéu  lwong
[ Ddin xnadt CYP20G) g va pdy ha dudng huvét sullony lurca,

Cac thude Vinca Alkaloid
(nhuwr vineristin va vinblasting
[Diin xudt CYP344)

Mae di chum o nghign ol
vor iconazole oo kha ndng lam ting
nong 40 vines alkaloid trong huyét
nromg va din dén ngd dje thin kinh,

Cic chit e ché protease
HIV  {nhu  saquinavir,
amprenavie vil nelfinavir} *
[Ddin xudt va chil e ché
CYP344f

| cdc nehién ¢l dn vilrg cho thﬁ}

Cian xem xét viee giam liéu

lwong cac thude nhém vincy
alkaloid

Chura durcre nglu:n e lam sang, O

voriconazole o thé te ché chuyén

hoa clin cae chit ire chi protease HIV
v n::hu:.'éq hoa cua voriconazole
ciing co thé bj (re ché héi cae chit i
ché pratease HIV,

Thude e che eneym sao
chép AT khdng

(nhu delay irdin. nevirapin}®
[Didin xudit, char ik chi clia
CYP3AS hode chal cdm img
CYP450]

nucleoside khac {N’JRTISJI

| NWRTI.

' Theo dii ¢in thin cho bét ki

dc tnh xudt hign cla thude
vivhofic ﬂ'uEu higu qua, va co
thé cin didu chinh lidu,

Chua duce nghién cins Fm sang, O
rong eic nghién ciu (v virro cho
thiiy su chuyén hoa eda voriconazsie
co the bi fc che boi NNRTI va
voriconazole ¢b thé ¢ ché sy
chuyen hoa cios NNRTIL

Nhimg phat hién v& dnh hudmg cta
ctavirenz trén voncenazale chao thiy
LH"lg sir chuy én hia ciia voriconazole
gd the duge edm (mg bai mit

Tretinoin
feddin xuge CYP3A4]

Cimetidin (400 mg BID}
[Cht tic ché CYPA50 khdng
e higu va Lam dng pH do

Theo déi ¢in thin cho bit ki
ddc tinh xqﬁl hién eta thudc
| vahodc thidu higu qua, va oo
the can didu chinh lidu,

Mae dit chia duge nghién ciu,
voriconazole o thé lam 1ang ning
d tretinoin vil ting nguy co cdc phan
umg bat lei {pseudotumor cerebri, |
1ing canxi huyst).

Khuyén cao diéu chinh lidu
lretinoin trong khi didu trj vii
voriconazole va sau khi ngimp
thude.

Voriconazole Coa T18%
Voriconawaole AUC, 123%

| Khong diéu chinh ligu

| JChir tie ché va ddn xudt
CYP3d4]

déryf L,

Digoxin (0.23 mg L Digoxin C s
_In_',l'_J:rn xudt P-gp] Digoxin ALICT ++
Indinavir (300 mg QD) Indinavir Cyp —

Indimavir AVUC: =
Voriconazole Cpg ++
Voricongzele AUC,

Khang diéu chinh li¢u

K.himg didu chinh ligu

Cac khing sinh nhdm
macrodid

Erythr nm}rf:tn (1 g BID)

Y ‘hélt wre ché ¢ Frida}

ﬂnz:lh:?n'i:«_l::l_n__{iﬂﬂ g Q)

| chua duge bidt

Voriconasole Coey vd ALIC, &=
Voriconazole Com vd AUC: «—
[#c dung cia voriconazole A8 v
ervihromyein  hole azithromycin

Khéng diéu chinh lidu
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| Acid  mycophenolic (Licy | Mycophenolic acid Capy = | ; |
donlg) Myeophenolic acid AUC, — Khing didu chinh licu
(Din sudt UEP-glicurany!
| fransferase |
Thubc corlicosieroid Prednisolon Co T 1% Khing digu chinh liéu
Prednisolon (60 mg lidu | Prednisolon AUC)— T 34% Bénh nhin dang Jdidu trj dai vo
dom voriconazole Vi corticosteroid
[Diin xudt CYPIA4] (ban pim coricosteroid dang
hit nrhe  budesonid  vd
| corticosteroid qua mili) nén
‘ duoe theo d5i cin thin vé rhi
loan chitc nang vé thugng thin
ca trang khi didu trj va sau khi
‘7 ngimg voriconazole, |
ﬁ%ﬂ?ﬂg E;;? BID) Voriconazole Cu va AUC; — . Khing dié ihmh lidu
Twong ky caa th wbe

Ciic sin phim muiw vi cic dung dich chit dign gidi diim dic . .
Cac roi logn dién gidl nhu ha kali méw, ha magie mdu vi ha canxi mau nén duge dicu U Lrude khi bt
diu didu tri bing voriconazole. Khong duge ding voriconazole dong this vii béit ki sén phiim mau hode
cic dung dich ets chil dign giai ddm dac trong thoi gian ngin, ngay ci khi hai dich truyén dang truyén
trén cic diy chuyén rigng bidl.

Dung dich chia chét dign giai (khong dim dac)

Voriconazale dang tiém oo the duge truyén clng lie voi cie dung djeh tiém tinh mach khic oo chira
chit dign gidi (khong dam dic), nhyng phii truyen qua dubmg truyen riéng.

Dich truyén dink dwing (TN} :
Dich truyén dinh dudmg (1PN} khéng cin phai ngimg khi duge chi dinh vii voriconazole, nlung cin
phai duoe truyén qua mdt diy chuyén ridng bigt. Neu duge truyén qua éng thang cb nhiéu cong, TPN
vdn duoge chi dinh bang chng khie vai cng duge sur dung cho voriconazole,

Dich trupén Natri bicarbonat 4,2% b3
Voriconazole dang tiém khong duge pha lodng vl dich dich nay. Ban chil kidm nhe eta chit pha lodng iy
ndv gy ra sy phin hiy nhe cta Voriconazale sau 24 wii bao quin & nhift db phing. Mic di nén blo
yudn trong 1 lanh sau khi pha, alumg khing nén si dyng chiit pha lodng nay nhar mit bi¢n phip phong §
paira, Khi ning twong thich véi cée néng d§ kivie chwa duoe biet

£
10, TAC DUNG KHONG MONG MUON CUA THUOC /
Tim tit hi s an todin
Hé o an todn cia voriconazole dya trén oo sér dit 1iéu an todn tich hyp cia hon 2,000 461 trgmg (bao
gbim 1.603 bénh nhdn tong cde thir nghigm didu tri vi 270 ddi tugmg trong cde thie nghigm dir phdng).
Bitu ndy dai didn cho mot quin thé khéng déng nhit. bao gom bénh nhin méc miu de tinh, bénh nhin
nhifm HIV bi nhidgm ndm candida thye quan vi ahi®m nam kéo dai, bénh nhan khing bj giam bech cdu
trung tinh bj nhiém nim candida hode aspergillus v nhimg naudi tinh nguyén khoe manh,
Cac tic dung khdng mong muon thudmg duge bio cdo I roi logn thi gide, zot, phal ban, aén, bufin nin,
tiéu chay, nhire diu. phis ngoai bign. rii ogn xél nghi¢m chire nang gan, suy ho hap vt dau byng.
Mire d§ nghiém trong cua cic phan imy bait loi thireme tr nhe dén trung binh., Khing ¢d si khac bidt
dang ké ndo vé mit kim sing khi dir lidw an todn duge phin tich theo di tudi, chung e hodic gidi toh.
Trong bang dudi Giy, vi phiin lém cde aghién cin ¢d bin chat mo nén Ll ¢i eic tac dung phu cd quan
hé va tin suit & 1.873 nguiri Km thing hop Hr che nphién el dicu tri (1.603) va dy phong (270) theo he
théng co quan v tin suit, _
Cic loai tan sudt duge bidu thi 1 rit phd bién (2 1/10); phd bidn (> 1/100 dén <1/10); khing phd bién
(= 171000 dén <1/100), hiem (= /L0000 dén <1/1000): rit hidm (=1710000) va khong biét (khéng thé
wire tinh tir dir ligu cd shn).
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Trong mdi nhom tn so. cde tie dung khong mong mudm duge thé hida theo thir tr giam diin mire di

nghiém trong.

Bing 6: Tée dyng khimg mong mudn duge bive cio & cie dii tgmg dwge chi dinh voriconazole:

~ H§ew quan Tin sulit Phiin img —
| Nhilm khudn va Rit phé bién Viém xoang
nhiém mun Phé bién Viém dai trdng gia mac s
Cde khoi u lanh tinh, _ . . _
e tinh va khang xac Khorig bidt Ung thur bicu md 18 bao vay (bao gom 3CC da ché,
dinh (bao gdm cd u hofic benh Bowen) *
nang va polypl
| Miit bueh edu hat (bao gﬁm 01 gham bach cdu vi giam
Phé bidn hach céu trung tinh) . gl.j.m ba dong ll: b, gmm tiew
Rai loan méu va he edu (bao g gom ban xudl huyét piam tiéu ciu mién dich),
bach huyét gigm bgch chu, thidu miu
Khong pho bién | Suy uy xuemg, hii chumg hgeh 1o, tang bach ciu ai toan
Higém Bﬁng iy négi ml;u._h_ lan téa

R loan hé mién djch

Khang pha bidn

]

LI man

'k
Hicm

Rii logn ndi Liet

Khang pho bidn

Higm

Réi loan dinh dudmg
it chuyén hos

Rt phé bign
Phé bign

Phin (mg gid phin v

suy v Lhuqrng._lhan, suy gidp

Cuimyg giap

Pl ngoai bidn

Hﬂ durimg huvér, ha kali mau. ha natri mau

R Joan t2m thin | Phé bidn Il;r?gun cam. ao gide, lo du, mat ngi, kich dong, trang thai
Rit pho bién | Bau diu =
e Co giit, ngdt, run, ting truomg lye eo (bao gém cimg
iy iy vit chudt rit oo, loan cém, budn ngu, chung mt
Phi ndo, bénh nio (bao gﬂ-m bénh n&o thicu %y miu vi
Ré&i logn hé than kinh - bénh nio chuyén haa), i loan ngoai thip |:I:uu aom
s Khéng pho bién akathisia va parkinson), bénh théin kinh ngogi bign, m
dicu hoa, gifm cim gide, riti lovian 1 thén kinh
it Banh nfo do gan, hdi chimg guillain-Barre, rung gifl
[Hiem x
. _nhiin iy =
== Ril phé bicn Khiém thi

| Phé bién Xt huyt wiing méc
Rl : | Roi loan than kinh thi giac (viém da}' thén kinh thi gidc
T Khing pho bien | kéo dai), phi gai thi, con xoay mit, nhin did, vidm cling
mae, Vidm mi miit
Hiem T'zo thi gide, duc gifie mae )
Eum S Khéing phi bién | Suy giam thinh lye, chong mal, o
Phé bidn f:;r:mn nhip tim trén that, nhip tim nhanb, nhip tim
? . o v iei | Rung thit, ngoai tm thu that,_ nhip nhanh that, keo dii
Réi logn tim Khong pho biga Ir.huan_g OT tr[n dién ltlm dd, nhip nhanh 1rén thiit
Hid Ht:-fm dinh, bloe nhi thit (AV) hoan toan bloe nhanh,
- i | nhip ot nhi thi -
Réi loan mach ["hs bién Ha huxu fp. viém tinh mach

Khing pho bicn

Vg tie tinh mgeh, viem much I-rgth Ay é1

| Rt phd bién

| Suy b hap (bao gim khé thé vi kbé the khi géng sire)

Trarig M6 528




https://trungtamthuoc.com/

Rin lmllhﬂ-ha?.fang e e e vome e AL U SR |
aive VA trung it Ph:i: bicn _ Hai chime suy hd hip cap, phi ]'.I'i"lil.'ll ! i

Rt phd bién Tiéu chay, non mira, dav byng, buiin nén

['hd bicn Viém mai, khé tidu, tho bon, viém loi

Rbi loan teu hda s h:‘ hé Vidm phic mac, viém Iuy, sumg luir, vifm 14 trang,
| hong pho DIER | e da dity rudt, viem ludi

Ral pho bién | Kiém tra chire ndng gan bat thwomg, ==
i Vang da, ving da o mat, viém gan (Bao gom tfml thurng |
Rii logn gan mit Phi hign pan do thude, viém gan nhiem dic, 1on thuong 18 bio

- gan vi nhiém doc gan)

Khéng pho bicn | Suy gan. gan to, viém tii mit, s0i mit
Rilt pho bién | Phit ban -
Phé bidn "du' ;&m da trde vay, rung tde, phat ban dit s, ngira, ban

gk Hai chime Stevens - Johnson, quang dic tinh, ban LA
Réi loan da vame | onong PROBIER |y 04y miy day. di img da, phat ban sin, chim
dun da ' Floai tr bidu bi nhigm doe, 1ang bach cilu i wan va cic
Hidy triu chimg wodn thin kém theo phin ing thutc

(DRESS), phi mach, déy sime hogt hoa®, ban 48 gia da
15 dang, binh viiy nén, phit ban do thuce

Khing biet Lupus ban dé & da®, thn nhang®, doi moi*

Rt phd bien Erau lumng

Roi loan oo xuomg v

Rl Khéng ph bién | Viém khip i
e kA Hiém _ Vidm mang xuwmg * |
RO logn thin vi tidt | ot pho biin Suy thin cip, tide miy
nigu khing phﬁ hién | Hoai (u 'fvng thiin, protein nigu, viém thin

RéphGbien  [Sh ~
Pau ngye, phit mat {bae gom phi quanh & mét, phil

Cac rod loan chung va

tai chi tiém ¥ hisn mii, phit miéng), suy nhuge, én lanh
| Khong phi bign | Phan img tai cho tiém truyen, bénh ity el
Khi bien Creatinin mdu lang

Xét nghifm

| Khing phd bién | Uré mau wing, cholesternl mau ting
* Nhirmg tie dung khéng mong mudn nay duge xac dinh trong qui trinh fow banh thude.

I T
Mi ta cie tde dung khong mong muan W i
Rii logn thi giic cns T

Trong cde nghién cin ldm sing, suy giam thi hee (i nhin mi, s anh sdng, nhigm trung, loan she thi.  THHH
i i, ehimg nhin xanh, ri logn mét, nhin quing sang, quang g, Bo thi vé chuyén dng, |éa mét, u OUGE PRI
thin kinh toa, gidm thi lye. d@ sang thi gide, khidm khuyét thi trudmg. thiy tink thé ndi va chimg thaHEW FAR E
sdc vng) vii voriconazole rar phi bign. Nbimg suy giam thi hee nay |4 thodng qua va oo the hoi Fh‘-“-'f.,.

hodn todn, phan 1on 58 ty khoi trong vong 64 phit va khong cb dnh hudng thi gide [iu dii ding ké duprse P U
ghi nh:—ﬁn trén Lim sang.

C6 bing chimg vé sy suy gidm khi ding lap lai cde lidu voriconazole. Suy gidm thi lye thuimg nhe, hidm

khi phéi ngimg thudc va khing lien quan dén di chimg trong thiri gian dai. Suy giam thi lue cd the lién

quan dén nomg 4§ trong huvél trong vihode ligu cao hem.

Cor ché the dung viin chwa duge biéerd, mic di vi o the ddng rat cb the nim trong vang mac. Trong mijl

nghién ¢l & nhitng ngudi tinh nguygn khoe manh. dnh budmg coa voriconazole wén chirc ning ving

mac din den giam bign 4 song dign ving mae (ERGY Cac thay ddi ERG khong phit trién trong 29

ngdy dicu trj va e the hol phue hodn todn khi ngimg voriconazole.

D) ¢6 cac bao cho sau khi Lo hanh v cée tc dung khéng mong mudn kéo dai wén thi gide,
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Plign dimg tréfn dia

Céac phén img trén da thudmg ghp & nhimg bgnh nhin duge dln:u 1 bang voriconazole trong ¢ic nghién
clru lim sing, nhung nhimg bénh ehén nay mic cac bénh tiém dn nghigm trong va dang -:ihéu tri nhiéu
thude dong thii. Phin lém phat ban & e dé nhe dén trung hinh. Bénh nhin hiém khi :mﬁl hign cac
phiin img da nghiém treng bao gom hiii chimg Stevens-Johnson (khéng phit bién), hogi tir biéu bi nhiém
dje (liém pip) va hing ban da dang (hiem gap) trong khi diéu tri 'bﬂ.ﬂg. voriconazole,

Neéu mét bénh nhén phél ban, phii dm,w: theo dii chit ché v ngimg sir dyng voriconazole néu efic tdn
thuomg lién trign. Che phan (mg nhay cam vt dnh sang nhu chiam tn nhang, A6 mdi v day simg hoat
héa di dwge bao cao, dic bigt ld khi didu tri 1fu dai.

B co bao cao ve ung thir bigu ma 1 blo vay clia da & nhimga bénh nhin duoc didu trj bing voriconazole
trong thir gian dii; hign chima ré co ché.

Xet nghigm chre ning gan

Ty 18 thng the ciia thng transaminase > 3 lin ULN {Lhung nhidt thié phai bao gl mit the dung phy)
trong chireng trinh ldm sing voriconazole la 18% (31%1.768) & ngwin Iom v 25.8% (T3/283) &redc diii
twgng tré em duge si dung voriconazole dé #ip chung didu tri vit dyr phing. Cac biit thudmg vé xét
nghlam chirc ning pan ¢ thé lién guan dén nong 4o Lromg hu:.f._l lomg vit hode liéu cao hom. Phin ]mt
cite x¢l nghiém chire ning gan bit thurimg hodic -Jl.mlc gidl quy#t trong qud trink digu trf ma khing cén
didu chinh I:Emhnau_ sal khi digu chink Héu, bao gdm ¢ ng,l.mg digu trj.

‘-.’qnwr-,um!e hidm khi lién quarn dén cée rudng hop nhi¢m dic pan nghiém trong & nhimg hénh nhin
cd bénk tiém in ugl'uém trn;nng, khde bao gdm cae trimg hop vang da va mit 56 rrimy hop hidm g gap la
viém pan v suy gan dan d:n bir vong.

Cic phdn dwg fién quan dén l'ru_rm ilich

Khi 5.11' {Iung voriconazale truyén tinh mach o ngun ir.lml: manh, ¢cic phan ng pl‘lﬁ.n vé bao p j,ﬂm dé mat.
sbe, db md hoi, rthip tim nhauh e RELE, khi tha, nga'r. XL, buén non, naua vi phat ban d& xay ra. Cac
tridu chimg xudit hién ngay khi bdit diu uu;-.en Cin cin nhic ngimg ruyén néu cae phin (mg nay xay ra.
Dy phing

Trong mdt nghién ciu da trung tdm d3 bigl ten thude, so sanh voriconazole v itraconpzal nhir 1 bién
phap dy phing chinh & nguini lén va thanh thiéu nidn nleuim dj sinh do cay ghép 1é bdo mdau ma da duge
chimg m:nh chiic chin hoge ¢b thé xay ra nhidm ndm xdm lin trede 4o, ngimy si dung voericonazole
vinh vitn do cde tic dung phu dinge bdo cao & 539.3% d6i nme oo 396% dai nema & nhdm
itraconzzol. Cac tac dung khong mong mudn trén an ¢dip ciru khi didu tr dédn dén neime nghién ciu
thude vinh vién cho 50 dai twempg (21,4%) dvoc dicw trj bang voriconazole v cho 18 dai twong (7,1%)
duoe didu tr bdng iraconazol,

Bénh nhi

Tinh an todn ¢da voriconazole 43 duge nghién ciu 0288 bgnh nhi tr 2 dén <12 wai (169} va 12 dén
<18 tuoi (119) duge ding voriconazole dé di phong (183) va sz dyng dicu trj (105) trong cae nghwn
ciry lim sang, Tinh an todn eba voriconazole ciing duce nghién citu & 158 bénh nhi khac tir 2 dén <12
tudi trong cac charang trinh md rgng. Mhin i:hung hii sor tinh an toén cua voriconazole o (e om trong ur
nihur & ngandvi [ém. Tuy nhién, xu huﬂnp_, diii v tin sudit tdng men gan cao hom dvge hio cho 16 cdc e
dyng khong mong mudn trong cae nghien cou lam sang O b¢nh nhan tre em so vl nguii lém (ting
[mnsslnun::s.t 14,2% & bénh nhi 20 véi 5.3% & ngudn lom), i idu sau khi liw hanh cho thay co the ¢
ty & xudt hign cic phin (mg da {(dae bidt la héng banj & bénh nhi cao hon so v ngwdi 1om. Trong 522
bénh nhiin dui 2 tadi dege siording variconazole trong mgt chwong teinh st dung vi mue dich nhén dao,
cac phan tmg phy sau (khdng the loal tnr mdi 1i8n hé vdi voriconazole) da duoc bao can: phan tme nhay
cdm véi anh sang (1), loan nhip tim (1), viém wy (1), @ng bilirubin méu (1), té@ng men gan (1), phat ban
(1) va phi: gai (1), . J

B co nhimg bao cao sau khi san pham ra thi tredng v& viém tuy & bénh nhi.

11. QUA LIEU VA CACH XU LY:

Treong cde nghign ciu Efun simg, of 3 tridmg hop qua | licu do v ¥. TéL ¢a déu xay a0 bénh nhi, nhim
nguod Ja nhian duge wip 3 lin Iml voriconazole mnen tinh mach dwge khuyen cao, Mot phan dmg bat
leri duy nhit cua chimg s anh sang trong thii pian 10 phit 43 duge bdo cdo.

Chua co thude giai doc die higu cho voricanazole,
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Voriconazole duge tham tich mdu i d thanh thii 121 mifphin. Thinh r!huﬁ SBECT dupe loe voi db
thanh thai 35 ml/phat, Trong truime hop qua fiéw, thim phin tach mau o the hid trg togi bé voriconazole
vit SBECD khoi cor the.

12. DACTINH DUQC Ll,r{f HOC:

Nhém duge I¥: Thudie ching ndm hé thing, din xudt triazole.

Ma ATC: JO2ACD3

Cor ché the dung

Voriconazole 1la mid thubc n:hfmb nam nhém triazole, Co ché hogt ding chinh coa voriconazole 1 (o
-;.ru. qua trinh khir ml:l;h\-] cia 14 dlphﬂ-mm:ﬂﬂml duoe didn hoa bid eytochrom P450 cia nam, mit budc
thidt :.rﬁu trang sinh tong hep ergosterol ela nim. Su tich lﬂ!r cate 14 ﬂiphﬂ‘mf{'r'l steral tuong quan vin
i glam ergosterol trong ming 1¢ bao ndm sau d6 va o thé chiu trach nhigm vé hoat déng khdng nim
cua voriconazole. Voriconazole duge chimg minh la ed tinh chon loc dbi vai cac enzym cyiochrom P-
450 ctia ndm hom 1a cho cac hé thang enzyme cytochrom P-450 clia ding vit co vu.

Wi6i guan hé duoe déng hoo/duge lue hoe

Trong 10 nghign el dieu tri. gid trj trung binh cho nong dé trung bink va 1i da trong huyél tuomig o cde
dbi twomg riéng 1¢ trong cée nghién ein tuong Umg L& 2425 ng'ml (khodng tir phin vi tie 1193 dén 4380
ng'ml} via 3742 ng/ml (khodng wr phin vj tir 2027 dén 6302 hg,'m]J Chura tim shﬁ'» mdi lign quan tich
ey gila nﬂ'mg_ di voricenazole trong huyét tromg trung bink, 101 da hodc i thidu va hidu qua trong cde
nghién ciru digu trj va mdi quan hg ndy chua duge hiél trong cac nghlcn cing dir phing.

P'hén tich duge déng hoe-durge II,.H.. hoe cua di lidu nbhnén ciru ldm sang &3 xdc dinh mdi lién quan tich
ey g nang 4 voriconazale trimg huy &t uromg va ¢it nhimyg bit thudmg trong xét nghigm chire ning
gan va rdi logn thi giae. Didu chinh liéw trong cac nghién ciu dy phivng chua duoe nghién cin,

Hidu qua vi an todn trén 1Am sang

In vitro, vericonazele hign thi hoat tinh khing mim phd rdng voi hide qua khing nim d6i vai eac loai
Camadidde (bao nénm C. kruser khing fuconazol va cac chung Ad khing . glabraio va € albicans) va
hoat tinh didt nam dbi virt 1l i cae lodi .-lsperg?h'm dm;m thir nghn:rn Nu:léu ra, voriconazole cho thiy
hoat tinh digl ndm in vitee chéng lai cdc mam bénh ndm moi noi, bao pom cd Scedosporium hoe
Fusartum cé tinh nhay cim hgn ché vl cac thude ching nfim hign cé.

Hifu qud 1dm séng dugc xac dinh la dip tmg mit phﬁn hodc Loan phin d& duoe ehimg minh d6i v
Aspergillus spp. baa g_ﬁrn A flavus, A, fumigains, A terreus, A, niger, A, nidulans, Candida spp., bao
gim . albicans, C. glabrata, C. keusel, C. pavapsilasis v C. tropicalis va 50 ILn;rnL. e gioi han ela
dubliniensis, C. inconspicua, vi C. guillicrmondii, Scedosporium spp., bao gom 8 apigspermun, 8
profificans vi Fuscriim spp.

Cac truomg hop ohidm ndm khéc duoe didu o (thudne cho ddp tmg mit phan hodc hoan tadn) hag gém

ede rdmg hop riéng bigt cou Afrermaria spp.. Blastomyces dermatitidis, Mlasteschizomyces capitalics,
Cladosporiem  spp.. Coccidinides tmmils, Comidiobolus  coronufis, Crplococcss  Reciorimems,
Exserohilum  rostratum,  Exophicde  spinifera, Fonsecaga  pedrosed,  Madurella  mycetamalis, 'J
Paecilomyees lilacinus, Penicillium spp. bag gom P, marneffed, Phislophora richardsioe, Scopulariepsis
brevicauliy va Trichosporon spp. bao ghm ca nhigm T, defgelii,

Hoat tinh in vitre chong 1ai cde ching phin [dp ldm sanp 43 duge ghi nhin Adi v Acremonium spp.,
Alternaria spp., Bipolaris spp., Cladophialophora spp. va Histaplasma capsulatum. Hiu hét cac chungﬁfgﬁ-ﬁ

bj (e ché boi nang d eoa mncnnamie trong khodng 0,05 dén 2 pgiml. chng
H'E'ﬁtt tink in virro chémg lai cde mam bénh sau 93 duge chimg minh, nhung ¥ nghia m sang chua duge THH
bigt: Curvidaria spp. vis Sporothrix spp. DUC P
Céc diém nhay cam gioi han ' NEW FAF

F3é phiin lip va xdc dinh sinh vit gy benh, can thye hign viée Vv mbu 88 nudi cdy nim va nén duge L

thue hidn ede thi nghiém nE,hn:n ciru 20 lign quan khic (huyét thanh hoc, mb bénh hge), Co the bt dauw
dieu tr trwdre khi co kéi ud nudi ey vl che nghién el khie trong phang thi nghiém. nhung ligu phap

khing ndm nén dwge didu chinh ngay khi e két qua,
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Cae loai thutmg xuyén gy benh cho nguin  bao pom C. albicans, C. parapsilosis, C. tropicalis, C.
glabraia va C. krusef, tit cé thutmg biéu hign néng dé e che 1hi thidu (MICs) dudi 1 mg/L doi v
vorieonazole. ,
Tuy nhién, hoat tnh i viire cda voriconazole chiong lai edc lodi Candida la khong thang nhit, Cy 1he,
ahi voi O glabrata, MIC cla voriconazole déi vin cac ching phin 1§p 42 khing flueonazol cao hon ty
Ié 50 v0i cae ching phén 13p nhay eim véi fluconazol. Do do, mes 16 e edin duge thye hign d¢ xie dinh
foai ndm Candida deén mire [odl, Néw thir nghiém tinh nhay cam vii khing néim co gin, ket qua MIC ¢b
thé duge gii thich bing cdch sir dung cde tiéu chi digm nhay cim gioi han do EUCAST {(Uy ban chiu
diu vé thir nghiém tinh nhay eim vii khang vi sinh) thit Lip.

Cie diém nhay cam gidi han (breakpoint) do EUCAST

Jii T MIC
[l::_-il Candida v AISFEFEHfHE T E; [;';:F:'::if;}“ & e :'E.igi !.—_I;..',"gl
Candida altricans T 3 0,06 0,25

Candida dubliniensis = _ 0,06 (.25 |

| Candida glabrarg Chura dit bing chimg (1E) | IE =

Coandida krusei IE ' IE

| Candida parapsilosis 4 0,125 0,25 |
| Candida tropicalis* 0,125 025 ,
Candida guilltermomndii - | i IE |
Ce Candids khac khang lién quan den - e
. | £ Eig _i' -
diém nhay ciur gidi han®
| Aspergillus fumigatus i | i |
Aspergillus nidulans * 1 I

Aspergillus Savies - IE? 1"

Aspergilius niger IE’ IB:—
Aspergillus terreus | |E? IE* |
Che diem gidi han nhay cdm khong lién I IE
guan dén foai® o . '

'{Cae chung o6 gid trf MIC twén diem nhay cdm gidi han (%/1) 14 par hiém hode chua duge bdo cao, |
Ciic xét nghiém dinh danh vi thir tinh nhay cam voi vi sinh vit trén bit ky ching phin lip nio phai
durore [3p lai va ntf:u két qua durgre xde dinh thi chimg niy duge gin dén phong thi pghi¢m doi chida.
Cho dén khi ¢ bang chimg vé ddp img lim sang dbi v cac ching phén Wp duge xée dinh véi MIC

cao hon ngudng khing thude: hicn tai, chimg & duwge bao cdo & khdng thuoe, Dap img lam sing
76% dat durgre trong cac truremig hop nhiém nam do cac lodl duwge ligt ké bén duwda khi MIC =.h.‘fip hom
hode bang ngwdmg dich t& hoe, Do do, ce ching cua €. alhicans, C, dubliniensis, C. parapsilosis
va i tropicalis duge coi 1o &2 bj nhidm bénh.

* Gig A ﬁllnm han djch 1& hoc (ECOFT) doi v cile loai ndy ndi chung cao hon ﬂE:": wir O albicans

i Cae didm nhay edm gidi hgn khing Lién quan dén lodi dil duge xic dinh chi yéu dya trén dir lidu
PK/ PD vii khéng phu thude v sy phin bo MIC cia céc lod Cardida op thé. Chiing chi duge sir
dung cha ciée sinh vit khing b digm nhay cam gici han oy the,

* Pham vi khiing chic chin k# thudt (ATL) 14 2. Bao edo la R v nhin xél sau: "Trong mat 50 tinh
hudng lam sang (dang nhifm ting khing xim lan) voriconazole oo thé duoe sir dung vai diéu kign
dam bdo du phoi nhigm",

* ECOFF Adi vol lodi nay thing thudmg véi mdt 46 pha lofing cac hon hai lin so voi A, fumigaius,

| “Cie dibm nhgy cam gidi han khéng lign quan dén lodi chua duge xéc dinh,

Kinh nghigm lim sing .
Két qua thanh cong trong phan nay dge dinh nghia 14 dap img hoan todn hode timg phin.

Nhidm nim Aspergillus - higu qud i binh nhin nhiém nfrm aspergillosis b tign luong «dini :
Voriconazole ¢o hoat tinh digt nam i vitro chong lai Aspergillus spp. Hidu qua va Ly ich sting sl cln
voriconazele so voi am photericin B thdng thuimg teeng difu tri ban dfiu bénh ndm aspergillosis xim lin
efip tinh d3 duge chimg minh trong mt nghicn ciu ngdu nhign, da trung 1am, bidt 1én thude trén 277
bénh nhin suy gidm mien dich duge difu tr trong 12 tudn. Voriconazole dimg dulmg inh mach vén liéy
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nap 6 me/kg o 12 gio mt & trong 24 giordiu, sau do B lidu duy tri 4 mg'kg ol 12 gier mt liin trong

Wi thidy 7 ngiy. Sau d6 cf thé chuyén sang dang uing vii ligu 200 mg e 12 gid mét lan. Thei gian
trung binh cua didu tri v voriconaezole tiém truyen tinh mach l& 10 ngay (trong khodng 2-83 ngay ). Sau
litu trinh voriconazale truyen finh mach, thid giun rung binh cua Higu trinh voriconwzole udng la 76
ngiy (khodng tir 2-232 ngay).

Dap (mg todn b thinh edng (gidi quyét hoan wan hoje mdt phan 14t c4 cde diu higu, tridu chimg Lign
quan, cie bit thuemg khi chup X-guang/néi soi phé quin ¢6 tai thév diém ban dau) duge ghi nhin a 53%
hénk nhén duge dicu tri bing voriconazole so véi 31% bénh nhin duge dicu tr hing thube 4i chimg.
Ty 1@ sdng sot trong 84 ngay ddi véi voriconazole cao hon ¢ y nghia thing ké so vai thude d&i chimg
vi I feh cd ¥ nghia vé mit théng ké va lam sing nghiéng vé phia voriconazole ca vé thiri gian din lic
Lir vong i thir gian ngimg th ufie do déc tinh, : :

Nghién i nay xdc nhin lai nhimg phit hign 1 mét nghién cir tién el truoe do, of ket qua tich ey

& nhitng 361 trgm £ ©0 yeu 1 nguy co tién lugng xéin, hiao pim bénh manh ghep chiing lai vt chi, va dic
biét 1 nhidm khufn ndo (thudmg lién quan dén o 1€ tr vong gan nbu 100%), :
Céc nghién ciny bao gom benh nhidm aspersifiny nio, xoang. phol va lan toa & nhimg benh nhin cdy
ghiép tay xwong v co quan ngdi tang dic, bgnh mdu ac tinh, ung thir v ALDS,

Bénh ndm Canedide buyél & bénh nhin khang giam bach vy trung tinh:

Hidu qui cli voriconazole so vii phie 49 cua amphotericin B, sau do | fluconazol trong digu tri can

bin & bénh nhin nhigm ném Candida huyét &8 dugc chimg minh trong mit nghién el €9 thude di
chimg, biét 1@n thude, 377 bénh nhin khong gidm bach cau trung tinh (mén 12 twoi} bi nhicm nim
Candida huyét d duge ghi nhin trong nghién ey, trong d6 248 ngwdn duge dicu trj king variconazole.
9 d6i wrgmg trong nhém vericonazole va 5 dbi mromg & nhoém amphotericin B, tiép theo 14 nhém
fluconazol cling bi nhiém wim df dugc chimg minh v& mat ndm hoe trang md siu, Bénh nhin suy thin
bi logi khai nghién e nay. Thid gian trung binh digu trj la 15 ngay & ci hal nhom didu tri. Trong phin
tich ban déu, phan tmg thanh céng theo danh gid cia 11§ dng danh gia dir ligu (DRC] khong duge biét
thude nghidn e duge dinh nghla 14 gidi quyét /edi thign i ci cae din hidu v widgu chimg |am sng
et nhigm ndm bing cdch logi ndm Camdida khoi man vi cde vi tri bj nhidgm & mé siu 12 twin sau lin
cubi digu trj (EOT). Nhimg bénh nhin khing duge danh gia 12 tuin sau bdn cudi dico tri diree coi la
didu tr] thét bai. Phin tich tuén ther 12 sau EOT, 41% bénh nhdn ¢ c4 hai nhom digu tri déu oo dip fma
thanh cng.

Trong mit phan tich thir cip, st dung cie dinh gia DRC i théi dié-rq danh gid cudi cang (EOT, hoje
2.6 hofic 12 wiin sau EOT) voriconazole va phac db amphotericin B tigp theo 1 fluconazol 6 13 1¢ dip
ime thanh cang twomg (miz 1 65% va 71%. Banh gia vé két qua thanh cdng tai moi thid didm duwe winh
bay trong bing sau.

| Thir gian Voriconazole (N=248) | Amphotericin B — Muconazol (N=122) |
2T 178 (T2%) B8 (72%)

2 Tudn sau EOT 125 (50%) _ 6d (51%)

6 Tudn sau EOT 104 (42%) | 53 (45%)
| 12 tudn sau EOT 104 (42%) ! 51 {42%)

Nhidm ndm Candidi xim lin nghiém teong:

Nphién ciny gom 55 bénh nhin bj nhiém nam Candidi 1wén than nghiém rong (bao E;}m i ndm Candida
huyeét, nhiém nim Candida lan 16a va xfm lin khic) d duge dicu tri thube khéng nam trude do 38 khidng
higu qua, dde biét 1 voi Auconasol, Dap (me thanh cong duge ghi nhiin & 24 bénh nhén (15 dap tng
hodn todn, 9 ddp img met phan). O cde 1odi khing phai albicans de khing flucenazol, két qui thinh edng -
43 duge thiy & 33 doi neong nhigm C. krused (dap img hodn toan) va /8 dot wong nhiém C. glubrata |
(5 dap img hodn 10dn, T dip dng mot phand. D idu vé hidu qud lim sing duoe hd tng bid di liéu han
ché vé tinh nhay cdm,

Mhitm 11311] Sredosporinm v Fusariun

Voriconazole d8 duge chimp minh 1 c6 higw gua ching lai cde logi ndm bénh hiem gap saw:
Scedsporivm spp.: Bp img thanh cong vii voriconazole duge thay & 16 bénh nhin (6 ddp (mg hodn
todr, 10 dap dmg mit phéng trong sb 28 benk nhan nhifm S apiospermum va 2 bénh nhin (ca hai dap
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(g mit phin) ctia 7 bénh nhin nhiém 8 profificans. Ngodi ra, | trong 3 bénh nhin bj nhiém nam gay
ra do hem mét logi ndm bao gom ca Scedosporium spp.

Fusarium spp.: 7 bénh nhin (3 dap img hodn todn, 4 dap img mit phan) trong 56 17 bénh nhén da duge
diu tr] thanh ebng bdng voriconazele, Trong s6 7 bénh nhin niy, 3 bénh nhan bi nhifm nim & mit, |
apuro bi nhidm & xoang vé 3 ngui bi nhidm ndm lan 16a. Thém 4 bénh nhin khic mac bénh fusariosis
44 bj nhiém nim do mét 56 ching gdy ra. 2 trong s d6 di oo két qua digu tri thimh cing. _
Phin lén bénh nhin duge diéu tr] bang voriconazole dii v cde bénh nhiém nédm hiém gap néu trén déu
khiing dung nap hode dé khang voi ligu phap khing nam treoe do.

Dy phong ban diu nhidm pdm xém lan - Higu gua & nhimg bénh nhin ey ghép 16 bdo ghe tao mau
(HSCT} khdng duoe chimg minh chiic chin c6 hofe ¢d kha ning nhiém nam lan 168 guan trone (IFT)

Voriconazole di duge so sanh viri itrmcenazol nhir 1a bign phip dir phiong bude das trong mit nghién
ciru duge bidt ién thude. so sinh, da trung tdm & nguwi bon va vi thanh nién nhin HSCT dj sinh ma khang
¢t chimg minh hode ¢o the xay ra IF] rude do. Thinh cong duge dinh nghia la kha niing tiep we I.'IIiELt
tri du phong bing thude nghign et trong 100 ngay sau HSCT (khdng ngimg thubc> 14 ngiy) va sbng
sit ma khong dwpe chimy minh hofe ¢ the xay ra IFI trong 180 ngay sau HSCT. Nham chi dinl d&
didu tri e6 dicu chink (MITT) hao gém 465 ngi nhin HSCT di truyén v&i 45% bénh nhan mac bénh
bach cau ding eip tinh (AML). Tir lil e cae bénh nhin, 58% duge sir dyng phac do dicu trf trirde khi
ciy ghép. Dy phing bﬁng thude nghién e duoc bt dau ngay sau khi HSCT: 224 nhin voriconazole
vii 241 nhén itraconazol. Théd gian wung binh didu tri dir phong béng thude nghign el 1a 96 ngiy doi
vir voriconazole va 68 ngay doi voi itraconazn] o nhom MITT.

T+ 1é thanh céng v cde didm két thie thir ciip khic

| Voriconazole IIrnmnam;I'_gv_k;ﬁ;“I-:.i-{f:l- vé.r}' 1¢ v |
Wi e e |, M=RM | Nodfl LMhoAnElmedy ARl
‘Thinh cong ¢ ngdy thir 180° | 109 (48.7%) | 80(33.2%) | 16.4%(7.7%,25,1%) ** | 0,0002 +*
Thirh ebng & ngay thir 100 121 (54.0%) 96 (39.8%) | 13.4% (6,6%, ,24.2%) "% 0,0006 ** '
B4 hodn thanh it nhit 100 ngdy |

nghién ciru dy phong hﬁngé 120 (53.6%) S {39.0%) | 14,6% {5,6%.23.5%) | 00015 !
{thuGe .
Sdng soét dén ngay 180 184 (82,1%) | 197 (81.7%) | 0.4%(-6.6%. T4%) | 09107
Pruge chimg minh chic chin cd
hofie cd khi ning nhidm nam
|an 108 quan rgng IF1 dén npay
L 2]
|Busre chirng minh chite chiin o 5
hofic ¢ khi nang nhifm ndm! : A = . !

tan tba quan trong 1F1 i bt 2 {0:9%) 3(1.7%4) | ). 8% (=2.8%, 1.3%0] (L4589
1w . - - e e e n . e —— !
5!31:1.;1,- ¢chimg minh chie chin e,
lhoic co kha ning nhigm nam|
tan 1da quan trong [F1 tromg khil

Biém két thie nghitn cio Giatrj I

L3%) | S@U%) | 0% (30%, 16%) | 05390

0 3 (1,2%%) =1, 2% (-2,6%, 0,2%) (L0812

sir dung huic ' |

'+ Diém ket thite ehinh clia nghicn el ' ' .
|** Sy khae bigt vé ty I8, d6 tinh edy 95% v gif 1 p thu duoc sau khi didu chinb cho ngiu nhién.

L'y 1§ 1F] cho dén ngdy thir 180 va diém kél thic chinh cia nghién cing, do la thinh cong & ngay thir 180,
¢ viri nhitmg bénh nhin bj bénh bach cau dang cap tinh AMT. vis d6i v&i bénh nhin duge hoa tr ligu
trdrc khi cfiy ghép, dugre trinh by trong bdng dudi diy:
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Bénh bach ciu dong cip tinh

e

. i . s
R " Yaoriconazole ltraconazol | Su khie bift ve iy 1€ va dj tin

| Iiet"thur nghién el | (N = 98) (N=109) ciy 95% (CI)

Ngwmg IFI-Neiy 180 | 1(.0%) | 2(L8%) |  -0.8%(4.0% 2.4%) **

Thinh chng & ngly thir 180 55(56.1%) | 45(413%) | 14.7%(1,7%, 27,7%)

* Piém kit thiic chinh cita nghién ciru
== Sir dung bién J§ 5%, khong bién 46 nhd hon duge chimg minh.
*#% Sy khac bigt vé 1 18, KTC 95% thu duge sau khi digu chinh cho ngdu nhién.

Cie phae @b didu trj trinie khi ciy ghép
8 = _"l;".ﬂr-il.'unﬁ.tl'lh‘: Itriv:unami Sy i:.h:i-: .hiél vie ty 1§ va khodng
(N=125) | (N=14) tinefy 93% (CT)

206% | 3w | 05%(3,7%.27%7

Nguimg IF1 - Nedy 180 2(1.6%) =
Thiimh cong & ngay thir 1801 70 (56.0%) S3OATA%) | 201%(8.5%, 31.7%)° |
| Diém két thie chinh etia nghién cin '
| Sir dyng bién 4 3%, khing bién dd nhd hem duge chimg minh.

- Sir khae bigt ve 1y 1§, KTC 95% thu duge sau khi digu chinh cho n.géu nhién

Dy phing thir cip nhiém ndm xim 14 - Hidw qud & nhtme bénh nhén i-g'w ghép I& bio poc (a0 may
(HSCT khong dwoc chimg minh chic chén ¢6 hofic 6 kha ping nl‘ﬁénj nim lan tda quan trong (1FD
Voriconazole dd dipe nghién ciru nhur & mét bign phap dir phing thir cip trong mt nghicn el datrung
tiim, khang cé thude doi chimg ¢ nhimg ngudi truomg thanh HSCT df ghép di duge chimg minh hofe
o6 kha ndng eo nhidm ndm xim lin tnsée d6. Diém ket thac chinh [ 13 1€ xudt hign nhigm sdm xém Jin
di duoe chimg mink ¢hac chan va co the xay ra trong nam diu t8én sau 115CT. Nhom MITT gom 40
bénh nhin mae IF] trude do, trong do co 31 bénh nhin mic bénh aspergillosis, 3 bénh nhdn nhiZm nidm
Candicia va 4 bénh nhin méc [T1 khae. Thid gian trung binh diéu trj dy phing bang thude nghién el 13
95.5 ngdy & nhém MITT. )

IF1 d chimg minh chic chan hodc cd kha nang x4y ra & 7,5% (3/40) bénh nhin trong nam déu ti¢n sau
HSCT, bao gdm mdl bénh nbén nhiem nam candids. min bénh nhin i:lhiErn scedosporiosis (cd hal déu
téi phat IF1 trwde do) va mét bénh nhin nhiém zvgomycosis. Ty 1§ sOng s0t & ngiy thie 180 1a 80.0%
(320807 va 1 niam 13 70.0% (28/40).

'Thixi gian diéu tri )

Trong cac thir nghiém lm sdng, 705 binh nhin disge Eigu 1A bdng voriconazole trong hom 12 tudn, v
|64 biénh nhin duoe didy i bing voriconazole trong hom & thing.

Bénh nhi

53 bénh nhi tir 2 dén <18 tudi duoe dicu 1 bng voriconazole rong 2 nghién el tién lam sang da trung
tim, bilt tén thude, khang so sinh. Mot nghién el thu nhin 31 bénh nhin di chimg minh chéc chiin
hodic nghi ngér ¢i thd méc bénh aspergillosis xdm I8n (1A), trong d6 14 bénh nhin 3 chimg minh chiic
chiin hoje nghi ngd co thé LA va dure dura vivo phiin tich hig¢u gua MITT. Nghicn et thir hai ghi nhén
22 bénh nhiin nhidm nﬁm Candidn xim 1in bao gom ci nhiém nam Candida huyél (1CC) vt nam Cavidida
thie quén (EC) cdn dicu tr chinh hojde diéu tri ctru vin, trong 46 17 bénh nhin duge dira vaa phin tich
hidu qua MITT. B5i vai hénh nhan LA, ty Ig dap ing chung toan phiin sau 6 tufin 18 64.3% (9/14), TV ¢
dap (ng todn p-hﬁn_ I3 40 (2/5) ddi v bénh nhin i 2 dén <12 tadi va 77.8% (79 dii v bénh nhdn
W 12 ddn <18 i, DSi voi bénh abn [CC, t 1¢ dap (mg Lodn phin tgi BOT 14 83,7% (6/T) va dbi vai
bénh nhin EC tv 18 dap ¢mg toedn phin g EQT 1a 708 (7/10). Ty 1§ dép tmg chung (ICC vi EC ket
horp) la 88,9% (8/9) cho 2 dén <12 widi va 62,5% (5/8) cho 12 dén <18 tdi,

Céc nghién edu 18m sdng kigm tra khodng OT¢ \

Mt nghién e bat chéo dom lidu ngéu nhién, cb dii chimg vii gia duoe dé danh pia e dong lén khoang
QTe & ngudi tinh npuyén khoe manh durge tién hinh voi ba Hiéu voriconazole udng va ketoconazal, Mic

Két thie nghién ciu
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ting trung binh 6di da diéu chinh do gid duge so véi mire han diu sau 800, 1200 va 1600 mg voriconazole
tuomg tng 1a 5.1, 4.8 va 8.2 msec va doi vii ketoconazol 800 mg 14 7,0 msee. E.h-u-ng co doi tuomg nao
tromg nham eb mite ting OTe 260 msec se v ban diin, Khing cd ddi nromg nao virgt qud ngudmg lam
séng 13 500 mses.

13. PAC TINH DUGC DONG HOC;

Cie dae tinh duyge dﬁug hpe chung:

Durge ding hpe ciia vericonazole di duge xac dinh & nhimg dii trgmg khﬂ-e manlh, 461 teong dae bidt va
bénh nhin, Trong thin gian st dung lidu uéng 200 mg hn&c 0 mgx 2 Ia.n.-'tl.g,a:r trong |4 ngay & nhimg
bénh nhin cé nguy co nhidm nim aspergifius (cht véu 1i nhimg bénh nhin cd khii u Ge tinh cia mé
bach huyet hofic mi o mdu}, cde dih dieém duge ddng hoe quan 541 duge v& su hap thu nhanh chéng,
tich Hy v duoc dgng hoe khéng tuyen tinh vii phil hop vdi nhimg ditu quan sat duge o che Ai 1 nromg
khoe manh.

Dhurgre diing hoce cda voriconazole 14 khimg tuyén tinh do sy ko hoa chuyén hia ¢l nd. Khi tang licu,
i gm tang ndng d9 cao hon so vl hom timg t¢ 18, U tinh ring, trung binh, lﬂng liéus uﬂung ir 200 mg
xl Iun:ng.w kén 300 ma x 2 lan‘ngay Jin dén mire phoi nhidm (AUC:) 1:-'1115 gap 2,5 lan, Ligu duy i
chuémg uﬁng 200 mg {hodc 100 mg cha bénh nhén durdri 40 kg) dat dwge ndng A voriconazole twomg
thar truvién linh mach 3 rn[:,rkb Lidu duy tri dwémg uéng 300 my (hode 150 mg cho bénh nhin dudi 40
kp) dﬂl dire ning dd huyet trong lén i 4 meke truyen linh mach. Khl sif dung ligu Lai dbi v liém
truyen tinh mach hodc dudmg ubng, ndmg d4p thudic trong hu:.rét nremg ban vl trang thai on dinh s€ dat
dup trong vong 24 gu‘] dilu tién ding thude, Néu khing ¢o liéu 1ai, sy tich Imr xdy ra khi ding nhiéu
liéu hai lin mdi ngay véi nong di voriconazole trong huyét tuong & trang thai on dinh dat duge vio nghy
thit & & phan Iém cfic Adi mromg.

Mip thu:

V. ur:m:mmle dirore bilp thu nhanh chong va gdn nhi hodn Wwin sau khi uing, voi nu:lm, dd 151 da trong
huyét tromg (Cow) dat duge 1-2 pidr sau khi udng thude. Sinh kha dung tuyét df_u duimg udng cla
voriconazole wive tink 12 96%. Khi I:Iung nhicu liéw voriconmeole trang bita &n ed nhiéu chit béo, Cpa va
ALC: 10 luot gidm 34% vé 24%. Sir hdp thu cia voriconazols khing bi dnh lurdmg bir s thay déi cla
pH da day.

Phiin bo:

Thé tich phin b & trang thai on dinh dii varl voriconazole duge wie tinh 14 4.6 Likg. cho thiy sy phén
b ring i vao cac ma. Lién k&t vid protein huyd liemg ducre wic tinh 1a 58%. Chc mitu dich nde ty
(CSF) m E baénh nhéin trong mit chwong trinh md& ring cho lh.lw nbng 4§ voriconazole ¢o the phét hign
dwoe & til £d cic bénh nhin,

Bicn ddi sinh hoe

Cde nghién ciru i vitre cho Lhay voriconazole duge chuyén bia béd & pan cde isoenzym CYP2C19,
CYP209 va CYP3IAY @ cvtochrom P450.

Sur bién ddi gida cde cd theé lién gJuan den dugc dimg hoe vonconazale la cao.

Cac nghién ci in vive chi ra rang CYP2C19 tham gia ding ké wio qud trinh -I:Ihu}-'én héa cua
voriconazole, Enzym ndy the hign tinh da hinh di tuyén, VIdu, 15-20% din so Chiu A ed the du kién
l& nhimg ngueri chuyén hia kém. Béi vai nguii da téing va da den, tv 1§ phd bién |3 cia ngum chuyén
hiva kém li 3-5%, Ciic nghién ciru duge thyre higo rén Gée doi wmg khoe marlh I npwiri da tring va
ngwin Mhat Ban di chi ra ring nhing ngun chuvén hoa kém o mire phoi nhiém voriconazole (ALIC)
eao hon 4 Bin so voi nhimg ngum n::hu:.fén héa mn.g. i 6 kidu gen ding hop v Db tugmg |4 ngmtll
chuy én hoa rong rai dj hep i ¢o mire dg phi nhiém voriconazale cao hom trung binh géip 2 lin sa voi
doi tm;mg {'hu:rrn hba rong i dung b 1. ) . ] _
Chat n:hu'n.'eu haa chinh cua w‘m-;,nnu:.ult 14 M-pxit, chigm 72% chic chal i.|"I.LI.'I."EI‘| hiéa duge danh dau’ 3
phong xa luu hinh trong hu:,.'ct trong. Chil chuvén héa nay o6 hogt tinh khéng ndm rit thip va khéng ";':
gop ph.“m vilo higu qua tong thé cia voriconazole,

Thai trir:

Voriconazole dugc thai trir qua chevén hoa & gan vai didi 2% lidu ding duwge bai tiét dudi dang khin
441 qua nude tiéu.Sau khi ding mdt idw voriconazole duge dénh diu phing xa, khoang 80% hoa djng:
phing xa dwgc phuc hoi trong nuoc tiéu sau chi dinh da liey voi dudmg 1inh mgch va 83% trong nuoc

=
=)
o

Teang 24 4 24



https://trungtamthuoc.com/

liéu sau nhidu 1in u-i'nnt_ Phin lém (= 94%) tng hoat tinh phdng xa duge thai trir trong 96 gid diin sz

khi dung cé duémg udng 1.#1 durivng Tnh mach.

Théri gian ban thii pha cudi ¢ia voriconazole phu thude vao lidu 'm khodng 6 gitr vin liéu 200 mg {mng]

Do duge déng hoc khong tuxén tinh, thii gian ban thai pha cudi cin voriconazale phy thude vdo ligu

luomg vé do di khéng hiru ich trong du dodn sy tich |ay hode thai trircas vorie prazole

Dwe diing hoc vii nhom bénh nhiin dde bigt

Criari fimhy

Trong mit nzhién ciu v da lidu wing, Coas v AUC: doi veri phy ol teé khoe manh cac hon lin legt la

§3% va | 13% 50 '-.-1.:!1 nam thanh nién khae manh (18-45 tudi). Trong ctng mdt nghién ciru, khéng co sy

khac bié dank ké vé Oy vi AUC: duoe ghi nhin gita nam cao tudi khde manh va nir cao wbi khoe

manh (=63 tudi).

Trong mét chuong trinh lim sang, khang et diéu chinh liéu duge thue hign trén gidi tinh. Hb 5o an mﬁn

vi ndng do trong huyét tromg quan sil dwge & bénh nhifin nam v ni 1 twong ty nhau. Do do, khing cén

digu chinh ligu lugmg dya wén gidi tinh.

Bénh nhin cao I'Hfil'

Trong mdt nghidn o vié da lidu ufmg Cone vt ALC, & nam cao tdi khde manh (265 {udi) cao hon lan

iyt 61 %0 v B6%, so vai nam thanh nién khée manh (18-43 i), Khing cd su khac bigt déng ke v Com

v ALIC; dirgre quan sdt thay gida phy nif cao tuiri lkhae manh (265 i) va phy nir tré khde manh {1 8-

45 tudi).

Trong cie nghién ciu diéu tri, khing co diéu chinh liéu hromg nio duge thyre hign rin co 0 tudi L.

Tuy nhién, mdi guan hé gitra nong d§ treng huwl tiremg v tudi tde da duge quan sit 1hiw his 5o an todn

eiia voriconazele & bénh nhin tré vA ceo i 1d twong Uy nhaw va do do, khing chn didu chinh liéu i

viri npuond cao tudi,

Bémb mive:

Litu khuyén cdo & mé em v l.hamh thiu nién dyra rén phﬁ.n tich duge dgng hoe dén s 1ir dir l||.‘§u thu

durpe tir 112 bénh nhi suy gmm mién dich a dén <12 wdi va 26 thanh thicu nign tir 12 dén <17 tum by

suy giam mién dich. Tr'uwr': tinh mach da liéu véi 3, 4,6, 7va S makp x 2 Ielin*ng,iy vih da ligy HoIg

(ding bt pho hiin dich u.u-ng} 4 mg/kg, 6 mp/kg va 200 mg x 2 lAn/ngdy duge dinh gia Lrong 3 th]E:Fi

e duge ding hoe & e em, Lu’:u i dilng lm}'én tinh mgch 6 mg/kg, 02 lin/ngdy vio ngay thir nhit.

m.p theo 14 4 mg'ke ligu truyén tinh mach 2 lan‘ngdy va uing vien nén 300 mg x 2 Immga;.- durgre danhm
gid I.mng mq:nl nghien e duoe déng hoc & thanh thiew nién, Sir thay dfi durore fuan sl thiy & bénh nhis e T'I'H"‘
30 vl ngurdn [om. -
Sosanh dit ligu duge dgng hoc & bénh nhi v nguid im chima rang thng mire phoi nhiém du dodn qﬂUl’_ ¥ it PHIH
& tré em sau khi truyén tink mach 9 mg/kg trong duemg vin ¢ mgurin Lom sau sir dung s figu 1ai Lruyl:n tinh* FAR EART
mach & me/kg, Phoi nhigm todn thin diy dodn & 168 em sau lidu duy tri trayén nh mach twong img 14 4

va 8 meke, 2 Ian-’nga:.r turomg dLn:mg_ wér & ngini 1ém sau 3 v 4 mpdke, 2 Iﬁnrngt::.f Phui nhiém todn thin P -r:.‘-""',
dir dodin & tré em sau khi udng liew duy i 9 mgkg [lm da 14 350 mg) 2 kn'negdy wome duong vin i ===
ngrn lom sau 200 mp uong, 2 [An/ngdy. Lidu tiém teuyén tinh mach § medkg 52 ¢6 khi nang pho nhidm

v mntn—rm?_uh, cao hom !»..hunmg 2 Liin su vod lidu uong 9 mpkg.

Lidu duy tri truyén finh mach & bénh nhi cao hom so véi ngasti 16m phin dnh kha ning dao thii cae hon

& bénh nhi do tv 1& khéi huong gan/k hii Iugny e thé Lom e,

Tuy nhién, sinh kka dung dudmg uﬁnn e thé b han ché & bénh nhi kém hdp thu vi cdn n@ing thip so vin

A i, Trong treémg hop do, khuyvén cio st dyng voriconazole truyeén tinh mach,

'r-..fmg A3 voriconazole & phan lém thanh thidu nién twomg drong véi & ngdi lom dimg Lung phie dd didu

tri. Tuy nhién, né-r:g; dé voriconazole thip hom di dure guan sat thily & m 'tfl- F.hanh thiu nién ob cdn

NENE cor the Ihap g0 verl newir lom. Khd ndang [ nhimg dii rng nay oo thé n::hu'r:,n hida voriconazole

m-:mg ty nhur & trd em hom 12 thank thidu nién so v ngwrdri lom. [ura trén phan tich duge dong hoc dan

sé, thanh thiéu nign tir 12 dén 14 wéi od cin ning dudi 50 ke nén st dung liéu danh cho tré em.

Bénh nlin suy thin:

O} nhimg bénh nhén bj suy thin tir trung binh dén nang (ndng do thanh thii creatinin = 2.5 mg /dL), sy

tich iy sullobuty] ether beta cvelodextrin natd (SBECD) 6 the xdy ma do dao thii chi yéu qua mude

ticu

Bénh nhidn suy gan:
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Sau khi uﬁng liéu dam {200 mg), AUC e |'H.!T'| 233% ¢ nhimg Ao trgng by suy pan nhe (Child-Pugh A)
vi trung binh (Child-Pugh B 50 vii nhimg dii tegme ¢b chire nang gan binh lhm:rnh. Lién kit véni protein
¢lia voriconazole khdng b anh huong bin suy gram chire ndng gan.

T'rong mat nghién ciu da litu udng, AUC: cing turemyg e & nhimg d{u tugmg bi suy gan trung binh
{Child- Fugh B) dunge dung liéu duy tr 100 mg, 2 lin‘ngdy vi nhitng ddi tremg c6 chire nang gan binh
thisimgg sit dung 200 mg, 2 Bnfngdy, Chia ob dir 1iéu duge déng hoc cho bénh nhdn suy gan ning (Child-
Fugh C).

14, DIT LIEU AN TOAN TIEN LAM SANG

Cac nghiéna ciru v d3¢ Linh Nidu Lap lai vai voricopazale chi ri gan 14 cor qu:m dich. Ddc tinh rén gan
xdy ra khi l;l-:.p xiie viri hqu*I TAongE tuomg ty nhar khi tidp xuc vix lidw difu i & ngetd gidng nhur cde
thude khang nam khac. O l'..hl,.lf._'l-l. cdmg, chudt 11I1m vl ehd, voriconazole cimg gdy ra nhimg thay didi nhd
nhilt & tuyén thugng thin. Chc nghién el edt dién v an toan duoe |}'1 dde tinh 1rén gen hodic kha ning
gfy ung thur khimg cho F_}'I.ﬂ:g‘ mdi nguy hidm dje big dm virk con ngiro,

Trong céc ughmn clru v sinh san, voriconazole cho Lhﬁ} i ¢ th aliy quai thai & chugt va gdy dic cho
phéi & tha khi tiep :-:u:: todn thin wemg duomg vl the duee cia voriconazole o ngarm vesi lidu digu tri,

Tmng nghién ciru v sir phal trién trde v sau khi sinh & chudt & mie phoi nhigm thip hon se véi &
npudi v lidn dide trj, voriconazole kén dai thiri gian mang thai v chuyén dg, domg thiri giy ra tinh
trang khé sinh din dén la 1 vong me va gidm ty 1¢ song sot sau sinh cda chuft con, Cée tie ding 1én
quﬁ tnnh sinh sén cd didu hoa gL ché cu thé cia lodi, lién quan dén gidm mire cestradiol, vi phi hyp
voi nhimg ghi nhin v t;in: thudc !-'.hang nim azol khic, Sirdung voriconazole khang gdy suy giam khé
nlng sinh san & c‘hu:;;e u_:-ng dure va cai khi phm nhidm o liduy romg e lidu didu trj & ngir{ll

Dt ligw tign ldm sang trén SBECD chi ra ring cde tic ::h,mf-'- chinh L4 1a0 khéng bio bicu mé duimg 1ié&t
nigu v hogt hoa cda dai thire bao & gan va phd trong cac nghién cir dije tinh vin lidu ap lai. Do két
gua GPMT (thir nghigm 16 da hoa chudt 'Imtg} duromg tlnh khi ké den cin furur ¥ Khvir nang qua min cua
ché phim tiém tinh mach. Cdc nghién cury icu chudn vé dic tinh di truyén v sinh sdn voi 14 dirl:l':
SBECD khing cho thiy ¢ nguy hi¢m dac bid nao dbi v con ngudi. Cae nghién odu v& kha nang gdy
ung thu khong duge thie hién voi SRECD, Mit tap chit ¢d trong SBECD da duge chimg mink 1 tae
rhdn alkyl hia giy dot hién v I:-ang chimg vé kha ning gdv ung the & lodi gim nhim. Tap chat 11&}'
nén duee coi Ja chit co khi nfing gy eng thue & ngudt. Diea trén nhiteg dir 1i8u ndy. thét gian dido tri voi
cing thire tiém tinh mach khdng nén 1au hom 6 thang,

15. QUY CACH PONG GOIL: Hap | 1o,

16, PIEU KIEN BAO QUAN: Bio guan & nhiét 8 dwoi 30°C, wanh dnh sdng,

17. HAN DUNG: Lo thudc bdt: 24 thang kE tir ngay sén xudt, :
Thuoe bit nén duge sir dyng ngay sau khi hodn nguyén, Dung djch sau khi hodn nguyén bao quan o
nhigt d5 2 - 8 *C (trong 1 lgnh) tdi da 24 gid.

18. TIEU CHUAN CHAT LUGQNG: MNha san xuit + EP hign hanh

]J TEN VA BlA C HI NHA SAN XUAT
Cer sé¥ sdm xudi think ;:'ht'iim )
AROMA ILA{_. 5AN, LTD.5T1.
Vakiflar OSB Mahallesi, Sanayi Caddesi. Not 22/1, Kat; 2, Ergene, Tekirdag, Tho NhT Ky
Cor ser ehjn trdeh nhigm xual xieomg 1o:
POLIFARMA ILAC SAN, VE TiC. AS
Vakiflar OSB Mahallesi, Sanayi Caddesi, No: 221, Ergene, Tekirdag, Thé Nhi Ki
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