LPD Title: Voriconazole

LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

LWAFNIINNLEN

Ffieer

Jnua™
VFEND™

1. Zasn
nWua™ (VFEND™)

2. gaven
gudanaaunay

lundazidadsznaudls voriconazole (1n3lawnlaa) 50 un. w3a 200 un.

NTAARNREAILUIFIATUREATIAROAADAG
229UMUIIIMEN voriconazole 200 . LWaNRNLAINAL voriconazole WBUWINAL 10 WA/

ua. (91210 6.6)

3. anumyn
gudanaaunay

=1 A . I & a o § A o 114 .
UWLN@LQRGUWE{N voriconazole T#16 50 UN. tHWeILAANIURYI? @']%Viﬁ\‘]il@naﬂﬂi Pfizer

o < o o (14 »
anenuniIlaenes  VOR50

= A & . & = a @ A a
gLNaLARaUNaN voriconazole AwIa 200 uﬂ.l,ﬂumm@gﬂmahmﬂmwu /U1 AR IY

o o 6. b2 @ P o o (14 2
A1aN®Y | Pfizer  anewniilaianss | VOR200

NTAARNIAEAIYUIFIATUREATIBRANADAG
24 voriconazole THANIAzALINEIRILRaaITRaaatAaad tunsuuylalailad

(lyophilized) §217 Usznauane voriconazole 200 4n. miaﬂum@uﬁﬂmm@ 30 ¥a.



LPD Title: Voriconazole

LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

e aAa
4. @lmﬂ&luﬁ‘ﬂ'\\jﬂa%ﬂ
4.1 Pously
= o & A . ¢ af & v o Ao o
Voriconazole LiJ%El’l@l’mL“ﬁai’l"Iiu@ triazole %\‘laaﬂqwﬁmauaQ&JL‘HE]S’]VL@WJ’N LLaZ?JTaU\ﬂfﬁ

a6 1%

%H’lﬂ’liﬁ@L‘%@i’l Aspergillus LUURNATY (invasive aspergillosis)

$nwnemseaiiie candida lwRaalugilenga non-neutropenic

$hwnsdeadan candida URIELEREG JOEHIER (i’mvﬁl C. krusei)

$hwnnsdaian candida Avaanenms

$hwnmsdadanafinfoussannida Scedosporium apiospermum (L%a Pseudallescheria
boydii luszoe asexual ) LL&:L‘%& Fusarium spp. i’JsJVl%L%a Fusarium solani Iué/ﬂ’s U%GVLJJ'

RUIIONUAINIIINENIDTNIA 8N IINEITRA DU Le

o a dql/ Y aa a 2 = v Y 1 L
ﬂaaﬂums@l@maiﬂugﬂamummmmgdmummﬂm (ﬂl]')El‘]_]Eijﬂﬂ']ileTﬂiZﬂﬂLL‘]_l‘]qu‘qﬂiiaJ

' ) . X & & A = v
19N (allogenic bone marrow transplant) Wiz 3sNALRBAVITINAULTUEN)

ﬂaaﬁ‘umsﬁ@L%aiﬂugﬁﬁmmLﬁmgaﬁa:ﬁ@L%aﬂ,muqﬂmw L“ﬁuqmﬁ%‘umsﬂgﬂmmmaﬁﬁu

Aualdalion (hematopoietic stem cell transplant, HSCT)
4.2 WAUazID lFen
g TULIEN N

o < A & . ' o o ' A Y o
Judszmusniatnaaunan voriconazole a&13uag 1 ﬁQINGﬂauaqﬁqi‘ﬁia 1 ﬁﬁiwdﬂadm%ﬁ

NBRANIAZAIYWF N TURYALD IR DALRDAAD

Fuiludasnauuaziinas voriconazole (Wit 6.6) naulitnlasmmeaidimanasaiiiaad

Tainnzsin1wlg voriconazole THANIATAUINEMIURLALTIRRDALRAAAN LaUNIIRALTIN

AROALNAFILUL bolus
uweiinl¥e voriconazole ﬁma"'m’lﬁagmqﬂ 3 un./nn. datalud 1wan 1 09 3 Tl

a > ¢ A a ¢ ¥ v
NamnmmLaaml,l,axmsmaﬂ‘[‘nﬂamﬂumu



LPD Title: Voriconazole
LPD rev no.: 17.0
LPD Date: September 01, 2023
Country: Thailand
Reference CDS ver: 30.0; date: July 07, 2023
v v . ' [ a [ 6 A A v a & ¥ W
wwlw voriconazole TaNALNRAAMALRaA A 9 Bia MIlrasBianlnslaridutulag laans
RUATNVRALRDAGT Tz & LLaJ”miﬁlﬁmmaa@Lﬁa@ﬁfngﬂlﬂumUlﬁ&lﬂ@iwlﬁuﬁ'u fan
%81 voriconazole Tumsinmasausn aasinmanazdnalnslarinliaues 1iu szavlduas
A A ° o A A A o o A A ° o A o o
Wweonluldaad szauuwunidouluifond wazszauuaadunluaaadlwidulndnan GYREE
| R e A o o
4.4 9T MINIUszRIATINEIN L)
#1507 Iineviaaatdaamdedlantatanlnslan (ana laiiduae)
213¥ voriconazole NInaaatRaad LA LA LINRALENTINNANIRRaaLAaadTIlasBLan

nslart (i ldindu) wadaslwdroaelien 2 safuonnu

Total parenteral nutrition (TPN)

1919 voriconazole ManaaaLaaad lwaaisaiuiy TPN uddaslieemslwen 2 son
wanniu winlweemosnfidreadewnnin 1 Tas daslw TPN estesenalieniuresanals
&1 voriconazole (@ﬁ’a‘ﬂ'a 6.2)

nmylie lud el
mﬁnmﬁaaﬁwﬁaﬂmﬂ‘ﬁ’mm@mL’%N@Tuﬂﬂd%aa@Lﬁa@oﬁﬂuﬂ%mmga (loading dose) au7
fvue teliszauanututuwsase luwasnisanaluing 1 ersldtnmavasaiiaad
ativdaliiasagneian 7 Twnawdowduliosulsenm (@¥aTa 5.1) Lfia;ﬁﬂwﬁmmima
addndduwLazausanudesnililagmyiudszmu 3eldodald amnmsnensudssmuden
F1-UazfnTua (bioavailability) §9 (96% mssulasuszninemslilesnaadhnminaaatiaas

o =2 o I aa A [ 2
LLE‘]Z?‘]J‘].]?ZY]']%EN‘YI']VL@LN?J%Jﬂ’]’)z‘ﬂ’]dﬂauﬂ‘ﬂl,ﬁlntﬁll (Q‘VYJ“II?J 5.2)

v = ld' o v v 1 g
magah LA AT DIUWIA NN TR LA LT UAN 19T 989 T

-~ o . a
Nnuiaantaann suilseniw

9y & o & ' @y & o @
dihawmunasue | wilaiivunuag

40 nn. Gwlal N7 40 nn.

mmﬂmf‘}a\lﬁﬂuﬂ‘%mmga (loading dose) AaNTNWWA (24 TAlaaLIN)
ﬁm%’unnﬂj”aﬂﬂ“ﬁ 6 uN./NN.MN 12 TY.

ABEATINSIVEINTALA

8]Iga 3 an./nn./oy.




LPD Title: Voriconazole

LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

JasnunsfaLTasnuuy
anaw/ fJa9nu breakthrough

PpINTAATET

M3faLTaT Aspergillus LUy
AN/ MIdaian
Scedosporium Was Fusarium/

msfadanafiaiousidung®

AMzM3faLTa Candida 1u
\iaalugihongw non-

neutropenic

M3AAEaI candida NAaBA

M%7

3-4 un/Anmn 12 .
AHAATITIVBINITREA

Ejlx'lﬁ;@l 3 4n./nn./BY.

4 un/nnan 12 T,
ABEATISIVBINTALA

ijl\‘lﬁ;ﬂ 3 N/NN./BY.

3-4 un./ nn. n 12 7y.°

1A a
lafmsyssiiin

A o ' oA . [ o
AR1ALUINDINHIDHUIIAD LW (malntenance dose) (‘Via\‘l 24 ﬁ‘]T&I\‘ILLiﬂ)

200 4N. (5 318,

‘Ylﬂ 12 TU.

200 3. (5 ¥a.)

nn 12 4.

200 3. (5 ¥A.)

"qﬂ 12 TY.

200 4A. (5 38.)

n 12 TU.

100 uN. (2.5 ¥8.)

"Qﬂ 12 TYU.

100 4N (2.5 38.)

nn 12 74,

100 4N (2.5 38.)

“Qﬂ 12 TYU.

100 uN. (2.5 ¥8.)

n 12 TU.

a msﬁﬂmluawmau”'ﬂﬁqmmwﬁiﬂmlﬁm%’uﬂﬁ:mummﬂ 200 N, YN 12 7. azlddn AUC aRRuMIIRENInaeaLian
fawI@ 3 wn/nn. 0 12 T8 MIWMETUTzIwIIG 300 1N, 10 12 7w azldd AUCT asenunIliETInaaaIRaadh
210 4 N/ANNN 12 TU. (918 5.2)

b lun3finm invasive aspergillosis ﬂ?dﬂﬁﬁnﬁﬁ’l Wig iw:nmﬁ'ﬁﬂg’lu’uadmﬂﬁmﬁ’ﬂmﬁ’sFJ voriconazole NMINaBALRAA

Mda 10 T (129 2-85 1) FEHZLIAINBHFINVBIMNT M TINBNAIL voriconazole TfiasLUszNIUAD 76 T (129 2-232 F1)

(@¥a 5.1)

“lumyisumaaiiin ;‘Tﬂmﬁ'ﬁm%a Candida lwdaaldsumssnuidasdudiognaua 3 An./nnyn 12 T, 1ummzﬁ';§ﬂmﬁ

a a & . A4 A = v o 1Y = o g o
UN1I6ALTd Candida muamaaﬂvlmumﬁnmmammm@ 4 yn./nn. quﬂ 12 3. ‘ll%']ﬂFLl’WlI‘ﬂ%ﬂ’]‘iiﬂH’]‘U%ﬂUﬂ’)’]&IEuLLSG

o a &
BRZANWIUSVDINIIAALTD

nsdsuaninen
g1 WATUL TN

v U s 1A Y ldl g/ a qu 1 ‘:z/ RI
mmmauauawaagﬂwmﬂuL‘wmwa lugﬂ’mwum%unmm 40 ﬂﬂ."ll%vl,ﬂ IUNNUYUINEN

sutsemuiieinmnainadalitasan 200 un. Nn 12 21049 (AAEARIALVWIALN 3 WN./AN. nn



LPD Title: Voriconazole

LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

12 w.) 1w 300 un. N 12 139 (ARUARINLVUINEN 4 UA./AN. nn 12 33.) Swughon

Fnnntasnin 40 nn. 91RRVVUIALITUYIZNIUIN 100 WA, 1% 150 WA, nn 12 139

Y 1 1 Q § v { é/ 1 Q
wingthelimananudanmsinsulalonlusweigedu (o 300 an. lasnsiudszniu
nn 12 Tilad) Idsemnamitdsemunasnmadsdaiiiasnisas 50 unlasdral aufisawa
puNaInasdaiiiasdngada 200 un. n 12 $alas (w3a 100 un. N 12 Talas dwiu

Hiheniimindaeandt 40 nn.)

81314 phenytoin SIUAL voriconazole tamasLWaINBaNIdaLitaduas voriconazole
LNNYUANTUYTZNn% 200 wn. LT 400 un. nn 12 7109 (WNDUINNTUUTENB 100 Wn. Lu

200 wn. nn 12 Falus lugihonfidhwindaiaandi 40 nn.) (gWata 4.4 uaz 4.5)

o { o ' ' 4 o . a o A X
ULV NaIN BN aL1Is Bt lauUIy voriconazole TRATULITNMMLANNURINN
sudsznmuidn 400 un. nn 12 7139 LalRu1TINNY efavirenz NUTUUUIAEILA? (@ﬁ‘a“ﬁa 4.3,
4.4 usz 4.5)

4 s é/ [ aa U &
S:ﬂ:nmﬁl"ﬁflumﬁnmmuagﬂummauauaammaunmaagmmmxmi@l AUAKDIVBILTETN

B RANIAZAIYWF N TURYALD IR DALRDAAD
ﬁnmsmauauawaagﬂag@iamﬁlﬁlumm@ 3 Wn./nn. Nn 12 T lu9e3 lN eI a1LNNIU

A o ' oA A % A o o
gININEN BN aLIN IR Ia NI TREaTRaaaLAaadL T 4 n./nn. NN 12 T34

mﬂ;&”ﬂ'sﬂvl,iia'mwsawu@ian’ﬁ%’ﬂmLﬁalﬁﬂﬂwﬂu'm 4 un/an. yn 12 37109 IRRaUUIALLND

L= ' 1 tﬁ' dl v A o 94(‘) QL
snmammamaaﬂﬂ@mmsmmm’maamaamm%mqmiummmm 3 AN/NN. NN 12 139

81314 phenytoin $3AL voriconazole fawIasNNilasnInad RaaaLRaamINaITnEN
' ' A . A X I Y 6 o [ a Aaaa
atnisiaiftasuad voriconazole 1AW 5 an./nn. nn 12 Talas wadldszisnafad fism

2RI (@18 4.4 Uaz 4.5)

d & £ [ an X ! A o
53ﬁlzlﬂﬂ']ﬁlﬂ%ﬂ’]jiﬂ‘]ﬂ'qmuﬂgﬂﬂﬂqi(ﬂauﬁ%aﬂﬂqﬂﬂauﬂmaﬂﬁdﬂjULLﬂzﬂqiﬂaUﬁ%aﬂﬁLﬁﬂaﬂU

WJas



LPD Title: Voriconazole

LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

U v
3l ludgeany

1 o | v Qs U
vLaJaJmmmmumaaﬂimm@m‘l,uaﬂwfgamﬂq

m3lrenlugiheidnisiouwzaslaunniag

g1 WATUL TN

NI launnIad LI Nada LN 8T UAI&ASVAY voriconazole N laNITUUTEN
> qq: 1A o ) (% o o U Ad o 1 v =
anulifanuindudasdivawassvdizmulugihoniimhnueeslaunwiasdasts

JILLIY

v
NBRBANIALAIYWIA NI VN Y ALZ1RADALRDAAN
. . y .« -

NPT EA TR sulphobutylether B-cyclodextrin sodium (SBECD) saduavnazansvasenaia
l¥nsnaaaiian (intravenous vehicle) sl,u@j”ﬂaﬂﬁﬁmsﬁwammaavl,munwiaamuﬂmaﬁagmm
(creatinine clearance a8ni1 50 48./M111) 34A231W voriconazole THaTuLTzMUlUEtE

1 ;:3/ v a ] di a al' Qs u’n:i EZR Qs v A v L%
mmunumﬂmea'ﬂs:mumwmamnuﬂiﬂwﬁu‘naﬂma:‘lmuLLmquNaaummaa‘lm
voriconazole THARLALUINRAAALRAAGT AITATIVILIILALAAAINILAL creatinine lus’i’ﬁulugﬂw

A v @ o .. & a { o . A
WanHatn9lnade t132aU creatinine gafunsNnIanaswnsinw i voriconazole Tiia

Julsenmu

Voriconazole Qﬂﬁ’]ﬁ‘@ﬁ’mmiﬁ’mvlwhuvlwLﬁﬂ&l @28AINIINNAG (clearance) LYINNL 121 U&./
WIN NIENI ORI LN N8Iz EZLIA1W 4 T, 119 voriconazole Tui/Sunmwanyvinlw

aasUsurUIaN

SBECD éfi'oLﬂum”’aﬁ’la:mwaam‘*ﬁﬁ@‘lﬁmwaa@Lﬁa@@‘iwgﬂﬁﬁ@"lﬁﬁasﬂ’lié“’mvl,whuvlmﬁw
HAINNITNAALYINAL 55 Ua./W7

mslganludiheidnisiwsssduunnsas

lugﬂwﬁﬁmﬁﬂmmﬁﬂuwﬁu (acute hepatic injury) Fainldandimyiamvhouvessy
(ALT, AST) Mnduwinlidanuindudastsvrmas wustildasasziuszfanuanans

o o A a & a : VA
‘Yl(ﬂﬁﬂ‘]Jﬂ’]i‘ﬂ'N’]u?la(]@]‘LI‘YIa’WLW&I“II%VL‘]JaﬂaEJ'NGI?JL‘N:E’N

wiziin IR L voriconazole T a8 L’%u@Tuiuﬂ%mmgamuﬁﬁmu@’[uﬁﬂamTu TERISTRIISUMY

o . LI A o , y oA s A
uamﬁaﬂmﬂma (Child-Pugh A .8z B) LL@I%R@]"I.I%’]@]EI’]LW@?T]H’]aﬂﬂd@]aL%adﬂdﬂid%M\‘]



LPD Title: Voriconazole

LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

f9 i fin1s@nsmsle voriconazole lugtlaauudaiTaTauuLIuuss (Child-Pugh C)

. = = L= Q’ g 1 Qs o Qs aa { 1
Voriconazole FUNWINUNILANTUYDIAINITIANNTYNINIUYBIAULIZBINNTLEAINSARIANL
’jw”ugﬂﬁwmﬂ LB AeB% AIIUNITIT voriconazole ’lu@ﬂ’;ﬂﬁﬁmiﬁﬁmmaaﬁuunwiaqLLuu

P AV o ' A A a £ . o A °
;uLLS\‘la’lu’lsnslﬁ'l,@n’lﬂiﬂwﬁﬂvlﬂ nnienuLEsiaRadwyiu dilheninsvinuas

AULNNIBY LL‘]J‘].IE%LL?G (ﬁ/ﬂdvl,@ﬁl‘u MIaTITdlazAaauanuduisuadse Ei’NIﬂ 8T

mslzeluian

2
o e

mialgenlwidn @ feteand 12 ) uazioiu (12 G 14 T uazlivimsindaiasndy 50 nn.)

v lﬂ' o I s g
LY LLNuﬂ’Tﬂ% BN kA th

Twgnisnaaadanan g15u15en 1w

RUDBRBIWIAENINGWI® | 9 un/nn. NN 12 T4, laiuuziin

N9 (24 Bal. WIN)

A o 1 o & o <
WIALINDINHIDENY 8 Un.J/nn. 1UaE 2 A 9 YNJ/NN. IURE 2 A

AaLhag (Kad 24 BN, 1L3N) (PWIAELNFIFA 350 WN. TUAZ

2 A%9)

RUTBLNAG mnmﬁmsw:ﬁ’ammé‘maumam?maaﬂs:mnﬂuﬁﬂamﬁnﬁnﬁﬁuﬁuunws’aaﬁi’lmu 112 31y
- T U U U 9

g 2 faaunin 12 O LLa:;;Tﬂam”m:uﬁgﬁ@iuﬁ'umws'aaawq 12 faasnin 17 ¥ §uau 26 T

Bt IS UNIINENA UL LN NI A EINIIRA QLR BAGT LT NANTIAN IAAI UL ULNNNT b
[ (% aa d&/ 1 s o a 1 Gq// 1 v =)

gTUlszmunatamMInaaindduadednesmagiiins Aszaniimsliaimanaaaifan

faua 8 un./nn. azUIN1MeN voriconazole Iuiﬂoﬂwﬂgondwnwﬂﬁm%’uﬂszw’mmu’m 9 wun./

nn. 2 1

o P ) o tv & .:? =< A a v .
PUALNTUUTENM NI E R IULAN LT LU A UNANNIAN BT IENTT I voriconazole Iugm
@‘iﬁ'ugﬂLquumm"ﬁ‘ﬁ@wmJLﬂumﬁnLLmumnauﬁmfufuﬂi:mu ﬂ'd"l,zjﬁmsﬁﬂm%aauga
TER TSR TUNFUL T U LI UA N aWENRTUTUUTE M WA U LT A b 52113180 1l
a =S o o 23 d' 1 o = =< =3 U I3
wmsmmswmmaumnwmag‘lumuwwul,a:m"l,é’lumn msg@sﬁumm@lugﬂwmnma

wandaanlugihogdlng




LPD Title: Voriconazole

LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

U”d"l,;iﬁﬂ’liﬁﬂmm’mﬂaa@n"’yl,l,azﬂixﬁw%mwslu;jﬂ’sULﬁﬂmq@‘i’md'] 2 1 (9o 5.1) EEPINEY
uuzi IRl voriconazole luidinangdinii 2 O dyluifimsfinwinslginlugiladneny 2 fas
ni 12 Dlarhnuunwies (@Wade 4.8 uaz 5.2)

nslgenludbgudunanue (12 &l 14 9 uazdimines > 50 nn. uazenz 15 89 16 Jlagly
ffenvinning)

A3 voriconazole lupwaLdsariuglng

NI
thniaeuanasvasfihodslinadins erainsmamduss 1 Wn/nn. (Wiaduaz 50 wn. M
Suduldiniudsemusnagiga 350 an.) dgthelimanionudemliaasmamastuas 1

NN./NN. (HI0THa 50 AN, fﬁL‘%N@T%l“ﬁﬂﬁ%‘uﬂi:ﬂﬂumumgdq@ 350 wn.)

@ ~ ) P & 1 [
m3lieietasnwnisanalwdlnguazian
n:' v dl [ a 2{ [ d' o ai 1 23 v v = >
asuldsnnaasnumsfaalwinnrinnisidfouansadpdzuazanalvenlauwinis 100 1%
mmsn’l,ﬁm@imﬁaa"l@i’mugaq@ 180 1% BasNMIUAsusa Iz lunIBNgIaglwn1ING
a Y R 1 1 di A [ 1 U > Qs n:i 1
niiduiuatdaiiioaniaiduliadmegiglisuaioazifsudie (graft versus host

disease; GVHD) 1w (¥21 5.1)

YUIET

lﬂ' o tﬂl ot a IQ‘ v =) o A e 1 Y
LU LNWYWIA BTV L‘Wi’]ﬂadﬂuﬂﬁi(ﬂ@L‘liE]I‘HL‘V\%Jﬂuﬂﬂﬂiﬂﬂﬂﬂﬁ&lﬂ@‘&lﬂ’]ﬂqmﬂdﬁdﬂﬁEl Iﬂiﬂﬁ]

AINMTINWIA UL

cuzia lunslipunaasnun1Idaisa

g3liinsAn BN IsaR NI wANNUaaa N B WAz ENTAWNT T voriconazole kNI

180 IWINWB

4.3 dovnaly

[ " . X 2 ' o . ' d o o
vul voriconazole sl,updﬂ’g HFINTIUINEN voriconazole wIaa1wlsznauanlud1iu



LPD Title: Voriconazole

LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

%l voriconazole $7AL CYP3A4 substrates @ terfenadine, astemizole, cisapride,
. . T . . | v @ { & &
pimozide, quinidine %38 ivabradine LiasnanuduTulunaangsdusassnariianann

o v Aa ) & v a . o o
M lAAag9 QTe snduuazitaa i torsades de pointes (gmma 4.5)

a1t voriconazole 32U sirolimus LHa39MWLLN voriconazole Yinlwanuutuaasen

. . A X ' A o ¥ o a o o
sirolimus SL‘HWE‘]’]alJ’]LWlJ“Il%E]El’]x‘liJ%Elﬁ’]ﬂfUﬂ%EdL”]J’]S’JiJﬂ’]iﬁﬂH’]@llﬂ’]W@ (@‘WJ”IJE] 4.5)

v v . 1 Qs . . . - . . a A€
%Wl voriconazole $2wAL rifabutin, rifampicin, carbamazepine, barbiturates TuaaaNNIWIH
(1% phenobarbital) &z St John’s Wort titasanniianutdulylenennanitazvinlianududu

o @ v o

184 voriconazole Tuwananaaasatadividny (9Wata 4.5)

#als¥ voriconazole TUNANNATIIUIINTL efavirenz T 400 AN, Tuazais wiaxnn
Lﬁaqmnlummaﬁ'ﬂsqmmwﬁ efavirenz vwiagninsivhWauiTuduas voriconazole Tu
wasuaaadata i wenanit voriconazole SiviliaanduTuas efavirenz lu
wmamLﬁuﬁuamaﬁﬁfﬂﬁm@ﬁaal (@ﬁm”a 4.5, §MMIUNS I voriconazole S73NU efavirenz b

PAaINING QaTe 4.4)

Y o . ' o X & o < A
w1l voriconazole $3uAU ritonavir Tuawiags (400 an. uly Fuaz 2 A39) Likesan
ritonavir luswiaaanavhlwenuidutusase voriconazole Tunasunanasagvdinaiman

|

dnind giava 4.4)

©
€

e

FmNIAnsguNNG (@it 4.5, §1mMTuN13LA voriconazole TIUAL ritonavir Tuuwa

%Wl voriconazole $2wAL ergot alkaloids (ergotamine, dihydroergotamine) Jadu CYP3A4
4 CZ2R { & ' ¥ o v Aa .
substrates iasnnanadutulunmsnigeiusassnnaritananntldiia ergotism (g

W78 4.5)

w1l voriconazole $24AL naloxegol L{a931n voriconazole anavilwaNuLTNT U
‘QI &/ ' Qs o Qs A v vV a Qs 5
naloxegol Tunanauiingsduatnafivindany dvenanszduliifaensnanevaaywusi

(opioid) &' (127 4.5)

w1l voriconazole WAL tolvaptan 1189370 voriconazole 813¥N AT NT UV

a &’ 1 @ o % @ v o
tolvaptan IuwanaNWqugqmuamaﬁummmy"l,@ (9278 4.5)



LPD Title: Voriconazole

LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

wulst voriconazole $7un1 venetoclax Tuwn13sulweassusnuazluseninsinaawni13d 5y
YUIAE venetoclax LH899710 voriconazole WAV AN UTUVEI venetoclax Tuwanaa

A J 1 @ o @ A { a . [ 2
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= 6
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Tn&%a 1193:9319n133N 8T8 voriconazole Lazna919NAE LT voriconazole (9#aTa 4.5)
Ahaslaufuusihliiunsguansmsunngluiuiimndiedainisuaauazeinves
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N13IINVISEYLYN
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ﬁi’]Elx‘]’]%ﬂ’]il,ﬁ@L%@lﬂ’]iﬂﬂﬁﬁdﬂitﬁdﬁﬁ?%uiﬂﬁﬁll “INUNIITINWINIY voriconazole 1%3383

gaIsia 1Uh:

a

z139AM I THa squamous cell carcinoma (SCC): lugiluniiujAToAnishdausiuazdl

Tasuideedng unudnonunisifioussi@angesiia squamous cell carcinoma (F933fe
unSafimsriia SCC 7igd lunszargwsalsnluiin (Bowen's disease)) wazuziSizfiaaluan
(melanoma)Ius:%’jﬁaﬁ§'umﬁ'ﬂmsw:ma wintiadjasenanuiduisanuss aasU3nm
uwndanananInuazasdethowunngiamit arsRanImealEin voriconazole

a3 sz lnern1Inisfanisegradussuuazadngnanindiinnissnsiaae
voriconazole dalug1la shfienlsangunniiuanuduisanuas e lwasanuasussees

Suduuazaanmsnuses lsanaudunzi3e (pre-malignant lesions) ‘o

U =) IQ Qo l& v Qs Q 1 =) =) Q
wingtheifasesliaffiiniidireandasnuansucaasioslintawiaouziTofmis aziis
A7haaila squamous cell carcinoma w3aNziSIrfaLNa NN MINNINNYAN TN

voriconazole

L aUNTE AN NLRUTIA b A9LTa (Non-infectious periostitis): 137 BamnaLaiunIzanantay

lugfthedgndoaisiznlaiunisinsedan voriconazole iluszpziimuiu arsngald
voriconazole tgtheilainislialassnszgnuazainnisasadie X-ray wudansidhnuiia
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mslgelwan: ﬂ'dvlaiﬁmiﬁﬂmﬁamwﬂaa@n"’mazﬂszﬁw%mwimﬁﬂmq@%nn’j'\ 21 (9

Wit 5.1) 32y 14lE voriconazole Tugthuianany 2 B9l wunludszannsidneziianinzen
EwlmdauiRniduionnin (9¥a7a 4.8) AIATIITE S Ramumsvinuuasaulunadnuas
Alwn uuzthlild voriconazole sfiannaiimaaaifaadlunsdidiadnangszning 2 fis 12

'
v o =

= c!‘d = g’ = a qo/ a =3 = Rt cé
g ‘YlNﬂ’]’)thIﬂ%%’]ﬂ’]iLLa&Nu’]%%ﬂ%aEl&l']ﬂLSJﬂLﬂElUﬂU%’]ﬁ%ﬂL@]ﬂa’]EJLG]EI'JT]‘H, PINIT

%

JUUTEM U1 RIS AN THaNing

anudrasnsifadismanuduisnnuaslundulszmnndniugindinguau tiesannd
a = £ L2 [ n:i L2 1 1 a? =3 n:i
MenumMfia SCC daslfinaintasiuussuaaniduralugihonguit lwdnfiwuniz
IQ ™ Ié =) 1 kg > o v {
ANMULFLWILNRINTITIANINULRS LB TUNRIIH WIANTT LI IARANLRILFILAALAZATID

amrma'm'rimaﬁ’mﬁaazhwial,ﬁaaLLﬁa:%q@mﬁﬂmmﬁ”’sﬁmm

Everolimus (CYP 3A4 substrate, P-gp substrate): luuztinl#l4 voriconazole $2unu

o

everolimus L48991NANAIN voriconazole LWNAINNLTNTUVBY everolimus atNINNDRALY

72

Toytindiliddayaiiinnafiogynaliltawamuusilusnumnids (@iada 4.5)

Fluconazole (CYP2C9, CYP2C19 iaz CYP3A4 inhibitor): M3 AUz voriconazole
TIUNU13UY Iz fluconazole ﬁwaLﬁum’mLiwﬁugaqmazﬂ%mmmhﬁ'wmﬂ (AUCt) 184
voriconazole luaaadnIgunInG FalafimsfnsninmIsemasuszmIaanuimalien
voriconazloe LA fluconazole az**ﬁwm”mwaf: LLuzﬁ’ﬂﬁLﬂ’ﬁmﬁiLLma@m’mm@lmirﬂ&iﬁd

U52RIANFNNUSAL voriconazole 81L@3UEN voriconazole Wu&aLIGaN fluconazole (@ﬂy’ma

4.5)

Efavirenz (CYP 450 inducer; CYP3A4 inhibitor and substrate): A23LWNUWIAL1 voriconazole
1w 400 wn. NN 12 T4, URSAAYWIALN efavirenz 1w 300 wn. nn 24 Tlad Walwensed

N (98 4.2, 4.3 Uz 4.5)
Glasdegib (CYP3A4 substrate): a1@31n3MAEN#sINAL voriconazole ILLANANNLTNTUV DS
glasdegib lunmaanuaziinauifsIzasninan1iz QTe prolongation (gt 4.5) win'l

a tdl v 1 Rt v o v a l Qq:
mminmmamm‘z’l%jmsamﬂa LLM$%’]1%@]3’)§]@](§]@]’]&I ECG Uauadd

Tyrosine kinase inhibitors (CYP3A4 substrate): A1931N15 M4 voriconazole SA3AY tyrosine
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kinase inhibitor Aigniuaualadlas CYP3A4 aziiuAINITNTUEY tyrosine kinase inhibitor
° o A ' ' a X ' A A o

TuwanauiuazvinlwanulFeIdaaInIT LU NI LT IR LN ND % WIN BRINITDRANLALINITLTEN

saunule wuzinlhaauu1as tyrosine kinase inhibitor 84LazATIIRAAINNIIARAND LN

Ind%a (9Wata 4.5)

Phenytoin (CYP2C9 substrate ez potent CYP450 inducer): R S e P TP PRI ETa Tt PY
326U phenytoin atnslnadallaly phenytoin $2UAL voriconazole AITRANLALIANTLE

voriconazole W&z phenytoin $1un% tiwFouddszlominldinnnianains (@ate 4.5)

Ritonavir (potent CYP450 inducer, CYP3A4 inhibitor LLaz substrate): AITRANLALINTIA
voriconazole $AMAY ritonavir L4AMIAGN (100 UN. T4az 2 a39) uFsLdUszlomin lauinnin

{ = v o Q v %6 J Q v
AMALELY (@WaTd 4.5, dwiunslinilusmnageliu gwate 4.3)

Methadone (CYP 3A4 substrate): @370L00YBVYBY methadone lUWaN &L ANDURUNUT AL
anuLduR®aIN QT prolongation unzsihlwaagaufnauna binsdszraduazanudui
97N methadone Liat 9iilaiin1slE3uniy voriconazole anadiludasnauuIazn methadone (g

W18 4.5)

\ ; £ - ,
81Ny Opiates ﬁaanqnﬁau (CYP 3A4 substrate): AIWINTUWIRAVWIALN alfentanil,
' . { L A [% ' o .
fentanyl uaz B1N§Y opiates NaangniawdligaslasiainaTwanIny alfentanil uaziua
valadlasawlad CYP 3A4 (111 sufentanil) Lialg33unL voriconazole 13 dudasnsia
o a | = cdoe o fo . o X o o P A
siuazfaauingnIntlifslrsadNauRuiAL opiate 1Whdu (9Wada 4.5) hasaneinds
Aa . X oA o, o i a Ada
FIavade alfentanil Wiudn 4 1ilald3iunD voriconazole wazlum AN BaseNARUN N3
1% voriconazole $74AL fentanyl AHALRNALARE AUC,. 284 fentanyl 1.4 111 a1adndudad
[ Aa =3 fd o o & o . W:!‘t&/ =2
a1vIriuazfaaumam st iifdszasAnaunusny opiate lihu (mnldfszozinainis

a P &
aTfaaun e lan SIUNUU)

' i £ -
81Ny Opiates ﬁaammﬁm'; (CYP 3A4 substrate): A1IWINTUIRAVUIALT oxycodone LLAL
; SRR .
£Ngw opiates laangniznafigniuanualadlasiawlsd CYP 3A4 (151 hydrocodone)
A Y o . o I v [ a 1 R e o o 6
Wald3i:nY voriconazole m’ramL‘ﬂu@ladmmimmam@mum@‘!mitﬂwwaﬂszmﬂﬂauwuﬁ

) i o & v o
1 opiate 1W0du (9#ava 4.5)
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CYP2C9 uaz CYP3A4  s3feiuss (inhibitor) niatwfiensin (inducer) ﬂa;mﬁuvlsrjﬁmﬁhf:awﬁ
HALANRI D8RR NITNT U8 voriconazole Tunanganaugey waziilanai voriconazole 1y
L‘ﬁ'um’]mﬁuﬁﬂuwmammaqmiﬁgmmrmavlaﬂ@mﬁuvlmﬁ CYP450 1Asn#t lasiannzoting
Gedmsuasngniuanveladlay CYP3A4 1ilasa n voriconazole il CYP3A4 inhibitor 4]

Q( vV é/ Qq: &/ o =3 s aa v 1
E]‘YlﬁLLiOLL&I’J']ﬂ'ﬁﬁ AUC gwuuumuagﬂu substrate N@NY (@@ﬂi’]x‘iﬂ%@]iﬂiﬂ?@?%ﬁﬂd)

uaﬂmm:ﬁmﬁ:q"ﬁ WuatnIdn ﬂ’]iﬁﬂ‘hﬂ5uﬂiﬁ§ﬂﬁizﬂiﬁdEl’]ﬂ‘i:ﬁ’]l%;ﬂl"ﬁ"]'ﬁl’sNﬂ’]iﬁﬂ‘iﬂ’]‘ﬁ’]El
ad v & et A a o . o
qmmwmsmvlmum%mﬂmmm:@uﬂﬂul,aa@mﬂ Tasn133u1331 % voriconazole 200 1N, %

c?ﬁ = gl' L s 1 dl L% ncldl
RTHDINTI wamiﬂﬂmuﬂi:qﬂm‘l“ﬁ”’l,@nuﬂimmmguauua:mﬂwm’mau

[ . o @ [ X AN v A o v a ' & o
A3 voriconazole daaNTziaszidlugithonlaiueinnuiwhldifats QT sndu wa
lgenTauriumn voriconazole a1aliszauanudntulunmaminvasssngninanualarilay

- . o N . . . . . . A X
CYP3A4 (antihistamine U391 quinidine, cisapride, pimozide Was ivabradine) LA UL (g

AUANURZAITE 4.3)

A4 dao .
WNaVBILNaWNAAD voriconazole
ATWAISINABBAINILN
AUAINILIITIING voriconazole Ll,azmﬁuﬁaglumi’laéﬁuﬁm ieNN9v0IaNAT FRTULAR

A & ) & & A o ) . A
WAL FUBINFTINUMFATRLUUNUTIUANNTANU 90% VBIBATIFUARE lay ¢ =
wrig, b=, P= §9 N1 80%-125% LATINANY * TITOUAIATLINT 2 19 @
AUCt, AUC, ka2 AUCy-oo LRAIAUNLANTIWIUT19 165087 31380 0 audananNiauSunaen
WRZIINIAN 0 DIDUUA UEIAL
AuAINILN e ISR U Mt wnlTen dalTuBIaNITIREILAZITNATEIINAS
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L o o 1 | tﬂl 1 aAa 1 et g
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&1

(nalnnsiinawasnien)

ANATNILN
nmsidasuulas

Alaag geometric (%)

¥ o A Y )
YLWEWILN El']ﬂﬂﬂ”lisl?f
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quinidine, terfenadine LLa%
ivabradine

[CYP3A4 substrates]

Tuwananvassatannsavinliiie
QTc prolongation WazlNa torsades de

pointes

Carbamazepine a8z barbiturates

a = o = W
THADANYNTUIW (DITIND LL@IVI,&J
F1naLNE9 Phenobarbital,
mephobarbital)

[CYP450 inducer 8giNaLl39]

wallaf'levinnsdinsn Carbamazepine waz
a Qf Il
barbiturates THiaaannnIUIUINIILAN

ANLLUTUVDI voriconazole TuwanaaN

a o

=Rl

]

' =
AR

v v

qiavwld (Wade 4.3)

Efavirenz (a non-nucleoside
reverse transcriptase inhibitor)
[CYP450 inducer; CYP3A4 inhibitor

and substrate]

Efavirenz 400 4n. TUazATI bt
S73NY voriconazole 200 {N. %

82 2 A3

Efavirenz 300 ¥0. 74aA3d 14
33UNY voriconazole 400 yn. 4

8z 2 A9

Efavirenz C,, 7]*38%
Efavirenz AUCt TN 44%
Voriconazole C,,,, \]/61%

Voriconazole AUCt \]/ 7%

WSsUNBUND efavirenz 600 NN.IUREATI

Efavirenz C,,, <>
Efavirenz AUCt TM7%

wWSsULABUNLY voriconazole 200 3N.IUa

2 A%3
Voriconazole C,,,, /1\23%

Voriconazole AUCt \1/7%

ﬁ”ﬁul“ﬁ‘uu’mmmmgﬁumad
voriconazole 374NY
efavirenz 400 §N. IUAZATI

[

®I0UNNNIN (WAT8 4.3)

81314 voriconazole $3NAU
efavirenz fhAWIALNLAD
$hwnagedaiiiaswas
voriconazole L‘ﬁ'm‘ﬂu 400
AN IUST 2 A1 LAZIWIALN
efavirenz aaadtdn 300 an.
Suazass Lﬁa%qﬂiﬁm
voriconzole @adnaylulw
efavirenz fiuMIaESAW

v @

(a¥1a 4.2)

Ergot alkaloids (Ts32889 ue laj

wiililévinns@nw voriconazole 1iay

v v

gt (#ate 4.3)
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&1

(nalnnsiinawasnien)

ANATNILN
nmsidasuulas

Alaag geometric (%)

¥ o A Y )
YLWEWILN El']ﬂﬂﬂ”lisl?f
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FnaLNeg ergotamine Wa

dihydroergotamine)

WRNANNTNTHlUWAENN284 ergot

alkaloid uazyil#iAia ergotism

[potent CYP450 inducer]
300 WN. THAZATI
300 uA. TazA3d (IWwny e

voriconazole 400 4. TURE 2

A3a)*

Voriconazole C,,,, \]/69%

Voriconazole AUCt \]/ 78%

Rifabutin C,a “TM195%
Rifabutin AUCt TV 331%

WIsuisunAy voriconazole 200 UN.IUAS

2 A3
Voriconazole C, ’1\104%

Voriconazole AUCt /[\ 87%

[CYP3A4 substrate]
Lurasidone waita i ldvinn3@nsn we voriconazole Qﬂ’aﬁwl“ﬁ' (Wl 4.3)
[CYP3A4 substrate] Wzt UTUT Y09 lurasidone 1w

WaENDE N RIRIATY
Naloxegol uait9lai'lé¥inn3dinen ua voriconazole gravwld (Wate 4.3)
[CYP3A4 substrate] WnasiuanuTuT s naloxegol 1

WaRNNB IR ALY
Rifabutin

aiavuld (Wit 4.3)

Rifampicin (600 §N.7%azA39)

[potent CYP450 inducer]

Voriconazole C,,,, \]/93%

Voriconazole AUCt \1/96%

v v

qiavuld (Wt 4.3)

Ritonavir (protease inhibitor)
[potent CYP450 inducer; CYP3A4

inhibitor and substrate]

ENUWIAFI (400 AN, Iz 2

A39)

Ritonavir C,,,, and AUCt <>

Voriconazole C,,,, \L 66%

il voriconazole $auNU

ritonavir WA (400 wn.
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&1

(nalnnsiinawasnien)

ANATNILN
nmsidasuulas

Alaag geometric (%)

¥ o A Y )
YLWEWILN El']ﬂﬂﬂ”lisl?f

215N

BNTWIAGT (100 UN. A 2

A39)*

Voriconazole AUCt sl/ 82%

Ritonavir C,, . J/ 25%
Ritonavir AUCt \1«13%
Voriconazole C,,,, J/ 24%

Voriconazole AUCt sl/ 39%

P#IDNINNIN TUET 2 AT9)

v v

qravuld (Wit 4.3)

AIWaNELIMIlE
voriconazole 3147
ritonavir muﬁ@]@i’] (100 yn.
Suaz 2 A1) LTwdoud
Uselomeidilaan
voriconazole ¥1NNINAMNY

=
LREN

St John’s Wort
[CYP450 inducer; P-gp inducer]
300 a7, Tuaz 3 39 (IRsunu

voriconazole 400 4N.ATILA 87)

=< a & =<
lunsdnwdasenitansdnsnlu

a 6

mmaﬁﬂsq"umwﬁﬁﬁwuwuﬁa

Voriconazole AUC .o \L 59%

v v

qiauld (Wit 4.3)

Tolvaptan

[CYP3A substrate]

w3l ledvinns@nwn W voriconazole

WNALANANVLTNTUVDY tolvaptan b

o

WaRNNBEINRBEATY

@

aravwld (Wate 4.3)

Venetoclax [CYP3A substrate]

wilazdalaiinIdn we

voriconazole WZLNNANNLTNTUU B4

9 o

gRATY

o

venetoclax luwanaunaenidl

Y v X o
walgenitsauny

. A a 9
voriconazole tiatsulwenlu
assnsnuazluszning
PuaawnTUTUTIAEN
venetoclax (Q‘]%W’Jﬁ'a 4.3)
o I U =1
Fududpsdnisaauwiagn
venetoclax muﬁizﬂﬂu
”agamsﬁ‘aﬁhﬂm
venetoclax 143 #319n13 19

o

d o >
HINIITAVLININTINIY

q

wpztih ldamadaauains

LRAIVINITNAN D
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& auAsNIEN Hounskuigiuns iy
(nalnnsiinawasnien) msaguuilas g19INN®
ALaie geometric (%)
1na%a

Fluconazole (200 NN.IUR
A39)

[CYP2C9, CYP2C19 uaz CYP3A4

Voriconazole C,,,, T 57%
Voriconazole AUCt T 79%

Fluconazole C,,, Wldas1a

galainsdnwinmsa
PYUNALN WAZ/MAIBANNDNNT

lﬁ voriconazole LR

inhibitor] Fluconazole AUCt 'li'lda133 fluconazole = TI8TNIANE
# wuztih it sssuas
a =3
famungnisatliie
1/5289691N voriconazole
M Fu%ad fluconazole
Phenytoin

[CYP2C9 substrate and potent

CYP450 inducer]

300 WN.IUAZATI

300 mg uaza¥d (IRswnu
voriconazole 400 4. 74as 2

AT9)*

Voriconazole C,,,, sl/ 49%

Voriconazole AUCt sL 69%

Phenytoin Cmax T 67%

Phenytoin AUCt T 81%

WSsULABUNY voriconazole 200 3N.IUa

2 %3
Voriconazole C,,,, T 34%

Voriconazole AUCt T 39%

a A o
AITRANLALINTLE
voriconazole $3UNU
phenytoin LiwLRHILE
Uselgminlauinninany
t-ﬁ' o v >
Red wietinlwe93e3d
LazAaANT=AL phenytoin

aedlnata

271314 phenytoin YINAL
voriconazole SNUUIALLNG
TnENaEIdaLhasad
voriconazole TRAMEALLN
A o A

Vnﬂ%ﬂﬂ@llaﬂﬂ(ﬂ@nlwulaﬂ% 5
yn./nn. “qﬂ 12 "ﬁ:JING ﬁ%a

. A X
%u@iuﬂiz“mmwmmﬁnﬂ
200 an. 1ilw 400 un. NN

12 Talas (lugthend
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&1

(nalnnsiinawasnien)

ANATNILN
nmsidasuulas

Alaag geometric (%)

¥ o A Y )
YLWEWILN El']ﬂﬂﬂ”lisl?f

215N

ininasnin 40 nn.
oz .

VANDUINNNNTTULSENB
100 ain. i 200 un. Nn

12 T2lu9) QT 4.2

Letermovir

[CYP2C9 uaz CYP2C19 inducer]

Voriconazole C,,,, i 39%
Voriconazole AUC_;, l 44%

Voriconazole C,, l 51%

winlisansonaniasens
1% voriconazole $1uAU
letermovir L& lAa373
AaauNIFYLFY
UsednfualunIsnsves

voriconazole

win ldaaunsnnanifeanis

Flucloxacillin w9l ldvinnsdines wadssanui
[CYP450 inducer] flucloxacillin 8aANNLTNT UV DS 1% voriconazole $yuny
voriconazole Tunaaunagnsfivisdinn | flucloxacilin 'l 1#av9
AAMUNNIFYLEY
dszdndualunmssnsves
voriconazole
Lemborexant waitialaildvinn13d@nn ue voriconazole MIWaANAIM Il
[CYP3A4 substrate] WnaziuanuTuT s lemborexant 11 | voriconazole $2umL
WRIRNN lemborexant
Glasdegib uait9lai'lé¥inn3dinen ua voriconazole winldsusananasams
[CYP3A4 substrate] WnaziuanuTuTuas glasdegib 1 lgnsrunule wnzviald

a a X A a
NWANRNILLRSUAINN Laﬂ@qﬂ“ﬂu'ﬂfﬂglsﬂ@ﬂ"nz

QTc prolongation

AT73R0e1N ECG Uapasd

m"g:&lm tyrosine kinase inhibitors
A = M 1o > A e
(GIRRREVAN) LLGIVL&JMTW@LW&IG axitinib,

bosutinib, cabozantinib, ceritinib,
cobimetinib, dabrafenib, dasatinib,

nilotinib, sunitinib, ibrutinib,

wal8913l8¥iNn13AN 1 w6 voriconazole
21LLNNAMULTUTUD tyrosine kinase
. i Pz

inhibitors luwaaan Gagniuaualadlan

CYP3A4

winlisansonaniasems
Innnnle unzinliaa
VUINEN tyrosine kinase

inhibitor &ILAZATIIAAAN

nIafinagslnaga
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&1

(nalnnsiinawasnien)

ANATNILN
nmsidasuulas

Alaag geometric (%)

¥ o A Y )
YLWEWILN El']ﬂﬂﬂ”lisl?f

215N

ribociclib)

[CYP3A4 substrates]

PIFIUNITILAIVBILAEA

Warfarin (30 4n.a39L887
TINUNU voriconazole 300 UN. 7%
82 2 A%9)

[CYP2C9 substrate]

o @, L oA X
#ilwe prothrombin time 1AXTUFIFA 2
L¥in

wugtin a9 IIuas
AA@NIA prothrombin time
WIDNNTNARDLLNGIUNIT
o o A A A
UAVBILRANDUNLANZTN
ae3lnaga wazlsurue

PYPILNAIUNNTIVAIVDS

PIFIUNNTILAIVBILAEA waazealaiin13@nw voriconazole 813 LRaAMNHAT Lo
TRasuYszmMudng IANANULTNTUVaS coumarins Tuwanaan
P oo e o & o . .
(‘Ni’mﬁ\‘l ualaissa mluim’ﬂﬂuwalﬁ prothrombin time
- VNN
LW&J phenprocoumon,
acenocoumarol)
[CYP2C9 and CYP3A4
substrates]
Ivacaftor walazealaiin13AN we voriconazole wuzin lAaa e
[CYP3A4 substrate] WNALANANUTNTUVDI ivacaftor i ivacaftor
WA wazvinlianuRusdaanLdng
¢ a &
YT RIALNNT W
Eszopiclone waazealaiin13An¥ we voriconazole wuzin liaauuwae
WheziuanutuTwluna auLazLAY eszopiclone
[CYP3A4 substrate] P

f]ﬂ%sl,umimuﬂizmw’nad eszopiclone

Benzodiazepines
[CYP3A4 substrate]
Midazolam (0.05 yn./nn. N3

= o g =
RROALRDAAT ATILALT)

=2 AN v AAa  ea
lunsdnsnlasumsaRuWaase

AUC, . 184 Midazolam T 37 uh

LL%:ﬁ’]sLﬁ/ﬁﬁ]’ﬁm’I NAVUA

81 benzodiazepines
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&1

(nalnnsiinawasnien)

ANATNILN
nmsidasuulas

Alaag geometric (%)

¥ o A Y )
YLWEWILN El']ﬂﬂﬂ”lisl?f
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Midazolam (7.5 an. THha

a Oq: =
TUTEnmn avaLa 87)

o

£N&4 benzodiazepines A8U ¢
& =2 M 1o @ A
@i ua laisnauies

triazolam, alprazolam)

lunsdnsnlasumsARLWa s
Cinax U89 Midazolam T 3.8 ¥

AUC, - 84 Midazolam T 103 i

wilazdalauinsdnw Juldlan

voriconazole 3¢¥n IRIzaUEN luNaRIN

284 benzodiazepines @28 § FInNLUAN

a & o o
ualadlas CYP3A4 tWnduvinlnavas

&
NIRIUUIERINWI UL 1

Immunosuppressants
[CYP 3A4 substrate]

Sirolimus (2 NN, ATILALT)

Everolimus

[ P-gp substrate LTHAW]

Ciclosporin (Eﬂlﬂ’mvlﬁ%'umi

a a A o o
Ll]ﬂEJ%VL@ILLE\IZ&Iﬁﬂ”I’JzﬂﬂG@]’JLLa’J
1a@suen cyclosporin W

JTYLLINYNIWU)

=2 a o = Aaa ¢
Iuﬂqiﬂﬂjﬂ"]aaizﬁudﬂ’ﬁﬂﬂ HINANUN

sirolimus C T 6.6 LY

max

sirolimus AUC. T 11

wal8314l8¥iN 138N 11 we voriconazole
WALANAN VTN U8 everolimus i

o

WaIRNNBENIR ALY

ciclosporin C, .4 T13%

ciclosporin AUCt T 70%

#ul¥en voriconazole
3WNU sirolimus (9¥78

4.3)

Taduuziinslien
voriconazole 374NU
everolimus LW31EANATN
voriconazole ﬁlztﬁum’m

v v

LNTUUBY everolimus 88N

o o

Ay (gl 4.4)

A 2 ae
vilasSulw voriconazole Tu
U A R . .
;dﬂm‘mvl,mu ciclosporin
a%l;lﬁll wnzih IRaauman
. . 4 4
ciclosporin 83AIRWILAE

A3 1ILRAAANTZA
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&1

(nalnnsiinawasnien)

ANATNILN

nmsidasuulas

Alaag geometric (%)

¥ o A Y )
YLWEWILN El']ﬂﬂﬂ”lisl?f

215N

Tacrolimus (0.1 4n./nn. A9

a
LAE1R)

Tacrolimus C,« T1 17%

Tacrolimus AUC, T 221%

81 ciclosporin 8814lNa%TA
MR BITEALEN
ciclosporin 1AgagaInuMs
WuRsdola danoald

voriconazole §8493235234

LaTAAeNTEALEN

ciclosporin atnslnadauas

LN AN ANANLT T 1

A A o .
L&Jal,i&ll‘m voriconazole GIM
Qﬂmﬁvl,@ﬁ'u tacrolimus ag’
Wnwuzti laaamann
. A A
tacrolimus adLAAaWIIlY
dl v
NVBIWaNas e
LRZATIVILIILAZAAAY
=AU tacrolimus 8819
lndga msANvaITTALEN
tacrolimus WAEATBINLANT
Wunsda e wanya i
LanyaLn

voriconazole §8493295234

LaTAAeNTEALEN

tacrolimus ag3lnaTaLAY

LN AN ANANT T 1

. 4 4 =
g1 Opiates aunNaanfnsan

[CYP3A4 substrate]

Oxycodone (10 4N.ATILAL)

=2 a o = Aaa ¢
Iuﬂqiﬂﬂﬁﬂ"]aaizﬁuﬂﬂ’ﬁﬂﬂ HINANUN

Oxycodone Ci,, T17un

Oxycodone AUC. T 36 v

ATTWINTINRATUNIAEN
oxycodone LLaZE1 opiates
4 4 =~ 4
aUNaaNYNIYNITINNLANAN
va'ladlas CYP3A4 (11w
hydrocodone) 813

Fududaadszisuay
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o aa L o d' o L3
& awaINIL dauneitigInuM LY
(nalnnsiinawasnien) nslagwulas g19INN®
Alaag geometric (%)
a R
Aamumamantlin

& . o X
U3ea9697N opiates 1ADLH

Methadone (30-100 4N.74azAT4)

[CYP3A4 substrate]

R-methadone (active) CmaxT 31%
R-methadone (active) AUCTT 47%
S-methadone C,,, T 65%

S-methadone AUCt T 103%

wugin e T193E9uae

a -1
mmum@mimﬂluwo
Usraadnazanudunsn
methadone 77813 QT
prolongation Whd% 812
Fududasanumiaen

methadone |4

snsesunsaniauilaly
#lAa388a (NSAIDs) [CYP2C9

substrate]

Ibuprofen (400 An. ATILALT)

Diclofenac (50 4n. A3ILAE1)

S-lbuprofen C,,., TZO%

S-Ibuprofen AUC.« T 100%

Diclofenac CmaxT1 14%

Diclofenac AUCO_mT 78%

wugtin a9 Isuas

a 6 o 1 R
famungnisnianlii
UszasduasNautitasan
NSAIDs 1iag ¢ 819
Fududasdiuanauias

NSAID

Omeprazole (40 ;\m.fuazﬂ‘}'ﬂ)*
[CYP2C19 inhibitor, CYP2C19 Uz

CYP3A4 substrate]

Omeprazole C,,,, T 116%
Omeprazole AUCt T 280%
Voriconazole C,,,, T 15%

Voriconazole AUCt T 41%

gvouadlsaantualaugadu

CYP2C19 219Nl f19l@e voriconazole

Lauuziinlvdsuauia

voriconazole

A4 299
L&Jatiulﬂ voriconazole GIM

K1 871 lé31 omeprazole

ra v

DHULANMILVUIALT 40 UN.

a

A '

w3 wuztinlae
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&1

(nalnnsiinawasnien)

ANATNILN
nmsidasuulas

Alaag geometric (%)

¥ o A Y )
YLWEWILN El']ﬂﬂﬂ”lisl?f

215N

Iaunn

V1AL omeprazole |

4 A
AIINRU

sauriiiariaiudszmu *
[CYP3A4 substrate, CYP2C19
inhibitor]

Norethisterone/ ethinylestradiol

Ethinylestradiol CmaXT36%
Ethinylestradiol AUCt T 61%
Norethisterone CmaxT15%

Norethisterone AUCt T 53%

I N D P P T e KT
a =S 6 o =1
Gamuiiangmaalaulain

USTRIANFNNUTALEN

Quﬁuﬁmﬁ@ﬁuﬂsxmu

(14N./0.035 WnN. 1aLAT) Voriconazole CmaxT14% SERIIN TN TN
Voriconazole AUCTT 46%
i AL a
£NN&N opiate NiBaNnNIFH AN TWIAAVUIAEN

[CYP3A4 substrate]

Alfentanil (20 lulasnsu/nn. 39

@837 naloxone)

Fentanyl (5 lulasnsu/ nn. a39

Wae7)

=2 a = =2 Adaa ¢
luﬂﬁiﬂﬂ‘k}’]am:ﬁmmiﬂﬂ HINANWUN

Alfentanil AUCO_wTG i

=2 a o = Aaa ¢
luﬂ'ﬁﬂﬂ‘]ﬂ"]@ﬁizﬂuﬂﬂ'ﬁﬂﬂ BINAWNN

Fentanyl AUCO_MT 1.34 1"

alfentanil, fentanyl uazgn

& o
8% opiates NAANYNDEK

: '
A a

augfidgarlaseaing
LTULAEIND alfentanil WazLa
avaladlasanlsod CYP
3A4 (1% sufentanil)
wnziihlaaseiuas
faaumsnamamelauas
wgmaak lifsdszaedann

. A [N &
opiate a1 11&uamta:mn°uu

Statins (L7 lovastatin)

[CYP3A4 substrate]

wiazdalainsdnw Juldlan

voriconazole AzLWNIEALEN statins 11
=

wanmndagniuanualadlas CYP3A4

wazvihliiia rhabdomyolysis

winldsusananasems
1% voriconazole $7wAU
BINGY statins Gﬁlogmum
va'ladlas cYP3a4 o
wnzih R sandsuan

VU9 EN statin

= @ N
Sulphonylureas (T33INDY wa b
$NALNEY tolbutamide, glipizide,
glyburide)

[CYP2C9 substrates]

waazealaiin13@nw voriconazole 813
LN TZAUEN sulfonylureas luwanaanuas

Wunaliszauiinanaluidoadnbe

wuzinliasaTeisuas
FAAINTZALENAA bsLAEA
agalndga aaswaTON

Usuaauwaen sulfonylurea
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FANALNE4 vincristine LAY
vinblastine)

[CYP3A4 substrates]

LANTZALEN vinca alkaloids 1uwmamuaz

lmAemaduisdaszuudszan

& anAINILN Faunsiniganunsly
(nalnnsiinawasnien) msaguuilas g19INN®
ALaie geometric (%)
Vinca alkaloids (G937 wa'lal waazadlidns@nmn  voriconazole 813 | A3TWANTANUTURAIUIA

284 vinca alkaloids

. i 4
HIV protease inhibitors 5%6] (o3
=S ' 3 L = . .
RIPEVIIN LL@]VLNﬁﬂﬂ@]LWUG saquinavir,
amprenavir Lae nelfinavir)*

[CYP3A4 substrates W< inhibitors]

gelddnsdnsinendiin nmsdnunlu
NAANA[DI voriconazole mﬁ)ﬁ’uiﬁm\lm
UoRTUWRIMITUSI HIV protease UAzLY
AUBADTNBY voriconazole awgnﬂ'véﬁﬂﬁ

Tauan38uead HIV protease Matguni

K1 8A2T IAIUANTATI
2suazAaeun I dune
YBIUIUAL/RIBNITVIA
UsefnTniwsadenasing
Ina%a uazanadududas

Usuamaen

Non-Nucleoside Reverse
Transcriptase Inhibitors (NNRTIs)
g

= = M 1o o A
(B937089 ud ldsnanes
delavirdine, nevirapine)*

[CYP3A4 substrates, inhibitors %30

o

Fhifinsdnsinmsadfin anmsdnslu
RROANARDINLIN LUANLERTNDDS
voriconazole mﬁ]gﬂﬂilii‘li@ﬂ NNRTIs
Lazvoriconazole a’mﬁ’uaﬁt&m’maﬁ"ﬁ&mm
NNRTIs

MINUNAYDY efavirenz §ia voriconazole

Q”ﬂa UAITAIUNTATID

a a | a
I2PUREAAGTUNITLT YN
WRILNBENIINATA WATAIT

Usuawanslgen

21NNANNLTNT UV tretinoin WAZLAY

= a aaa | R &
ANuLFssIMsieU iz linslszaed

CYP450 inducers] 9N UBRTNV8Y voriconazole a1agn
~ o
witentinlay NNRTIs
Tretinoin w8910 le¥inn3AnE we voriconazole | wuztinlwvinmIUsuMIaLN
[CYP3A4 substrate]

tretinoin I43EAININITINEN

@18 voriconazole Waz

(722 pseudotumor cerebri MazuaaLdl m"'amﬂ%qmml,l,ﬁa
gaufin) ld
Cimetidine (400 un.$uaz 2 A%3) | Voriconazole CmaXT18% lsidasdsumaen
[(CYP450 inhibitor laisuwnz was | Voriconazole AUCt T 23%
Ruaarlunsziwizenms]
Digoxin (0.25 4N, SuazA) Digoxin C,y <> laidaeUsuamaen
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& auAsNIEN Hounskuigiuns iy
(nalnnsiinawasnien) msaguuilas g19INN®
ALaie geometric (%)
[P-gp substrate] Digoxin AUCt <>
Indinavir (800 WN. 1A 3 @1%20) Indinavir Cy,,, <> laidasdsupmaen
[CYP3A4 inhibitor \\az substrate] Indinavir AUCt <—>
Voriconazole C,, <>
Voriconazole AUCt <>
£n1j5uzndu macrolide
Erythromycin (1n34 7482 2 Voriconazole C,,,, taz AUCT <> laidaatsuamaen
)
[CYP3A4 inhibitor]
Azithromycin (500 un. IR Voriconazole C,,, W8 AUCt <>
%)
lainsunavad Voriconazole da
erythromycin 738 azithromycin
Mycophenolic acid (1 nsu ﬂig\‘i Mycophenolic acid C,,, <> laidaasuamaen
L@en) Mycophenolic acid AUCt <>
[UDP-glucuronyl transferase
substrate]
nefalasiiusandPrednisolone (60 UN.
avaLien) Prednisolone C,,, T 119% laidaetsuamaen
[CYP3A4 substrate] Prednisolone AUCO_ooT 34%

{henTumainmzozem
@78 voriconazole WazAATH
a & & ea
lasfusesd (31und Aasa
Iﬂmﬁmamﬁﬁ@w»@@ LT
budesonide) AT LAILNT
ATIRGaaNANUNAUNG

maa@iawmn"lwﬁ'uuaﬂ
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Y aa (% o A Y [
& awaINIL dauneitigInuM LY
(nalnnsiinawasnien) nslagwulas g19INN®

Alaag geometric (%)

ae9lnaTa NITTHININT
SNE@28 voriconazole L&
%ﬁ’dmﬂﬂqﬂ"ﬁ' voriconazole

o

QW10 4.4)

Ranitidine (150 3. 14az&809A39) | Voriconazole C,,, W&z AUCt <> laidasdsuvmaen

[ANaWaTlunIziwIzaIm3]

A o ¢ 6
4.6 NM313RKE M3lgenluwaaidiassduazanilinauas
a A 3
A033A3IA

% =R a % . aa [
m"l,wwagmw B9WBVBINTT LT voriconazole Tuaa3dnTIsn

mydnmludainumaduivdensuWusidelinluswags (@iade 5.3) dvlinnuiisany
osnudwly ldaaywed

@04 hailwt voriconazole 331 I198a33A LTulRLaANaUs lomiNu1Ta92 leTUNINNTIRNNLEEIN
21 AAGANIIN IWATIADLNITALIY

a o s
G LR IN 1)) %fg

o ¢ adda

savivaIyRuiaasguinitamoitnileininwaualuszniimsinm
= v

A0 1ANAILAS

89'138n139 373980 UHINTUV voriconazole 8ONIINIIHIUY @Tawq@lﬁuuqmﬁ’mﬁ’mmmaa

WalsuNNIINENGIY voriconazole
a s 4
MTRIYNHS

mydnmludainases liuaasldiduidanuunwisssasmuaiywutlungaiguazands (g

wa1la 5.3)
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4.7 Na@iamwmmsn‘lumsﬁuﬁmuwmmua:muquLﬂ%mﬁ'ﬂina
Voriconazole awﬁﬂﬁmﬁujmmﬂﬁﬂmm vTIaILaznauLwlnGld e ean MY
wWasuudayiRunTnain wazmia aansguadlale (photophobia) fihodasminidesanun
21D UAUAIY LT% NSVLY muwmum%amuqmm%aaa”mnalmmiwﬁ Fomamanis

{1 o LA TIUID LA awNaIAW U ke 131U 8N voriconazole

4.8 naanlafvlszasdaaden

Tayanulaaasiuves voriconazole lugln)ldunangudayannudsaadisnsiumun
HidhTumfinsdwanennnii 2,000 1o @iheglngsiwan 1,603 eTwlunisdnm

Qs ‘d < L lﬂl v Y =3 a Y
NANTTINEN) TILTUAINUVIUTZTINITNRAINRAEY ﬂizﬂaumﬂﬂﬂawums:uuiam Wig
a & A a & . A a & A& o O Aa o)
daiBa HIV $3daiTa7 candida inaanamiuazdaiianiaadensinm dilefidlaila

io & a ¥ . . . Aa ¥ A o o

lsidG9faLtaT candida luidaa (candidemia) nIadaiTauaainasaaas LAaZORIRAAT

A
Eg“llﬂ’]W(ﬂ

“anaNil AnsAnwauUasanswad voriconazole 1u;§ﬂaﬂﬁi%mﬁﬂadﬁ'uisﬂﬁﬂL%asw I
279 78 (Lﬂu;d”lmy' 270 18) ﬂﬂ”aQam@gmsmwl,;iﬁaﬁi:mﬂ“l,umiﬁﬂmmmﬁﬂﬁwﬁ'm]”ayamw

ﬂaa@ﬁ'ﬂﬁﬁaQ;LLﬁamnmiﬁﬂwﬁfi’ﬂ voriconazole Iuajﬂa 831U 2,000 BTG

v 1 s =1 6 1o U d'
et sTInTIaRsa iRl srmdannaung ludlngduan 1,873 moandayan
TINAIMIANBINAMIINM (1,603 1) uazmsdnsnisilesnulia (270 o) wamynilaifa
Uizaaﬁﬁﬂmmﬂaﬂﬁq@ 1eun nMsvadARUNNIad dmsrinwsasauialnd 1 LAaiw

a A o o a a A 'Y Y
23nu aduld viaafe thadise vnamudasiiotaowh uaziliaras anuuusizes
L%@;ﬂ']ifﬁﬁ"[&iﬁaﬂszmﬂ%slﬁ'a"l,ﬂLﬂuLLUULﬂuﬁaﬂﬁamuﬂmd Lﬁa’imﬁzﬁﬁagamwﬂaa@n”zl

a3 g 1T waziwe ldnuanuuandniidusdyneaain
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sTuualung AUUasNIN | Nulasw wulsdes WUTUAIN Tainyw
28931908 21/10 21/100 D19 <1/10 | 21/1,000 D9 21/10,000 B9 ANND
<1/100 <1/1,000 (laigansa
sznnale
[y Aa
ANYayanal
ag
u
- & e o . o
nIfaLTauay lizaniay fldlnganiay
& a
\raliie (pseudomembra
nous colitis)
dq, dl Il ) =3 a L=
iesand il NLSIAINIY
Wase thae I%@ squamous
U ﬁq’ dl .
AN han cell carcinoma
N A =
sey il (a (BasruRINS
lUteGad way Anisziia
faita) scc 7g9la
)
n3za1awsalsn
Tuan
(Bowen's
disease))" ¢
aNnuAaUnd mzunsplalod | lanszgnde AMzhuLien
NTZULLRDG Thoe (bone marrow NIENYNINRDG
g/ A . . 1 A
LRSWILAREDS (agranulocytosis)?, | failure) aaw BhG
1 =3 A g/ = . .
Miznseadiaiiea | hundedla (disseminated
nnoiie (lymphadenopat | intravascular
(pancytopenia) hy) adladlu coagulation)
« A o
mizindaliand | Aags
(thrombocytopenia) | (eosinophilia)
b =3 =1
AMzaLiaaT
@1 (leukopenia)
lafiaans
ANMNNAUNG m’;:gﬁvl'uﬁu mSLW\TLLquuLm
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STUVBIE WULagNIn | Wuliay wulaitas WURBHNN Tainsu
289319018 21/10 21/100 fi9 <1/10 | 21/1,000 &9 21/10,000 019 AN
<1/100 <1/1,000 (laigansa
dszanola
mnﬁ'aﬁaﬁﬁ
o
NNTEUL (hypersensitivity) | l&8UNRY
niidu W% (anaphylactoid
reaction)
ANUHAUNG Mzdawnadn | azdedntend
madeuivia launwsas LA
(adrenal
insufficiency)
Ay
nsesdrinanu
wog
ANURAUNG vansheny mziaalwdan
mauauedda | Umefledme | é1 nnzlduas
URZNE W (edema | iToalwdond
1w peripheral) aladoulu
\aad’
ANURAUNG Fauiasn Uszan
1990 BROW IANNIIN
wan lainay
NIFUNTZENEY
U
aNuAalnG Unafiswe wihila oamsdw | suesuiuin INNINWANDI
NNITUY nsndailads (brain edema) Wiasanlsnau
tazan @uN 2INNINIENEY | (hepatic
(hypertonia)® 11 (encephalopathy | encephalopathy)
(paresthesia) 424 )° extrapyramidal | N§VAINTT
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sTuualung AUUasNIN | Nulasw

289319018 21/10 21/100 99 <1/10

wulsivas
21/1,000 D9

<1/100

NUhDENIN
21/10,000 D9

<1/1,000

Tainsu
P
aad
(laiagnansa
sznnale
o Aa
Rndayaind

3]

ele.

=
JIBY

<)Y
JD

4

disorder® 1ang
szananiay
(neuropathy
peripheral) N1
nduiterinem
laitszaunu
(ataxia) MITu
AMWFANAARI
(hypoesthesia)
nmIsuIsAadnG

(dysgeusia)

Guillain-Barré
(Guillain-Barré
syndrome) @1
m:@gn

(nystagmus)
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STUVBIE WULagNIn | Wuliay wulaitas WURBHNN Tainsu
289319M8 2110 21/100 9 <110 | 21/1,000 &9 21/10,000 ©19 AN
<1/100 <1/1,000 (laigansa
dszanola
mnﬁ'aﬁaﬁﬁ
o
ANURAUNG NINBILAK \Hanaanfiaan lwdreanen tszainenda
991 unwiad" (retinal HeaUn@ (optic (optic atrophy)
hemorrhage) nerve disorder)’, ﬂ‘i:'aﬂﬂm"laiu
MUYIZRINGN (corneal opacity)
STtV
(papilloedema)?,
2INNIANNAAN
#14 (oculogyric
crisis) MR
MNTaH
(diplopia) Lfiavf&l
ANUIBNLRY
(scleritis) L1&an
AENLEU
ANUHAUNG n 1L Nunyw 9
NIRURZYDIN 5o
dulu
anulalnd wilakasuuiauiia | nzialaas torsades de
mMaala a9z waladu | aaduuEasE | pointes,
152 walavdudn (ventricular atrioventricular
fibrillation) N3 block complete,
fluswasviala | bundle branch
#a48190NN31 | block,
Un@ (ventricular
extrasystoles)
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STUVBIE WULagNIn | Wuliay wulaitas WURBHNN Tainsu
289319M8 2110 21/100 fi9 <1/10 | 21/1,000 &9 21/10,000 ©19 AN
<1/100 <1/1,000 (laigansa
dszanola
mnﬁ'aﬁaﬁﬁ
o
azwalaras
A9LAWLD
HaUn@
aawlntala
399 QT 8712
Aadndnalavas
DULAWLTIAG
IR
anufaUndle aueulaRad naaaliandm
HROALRDA HROALRDAN snisuiauaen
ANLEL (thrombophlebiti
s) waaaiwaes
ANLEL
(lymphangitis)
ANURAUNG amezmimela
madunela AUARURLUNAY
NIWON AL (acute respiratory
HiInwNaNITas distress syndrome)
an nMzdanunuin
anuAaUnd ViadL&e Suinaen Lﬁaq“ﬁaoﬁaa
NINILEY a3su 1@ | (cheilitis) 21913l | 8nLRU AUBaw
2IWT v aauld | don iadyn wden | Bniau SuL

ANLEL

' [

aldangInd
ANLEY NITLNE

21 Iuaa &
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STUVBIE WULagNIn | Wuliay wulaitas WURBHNN Tainsu
289319M8 2110 21/100 9 <110 | 21/1,000 &9 21/10,000 ©19 ANaD
<1/100 <1/1,000 (laigansa
dszanmla
[y Aa
Nnvayaid
asl
u
ANLEL AUONLEL
ANUHAUNG AMMInw | @dw ﬁsﬁmmnqa aune aule 99
YBIAUURE VDI dgaas daniay 1sn
a ¢ a a a . . a Y a
NILAWING HalnG (jaundice o
cholestatic) AL
anLay’
aNuAalna ) Aisoniauaen | nguenns toxic epidermal | cutaneous
NIRINBILRE uAnLad Stevens- necrolysis (TEN) | lupus
Wiaiiale (dermatitis Johnson¢ ¢, angioedema erythematosus’
RN exfoliative) nu329 | YfjA5enladiauss | pseudoporphyria N§ueINI3
ﬁuk&mmd (rash VDI erythema drug reaction
maculo-papular) (photosensitivity | multiforme F2ii@ | with
2N IA reaction) Rea | 13u drug eruption | eosinophilia
ANN HWULA and systemic
symptoms*9
aNnuRaUné hanad TaanNLFY
nmanszgn
v g
nauLhaLa
A A A @
WhaLdaLtNgI W
anulalnd lanadounais vialaane (renal
mMalauas dagziifoaUs | tubular necrosis)
mMaanaane avanuldsdn

Tudaae la

ANLRY
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sTuualung AUUasNIN | Nulasw wulsdes NUhDENIN Tainsu
28931908 21/10 21/100 §9 <1/10 | 21/1,000 B9 21/10,000 B9 ANND
<1/100 <1/1,000 (laigansa
sznnale
o Aa
NVayani
ag
u
ANudaUnd o Wunihen lunih | U§ATennusom
mlduazanw vasn | dauinde | dundaniien
VDIV AUNIFY aINNIAA"Y
°  Aa v o '
FunINaaEN lwialng
NN3ATIAN creatinine luiiaa | urea luiRaaiiw
waalJuanms WNgITU FIUu
AOLARLADTOA b
A P X
\RaalANNFITU

‘Uit lifslszasdnnoildsynainmanedminsluaae
i ldmafialasfialuifaad (febrile neutropenia) waznziliaiianrnizfiafialasflas (neutropenia)
b = I & A s . .
FINDILIALNAGALABAGN (immune thrombocytopenic purpura)
¢ FUHIANMZRNDIVIALAD (hypoxic-ischaemic encephalopathy) wazlsnruaIRnMTIwANUa AT (metabolic
encephalopathy)
d = Wule a4 L. I Y I fa o
WAzt lidah (akathisia) waznguennsnanslanwnIAuL
° MufinMzaaudd waze 1M IBnnIzan)
fdnsnununadudssanananizuszszen naimsndimineluaana W78 4.4

o

9 qRITD 4.4

U

'
' =

h ¥ A o 114 3 . 2 GL o o
Qﬂa“uﬂlﬂlaﬂﬂ'lﬂ'ﬂ NMINDILRBUNNIDI WD 4.8

P93 IR InE AU IR BLABINIINET NMITRAREAEAY LTRAAULFERIY wazANUDuREdaay

i sanlufsenisuantiiseuan amsuaniinnsuadan wazanisuansinnlan

(3 1
NMINDILAWLNNIDI

= ' * o Y & A A . =
mInadiuunwIas (T lufisenad avsenldguas mawasnwidudiden (chloropsia) Liu
MWD HFAANNLAN (chromatopsia) @UaaR Nadnwiduidaq-"1 (cyanopsia) adlanns

a a = Aae a A = ) v A
N@ﬂﬂ@] n']iLﬁuﬂ']W‘ﬂNiﬂNiaU@'g\‘]va AUANANAW NMILADNTANIUY WSV LU AT
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(oscillopsia) 1M ILABUEIINLATBUEIRILAY (photopsia) NI BILABLEIEINLANLTHLAN 9
agngduraniesausaunwiila (scintillating scotoma) ANMUTAVBIRNLANRARI AINRIN
POINWNNBILAY (visual brightness) AUFEAUNWIBY JuaUFoN uaza M aiwduFintes

(xanthopsia)) NFNWUTALNNIINBIAIE voriconazole WU baiasunnlunsans3aunisnaiin

minasuunwiasduwuutieminsznauidulndldatwauysal lassulngazmeldias
mulu 60 Wil FrangunIaaadsrado1n1sLilalw voriconazole 1 nsuasLARUNNIEY
lasviald lasuuss dasannivlingaldon uazliinsdasmunanamainluszazana ns

3 1 e Qs s s { g
UAILABLNNIBN a'mauwuﬁﬂmmumluwmamﬁqwuua:/ﬂ%amm@ 81

= o 1 = Qs 1 tg Q v
fnsnunaimmsiminsesaimufangnsaiauliislsrsdmimoanuiu (@wate
4.4)

s ' =3 a 1R e Yo - & Aa 0 [l
EldeNﬂiﬂﬂﬂdﬂavLﬂﬂ']iLﬂ(ﬂL%@Jﬂ']imeNWGﬂizadﬂu mememumummaamum@mulmy

wazagnoluaan (retina)

nnnsdnslugidniiunsdnsngunwaisnaniznuaad voriconazole dan1ivhausasaan’
WU7N voriconazole aAMIAARKYBININARK INK128e" (electroretinogram, ERG) ERG i1

= { 1 z 1 = 4 v =
mManszua i lnaaen nsilasuulasuas ERG TUannlinaaansig 29 7w ieiuaznay

[ all v [l 6 A .
Lﬂuﬂﬂ@"l,@amaauyimmaﬁq@m voriconazole

fimsdszidunauasnslden voriconazole Te8z817 (AN8TH3IU 169 T AN 5-353 W) 6id
MINadAY (visual function) Tugithirunsdnmnithedeiianaiia paracoccidioidomycosis
voriconazole TNANHANUFUNUTNIARANGEMTNBIAUINNNINARALEN LA (visual
acuity) MUENEAN MIARTUAzANY hdalanaNuTNaIFndany liflamsuaaivadfuee
v v =< Aq o . = 6 o 1 R & a -v
2801 HidrTumIdnslE voriconazole 17 Malu 35 Mufiwgnisnianlaifdszasdineaiy
3 6 1 R {&, 1o veR & v ) I~ v a 1
mNain mgnsntauldislemditlirmltudamegan lasidluidukon fiaszning

fUlauInaINIInEILazin g 113 I19n 3NN daLihad6 8 voriconazole
U N38INIIRINE

Ufissmefmibinuldasannludihodldsunsinsdas voriconazole lumaidunng

aa A Y 1 Y v o a ] Lt Qo 1 Qs 4 U [l
ﬂauﬂsﬁ\‘]l}dﬂ’) gL ﬂ’]ﬁﬁiiﬂi’] BLIINN muaguaﬂmu NN PN ﬁumu’l,myﬁm’l NE%LL?G
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waafyunans ;&“ﬂaU'ﬁﬁﬂﬁﬁ?m‘lu’ﬁoﬂizaa@Tﬂ’mﬁmﬁfwﬁ@;mm (severe cutaneous
adverse reactions [SCAR]) vlﬁl,l,ﬁmj&lmmi Stevens-Johnson (wu'lsitiag) toxic epidermal
necrolysis (wuﬁaﬂmﬂ) ﬂéj&la’m’ﬁ Drug Reaction with Eosinophilia and Systemic Symptoms
(DRESS) 49 lé3u5s9mnaiainmynssming (linmuaanud) uas erythema multiforme

(WUBEAN) SzRINNINBIEI voriconazole (1D 4.4)

v a § & oy [ o A ' va .

ﬂ']aﬂ')ﬁll,ﬂ(ﬂﬁu?lu E']J'JUﬂaiﬂ@iﬂﬂqjﬂj'lfﬂi:j\ﬁLLQ:@]@@HNQUWGIT]Q“IT@ LL&:%Q@UW voriconazole
& A & X A e o o . I a Aaa '

AINLT BN BNINY Edlh UWVL@]iUﬂqiiﬂl‘ﬂ@]jﬂ voriconazole L‘L]uL')a’]u’]ul’ﬂ@ﬂgﬂiﬂqvbﬂauaﬁ

1097mMIT|e (9T 4.4)

uaﬂmmfuﬁaﬁﬁm'mwum@lmim“l,ajﬁaﬂi:mﬁmas‘?’mﬁaﬁmaﬁm’]mﬂu"l,ﬂvl,@i”fjw:ﬁmm”m
NUNERINAGUES (pseudoporphyria WL Naan uaziuuaIuiRIngg) lumssheeae
voriconazole Lmzﬁﬂﬁgﬂaﬂnnﬁmﬁmﬁ'mumLm@LLazﬂﬂﬂaaﬁmﬁfammLmLm@ WINNNIENE
m@;uauﬁ@%u lﬁ%ﬂq@m voriconazole WazAITANNTANINAIIzIUGNIWNINIAIMIES (Q¥aTD
4.4)

NMIIANIINIWVDIAL

lun73unmendifinuas voriconazole wuqu‘"ﬁmsmﬁ@mawmmaz transaminase LRNA
anni 3 x ULN (lisududaafamgnisatlidfiszaadiindae) f¥awaz 18.0 (319 3718 9N
1,768 7o) lusaasiasylng uaziasaz 25.8 (73 718 910 283 M) luaaaiaian Balesy
M33NENEY voriconazole s lFiRanT Nz 3TsH AuAaUnduesnInagoUMs
Fnwsassuansssietasnuszausnlunataan LLaz/ﬁ%amm@mﬁqﬁu NANNSNAFELNT
vawasauifadndaulngme i) idlussninmssnmlaslildusuvman nianonds
MIUTUPA TINDIRGANTINIEIEN

¥

. e o 6 a I a ] o [l v Y aa A a o a
Voriconazole ﬁ&lW%ﬁﬂUﬂ?iLﬂ@]ﬂﬂiLﬂ%W‘H’(ﬂa(ﬂ']Ji’JEl’](ﬁ”lULLiGqud‘]J'JU‘Y]JJﬂTJZE’J%Y] TYLIIALIL

. 2 X =< Ada a, o o o 2 oA Aa
28 NIWIINDINITUNLINAADTIU ALDNLRU LLﬂ:@l‘].l’J’]El‘]NYIﬂ%LﬁEI%W]

U

[
mM3ganlwan
finsEnmanudasanslugiodin 288 Mefifiaryaud 2 a0 andsladiv 12 3 (169 318)
uwazndengasud 12 audalaiiin 18 O (119 18) §9ldT0e voriconazole 1Nan13laariu (183

T1) uazdwiunsldifan1sine (105 11o) JUuuwvasat@nmsoionlifsdszasdlugiodn
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& A \ A o = A X & v Ao '
13 288 Moikdwswdsnuludlng dnosnumaduiwsesdulodauniadungnisatlins
AI é’ =3 v 4 L= v 1

Uszadl (transaminases iWngsduluianiaoas 14.2 WawSouiinunuiasas 5.3 ludlna) lu
Ahadnussnigithofdwdlng dnsdsaduanudasardiives voriconazole lugilidn

A a oy & Ada & \ = a ~ A % '3
Gy ludihadnnfiogasud 2 290 audialaiiu 12 O Seldsuelasnmssiane
(compassionate use programs) (;jﬂ’ml,@':iﬂa"’\um 158 318)) EﬂLLUﬂJﬂ’]SLﬁ@]L%@!ﬂ’]imﬂl&iﬁd
Urmdludihodnmarilienslndidosiuivmemantlindszasdnwuluglng

v

pyanaisImihgeRzwuInAal jissmeimibilwdnginitluglng
nnfayanudaaansnatenssminsinsnuvesaudeudniaulugihedn (giate 4.4)

URnsefiiadasiunisliemenasaiians

J2WININIREA voriconazole THalrnsnaaaifiaadunithiiunidugunIng wu

\Aad §ASEURE UL anaphylactoid Taufsntiues I13 inieaan wlaiduisa wiuwien
molagon iusuwuesd aduld duuazin sexmanaitaznngruiiiaSunoadn

waaaLiand (9¥atd 4.4)

4.9 NM3lASUBUNABTWIA
=S aa a ai Qs a 1 q/aq: rf: U & tﬂ Qo
AINMIANEINIIAETN T 3 Tunlasusiwsmwialaylilaaila mmmﬂugﬂ’mmﬂmimum
qqﬁa 5 LYINUaIUUINEN voriconazole THARLALTIRADALAAAGINLISTIN ﬁswmmmqmnﬁé’u

. 2 & A , a A o M oad a & a
TaiNviszaadinegatinden ﬂammigumvluvl,@ﬂmmumu 10 W17

831N UDILFI NN BEIRTU voriconazole MIINEINT LAITUNAUIWIANEUIIABAITINEN

mwmmiua:wqa%kai

Voriconazole gﬂﬁﬁ@ﬁ'sﬂmsﬁwvlﬂmuvl,mﬁw @28AINNITNAALYINAY 121 Ya./w7 SBECD
Ié Qs o = v o o o v Y v ] v 1
mtﬂumma:mwaam‘m@‘lﬁmmaa@Lﬁammgnmw%mﬂmimavl,mmu"l,mﬁwmmm
NNIRNAALYINNY 55 Ua./U17 LD LU ARIWIANITAN bHIW LN 01T 8RIa e

voriconazole L8z SBECD aannTIMyle

5. AMENUANIILNFTING

5.1 qma&lﬁamamﬁﬁwamam{
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nalnnmseangns

Voriconazole Lﬂumﬁﬂm%‘uaﬁﬂ@;&l triazole &1 voriconazole aanqw%ﬁaé‘ﬂiﬂﬂmirﬁ{ﬁ
cytochrome P-450-mediated 14 alpha-lanosterol demethylation °IJE1\‘1L°§E]3’1 %anﬂumﬁu@auﬁ
Fuduludrgaanziuas ergosterol madl,%ai’l NIIRERY 14 alpha-methyl sterols FUNUSTAL
NIIRARIVBN ergosterol I%L"ﬁaﬁL&lNL‘UiWHQGL%aT] LLata’]ﬁlﬁlzLﬂ%ﬂ’liaaﬂﬂﬂfillﬂd voriconazole
las@s9 voriconazole WaAdlRLARINTANNLANIZLANZIINY cytochrome P-450 ﬂJadL%ai”l

' <3 6 v & v '
Nﬂﬂﬂ'ﬂi:‘]_l‘]JLa%vL‘ﬁ&l P-450 Tﬂda@nm&ld@ﬂ(ﬂ'ﬂ&l%&l@ﬂd 9

ANNANNWSYDILNABIAWANFAAILNFTNAANEAS (PK/PD):

TunsdnmHan1Isne 10 Mdnsn @aTsag I (median) Tasdniads (average) LAZANFIFA
maammL°1Tm]’wuaamluwmammaa;jm‘ﬁiwﬂﬁﬁﬂmu@ia:'ﬁm%mmmﬂ”u 2,425 W lun3u/
A, (inter-quartile agluz9 1,193 fis 4,380 wiluniw/wa.) uaz 3,742 wilunsw/aa. (inter-
quartile agiluga4 2,027 913 6,302 W UnNIW/AR.) MuAaD TUNUANUFNARTLTILINTEWING
AlTEgI% mmmLﬁuﬁug\aqw%a@%wqmaa voriconazole luwaaunnuUszAnSAwwaIns

SalTa)

MIILAIILH PK/PD °11aa?j”aQamﬂmsﬁnmmmﬁﬁnwmwmmquﬁuluwmammaa
voriconazole HANNFUNWTLTIVINALANMVANUNAVINITIANMIFINNUYBIAUBRZANTIUNIN

MTNBILAK

8BIINY

L]

Ar‘l/ g ¥ v v er
msAnulurasanaaas voriconazole aangnidIusa Lmumauﬂqm%a%mﬂﬂ@ pilgniee

Candida species (S’J&J‘ﬁ'd C. krusei NAadag fluconazole WAZEN Uw”uﬁjﬁ fasnvad C. glabrata

. a% d? o 6 . A o n:‘ly
wae C. albicans) UaZaaNONINUTANNNRIYWUD VDI Aspergillus NWUTNARDY  WanIN

Qs Qf ] ¥ ] v a
NMIAnluraeanaaas voriconazole Siaangniaingenlniineliifalia audewan

A

Scedosporium w38 Fusarium %Gﬁmmvlfsﬁi’mvmiaUﬁﬁ’]%L‘%ﬂ‘i’]ﬁﬁagL@&l
wuendszaniawmendin (@1auauaamamuﬁ%aimaugirﬁ @ﬁ'ﬁ"ﬁaﬂi:aummima
ARBNANUAT) @im%aﬁmju Aspergillus 73409 A. flavus, A. fumigatus, A. terreus, A. niger, A.
nidulans @iat%m’mﬁg:w Candida 784 C. albicans, C. glabrata, C. krusei, C. parapsilosis, W&z
C. tropicalis LLazL% U adL% 831 C. dubliniensis, C. inconspicua, Wz C. guilliermondii

Scedosporium spp. 089 S. apiospermum, S. prolificans W< Fusarium spp.
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mfaLgaTan e]“?‘i%’ﬂmvlﬁ (ai'ﬂmauauaamamu%?ai@mwgm’i T ;jﬂa sdruanlaifsed
ﬁ@l,% 8 Alternaria spp., Blastomyces dermatitidis, Blastoschizomyces capitatus, Cladosporium
spp., Coccidioides immitis, Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum
rostratum, Exophiala spinifera, Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces
lilacinus, Penicillium spp. SRPR P.marneffei, Phialophora richardsiae, Scopulariopsis

brevicaulis LLa:L%ainmj&l Trichosporon spp. TN sdase T. beigelii

=2 %y 2{ P v U 1 = a%, 2{ v 1
nnnsdnanidwdenuenldanngiholunaaanases wohmiignddaiseleun
Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma

A % ' ' o & [ . ) v v
capsulatum snaawywuﬁq‘aauiﬁmugﬂmumvl,@mﬂ voriconazole Twz9auLTNTH 0.05 19 2

Talaynsu/ua.

%y ¥ ] . . |
fnsdnswugndaubesnfialsa Curvularia spp. Wae Sporothrix spp. MARBANARDY WAL

Tinsudeisdmanneadin

Breakpoint (A19AGAAMNUNLRBDIL)
AewSumssnmmnfiudaiaiadansdaniazananametesd fiamsdu gt
(serology, histopathology) LﬁmwﬂLLa:ﬁqﬁlﬁﬁﬁmaaL%ﬂﬁLﬁume anasulimssnention
MUK TaRAZHAMIATIaM IRl §RmMaBu g adnelsfianadansunaimait aas

USUMITNENAILNFIWATAAL T VL TENATIINY

denfindasnunaliuysddasenvesga ldur C. albicans, C. parapsilosis, C.

tropicalis, C. glabrata W8z C. krusei I@m“qm%aﬁﬂ"} MIC 284 voriconazole %asnin 1 UN./A6T

athalsfiany qnBa4 voriconazole lunaaananassa Candida suWugene g lindaun
lagiannz C. glabrata 1 MIC 2a4 voriconazole z%m%’m%aﬁl,wnvlﬁmmjﬂaﬂﬁ@{a@ia
flluconazole ﬁ]:qqﬂ’ju%aﬁumﬂvlﬁﬁvb@iam fluconazole @"aifu@i”mwmmunﬂfiﬁmﬂﬁmm’h
\{wiffe Candida auWutle faansanasauanyhaesdedosn arsudana MiC Tagld

e breakpoint

European Committee on Antimicrobial Susceptibility Testing (EUCAST) Breakpoints
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SNUWUT Candida: 31@331HNIUUANAVY voriconazole dalTasauwWs Candida T ldny
A

NNINARAUAIY EUCAST NkI587198991nN1319097901M 13 HaLA 891 %8 fnTuawal MIC 7
24 1.

LN breakpoint N9 lag EUCAST

#189K3 Candida waz Aspergillus breakpoint maamw;ﬁ’uﬁ’mﬁqﬂﬁﬁqﬂéﬁ’uéﬁ (MIC) (¥n./a09)
<s (lhaaan) >R (ﬁyam)

Candida albicans’ 0.06 0.25

Candida dubliniensis’ 0.06 0.25

Candida glabrata Toyaluiiana (IE) IE

Candida krusei IE IE

Candida parapsilosis’ 0.125 0.25

Candida tropicalis’ 0.125 0.25

Candida guilliermondii® IE IE

breakpoint ﬁLﬁmﬁ'm%aﬁvlaiﬁmﬂw”uf IE IE

#195U Candida®

Aspergillus fumigatus® 1 1
Aspergillus nidulans® 1 1
Aspergillus flavus IES IE®
Aspergillus niger IES IE®
Aspergillus terreus IES IE®
breakpoint ﬁLﬁmﬁ'm%aﬁvl&iﬁmﬂw”uf" IE IE

" guwuifiden MIC gandn breakpoint i ladiar/Uunany (S/) woasnsedyhiinenu dasvhniszyuas
' v & S o o & A ) v A o o, & A o

mnasauanyhdasndudendidwsuitanuenle uazmnlduaingn Iagagsenuonlellds

waslfuin13d198s arsmenwihdegauninzdnangiwieanunsneusuainsadingniuibenuenle

Alasunsiuduuaiing mic §9n11 breakpoint ﬁﬁ'amluﬂaqﬁ'u iamsaauanadinInain 76% lunide

efiinnnaowuifiszy liduaaiiia MIC dndwlariiniadanisineimsszue amuisiah

132 T1NIA9LAN (wild type) wa3 C. albicans, C. dubliniensis, C. parapsilosis W8z C. tropicalis Tdaen

2 @9aaamiinenmaszing (ECOFFs) dwitmswuiinaritlasmiluudaginiidwil C. albicans

* 53laifin13dadn breakpoint AisanuiTef s sWuiuuiugweastaya PK/PD lunan uaz breakpoint
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anadudaszannnmInszany MIC maamﬂw‘”mf Candida W12 TINNILTERILRINTION 1aifl breakpoints

LAWIZLYIN T

4 & 4 o a A ) \ & &
Aufivasnnyliuivaumanadia (ATU) fa 2 enwdu R wiaumanomgealus lusniunining

adinudanunIal (GUuuumIdaseildanain) a1wnsale voriconazole lasfiianlyindasdinsdudaen

INEIWD”

o [ @ | & o< ' o o ., & [
® ECOFFs mmmmﬂwuﬁ:mmﬁiﬂslmvl,ﬂﬁmilﬁamaaaumgmmwmmu A. fumigatus #3501

® §3lifinmdadu breakpoint iiianuiTaf lidmenwus

Clinical and Laboratory Standards Institute (CLSI) Breakpoints
\nawat breakpoint figs 13lag CLSI

ﬁwmaumm%@iam

o & B & o A @ = & ° o
SUWUE Aspergillus spp. waziandzinnidulodug: dvhifinawinsudanadnil

Aspergillus spp. WaziTandszinnidnladng

SNUWUT Candida spp.. ANAT3IUN1IULANATAY voriconazole daiTaT1auWus Candida 1516
AUNNTNAsaLAY Clinical and Laboratory Standards Institute (CLSI) 7ilE358198431nM9138
NIRRT M27 §1RTLE1UAT MIC 71 48 TH. #I97D81989 M44 §NILIQUUG

LRWAN ﬂugﬂ N3V ﬂﬁiLL‘Wiﬂ%ﬂiz(ﬂ’] BNTINAUN 24 T,

MARANIIL8219871MITLAaLA I8 (Broth Dilution Techniques) L% EIUSu AW MIC

1 MIC wsnifazlimadsndunasasmmaseuanuhdesdmdenlaslszanmvamay
WS Candida A3 MIC 71 48 T dre3Fmaiduinassu S nsdanamandulles
ATMIL28919 (a'lm'immém%”mgmuéa) T,@]ﬂﬂ?mmLﬁuﬁuuwmgmmau%Lm:mwmﬁ’uﬁu
ANATIUVDINIEN voriconazole nataen nMaudanast MIC amiiluldanuinasiilwliluas

AE

WMARANITUINS (Diffusion Techniques) Lf’lu"i'ﬁ'L%aQmmwﬁfﬁwLﬂuﬁaﬂﬁmﬁmmﬂ

v ' 6 A Ad o & A A 3 a ' v &
Lauﬂﬂﬂ%ﬂﬂﬂ%ﬂladW%‘YI‘YIﬁ']&I'ﬁZ‘IEILIEIGL°H§J ‘ﬁdﬁ]zl‘ﬁﬂﬁiﬂizLN%@YN%JTN]?JEIW@H%L"I?@?W

o ¢ . A o a A o ¥ aa A = . &
lasdszanmueasnaunut Candida Nsnansnliuaidaiiiarhdn ATnmsfiduanasgiuadineh
ududssldanudatunnasgiwvesdonaisan 35nsilonszasnsnaunaiodu (paper
discs) TUEN voriconazole 1 lulaInTu iNanasauawhidamnvasiadea voriconazole tnoust

Tumsudananisuwsaas mﬁﬂguuumzmﬂﬂﬂumswﬁmma
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mmsﬁm‘suﬂa Namwvh@ia 21289 voriconazole

12

29NN TIWRILNRRILNLILTAN ADTNIILLNIVBI EI’W]“IQJ‘.LI‘.U%T]?ZG]’]HY] 24

48 Ty. P,
MiC Tuwiae lulasnin da wa.) | (dusgudnaisvosiuiy 1u aw.)
' ' & \ ' & o &
16 Tdalay doen | e | Tdesnlapiuny | @een
& o A A v
g1 | AWNUIMWIALIN £ WAL LATU
AL
voriconazole | < 1.0 2.0 >4.0 > 17 14-16 <13

WNBLnG 1: AnaaaaMaduTuadn voriconazole (lulainiw/aa.) demanuwus Candida winiad MIC
ldaglutsrnivdiziamenshdeniudanaldaudszanilddgind amu dmsuigedlden

o o ¥ A ' & o AV v
voriconazole MIC 1iu 1.5 lulasnsn/ua. sanduman e lasdunuawiaenn ey

UssLAniTa hsiasnwnanyd L%agﬂﬂ”uﬁavl,@i”ﬁwmmL°1T&1°1TwuaaU’]@T’]%L%aswﬁvlﬁmwﬂﬂﬁmﬂ

WAL NUBINFIRTLNMITNBINMIAALTE 1 GURIITEINIAALT DT

2{ 1 é’ o d' Qs =3 a d? ci [ v 1
UszlAni@a Moo laudwnuawIn NN LaIURNIEEd NMIAALTANY1819TNEN LA DENIANIZEY Db
Funibifaa o laa U NTUAANIZRNALUNIINET Db GILRUININNIAALT BIaLla

Iﬁﬂﬁlumuwmgaaﬂ@i’mmLiwiuﬁmm:am”urmé”nmn’msa@L%a o FIUAUINAAL T

Uszinnisadasn nunond L%avl,ajgﬂﬂ'uﬂ'ﬂmmwLﬁuﬁumaam@T’mL%aﬁﬁ"l@Tmwﬂﬂﬁﬁnﬂmm@
a n:ql/ 1 a a 1 s a dql/ 1 di A aa

gUndnay o liLgaslszanTHadamITnEINIAaTaatdTata e lun1saannan

nIANEN

N13AILANAEAIN
Atmnaseuanyhdesndumaspuiniudaslfizeniimniuguamnniianiuguis
nasauluBaunaiia i voriconazole MasgIUuazNIzA LN 1 Wwlasniuadslwdluzog

ANNANTIAN AN
& Al s & v & A a wn A A Y
WANELNG : L%aﬂlﬁ’lumimuqwqmmmﬂumamUwu'n;mm:mqmaummammmmaam

WLala8TISNTIAFNAUTALNR bNN5A8 EILAZNITURAIDDNTINUENTTNN LA LA 1L T DT

& v ¢ A9 vo @ A a L& & da o @ aa
L%aa’]UWHELQWW:VII%?[WWSUﬂjuﬂwqmﬂqundﬂqﬂﬁjgﬂEn%:vb\]Lﬂumja'ﬂwﬂ'ngﬁjﬂtyﬂ']ﬂﬂﬂuﬂ
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[

°1i'mﬂ"lmsmfuq&lQmmwﬁsniaﬂ%mimmaanmwgnﬁawaa wamsnmaaumwvl'a

fAag1uaIL voriconazole

12

ad A dq’ A c!‘ ad 1 d‘
ADNITILIDINNDIRITILVRRANLILTAN | IDNITLLNIVDI EI’]‘YWE‘]_I‘.U‘H,

mmw"'ufﬁlﬂums 48 4. NIz 24 T,
ATLANA NN MIC Tuwibe lulasniu da wa) | (dwsiigudnaiszas
71 24 1 lua A ag talus | Awdly dunine ww.)
Candida parapsilosis
0.016-0.12 0.03-0.25 28-37
ATCC 22019
Candida Krusei
0.06-0.5 0.12-1.0 16-25
ATCC 6258
Candida albicans
* * 31-42
ATCC 90028

* falidgdinImiuquamninimiuaenuih iesindanuudslnuszniedes judmsun

3$1ﬂ'j']\1ﬂ'15ﬁﬂHqﬂqiﬂ'lﬂﬂll@lmﬂ'w\ﬁzﬂzuiﬂ
ATCC \JuiaTasnananisanaanzidouvas The American Type Culture Collection

szaun1sainisaann
NAEI5AUAINTINEN AT D AN IR BUNA NI DA D LR WAILIEI

a ay . a a U a dy . t:i'd 1
N130ALE891N aspergillus-Usr@nsualudiliafaize aspergillus Ndin1swgnsollsalaid
A ., & i . A

Voriconazole N NINILTEIN Aspergillus spp. luraaanaaas miﬁﬂmuuuqu Daaan lu
WANLROILW Iuﬁjﬂwnﬂﬁ@‘fuﬁ’uunwiaa 277 odunan 12 sl wWisuisudselowinig
U5z ANTHALATNNTIBNTIN INNNSLT voriconazole AU amphotericin B N1k5%17 LU lun133n1n
TUAUVBINIAALTET aspergillus uuUINANABLWAL 1 voriconazole Minaaaifaadieie
A TNduluUTIMgs 6 an/nnnn 12 su.meli 24 T3.0INP8INTINEN Gaauda
A o | oA = | @ o < = a

PnegNaINIegwaaLied 4 un/nnnn 12 suiduiaaiiaies 7 7w nuudaldowidu
NTUUITMUBING 200 NN 12 TY. TTBLAINFUFIUNTINBGEY voriconazole NIMABA
\Raaddia 10 T (799 2-85 W) WaILWEN voriconazole NINABALRBAGIZELINNFUTIN

INW68 voriconazole TRATULIZNIUAD 76 % (T29 2-232 %)
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X A e . A . A '
alh 81 l@5U voriconazole 53% satisfactory global response (MIAYVIARIBNLAIRILNEIU
28981MT 9INIURAY ANHAUNAVBINIWENEIIR/NAFDINRBINTITNADARN NWLNNAULTY
o d a o X AN e d a o Aa A o ]
myinm) Wisuifisuiy 31%ugithenldiueioudioy danisseadian s4 Juvangw
voriconazole ganinvasngupndauifisuatnilibdayneaiia uaznalszlooiildanngu
voriconazole Andnadsdinddnneatauacniendiin neszuznanauthoatiouas

3:8&’)&17%%2\?‘1}3 ﬂ‘ﬁ&lq(ﬂ RN N UDIEN

=S n‘l“d C = 1 v 2{ =1 U v nﬁ 1 o U =
MIANMBEWIWNANTAN Ao URI LN TAN LU TUTI RN BINLIINITTN BN LA RA bb
¥ Y Aa o ;:id o n:i n:i 1A = U 1 d? A
Hidmaiannidfasadnsvasmnensallian i@ udslsadunsdgndioiiaiia uaz

] l:l a ¥ lé a Qs =
lasannzagnsfamsdabaluauas (@slaoUndsuwusnunsanaiay 100%)

= a ] R 8w ' A a U = a
ﬂ’]iﬂﬂﬂ?@]dﬂﬂ’]’ivlﬂﬂﬂﬂ’ﬁﬁllﬂdH‘]_hElﬂgﬂﬂ’]LIVL°lIﬂ§$@ﬂLL§]$L‘]JEIEIuﬂ'JEI’JZ H‘L]’JEI&IZL?G?K]J‘LIIG‘VW]

N2L59 UALLARNAALTe aspergillus Nauad Iwwmmmauwn daauazuuuunsnizans lUnn

N3AALEa Candida ignaaguse-Uszansualudileflafinazialnsilac

= =2 a a a a . = a o a

finmsanvlSoufsuuuuieaan uaasdsz@nTHavad voriconazole WIBUINELNLNNIINEN

¢ amphotericin B @368 fluconazole MnN33ns1audu184n15AaLTaIN candida lunszua

= é =< g U d’ 1 a ay :; o n:id s A .2(

\iaa Sanadnsinugthenlidnnazihlnifaddmau s7o nonfindngiwidasen

candida lunszuaiden (wansiwnzidaannideatduuin uaziannmsuaadinsadfinuasnisia

& o & v o v . @ &y o

1) Tudwauil 248 Meldunisinmnean voriconazole Hilanaiutlionin lasdszanm
6 = 6 Il a A £ v o A ) 1 a

50 Wasidudatlunaafunagtheninuaztszanm 40% dasldiadastiomlanowiunis

nw meinmnssesuuulFinninmdsaaw 15 T {41 %NMIINNIRAILIL

AOLAWAIGONIIINE (I@U@mﬂmsﬁ;&”ﬂ’sﬂﬁmm'ﬂ,mmmaﬂﬁﬁﬂﬁwmua:mmwaami@@

¥ & ¥ , . . & _ -
L%amm/ﬁmu NANIILNZLTa Candida anitaaatiuay ladn1idaita Candida lwuSiam

a =)

d‘(y di Lt 6 o n: s
\Waltianagan) Tu 12 FUMARRIFUFANTINEN
a :‘q; =) ' U d' ' s a o 6 [ ;.g' 5 I [
UMz fedgih o b lasunisusziinle 12 slevinasaugansinsduniinm
ANULAR? mﬂmﬁmﬁ:ﬁnﬁﬂgﬁLﬂ%‘ﬂmﬁmJé‘mwmmauauaaﬁLammq@ﬁé'uw”uﬁﬁ'umi
ﬂizLﬁuQﬂwﬁq@ (’Tu?mqﬂmﬁﬂm %38 2,6,12 é’ﬂmﬁﬁﬁhﬁuq@mﬁ'ﬂm) PYPINIINENAL
voriconazole NUNNIIN®IG28 amphotericin B @a@28 fluconazole WUSaAs N IABUaWEILTY

65 % WAz 71 % ANAIAL
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Y
A A 1

n7AAL3a Candida wUUNBUsIARORBNTTNEN

Tunsdnngilsduam 55 efidada Candida Ha39menuLoussiaadanyInE
(9fsm3@iae Candida luidan n3@aide Candida u,‘uuLst'ﬂs:msJ"LﬁJﬂ”"sLLa:LLuuqﬂmw
dug) Fsmyinmnewnihdoedudenlagiams fluconazole la'ldus wodidheyseay
nad 13 lumIsnEn 24 T8 (15 718 WL 9 NBAUFILIEIN) lumIThensdete
Candida AW\ albicans species N fluconazole Srag1Falumssnsmsdaite Ckrusei
3/3 (W18119) WaEN3AALTE C. glabrata UssRUNAEI3D 6/8 (5 TNUWIBVIA 1 TILADUFUDI

o

vwau) Tayannuhdamnfsivayudayadlininansaddniidiina

Py A Ay =& %7
LBINDN ) ‘VI‘S’IEILL?G‘T.E\‘]W‘]JVLGIMBEIN’m

]
a o

' . = a A ' d? v Aa A v v o n:ql/
WU voriconazole HivzANTN s aTanvilviAalsadanwy ldsiasunn avealud:

Scedosporium spp. - HiudaLTa S. apiospermum 16 31N 28 T8 (55%) uaz K udaLTe
S. prolificans 2 10 7 T8 (29%) UszauKad 13 lun13IN®1628 voriconazole wanaNNde

ﬂizauwaéwﬁﬂumﬁ'ﬂmgﬂaU 1970 3 NYNIMIAALTENTINABAILAN

Fusarium spp. - §ihe 7 990 17 118 (41%) Uszaunad5alunIINB628 voriconazole Kt
7 oii 3 Nufaane 1 i'mmwsammmamyﬂ WA 3 MNUAALTALUUWNINIZANE b1
Q’ﬂmﬁﬂ 4 NaN@aLTa fusarium ANIAATEDURRNLAITINGIE IINWINAT 2 T8Nz

NAFILSALUNIINEN

Aiadulwfla3ue voriconazole INasnwnsdaianwy ldsnnainanidhedu lisann

NURIDAGANITINBIGILETIWLTAIIN LATUNIH U

(¥ a d" a a A 9/& [ 1 & ¥V

nstlasnunsdaiasanaiauuuudlsagd - dszansamlundnlasumsdgnaraiadan
o A & { ] LY Aa ‘s 1
nubadaiiaadlailaagniindi (proven or probable) NM3AAITAIIMLLANANNIN D
Imsnsuuusnaanuwdeaan@nsnshd voriconazole LiBuNL itraconazole lunstladani

a dq( al ] [ AN v 1 6 v o a =1 A AN v
midaenuuulzuniiluglngjuaziviunldsunslgndoaadduindadaiaanlasuan
Hawu (allogenic HSCT) liiannniudu (proven or probable) N13AALTETIMLLANAN

o a =3

mwm‘hL%ﬁﬂumiﬂaaﬂ”ugmr]ms‘bﬁm@imﬁaaL'ﬂunm 100 ’;"’mé'oﬂgﬂrhwnaéf@i”uml,umu

12
IS

e (lavlingaswiunit 14 ) uazlignifadsdudi (proven or probable) daLTam
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LLUUQT’]&’]&JIWﬁ’JGL’Jﬂ’HSO i’u%é’aﬂgﬂmULsﬁaﬁﬁuﬁWLﬁmﬁ@Lﬁﬁm ﬂéjwjﬂw modified intent-to-

treat (MITT) 465 Noudadn myeloablative (58%) N30 reduced-intensity (42%) mﬂﬁm‘ﬁl

Anelun13Taan SN WA%a 9970 HSCT lag 224 38'l@5U voriconazole way 241 Tu'ldsu

itraconazole 5824781 (median) N lAIUENAD 96 IUEWTL voriconazole LAz 68 IUEWIL

itraconazole b ngy MITT

2ATNANNANTD LLazg@qﬁ“qﬁmq]ﬁﬁmmmvl,ﬂumﬁaﬁmma:

dl s
Qﬂmmvl,mumi

=} s =} 1 [l
Hutunsanainazle

&9 Suf 100

Qﬂﬂqamaaﬂﬂiﬁﬂiﬂ'} Voriconazole | ltraconazole | AnuuanGdluEAaIULAE | P-Value
N=224 N=241 Fr9nNLTaNH
(confidence interval, CI) ‘ﬁ
95%
anudnSalwsun 109 (48.7%) | 80 (33.2%) | 16.4% (7.7%, 25.1%)** | 0.0002**
180*
anugnsalwsun 121 (54.0%) | 96 (39.8%) | 15.4% (6.6%, 24.2%)** | 0.0006**
100
susndldlumsdinen | 120 (53.6%) | 94 (39.0%) 14.6% (5.6%, 23.5%) 0.0015
AT 100 ntduating
oy
s00T30f9TIA 180 184 (82.1%) | 197 (81.7%) 0.4% (-6.6%, 7.4%) 0.9107
Aeamsaaiauuy 3 (1.3%) 5 (2.1%) -0.7% (-3.1%, 1.6%) 0.5390
Qﬂmuﬁvlﬁ'i”ums
Hugunsaanainezls
faTudl 180
Aamyfadasuuy 2 (0.9%) 4 (1.7%) -0.8% (-2.8%, 1.3%) 0.4589
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Aemsaaitauuy 0 3 (1.2%) -1.2% (-2.6%, 0.2%) 0.0813
Qnmuﬁvléﬁ'umi

Hugunsaaainazls
Tuszninefisuenils

lunsdnmn

* agddgundvesnsi

* ANULANASIUFATIW, 95% Cl uae p-values ﬁ"l,@ﬁ'uwﬁ'mmmiﬂfuLﬁaﬁwmsquﬁaamq

(¥ a dly a a a A [ 719 1 & v
nstasnunsfaBagnaIauLunAana- ﬂi:awﬁmw‘lu@mumsﬂﬁnmﬂvﬁaamu
o A & _ A a &
MLALALRaANLABGALLET (proven or probable) LULANAA
Fnsdnsnuusnaantuwdaasn WSouioy laglwen voriconazole Tumsifasnunis@e
denanauuuunasniluglng allogenic HSCT Milau@iaiia (proven or probable) Uy
anaN IagdnmIdAnsuuuLlsnnIAadan1sdiaias (proven or probable) wuugnanuludl
WINWAI HSCT nga MITT 1augiae 40 iwUﬁ'ﬁmsﬁ@L%as’umuqﬂmumﬁau Tagiln
aspergillosis 31 18 candidiasis 5 118 UAZAALTOTILULANANE Y 4 T8 TZHZINUARLVDI

nAN¥IHAD 95.5 i’uluﬂa;w MITT

Wuﬁﬂ’liam%ai’l (proven or probable) LUUNATA 7.5% (3/40) luseninsdusnnas HSCT sfd
@un candidemia, scedosporiosis (715\1aaai’mmsa@L%aw,ﬁ@ﬁnﬂﬂ'ﬁr‘hﬁwaaL%al,ﬁw) F
zygomycosis 861982 1 118 8ATINIT0ATIAT 180 TWile 80.0% (32/40) uazi 1 TivhAu
70.0% (28/40)

JEHZIAVDINTITINEN

Voriconazole THalinanasaiianduszsiiaiulznumsldifannuiangulunisguagie
wazvinlidenuduld ldnezlimssnundwnudumidofdatsd lumsisomenann Hile 714
70185 UMISNEN@I8 voriconazole wInNI1 12 FUAW D9 155 7a'leisU voriconazole wun3n

6 Lhau

aa [~
AIANEINISARBNTLAN
r;\ij’ﬂ’;mﬁm‘hmu 53 ﬁﬂﬁﬁmqm‘“ﬂu@i 2 arvanddbaitin 18 Tldsun133nsedas voriconazole
lumsdnsinmeedfinuuuludremin Weaaind wdmnasidSouisuluaraaitn 2 lasims

=2 @ ey ° A & Y A @ <l = ' S a
ﬂ"liﬂﬂ‘]&']LLiﬂi‘iJﬁ‘]J'J&lﬂ']%'Ju 31 Manantiln vL(ﬂi‘iJﬂWiElu&l%’ﬂLﬂu wInwztdunLha
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\Io71 aspergillus WWUANAW (invasive aspergillosis [IA]) I@U;jﬂ’;ﬂﬁ‘i']mu 14 unlesums
Hugwindn 1A nIaandu 1A Qﬂﬁﬂﬂﬂulumﬁmm:ﬁﬂizﬁ'ﬂ%wa MITT @28 NSANENN
sa9UEthonInue 22 Mo AlnncfalauandaLUUANaTY (invasive candidiasis) FITIND
a d‘f a A a d? a a
mMIfaiauaudanlunizuaiian (ICC) LazNIfalTaLanAANLSIMAREAa1NT (esophageal
- . 2 o o v [ & % A 9 [ ' 1Y)
candidiasis [EC]) T 1tdudaslasumssnsiiesduniasumarannmssnsineunnin  lag
dihe 17 mogninlunslumylienzidsz@niua MITT dae Tungugihoduwan 31 7o Ald
Qﬂﬁ,ﬂﬂnulumﬁmm:ﬁﬂi:ﬁﬂ%wa MITT % N:‘]hil 14 swﬁmqm”du,@i 2 Wuand bt
12 1 (fthe 5 Meiinng 1A uazdihe 9 Meiinng ICC w3 EC) uaz 17 Mullongeaiud 12 O
audivliiin 18 O ({iho 9 Mofinnez 1A wazdihie 8 Madnniz 1ICC waz EC) da1nns
aauAkaITINALNTaLaT 64.3 (9 N 14 1) 71 6 dawilungurieNiniig 1A Souas 85.7

U

(6 310 7 378) 7 EOT Iuﬂ@ngﬂwﬁﬁm’s: ICC ua=¥asas 70 (7 90 10 ) i EOT Tunga

Ay

dhefiinne EC lunmadnindniie 1A danuadusalunsinmagniasas 40 (2 90 5

7o) dwiugthenfongasue 2 Jaudalaiv 12 DuazSewaz 77.8 (7 910 9 7o) dmTugthe

v
[ '

ﬁﬁmﬂqml,m 12 taudsluin 18 1
= aa d' s 1

NMSANBINAFBNLNLINULBI QT
a = v v oqf = n:id &5 > A a 1 1
Fnydnsuy el GEY T¥p1a3aL@en nilgwaanidudmauguiNelssiliunadats QT a9
mmaﬁmqﬂumwﬁﬁaUmﬂﬁm voriconazole THATUUILN 3 VWA Las ketoconazole
' A A a X N ' [ A v a o I
ALadn QTc NuTugIganAdug Iwiauwmsinlalsunsunuemasn 1w 5.1, 4.8
WA 8.2 NARIWINNRIINNLATU voriconazole YA 800 1,200 WAZ1,600 NN.AINAIAL LAzl
7.0 afIw7inaI91n Tz ketoconazole 800 an. lifiawldulaluusdaznguiidn QTe

‘&/ 1 g 1 ™ 1 ] Qs s an 1 v 1 = 1
gwumﬂmﬁugmﬂaumﬁﬂmmnmm%aLmﬂu 60 Aadawn hudanldnalaisiaiunin

FLAUWAUNL LaNFFUNUENLINNINIAREN Ao 500 aFIWIN

LN o '3

5.2 AMENUANWINEBIARAANS
ANHIENINFZIAWAAAI AL 11
ANBUNINFTIRUAIRATUDY voriconazole LLu'meQm]”ﬁ'mmiﬁﬂmqmmwﬁ ﬂs:"mmﬂ@;u
Wiawuaznihe TERINNIRENTULIZNIU 200 138 300 UN. TUATRDIATIWIG 14 ’Tulupiﬂmﬁﬁ

A ' a & . ' L& e = ¥ A A @
ANMULREIAENNIAALTE T aspergillus (mu’l,mujLﬂugﬁwu:mmaoizuummaaamai:uumn
1iaLian) ANHULNIINFTIAUMAATIBINMINATUNTIATILAZRINEND NIRTANLUALNEY
& s Y . ) . A = A o A

auenaasiuu liiduduass (non-linear pharmacokinetics) Anudusuu@sanunwule

CZK 2]

HL‘U’]T’JNT’]’]?ﬁﬂH’]ﬁ:ﬂﬂ’]Wﬁ
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LnaTIauEn3as voriconazole twuuyliilwduasitasanmidusiveswaastuas
g wu*jwm@mﬁﬁﬁuqoﬁuﬁﬂﬁﬂ%mmmﬁ"[ﬁ%’uLﬁumﬂﬂ’hﬂ'\uﬁﬂué’ﬂwmxﬁLiflué'@a’m
Uszanainad smainamaonsuUsenuann 200 an. Suazaesass tu 300 wn. Tuazaasnsd
RuUSan o ilasy (AUCrt) iu 2.5 hlagads awesniulEmwiasnmetedawiias 200
an. (W38 100 un.é’m%’ugﬂwﬁ’mﬁfﬂﬁaﬂﬂ’j'\ 40 nn.) Ml l@s=@UeN voriconazole ARNEAL

v A ° L A o [ ' A
mﬂmummwaamaa@mmm@ 3 Un./nn. IWALTUUIEMULNaINMatNIsaLitag 300 UN.

(w38 150 wn.dmibditheshwminieaendi 40 an.) ylAlaszasuen voriconazole asnaALMNT

@suenmanaaaiiaadiowia 4 un/nn. (AONTEUE)

AINILNFBIAREEATVDY Voriconazole Wi lwaifilasuunwmMssnsznInguanang

N
Anadn AWINL AWINL AWINL gsuilsesnn | e 78|
geometric Sudwlu 3an/nn. IV | 4anJnn. IV | 400 an. sudsem | sudsenn
(CV%)® YSge 6 | Nn12n. | NN123N. | (WA %200 0. | 300 4N.NN

an/nn. IV Suduln nn 1238, | 12 7.

U megy)
n 35 23 40 17 48 16
AUC,, (ug 13.9 (32) 13.7 (53) 33.9 (54) 9.31 (38) 12.4 (78) 34.0 (53)
* h/ml)

Coax(Ma/ml) | 3.13 (20) 3.03 (25) 4.77 (36) 2.30 (19) 2.31(48) | 4.74 (35)
Cn(Lg/ml) - 0.46 (97) 1.73 (74) - 0.46 (120) | 1.63 (79)

a . a a o
fwndiaeslszanmlasiiaeiuuy non-compartment IINMIANBUAFTIRUAEAT 5 MIANEN

X e o - . . 0 .
AUC,, = Wuiildna e 12 $21luanaansliin Cpa, = ANUITNTUTIRALUNAITN Cpyy = ANNITRTUG Al UNATN

Lﬁalﬁﬂ’m’m%aa@lﬁa@ﬁm%am%’uﬂs:mmm@Lémi”usluﬁmmgamwﬁ'uuzﬁ’] azldnny
utuwlunwansanlnaifesnuseauanasinel 24 salumaslasuen asw Wemiswasaidon
@UWIA 6 UN/NN.YN 12 T 57 1 UFILENTNNIRAALEDAFTIIA 3 UN./NN. nn 12 o, 18
§N3ULIEMUIIIG 400 UA./AN. NN 12 7507 1 auese3ulTEmua 200 an. nn 12
z.) lugidrrums3sualaldsunmmnasudiulusinagssulng nsliosudssmuiua:

2 A6 I LTI IWIBDS 6 TN LTEAUAMUTUTUAINYES voriconazole THWAIRAN
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NI

WRIINNTIVUIZMB voriconazole Qﬂg@ﬁ’fimmﬁaumﬂﬁar;h\‘mm%a VL@T?:@”ingaqﬂlu
WANFH (Crra) 1 019 2 Tolasmad lasnen enFtlsAnSuava98n3uL32mu voriconazole
Uszanmk 96 % Aauyaningeiiama 200 UN.UAZENTN U IRAZ N O UENRTU U s
YU1Q 40 am.@iam.Lﬁ"a’lﬁmmm@L‘s"uﬁu’l,uﬂ%‘mmga 400 WN. NN 12 Frlusmudgrmag e
$heneghssaiies 200 wn. nn 12 2 lus 1ialet voriconazole #anwaT1 (Multiple dosing)Taui
mmiﬁﬁvlmﬁugd @1 Cpray U8Z AUCT 8A8S 34% Az 24% anudnauiiasulsemuende uas
809 58 % UAZ 37 %AW LI asUUTEMUEILIuazNan

A ' A ' = .
ﬂqiLﬂaﬂ%LLﬂadmﬂﬂﬂq pH luﬂS:LW’mlei lelllNﬂ(ﬂaﬂ'ﬁﬂﬂsﬁ&lTﬂG voriconazole

N1INILALAN
13319511INT2AN8AVBY voriconazole NILAVLNAINUITZN 4.6 AAT/AN. WRAIINTNNT

N3zANuaINLHaLdaa819NI192919 UTeinmh 58% wadgaunulUsawlunataan

ﬁ]’]ﬂﬂ’]i@]i’]ﬁ]@ﬁaEi’]x‘]‘li’]l‘l/l;“]j‘ﬂ\‘]ﬁNQGLLﬂ?JVLTE%’%%é’GTﬂGfé’ﬂ? EII%IﬂiGﬂ’]iﬂ‘léLﬂi’]::ﬁﬁl’] 8 18

FNITDATIVNUANNULTNTUVBI voriconazole "L@T“qmw

WATUDAT

2 \ . \ &
AINMIANEN LU aaNAaaINL7 voriconazole Qmwmua"l,asﬂ@ﬂﬂquvl,aiem,auvl,snu
cytochrome P450 luay lauA CYP2C19, CYP2C9 uaz CYP3A4

LNRTIRUAIRATUDY voriconazole ﬁmwmquﬂmmdeqﬂﬂaga

NMIANEN LTI9NULITIN CYP2C19 FUNLNARA MANITZLIWATINAN B RTN A

. A = e A o o \ \ &
voriconazole sﬁ\‘]Lauvlsﬂllu&lﬂiqwﬁﬂ’]ﬂ%ﬁ’]Uﬂqdwuﬁqﬂiiw DL DY A1ANTIIWIAT 15%-20%

= o

vasanaifoidugniwaueifud smiuaudnuazididanugnuasniwauaddud
= L7 7 a o a A a 1 ovd A asf
3%-5% nnsdansludidniiansdterfinusssndugunwdnwui gnfiwenvedidy
o A 1a . A | eda aX A a o
dflLTuNm voriconazole luiiaa (AUCT) gandngfdiiuanuedTugedeiinuanisunuy
{ 1 v v 1 a o { a A Qs

homozygous lasiady 4 i1 Fid13wmaAsenfwauedfugedeiinugniruuuy

= M ' o A q,
heterozygous /13414 voriconazole luliaagenitwinidu nudidWusnIIuuuL homozygous

Tagaiy 2 i
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LWANUB LaYmanwas voriconazole Aa N-oxide TIWUDI 72% VBILNALA WANAARTT

Qs Qs Q { Q(q/ ul 1
NNNUANWIIF (radiolabelled metabolites) Awuluwanaan N-oxide figndawanduaz laif

gl sz AN nlaysINUad voriconazole

N1INNAALN

voriconazole Qﬂﬁ’]’ﬁl@]aﬂﬂ’%’]ﬂiﬁdﬂ’mi@]Elﬂ’liL&J@l’lUE]ﬁ‘?ﬁJﬁ@lU PWALhaENI 2% Qﬂ“ﬂw‘UE]ElﬂsL%

gﬂﬁvl,ajmﬁalml,ﬂaﬂuﬁ RE12T

%8391n1% voriconazole AARIINUNUAMINIIR ATIAWLFIINNNUANINITIF LAUITZND 80% b
TRE12218 99N I EINIRaaaLdaadnataIdnazaTany la 83% tuwilaaniznasainlven
sudaemunanzass saulng)@nndn 94%) °naamiﬂ”ww”u@]mw%“aﬁﬁmmgﬂm”uaanmlu 96

T LUILINARINN M EINILLUTUU T unaz lnanaaatiaadn

. . . & : @ ' o< o v
Terminal half-life 289 voriconazole UnagnuvIasuazlaszanm 6 Talasnasanldium
211a 200 4. (laam3iudsenu) iasnndinssaaueaasuuy liiduiduass terminal half-

life 39 budUszlumidansmanisnim Iz aunIainag voriconazole

WnFBAREEAS IwnaNRT BNy

LWl

Tumsansnnslionudssmunanansowu Crax W82 AUCT maamﬁqa’nqmmwﬁqaﬂ’h
TIUAUNFUNING (18-45 T1) 83% uaz 113 % awdrdunasnnivdsemueda lunsdnmn
Léﬁ'mn"’uvl,aiwummLmﬂ@mﬁﬁﬁfﬂéﬂﬂ”@maam Crnax 482 AUCT izmwmmmzmﬁagqu
FUNING (218 65 Fwly) lumsansnfiadami #asannsuUTeMuBensiiueInasnas f1 AUC

a o o a a . . a a a v a @
LOoaEl&’MS‘]J%E]JGm’aqmﬂﬁW@gdﬂ’ﬂ“ﬁ’]&m%&lqmﬂ’]Wﬂ 45% Iuﬁlmz‘ﬂﬂ’]Cmax Lﬂﬂﬂlﬂmﬂﬂdﬂu

'
=

FATNMIRBUNA FIANUTNTUNTZALENAINGIFATEY voriconazole (Cyn) WL LUWARTI54

N7 ol IUY T MUENIAUATENNLYIUATNEN 100% WAZ 91% SVAIAL
Tulasamsfinsnsadfinlifimadsvsmamanane wohdayannulaeanouazaing
wintuvasenlunanauvasgihemoussndsinniionnu ammu elidududesdivamanm

ANNLNE

v
Tudgeans
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TunsdnsnnslinnTudsemMunaaaTIngdn @1 Cp, Waz AUCT T04T18590188VMNE (18
65 UnIannnin) ganimeniugunnd(18-45 1) 61% uaz 86% audau linuana
LANANNTUUENAYVBIA Cra WBE AUCT 2RI WNIITIDNFININA(DE) 65 TnIaunnin)

UWREWIIENIFUNING (18-45 1)

1umiﬁm:rmams%’nm"hiﬁmsﬂ%’wu’mmmmmq WUINANNT T UV DI N WA gNNS
mmﬁ‘uw”uﬁ"’ﬁ’umﬂq aahﬂsﬁmwwudwﬁaHammﬁaa@ﬁwaa voriconazole slu;jﬂmmqﬁaﬂ

LLazgamqmﬁauﬂ”u a9nudslidndudasUsuame miu;&“@amq

(<3

Tutan

1 d' o o et v EZA I3 U o & a [
AUIALNAN 9 ‘Y]LL%:WI&’ME‘Uﬂ’lﬂ%Uﬁluﬁdﬂ’lﬂmmmzﬁdﬂ’lEI’JEJ'EuL‘iJ%VLﬂGI’]&Iﬂ”I‘i’JLﬂ‘i’]:‘WUaHﬂ

[ 6 U =3 A a v s 1 o 1 =

MumManErIaumaaiUsErnsghodndidqunuunwiasinum 112 118 angaznin 2 U4
waunin 12 T ANl i unsAN UL ATINUFIRATILLAN 3 NN3ANEA Lo lasuaInIdvaas
LROAGIWALATIIUIMIA 3, 4, 6, 7 WAT 8 NN/NN. IURT 2 ATI BATTUUTENHN (IugﬂLLuum
FUVIUATNEN) KANLATILUTUIA 4 UN/AN., 6 UN/AN. WAL 200 UN. IUaT 2 A9 I3
msdnsLadmIauenaasluglngy laslionnmaeaiiaadluamassududianmgs 6 an./
AN, WA 2 ATIINA 1 ML IREINIINAALAAAFIUUIA 4 UN/ANIWAZ 2 ATILAZEN
JUUTTMUIUIA 300 UN.IURE 2 AT wu*j’lﬁm’]3JN”%Luhizwj'mmmaﬁ'ﬂsgﬂaULﬁﬂqaﬂ’jﬂu
Al

v
S o

maSsuifisutayansrasumaailulzmnaanuazg maainsiunsdinsdudam
19mua (AUCK) ’LmﬁmﬁalﬁmL’%'aJGTummaa@Lﬁa@oﬁﬂmm@ﬁﬁga 9 ¥n/nn.daNuaaILNRAY
luflnafldsunBudumanasnaifandlusiadigs 6 an/nn. mavinugmssudam
vanua (AUCT) lwdiniidalweniiasnnainsdatiiosmnaanidaasluswma 4 was 8 un./nn.
TURE 2 ﬂ%ﬁmmﬂﬁnUﬂvuﬂvulupd“l,mujﬁvlﬁ?umLﬁafﬂmamq@imﬁmmama@Lﬁa@ﬁﬂumm@
3 UAE 4 UN/NNSUAE 2 ASIANUEGL I ISUREENTIWe (AUCT) lwdniiialsiin
Sudszmwdashsathadaliioswe 9 AN/NN.(F989 350 aIN.) TUAT 2 assflanuasenuty
1%@%@?1@7&m%’uﬂizmmﬁa%’ﬂmama@imﬁawm@ 200 Wn.3uaz 2 431 VNALTLEMS
waaaliaad 8 un/nn.vilWn1sduaen voriconazole gandnuwianIudszmu 9 wnunn. 2

LN
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pnalienivaaaiiaadiiainmatvdaiiieslugihndnfiginduiawSoudsonvly
Alwjazriouldiduisanuamunsalumsmidaslugtheanninnnhdwiiesanandanana

AUGANIRININNLNNINAIN

ad . - o Ao o @y = Aa
1%ﬂinm bloavallablllty ﬁ]’mﬂ’]ﬁ‘].lﬂi:“n’mmmﬁ]m]’m@lugl]’;EIL@]ﬂY];Jﬂ’]’JZ“QWIﬂ“HWIﬂ’]SLLm

dnsnadninininaimanzanluionug un usssihlnlvoinmemasaliaad

MIduREEN voriconazole Tugfthedbjudulngiisulanudlngidunumsliennmdaunu
athilifanunwuirisiuengdasminnindidnazauram voriconazole dninluglna g
milawihamslasaianadinsiaua larien voriconazole mi’mﬁ’mﬁnmnniw@‘lmy’ N
a 6 Qs 6 o Qq; Qs 1 = g/ a v 1
mylaneiindrasumaniaanululzoinyiviueny 12 -14 Dliwinasnd 50 nn.ais

ldsurwmanian (giate 4.2)

‘lué’ﬂwﬁlmnnw%aa

Tumsdnunlagmsliensuyszmuaiados (200 un.) Flu;jl,‘*ﬁﬁ";umsﬁﬂmﬁﬁmiﬁﬁmmaqvlm
Unduazinmsvinanuveslaunwiastas (creatinine clearance WYinAL 41-60 U&./U17) IUH
JWU33 (creatinine clearance fni1 20 wa /i) wudinmzmarnawsaslaunwiaslifinand
WA FaINFTIaUAEATVAd voriconazole n3auNUlUsAuluwanaunvas voriconazole
mﬁauﬁ"ulu@ﬁﬁwmﬁé”wﬁaﬁs:@”umsﬁwmum adlaunwsaddnani gﬁmmzﬁ’ﬁmmmm 81

LLazmimni:i’dLLa:ﬁ@mﬂuﬁ’rﬁa 4.2 iR 4.4

DX A o ' = o L. ) ' oA @
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hypromellose, titanium dioxide (E171), lactose monohydrate, glycerol triacetate
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15 - 6.0 4a.(1) - 12.0 ¥8. (1) 13.5 ¥8. (1)
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35 10.5 WA.(1) 14 WA.(1) 21 4A.(2) 28.0 WA. (2) 31.5 Wa. (2)
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0.9 % Sodium Chloride Intravenous Infusion

Compound Sodium Lactate Intravenous Infusion

5 % Glucose and Compound Sodium Lactate Intravenous Infusion
5 % Glucose and 0.45 % Sodium Chloride Intravenous Infusion

5 % Glucose Intravenous Infusion

5 % Glucose in 20 mEq Potassium Chloride Intravenous Infusion
0.45 % Sodium Chloride Intravenous Infusion

5 % Glucose and 0.9 % Sodium Chloride Intravenous Infusion
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VFEND™

NAME OF THE MEDICINAL PRODUCT
VFEND™

QUALITATIVE AND QUANTITATIVE COMPOSITION
Film-coated tablets:

Each tablet contains 50 mg or 200 mg voriconazole.

Powder for solution for infusion:
Vials contain 200 mg voriconazole, equivalent to a 10 mg/mL solution following reconstitution

(see section 6.6).

PHARMACEUTICAL FORM
Film-coated tablets:
Voriconazole 50 mg film-coated tablets are white, round tablets, debossed “Pfizer” on one

side and “VOR50” on the reverse.

Voriconazole 200 mg film-coated tablets are white, capsule-shaped tablets, debossed “Pfizer”

on one side and “VOR200” on the reverse.

Powder for solution for infusion:
Voriconazole powder for solution for infusion is a white lyophilized powder containing

nominally 200 mg voriconazole presented in a 30 mL clear glass vial.

CLINICAL PARTICULARS
Therapeutic Indications

Voriconazole is a broad spectrum, triazole antifungal agent and is indicated as follows:

Treatment of invasive aspergillosis;

Treatment of candidemia in non-neutropenic patients;
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4.2

Treatment of serious invasive Candida infections (including C. krusei);

Treatment of esophageal candidiasis;

Treatment of serious fungal infections caused by Scedosporium apiospermum (asexual form
of Pseudallescheria boydii) and Fusarium spp. including Fusarium solani, in patients intolerant
of, or refractory to, other therapy;

Prevention of breakthrough of fungal infections in febrile high-risk patients (allogeneic bone
marrow transplants, relapsed leukemia patients);

Prophylaxis in patients who are at high risk of developing invasive fungal infections, such as

hematopoietic stem cell transplant (HSCT) recipients.

Posology and Method of Administration
Oral administration:
Voriconazole film-coated tablets are to be taken at least one hour before, or one hour

following a meal.

Powder for solution for infusion:

Voriconazole requires reconstitution and dilution (see section 6.6) prior to administration as
an intravenous infusion.

Voriconazole powder for solution for infusion is not recommended for bolus injection.

It is recommended that voriconazole be administered at a maximum rate of 3 mg/kg per hour

over 1 to 3 hours.

Blood products and concentrated electrolytes

Voriconazole must not be infused concomitantly with any blood product or any short-term
infusion of concentrated electrolytes, even if the two infusions are running in separate
intravenous lines (or cannulas). Electrolyte disturbances such as hypokalemia,
hypomagnesemia and hypocalcemia should be corrected prior to initiation of voriconazole

therapy (see section 4.4, Cardiac adverse events).

Intravenous solutions containing (non-concentrated) electrolytes

Voriconazole can be infused at the same time as other intravenous solutions containing

(non-concentrated) electrolytes, but must be infused through a separate line.
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Total parenteral nutrition (TPN)

Voriconazole can be infused at the same time as total parenteral nutrition, but must be
infused in a separate line. If infused through a multiple-lumen catheter, TPN needs to be

administered using a different port from the one used for voriconazole (see section 6.2).

Use in adults

Therapy must be initiated with the specified intravenous loading dose regimen of voriconazole
to achieve adequate plasma concentrations on Day 1. Intravenous treatment should be
continued for at least 7 days before switching to oral treatment (see section 5.1). Once the
patient is clinically improved and can tolerate medication given by mouth, the oral tablet form
of voriconazole may be utilized. On the basis of the high oral bioavailability (96%), switching

between intravenous and oral administration is appropriate when clinically indicated (see

section 5.2).

Detailed information on dosage recommendations is provided in the following table:

Intravenous

Oral®

Patients 40 kg and

Patients less than

infections/Prevention of

breakthrough infections

Invasive

Fusarium infections/Other

aspergillosis/Scedosporium and

12 hours at a
maximum infusion

rate of 3 mg/kg/hr

4 mg/kg every
12 hours at a

maximum infusion

every 12 hours

200 mg (5 mL)

every 12 hours

above 40 kg

Loading Dose Regimen for|6 mg/kg every - -
All Indications 12 hours at a
(first 24 hours) maximum infusion

rate of 3 mg/kg/hr
Maintenance Dose
(after first 24 hours)
Prophylaxis of invasive fungal |3-4 mg/kg every 200 mg (5 mL) 100 mg (2.5 mL)

every 12 hours

100 mg (2.5mL)

every 12 hours
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serious mould infections®

Candidemia in non-neutropenic

patients

Esophageal candidiasis

Intravenous

Oral®

Patients 40 kg and

Patients less than

above 40 kg
rate of 3 mg/kg/hr
3-4 mg/kg every 200 mg (BmL){100 mg (2.5 mL)

12 hours®

Not evaluated

every 12 hours

200 mg (5mL)

every 12 hours

every 12 hours

100 mg (2.5 mL)

every 12 hours

a In healthy volunteer studies, the 200 mg oral every 12 hours dose provided an exposure (AUCr) similar

to a 3 mg/kg IV every 12 hours dose, the 300 mg oral every 12 hours dose provided an exposure

(AUCy) similar to a 4 mg/kg IV every 12 hours dose (see section 5.2).

b In the pivotal clinical study of invasive aspergillosis, the median duration of IV voriconazole therapy was

10 days (range 2-85 days). The median duration of oral voriconazole therapy was 76 days

(range 2-232 days) (see section 5.1).

¢ In clinical trials, patients with candidemia received 3 mg/kg every 12 hours as primary therapy, while

patients with other deep tissue Candida infections received 4 mg/kg as salvage therapy. Appropriate

dose should be based on severity and nature of the infection.

Dosage adjustment

Oral administration:

If patient response is inadequate, for patients 40 kg and above, the oral maintenance dose

may be increased from 200 mg every 12 hours (similar to 3 mg/kg IV every 12 hours) to

300 mg every 12 hours (similar to 4 mg/kg IV every 12 hours). For patients less than 40 kg

the oral dose may be increased from 100 mg to 150 mg every 12 hours.

If patients are unable to tolerate treatment at these higher doses (i.e., 300 mg oral every

12 hours), reduce the oral maintenance dose by 50 mg steps to a minimum maintenance

dose of 200 mg every 12 hours (or 100 mg every 12 hours for patients less than 40 kg).

Phenytoin may be co-administered with voriconazole if the maintenance dose of voriconazole

is increased from 200 mg to 400 mg orally, every 12 hours (from 100 mg to 200 mg orally,

every 12 hours in patients less than 40 kg), see sections 4.4 and 4.5.
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When voriconazole is co-administered with adjusted doses of efavirenz, voriconazole
maintenance dose should be increased to 400 mg every 12 hours (see sections 4.3, 4.4

and 4.5).

Treatment duration depends upon patients’ clinical and mycological response.

Intravenous administration:
If patient response at 3 mg/kg every 12 hours is inadequate, the intravenous maintenance

dose may be increased to 4 mg/kg every 12 hours.

If patients are unable to tolerate 4 mg/kg every 12 hours, reduce the intravenous

maintenance dose to a minimum of 3 mg/kg every 12 hours.

Phenytoin may be co-administered with voriconazole if the maintenance dose of voriconazole
is increased to 5 mg/kg intravenously every 12 hours but prescribers should be mindful of

drug interactions (see sections 4.4 and 4.5).

Treatment duration depends upon patients’ clinical and mycological response.

Use in the elderly

No dose adjustment is necessary for elderly patients.

Use in patients with renal impairment

Oral administration:

The pharmacokinetics of orally administered voriconazole are not affected by renal
impairment. Therefore, no adjustment is necessary for oral dosing for patients with mild to

severe renal impairment.

Intravenous administration:

In patients with moderate to severe renal dysfunction (creatinine clearance <50 mL/min),

accumulation of the intravenous vehicle, sulphobutylether B-cyclodextrin sodium (SBECD),

occurs. Oral voriconazole should be administered to these patients, unless an assessment of

the risk benefit to the patient justifies the use of intravenous voriconazole. Serum creatinine

levels should be closely monitored in these patients and, if increases occur, consideration
5
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should be given to changing to oral voriconazole therapy.

Voriconazole is hemodialyzed with a clearance of 121 mL/min. A four-hour hemodialysis

session does not remove a sufficient amount of voriconazole to warrant dose adjustment.

The intravenous vehicle, SBECD, is hemodialyzed with a clearance of 55 mL/min.

Use in patients with hepatic impairment
No dose adjustment is necessary in patients with acute hepatic injury, manifested by elevated
liver function tests (ALT, AST). Continued monitoring of liver function tests for further

elevations is recommended.

It is recommended that the standard loading dose regimens be used but that the
maintenance dose be halved in patients with mild to moderate hepatic cirrhosis (Child-Pugh A

and B) receiving voriconazole.

Voriconazole has not been studied in patients with severe chronic hepatic cirrhosis

(Child-Pugh C).

Voriconazole has been associated with elevations in liver function tests and clinical signs of
liver damage, such as jaundice, and must only be used in patients with severe hepatic
impairment if the benefit outweighs the potential risk. Patients with severe hepatic impairment

must be carefully monitored for drug toxicity.

Use in pediatrics
Use in children (2 to <12 years) and young adolescents (12 to 14 years and <50 kg)

The recommended dosing regimen is as follows:

Intravenous Oral

Loading Dose Regimen 9 mg/kg every 12 hours | Not recommended

(first 24 hours)

Maintenance Dose 8 mg/kg twice daily 9 mg/kg twice daily (a maximum

(after first 24 hours) dose of 350 mg twice daily)

Note: Based on a population pharmacokinetic analysis in 112 immunocompromised pediatric patients aged
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2 to <12 years and 26 immunocompromised adolescents aged 12 to <17 years.

It is recommended to initiate the therapy with intravenous regimen, and oral regimen should
be considered only after there is a significant clinical improvement. It should be noted that an
8 mg/kg intravenous dose will provide voriconazole exposure approximately 2-fold higher than

a 9 mg/kg oral dose.

The oral dose recommendation for children is based on studies in which voriconazole was
administered as the powder for oral suspension formulation. Bioequivalence between the
powder for oral suspension and tablets has not been investigated in a pediatric population.
Considering the assumed limited gastro-enteric transit time in pediatrics, the absorption of

tablets may be different in pediatric compared to adult patients.

Safety and effectiveness in pediatric patients below the age of 2 years has not been
established (see section 5.1). Therefore, voriconazole is not recommended for children less
than 2 years of age. Use in pediatric patients aged 2 to <12 years with hepatic or renal

insufficiency has not been studied (see sections 4.8 and 5.2).

Use in all other adolescents (12 to 14 years and 250 kg, 15 to 16 years regardless of body
weight)

Voriconazole should be dosed as adults.

Dosage adjustment

If patient response is inadequate, the dose may be increased by 1 mg/kg steps (or by 50 mg
steps if the maximum oral dose of 350 mg was used initially). If patients are unable to
tolerate treatment, reduce the dose by 1 mg/kg steps (or by 50 mg steps if the maximum oral

dose of 350 mg was used initially).

Prophylaxis in adults and children
Prophylaxis should be initiated on the day of transplant and may be administered for up to
100 days. It may only be continued up to 180 days after transplantation in case of continuing

immunosuppression or graft versus host disease (GvHD) (see section 5.1).

Dosage
The recommended dosing regimen for prophylaxis is the same as for treatment in the
7
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4.3

respective age groups. Please refer to the treatment tables above.

Duration of prophylaxis
The safety and efficacy of voriconazole use for longer than 180 days has not been

adequately studied in clinical trials.

Contraindications
Voriconazole is contraindicated in patients with known hypersensitivity to voriconazole or to

any of the excipients.

Co-administration of the CYP3A4 substrates, terfenadine, astemizole, cisapride, pimozide,
quinidine or ivabradine with voriconazole is contraindicated since increased plasma
concentrations of these medicinal products can lead to QTc prolongation and rare

occurrences of forsades de pointes (see section 4.5).

Co-administration of voriconazole and sirolimus is contraindicated, since voriconazole has
been shown to significantly increase plasma concentrations of sirolimus in healthy subjects

(see section 4.5).

Co-administration of voriconazole with rifabutin, rifampicin, carbamazepine, long-acting
barbiturates (e.g., phenobarbital) and St John’s Wort is contraindicated since these medicinal
products are likely to decrease plasma voriconazole concentrations significantly (see section

4.5).

Co-administration of standard doses of voriconazole with efavirenz doses of 400 mg QD or
higher is contraindicated, because efavirenz significantly decreases plasma voriconazole
concentrations in healthy subjects at these doses. Voriconazole also significantly increases

efavirenz plasma concentrations (see section 4.5, for lower doses see section 4.4).

Co-administration of voriconazole with high dose ritonavir (400 mg and above twice daily) is
contraindicated because ritonavir significantly decreased plasma voriconazole concentrations

in healthy subjects at this dose (see section 4.5, for lower doses see section 4.4).

Co-administration of ergot alkaloids (ergotamine, dihydroergotamine), which are CYP3A4
substrates, is contraindicated since increased plasma concentrations of these medicinal
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4.4

products can lead to ergotism (see section 4.5).

Co-administration of voriconazole with naloxegol is contraindicated because voriconazole may
significantly increase plasma concentrations of naloxegol which may precipitate opioid

withdrawal symptoms (see section 4.5).

Co-administration of voriconazole with tolvaptan is contraindicated because voriconazole may

significantly increase plasma concentrations of tolvaptan (see section 4.5).

Co-administration of voriconazole with venetoclax is contraindicated at initiation and during
the venetoclax dose titration phase since voriconazole is likely to significantly increase
plasma concentrations of venetoclax and increase risk of tumour lysis syndrome (see section

4.5).

Co-administration of voriconazole with lurasidone is contraindicated since it may result in
significant increases in lurasidone exposure and the potential for serious adverse reactions

(see section 4.5).

Special Warnings and Precautions for Use
Hypersensitivity: Caution should be used in prescribing voriconazole to patients with

hypersensitivity to other azoles.

Infusion-related reactions: Infusion-related reactions, predominantly flushing and nausea
have been observed during administration of the intravenous formulation of voriconazole.
Depending on the severity of symptoms, consideration should be given to stopping treatment

(see section 4.8).

Cardiac adverse events: Some azoles, including voriconazole, have been associated with
prolongation of the QT interval on the electrocardiogram. During clinical development and
post-marketing surveillance, there have been rare cases of torsade de pointes in patients
taking voriconazole. These cases involved seriously ill patients with multiple confounding risk
factors, such as history of cardiotoxic chemotherapy, cardiomyopathy, hypokalemia and
concomitant medications that may have been contributory. Voriconazole should be
administered with caution to patients with potentially proarrhythmic conditions, such as:

+ Congenital or acquired QT-prolongation;



LPD Title: Voriconazole

LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

» Cardiomyopathy, in particular when heart failure is present;
« Sinus bradycardia;
» Existing symptomatic arrhythmias;

+ Concomitant medicinal product that is known to prolong QT interval (see section 4.5).

Electrolyte disturbances, such as hypokalemia, hypomagnesemia and hypocalcemia should
be monitored and corrected, if necessary, prior to initiation of and during voriconazole therapy

(see section 4.2).

A study has been conducted in healthy volunteers which examined the effect on QT interval
of single doses of voriconazole up to 4 times the usual daily dose. No subject in any group
had an increase in QTc of 260 msec from baseline. No subject experienced an interval

exceeding the potentially clinically relevant threshold of 500 msec (see section 5.1).

Hepatic toxicity: In clinical trials, there have been cases of serious hepatic reactions during
treatment with voriconazole (including clinical hepatitis, cholestasis and fulminant hepatic
failure, including fatalities). Instances of hepatic reactions were noted to occur primarily in
patients with serious underlying medical conditions (predominantly hematological malignancy).
Transient hepatic reactions, including hepatitis and jaundice, have occurred among patients
with no other identifiable risk factors. Liver dysfunction has usually been reversible on

discontinuation of therapy.

Monitoring of hepatic function: Patients receiving voriconazole must be carefully monitored
for hepatic toxicity. Clinical management should include laboratory evaluation of hepatic
function (specifically AST and ALT) at the initiation of treatment with voriconazole and at least
weekly for the first month of treatment. If treatment is continued, monitoring frequency can be

reduced to monthly if there are no changes in the liver function tests.

If the liver function tests become markedly elevated, voriconazole should be discontinued,
unless the medical judgment of the risk-benefit of the treatment for the patient justifies

continued use (see section 4.2).

Visual adverse events: There have been post-marketing reports of prolonged visual adverse
events, including optic neuritis and papilledema. These events occurred primarily in severely
ill patients who had underlying conditions and/or concomitant medications which may have
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caused or contributed to these events (see section 4.8).

Renal adverse events: Acute renal failure has been observed in severely ill patients
undergoing treatment with voriconazole. Patients being treated with voriconazole are likely to
be treated concomitantly with nephrotoxic medications and have concurrent conditions that

may result in decreased renal function.

Monitoring of renal function: Patients should be monitored for the development of abnormal
renal function. This should include laboratory evaluation, particularly serum creatinine (see

section 4.2).

Monitoring of pancreatic function: Adults and children with risk factors for acute pancreatitis
(e.g., recent chemotherapy, hematopoietic stem cell transplantation [HSCT]), should be

monitored for development of pancreatitis during voriconazole treatment.

Dermatological adverse events: During treatment with voriconazole, patients have
developed severe cutaneous adverse reactions (SCARs) such as Stevens-Johnson syndrome
(SJS), toxic epidermal necrolysis (TEN), and drug reaction with eosinophilia and systemic
symptoms (DRESS) which can be life-threatening or fatal (see section 4.8). If a patient

develops a severe cutaneous adverse reaction voriconazole should be discontinued.

In addition, voriconazole has been associated with photosensitivity skin reaction. An
increased risk of skin toxicity with concomitant use of methotrexate, a drug associated with
ultraviolet (UV) reactivation has been observed. There is a potential for this risk to be
observed with other drugs associated with UV reactivation. It is recommended that patients,
including children avoid exposure to direct sunlight during voriconazole treatment and use

measures such as protective clothing and sunscreen with high sun protection factor (SPF).

Adrenal events:

Reversible cases of adrenal insufficiency have been reported in patients receiving azoles,
including voriconazole. Adrenal insufficiency has been reported in patients receiving azoles
with  or without concomitant corticosteroids. In patients receiving azoles without
corticosteroids, adrenal insufficiency is related to direct inhibition of steroidogenesis by
azoles. In patients taking corticosteroids, voriconazole associated CYP3A4 inhibition of their
metabolism may lead to corticosteroid excess and adrenal suppression (see section 4.5).

11
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Cushing’'s syndrome with and without subsequent adrenal insufficiency has also been

reported in patients receiving voriconazole concomitantly with corticosteroids.

Patients on long-term treatment with voriconazole and corticosteroids (including inhaled
corticosteroids e.g., budesonide) should be carefully monitored for adrenal cortex dysfunction
both during treatment and when voriconazole is discontinued (see section 4.5). Patients
should be instructed to seek immediate medical care if they develop signs and symptoms of

Cushing’s syndrome or adrenal insufficiency.
Long-term treatment
The following severe adverse events have been reported in relation with long-term

voriconazole treatment:

Squamous cell carcinoma of the skin (SCC): In patients with photosensitivity skin reactions

and additional risk factors, squamous cell carcinoma of the skin (including cutaneous SCC
in situ, or Bowen’s disease) and melanoma have been reported during long-term therapy. If
phototoxic reactions occur, multidisciplinary advice should be sought and the patient should
be referred to a dermatologist. Voriconazole discontinuation should be considered.
Dermatologic evaluation should be performed on a systematic and regular basis, whenever
voriconazole is continued despite the occurrence of phototoxicity-related lesions, to allow

early detection and management of pre-malignant lesions.

If a patient develops a skin lesion consistent with pre-malignant skin lesions, squamous cell

carcinoma or melanoma, voriconazole discontinuation should be considered.

Non-infectious periostitis: Periostitis has been reported in transplant patients during long-term

voriconazole therapy. If a patient develops skeletal pain and radiologic findings compatible

with periostitis, voriconazole should be discontinued.

Pediatric use: Safety and effectiveness in pediatric subjects below the age of two years has
not been established (see section 5.1). Voriconazole is indicated for pediatric patients aged
two years or older. A higher frequency of liver enzyme elevations was observed in the
pediatric population (see section 4.8). Hepatic function should be monitored in both children
and adults. Oral bioavailability may be limited in pediatric patients aged 2 to 12 years with
malabsorption and very low body weight for age. In that case, intravenous voriconazole
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administration is recommended.

The frequency of phototoxicity reactions is higher in the pediatric population. As an evolution
towards SCC has been reported, stringent measures for the photoprotection are warranted in
this population of patients. In children experiencing photoaging injuries such as lentigines or
ephelides, sun avoidance and dermatologic follow-up are recommended even after treatment

discontinuation.

Everolimus (CYP3A4 substrate, P-gp substrate): Co-administration of voriconazole with
everolimus is not recommended because voriconazole is expected to significantly increase
everolimus concentrations. Currently there are insufficient data to allow dosing

recommendations in this situation (see section 4.5).

Fluconazole (CYP2C9, CYP2C19 and CYP3A4 inhibitor): Co-administration of oral
voriconazole and oral fluconazole resulted in a significant increase in C,,, and AUC: of
voriconazole in healthy subjects. The reduced dose and/or frequency of voriconazole and
fluconazole that would eliminate this effect have not been established. Monitoring for
voriconazole associated adverse events is recommended if voriconazole is used sequentially

after fluconazole (see section 4.5).

Efavirenz (CYP450 inducer; CYP3A4 inhibitor and substrate): When voriconazole is
co-administered with efavirenz the dose of voriconazole should be increased to 400 mg every
12 hours and that of efavirenz should be decreased to 300 mg every 24 hours (see
sections 4.2, 4.3 and 4.5).

Glasdegib (CYP3A4 substrate): Co-administration of voriconazole is expected to increase
glasdegib plasma concentrations and increase the risk of QTc prolongation (see section 4.5).

If concomitant use cannot be avoided, frequent ECG monitoring is recommended.

Tyrosine kinase inhibitors (CYP3A4 substrate): Coadministration of voriconazole with
tyrosine kinase inhibitors metabolised by CYP3A4 is expected to increase tyrosine kinase
inhibitor plasma concentrations and the risk of adverse reactions. If concomitant use cannot
be avoided, dose reduction of the tyrosine kinase inhibitor and close clinical monitoring is

recommended (see section 4.5).
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4.5

Phenytoin (CYP2C9 substrate and potent CYP450 inducer): Careful monitoring of phenytoin
levels is recommended when phenytoin is co-administered with voriconazole. Concomitant
use of voriconazole and phenytoin should be avoided unless the benefit outweighs the risk

(see section 4.5).

Ritonavir (potent CYP450 inducer, CYP3A4 inhibitor and substrate): Co-administration of
voriconazole and low dose ritonavir (100 mg twice daily) should be avoided unless an
assessment of the benefit/risk justifies the use of voriconazole (see section 4.5, for higher

doses see section 4.3).

Methadone (CYP3A4 substrate): Increased plasma concentrations of methadone have been
associated with toxicity including QT prolongation. Frequent monitoring for adverse events
and toxicity related to methadone is recommended during co-administration. Dose reduction

of methadone may be needed (see section 4.5).

Short acting opiates (CYP3A4 substrate): Reduction in the dose of alfentanil, fentanyl and
other short acting opiates similar in structure to alfentanil and metabolised by CYP3A4 (e.g.,
sufentanil) should be considered when co-administered with voriconazole (see section 4.5).
As the half-life of alfentanil is prolonged in a 4-fold manner when alfentanil is co-administered
with voriconazole, and in an independent published study, concomitant use of voriconazole
with fentanyl resulted in an increase in the mean AUC,.x of fentanyl by 1.4-fold, frequent
monitoring for opiate-associated adverse events (including a longer respiratory monitoring

period) may be necessary.

Long-acting opiates (CYP3A4 substrate): Reduction in the dose of oxycodone and other
long-acting opiates metabolised by CYP3A4 (e.g., hydrocodone) should be considered when
co-administered with voriconazole. Frequent monitoring for opiate-associated adverse events

may be necessary (see section 4.5).

Interaction with Other Medicinal Products and Other Forms of Interaction

Voriconazole is metabolised by, and inhibits the activity of, cytochrome P450 isoenzymes,

CYP2C19, CYP2C9, and CYP3A4. Inhibitors or inducers of these isoenzymes may increase

or decrease voriconazole plasma concentrations, respectively, and there is potential for

voriconazole to increase the plasma concentrations of substances metabolised by these

CYP450 isoenzymes, in particular for substances metabolised by CYP3A4 since voriconazole
14
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is a strong CYP3A4 inhibitor though the increase in AUC is substrate dependent (see

Interaction table below).

Unless otherwise specified, drug interaction studies have been performed in healthy adult
male subjects using multiple dosing to steady-state with oral voriconazole at 200 mg twice

daily (BID). These results are relevant to other populations and routes of administration.

Voriconazole should be administered with caution in patients with concomitant medication that
is known to prolong QT interval. When there is also a potential for voriconazole to increase
the plasma concentrations of substances metabolised by CYP3A4 isoenzymes (certain
antihistamines, quinidine, cisapride, co-administration is

pimozide and ivabradine)

contraindicated (see below and section 4.3).

Interaction table

Interactions between voriconazole and other medicinal products are listed in the table below
(once daily as “QD”, twice daily as “BID”, three times daily as “TID” and not determined as
“ND”). The direction of the arrow for each pharmacokinetic parameter is based on the 90%
confidence interval of the geometric mean ratio being within (<), below (l) or above (T) the
80%-125% range. The asterisk (*) indicates a two-way interaction. AUCt, AUC, and AUC(.-
represent area under the curve over a dosing interval, from time zero to the time with

detectable measurement and from time zero to infinity, respectively.

The interactions in the table are presented in the following order: contraindications, those
requiring dose adjustment and careful clinical and/or biological monitoring, and finally those
that have no significant pharmacokinetic interaction but may be of clinical interest in this

therapeutic field.

Medicinal product Interaction Recommendations concerning

[Mechanism of Interaction]

Geometric mean changes (%)

co-administration

Astemizole, cisapride, pimozide,
quinidine terfenadine and

ivabradine

[CYP3A4 substrates]

Although not studied, increased
plasma concentrations of these
medicinal products can lead to QTc
prolongation and rare occurrences of

torsades de pointes.

Contraindicated (see section 4.3).
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Medicinal product

[Mechanism of Interaction]

Interaction

Geometric mean changes (%)

Recommendations concerning

co-administration

Carbamazepine and long-acting
barbiturates (including but not
limited to: phenobarbital,
mephobarbital)

[potent CYP450 inducers]

Although not studied, carbamazepine
and long-acting barbiturates are likely
to significantly decrease plasma

voriconazole concentrations.

Contraindicated (see section 4.3).

Efavirenz (a non-nucleoside
reverse transcriptase inhibitor)
[CYP450 inducer; CYP3A4 inhibitor

and substrate]

Efavirenz 400 mg QD,
co-administered with

voriconazole 200 mg BID

Efavirenz 300 mg QD,
co-administered with

voriconazole 400 mg BID*

Efavirenz C, ., T 38%
Efavirenz AUCt T 44%
Voriconazole C,,,, \L 61%

Voriconazole AUCt ~L 7%

Compared to efavirenz 600 mg QD,
Efavirenz C,, <>

max

Efavirenz AUCt T 17%

Compared to voriconazole 200 mg
BID,
Voriconazole C,,., T 23%

Voriconazole AUCt ~L 7%

Use of standard doses of
voriconazole with efavirenz doses of
400 mg QD or higher is

contraindicated (see section 4.3).

Voriconazole may be
co-administered with efavirenz if the
voriconazole maintenance dose is
increased to 400 mg BID and the
efavirenz dose is decreased to

300 mg QD. When voriconazole
treatment is stopped, the initial dose
of efavirenz should be restored (see

section 4.2).

Ergot alkaloids (including but not
limited to: ergotamine and

dihydroergotamine)

Although not studied, voriconazole is
likely to increase the plasma

concentrations of ergot alkaloids and

Contraindicated (see section 4.3).

[CYP3A4 substrates] lead to ergotism.
Lurasidone Although not studied, voriconazole is |Contraindicated (see section 4.3).
[CYP3A4 substrate] likely to significantly increase the

plasma concentrations of lurasidone.
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Medicinal product

[Mechanism of Interaction]

Interaction

Geometric mean changes (%)

Recommendations concerning

co-administration

Naloxegol Although not studied, voriconazole is |Contraindicated (see section 4.3).
[CYP3A4 substrate] likely to significantly increase the

plasma concentrations of naloxegol.
Rifabutin Contraindicated (see section 4.3).

[potent CYP450 inducer]

300 mg QD

300 mg QD (co-administered

with voriconazole 400 mg BID)*

Voriconazole C,,., sL 69%

Voriconazole AUCt xL 78%

Rifabutin C,,, T 195%

Rifabutin AUC< T 331%
Compared to voriconazole 200 mg
BID,

Voriconazole C,., T 104%

Voriconazole AUCt T 87%

Rifampicin (600 mg QD)

[potent CYP450 inducer]

Voriconazole C,,,, J/ 93%

Voriconazole AUCt ~L 96%

Contraindicated (see section 4.3).

Ritonavir (protease inhibitor)
[potent CYP450 inducer; CYP3A4

inhibitor and substrate]

High dose (400 mg BID)

Low dose (100 mg BID)*

Ritonavir C,,., and AUCt <—>

max

Voriconazole C,,., J/ 66%

Voriconazole AUCt sL 82%

Ritonavir C,., sL 25%
Ritonavir AUCt sL 13%
Voriconazole C,,,, \L 24%

Voriconazole AUCt ~L 39%

Co-administration of voriconazole
and high doses of ritonavir (400 mg
and higher BID) is contraindicated

(see section 4.3).

Co-administration of voriconazole
and low dose ritonavir (100 mg BID)
should be avoided, unless an
assessment of the benefit/risk to the
patient justifies the use of

voriconazole.
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Medicinal product

[Mechanism of Interaction]

Interaction

Geometric mean changes (%)

Recommendations concerning

co-administration

St John’s Wort

[CYP450 inducer; P-gp inducer]
300 mg TID (co-administered
with voriconazole 400 mg single

dose)

In an independent published study,

Voriconazole AUC. sL 59%

Contraindicated (see section 4.3).

Tolvaptan

[CYP3A substrate]

Although not studied, voriconazole is
likely to significantly increase the

plasma concentrations of tolvaptan.

Contraindicated (see section 4.3).

Venetoclax

[CYP3A substrate]

Although not studied,
voriconazole is likely to significantly
increase the plasma concentrations of

venetoclax.

Concomitant administration of
voriconazole is contraindicated at
initiation and during venetoclax dose
titration phase (see section 4.3).
Dose reduction of venetoclax is
required as instructed in venetoclax
prescribing information during steady
daily dosing; close monitoring for

signs of toxicity is recommended.

Fluconazole (200 mg QD)
[CYP2C9, CYP2C19 and CYP3A4

inhibitor]

Voriconazole C,., T 57%
Voriconazole AUCt T 79%
Fluconazole C,,,, ND

Fluconazole AUCt ND

The reduced dose and/or frequency
of voriconazole and fluconazole that
would eliminate this effect have not
been established. Monitoring for
voriconazole-associated adverse
events is recommended if
voriconazole is used sequentially

after fluconazole.
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Medicinal product

[Mechanism of Interaction]

Interaction

Geometric mean changes (%)

Recommendations concerning

co-administration

Phenytoin
[CYP2C9 substrate and potent

CYP450 inducer]

300 mg QD

300 mg QD (co-administered

with voriconazole 400 mg BID)*

Voriconazole C,,., \L 49%

Voriconazole AUCt ~L 69%

Phenytoin C, ., T 67%

Phenytoin AUCt T 81%
Compared to voriconazole 200 mg
BID,

Voriconazole C,,., T 34%

Voriconazole AUCt T 39%

Concomitant use of voriconazole
and phenytoin should be avoided
unless the benefit outweighs the
risk. Careful monitoring of phenytoin

plasma levels is recommended.

Phenytoin may be co-administered
with voriconazole if the maintenance
dose of voriconazole is increased to
5 mg/kg IV BID or from 200 mg to
400 mg oral BID, (100 mg to 200 mg
oral BID in patients less than 40 kg)

(see section 4.2).

Letermovir

[CYP2C9 and CYP2C19 inducer]

Voriconazole C,,., l 39%
Voriconazole AUC_;, l 44%

Voriconazole C,, l 51%

If concomitant administration of
voriconazole with letermovir cannot
be avoided, monitor for loss of

voriconazole effectiveness.

Flucloxacillin

[CYP450 inducer]

Although not studied, flucloxacillin has
been reported to significantly

decrease plasma voriconazole

If concomitant administration of
voriconazole with flucloxacillin

cannot be avoided, monitor for

concentrations. potential loss of voriconazole
effectiveness.
Lemborexant Although not studied, voriconazole is |Concomitant use of voriconazole
[CYP3A4 substrate] likely to increase the plasma and lemborexant should be avoided.
concentrations of lemborexant
Glasdegib Although not studied, voriconazole is |If concomitant use cannot be
[CYP3A4 substrate] likely to increase the plasma avoided, frequent ECG monitoring is

concentrations of glasdegib and

increase risk of QTc prolongation.

recommended.
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Medicinal product

[Mechanism of Interaction]

Interaction

Geometric mean changes (%)

Recommendations concerning

co-administration

Tyrosine kinase inhibitors
(including but not limited to:
axitinib, bosutinib, cabozantinib,
ceritinib, cobimetinib, dabrafenib,
dasatinib, nilotinib, sunitinib,
ibrutinib, ribociclib)

[CYP3A4 substrates]

Although not studied, voriconazole
may increase plasma concentrations
of tyrosine kinase inhibitors

metabolised by CYP3A4.

If concomitant use cannot be
avoided, dose reduction of the
tyrosine kinase inhibitor and close

clinical monitoring is recommended.

Anticoagulants
Warfarin (30 mg single dose,
co-administered with 300 mg BID
voriconazole)

[CYP2C9 substrate]

Other oral coumarins
(including but not limited to:

phenprocoumon, acenocoumarol)

Maximum increase in prothrombin

time was approximately 2-fold.

Although not studied, voriconazole
may increase the plasma

concentrations of coumarins that may

Close monitoring of prothrombin time
or other suitable anticoagulation

tests is recommended, and the dose
of anticoagulants should be adjusted

accordingly.

[CYP2C9 and CYP3A4 cause an increase in prothrombin
substrates] time.
lvacaftor Although not studied, voriconazole is |Dose reduction of ivacaftor is
[CYP3A4 substrate] likely to increase the plasma recommended.
concentrations of ivacaftor with risk of
increased adverse reactions.
Eszopiclone Although not studied, voriconazole is |Dose reduction of eszopiclone is
[CYP3A4 substrate] likely to increase the plasma recommended.

concentrations and sedative effect of

eszopiclone.
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Medicinal product

[Mechanism of Interaction]

Interaction

Geometric mean changes (%)

Recommendations concerning

co-administration

Benzodiazepines
[CYP3A4 substrates]
Midazolam (0.05 mg/kg IV single

dose)

Midazolam (7.5 mg oral single

dose)

Other benzodiazepines (including

but not limited to: triazolam,

In an independent published study,

Midazolam AUC. T 3.7-fold

In an independent published study,
Midazolam C,,., T 3.8-fold

Midazolam AUC.co T 10.3-fold

Although not studied, voriconazole is

likely to increase the plasma

Dose reduction of benzodiazepines

should be considered.

alprazolam) concentrations of other
benzodiazepines that are metabolised
by CYP3A4 and lead to a prolonged
sedative effect.
Immunosuppressants
[CYP3A4 substrates]

Sirolimus (2 mg single dose)

Everolimus

[also P-gp substrate]

Ciclosporin (in stable renal
transplant recipients receiving

chronic ciclosporin therapy)

In an independent published study,
Sirolimus C .« T 6.6-fold

Sirolimus AUC .o T 11-fold

Although not studied, voriconazole is
likely to significantly increase the

plasma concentrations of everolimus.

Ciclosporin C, ., T 13%

Ciclosporin AUCt T 70%

Co-administration of voriconazole
and sirolimus is contraindicated

(see section 4.3).

Co-administration of voriconazole
and everolimus is not recommended
because voriconazole is expected to
significantly increase everolimus

concentrations (see section 4.4).

When initiating voriconazole in
patients already on ciclosporin it is
recommended that the ciclosporin
dose be halved and ciclosporin level

carefully monitored. Increased
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Medicinal product

[Mechanism of Interaction]

Interaction

Geometric mean changes (%)

Recommendations concerning

co-administration

Tacrolimus (0.1 mg/kg single

dose)

Tacrolimus C,., T 117%

Tacrolimus AUC, T 221%

ciclosporin levels have been
associated with nephrotoxicity. When

voriconazole is discontinued,

ciclosporin levels must be carefully

monitored and the dose increased

as necessary.

When initiating voriconazole in
patients already on tacrolimus, it is
recommended that the tacrolimus
dose be reduced to a third of the
original dose and tacrolimus level
carefully monitored. Increased
tacrolimus levels have been
associated with nephrotoxicity. When

voriconazole is discontinued,

tacrolimus levels must be carefully

monitored and the dose increased

as necessary.

Long-Acting Opiates

[CYP3A4 substrates]

Oxycodone (10 mg single dose)

In an independent published study,
Oxycodone C,,.x T 1.7-fold

Oxycodone AUC « T 3.6-fold

Dose reduction in oxycodone and
other long-acting opiates
metabolised by CYP3A4

(e.g., hydrocodone) should be
considered. Frequent monitoring for
opiate-associated adverse events

may be necessary.

Methadone (32-100 mg QD)

[CYP3A4 substrate]

R-methadone (active) C.« T 31%
R-methadone (active) AUCt T 47%
S-methadone C,,, T 65%
S-methadone AUCt T 103%

Frequent monitoring for adverse
events and toxicity related to
methadone, including QT
prolongation, is recommended. Dose
reduction of methadone may be

needed.
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Medicinal product

[Mechanism of Interaction]

Interaction

Geometric mean changes (%)

Recommendations concerning

co-administration

Non-Steroidal Anti-Inflammatory
Drugs (NSAIDs)

[CYP2C9 substrates]

Ibuprofen (400 mg single dose)

Diclofenac (50 mg single dose)

S-lbuprofen C,,., T 20%

S-lbuprofen AUC . T 100%

Diclofenac C,,,, T 114%

Diclofenac AUC .o T 78%

Frequent monitoring for adverse
events and toxicity related to
NSAIDs is recommended. Dose
reduction of NSAIDs may be

needed.

Omeprazole (40 mg QD)*
[CYP2C19 inhibitor; CYP2C19 and

CYP3A4 substrate]

Omeprazole C,,, T 116%
Omeprazole AUCt T 280%
Voriconazole C,,., T 15%

Voriconazole AUCt T 41%

Other proton pump inhibitors that are
CYP2C19 substrates may also be
inhibited by voriconazole and may
result in increased plasma
concentrations of these medicinal

products.

No dose adjustment of voriconazole

is recommended.

When initiating voriconazole in
patients already receiving
omeprazole doses of 40 mg or
above, it is recommended that the

omeprazole dose be halved.

Oral Contraceptives*

[CYP3A4 substrate; CYP2C19

inhibitor]
Norethisterone/ethinylestradiol

(1 mg/0.035 mg QD)

Ethinylestradiol C,,, T 36%
Ethinylestradiol AUCt T 61%
Norethisterone C,,, T 15%
Norethisterone AUCt T 53%
Voriconazole C,,., T 14%

Voriconazole AUCt T 46%

Monitoring for adverse events
related to oral contraceptives, in
addition to those for voriconazole, is

recommended.
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Medicinal product

[Mechanism of Interaction]

Interaction

Geometric mean changes (%)

Recommendations concerning

co-administration

Short Acting Opiates

[CYP3A4 substrates]

Alfentanil (20 pg/kg single dose,

with concomitant naloxone)

Fentanyl (5 ug/kg single dose)

In an independent published study,

Alfentanil AUC,.« T 6-fold

In an independent published study,

Fentanyl AUC T 1.34-fold

Dose reduction of alfentanil, fentanyl
and other short acting opiates similar
in structure to alfentanil and
metabolised by CYP3A4 (e.g.,
sufentanil) should be considered.
Extended and frequent monitoring
for respiratory depression and other
opiate-associated adverse events is

recommended.

Statins (e.g., lovastatin)

[CYP3A4 substrates]

Although not studied, voriconazole is
likely to increase the plasma
concentrations of statins that are
metabolised by CYP3A4 and could

lead to rhabdomyolysis.

If concomitant administration of
voriconazole with statins metabolised
by CYP3A4 cannot be avoided, dose
reduction of the statin should be

considered.

Sulphonylureas (including but not
limited to: tolbutamide, glipizide,
glyburide)

[CYP2C9 substrates]

Although not studied, voriconazole is
likely to increase the plasma
concentrations of sulphonylureas and

cause hypoglycemia.

Careful monitoring of blood glucose
is recommended. Dose reduction of

sulfonylureas should be considered.

Vinca Alkaloids (including but not
limited to: vincristine and
vinblastine)

[CYP3A4 substrates]

Although not studied, voriconazole is
likely to increase the plasma
concentrations of vinca alkaloids and

lead to neurotoxicity.

Dose reduction of vinca alkaloids

should be considered.

Other HIV Protease Inhibitors
(including but not limited to:
saquinavir, amprenavir and
nelfinavir)*

[CYP3A4 substrates and inhibitors]

Not studied clinically. In vitro studies
show that voriconazole may inhibit the
metabolism of HIV protease inhibitors
and the metabolism of voriconazole
may also be inhibited by HIV protease

inhibitors.

Careful monitoring for any
occurrence of drug toxicity and/or
lack of efficacy, and dose

adjustment may be needed.
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Medicinal product

[Mechanism of Interaction]

Interaction

Geometric mean changes (%)

Recommendations concerning

co-administration

Other Non-Nucleoside Reverse
Transcriptase Inhibitors (NNRTIs)
(including but not limited to:
delavirdine, nevirapine)*

[CYP3A4 substrates, inhibitors or

Not studied clinically. In vitro studies
show that the metabolism of
voriconazole may be inhibited by
NNRTIs and voriconazole may inhibit

the metabolism of NNRTIs.

Careful monitoring for any
occurrence of drug toxicity and/or
lack of efficacy, and dose

adjustment may be needed.

CYP450 inducers] The findings of the effect of efavirenz

on voriconazole suggest that the

metabolism of voriconazole may be

induced by a NNRTI.
Tretinoin Although not studied, voriconazole Dose adjustment of tretinoin is
[CYP3A4 substrate] may increase tretinoin concentrations |[recommended during treatment with

and increase risk of adverse reactions

(pseudotumor cerebri, hypercalcemia).

voriconazole and after its

discontinuation.

Cimetidine (400 mg BID)
[non-specific CYP450 inhibitor and

increases gastric pH]

Voriconazole C,,,, T 18%

Voriconazole AUCt T 23%

No dose adjustment.

Digoxin (0.25 mg QD)

[P-gp substrate]

Digoxin C. <

Digoxin AUCt <>

No dose adjustment.

Indinavir (800 mg TID)

[CYP3A4 inhibitor and substrate]

>

max

Indinavir C
Indinavir AUCt <—>
Voriconazole C,, <>

max

Voriconazole AUCt <>

No dose adjustment.

Macrolide antibiotics

Erythromycin (1 g BID)

[CYP3A4 inhibitor]

Azithromycin (500 mg QD)

Voriconazole C,,, and AUCt <>

Voriconazole C,, and AUCt <>

The effect of voriconazole on either
erythromycin or azithromycin is

unknown.

No dose adjustment.
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Medicinal product Interaction Recommendations concerning
[Mechanism of Interaction] Geometric mean changes (%) co-administration
Mycophenolic acid (1 g single Mycophenolic acid C,,, <> No dose adjustment.
dose) Mycophenolic acid AUC, <>

[UDP-glucuronyl transferase

substrate]

Corticosteroids
Prednisolone (60 mg single dose) |Prednisolone C,,., T 1% No dose adjustment.
[CYP3A4 substrate] Prednisolone AUC . T 34%
Patients on long-term treatment with
voriconazole and corticosteroids
(including inhaled corticosteroids e.g.
budesonide) should be carefully
monitored for adrenal cortex
dysfunction both during treatment
and when voriconazole is

discontinued (see section 4.4).

Ranitidine (150 mg BID) Voriconazole C,,,, and AUCt <> No dose adjustment.

[increases gastric pH]

4.6 Fertility, Pregnancy and Lactation
Pregnancy

No adequate information on the use of voriconazole in pregnant women is available.

Studies in animals have shown reproductive toxicity at high doses (see section 5.3). The

potential risk to humans is unknown.

Voriconazole must not be used during pregnancy unless the benefit to the mother clearly

outweighs the potential risk to the fetus.

Women of child-bearing potential

Women of childbearing potential must always use effective contraception during treatment.

Lactation

26




LPD Title: Voriconazole
LPD rev no.: 17.0
LPD Date: September 01, 2023

Country: Thailand
Reference CDS ver: 30.0; date: July 07, 2023

4.7

4.8

The excretion of voriconazole into breast milk has not been investigated. Breast-feeding must

be stopped on initiation of treatment with voriconazole.

Fertility
In an animal study, no impairment of fertility was demonstrated in male and female rats (see

section 5.3).

Effects on Ability to Drive and Use Machines

Voriconazole may cause transient and reversible changes to vision, including blurring,
altered/enhanced visual perception, and/or photophobia. Patients must avoid potentially
hazardous tasks, such as driving or operating machinery while experiencing these symptoms.

Patients should not drive at night while taking voriconazole.

Undesirable Effects

The safety profile of voriconazole in adults is based on an integrated safety database of more
than 2,000 subjects (1,603 adult patients in therapeutic studies). This represents a
heterogeneous population, containing patients with hematological malignancy HIV infected
patients with esophageal candidiasis and refractory fungal infections, non-neutropenic patients

with candidemia or aspergillosis and healthy volunteers.

In addition, the safety of voriconazole was investigated in 279 patients (including 270 adults)
who were treated with voriconazole in prophylaxis studies. The adverse event profile in these
prophylaxis studies was similar to the established safety profile from 2,000 subjects in

voriconazole clinical trials.

The table below includes all causality adverse reactions in 1,873 adults from pooled
therapeutic (1,603) and prophylaxis (270) studies. The most commonly reported adverse
events were visual impairment, liver function test abnormal, pyrexia, rash, vomiting, nausea,
diarrhea, headache, peripheral edema, and abdominal pain. The severity of the adverse
events was generally mild to moderate. No clinically significant differences were seen when

the safety data were analyzed by age, race, or gender.
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System Organ | Very Common Uncommon Rare Frequency
Class Common | 21/100 to <1/10 21/1,000 to 21/10,000 to | Not Known
21110 <1/100 <1/1,000 (cannot be

estimated
from the
available
data)

Infections and sinusitis pseudomembranous

infestations colitis

Neoplasms squamous cell

benign, carcinoma

malignant and (including

unspecified cutaneous SCC

(including cysts in situ, or

and polyps) Bowen’s
disease)* ¢

Blood and agranulocytosis?, bone marrow failure, disseminated

lymphatic pancytopenia, lymphadenopathy, intravascular

system thrombocytopenia®, eosinophilia coagulation

disorders leukopenia, anemia

Immune system hypersensitivity anaphylactoid

disorders reaction

Endocrine adrenal insufficiency, | hyperthyroidis

disorders hypothyroidism m

Metabolism and | edema hypoglycemia,

nutrition peripheral | hypokalemia,

disorders hyponatremia’

Psychiatric depression,

disorders hallucination, anxiety,

insomnia, agitation,
confusional state
Nervous system | headache | syncope, tremor, brain edema, hepatic

disorders

hypertonia®,

encephalopathy®,

encephalopath
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System Organ | Very Common Uncommon Rare Frequency
Class Common | 21/100 to <1/10 21/1,000 to 21/10,000 to | Not Known
21110 <1/100 <1/1,000 (cannot be
estimated
from the
available
data)
paresthesia, extrapyramidal y, Guillain-
somnolence, disorder?, neuropathy | Barré
dizziness peripheral, ataxia, syndrome,
hypoesthesia, nystagmus
dysgeusia
Eye disorders visual retinal hemorrhage optic nerve disorder’, | optic atrophy,
impairmen papilloedema?, corneal
th oculogyric crisis, opacity

diplopia, scleritis,

blepharitis
Ear and hypoacusis, vertigo,
labyrinth tinnitus
disorders
Cardiac arrhythmia ventricular fibrillation, | forsades de
disorders supraventricular, ventricular pointes,
tachycardia, extrasystoles, atrioventricular
bradycardia ventricular block
tachycardia, complete,
electrocardiogram bundle branch
QT prolonged, block, nodal
supraventricular rhythm
tachycardia
Vascular hypotension, thrombophlebitis,
disorders phlebitis lymphangitis
Respiratory, acute respiratory

thoracic and

distress syndrome,

29




LPD Title: Voriconazole
LPD rev no.: 17.0

LPD Date: September 01, 2023

Country: Thailand

Reference CDS ver: 30.0; date: July 07, 2023

System Organ | Very Common Uncommon Rare Frequency
Class Common | 21/100 to <1/10 21/1,000 to 21/10,000 to | Not Known
21110 <1/100 <1/1,000 (cannot be
estimated
from the
available
data)
mediastinal pulmonary edema
disorders
Gastrointestinal | diarrhea, cheilitis, dyspepsia, peritonitis,
disorders vomiting, constipation, pancreatitis, swollen
abdominal | gingivitis tongue, duodenitis,
pain, gastroenteritis,
nausea glossitis
Hepatobiliary liver jaundice, jaundice hepatic failure,
disorders function cholestatic, hepatitis' | hepatomegaly,
test cholecystitis,
abnormal cholelithiasis
Skin and rash dermatitis exfoliative, | Stevens-Johnson toxic cutaneous
subcutaneous alopecia, rash syndromes®, epidermal lupus
tissue disorders maculo-papular, photosensitivity necrolysisé, erythematosus’,
pruritus reaction, purpura, angioedema, drug reaction
urticaria, eczema pseudoporphy | with
ria, erythema eosinophilia
multiforme, and systemic
psoriasis, drug | symptoms" 9
eruption
Musculoskeletal back pain arthritis

and connective

tissue disorders

Renal and
urinary

disorders

renal failure acute,

hematuria

renal tubular
necrosis, proteinuria,

nephritis
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System Organ | Very Common Uncommon Rare Frequency
Class Common | 21/100 to <1/10 21/1,000 to 21/10,000 to | Not Known
21110 <1/100 <1/1,000 (cannot be
estimated
from the
available
data)
General pyrexia chest pain, face infusion site reaction,
disorders and edemal, asthenia, influenza-like illness
administration chills
site conditions
Investigations blood creatinine blood urea
increased increased, blood
cholesterol increased

" ADR identified post-marketing

2 Includes febrile neutropenia and neutropenia.

® Includes immune thrombocytopenic purpura.

¢ Includes hypoxic-ischemic encephalopathy and metabolic encephalopathy.

9 Includes akathisia and parkinsonism.

¢ Includes nuchal rigidity and tetany.

f Prolonged optic neuritis has been reported post-marketing. See section 4.4.

9 See section 4.4.

" See “Visual impairments” paragraph in section 4.8.

"Includes drug-induced liver injury, hepatitis toxic, hepatocellular injury and hepatotoxicity.

T Includes periorbital edema, lip edema, and edema mouth.

Visual Impairments

In clinical trials, visual impairments (including blurred vision, photophobia, chloropsia,
chromatopsia, color blindness, cyanopsia, eye disorder, halo vision, night blindness,
oscillopsia, photopsia, scintillating scotoma, visual acuity reduced, visual brightness, visual

field defect, vitreous floaters, and xanthopsia) with voriconazole were very common.

These visual impairments were transient and fully reversible, with the majority spontaneously
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resolving within 60 minutes. There was evidence of attenuation with repeated doses of
voriconazole. The visual impairments were generally mild, rarely resulted in discontinuation
and were not associated with long-term sequelae. Visual impairments may be associated with

higher plasma levels and/or doses.

There have been post-marketing reports of prolonged visual adverse events (see section 4.4).

The mechanism of action is unknown, although the site of action is most likely to be within

the retina.

In a study in healthy volunteers investigating the impact of voriconazole on retinal function,
voriconazole caused a decrease in the electroretinogram (ERG) waveform amplitude. The
ERG measures electrical currents in the retina. The ERG changes did not progress over

29 days of administration and were fully reversible on withdrawal of voriconazole.

The long-term effect of voriconazole (median 169 days; range 5-353 days) on visual function
was evaluated in subjects with paracoccidioidomycosis. Voriconazole had no clinically
relevant effect on visual function as assessed by testing of visual acuity, visual fields, color
vision and contrast sensitivity. There were no signs of retinal toxicity. 17/35 voriconazole
subjects experienced visual adverse events. These events did not lead to discontinuation,
were generally mild, occurred during the first week of therapy and resolved during continued

voriconazole therapy.

Dermatological Reactions

Dermatological reactions were very common in patients treated with voriconazole in clinical
trials, but these patients had serious underlying diseases and were receiving multiple
concomitant medications. The majority of rashes were of mild to moderate severity. Patients
have developed severe cutaneous adverse reactions (SCARs), including Stevens-Johnson
syndrome (uncommon), toxic epidermal necrolysis (rare), drug reaction with eosinophilia and
systemic symptoms (DRESS) which was reported post-marketing (not known), and erythema

multiforme (rare) during treatment with voriconazole (see section 4.4).

If patients develop a rash they should be monitored closely and voriconazole discontinued if
lesions progress. Patients receiving long-term voriconazole therapy have developed
photosensitive skin reactions (see section 4.4).
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Dermatological adverse reactions potentially related to phototoxicity (pseudoporphyria,
cheilitis, and cutaneous lupus erythematosus) are also reported with voriconazole. Sun
avoidance and photoprotection are recommended for all patients. If phototoxicity occurs,
voriconazole discontinuation and dermatological evaluation should be considered (see section

4.4).

Liver Function Tests

The overall incidence of transaminase increases >3 x ULN (not necessarily comprising an
adverse event) in the voriconazole clinical program was 18.0% (319/1,768) in adults and
25.8% (73/283) in pediatric subjects who received voriconazole for pooled therapeutic and
prophylaxis use. Liver function test abnormalities may be associated with higher plasma
levels and/or doses. The majority of abnormal liver function tests either resolved during
treatment without dose adjustment or following dose adjustment, including discontinuation of

therapy.

Voriconazole has been associated with cases of serious hepatic toxicity, in patients with other
serious underlying conditions. This includes cases of jaundice, hepatitis and hepatic failure

leading to death.

Pediatric Use

The safety of voriconazole was investigated in 288 pediatric patients aged 2 to <12 years
(169) and 12 to <18 years (119) who received voriconazole for prophylaxis (183) and
therapeutic use (105). The adverse event profile in these 288 pediatric patients was similar to
that in adults. A higher frequency of liver enzyme elevations reported as adverse events
(14.2% transaminases increased in pediatrics compared to 5.3% in adults) was observed in
pediatric patients as compared to adults. The safety of voriconazole was investigated in
additional pediatric patients aged 2 to <12 years who were observed in compassionate use
programs (158 pediatric patients). The adverse event profile in these pediatric patients was

similar to that observed in adults.

Post-marketing data suggest there might be a higher occurrence of skin reactions in the

pediatric population compared to adults.

There have been post-marketing reports of pancreatitis in pediatric patients (see section 4.4).
33



	LLD Voriconazole - Vfend, rev.no.17.0-clean
	LPD Voriconazole - Vfend, rev.no.17.0-clean

