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2019 & 3 AT 2 U ED/NRITH 3 SR - FHEMEBMX N7,
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(1) EEFED 100mg TH 2. FRRADDRY 3 —)L§E 100mg [JG) BB HIZ T\,

(2) FBDMEEE XIFEIFEIC L D - AEDNRESNTNWD, ZD7k®H. 100mg fExfEHAT 5
ZLIZED. RESFEHZRE D2 EHARETHD. 7 T I ADH EAHFHTE 2,

(3) AR KT &, GEBRUBSZHF L. #AMtZ[ EXETW5,

(4) ERZEWERE LT, Y a v o, 7+ 7« 7+ —, bhEEREEFEAIE (Toxic Epidermal
Necrolysis : TEN). EEHERERE (Stevens-Johnson fEMREF) . LA, HES.
OER QT EE. OSEEE. LEME). FEBIR. ReBEE7 oy, OFhe, BEE, 1K
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(1) &
- RV 3+ —)ViE 50mg [JG]
- RV a3/ —)L#E 100mg [JGI
- RV a3/ —)VE 200mg [JGI
(2) iF&
+ Voriconazole Tablets 50mg “JG”
+ Voriconazole Tablets 100mg “JG”
+ Voriconazole Tablets 200mg “JG”
(3) BFMDEB*
[—iRp2in] + TR + B8] + [BS] L@

2. B
(1) f1& @ER
R+ —)b (JAN)
(2) & (@n&R
Voriconazole (JAN., INN, USP)
3) AT LA
£5JERERE, I 37/ —)VEEE(K | -conazole

3. BENX(ITMER

4. BFRARUDFE
ﬁ?ﬁ . C16H14 F3N5O
& : 349.31

5. {t2& (G&i%)
(2R,3S)-2-(2,4-Difluorophenyl)-3-(5-fluoropyrimidin-4-yl)-1-(1 /#-1,2,4-triazol-1-yl)
butan-2-ol (IUPAC)

6. 18A&. H&. IBS, LS8ES
1S : VRCZ (HRMLFHREFER)
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137234-62-9
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1. VIEB(LFRIEE
(1) 5heR - IR
HEDEEMEDMKRTH 5,
(2) iBERY
XY/ —=)b, TEFZBMUINZHETRT L, =7 /=) (99.5) [TPREIFRT L., KITHED T
BIFIZ LW
1mol/L 1EFE R ITHE T 5,
(3) I
FZUBER L
Q) M (DR, #HR. HER
ZHER L
(5) BRISE R T
FZUBER L
(6) DR
FZUERZ L
(7) ZDfthDERRTRIE(E
BEHE (o) 335 —374~—404" (BAKYNTHRE L 726D 50mg, A% /—)b, 25mL. 100mm)

2. BMRDOEEFRHTICHITDREN
B2 L

3. BRI DEPEERE
HE IRV a+YV—)v] OmRHEBRITX D,
(1) SN TR BRI E R
(2) TWBINA R b)VRIRER (BAELA ) 7 LSEFIIE)

4. BB DESE
HE RV I+ —)V] OEEEITL S,
WA 7ax 7574 —
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1. B
(1) BRI, SMERUER
o= R a3+ =) R a3+ —) R I+ =)
7 $% 50mg [JG $ 100mg [JGJ $ 200mg [JG.
& - 7 BHE0 EEQEEAD T ¢ U AT—F 1 VT

T )WV —T 4 VT HE

O
O
168

— -
R & BfE:7.1 B 9.1 %ﬁ{%zt :.174.11
( mm ) Ex:35 EX 43 e
E:l g2
( mg ) 144 286 410
(2) EEIDYIHE
ZHERZ L
(3) #EIO—K

« RY 3+ —)V#E 50mg [JG]
SERIARICEHE - RY 2+ =)V 50 JG
- RV a3+ —)V#E 100mg [JGI
SERIARICEE - RY 2+ =)V 100 JG
- RY 3+ —)ViE 200mg [JG]
SERIARICEE - RY 2+ —)L 200 JG
(4) pH, B&ELL, #HE, E BEOERURER pH H%E
ZELRWN

2. RAIDMHERL
(1) BYWHS (MRS D22
- RV 3+ —)ViE 50mg [JG]
1#+ HE KRYUa+V—)l 50.000mg &FH
. ®Y 2+ —)LgE 100mg [JG)
l1$e HE HYz+J/—) 100.000mg &F
. RY 24—V 200mg [JG)
1$eh HE HYza+/—) 200.000mg &F



(2) 004
HBEAKFY), AWV AO—=AAI T L, IRERY, ZaAxAh)Aa—ZXF NI oL ATTY YV
B~ x> L B7aXa—X, BLFY >, e FaFr/oivbiva—X, Y7, AV
FNay

(3) ZDfth
BE=19244%

3. HEE. ABODEEICKHTDIER
ZHLWN

4. HRIDESERHTICHITDREN
ARV a3+ —)l$E 50mg [JG]
© fEzRER
TR . PTP a&
RIFEAME 1 40+2°C/75+£5%RH
REHAR . 6 » A
AEBRIEE - MR, MEEREER. HAIS—MEER. BHEER. 2R

ABEE | MR | ERBR | UL T | s R
s o» | @ (3) 4 (5)
SEMeE | Ee | @ e e 100.0
1,A% | m& | @b - e 100.6
3»A® | m& | @A - e 98.9
6 A% | m& | @A e e 99.9

(D) BEBEO T4 I)VAT—T 4 VT8 TH S,

(2) A O HIREERIEL | HE 254~258nm [TIRINOBA 25T,

(3) & —MHE  HIEMED 15.0% %220,

(4) 30 77, QfE80% (HEWEHZERSE 1% 900mL. /¥ F)LE, 50rpm)
(5) FrRED 95.0~105.0%

REAERE AW EAR (40C, HAEE 75%. 6 #A) OfER. BEOHEE T
BWT3IFHLETH D Z LRI E NIz,



O EAZRETOLEM SR ?
ABRIEAT
ORE I T DLEMHER : 40£2C. 3 » A GEX - ]ES)
QEE TN DLEMHER 1 252 C/75+£5%RH. 3 » A (&Yt - B0
@YtITxtd D EM S | HIRE 120 /7 1x « hr/25+2°C/60+5%RH (10001x - KBS

WU O 55
SHEAIEE : . BHRR. SRR, B
SBATEE MEIR BHEER | EERR (%) | BE N
s 1) ) 3) @)
SUBABEIAES e e 1003 76.6
DEE e e 983 778
QB e e 98.9 69.0
6%@%{%&“ e e 98.2 76.1
607 1x - hr \ \ 97.2
e | EORV R HE HE B{LH 1) 71.0
120 5 1x -« hr . .
e e e 99.1 77.1
120 5 1x - hr \ \
o e e 99.8 64.2

(DBEEDT 4 IVAT—T 1 T8 TH D,

(2) 30 /7. QfE80% (HEWEHZESE 1% 900mL, /¥ M)LK, 50rpm)
(3) ®RT-ED 95.0~105.0%

(4) &Ml

ZREMEDFME [§EH - 717 )VAIDBEZRE TOREMFHBREITONT (BH) Fakll &F
8 A 20 B ITEEEH S Nz FHERIER OFHIEIEITHRE > 7z,

RV 24/ —)L8E 100mg [JG
© HatER ¥
AR | PTP G
REEM © 40+2°C/75+5%RH
(RAFHIRT : 6 B
SABIEE ; Mk, BB, WAL —MHR, BB, TRERR

SEIEE COE Y e g e
S (1) @2 3) 4) 5)
S | Ee | Ee HE e 101.1
1 5 H# P N — e 99.4
3 5 Bk P N — e 99.8
6 » Bk we | Ea e e 99.5




(D) BBEOEFRAD 74 )V a—T 14 T TH Do

(2) LA ORI ERIEL | HE 254~258nm ITIRINOBAZ 7R T,

(3) &EF—MHER  HIEMED 15.0% % A2,

(4) 30 43/, QfE80% (HEWEHZEREE 1% 900mL. /¥ F)LiE, 50rpm)
(5) FRED 95.0~105.0%

R EEEm AW IR (40°C. HHEE 75%. 6 » A) OfER. BEOHEIETIT
BWT3FHLZETHD Z LRI N,

O EEFIRETOLEM SR ¥
ABRSEAT
ORE I T DLEMHER : 40£2C. 3 » A GEX - ]ES)
QEE I DLEMHER 1 25£2C/75+£5%RH. 3 » A GEY¢ - B0
@YtITxtd D EM S | HIRE 120 /7 1x » hr/25+2°C/60+5%RH (10001x - KBS

BT O 0K ) 504
SEBEE ;M. B, TERR. B
SBIEE PERR GHAER | cERR (%) | BE N
S 1) 2 3) (4)
SHBRBIHARS e e 100.8 82.9
ORE o e 99.2 84.2
ORE e e 99.8 70.9
120 B e e 99.8 81.9
O 20 A x - hr \ \
PP HE 99.7 65.5

() HEDEREAD DT 4 )V LT —T 4 > THETH S0

(2) 30 yfE. QfE 80% (HEWHHEEE 1 % 900mL. /¥ F)LiE. 50rpm)
(3) FRED 95.0~105.0%

(4) Z2E(E

ZEMOFEI [#EA] « /17 2)VAIDESERETOREERBIEICOWT (BH) Frk 1l F
8 H 20 HI ITEEH S N7z S5 BRIEE DFHlEHEITHE > 720

O EIRD R EM AR >
AT
ORE I T DLEMHER | 25£2C/75+£5%RH. 3 » A (&Y - LoRY 5aHh)
@I 2 REMFER | HRIRE 120 /7 1x « hr/25+2C/60+£5%RH (10001x « £oR
Y 73 alif)
AERIEE IR, EEER



aBRIEE 27N EEER (%)

B BRI IR HEBD T 4 )VAaA—T 1 V75 100.8
Oz 3 » AR’ BHE&D7 4 )V La—T 1 VT8 99.6
@t 120 F1x - hr HEDT 4 )VAI—T 1 V78 100.3

RV 29/ —)L8E 200mg [JG
© HEEtER ©
EERE | PTP @
RIEFESRME - 40+£2°C/75+5%RH
REFHIRT : 6 7 B
SABRIEE ; Mk, BB, WAL MRS, BB, TERB

MBUEE | MR BEEER | e | o
i v | @ 3) 4 (5)
MmN | me | A e e 99.8
LxA% | e | Ee - e 99.7
3»A® | me | mA - e 99.7
6»A% | me | mA e e 100.3

(1) BEDERRAO DT 4 )V LTA—T 1 X THTDH %0

(2) N ORI ERIER R 254~258nm (ZRIRDEA 2R,

(3) BB —MHER « HIEMEN 15.0%ZBZ 7220,

(4) 30 fEl. QfE 80% (HEWEHHES 1 #% 900mL. /¥ KLk, 50rpm)
(5) FRED 95.0~105.0%

R EEREm AW IEHE (40°C, HHEE 75%. 6 » A) OfER. BEOHESIETIT
BT I FHLZETH D Z EHERIE NIz,

O EABRRE TOREMHER 7
AT
ORE I T DLEMHER : 40£2C. 3 »A GEX - [ESE)
QiREITX I DL EMMER | 25+2°C/7525%RH. 3 » B (&Yt - B
@ITH I R EMFER | MIRE 120 /7 1x « hr/25+2C/60+5%RH (10001x - KEE
R UtORY 580
ABRIEE IR, EHEER, EEHER, EE



SHERTEE PER wHRE | EERBR (%) | EE )
#H (1) (2) (3) (4)

S BABR LR BE e 100.6 135.3
iRk BE e 99.2 130.3
QiREE BE e 100.2 102.9
120 Hlx - hr A i A

- ljf,lg%h EE A 100.1 126.3
gy e e 1002 105.4

(1) BEDEFEADD T 4 )V A —T 4 VT TH D,
(2) 30 7. Q1ME 80% (HE®EHHERS 1 %) 900mL. /¥ F)LiE. 50rpm)

(3) FrED 95.0~105.0%

(4) %A

ZEMEDFME [§EH - 717 )VAIDEaERE TOREMFHBRIEITONT (FH) Fakll &F

8 A 20 B IZEEEH S Nz FHUERIEE OFHIEIE IR > 7z,

O sl DL EHER ©

ABRSRAT

OREITHN T 2SR | 252 C/75+:5%RH. 3 » A (&Y - LORY 5aiK)
@YeITA I D EMERER ¢ MIEE 120 75 1x « hr/25+£2C/60£5%RH (10001x « oK

DEax=lkiio)
HBAIEE MR, 2B
ABRIEE 27N EEFHE (%)
A ERFRIG R HED 7 4 )T —T 1 V8% 100.6
Oz 3 A% BHE&D 7 4 )VAa—T 1 VT8 100.3
@t 120 A Ix « hr HED 7 4 )T —T 1 V8% 99.8

. ARERUBREDREM

B=19244%

. fFIEDESZEL (MIE{LFRIR(L)

R L



7. B
(& HZE) O [E%& M I3 LIM]
RV 3+ —)V$E 50mg [JG] ?
[BRERERDOEYZHEEERBET 1 FTA EDO—FHREIZONWT FK 2 SBENELRDIRE
OEREE OEMZRREERBRA 1 Fo1 > (F24F2H29H FEREEEHR 02295 10
)1 ITHED,
- BEHERIE KV 2 —)VEE 200mg [JG]
« MUTFZREEOKYE © D K¥E

B | HAEFA —REBEEHEEE OYFIUER)

pH1.2 | HAEEH BEHEERS 1 %)
o pH5.0 | #D7z Mcllvaine DEER

N [Ol#r%/iBR | 50rpm — —

aBRoR pH6.8 | HAREY EHRERSS 2 W)

7K BHAZEE K

B E 0 900mL  FHERO% : 12 Xv )b

I | A TR R E

- JEEEE
@%i& SPESTE NAI==R=,
(rpm) BRI HEEEE
pH1.2 (1) B
HERBEIFN N 15 7 AT 85% LA EEH 3 6, Xid 15 4312
pH5.0 BT 2 HEREH DS HER HEERIF D SEIE HE + 1 0% D E
(2) =< DBH=R
pH6.8 BRI 31 DB DB 2 DYEHEIC DN T, B
RDOGEHEER L 15%DEFHZEZ 25 DA 12 fEdh 1 ELLT
7K T, £25%DEHEHZEZ 55 DH20N,
- AHEER
(50rpm. pH1.2) (50rpm. pH5.0)
100 + 100 + . °
80 | _ 80 |
B> 60 | 9\’/60 -
% 40 %0
Ka 20 —o— RV 3+ —)LE50mglJG] Ka 20 —o— RV I+ —)l§E50mglJG)
— e FEEERHE (KY 34/ —)L§£200mglIG)) 0 —e— FUERA (RY 39/ —)L#€200mglJG)
O L L J Il L J
0 15 30 45 0 15 30 45
BERE (49) R (499)
HERR TH D 15 TN T, HEBREFINFE | HIERR TH D 15 TN T, HEBREFINE
FI85% LA EBH L. A1 RIA4 OHIERE | 15 85%UEBHL. A1 FI1 CDHIERE
IZEE U7z, ZHEEG LTz,




(50rpm. pH6.8) (50rpm. 7K)

100 100 + o )
.80 ¢ 80 -
Q <}
S 60 L S 60 |
K90 —o— RV 3+ —LEE50mglJG) Wog | ) o™ 3=V 0mglJG
— e EEEWA GRU 35/ —)L5200mglJG)) 0 — e EHEFE (KU 35— L§200mglJG))
0 ‘ ‘ ‘ s ‘ |
0 15 30 45 0 15 30 45
el (5) el (5)

HERR TH D 15 3ITHNT, SBREAINT | HIERRTH D 15 2ITHNT, ABREAINF
1 85% U LBEH L. A1 T4 COHEEHE | 13 85% U LBH L. A1 FI A v DOHIERLE

IZEE LTz, IZEH LTz,
EHEBORZEONE (PEWEHE)
_ e SEAGHEHE (%)
O | —pppre | g \ ——— \ : -
(rpm) | PR | B memn RY 2L | SEEE GRY 2 - | HE
(min) $ 200mg [JG)) $t 50mg [JG)
pHL2 | 15 90.5 98.9 HE
. | PH50 | 15 93.7 100.3 e
pH6.8 | 15 94.0 99.3 e
K 15 95.1 99.0 e
EHEBORSEOE (B DIEHE)
—_— 5E B2 DYEHE (%) TAIVEHR & D
oy | BB | B e
rpm (min) B/IME~RAME +15%# | £25%i8
pH12 | 15 97.7~100.4 0 1@ 0FE | @
. | PH50 | 15 98.9~102.2 0 1@ 0FE | Ee
pH68 | 15 97.1~101.5 0 1@ om | @
K 15 97.8~100.9 0 1@ om | Ea

ABREA L RERAI OB HEBOREM ZHE L2 L 25, WINOFHRFHITENWTS B8
MR RO BETREA O EMLREEESARA 1 BT 1 ] OHEREITES L T\,
PIEX D, mEANSENFRICEE & ARSI,



RV 3+ —)L8E 100mg [JG 10

[BRERRDOEMZRNREEABRT 1 R T FEDO—ESUEIZDOWT  HlH 2

BENRRDE

OEEEA OEMFRREETBRAT A FZ 1> CER24F2H 298 EAFEEH 0229% 10

)1 KD,

- REEMERNA - R 3 —)LE 200mg [JGI
« WUHZEEIKEE ¢ D /KHE

B | HAEER —REBEEHEEE OSYFIUEK)
pH1.2 | BAEEA BHHERSE 1|’
H5.0 | &7z Mcllvaine DiEE®E
) RSB | 50rpm i s
BRoR pH6.8 | BAFEA EHERSE 2 )
7K BHAEFT BERK
B E : 900mL B : 12 Xt
ST | SRV ATRIB LRI E
- YITEEE
[EIE 7 IR .
(rpm) BT IR E
pHI1.2 (1) SEEE R
ABREIAIH 15 57 LANITFT 85% LA E¥EHT B, XUk 15 931
pH5.0 BT 5 RERHAN D IFIIVE HEEHDEHERA DO SEEHE £ 1 0% D&
50 FIZH Do
(2) 4 DEH=R
PH6.8 BB I 5 1) DB RO L DEHEICOWT, SRR
BIDOHIEHEL 1 5% DEHHE B2 56D 12 @tk 1 BT
7K T, £25%D&EHFZHEZ 2HDHZ
- HEER
(50rpm. pH1.2) (50rpm. pH5.0)
100 100 |
80 80 -
< 60 S 60 |
2 40 a0t
Ka 20 —o— RY I+ —)LEE100mglIG] Ka 20 —o— RV 2+ —)L§E100mglJG]
o —e— BHEMA GRY 7/~ )V§E200mglJG)) 0 —o— MEMA (RY 25/ —LEE200mglJG)
0 15 30 45 0 15 30 45
B (%) B (%)
HIERRTH D 15 FITHNT. REREAINE | HIERRTH D 15 FITBNT, BREAI N
3 85% LA EEH U, A1 FIA VOHIERYE | 15 85% U EBEH L. A1 I > OHERYE
IZEE L7z i O




(50rpm. pH6.8) (50rpm. 7K)

100 | 100 |
80| _ 80|
€60 | =60 -
Eg 40 e % 200 __o— RY 34— )L§E100mglJC)
%20 | i;; ;;L“/(;’S’ﬁffgf}g:gé()mgmc}p 28 |/ e mMmA GRUIF/—)L5E200mglIG))

° 5 15 30 45 0 15 30 45
HERRTH D 15 DITHNT, SBREFNE | HIERRTH D 15 7B NT, HEREH M
1 85%LAEEH L. A RT41 »DHERE | 35 85%LIEEH L. A NI »DHERLE
T = O ZEE LTz

BHEBORSMOYE (TIEHE)
_ HIE FHIEHE (%)
a7 - = \ S \ : e
(rpm) | PORE | B g R 35— L | EEREA (RY 35/ — L | HIE
(min) %t 200mg [JG) $¢ 100mg [JG))
pH1.2 15 90.5 88.5 B
=0 pH5.0 15 93.7 93.7 BE
pH6.8 15 94.0 91.1 BE
7K 15 95.1 914 BE
BHEHORIEMEDOHIE (B DEHE)
e e &< DEHE (%) IR & DE
(rom) BRI | B HiE
pm (min) B/IME~BATE +15%# | +25%%
pH1.2 15 84.5~93.5 0 & 0 & BE
=0 pH5.0 15 90.2~98.4 0 f& 0 & BE
pH6.8 15 84.0~96.7 0 & 0 & HE
7K 15 87.6~97.7 0 & 0 & HE

o T
BRI & FERA OB HESORSEMZHE L2 & 25, WINOHBEFITEWTE B8
N RO BTEHAE O EMFRIEEEART A FZ A1 ] OHEREITES L T\,
PELD. mEAISIEYZRICEE & ARSI,



RV 34— )8 200mg [JGJ 1V
[BRERROEMFORSERRA A 51 VEO—FRECOWT (PR24E2H 290 &
BEER 02298 10 8)) 1265,

BT | BAEFS —eBREEHasRE OSNIUE)

pH1.2 HAEFA BHEES 1K’
S pH3.0 | #&»7z Mcllvaine D#EEHK

) [Ol#r% /3888 | 50rpm . —

HERSRE pH6.8 HAEESS BHERSE 2%’

7K HAREFH RBHEK

AEEE  900mL  EREREE 12 Xv )V

DT | BRI E R EE

. YIEEHE
s | e e
pH1.2
50 PH3.0 | sxEasushs 15 53 LIAICTES 85%LL FEHIT 00, Xid 15 40cdid
pH6.8 5 EREA DIV HERHMEHERIR DA HER D £ 1 5% DEHITH 2,
7K
(50rpm. pH1.2) (50rpm. pH3.0)
100 | 100 |
80 © 80
s 60 | S 60 |
:.IS% 40 + —o— RV I+ —)L§E200mglJG] %40 [ —o— RV I+ —)LEE200mglJG]
Moo L e fEMEBIE (A, 200mg) =20 + e S (Al 200mg)
0 w : ‘ 0 ‘ ‘ !
0 15 30 45 0 15 30 45
B (99) B (99)
HERRTHD 15 DITHWNT, HEBREFINFE | HIERR TH D 15 TN T, HAEBREFINFE
¥ 85%LIEBH L. A1 RI4 VOHERLEE | 15 85%LL LB L. A1 R4 VDOHERERE
IZEE LTz, IZEE LTz,




(50rpm. pH6.8)

100 100 +
80 80
Y Qo
S0 | <60 |
343] 40 ¢ — o KU TF/—LEE200mglJG) 3 40
Moo | e EEEMA (§EHl. 200mg) £ 20 |
0 ‘ ‘ ‘ 0
0 15 30 45 0

(50rpm. 7K)

—o— RV I+ —)V#E200mglIG]
—eo— 1RHERA (Al 200mg)

W ()

15 30 45
K (5

WS TH 5 15 IcBN T, SERAIAT
£ 85%LL B L. A4 FT1 > Ml

U TH D 15 9BV T, RBRUAHATE
£ 85%LL S L. A4 K51 DRl

IZ#EE U7z, IZ#EE U7z,
BHEEFHOBELIEDHIE (FEHEHX)
} [ SEEEEE (%)
OBR | g it stwsAl R/ | HE
) R oo 5 Y 2 I ! N V) —
pH1.2 15 94.7 90.5 e
=0 pH3.0 15 91.9 95.7 EHE
pH6.8 15 94.1 94.0 EE
7K 15 94.7 95.1 EE
it

EHERA & SBREA OIIEHERZ R L 72 & 25, WINDFHBFEFTEN TS [RFEERRD
DAEYZRIREEHRT A K1 2] OHEREEITHES L T\,
PAE& D, EREERA & HBREA OB HES OFLMEIHER S iz,

[AHEHRBAD@EE ]
AU a3+ —)V§E 50mg [JGI. RY a2+ —)U#E 100mg [JG] XUHRY 25 —)U#E 200mg
[JG] &, HAEFAEERERITED S5NIZRY 357 —)USEDBEHBBICEE L T\ Z &N

BINTND,
HBAE | HE —meBRREtEEE OVNNE)
ABASRME | MEEEL : 50rpm  HEAE . HEWHEERSE 1 W SBRE - 900mL
ot | ARSI
BHERRE | 30 2D Q&L 80%
. EMRREERIE
B=10244

. REIPDOBEN RS DEEEREERE
HE R a+Y—)liE] OREEHBRICTL D,
N ORIRSCERIED | R 254~258nm (TRINDEBA 2R,



10.

11.

12.

13.

14.

BRID DB R DEE]
HE [[RYa+V—)VEEl OEEEICL D,
WRixrza~x 757 4 —

paLii
B2=19224%

AT DOTREMED H D REEY)
FZEERZ L

ERDWMEREES - IMRNFFRIEEEICRIT D15k
B2=19224%

ZDfth
B2=19224%



V. BEICEIHIEH

1. THEEX IR

TERLDERE XIS EIE T B ERRYYIE
- BEMET ZAVVF)IVAE, M7 AN)VFo—, BEEFERT A0V F )V RE
A UVYME, BEH VIYE. VYV IERE. [E - il VY E
VT Ny AgEER, Bz VT N3y 7 AEE
« 7YV LEE
« A RARY 7 LE

EMEHEBEEE IC BT 2EEEEREED T

<GhEE - SHRICEEET DIER_LDIERD
(1) 71 > PV TRBEDBFRTONTIE, OFEEADEN D 2WVWEBENEICHEND 2 LEZS
NOGE KB DFERZERT 52 &,
(2) SMFMREBERE ST S2EERERED TIHIZE T 2FFIDERICONWTIE, EERRS
/YA DEE (FHERED 500/mmd KiElZED T2 LB TFHlaNBELRLY) &
XRITITD Z &o

2. BERUAE
AN (A= 40kg DL E)
BWHE, KU I+ =) UTHHIE 1B 300mg 2z 1 H 20, 2 HEMKEEZ 1 @ 150mg Xid 1
[ 200mg z 1 H 2 OREICEOKRS T 5, RE. BEOREBIZINU T, XIFWRAT+2OHE
IZiE, BETZ 20, YIHKRSED ERIZ 1 [E400mgl H 2 [0, 2 HEUEZSED ERIE 1 [O
300mgl H2[EETEd %,

AN (A= 40kg i)

BHE, RV —)be U THHIZ1E 150mg 2 1 H 20, 2 HELREZ 1[0 100mg = 1 H
2 OEfIREOKRST %, kb, BEOREIIL U T, RN +TDOHEITE 2 HEURED#K
587% 1[0 150mgl H 2B TEETZ %,

INR (2P E 12 R RO 12 UL TR E 50kg ki)

N aFYV = )VERBIC L 285217 > 7%, 8%, KU+ —)beLT1E9mg/kg %= 1 H
2 MBEMICROKE T 2, k. BEDORRBITSNU T, MIWRA+5DHEITIE 1mg/kg 0
HEL., BRI+ D5EICIE Img/kg TOWET 2 EAKSE L LT 350mg ZHWNz
Bald 50mg T OBET 5).

7z72L. 1[E350mgl H 2[@% LRET 5,

IR (12 3 PAETFE 50kg BAE)

R 3+ — ) VERAIIC L 2B E5 2T o7&, &%, RV 3+ =) el T1EH200mg %1 H
2 OREIZROKRE T 2, Bk, BEORREIIILUT, XFRA+0DO5EITE 1 [E 300mgl
H2[HXTHEETZ 2,



(FRi% - ARICESEY BEM L 0ER

(1) EHAED SR 25— VD5 EEE L ZRABECH N, ROLSTETH D LERM
DT L 728 E. SR RS o0y Sl BR 2 2 ENTE 5,

(2) /NRIZBENTIE, EHBIDSR) 3 FV —VOBREEBIBT 52 L, BHEDKREITLEU T
FOHR ST TH D L BRI L= 5BE81C, SFINE RS>0y 70 BR 2 Lt |
TEBH, RESHEN S | B CERAD SEOAICEE L BOEME R ORI |
BETS N TORW DB 2 2 &, &, RY I —EHA TR o8 |
TEDMITIZ R0, INEOEEH > VST AR DERIGHEE N, |

(3) BHHEREED 5 2 BE CEHB DR S TE BVBABEICH L T, SR RSO |
v TEEAT 5 Lo §

(4) BE~hEEOFFMAE T (Child Pugh 582 52 A, B OFFERICEY) 51528 |
TRESVNAGEROVERSRE U, 2 BEURSERD 2 BELMESROLRE TS |
. |

(5) RSHERIAMTEELZ =Y ) > /T3 LABE L, (ZOMDER] OESE) |

(6) /NETHEZER T 2T, BEOREZ+DITEREL. IRNVBEFHORRZEZEEL
T, BER/NREOHEENIFHEICLE LD L, 122U, FHIE LT, #5RBRERLUEE
®, Pl &d IHEIZBELRZWI &,

(7) EMEHAABEEE ITH T DFEEMEERED T OW TS, #FHERE7 500/mm? Ll E
ZOHEd 5, NIZFHBMHAF ORER T2 L, @URRHITREEZRT IS &, R
SEME L 7-BRAREERIC RN T, 180 HZBA 75 OEMMERUREMIIHRE Th Than]

3. ERPRALAE
M BRT—F Ny 7—2
ZHEER L
(2) BRERZNER
FZEER R L
(3) BRPREIREAER
FZEER L
(4) ZFRFRAIEER
FZEER R L
(5) HRELAEER
1) BRI TRERMGEER
FZEER 2L
2) LEEEER
FZAUBERR L
3) et
FZHUER 2L
4) BE - RRERIEIER
FZEEMZ L



(6) iBEHIfER
1) ERMHERE - HEERMERE (ShIRE) - BhEMRFTEERRGER (MEREERREIER)
FZUER 2L
2) E@BFRME U CREFEDABT XIS UTEEROEE
FZAE LR



VI. EFEIEBICE I DIRE

1. EEZMICEAEHDILEMRIILESYEE
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tH g ELEHNE

KEDWASZE | 8 USE IN SPECIFIC POPULATIONS

(2020 9 H) | 8.1 Pregnancy

Risk Summary

Voriconazole can cause fetal harm when administered to a
pregnant woman. There are no available data on the use of
VFEND in pregnant women. In animal reproduction studies,
oral voriconazole was associated with fetal malformations in
rats and fetal toxicity in rabbits. Cleft palates and
hydronephrosis/hydroureter were observed in rat pups
exposed to voriconazole during organogenesis at and above
10 mg/kg (0.3 times the RMD of 200 mg every 12 hours based
on body surface area comparisons). In rabbits,
embryomortality, reduced fetal weight and increased
incidence of skeletal wvariations, cervical ribs and
extrasternal ossification sites were observed in pups when
pregnant rabbits were orally dosed at 100 mg/kg (6 times the
RMD based on body surface area comparisons) during
organogenesis. Rats exposed to voriconazole from
implantation to weaning experienced increased gestational
length and dystocia, which were associated with increased
perinatal pup mortality at the 10 mg/kg dose [see Data/. If this
drug is used during pregnancy, or if the patient becomes
pregnant while taking this drug, inform the patient of the
potential hazard to the fetus [see Warnings and Precautions

(5.8)).
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The background risk of major birth defects and miscarriage
for the indicated populations is unknown. In the U.S. general
population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies
is 2-4% and 15-20% respectively.

Data
Animal Data

Voriconazole was administered orally to pregnant rats
during organogenesis (gestation days 6-17) at 10, 30, and 60
mg/kg/day..Voriconazole was associated with increased
incidences in hydroureter and hydronephrosis at 10 mg/kg/
day or greater, approximately 0.3 times the recommended
human dose (RMD) based on mg/m?, and cleft palate at 60
mg/kg, approximately 2 times the RMD based on mg/m?2.
Reduced ossification of sacral and caudal vertebrae, skull,
pubic, and hyoid bone, supernumerary ribs, anomalies of the
sternbrae, and dilatation of the ureter/renal pelvis were also
observed at doses of 10 mg/kg or greater. There was no
evidence of maternal toxicity at any dose.

Voriconazole was administered orally to pregnant rabbits
during the period of organogenesis (gestation days 7-19) at
10, 40, and 100 mg/kg/day. Voriconazole was associated
with increased post-implantation loss and decreased fetal
body weight, in association with maternal toxicity (decreased
body weight gain and food consumption) at 100 mg/kg/day
(6 times the RMD based on mg/m?). Fetal skeletal variations
(increases in the incidence of cervical rib and extra
sternebral ossification sites) were observed at 100 mg/kg/
day.

In a peri-and postnatal toxicity study in rats, voriconazole
was administered orally to female rats from implantation
through the end of lactation at 1, 3, and 10 mg/kg/day.
Voriconazole prolonged the duration of gestation and labor
and produced dystocia with related increases in maternal
mortality and decreases in perinatal survival of F1 pups at
10 mg/kg/day, approximately 0.3 times the RMD.

8.2 Lactation

Risk Summary

No data are available regarding the presence of voriconazole
in human milk, the effects of voriconazole on the breastfed
infant, or the effects on milk production. The developmental
and health benefits of breastfeeding should be considered
along with the mother’ s clinical need for VFEND and any
potential adverse effects on the breastfed child from VFEND
or from the underlying maternal condition.

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/021266s048,
021267s058,021630s0371bl.pdf > (2020/9/25 77 £ A)
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ADEC : (An Australian categorisation of risk of drug use in pregnancy) | B3
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ADEC : (An Australian categorisation of risk of drug use in pregnancy)

B3 : Drugs which have been taken by only a limited number of pregnant women
and women of childbearing age, without an increase in the frequency of
malformation or other direct or indirect harmful effects on the human fetus
having been observed.

Studies in animals have shown evidence of an increased occurrence of
fetal damage, the significance of which is considered uncertain in humans.
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KEDOWRAZE | 8 USE IN SPECIFIC POPULATIONS

(2020 9 A) | 8.4 Pediatric Use

The safety and effectiveness of VFEND have been
established in pediatric patients 2 years of age and older
based on evidence from adequate and well-controlled studies
in adult and pediatric patients and additional pediatric
pharmacokinetic and safety data. A total of 105 pediatric
patients aged 2 to less than 12 [N=26] and aged 12 to less than
18 [N=79] from two, non-comparative Phase 3 pediatric
studies and eight adult therapeutic trials provided safety
information for VFEND use in the pediatric population /see
Adverse Reactions (6.1), Clinical Pharmacology (12.3), and
Clinical Studies (14)].

Safety and effectiveness in pediatric patients below the age
of 2 years has not been established. Therefore, VFEND is not
recommended for pediatric patients less than 2 years of age.
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A higher frequency of liver enzyme elevations was observed
in the pediatric patients /see Dosage and Administration (2.5),
Warnings and Precautions (5.1), and Adverse Reactions

(6.1)]

The frequency of phototoxicity reactions is higher in the
pediatric population. Squamous cell carcinoma has been
reported in patients who experience photosensitivity
reactions. Stringent measures for photoprotection are
warranted. Sun avoidance and dermatologic follow-up are
recommended in pediatric patients experiencing photoaging
injuries, such as lentigines or ephelides, even after
treatment discontinuation [see Warnings and Precautions

(5.6)].

VFEND has not been studied in pediatric patients with
hepatic or renal impairment /see Dosage and Administration
(2.5, 2.6)] Hepatic function and serum creatinine levels
should be closely monitored in pediatric patients /see Dosage
and Administration (2.6) and Warnings and Precautions (5.1,

5.9)).

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/021266s048,

021267s058,021630s037Ibl.pdf > (2020/9/25 77 £ A)
atiid ELEAE
FED SmPC | 4. Clinical particulars
(2020 7 A) | 4.2 Posology and method of administration

Paediatric population
The safety and efficacy of VFEND in children below 2 years

has not been established. Currently available data are
described in sections 4.8 and 5.1 but no recommendation on
a posology can be made.

4.4 Special warnings and precautions for use

Paediatric population

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

- Serious dermatological adverse reactions (including SCC)
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#ED SmPC The frequency of phototoxicity reactions is higher in the
(2020 7 B) | paediatric 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.

4.8 Undesirable effects

Paediatric population

The safety of voriconazole was investigated in 288 paediatric
patients aged 2 to <12 years (169) and 12 to <18 years (119)
who received voriconazole for prophylaxis (183) and
therapeutic use (105) in clinical trials. The safety of
voriconazole was also investigated in 158 additional
paediatric patients aged 2 to <12 years in compassionate use
programs. Overall, the safety profile of voriconazole in
paediatric populationwas similar to that in adults. However,
a trend towards a higher frequency of liver enzyme
elevations, reported as adverse events in clinical trials was
observed in paediatric patients as compared to adults (14.2%
transaminases increased in paediatrics compared to 5.3% in
adults). Post-marketing data suggest there might be a higher
occurrence of skin reactions (especially erythema) in the
paediatric population compared to adults. In the 22 patients
less than 2 years old who received voriconazole in a
compassionate use programme, the following adverse
reactions (for which a relationship to voriconazole could not
be excluded) were reported: photosensitivity reaction (1),
arrhythmia (1), pancreatitis (1), blood bilirubin increased (1),
hepatic enzymes increased (1), rash (1) and papilloedema (1).
There have been post-marketing reports of pancreatitis in
paediatric patients.

< https://www.medicines.org.uk/emc/product/7977/smpc > (2020/9/25 77
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