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FUHKIE)— M n=3%! e AL N
<15.0%LL F > e Ha
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<3074y, Q fi 80> e Ha
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X1:3mv by bn=3 X2: BREIZHTIEAER (%)

OR Y aF Y —/VEE 200mg INIG)

IEERER  40°C - 75%RH [PTP+#%4% ]

#3: PEMEEARERE (S.D.)

RERIH B PRAFHIA
, \f?ﬁ*ﬁ_>¥] BH 4 IRE 6 7 H
S T, we we
ey —Q¥1
(%ﬁ%ﬁﬁ%%ﬁé@) e L
IR | V) —aX%1
f;u?)ri\(g ﬂIEI_S?b e weE
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ORY aF — VB 50mgINIG) Mm% 40C [HOE - [UBE AR
HERIEH PRAFHIH
< A > B AR 34 H
it R e | BEOT AT (S | BEOT A nE—T >
VA (%) N N
<304y, Q1 80> e e
BAFE (%) 100 100
(51 wE (kg) 5.6 5.5
ORY S —/vEE 50mgINIG) @ik 25°C - 75%RH [ - Bikk]
<> B A1 3 7 A
T R s | BEDT AVRI—T (Sl | HEOT (A E—T T
i (%) PN A
<304y, Qfi 80> ey ey
BAFE (%) 100 100
(zHE) wE (kg) 5.6 6.3

ORY mF Y —)LEE 50mgINIG)  #Ealds  25°C - BtE 60 7 Lx-hr [RUE A4
RERIH B gL R
<HifE > B i 60 77 Lx-hr
PR N e g
CHEDT AN ba—F s> | AADT ANVAI =T (T AGRDT (VA3 =T 1 2 T
EHME (%) A A
<3047, Q1E 80> A i)
BREE (%) 100 100
(&) WE (k) 5.6 5.5
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i s 351
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<HODOT 4N —F 4 TEE>

HED7 4V ha—F ¢ v T8

HED7 4V ha—F 4 v T8

WHME (%)

<3047, Q1E 80> iy )
BEE (%) 100 99
(&) wE (kg) 10.4 11.2
ORY aF V' — L EE 200mgINIG)  MEaEE  25°C - 75%RH [ - Bk

< Hitg > B A B 3% H

LEN HEDT7 4NV ba—T 4 V78 | HADT7 4V ha—TF 4 TEE

CHBDT 4N DT T TS d 7T 17 7 AT
WHME (%) A A
<3047, Q1E 80> iy )
BIFEE (%) 100 100
(&) wE (kg) 10.4 11.1

OARY =) —)LEE 200mg INIG)

gt 25°C - & 60 7 Lx-hr [ A%

AR e
< Hitk > BR L5 B 60 /7 Lx-hr
PR

<HODOT 4 NDaA—TF 4 TEE>

HtD 7 4 v bha—T 42 T EE

HtD T 4 v bha—T 4 > T EE
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<3047, Q1E 80> iy i)
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9. Atk
(1) R

R YU 24— 50mg NIG) KOVE Y =Y —LgE 200mg [NIG) 13, A A 7= %8

EODNIRY 2T = VEOEHBKIZEG LTV D Z LR SN TN D,
GRERWE IR HFRBRES 11 900mL & Fvy, /8 R/WEIC L Y 50rpm TRBRZ4T )

T HBLRS
TR B BE IRF P H =
50mg. 200mg 30 73 80%LA |k

(2) ¥R
<AV aF > —)LEE 200mg I NIG) >
BIRREIR S DLW FHRI SRR T A BT A DO EIC W T (CFak 24 45 2 A 29 H
¥ 0229 55 10 75)

AR SR
g ARG WHRERE SRk
[l#n%E K OABRIE : 50rpm (pH1.2. pH5.0. pH6.8. /K)

CHIE]

- pH1.2 (50rpm) TiE, FEAERFI R OA I E HIZ 15 5y LANIC Y 85%LL Vs L7,
- pH5.0 (50rpm) TiE, FEAERFI R OA I E HIZ 15 53 LANIC Y 85%LL By L7,
- pH6.8 (50rpm) T, FEAERIAFI N OURSIE E HIZ 15 0 LANIZ Y 85%LL EiAH L=,
< K (50rpm) TiE. FEERIFIK AL E HIZ 15 4 LAY 85%LL EIRH LT,

2RI

+ 50rpm D4 T ORI T, 30 2 LINITEEMERIA], A & HITFHE) 85% L Lt L7272,

100rpm DO HRER A EWE L7,

PLE RO B 2 ERA] (74 7 = > FEE 200mg) & g L7k R, 2 ToORBRIKIZHE N T

[ FE = S DA AR FERER T A R T A > ) OHEIEEITES LT,

N %
(Vs Hi )
FLE (% pH1.2 (50rpm) FRE (%) pH5.0 (50rpm)
100 100
80 r 80
60 60
40 40
20 L ——e— 3L 3 —ILFE200mg NIG] 20 | =—e— L) O Ui —)LEE200mg TNIG]
- A= i 37zl F§E200mg == T 7zl F§E200mg
0 re - . 0 re : .
0 10 15 0 5 10 15
BER (50 B ()
FHE (%) pHE.8 (50rpm) FHE (%) 7 (50rpm)
100 100
80 80
60 60
40 40
20 | —e— U O —)L{E200mg TNIG) 20 | —e— KU O+ —JLE200mg TNIG)
=== T 2z FEE200mg === J 37zl FiE200mg
U Ll L 1 U L‘ I 1
0 10 15 0 5 10 15
BER (70 B (7
(n=12)



(3) BRI D80 [E A O AW 1 R S kR )

<R VU zF V' —/LEE 50mgNIG) >
AU 3y —)uEE 50mgINIG 1%, [H &2 872 588 0 B RA O LY RSEERBR T A K7 A v
CERk 24 - 2 A 29 B SERHKAS 0229 5 10 7)) ITESE, A Y 2F Y —/LEE 200mgINIG) %
EAERIAI L Lz b & IR ENE L, AWFRNICFSE L ST,

B SR
il AARER S BEHRBRE SR
[al#R%E K OFABRIE : 50rpm (pH1.2. pH4.0. pH6.8. /K)

CHIE]

- pH1.2 (50rpm) Ti, HEERFIR OARMITE HIZ 15 43 AN 85% UL Biat L7, F 7=,
AR AR (16 47) IT361T D2 ARG O 2 OFHERIE, A O SR 3+ 15% O #iFH % 8 2
D500 12 F 1ELLT T, £25%DHPHEZEZ 5 H DN -T2,

- pH4.0 (50rpm) ~CiE, FEAERAIL OARMITE HIZ 15 LIRS T 85% L, FIRIH L=, F7-.
AL AR (16 47) (IT361T D ARG DO 2 OFHERIE, A b O SR A3+ 15% O #ilFH 2 # 2
L6005 128 1ELLT T, £25%DHHEZEZ 5 b DR RD 0T,

- pH6.8 (50rpm) ~CiE, FEAERAIL OARGITE HIZ 15 D LINIC T 85% L, IR L=, F£7-.
AL AR (16 47) IT361T D2 AR S O 2 OESHERIT, A dn OV 3+ 15% O #ilFH % 8 2
500 12 H 1 LT T, £26%D#HEZHE 2 5 b DR R oT,

- K (BOrpm) TIE, HEYERIFIRL AL E HIC 15 47 ANIC ) 85%LL BIRH L=,

Flo, RAEHIGIE S (15 77) IZBIT DA O 2 OFEHERIL, A5 O HHE £ 15% D HilH
ZEZDHON 12T 1ELLT T, £25%DFPHZEZ Db DNRN->T7,

- 50rpm D& TOFRBRIRIZIUNT, 30 7 APITEEERA] A0 & © I 85% LA B H L7272

100rpm DOIFHFHEBRZEHME L=,

PLb, ARV 3F Y —/L8E 50mg [ NIG) O ¥ 288 & R HERLS] (R Y =) — LEE 200mg INIG)) &
e U722, A CORBIKIZ W T [E &2 872 2 8% 0 BT A O AW 7[R SRR T A K Z
A2 OHERMEIES L2 E0nh, AVMFENICRE L 2 SN,

(& )

FHE (%)
100

FHE (%)
100

pH1.2 (50rpm) pH4.0 (50rpm)

80
60
40

20

—e— L 33— JLEES0mg TNIG)
s Bl ::‘-‘J"Hbiizmmg rN|G4

10 15

- —— RO - J$E50mg TNIG)
g B ::‘-y"ﬂbﬁimﬂmg FNIGIJ
10 15

e Bl :ﬂj‘)ﬂlﬁammg FNIIGJ

10 15
B (59

B (5 B o)
HRE (%) pHB.8 (50rpm) R (%) 7 (50rpm)
100
80 - oo==F
60 el 3 2
40 - =
20 —e— U o —LEE50mg TNIG) == —e— U3 —)LEE50mg TNIG)

o P ﬁu:ljl-‘;“ﬂpﬁzoamg FN}GJ
15

10
BfR (50

10. 7% - o

(n=12)

(1) FRNADELGER - AR, NENRHRLESE - QRICET 51H8

LR

10




(2) a%
(R 3+ YJ—)L& 50mg INIG])
50 52 [10 §2 (PTP) Xx5]
(AR1)) 3+ J—/LE& 200mg NIG])
50 #& [10 §& (PTP) X5]
(3) PRBEE
% L0
(4) BROME
PTP: RV L=V T g VA, TAI =T LM

1. FlREHSh S BME
AR L

12. T0H#
LR L

11



V. ARICEYSEE

1. PEXEHE

O T RED HAE T EEMEE R R Y E
ARBEMET RAULFLRGE, i T AL a—~ | BRI T A ~OL L R E
C BV HMIE, BIEN D ARE, VA ERR, REX - i Y B E
VT hay s AfiER, 72U T N3y 7 AE
< WY U AE
c A RAR Y o LE

O MM R 123 2 RIEMEEIEO T

2. DEXIHRICEHET HIE

S5.RERIIMRICEHET HER

(W SHBEDBR)

51 MOREEFDELH 5 WVITBAEMEICHERH 5 L BN GEICARDOEMZEET 52
b

GEMmBHMRBEEEICE T2 REEERED B
5.2 BRI E ) A7 OBRE (FPEREY 500mms R+ Z E N TPRISN D BER L)

EXRRETH L,

(fiah.)

5.1 AFNX, EWNKOSNEEERRBR T, I UFIE (T3 — RIS H D WIFFEESE T
% Candida glabrata, C.kruseilZ X %EGEZETe) ICHB T H2H NGRS TN 5D,
JRREE 6t U CRhie & A T 2 A DI WMBIRIEEEIE I T2 —RIBHE. H2DWE, BlaE
DN FA A0 AT EAFME ORI RED B ke © X 7o W25 M OB B E I E (233 2 Bog Th
BT HRY ath Yy — o, BeEMEROEREERFT2 2 &2 EHME Lo S I
RERY TR D EER D VYU HIEICK T B BYSBA R OF L, U MIE 52.4% (11/21
Bil) . BB Y HE 60.6% (23/38 Bil) . KESC - iV HGE U2 BT o7z, vV HREIC
U, AU aFY— v zfh UREBEE TPENCZT 2 REEBRES R, [N S Shi-
PUREREODEMEDME GEFHTPE S e, BalE, BiEEE) ) FThoT,
¥, B VA RIMERE BT 2 ARKIE GGG 90 HEOAF#HE O Kaplan-Meier
HEEMEIT 0.724 (95% (5 #E XM : 0.624, 0.823) Th o7z,

—J5. FELFHERBABE OB U H ME [RGEE  IBEBREERAT 96 RER LN O ik k5 T
Candida BtETH 0 . TRBREREEAT 48 BRI LA IZIEYIE O BRI IER 23380 S = g ] Zxig b
L7 ANERRRRER D) (28 1F D2 ARAI DA 0515 65.3% (162/248 i) ThH o7z,

ZD XD BRRBAERENS | AFNIH P F Y DOIERIZB N T, MM OPTEEFI S g 3 B\ 3R
RHEICRENRS D EZEZONDIEFICK LEATHZEBREE LN EEZEZ LN,

5.2 AFEMEMEBMER IC O VWX, FAlE L THREEEO THNE GRS N TE LT,
BEBEEO Y 27 BEWSHEIZRY . PR GIZONT, ERNHET5Z L L siiTnd,
ZD7, BFEMLHMBHEEL L T, 572 PG 2T 5 8 5 EEE T 503
WD Z LG AR BN B RYYE OBEE O 220 i M S B R 2 ik 5 & L CHEM ST
HAEIERER (—kTBE) © o7r ha— L E#E 2B IC#E L,

(TV. 4. HEECHEICEET2HE] OHESH)

12




3. AERUVHE

(1) BERUVRAEDOHES

AN (RE 40kg LA E) [@%, AY 2y — Lt LCHIHIZ 1A 300mg 2 1 H 21[@, 2 0 BT
110 150mg Xi% 16 200mg % 1 H 2 MBI A& S5, ks, BE
DIRFEITIE LT, IR OGEITIT, WETE L2, IR &
@ EBRIZ 1[5 400mg 1 H 2 [\, 2 HHLABEE S &0 EERIL 1[5 300mg 1
H2FEIETET D,

N (R 40kg Rii) [, AU 2y — b LCHIHIE11E 150mg 2 1 H 2108, 2 B BRI
1[0 100mg % 1 H 2 AR O35, 72, BEOREIZE U T,
XIFRAF 0 OEEIIE 2 HHUEO®R 5 &% 17 150mg 1 H 2[HF T
HETE 5,

IR (2 UL 12 RN Y oY — VERANC L 285 E21To 7%, @, AU aFy—rLL
&N 12 LA ECRE|T 1 9mg/kg 2 1 H 2 [FIARMICRAO#K ST 5, ok, BEOIREIZGT

50kg Aiifi) T, XITDEA T OBEITIE Imgkg TOMEL, BZEMENR 508
AIIE Imglkg TOET 5 (AL EE LT 350mg & HWHGEix
50mg O ET 5),

7272, 1[5 350mg 1 B 2[E% ERET S,

IR (12 U ETHREIRY a7 — A ERANC L 288521772 %, @E., R)ary—rd L
50kg LA |) T 108 200mg % 1 H 2 [E&MICE G325, 228, BFEOIREIZE T T,
ST EAR 3 OEAICIT 118 300mg 1 H 2 Al E THEETE 5,

(2) RERUVAEDORERE - B
M ER e L

4. RERUVRAEICEHEY SFRE

7T.RZBRUVAERICEET 3R
(FheEFIE)

74 AN OARY 27 — Lo 5% LTZANBRZICBWT, BROKGAEETH D & EAMH
Wr L7238 0T, SERIII RS A m y ATV RS Z LI TE 5,

7.2 /NRIZBWTIE, ERFINORY aF Y — Lo 52T 52, BEOREIZIS U T, %A
WHARETH D & EMPHIW LS AIC, SERIXII R T A vy ATV B2 5 Z LN TE D50,
5B 6 1A CHERAID R AOANCEE LIEEO A 2R VLRI HRE STk
TEOEBEICHWTT S Z b, k. AU b — VERFITTIEEE D Y S IEOBISIE RN 20,
WOEIED ¥ FIENTT D2 AR KO AR S vy, [16.1.2 S
7.3 BHRERE D H 2 BE TR OB LN TE VR ABREFICH LT, EFUI NI va
EHEHT L L,

7.4 BT~ E O FFEEEIS T (Child Pugh 7387 7 2 A, B OFEZICHY) b 5 BF ClEks
YWIRXEFOMHEEGEE L, 2 HEURKITEFO 2 HHUBRRGEOPEETHZ L, [9.3.2,
15.1.1, 16.6.1 &#]

CEmMBMRBEEECR T2 REHERED T
7.5 4 EREADY 500/mm3 DL EIZEIE S5 SUTRBEMBIRI O 54 772 L MU R R G A& T
T5HZ &, BRRBRICKW T, 180 H A M X -85 OF K L EMEITRFT ST,
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(fi#s)

7.1 ABEICRBOTL, & LTENERARRR GF 1HERR, BIERR) O RIS ERE

L7,
AU aF ) —NEERDONA FT XA Z YT o1k, BERAZNGE LA 21— 3 PK
EHT &V 96% & HEE S 4L, CV I (ZEHRED) 13 183% & WINLRD AT F b b lo o727, F7,
EWNHIAERE CORE 2 L—y a3 > PRENTY Tk, SA AT A T8 7 0 130FE 100% &
He® Sz,

7.2 NETIE, BROEGRDO AUCo1z IEFIRN I G & i U TR R 2 IR & 5 Z L b |

WA GG Z2RET 5 2 L ERE Lic, BARNNUBFEIZB T 2 EYEERRoO 5 X 7r v
a2 — L3, FRIRNEE G 7 U3 8 BRIZICR DG A~ERET L2 L o THY, A a2ty —
B GBLA B 1 ARG CHARNE 55 G 0BG E LT BEORFI OF M - 238
TV, £, AU Y —AERANIRE D v X REOHENTR N 2D, NEORED
VU HIENIKTT HAFOERITHERE SR 2 L A TEERE Lz,

7.3 RY T FY —VEEDNSAFT XA Z YT 13FFE 100% TH D Z LA T, EHFI TR
fEFIE L THOWTWA ALK T FILo—F )L B-v7aF%x ) 5 U 7a (SBECD) 238
PEARRRICH D = L BB LRE L,

7.4 HENCEBT D IFBEEEIR TRE L IERBECOE & G R LB O R, KOUEFRY =29 —
wﬁﬁkﬁ%*@ﬁﬁﬁ REROBRE MG LRI SERE L,

(TVI. 10. (3) FFHREMEEZ AT HE% ] OHESMH)
15$N@F%iﬁ-mmﬁwﬁﬁwﬁmLm%m%%ﬁ$%%ﬁ%kLf%%émt@%%mm
B (TP ) e QMR M B R YE OB O & 5 i e MRl B 2 xh g2 & LT3 &
NN E AR (ZkPBh) ® o7 v ha— UV ROHEE ([ hT7a)F Y —L) OR#Hiss%
IR E LT,

5. ERERALAE

(1) BERT—321Rvr—o
MG R R L
(2) EREKZEEFER
M ERR L
(3) HERIGEREER
MUERR L
(4) BIEMEER
1) EHNERETRR
GEMmBHMRBEEEICE T2 REEERED B
17.1.5 BHAEMHEEER (BEALLFEEFRATHBLEFR) (A1501073 HER)
W 6 » A BICE MR ERYYE DO FIEN 20 12 UL EoE B iibEE 2% e LT, &
% 180 H DE Y T ORI HOWTHRY 2y — v A v Fary— Lz, AU =2
TNV AIA N T 2ty — v E 2 BREIRNES L, 20®%IEROBEICO Ex, A =)
VP HRETCIE 284 BN, O 24 FERENIZ AR R E LT 6mg/kg &, DI IFHERFHE L LT
dmglkg & TIEH 12 BEfE] 2 L IR 5- Lz, RO 512010 B2 %1%, 200mg 2 1 A 2 7]
(IKE 40kg R DHA 1L 100mg 2 1 A 2 1) &5 L7z,
A NTaF = VEHRETIE 255 fillc, AfffHEE LT 200mg % 1 H 2 BIFFAIRINEE G- L, &0
HAY 0 B2 %13 200mg % 1 B 2 B E5 L1,
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Btk 180 HICH T 2 EEBETHIOMYIRIT, UTO#WY Thoiz,

TRk h R
72 [95%(E 15 X 2
RY aF S — LR 1 FFaF =Rt FERIZE LosnlRbchil]
48.9% 33.5%
16.3 [7.6, 25.0] %
(109/223) (80/239)

a : Bt 180 HMIZH W T, BLFOIHHE 23 X Tl /2 L7 #iRE o HIE
AEFLTVWD I,
- (R EEME BL B RYYIE O e E W U ERIRZ 3 72 &
- BAff: 100 H H £ CICIRBRHEN 86 BLLEZR G SN TW\WbH I &,
b : BREATALE (B RO ALE LB REFEIERALE) IS, R —il S R O fxREfR (i
Aiolfikxd . REA XITFEMAR) &L LT Fleiss ik
R 3 — VEERNCR T D EIWERRBRIL 233 6t 123 ] (52.8%) Th - 7o, EREIER L,
Bl (7.7%), HFEE (7.3%), BLAMEE (6.0%) RONHERERERE (5.2%) TH-o7°%" 2,
2) REMHR
U ERR L
(5) BE - WEAHEER
17.1.6 B EMREER CGEERIIEXMERR) (A1501038 HER)
W% 12 » AR ENEERYEOBEDH 5 18 mll Lo e E 245 L LT, 2
BEME B RYYE O "R PO 70N Y a7 — V&5 LTz, 45 Blicafi&sg & LT 12 B2
LT 6mglkg & 2 [ G- L., #EFHRG & LT 12 B 2 &2 4mg/kg Z RN G- L=, RO& 5
\ZHI D B 2 tR0E, AT L LC 12 R 2 &1 400mg & 2 [BlEEE (R 40kg R OHATE 12
MM = & 12 200mg % 2 [A14%5) L, MERFE G & L C 12 BEfi] 2 & 12 200mg (K 40kg Kiii D5 A
%12 KR Z 212 100mg) 2% 5 L7, #5846 12 » H % £ TIOR8 B R YYIE 4 J8E L 7-4%
B OEIA1E10.7% (3/28 ) ThH o7,
BIVERFE BRI 45 B 26 6] (57.8%) TH o7, LREWEAIL. etk (8.9%). XIH (6.7%)
FOSESE (6.7%) Th-o72%,
(6) AEMER
1) SEARERE (—REAKERE. HSECEABREREZ. CARBLERARE). REHFTRT 4R
—RRE. RERFTREBRAROAR
U ERR L
2) RBEHLELTERFEORNENITEREL-RHE - RBROBME
Y L7

(7) =0ttt
(EEXITH AR ERRE)
17.1.1 EREMHEFER (1501001 FER)

TRIEPEELEE & W S U2 BB SUTIREM L HE N TR < BN o B 254 & L, 100 B (F% 1
1561 6, L 18, AA v F L2161 IR aF Y —vazih Lz,

ROBEOGAE X HSYHICARAELE LT 300mg 2 1 H 2 8] ((KE 40kg K DA X 150mg
Z1H2ME), TORITHEREFHEL LT200mg # 1 H 2 [\ ((KE 40kg KiEDOHE X 100mg % 1
H2E) OS5 Lz, 72720, #5815 3 HBEOIMERARY = — WREMN 2.5 1 g/mL 2L ED
L XX, BEBEIAA 5 B B UKRE 150mg 2 1 A 2 [HI# 0BG~ LT,

HERIEOSGG L, EREREREDCL AT, W RAICAMMESL LT 6mgkeg % 1 H 2E, 20
BIIMEFFH & L L CAamg/kg # 1 B 2 BIEARNE G- L1z, 7272 L, #5843 H HOMEHRARY =
T VIREE 2.5 ug/mL LA EO & =i, B 5-8846 5 A B LIEIL 3mglkg & 1 H 2 [EIEARNE 512

15



W L7, ERAEFEEUNOEAIT, BEYRICARHESL LT 6mgkg & 1 H 2\, ZDO#%IL
HEFFH B & LC 3mglkg # 1 B 2 BIFRIRNER 5- L7-, BEEE 3 BT 7%, 1RBRE(TIERRIC
L0 RROBEN TR &M SR ZBEICRB O TUIRABE~OU D B2 (AL v FIRE) % Tk

L. %554 3 A H OMmBEFIRED 2.5 u g/mL KD & 13 200mg % 1 H 28], 2.5 g/mL U I
DL & 150mg # 1 A 2 FFEOEE L,
B TR (R KB G 12 81) ORAEIEADFRIL, LLFO@EY Tho7210,

[ PB4 A 2h B E B
H YA ME 1/2
BT D HE 5/5
VNI o VNI Al TS 4/4
KBS - Wi vV HE 1/1
/N 11/12 (91.7%)
(ZEEVENT 7 A~ )L R E 10/16
. P2 PEELIEMENT 7 A ~L L R E 3/5
T ALV FE L A B .
7 AL F¥ o — 14/18
/N 27/39 (69.2%)
7 V7 hay s AER 1/1
7T hay s AR fitiz V7 ~ay 7 RE 717
/NG 8/8 (100%)
Sy Y AR EHETHY UL - /?:@QME 0/1
/NEE 0/1
At 46/60 (76.7%)

RITEMZE =R (BRARMAER T 2&Te) 13, BAEF] 100 Bt 78 1 (78.0%) Th -7z, EREIE

X, 50 (25.0%) . HREREE

(24.0%) . MErE (8.0%) . FTHERESE

W (8.0%). HEJE (8.0%). v

-GTP #n (7.0%). H.l (5.0%). ALP #i0 (5.0%). %R (5.0%). AFfEE (5.0%) & ThH -7

11)
o

17.1.2 SAEEMHAFER (150-307/602 FHER)
FERETAMREET ANV NV REOBRFEEMNGE L, R aF Yy — VLT LART Y &
v BEGEEOAENE, BEER OBEEE R L, A a7 — V58T 196 Flzg)nl 5
24 BflIX A & L LT 6mg/kg & 12 Iffl] & & 12, ABRI 4mglkg % 12 B§f] 2 & ICFRIRMEZ G- L
72 BERVEICRIBENRD bNT-HA1T 3me/kg & 12 B Z L ~DBELZWHEE L7-, 2 TOWR
Fioxt LT, 27 &b 7T A OBIRNE G ZHESE L I ASE TR KT 3mg/kgh & Liz, R
aF =L ORAOKGOMMGAREIZ 200mg 2 1 B 20 E L, #O&S 3 B HLBRICEESD RN
+53 725 513.300mg % 1 H 2 £ COMEL e L Lo, AAEMEICRENRD 5754513 50mg
Z 1 H 2 BHEMOBEZITV, 200mg 2 1 H 2 [0 F TORES ATREE Lz, (RE 40kg A O HL5R
HICBWTIZ, AR ary—roRoks5Ex¥EE L,
BT (RGN 16 ) OREIERAZRIL, LLFTO®@Y Tholz,

L 3 H NI E B
S IRBEME 7 A ~UL KL R E 67/119
T ARV F LR JE -
/NG 67/119 (56.3%)
At 67/119 (56.3%)

BIVE R HLRIE 196 #1128 #l (65.83%) T - 7=, TRRENWEMIL, #1572 (28.1%) . ER (7.1%) .
5 (6.6%) Tho7-12) —14),
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17.1.3 SAEEMHAFER (150-309/604 FER)

MR IC KT U CRIRE 2 A T 2 AN 202 M OB BE R EE . T TANAEIED 2hHE
43 AT BFME O R S ke T & WA B M TR B B EIE | &2 SN B A AR, 372
BNCA Y ) — L Z RN 5 O3 A 5 Lz,

FARNI G- OBA1E, HEWRICARHELS LT 6mgkg % 12 B Z L IC G L, ZO%ITHER
AL LTamgkg & 12T Licdb < &b 3 BHMBES Uiz, HEABEE TR Smg/kg/h & Lz,
BOBGOEAIE. HRE5WHICARHES L T400mg 2 1 H 2 [\&%E5 L, TOH%ITHMHEFHESL L
T 200mg # 1 A 2[5 L7,

PG TR (B kB GHIR 16 HE) ORADIEADRIT, LTFTOEY Th-o7T-,

il IR B4 A BB
1>V FMAE 11/21
He TR, Eﬁﬁyfﬁﬁqu 23/38
KRB - filih v P HE 1/2
/NG 35/61 (57.4%)
AL E AR @%ﬁ%?x&wﬁw%ﬁ 40/86
/N 40/86 (46.5%)
7 V7 hay 7 AER 1/4
) sV S hay s AmiEE 7Y S ha
7V 7 hay s AR o ) BRI OB 1/2
/NG 2/6 (33.3%)
74U v A UE 172
ARV RN CHS 1/1
7Y U U LIRNK 2/4
PANRVEN: JfiZH U o AGEE 7Y U T LK o
YLJiE DHFFE
ZOMD 7Y T LE 1/3
/N 5/11 (45.5%)
A RAR U U LRI GE 0/3
A RARY 7 LE 1/2
R RARY 7 2Bz T IRGE 2/2
L R RARY 7 LR GLE & 2 R
AT RARY T LI KA Y © Al T ARG DT on
A RAR Y 7 AAE 0/1
FOMD A RAKRY 7 LE 0/1
/N 3/10 (30.0%)
S 85/174 (48.9%)

FIVE R RIL 372 il 215 4 (57.8%) T - 7=, EREIWEMIT. L R (22.8%) . %2 (7.5%) .
E5 (6.5%) Tihof-t) 19 160
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17.1.4 SAEFEMEFER (150-608 FRER)
FELFHERIBD O T U A MSEBE ZXIGHT, RY 2 — LV OFEIERNZ 2 E, T ART UV
Y BOEBEHRIZT N AT =V EFEG LTEROFEIMER LR L i LT, D72 &b &AID 3
ARIEFARNE G- 21TV, Z0% IR AT GE~OE D 1 2 aRgs LT,
AU 2 F Y =V ERECIE 272 BRI 24 BRI AR A& S LT 6mg/kg %, DZITHEREH =
& LT 3mglkg & ZAVEAL 12 K[E] 2 L IZHRIRN I G- L7e, E 72, HEFFH &L 4mg/kg % 12 FFfH] &
CETHBETEDZ L L Lt mmiEAREL 3mg/kgh & L7z,
R a PV — A REOEE~OY) 0 B2 %1%, 200mg %2 1 B 2 [ (K& 40kg K DHA X 100mg
Z1H2[M[) CTHHL, 300mg # 1 H 20 (fRE 40kg K OHA1E 150mg 2 1 H 2 [7]) £ TH
EA[REE LT,
BGHET IR (R R GWIRIED v O X MAE DK% 8 JK) OMERRAZRIILLTO®EY Th->
77

B R4 A5 HE 5
AT ik 162/248
VNPT = E -
N 162/248 (65.3%)
&t 162/248 (65.3%)

BIWERRBLRIL 272 i 97 ] (35.7%) T -7-, EREIWEHIZ ALP #i1 (0.7%) . K4 U w7 A
Mg (0.7%) TH-o7=%
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
AEMERBIETRIEA] (R Y 7Y — R bEa)

HE  BEOD DIEAMOBEE « SRS, KFORMNIEELESRTL 2 L,
2. ¥BE#EHR

(1) fERERGL - ERFF

ERZ7RY, £72. RV aFry— Loz )3 27 o — VESKBEERIZERE IR T, 7 v M
M CTO AT 0 — LA A RIS KT 5 BB b A D

(2) ENZERMTT SRR
18.2 iAEERA

RY aFYy = VIEEEMEICEN T, BRSOV ART 0=V ESKEEST S Z LICKVHER

18.21 RV af V' — g, ho UV FE, TANVWFEFNLVLRE, 7 ) hay s 2@g, 73U v ABEKD
A4 RARY U LRI U in vitro THERERZ R LTS,

1822 RAY aF V' — T, TA XL ZABICH L CEREIERHEZ R LS,

18.2.3 FE EH K OMEMHIELEy NOERIOD L OFIE, 7V T ha vy 7 RE, T AYLF LR
JER VAL RARY 7 MEICK LRV WEEBA S R A2 R Lt o) —28)
(3) {ERZRTRFME - FFiuki

MUERR L
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VI. EMBEICET HRE

1. mMPREOHTR
(1) AERLAEVWGOLPRE
MU ERR L
(2) BERERTHERESL-ODRE
16.1.1 BEEHE
HA AR A B (SHE66]) 12, RY =) —/1 100, 200, 300 K O 400mg % Z2fiH I (2 B
MR A& E Lz &, AT AEICETE L TIERE L, AUC KT Crax (3 EICK L TIRE
DOEINZERLIZ2Y,

B & Crmax Tmax AUC tie
(mg) (1 g/mL) (h) (z g+ h/mL) (h)
100 0.39 (54) 1.2 (33) 1.82 (101) 4.8 (42)
200 0.91 (41) 1.6 (44) 5.12 (70) 6.1 (41)
300 1.80 (8) 1.3 (23) 11.58 (41) 6.8 (31)
400 2.88 (26) 2.0 (0) 31.01 (62) 11.9 (51)
FHE 6B, FEE (%CV)
16.1.2 REHRE
1) BERA

AU aF Y —E, EIZ CYP2C19 I X Y R a5, CYP2C19 I[ZITBEIA T2 N FIET D720,
B FOX A 7LV ERER (EM : Extensive Metabolizer) . <K\ (HEM : Heterozygous
Extensive Metabolizer) % OMEVY (PM : Poor Metabolizer) FE3RIEM:% 47 2 HBRE (201 TR
Briiz,

AARNEEFEER A B, RY 2> —/L 1[5 200mg Z 1 H 2 [RIREROK%E

(Afi#e s MR
11 400mg # 1 H 2[8]) L7z& 25 EMAXOHEM T2 HH, PM T3 HHIZIZZE

E R IRRR IS

L/f:29)o
57 HHOEYERENT A —F
CYP2C19 _— Crmax AUC. Trmax tue
BinA (u g/mL) (p g+ h/mL) (h) (h)
EM 2.15 (30) 12.02 (45) 1.4 (39) 6.1 (15)
HEM 3.36 (24) 20.01 (37) 1.6 (68) 6.1 (14)
PM 10 6.87 (14) 65.05 (17) 1.6 (47) 9.0 (12)

FE (%CV)

2) MREE
AANNEESE (3~14 1%, 18H4)) IR Y 2 —)L 1[E 8mg/kg # 1 H 2 [A (A5  FIHIC
1H 9mg/kg # 1 A 2 [\) 7 AMFFIRNE G L%, R4 mry 7 LT 1[H 9mgkg # 1 H 2
[ 7 HERER ARG L & & ORKBEGZD Cmax L OV AUC. ORTEYIE () 1222 h
7.22 (2.03~18.3) ug/mL K458 (10.0~156) ug-*h/mL THh-o7229 2V [7.2 ]

CYP2C19 o Crnax AUC, Thmax

B (1 g/mL) 2 (g h/mL) 2 (h) v
EM 6 5.49 (2.03—11.0) 31.2 (10.0—80.8) 1.5 (0.95—3.8)
HEM 10 7.66 (4.45—18.3) 49.3 (14.5—156) 1.1 (0.92—2.2)
PM 2 12.3 (11.6, 13.0) 99.1 (84.0, 117) 1.0 (0.95, 1.1)
24 18 7.22 (2.03—18.3) 45.8 (10.0—156) 1.0 (0.92—3.8)
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a: BAEEME ) SUIBAEME (4 off) TR,

b FRfE (REPH) SUTPRAE (2 Of) TRLTZ,

12 & LA B 15 AR R E 50kg DL E/NE 1 B, B E[RERIZA U =27 —)/1 1 [A] 4mglkg
Z1H2[E (AfEE : #1EIC 1B 6mg/kg 2 1 H 2[0) 7 HEFIRNZE S L72%, 1\ 200mg %
1H 2R 7 AMERAES LT,

CYP2C19 #x AT, ATFTOBETRIE D PRISNAERBIATH S,

EM : CYP2C19*1/*1 X% CYP2C19*1/*17

HEM : CYP2C19*1/*2 /% CYP2C19*1/*3

PM : CYP2C19*2/*2, CYP2C19*2/*3 X|% CYP2C19*3/*3

16.1.3 EYF MR F1EHER

(R a+YJ—ILEE 200mg INIG])
BIEIR L DLW FH R SRR T A R T A VO FBWIEICOWT CERE 24462 H 29 B #KA&
AT 0229 % 10 &)
RY a5V — bk 200mg [NIG) &7 A 7 =2 REE 200mg %, 7 1 A4 —"—iElZ L) ZhEh
188 (RV =2F Yy —& LT 200mg) MRS I HERR 05 L Tl R LR E %
HE L, B8 yEie <7 A —% (AUC, Cmax) 22OV T 90%(E X M¥EIC THEHERNT 21T
ST-kER, log (0.80) ~log (1.25) OHFPFHNTH V. WAIOAED AN EZEENHER S,
B, RVt —iE, EIZ CYP2C19 Ik v &b, CYP2C19 ICIXE B S NFET
L1280, BIaTOX A FIZEVIRWEERETEEZ AT 5% (PM : Poor Metabolizer) % BRI L CTHAWY
Y[R R & S0 L 7=,

3000
2500 —e— ) 24— L8E200mg [ NIG ]
=0 P A7 FEE0me
—_ . n=23
2 2000
E
& 1600
@
i+
g 1000
500
0 I I - I -
0 6 12 18 24 30 36 42 48
$i 5. iR (hr)
HRMENHE N T A — X
Bh5 & AUCo-s Cmax Tmax T2
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
AU af—u 900 5259.29 2022.43 1.22 3.94
BE 200mg INIG] +1819.00 +909.31 +0.90 +1.71
. . 5315.83 1969.03 1.43 3.94
74 7 = K8 200mg| 200
+1944.35 +842.20 +0.84 +1.60

CP¥ EEEYERZE, n=23)
MR NS AUC, Cmax %50/ 7 A — & (3, #ERE ORI DL + e 55 03Bk
KL > THRRD RN D D,
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(R a+Y—)LE 50mg INIG])

R Y =9 —)1hiE 50mg [NIG) 1%, (G722 % 0 R RH O L ER RSB T A KT A
v PRk 24 45 2 H 29 A 3EAHEATE 0229 4 10 5) | [THESE, A Y 25 —/LEE 200mg [NIG
REUERAIL L & X | RHEEEINS U< AEIIC RS L R s,

(3) i
MUERR L

(4) BS - BfREOREE
16.2.2 BEOXE
fRRER A B E (37 #) (2T, mEE (8 1000kcal) ZHi->7-E&ZIZAY 2> —/L 200mg
Z1H2MB7 ARXKEROEL L & EEIREICBIT D Cua KON AUC VT ZEMER 5 & ik L
TN 34% K U 24% MK F L7ze Tonax XRFIC LY 14 BRIRIE L7222 GHEAT—4),
(TVI. 7. MAEAEH] OHEZH)

2. EPEERBNTA—4

(1) fAZE
MR L

(2) WRALEETEH
MR L

(3) HEEETEH
MR L

(4) VY735V R
MR L

(5) HHEE
TERERRA DR Y 2 — L OEFIRREICE T D oM EEIT 4.6L/kg LHEESNEZT 2P (AARAKLD
NEANT—4),

(6) £t
MG R R L

3. BEM (REFaL—>3y) @&
(1) @A
YR L
(2) NFA—2ZEHER
MR L

4. IR
16.21 NAFTTFRALSFEY T«
A2l —var 7y —~aXxT 47 AREN S, BARANKROSME NI T 2 R A B0 R
Vafby— O FT XA TEYT 413 96% EHEE ST-, ENEERSE IAHRBRIZBIT 5 EFD
NRAFT_AFTEVT 1%, 1EF100%Th-727,
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5. 9%

(1) mi&-iKEIFTEEYE
MR L
(2) miE-RAEEIFEBYE
(VL. 6. (5) fhs) DOIESR)
(3) Ait~0BiTHE
(TVIl. 6. (6) #ZFhw) DOESH)
(4) BEBE~NOBITHE
16.3.1 HBABIT
RY aF Y — A 5% 1~10 FEOMEEFRY a5 — VBEICHT 28T R Y a7 — L iRE
DI 0.22~1.0 (FHRAE 0.46) ThH -7 GHEAT—%),
(5) ZotoBB~DRBTHE
MR L
(6) MREAHEEE
16.3.2 EAHAEE
RYaFy—rob MSEEAICHTDHEARIL, 58% Th o727,

6.
(1) KREBEEIRURBEHEE
MR L
(2) KEIEAET IR (CYPE) OHFE. FE5F
In vitro BBRIZHBNT, R Y 35 Y —E CYP2C19. CYP2CY K1t CYP3A4 (2 L » TR#t S5,
RY aFY =L OTEERFIFMIIN-AFL FTHS2 36 [8.9, 10. BH]
(3) VEEEHNROEERUZDOEE
MR L
(4) REVOFEOERRUESEL, FHELE
LR L

7. kitd
AU aF =g, RN L D IHA L, BEER5% 96 B £ TIZRTISRE(LAR L L TREGED
2% AN D3R S 4% 20 2T,

8. FSVARR—A—IZBHT S1EH
MR L

9. BRZEICKEIBRER
(TVI. 10. HrEOHE R AT HHEE] OESHR)
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10. BEDEREETIEE

16.6.1 FF#EEDET L -HERE

fEEERAIZARY 227> —)L 1[0 200mg % 1 B 2 0] (Afi#5 1[5 400mg 2 1 H 2 [7]) K OH%
J DT EEIR T (Child-Pugh /%2 F 2 B) IZAR Y =F > —/L 18] 100mg % 1 H 2 [A] (A%
5108 200mg % 1 H 2[8]) KEROEE L& &OEEH#%O AUC X TR L TH - 7=,
ZoEXMFERARY 7Y — VR, BN TIIES 2 B BITIRIZEEFIREBISGE LR, F
SR TE I 6 AR ETEFREBICE LR 728 WEAT—X), [1.4, 9.3.2 ]
16.6.2 BH#EEDET L -HERE

1) PEEOBEHEEBETEREE (W LTF7F=29 1) 752X 30~50mL/min)

ANY=aty— 11 3mg/kg 1 A 2 (AfL 1E 6mgkg 2 1 A 2 =) 7 A RHEFIRN#
H L& &, BRERENIER 2B & X AUC KON Crax (CHEZITRD bR -722Y (ShE
ANT—4),

2) mi&kBEH

4 B O IMEGENTIC L 0 fEP AR Y a3 — Lo 8% RES N 4 BEAT—4),

1. EDfth
AR L
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VI. £t (EAELOZXESF) CEYHEE

1. &

RELEDHERA

g | DR
ok

1.
11 FXFIC K ZBEICH->TIE, BEEDARICHLILHBERREZR OEMXIIZDOEREDNS &
T. EENEFHAHEOREARREREEZMNRIZITSIC L.
12EELGHEERSoDONECENHLIDT. BEICH->TIE. BRETZICITL. FHEERE
EEHNICITS CL BRENBOONBEICEBEEPLL BN GZLEETS 2 &.[8.2.11.1.3
SHE]

1.3EH., B, AERESOERNH LN, FEIREPLERELERIFERT I LEBHD. KA
BEGRRUBEFILERE CNASOERSEET SF T, BHEOEGEERZ 4 S BMOBREIC
FRBBESELGVESITHSERETSH L, [8.5. 11.2 8]

(fiah)

1.1 ASHI D RGBT TIE THEHAEMEEEIE Th » T, —IICHREREME T L T T PR OEN
BE DR R EMCRE LRANEZET 5720, TORBIITREH OBW & A2 IR
gL,

L7z > T, BFNZ L DIERIT DTz o T, BYYE DIEFRIT 53 72 ik & R & 5 o T EAR U T
ZOEEDOL LT, BHHZEIZLD ) ZZI2OVWTHHSEEDO L TARIZHEMRT S 2 &,

1.2 FEEET Y — LV RPEREAIE G HPICRBDN RS SN 2EWER OO E2I2# I b b, ENE
MARFER ' O (2B THT - IREZROREIEM Y 36% (36/100 f]) (2388 vz, FEHME D E
H DIy -GTP ¥4h0 11.0%., fFi#re 5 8.0%. AST (GOT) #ii0 7.0%. i+ ALP #0 7.0%.
ALT (GPT) ¥4hn6.0%, Ik 5.0% Thotc, D7 6 FIRELGHIEIZZRD, Z0HHD 1
Bl HHRERE) XEETh o7, £z, M - ILERORIERIC L 0 AR ZEE L7-RERIL 9 f
ThH-oT,

1.3 RICET 2 RITERITENEIAERER ' T 52.0% (52/100 #) #HE SN T 5b,

(EPNE MAHRBR I 1T 2 WaRIZ AW (25.0%) . SR IEE (24.0%) . FEH (5.0%) . A5 (4.0%) .
HHUE (2.0%), JEHIE (1.0%) TH Y. IBREAEEMIC X > THRICET 28 FER1 AV,
PRFEEICET 2 HRECHE SN0 2N O NEMEEICEN Sz, —F AMEEERRER TiX
HREE (6.3%). Zfh (4.8%). AW (1.6%) LSMIHREOH L X (3.0%) EHAE (2.3%) .
EAUE (1.2%) 72 EZICh= 2 A THEIN TV D,)

ENH AR O CIIRRICET 2RERIZEGOH (1~7 BH) <@ bh, HERiX
96.2%. RRFEEIX 95.9% 03 & G UHNICRO LN, ZNDOFEGENFEKTHEREH I LIZON 1
BT, FRLIIMIR LB TICIE L LT,

O XD ITHRICET 2 EIER T, BB R DI TERRENER & Lo boo (I%
OMOEIER ] IZFEH) . AFNREREDOFE NS D TH 5,

L7223 o T, ARFIF G- HIZ 1L B B O IR E fEIR 2 1F 5 B O BIEI I F SR 0 L 9 1+
FETLHZ L,
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2. ERHABLTDER

2EE (ROBHEICEBELAZVNI L)

24 ROEFN EZREGEFTORE V7 ry vy, V7yT7Fr, =277y, U hFERL, oY
FEN U RFEN, =A< RLALENL T RFENL, AARTEEL, NLEX—)L Tz )N
NMEZ = BEEVR, F=UU AT IV RATAARA RN (AT I KT
[ AT ELTUFEY Y, Ve Raz gy, oI AR AFLTLTRAR]Y
) NITYITA FATLVRL TAFTLEL, rIZER Tl y ARLFY
Uh, U R—mX YR VAT TR, TEA=ZIUE Y AANAPILE A REFY I TEL
=V RR NI T 7 A (BREATEIRTEORIEY o am s ChY o8Bk oRE AR E )
OB, 7TELVI Y, VTV Ry AT aFy oy AEEE. 7oxL /v [101 &
]

2.2 RFN DRSS L CBUE OBEEE D & 5 B3

2.3 00 XUTAEIR L TV D AIREMED & 5 i (9.5 ]

(figsn)

21 V77 oy, V77 T7F o, =77y, U hFENL, AARTEEL, SLEY—
N, BEVR, F=Ur, EATAIOA R (32 I WK T2 o AT BENLT
YFEY Y, Ve RrodF Iy I A N AT TARNY ) NUT YT A
KA OEYEEAERIZEET 2 in vitro 7R M OFRIRIEHEABR DG R E IS ERE LT,
=)<kl EN U RFEIL:
=)= hLJLENL - U RFERLD 285 OHEIC [RY ary—) REHEnTnidizn,
AFlD 1222 OHEICEH =~ FLLEL s U M FEN] ZBRRL, EEMMELZITI L &
L7z,

ANTZV FERTAIOAL R(ZAIE I KA T2 A TRELT T EY
e Rpx gy, mpAIA RN AFLTNITRRNY V) FhT v, TAFT L
L, mIXER, Tafrklr ARLIFHUR UAA—amxY Ny UF T N TR
N ANV AY L AR I TE L= NN T A (BRI E G
DY A fSE N REREY o oREE S Te) OREMEE), ThEL Y vv T
Ky, =< hLJEL U RFEL:
FHNOEFIRZIBVTARAID THER] KO TR ICRESNTWND Z LN LARANTIB
TY MR [CBfRT52 & LT,

¥, TR KO IR o v 32 I oEFRFAORLE L0 BRI —k4 ORI
EEL, 7o, YeTr ATy MEORENBEICH I TWAS Z &b AR =1 as
SUEARAIE LTREL WY e T LTy MIHIBR LT,

A Tary=uh:

4#7:%7~?A(&v%yﬂw7ﬁwwmm-ﬁ U ER 200mg,fBALAL 7 7 — < ik
=fh) OBE IR O 12485 110.1 PR OIEIZRY aF Y — AN iz 2 L2517,
AEDOEFIRLZBNTHA VT aF Y =0 A5 B LEERELZITH) 2L & L,

¥, ARUGTIIFHEERAFEDOE AR DBEEZHINE LTEBGET Th 5,

P A

MSZATEOE NEHE G ERE R GEBIC B T 2EORR, 7421 /v (FL T o TH/N
A VSRS 13, KRFEEOBRICE VT, UV CYP3A4 [LEAIE O IxAR L+
HZENRYEHBENTEY, R ar =1k ? CYP3A DWW HEICEIY 7o %L ) >
OMPREN EF L, BIEHORBENREIND Z 00, FH EOREEEZNKETT5 2 & ANiEY)
EHIr ST,
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2.2 —RAVIIERFHLE L TRE LT,
ENHEIAERER O ¢, %208 14 (EERAEFRLEREINESTIE) @i Sh T\,
AFNx U CREGEDBEEREO H 2 BF IR L-GE, BEELBBUELZ L Z 3R H 2 0
T, BEEEOH 2 BEHE~OEGIIERE Lz,

2.3 AR AEFIERBRICB W T, AFIOEGIZE > TEEEME (Z > b)) 420 BEFEE (79X)
L NED OO, MR L CW D ATREE D 5 5 BE ~D B HI1Itkm L LTz,

3. PREXFIMRICEET TR L ETDER
(TV. 2. ZhEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEET 3B L ZTDOER
(IV. 4. AEMXOHEIZBEET IEE] 22T 52L,)

5. ERGEFNIE L ENER

SEELEXRNMIE
8.1 HEE/ ikl E, EELBREE, MU Y AMERS HbD I ENH LD T, AFIOFKGIZE
L CidE ez it Bagnem s, mPEMERELZIT O 2 EBS 2 +7124T75 2 &, [11.1.6,
11.1.9, 11.1.16 ]

8.2 HEMRMEENHOLDLNLZLBHDHDT, KROEEITEL T, BI8E 012170, BEIC
& U TS RERM A 2 B AR (I 1~218]) 12479 2 &, [1.2, 11.1.3 BR]

8.3 LEMN QT #EE, =M (torsade de pointes Z&te), [LEME), RIEIR, TRFEET 0 v 7,
DM B R, DEMEEANGE, HEIRERD SbND 2 ENH LD T, EHNCLERBREEZIT
RO 3TATO 2 &, [9.1.2, 11.1.4 B ]

8.4 AAIDF HAZEE LTI, 7 LLX —BEERE, EWRBUEZEIZOW oM 2175 2 &,

8.5 fAthie s, AR ILIERIES OIRBEEN D S b, AFEGHIEE AR, BE, GREESD
FERD T D 2 LN H DT, ARG F R OFEHIEER S 2D OIERNEET 5 £ TIE, B
BB O IR fEIR 2 £ O OB EI It F SV L S IcHoEETdT s L, £, AFlz2#E
THEETS O LM L, LEIS U CIRBEMELZ2Z27 2 L5852 &, [1.3, 11.2
Z ]

8.6 JLAMBIHIME G N B B d Z ENHDHDOT, KRG HITRMOKR, B FE0EHICEY A
JEDOME ZHET, ABET ILOROENY R U — O FIZ L0 IR OIS 28T 52 &
ARG FIEAREBENERIS R & b b e B 1E, AFloRG 2RI+ 5Z L, RUEHETRG A
e d 285 A1E, RIEREZEMNCZ2 T2 X0 E L, BAiER & OREHRZE O R1% A
WCHETHZ L, [15.1.3 ]

8.7 K E MM P EE AT =4 L /T HZENEE LY, [15.1.1 BH]

8.8 AFIB GBI HT->TiE, HONLOIALT 7 ) UIRHOEELZHER L, UL77 ) L 0tH
THEAE, 7r bar EVEMBEL N R e YR T A ORI EZESCT e CEEICEET 5 2
&, [10.2 2]

8.9 AAIX CYP3A (Zxt4 288\ EEMZH 9 570, BEOPHHEANCEE L, JFHZKIZ CYPSA
(2 & 0 EMEREF A AR 220 WIRAD (110.2 OFAER] OIEICREHE STV 720 3EAT G
Fe,) DEENTVDLIEAIE., LES U CHHAEOBELZBE TR SEEICEKEGET L L,
[10., 16.4 ]

(i a)

8.1 AAIDERZZENEH & U CilikbE, BhEE, &0 ) v AMIERH D,
L7ei3oC, AR ZEEGT DB, ME, MiRkd., BEERELITV., MAEHOLTICEE
TOMERD D,
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8.4 —fiRMZRIEEFIHE L TRIE LT,

8.5 IIER N AFI G- P IR bR T2 Z LD DT OARHARE LT,

8.6 EIPNEE IAHRER ' O (T3 OB UE AR NFREEI T 141 (1/61 B, #WirShTnd
O XD ITARANTHBBIEZFHR T 2HANTH DO RHEHRE LT,

F o, ARG L D IEMIRBLO A T = X LT SAUTOZRWS | SO ROS 1T R

DY AZKFEBEZONDToH, RAEGHO A S DORJGORE L | LT & 157 fike 3§ 2 B

X HEAAIE e & ORIPEHZ O RWIRRLICHET 52 &,

87I’ﬁ@é&féﬁ%%ﬁLle%%ﬁ%@ﬁ%&%mﬂﬁ#% IZEDERE L,

EMEEIEIZIZ 0%, EMICEE L RN ZET 2HEERELTH LD, TELHRETR

< SR I PR A AT I B - HERF S E D ERIRRC, AR GICE DU A EHEICH D D

ENRd D,

EANBIAERER 1 © T3 H B OMHREICIE U T 5~7 B BICHKG B4 F1H U TRk 5 &%

RE LTz, Z0%IT, A - ZEMEIZES SRR GEOMREIIMNZ, FRERE=21D

JEh, BRE LTI 7MHIREN 4.5 4 g/mL LI EOSA, MBS U CHERFRGEDOFRE

(&) 2Tl Z OHEFEIEIZ L > TH LN TZENLSMEREIL, PrERZIK S U THIK

SRR ERT LD TH T,

B AANIVNT 7V o ORBEHET L2 &0 HICEV UL T 7 U Ol HiRENR EF L,
7'm b a B URFEOERLE LUV INR O BA- i m G885, S, E0E i, fR,
Ti5) Z5lERITZend D,

AR ETNLT 7 U EORT 581 7 a e U EUVRBORES, hr U ART R S ORFE

WOT R LEEICKRE T 2L,

2016 4F 6 A, HEIZ, V77 V&I aty — L OMAERNEDN S BRI FRIC

WTHEEME AT o7z, ZOEREBEROERRIEFICESE, BRIV TEI=T Y —L

(BTN - EHA) LUV T 7 U COFIIEER E koo, o) KRBV TH LT 7

UV EDOPFAIZE D INR EFRSU AT 7 U OERARER L7 2 LI X 2 Mg 5 e

PDRESNTWDZ b, UALT7 7 Uy LT 5AICITERICES TS5 2L, (TVIL 7.

(2) PFHER L Z0Hm ] OHEBHR)

(Z%E)

- GOV.UK :
https://www.gov.uk/drug-safety-update/topical-miconazole-including-oral-gelreminder-of-p
otential-for-serious-interactions-with-warfarin

- HAEZHE 1018 5 3. 4. 5y (FR 28410 H 18 H)

8.9 AFIL CYP3A IZxI L THRWBHEMENZ A L CWVD Z L3 L W BIREIC /2 D L 5 ATHAGRE LT,
(%)

M= 3850 B & il E R SRR DO T D DIEMM EAERTA R 7 A4 > (Rt 1 (Frk 26 4 7 H

8 HIEAJ7 ) IR R 5 A PR EAR) Cld. P450 3R @ 1n vivo BREZEOF] 0> h i

WRAEIKE LTARY a2y —Ani#fiEshTn s,

6. HEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 BHHE - MEEFDHLBHE
9.1.1 EMEMENREENHSBE (EL. FHIH L THBECRETEDHLSBECITHRSL
T &)
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912 FEIRZFATHRERUFEIREZREALLTVREICHIES
BHANCBMERY (DY UL TRV UL ANVVTL) BHETDHI L, £, KAIL ER
B EA L SE DA MEOH 5 MikHF & RIS L2 &, [8.3, 11.1.4 2]
(figt)
9.1.1 —fixAEEFHE L TRIE LT,
9.1.2 [E PN MFHFER CITLEMEO AFENR (OSSN, SR, DR 25 3 4
Wl SN TS,
BHNDOE x5 & 72 5 BE T EFRELELS | BERFEEIC X > TUIE LIERERE 2 L
FTUVREEIZH D, LT - T, ZOX I RBFICEEGETI2HAICTFRNICERE (WY UL, ~
TRV L, ANTTL) EHELTBLERD D,
(2) BHEEESRE
FRE Z ATV
(3) FrigeEEEBE
9.3 F#sEE RS
9.3.1 EEQIFHAEET (Child Pugh 749 5 X C OFFEZITHY) 0HIBHE
EMICHRE 21T 0 70 P2 02T ) 2 &, EEE, fethizBmasishTunien,
932 BE~PTEEDHMEEIET (Child Pugh 58V S5 X A, BOHEEICHY) OHSHE
(7.4, 16.6.1 B ]

(fiah.)

9.3.1 EN K UAMEIZE W TEEDIEEEIE T O H 5 BE ToRpENE, etz LT —4
B TR DT (2014 EBIFE) , T - IBE R OBITERIE, ENE IR T 36.0%
(36/100 f51) . #MERGHRER T 12.2% (222/1,821 i) ([ZiRHHNTEY . AFOHFEEIZL - T
JFREREIR T 2 — BB R T 2 E0 & 5,

L7zild-> T, 2O K ) RBEEOHEEIKTO® 5 BE RS T 58I, RN IFEERE %2
ITOREBILEETITITO 2 &,
(4) SFEREERTHE
BE STV
(5) &
9.5 ITiF
B0 SATIEAR U C WA RTREMED & D PRI IT G- L22anwZ &, 7 v b 10mg/kg UL B 51288\ T
fEATEE (DR, KBIE JREKIE) . 7% 100mg/kg H 5BV TIREEN (IR LT R
n. ERAERS) N LNz, (2.3 BE]
(fian)
AFERAFIERBRICB N T, AFIOBEGIZ X - TEETBIE (7 v F) 420 BIREE (7)) 49
DRD LN, TG XITHR L CW D R[N O & 5 BE~OFR G I3z L LT,
(6) BElbw
9.6 IR ELIw
189 EOFIEMELORIRBOFRMEEBE L, HALOMGUITIEZRFT5 2 &, BILF~D
%ﬁiﬂixfﬁf“&)éélw‘ 43)O
(fiah)
B BR M OFERR IR FRIER CHI R~ OBATIEIIRE STz,
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(7) INRZF

9.7 /NR%E

9.7.1 IKHAERENL, HAW, LI UT 2 MR OSIE 265 L U BRRBRITER L T\,

9.7.2 AXORHZ®ET 2 Z &, HEMDEDINT, AROLECIIED NN ED NS
W, BHF IR BBIEEZITH 2 ENEE L, MR CRBEERBEUIE R M OFE R ERCRE 2N R 8L L
TMENH D,

9.7.3 HHICEE L CIIBIEZ H01cATH 2 &, /NRZXIGR L U s R RER Tl BN &l ITE%
FZLEAOFBEHENE W ERRESATND,

9.7.4 AEZHHNT HRICIT, BEOWREZHDICBRL, DRLOBEIERORREZEEL T, LE
BANROMEIIHEICE EDH 2 b, L, JRAlE LT, BE5MmBEOMER, 272 L
3 HEIFIHE LN &,

(fiah.)

9.7.1 [EWNAMTE T 2 BRI OB RIS L 72BN e W T2 DR E LTz,

9.7.2 /INEBEFEZXIG L L EWNE TAHRER L O NERBR I W, AmEIcEET 255 H
% (AMEAILRE, HRRIEREIE, SEARRBIERR K O N —2 ) RO &R O FBLTRD &
AR o T2 ENSORIERTEZIZE WD TNEDO R FHEOMEFISITIMA LY bENZ L
BRE LT,

9.7.4 HEIZL > TRY 257V =L L ORBEEREZGETE RV, HDVIZEAMICHER S5 H
EFRGPRB LG EIIE, AL ONT A ZEEICER L, HEZHETLILERNSH D Z
EBIEEMLE & LTERE LT,

F7o, NRIZBWTERA T OEAIZ Imglkg T OHENARETH D Z &6, HHMIZD
L OHENS YIRS, fROIGEERS L7202 L NBESND 2D, BEBIAE KO E
% 3 HILAN DO EITHET A ERH H Z L 2Tt & Lie, #EE ToMMic oV Tix, #&
GRaBR LA O E% 3 H BIZIZMEFRRY a7y —VoOBRBENIIZEFREL D2 L5,
SHMERE LT,
(8) minE
9.8 mlhE
MEICHEET AR CHEBICKRGT 528, RIERBENMEFLTV S,
(fian)

AU by — i, FGHRSERICH Y . mlE CREIDBIET 2 /iR H 5, £z, EHAO

A Al E L CTHW TS SBECD IXE R CH Y | Hilin#E ¢ SBECD ORI AN ELE T 5 rIHEM:

BdH D,

ENEIHERBROBEICBIT AR 2 L— g 0 PKFIFICEWT S, IBICEVARY a5y —u

DIVTTUAMETTDHZ LRz,

@i #E (65 Ll F) R OFEEIHE (65 meA) (28 1) 2 BIVEH OFELRIL/ ENE AR )
W23 S 15.8% 2% LIEE A 3.2%, v -GTP HI2 &l s 13.2% 2%t LIEm S 3.2%.
BACRIR @A 7.9%5%F LIER IS 1.6%(2580 b, T b ORIERIT, milind e
R L THEREWL D Th oz, —F., AL EE 15.8%2%F LIEFEE Tl 30.6%IZ58
O BT,
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7. tHE{ER

(1

10. 8B/

AFNL, FHREHTEES CYP2C19, 2C9 K TN 3A4 TR &4, CYP2C19, 2C9 K1 3A4 DORHEEM
#HT 5 (invitro), CYP3A \Zxf3 BREEEMH XA, [8.9, 16.4 ]

) BtRERE X DER

101 $tAHES (BFRALAWNC &)

A4

B AAEIR - FEE 7T

P - fEbRIA T

Vo7rr ey
(V=& TV

DI N N pY: It Al L I N
#F1D Cmax 1 93%. AUC 1% 96%5

U757 e E ARFI R
# (CYP3A4) %#5HET 5,

R

AEEOHFRICEY Y 77 TF
@ Cmax 1 3.0 %5, AUC 1% 4.3 fH5
mL7=49%),

TrTV) HLTAY,
[2.1 2]
V77 T7F U7 FFL L OEIC LD AR Y T T AR O S
(2a77 1Y) ® Cmax 1% 69%. AUC 13 78%J/V| (CYP3A4) Z##ET %,
(2.1 /] L4,

AKENXY 7 7 7F o OIS
(CYP3A4) #[HET 5,

7y LY

T ELYEDOHAICLY A

TT 7 B LT, ARG

=)< hFLJLENL-TU R FEIL
(RFuby KXy 7)
[2.1 &8 ]

(Abhw 27 VUV) FD Cmax 1Z 61%., AUC 1T 7T7%8|F# (CYP2C19 KU CYP2C9) %

[2.1 2] HLT=A8), HET D,
AHEIEDHHICE YV =T 7 E L (ARKANT= 7 7 B LY ONRHTEE
YD Cmax 13 1.4 5, AUC 1L 1.4 {5\ (CYP3A4) %[HET S,
ML =49,

U ke U RFELEDPFRIZE D ( RFID|Y R F BT, KEIOMHEEFR

(/—Et7) Crmax 1% 66%., AUC 1T 82%J8i/0 L7=| (CYP2C19 & O CYP2C9) %76

ot EN U e 47 B35,

(L bh7)

TN
(F7 L h—)
ERMERTR AL Y — LR
FLEXEN
N E R — )L
TJx /) NV EX—)L
(7= /) 3—)L)
(2.1 2]

INHOIANE OFERIZI Y KA
DA DML S A i, o FE N B
THBENLRD D,

ZS DAL AAN ORISR
(CYP3A4) #iHE4 5,
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A4 5

BEARIEIR - HEE T 5

B - fabRIA

EEYR KA OPFRIZ LD . 2B OFEFN AR FNL Z 4 5 O FHA| O (IR
(=7 v ) OMFRENEML, QT &R, L (CYP3A4) Z[HET 2,
=T AR (torsade de pointes %
[2.1 2] Bi) R EDOLMERORIEN %S
TEIITBENALDH D,
ANRNT TV AEIE DPFRIZ LD AT T VU RENIA NT T Vv ORGSR
(27 7) ORI L WEORARD| (CYP3A) #FHET 2,
(2.1 ZH] HOLOLNLIBENYDH D,
T NIaA R AANE OGN LD . T b OFFARFNT Z v & FEH o R EE R

TR KT
Ay e AT LT T

=gt AV

(7 V7 I UEAEE)
D2 ol N = e oy e - SN

T)IARY

AF )T AN

DML FHRRENEML, ZMATHEL 5]
SRITEBINLD D,

(CYP3A4) %#MHES 2,

L& M)

[2.1 ]

KT YT A AFEDOGFRHICE Y, NI TYIARBZ Y 7Y T AOREHEERE
(LT F ) DOIMHFPREHEI L, FEHOHEIRSS| (CYP3A4) % FHET 5,

[2.1 & ] TEHRFIER 25l & Z T2

Nd 5,

FHhTLran AR E DI E D FA T VeV RKRNZTF B 7 v e ORGSR
(VYo%) DI FPREED B U, i/ MigEsEs| (CYP3A) #FHET 2,

[2.1 ] FIER R T D BENNH 5,

TAFTTLENL ARE DN LD T AT T L EERANIT 27 L B DR
(A R_TF) NAOMFPPRED B U, FICBE|E (CYP3A) ZFHET 5,

[2.1 & ] LA EFRGNREL, IHEELT

LBENNRD D,

ZIFER AANEDOPHICEID, eI X RO(ARH[ T e I % B FORBEER
(¥ 7 AZE Y R) MHREN ERT58Zh0nH 5, | (CYP3A) %#HET S,

[2.1 ]

2= Vs el I AHEDOPHICE Y, Z7aF vV | AKHIZT vnt oY v OREEE
(mFt) COMPIRED AU AFHRE®|FE (CYP3A4) ZHET S,
[2.1 ] TLHBZENRD D,

ARLFH R AHNEDOOFHICL Y, AR L XH [ RKANT AR VX3 b ORHEE
(ALY KT) oI EE U fER A HEIR|3E (CYP3A) ZHET S,

[2.1 ] THBZENRD D,
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A4 5

BEARIEIR - HEE T 5

B - fabRIA

VoR—nm oSy

AFEDOPHICE Y, V=

ARENT Y N—w X DAH

(A Z7H L b) NrOMmPREN EF U, PukEEE|REE (CYP3A4) ZIHET 2,
[2.1 &HR] AR5 Z LIk v, HiLofE

BRIESIERT D BENDNH D,
YA 7T b AN EDOPERICE Y, VAT T T NMARBNZY A2 77 ~ OB
(7T LXR) OIMFREN LA THrBENNH|TH HEE O CYP 4
[2.1 2] %o (CYP1A1, CYP3A %) %[H5E

ERRE

TENL=TE

(Ir7a v )
FIVAYILZ A RHY I
JL e TENL=UE
(LHLZR)

(2.1 ZH]

AHEDOPEHIZEY, TEL=DE
COIMFREN BRI A BFNN
»H D,

AFENIT BL= 8 O HEE
# (CYP3A4) #[HET D,

N5 A (R UTER
MDY XA (VY
VORERMEY LoNfEE S Te) O
T )

(RR7 L7 AH)

AEEDHFRIZ LD "R T T2
A DI EEASEEIN L | RIS AR EEE
EHEDEIN RSN D BL DR
b5,

KFNIANZR 7 T 7 2 ORI
# (CYP3A) zHET %,

(2.1 M)

TrELY YV AFNE OO LY  TFELVIY CEAFTT FELV Y ORISR
(= R X) DML FREEM L, BEMAOIEL (CYP3A4) ZHET 2,

(2.1 ZH] DR INLBENLH D,

N7 R AHNE DLV ATV RO ERAFIT N T > R o o REBE R
(7 —4) MmAPRER EF L A8 5| (CYP3A4) ZFHEFET 5,

[2.1 2] BENWRH D,

AT atby =g AEEEE (A OURICED AT 2l (RKENTA YT 2 — e oG
(7 LN —/AOMFRREN BA U, AEHDHE|EEE (CYP3A) #FHET 2.
[2.1 ] T LOBTNRH D,

A S AVS AR EDOPZED, 7o 2L KRBT T 4 2V v ORISR
(rvesra7) DI FPRED LA L /EH Y| (CYP3A4) #FHET 2,

[2.1 &H] LBEENNRD D,

(fi#sh)

@V V7 YR Ty T F L OIMMAER Y 40
F b7 m A P40 FERFHEA L LTHOND Y 77 BV RN Ty T F R af =k
OBFRICE Y, AU aF Y —LdD Cmax IFTEHITIET L, AUC b FHITHAD T Z L0 ERSN
oo F2, V77 7 F U OERYBEIZKITTRY a7y —LOEEEREFLEZHAERT, Vo7rT7F

> ® Cmax (ZEFRAIC EF L,

AUC b EBNHEINL 7=,
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@7 LY LMY E/EMS

TT7y7E LY ERY aFY =L EDOHHIZELY AU 3V — LD Cmax IZFRHIZILT L, AUC

HLERICEDT S Z RSN, £, funffww@ﬁ%*;@z776vyy@cmw

KOVAUC ZHFRRE EH- L7z, R, =7 7 EL IR Y a7 Y — oY EieIc iR LEWo

oo BERIFTZ &#m@%ht_&#%ﬁﬁﬁé_uibto

@ N L OEWHEERD

UhFreneERY) ary—nEeoftHICEDARY 27— Cmax ITEFEHIIE T L, AUC 3

BN T2 2 E RSN, U M EARRY aF Y — L OIEYBNREIZERR FERO S 5

ZRIF LT Z LB IFEERITERGE LTz,

@ NN EE L RRHEIERR AL EY —UgRHEER (7= ) Ve X — V%) & OEWEAAE
H

S AAERNC BT 5 HARM 72 BR R SRBRBBR IS L T e VWi, A< B B LR REMER

SILEY = VERFBERIIMR ST F 7 v s P40 BEEAEALTND, HANRTEE T

CYP2C9, CYP3A4 %, 7 =/ /3 )LEX—/Lx CYP2C9, CYP2C19, CYP3A4 #B¢HHE T 5 2

EDRHIBNTN D,

L7zidoT, AU aFy—neZnb0EAEZHTT 5L, RN a2y — oMMt ST

HREDEINAR T 2 TR & 5,

O TR, F=UrDIEWEAIER

SR AR BT 5 BRI 70 BEPR FRBIE BRI S/ L T e, AR Y oY —bid 2 b O FEHA

ORHEESE CYP3A4 OLEEAZALTCVD, LER-T, R aFYy— L tEEY R, HDH0

EFR =TT D L. TR OFEAORBAELE L RESEML, 26 OFEFDOEKZ

BIVER & ST QT &R, LEMHEARENR (torsade de pointes & &de) 72 & DL IME R OEIE

RADRFHERSND AR S 5,

(B%)

‘FLCRMUTY—LRHE THdD7 hat Y — N invitro TEEY FORHZ 88%HEL /-
EDOWMENRH DY,

CFC MY TV LRPERHETHEA b T a Y — e x= L OEYAR AR 5 K
HHREBR T, AFEFEEDY 27 (F=Y 2 ®D Cmax KNAUC @ EF*Y . QTe Bl : =2
VIREE L HIBT) SR EN TN D

* Cruccu,V.etal. : LaClinica.Terapeutica.146 : 383,1995

@ELMT NI RN ZAITHI L KD T =AY - AT REALT U FEY Y YV FrxT)b
I, mATA RN AFAT T AN L OIEYIFEFEAEA

I AAERNC B 5 BRI 70 BEAR BB BRI M L C e s, RY by — g a4 I v

72 EEMTFFERONRHIERE TH D CYP3AL #HET L Z L2 - T, 2 b DI O i RN

L, mAEEEERSEORIERN BT 2B 2nN b 5,

@ LU T YT AEDEWE AN

WA HAERNC BT 5 BRI 72 BE R BRBEEBR XM L Ce Vs, RY a Y — AR R 7Y T A

OHTESR CYP3A4 ZIAET L2 LICk-o T, NI 7Y T L0MHRENEML ., (EHOHERS

TEARFIE R 2 5] & 2 3 alRetEn H 5.,

Q@ NNTTV, ZAIAA N ATFATAITRAN) Y FAHT LA TAFTLENL, B
2R Tafrklr ARLIH R U AN—g PN VAT TT R TEA=IE L,
FNWVAPNLVE A RFI IV TEL=UE Y RRNTTTA TTELI L, VTR,
== MLV EL - U ML E O3YHEAER

FRROFEANOE RN WVTAAN Tz FO D] CRESNTWDZ &b, KAl

CRWTH Mg RO PSR bR 2B L, EEMWELZITHI 2 & LT,
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@172y =0 ALY AIEN

A Y Tary=0un (7L NI 7EN 100mg - [F A EEH 200mg,JELRK 7 7 —~ RS

) OBFIRSCO 124850 1101 §FA&AR) OBICARY oY —ARE#Ihi-Z L a5, K
FIOBFIRLIZBN T A T aty =0 LAaBil LIEEME LTS 2 & & Lz,
B, RUGTIIMHAERBEFHROEFRLEOBEEZHNE LTEUWET TH D,
@7 XL/ v EOEMMEIER
MSZATBOEN EHEMLERBIRAOGHEMECS T OMEORR, 7aoxv /v (FLorT 4 T8N
A VISR 1R, KRB ORI T, U CYP3A4 MHEHIE OB IIER L+ 5
EMZYLHEEBENTEY, RY aF Y=k b CYP3A OBV HEICLY 7 4 21/ ol
HFIREN EF L, BWERAORBENBE SN Z 0D, A EORELZSKETT D 2 L3y &k
iz,

(2) pfAFE L TDHEH

10.2 6F R (BFRICEETH L)

A4 55

ERAER - HRE Tk

B&FF - fEBRIA+

N b T T 7 A (B3OS
PEDAEYEY >/ PEA LR (VN Y
VSERME Y N E B ) O
Frfe 501, SukE fErE A i e)

KAl DHFANZ LD, "R b7 T 7 R
DL RESEINT D68 2N H D,
NANT T AEWET D E L BT,
BEOREZHEEICBZ L, BIERO
RBUWHDEETDH I &,

KFNEIARR -7 T 7 2O
f#% (CYP3A) zIHET %,

NUARNZREZ Y b

AR EDOPHIZ I N A RRHZ Y
FOIMFRENEMT HBENNH
el

NULANAEZy NEHETAHEED
2, BEOREBEEEICEZE L, BIE
HAORBIADEETH L,

AHNI ANV A B ALy O
#iiEFE (CYP3A) #fLET 5.

PLCADAZE
TJx= AV

TJx= b EOPAICE D KHID
Cmax 1% 49%. AUC 1% 69%B L7~

50)
o

AKHNEDOHRAIZED, Z==FL D
Cmax X 1.7 2. AUC 1% 1.8 fiin L

71—, 50)

7 == b A iE RHIORH
B¢k (CYP3A4) Z#ET 2,

AHNL T = = b A OB
F# (CYP2C9) %#PHET S,

L7 I)LEE

LTV EENLEDOHIZE D BFID
Cmax l‘i 39%\AUCO-12 l‘i 44%{&9\ L/ 71:’_0

LTV EEAEDOFHIZE D fERR
BT 5BZNNH 5,

LT L BV ARH O
# (CYP2C19 KU CYP2C9)
EHETLHEEZLND,

F v —BHEX
RAF =T, =nF=7,
ATNF=T7, TJakLby
F=7, aATF=T

AKEIEDOHEHIZE Y, Z b DK D
MHRENEMTIBZENNH DT
D, RBRE~ODLETEEETDH L,

ARFNE Z 6 O FEH D REEE
% (CYP3A) #z[HET 2,

>R
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A4 FRREIR - HETE 1A BEFr - fEBRIAF
HIV 7o 7 —BiEHRK KA EOPFRICE Y mAT 7 VI In vitro BERFERICBW T, K
RAT 7L e ELOIERNREI TH LT 7V ENTT 7 v e OREEE

L DI RSB S B E R
» D,

RAT L FLFertoptHizky,
AFN O I N INT D BFN
» D,

# (CYP3A4) #PHELSY,

Invitro#EBRizRB\WwT, 77
L BV IR AR A O R
(CYP3A4) #PHELSY,

X 7 LA Rl G R #ER,
#34K (NNRTI)
FIEALT

INHOEREDOEHIZI Y, AF D
MAPEENENTBFNNH D,

INEDHEFE DI LY AHIO
A RENED T DB ENN D D,

AHIEDPFRNC LD . 2 b DFEH|D
RSN DB LN H 5,

In vitro i B FERIZBWT, &
B D ERANIAF DR
(CYP3A4) #PHEL-°?),

TS DO HANIAA ORI
% (CYP3A4) 25T 5BC
D%,

In vitro BAER IV T, K
Fx Z i b OIEAI O AHTEER
(CYP3A4) #FHELZ?),

MLF A AFNEOPHIZEY, FLF A DIERFANT N LVF A DR EEE
MAEENEINT5B8F0nH 5, % (CYP) %#PMET D,
G H ) Al AFNEDOPHIC LY, 7 m ZARY UIRFNL Z S O O HTEE

YImARY L Zrmal
UADZSN= St = 1) BVND~S

D Cmax 1% 1.1 512, AUC 1T 1.7 5T
HmL=s®),
AHNEDOPFHICEY, Zorml) AAD
Cmax 1% 2.2 %12, AUC 1% 3.2 {24
mui=sd,

AR EDOPFRHICEY, =X Y A2
MmARENEMT28EnnH 5,

e

(CYP3A4) %#[HET 2,

VAsQUINE X7 311
ONTZr U ) U A
[8.8 %]

AR E ORI I, e hrr e
WE 2N L R L72°°), £/, VL
77 U OEHRER L, 3 L INR
AR UTIEFIAHRE STV D,

RENZ T N7 7 U O HHEE
F# (CYP2C9) %#PHET S,

7a h AR T RHEK
FRAT T —)u

AR EDOPERHIZE Y, A ATT S —
® Cmax 1E 2.2 f#. AUC i 3.8 {80
L7569,

AKENTA A 7 F 7 — DG
B # ( CYP2C19 K O
CYP3A4) %Z[HET S,

AT A

AFEOHFHIZEY, IS4V T A
0.05mg/kg H[EIEARA £ G-RF oD < &
V'Z A0 AUC 1 3.7 fFiz#gme., <
X7 I 7.5mg H[EIRE 1 # 5-RE (RF
KIKFR) DXV T LD Cmax 1T 3.8
f#12, AUC 1% 10.3 s Li=°%),

KENE I VT b OHREE
(CYP3A4) #[HET ST,
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A4

BRAER - FEE Tk

B - fabRIA

HMG-CoA i yu [ 55 P 5

AHIE OOHHIZ L v . HMG-CoA &7t
Pt 5 P SR o0 ofi TR EE S HE N3 25 B
FNNRH D,

In vitro R ERIZFB N T, KANZ
HMG-CoA =iz LEIKD
RiEEE (CYP3A4) ZFHEL
71—:5 2)O

DTSR AR EDOBEHIZE Y, DT ERLDOIEFNLY T B OREEES
AUC T80 L, o A = 13 4| (CYP3A4 K O CYP2C19) %
FLRE®Y, PLET D,

ILET A AFEDPHIZL Y, Y NAET LAOEFNL S NV ET AONHEEE

Cmax (X 1.2 fi5. AUC 1X 1.5 i5#8InL

71—:6 O)O

(CYP3A4 K1 CYP2CY9) %
FHES 5,

A VTR = VIR FE R MR T
FL7 53R

AHEDOHRIZEL Y, b DK D
MAEENEINT5B8F0nH 5,

AFNE Z 3 & O FEHF DR e
# (CYP2CY9) #%#[HET S,

BT A RRFUEM
JiESE K

vy RF

T TRTF

AKEIEDOHEHIZE Y, 2 b DK D
MAPEENENT2BFNNE 5,

AY R AFNE DG L Y | AH R D Cmax
25 30.7%, AUC 73 47.2%80 L 7=,

F¥va Ry AR ORI, AFa koo
Cmax & AUC 238 L7251,

T B =) AAHEDOPFHICEY, 722 =1D

AUC 23MimL 722,

ARFNE Z 6 O FEH O REEE
# (CYP3A4) #PAEFET 2,

R

AT Tz Vrar )
7

AFN DL D Zh b DIEHAID
Cmax & AUC 753%)][] L7-° 2). 6 3)0

ARFNE Z 6 O FEH D REE
# (CYP2C9) #Z[HEHES D,

R

% CSREAT 3K
JIVZFATa e F =)
TARNT VA

JINVTTF ATy s TF =LA NT
f)ﬂ—“—/l/k O)Gﬁ°ﬁﬁi:ot ) N ﬁﬁu@ Crnax
1% 14%., AUC 1% 46%#Mm L7727,

AAEOPEHICEY, =F= LR |
T VA —=D Cmax I 36%, AUC I
61%IEIMML., VT TF AT 18 D Cmax
1% 15%., AUC (X 53%Hm L7227,

S OEFNT A O SR
# (CYP2C19) #PHET S,

ARFNE Z & O FEH DO REEE
# (CYP3A4) #PAEFET 2,

R

vt a3 v A XU VD
(St.John'sWort, &>k « &
a—r R -U—hK) GHRM

A avA XY Yy EOFHIC L
. AH D AUC 1 59%RA L7-59),
AREBGHIE A I TA XY VD
EEEMEEBRLAAVEYOERTS

Zé&
— o

palr = Ryl N S RSV v/ o= SN N
FIOHIEEE (CYP3A4) %%
%Téo

(fif)

Q@ =1 LDOEMEEIEM
F rrurh P450 ZFETHERE L TN Tz b v RV aF Yy — L EDPFHIZE D,

AU )ty —® Cmax, AUC W35 Z &N

R,

—J. RV ATV =N T 2= b A OEYEREICRIZTTRELRF LR, 7==Fr1 2D

Cmax. AUC 23 7=,
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$ T == M YR Y 2 — L ORI R E )

CRF5) SE R B ERE (R BB B2 - 21 1)

(FIE) e, 77 2R, WATRERER
1~7HEHEW15~21 HBIZAY 2y — % 1[H 200mgl H 205 (721, 1 X
15 HHAIX 1[0 200mgl H 4[E#5, 7THHIZ1I B 1[E#EE) L. SHAMNS 7==hA
300mg X7 7 R%E 1 H 1[EFERES Lz,

) 7= Y2 LIEE, AU =Y — 1@ Cmax KON AUC X, 7T BEREEICH L

TENZI 50.3% K% T 30.6% (28 Lz,
IhiE, 7 == M UKD EREESE (CYP3A4) OFFEICE2bDEE L b,
B, R aFy— o548 % 1[H 200megl A 2 [HE2>5 1[5 400mgl H 2 FICHEE L
7HEORY a5 —LD Cmax KON AUC « OB, 7 == bAoA U OFART & RIFLE £
THEIE LT,

S ARY AFY =T == A OFEYBREIC KT TR

CRF5) SE R B ERE (R BN REFM B2 - 15 1)

(7] Z—EHER, 77 AR, EER, WATHERER
17 HIflZ7 == b A > % 1[0 300mgl H 1 [FEDOKERAEE (W H OIHREICED < Afr
HEO7 = %&&E) L, 8~17T HRIZAY =25V —/L 1 [F] 400mg XX 77 &R
Z1H2MERAKES LT,

GER) RV arYy— U rFRARCB T 2R a7 Y — O 7 == F A > Cmax LT AUC
t OEEEOGF AT E Ol 77 B AR GRE L R L TENE 1.7 55N 1.8 5121
MU=, ZHUIARY a7V — AR 7 == b ORFHEESRE (CYP2C9) Z[HE L0 &
EZzbhi,

@/ uXRY LD AEIEN

ARV aF =N AR Y O ENREIZ K IF R )

(RF42) BRERENZEE L C W D AME NB RS (7 #1)

(FiE) —EEH., BIEA, 7R, 2827 0 24— —Er
1I~THBIZYZ B ARY v ERY aF Y —L 200mg L7 F5ER%E 1 H 2 EBESL, 8
HEWIZIEYZ7 e ARY > 1 H2[EERY 2 —L% 1[0 200mg L7 7ERIT1H1
B (o) FE Uiz, % 18 EH 2 WL OMITITRIEREZ D72 < &b 4 AFRT, IR
EHAME L7 v AR Y ORIk LT,

GER) RV atry—na2HT2 81k, 72K Y >® Cmax KNAUC 1377 &R
DFFHIRE & BB LT, ENZE 4 13% K TN T0%H N L 7=,

Zhiut, RV ary—Any s a2RY oOREEESE (CYP3A4) #AEFELZZHEEZ
LTz,

@F /1l AR LOIEMMEANER

RV aF S —AnEra ) AROEY BRI RIF TS Y

Eﬂ%J%IA@%mAﬁ%wﬁﬁ(i%% FEAT 14 - 12 i)

(FiE) WEk, BEAL, 78R, 2 #5272 F— —ER
AR Y 3 =)L (P H 1% 12 BRI RIS < 13 400mg, PAt% 6 H 13 12 BER 68 < 1 1 200mg .,
72720 7 B EIZ1[E 200mg #%5) XiE7 TR (12 FEfRERE 7 AM&S., 2L 7H0HA
X1 EERE) AREROERE L, 6 HEOFRIFIZHZ 72 ) A2 (0.1mg/kg) # H[Ali 5
L7,

GEEIRY aF Y — PO % 7 8 Y AZ20 Cmax X NAUC ¢ 137" T B ARGFHEE L bl LT,
I 2.2 RN 3.2 fFlc¥nLE L,

. RV aFY—Aangral AAORBEEZEEZAE LD EE 6N,
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@/ T F =7 LKA

AT F=TEEO 1102 fHHER] OB [RY a5y —b) @i Lz, AAlo 110.2 6

MEE] OBICYH eI F=7] #iBill, HEMELTTY) Z &L L,

OV LT 7 UL DRI EIEN

s ARY ATV = EIANT 7 U CPRARHCET S TR e e R (PTT) (CRIET 8

Okt5e) AME N ERER N B PR (16 1)

(k) —EE#H. BIEAL, 7R, 2827 0 24— —kEr
AV atV—n1300mg XiX778R%21H2R12 HEEE L, THEOHIZIZI LT 7
U 30mg AR aF Y — A X ET TR ERIFICERE L,

GER] AU aFy—Zvuir7y Uz ks PTT OEESREZ#ERSEZ, AU at Yy —i1+
TNLT7 7 UG HO PTT OR_R—2A 5 A4 Vb ORRIERRERIZ, IR+ L7 7
VB EBORK 2 ThHotz (F7vR+TU LT 7 U o EH 88, RY aF V) —L+
INT 7 ) oG 1T ),
BIERIZF S8R +U LT 7 U U ERET 15 B 3 FICERO bN-DICH L, RY a)
=+ U T 7 U BT 16 FlH 13 BHCEE b (A 2 . e hr o
I 2 M, TR 11 . & 3 1),

@1 AT —)L L DI EANER

cRY TS IRART TR OE DR O S BIEI KX RO

CRF5) SE R B YR (R BN RERM B2 - 16 1)

(k) —EE#H, EBIEAL, 7T BRdR, 2827 0 24— —kEr
AU ary—n (1 HRBIZAMEREGRES LTI 400mg % 12 Bifm., LI% 6 H IR
Beh5E L LC 1A 200mg % 12 FEfffE) Xix7 78R (1 H2[E) 27 HKEO&HES L,
FDEFHR G A AT F Y —0 (118 40mgl H 1 [8]) ZFERRO#E Lz,

GER) RV ab YV — AR 54 277 V' —1® Cmax KON AUCe (X, 77 B ARG
LR L CEREN 2.2 KON 3.8 fFITHEIN LTz,
Fo. RV aF =B F AT T — 1D CYP2C19 (2 X AR B4 5 5-8 Fu ¥
A AT T =l CYP3ALIZ L DM O T DA AT T — - AT + o DIEWY)
I RITTHELRF L2 L 24 WO R Y 2y — A 0FHEEO AUCu X, 77
B AROER & i U C TR SR o 7228, Cmax X H) & b 50%FE I L
oo ZOZ LT, RV I —ABERATT =D 2 DOERNRGHHESE (CYP2C19,
CYP3A4) ZMELLLDEEZ BN,

Q@7 B RAEDEYIEENER

RNY 3y =T EBANLEZH LTEANEAMERER A 12 41280 T, Y7 E/SAD AUCe--73

22f, t1/2 N 1.9 LR L2 ERHMESN TS, Y7 /A1 CYP2C19 K Tr CYP3A4 (2 &

STRFEN, RY 25 —1id CYP2C19 KON CYP3A4 #[ET L Z Lond, KERG LY

AL, PTERARER-IN, VT ERAOERNEHE - T2 BENRH DHY,

@ /LT AL O AAER

AU aF Y — L Ve F AEGEH LANE AERERA BBV T, YT AD Cmax KT

AUC OB RD =& OMENRH DY

.XWT%WFﬁ$m%MT£&@£%mE¢m

AU 3y — b Z)VAR = VPR R MFERE T 3E & O3EWEAAERIZEE T 5 BARR 72 B PR SEEE 3R

TR LTS, AR Y 3 — LN R LR = VIR FE R MBS T IR O HEEE CYP2CY A PLE

T2 EIZE - T, AR VRFERIBERE FEOMAPRENEM L, £ O MpER T EH 23R S

N BENRD D,
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@bt L T INhuA RRPUEMRELIK & O3y A A1EH

RYatry—nlverh7had RRUEESEEK S oKy EERICBET 2 BAR 72 iR

FERBRIZER L TOWARWA, RY aF Y — AN BT AT aA RRFUEMEEEEO N H#E S

CYP3A4 #[HETHZ LIZ LT, B AT I aA RRGUEEVEESSKO M HREN ML, 20

BIER N ER S NDBENRH 5,

@ A N R & o3 A/EH

RYaFy—n e XA Rroffficky, A% Ko Cmax 28 30.7%., AUC 28 47.2%80n L7 &

WO RIS ERIE LY,

@4k R L DOEYE AR

ARVary—nitxraRFrezfHLizEE, %2 RO Cmax 2 1.7 %, AUC 2 3.6 f&%

AEIZHEIN Lz, 4% a RAXEICH RS CYP3A4 TR#fsnd, —FH. AV aFy—nu

1% CYP2C19, 2C9 K Tr 3A4 TREF S, CYP2C19, 2C9 KX 3A4 DILEEMZAT 5, RV =

F =iz kb CYP3A4 ﬁiﬁﬂ“ﬁéh FHTa RO N-PATFILERETHZ LIk >THF

Ta R OWREBENSEIN LA, A% a RUOOfTEiieE (IRERAM, M) (C/RE oLk

bz,

Q@7 =X =)L DOIRYFEANEH

RV aFy—n&7 =2 =V EH UIEAMEANMERBA 12 £128W T, 7= ¥ = Lo ffEs

V77 A0 28% KT L, AUCow’ 14 {5 EF- L7z Z ERME SN TWD, 7= ¥ =/WEFEI

CYP3A4 ([Z L »THRE &, RY 257V —/Lid CYP3A4 Z[RET D Z &b, fkgidks L2854

WIE 7 = X =DM EEN EF L, 72 X =K HEMEINE T 282006 5,

@/ Fury, VruaToF s OEWIEAEAEH

R)ary—niAr77ur7zy LR ary—ryrsunrarrafffLiztE 477

n7xzrbvr/u7e2F 270 Cmax &£ AUC BRENENARICEM L, A 77072 KRV

07 77X GHEEE CYP2C9 TR#EShD, —FH. AU =Y —nid CYP2C19, 2C9

&U&MTﬁ%éhCW&M9%M&U&M@@$¢%%ﬁ#5477h7mymomf@

RYary—ncky CYP2C9 BIES, 4 77 7= ORBENSEN LGS, A 770>

= IREARAFIEDE mmﬁﬂiﬁm£W¢%®%ﬁ)x&ﬂﬁiéTb@ﬂ%éo/7&7:+

ZIZOWTIE, AU a2y — 2k CYP2C9 SHEEN, Y7/ r 7 =) 7 ® Cmax & AUC A3

ENENFEIIHEMT 22006, P27 u 72 7 0BAENLEETHIZENREET LVEEZD

ﬂéb‘s)\ 64)0

@1 I VA NFY Y UEHERNE DY EAEH

R)Vary—ntesavd bXU Y yOfFHICEY, RY aF Y —o AUC B Lzt o

ERDH D,

@ % b7 T A (FRETHEEEOERMEY oA U)o oSERME D v oEE S Te) OHERF
BEW, AaEHEALE . LT, FrY USRS —EBHER (Tr L F=T) L
DA B A

FFEOFEANOEFIRINZIB O TARAIN THFHER] ICRESNTND Z b RANZBWNTS I

HAEE] ICINbOEMEZBFRL L, EEWMEZITHIZ &L,

@ LA RNRY Y EDOEYMAIEH

NUARNRZy NEQOBFIRILO HIFHEE] OBEIZARY a Yy —ARTHIn-l Laxzi), K

HOBFIRLIZBNTH AL A MRAZ y MEBRR LEEMREZIT) 2 & & LT,
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(

—r

. BElfER

11.8EH
ROBWERDB S BN ZENRHLOT, BlEZ 7TV, RENBD GGk E 2T
1B %70 EREY) R LEZAT O Z &,

) EXGENER & OHER

1.1 EXLGEIERA

MAA12avy BEERH), PFI2453F%— BEERH)

11.1.2 hEHRKIEFERALE (Toxic Epidermal Necrolysis : TEN) (B ARH) . RIERBEREE 1EEE
(Stevens-Johnson fEEE) (HHE ). SBAB (GHERH)

RZBHEDOIERD S b GE I3 G2k L, EUR0@EE2iTH 2 &,

11.1.3 FEE (5.0%)

EEEE (k. WE, FrRe, IHEEEE) 2oobnsZ 030, T H#ME ST
W5, [1.2, 8.2 %]

1MA4DER QTEERE EEAH) . DEFR (1.0%) . DEMES GEEAH) . IR GEEARH).
SLEETAvY (HEEAH)

DEN QT LR, LEHM (torsade de pointes & de), (D=EHME), REJR, TEEET 2 v 7,
LM TEBEIR, DEMHISAMUGE, BEIRERNH NS ZERH D, [8.3, 9.1.2 ]

1115 1DFE (3.0%)

DEEEICBET 2 BENRO O NG A3 EG 2Pk L, @G E21TH &,

11.1.6 BEE (1.0%)

HEELEEE (SRS, BR. BRMEELES) PbEbobild Il thndbd, (8.1 BH]
11.1.7 FIREEAERSE (R

M18 XS5y - NL—EER (FEEARH)

11.1.9 MAEE (2.0%)

BHEINH] LM ER . AR R M, MERERIERGE, FRFEME M NEEE S O EE R MEEE N H
LONDHZERH D, [8.1 5]
11.1.10 BIEEMEXRE L (AR

BEERIGREOEE L2 RKIBREBRS LN ENHHDT, ER. THID L ONIHGEITITR
Hadi U, @R EEITH 2 L,
11111 E8 L)

A EDMREEN D LD ENRD 5,
11.1.12 ERHRERE (B A)

mvE. Bk, CK B&-. M ROURH I A2 o vy ER-A2 R &+ 2 RS REENR H 5 bl
LD ENDD,
11.1.13 FEHEmM% (0.2%™)

K, PER RIS, REEN, B ORE (REE) ERRO ONHEAITIE, EHeMITHE X B,
CT., MiE~—"—HDMRELEM L, AFlORGZHIET 5 & & HI2, BIERERVECAIORE
O R ILEEITO L,
1M1.114 BN GEERH)

HEQIKLERD LbND Z ER3b 5,
11.1.15 BEBESE (0.1%")

EiA, BBV OKTEOEREENH LN Z LN D,
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11.1.16 FAH YU LMFE (1.0%)
(8.1 /]
) REEBEE I IFE A RE O RICE SV T B,

(fia5)
11.1.3 fifpss
R aF Y —d7 V= VRHEEANCIE LEEE OO L S & L TFIE~ORENR S SN
Do
FEl N 26 AR R BR S OB ENC 38U D BT « IRIE R ORIEAREBURPLUEL FRED E B Th D,
(ENE AR 31T 2 I + HIE R O RIVERR TR DL
EWNHIARRER O Cix. B - IGERORITEA A 36.0% (36/100 ) 2@ bz, 2095955
GBI GHIE20 . 55 16 (FFHERERE) IZREECh-o7z, £/, IF - IERORIERIC X
> TARAN 2R LTEFIT 9 Bl Th » 7=,
11.1.4 LEM QT fEE, DR, LEME), Rk, B2E=E7Ta vy
EWNHIAERER 10 Tid, O MEROBERAN 4 BIRH L, BEETH-72HDILOAE, O
FEERISMGE, DM B R VD EEEROS 1 ETh o 72,
11.1.5 DAR4E
EWNH IR ¢, BEEOLARSIEFDSFHEE LEGAHIE Sz,
11.1.6 B prs
EWNHIARRER 'O 128\ T, BIROEIER 2 3.0% (3/100 f) (2588 Hivlz, Ziv o OAER]
D) HLBEREHER NMF 27 LT F =IO 0% 1F (OFs ) Rnfgmikicqo
77
11.1.9 i gk
FEINE AR O 2B\, EERMIREEORMEMRMN 18] (AA > FHEG, [ ERBE
R QM MRIBAME) 3B BTN D,
AN MAERR T R T T TREME & U | G- B TIIRERMME T L TV 2568
2V T, EMICMERREZE-T 52 L,
11.1.10 M M 2%
AFIP G-I, BEMERIBROFBEIZEET D2 &,
11.1.11 &g
AENO B G- A FE 2 O RIEEIER DSBS 5 Z L BRD SN TN D, O HT IR, i
PR EOIER B EENTEY . 2O X ERD S b b GE I3 G A2 I T 57 8 i
B2 ALE AT H 2 b,
AEP G L, EREORBUCEETDHZ L,
11.1.12 REACH At AR SE
ARG PIE, B RARIE ORBLUIERE T 5 2 &,
11.1.13 AVE M %
AENIP G- HIX, BEMERMEOREBUTEET HZ L,
11.1.14 RifAE, 11.1.15 SakfE®
ARFNBEE- IR, AR )T ERRREE OB EE T2 2 &,
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(2) Z0iDEI{ER

1.2 £ D DEIER

5% 1Lk 1~5% A 1% A 2 HAE AP
i K VY B ERSAE /R s 2, U > EiE
2 REEE IiE
ofigk P B, DERITE JiKAE, M7 ey 2
H o R pERE TER R, S, [FERrERL
LA
oA ADH i & 53U A BOE R RE AN 22, HUR R
PERETCHEIE . HIR IR RE (X
TE
IR PR AP BED | |IRO BT K, REREES, 6 IR A 7% | AARE A | FIRAR |
BREED | RE B, IR, FBIRE . AR
TR, i, AR AR L
SHYRNE, JCtRIE, B H
Yo, wERELHH I, e AR
B, ML, MR
K. HHE
Gl s Al EE R, 0RO O UE (LRGN 7 N i =11 7N
Ao fERE, AL TEIEAR R, WA, ER, R, EiE
HiEG, FifZ, A LU R fE, RERE S
FUSHCER, DR REAR L
Higg, WtEiEsk, o
AES
£t 4 &/ Q) HESIRE WodE | I IR RSN RUSITIE
B RpTikRE FHRR, BRI, RN A v T E s YIEGRE
fE, FEF, 0%
JT AR % e fEFES . NEANE, HFIER
& GIE KON A7 Al s g
A UE
TR K O 5 ' | R IR EiLbE, AR U U AME (K R Y U A EI VAT B —/VIE
frE IS
75 B M O R B ESIIEN (E TS
A e
PRERIEE (B PRAIANREIE, (RS, TREIME| R ML = = — |BEERE JER . IMEIE, A
DEV, R R v T — BRI, IRIR, oA, 1E
BBIR, SEREE, RE, Bt BRI IR E e
L R AR
Rt b ARHRE PRELIRAR, ST, L0WE. K)R#E PRGN ¢!
i
B K OV R B MR, 717 I PR

43




10.

1.

DRRAVAS: 1)1 11115 515,90 S
JERH. 747V D XA
~—H#§N, MyE FDP #80,
BT X 5 — PRI, fFERER

. i B

5%LL I 1~ 5% ATt 1% A @) A E AN
RE R, U X W& If.
T OV I
B R B VR R B RCR, IB . RLBE, &S |2 PRIRIVFIE . BER 2R R
Lk e HIVEALEE, 3892, B, 9 BLEBIE | I B2 R 2%
JERBBIYERS. 2iF. % UREE, [EERZ, wofE,
DFERE, B, KEVERE EIE, E= ) T~ h—
F A MBYERIL T ¢V E
IRl JIAL i, mAetERRIRSE ., &
AR, U LV S
BRI A ALT #4850, [fh e U e8| BUN B
AST 840 . (B o a8, s v
ALP H/n, v |7 F =80, LDH #/n,
-GTP 8 A U v A,

& AR B |3 B ST VA B R YE O AR I O B N B R B OfE I DV B,
a : FEBUBRE 136 RGER A O RIS T D,
b:[1.3. 85 &M]

REINTVA

BERS

. BRRERBRICRITTEE

|72

FEEIN TR

BALOIE

14EBRALOEE

14.1 FRIZFRFOIE
PTP 2 O3AIL PTP & — F OV H L TIRAT 2 L 98T 52 L, PTP v — FOFEAKIZ &
V. WS RIEREARIA L, IS E B 2 U CHERRIAR SO BEE RS IHEE IR T 5

ZEWDHD,
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12. ZOMDEE
(1) BRERERICE I EH

15.1 BRERERICE D 1858

1511 SMEABFICB W T, R Y 2 — L O SE R & R EE R A 2 5 3 BLEE O IS HE IS

BBIEMERFERD Hive, BARMNMERER AT, RS RBA LIIER T, 230, Il

HER R EE N HE S CTWIEF O MBEFRRE 7 7EiTnwInd 45ugmL U ETHH-72, Fiz,
FENEEIRRER CIIA MR VR RIS U B G BOMREICN A, BZE LT RT 7 mAEpiREs
4.5 gimL L EDYE, LEIS U CEGEABET 2 MMRET=% 1) > 7 %% Lz, ENH
DGR T — 2 2> S 13T Re i A 25 O B2 THl 2 A iR E O BIEIZER 0 STy
W, [7.4, 8.7%MH]

15.1.2 il At & 5 ML D IR R & x5 & LT OBIE IR 5\ T, AR BH CIIRER
W ERREDIEAEY X7 3T Y — VR EFIER RS L L THEICE S (A F— R :2.39,
95%EHHIX M 1.81-4.37), Z DAV A 7131180 HA M2 2 EMREOBEE TEV (NTF— Kb :
3.52. 95%IEHHIK 1.59-7.79) & DWENH 56,

15.1.3 AFIEH%IC, KRV ERER OEEREAENEAE L OWMENRH D, o, AFIELE
Bz, YERREBUE OGS A R B L T 5 B CRE R R & OVEM: BAEN A Lz & o
Wb, [8.6 5]

(fia5)

15.1.2 flifS A & 2 W T DI R & kb G & L2 O BLE%E° O L oz B Lz,
15.1.3 A CHREGHIH] 1 DL EOSER & & Lo ARFI R G- O B TR BRCE ) TR R A E )
MFAELTEWER BV | 2 BRER O HIZIIEAREBNERS OFIEICHER U TR B 0 T
PEBRANE] Z2RBLL CWEBELEEN TV bR E LT,
WA C M U 7 RSB COJERI BRAFZES T R ONERIRERBRC S (2B T, P RO 34
LIZEFEORY aF Y — Lo b8 (- HIH) 13, £ 284 B (68-1458 H)
L34 nH (2337 H) Thotm,
(TVIl. 5. EERFEARWEE L ZOHEB | OEBH)
(2) JFERERHERICE D 1HH
BEIN TN
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L
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X, BEMERICEYTSRE

1. BHHRS
g | 07T /v S0mg TNIG) | I, ALY
AU 3t — 8 200mg INIG) | 1) EE—[EAEOWLGEICLVEHNTLZ &
2. AMEM

AREM : 34

3. ARRETORE

R PR AT

4. RIEWEDEER
BEEN TV

5. BERIITEHM

BEMERLTA RN A
<FvoLky : A

ZFOMOBZFTEM A ((XI. 2. ZOMmoB#EER] OERMK)

6. E—H% - A%IE

Al — R

7. ERR4EERR

R

TA 72 FEESOmEg., 7 A 7 = F§E 200mg

8. WERTRBEABRRVREES. EMELNBEAD. REMBEAR
<RV a2+ —/LEE 50mgNIG) >

BLE AR FE KRR . A FE B 5 bR A
T B4, eI R it
FHH FHH HHH
IR 72 R aF ) — g 2016 4F 2016 4 2016 4F
o 22800AMX00271000
BH i 50mgl 7 /3] 2 A 15 H 6H17H 6 74 17H
W54 | RY 3y —LEE 2019 4 2019 4 2019 4E
R 23100AMX00070000
IR 50mg [ H 7 /3 1A 16 H 6 H14H 6714 H
7. Nl 3 — LEE
- R aF ) — g , ] 2022 4 2022 4F
50mg I NIG] 12H9H 12H9H
<AV =z2F YV —)LEE 200mgINIG) >
U g R 5T KRR K b ; A 7e B #R
)@}E" Eﬁ/’i’f‘% %LE&JLJ?( 7?%}3\%5% ifﬂﬂ%ﬁﬂyﬁ E&Juﬁﬂﬁu
FEHH FHH FHH
B 7 R aF > — L EE 2016 2016 2016
o o T | 92800AMX00272000 * F
BH it 200mgl 7 /3 2715 H 6H17H 6 4 17H
W54 | AU aF ) —ugE 2019 4 2019 4 2019 4E
o 23100AMX00071000
BT 200mg 17 /3) 1H 160 6 H14 0 6H 1401
R S — L EE
- R aF ) — g , ] 2022 4 2022 4F
200mg NIG 12H9H 12 4 9 H
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9. MERIHREN, RERVAREEENFOFEABRVEDOAR

OMER OCHEDEN
KA H 2019423 H 27 H

Widik + R Y 29— b 50mg AT /3, R Y 2 — g 200mg [ AT /<)

N

EHE%

ZEHRI

A ((KE 40kg LLE) : BIfTEY

N (RE 40kg ARifi) : HAT@ D

/NN (2 B DA B 12 AT M O 12 7% UL E TR 50kg
Aa)

AR aF =L ERANC L5217 o1, i@
HWoARY 3 — L C1[E 9mg/kg & 1 H 2 4]
AR OB T 5, B, BEOREIZS LT
SUTNEA T DOFEITIE Img/kg FoEE L, 2
BHENTR 0 OBEAI2IE Img/keg ToET S Uk
KL L LT 350mg & V7238413 50mg 3o
WET D), 7272 L, 11 350mgl H 2% E[RE
T 5,

/N (12 L E IR E 50kg PAE)

A aF Y —AERANCE2EE LT o-%. @
. AU a3 — e LT 1[H200meg & 1 H 2[H]
AMICROEET 5, B, BEORIEIZL T T
TN EAR 5 DOBA121E 15 300mel H 2[A £ T
HMETX 5,

B E G RT3

N (RE 40kg LA E) @ I
A ((KE 40kg AR3i) : 0%

—fmE L

—fE L

ORNBE TN F- DB
AKPREHHE 202041 H 8HA

Wi7e4 - AU aF Y — /g 50mg (BT /8, A Y 3+ —/LEE 200mg 5 H 7 /3

N :

(o JER O BB I A © 22 B &R

EHE%

ZEHRIT

RO FAE T EEE M R G E
ARBUMET AUV RE, T AL R —
(& PEEESEME il 7 A~ L AE
AUV HIMIE, BEA D HGE, Y AR

T RC O HIE XX EEH A M E R E

ARBUME T ALV RE, T AL R —
1B PEEEFEVER 7 A~V L ZGE

C WU VK MSE, BB U LRE, IV H G

A
S| . mEE U Ko WEL - MiH VA
NP AEEPEY TN P TP IR EANEEPEY TN PR AT
m = &
RPN T Y L
R KA Y UL YA VSN -
S, SR AT B 1 51 % VEAENEBLIIE O T
(DRI FBINC 5 & B )
10. BEERE. BHESRAREAARUZONE
Y LR
1. BEEHRE
LR
12. REXMFEFIRICET H1EH

AANL, BRI BI T 2 HIFRIZE O BV TNZRW,
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13. £Ea—F

JEA T FEAM AL e | R ER A = — B B Lt 7 NERAR
Wise 4 S " HOT (941 H& | ___
WA ESE G = — R (YJ =2—R) VAT LAHa—R
AU 3y — g
6179001F1112 6179001F1112 124954503 622495403
50mgNIG]|
AUty — g
6179001F2119 6179001F2119 124955203 622495503
200mg NIG |

14. REHBTLOIEE

AN,

PRI L OB IEERLTH D,
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XI.

AR

. SIFAX#E

1) fENERL : EM R

2) fENERE - R

3) FNEE : AW A S R

4) Perfect JR, et al. : Clin Infect Dis. 2003 ; 36 (9) : 1122-1131 (PMID : 12715306)

5) FELFHERBU BE OB v Z MAE DRI BT D G GEANETFRER) (74 7 = RE -
A 2005 45 4 H 11 H/KFR, CTD2.7.6.2)

6) [FffEiE Mmigiifaas (HSCT) HRFICKT 2 FEMERFHKYE IFD) O— kPR (EAFHII
FRER) (A 7= FEE-#EMH - R 421y 7 ;20154 8 H 24 H/AZR. CTD2.7.6.2)

7N A2l —rar 7y —vaXRT 4 7 AEN (T4 7= REE - §HER 5 2005 4 4 A 11 HK
. CTD2.7.2.3.4)

8) [FfEAIfafhE (SCT) BEICH T HREMHEREKYYE (IFD) © "k TPER (A IHRER)
(FA 7= FEE- 8 EM - oA m w7 ; 20154 8 A 24 A&, CTD2.7.6.3)

9) FHEMREE (FA 7= NiE-HEM - RIA4vmv 7 ;201548 A 24 H)

10) TRIEPEEEIE IS 2 A b R Ot (ENEITFRER) (74 7 = NEE - A ; 2005 4
4 A 11 H%GR, CTD2.7.6.2)

11) BAANDOBEICB T 2AFEFL (A 7 = NEE-FEA ;2005 4F 4 A 11 A%&:E, CTD2.7.4.2.)

12) Herbrecht R, etal. : N Engl J Med. 2002 ; 347 (6) : 408-415 (PMID : 12167683)

13) 7 AL XV RIEICBIT DA% (74 7= FEE - HEM ; 2005 4 4 A 11 HIKR,
CTD2.5.4.2.1)

14) EARERE ORMEREET A~V XNV ZEICHT HAIMER L2 (T4 7 =2 NEE - Bk
A ;2005 4 4 A 11 HAGE, CTD2.7.6.2)

15) BEBBIHEERGE (74 7 = > FEE - £ 5 2005 47 4 H 11 AR, CTD2.5.4.2)

16) JRIREE IR LT &2 A 2 AN R VMR EERE, & 25 0%, AARIENIR A+ T
BAENEO D B fkfe T & e WM IRV R IE 5T 5 A 2R O L 2 (S TFRERER) (7 A
7= REE - B 5 2005 4 4 11 A/&GR, CTD 2.7.6.2)

17) HEEONT v MFHIAO AT 0 — VERRIZKIE TR WSS in vitroilkBR) (74 7 = R - &
M ; 2005 4F 4 A 11 H&GE, CTD2.6.2.2.1)

18) in vitro \Z5 T 2 HIEEEME (IS in vitroilBR) (74 7 = > &g - §HEM ; 200544 A 11 A
K, CTD2.6.2.2.1)

19) I IEHE/LE Y MIBIT DT 2L X)L 2B Y5 5 YL EZh R (HESh in vivo #XER)

(A7 x> REE - §EH ; 20054 4 A 11 H&R, CTD2.6.2.2.2)
20) % ?fnﬁ%lchwfc v MZBIT DT ALV 2R JRYL Tk 2 AL R (HESh 1n vivo #UR)
(74 7 = REE - §7EM ; 2005 4F 4 A 11 H7&GE, CTD2.6.2.2.2)

21) ﬁarj’fﬂﬁ?”%/l/% v MBI DT AL X)L ARGk 2 GBI R (HES: 1n vivo ikER) (7
A7 = FEE - §EH 5 20054 4 A 11 A&, CTD2.6.2.2.2)
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244 Roerig

k5844 VFEND-voriconazoletablet,filmcoated
FIE - ik | 50mg. 200mg

INDICATIONSANDUSAGE
1.1 Invasive Aspergillosis

VFEND is indicated in adults and pediatric patients (2 years of age and older) for the treatment of

invasive aspergillosis (IA). In clinical trials, the majority of isolates recovered were Aspergillus

fumigatus. There was a small number of cases of culture-proven disease due to species of

Aspergillus other than A. fumigatus.

1.2 Candidemia in Non-neutropenic Patients and Other Deep Tissue Candida Infections

VFEND is indicated in adults and pediatric patients (2 years of age and older) for the treatment of

candidemia in non-neutropenic patients and the following Candida infections: disseminated
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infections in skin and infections in abdomen, kidney, bladder wall, and wounds.

1.3 Esophageal Candidiasis
VFEND is indicated in adults and pediatric patients (2 years of age and older) for the treatment of
esophageal candidiasis (EC) in adults and pediatric patients 2 years of age and older .

1.4 Scedosporiosis and Fusariosis

VFEND is indicated for the treatment of serious fungal infections caused by Scedosporium
apiospermum (asexual form of Pseudallescheria boydii) and Fusarium spp. including Fusarium
solani, in adults and pediatric patients (2 years of age and older) intolerant of, or refractory to,
other therapy.

DOSAGEANDADMINISTRATION
2.1 Important Administration Instructions for Use in All Patients
VFEND I.V. for Injection requires reconstitution to 10 mg/mL and subsequent dilution to 5 mg/mL
or less prior to administration as an infusion, at a maximum rate of 3 mg/kg per hour over 1 to 3
hours.

Administer diluted VFEND I.V. by intravenous infusion over 1 to 3 hours only. Do not administer
as an IV bolus injection.

2.3 Recommended Dosing Regimen in Adults
Invasive aspergillosis and serious fungal infections due to Fusarium spp. and Scedosporium
apiospermum

See Table 1. Therapy must be initiated with the specified loading dose regimen of intravenous
VFEND on Day 1 followed by the recommended maintenance dose (RMD) regimen. Intravenous
treatment should be continued for at least 7 days. Once the patient has clinically improved and can
tolerate medication given by mouth, the oral tablet form or oral suspension form of VFEND may be
utilized. The recommended oral maintenance dose of 200 mg achieves a voriconazole exposure
similar to 3 mg/kg intravenously; a 300 mg oral dose achieves an exposure similar to 4 mg/kg
intravenously.

Candidemia in non-neutropenic patients and other deep tissue Candida infections

See Table 1. Patients should be treated for at least 14 days following resolution of symptoms or
following last positive culture, whichever is longer.

Esophageal Candidiasis

See Table 1. Patients should be treated for a minimum of 14 days and for at least 7 days following
resolution of symptoms.
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Table1l:RecommendedDosingRegimen(Adults)

Infection Loading Dose Maintenance Dose*1> *2
Intravenous infusion Intravenous infusion Oral*3
200mg
. o 6mg/kgeveryl2hoursf
Invasive Aspergillosis™ . 4mg/kg every 12hours every
orthefirst24hours
12hours
Candidemia in
o 200mg
nonneutropenic patients 6mg/kgeveryl2hoursf 3—4mg/kg every
ever,

and other deep tissue orthefirst24hours 12hours*? Y

.. . 12hours
Candida infections

200mg

Esophageal Candidiasis Not Evaluated *¢ Not Evaluated™® every
12hours
L 6mg/kg every 12 200mg

Scedosporiosis and .
o hours for the first 4mg/kg every 12hours every
Fusariosis

24hours 12hours

*1: Increase dose when VFEND is co-administered with phenytoin or efavirenz (7); Decrease dose in patients with
hepatic impairment (2.5)

*9: In healthy volunteer studies, the 200 mg oral every 12 hours dose provided an exposure (AUCt) similar to a 3
mg/kg intravenous infusion every 12 hours dose; the 300 mg oral every 12 hours dose provided an exposure
(AUCr) similar to a 4 mg/kg intravenous infusion every 12 hours dose (12).

*3: Adult patients who weigh less than 40 kg should receive half of the oral maintenance dose.

*4: In a clinical study of IA, the median duration of intravenous VFEND therapy was 10 days (range 2 to 85 days).
The median duration of oral VFEND therapy was 76 days (range 2 to 232 days) (14.1).

*5: In clinical trials, patients with candidemia received 3 mg/kg intravenous infusion every 12 hours as primary
therapy, while patients with other deep tissue Candida infections received 4 mg/kg every 12 hours as salvage
therapy. Appropriate dose should be based on the severity and nature of the infection.

*6:Not evaluated in patients with EC.

Method for Adjusting the Dosing Regimen in Adults

If patient's response is inadequate, the oral maintenance dose may be increased from 200 mg every 12
hours (similar to 3 mg/kg intravenously every 12 hours) to 300 mg every 12 hours (similar to 4 mg/kg
intravenously every 12 hours). For adult patients weighing less than 40 kg, the oral maintenance dose
may be increased from 100 mg every 12 hours to 150 mg every 12 hours. If patient is unable to tolerate
300 mg orally every 12 hours, reduce the oral maintenance dose by 50 mg steps to a minimum of 200
mg every 12 hours (or to 100 mg every 12 hours for adult patients weighing less than 40 kg).

If patient is unable to tolerate 4 mg/kg intravenously every 12 hours, reduce the intravenous
maintenance dose to 3 mg/kg every 12 hours.

2.4 Recommended Dosing Regimen in Pediatric Patients

The recommended dosing regimen for pediatric patients 2 to less than 12 years of age and 12 to 14
years of age with body weight less than 50 kg is shown in Table 2. For pediatric patients 12 to 14 years
of age with a body weight greater than or equal to 50 kg and those 15 years of age and above
regardless of body weight, administer the adult dosing regimen of VFEND .
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Table2: Recommended Dosing Regimen for Pediatric Patients 2 to less than 12 years of age and 12 to

14 years of age with body weight less than 50 kg*!

and other deep tissue Candida

12hours for the

12hours after the

Loading Dose Maintenance Dose
Intravenous Intravenous
) ) ) ) Oral
infusion infusion
Invasive Aspergillosis*2 9Img/kg every
Candidemia in nonneutropenics 9mg/kg every 8mg/kg every 12hours

(maximum dose

infections*3 first 24hours first 24hours of 350mg
Scedosporiosis and Fusariosis everyl2hours)
9mg/kg every

12hours

4mg/kg every
12hours

Esophageal Candidiasis™ Not Evaluated

(maximum dose

of 350mg

everyl2hours)

*1: Based on a population pharmacokinetic analysis in 112 immunocompromised pediatric patients aged 2 to less
than 12 years of age and 26 immunocompromised pediatric patients aged 12 to less than 17 years of age.

*9: In the Phase 3 clinical trials, patients with IA received intravenous (IV) treatment for at least 6 weeks and up
to a maximum of 12 weeks. Patients received IV treatment for at least the first 7 days of therapy and then
could be switched to oral VFEND therapy.

*3: Study treatment for primary or salvage invasive candidiasis and candidemia (ICC) or EC consisted of
intravenous VFEND, with an option to switch to oral therapy after at least 5 days of IV therapy, based on
subjects meeting switch criteria. For subjects with primary or salvage ICC, VFEND was administered for at
least 14 days after the last positive culture. A maximum of 42 days of treatment was permitted. Patients with
primary or salvage EC were treated for at least 7 days after the resolution of clinical signs and symptoms. A
maximum of 42 days of treatment was permitted.

Initiate therapy with an intravenous infusion regimen. Consider an oral regimen only after there is a
significant clinical improvement. Note that an 8 mg/kg intravenous dose will provide voriconazole
exposure approximately 2-fold higher than a 9 mg/kg oral dose.

Oral bioavailability may be limited in pediatric patients 2 to 12 years with malabsorption and very
low body weight for age. In that case, intravenous VFEND administration is recommended.

Method for Adjusting the Dosing Regimen in Pediatric Patients

Pediatric Patients 2 to less than 12 years of age and 12 to 14 years of age with body weight less than
50 kg

If patient response is inadequate and the patient is able to tolerate the initial intravenous
maintenance dose, the maintenance dose may be increased by 1 mg/kg steps. If patient response is
inadequate and the patient is able to tolerate the oral maintenance dose, the dose may be increased by
1 mg/kg steps or 50 mg steps to a maximum of 350 mg every 12 hours. If patients are unable to
tolerate the initial intravenous maintenance dose, reduce the dose by 1 mg/kg steps. If patients are
unable to tolerate the oral maintenance dose, reduce the dose by 1 mg/kg or 50 mg steps.

Pediatric patients 12 to 14 years of age weighing greater than or equal to 50 kg and 15 years of age
and older regardless of body weight:

Use the optimal method for titrating dosage recommended for adults.
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2.5 Dosage Modifications in Patients With Hepatic Impairment

Adults

The maintenance dose of VFEND should be reduced in adult patients with mild to moderate hepatic
impairment, Child-Pugh Class A and B. There are no PK data to allow for dosage adjustment
recommendations in patients with severe hepatic impairment (Child-Pugh Class C).

Duration of therapy should be based on the severity of the patient's underlying disease, recovery from
immunosuppression, and clinical response.

Adult patients with baseline liver function tests (ALT, AST) of up to 5 times the upper limit of normal
(ULN) were included in the clinical program. Dose adjustments are not necessary for adult patients
with this degree of abnormal liver function, but continued monitoring of liver function tests for further
elevations is recommended.

It is recommended that the recommended VFEND loading dose regimens be used, but that the
maintenance dose be halved in adult patients with mild to moderate hepatic cirrhosis (Child-Pugh
Class A and B).

VFEND has not been studied in adult patients with severe hepatic cirrhosis (Child-Pugh Class C) or
in patients with chronic hepatitis B or chronic hepatitis C disease. VFEND has been associated with
elevations in liver function tests and with clinical signs of liver damage, such as jaundice. VFEND
should only be used in patients with severe hepatic impairment if the benefit outweighs the potential
risk. Patients with hepatic impairment must be carefully monitored for drug toxicity.

Pediatric Patients

Dosage adjustment of VFEND in pediatric patients with hepatic impairment has not been
established.

2.6 Dosage Modifications in Patients With Renal Impairment

Adult Patients

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

In patients with moderate or severe renal impairment (creatinine clearance <50 mL/min) who are
receiving an intravenous infusion of VFEND, accumulation of the intravenous vehicle, SBECD,
occurs. Oral voriconazole should be administered to these patients, unless an assessment of the
benefit/risk to the patient justifies the use of intravenous VFEND. Serum creatinine levels should be
closely monitored in these patients, and, if increases occur, consideration should be given to changing
to oral VFEND therapy.

Voriconazole and the intravenous vehicle, SBECD, are dialyzable. A 4-hour hemodialysis session does
not remove a sufficient amount of voriconazole to warrant dose adjustment.

Pediatric Patients

Dosage adjustment of VFEND in pediatric patients with renal impairment has not been established.

2.7 Dosage Adjustment When Co-Administered With Phenytoin or Efavirenz
The maintenance dose of voriconazole should be increased when co-administered with phenytoin or
efavirenz. Use the optimal method for titrating dosage.
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2. BB SBKRZIRESR
ERICET 5BMER GF—X S UTHE)
AFNCHB T HEH EOFEOHOFLHEH E A —A T Y 7 L3RR 5,
(IVIl. 6. FsEOEFAEBTHEEICEHTHEE] OHEEHR)

DrugName Category
A=A KT VT OHIE voriconazole B3
(2021 4F 4 AER)

2% PO
F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)
Category 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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