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Fa—: TAI=UA - RIZF LTI F— KT 4L A

1. Rt Sh 5 EME
ML

12. 20t
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V. ARICEISHE

1.

3.
(1

(2)

MEER TR
O TREDERFEHEIC & 1T DHIEHME RIS DN

BgiE. FRHE. DBiE. MBHE. BEBiE. NMNeaBiE
OBRBHEICH (T D RIS K UFHE Fxt 78 T m 0|

MRERITHRICEET HFEE

5. JEEXIIMRICEET 5FE

<%hEeHE>

5. 1 B RHE N O RAE LIS O 7 g i il FR (e B A 3 Je OV VR LIRS S LTV R0,
< BREfSHE >

5.2 HLA & RIS A CIIAKIZ 5 —RPGEL (X L7V &,

(fiR7)

5.1 BBME M OWFBAE LIS O BB SR A BB (2B T DR T — Z IXR 5N TV D DR E LTz,

5. 2 THEHME SO K OSBAI k18 2908 O TP ) 1281 DARAK & [F—y & Eie 7 v 7 7 OF MAH 5RO
BERA DT, HLA #EARREBHES O REEGRIIAEZTIR O OORREKIZLEL T2, &
7. KETO HLA # &SRB EE 2RI L7 1 75 7 Of M B 190, 2 (ERRAELR
OXHREKIZLEANAEIZS > T,

RERUVAE
RERUAEOER
EBHEDISE>
WE. MIHNCIE X 7)) A AL LTO0.15~020mgkg % 1 B 1 AR O#KET 5, LI, ERIZE T T
W EIR T 5,
<FHBHENHE>
W, R NCIEZ 70 ) AR L LT0.10~0.15mgkg %z 1 H 1 FElEO#E5+ 5, D%, ERICKE
[DRGTENER: A
<7O7S78OHFNSUVERZ H156 (BEHE. FFBE. DB, MBE. BRE. NMNaBiE. B
&) >
WE, 7u 77 7ROMANS O 0 Az FHCEE— 1 BARZ 1B 1 RERO&EST5,

B, AEOROEGREORIII—ELTEHT, BFICLVEAERH L OT, MHAREDENGED
IR I ONZ ifn HR R FE DM O FEHE SO Je OB R T %8 FIR O R BLA B < 7o sd . BB ORDITIE T
THAFREZREL, T 7 LUb(trough leve ) DI HFRE A S EZIC L CREEEZFAEG T2 L, FE
B & D M T B G- BRAAE R IR R ERE 21T 5 2 &, ek, I b Z 7R ED 20ng/mL % #
ZHWBNEWSGE, RIERAREBL LT R0 THEET LS Z &,

AERUVBAEDHRERE - B
AFNORER O H &L, ENSCEM S 728 B ERE 2 3t 0 L2 BRRER &k OVZ e B ESE %
MBI L7270l T 77 AnboU)0 2 s BROBGEICESEHRTE LT,
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4. RERUVAEICEEST SR
1 FHERVHEICEET R

<#hEeHE>
1.1 fgEh o2 7 v U AZADZ  FARMERBSTZ 349 D 72sh, AR OB 582 fifid 2 B3 am
REZUET D &,

1.2 WO BEICAK 2 FHETHEET. T o/ T 7RORAN L g Uil PiEENME #HEB TS
TERBHDLOT, WMBEHARITERMPEEZHE L, RSEEZRETL 2L, [16.1.2 B8]

1.3 777 708K AR OG0 # 2 ZEEL Tk, P REOHBEZMER L, LEIOLND TRERE
ZHET AL, B, s T 7RAOMAINS O HZ IDIREENLE LIZBEIIT) ZENEE
LWy, [16.1.3, 16.1.4 &1R]

1.4 B PR EE RN 2 A IS BREENRO bR TWA DT, IMPREEM L ZHYE 24 Fif#%)% T
& 5 720F 20ng/mL LLFICHERES 2 2 &, [11.1.1 /]

1.5 MOGEIMHIF E OPFHIC LD | BEOREMEIO RN & 5, SAIGEMGIREZ1T 2 HBA I
. AANOYIE G B2 IR EHET H 2 ENFAREREA L H D0, BHEEEOREROIFH S5
OFEMHIAIOERE - RGBS EE L CGREITZ &,

<HF#%iE. BEBE>

1.6 THIRZOPFHEIZBNT, ARINTZARICENMEFAEZRLS LERENMSE LN TWHWHOT, &5 E
REDOBRICEET D L, [16.1.2, 17.2.1, 1722 W]

< BEEtsHE >
1.7 7 V7 F = MERESHTO 25% LA E ER U28568120%, AAID 25% UL EOJE IR 0w Y) 72
WiEZEET 5L, [11.1.1 B8]

7.8 M EE MRS AR F ki EIE2338 0 HAL T\ D DT, A A g T2 2 38 R 12 )3 i o
JEZ&TE DT 10~20ng/mL &£ +5 2 &,

(i)

1.1 o2 7 a ) AADZ  XARMERE /3040 L, SR 42 JE L CHEE RS T 23 4m
FREZHNTWAZ D, ZOFELD Titd Lz,

7.2 SME AR B B AR & OSE AFTRATREAGRER IV C, BRZEGSE | HORKE T 75770
TEAONHE 1 ARG EITIZER L Th o7y, AFIREO I EyE B T ERAUC) & k7 7
TRE(Coin) D EEIX T 0 77T 7 T T RAFHCHEA_NBF B EE TENEIN 32% & 15%, FBMEE T
FEWNTIHK 50% & 54% Ko7z, LML, AFFED T 7REIIEBEEE CII I n 97 7%
NEL R TBEESZ O EIT/NESL FBEETHL N T 7REL2T =X U 7 LN LAF O H&
AT oG, BHBE 4 BETIC 0l I 7 FRAREO T 7EE L RFEOMIE ST,
IO EEE XM OBE AR E B GT 85580, 7 r 7T 70 AL bhlg U Cfn i EE A
BSHERT HDHENDHH I EHERMRET 5 & &b, etk B MiTER mhREZE L, HE
T L L LT,

1.3 HRANDOBBHEAEIZBWC, F—0 1 BHAEBIC Tl 7 7 7B ANLRANYI Y #zx-L&D
&7 ) A LA R R R T EAEAUC) R DML b T 7 R EE (Couin) (X R T o 72, FE AN DB
WEE . WWBHEE ., DBIEZIZBN T, F—0 1 AARIZI T a5 7 7P nbAFNICE Y
Bz 72L& D AUC K Coin IXAIETH -T2, Fio, Tu s I 7ML T 0T 7 72 LOEWFEN)
RIS P IRREE S VTV, BERLD 1 72 UAZRET % Coax P TN AUC LD SESEIZZELE L 118 &
W1.08 THotz, UhbX v, 7Fu 7o 7ikafsl L ARAN OG0 # 2 (2B L CiE, i HEE OHES & iR
L., ¥EILGCTHERGBZHAGITLIZ L E L, £, 7077 7R OBKINS OY) Y 2 (DIRIENZ
ELIEREIIT) ZENEE LUV,

1.4 7077 7 DEREKRBRICHE T, BB COBREERBLH]C, HIATS 20ng/mL % # 2 2 il iR E
N BO BT, MFHREZ TE 5720 20ng/mL BLFICHERF+2 Z S l2oW L, B RIBME ST Tl
2, MMOFERICE DT HLARREREZ 2, LBEOEEFHELE LTERH L, 2B, AANTSGR R
FTHo, 1 H1EHERGTHLZEND, BLEEE 24 B OMPRELSZICRE T2 L
776
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7.5 RANC X DI PIC, MO IMHIFI A0 SN2 /TREMER & 5 720, PRI 28 o 5z i
izt D ER AW L, E7-, SREMGIREZ T 258120, — AR ICARKI M 5-RE 2 b
R ARBN O GEEZIKLSHEET D Z ENARERGA N D DM, MRBE ORECHH RS Z B8 L
RROPETHMERNHH 0, BEFELE LTHHE L,

1.6 Wil OFAEREFIC T, FHIFBM, FEEBHICBW T, AR INT-HARICHENEAEZ &L L2
AENF SN0, BEEHREDBICEETHZ L Lii# Lz,

1.7 7077 7 OERRBRICBW T, BHBE COBREERBM T, AT 20ng/mL % 2 5 i EE
NELRBO BN, TOD, BB CIXBEEOEZL T, 7 LT F= Ul L 5% 58D
HEH A WVIIKRIEDOH ZE R LT,

1.8 707270 7 NAOIMHFIRE &GN - 2O BIRZ B UZEARRBRIZHS VT, Grade I LA o
SWE GVHD HEFNIWOT I B IBLRFO M F T 7IRED 10ng/mL LT ThH Y, —F7, BREERBLHIX
FEBIRTZ M PR EEAS 20ng/mL % 8 2 DIEBINZ <O bz, TNHDZ Enh, AAIZBWTH, B
R 56t 290 D A SR oD I T 2 13 10~20ng/mL Z HEE L 45 Z L MY ThHH L EZ BT,

5. ERERRLIE
(1) BBERT—2/1\vo7r—
EEHOBHEREZNRICEMIHELRT LY ZHER

] WO
IR ﬁif KBTI A O #5391
ARG IIEK
B E S BN IERTAT : 2 I
5 14 HEH B AR ’ \
' 5 - SEBEIA T4, /587X —HTENL
S[aE: e Y
(ERRB) | 2HI 2B BB | 3744 o
SR B EETAT « 5 P
5 ) ﬁ‘% NEv L = & 24 > — o o
&5 4R ?5?@@@@2%% ﬁ%ﬁﬂ% BT T2, V987X —h T
5 e F 2 kS
S BIHEREAT : 8 WA
AR - ‘
1A ﬁ%ﬁﬂ% BRI T4, /T8 72 —H TN
BB % 1 Ak 5
EOBIE | 2N BB | | SOENERT i : 8 8
o5 ILAH E#Ze 7M; HEBEITS T, /oS — a7k
M B 2
T N SR B ERTAT : 2
) PR | EBIERi& T4, V972 —H TN
o R 19 4 % 1 kR
2 71 2 1150 1 i R A BREI A © 5 R
DR fE R o . . . .
55 A L%gﬂ% SEBEIA T4, 79T 2 —HTENL
% | Ak 5
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HRBEEEERNRICENMBRERF L TS54 7 ) —HER

. . . R D
3 BN 40) RHEAD BB HLHg ko FR R
BRI *ﬁ@ _jﬁ 5 ﬁﬁz ;ﬁf = o B 5301
BRI
Noeroo % B
7RI 77 AT ST : 6
BALAEHE : 0.10mg/kg . -
1H 2@, %0 4 . - )
%14 2l R BRI | BB T,
NI TR TE—h TR N .
P B  0.20mgke 122 451 VA e o
iﬁi‘ﬁ” wrEsl | 1A 1 EL o HED - | FERERERL
x4 N
JEE NVFus s 7h 7N _
Yy SER BES .
RERE | e BRI © 0.05~0.075mg/kg . E%%mﬁﬁ%%'6
1H 2@, #%0 4 . - )
%14 P2l R IR | BT T .
NI TR TE—h TR N .
BALEFAE : 0.10~0.15mg/kg 133 41 7T SN T
LA 1L SO FED I | Ffikfe ik 5
TSI =T, T T
F B =t e L S A2 i
N ke e | TROVTRDCRG R IR e s o e
EAIEE o - 75w S E =0T v O BRREE | oo
- wet PEER - f LA R A D
(ENEER) S B & :0.12mg/kg, 1 H 1, &0 BT01:20 i 52 3 & CHE ki
= FurT 7 EHEOREAE . | BTo2:11 /1 | 07 P
0.03mg/kg, 24 Wi ATEHHE
ERHEOBERNIR S HRER Z#/&E L =55
- . . e R D
EY B FRBREE,  Hrigoet PR 3K
KB *ﬁf jﬁ@y ﬁ%’j& ;fjf * FiE 1 540
B 5515
VYR w7 (RIS TR -
375mg/m?/[E & FHAH 14 HATK O 1
B B S EE
Tus5Ih TN T TS
B —H TR BBAE | VYU~ T GlIET
NIar I 7T e EORE | VXY | MHRR)
W)lE# 5B ITEH] 0.15mg/kg/[A] | (&I | 2 BRI 14 B Rl MA
" 1 H 2 [EfE A 5 #az):24 | U1 HAl)
I ;%;@@J PR LA, 4 MG E RSB et | TRT 5T HT RN
(EWNEER) | T PEEM W7 ha L TIRGEY | TusT5 T | S5 TE— TR
et et .
A Efi Vo L
NI TS E—NTeNBEDRE | 7T 7~28 HHI(FHE 28~7
wIlal 58 3R 0.15~ X—HT % | BATL D BHE 1 BATE
0.20mg/kg/[A] I 24 THE)

1 H 1, SlicROEs

DItk £ SEHE B o
W7o haic#E TGS Y
R
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(2) BRRFIEFRER
1) EE&E5ER
@ 3mg BEEEE "
TR N B 20 ] 2 %R A 3mg & ZEfERFICHIERE NG L, REMEEEFROAE, ¥, 1A
%i&@%L%)%@ﬂbto
1 BNCEWER & LT, RREL @7, BI0E),. KM FREILZN, WInbEE/LR L O TIE
72, BMIZERZ THEMNIZEE L= 2 En . ABRMERFFICRIESRWEE 2 6T,

@ 1.5mg B[E%E ¥

AE SRR A B 16 Bl X510, AAIKRRNT 07T 778 1.5mg &2 2/ 2 17 0 A4 —_—T
AR D55 LT & & OAWSRAI PR 2 bolg U7, IRIEHIRIX 14 B & L7,

6 FI(38% N 10 FFOFEFELENFBLL . BEITHEE 1, BEIMFThHoTo, RHBBEDOEWERIT
SEA C 3 BI(19%)IZFBL L £ DONFRIL 2 BIN KA G-RE N FIN T 0 77 7 0 7 eV ERETH T,
ZOMOEGIL, M8, B, Bl FEIMED 0, SRR, EIR, SRNTNZI 1 BI(6%)ITFHILL .
ZD D HIRERIE L OBEMEN (2550 ) oIk, AREGROMIR, v 77 7 eV E5RFOE
D, BFEEOE N, BRE TH-o o, BERE TIE. BEMICERO DD EITRD LR T,

@ 3mg E[EIHE ¥
HME N ERER A B 30 Bl &G, AFIR T 0 7T 7 Hh TR 3mg & 4 NEFRE2 Al 4 W17 0 24—
R —TZERFIRFIZ ﬁ@&m&ﬁbt&%@E%ﬁﬂ%%%ﬁ%%@bﬁJ&?ﬁﬁimEﬁuikbto
BIERIZ. ARFTGRAZ 9O, v 7T 7 e AFEGRIC 13270 b,
NA B A v BERRAEE, PREAIRRAE M OMEYE 12 380 E RO WISV T B EFIRIICE R
Do HENIFBD IR o T,

@ b5mg BEEEE 2
ARE RN B E 16 Bl & R0, KRR QT 07T 778 Smg % 2K 2 17 0 A4 —/"—T%2
HERFIZ AR A Fe G- LTz & & OEM SR FRORE 2 Folie U7z, IREHIRIIE 10 B E LT,
BIWEIE., AR GRHCER K ORHNE | 1, 05 70 7w &5 ICHER | 2R3 0 bhiz,
NA BN A | BRRRAE, BB A IE M OMEYE 12 558 0B O WU B W T b ERIRIIICE R
Do HEIBD bR T,

2) REHRGHER

D 2mg/BREHZS D
HE SRR A B 15 Bl 250, AAI 1 2mg 2 1 H 1|, 7>uZZ 7071 1A Ilmg % 1 H 2
b2 %) 2 817 v A A —/"—TZEERFIZ 10 B ISAERE PG Uc & & O SEAI R 2 Helge U7z,
REEWIRT 14 BMDLE & Lz,
BIVER ORBLRIT, AFE 5K 66.7%(10/15 Fi)16 {4, 7'v 7 Z 7 1 7'V EHFRE 73.3%(11/15 )16 {4
Tholo, OBEENFHVEWERIXEEEECH Y . Q5. 186 1), B|EG 1), THE 1),
AR )R HBL LT, Z O, EEERB L ZRIERITE SR 3 CTh o7z,
RERPICASA A ) BPARELD 12 FEOLEXOWTIUCEBWTHEAMICERDO®H S, b
D WIHIRBRERICER T 2L8;ITRD b h oo, BIRRAEIZ OV T, mifl& &Y ALT E 38
BN U722, BB THRRICIZ B 5-BRAARTE £ CTRIE L T\, F/2, WAL &, 8 WBC %, i/
K O FRERB D S 3 B G-RT B B~ MK L7223, BRIRIIICEE R L O TR o 72,
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Q@ 4mg/BRE®RE P
HME MR B VE 25 Bl A2 XS ARF 1 [El dmg 2 1 H 1 BIXE7 7 Z 757V 1[E 2mg % 1 H
28, 2412 817 v AA—/"—TZEMERFIZ 10 HERER ARG LTz & & OEWIERIFR R % bl L
7-o REEHARTIZ 14 HRUA R & LT-,
BIWERORBLZRIT, ARFEGK 40.0%(10/25 P12 {1, 70 75 7 71 72 A 5RF 29.2%(7/24 $i)13 1
ThoTo, EEMRBLLZRIERIL, WER®6 ). TH@ F), BRRIRQ I Tho72, ZhbEEFD
THEERAFEFGIIZL, @Al b EERS LIZBEOREE R OEREIXRF TH T2,
RS Z A | BRRRA, BEPEAORMRA KON 12 FEOENOWTIICE W TS BRICE R
DD, BDHVITIRREEICER T 2 E8ITRD b7,

(87 7' 74 —0RBINTHEROHEZ, BBEICE T 2 EICOMEI 054 @y, miicizssely
LA L L TO0.15~020mgkg % 1 B 1 B OELS3 5, Lith, GERICIS U CHEEERT 5, . FBRICBT
LIS OIH DA NEE ., WEOEICIZZ 78 ) A2 L LT0.10~0.15mgkeg % 1 A 1 [BEHE O &5
%, D, JERIIS U CEEHEET 5,1, 7027 7ROMAN ST B2 A BA(B B, B, L%
FE, RN, PR, BB, BRI TaE., Yo/ T 7RO/ANL O X FHCIZFE -1 HAE
1 H1EEHEAKRET 5,1 Thd,

(3) AERIGIERAER

1) BBHEIZE T 5IEHRE O]

D FagsohTeinsnE Y iz HER P
RO G 5L Btk e » AUERBL, 7ul 77 h7vLr%dE3 5 AU ERALTWDZEY
BB 35 Bl a1, ARI~DU Y #ax R a2 1T -7, 7u s 77 h 7w %E 1 H2EEFAIC]
HEEOEG Lizob, AFICEIv# 2, 1 B 1 EFRERNC 1 EERO&RE Lz, 20% 11 EEGE)Y
Bz HEE 12 ), AF 2GR G Lz, KAl~OB 0z RO &EIX, v/ 77 7L EHE
C1HHEELT,
FEE . ARHIE GO DIV T, EERIG, BHREEE S 2 WIIECHIERD bk o7,
AKI e HAkfE 35 B(12 WFE T 34 BN D EFHRIL100%, £HEHRIL 100% TH - 72,
AEND Coax (370 7T 7 H TN L VIKL | Tmax VEEBIE L7223, AUCo4 IZFRIFETH T2,
DbEEY, a7 77 07evEzRLC 1 BHEOARFIZOI VB TH, 70 s 7 7 07V ERKOE
e L ZEMERELND EE X LI,

@ Fogs7h7evir oD YikzREE (58R) %
KRR OG5 Bl 6 » HALULERE L, v 25 7 h 7w 2 AR b oS E N2 E BB B R
F 6T Bl ARG, RF~OU 0 xR E 1T, Vv s 77078V % 1 H 2B 1 HF&ED
BHLZOL, AFICOI0#LZ, 1B 1R 4 8RR OEE Lz, KEI~OE )z oL, 7
s 777NV ERU L BRAESE Lz, 4 OG- 25T LEEFIT, 51 &k RGBS
mcEsrz Lz,
AR ARKIEEEHIR@ B IZRW T, APEIEMRS, BHEREBEE H 5V NFFE T HNIRR D Do
776
AHN B GAkE 66 Fl(2 55T 59 BNIZI T D BFEAEFRIT 100%, RIFEEERITI8.5% ThH o1,
AEND Conx (2707 T 7 HTRVALVIED T2, AUCou IR TH -7,
DEEY, #7201 HBHEZIZEAEET T 7L, 70 s 77 76 ARF~DY]
DHZNTE D EEZ BT,



V. ARICEY HER

®@ Favsondesrongyiz K (8ER) 2
KGR OPe 551 BlEtk 6 » HULERSB L, v 275 7 h 7L & RH T O E 2 & 1 B R
# 68 Bl Xt G, ARENI~DU Y 4z R 21T -7, BeHMM % 56 HREIE LT, 1~14 HH, 29~42 H
Hix7ma /o7 h7%L%E 1 H2EE4, 15~28 HH, 43~56 HHIZAAIZ 1 B 1 BEHICREAOZES L
Too Gl HAZ REO A EIX, ATAICEG LKA RU 1 BAEE Lz, sRBRE TRRZIE, ARHK% ki
5@z bmE 1 FER)TEDL L E L,
AER . BHWIRGe BEDICRBW T, BMEEMEIS, SETH, BHREFEITIEO Dved o Tz,
AHIB Gke 67 Fl(1 55 T 63 BNCIIT 5 1 FRFEALFRIL 97.0%. 1 FREAEEFIL97.0% Th o7,
AHEND AUCou 370 75 7 7NV ERETH T,
UbXv, 70757 h7erhbARKE~ FL1HBHRETEZRCHVHBI NS EEZ BN,

2) FFBHEIZE 1+ 5 BRI O ]

D Fasds7hTeILHh DYz HER 2P
RGOS HE: Bi% 6 » AU LB L, 7a 2757 h A2 OMNE N ESIFBRER
69 Bl &t Gz, AREFNI~DOY Y 4z R 21T 72, BeHHM% 56 HREIE LT, 1~14 HH, 29~42 H
BiX7 w7707V E 1 H 204, 15~28 HH, 43~56 H BIZAAIZ 1 B 1 BEHROKEE L
Too IV FEO AR, BTHICEG LA ERU 1 BHELE Lz, BT L72EE O S ik &
W S T TIIARH & o i 5-(9) 0 # 2 2 HIRE 2 ) L7z,
FERL . REHIRG6 HREDICH W T, FHEREFEHED D WIS TIIR O Do 723, EE Ot
BB 1 BNZER O BT,
ke 5- 65 Bl #5828 T 57T BN T 2 BAEEAEFRIT 98.1%, BREAEFILB1I% TH-7,
KEND Cox 17T T 7 7L VKD 27208, AUConu 1EREZETH o7z,
PlEXY #7020 1 HAERZIFLEAEETTHZ LR, 7ul I 7 7w bAREF A~
Wz b2 LN TEDEEZLN,

@ FOg5 AT DYz RE (NE) 2
SHERK OG5 Btk 6 » AL ERB L, v 25 70 7wz R osE N ES NS
FEERE 18 Bl Xt BT, ARFI~DU xR 21T -7-, 70/ 7707/ % 1 H 2\ 1 BHERE D&
HLEoL, AFNCYID# . 1 B 1 EFFTHIC 1T ERERO®ES Lz, RAEI~0Y) 0z o &,
TurT 7N ERL 1T HHARE Lz, 2 8RO 25T LI-BE I, AHI 2 k% 5(9) 0
ZMHERE M) LT,
FERL R HHEE BEEWCIRW T, SMEELOS, FFHSREREE ., FFHERERSHE® D W NISETITRED Do Tz,
Ak 5 18 (1 252 T 18 BNZ F1T 5 RFEAETFHIT 100%, RFEAEFIL 100% ThH o7,
REND Cox (X700 7T 7 DT HNEVIENST203, AUCo 1 IR TH -7,
Uk, a7 o7 h7vrnbERE~ FUL1HHAECHELRUVEx D EEZ DN,

3) DIBMEIZH T HIEE RIS DIH
Ta s 7 TS O Hax 3 ER 30
KGR OFe G- ik . Bk 6 » AU RSB L. 71027 70 7L Z2RA T OSE N L E 8 DB
FH 82 BlAERGIT, AF~DUI0 xR E T, Vv s 77078V %E 1 H 2 BIEAIC 1 HERED
BHLZOL, AANCEIV# ., 1 B 1 EEIC 4 HERORS Lz, KEI~OU 0 B2 FOHAE&F, 7
07777 ERERT 1 BHAREE Lz, SHEBO®RSG 258 T LIZEBEIIE, AFI 2R E LT,
fESE . BEHIEG EED)ICHE W T, SrEEMERIG, OHBEREH D 2 WIS THITRE O b oTz, K
B G-Akfe 79 BI(1 4E5E T 70 B0 2 RFEAGFHIL 98.6% ., RFEAEERIT 98.6% ThH -7,
RAEND AUCouiZ 70 7T 7 7NV ERI%ETH T,
UbEXY, a7 h7ernbARKE~ L1 BAETZERIZOV#EZ N EE2 b=,

4) s, BEBAER C/NMBBIEICE 1T HHEE RSO
R ER R L



V. ARICEY HER

5) BRETHEICH 1T B IEMRIG R U FBHE 18 £ R0 HH
M ER e L

(4) HRELRIEAER

1) BHEAREEEAER

O BREICHITHERRICOIE (—XEaHE)

i) To54<) BB (EIE)
EWN Tl HEGRBR 2 3 L TR WnWn, AANETT a7 I 7 7RV 7 n AR Y v & D%k
VEZAIEE IR 3 BRI HLRGERER 3 32k S A7z 3192,
SMNENHT I B RST 638 Bl 2 ktGHs, AFE 1 H1EE, a2/ 778 7N%E 1 A 2EEY, v
7 aARY »h T E L H 2B ERROEE Uz, wlal# 5 81 B &)X A 0.15~0.20mg/kg.
Ta g 77N 015~020mgkg, V7 B ARY I T L 8~10mgkg £ L. TOHILNT TR
FE L ERARIER A S B L TR BIDS CHEEHEEE 21T o7,
Bhl | FEHOBREFERIT, KA 98.6%., 707 T 7 T RIVEE95.7% CThoT-, BREEERIT,
AFIRE96.7%., T 7T 7 h T vNARENI% TH -T2, £7-. BCAR*FEHRIL, AHIRE 10.3%(22/214
B, 7a 7T 7T 'IEE7.5%(16/212 ) T - 7=,
oA 1 1% DIEZD AL, AAIRE 14.0%(30/214 ), 7w 75 7 73 7B ARE 15.1%((32212 f5l), 7 m %
RY 7 E/AEE 17.0%36/212 Y THH . RKFEELE 70 77 7 7 BABOKGEIZ, 71 AKRY
VAT EARCK LIFSBETH D Z PRIz, £lo, REAEE 70 77 7 0 7w VBEOBNFED
721%-1.1%(95.2%Cl1 : -7.8~5.7%)ToH v | M THEL Tz, EHIT, EBHRHEDO - LD 4
DOFHME H (B, lfaspEifi, BCAR, BEFAE RGN T 5 417K, A5 F K BCAR OFBIR(C
DT H, REBEROT 1 7T 7 I T NABEOREILY 7 1 AR T 7 e AVEEORGE & B T,

BiEM o 1 FROFEIHER

FE5H
7w S E—RE s T IR Tru AR R
(n=214) (n=212) (n=212)
MR R 30(14.0%) 32(15.1%) 36(17.0%)
e 3 QX 50K
gt A 5 9 40K
BCAR 207K 16 29
BB A RE 3 4 1
vraARY UREE DR -3.0% -1.9%
97.6%CI -10.9~4.9% -9.9~6.2%
95.2%CI -9.9~4.0% -8.9~5.2%
PV A4 A0V -1.1%
97.6%CI -8.8~6.6%
95.2%CI -7.8~5.7%

fEAT X RAER © FAS £ F 51

X PRI A2 LR L 7o 7o . RKEITOR BEKEL a(=4.8%)E Lic, 07T 7 7R L I ARY VT BV
B, 79 7E—DTRAREE VI v AR Y VB T RAOR A FEiT 5128720 . Hochberg D J7{E TLE M D
FHEH T D720, a(=4.8%)NI D FHXH KN a/2(=2.4% )02 FD B M AR LTz,

MO AL 365 HHUABRIZHA LTeA XY VL 28] : T a7 T 7 T vVER Y7 a AR U 7T e AT 1,
BAENREREEH: : 7 a AR Y U H FRARET 1B, YIEID BCAR : 757X —0 7w AEET 20T Z DROEFIC
FEER TV,

*BCAR : Biopsy-confirmed Acute Rejection : £ THERR S AL 7= Bk SR



V. ARICEY HER

i) 7oa4<) —BEBEAR G IR
MECHTHR R B AR 119 B 2 5t80s, #IEIHELER: H8(1 B FHE)0.20mg/kg OAKIZ 1 B 1 [B15] 3%
T s 7 h7eNE 1 A2 REES, 6 BEHRROERS LSk EEA L IEE R MR ER ks
WT Y, AREIBEO AN GO BREIERTIZ . BCAR O RBRIERESR, BE/AGFR, BREEERIT
T 7 h TN ERBRECH oI,

BiEh 5 6 BRDEELGCHIERE

AT e W e &

% 6 BDHERIE

AR RSB 20.0%(12/60) 16.9%(10/59)

BCAR B 13.3%( 8/60) 15.3%( 9/59)
Kaplan-Meier #E 2

SVEERE RS O BRI TR 78.5% 81.2%

BCAR O RFHIEFEBIE 86.2% 83.1%

BRELR 100% 100%

BREER 98.3% 93.1%

fEAT X RAER © FAS £ 51

i) BEBEOCBIBEINRSHMERZRET LR (FEIME) Y
ENTHL K —HURDSA)GYE - Hie N A MERGURHLA) TR O AR B R 24 1% 51T,
BHE28~7T AR L VB 1 BRTE T a2 T 7 8 7w VAK 2 %5 U546 OB B £ =R).,
LRV R OB E A 8T 272 OIER IR, JEEM. FEMIERL, ZhEakILE o iR 55 AR 2 52
Jiti L7=,
Ta g7 h Tk, PlEEEEEFA 1A 0.15mg/kg & LT 1 H 2 BREOEE Lz, A&, ¥
[mlfe G2 JHH] 1A 0.15~0.20mg/kg & L 1 H 1 FIEIRRO#ES Lz, WThoER G| PIEEG LI,
AR E RGO E B LI X—7 > b L UNICHERF SV D & ) & 3206 E R o s
Ml 7e ha ViU CHRGEEZHELE, 2B, FHEE LT, VYT ~T7 (B TH#Ht
Z)(375mg/m?/[E)) & KAl 14 BRTA N1 BRIOFRIAFE 2 [B], ASEEE L=,
271 ) WNARHTEGEE(TAS)D 24 Bl 5 BB F i S BFIL 22 fIThH . BB E
1% 91.7%(95%CIL:73.0~99.0%) CH - 7=, £7=, 70T 7 Hh 7 ITIAK| & BIE L7220 EHIC X
D AR E i & 72 o 72 B Z RO TR H T OBBAE FE = 1T 100.0%(22/22 i) Th - 72,
7 s 7 H TN SAIARF OYNEEE %0 DB B OBMEITRE £ CICRE LZBIER ORI
BEPFE 1T TAS 21K T 37.5%(924 B TH - 7=,



V. ARICEY HER

@ FFBAEIZH T BB RSO
EN TIZHEGERBR 2 L L TW AW AETT e 7T 7 h 7L b O a2 0 S M ik
BRI FE i S 7z 39,
SEH TR ERE 129 Bl 26802, AAFlZ 1 B 1RSI 7e 777078/ %E 1 H2EEY, 6
HMEOES Uiz, vlRHESER 580 A HE)XmAIE © 0.10~0.15mg/kg & L, TOH%IT N T 7HREL
FRRIER 22 ZBIC L LB UETHAELEEA21To 7,
6 JH% DOAHIFED BCAR O RFEFERBLR, RIEAFHR, RIEEEERIIT 07 7 7 7wV & RRET

HoT,
BiEH D 6 BROEELADERE
AR e e
% 6 BOREEBE
BPEFEM S S T B 28.4%(19/67) 29.0%(18/62)
BCAR JB1R 26.9%(18/67) 27.4%(17/62)
Kaplan-Meier #EE
SMEHEHE RS O RREIEF BLRE 68.4% 67.5%
BCAR O BFEFEFHBIR 70.1% 68.8%
RREAATER 98.4% 98.1%
BREA AR 96.9% 93.3%

fiRAT RIS FAS £ 1

® LB, BB, ERER NSRRI BRSO
AR L

@ BREERSHEICH T HIEMRIE KR VS FxiE 5w 1]
TRl 55 39 (GVHD) T BH%h 5=
KR £ TORARRBRIZIB VT, HLA #EFRRE LA OF G RBAEERE 15 Blic, BEihZo
GVHD O Pz R E LT, AFlZ 1 B 1 Eg, BAE 1 AR SBME 14 B 0100 B H)E TRAK
B L7239, wlafesE s 580 B &)X 0.12mg/kg & Lz,
oAttt 14 H £ T Grade 1 LA E D2 GVHD O RBAEFEILHEIL 46.7%(7/15 f), 184 GVHD O R FE%
LT 14.3%2/15 Bl), BEERFEIT 933% T, B EBOEEITRD Shighoi,



V. ARICEY HER

2) REMHAR
IR - 5 MAHRRBR Ok SIEBNZ I T Il AR (X 2 AAIR #5150 2 ek 2 3Pl L
ToRER, BB AR L ORMBSREERIITROLEBY ThoT,

T2 F3 =T BEEHICE T RBEFRERUVRBERE™

- iﬁ;;i) e VXTI VXTI
3 ik~ D B DB
BB
7T A < U —(EIHE)?3? 1 4 214 98.6% 96.7%
T T4~ —(CE U 1 4 60 100% 98.3%
)y #az 2429 2 4 67 100% 98.5%
)y #az 20 1 4F 68 97.0% 97.0%
[F#&1E
TIA =Y =3 1 4 67 94.2% 92.7%
)y #az 2728 2 4 69 98.1% 98.1%
gl x (N 1 4F 18 100% 100%
IDFEHE
g0z 0 | |4 | 82 98.6% | 98.6%

FENT RIS - B 7 T A ~ U —(CGEILFH)RABRIE FAS BRAHI. £ O BRI Modified safety analysis set
(3% : MERERBRIZBATL 1 BIL LS T2 77 —h TR SN BEFAS)D » HLERBRIMIZ 1 FLLES T2
B — 7 TG ST B ERT)
X AEFRNE OVEERITREBIZED 245010 H & 95 Kaplan-Meier #E &, 7272 L, FFBEHEY) D #2x (NR)RBRIZEBEO AAF
B,
XX T T A~ U BB ER A 5 OB, BV RBILY T8 X — I T ZEI ) 2 TH D DI

BREMEOFEFEZEE. BRI, RREEICELC, v/ 7 7 72 THE SN TW A ERS
KR & HL7e B B IR bR o T2,
i 4~ ORERICE T D HGEITKR O LB THoTz,

@ BREICHE T HEERICDOIH

i) Toa4< ) —BBERR (FOM) ¥
SAE TR B RS 214 B2 x50, AFlZ2 1 B 1A, 1 ERRO#RSE Lz, wRHESER 580
H )T 0.15~0.20mg/kg & L. Hx DEFDORHRIERE b7 7IRELZ & & IZHEITER U CHERH
EATo T, RRBRAEK T LB ICIIkR& G2 ae L Lo,
| FRTEEAFFIL 98.6%, 1 FRFEAEEHFIT 96.7% Th o7,
BIVEH OFBLZRIX 60.3%(129/214 B TH - 7=,

i) Toq4<)—BiEsg (Eom) ¥
HME BB R 60 19 26510, AFIZ 1 B 1 [EE, 6 MR NO#S Lz, #IEHEER 581 H
)X 0.20mg/kg & L.l 2 DBEDREKIERE T 7IREZ S K EICG U CHERES 21T -7,
ARRBRAKT LIZBFICOWTUL, RBEZEUS L. ECRE 2Rk LT,
1 FRFREAFRIL100%, 1 FERBEEHFERITII% ThHoT,



V. ARICEY HER

iii)

iv)

BRMEY Y2 AR (2 FR) 2P

Bhitk 6 » AULERGE L, 7077 7 h 72 IRRAF ONENZEYEBHES 67 Bl kR, &K
K~ 2 RER BT HoT-, RIS 77 A% 1 B 2RBEISIC 1 EERAORGE L0, KK
WZOvHEx . 1 H 1 ERNC 4 BREROES Lz, AF~OG 02 KEOR&EIX, v s 7071
ERIC 1 HAEE L, 4 HO®R G525 T LEZBREIL, §l&kEol &k RUkGEARIc2NT&
HZ Ll LT,

QEBFEAER, 2ERBAESERIIZNEN 100%., 98.5% Th -7,

BiMEY Yz B (1 /) P

Btk 6 » HULERGE L, 70T 7 0 7 e ERATONENL EHEBHES 68 B &2 k5, A
Fl~D8) 0 iz R 21T -7, HGHMAZ 56 AL LT, 1~14 HH, 29~ HHIZZVn o707
tE 1 H20EI4, 15~28 HH., 43~56 HHIZAAKIZ 1 H 1 BIEFCRO&EE L, 10 # 2 RFoH
BIE, ATHICERG LIZER R 1 HHEE Lo, BBRE TR, AR Z i 500 2 2> 608
H1EMTEZ L LT,

| FREEFFEIL97.0%, 1 FRIEAEEFRIT97.0% ThH o7,

Q@ HBHBIZHE T HIERRICOINH

i)

i)

iii)

TS54 <) —FistEsER (1 FR) P

SME TR 67 2 6510, A#Fl%2 1 B 1 [EE, 6 MR N#S Lz, #EHESER 581 H
FEDIZ 0.10~0.15mg/kg & L7z, 7285, BAEE | A0, &5 %2k Lz,

| FRBEAFRIL42%., | FRBEAERILNT%N TH-T,

FFistEgI Y # X B (2 &R 7%

Bhitt 6 » AU LR L, 7' v 75 7 h 7wz R OMNENLZEHIFBRESE 69 #2351, K
Hl~DY) 0 B2 Er 21T - 72, ® G % 56 Bfff&E LT, 1~14 HH, 29~ HEIZZ w7707
Bz 1 H2EEIS, 15~28 HH, 43~56 HBIZAAZ 1 B 1 RECRO&EE Lz, U0 xR0 H
X, ATRICRELEZIEAERT 1 HHAEE L, BEBE T LIZEE O ) Bk & Hl S a& iz
AH % ot 5 5-(W) 0 a2 7> 5@ E 2 R L7z,

2 FRFAFFIL81%, 2 FRBEAEERILIBI% TH T,

INRETRSHEY) Y 2 BR (1 R P

Biatk 6 » AU ERBL, v 77 h 7 iRATONENLZESNEFBREEE 18 % x5
. AFN~OE Wz RR AT o7, 70T 7h 7% 1 A 20 1 EBRAKEELZOL, AKX
WOV HAZ . 1 B 1 EFERTHIC 1 BRI D& S Lz, KB~z o f&i%, “urso 707
TALREIU 1 HHESE Lz, 2 MO 258 T LIZEBE T, REI 2G50 2 h HilHE |
FERH LT,

1 FRBEAFRIL100%, 1 FEREEERIT 100% TH -7,



V. ARICEY HER

Q@ DBHEIZH T HIEERISDINH
DBHEY) 0 1 2 FRBR(1 AE4)0
Bhitt 6 » AU ERE L, /o 7 h 7w RATOMNENZEMOBREE 82 il x5z, KN
Hl~DE 0 2 R AT Ho7-, 70l 57 h 7% 1 BH2REEAIC1TBEEROLE L0, AFNC
vz, 1 B 1 EEIC4EBREOEE L, KFI~OUV 2 EOREIX, a7 77 kL L
C1HMH&EE L, SHEOBRG 25T LIZBFICIX, sl&hsAfsbcexsr e L,
1 FRREAEFIL98.6%., 1 FREBAFFILB6% ThoT,

@ TiHE. BRAERGNSBIEC S T B ERRIEOME
LB L

® BEEEBHEICH T HIEHMRIC R VB 18 R il
7T A < U — BB R 3D
HLA # & [ LA O F U BEAE B 256t 4 & U728 AR RRBR (T B O $% Gak B (S flkfee L C L AR 2
FE#I# G Uiz & 2@ GVHD TRIZh IR K OV M 2 /et Lz,
FiH R ERERICB M LT-BEHED I B, BAlE% 100 HH £ TOHGA5ET L, 100 H B LS S kg 5
DL L S N BE 1 FlaRtgas, THIRERGHRBE TIRREF T 1 A HEZ &GO &L
LT, AAlZ 1 H 1R, REBR% 1 FRG2 HEE OS5 Lz,
BRI ORI 52 % £ OBV T, 263 HIFATOEM GVHD O RBEFEHEIL 51.0%.
371 A CTOAME GVHD O BFERHLRIT Grade T UL E73 46.7%., Gradelll PL =78 20.0%. 371 AEST
DORFEEFRIT933% TH Y, BHEBFHEOHEMSISORE, FIREOHBIIALN N> T,
LARMIZOWNTIE, FAEROZ ITBM 14 BHUNICEE L7 O T, AFIOEMESICX Y RIEM
DOIEBLHEINT DML 72 o 7o, fkfeatBR PRI L, ARIOE G HIEICE > -RBIERIZZ Y a~%
Ja e fTHY ., AFOERGERIERORZ ) ALY FOEEICLV[EE Lz, BEEQBVERIL.
A MEBERRE S K OV NI I 23 1 1], BiliZe A3 1 4, HRRIEZ A 1 I BL U723, M PRI . /1M ifn
K OWZXEIE U, #RIEZ I3 Uiz, 7ods, SRR R B CILRE EIER SE % b RIS 4 ik
ARG L TRV EIEICE > TR WA, SWAICTa Yy ha— LAa[ETH » 7=, ARIOEIRE T3
WUEEERIZ, 7027 07 VvORWERE LTEROLDTH -T2, LAENDS, AAIOEHEE
BT B MR RE R eV & S Tz,

(5) #BFE - FREERIFER
@ BHE. T, DB, M. BRERVNMNEBHEIZE T 5IEH RS DI
M ER e L

@ BEBIEIZH 1T HIERRIGR OBAE S HE EHEOMF
AR L



V. ARICEY HER

(6) AEEaE
1) EAERE (—REARERE. FECARERE. EARBLEAR) . HERTERT —F~—2X
HE. RERTRERABROAR
FrE B A A O O NI T D LB Th o7, 7B, 1| BRGELOMARE(H T 7 1)
(ZOWTIE VI EYEREICEY SIREB ] 2. el VT L 224 (EALDFEEF) BT S
HB 22l 5Z L&,

@ FBHEICH 1T 2ERRIEOIME
AR BV THHEL G0 24 FlOBH | FEF R CORBEEGFRELOCRBEERITLE HI294.1%, 2
FEAEHESOSTEBLRIT 20.8% CTH > 72, BIEARIIRIT 37.5%0924 B) TH -7, 717 Z 70 8AIN)
5Oy iz B 117 O 5-5A a1 24 IR CORREAEFR L ORBEAERRILE HI2100.0%., RFEE
MEEOGFEBHRIL 2.6% Th o 7o, BWEHFRBLERIL 11.1%(13/117 i) Th > 7=,

Q@ BHBHEICH T SIERRIER U A XE RO E >
AFHEIZBN T 077 7 OBRAID O 0 #2245 48 BlOARKE G5B 16 %S TOREAT
1 100.0%., BREFEABHEIRRIT 7.5%., B4 GVHD BHRIT 2.2%. BEEM: GVHD =R
17.5% CTh -7, BIVERRBUEFIZRIT 8.3%(4/48 B Th 70, 7ok, 48 Hlaf TAFIEI Y # 2 £ TIZ
BREAREE MBI LT\,

Q BRIHEIZH T HIEMR IS DINF] 40
ARAEICB O CTHRBHG] 249 BlIZEIT 2B 24 HEFRSORBAGFERLORBEAESRITE I
98.2%., RAFEHIEMCHBLRIL 16.1% Th o 70, BITEFHRBLEIX 41.6%(104/250 f)) Th 7=, T v 7
7R AN D O 0 R ) 103 B I 2 ARAIBEG-BAG 24 B RER O RBFEAAF R K R4 AR IT
EH1299.0%, RREIEMSUCEBEIL11% Th o7, BIERAREBLIZEIX 10.7%(11/103 fil)) TH > 7=,
7o B, BHIBREIZI T DB 5 F H O RBEAGFREK RRBEAERITZNEN 96.7% LT 93.4%, 2FE
FEAESOGFEBLFIL 26.9% Th o 72, FITEAFEBLIRIT 51.6%(129/250 i) THh > 7=,

@ FhFBHEIZ & 1T SRR IS O]
AFRANZ I T IRAEY) D 4 2 51 7 B OAF$e 5B 46 24 8 1% B 5 C OFESOS O FEBUTFRO BT,
EHIEFLTEY . BREMOAE DR Sz,

© EBHEIZH T HIEHRIEOHF]
AT T, FERBAEGD Y 2 2 5] 10 BlIEAKIB 5B 4n 24 IHE R R CRFIERF L TR Y, 2 fITHEE
BOGHFEHR LTS, EBIRBHEIED & D3R S i,

2) RRFHELTERFEDRNBEREERE L 1=5HE - AROBE
M LR

(1) 0tk
ALY EE R L



VI. EHEBEICEEY SHE

1. REZHICEESH S EEVR LM
T AR LEO G IR
EE B H DM OMRENITNRFIL, B OB SR Z2SMT 5 &,

2. ¥BE{EH

(1) YERERLL - YERKERE 2%
Z 71 AZAOGREMRTERIL., & LT T Ml X 559t « #ER FOEAZHET S Z L2k %
BN, ZOEAREIIA vEL Yy —RNA ~OIRGE L)L THIH SNE Z EICkS< & BN
TWo, #71r ) ARTMIENTY 7 v ) AAFREGEHFKBP) S L CTERZRET2EE 26T
WHMN, ZOEHIZVIZ AR VEEREATHDIY 707 4 ) v 3B BERD ZERHLNE -
TW5, ZOMSEAOMHENRZY 70 ) AALY 7 a AR L OEROMEROBEEOFE L LTH
NLTWD EEDbILD,

(2) EMEENFTHHEBRAE
1) RERICHT B4ER
~ 7 AD MW 2 W2 Y COSERIB A B MSICB W T, A X —ua A F 225N v —T =
0y O TMRIESROY A NI A CEAZIMSEI L, FIT, b MR ILEEZEK Z 5T CD3/CD28 THili#4
DEISIZIRBWT, RIEWT A N A o Th HEEEHERRE 7(TNF)a, £ > Z—aA %> 18 BRHRNIA
HZ—nA %6 DEALIEITD, —F., BEROBEIMEERZ NS OEMICkE L T8, #
RN RENTND,

2) GERLSMITT B/ER Y
o N RERFOIRE R O 3 PRAEEC & 5 MBSO B, 5> BRSO B PR X5 2 B
HHREETD,

3) MWHRBBETIVIHT H/EH
OEBHE T VTR T, BHElEGIEMESOS 2 RIS L, AFYRZ TR SED(k B 5O, A X5,

7 v k),
Sy FTOBEBHEICHT S Sy hTOBEBHEIZHT S
2490 LARDHE 2o aRKRY DR
—e— WA (n=7) —e— XM (n=7)
—O0— FZ7) AL 0.32mg/ke (n=7) —O0— YU ARYY  32meg/kg (n=T7)
—7— Fr LA Img/kg (n=7) —7— Y7aAR) 10mg/kg (n=7)
(%) == 77 LA 32mg/kg (n=7) (%) L= »ruAR) 32mg/kg (n=7)
100~ 100
80 80
70 - p 70 1
60 1 60
1 501 1 501
& 40 e 40
30 : v 30
20 20 1 =
10 4 10 -
0 T T Or T 1 0 o T T T 1
0 20 40 60 80 100(H) 0 20 40 60 80 100 (H)
R OH R hE O E



VI. EHEEICEY HER

QBN 51T B FFHERFARIC 35\ OIS A SO & PAREIC I L, B2 4 R S 5 (=7
LD, AR Ty b ),

1 X TORFEFBEICHT SR

—— % B (n=38)
—o— ¥Z7a)AA  1me/ke/H(n=10)
—— 70 AF) Y 20mg/kg/H (n= 9)

(o L R S S A

0 2 30
sz H
QLT T MIZRBW T, BHElgssiEass 2 L, AFHEE2EE ST 5(T7 v b,

Sy FEMEDBIEICHT S470 ) LXADHE

A ¢ 5B (mg/kg) [k BRLLAR BE(H)
SHER — 5 6(3 I5),7,8
/A= N 0.32 8 5,6(3 I'£),7,9,10,11

1.0 8 9,35,68,>100(5 L)

32 8 6,26,45,>100(5 P)

10.0 8 15%,21,25%,>100(5 PL)

rmARY v 3.2 6 5,6,8,9(2 JK),12
10.0 8 5,18,>100(6 [T)

a: AAHET
OIIBHHE T ZBN T, A 2R SE 5 (1 X)),

1 XIS 52080 LADHE

FEH P 5 i (mg/kg) K E-#R Bk AETF BRI R OBETRA
T HR — — 5 7~20(4 JE)2,13b

Vi A=R N 0.1 A 5 72,>28(4 JL)

voaARY v 20 &0 5 >28(5 L)

a : i b SKE S ERBIEAR O T2 IR SE
¥ 0.Img/kg DR ANEE G- REE 032~ Img/kg OF% GBI Y T2 LIS D %),



VI. EHEEICEY HER

OFBEE T VICBW T, EEHR 2 TR S5 (1 X)),

1 XEBEITHT 5270 LADHE

PG ¢ 5. B (mg/kg) Bl AR BE(R)
pSpiis! — 5 7,9,11,12,21
0.1 fhvE 7 7,8,11,12,13,22,27
. 0.2 Wik 4 10,18,21,33
Gl i RN
EAES 03 ik 5 18,18,19.26,73
1.0 &N 5 19,24,29,30,53
O, 1.0X5 H4~8 AT 5 18,21,24,38,44
RRRRES 1.0X3 H(4~6 H)FiEs 6 21,28,31,50,63,73

a:20 ALLEAFEGNCIE 10 B 1.0mgkg fE#E S Lz,

O/NMEBEET Mz T, AR A TR SED(T v MY,

3 OHl R TE % 5B (mg/kg) %k AIFBE(H)

KT R — 11 6,6,7,7,7,7,7,7,8,9,9
2yal) KA 28 10 7,9, 13, 25, 33, 36, 38, 96, 118, 131
I aARY v 200 7 5,7,9,10, 11, 13,23

a: itk 8~30 HIX Imgkg @ H 5
b : #7t% 8~30 HiZ 20mg/kg % % H #% 5

OB BT T BT, PRI OB 5 OV F AU C bR R E R % 9]
L., AHFYMEZERE SEB(= 7 R T | 0269)

Sy MBEARMEBEIRICHTS2 00 ARARUSI ORRY) D OMR (FHHRE)
(%)

100 ] * o HEULHIAE
20 O #7M) LA
1 v oA

60 O 7a AR
% J
g 404

20

v
- T T T & L T T !
10 20 30 40 50 60

(n=10)

Img/kg (n=10)
15mg/kg (n=10)
25mg/kg (n=10)

0

0 (H)

PR RA L RS A 72 L

Ty MBEARMEBEERICHTS52 700 LAARUTL I ARKRY D OMR CARNIZE)
(%)

100
80; ® ol (n=10)
| A F 7 LA Img/kg (n= 8)
1 604 O FZrZI LA 15mg/kg (n= 6)
pia | T Y AR 15mg/kg (n=12)
= 40 Os7azR)r  25mg/ke (n=9)
20—
07
0 10 20 30 40 50 60(H)

RN N A8 A T2 T EL



VI

EMEEICEY HEE

4) 2o0) LRESYARKRY VEDERLE

(3)

A0 LRELHORKRY D EDIERLLE

. fiE B K OF AR A
AR e k
sH B HE Zrual) KA omaARY v Lk
in vitro “COSIEIHIVEH
U U RERKIR AR DOS =Y 0.18ng/mL 17ng/mL 44)
<A 0.3ng/mL 40ng/mL 64)
RS A T R AR R ~ R 0.23ng/mL 37ng/mL
AE—aAF 2 AR ~ A 0.1ng/mL 18ng/mL 44)
A B —Tzn sy ARk ~ A 0.1ng/mL 4.5ng/mL 44)
B FHIEEEFH BT 1gM A1) ~ A 0.2ng/mL 65)
in vivo COREMHITEMH
FUAPEE ~ 7 A(po) 4.7mg/kg 35mg/kg 64)
T At A SO HIE
BB TRirEE 7 v k(po) Img/kg 3.2mg/kg 52)
TR 5 7 > Mpo) 3.2mgkg D 4 H% 10mg/kg @ 4 H% 52)
LY OEETHL RQUNOF S E e i)
iREZI A X(po) Img/kg 20mg/kg 54)
L (po) 10mg/kg 53)
Z v B(sc) Img/kg 10mg/kg 55)
W -2k Z > ~(po) Img/kg 10mg/kg 56)
GVHD #1131 il
(PRI 5 ~ 7 A(po) 3.2mg/kg 100mg/kg 61)
Z v b (im) Img/kg 15mg/kg 63)
(AW 5 < 7 A (po) Img/kg 32mg/kg 61)
Z v h(im) Img/kg 25mg/kg THAF IR 62)
DIERRBD HivT
Z O VER
- A A E B ~ A 1100ng/mL 960ng/mL 44)
JHE A S A A X (iv) 0.1mg/kg 0.6mg/kg 48)

X oipo; BOEE, sc; HTEE., im; fANESL, iv; BIkNES

XK 1 in vitro DFRERIT SO%VEFHILEE . in vivo DFRERIT 50%/ER & 58 ik B35

7B, invivo TOX 7 v ) AARETE KRB I CER

fERIRTESR - RS
TR L

i




VI. EMEIEICEYT S5ER

1. mpREDHR
(1) AELEMGILBEE
5~20ng/mL(E #ERAIC 31T 2 A8 318 99 O 4 58RI 1% 10~20ng/mL)

(2) B

AERCTHR SN mPRE

D) &Jiﬁk)&
@ BEEES

i) A A ABERERR L 20 BICAH] 3mg 2 22 I HLIRE 1525 L7 alBR Doy Ehhe & B ABERER A T

PE 30 BINCAH 3mg A ZEAEREHLEIRE O #5- L 7238 DO MBI RE A Ll L 7o/ R, HARAD Crax KDY
AUColE. HAIZK LT 30~40% @\ MEAZ R L72, AUCooM TN Crax DML LITZN R 141%
(90%CI : 118~167%). 135%(90%CI : 110~166%)T&dH > 7=, tip DT F-HIIE 106%(90%CI :
99~115%)TH V. 90%CILIZ[FAED HZ T 5 80~125% DHiFANTH - 7=,

ARERBHAART D B AR NPLRE OIRE (L) 62.4kg) X, A ABRE OIRECEYE) 76.6kg) I HE~ TR | AA)
IEREBECTHOOND Z &5, (RE THIE L7 EWEIE T A — 2T LD bR L7z, AUC.X
D Coax ZEREHTZ Y ORHGRETHIEL, BARNBAAORMEL L ZF N LIz Z A, ZNEH 110%
(90%CI : 91~134%), 115%(90%CI : 98~135%) CdH -7z, LA EX V| KEEGEEO Y EhE 1T Rk
MTRE< BB EEZZ LN,

dmg BEZEORSHOEYHE/S A -2 DR (BEAA/AA™

IRERIEZ L REMIEDH D
Cruax AUCp-c Crmax AUCp-c
AR H(%) 140.6 135.3 114.7 110.3
90%CI(%) 118.3~167.2 110.1~166.2 97.5~134.9 90.7~134.1

* :n=20, * % :n=60

dmg HERORSFOFHMPREEBRUVEYHE/ S A—4

(ng/mL) A% ﬁ Cmax AUCO—oo ti2 Thnax
3 THIE (ng/mL)* (ng - h/mLy* (hy* (hy#
7 L 0—©@ A An=20) 6.804 150.8 35.7 2.6
O—0O HA(=60)*** 4.838 111.5 336 1.9

EENPCONYYHE

X R E X% EEIE
K L OB @ NEFFRE 2 B 4 W17 v A4 — "= BRTH Y | 30 BT X CTOMBREIC 2 [ 5
INTND)

O 1 ! ! 1 1 ]
0 4 8 12 16 20 24(h)

5215 e ke




VI. EYHEICEY SEE

i)/ E AFERERR A BYE 16 BUCARI X7 0 7T 7 h 7 1.5mg & 2 Al 2 M7 0 A4 — R—3EI2 LY
HERO#KEG L, EYEIE T A —X et Lz 19,
AANPE H5-HED AUC DT T T 0 77 7 1 72 VAR HRED 92.6%(90%CT : 82.9~103.3%)TH
D A FT XA FZEV)T 4 1TAEFELEEZ DT, Crax DRATFEIELIT 30.9%(90%CI : 26.9~35.5%)
Tholo, IHIT, REIFEGRHE T DIERE L, 7077 7 N7 EAEGREL D HRIGHE DK T
DA BT GMEANT —H),

1. 5mg BEBORERHORMBE/ NS A — 2 DLHE

(%) 90%CI(%)
AUCp.-co 92.6 82.9~103.3
Cnax 30.9 26.9~35.5

1. 5mg BEE DR SEOTIYMm D RERB R CENEE/ S A —4

(ng/mL)
104
it 1
|:F|
4
% 0.1
a
1)
A 0.01 AUCo- Cmax Tmax tin
: EEE
{Z% i (ng * h/mL) (ng/mL) (h) (h)
% 0001 @—O St r¥—(n=16) | 6557+17.64 | 2.287%0.581 | 3.002.00 | 36.1+6.69
O—0Q 7ur/37 (n=16)| 7428+2467 | 74311831 | 1.44+0.512 | 37.2%£6.39
0.0001 - CEXIfE=SD)

T T T T

T T T
0 12 24 36 48 60 72 84 9% 108  120(h)
$ - e 1A

i)/ EBERERR A B 30 BlHCARI LT v 7T 7 5 7RV 3mg 2 228, 4 EFRE2 K 4 27 o %
F— =B KD HERAERE L, BB T XA —F /et Lz 19,
AFNFEEHED AUC DX, 70 7T 7 1 7' VD 70.5%(90%CI : 65.6~75.8%)T
B o712 Comax DBATFEEIEEIT 29.1%(90%CI 1 26.6~31.9%)TdH > 77, ti I\ OV TIL i A TIFIFLE
Lo Te(GMNEANT — %),

3mg BEBORSFHOEYMHE/NS A —2DOLE

TR H(%) 90%CI(%)
AUCo.0 70.5 65.6~75.8
Crmax 29.1 26.6~31.9




VIL.

EYHEICEY HEE

dmg EEEOREHOFHMPRERER R VENBE/S A -5

(ng/mL)
AUCO—oo Cmax Thnax ti2

10+ (ng * h/mL) (ng/mL) (h) (h)
- 5 —® /775 —(n=30) 119 5.15 2.00% | 33.9
th O—0O 7u /77 (1=30) 175 17.5 1.03% | 340
b4 SR fiE
7
o
)
A
A
i
o

0.]. T T T T T 1

0 20 40 60 &0 100 120(h)
EpaS R A

iVZME A FERER A BE 15 BHCARI X7 v 75 7 1 7 ')V Smg & ZEjEREC, 2K 2 17 0 A4 — 3—

BIC &0 BRI OEG U, RWEE T A — X & ket L7z 2,

AP G-HED AUCDBEHHIX, 70T 7 7N GRED 66.7%(90%CI : 53.4~83.5%)T
B o7, Coax DT EEIT 32.8%(90%CI @ 26.3~40.7%)T&H 5720 Tmax S O tip (DU T Il S

TIRFFHE L)

STEMNEANT — ),

Smg EEIREORSHOEVBE/ S A -2 DK

BRI (%) 90% CI(%)
AUCo.o 66.7 53.4~83.5
Crmax 32.8 26.3~40.7
Cuglmi) Smg HEFOREROTFAMFREHBRUVEYEE/ NS A —42
100+
AUCO—oo Cmax Tmax ti2
(ng * /mL) (ng/mL) (h) ()
il @ 5+ 7% —(n=16) 198 9.15 2.00% 35.9
10+ O—O 7Furs57 @=15) 297 26.7 2.00% 37.5
z e rf Rl
Z
|
1
P
A
3
FE
0.1 T T T T T 1
0 20 40 60 30 100 120(h)
$ G- 1R ]




VIL.

EYHEICEY HEE

Q@ R#EHRS

D)IME AfEFEER A BPE 16 FlCAHK 2mg 2 1 B 1 X X7 w7787 %/ Img # 1 B 2 [A], Z2jEHE

(2. 212 7 v R A= N—IRIZ LD 10 ARRER DG L, EWEIE T A — 2 ZHREt L7z 20,

1 HEHOARFZRERD AUCo DMMIEELIL, 70 /T 7 7 &5/ 101%(90%CI : 90~
113%)TH V., AELEZLNT, EFIREBICEL TS EHESINS 10 HBIZBW T, ARG
D AUCou I 70 75 7 1 7 A HERRICH R 18% @ h > 72, 10 B OREREGIC XL 0 AFI KN T 1
FI2 M L7, 10 HAD i ZAF KO T 1 75

.

7T 7R TEILD AUCoauld, TNEIHKI 2.5 5,
77 E BRI 4L FE L BT o TGMNE AT —F),

2ng/ AREZRABREHOENBHER NS A—FOER (VS5 TE2—/T0557)

BT H(%) 90%CI(%)
1 BH 101 90~113
AUCo-24
10 HH 118 109~129
1 HH 76 66~87
Cmax 10 HH 94 87~102
_ 1 BH 61 52~71
Coin 10 H H 105 94~117
fag/anl Zng/ BREROBRSHEOTHmMPRERBRUVENEE/ NS A—42 (1 BE. 108A)
6.0
5.5 1 1A H AUCo-24 Cmax Chmin Tax
i 5.0 (ng * h/mL) | (ng/mL) | (ng/mL) (h)
i 497 —O /o7 —(n=14) 33.7 2.99 0.92 2.00%
Rl O—O “ur/57 (n=14) 334 3.94 152 | 1.00%
2 o S L
y 307
2 254
A 20
j’::',':l 1.5
1.0+
051
004 , , , , , , , , , ,
0 2 4 6 8 0 12 14 16 18 20 22 24(h)
1% - 1 b5 ]
10H H AUCo-24 Cax Chmin Tax ti2
gLy (ng - b/ml) | (ng/ml) | (ngml) | (h) (h
6.0 —® /ot ¥—(n=14) 83.7 5.76 2.49 2.00% | 40.9
551 O—0O Fur57 =14 70.7 6.13 2.38 1.00% | 40.8
S gL fE

0.0, ’

(=2}
oo -

T T T

0 12 14
B

T T

16 18

T T

20 22

2'4(h)




VI. EYHEICEY SEE

i) E AR B 24 BICARK] dmg 2 1 B 1 [BIXIET 7T 7 H 78V 2mg % 1 B 2 [8], 22k
W2, 2/ 2 W17 B 24— " —iEIC KD 10 HRKER ARG L, EYENE T 2 — & Z Rt LTz 2,
1 HEHOERABEGRFD AUCoo4 DRATFELIIIT, 70 s T 7 7 'VEERED 102%(90%CI : 91~
113%)CTH Y FAELEZ LN, EFIREBICEL WD EHESNDS 10 HAIZBWTH, 93%(90%
CI:87~99%)TdH v [ L E 2 57, 10 B ORKEBE G L0 WHAID Crae 1359 2 58800 L 72,
10 H B D Cax D EATTEI L 74%(95%CL : 69~80%) T o7z, tinlIAFI RN T 0 s'T 7 5h7E L
& BRI 38 BRI THELL L TOZ@ME AT — ),

4ng/ B RIEFABRERHDOENBENSA— 2R (VS TL2—/T0J35D)

AT (%) 90%CI(%)
1 AH 102 91~113
AUCo-24

10 HH 93 87~99
. 1AH 67 59~75
- 10 A A 74 69~80
o 1 AH 81 72~92
m’“ 10 HH 87 81~94

dmg/ B REZOBREFOFYMPRERBRUENBEASA—2 (1 BE. 10B8)

(ng/mL)
15
1 El E AUCO-24 Cmax Cmin Tmax
(ng * h/mL) | (ng/mL) | (ng/mL) (h)
i Q—@ T 4 —(n=24) 71.2 5.80 2.17 2.00%
'r# " O—0O 7ur77 (n=24) 70.1 8.68 2.67 1.00%
5 % LA
o
i §
1)
2
& 51
0 = T T T T T T
0 4 8 12 16 20 24(h)
P 55 g
(ng/mL) AUCo24 Cimax Chnin Trmax tin
(ng * h/mL) | (ng/mL) | (ng/mL) (h) (h)
Q—@ Tt ¥ —(1n=24) 148 11.1 4.46 2.00% | 37.8
O—0O7ur/77 @n=24) 160 14.9 5.13 1.00% | 37.6
3% HH S AE
1 104
Hh
4
7
|}
)
I
A 5]
i
J&
0 -'\ T T T T T T
0 4 8 12 16 20 24(h)
¥z 515 RE




VI. EYHEICEY SEE

@ BEEZIDRE®
SME SRR A B 24 BICAKI X T 0 77 7 7RV Smg &R T4, ZEHEREIC, 4 EFRE 4
7o A4 — R—JEIC X EERORLG L, &5 OREELZ R LT,
AHN DT 450 AUCqcoy Crmax D AR LT PRI G- & B 63.6%., 893%ICIK TN LTz, 7 m7 T 7
BT B EREIZ 64.8%., 38.5%IZIKTF L7,

R, FRICERBORSFHOFHEYBE/ S A —4

7T — a sz

R[] ik Sl 1%

(n=24) (n=23) (n=24) (n=23)
AUCo-(ng * h/mL) 178 +=58.8 115%+50.6 254+119.6 168+92.1
Cmax(ng/mL) 7.29%+2.368 6.47%+1.798 23.0+8.01 9.23+3.814
Tmax(h) 2.25 3.02 1.67 4.00
(Mean=£S.D.)
FHl. FRICEEZEORSHOEMEE/ NS A —2 OLLE (F&/FHD)
75w H— a sz
BT ER L 90%CI Bl 90%Cl
(%) (%)

AUCo- 63.6 55.8~72.3 64.8 56.9~73.7
Crnax 89.3 77.5~103 38.5 33.4~44.9

@ A=t o7
fEFERR N B 16 BIIZAH] 1.5mg, 4mg KON 10mg & 2GR, 6 IEFFRE3 A3 #17 v A4 — "—Jklc &
VMR OB L, RS A R L7z,
CL/F, V4&/F. MRT, ti2 O Tonax 138 5 BAAKIT L2 2 7208, AUCo00 M2 O Conax 1T FH B OHINNTIZIE I
BILTER L7, 1.5~10mg OHiFH CARAOIEMEREIIAFE ThHH LB X b,

1. 5mg, 4mg B U 10mg M ORSHOENFE/S A —4F

- AUCo.c0 Comax CL/F MRT V/F ti2 Tinax
(ng * W/mL) | (ng/mL) (mL/min) (h) (L) (h) (h)
I 75.10 3.41 450.74 43.92 1240.00 36.50 2.44
(11;:11; S.D. 33.88 151 360.93 9.80 486.07 7.83 159
CV(%) 45.1 44 .4 80.1 223 39.2 21.4 65.2
I fE 205.91 9.02 383.79 43.56 1199.47 36.76 2.44
(::;i ) S.D. 84.69 3.09 170.10 6.16 497.24 459 1.26
CV(%) 41.1 343 443 14.1 41.5 12.5 51.8
I 516.26 26.53 376.00 4127 1169.42 36.25 2.25
(L(:lg) S.D. 196.66 7.99 158.85 5.07 467.27 3.13 0.86
CV(%) 38.1 30.1 422 12.3 40.0 8.6 38.1

CLF : &0 27 U7 7 A, MRT : XA, Vo/F @ KA 5 BT O sFE



VI. EYHEICEY SEE

1.5mg. 4mg BT 10mg BEEEOHREROTFHMAREHER

—e— 15mg (n=16)
—&— 4mg (n=16)
—&— 10mg (n=16)

=
=

EEEN oINS R

96 120(h)

155 1 IR 1]

2) BEEE
D22 E W BH L 35 FI(20~64 FIZHBWT, Fur I 7h 7k [ 2 BE14 ., ZEHERRR D8 5))
OAFI( B 1 BIE], EREREE DB~ [F— H & T D #i X - BB O BN & fEt LTz 2,
77T 7 I 7K D AHN D AUCoa4 DAL ELIE 95%(90%CI = 88~103%)Tod v | MiAl#
RO EIXFRE CH D Z LR ENT, REBEGRED Con X7 1 7T 7 0 7 NVEHRHZ A
32%AK < | Toax ITIBHE L7,

REHPEBHEEEOENBE/NFA—SOUK (T 5+T4—/T0557)

Cimax AUCo24 ~T TR
AT (%) 68 95 101
90%CI(%) 62~74 88~103 94~109

¥ IS E—1 B 1 ARG 24 BERGIE, u /570 B 2 \S)E 2 [ B R5 12 RS

LREMEBIESEOTHMPRERR & EYBER/ S A -4

(ng/mL)
25_ &5‘% Tmax Cmax AUCO-24 CminX
(mg/H) (h) (ng/mL) (ng * h/mL) (ng/mL)
ol —® /Tt 7 —n=35| 33*+1.7 1.920.7 | 9.69%+4.15 | 130.04%=50.68 | 3.71=1.38
O—0O Fu2/57 @=35)| 32*1.7 | 14+05| 14571748 | 137.54+59.40 | 3.71*1.62
[—fpﬂ N 7T T H—(1 B | AR 24 BRI, 7025 70 B 2 [ S 2 [ H G 12 RS
¥ CF¥iE+£S.D.)
Z
=
1]
A
A
-3
EF{_
G T T T T

0 4 8 12 16

P 512 5

20

24 (W5 1)




VIL.

EYHEICEY HEE

AUCo24 & Coin( b 7 7HRIE)D R2 L 0 B U72FAREMREIEL, AFIRGRFTIL 0934, 70 r T 7HRERFT
120898 THY . & bITEWHBEMEEZ R L2,

F7, AUCou & N7 7REOMBEMIX, midHc2&T

D LIRS T,

REHNEBIEERED AUCo-24 & Crin DEAR

10(ng/mL)

(ng-h/mL)
300- B
_ Turs7 o)
250 y=34.75x+8.73 Q
R?=0.398 .
200 P o)
o ¢
S 1507 e X0 .
=
< Q
100+
e TGy —
~ y=3545x-1.30 o FSETy—
507 R2=0934 o Fursy
G T T T 1
0 3 5 8
Cmin

QO MENZEMEBALERE 66 B1(22~T1 ICEWT, v/ 7 7h 7w A 2, OE5)5
AFI B 1EEL, RO ~[F AR Y X ROy EIE 2 e L 24,
77T T T RMIET D AHAND AUCh24 DAL LI 94.97%(90%CI 1 90.72~99.41%)TH 1 |
EFIRIBIZIIT 2 WA G T CORBERIIFBRETHD Z LARINT,

TENEBHEEEDEYFE/NS A —4

B Crmax AUCo.24 Comin™
(mg/H) (ng/mL) (ng * h/mL) (ng/mL)
%8 H 5.8+3.51 14.8+5.1 204.6+53.3 —
75 % 7 H —(n=66) %14 H 5.9+3.34 143+4.7 200.7+57.5 6.08+1.80
#21H 6.1+3.47 142+5.1 197.6+47.5 5.83+1.63
o % 1H 5.8+3.51 172+7.2 215.1+59.4 6.96%1.90
IS5 (n=66) —
%7 H 5.8+3.51 16.0£6.5 206.6+58.4 6.73%1.99
7T 72— B ARG 24 BRIBIRE, Yo T 70 B 2 B&E)E2 B HES 12 BREBEE, S8HO T
TR T, CEXIf#E+S.D.)
ZEEHNEBHERED EVBENSA—2OUBE (VS T4—/T0557)
Cmax AUCo-24 3%
LRI (%) 88.15 94.97 87.20
90%CI(%) 82.69~93.96 90.72~99.41 82.72~91.93

¥ 77T F—(1 B 1 EEG)IHRE 24 R tRRE .

7aZZ 70 B 2 BB 2 B B &5 12 R %R




VIL.

EYHEICEY HEE

QL EHB ML 60 B1(20~64 HOIZAKI H 1 [\, EERR OB LT e 7 Z 7781 H
2 M4, ZefEIAR M)A Bl 4 #7024 — _R—ikic kW R—AE Tz, EyEhg o
A—F gt Lz 29,
7T 7 I T RIATKT D ARFN D AUCos DHAEIEIT 92.6%(90%Cl = 89.7~95.7%)TH V| i
FBE 5 R ORI BIIFRRE CTH H Z LR STz,

TENEBHEEEDEYFE/NS A —4

&5% Tmax Cmax AUCO-24 Cmin>:<
(mg/H) (h) (ng/mL) (ng * h/mL) (ng/mL)
- . %28 H 5.18+£3.28 2.1 16.05%=5.30 221.49+64.31 6.701.94
IS H—(n=60) |
% 56 H 5.181+3.28 2.1 15.92£5.04 214.02+52.18 6.51=1.76
. %14 H 5.181+3.28 1.9 22.24*7.63 237.50%59.64 7.28+1.93
a7 77 (n=60) =
o 42 H 5.18+3.28 2.0 21.44%9.20 231.33+62.83 7.22+191
¥ 77— B 1 ARG 24 BRBIRE, e/ 770 H 2 BES)E 2 B B&E 12 FEREGRE  (CFEHELS.D.)
REHNEBHEETEOENBENSA—SOEBE (Y S T42—/T0557)
Crax AUCo.24 kT 7 R
AT P2 (%) 74.6 92.6 90.5
90%CI(%) 70.6~78.7 89.7~95.7 87.1~94.0

2HITOEFIRE FOMA Z 7 1 U A AP SR D 7= FIHME
¥ 7T E—1 A 1 ENR G 24 BERIBRIREE, a2 F 7 (1 B 2 [BI5)E 2 (8] B £ 5 12 Rei 4

@OFE N B RE(18~65 MICB W T, AFIG4H) : 1 B 1RENITT 0 F T 7070326 :
1 B 2 [§A4) & 22 fERFICRR D3 LTz & & O EhRE 2 st L7z 3,
Btk E 1 B B OB RA CIEIER U Th o728, AREHEGHED AUC 24 O %k
T7a s I 7 e BRERED 67.6% Th-o7-, 14 HHEKO 6 H D AUCo24 O FE I ENZE
A 107.0%. 89.1% CToh > 7=(SMENT — ),

PHREBEBETOAC RV S 7RE GHEAT—%)

1 HH 14 HH 61HH
Bh& AUCo-24 {;;EZ Bh& AUCo-24 {Z%;z PhE AUCo-24 (}};%;z
(mg/kg/H) | (ng-h/mL) (mg/kg/ H)| (ng-h/mL) (mg/kg/H)| (ng-h/mL)
(ng/mL) (ng/mL) (ng/mL)
7o H— 0.189 231.91 8.25 0.203 363.93 9.64 0.175 331.49 9.60
(n=34) +0.010 +102.33 +5.01 +0.046 +96.61 +3.25 +0.057 +86.82 +2.93
A=A 0.185 361.49 10.12 0.190 343.69 10.02 0.164 382.60 12.06
(n=32) +0.024 | *=214.65 +6.98 +0.063 | *=105.83 +3.04 +0.065 | *+171.22 +5.91
X0 7T Z—(1 B 1 EEG)EES 24 BRIRIREE, 7’07 T 71 A 2 \#E)E 2 BB #5- 12 Rl 2R E
S+ S.D.
FREBIEEETCOANCG A RUY S IREQRK (V5 T4—/T0557) Gl EAT—43)
1 HH 14 HH 6 11 B
AUCo.24 N T 7R AUCo-24 N T 7R AUCo-24 kT 7R
B35 H(%) 67.6 85.2 107.0 94.9 89.1 81.8
90%CI(%) 54.9~83.3 65.3~111.1 94.3~121.4 81.9~110.1 78.7~100.9 71.2~93.9

X 77T F—1 H 1 EEG)TEG 24 BEERIRE, a7 70 B 2 EEE)T 2 BB BG 12 R SRR E



VIL.

EYHEICEY HEE

PHREBHEBRETO S JREDHE GIEAT—43)

(ng/mL)
30 — —o— VIt 7y —(hiE1HAIZn=2, 2HH LLFEIZn=36~51)
—0— 7uZ57 (W 10HIZn=6. 2HH VL& IZn=32~48)
25 - . - FAS(Z 5t 7% —n=60, 7075747t n=59) TOFIfH+S.D.
M 20F
7
7
s 151
=3
e
=10k
5 L i S
0 I 1 1 1 1 1 1 | 1 | 1 | | ]
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14H)

GZKEARE

F72. AUCo2s & Cuin( b 7 7IRE)OHBIREUT, AFIRGRFTIL0.83, 1/ T 7 GRTIX 094 T
HY, MEEE b E WA E R LT,

HREBEEBETD AUCoo & Crin DEIR BIEAT—%)

(ng*h/mL)
1400+

® Ut Ty—ii
1200+ O FarsI

Tars7
y=28427x+57471
=094

TIeTy—
y=23.641x+92.534
r=0.83

0 10 20 30 ) 50(ng/mL)
Cmin



. EYEEIcEY HER

OERB AR 24 F(18~70 I, BBHED 28~7 HENIAFI IZ T 0 /T 7 h 7L O A#K Y %
Bith L7c & & DI ERE A fRFt L7 39,
Zrual) AADIMHE ~ T 7REOFEHMEIL, PRGSO BERG-E1 D O T O 8K OS5 fif 2k
oY —7y PL U VDEWICLVEBFILICEGENRERDI OO, 5 B EOKREBIZHEWN

10ng/mL Fiif% T - 7=,
EREAICABIREITATS T TELERS LD F 5 7RE (ng/mL)
¢ 5-BR AT Bh 2 B% ke 7 Bk Bl 14 H1% k528 H1k
+ + + -
R 0 8.22+4.63 9.15+5.46 9.95+5.44
(n=13) (n=14) (n=14) (n=9) -
o 0 16.5+5.85 12.1+3.51 9.90 6.90
A= A
(n=10) (n=10) (n=8) (n=1) (n=1)
aat 0 11.7£6.55 10.2+4.96 9.95+5.13 6.90
o (n=23) (n=24) (n=22) (n=10) n=1)
CF¥fE+ES.D.)

OFBREZOREICB W CHHBBMAEFICBI2BMOMORERELE NI 7RERIKRDOLEEY T

& o7z 40,

PHRBEBREREICE TS S 7REHERE MRET—4)

0.5

04

FS5t74——BHR5E (mg/kg/B)

=575 ——BREER
- +SORE

Q3
{ median
Q1

1

m

ik & (B)

BB n=100~243  If AR EERIERFIEL © n=59~238

(]
o

N
o
S 7B E (ng/mL)

o



VIL.

EYHEICEY HEE

3) HwEEsE
OAE N ZERIF A B 62 Fl(18~65 IR\ T, v/ 7 77w/ (1 A 2 [HE14 | Z2iERHRE D #
EYNBAAI B 1R, ZERERER O 5)~[F & CY) 0 2 x 72RO e &2 i L 722 # 4 #1Y9)
D 1 % 5B,
AFNOEHRAERS B H K56 H H)D AUCo0 DRMFEHHIZ T 1 25 7 7 A(14 AHKR 42 A
ENC AT 88.79%(90%CI : 85.42~92.29%)CTdh V. WA GREOIRFERIIFRE TH L Z LR E
NTe BAEGRED Con (X7 0 7T 7 5 7RG A~K 17%18 0> 7= E AT — ),

REHNBEEEOERREICE T E2EYBENS A -2 DK
(I3+F5—/70557) BGHEAT—%)

ﬂﬁfﬁ El Cmax AUCO-24 }‘ :j 7{%EX
28&56 H H
A ER(9 82.96 88.79 81.40
BATTEILE() /14&42 H H
28&56 H H
90%CI(9 78.69~87.45 85.42~92.29 77.88~85.08
#oCI(%) /14&42 H H

¥ 77T E—(1 H 1 EEE)IRG 24 BRIBRE, a7 270 H 2 B 2 BB &5 12 FEF %R

REHMHBEEEOTFHMPRERBRUENHE/NS A —2 GAEAT—%)

éqzﬂﬁ El &5‘% Cmax AUC0-24 Cmm>:<
Gt ! (mg/H) (ng/mL) | (ng-WmL) | (ng/mL)
18+ N —©® 2BHH 52+3.41 13.3 184.0 5.53+1.78
7787 —(n=62
(0=62) B—8 56 HH 53+3.36 14.1 187.9 5.78+1.75
16 a5 e O—0O 14HHA 52+3.48 17.9 215.6 7.11+2.54
& 14+ 77 ) O—0O 42 HH 53+3.36 16.0 2024 6.81+1.83
o194 ¥ Uo7 —(1 H 1 BRI E- 24 BRIHGREE, ~'m7'T 731 H 2 [BEE)L 2 BIH S 12 Rtk
4 (FH¥)fE+S.D.)
7 i
2 10
1
7 sl
2 1
it 67
i
4_
2_
0

0 2 4 6 8 10 12 14 16 18 20 22 24(m)
P G- 1% IR
F 7o, AUCo24 & Cuin( b 7 7RE)DOFHBARENL, AFIF LD 28 H H KN 56 H H TIXZFNZE4L 0.90

K088, 7 u /T bR 14 HH K42 HH TIXZENFN 094 LR 0.86 TH V. WAL &5
UWFHBEME 2R LTz,



VIL.

EYHEICEY HEE

OFME N BHLAF AL (18~65 )BT, AFN@E5F . 1 B 1 EEH LT w7 Z 7 H 7832 6 :
1 A 2 [EIF4) & ZEERCIR O G Uiz & & O3 EhRE & ElRET L7z 3,
BHE% RS- 1 B B OG5 EIImH A TIZIER CTH o 722, KFF GO AUCoq. b7 7IRED
BMPEHHIT T 0 7T 7 e ERED 503%, 46.2% Tholz, 14 H HOEMEHIZENER
111.4%. 102.2%. 6 B ORI HIT 117.9%. 100.6% T > 7=(FEANT— ),

FHRRABHEEETO A R S 7RE GHEAT—%)

1 HH 14 HH 611 H
BeH& | AUCox %%z BHE | AUCox %%z BHE | AUCox {);%;Fz
(mg/kg/ H)| (ng*h/mL) (mg/kg/ H) | (ng*h/mL) (mg/kg/ H) | (ng*h/mL)
(ng/mL) (ng/mL) (ng/mL)
JIvSH—| 0.118 145.97 4.21 0.221 324.19 8.82 0.209 364.28 9.96
(n=45) +0.023 | =103.03 +3.31 +0.097 | *£119.07 +3.18 +0.095 | £110.52 | £3.53
A=A 0.112 263.82 8.98 0.176 286.99 8.53 0.165 301.10 9.70
(n=32) +0.034 | £153.36 +5.90 +0.079 +88.03 +2.85 +0.076 +60.76 +3.21
¥ 77T —( H 1 [EHEE)IHRG 24 BRIZIRIE, 7027770 H 2 BIES)T 2 [0 B &5 12 R %R
FHIE+S.D.
FRFBIEEETCOANCG A RUY S IREQRK (VS T4 —/T0557) Gl EAT—43)
1 HH 14 HH 61 H
AUCo-24 /;%;Z AUCo-24 {E%EEZ AUCo-24 {E%EEZ
BT (%) 50.3 46.2 111.4 102.2 117.9 100.6
90%CI(%) 39.0~65.0 32.9~64.9 97.6~127.3 89.0~117.5 106.1~131.0 89.0~113.7

¥ 77T —( H 1 [EHEE)IHRG 24 BRIZIRIE, 7027770 H 2 BIES)T 2 [0 B &5 12 R %R

PHERBERETO S JREQHE GIEAT—43)

i) —o— 7 5¢ 75— (il AHiEn=16. 2H 1 2 Beidn=47~63)
30 —o— 7u797 (#ifE1HHIZn=19. 20 H Bl n=42~56)
o5 FAS(Y71 75 —n=67. 7075747 LAn=62) TOTHHESD.
]\
:;‘, 20 I
7
wm 1o
)i 10
5 -
0 1 1 | 1 1 1 1 1 1 ] 1

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14(H)

F72. AUCo2s & Coin( b 7 7IRE)OEBIREIT, AFIRGRFTIX0.92, 17T 7 GKRTIX 083 T
HY, MEEE b E WA R LT,



VI. EYHEICEY SEE

IR RBHERE TD AUCo24 & Cuin DEER BHEAT—%)

o Ity —1if
800+ o Furs7H
77y —
y=32.345x+30.239
600 =092

AUCh4
g
=

Tays7
y=21.433x+89.557
r=0.33

0 5 10 15 20 25 30 (ng/mL)
Cmin

@it DR E I W THBITFBHEF ICB T 2BENHMOREEL FT 7REIZRO LY T

Hot W,
FRFREEEICH TS S 7REHS MRET—4)
0.3
— =Yt J4——BR5E Q3 5
Q -I-}-;7;ﬁf§ { median 720 jél\
» o1 @
3 &
M 02 t 1 10 %
iry N
;_E(' A
m
I 0
% 01 r
N 1 : 1
) | i {%W {Tw (fw {Iw |
0 m . ’—\—‘ L m . . . \
0 1 2 3 4 5 7

ik B#(R)
W5 F1%  n=3~11 MAPEEHE : n=2~13(F 0 77 g L O Sh - Ba 2 at)



VIL.

EYHEICEY HEE

4) DiBHERE OO
SE N EH DR 45 BI(18~65 MOICBWT, v/ I 7h 7 k(1 H 2 [BIF4 | ZEJEREE 1 #
FNDBARFI( B 1 [BIE, ZEREREHR & ) ~[F— & T 0 #2 2 7= BRO Y EIHE & Fgt L7-(2 #l 2 #19)
0 L z 5ER),
AANOFEFIRAEN4 HEH L 21 HE)D AUCoos DEMFEEITT 0 77 7 721 BEEKOD T HH)
(22 90.5%(90%CI : 86.8~94.3%) T v | Mifl# 5 RFOUERERIXFRE CThH L5 Z LRIz, KAl
B EHF D Cpax 1X7° 00 7T 7 T3 72N AK) 19%AE0 - T=(OME AN T — #),

TEHAOBHEEEOEEREICE T E2EYHE NS A —2DLE
(T2t 74—/70552) BGHEAT—%)

ngﬁﬂi EI Cmax AUCO—24 }\ ? 7{}%‘§X
14&21 HH
%% NZ A 0,
BT (%) &7 B B 81.0 90.5 86.9
14&21 HH
0%CI(% 6.3~86.0 86.8~94.3 82.6~91.4
90%CI(%) &7 A H 7 9 9

X Z7v T F—1 H 1 EEG)TEG 24 BEERIRE, a7 70 B 2 EEE)T 2 BB BG 12 R R

REHOBEBEOFHMPREEBRUEYHE NS A —2 GHEAT—%5)

S0 B h & Conax AUC4 Conin™®
(mg/kg/H) (ng/mL) (ng - mL) (ng/mL)
B—E S HE | 00605+0.0341 | 15.69+442 |232.76+64.45| 7.39+231
(“g/gldz 75T H—n=45) | @—@ 14 HE | 00604200341 | 1496450 | 223.81+£65.44 | 7.24+2.32
A—aA 2] HE | 0.0598+0.0328 | 14.54+4.64 | 215.73%59.19 | 7.06%2.22
131 o O—O 1HE | 0.0605+0.0341 | 17.52%5.97 | 236.65+67.68 | 8.06%2.51
I 167 TRIT7 @=49) O—O 7HH | 0.0600+0.0336 | 19.62+7.83 | 249.06+71.18 | 8.28+2.51
Z': 144 ¥ 77T 2 —1 B 1 EEG)NIEE 24 RFEIRE, a7 270 H 2 [EH5) 2 BIH S 12 RS
2 (P +S.D)
1
é): 10
i o
B 67
4_
2,
0 : : : : . i
0 4 8 12 16 20 24 (IRg )

G-t Re ]

F72. AUCo24 & Cmin( b 7 7R DOFHBIREIT, AAIFGHFTIX 094, 7'r 7 7 7#GRFCIL 091 T
B, WEEE LEWHEBMEE R L,



. EYEEIcEY HER

TEHOBHEEED AUCi0 & Crin EDER GTEAT—42)

(ngh/mL)

500+ & FI =
ToeTT= o Fuys7
¥=25937x+34.387 O
400 r=094
o]
(o]
Turs7
3 3004 y=25.135x+37.421
= r=091
=
200+
100+
Se
0 2 4 6 8 10 12 14 16 18 20(ng/mL)

Cunin

b) BHEBIEEEY

HLA A R LS O Filil g s A E 13 F1(20~54 )BT, AFIZ 1 B 1 [HElICROEE L
& X DOIMBREZRFT LTz,

W ENRE X T A — X OERMZEIIRKE <, Croaxe AUCo24. N7 7IREDOEEREIT TN E S0%FRE %
R LT,

PHRERBEEEOEYBE/ NS A -4

55 Tmax Cinax AUCo-24 ~T TEE
(mg/H) (h) (ng/mL) (ng-h/mL) (ng/mL)
JEEE+SD. | 3.46+3.39 3.23+2.39 16.64+8.60 217.56+100.01 6.03+2.65
e/~ KR 0.5~14.0 1~10 6.53~35.95 73.99~387.56 1.64~11.06
CV(%) — — 51.67 4597 44.06
CV : ElhriK (CF¥)E+S.D.)

F 72, RGO R ENRE I TME AR TR E 2220 510, Coaxe. AUCo24 & Y Crin DR EMREIT N1
B S0%EREE R LT,

L L. AUCo24 & Coin( b7 7 HEE)DOFHRIBIFA I 0.8679 & B WHBIMEZ /R LIZZ 0D, AANZ T 0 7
T Hh T BN ERRRZ, N7 7 LV OMTREEZSZICERGEEOFRE N AR EE X LT,



. EYEEIcEY HER

R BHERBEEREED AUCoo4 & Crin & DR

(ng'h/mL)
450~

400+
350
300
290
200
150
100+

AUCq24

y=32.694x+20.567
504 r=08679

G T T T T

0 2 A 6 8 10 12(ng/mL)

6) EYMFENREFMH
M ER e L
<BE>S TIurI7hvLETar T 7RO
ANBEBHEE 9 i\ T, 7B bR A~FHETE Y X 7-BR0 1 72 VG Rp(JERI 8] D #i
Z AT H) & BRI G- RFERLIZ Y D 2 % 1 %) O KMBIRE & LG L2/ 5. 7 72T 5 Coax
Fe KON AUC 12 ERIZZE 40 1.18+0.50 KT8 1.08+0.51 T UHHRIA I 7 /L L 0 0R0Em VW ME 27 L7223,
FEIFE LICHVETH o729, £72. 8 & DIEFID Coax FE & TN AUC.12 EEO#IPA I 0.51~2.10 K2 T} 0.40~
221 THY, WAL LERBTRERES &R ALNT, EEY, Tl I o7t Ta s
7 7 BRI D W) FR R N IIRRGE S AL TV R0,

AT SERADY Y BRI BEOENFE/ S A—4

B BTN Wk FEQEAL S 7 L)
\ o EiEeN s
EE@U% =2 Crnax AUCo-12 Crnax AUCo-12
(mg/kg/Ial) Cimax AUCo-12
(ng/mL) (ng-h/mL) (ng/mL) (ng-h/mL)
1 0.03 10 427 18 94.4 1.80 2.21
2 0.02 10 70.2 93 68.6 0.93 0.98
3 0.06 27 165.4 23 113.3 0.85 0.69
4 0.02 14 105.6 7.2 41.8 0.51 0.40
6 0.02 9.9 61.5 14 69.2 1.41 1.13
7 0.03 13 92.0 13 103.8 1.00 1.13
8 0.02 6.2 36.7 6.8 27.6 1.10 0.75
9 0.02 4.1 32.6 3.8 34.1 0.93 1.05
10 0.04 20 230.8 42 320.0 2.10 1.39
MZPA é‘
VI — — — — — 1.18%0.50 1.08%£0.51
+S.D.
(3) hEE

AR ORE O EEFOWIUT —E L TR LT, BEICIVBEAZERD DO T, MLPHEE DS WSS ORITE
A ONZ i H R B DM NGB O RSOGO i EIR O 5 BLZ [ < T= . BE ORPUTIE C T
BEZHAE L., b7 7 L-Ul(trough leve) DIl FIREZBEIC L TR GREEZMETT 5 2 &, FRICBMER
H D WVITH G BAE A RN P EEREE21T 5 2 &, ks, Md F T 7R 20ng/mL E B2 5 H
MRAEWEAS., BWERANER LT RO THEETLZ L,



VIL.

EYHEICEY HEE

4) BE - ftRAEOEE

) BEORE"

A E N fERERR A B 21 B AH] Smg & Z2fER ST E IR BB IR, X7 n 7 7 7 &L Smg &
ZEWEREIT, 6 NEFFRE 3 S 3 17 m A4 — "—IRIC L HEE NG5 L, BRFOREBLRGF LI,
BRI BB EUL B 5 CIXZE IR 52 e RIGHE, NA 3T XA 7807 13ME T Lz, ®iE&
FEEU% D AUCoo X ZEMERED 76.0% ., Conax 1F 77.2% LK T Uiz, £72, ZEMERER 50D Toa 13 2 FFEITH -
oM. IR REEL B G- CIE 3.5 BRI EGBIE L, BRI X 2 WK FARE Xz,

WEBORELZ 77T 7 7RV TORGHER VL D L ZIERR G 5 @IE R R % &5
D Conax DK FIEARFN O F N T 0 75 7 57/ LDFREN/NE o T2DIZk L, AUCeDAK T 13 Bl
MITIZERBECTHDI LEZONTZEFMNEANT — %),

EERXEEENRERRERRZORSHOEYMHE/NS A -2 DK
(SRR B ERER/ZEF)

BRI (%) 90%CI(%)
AUCp-co 76.0 69.2~83.4
Cnax 77.2 67.1~88.8

EERXIEEHEENRERNZEOREROFYMHREEBRUVEYHE/NS A —4

(ng/mL)
1001

1

H

4

4

a

1)

A

2

7% AUCO—oo Cmax Tmax ti2

EE 0.1 (ng - h/mL) | (ng/mL) (h) (h)
O—0O 7 7 & 7% — @l AR (0=19) 144.46 6.47 3.50% | 35.9%
O—O /77X —TEHNy (n=19) 190.19 8.39 2.00% | 36.3%

0.011

O—0O 7u 77 7724k (n=20) 249.60 22.28 1.01% | 347%
’ P L

0 8 16 24 32 40 48 5 64 72 8 8  96(h
& 5 [

2) BEAAIVITDEED

A E R 551 24 BN AK] Sme & Z2iERE, &A1 1 I, BE#. B% LS RIS, 4 EFEE 4 H12
OAA—N—{EIC LY EEROBS L, BFX1 I T7ORBERH LT,

BEHE D AUComny Crmax DT BT ZENEIED 73.4%., 72.2%., 1% 1.5 FFI 0D AUCoo0n Cinax D 20
BT ZEREIRF D 64.6%., TT1%ITIKT Lz, £, BREZLOER 1.5 KFH O T & ZEMEREZ B AE
L. AFNOWIITEFEDZA I LTIV EBEZTHZ LR ENT,

WEOREL 70 7T 772NV TORGHER DL L, BRIZLD AUCIK T OFLEE LAl
MTIFERBRETH 72D, Conx W FOREIZIT 07T T T RADIETNARF L K& Do =(FE A
T =),



VI. E¥EREICEY 5I1ER
TSR, BAT BHE. BER. B2 . OBEICHEEROKREHOTFEYBENSA—4
Ze G IRE RHT 1 REH] RIE% 5 1.5 IFRE
(n=24) (n=23) (n=24) (n=24)
AUCo...(ng * h/mL) 202.63 179.72 150.09 129.84
Cmax(ng/mL) 3.88 7.27 6.39 6.53
Timax(h) 2.00% 2.00% 4.00% 3.00%
ti/2(h) 36.6 352 36.0 36.2
S gL fE
ZEHERE. BAT 1 BE. BEZR. B L.OBRICERBORSHROENERE/NS A —F DLHE
AT (%)
[90%C1]
AR 1 R/ 22 g IRy B4 /22 E R B 1.5 HrRE/Z2 fE
90.0 73.4 64.6
AUCo-
[82.9~97.8] [67.7~79.7] [59.6~70.1]
o 86.5 722 77.1
- [77.9~96.0] [65.1~80.1] [69.6~85.6]

3) {#ﬁ%@ 'T'/ E

ARANT T & U THEYIHTEEE CYP3A4 TR SN D720, CYP3A4 TR SN A3y & oIz &

Y AHI O A P RE DS RS TR
BREEDME T3 % Al HE
SNHMOEY O P A ER S H 5 AR
WOT, MHEEE & OBRIPED TROERA & OFAAER O AT hE

PERH 5,

2. EYEERMBP/NTA—5

(1) fEFAE
BRI L

(2) WA
KR L

(3) HEREETEH
UER R L

<BE> Tnr T 7 EARNEGR O SR
7.93+=5.16h(F N\ B BAHEE 9 Bl
18.2+ 12.1h(AME B #ER B 12 B

@) 2UTF5 VR
MR L

<HBE> Turso7,
0.120%0.050L//kg(Jit /s 0.0611~F K 0.200)7
0.075mg/kg % 4 FEf] s

(BBMEE 9 il

(5) HWEHE
MM ER e L

<BE> Tnrsg7
1.01020.382L/kg(Fe/Is 0.562~ K 1.615)7
0.075mg/kg % 4 ]

(BB 9 il

i 45 G-I

A P R

MR 5, Fio,

0.075mg/kg 4 ] A

i 45 5

U B IR

— 44—

U ERARN B 5 17) 7
0.017£0.004mg/kg % 4 BRI ARPN Ffee 15 ARF)™

EMEDRD D, T2, CYP3A4 Z#FE T 53 & OPFHIC L0 AF O
—J7. AREID CYP3A4 TORBALEST 22 LI L V. CYP3A4 T
AFN O M BEE [ &1 98.8% LU E &
Mo, (VL7 MHEER] OHSM)



VIL.

EYHEICEY HEE

(6)

ZDih
MM ER e L

3. BRE (REaL—>av) &

(M

(2)

A%
KR L

INT A= EEER

MM ER e L

<HE> Turs 77RO

NI BE 12\ CUiE, CL/F 3BT O EEICIT L, Bhitk € O KIZHE-> TR A 12 CLF 23
HRTDEME 1 » HTS0%RE),

EEERBRBE BN TL, AL ONREMRAEIC LV M REIL, 61% & 24% EH-725 0 THEE
T5ZET7,

4. IR

(VA FT AT T o

M ER e L

<HB%E> TnursTI7ROELR

20+17.8% [RANBEBHEE 9 B2 0.125~0.24mg/kg #% O 5-(4 7/ )] ™
31+24% [HENEBEBMEE 11 #1112 0.063+0.03 1 mg/kg &% 1% 58] 7

QYUEIERAL(Z > BT

MEEE L =TI Z 7 v ) A2 2R GHOMPRENS, £ LT IEHELAOZENE &0 RIS
ho LSz,

QIR (T v b, b E)PO

F v MR BIZ UCHE# Y 7 v U LA 32 KON 10mg/kg /% O 855 ORI IT, 221 37% LT 7%
ThoT,

OHBETEER(T » 1)

Hr7al) AAZEE LTHEFZ L CEPICHEREINDZ DB UCHEHY 70 ) AAEEE I =2 L — 3
YENELTZT v T 1.0mg/kg FEIRNEE -3 2 & | G HETRED 81.9% 23 HRIZ, 2.7% 23 R HIZHEM
N, £, FHEEZROEGT 5L, BHHRERED 34.8% M HHHIZ, 2.7%23 R I HEM X7,

<BE>

Kﬂ&ﬂ oy E A7 s T 7 h TN a i LTI TRFICL D EDBEE /T X —H
DEEEZRRI LI L 24, BRERKORERE 1.5 FFRICHE DG L7CG G ZEERHZEEA~NA EIS Coa X

UME@%T#&%M\RmiﬁﬁbmeIATW5%

5 9

(M

1fn 3% — i BE P @ i@ 1

MINBEATIE(Z » BT

7/%’”Cﬁﬁ&&m)Axonmwg%#%W%ﬁbt& 2. 5 BRICIEKR R OV TZERZER
1 25+6 KON 32+10ng eq. /g FHME S EVRH S 7z, 7 » MZ Img/kg #% O HREZIE, BG4 24 IF

ﬁifﬁkﬁﬁwm%@mwfh%@mmﬁUF?%oto



VIL.

EYHEICEY HEE

(2)

(3)

(4)

(9)

;% — R AR BE P @@t

27 AAEREESNIZEGEOS M 3 A% £ COVEMAEPEE*T 1.46ng/mL(15 1), MEHS M X
0.71ng/mL(13 ), 2EAK L 1T 0.2ng/mL A2 B) T, = 0 & & HiA Ve o P2y i 4 rf i 1% 0.54ng/mL(7
By, BEHE PR FTRERFU T Th o 72 (71 75 7 OINE AT EE TOTF — ),

Fo, #7v U ARERG ST O 5 MRREO SR R R EE I 9.0ng/mL(8 i), T I i ERR )1
6.6ngmL(7 F) TH VY . & N THEZE®RT 2 2 &23RE I TV DEEABSRBESE TOT —X),
*AMAEFIRE - [EATITEE, 42ifi(whole blood)IZ T HRERENITONL TS, ~~ b7 Uy MEFEOSRMIZ L

0%/ B BH, AT E X2 MmEE DR 1/10 TH D,

FERA~OBATIE(T > b)
IR 18 HHOMET » M “CHER X 7 v U A A 1.0mgkg 2/ A#&G Lz s &, JRIRTII&RY 24 K%
W O CIR W REDS B SN T DA TH - 7=,

~0BTH

2 m ) AR RS SN O S 3 B#% £ TOEIMEFRE*L 1.46ng/mL(15 $) T, 2D & X

BRI IR EE L 0.79ng/mL(6 B) & FEAIMEE R E*DIFIEF) TH - 7= DEEAFBHESE TOT a7

TITDT—H),

*IMAEPIRE - ENTII@EE . 2ii(whole blood)lZ TILHIRERENTON TS, ~~v F7 Uy MEEDOSEMIC X
0 2RI DN, MIEPREITEMREDOK 1/10 TH 5,

R~ DRITHE

SREEE 16T, BEETICARFNIIRH SN (<0.1ng/mL), Z D & & OIMEFHEEE*L 3.3ng/mL THh -

78T a T 7 OINENT —H),

*MAEFIRE - [EATITEE, i (whole blood)IZ Tl HRERENITONL TS, ~~ b7 Uy MEFEOSMIZ L
0%/ B BH, AT E XML DR 1/10 TH 5,

T DD~ DT

A~ D DA (T B

MC kA 7 ) A A% T v M 0.32mg/kg BRI GRER Y Img/kg #% 1 #5515 O KRR~ D /04 13

UTFToLBYTHD,

v MIFEEEROMBRNS T (ng eq. /g or ml)

& 5 % K [#Hb

1/12 2 8 24 72

I HR R 85+5 2742 13£1 — —
PAN 25+6 14+0 17+1 17+4 15+3
7N 32+10 1942 18+2 14+2 7+1
R AR 1139+36 440+10 271+42 90=+3 —
iLofik 1823+316 523+23 250+8 112+3 2242
fif 1941+120 93922 447+18 156+3 25+3

S i 865+77 558442 328+8 141+5 49+ 1
S ik 95667 420+12 219+11 84+2 26%2

Bl 2586+332 978+27 426+ 14 123*8 24+1

i 711+24 523428 284+2 139+8 2342
H 619+71 34620 220+11 143+7 43+2

N 263420 241+13 172+9 15011 58=+1

N 382+26 393+38 238+5 1167 2942

SEYIE£S.D.



VI. EYHEICEY SEE

S MIROKEZOMBEEANS T (ng eq. /g or mL)

B 5 % K O (h
2 8 24
I H R 10£0 7+1 7+2
PNt — - —
Nt — - —
SIRTNIT — - —
N7 23%2 27+7 —
fifi 58+6 46+8 16+3
JHNE 192+24 121£19 33+£2
B ik 84+15 93+3 76+9
Bl - 30£6 10£1
[N 12+1 29+3 104
H 1120+364 621210 32+3
K — 265+121 46+13
/M 425+37 347458 23*1
SEYIE£S.D.
(6) MBEAFESE
t MEEREOREGRIZILLTOLEEBY THD ¥,
mFEBHEEE
W & I & & FE (ng/mL) BEABEE%)
IS 1.0 >98.5
SETGE AT 27al hA 0 99,0402
U , 0.5 99.2+0.5
SEABAT I 3H-dihydro-# 7 1 U A& 50 99.0-0.2

B £ S.D.(n=3~8)

6. fRE

(1) RBIERRL R UL BIRR R
REFEAL - e, THIEE
BRI - AAE AR RS TofF, JRPREDITTEE L THA F IR TH > 7228, IR T

ELTKBILIRTH -T2 30T e 7 Z 7 ONE AN EE TOT— ),

(2) RFIBEE5T HEEFR CYPEH) OHFE. FEX
CYP3A8788)
Invitro RBROFER, 2 7 1 ) LAD ERHY M-I(13-5L A F/V4R) 1%, CYP3A3, 3A4 K TN 3A5 OFRBLRIC
BWTHERKEIL, CYPIA2, 2A6, 2B6, 2C8, 2C9, 2D6 KX 2El TiTAk S e ->7-, M-I DREHHIC
X 2R M-VII(13-,15-fE 2 F/UERNZ BV T B [FEERIZ, CYP3A O 77 7 I U —DRBLRD A THRRK S
Nz, #7 vl AAROMI ORBHTIE CYP3A4 b G2 LTz,

(3) MIEEBMHROEERVUZDEE
BA=RPA4A

(4) KEYOFHEOABRWEML., FHELE

Sy MFIZa Yy —5I12k % invitro SR 2 AN TRIESN- S EHOREDO I L, FRFMWTH D
13D O-Fii A FNARDOIKIEM (T # 7 1 U b AR TIEF T o 72 89,



VI. EWEhRecBd 5B
7. B
FElg& TR S, R o K 3R EEi S b, AR R OR P ORELIRIL, EREnES 5
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2 f 4 | Astellas Pharma US Inc.

W 58 4 | Astagraf XL

H ¥ - & & | Capsules: 0.5 mg, 1 mg, 5 mg

AW OHE H | 201347 A

NEESUIEZNR | ASTAGRAF XL is a calcineurin-inhibitor immunosuppressant indicated for the prophylaxis of organ
rejection in kidney transplant patients in combination with other immunosuppressants in adult and pediatric
patients who can swallow capsules intact.

HEKR OV | - Capsules must be taken whole.

+ Take consistently every morning at the same time on an empty stomach at least 1 hour before a meal or at
least 2 hours after a meal.

+ Avoid eating grapefruit or drinking grapefruit juice or alcohol.

+ African-American patients and patients with severe hepatic impairment may require dosing adjustments.

* Frequent monitoring of trough concentrations is recommended.

* For complete dosing information, see Full Prescribing Information.

Recommended ASTAGRAF XL Initial Dosage

Patient Population Initial Oral Dosage Whole BIO(,)d Trough
Concentration Range
ADULT
With basiliximab, MMF | 0.15 to 0.2 mg/kg once daily prior to| * Month 1:7-15 ng/mL
and steroids reperfusion or within 48 hours of completion | * Months 2-6: 5-15 ng/mL
of transplant + > 6 Months: 5-10 ng/mL
With MMF and steroids, + First dose (pre-operative): 0.1 mg/kg, within | + Month 1: 10-15 ng/mL
without basiliximab 12 hours prior to reperfusion * Months 2-6: 5-15 ng/mL
induction + Subsequent doses (post-operative): 0.2 mg/kg | + > 6 Months: 5-10 ng/mL

once daily at least 4 hours after pre-operative
dose and within 12 hours after reperfusion

PEDIATRIC
With basiliximab, MMF | 0.3 mg/kg once daily, administered within 24 | *+ Month 1: 10-20 ng/mL
and steroids hours following reperfusion + > Month 1: 5-15 ng/mL

MMF = Mycophenolate mofetil

(2023 4= 8 A 43T
HERNOERBNE ORI CARAZEHT L2 &,
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2 fk 4 | Astellas Pharma Ltd

W 58 4 | Advagraf

# ¥ - & & | prolonged-release hard capsules : 0.5 mg, 1 mg, 3 mg, 5 mg
KR A | 2021 41 A

ZIHE X35

Prophylaxis of transplant rejection in adult kidney or liver allograft recipients.
Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal products in
adult patients.

LR O &

Advagraf is a once-a-day oral formulation of tacrolimus. Advagraf therapy requires careful monitoring by
adequately qualified and equipped personnel. This medicinal product should only be prescribed, and changes
in immunosuppressive therapy initiated, by physicians experienced in immunosuppressive therapy and the
management of transplant patients.

Different oral formulations of tacrolimus should not be substituted without clinical supervision.
Inadvertent, unintentional or unsupervised switching between different oral formulations of tacrolimus with
different release characteristics is unsafe. This can lead to graft rejection or increased incidence of adverse
reactions, including under- or over-immunosuppression, due to clinically relevant differences in systemic
exposure to tacrolimus. Patients should be maintained on a single formulation of tacrolimus with the
corresponding daily dosing regimen; alterations in formulation or regimen should only take place under the
close supervision of a transplant specialist. Following conversion to any alternative formulation, therapeutic
drug monitoring must be performed and dose adjustments made to ensure that systemic exposure to

tacrolimus is maintained.

Posology
The recommended initial doses presented below are intended to act solely as a guideline. Advagraf is

routinely administered in conjunction with other immunosuppressive agents in the initial post-operative
period. The dose may vary depending upon the immunosuppressive regimen chosen. Advagraf dosing should
primarily be based on clinical assessments of rejection and tolerability in each patient individually aided by
blood level monitoring (see below under “Therapeutic drug monitoring”). If clinical signs of rejection are
apparent, alteration of the immunosuppressive regimen should be considered.

In de novo kidney and liver transplant patients AUCo-24 of tacrolimus for Advagraf on Day 1 was 30% and
50% lower respectively, when compared with that for the immediate release capsules (Prograf) at equivalent
doses. By Day 4, systemic exposure as measured by trough levels is similar for both kidney and liver
transplant patients with both formulations. Careful and frequent monitoring of tacrolimus trough levels is
recommended in the first two weeks post-transplant with Advagraf to ensure adequate drug exposure in the
immediate post-transplant period. As tacrolimus is a substance with low clearance, adjustments to the
Advagraf dose regimen may take several days before steady state is achieved.

To suppress graft rejection, immunosuppression must be maintained; consequently, no limit to the duration
of oral therapy can be given.

Prophylaxis of kidney transplant rejection

Advagraf therapy should commence at a dose of 0.20 - 0.30 mg/kg/day administered once daily in the
morning. Administration should commence within 24 hours after the completion of surgery.

Advagraf doses are usually reduced in the post-transplant period. It is possible in some cases to withdraw
concomitant immunosuppressive therapy, leading to Advagraf monotherapy. Post-transplant changes in the
condition of the patient may alter the pharmacokinetics of tacrolimus and may necessitate further dose
adjustments.
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Prophylaxis of liver transplant rejection

Advagraf therapy should commence at a dose of 0.10 - 0.20 mg/kg/day administered once daily in the
morning. Administration should commence approximately 12 - 18 hours after the completion of surgery.
Advagraf doses are usually reduced in the post-transplant period. It is possible in some cases to withdraw
concomitant immunosuppressive therapy, leading to Advagraf monotherapy. Post-transplant improvement in
the condition of the patient may alter the pharmacokinetics of tacrolimus and may necessitate further dose
adjustments.

Conversion of Prograf-treated patients to Advagraf

Allograft transplant patients maintained on twice daily Prograf capsules dosing requiring conversion to once
daily Advagraf'should be converted on a 1:1 (mg:mg) total daily dose basis. Advagraf should be administered
in the morning.

In stable patients converted from Prograf capsules (twice daily) to Advagraf (once daily) on a 1:1 (mg:mg) total
daily dose basis, the systemic exposure to tacrolimus (AUCo-24) for Advagraf was approximately 10% lower
than that for Prograf. The relationship between tacrolimus trough levels (C24) and systemic exposure (AUCo-24)
for Advagraf is similar to that of Prograf. When converting from Prograf capsules to Advagraf, trough levels
should be measured prior to conversion and within two weeks after conversion. Following conversion,
tacrolimus trough levels should be monitored and if necessary dose adjustments made to maintain similar

systemic exposure. Dose adjustments should be made to ensure that similar systemic exposure is maintained.

Conversion from ciclosporin to tacrolimus

Care should be taken when converting patients from ciclosporin-based to tacrolimus-based therapy. The
combined administration of ciclosporin and tacrolimus is not recommended. Advagraf therapy should be
initiated after considering ciclosporin blood concentrations and the clinical condition of the patient. Dosing
should be delayed in the presence of elevated ciclosporin blood levels. In practice, tacrolimus-based therapy
has been initiated 12 - 24 hours after discontinuation of ciclosporin. Monitoring of ciclosporin blood levels
should be continued following conversion as the clearance of ciclosporin might be affected.

Treatment of allograft rejection

Increased doses of tacrolimus, supplemental corticosteroid therapy, and introduction of short courses of
mono-/polyclonal antibodies have all been used to manage rejection episodes. If signs of toxicity such as
severe adverse reactions are noted, the dose of Advagraf may need to be reduced.

Treatment of allograft rejection after kidney or liver transplantation
For conversion from other immunosuppressants to once daily Advagraf, treatment should begin with the initial
oral dose recommended in kidney and liver transplantation respectively for prophylaxis of transplant rejection.

Treatment of allografi rejection after heart transplantation
In adult patients converted to Advagraf, an initial oral dose of 0.15 mg/kg/day should be administered once

daily in the morning.

Treatment of allograft rejection after transplantation of other allografts

Although there is no clinical experience with Advagraf in lung-, pancreas- or intestine-transplanted patients,
Prograf has been used in lung-transplanted patients at an initial oral dose of 0.10 - 0.15 mg/kg/day, in
pancreas-transplanted patients at an initial oral dose of 0.2 mg/kg/day and in intestinal transplantation at an

initial oral dose of 0.3 mg/kg/day.

Method of administration

Advagraf is a once-a-day oral formulation of tacrolimus. It is recommended that the oral daily dose of
Advagraf be administered once daily in the morning. Advagraf prolonged-release hard capsules should be
taken immediately following removal from the blister. Patients should be advised not to swallow the
desiccant. The capsules should be swallowed whole with fluid (preferably water). Advagraf should generally
be administered on an empty stomach or at least 1 hour before or 2 to 3 hours after a meal, to achieve maximal
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K OH & | absorption. A forgotten morning dose should be taken as soon as possible on the same day. A double dose
() should not be taken on the next morning.

In patients unable to take oral medicinal products during the immediate post-transplant period, tacrolimus

therapy can be initiated intravenously (see Summary of Product Characteristics for Prograf 5 mg/ml

concentrate for solution for infusion) at a dose approximately 1/5" of the recommended oral dose for the

corresponding indication.
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8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy registry that monitors pregnancy outcomes in women exposed to ASTAGRAF
XL during pregnancy. The Transplantation Pregnancy Registry International (TPRI) is a voluntary
pregnancy exposure registry that monitors outcomes of pregnancy in female transplant recipients and
those fathered by male transplant recipients exposed to immunosuppressants including tacrolimus.
Healthcare providers are encouraged to advise their patients to register by contacting the Transplantation
Pregnancy Registry International at 1-877-955-6877 or https://www.transplantpregnancyregistry.org/ .

Risk Summary
Tacrolimus can cause fetal harm when administered to a pregnant woman. Data from postmarketing

SKE O SCE surveillance and TPRI suggest that infants exposed to tacrolimus in utero are at a risk of prematurity,
(2023 8 H) birth defects/congenital anomalies, low birth weight, and fetal distress [see Human Data]. Advise
pregnant women of the potential risk to the fetus.
Administration of oral tacrolimus to pregnant rabbits and rats throughout the period of organogenesis
was associated with maternal toxicity/lethality, and an increased incidence of abortion, malformation
and embryofetal death at clinically relevant doses [0.5 the maximum recommended clinical dose (0.2
mg/kg/day), on a mg/m? basis]. Administration of oral tacrolimus to pregnant rats after organogenesis
and throughout lactation produced maternal toxicity, effects on parturition, reduced pup viability and
reduced pup weight at clinically relevant doses (0.8 the maximum recommended clinical dose, on a
mg/m? basis). Administration of oral tacrolimus to rats prior to mating, and throughout gestation and
lactation produced maternal toxicity/lethality, marked effects on parturition, embryofetal loss,
malformations, and reduced pup viability at clinically relevant doses (0.8 times the maximum
recommended clinical dose, on a mg/m? basis). Interventricular septal defects, hydronephrosis,

craniofacial malformations and skeletal effects were observed in offspring that died.
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The background risk of major birth defects and miscarriage in the indicated population is unknown.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo-Fetal Risk

Risks during pregnancy are increased in organ transplant recipients. The risk of premature delivery
following transplantation is increased. Pre-existing hypertension and diabetes confer additional risk to
the pregnancy of an organ transplant recipient. Pre-gestational and gestational diabetes are associated
with birth defects/congenital anomalies, hypertension, low birth weight and fetal death.

Cholestasis of pregnancy (COP) was reported in 7% of liver or liver-kidney (LK) transplant recipients,
compared with approximately 1% of pregnancies in the general population. However, COP symptoms
resolved postpartum and no long-term effects on the offspring were reported.

Maternal Adverse Reactions

ASTAGRAF XL may increase hyperglycemia in pregnant women with diabetes (including gestational
diabetes). Monitor maternal blood glucose levels regularly.

ASTAGRAF XL may exacerbate hypertension in pregnant women and increase pre-eclampsia.
Monitor and control blood pressure.

Fetal/Neonatal Adverse Reactions

Renal dysfunction, transient neonatal hyperkalemia and low birth weight have been reported at the time
of delivery in infants of mothers taking ASTAGRAF XL.

Labor or Delivery

There is an increased risk for premature delivery (< 37 weeks) following transplantation and maternal
exposure to ASTAGRAF XL.

Data

Human Data

There are no adequate and well-controlled studies on the effects of tacrolimus in human pregnancy.

Safety data from the TPRI and postmarketing surveillance suggest infants exposed to tacrolimus in utero
have an increased risk for miscarriage, pre-term delivery (< 37 weeks), low birth weight (< 2500 g), birth
defects/congenital anomalies and fetal distress.

TPRI reported 450 and 241 total pregnancies in kidney and liver transplant recipients exposed to
tacrolimus, respectively. The TPRI pregnancy outcomes are summarized in Table 6. In the table below,
the number of recipients exposed to tacrolimus concomitantly with mycophenolic acid (MPA) products
during the preconception and first trimester periods is high (27% and 29% for kidney and liver
transplant recipients, respectively). Because MPA products may also cause birth defects, the birth
defect rate may be confounded and this should be taken into consideration when reviewing the data,
particularly for birth defects. Birth defects observed include cardiac malformations, craniofacial
malformations, renal/urogenital disorders, skeletal abnormalities, neurological abnormalities and

multiple malformations.
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Table 6: TPRI-Reported Pregnancy Outcomes in Transplant Recipients with Exposure to Tacrolimus

Kidney Liver

Pregnancy Outcomes' 462 253
Miscarriage 24.5% 25%
Live births 331 180

Pre-term delivery (<37 weeks) 49% 42%
Low birth weight (< 2500 g) 42% 30%
Birth defects 8%? 5%

1 Includes multiple births and terminations.
2 Birth defect rate confounded by concomitant MPA products exposure in over half of offspring with birth defects.

Additional information reported by TPRI in pregnant transplant patients receiving tacrolimus included
diabetes during pregnancy in 9% of kidney recipients and 13% of liver recipients and hypertension
during pregnancy in 53% of kidney recipients and 16.2% of liver recipients.

Animal Data

Administration of oral tacrolimus to pregnant rabbits throughout organogenesis produced maternal
toxicity and abortion at 0.32 mg/kg (0.5 times the maximum recommended clinical dose

[0.2 mg/kg/day], on a mg/m? basis). At 1 mg/kg (1.6 times the maximum recommended clinical dose),
embryofetal lethality and fetal malformations (ventricular hypoplasia, interventricular septal defect,
bulbous aortic arch, stenosis of ductus arteriosus, omphalocele, gallbladder agenesis, skeletal
anomalies) were observed. Administration of 3.2 mg/kg oral tacrolimus (2.6 times the maximum
recommended clinical dose) to pregnant rats throughout organogenesis produced maternal
toxicity/lethality, embryofetal lethality and decreased fetal body weight in the offspring of C-sectioned
dams; and decreased pup viability and interventricular septal defect in offspring of dams that delivered.
In a peri-/postnatal development study, oral administration of tacrolimus to pregnant rats during late
gestation (after organogenesis) and throughout lactation produced maternal toxicity, effects on
parturition, and reduced pup viability at 3.2 mg/kg (2.6 times the maximum recommended clinical
dose); among these pups that died early, an increased incidence of kidney hydronephrosis was observed.
Reduced pup weight was observed at 1.0 mg/kg (0.8 times the maximum recommended clinical dose).
Administration of oral tacrolimus to rats prior to mating, and throughout gestation and lactation
produced maternal toxicity/lethality, embryofetal loss and reduced pup viability at 3.2 mg/kg (2.6 times
the maximum recommended clinical dose range). Interventricular septal defects, hydronephrosis,
craniofacial malformations and skeletal effects were observed in offspring that died. Effects on
parturition (incomplete delivery of nonviable pups) were observed at 1 mg/kg (0.8 times the maximum

recommended clinical dose).

8.2 Lactation

Risk Summary

Controlled lactation studies have not been conducted in humans; however tacrolimus has been reported
to be present in human milk. The effects of tacrolimus on the breastfed infant, or on milk production,
have not been assessed. Tacrolimus is excreted in rat milk and in peri-/postnatal rat studies; exposure
to tacrolimus during the postnatal period was associated with developmental toxicity in the offspring
at clinically relevant doses.

The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for ASTAGRAF XL and any potential adverse effects on the breastfed child from
ASTAGRAF XL or from the underlying maternal condition.
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8.3 Females and Males of Reproductive Potential

Contraception
ASTAGRAF XL can cause fetal harm when administered to pregnant women. Advise female and male

patients of reproductive potential to speak to their healthcare provider on family planning options

KEOEM | Paent , Ao s , !
(2023 4 8 J1) including appropriate contraception prior to starting treatment with ASTAGRAF XL.
(FEE) .
Infertility
Based on findings in animals, male and female fertility may be compromised by treatment with
ASTAGRAF XL.

i !

A=A 7 VT D5

C(2025 44 A
(The Australian categorisation system for prescribing medicines in pregnancy) ( i )

2E RO
A —A N7 U7 O43F8 : (The Australian categorisation system for prescribing medicines in pregnancy)
C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.
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8.4 Pediatric Use

The safety and effectiveness of ASTAGRAF XL in de novo pediatric kidney transplant patients have
been established. Use of ASTAGRAF XL in pediatric kidney transplant patients is based on adequate
and well-controlled studies of ASTAGRAF XL in adult kidney transplant patients and supported by
pharmacokinetic and safety data of ASTAGRAF XL in pediatric transplant patients 4 years of age

and older who are able to swallow capsules intact and Prograf (tacrolimus) capsules in adult and
pediatric transplant patients.

De Novo Pediatric Kidney Transplant Patients

KE O A S A pharmacokinetic and safety study included 25 de novo pediatric kidney transplant patients, 4 to 15

(2023 4 8 ) years of age, randomized to Prograf (N=12) or ASTAGRAF XL (N=13). Tacrolimus exposures for the
two drug products were comparable on Days 7 and 28. Among the 13 pediatric kidney transplant
patients who completed 52 weeks on ASTAGRAF XL, there were no graft loss, deaths or episodes of
biopsy-proven acute rejection.

Stable Pediatric Kidney Transplant Patients

Another pharmacokinetic and safety study included 48 stable pediatric kidney transplant patients, 5
to 16 years of age, who were converted from a Prograf-based regimen to ASTAGRAF XL. Tacrolimus
systemic exposures for the two drug products were comparable. Acute rejections were reported in 2/48
kidney pediatric patients that responded to subsequent treatment. There were no graft failures or deaths
following use of ASTAGRAF XL during the 54-week follow up.

- Special warnings and precautions for use
¥E[E D SPC

(202542 A)

Advagraf is not recommended for use in children below 18 years due to limited data on safety and/or
efficacy.
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