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(1) BREBEESOEAIIEL. HLA EA RIS ECIAR 55BN 3 LR T &,

(2) TR IECIE. A% B CERA L 28 RO AT 0 FRISEIEBIC SR L5 a0
BT OGS AT LT, (AR OB IERR R T 01 RARBREIC 5 5
DB 1]

(3) BEET U 7 F Tld. BEDBRIC BT, AT 01 ISR 7~ 75
2 & BB AT T b, EERICREY B8 5 h iR AE B B A 5T 5 2 &,

(4) T ABH T, S TR BRI BB (5 L -0 AR a0 et

(FHEZ LTV,
(5) BEMARBA TIE, BEEHEZSE(1C, #iBME (R7o4 FEFUME. A704 MEEH)
ThHhdILzERT DI L,

(6) BBUEARBL T, RANT L DHEFRPREDENME R ORI L THZRW,

2. BERUAS
BREOHE
W, B2 HM&L0 Y 70U LA LT 1H0.15mg/kg # 1 B 2 BEOR5Y 5, i)
Hi2i3¥ 20U LA LT 1EO0.15mg/kg 2 1 H 2 EEOFE L. Litg. B2 ICHET 5,
RIS 1 @ 0.06mg/kg. 1 B 2 ERORS52EE 23 50, ERITE U CEEEET 5.
HREOEE
EE. EICIZy 7 0) AL LT 1 E0.15mg/kg % 1 B 2 EROR5T 2, Dk, #4212
WE L. R 1 B8 0.10mg/kg #EE L 950 ERICE U CEEERT 5.
LBBOEE
B, MEICIZY 2700 LAL LT 1 E0.03~0.15mg/kg # 1 B 2 BRI 53 2, 7.
RIS RBERICAR DR S 2HLT 558113, B8, ¥270ULARXELT1HO0.075~
0.15mg/kg # 1 H 2 EiEO#E5T 5, Mg, FERICE LU CEERML. 2 LI-RENE SN
I, BRICHEL TESRD B CIERT 2,
DS
B, MEICIZY 2700 LAE LT 1 E 0.05~0.15mg/kg % 1 B 2 AR 53 2, L.
FERICIS U CHEEM L. 28 LI-REMESN-BITIE. B4 ICHEL CERD B TR
%,



BEEDHE

. MEICIZY 7 0) AL LT 1 E0.15me/kg % 1 B 2 EEOR5T 2, Mg, %212
WE L CENRD B THERT 5,
INEBAED B

. MEICIZY 7 0) AZE LT 1 E0.15me/kg % 1 B 2 EEOR5T 2, M. %212
WE L CENRD B THERT 5,
BEBEOSES

B, BAE 1 Bk Y 70U AAL LT 1E0.06mg/kg % 1 B 2 EMEOE5T 5, Higf)
Hiizidy 70U A AL LT 1 H0.06mg/kg 2 1 H 2 ERORE L. k. BLICHET 2,
F7-. BEEEIRARRICARORS 2HGT 25ECE. B, ¥270ULRLT1H
0.15mg/kg # 1 B 2 AR5 2, . ERICE L CEEEET 2.

BB, AROROBESROPINZ—EL TEHT. BECIDVEAEZLHZDOT, MIHFREDEN
HEDEWEAT N MFREMEWEE DIEERIS R OB ER I EERORR L <z, BEOD
RIS U TIHFREZRIEL. T 7LN)L (trough level) OMFPREZSZIZL THRE5EZ
HEIT DI L, RITBEERD DWIRSHBERSHEDIICMFREAE 2T ZENEE L,
zEB, M -7 7IRED 20ng/mL 282 2HENEVGS, BWEFABPREL P A ROOTER
ERCeR

BEIEAEIEDS S

BE, RAIEY 7oV L A& LT3 mgx 1 H1EYRBRIZEORST 5,

BAE ) 7~ F OGS

WE, BAIRIFY 70 AL L T3mg # 1 H 1 BYRRIEORST D, kb, EMEICE
1.omg %= 1 H 1 OYBREORS LB, ERITED 1 H 1B 3mg £ THEETZ 5,
W—TABRDGE

BE. RAIEEY 7oV L A& L T3mg 2 1 H 1 EYRBRIZEORST 5,
BEUHRERDBE

WE. B Py 7oy A2 LT 1 E0.025mg/kg = 1 H 2 EFHREBRUY B
ITREORET 5, Dk 28, BEMS bZ 78 E% 10~15ng/mL & U, I+ T 7EEZ
E=FY YT UBHRLREERHET 5, RE5MGHK 2 BLRE. BEIMS S 7 REZ 5~
10ng/mL & U582 5,

(i - BEICEEY BERL0ES)
(1) MEHDS 2 01 AADZ 3R MEKES 16T 2720, AROBSEEBET 5
LM AT 5 = &
Q) N TN AT BICA > Tl ROBICEET 52 &,
1) Bk & 7LD R M R EE X N T 720,
9) 7L LRI DY) D 8 2 OB L Tid. MBI AHET 3 = & 1k 0 95l
X DO BEA RN & ARRT D7 Lo b, TIDEADH DN HRICHES TIRD
BRI SN BEICIE. BB U RSB EREET 5 &,
(3) BB AT 556 ICBEENTD 5N TN E0T, MHEE (b 745 12
RifiitR) 2 CZ 5721 20ng/mL AT ITHRFT 52 &, kB, BEEBETIIZ LT F=2



EP RO 25% AL F3R LB i, AHI0 25% L EOHME X KBS D@2 |
BEREETLIL,

(4) fbOD eI & DHEFRIC L D . BEDSIEE OEEEN A\ D10 EE T 52 L, KT
BRERRAEIT B C 3 b DU 4 F O S EE 2 i adbt - S| s 217 5
BETIE. AR OISR AERET DI EATRRE S bhDH, BHEES DRE
RUBHHR SN 3 o sailFHF ORE « 58S 228 L CHAlT 52 &,

(5) FHE. BRERUEMBETIE. ¥70Y LA ZSROREREOREEICH VT, RSN
7RI LANERB RS L RENE SN TV S0 T, BEEREOBICEETSZ &, |

(6) BB Tl MTEE MEN S TR B ERNRD 5N TNED T, BEFHEE |
PRIFFEHAICIZMPEEZ TZ 57217 10~20ng/mL £ 9252 &,

(7) BRI TS, BUFAOREE 7o, RSHE 3 » ARIE 1 »Aic 1E, D |
FHI B & 7125 12 BREBOMEEE 2H5E L. B5B2HEET 22 EAZE LU,
7o, AL DA RIENESNEBEITIE. ZOMEIERTX 2HRE CHEY |
22 EMEE LU,

(8) &Y v~ F Tl SEITId. L5 4B%ET1 0 1.omg 5L LTReM % |
BU7T- ET. BRATHHICIE. 1 B 3mg ICHET 22 EnEE LU, /-, HET L5 |

BiTid, BERORRZN <, BETHRS 12 HEEOMTERELAEL, K58% |
ETT D EHEE LU

(9 V=7 ABK T, BUFADRREN 7o, L5643 » ARIE 1 » A 1B D |
EWHIC B & TRE 12 BRSO MPRELHEL. #5BEFHT 2 LNLE L
Ele. A 2 n AU EGHES LT, REER L OB AR R UREFIFRT |
MRMB HDONIRNBEITI, &5%¢¢T%#\@@ﬁ%&m%ﬁ?éztﬁ%ibm{
—%. KA D +DLHENESNEEETIE. ZOHRIMRF TS 2HBE CHET |
52 ENLEFE LI §
(10) FFEE 5 2\ ISBEEDH 5 BE T3, BIFRORRZN <7, SR M FHRE 2 |
EL, H5REFEATT 5 LALEE L, i
(11) BRI Tl WEDEIEE IS 5 78S 2 HE LIRS BERET 570, A |
BEUF ZAUCHE U B T THRET 2 2 A2 E LU, §
(12) EEEABA TE. FAL 1 BH720 DRS8N0 LR 0.3mg/kg & L. HICRORMITHE |
BLCREZHEETT 2L, |

D) MBS 5 2 BEE T |

- PIEHE 5% 12 BRIRU 24 BEOMS bS5 7@EcES, 1 DEOMEHRENZE |

13 %, i

)

- 1 HEHOAERSRD 2 &6 2 BY R ICHE SN 2 ROMF T 7iRE
ZEOZ, 2[0HOHERE =E’T 5.

- 2[OHOHERE S 1.5 B EEBARICHE SNz 1 ROMHF b5 7REICED
&, 28K (3EEB) OHEHRAEZEMRT D,

2) 2B

- 5hnk 28K (3HE) OMEHREE»S 1 BREERICIF b 7 REZHIE
L. REFEZEMT D, iz, %56 4 8L 4811 Oz2BRZEL, E
MR - 2 7REZRET 5 2 ENEE LU,



f 3) BRI H 7> TR O RS (AR EEHRS) AR CIE -5 7
; EEANS, |

| (13) BEMEABANORSICH > TN T RIVEIOHZRAN, 0.5mg ADRSBARET |
i 5L, ;
| (14) BEMABA T, 28RS U CHBREROUENRD SNAEVSEE. #5551 |
| THI L, |

(15) EEMABATIE. @5, 3 »AETORELTDHE L, |

_______________________________________________________________________________________________________

3. ERFRAEIE
(D BERT—9INvr—
REER L
(2) ERERZNE
ZHERLRL
(3) ERPRFIEHER
ZUERRL
(4) FF=AEER
ZUERLRL
(5) 1RV BR
1) BEALILITRERSER
ZHUER L
2) LEEEHER
FZEBER L
3) R MHER
ZHUER L
4) BE - TRRERIEER
BRI L
(6) B EAER
1) EFAMRERE - HEERAMERE (FhIRAER) - RSRFGERERRGER (MIREERRGIER)
BRI L
2) EaRFMFE UTERFEDABXISTEE U MRERDBIE
B2=192/4%



VI. EFEIEBICE I DIRE

1. FEZNICEEH DILEWMRIILEWEE
¥ AR EDGRENH A

2. FEIBEFR

(1) {EFAERNL - YEFAMERS
Ay =a2—1»/NF-AT Zzfld25 2 2L 0 T OB L2IH 5, ZhickDd
IL-2%A >y =720 DY A bAaA OEEADPIIFI SN, MidESE T MidOFES I
flENDDT, BEFEZIRMESND, V

(2) BRI DHERIE
ZEERZ L

(3) (ERRAIREER - FimksE
FZEER L



VI. EYEREICE T HIEE

1. MEEDHER - BIEE

(1) A% e
UL L
Q) BRI
BEHAET
A1 58 ®E5A%E | n | Tmax (hr)
51 LAN T 1 A7
05mg [JGI | (#2/auszeLT05mg | gawg | 20 | 5F04
570l ©AH T 1 h 7l RS
1mg [JG] (978 hAELT Img) 52 | 1.5%05
(Mean=*S.D.)

(3) BRFRERER CHEER S NIcMiRE
(EM RS EA R ]
[BRRERRDOEMZNEEETEBRA A T 1 EDO—HWMEIZONWT CE 24 2H 29H
EREAH 02295109 ] 1T,

&2 0Y LRATE)V 0.5mg [JG) 10
520U LAH TRV 0.5mg [JG) LEEsEIE, 702+ —N—Kicdh ZhEh 1l A7t
V(#2080 AAE LT 0.5mg) EERMASFICHE R BEE %5 L T2 hRE b ARE %
HEL. BohBmEiE 5 x—5 (AUC. Cmax) 122\ T 0% SHIXREIEIC CisHiT
BT 7=, log (0.80) ~log (1.25) DEENTH L. MAIDEMZINESEASHERS NIz

(ng/mL)
45 -
4l —o— ¥ r7ul AXHTEN0.5mg ]G]
35 I —o— ZHERIFE| (5171 )LF. 0.5mg)
- Mean+S.D., n=29
3¢
4
7 2.5 ¢
= .
1) 2L
YN L
A 1.5 4]
7 ,
% Hf-
05§ L
0Gr— - =0
024 8 12 24 48 72

BE&OEM (hr)



<EWENEE/ ST R — 4 >

HENT A—=5 SENT A=Y
AUC7, Cmax Tmax T
(ng » hr/mL) (ng/mL) (hr) (hr)

Zoal) LAAT )
0.5mg [JG]

TRHERIA]
H7RVAL 0.5mg) 22.47+14.85 291+1.41 1.5%£04 18.9+£12.2

21.61%+13.90 3.05£1.34 1.3+0.4 241+11.0

(Mean=+S.D.,n=29)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKROL - KEED
HEARMIT L > CTELDAREMD D D0

<[EFMEDHIERER>

AUC .79 Cmax
0% EFEXHE log (0.843)~1og(1.246) log (0.920)~10g(1.209)

ZraV hAA7E)V 1mg [JG] 1V

Fral) LAA TV 1mg [JG) LEEEFIZ, 7 a4 —N—Kickb ZzhEn 1 27l
(#270V LARE LT 1Img) BERABFICHEBROZORS U TRMPREEREE 2 8IE
U. BonE2y#Re/ N7 XA —% (AUC. Cmax) 1Z2W\WT 90%EHEXMEEIC THRET T2
ITo74E5%. log (0.80) ~log (1.25) DHEHHEWNTH D . WAIDEYMZHEEEHHER S Nz,

(ng/mL)

—o— ZruY LA TN 1 mg [JG]
—o— EMEBIF| (LAl 1 mg)
Mean=S.D., n=52

MEEEN S ONEER
N w N U (@) ~

0b . -
024 8 12 24 48 72
5% DR (hr)




<EWENEE/ ST R — 4 >

HENT A—=5 SENT A=Y
AUC7, Cmax Tmax T
(ng » hr/mL) (ng/mL) (hr) (hr)

& ral) hWAAT )
Img [JG]
ERAERIA
(I 7)VAEL 1mg)

46.2'7+24.21 5.97£2.36 1.5+0.5 29.2+8.3

45.31£32.14 | 5.49£2.61 1.6x£0.6 27.2+9.5

(Mean=+S.D.,n=52)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKROL - KEED
HEARMIT L > CTELDAREMD D D0

<[FEMEDHIE-ER>
AUC .79 Cmax
90%EFEX log (0.974)~1og(1.227) log (1.015)~10g(1.208)
(4) s
ZHERZL

(5) BE - HAROXE
[VI. S¥pEhRgicBes 21HE -3, RN KO VI #2t (EALOFES) 2T 2IEE -7.
HEER] DIESR

(6) B&EH (REalL—23Y) BRICKDHRUICENAANBREEEER
ZHEER L

2. BYBRERI/NSA—F
(1) BFEE
FHUERR L
(2) RINEREELS
FZHEER R L
BYNAAPRA1SEUT«
B) =2V
(4) BREEEE
fERARASS
A% ®’E5E &575% | n kel (hr?)

578 LAA T 1 A7 0o | 0040028
0.5mg [JG] (#27aYLRELT05ME) | e +0.028439

g0 ©NAAT I 1 7Bl RIS o | 0028141
1mg JGJ (#2701 LAELT 1mg) +0.017977

(Mean=*S.D.)

B)YTUPSVA
ZEERR L



(6) PTBIE
1.3L/kg Gv.) P

(7) MEEEERBEER
99% (@Gv.) v

3. TRUY
BRE®RRAIZAUC ZETSE5, V

4. 53th
(1) Mm% —ARAF &1
FZHEER R L
(2) MK —ReBERaFT @RIt
VI Z&M (ERLOEES [T SEE - 10. @ik, ERE. RARENDOKRS] ODESHR
(3) At \DBITIE
VI Z2t (ERLEOERESE) [TBEdDIEE - 10. ik, ER. RAFE OS] DESHR
(4) BERNDBBITIE
B) =2V
(5) ZDfthDEBANDIBITIE
FZEER 2L

5. &

(1) BB R USRS
HIFHE 12)

(2) KBRS 958 % (CYP450 %) D3FiE
CYP3A4V

(3) VIEEBMRDEERVZDES
FZHEER L

(4) KRB DFEDEERULER
FZEER L

(5) BB DEERI/ NS A -5
FZEER R L

6. HEt
(1) BEERI R UHEES
i X F VAR R OKERA LA DRI R ITHRt X N %o FRAPRZALIEIZ 1A T TH Do V
(2) HEitttR
FZHEER R L
(3) HEtthEE
FABERR L



7. SV AR—9—ICEATDER
ZEERR L

8. BIFZICLBpER
VI 22t (EAEOREES) (B 2EE -13. BRES] OESHE



ViI. 224 (BERELEDZFEFH) CEY DIRHE

1.

BEENBTEZDEH

(EE5]

(1) FEIDFSICHVT, EFELENERE BARZE, D12, BIE £BEE, SHIEE, g
2, MeEm/NEREE, NMKEDMES) [CKD, BINGERZEDIENHDD
T, E2FRICTRICBETS 2EFEMERRUAHIC OV TO+D73R0EHE & i8R 7ZH I DER
MERTDI &,

(2) RS BHEICHIT DFFIDIRS(E, REIFIFERUBEREDERICHEL CL\DERMXIL
ZDEEDHETITOIE,

(3) BBV UV FRBEICIRS I DIBEICIE, BEiY OV FaRICHEEL CL\DEMDHHMERT
HEEBIC, BEICHUTHEIDBIRELHREIDIZSHRBICHDICS LR EXFH T
AL, BEDMERUCCEZ@EBLUICLTES IS L, e, IOHDERENRBHONT
malCld, RAZRLETDEEHIC, EBICEMISERL, ERel<LIFR%E525C
&

(D) W—TABRICHIFDHADESE, IV—TAERDEREICTDHEEL CTLBEMDHET
152&

(5) AL E DT RIVOEMZENEF BRI SN TLZLDT, YIDBEZKRUHABICEU T,
MREZAE T D EICKDHFNCKDMNDEEH RN EZHETB I D&,

RRABSEZNES (RRIERZSTD)

(22 (ROBEICIHHZE LW E)]
(1) FAI DRI UBBIEDBAERED 5 5 BE
(2) Y7 B ARY Y RIFRE 8 R5Hh0OEE (HBEFR] OESR)
(3) AV U LARFFEAIRAIR SHDOEE (EERERNER] XU MEEER] DOEZR)

SNEEX IFNRICBIET DER LMFEE ZDEH
(V. WBRICETSIEE - 1. MREXIIZIR] DIESHE

RiERUREICREET HER LDFEE ZNIEH
V. 8RBT 2IEE - 2. AERUOHE] DESR

BEZSATEZNDEH

BERS (ROBEICIHEEICESITDIL)
(D) FEEDH 2EBE FEMABEEMET U, FAMHFREN LR 50D H 5]
(2) BEEDHLEBE [BEENE(LT SOIREMELH D]
(3) mnE ([SRMENDIRS] DEZR)
(4) BRUEDH 2 BE RIYENBLT 2OIREMELH D]




(5) BB Y v FITHEMM A 25 H L T\WSBE [MEMMADEN T SR H 5, (&l
{EFR] DIEZR) ]

6. EERQGERNIEIRE ZNEBERULETE

EELREFRNER

(1) BREORFSEELNEW\O T, HEICEKEE (VL 7F=>, BUN, ZL7F=>7Y
T7I YA KRB NAG, R B, 370707V V%) ZIT5R EEBEDREZ T ITHIE
T2 L, BITREVIMIZZZORBFITIERE TS L. Lk, BEY VY FBETII.
DEBNRNHIEAT O MEFISIEA 2 2 AILIEFR L7ERI T LT F = ERFEREK
DEPOTDTERT D L, oy W—TABREE TIIREDETICL 5BEEDE
LHALNDDTRTERET D2 &,

(2) ®AHY Y AMIENFREIHRT 52 EWH DT, HEICIEA Y 7 LADREEZTD L. Kb,
71V LARFFERRAl AT/ 57 b0 AV /BAV T L PUTLTLY) Off
R&H2WEA ) 7 ADBRERZITORNI &,

(3) BIMFE. FRIES OERERERRE ORFEEAEWO T, HOICHERRE (IRRE., 28K
MpE, 77—, KiEE) ZT5REBEBOREZTIITEET LI L, BITRSHIH
I ZDRBRITTHIERT 2 Lo

(4) FAHGHIZDAE, AEIR DEEZE, RO, OFEE (OHEET. BiEEZS0)
ERFwon TS (TBIER] DESR) OT, FRIIRKREL TILEX. HTa—. KE
X RBEZTOREBEOREBEL KBTI DI L, BB, W—TABREETIE. 20D
BERRETHLI2BMHTY T F—T AW TEIRER DBREF £ I T\ bdEE
ME. BMEEEDREZEH T DHENENW Ehb. ZNS6DEREBDEY)RIGHTR 2 &
DRMOLAAZRET DT L,

O) BIENPRRT 52 LMRH2DT, EBHNICMERE 21T\, MEEFHNDHS5LNES
i, BERNGERZ1T S R CEYRNE 21T 2 &,

(6) BRPED ARSI DTET DT Lo

(7) 3@ D FIENHN T & O BRICH T DRERHED LR, UVI\EBEFOBEUEEREDTREMLD
HDDT, THERT DI L,

(8) A 253N/ BEFR VA IIVAF + U T DBEITENT, BEFLETAIVAD
BEEICL DAY D 5b 2 b D, 7z, HBs FURRMEDBEITENT, %
A DI 561 IC B BUFR Y 1 )V ADBEEMEIZ X DR 2 FIE U 7ERI D IRE X h
TWd, F7z. CEFR VA INVAF+ U T DBEHITHNT, TEIHIE O 5EE%IC C
BFRDBAMNASND I EDNDH D, HRTVAIWAF+ VT DBE KA =RS T D55
. FEREREECHR A IVAY - —DE=F Y 727572, BEFRTYAIVA
DEEMEED C B RDOBEOBRPIERDOAERIZER T2 2 &

(9) EEAESNE T, MIRFERIRGIICHER T 2585, AAORSFERTR U SB®RICH
WT, EHRICEREDRE R T2 2 L. MRENER SINBE I3, WIRERS
DRIERIE DGR 2@ ICEM T 5 & L &2, BT LOERM & Bt ZEEITFHE L7z L
THAZKRST D Lo (FRAIDKMBRENDFEIIIA S PTH > TN, )

(10) KA DORSIZE D BIBRE RV E AMFEDOFENTIRETH 270, BIBKRERIVE A
DEWEHDREBICONWTHEIEHREBR2+I1TD 2 &,




(11) BREFNETHRDRIE U 7G5S I EPHITBREZFGRT 2 2 ENEELL, ik, 7O
ARY UBRTRG TN TV HIER Tl FRa R A OEED £ 5 2 R Rfld, [NEE L
T NTEPHITI 7 O ARY 2k U, KENCEI0#Z 52 &,

(12) BEUEABRICE T 2FXADORE5 . BEERNBRDBRECHIREL TWDEMD®

ETITH 2 &,
7. 18B{FH
AAENIFE & U TEYAREESR CYP3A4 TRE SN D,
(1) HEARER EZDEH

HAZzs HALRWLE)

ERH 2 BEERAEIR « TEE 1L HE - a1

KT F FEERIC KX BHBIEI T T, &V 7 F % | RBEIMHEIERIC X
BIESIEEMLUAT 7 F Y | BICKOFEL 2 D|MELH D, 0 FERE D O] BEME HY
BIEsSEERLAT Y F B\d 5,
BOERIVA T F %

VI ARY v Yrua AR COMFPEEN FRL. B | A& &> 7 oK
YTy ERNERINTZ EDMENRDH D, 72 | VU TR EE
A=) B, Y70 ARY IO ARFNIDEEZ | %2 CYP3A4 TR

LI 7 aARY D OBREEEMNS | #INb20. #

24 BEIDL BB ICARIOR 525G | AL7EE. B e

ITHZEMNEF LU, RizEIRL> 7o
ARY OREM
[HEXN 5,

VN A A Rty OMPEENERL, Rty | KF &R 5

7 Y OBEWERMNRKIRT DU D Do T B R B B E
F77. AR OMPEENELEd 5088 | CYP3A4 THRE
N5, XNnd7=H. HtH

(RO e A A
DIMFEEN EF
I HO/ ML D B,
Fiz, Rt ¥
& CYP3A4 TX
Hxhsdeedlc
CYP3A4 FEAE
HbBT 57D,
HHIZX D ERED
MEENEE T
DOJREED D Do

A1V 7 NRFFER FRE EAU YT LAMENRIRT D2 EMNH D, | KA EHFROE
2 /o7 kv TER D HE BT 158

TIVT 7 b A XN b,

HV/BHY T L

IV R

N7 LTV

NUTL Y




(2) HRIEEE ZDEH

HAEEE HABISEEIDHIL)

Al E RAIEIR © {BETTIE W7 - falRA T
TUEE FEIOMAREEN ER L, BESEED | CYP3A4 TRE#X
)l Qu iegs BIEADRE T2 &hb D, KA (1 5 FE Al X (&
VA FIREDE=Y —21T\), BEITLU | CYP3A4 DHEEE

7592051y
7Y =)V RITEEHA
1 hZar /=)
7)\vaFryJ =)y
RrU a3+ — )&
AV 7 LIETTH
iy A
ZIUNYEED
ZHNWIE Y
IIWFTYLE
HIV 7o 77 —tHEEH
J M FEV
Vi )
VT 14 FEN
F DD FEH
VAR S/ A s
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N SVVAVA
TIAYoyv
BREY
TVU—=TTN—IT2—RA

BE - REEFEOUEZIT D,

T 7VEN

7271V 750mgl H 3@ 8 HfE
AR, AAlZHRALZEE, KAEID
AUC 270 BT LR L7z L DFED
HBo FAMAREDE=Y —21TL),
WMEITIH CHE - AEEFEDLEZTT D,

&5 7 % FH /K
B EDHFHAITLD,
AN DRENHE =
N2,

75TV
VTIVEE)I

AENOMFEEN R L., BEEZD
BWERMHIRT 5 Z Lhdh D, AFIIM
FEEDE=Y —21T\\, BEITHU
BE - KEZEDUEZTITS,

CYP3A FHEFHIZ
NI N-[[OFave: yad
FHEZN D,

FLET AN S F T
B hFEN

FLET AL « SUZTLE) - Y
b+ B (25mg - 150mg -
100mg) 1 H 1 bARA®%E. &E| 20
FL7z& &, AEIDO AUC » 86 i
LERUZEDHEDNDH D, PLEREL
WESZREZRIGEITDZ L, PO
23T 285G ITE. AF DM
BEDE=Y VI RUKREE - %5
BBOFAERELITS L &bz, BEDOR
REZEEITEHE L. BIfFAERIC T
FRITDHZ L,

LI N S < V)
CYP3A4 HZE/EH
Tk 0. BEN O
MEEXN S,




t1a 4 hFY 7 (St
John's Wort, &>k -
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Pregnancy Exposure Registry
There is a pregnancy registry that monitors pregnancy

outcomes in women exposed to PROGRAF 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/.
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Risk Summary
Tacrolimus can cause fetal harm when administered to a

pregnant woman. Data from postmarketing surveillance
and TPRI suggest that infants exposed to tacrolimus in
utero are at a risk of prematurity, birth defects/congenital
anomalies, low birth weight, and fetal distress /see Human
Dataj. 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 to 6.9
times the recommended clinical dose range [0.2 to 0.075
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 to 6.9 times the
recommended clinical dose range, 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 to 6.9 times the
recommended clinical dose range, on a mg/m? basis).
Interventricular septal defects, hydronephrosis,
craniofacial malformations and skeletal effects were
observed in offspring that died /see Animal Dataj.

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 longterm effects on the offspring were reported.
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PROGRAF may increase hyperglycemia in pregnant
women with diabetes (including gestational diabetes).
Monitor maternal blood glucose levels regularly /see
Warnings and Precautions (5.4)].

PROGRAF may exacerbate hypertension in pregnant
women and increase pre-eclampsia. Monitor and control
blood pressure [see Warnings and Precautions (5.7, 5.8)).

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 PROGRAF.

Labor or Delivery

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

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.

TPRIreported 450 and 241 total pregnancies in kidney and
liver transplant recipients exposed to tacrolimus,
respectively. The TPRI pregnancy outcomes are
summarized in Table 16. 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 renal 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.

Table 16. 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%
*Includes multiple births and terminations.
1Birth defect rate confounded by concomitant MPA products exposure in over half of offspring with birth defects.
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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 to 1.4 times the recommended
clinical dose range [0.2 to 0.075 mg/kg/day], on a mg/m?
basis). At 1 mg/kg (1.6 to 4.3 times the recommended
clinical dose range), 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 to 6.9 times the recommended clinical
dose range) 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 to 6.9 times the recommended
clinical dose range); 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 to 2.2 times the recommended clinical dose range).

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 to 6.9 times the 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 to 2.2 times the recommended
clinical dose range) /see Nonclinical Toxicology (13.1)].
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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 /see
Pregnancy (8.1), Nonclinical Toxicology (13.1)].

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

X o < https:.//www.accessdata.fda.gov/drugsatfda_docs/label/2018/
050708s0481bl.pdf > (2019/5/22 727t R)
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(An Australian categorisation of risk of drug use in C
pregnancy)
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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.
< http://www.tga.gov.au/hp/medicines-pregnancy.htm > (2019/05/22 77t
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KEDORMNE 1 INDICATIONS AND USAGE
(2018 7 A) *

1.1 Prophylaxis of Organ Rejection in Kidney Transplant

PROGRAF® is indicated for the prophylaxis of organ
rejection, in patients receiving allogeneic kidney transplant
[see Clinical Studies (14.1)], liver transplants /see Clinical
Studies (14.2)]and heart transplant /see Clinical Studies
(14.3)] in combination with other immunosuppressants.

2 DOSAGE AND ADMINISTRATION

2.4 Dosing for Pediatric Kidney, Liver, and Heart
Transplant Patients

Oral formulations (capsules or oral suspension)

Pediatric patients in general need higher tacrolimus doses
compared to adults: the higher dose requirements may
decrease as the child grows older. Recommendations for the
initial oral dosing for pediatric transplant patients and whole
blood trough concentration range are shown in Table 3.
Perform TDM to ensure that patients are within the ranges
listed in Table 3.
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Table 3. Summary of Initial PROGRAF Capsule and
PROGRAF Granules Dosing Recommendations and Whole
Blood Trough Concentration Range in Children

Table 3. Summary of Initial PROGRAF Capsule and PROGRAF Granules Dosing Recommendations and Whole
Blood Trough Concentration Range in Children

Patient Population Initial PROGRAF Capsule and Whole Blood Trough
PROGRAF Granules Dosing Concentration Range

0.3 mg/kg/day capsules or oral
suspension, divided in two doses, Month 1-12: 5-20 ng/mL
administered every 12 hours

0.15-0.2 mg/kg/day capsules or

0.2 mg/kg/day oral suspension, divided
in two doses, administered every 12
hours

0.3 mg/kg/day™* capsules or oral
suspension, divided in two doses, Month 1-12: 5-20 ng/mL
administered every 12 hours
*0.1 mg/kg/day if cell depleting induction treatment is administered.
See Clinical Pharmacology (12.3), PROGRAF Granules Pharmacokinetics in Pediatric Patients
*See Clinical Studies (14.2), Liver Transplantation

Pediatric kidney transplant
patients’

Pediatric liver transplant patients*® Month 1-12: 5-20 ng/mL

Pediatric heart transplant
patients’

For conversion of pediatric patients from PROGRAF
Granules to PROGRAF capsules or from PROGRAF capsules
to PROGRAF Granules, the total daily dose should remain
the same. Following conversion from one formulation to
another formulation of tacrolimus, therapeutic drug
monitoring is recommended /see Dosage and Administration
(2.7)]. If a patient is unable to receive an oral formulation, the
patient may be started on PROGRAF injection. For pediatric
liver transplant patients, the intravenous dose is 0.03-0.05
mg/kg/day.

8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use
Safety and effectiveness have been established in pediatric
liver, kidney, and heart transplant patients.

Liver transplant:
Safety and efficacy using PROGRAF Granules in pediatric

de novo liver transplant patients less than 16 years of age
are based on evidence from active controlled studies that
included 56 pediatric patients, 31 of which received
PROGRAF and supported by two pharmacokinetic and
safety studies in 151 children who received PROGRAF.
Additionally, 122 pediatric patients were studied in an
uncontrolled trial of tacrolimus in living related donor liver
transplantation. Dose adjustments were made in the PK
studies based on clinical status and whole blood
concentrations. Pediatric patients generally required higher
doses of PROGRAF to maintain blood trough concentrations
of tacrolimus similar to adult patients /see Dosage and
Administration (2.4), Adverse Reactions (6.1), Clinical
Pharmacology (12.3) and Clinical Studies (14.2)].
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KEDRMNE Kidney and heart transplant:

(2018 7 A) *' | Use of PROGRAF capsules and PROGRAF Granules in
pediatric kidney and heart transplant patients is supported
by adequate and well-controlled studies and
pharmacokinetic data in adult kidney and heart transplant
patients with additional pharmacokinetic data in pediatric
kidney and heart transplant patients and safety data in
pediatric liver transplant patients /see Dosage and
Administration (2.4) and Clinical Pharmacology (12.3)].

X1 : < https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/
210115s000,050708s047,050709s0401bl.pdf > (2019/05/22 77 £ &)
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®KED SmPC 4. Clinical particulars
(2019 F 2 A) »2%3
4.1 Therapeutic indications

Prophylaxis of transplant rejection in liver, kidney or heart
allograft recipients.

Treatment of allograft rejection resistant to treatment with
other immunosuppressive medicinal products.

4.2 Posology and method of administration
Dosage adjustments in specific patient populations

Paediatric patients

In general, paediatric patients require doses 1%z -2 times
higher than the adult doses to achieve similar blood levels.

*2 : https://https://www.medicines.org.uk/emc/product/6720 (2019/05/27 77
+R)

%3 : https://https://www.medicines.org.uk/emc/product/7489/smpc
(2019/05/27 727 & A)
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