2018 4F 7 H (&%

AU 12 )

AR MR dh o3 BH & 5 ¢ 873999

EXL A VA a2—T 4 —Ah

HAMB AN =0 T F

SLEL B AH 20131 HEML L T {E K

200YL250.5mgldwdr BD0ULAE2mMEIEH hadr]
20V428R1mgldH b drl

PO0VULAE1.S5mGd kdr] BDOULATESMEI3 K dr]

% & 1

220025 3mgd kpdxl
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#I | 74T —F 4 v TR
®MoH o B K S| BE LFEEEL (EE-BEHSOLFECLVERT S L)
1 8 $ 0.5mg| $ 1mg |8 1.5mg| $E& 2mg $ 3mg $E bmg
/=00 VNI
0.51 1.02 1.53 2.04 3.06 5.1
#H ¥ =) B KFH (ng)
/=0 VNI
0.5 1 1.5 2 3 5
L L T (mg)
M4 27 v ) sAKMY (JAN)
— 4 & | .
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$ 0.5mg| $ 1mg |8 1.5mg| #E& 2mg $ 3mg $E bmg
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I. SiEICEH9 5IRHE

1. RROER
B BRI 1980 AR HORE ORBTFEY & L TR R SN2 T T BTG oI AIFREIZ L v

SR s IHRIVE A 2 AT, AT 1993 4RI R KD L S fu, lgEs - BRI T SRRSO
B QR AR EOERE LS LTS TV D,

2 R A SHT, BRERMLE LT, #70a U A AEE 0.5mg + Img + 1. 5mg * 3mg * bmg [ K| & FHZE
L. 2013 48 HHIFE, 2014 4F 8 HIZTARZ IS L7z,

D%, 2015 48 Az, RIS D & LIRS EA~RTEMHEL BE LT,

2015 4F 12 A 12 & A RSKRAS I BEEBGEAGE A K S, Z 7 1 U A AFE0. 5mg + Img + 1. 5mg * 3mg
- 5mg [HdA] IZHMEE LT,

201744 AIZX 7 U AREEO. Smg » Img + 1. 5mg * 3mg [ H WA IV —TF ABL (AT A RHlOEG N
HWEAR+5r. ATREIWERNC L0 REE25E) OZhEESUIRh R BN ST,

20174E 8 Hiz# 7 v ) KA A§E 2mg (W] DREAGE 2 TG LT,

2. HE0BEPH - HAFHREYE

1) #27a VY AABEO0.5mg* Img* 1. 5mg * 2mg * 3mg * bmg [H DI 1L 1 EFIZ, #7U LA A% 0. 5mg. 1mg.
1.5mg, 2mg, 3mg, 5mg #H AT DHEEAITH D, (IV-2. BAIDOMML DOESH)

(2) Bfi) v~FEERED 1 HAEEZEE LT, 1.5mg, 2mg & 3mg OHEZBEML TS, (V-2. Ak
- HE omEZ2R)

(3) ERFEIEHE LT, AMBESE, *7 o —BiEER., AR, NEAR, DIFEZE, FOLE, ORI
. ODREE, AR B MR E A S0 i L MEINOE S5 OO AR AP R IR . MM A P A M
MRS, PLMERPAME, /OB YESEBE . BEERRIERE . Wit E M, RFEREE, A LU R, KE
FERERRIE A (Stevens—Johnson SEERE) | WP IR #E, EVEVERG 2 | JEYE | EATVEZ B B E (PML) |
BK A VARIE, VU NS ORBMEER; . BER. FERIN. mibE, RS, SERbLbbid 2 &
Ndsn, (VI-8. HIEH OEESH)



I. 2B 9 51EH

1. BR5E4

(1) s
Zrml) AAFE0.bmg [HdI), #7 vl AREE Ing [HdH), ¥ 7 0l AAFE L Smg [,
A7) LAAGE2mg DA ], 71 NAGE3mg [HpIr), Z 7 m ) NAAEEbng [HipIr)

(2 #4
Tacrolimus tablets 0.5mg “AYUMI”. Tacrolimus tablets lmg “AYUMI”. Tacrolimus tablets 1.5mg “AYUMI”.
Tacrolimus tablets 2mg “AYUMI”. Tacrolimus tablets 3mg “AYUMI”. Tacrolimus tablets 5mg “AYUMI”

() BAFDHERK
BIEERLOIRTEA AL (A +HATE+ B (GR) +E) ([CXvms L,

2. —jig4&
(1) & (@A
Zr7a U AAKFY (JAN), 2271 U 5% (INN)

(2 #8 (@L%)
Tacrolimus Hydrate (JAN). tacrolimus (INN)

3) RT L (stem)
CoPEINHIA] - —imus

3. BEXANTRER

Ol

LY

in
e CH.
. oy o EH

I H

[ Had 4
(4] el —

N i H CEL ! CIL

- ’
OH_ H HAr

o=

HE™ 0 e

4. RFARUDFE
453 1 CHeNO,, + H0
4yFH: 1 822.03

5. {LF4 (fA%)
(35, 4R, 55, 8K, 9E, 125, 145, 15K, 165, 184, 194, 26a.5) -5, 19-Dihydroxy-3-{(1£)-2-[ (1A, 3R, 4K —4-hydroxy—-3-m
ethoxycyclohexyl]-1-methylethenyl}-14, 16—-dimethoxy—4, 10, 12, 18-tetramethyl-8-(prop—2-en—1-y1)—-15
19-epoxy-5, 6, 8, 11, 12, 13, 14, 15, 16, 17, 18, 19, 24, 25, 26, 26a—hexadecahydro-3/#pyrido[2, 1-c][1, 4] oxaaza
cyclotricosine—1, 7, 20, 21 (44, 23H) —tetrone monohydrate

6. ERA. 4. BS. B58S
ez L
7. CASE&BRES

109581-93-3 (tacrolimus hydrate). 104987-11-3 (tacrolimus)
_2.



I. FE5ICEI S2HE

1. MELFHEEY
(1) 58 - %R
A O i ST R IEOB R TH 5,

(2) B
KRR 39 5 TR R
I A J& DFfEIER B
AH ) =) i 6D TR T3 W
=% J—)1(99.5) F D T30
NN AFLRLVLET IR T 0
X ) —) (95) DR A
K FEAERET 2w
(3) WimtE
MUER e L

4) BR (PER). BR. BER
Bl 123~130°C

(5) BIEHMBAETEH
BT L

(6) HERFRH
1000 BL b (1-42 % /7 —v/KF)

(1) Zofhox L REE
FEXE (ol 5 :-112~-117°
(WA CHE L= 5D 0.2g. NN AFUARALT I R, 20mL, 100mm)

2. AMRSDEREHTICETHREM

PRIFSRAE PRIFTE e PRATHAR it
EWRFRER | 25°C. 60%RH —HARY =T UAR 48 #» A i L
BEERAIN Y 7L 8T F
YIRS 40°C. 75%RH 77 AN—RT L 6% A Aol
e # 60°C 159 B X (w9
e HEME 7 4V TERH
R g 25°C 120 77 1x-hr SRR T

3. ARG DHERRE
HE 227wl L2k (285

4. BEREDDEEE
HiE #2780l LAk 12X



V. BAIZB8d HIEE

1. #FRE
(1) HFRORXA., SHEEUHER

HIRE $E 0. bmg $E 1mg $E 1. bmg $E 2mg $E 3mg $E Smg
; & ™ | ) | M | (ars)
# @ W1 1.5/ QQ W, \AYS )
o ~ Q) ) O e
AN O \ \@ @ 3 )
) _ —
e = = = — = —
% (mm) 5.6 6.1 6.6 8.1 8.1 6.8
JE X (mm) 2.8 3.0 3.0 3.6 3.4 4.6
B (ng) 78 100 116 199 190 400
. < HFN Yo D E| HEDOEM
WD 7
etk =R “f%j_ HRED T ¢ WA D7 DT 4 v
TAN b T—=T 4 T _; e v ha—T g bha— | ha—T 4
TN oo | rav sk vk
(2) HHDYHE2~"
FLRS $E 0. bmg $E 1mg $E 1. bmg $E 2mg HE 3mg HE 5mg
i i 61N 63N 57N 93N 63N 177N
3) #AIa—F
HRE $€ 0. bmg $E 1mg $E 1. bmg $E 2mg $E 3mg $E Smg
NS
Al — R AY 0.5 AY AY 1.5 L A=D NN AY 3 AY &
2 H I
4) pH, BEFH. H$E. LE, EEOERULEL p HEZ
BRI L
2. BFIDOHARK
(1) EMES GEERESD) OEE
Hikk $2 0. bmg $E 1mg $€ 1. bmg $E 2mg $E 3mg $E bmg
FonY s 0.51 1.02 1.53 2.04 3.06 5.1
AF L LT FoHme Soeme $Oome Fone -oome -8
A geks 0.5 1 1.5 2 3 5
k L/T . omg mg . omg mg mg mg
(2) Fm¥p

&)

RIZA - LA KT,
WBIRA . 2AFT VU U~ %27 A,

Z 01t
M LN

RFEAENE . e 7 A r— R,

BREER : 7 AN A —AF K 7 A
a—F 4V JF e FrAu—RA, w7 ad—/L 6000, XL
fpfbF % o FHaH o EEe =" ek (B8 1. 5mg. 8 3mg OA) . — _{bek (88 2mg D)




V. ®%|ICE8d 51EE

3. BAH. AADSREICHT HER
Y L

4. HREDBEEHTISETHREM>"

por
% 1
Prfpte P 520 5ng | BElng | BElomg | Beone | Bidme | Geome
25°C. 60%€RH
Fts Joo rerem e L
o (2mg D) 14
. 140°C. 75%RH
m@ﬁﬁWGJE & et A Sz L
e PEES TN
| D AT LI Zbte L — 2k L
' AAE L7 B
25°C. T5%RH  |BARH T Ao v —
Y 3 2 L — Zfe7 L
- 1 }_.—Bjjﬂ L1e AR O 2Ae78 24t 7
o 60 77 Z4L
S
o 1xhr L
95°C BT A e — e
., W72 2% Dsgmeronimes | %t T e
¥ |60%RH VIZAN. T v 7T — B O
1205 |, D B IHS A L L -
30001x Leh EX- A ) IHFR
X 5
B A1
N1 PIETER - Mk, FERRBR. MUERBR. BMEIR (AZEMR). &b MEBR. TAME. &
Mo MUEIEE - M. MUERBR. WM. AR
(AR RE |7 331 5 e 7 M SR
P
(R TE4
- 5 0. 5mg 5 lmg 5% 1. 5mg 5 ong 5 3mg 5 5mg
imgggg 27z L ke L 27z L 27z L b L Zb7 L
T W& T T W T
25°C. 6IN—41N 63N—45N 57N—43N 93N—56N 68N—43N 177N—132N
W | 75%RI i & i i ICIE T i
3» A (1 % At (1 » A% (1% A% (1 » At (1% A% (1% A%
41N) 44N) 39N) 56N) 45N) 133N)
0 v v
P 27z L EleL | BToRE | ksl | BToRe | Bl
X (60 75 1x-hr) (60 /5 1x-hr)
FIETE R ; AEL, W VRN, &R
Gy EIBIC 1 B2 MR (3mg BAID 7))
(R IF LN RIFTIE por
HR. ENEOET (10 6001x) | BT T AF v 7 o v — LIC AR,
_ . o 27 L
3 A T o THEW, BIZTVIETEST-

AETE MR (i, &) |

LB L

- REERUBRROREL

=N
==




. RANCEY9 SHIRE

. b E ORAEIE (MELPIHEL)
AR L

. %Eﬁg’ 10)
ik BRBEHREE OSRUWE) ICE0EBREITY,
% M Ielfistk 50rpm, FABRIE /K 900mL
WEE k7 e~ 777 4—
k& 60 RO HERDN 70%LL (0. 5mg, 1mg HU5))
60 73 M DN 75%LLE (1. 5mg, 2mg, 3mg, 5 mgfHdfl)
mOR s

<A A S R >

(1) &7 a ) AAEEO0. bmg, 1mg, Smg [H P

ik
(K (FIR) SNE722 28K OBIMD =0 DEW LN RIERRBR T A RT74 2] BLO [HBREERLO
A FHR SRR T A R T A 2 IZREWVIEHERBRZ 1TV, IS 2 ERE) (O 7 AA) &g
L7,

e S
0.5mg, Img WAL, BTORBREIMICIBNTHATA T A o OYELEITES Lz, Sng AT, —H
DOFRBRFMIT BV THIEEREIZHE S Lo T,
Smg AL, b NI D EMFHRIEMEREBROR T, EERE] L OAYEH RSP HER SN TN D
(VI-1- (3) <AEM7iREERER> OHEHZMR),

Q)% 7 a V) AAEE 1L 5mg, 2mg, 3mg [ D]

Fik
1. 5mg. 2mg. 3mg FFNIAEHERIK] (B 7K 12X WHETH D, FD7=H. X7 ) AABE 1. bng.,
2mg, 3mg [HpAH] 1%, [FENPELRDF0ERRAOEYFHIREERERT A K714 ) BLOTERE
EE SO EYFHRIZENEREE T A T4 IV, ZNEi. & N TOAEWFERRISEME PR S ¥
7a Y AAFEO.5mg [HWWI| X7l LAAGE Ing (A ZFEAERFIE U CIEHEEh 2 ik LT,
7B, WMBRBAIOM G ETKUEL, A KTA4 0280 B KHEZHEY LT,

fE A
ETORBREIFICBWTIH T A RT 4 OHELRMEICHES L, BRI & EERANT A F 0 [F % T
HbERIRENT,



V. ®%|ICE8d 51EE

271l LAEEO. bmg [

) AAEE Img [HDIr]

&7 m ) LAEbng [

<P LA >

BRI pHl. 2, pH5.0, pH6.8, 7K
S~ n=12

EIE 50rpm, 100rpm (pH1.2 D)
RBRE A%

REREFA]: ¥/ Y AREEO. Smg [ D)
FEAERUF . S ILALL 0. g

1200 pH1.2, 50mpm, /% KL
100

HHHEE it
BEBE

(36)
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V. AEICEY 5EHE

1. PEEXITHR
1. FREDIREFBAEI I 1T D FEAE S O ]
ERRL, TR, OB, WA, BERAE. MEBhE
CE RIS IS 1T D RSO K O RE P %t 1 399 O Bl
CEIEMESE (BEO. Smg. $E Img. HE 1. 5mg. HE 2mg K OME Smg D)
LB v~TF (BRI CROIREAR TR GEIZIR D) (BEO0. Smg, $E Img, HE 1.5mg. € 2mg M OE 3mg DFHr)
=T ZAGR (AT aA RRIOEGNHRAR+5r SUTRIERIC L REEe854) (BE 0. 5mg, #E 1mg, §E 1. 5mg,
BE 2mg J OBE 3mg D)
6. MR (AT aA FIRPIE. A7 a4 MR OIFBENEEMERIGR (TEE~FIEICIR D)

O1 = W Do

 <PEEXBHRICEEY SEALOTE>

L LCEBERAERER OMAICES L, HLA A R B CIIAR 2 5 @I L X L 2 &, g
o TR E I, AFI & BCH LI A ROAT 1A RAKRIASBNCHET L8 OF R O
: féﬁm%jL(p@bﬂ$ﬂ®$@ﬁ%&@2?ﬂ4Fﬂ%%%%m%ﬁé@ﬁ®ﬁ%m9ﬁwﬂﬁé
: 0.5mg, $T Img, & 1.5mg. HF 2mg KX OSE 3mg D H)
3 BAETY v~ F T, BEOHEICE N T, ERT a A REEFIRER L O OH ) ¥~ FHSIC L 5 Y
L IR EATo T h . BBICEET 5 B 5 AR R S B A B ST 5 2 &, (B 0. Sme, 6 Ing, §E 1. 5ng, |
L G omg JRUNE Smg D7) |
A= AT, A CRBIE IO B ORI R LB O ARH O H IR OV RIS S
L TRV, (BE0.5mg, §F Img, 8% L 5mg, 8% 2mg L OME 3mg DA)
B BSHERIBAR TIL, ASRIEEE £ B E I, EIAME (X7 oA NERHUE, X7 R A RIKEE) ThHI L
L EfERT D 2L, :
L6 TEBHE RIS JE TIE, AANC X B HEFHIRE O A 0E e O SR ITHENT L T,

2. BERUVA=
BERBEDEE
WE, B2 ARfL v 2270 U L2 EL L T1HE 0. 16mg/kg 2 1 H 2 ERO#FG5T 5, MEOHICITZ 72
UAARELTILEO. 15mg/kg 2 1 H 2 RO E- L, L&, e lZBET 5, MEFFREIE 1 [E 0. 06mg/kg, 1
A2 [EREA#FEGZEREL 32523, FERICIS U CHE T 5,
HBEDHE
HWE., PN Z 7 ) AR E L TLEO. 1mg/kg & 1 H 2BIRAOKEGT 5, Lk, heollBE L, HEEF
BT 1 H&EO. 10mg/kg ZAEHE L 228, FEIRICIG U Tl B3 %,
DBIEDISES
WEL. IENCIEZ 72 ) A2 LT 1EO0.03~0. 15mg/kg # 1 H 2 ERRO#% 535, F7-. RIS
BICAKN OG5 2 BRET 2 5E1E, s, #27a ) A AL LT 1[E0.075~0. 16mg/kg 2 1 H 2 [FFE A%
4%, Litg, IERIOE U CTHEEHEE L, 28 LIRERG DN -RIIE, Re lIllE& L TR RV ET
MEFET D,
B EDIHE
WL N2 7 m ) AR L LT 1A 0.05~0. 15mg/kg 2 1 H 2 IO G545, L., ERIOG T T
WEBER L., ZE LIIRERS O N-HIIT. e CEE L TERD B THERT 5,
EREDEES
W, NI 70 ) ARXE L T1EO. 15mg/kg & 1 H 2 BIRROFE ST 5, L&, RAICHELTHR
DO ETHERT 5,
INGBHEDISE
HWE., PINCIEZ 7Y AR E L TLEO. 1mg/kg 2 1 H 2RI AOEET 5, Dith, HRaIZHEL THZ)
/) B CHERET 5,
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V. AEICEE9d %1EAE

BHBEDGE
W, B HETE D #2770 A 2L LT 1E0.06mg/kg Z 1 H 2B AFKEGT 5, BREHICIZSY 70
YULRELTLEO 06mg/kg 2 1 H 2[EfEAHEE L, Uk, RaICB&ET 5, 0. B HE FH 5
BICARKI O G- 2 BT 25T EmE #27a ) A2 LT 1E0. 15mg/kg 2 1 H 2 B AEET 5,
B ERITS U CEEHEIET 5,
¥, AROROZGREORIUTI—E L TEHT, BEICLVEAENRHLOT, MFREOEWEED
FILE S ONZ ifn HR i FE DM GB O FEHE SO B OB AE Tt 5 298 O FBL 2B T2, BB OMRIUTIE U T
MHREZREL., K77 L ~UL (trough level) OMHPREEZSZICL THREFEZME T D &, FFIC
BB & 2 W 3 5B EZ ITHEENC P REREZIT) ZEREE L, ok, M N7 7REN
20ng/mL 2 Z WA RWEGE, BIEHAEEA LT R0 THEETLHZ &,
EEHENEDEES $£0.5ng. 5 Img, € 1. 5mg. $F 2mg K OBE 3mg D)
WE, RACIEZ 7)) A2 LC3ngx 1 H1RIYERICRAKET S,
AU 92 FDIBE (BE0.5mg. 5E Img. §E 1. 5mg. BE 2mg & OE 3mg D Ix)
WHE, AT 7 r ) AR L T3mg a1 H1EYEZRICEROEEGT 5, 2, mEnEIZIE 1. 5ng % 1
H1FEYEHREARG G L, ERICEY 1 B 1 3ng £ THETE 5,
IW—TXABEDIZE (BE0.5mg. $E Img. #E 1. 5mg. #E 2mg M OBE 3mg DIr)
WHE. A2 72U A2 L T3ng % 1 H1IEYEZIZRAKSET S,
BEEXEEOGE
WL RS, WINCiEZ 70 ) A A LT 1IE0.025mg/keg % 1 H 2 [AF&H% & Y B#ICR D&
5o LI 2 M. BAEEMS 7 7EE% 10~15ng/nL & L, T b 7EEZT=F U T LEN6KE
RRET 5, RGEMG% 2 BLRRIL, BEEmF b T 7RE % 5~10ng/mL. & LS EEHRET 5,

e

 <AEBERUVAERICHET SEALOZE> :
COL T X 7 1 ) B AD S EARIERE A % o AR O G A AT B BT AL R &
LOET S L, :
L2 KA GEAD EMHTBICN o T, RO MICRET S 2 L,
L) KA L AHD (BERD) OEMFERIREMIIRE S LTV, :
2) AH| (BEFI) LERFIOY) O Haz R OGHICEE L CiE, M iEE 2 ET 5 2 Lok v AN K B0 |

IDEBBIRN & ZHERTH &, 2B, WVBRZHDOIIPHRITEE D RO LEBRH LN HE |
: 1, BEITIE U TR RE WY 5 L. §
L3 IR E ARG T 2 B ICEEESRD ATV OT, MFRE (BETHE 12 %) 2Tx
L BT 20ng/ml LUTICHERFT 5 2 L. b, BB TS LT F o U BT 25% 0 1 ER LTz
EOBAITIE. AR 25% Ll EORBEUTRES O R E A EE TS D L, §
LA OSBRI & OB LY | BEOREEMEI O WTREMED B B 7o T 5 2 L, RS, IREBAICES
LT 3 5B B 4 A O S IR &ML A o T SRS I R 21T 5 BT IR AR O PR
BIESRET 5 2 LB THREREA b H 200, BRLEE OIRER OB SN2 (o S skl A o R - #5
L ORSREELCGRET S L, 5
LB PR, B R OVE BRI I, ARSI L iR ORI B T AR S AU R B A
L AR LR TWEOT, BERBEORICEET S L, :
L6 BRI TR I AR A TR R E SR ANTR D BT D O T U RS TR AR RN 1T |
o MPREE A TX B751F 10~20ng/nl & I &, :
L7 TR E T, BIER ORBLED T, BSEA 3 p AR L » AT 1EL SBIERIICB LT
P B 2 BERBOMTREARE L, BERERET L 2 ERRE L, El, AFNCL D s R
BONTHEITIE, ZOMENHERF CE 2 ARE THET 5 2 L2 E LV, (5 0. 5mg, § Ing, §E 1. 5mg, :
L BE 2mg M O%E 3mg D) :
LS B Y v~ F T, WIHEICIE, BB A% ET LA Long 5L L TR AR LI LT, SR
L RSB, LR 3ng ORI S 2 L AEE LV, £, R 2BAIE. BHERORBEZB <=0,
B LT 12 W o0 PR A E L S SR A BT 5 2 & VR E LUy, (B 0. 5mg, B Img., 5 1. Smg,
$E 2mg B ONBE 3mg DH) :
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V. ARICEET %I1EE

O T ABE T, BERORR A <0, BGHIAS A BIE 10 A 1 EL, DI ESRICE L

Bebi 1 2 BRI 0 M PR A MR L, G RA T 5 2 LNRE LU, E7o, AL 2 0 H LR
HLTh, REAR & OBREBRITLL OCRIEFFTRL THRE S b ONRVEAITI, #5EFRIETS
P MOWRBRIEICE T 5 2 ERRE L. —F, AN LY+ 2B RE DN HEICE, ZOMR
DR CXAHEETHETAZENEE LV, (BE0.5mg. 5E lmg. 5E 1. 5mg. 5E 2mg K OME 3mg DH)

10 B B DV T EEO b 5 B T, BIEAORILEE; <7 MR IR A WE L Rk

FEIT D EMEE LV,

L RIS T R I o b D 7 A I L R A TR B 7 i, AR AU HE

CIEHOTTRGT D ZENREE LY,

12 WA T, BHL 1 b7 OB SR EIRE 0.3ng/ke & L. BHTROAICEE LCREEH

®idoz L,
DER S NG 2 8 E T
- HIER 5% 12 K e O 24 BEfl o b7 ZREICES X 1 FIH O HERTEI 23T 5, 5
-1EE@%%%%%¢&<&%2Euiﬁ@%KMEéht2ﬁ®m¢h?7%§ﬁ%d%\ZEE§
o R & ET 5,
'ZEE®%%%%#EL5HHL%@?KMEéMk1%@@¢%?7%§K%d%\2@%(3E§
H) OM&FE%FERT 25,
2) 2 1 LA 5
B GBEAA 2R 3EIH) oM ERENS ERFREZICID b 7 EEARE L, ARSI E
mféoit\&ﬁﬁ%4ﬁu%ﬁ4ﬁﬁmlﬁ%ﬁﬁkb\E%%KE¢F?7%E%%E#%:é
EWEE LU, :
3) AR &7z » TUIRIERFO R FSRN (BBHEG/EEREL) BRCMLT NT 7RELZ A5,
13 IEBIERIGR~OF G H T > Tk, 0.5mg A ADEH&EEZIETDHZ L,
4 BRI TIE, 2 S L CHEREROUGEDTE O b2 0WEAE, 5 ahikd52 L,
15 VEEERIBR CIX, @%. STAETO®RG LTI L,

3. ERPRAHR
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Rk L
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VI. EYEREICEI HIRHE

1. MAREQERS - MES
(1) AMLEANEMLPBE
B L

(2) mEMiREEZERRE
PERERRABEIC, FEBEO S 7 v ) AAFE | §Ez i BRI 055 U 72 By o f s i e BE B EEREfH] (Tmax)

ETEDOERLY TH-oT,
Bk (150 0. 5mg (48 ) Img (48 ) 5mg (32 1)
Tmax (hr) 1. 48 1.46 1.30

Q) EBERHARTHEIN-MPRE

1) Z78v Y LAEE0.5mg [P, Img [HpIr], bmg [&HpIr]
271l LAAFE0. bmg [ 1 FE L AEMERE 1 7L (X7 LAALLTO0.5mg) &, 7B AL
—N—IRIC L O B B (48 ) ICHE B EERR AR S L Cam P RZEMAREZBIEL, GHNi-
MENAE/RT A — 4 (AUC;,. Cmax) (22T 90% 5 X A CTREGHIENT 21T o 72 /5 R, 1og (0. 80) ~
log (1. 25) OFPHN TH U . WAID LY FHIRIZEMED MR ST,
T, H#7v U LR Ing [HWAH), #7 vl AAEEbSng [HdAH) IZBWTHRBRICHREBRZITV,
YERUF & DAY IR EES MR S T,

Zmal) AAFEO. bmg [H DI

{llg._,-llll.) -1:_”4;;.){ FA— 4 é?j)f 5 A
o e AUCr Cmax tmax Ly
YT AR H20. gD %) (ng-hr/mL) (ng/mL) (hr) (hr)

= —e— DERHERGE (1 FRILEL 0. Sng) —
Ea 7 Mean+S.D., n=48 y){ A 24.39+13.29 | 2.8652+1.2801 | 1.48+0.57 | 32.95+6.65
= . an+S.D., 0.5l | 31D | 2.860=].2 1. . 2. .
moglE Al
5 i +,;F,¢§]< J - | 25.30%£13.50 |3.1958=1.3563 | 1.45=0.38 |31.95+7.19
I 77zl U.ong)
o8 (Mean+SD., n=48)
I i IR N2 AUC, Crax$ 0787 A — #1d, BEEEOBRR,
E 2 HHE ORI - Fri S OB SRR L » THRE 2RSS
Jis 5,

0 12 24 a6 48 60 72
5% OMER (hr)
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VI. EYEEICEET 51ER

X7 AAEE Img [

léngfmm HERNT A—F BEINTA—F
N . AUCz Cmax tmax T,
L ﬁ:;;j;;ﬁ;ﬁ; i (ng-hr/al) | (ng/al) | (ho) (hr)
R JT7EIAEL 1ng —
/[_E‘ 81 Mean+S.D., n=48 yli;-;)gf‘t 50.4+25.9 | 6.2991+2.7281 | 1.46=0.50 | 30.62+3.35
L : d
;1| —
4 "’*"-fi?ﬁ%ﬁl'g‘ 48.3+23.1 |5.7603+2.2064 | 1.67=0.47 | 30.66+3.24
2 (h7EnH, 1ng
]r:]I (Mean=SD., n=48)
A M AR FIZAUC, Cmax¥0/37 A — 714, BElGE 0ER,
gé P D FRALE B - BRI SE O SBRE I L o TR 2 A TS
B Bo
0 12 24 36 48 60 72
B G EORE (hr)
7 al) hABEbmg [HDIr]
(ng/ul.) H3E ST A~ ¥ BENT A5
AUCn Cmax tmax s
o— 70 L AgESmgl DI (ng-hr/mL) (ng/mL) (hr) (hr)
—e— [ FEETLE O AL Sme) p e
Mean+S.D.. n=32 %’;ﬂ;;}gif‘t 244.2+101.6 | 33.170=8.986 | 1.30=0.49 | 31.61+3.93
fﬁff.%?mg.] 240.6+91.9 |31.579+10.363 | 1.53+0.65 | 30.31£3.71

(Mean*=S.D., n=32)
I E T FIZAUC, Coax30/357 A — 713, HEE O RIF,
(R O FRIUE B FF S OB EIRIZ X - TRE SRS S 5.

12 2:'1 '36 4[3 60 72
R 5 HDIER (ko)

2) #rual AAFE L bmg [HWDAH|, 2mg [THWPA], 3mg [H DA
AN v A
<HE> V-7, —<EWFMRZEERBR > OESH

) i
AR L

6 BFE - tRAEOXE
VIl- 7 AHAAE DOEZMH

6) BEM (KE2L—>3>) @I YHELEDENBEEHER
AR L

2. EYRERB/NS A—4

(1) BRAfi A%
AR L
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BT L

@) NAFFRASEYT
AR L

4) HEEEER
FERERR A B VEIC, FEBEO S 7 v ) ARG 1 SE2HER BRI NG LR OHEKEREER (kel) [TTFEO

LBy Thot,
R (B0 0.5mg (48 ) Img (48 f3) 5mg (32 1)
kel (hr™) 0. 023420, 0147 0. 02290%0. 00251 0. 02224+0. 00256

6) yUFTUR
A L

6) HBER
BB L

(7) mEEERAE
A L

3. Rx
LR L

4. o
(1) I i%—H RE P&l 1
Bk L
<HBE> VI-10. GE0E, PER. BAES~0RE1) OHEZMR

(2) mik—pisEERAPT &AM
MY ER L
<HE> VI-10. i, Ewm, RILmE~ok5 2) OmERR

(3) RA~OBITH
AR L
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AR L

5. ¢
(1) REEEI R U BER
LR L

(2) R#ICEAET HEEF (CYPAE0 %) DHFiE
T & L CEWNHEESE (CYP3A4) TREtSh 5,

-17-



VI. EYEEICEET 51ER

(3) NEEEHDROERRVEOHE
AR L

) REMOFEOERRULE
AR L

(6) FHERHYVOEERN/NAS A —4F
EEE R L

6. HEit
(1) HERERLI R U REE
M YRR L

@) it
MR L

(3) HhttsERE
AR L

7. FSURR—E—IZAT H1ER
MR L

8. EMEICLBBREE
AR L

<zE> VI-13. #BEESL5 OHESMHK

-18 -



. 2% (EFALOZEESF) ICEAISEHEE

1.

=
[—]

EREEENER

1)

2)

4)

5)

AFNOBGIZHBWT, EELRREH (BARE, DA, BYYE, S, EakiEE, MEZE, etk
ANE RS PLIMERIESS) 12X 0 |, BEER B E2 - 2 L35 DT, BARR

B EFM R S OARFNZ DN T O+ /e ik L R a3 HEMPHERT 52 &,

BB 31T B ARKN O G 1T S MHIEE R OB EE OF IR B L TV A ERMXIIZEDORED
ETITH 2 &,

B ) v~FBEICHRET256121F, BV v~ BRI B L TWAEMOABZERT 5 & & b,
BE K UL TARBIOfERMECAR OR G BRI 2 L7 82 T+ L BEDEM L2 &
AR LI LTHRET DL, £, MODPORENBED ONTHGAICE, RAZPIETSE b, B
HIZEMEE L, Rz 23BEE 5252, (B20.5mg, &€ Img, &E 1. 5mg, &E 2mg K O'BE 3mg
D)

N—T ABRIZBIT HARANOEGIZ N —T AEROIGFICT B L TWDLEMDO S & TITH Z &, (8
0.5mg. $E Img, &E 1.5mg. &E 2mg K ONEE 3mg D )

TERIA & ARK GER) O A LRI FREZEMEIIRAES LTV RWO T, Y10 2 KR OVPEHICEE LT, AR
ZRET D Z LI LV RFNC X DWINDEEN N LR 5 L,

. BERRNBELE0ER (RAEZZED)

1)
2)
3)

RFND Ak UBIEE DREFEIE D > % B
Lo uARY LI RE L 4 R E R OBE [THEMR] OEBM]
7Y MERERIRAR SR 0B [[REAEANER) RO THEIEN) OESME]

. DRERIHRICEIET SERALDTE L TDOEH
V.

-1 BESUIZR DEHEM

. RZRURAEICEET AERALDOIE L ETDEH

V. 2. FERUHE OEEMR
. EERE5ERELEDEH
D IFEEOH L BE FEWREENMET L, AR RES BRSNS 5]
2) BEEOHLEH [BEENELT DTN H 5]
3) miling (&g ~0k5 ) OHESM]
4) BIIED & % B DERIEDEL T 2 /TREMEN & 5 ]
5) Bt ) v~ FICHEMM R Z A0 L TV L EE [MEMMRP BT D aetEr b2, TRITEH] 0ES

M1 (BE0.5mg. $E Img. % 1.5mg. € 2mg K OBE 3mg D AH)

-19-




VI. &t (FERALOIES) (BT 5EHE

6. EELEFNIBLTNOEHRRVRESE

1)

2)

4)

BEEORBHEENS VWO T, HEICHKBRE(Z LT F =, BIN, ZLT7F=0 27 07T, JRH
NAG, R B2 7 m a7 ) U5 &BITH e EIBEOREZ +0ICBIET 5 2 & FICEGEHICIZZD
BRI HEETLHZ L,

7E, BEY v~ FBE TR, DB R BIERT A RUEFIRIERZ 2 FILL O LIERI 7 LT T
=V FRBERNEDPSTZOTERETDHI L, £, V=T ABRBE CIIREOETIC L 2BREEDE
bbb BHENDDOTRHICIEETSHZ L, (B80.5mg. #€ Img. #E 1. bmg. #E 2mg M OE 3mg D F»)

E@AU U AMIENRERT L2 ERNHDHOT, HENZIED Y T LADRIEZITI Z &, 7B, B U U LMEFE
HRIRF (A0 2 Z 7 vy BV BV DA NI T AT L) OB LW0IEH Y 7 AOEEIFERR
BTN &,

B, REESE ORERSREREE O R BUHEE N\ 0 T BRI EER R A (iR, 2ZiERmE, 77—
Y. RBES) 21T 0 I PHREOREZ F0ICBIRT 5 2 L, FRCEREOIICIZZORBIC Y EET D 2
k.

ARG PIZIDTRE, FEMRKR. DHEE, B0E. DHFEE (OHRIRT., BREZE0) SRR L0
TV (TEWEM ) OEER) O T, HFHICEE L TUILER, Do a— fE X SRE 21T 5 72 EEEOR
ExI<BETL L,

BN ABREETIE, TOERBRETHLI2HGMTY T~ b—T AR W CEBRE B O fE R
T & INTWDEMRIE, MILEESEDOEBRESITL2HENRZ N2 LD, 2D OEROEY) /IR
DN OARAE®RET D2 L, (BE0.5mg, $E Img, HE 1. 5mg, &HE 2mg & UVEE 3mg D H)
BIERFEBT 52 E08H 50T, EMOICIEREZITV, IE EFRS bG8 1id, BEAE
AT O 70 U R AEZ1T S 2 &,

REFE OB IR T2 2 &,

WEEDGRPLIMHENC L BREICHT EBRZEOLR. VUNEFOBHESEREO TREELRHLOT, +
SERTHZ L,

FEMH A 2 G SN BRFFR AN A%y U 7T OBREIZBWNT, BARFR 7 A L 2OFIEMHIC L S
FRNH LD END D, F7-. HBs FURIEMED BEIZIB T, S ibl# o % 5B i 12 B BT
T ANV ADFIEMEIZ X D IFREFIE LTIEFIAHE SN TWD, £72, CRFRTVA L ZAX ¥ U T DA
FIZBWT, S msF OB 5 BRERIC CRFROBADHAOND Z ERH D, FRTANVAXFX VT D
BEIUCAMEZRGT 25613, TEREREESHEA VA NVAY—I—DFE=42Y 72757 L, BAF
RUA N ADFIEMELS C TR OBLOBBECIER OFBUCEET L2 L,

FE A M 0E Tl MRRIER RGN 2356 AR OG-8 i6R1 & 0% 5Bl #EICB W T, EHIIC
JRRRIE DA 2 iR 9 2D 2 &, MRRIEASFERR S U7 a1, M AR B oo i BRI oD TR 95 & 8 U012 Fehiti 3~
LE bz, BIREOARME L GRRMEAEREICIHME L7 L CARIZHRET D &, ORAIO R IRIE~D
BT BT 5 TV RVY,)  (BE 0. 5mg, #E Img, $E 1. 5mg, #E 2mg K& UE 3mg D H)

10) AFN OG- & 0 @l BB AV FIMER R OGRS FTHE T H 5 25, B BUE AR /VE Al BIER 05 8L

IZONWTHI| SRS BIRE L T01TH 2 &,

11) BB 5618 RS FIE LI B T CIBIR 2 BT 2 L B EE L, £, ¥ 7 v AR Y RIS

B b S TO B AEG] TIIHEREIA IR 25 rIRE & 9 2 BN A | N & HIW S i TE-ec s 7 o A
RY ek L, AFNCOIVIZ D 2 &,

12) FEGIERIBRIC BT AR O G T, IBERGR ORBIEICTH0RE L TWHEMO S & TITH 2 &,

-20-




VI. &t (ERALOIES) (BT 51EHE

7. HEER
AFNFE L U TEWRBIEES CYP3A4 TR IS,

(1) GtREEREZDEH

A BRARAER - R TIA e - flRlE 1
V7T SEHIC K 2 Rl T C, T 2 F | SEMHIE RIS X0 FAE O T HE

AR LAY 7 F VEEFRIZ X D RIE LT L OFWEN | M 5,
WEgREAR LAY Y Fr | b5,
BOAER) AU 7F 5

Y uARY
Yo7 iay
I A =T

vr/maARY COMPEBEN EE
L. BIfER RS S & oMERN
D, B, Y/ ARY LYK
0 a2 258157 a AR
U v DRG0 6 24 FERILL ER
WEICAK OB G 2GS 52 &
BEE LW,

KL 7o ZARY T IEYR
HIEESR CYP3AMA TG SN B 728,
PFH L7256, BiamicisiiL v
7 a AR OMRBNILE S
D

AN AV N
AN

A2 rOmPREN EF L, R
X ORERNRBLT 5 AHE
MRS D, Flo, RFN O M HHPEEN
BT L REMERH D,

PN N A VA - X7/ R
F# CYP3M CTRE &S D720, ff
Iz kv Rt o g
D EFFTLAREERD D, Fiz,
Rtk CYP3A4 TREtE R
AL EHIT CYP3M FBEEHLA
T 570, PRI Y AF O fmF
RENEB T 5 AR H 5,

71V 7 DERFREFI PR Al
Avw /o7 Mo
TIHET KA
VUNAYA S RN
INVET N
M) T7 AT LV
cUT LY

EAV U AMIENEET S Z &N
HD,

AF & AR F O RIMEH 23 B
Hmsn o,

-21-




VI. &t (FERALOIES) (BT 5EHE

(2) BtRFELZNDEH

FHLF

B AR - F5 7T

B - faBRIAF

PAEME
TR~ AT
Tatrvw AT
7o) 2wy

7= VR PTE R A
A NFary—
Taty—)u
R)ary—n %

TV DEERLA
=7
=N D
=y v AV <
UNLFTEL

HIV 7’ v 7 7 — BB EHA
U rFren
S
FINT 4 FE N

% D D FFH|
Tavs Y IF
2 — v
TF=)TRANTIA I
FAT T — v
ST T =)
K7 4 VXA
TIAFr

R
TL—TTN—=Y Y a—2R

AR OMAFREN L L, BEEEORIEM
WREBTDHZENH D, AFMTREDE=
B —FATU, MBI Ui - RIS oL E
ZIT9,

777 e

7 Z 7L /L 750mgl H 3018 HER A%,
AREPFH LTz & & A AUC 23 70 fi51C
FRLEEOWEND D, AAMFHEEDE
= H— RN BTG U - RSREE o AL
BEEIT 9,

CYP3A4 TIREF &5

HEH 1T CYP3A4 DA
EVEH Z AT 2 3EHL
R & OB X

0 AREN ORI EE
b,

77T

AR OMFREN L L, BEEEORIEM
WREBTDHZENH D, AFMFREDE =
B —FATU, MBI Ui - IR O ALE
2179,

75 L ELD CYP3A
FREERICLY . AFID
R HE NS,

FAEAEHX AL - R EZFLE

b U M FENL

FLEZAEN - NYZTLEN Y SR
JU (25mg + 150mg < 100mg) 1 H 1 EIARA.
KK 2P Uiz & & KAl AUC 23 86 {512
ERLEEOHERD D, STz GWVigEH
ZBREOEFHITRT S 2 L, K2 T
L5EIE. AAlOMPREDE=4Y 7
KOG & - HRHROFELITI L
W2, BEOREEAZHEEICEE L., BIEHEHE
WHnEET L L,

J hJ E/L D CYP3A4
BREERIC L 0. AH
ORFPAE S D,

-22 -




VI. &t (ERALOIES) (BT 51EHE

PUCT A AA
TN
T x /)N e —)b
TJx=FrA :/iiz)

AF O M T EAME T U EAESS B O AT
REMEDS & %0 AAIM P EDE =X — 24T
W, TR D EEOLE AT D,

IR N FHE S
. AFOREHAMEtE
Shd,

TLRTIUB

T BERAEYE
AT 7 A NFH Y —r e K
UXARNTY A
FEAT oA FEFIRIEHN %

PUEwE
R AN
Vo7 TF
REY AAFN O AERE S P REME T2 | S HEESR CYP3A4
A UAFFY VT (St. BENURH LD T, RKAREGRITIEA I o4 | NFEIN., KAOMK
John’s Wort, £ h - Va— | XV VUEARMLEZEBRLL2NVE S ER HPARESNDOTED &
X - U—RNERREN THZ L, EZbHNRTW5D,
BEIED H B FHH BEENBELTLZENH D, AH| LA FIOB T

DHBICHB S D,

RIED 7 F
AT W
HADU 7 Fv %

UIF L ONRERIHESEDLZLBH D,

AN D eI E A
LV, #EHEsnY s
FATK T D HUARRE A
Y T

S I VER & A7 5 KA
G2 4l Al
BB B RE R
LU 7~ F 4K (DMARD)
ARRLFH—F %

WEOHREIMHINRE A Z N bh 5, ([HE
TR FEARPEE ] OESM)

& BITREMHIER &2
9%,

o P A MmigEH U 7 DMED LR T L WREMERH DD | A L AHFEORIEH
T, MDY U MEZEHNICBET 2L | PHEAICHEBIND,
TOIEET D L,
ED PEHICE D HAEICREBES L, ANV ErombEES EFT28EERD D,
E2) PFHICEY 7 == b v OMPREN EF LIZEORERSH D, BRFAH)
8. ElEA

(1) BHEROBME

‘ AT FAE T R A A 5 o0 RIE T FE BB S WA & 7 DA 2 T80 L CTL 7y,

(2) EXGEIER & NEER

(1)

(2)

(3)

AHBEE, R7O—EERE . SMBEE, 270 —BEREALODONDZ ERH DO T, HEl
A (7L 7F =2, BIN, ZVLT7F=227 07T A, JREHA, RPNAG, RF 2370/ ur
U L) BT ) 7 CBIERE ATV, BENEO LNSEAITIE, B - RS OMY) R E 21T O
&,

DAE, TRk, DHEE, BME, DEKEIFR. ODHESE - OFES (ST-T 2k, OEEET, O
ey, BERRIESE) . DA, DEMD HVIT EEEOREIR, OAEEZE, FROE. DIEKIEE RS Db
NHZENHLHZOT, FERIZEL QOILER, Lxa—, X BRREZITO 2 EEFOREL LB
£, BRENFEOONTZHEITIE, BiE - IREEOBMYR2NELITY 2 &,

AR A B RNEEER,. SMEMRESFOPREERMEE © rLMES DV EIMEREGERE, S P ERNE
LEOPWRRREENR D HOND ZENHDHDOT, o, kRS, sl SHEE. AREE.
BRI DIER D & B ON T GBI, MR FRIMAS CT, MRIICK 2 BEB2EE1T ) & & b, KAl%

-23-




VI. &t (FERALOIES) (BT 5EHE

BETFIEL, MED= s hue— JrE R GERYRAEZITO 2 L,

(4) HNMEREE : HEE, HHOEOMLERERLLDLNDZERHLOT, ZOXIBRIERND LD
TEGAITIE, MREEHIRAESC CT, MRIIC X DG 22175 & & i, & - RESOmMY) 720 21T
5 &,

(65) MmiztER/NmMERESE AR EFEEEGERE, AR M i R D M SR B 25 O I AR PERS /N A B 3 &
bihdZEmdbn0OT, EMMITHRAELIT O 72 CBE 2 012470, BEDSRO LN 8HAITIE, BiE
c REE DY) R B ETTH 2 L,

(6) RMERFMALE., M/NRFEADEEBR. EERRRE, BmMMEEM, FFERS : JLERBAIE, RS
PEERBES R, IEFRRIERAE, IEMPEEf, RFERBRHOLONDZ LB HHDOT, THMITHREEITHI 2 E
BEE oI T, BRESEO ONEAICE, BE - KRS0y LEETTO 2L,

() ALIDR A VUARHLEDOLNDZENHDHDT, ZOXIIERD D SbNHAICIE, B - K3
FEOMUIRNE LT Z &,

(8) BEHIEARJEIZEE (Stevens—Johnson SEMREF) : FEKIEIRIEERENH D OND Z ENHDHDOT, 2D X
IIIERD D SN HA I, FHEEPIE LEYRLELTTO Z &

(9) FROGEREE : PRk REE, SMEFEREHEERERH L DOND Z ERH LD T, BEE 71TV, BRENRE
D ONTGAITE, BE - RSO R UEE21TH 2 L,

FIEHEIETIZZ V-2 RBITZERHL0T, HFHIZEL QUIBZFORELZ ISHBEL, 2ok
IIER DD S GA I, N TMERSO@Y @& 2179 2 &, (58 0. 5mg, & Img, & 1. 5mg,
BE 2mg K OVEE 3mg D Hr)

(10) MIEMRZ% : BEY v~FEE T, MEERERSH b 2 RS LT, BlEE +oIciTV, %8
BN NZWR, RO R O RER SR RO LS AT, AFOBRG AR IET S L L BIT, BN
JaEB Ly N R, MO CT MR Je OV A 5 & St L | SR YE & D8RRI I &2 B8 IC AN T, Bl
SRRV RO GEOEY) R EZ1T 5 Z &, (BEO. bmg, #E Img, #E 1. 5mg, $E 2mg 2 OVBE 3mg D)

(11) BREEFE - MEEME, U A VA, BHEND D WOIZF AR GYENRBLUEET 2 2835 5, £72, B
BIFR T A NV AOBIEHELIZ L AR CRIFROBALLR S bbb Z R D, ARlekRET 556
FBE A+ TV, B LIZGAICIE, BE - KIE, PLAEWE OGO Y 720 E 21T 5
Z &,

(12) T2 EE A ERE (PML) : ETHEZEMEAEMIE (PML) B H0ND T ENHDHD T, KAADIE
AR R ORI THRITBE ORREZ 0 c B U, BalkbeE, GRS, BREER (s, DU
) . SREEESOIERN D S EA L. MRIIZ X 2 EGZW M OIS IRBRE 1T & & b,
BhHZFRIEL, @WEURLEEZITH Z &,

(13)BK DA JLABEE : BK VA NABIENHHONDZENHDHDOT, ZO LX) RGAICITEE TS %
ik L, #EYRAEERITHY Z &,

(1)) oNBEHEDEMER : CpsteinBarr 7 A /L AZE#E L7z Y ) BEFEMER B D D03 U o NE (FIHE
R BB VUREERE) BHLONDIENHLIOT, ZOLIRERED LoNHEIZE,
& REEOMHUREEIT O Z & FFIC 2 5 ARm O FLL I ST H Y v ERFUR D BBz IV T
FHELOFHEMENRE W, o, @BEOREMENC LY, EEEERIOAEENEELEBHDD T,
BEE oI T, BRESEO ONEEAICE, BE - KRS0y LEETTO 2L,

(15 [E# : ERN D L DOND Z ENHDHDT, EHBICHMAEEZIT O R EBIR 2 02TV, BENBD LN
AT, R - RIEFE OB R LEEATTO Z &

(16) BEFRIE. BIMEE : BRI M OBERIFOEAL, SRS LD Z ERNH DD T, BEET2I2ITV,
B R0 DTG AR - IREEOBWE 2B EZITH 2 &,

(17) FFB4BEREE . |YE : AST (GOT). ALT (GPT). v -GTP, Al-P, LDH D3 L\ B4 1) 5 IFtkRER S |
HERSHLONDZ ERHDHOT, BEEZHHITITV, BEDRD LNHAITIE, BE - REE O Y)
IRAVE AT D 2k,

HEREMBREN IS~ =27 v (ERAERLERERRAEER—L—) S8
http://www. pmda. go. jp/

=24 -



VI. &t (ERALOIES) (BT 51EHE

10.

() EnHDEI{ER

PUFO X5 Z2RIERANSH 6O HEIITERIIE U T, MR - KREEOMU R AEEITO Z &,

BERE
R A A<
- BREEBIN L5, LT F=v bR, 2T F =2 VTS UORET, REH). RBE
W, MR, 2R, SR, FRIRE
B U U AMSE, ERERIGE, (K~ 27 %> 7 AfSE, CK(CPK) EH, 7Y F—v 2, &
p—— gL AT a—/VIE, &V CRRIAE, KV VERIAE, &2 10— VILGE, @V v A

SE, KAV AE, KA FAIE, K b Y T AfE, KA U v AMAE, &Y 2V
U RIfE, JRbE

Tt B MBS FAE, BEIR. BhE, DB, mEE T, RIK

Rk, EEIGE, LR, LO%WL, RIR, KEME, A%, AL, lE, BRRERET. ©

RS R B i o
F, IRIR, SRRt R, DU e, AR, ERREEw. O o, HE
- %%H\%k%mm\%%ﬁﬁﬁ%\ﬁ&K%\T%\@%\%E%\+Z%%@%\
KIBH. ANZ, Bl W IEEIAmE, i
JAE R 7I5—Y LR
Ji Mgk FFHBE S5 (AST (GOT) _E&-. ALT(GPT) E&5-. Al-P bS5, LDH E&-. vy -GTP k&)
IiR7:3 AR ERECD . A, RS2, R BfERE S . ek, U oo SEREA
B & B, ALBE, O, BE
o PR, R, IR, 291, 098, @R ModE. Mok, BEK. MR, REN ORI,

RERD, 1ETY, AB%, WGEIERE, R, B, R

4) HEHEERRERERVERKRREERE -8

AR L

() BRKE. S6E. EEERUVFNOARFERINORMERAERAE

BB L

(6) M7 LLF—IHT 5 EBRURABE

(e ROBZIITERE LRV &)
ARHN DB % L BUoE O BEEIRE O & 5 B

. EERES~ORS

i CIT— M AR PR GE (B RERE . HFHERE, fuyZiERES) MR T L TWD DT, BEDOIRBEZBE LN S
HHRIZEGTDHZ L,
OB Y) v~FBE I ARHEQ B 11 1. 5mg) N H&EEE2BIBT S Z L, (BE0. 5mg, FE 1mg, $E 1. 5mg,
§E 2mg K OBE 3mg D)

iR, ElR. RIABF~ORS

1) GEhas
It SOTHTHR LTV B AIREME O & 2 MBI IXIAH L OB IRENERMEE LB 25 & S b 5 E 120 R
e 5z, [EFER (U3 CRSEIER. BEFEARE S TS Y, b FClh#EZ2EERT 5
ZEDHESNTNWD Y HIETICAR R G SRtz 0T, RERRNE~ORE (RHAEKRSE,
SREFE, @l ) v LAmiE, BHEERE) omEne s 14]

2) =3l
AAF G RII LT S5 2 &, [(BAR~BIT T2 enH@ESNTWVD]

<HE> XIM-2.1NCB T DRGSR OESR

-25-



. &£t ERALDIES) ICAAYHIER
1. IMNREADEE

) BHEBM L OB IR AREN, FER, LR, ShIRICxT 2 ZaVEIIMET LT 7w (i R ER 3
IR,

2) LA, Mifehl, WERBHL, /BB, EEMBEDE, BEEY v~TF ., L—T7 ABR K OVEEERER TIE
INBEEZ RIS B2 VT HESL L TR ODBAE, iR, R, /SRR, EIE A 2 E M OV
KGR TIIBEHAREBRN D7 < B Y Uv~F, — 7 RABR TIIEARBRN 2, (BE 0. 5mg, §E 1mg, §E
1. 5mg. &E 2mg M ONBE 3mg D A)

3) EAE, BHRBAE. WERHE. /BB & ONEENE RIS T/ NREE Tk 2 2, L TunZewyy (A
RRERDN D 72N) , (BE Bmg D)

<HE> X1U-2.MIMNEBIT 2R AEFH OHESMH

12. BERBREBEHERICRITTEE

BRI L

13. BEERE

JEIR :BUN EH.. 7 v 7= ER, BL, FRE, FEEEASER#REINLTND

WL - E e, TEMEREE O S 7Iwb4/&5ﬁ&#ﬁbhfw5# +53 ﬁ%%i&w JEVRIME S )
BAEGS b @\, MBI IEEH TIEewn, MBS U THE « sHEEEEZIT I .

14, BALEDZEE
iﬁ@ﬁﬁ PTP @WEEDHEHKNI PTP > — R 6V L CTIRT 5 L 2B ET 52 &, (PTP > — FORAAKIC
. BEWELAEINRIEREASTIA L, BITEALEZE D L TR ZEOEELRAGEL R T2 &n
%%énfwéﬂ
15. ZOHDEFE

1) kAN X DR E2 =) 72 B Ik, BRI (BRI ) N IE, RS EAE) O AERNE W & T RS
N5,

2) BAfY o~ FREICBITDAIARFE AN ML — OB v~FHKD D\ IEPT INF o A2 OFH L7
B DA ZNNE R OV A 13RS, LT 20, (BE 0. bmg., & Img. & 1. 5mg. & 2mg K OVE 3mg D7)

3) N—TABERBETIE., HEEGICLV LT F=o 7 U T T ADETRALNT NS, 28 BA B L
LR A 1T 72 < | BRI STV W, (BE 0. bmg, 5E Img. $E 1. Smg. $E 2mg
N OBE 3mg D A)

4) BEfE Y v~ FClE, A\ BB O T 1T 2 AR O 2T LTy, (82 0. 5mg, $E Img,
BE 1. 5mg, HE 2mg M OMBE 3mg D7)

5) 7w b (1.0~3.0mg/kg, K TFHH) T, KDWY KON FEBREDIS T, & 72/ H & CILEIHEE
OREL T NRBD 7,

16. ZDh

EARSANA

* MEH EOEE] BSETSNDZLBHV ETFTOT, KFRMAXELIHETIREIZS N,

-26 -




X. JFERREERICEIT 2R H

1. FBEHER
(1) ENFEEAER
(TVI. #EZh3ICBT2HE ] 21)

(2) BIRHZEEFER
REERR L

(3) REMFEAR
R L

) ZDHOREHE
s gk L

2. EHHER
(1) HEHESEHAR
MR L

(2) REHSBIEHE
AR L

(3) ERMBEBERR
H R L

<ZE> VI-10. W, P, RIWEFE~ORSG 1), I-15-4) T OMOEE  OHESH

) ZOmORHEE
s gk L

-27-



X. EEMERICEHI SEHA

1. BRHERS
B B, AT (EE - EMEOLGTEICL VNS L)
AZhERSY ¢ B

2. ADEARXIEEFAHAR
SFEC R

3. fri& - REFEH
R (BIERITIRAR, KA TRIFT S 2 &)

4. FRIRFEVNLDIER
(1) ERTORYHFWDELDBERIZONT
Y L

(2) ZEFIZABHEOMYFMCONT (BEFICHETAREVEAEES)
VI : e (BEH EoEES) ([T 53EE) © 4. @l EoEE] 238,
BEMERLTA R F/Y
<TFYoLEBY : A9
IRIEFEEZE - 7Y

3) FAFFOEERIZCDONT
BARPANA

5. RBEFHF
Y LW

6. A%
27a ) ANAEE0. bmg [HWWH]  : (PTP)100 £ (10 £8X 10)
A7 1) AAGE Img [ : (PTP) 100 #£ (10 §E X< 10)
27 LAAFEL bmg [Hpd]  :(PTP) 30 &€ (10 HEX3)
27 ual) NAGE2mg [ : (PTP) 30 && (10 #&X3)
Z 7 ) LAFE 3mg [ :(PTP) 30 &£ (10 £EX3)
27 ual) NAEbSng [ &) : (PTP) 20 & (10 #&X2)

7. BEOME
P T P:RVEe=1r T1LI=UL
to—git . 7= - RV =F LT IFR—h
58 o

8. E—Hm4% - AR

A — Rl oy 3

T rZ 7R 7EN0.5mg ¢ Img + bmg, TR 7T THIKLO0. 2mg ¢ Img, 7T ® T H—H 7L/ 0.5mg + Img *
bmg, 717 7ESHK 2mg + bmg, T b Ey ZHUE 0.1%, 7r FEy ZHCE 0.03%/NEH, # U AR
SRR 0. 1%
[FI&hHE

(BEfER) 7 a AR~

(BEIY v~F) ARPLEFHF—Fh, LIZALIIR, IV IEY &

-28-



X. EE=EIEICEEY 51EE

9. EFREAEAR

1993424 H 2 H

10. ERFERBFABRVERES

s BOEIR e KRR AEH A HKRE
&7 v ) 5AEEO. Smg [ 3 A 201448 A 15H 22600AMX01069000
Z27al) AAfElng [HpH] 201448 A 15H 22600AMX01070000
&7 LAGEL bng [ ) 201448 H 15 H 22600AMX01071000
271l AAgE2ng THpH] 201748 H 15H 22900AMX00680000
27l LAgE3mg [HpIr] 201448 H 15H 22600AMX01072000
v l) hALESmg [ &) 201448 A 15H 22600AMX01073000

1. REEZRHEFAA

Wik 7e 4

AT FLAENGAEH H

&7 5 ABE0. bmg [ & D Fr

20155124 11 H

X7 ua ) AAEIng [H DA

2015%E12H 11 H

27l KAGEL bmg [ & Ir |

20154-12H 11 H

7l AAgE2mg [HDF]

20174-12H 8H

Z7maY) 5AEE3mg [Hdir]

2015%-12H 11 H

27l hAEEbng [HdIr]

20155124 11 H

12. DEXIIHREN, AERUVAEEREENFOERBRUZTORAE
2015 4E 2 H 10 H., IROEEXITRNE. AELOCHEOBMA AR SN, (BE0.5ng. FE lmg, $E 1. 5mg K
$E 3mg D)

SNRE TN | EAE R BT

FEROHE | EEMEEOSS
W, RANICIEZ 7 ) AR LT3mgx 1 H 1 EYBZICROEBLET 5,

20174E 4 H 12 H, ROIEEIIRNE. AEERCHEOBMMA AR SN, BE0.5ng. 5 lmg, $E 1. 5mg K
BE 3mg D &)

FhEE IR | V—T AR &K

FEROHE | L — 7 ABROEL
WHL, RACIEZ 7 ) A2 L T3ng & 1 B 1 EYBBICKARET S,

13. BEERE. BIMERKRELARFEABRUVTORE
Y LW

14. BEEKM
Y LR

15. BREHFEHBRERRICET 5158
AANL, B (D D0 IEEE) BIRICBET DHIRITED T,

-29 -



X. BEE=EIEICEEY 51EE

16. {Ea—F
. HOT (ofp s | FEPBEREmEMR ||
Edh = — K
271y KAERO. Smg [ 2x] 1238433030101 3999014F1058 622384303
%7 a ) NAElng [&Hd7x) 1238440030101 3999014F2054 622384403
%y a ) NAEEL Sng [ D7) 1238457030101 3999014F3042 622384503
%7 a ) NAgEong [&d7x ) 1259094010101 3999014F6025 622590901
2 ra ) NAfEdmg (&b 1238464030101 3999014F4049 622384603
%71y LAGEsng [ 5 ) 2 1238471030101 3999014F5053 622384703

17. RER#GF EDEE
AFNT, SIS TINRFEORENR E R OBRREERMLTH 5,
Az th L0 slidgstatk, S REERHENE, B v~F . V—7ZABRIUIEFBIEREG R O &
BRI LT, i A 2 HE U CRHER 2R E B 21T 7 6. TR ESRANGRE B DR IENGED
LTV D,

-30-




X 1. xuk

1. 5IAXHE

D) S EtiE B AR T iR

) B AHHEIIE
) HIHHIIE
) B AHHEIIE
5) W HEHK
) H)IHBIIE
) HIHHEIIE
) B AHHEIIE
9) B pAHBLIKEY

EEFEFEFEESE

KPR
KPR
KPR
KPR
KPR
KPR
KPR
N

ZEMERER (BE 0. 5mg)
L ENEAER (BE 1mg)
ZEMERER (BE 1. 5mg)
L ENEAER (BE 2mg)
ZEMERER (BE 3mg)
L ENEAER (BE Smg)

&It D EMRER  (BE 3mg)

AW RIS ER (B2 0. 5mg, §E Img, $E 1. 5mg, $E 3mg, #E Smg)

10) HpHREEE HNER AW TFRIEIEMERER (5 2ng)

11) Saegusa, T.et al. :JEME L FEEE 26 (3) : 969, 1992

12) Zheng, S.et al. :Br J Clin Pharmacol. 76 (6) : 988, 2013

13) Coscia, L.A.et al. :Best Pract Res Clin Obstet Gynaecol. 28(8):1174, 2014
14) Jain, A. et al.:Transplantation 64(4) :559, 1997

2. E0nSEXH
mL

-31-



XI. 8E&H

1. TS ETORFTRE
A L

2. BB SRR EZER
(DB BT DIESMER (A — A b T U 7438 : C 2014 4% 3 ABUE)
A FT HH EOEE R, P, RALRE~0ORE ) OEOZHIUTO®EY THY, A=A 17
VT oYL IR D,

(i o)

IThd, PElE, FRHLWE~OEL
1) W

TR XOTIENR L CW B A[REMED B 2 I IRTE R EO A RMEN G Z BBl 2 &l SN D I5EEIZ DR
Beh4 52 b, [BFER (7Y X) CHEAEER. BREESFE S TS, B M Tz ERT S 2
ERMESN TV, HRFICARIZ &G S kBB W T, BERNE~OBE (KHAKRE, LXK
W, @) v AME, BHEEREE) OmERH D, ]
2) 5% FLhat

A G RIS 2 &, [(BAR~BIT T2 enH@ESNTVD]

A —AMZ U T4 (An Australian categorization of risk of drug use in pregnancy)
Category 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.

KEOUATLE (2018 455 1)

8.1 Pregnancy
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/.

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 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 to
6.9 times the recommended clinical dose range [0.2 to 0.075 mg/kg/day], on a mg/mz 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/mz 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/mz basis). Interventricular septal defects, hydronephrosis,
craniofacial malformations and skeletal effects were observed in offspring that died [see Animal Data].

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.
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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.

Maternal Adverse Reactions

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

PROGRAF 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 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.

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 15. 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.

tBirth 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

33




XI. &84

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/m2 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).

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 PROGRAF
and any potential adverse effects on the breastfed child from PROGRAF or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Contraception

PROGRAF 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 including appropriate contraception prior to starting treatment with
PROGRAF.

Infertility
Based on findings in animals, male and female fertility may be compromised by treatment with  PROGRAF.
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INDICATIONS AND USAGE
PROGRAF is a calcineurin-inhibitor immunosuppressant indicated for the prophylaxis of organ rejection in patients receiving
allogeneic liver, kidney or heart transplants, in combination with other immunosuppressants.

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.

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
Pediatric kidney transplant | 0.3 mg/kg/day capsules or oral suspension, divided in Month 1-12: 5-20 ng/mL
patientst two doses, administered every 12 hours
Pediatric liver transplant 0.15-0.2 mg/kg/day capsules or 0.2mg/kg/day oral Month 1-12: 5-20 ng/mL
patientss suspension, divided in two doses, administered every
12 hours
Pediatric heart transplant 0.3 mg/kg/day™* capsules or oral suspension, divided in Month 1-12: 5-20 ng/mL
patientst two doses, administered every 12 hours

*0.1 mg/kg/day if cell depleting induction treatment is administered.
TPROGRAF Granules Pharmacokinetics in Pediatric Patients

fLiver Transplantation

For conversion of pediatric from PROGRAF Granules to PROGRAF capsules or 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. 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.

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.

Kidney and heart transplant:

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.
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H[E D SPC (201546 H)

Therapeutic indications

< Prograf 0.5mg, 1mg, 5mg Hard Capsules >

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

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

< Modigraf 0.2mg & 1mg granules for oral suspension >

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

Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal products in adult and paediatric
patients.

Paediatric patients

< Prograf 0.5mg, 1mg, 5mg Hard Capsules >

< Modigraf 0.2mg & 1mg granules for oral suspension >

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