2020 4F 4 A (T 14 hR)
HARERER Mo EE S 0 873999

EE LA VA2 Ea2—7 % —A

HARFGRE AR S o 1 F il EHE201312 #EH L T 1E KR

S 9% H 4il
2D0YLAE05mglBwdr] BIOVLAER2mMEIE kbdrl

300ULARIMEIHWH]  FIOYLARIMEE5 D
B00YL2%E1.5mglB el BI0YLAR5ME 35 b

Tacrolimus tablets
4901 L REE
#l B | T a4 T —T 4 TR
B OF o B o XK 4 | BE, O LUFEEEL (BE-EMSOLFECXVERT S L)
1 & $& 0.5mg| $ 1mg (&€ 1.5mg| #€ 2mg $E 3mg $€ Smg
/A =) BN S
0.51 1.02 1.53 2.04 3.06 5.1
# 8 . =) B |KFH (ng)
A/ = ) VNS
0.5 1 1.5 2 3 5
L T (mg)
s+ #o7nvaU s 2K (JAN)
— x 4 . .
# 4 : Tacrolimus Hydrate (JAN)
HE 0.5mg| $ 1mg |8 1.5mg| & 2mg $E 3mg $E Smg
B AR 52 K R (2014 4E 2014 4E 2014 4 (2017 4 |2014 4E 2014 4E
= H B 8H 15 HI|8H 15 H8A 15 H|8 A 15 H[8H 15H |84 15H
- MR - (2017 4 (2017 4E (2017 4E 2017 4E
W& e KR AR /ﬁﬁiﬁ;’fﬁﬂazxﬂmamezxﬂlza  lamazal|
EUES Ve L N B
SO KL U #2015 4F |2015 4E |20154F (2017 4 [2015 4 [2015 4
# 7 H 12H 11 H|12A 11 H|12A 11H|12H 8H [12A 11 H[12A 11 H
2014 4 2014 4 2014 4 2017 4 2014 4 2014 4
B S
12H 128|124 128 (124 128 |12 488 [12A 12H 124 12 H
B3 - B3R (8 A . _ e X
7 | " wmmmae b0 B oMK KK 2 K

-’ - RT A

oW E o # O E

b P 7 B R 2
MW & b & &8 0O EEFE 1 0120-137-413 F A X : 0120-431-374
EEBEMREMIT AR — A5~ — http://www. ayumi-pharma. com/med
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I. BEEICE9 51RHE

1. BAROERE
27 b AL 1980 AR HORE OIREFEY & L TR RSN Tmmy T T MBS ML OB E 12 L 0

SR 7 S EHNRIVE R 21, ARECIX 1993 I h R AN B &, Bes - BB EICB T DRSO
PHIRH CRERBR EDOIRFEE L L THERH ATV,

S RBEEE S, BEEEMLE LT, #2770V ARXEE 0.5mg » Img * 1. 5mg * 3mg * Smg K| ZBHFE
L. 2013 48 HHGE, 2014 £ 8 HIT&RZ BTG L7z,

F D%, 2015 48 Az, 2RSS 5 & A A D~ IRTEMHEE BE L T2,

2015 4E 12 A2 H D A B A S BEE R e AR N A S IL, ¥ 71 U A ASE0.5mg » Img + 1. 5mg * 3mg
- bmg (W IZHMEE LT,

2017 E 4 Hizx 27 a ) AABEO. bmg » Img * 1. 5mg * 3mg (WD | [TV —TF AL (AT a1 REIO¥EN
NEAF 57, ATRIWERIC L0 REER5E) OZRE ST R BN S T,

201748 HIZZ 7 v U b A§E 2mg [B 7| DORGEAGEZ TG LT,

2. HA0AREEYN - HAEMNEYE

(1) #27 v Y LAFEO. 5mg + Img * 1. 5mg + 2mg * 3mg * bmg [H WA 1L 1 FEHIZ, ¥ 7 v U LA % 0. 5mg, Img,
1. 5mg, 2mg, 3mg, bmg ZE AT HEEHTHDH, (IV-2. "H DMK OHESH)

(2 MgV v~FRERED I PHEZEE LT, 1.5mg, 2mg & 3mg DK ZBML TS, (V-2. ik
- R OHESM)

(3) EALRBEME LT, AMERESE, x 7o —BiEER, LAE, REAR, ODHRZE, JOE, DT
B, ODmBEE, mMER VR IMEAE BRSO L M I S O HP AP R B . M PR, AR MR )
MRS, PLERBAE, f/ R PESEBES , MERRRIERAE . WMt i, RIFEREE, A LU R g
AEREARSE B (Stevens—Johnson SEMERE) | EUL RIS B MEMGIZ | RRYRIE  HETTME 2 BAME B SE (PML) |
BK 7 A )V ARE, U o EEOEMMER, e, FERW . mibE, TFgREE, SERH b biLd 2 &
NdHonH, (VI-8. IER OmESHE)



I. AFICE89 SIEH

1. fR5E4
(1) #4
7o) AAEE0.5mg [HWH), ¥ 7o) AAE Ing [HDH), ¥ 7oV AAEE L Sng [HDIr],
Hrual) AAGE2mg A, ¥ 7 vl AREE3ng (WA, ¥ 7 vl AAEEbng [HipHr]

(2) #*4
Tacrolimus tablets 0.5mg “AYUMI”. Tacrolimus tablets Img “AYUMI”. Tacrolimus tablets 1.5mg “AYUMI”.
Tacrolimus tablets 2mg “AYUMI”. Tacrolimus tablets 3mg “AYUMI”. Tacrolimus tablets bmg “AYUMI”

Q) AFMDHEE
BRIEEKLOBIEAMATE (—fkAHATE K (G8R) +RB5) Ickvmpa L,

2. —jB4&
(1) & (HfE)
X7 al) AAKFY (JAN), #27a U LA (INN)

(2) *#4 (M%&)
Tacrolimus Hydrate (JAN). tacrolimus (INN)

(3) RT.L (stem)
LA - —imus

3. BEXANFRER

(i

Ho
; H. /
1'-.”"'_.
H
- h _CH, o -
T H DOH r
H 1l “'I;_ F 1l A
T e e ey
4"
N0 H CH, e _CH
e .
IT:II-!h :'1 Hi¥
0F e .
':-I""II Rl[
L]
HL (o H
H H

4. HFRRUSFE
4373 0 CaaHeoNOy2 * Ho0
71 : 822.03

5. L& (@fiX)
(35, 4R, 55, 8R,9E, 125, 14S, 15K, 165, 18K, 19R, 26aS) -5, 19-Dihydroxy-3-{(1£) -2-[ (1%, 3K, 4%) —4-hydroxy—-3-m
ethoxycyclohexyl]-1-methylethenyl}-14, 16-dimethoxy—4, 10, 12, 18-tetramethyl-8- (prop—2-en—1-y1)-15,
19-epoxy-b, 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. BR4. 4. KBS, BEES
Rz L

7. CASEBHiEES

109581-93-3 (tacrolimus hydrate). 104987-11-3 (tacrolimus)
-2



. B35 I<EdHHE

1. ME{LFaeE"
(1) M - tERR

A E ORGSR EOM R TH 5,

(2) HBfEtE

AR R D IR

5

it

H R O iR

AKR ) —)b
T X ) —)1(99.5)

% ) —/ (95)

NNJAFLFRALLT IR

Hi3D CTEIT R0
153D CTEIT R
DR B
bR A

* A LTET RV
(3) BiEtE
MR L

4) MR (PR, BR, EER

Fls s 123~130C

(5) BEERMER
MR L

(6) SECHRE

1000 YA E (1-F42 % ) —v/KR)

(1) 20D EERIENE

e (o) 7 -112~-117°

(WA HE L= D 0.2g, N, NV AF LRV AT 2 R, 20mL, 100mm)
2. AHSDBEEEUTICBITARENY
RAFSME RIFE R PRAF I s
EMRFRER | 25°C. 60%KRH CHAY = F LR 48 5 A Bl L
BRFIA D T LI 8 F
IR 40°C., 75%RH T AR T A 6 % 1 Zfeis L
s 2! 60°C 159 HFfE 27 L
o A 7 4 VA THA
R g 25°C 120 J5 1x-hr & BET

3. EMRS OREBRAERE
HiE TX7a 0 2K 2

4. AYPRSDEERE

HiE [Z278a ) s2KMY) 1

£

£5




V. 84Xz d 21EB

1. Hif
(1) ABORA., SRR

I #E 0. bmg 5% Img BE 1. 5mg BE 2mg BE 3mg BE Smg
i @ W | (@) | 65 |(ars
® @ / 1.5) Q@ 3/ \AYS )
e = n % O e )
s | = 0 ) @ @ 3
) ) — )
il = = = — =
£ :13.6
o
£ (mm) 5.6 6.1 6.6 8.1 8.1 b - 6.
JE = (mm) 2.8 3.0 3.0 3.6 3.4 4.6
H & (mg) 78 100 116 199 190 400
. Z< T PR EE O, DE EREXRY !
WD
- o 0‘?';3_ REOT 4 | BAVDT | BOT 4
T4 baA—T 4 T ; o Nha—F | qha— | ha—TF 4
N R Ry v b
(2) #EHEDWE2~"
FRS $E 0. bmg $E 1mg $E 1. bmg $E 2mg $E 3mg $E bmg
fiF 61N 63N 57N 93N 63N 177N
3) #Aa—F
Hirk $E 0. bmg $E 1mg $€ 1. bmg $E 2mg $E 3mg $E bmg
(RIKFR)
Wl — K AY 0.5 AY 1 AY 1.5 /A= AY 3 AY &
2 HpH
(4) pH, BEXHL. HE. LE, REOERUREL p HESE
YR L
2. WHNDOHERK
(1) A%ks CEHERS) OEE
JRHE $E 0. bmg BE Img BE 1. bmg BE 2mg B 3mg BE bmg
vl LA 5 04
KF & L 0.51mg 1. 02mg 1. 53mg . 04mg 3. 06mg 5. Img
77 mYAA 0.5 1 1.5 2 3 5
LT . omg mg . omg mg mg mg
(2) FHm¥

@)

BEA - FLBE AR,
WIRA : AT T VUV~ 7R T A

Z Dtk
PPN

BIRMA . e e Aa—x

HREEHK| : 7 AH N Ao —RAF N A
a—F 4 VUK eFrAa—R w7 ad—/L 6000, XL,
fefbF & . S HE = ek (B8 1. bmg. 5 3mg D). = b8k (BE 2mg D)




V. SAICEEY5EE

3. BiEAl.
YL

A DO BT HTE

4. WHOEBEBHTIZEITEIREMES
(F7m ) NAFE0.5mg [dHWDIx])

B O fE A PRAF AT PRAFHE PRAFHI rER
PTP @3 LAL Y &
. . bET I A
E: 2B 25°C. 60%RH 3 §
E IR BR C % 45 L (s RN
(RERAIA D )
PTP @2 LAY &
e . LETLIHED "
Ak 40°C. 75%RH 6 ¢
T R B C % 45 - g & H RN
(REfERAIA D)
BRI E : MR, MERRERBR. MUERBR. BEME (K. [ES M, WK, 58
S BR D fE A PRAFSA: PRAFIEHE PRAFHIE RS
N THFE 6IN—75N 12 5
] 7 A Z
40°C ﬁ;@@;;h 3 HH Z O OFERE B TIIE1L
= F3 BRI ST,
MEa] R RE D s LI AR W EE 6IN—4IN | ZIK T
FEREME 95°C.. T5%RH v o ﬁ; 3 % A Z O ORI B TR
" I3 BRI T,
D65 “H AT HR Bt
S— LT S . P Ay 7
25 G0%RH Sy —Ll+T w7 [ 120 F 1x - hr | (k72 L
MBI E - AMEL, R M. M
(F7a ) LAE1mg [HPIr])
B ORI PRATSRATE PRAFIEHE PRI rER
PTP AIEE LAL Y &
. . %}&77Vl?§“
E N 25°C. 60%RH 3
TR 7Bk C % 45 B0 (i H AN
FIAY)
PTP AIEE LAL Y &
. ib—b_LT/I/: )
HEE 40°C. 75%RH 6 %
T BB C % g L L (s & A SN
FIAY)
AERIEE MR, MERRERBR. MUERBR. EME (K. ®FS M WHER, S8



V. ®AICEY5EE

AEBROFESE RIS PRIETEHE PRAFHAR A HL
N fifi Jif 63N—81N (2 _E5-
40°C 7 Z;W;j;n 3 5 H Z Ol ORERIE B Ik
G D R D T,
LSRN ) o A fHE 63N—46N (T T
JerbE 95°C. T5%RH krm% 3 4 1 Z O ORI B I
& T3 BRI T,
D65 AT HRE | _ 27e L
25C. 60%RH Y —L+7 w7 | 120 J5 1x * hr
RERIAE S8, SE. B, B
(7 ARAEEL.5mg [HDH))
EBR D FiFE PRAF S PRI RE PRAFHAR it R
PTP AJEE LAL Y &
. 20@7/1/ N2
$ R 25°C. 60%RH 3 5
F R % 45 L7 (0 & HIESEN
AIAD)
PTP AJEE LEL Y &
. 20@7/1/ N2
S 40°C. T5%RH 6 % ¢
IR =N % 45 L7 (0 & H HIEEN
AIAD)
RERIE H - MR, FERRRRBR, MIEEER. AR (AR, ®AY - BHER, &
A ER O FEH PRAFSRME PRI RE PR A7 IR A
N T EE 5IN—TON |2 5.
A Z
10C TIRS ] smn | zomomsmn (L
e 3D RS,
MEALEEIRRE D o L AR T L 5TN—43N IE T
SR IE 25°C. 75%RH v i ﬁ; 3 15 Z O ORERIE B CIIEAL
" F3 BRI,
D65 HIEAT IS | - SMBLE T ORI B
25C. 60%KI] VY —L+7 7 | 120 5 1x * hr .
WRERIEE - ML, S&E. . B
(Zo7a ) LAEE2me [HDAH])
AEBR O FESH PRAFERAE R RE PR3 AE O
PTP @2 LAY &
. b7 IEa
1 S 25°C. 60%RH 1 5
R AR CoOMRH | e | B
AIAD)
PTP @2 LAY &
N HET I
R 40°C. T5%RH 6 :
IR CoTHR | e e BH | BN
AIAD)
FRBRIE H « MRIR. FEGREREA. MEREBR. BEME (AN, fWHY M, mHER, G&




V. SAICEEY5EE

R O FESH PRI PRAFHIH AER
40°C 3 & H 27e L
AR D O N @E%&fﬂﬁﬁ? )
. 25°C. 75%RH 3 & H F O OREREE TIXEITRD Do
N -
- 120 5 1x « hr | ZZ{bZ2 L

ABRIEE « SMEL. SR, BEE, YL

(F7al AAEE3mg [HWPIr])

FRBR D FEYH PRAESAE (EXESIA= TRt RS
PTP a13E LAS D &
RHIRAF AR 25°C. 60%RH biiijf@ 34 RN

a< — (n]n}

(HLAEAIA D)
PTP @4 LAL D &
G 40°C., 75%RH biii]fﬁ 6 14 A RN
a< — (n]n}
(HLAEAIA D)
PRERIEE MR, RERRERER, MUEERER, BRI (EAR) . WAL BEHE GR

=11t

AR ORI PRAFSA: RIFIZRE PRAFHIE AR
) T £ 68N—82N |2 |- 5
7 2RI .
40°C ;%@;Qh 3 f& H OO H TI3ZAL
e IF3RD BRI o1,
B 68N—43N |2/ T
Ty — LI AR .
25°C. 75%FRH 3 A Z O OFERIE B TIIZAAL
MEa] MR RE D )
E;gg e BR® RN,
%ﬁa?@ﬁém 1D B
D65 % ST A S =

Ty —L+T v 7 | 120 /5 1x - hr | % 68N—568N |[ZE T

25, 60% Z OO RERIE H T

1380 B AR ST,
HERITEF : AMEL. SR BEIE. VAN
B o K AT AP E A7 IR P
BT 5 AT
25°C. 609%RH
Cw%/ U vw—LICA 3% A b L
= ni-bo

Ty TEEL
25°C. 60%RH ) A
3000 1x v 7 — LT
ANz o
AR E - MR (R - %) BWHE, G&

60 7 1x » hr | {72 L




V. ®AICEY5EE

7.

(27w ) LNZGEEmg THWI])

B O FE A PRAFSAE RAFIERE PRAFHI rER
PTP @13 LAL Y &
. . HETILIEE
E: 2B 25°C. 60%RH 3 §
FHR TR C % g e 0 (8 (s RN
HIAY)
PTP Gl LAL Y &
. b7 A
A 40°C. 75%RH 6 & 5
SN BR C % i e 0 (8 & H RN
HIAY)
ARBRTEH - MR, fERREABR, MIRERRBR, BMEMR (HAR), ®AL M, BWHE, &8
R ORI RAFSR RAFIERE PRAFHIE RS
. H T AFIZ AT - A7z L
40 3
¢ e - i
. B W 17IN—132N (2K F
WALERIED | 25°C. T5%RH /#T%gxm/ SEA | ZotoRBEE L
e & T3 bR,
ERE 1TIN—11I9N ([ZIE T
A S T R
%ifﬁi%? Yy —Ll+Z7 w7 | 120 5 I1x * hr | £ OMORERTEH TI3E1L
v R bR h o T,

BRI E - AMELL AR

B L

s EERL R L

BHfEe 0

MR, P

. REERUVBRRORER

. fFE DERSELL (MEEFEHEL)

75k BRREHRERE OSRLE) k0 RBRE T o,

% A [BlEE%C 50rpm,

WEE K7~ 7T 7 40—
O 60 MO 710%LL (0. 5mg, 1mg $45%))
60 M OITEH LN 75%LL E (1. 5mg, 2mg. 3mg. 5 meHiAl)

EOR e

< AW IR R R >
(D& 27 v NAEEO0. 5mg, 1mg. 5mg [BHwpIr]

ik
(#IE (I
AR ) i )
L7,

g

0.5mg, Img WAL, RTORBREIFITIHNTH AT A N7 A o OHEREITES L, dng AL, —H&

FBRIE 7K 900mL

DRIV TR EEAEIE S LR o 7=,

bmg BFHNT, B MIRIT D EWFARIFEFEMERBROR R, HEERA L 0L ERRFEEPHER SN TN D

(VI-1- (3) <AWZEWRSEERR> OHEM),

-8 -

DSEE72 2 UHN OB T 0 DA FHRIFURRT A 714 ] BELO THEFEEIELO
R A T A ) I RHRBR 21T T 2 ERGS () 7 L #l)
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V. SAICEEY5EE

2)# 7 v Y NAEE 1 5mg, 2mg, 3mg [BH WD

Fiik
1. 5mg. 2mg. 3mg MANTAEAERIK] (H 7R AH) ITIZBR VBB CTH D, FD7=H, X271 AAEE 1. bng.
2mg, 3mg [HDAH ] 1%, [FENERLFEOEERAO LY FHFREMRBRT A FT7 4 ) BIOTHERE
IS DA RIEWRBR T A K7 A4 2 IV, TN, & N TOEWZHRIEENER I N
7l AAE0.bmg [Hddr) L X7 n ) AASE Img [HdA] ZIEUERIKI L L CIAHZREh & bk L7z,
7B, RBBANONSGEFKAEL, HA KTA4 1280 B KEIZEY LT,

g
ETORBREMFICBNTHAA T4 O ELEEICEA L, RERRA & A ERLENIAED SR RS T
b b ERIIT,

A7 a ) AAFEO0. 5mg DI 27 al) AAGE Img [H DI 27 vl NAGEbSng [H DA
<WE SR> <WE SR> <WE >
HERK  : pHI. 2. pH5.0. pH6.8, /K BRI pHL. 2, pH5.0, pH6.8, /K BRI pHL. 2, pH5.0, pH6.8, /K
s n=l12 iE$ - n=12 M n=12
Edi5% : 50rpm. 100rpm (pH1.2 OF) | [E#EE  : 50rpm. 100rpm (pH5.0 O F) | Eiz¥  : 50rpm. 100rpm (pH5. 0 D FH)
ABRiE 0 NRLEE WERE o SRE WL o SERE
HERRIA . o) AREE 0.5mg TH | RBREA . #2770 U AREE lng THWH) | REA - #2770 ) LA REESng [HdAr)
) FEAERIA] . T 'VAL 1mg FEHERIA] © 7R ILAL Smg
EURERLE - AL 0. bmg
1201 pH1.2, 50mm, /5 FLE 1201 pH1.2, 50rpm, 7% KL
100 100 5 —
E w — & E g0 —
i g
) o o BRI () 40 - Eme
0 —i— TR 20 —— IR
0 2IU 40 &0 1(IJU 1 20 1] 2;3 4IU BIU HIU 1 [IIJ 1 IEU
TR (4) MR (5 R (3)
1201 480, 50mpm, /5 KILiE 1201 pHE.0, S0rpm, /% K L& 1201 bHS.0, 50rpm, /% FILE
100 | r 100 F
®E al - E oaol
% r % B0
(%) 40T (3) 40 —— A
20715 20 —— RN
0% 0%‘ SIU BIU SIU 150 HISU 1lI30
AR (4) MR (5 R (3)
1201 pHe.8, 50mm, /% Kbk 1201 pHBE.8, Sirpm, /% K L& 1201 bH6.8, 50rpm, /% KL
F r 100 F
B et
&0 | % B0
401 (a) 401 —— ERMA
27, 20 I IR
O’ﬁ. 2I0 4:(1 a0 100 120 0%‘ 21'3 4IU BIU HIU 1 [IIJ 1 IEU
AR () AR (49 R (3)
12071 ok s0rpm, /% KLk 120 ok Borpm, /% KL 1200 ok Bompm, /1 KL
100 100 100 P
= R F R L -
: g E ol
(%) 40 {9 40T —o— RN (a) 401 —— HRMNE
2 — R 2t —n R f —a AR
[i] 1I0 2I0 3'0 4IL'J SIU BIL'I mﬁ. 2ID -1-IU SIU B:L’J 1 fIIJ 1 IEU u%. 21'3 4IU BIU HIU 1 [IIJ 1 IEU
AR (4) MR (5 R (3)
1200 pH1.2, 100rpm, /% KL 1201 pHE.0, 100mm, /% KL 1200 bHE.0, 100rpm, /% KL%
100 100 100 F 5
o R F R L -
f g o £ o
= 6 = ° =
(o) 40T —— PR o) 401 (og) 407
20 — RN 2 —n R f
o 0 2I0 4:(1 EIU 1 (I.'IU 1 éﬂ mﬁ. 2ID 4:’.) SIU B:L’J 1 fIIJ 1 IEU u%. 1 I5 SIU 4I5 G0 75 a0
AR () AR (4 R (2)




V. ®AICEY5EE

27w AAFEL Smg [HPIr]

X7 NAEE 2mg [HidIr]

Z 7l hAEE3mg [HWpIr)

<JESMH>

ARBRIE . pHL. 2, pH5.0, pH6.8, 7K
T iREL n=12

B[ 50rpm, 100rpm (pH6. 8 %)
bR A% S

WERBUKI: & 7 1) A REE L Smgl H WA
FEAERIZ . & 71 ) NAEEO. Smgl & |
1201 pH1.2, 50rpm, /% KL%

40

20 —— RN

% 2 80 100 12
FREFE (7)

1200 pH5.0, S0rpm, /7 KLk

20 40 80 {00 12
FREWHRE ()

1201 pHe.8, 50rpm, /% KL%

20 40 a0 100 120
FRERRER ()
1201 ok, 50mpm, /% Kbk
100 |
ﬁ L
w ool
E
) 401
ol
[1fas
W] 16 an 45 75 an
FRERERE ()
1201 pHE.8, 100rpm, /% FILiE
100
ﬁ L
wool
$ o
() 4O —o BRI
20 —— RN
0ix
0 a0 60 90 120 150 180
HREREE ()

<JE SR>

AR K pHI. 2, pH4.0, pH6.8, 7K

T iE n=12

L7 50rpm, 100rpm (pH6. 8 D)

AR L 2R RE

RERRLE| . X7 U AARE 2mg [HWDH|

EHERA . Zona U AASE Ing [HPAH)
120

pH1.2, 50mpm, /7 F Ik

100
E
Hog
4
(9) 40 —=— EENA
20 —— iR
0 20 40 60 BD 100 120
I ()
120 bH4.0, 50pm, /7 KL
100
E ol
2:
4
(o) 401 —=— EENA
20 —— TR
% 20 @ s e 10 i
I ()
1201 bH6.8, Sompm, /5 KLk
100
E ol
2:
4
(o) 401 —=— EENA
20 —— TR
[ilas
0 20 40 60 BD 100 120
I ()
120

[, 50rpm, /¥ KL

15 30 45 75 80
FRIRHRE (4)

1201 pH6.8, 100mpm, /% KL

& oe0r

2:

=

(o) 401 —=— EENA
ap — IR
% a0 e 0 120 1@ 160

FRIRHRE (5)

<A >

AXBRWE . pHI. 2. pH5.0, pH6.8, 7K
Ttk n=12
[EIETE 50rpm, 100rpm (pHI.2 0>Fx)
AR L I RIVE
RERRA] . ¥ ) AREE3mg [HPA
HERERIE] . H 7 ) AAEE Ing [HWPIx]
1201 pH1.2, S0rpm, /% KL%
100
E B0
= B0
£
() 40t —— R
201 —— RN
G‘ﬁ‘ 20 40 60 80 100 120
R (4)
120 pHs5.0, 50rpm, 7% KLk
100
E B0
H aol
£
() 40 —— RN
E —— RN
G‘ﬁ‘ 20 40 60 80 100 120
R (4)
1201 pH6.8, S0rpm, /% KLk
100
E B0
H aol
£
() 401 —— BEAUE
20T —— RN
t:"Ll. 20 40 60 80 100 120
R (4)
1201 ok, 50rpm, /% KL
100
E B0
H aol
£
() 401 —— R
20T —— RN
t""Ll. 20 40 60 80 100 120
R (4)
1201 pH1.2, 100mm, /% KLk
100
& B0
H aol
£
() 401 —— R
20T —— RN
t""Ll. 20 40 60 80 100 120

FRERRE (5)

8. EYFHIHERE

EERRAN

9. HFEIFORIS ORERBRERE

(1) 1,3-Y=ra_XP itk b 2O6KE

(2) ¥grn~ 777 4—

10. RAEPOBEMRS DEE:

Rk o~ w757 4 —




V. ®HICEYSHEE

1. i
TR L

12. BAT HFREMED & 5 R4

HERT HAEKI
HO., .~ (#roY LAl TtoOET—)
HO., -
0" 7N cn,
ANCR . A~ o H,co” N e,
( [ T Haol, |
; r NP ;|
i Y OH A o P
?_\ -‘:E Sy OH A
T R Th
II.t'.\_.__.J-—H 1N O 1 {:IH CH,
oH / TCHs HyCa 20
P o CH;

H,CO0  OCH, ||:':‘: -H
\ CHCH

13. FRARELGER - HESNRHRLCERICET IER
BERZAA

14. £t
BAERRANE

-1 -



\'

. JREICEEY HIEH

1.

MEEX TR

1. FREDISEAEMEIZ I 1T D M S D Jl
B, IR, DR, MR, PR, IS

2. BRI REIZ 31T B HEHE IS K O %t 18 3295 0 4l

3. EIEMHESGE (BEO. bmg, #E Img., £E 1.5mg. £E 2mg M OBE 3mg D H)

4. B8 U~F BEABE CHORAT0RGEICRS) (BE0. 5mg, & Img, $E 1. 5mg, $E 2mg M ONBE 3mg D)

5. V=T ABGR (AT aA REIOEGDNEA2r AZRIWERIZ L 0 REE7235E5) (BE 0. Smg, $E Img, $E 1. Smg,
$E 2mg S ONEE 3mg D A)

6. ¥EIATE (AT v A NEPIE, AT aA FIKEN) OIEBIEIESEME KRR (BSE~EEICRD)

<PEEXTHRICEET HHEALOIES

L BHRBRREOME HICEE L, HLA B & R EBAE CIIAR 2 S L X L2V 2 &,

2. HIEANIESE CIX, AR ZRMCHEHA LG AR ORAT oA FERIRGEGNER LG 0BF 3RO
LML LT\, [RFIOBEMMEH KRR T a4 REIRIBEGNC BT 2 EHORERIZ D 7] (B
0.b5mg. $E Img. $E1.5mg. HE 2mg M OBE 3mg D)

LB Y U~ T TR, IBEDIREIZEB T, IEAT oA FEFIREA L MO Y ¥~ FHEIZ X HiEy)
IR AT ThH EEBICERT 2 6N RIERDE LGSR ET 5 2 &, (BE0. 5mg, §E 1mg, #E 1. 5mg,
BE 2mg K OE 3mg DFH)

4. V=T AR TIE, BVEE TRETEBIVED S ORI L 72 BEROARH O F e VL BVEIIHEN. S 1
TRV, (BE0.5mg, #E Img, $E 1. 5mg, HT 2mg M OFE 3mg D)

SAREMERIBR TlL, IWRIESHEEZ2BI1C, Bt (A7 u4 REHuE, 2784 M) ThorZ &
TR T HZ &,

6. BRI Z Tlx. ARANC K DHERFRIE DA DM K OV M ITREST L TR0,

. RERUVAE

BEREDES

WE, B2 Ak #2770 ) A2 & LT 11E0.16mg/kg 2 1 H 2 A& 595, EMiciiz 7 m
ULAELLTL[EO. 16mg/kg 2 1 A 2 [ A#H&G- L, LR, thx IZBET 5, MFFEIL 1B 0. 06mg/kg, 1
A 2 BIfE O 2480 L3 528 FERICIS U Cll a3 %,

HBEDHE

WE,. IENCIEZ 7 e ) AR LT 1RO 15mg/kg 2 1 A 2 MR O#EET 5, Lk, RalciigE& L, MR
HIX 1 H&EO. 10mg/kg ZAEHEL 3208, FERIZIS U CE BT 5,

DBHEOSEE

WE. I F 7 ) A AL LT 1IE0.03~0. 15mg/kg 2 1 B 2 [ O#&F 545, £7-. {EHUSEHE
BICAKN O 52 BthT 285121, @, #2722 L LT 1[E0.075~0. 156mg/kg 2 1 H 2 [HIF% O #%
595, Dith, RIS CHEEHER L, ZE LIDIREREONT-RITIE, ReIBEL TERDVET
MERFT 5,

hBiEDEE

WEL. WINCIEZ 7 e ) A2 LT 1 IE0.05~0. 15mg/kg 2 1 H 2 [ A#E54 5, LIE, ERISIS T T
WEE L, 28 LIIRENE O NBIIE, HRx ICEE L TaRD B TR 5,

[ERiEDHE

W, PIECIEZ 7 e ) A2 LT 1A 0. 15mg/kg & 1 H 2[R O#% 5425, LI, e llBE L THEE)
D BETHERT 5,

MNEBREDIES

WE. PIENCIEZ 72 AXE LC1EO. 15mg/kg 2 1 H 2B OEE5T 5, Lk, Balci&E L TaES)
RO BECHERT 5,

- 12 -




V. ARICEY 5EE

BHBEOHE

WE. BAE L BRTL 027 AR L LT 1E0.06mg/kg 2 1 H 2 BFEA#KET 5, BEMHICIZY 70
JLAELLTI1[HE0.06mg/kg 2 1 H 2 [EREAHEE L, U, RaIEET 5, £, B xiHE EREE
BRICARKN OG- 2 thT 2581213 @%E. X4 7 a U AA L LTC1EO. 15mg/kg 2 1 H 2 MR AOEST 5,
7pB. FERIZIE U CHEEER T 5,

B, AEOROBGREORIUI—ELTELT, BEICLVFEAZERSLOT, MHRED WSRO
BRI R ONZ i R BE DR NG & O FEME SO S OVBAE ki EIR O BLABL <7260, BF ORPITISE LT
MmHPREEZREL, FT 7 L-Ub (trough level) OMPREEZBZZIZL TREEZFATTDHT L, R
BAEE % & 2 VI3 G- EZ THEENC I PR EREZ1T O 2 EDRLEE LW, ¥, M 7 7REN
20ng/mL 2 D2 HIMA R WA, BHERAREB LT RLIOTHEET L Z &,

EEMEAEDSES (BE£0.5mg. & Img, HE 1.5mg. HE 2mg K UE 3mg D)

WEL. ACIZZ 7 ) A AL L T3mg 21 B 1EYAEBICRAFRET S,

BT O FDIBE (BE0.5mg. $E Img, HE 1. 5mg. HE 2mg S OE 3mg DH)

BE, EAIZIEF7r Y A2 L T3mg 21 B 1 EYEBRICERAOTEGT 5, 2B, mEEIZIT 1. 5mg & 1
H1BEYEZEAEGPOEL, ERICEY 1 H 1A 3ng FTHEETE 5,

I—TRABRDIBE (BEO.5mg, 5E lmg, HE L. Smg. HE 2mg M UNE 3mg D)

WHE. RACIEZ 70 A2 LT3mgZ 1 B 1 REYEZBICROKET 5,

BEEXBROGE

WL A, MIENCIiEZ 7 e ) A2 LT 1A 0.025mg/kg & 1 H 2 [FIF&%Z K NY BHICRO#EET
%o LItk 28, BEEfd FT 74 10~16ng/mL & L, M F T 7EEL2E=F 1) 7 LN LHKS
wARET 5, HERMG% 2 WUREX, BEMF T 7REE 5~10ng/mL & LG EZHEIT 5,

<AZERUAERICEET 2EALOIE>

LD % 7 1) AADZL AXIRMERBE 325403 5 T KA O 584 T3 2 BRI T2 g %
WEFTHZ L,

2. AH BEAD) ZHEMATDICY 2> TE, ROBICEETDHZ L,

1) FERiAl & AK FEAD O TFHIRIZEMIIMREES LTV,

2) ARHI (GEA)) EEERA O B2 R OGEFHIZE L ik, P REARIET S Z Lick AL 20
IWNOEEBN N L 2R TH &, B, U0#IH 25 WX S WIROEE R S NT-5E
i, REICS L CTREREZRETD 2 &,

3. WML R E N T AR AICBEENED SN TWAH DT, MPEE (BlzH5 12 %) 2T
5720F 20ng/mL L NICHERFT 22 &, o, BHMBETIZZ V7 F=UEREGRTIO 25%LL L EF L=
BEZIE, AFN D 25% L EOJRE S IIKRESE DY) B E BB T DH L,

4 A OGFEANHIF & OPEIC XY L BWEOREIH ORI REMER H DT OEET D Z &, BRI, BESBREICE
W 3 D DT 4 Al S B Al 2 fLA G oH 72 2RI RIE 21T 2 A I3 ARAI O P # 5 &
FIRLSBRET D Z ERAHRERGA L H 200, BAEEE OIRRE L O &2 o e i Fl o ffH - #5-
BEAZE L CHEITA 2 &,

5. A, B OVE BERAE T, AL S 3206 L 7= IR OFRE ISR W T, AR S - A BIC KA &
ERELEEENMEONTHDIOT, HEERTOBICERTLZ L,

6. ‘B BERB A C I TP R EE AR WA SRR 3 5 B A8 HAL TV D O T Al %t E F IR s R
Mg Z T& 5771 10~20ng/mL L9452 &,

7. ESEM I RE T, BWER ORBLZBL <2, #5HG 3 » ARIZ 1 » A2 1, DBEFENNICBE L2
Feh 12 Bt oM PIREAZHE L, BEEZRAET2ZENEE LY, o, RFNZ X+ R0
BONTHEIIE, TOEPHERFCXIHEE THET S Z ENEE LU, (BEO0. Sng, & Img, §E 1. 5mg,
$E 2mg L ONEE 3mg D A)

8. BV v~F TlE, Ml I, & G5MM4BE%ETLIH Lomg &5 & L TREME2MER L LT, 2%
RASBNTIE, 1 H 3mg ITHET A2 ENEE LW, £7-, #HETIEAICE. BEHORRZ =90,
BLERE 12 FEHZBOMPRELZNE L HGEEZHRET L5 ENEE LV, (BE0. Smg, 5 Img, HE 1. 5mg,
$E 2mg N OVBE 3mg D)

- 13 -




V. ARICEY 5EE

9. V=T ZABRTIE, BWERA OB ZE 2o, #5643 AKX 1 Z AIC 1 E, DBITEMNCB LZ
51 2B OMPIREZRE L, BEEZRE T2 2 ENEE LW, o, AF% 2 7 A LU Efkfe
HLTH, REAZ EOBREIRT L OCREFHIFT R TORIH b2 W&, 52 F1ET 5
2 MOVERIEICEE T D2 ENRLEE LV, —F, FANZ LD SRR B/ onHEI2iX, 20R%
DR CELOHEE THET LI ENEE LV, (BE0.5mg, # Img, HE 1. 5mg, HE 2mg K UWE 3mg DH)

10. FEEH L WVIEBREO S 2 BHE T, BEHORBEZ <20, EMMICmPREELZHEL, £58%
FETHZENEEL,

L1 AEEPERAGR T, RN RN iR ~ 7 7REAZE LG5 &2RET 5720 ABRXITEICHE
CTEHOTTHRETHIENEE LU,

12, W ERIGR Tk, JHAL 1 BH0 0580 ER%E 0.3mg/kg & L, FICKROSIZERE L THELZH
= i AP R
D IEE LD 2 B E T

- WIE G4 12 B KON 24 BERA oML BT 7R EIC S X I RIBOMAEME A2 ERT 5,
-1 EIHOH &A%< &b 2 L ERBZICHIE S 2 Sofh 7 7REICESE, 2[EH
O &G E LT 5,
-2 BEOHEFRGE D 1.5 BU ERRZICHE SN 1 Golif N7 7 EICE X, 2 @8RE (3 [H
H) OM&EH#HEFEET 2,
2) 2 i LLRE
- B HBAMAT% 2 e 31EIH) O EMEING 1 EBREZIChY b7 7REZHE L, HEMEZ%E
M9 5, 7o, BeHBtA 4 BLURT 4 AMIC 12 HRE L, S0y 7 7REZRET D Z
EREFE L,
) HERMENCH Tz > TIMIERFORFESM (BBEE/EERRE) BRECILF N7 7REZHWS,

13 VEEHERIGR~DEHICH T2 > TIE, 0.5mg A AHDEEBERET D Z &,

MARBERGR TIE, 2 @&ES L THERKREROEENR D b W&, 5214252 &,

15 W ERIGR T, @, SHAEFTOREETEZ L,

3. ERERALE

(1) BERT—21\v5—o
ME R L

(2) BRERZHER
MR L

(3) ERERZFEIEEHIER
MR L

(4) BRRHIFAER
MR L

(5) IREERIEAER

1) #{EAILASTHE RIGHER
YRR L

2) HREER
YRR L

3) REMRER
MR L

4) BE - REAHER
MR L

- 14 -




V. ARICEY 5EE

(6) AAAGER
) SERRERE - FEERARERE (FIRE) - HERFTHREREER (TREERKHER)
REERR L
2) RRBEHELELTERFPEOARTXIERRE L HBROBE
REERR L

- 15 -



VI.

B (ZR 9 H5IEH

1. ERZPHICEEHIEEMRITELEHH

v a AR Y OGN

2. XE#ER
(1) {EREGL - {ERAMF

(2)

©)

NI g N
YA bhA VRET

1®
TNF-a.IL1, 2, 6. INFYREDRTFEY 1 O+ ViEE

-5 1°o

(M iRERET) (MBUSTFOME] (MWLM AORE]
[H6M 5 T EN] MmN ARMBBCBNT,
B RS TIES vEek.
BERtRE MBI St
L7

Tigke
F20ULR

o
ot
ot
o

L4 > »
(MR ERET) [(MEUOTFORE]  [(AWMEARNOME]
(MM HEER) AREe AMBMEBUT,
B RO W 12 TN PEIE IS,
HERREE My NSt
B

[T HIBRIZ & D RIEPED A A v PEEARF]

O T HMELETZ— (TCR) NP ZFEHT D
&L NIEINS Cat i &R D

@ Ca* N HNEY 22U (CaM) &S L. B
Ny=a—1U v (CN) ZiEMEAL

@ WEMHAL L7z N2 X b EMEE T MlaOEN
HAGK 7 (NFAT) 230V BBk S ENICE
17

@ EEWNTNFAT 289 A b B A 2 A5 1 mRNA ~D
REZ5 &7

® RIEMETA "SI A UBREASNLD

©® FHERBROFEL|EEZT

[#eESh s %7 a5 2ADERERT]

Hrual) AR T T MRNT, 78 ) AAEEX
X7 (FKBP) L#EGT 22 LT, AEL@DBY Uk
k%R,

ZAUT KO (T HIBED O ORIEMEY A N A > DOFEAE
ZAHI L, SREBICBI A REREEMZ., RE
T 5,

T EA 1 5 RBAAE
AR L

RSB - AR
H R L
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VI. EMEREICEYT SHE

1.

(M

()

@)

iR EDH - RIEE

AR A7 b R
LT L

i I R A B2 e ]
RS IEIC, FEEOZ 70 ) NAGE | §E2HER BRI 0 &G U7 o ik i i B 2R H] (Tmax)
ETFTEROLEBY ThHhoT,

HEE (B0 0. 5mg (48 f) Img (48 f) 5mg (32 fi)
Tmax (hr) 1.48 1.46 1.30

RSB THRESINOLPRRE

) #70a Y AREE0.5mg [HpFH], Img [HWDIr], bmg [HPI]
Z7 ) AAFEO.bmg [ 1B EUERIFI 1 h 7N (X270 ) AALLTO0.5mg) &, 700 AA
—N—IEIC L DR A B (48 ) ICHE BB O &S L Cam PR LAREZAE L, o
I FENFE N T A —4 (AUCry, Cmax) (Z-2UNT 90%EHEH X MIEIS THEGHENT 21T o 7o fE . 1og(0.80) ~
log (1. 25) OFPFANTH 0 | WA DLW FH RIS HER I,
Flo, #7aV LAREE Img TP, 7 vl AZAFEbng [HdA] IZBWTHREBRICHRERAZITV), 1
YERLE) & O AW E R RV 2R SRR S vz,

27 ual LABEO. 5mg [

(ng/ul) W5 $T A — 5 BESTA—F
Ei -
oy E bt AUCn Cmax tmax Ty
o= 1 F T LA, Sugl B3 (ng-hr/mL) (ng/mL) (hr) (hr)
- B L. 0. Sng ng : (hr )
5 —e— EREERGE O FILEL 0. Smg) P

Mean+8.D., n=48 24.39+13.29 | 2.8652%1.2801 | 1.48=0.57 | 32.95%6.65

0.5ngl HW A

e
ik 25.30+13.50 |3.1958+1.3563 | 1.46=0.38 | 31.9%=7.19

(H7TEL4#, 0.50g)

(Mean=S.D., n=48)
M TFIZAUC, Cmax350/85 A4 — 13, BEEOSER,
R ORI £ - B S OB BRI L - TR 2WHENF S

NSO rBER
3

>
Da

0 12 24 a6 48 6l 72
5 #HOMER (hr)
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VI. EVBREICEY SEE

27 m ) LA Ing [HPIr]

(ng/mL)

(4)

()

(6)

10 4

—o—t H A0 LA gl dHid A
T —e— | EEERIAD (O TR ILAlL
| Mean+S.D., n=48

1 mg)

S

WEENCOYY

0 12 24 36 48
BEBORM ()

o) ARFESme [HWDI)

(ng/mL)

o— AT S AEE Smgl 35 DA
—e—  FEHETA (S E0LALL Sme)
Mean+5.D., n=3z2

12 2-"1 '36 4[3
R 5 HDIE (o)

2) #7 vl LAAFEL bmg [HdAH], 2mg [HpI], 3mg [HDH]

kR L

60

72

HE T A= %

AUC Cmax tmax L,
(ng-hr/mL) (ng/mL) (hr) (hr)
P 1 g gk
i’;;;’j:\;f"‘ 50.4+25.9 |6.2991+2.7281 | 1.46+0.50 | 30.62+3.35
|
'Z:ﬁ“ffi?i%ﬁlzg} 48.3£23.1 |5.7603+2.2964 | 1.67+0.47 | 30.66+3.24
(Mean+SD., n=48)

A EE R TFIZAUC, Cmax2Em02$ A — 713, P o0&,
AL OERALE B - BER S O AR T I X - THRE 2Rl H

Do

HEINTA—F

BEIINT A—F

AUCn Cmax tmax (7
(ng-hr/mL) (ng/mL) (hr) (hr)
FraLAEE| .., - . o e n
Sl b0 A 244.2+101.6 | 33.170+8.986 | 1.30%0.49 | 31.61+3.93
P
,+f.ﬁ.'ﬂﬁ} | 2406+91.9 |31.579+10.363 | 1.5320.65 |30.31£3.71
\a7el, ong

(Mean+SD., n=32)

L EE A TFICAUC, Crax3 0789 A — ¥ 13, ¥EHE 0 FEIR,
R OFRAUE 2 - BRI S Ol B R IZ L o TR A 2R H 5.

<BEB> WV-7. -<AEWEMRERZEERER> OESMR

i
s R L

BE - tAEOEE
VII- 7. tfHAEAEH DS

BRE (RE21L—>3Y) BFICEKYHBL-EMERNBIEBESER

U E R L

2. EYRERB/INSA—4

(1

T
H R L
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VI. RMBEICEY SHE

(2) BAREEETE M
SRR L

@) "AFTF7RAFE) T+«
MM ER L

(4) HEREETEH
R A BIEIC, FEEOZ 7 0 ) AAGE 1 SE2ERERRO&RE LR O KREEER (kel) (ITED
LB Thot,

R (150 0.5mg (48 1) Img (48 f3i) 5mg (32 f5)

kel (hr™) 0. 023440. 0147 0. 02290+0. 00251 0. 02224+0. 00256

6 2UFTVR
MR L

6) HHEM
B L

() MEEEHEE
MR L

3. RN
MR L

4. 9%
(1) Imniw—IHRiBEPY & B
MM ER L
<BE> VI-10. iEhw, Ewm, FLmE~0ES5 1) OHEBR

(2) Ini%k—RA#EESPYE B
MM ER L
<£E> WVI-10. T, Ewm, ZLmE~o5.2) OHEZBR

(3) BHA~OBE
LB L

(4) BEADOBITHE
AR L

(5) EofoiBi~DBITHE
R L

5.
(1) KREHEERUKREER
R EEL L

(2) KR&ICBAE5T S5BF% (CYP4S0 &) Do FiE
T L L CEYREHIEESRE (CYP3A4) TR S,
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VI. EVBREICEY SEE

(3) NEBENROARRVZORE
AR L

4) REVOTHEOFERULE
REERR L

(5) FHERBUMOEERI/FA—4
AR L

6. HEit
(1) BEHEREE R U
LR L

(2) i
AR L

(3) it
MR L

7. FSORR—E—IZEAT SR
MR L

8. BHFEICLIKRER
PMEER L
<HE> VI-13. #@EkRS5 OHEZBMR
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1. BERBLEDER

61_“%:‘%%&&0“2&%' (ZOWT O/ LR EZ A4 D EMB M5 2 2:0

& TIT kao

@ﬁ)

0. 5mg. &E lmg\ BE 1. 5mg\ B 2mg K OVBE 3mg (D?f)

ZREST D2 LIS L VAN L DWINDOEE NN L 2R DL

1) AFOFEEIZBNT, BELRANEM (BAE, DARE, BYYE, S5, Efaé PRETE . MREZE. MmARTERL
ANAEREE, PLILERIAMES) IC XV | BEERNRRIRZ -85 2 LnH L DT, BAaRI 45

2) NEFF BRI I3 DA OB 513, s Wl 1L K OB MRS OB ERICK @ L TV A ERNUEZE OFRED ¢
3) BV v~FRFICE G T LA, BRI v~ T IREICHEEL CTWAEMOAENMEHT S & &b

BT U TABOERECAR OFRGENEIICOZ2 272 82 FO ol LU BRENEME L= 3:

%Eﬁ%ﬂbflj;f“?m'@‘?‘7 Zl, Tl MEDORENBD ONLEICE. REZYLETDHEEBIC

CIERIICHEKS L, FArae <k roEmEL2 5252, (BE0.5mg, BE Img, $E 1.5mg. BE 2mg M OVBE Smg

4) N—T A HAFNOFEGIFZ N —T ABROIRFIZHDFEBEL TWDHEMOE & TITH 2 &,

5) MERLA & A (f’i‘%'J) @éE%#E!’Jﬁ’* FIREES N TWRWDO T, I 2 R OPRFAICER LTl M

1) AEIORSy uﬁLLﬂr@%EE@%é%%
2) YI/uaARY UNFRerF UoREROEE [THAEH OESK]
3) B U U AMERERIRAF G o BE [TEEREARNERE] KO HEER] oESH]

3. MEENIHHRICEHET AFEALDOIE L TDER
-1. HEXITSER OHESR

4. AERUVAEICEET SHEALOIELZTOERA
V. 2. AEXOCHE OHESHK

5. RERERABRLEDEHR

D FREEOH 2 BE [EYRBEENME T L, AR HREN ER T3 RERH S ]

2) BEEDOH L EE [BEENELT DHAEENH 5]

3) mkE [[EE~0®&E ] OmESH]

4) BYIED & % BE URYSEN BT 2 /REMEN & 5 ]

5) B Y v~ FICHEMEMKZE0F L TV D8 [FEMEMRDELT DN H 5,
] (BE0.bmg, &E Img. $E 1.5mg. € 2mg M OVEE 3mg DH)

BIfER ) DR
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6. EELEFRNIR L TOEREVLES X

1)

2)

9)

BEEORBBEENEH VO T, HEICHEKEE (Z L7 F =, BIN, ZLT7F=o27 U753, JRH
NAG, R B2 o7 u a7 ) V&) 2ITH 7 EIREFOREZ +0ICBET 52 &, FICEGEMEIZIZZD
KU+ EET D L,

7B, BE Y v~ T EBE TR DGR R DIEAT a A REFIRIER % 2 FILLEOFH L7ZEFI T2 LT
=V ERRBERNEDSTZOTERT DI L, £, VT ABREHE TIIHRREOEITIC X 2 BEE O
IEbHLNDDOTHICHEET D Z &, (B20.5mg, §E Img, $E 1. 5mg, 5 2mg M OE 3mg D r)

EAV T AMIENRRTEZLENHLOT, HENZMEL Y VLADOREEITI Z &, B, U 7 AREF
PHRIRF(AEa 2 Z7 vy, BV @BV DA NV T AT L) OB W0IEH Y 7 AOEEFEIR
BTN &,

mbE, PRIESE O BERMBEREE ORBUHE N m VO T, HRNCERRMRA (hikimd, R, 77—
B RWES) 2175 72 EEFOREEZ HICBISRT 52 L, FICESUEICIZZORBLUCH0EETH 2
L,

AAEGHIZDARE, FEIK, DHEE, BOE. DHEE (OHERIET. BEEZ50) ERRH 6N
TWA (TEHER] OESR) O T, HRAICEEL TUILEX, Loa— i X SHREZ1T 5 72 ERE R
BrEL<{BlETosz L,

B NV ABREEFE T, TOEBERETHIEHMET Y T~ F—TF ATB W COEBIIRE B O fER N
T & INTWDEMRIE, MILEEFEDREEL AT DHENZL N LD, T DREOHEE 22 1RK
PEDLRNOAFEZEETHZ L, (B£0.5mg. $E lmg, $E 1. 5mg. $E 2mg K& ONEE 3mg D7)
EIMERRE T 5 Z EMRH 50T, EMIICIEREZITV, IEEFRH b Ga12iX, BIEANA
AEAT D 70 U ALE 21T 9 Z &,

R O R BT EICH0EET H 2 &,

WEDOREMENC L BEICHT IRZEOLER., Y VN\ESOEBEEERREOTEELHLOT, +
PEETLHZ L,

TEMEIR 2B E SN BRFR VAN AX Y U T OBEFICBNT, BRFR YA NV AOFEEILICL D
FRRSHbND 2 END D, £7-. HBs PURRMED BEIZBW T, SGEIikA 0% 5B 12 B T4
T AV ADFIEMEIZ X D IFRERIE LTEFIARE SN TWD, £72, CHFRTVA L AX X U T DK
FIZBW T, Sl o B 5 BREZIC CRIFROBANROND Z BB D, FRTVANVAXTX VT D
BEICARERG T 5561, TTHREREESCHRE VA NVAS—I—DFE=21) 7 %#{T572 L, BAJT
RUANADFIEHLRL C BAFR OBEALOBBECER ORBBUCEET 5 Z &,

FEE 5 HE O TR M RIERE RGNS 3 2 56 . AR O 5-BRLART K O B-BlIa R IV T EHIRYIC
MM IE DA 2RI 5 2 &, MIRIEAHERE S V7258 11X, Ml R a5 o fa IR oD T i A i U012 FE a3
HE bz, WRRLEOFRME L ERVEZEEICRHE Lz ECARIZRET D28, ORAIO MIRIE~D %
BT 5 M2 o TOZRYY, ) (B2 0. 5mg, #E Img, $E 1. 5mg, % 2mg K& OE 3mg D Fx)

10) AFNDOFEAT &0 B BUE AR VE AIMER B OWRED WHE T H % 25 BIE BE A /VE A OREIEH O H

IZOWVWTHF| SRS BIEEL 21T 2 &,

L1) B R %8 B DS FEIE L 12 B0 ITIB R 2 BT 5 Z L EE L, £72, 7 AR Y VRIS

B XN T BIER TITFIER S Al BEN & 5 v a BN R | R EE & Il S iz 7 v 2
AU vEHIEL, RANCEI VL2 D2 &,

12) WTERIBRIZI T 2 AR OB G113, BBERIBR OIRIIEZ 0B L TOSIEMO L &L TITH 2 &,
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I. £t (FALOXES) ICEYHEE

7. {BE{EA
AFNTFEE U TIERMAHEESR CYP3A4 TR 5,

(1) GiREEEZDHEA

SEFI4 5 ERARAER - HEE I He T - faBE T
RV T BERIT X B S0l T T, T 2 F | Spa EIE T & 0 JEAE O AT RE

HRSREmAERR LA T 7 F VI XV IIE LT & OWMEN | ERHINT 5,
AR LAY 7 F »H5b,
BOERYV AU F %

AR v
YoF 42
R —F )L

o ARY O EER 5
L. BIER R ST & oEN
bbb, B, /AR LR
FNZH 0 ez 2855137 a AR
U DRGNS 24 R LI ERE
WBBICAF O G %52 &
NEFE LV,

KK 7 m ZRY TR
HBIEESR CYP3AA TR SN D72,
R L7356, BariciL &
7u AR ORBFNILE SN
2o

AN AV N
AN

R ZrombEENER L, R
U2 U OREIWERDREELT 5 AlEE
PR D, F o, ARFN O i H P E
EENT D AREMENH 5,

KA R Y B AT I
F CYP3A4 TRt D=0, Of
ik oAt & oot
NEAT BRI H D, £z,
RE & 0% CYP3A4 TRETES N
%L & HIT CYP3A FBEER A
T 570, PERIC L W AFI O i
BENEET LA REEND D,

71V 7 BERFFHERI R A
Avw /o7 N
TNET KA
TV WA TN
IIVHET N
M) T AT LY
T L v

MY U AMIERFERT D 2 &
HD,

KA LA F IO RIEM 2 H A
HWmEho,
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VI. 21 (EALOZFES) (CEY5EE

2) HRAZIELEDEMR

A4 %

B AEAR - HFE 5T

PFE - fEBRIN -

PUAEMHE
) xa~vAf TV
TahvA v
77 ) A~ A TV
T = VR R A
A NTary—nu
Tat ) — v
RARY)aFy—n
AT WFEHUA
ey S i
SR D
=N
UINFTE L &
HIV 7'v 7 7 — BB EA
U +FEINL
X e
IV 4 F eI
Z DD FEH
AR )R AN
B =
TF =T A NT VAL
FAT T — )
ST T =)
N7 4 VRN
TIA K
REY
TL—F TN =Y a—2A

AR OMAFPRED R L BEESEORIE
WREIS D LBH D, AFMPREDET=
Z— ATV BLEITIG T « (RS DAL E
2179,

T 7L EL

72 7L L 750mgl H 31018 HERM%E.
KK 2P LTz & &, &Aoo AUC 23 70 51
R LEEORERD D, AFMAREDE
= H—ET LEEICS UBE « AR 4L
BEAEIT,

CYP3AM4 TRET S D

FRFI 1% CYP3A4 DFH.
EEHZ AT 2 AR
R & oI X

D ARHIOAH PR
b,

75 F L e
LT ILEEIL

AFNIOMHIRED A L, BEEZEORIEH
DRBLTLHZ N D, RAFMFEREDE=
B —FAT, MBI U E - IRIEE D ALE
179,

CYP3A FHE/ERIZ LV |
AFN ORI ILE S
Do

FLEZAENL - N X T LY

e U R FEN

FLEHXAE N - XY ZTLEN Y N FE
JL (25mg + 150mg + 100mg) 1 A 1 [FIARA#.
AFNZPEH LTz & &, AAID AUC 23 86 {51
FERLEEO®RERD D, KSTEHLWVGES
R OIS 5 2 &, R ARG PO
LHEEIIE, ARlomFPEEDE=41 7
LOReh& - HRBROFEEZITS L&
2, BEOREAZEEICBIZ L, BIEAREL
W+ aEETLHZ L,

U N FEILD CYP3AL
PFREEHIZL Y . KA
DOREMNIEE SN D,
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I. £t (FALOXES) ICEYHEE

PLCTAMAHA
0 S i
Jx /)L —)L
7 = ]\/]) :/*Ez)

AF O M TP EAME T L BRGSO B O "]
REVEDS & %0 AHIIM PR EDE =X —&AT
VW, AETE DB OILE 21T D,

KW RN FHE S
oy AANORH M e
shb,

I UF XY VTSt

BENDHDHDT, AFlEGRIEAS I OF

TLAEmE
R SN N
Vo537
REY AHN O MEE S i H IR EMME T 5 FEW ISR CYP3A4

BFHEES I, AAION

7 LRT Y B
7R BERAEYE

UARTY A
AT A NP EA]

ANT 7 A MFH Y — - |k

John’s Wort, > b+ Ya— | PV VUEARLEZERLAAVEYEE | #MEEINL 2D L
VR T—RNERAEM T52 L, EZ LN TS,
BRI & B KA BEENBETLHZ DD D, AH| L FEO BT

PAHEICHR S LD,

RiEb T 7 F
A7z W
HA U 7 Fv %

U7 F OB EFHIEDZENH B,

AFN DS BRI
Lo, gRshY s
F UK DHUAREE
Y

SEMHIVER 24 9 5 KA
Sz I
B RE AR NLE CH &
LU 7~ F 3K (DMARD)
ARNBPLEFH—F %

WEEDGEIEIN R A2 N5, ([EHE
TRIAREE ] OIEZM)

&b ICREMEIEM &
9%,

L) MiEH V7 LMEN LRI DEREMENH D0 | AH| & HFEEORIEM
T, MIED VU LMEEZEMCBIET 572 | PHEAICHEBIND,
TR ERETH &,
D EAIC XV HEICREAESIL, =AU ECOIMPRES BRI 2 REERS 5.
H2) FHICEY 7= A v OMPREN EF LIZEOWRERDH D, BEFEAH)
8. El4EMA

(1) BfEADOHE

| A1t P A 5 0 L P R BLBELRE S E & 72 2 A % S L T,

(2) EXGEIER & DR

(1) B¥BEE. r70—UEERE . SMEEEE, 270 —BEERRAHLOND Z R H 5D T, HEN
BEME (7L 7F=>, BIN, ZLT7F=227 07T A, REA, BRPNAG, RPp2Irnr07
UL E) BATO R EBEETIATV, BENERD SN, BE - REREOEY AR LE 2T
&,

(2) DAL, FEIRK. DHEE, BDE. DERFE. DHESE  OAEE (ST-T 2k, OFEREIR T, 0N
WedrA, BERRESS) | DARAE, DS D WIE B REIR, DAEZE, e, OBRITE RS H b
NH5ZERHHOT, FHICELTUILOER, bma—, WEH XREEZITO R EBEEFOREZ LB
2L, BENFOLNTGEITE, BE - IREEOBMO) R LEZITH Z &,

(3) WHtEROENEFEEN. SOLEERESOPRBERER - FLOME% QBEMEEERE, & 5 A6 E
LOFRMEREENH L DOND I ENH DO T, SEEHE, FHEEE, 5L, STERE. RRREE,
R DRER N B 6 ORI HA I, AREORAESC CT. \RIICK 2EEBZK 2175 & &b, A#KlE
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JESUIHFIE L, MED =z hr— L FUKEIEO R G EFED)RAE AT &,

(4) MMERESE : MFEZE, MHELEORDERERS LMD ZERNHLDOT, ZOXIRERLID Hbh
AT, MRRERR AR CT, MRIIZ X 2HEGZW 2175 & & b, BiE - IREFEOHY) 70 i 217
5 &,

(5) MAeHM/PMIMERESE « Al MEREEEGERE,  MARYE M NSRBI SRBER 2 O AR MERU NI E FEE N H &
bid 2R DHDT, EMICREZIT S R EBILE 71TV, BEFBD bNHEITIE, BE
R E OB L EEITO Z L,

(6) RMBKFAEE, m/MRBDEEBR. |BARE, FMEFM, FIFRSE : JLEKBAIE, /R
PEERBEN . MEPERIERGE ., WiMtEEin, RIFERBNR O L DONEZ ENHDD T, EHMMITHREEZITHI 2L
BRE 3TV, BRESEO ONEGAICE. BE - KEEOBY 0B LT 2L,

(N ALIR ALV ITARHLLNDZERHLDT, ZOXHRIERND oA, i - KK
HOWMY)REZITH Z L,

(8) REMIRIBEEIXEE (Stevens—Johnson SEMREE) : CEKEIRIEREIEN H O DONDH Z ERHDHDT, ZD X
IIMIERDB S LN =HAICIE, BE5 a2 Pk L#EbeEE2iT5 2 &,

(9) FEORERSE . "R INEE, AV ESEGEREN S HbNDE Z ENHDHDT, BEE FSICITV., BENR
D ONTEGAEITIE, BE - REFEOREURAELZITH 2 &

FIEGESIECTIIZ V- 2RI 2R H 50T, FHICEL UIBFEORELZ ISBEL, 20X
D IIEIRD B B N T HAITIE, N LR EOEYI R LE LTS 2 &, (BE 0. 5mg, #E Img, #E 1. 5mg,
B 2mg M OVE 3mg D H)

(10) MIE Mm% : BEi ) v~FAE T, MEMERRRH LN ZERHLDT, BIEE 02TV, %
B OUZWK, PR RS O REIR SR SER D DN A ISR, ARAIOR G AR IET S L L b, HOIT
FaER L B MRS, B CT AR Je MR R A 25 % S L | JRYSIE & D8RRI N 2 B I AL T, Bl
FE RNV RO GEOEY) R EZITH &, (BE0. 5mg, $E Img, & 1. Smg, $E 2mg M OE 3mg DH)

(11) BRERAE - MEEME, T A VA, BHEMED 2 VDI B EEYYE RSB BLOIEET 2 2 68355, £72. B
FIRFR T A NV A DOFIEHALIZ E DR CBIIFROBEALNH b Z EB3H D, AFEEEGT 256
IR A+ TV, BREDSEO ORGAIE, R - R, PUERE OB 5% O 2 0E 21T O
&,

(12) ETHESEMRERE (PML) : EITHEZEEAEMIE PML) BH 5D ENH DD T, KAIOIR
MR R ONRIRIE TIRITEE OREEZ 0 I B2 U, BEalkbas, RabsEsE . BN (i, DUk
) . EEEREELOER N H b -BA 1T, MRLIC X 2 ERZH R ONEREIRRE 1T 5 & & i,
BHAZPRIEL, EORAEEZITH Z &,

(13)BK DA IWARABIE :BK VA L ABIER S LOND ZERHDHDOT, DL RIGAITITE X IT#E %
ik L., #YRUEEZITH Z &,

(1) Y o IBEQOEMER  Epstein-Barr VA VA L2 UV SBEFEMER B D DT Y 3 E (FIHE
R VU UREERE) BHLDLNDIZENHDLDOT, ZOXIBRIERLES b -HEIZ1F, 8
B RSO LE AT O Z &, RIS 2R O I EFISUIHT Y v ERPUR O OB BV T
HEORREMENE Y, o, BEOREMHEICE Y, EEEEERROEENSRELZENHDHDOT,
BEA ATV, BERRED LNHAICIE. R - RS OB LB AT &,

(I5) R : ERDHODONDZ ERHDHDOT, EHIICREZIT O e EPBEE 01TV, BRENIEO LR
AT, R - IRERFEOME) R EEITH Z &,

(16) PEFR R, EIEE : BEFRIE & OB RIE O BAL, SIERH bbb Z ENH DT, BEE 52TV,
B RFRS DTG AR - (REEOWE LB EZITH Z &,

(17) FFi8BemEsE . &9E : AST (GOT). ALT (GPT). v -GTP, Al-P, LDH D3 L\ FH%5 %k 5 fFténekEd, %
JHERHHDLNDZENHHDOT, B2 +0IKiT, BENRD LNHEITE, BE - KIEFE DY)
TRALEAATH T &

HERERERERNXIGY =27V (EEMHEEGERESROEIER — A=) S
http://www. pmda. go. jp/
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10.

Q) ZothaEIER

PUFO XS ZEWERN S & O GG ITITERICE UT, iR - IREF OB U AEBAE1TH Z &,

B
R AH FEASEH
KR
- EhE BN R, 7 LTF=r bR/ ST F=2 2 VT T UOAMET, JRER) . RE
" Wb, MR, 2R, BUR. PR
AV T AME, ERBIIGE, K~ 27 %27 AMJE, CK(CPK) EH, 7Y F—v &, &
e gL AT a—/VISE, &Y CVERIE, KY VERIGE., &2 v —/VIE., &Ly Al

JE, KAV T AE, KEAME, K7 FY 7 AME, KU v AMfE, &Y 7Y
U RiffE, JRbE

TE SR % ME LA FIE, SR B, OERET . EKT, HIk

R, GEBVRGR. D, LOWL AR, KA, TAR. A%, TR, BERE, ©

AR | 0\ e, shbbgie, WA, BUR. ALE. 5o, BUE
e %%H\%m%ﬁm‘%%ﬁﬁﬁ%\ﬁﬁﬁﬁ\Tﬁ\@%\%ﬁ%\+:ﬁ%ﬁ%\
KIBo, AR, Bl Wark, JEEEAmE, T i
HAE N 77 —¥ L&
JiF Mgk FHSBE S5 (AST (GOT) E55-. ALT (GPT) k&, A1-P E&-. LDH E&-. v -GTP k&)
17 A BRI A, o MREZ . (/RS BERE S . AR U oo BRI
B B, AL, £ OFE, BB
2o PR, AR, AR, 2T, Y. R MR, MOk, IEOK. MRS, FEEL. RE RS,

RERD . 1FTY, ARES, WGEERMEK, fRRE, BER, RERE
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F—AMZ UT45¥ (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.

KE WA CE: (201845 H)

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/m2 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/mzbasis). 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 hirth 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
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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/mzbasis). 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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KEOUACE (2018 45 1)

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
patientsy 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
patients; 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
patients; two doses, administered every 12 hours

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

tLiver 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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F[E D SPC (201546 )

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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