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TYR=VRA &
IV AT -/l
. =Y BRINAE.
&V CERIMAE. &
ryo— VI, &
SV 7 LM E
(iR FNiith:N
(RE A MmE. K
U A E, R
1Y) LE. B
U Z YR Rl
KE. PR

TEIE, BEAR. BiE.
DERER. ME
ET

LU, AR, &
RY#E A%
A&, B BE
BE

0.1% A1 BB

CK k&

RBEE

MmEEF TRk

R HFE L, BRI,
SV B RE R
AR
IR REEE.
2O, HE

i

EHRH, IR

BEESHEE. &
IR TR B
HEE., + 2185
BE. KEL O
PH2E Bl TEH:
P B R R
77—t ER

Mg, HLE
il

bk

ik

JFHEER T (AST
L&, ALT E&.
Al-P k£ 7. LDH
R, v -GTP
L&)

iy

11N G 7E-EN TR ERIR D
/MR A B
I, B MERE
9\

FEE LI £ D HE.
e

Bk, K. TR

U 2 ISERED
iikic3

d

W % 5 S ATRE
AR, B
. IREEE

. FR. B
L NE 2L SEEEN
W B

cof EERD. 15TY.

AR
ERBECAAOTBME, BHBHEOEHECOBRRBRLU TREOBERS
IKESWTW5S,

13. BE1RS

13.1 fER
BUN ER. 7L 7F=Y LR, B, Fk#, FBERLASE
BHRESNTWE D P,

13.2 &

RENLBERIIL V. BITICE>THRESNEZ L,

14. BRALOZES

14.1 ERIZAIE0ES
PTP A OFEHAZ PTP > — r PS5 WMOH L TRAYT 2 £ 518
B2 &, PTP ¥ — hPORBEABUIT LD BRI BB R
AFIA L. BICRBEAEBZ L THIRRAREOEE L &MESL
HETLIEDPDH D,

15. ZoftdiF=

15.1 BRIREEAICE D B

15.1.1 SZEIHIFNIC X 20EE2Z T -EBETlE. BEEE (&
12V VN, KRS ORERNEVET IHREN DS,

15.2 FEERAREHBRICE D <153k

15.2.1 v b (1.0 ~ 3.0mg/kg. B F#&5) ©. BTHOBD
KO FEHREOETA, FsHAEH CEIRMEEOBRERT
PROLNTZ,

16. FEYENE

16.1 MFNEE

16.1.1 BiziE
AR E TOBRRKKBRICBLT, MABBEEZEIFICY 70 L7
T 0.16mg/kg ZREOFRS Lz & EDEYBEISS A —FIZRODEB
DTH-72%

Tmax Cmax AUCo-120 + 7 7 E* o
(h) (ng/mL) (ng - h/mL) (ng/mL) (%)
4.2+2.9 44 + 45 274 + 198 16 =12 20 +£17.8
X 12 RRE A% M R (F9+S.D.)
HOREMRNFIR
16.1.2 F¥iztE

INRRFRIEERE CRPHEERS.3M) ICBLTIE. RAICHAREERET
2.7~ 4 4E0ROKRSBTREEDMETEENE SN O GLEAT
Dy 7Y LAH T VEREROT—%),



16.1.3 I\iZF2HE

NENBBEEE CEHEER 2.9%) KBV TIE, ALK GERE
T1.3~25BoROKERECREE MEREESE LY (SHE
ATDY 70 ) LAH T VFREEOT—%),

16.1.4 BEBRMXER

NSRS EBE S HlIcy 70 L AH 7 )L 0.05mg/kg Z A&
B L7z EDOEMBEINT X —FIZRDEBY TH-72 17,

Tmax (h) Cmax (ng/mL) AUCo12n (ng - h/mL)
24+1.4 2213 136 + 105
(PH£S.D.)

16.1.5 970U LZRATEIVET IOV L RAFBRDHLE
MABBEERE OFICy 70 LAH TRV ROY 70) LA B % ERE
BE LIz EOFEMBE/ ST A= IZRDEBDTH-729,[1.2.7.2.1 2]

- hTEN Hh H (BH/ HTEL)
&2 | (mg/ ) Cmax AUCo12n Cmax AUCo12n Cmax | AUCon
(ng/mL) | (ng - h/mL) | (ng/mL) | (ng - h/mL)
1 2 10 42.7 18 94.4 1.80 2.21
2 1 10 70.2 9.3 68.6 0.93 0.98
3 3 27 165.4 23 113.3 0.85 0.69
4 1 14 105.6 7.2 41.8 0.51 0.40
6 1 9.9 61.5 14 69.2 1.41 1.13
7 2 13 92.0 13 103.8 1.00 1.13
8 1 6.2 36.7 6.8 27.6 1.10 0.75
9 1 4.1 32.6 3.8 34.1 0.93 1.05
10 3 20 230.8 42 320.0 2.10 1.39
P | _ _ _ _ 118 | 1.08
+S.D. +0.50 | +£0.51

16.1.6 &EFHIEIS MR

yray axH T 5mg [JGl £ Far57HF £ 5mg %, ~0
AF—N—HEIEDENENL AT (¥20Y L2E LT 5Smg) &
R ABHICEBRERORS L CalPRELERREZRE L, B85
N7-EYHRE/NT X —% (AUC. Cmax) 122\ T 0% FEXEEICT
FRETERAT &2 4T o ToAE R, log (0.80) ~log (1.25) O#HEANTHD ., W
RlOEMZENRSEE SRS Y,

(ng/mL)
45 ¢
40| —o— #r7uYLAh TN 5mg []G)
—e— U5 7h7E)N5mg
4 35+
it Mean#S.D., n=30
rh 30 H
4
27 25§
o
) 20 H
N
Z 15§
i3
E 10
5
024 8 12 24 48 72
5 %O (hr)
HEMFAEINT A — %
HIENRT A=Y BEINTA—4
AUCo7 Cmax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
youa) LhAhT
L 5mg (]G] 277.32 £ 142.82 |132.2468 = 10.5116| 1.57 = 0.57 |32.78 £ 2.72
Z?r:g777]77t 275.26 £ 146.95 | 30.8589 + 9.8366 | 1.72 £ 0.83 [32.48 = 3.35

(Mean + S.D., n=30)
2MAFAEEILOIC AUC, Cmax FE0/8T X —F 13, #HERE ORIR, 1
ROTRENEEL - R EORBRMICE > TERL DTN H 5.

16.2 ORUX

16.2.1 BERAICTREICLSY 70 L AEYEIRE/ ST XA —F A NDEE
EME L&A, BEBRKUOER LS ERICEOKRE LI GAIL2EE
BICHANEEIC Cmax KO AUC OETHASN, Tmax IFEE L7
(HNEAT—%).

16.2.2 BANEBERBREBEICB TS NI 7REZHVW /- BEFENHE
BT 6, ¥70) AR EBBESROBOMNIEZ, FHEHNICEET
AR D 62% EHfEE S iz 19,

16.3 9

16.3.1 ¥ 70 AADMFEEAEERIL98.8% U ETH- 7217,

16.3.2 FFREMEBZ O 6 flic Ty 70 AXOHITFBITERE Lz &
2 MEREE OIS OBIT AR SNz (EAT—4).[9.6 5]

16.3.3 v M MCHE#Y 70 ) LR 0.32mg/kg #EIE LA, 5
DREITITETEEIZIE & A EOFERICHEIT L. BICEIZ. M. O, BR
BRICE D 5 720 B4T L7 G RE A M BB OB R & & B ITHER L, B,
Khths DNTEBEOBITARD 51, BEHEOHEKITEY» -7 19,

16.4 X3

16.4.1 ¥ 70V LRIFEE L TEMRH#EESR CYP3A4 KU CYP3A5 TR
#ashns ', [10. 28]

16.4.2 FFSHEEE COMA. RAPZCEITHREMEIEE LTHA FIUE
ROKBILETH 720 (HEATF—%),

16.5 HEitth

R ORI TIPS N RE(ADRFFRERIZ 1%LITT
Hotz?) HEAT—%). &B. 70 AAOMAPEEIBHEED S
WIEBITIC K AHEEZ TR0,

16.7 F4MEEER

ZruV AREEE L TCEMKRBER CYPBAMA TR#FES NS 720,
CYP3A4 TRE SN A MthOEMEOHRHICE D ¥y 70 ) A ZADMAFEE
W LERT BN D D, £7-. CYP3A4 25FUET 28 & OMFRICK
DZrTY LADMFEESETT 2 NS H 2, —FH. ¥70 L4
A CYP3A4 TORBEIAET 52 L1k D, CYP3A4 TREIS N 51t
OEYOIMHPEE L LREGLAEEIDHZ P, 72, F70YLAD
MIFEAFEERIZ8.8% L EEEVDOT, MIEEHDE ORI
Hl e OMEFROR D H 2 17 2,

17. BRFRAYAE

17.1 BHERURLEICET 3R

(ThEsEsE)

17.1.1 BRBHBEICH T DIEER GO

(1) EMFIHEASE I4B58R (35 ) . EMIEHEISE I4B5ER (69 ) . EMSED
rELEEEER (82 )

AR TOMKRE (1990 ~ 1994 4F) ITBW\T. BBIEEO—IIAE
MR, 186 Bl TREt SN, | ERREFERRV | FRBEBRIIENT
N97.3% %1 93.0% TH - 7z, EMRIGIE 74/186 i (39.8%) THEN
101 A& 5729 2 20,

(2) EMEDIBEHER

ROF A BB TS B IC K A Rk AE S IR EE 2 EF 104 Flicy 71
ULA (EEHE - 72 N) pEEsn, 556 (52.9%) < A% L
ropgEsReni?,

&) A AERE 17612 12 8RS U TRET L7z (1996 ~ 1998 4F)
EERIZ4.1% (16/17 Bl) . FEHERISHFEI U IERNE 2/17 F (11.8%)
THo10 #70Y LN TP SDEEZH (19 6) TOMETIE.
O TREBIIES RSN, EERISIRE L po72 9 8,

(3) ENEMEHER (BlEniRSHEER)

i B F—HuABE - 5t HLA UABEO £ (A EBEEHIC. BiE28 ~7
Hiir 6Bl HRETY 70 AR TGy 70y L ARHHES
TUNEZEG LR, BREERRIZI.7% (22/246]) TH-o72%,
17.1.2 FFBHEIC BT B IBHR IO

(1) ENEER

AR E TOBRKRBRICB W, BNTERRYFBESHL2ZT. ¥
say LA (FEHE - HTEL) BPEEESNZ2460 6 A REAERE
RIF65.6% THolze DD IFNIKEIAETH - 720 EHRIGIE
472451 (16.7%) THENT7EIASNT=N, WTNBBEETEDH> 5D 1
EZBEEATOA RNV ABEICKDHEELZ VL LEBR LA, £/, 1990
~ 1995 FEICENTERT A TBEEZ T, Fr7aY L2 (FEsE - 7
L) BEREENT 12060 6 HRAEEFERIZ8L.7%TH -7 3,
Fou) LAERETHIC 12 EEES LB LR (1997 ~ 1998
), EERIF 100%. B RISAFEIR UAEFNE 4/7 61 (57.1%) TH-
Foo #7TYLAKNTELDPEOYVIEZE (10F]) TOHHFTIE. &
BICTEMERT D A& D HER S MBS HIE U 725ER1E 171041 (10.0%)
T@ ) f: 32) .33)0
17.1.3 DBHEICH T B IEER DN

DBMEICBI 2y 70 LR (GEEHE - 1 7720L) OEHERIGOINER
BARERENATLE Y (HEAF—%),
17.1.4 FHiSHBEIC BT D IEHER GO

MiBEICBT 25 70y LA (FEE - 7)) OEERIEOME R
BENRERSNTNGE P ¥ 9 GEAT—4),
17.1.5 BRHEICH T B IEER DM

BEBREIC B2 70 LR (FHE - 7)) OEMKIEOMEL
BARERENTLS O (HEAF—%),
17.1.6 I\IBTBHBIC B (T D IEHER GO

NEBBEICBT A 70U LA (K - 57 EIV) ORI M
MEPSHESNTVS D M (HEATF—%),
17.1.7 SEBHEICH (I DIERRIER U BHERWEEROIH

[FRhRS]

(1) EMFIEASE I1E58R (21 fl) . EMEEIE I4E5ER (38 ). EMSED
tELEERERER (66 f)

AR TOMRKRE (1991 ~ 199 4F) ITBW\WT. BHBHEEZOBER
MEEHE (GVHD) oFFizEmMIcy 7a) LA (EEHK - #7712 L)
G U7 125 Ft, FRICEEZRIEL., BEPREE LS grade T
PlEod GVHD OFIEF 22 f1 (17.6%) TH o729 4,

yruy s REREIFNICHES U CHE LzFEE (1996 ~ 1998 4F) .
grade 1 LL_E® GVHD OFRKRIE 33.3% (3/941) TH-729,
SBEIRS]

(2) ENEER

A E TCOBKKE (1990 ~ 19934E) 2B WT, BHBERZOD
GVHD39flicxt Ly 7m ) LA (FEEE - A7) 250, &
GVHD7/13 ff] (53.8%) % OM8% GVHDI12/26 il (46.2%) #H&%HLL
rFoMBRERLE Y,

GEBMEXER)
17.1.8 ERSEIELLEEBRNCENSE DEESKREER (7.9 1]

PEE Y TEEOHALBSERBREE 2 fl2MREL, #2704
AR TENEER G 7T ARBE30 6 2 BEES Ui (). ¥
IO LANT VBB AHER (DAl 2 T7ICLAHEE) 3R
lOEBYTH-7Y, £7z. BEOEREEEEABEARE 11 I,
Zora) LAAH TN E ARG L GFERRE) . $ER (DAL 2



ITICKBUEE) 1345.5% (5/11 1) THo7 N, Wakbe bAER
1[5 0.025mg/kgl H 2 M2 WERRE L. 20%EM N> 7#E (10 ~
15ng/mL) &7 5 &5 HBEHRE LY,

F/-, BIEERERBOY 70 L ARES R UEECHMAMEEEELR
fERBEIC, 2EUEOEEN S 7@E®5~ Ing/mL & LT¥ 70
VARN TV ERE 12BRERS LR RRESHICB ) 288
R (DAl A7 ICKAHREE) &, TNEN61.9% (13/21 f) O KO
66.7% (6/94) ) TH o7z,

#1 DAl AT THER
e /I (%)
youy LA 75 Bt
DAL 237 I & H kg™ 16/32 (50.0) 4/30 (13.3)

¥ DAI 22 7128 W CHHEEE, ME. FEBECENRER R, B O 28 EHED
AHESTHRELGEE [E] &L
) SRR TORERAAE Y
DTRoEBOHEBEZHEL. D L BEMBED S 2 AR ITARER
OREBEEN (ROA/ER) IEZT. AREEFNTHRE L. 21/
ZEL. | HRESEO ERBEZE NI 7TREPHF SN A< £E 0.3mg/
kg/ HESH & L7z

FEFEKS A~ 7 7 BEOREERH FEHRESE
1 [ g*! N Drew=Doid X 12.5/ ((Cizn+Casn)
B 54 HE 51 HE (12 XU 24 KR E) /2% 3)
EELE 1 EEOHHE» 5 2. 3 HiE@E

B (AN %57, 8 HE) |Daew=Daia X 12.5/C*
T 2R

2EEOHE» 5 1.5 M E

JREIL 5 10 HE

*3
;Eﬁsaa (B (RA K5 12 HE) | Drew=Dou X 7.5/CF
T 1B
3EEOFELIERER 3. 4. 6. 8. 10, 12 @B .
(BEIELT) ik /TR Drew=Doid X 7.5/Cirough

Dow : FEIRTOREGE (RE5HKIE 0.025mg/kg) . SN ED/NRLITE ML
ZIERAL, 0.5mg ZATRLIVEET 5.

BE5RRIEOR 52
0=~ 50.0<~ 70.0=<~ 90.0=~
52 (kg) <50.0 <70.0 <90.0 <100.0
#5&
(g ) 1 1.5 2 2.5

Duew : fAfi O ERE, HHENEO/NRUTE M ZNEAA L. 0.5mg %A
TRYLIEWEET 5.

% 10 Con AVER FIRMERGE I REI OB E Coan % V723 Dew=Do X 12.5/ (Camn

X 2.5) &0, &7 Con HERTRMERME IRBDOBHE, Cn ZHVAR

Dnew=Dow X 12.5/ (Cin X 4) &0 2EEBORAREHEHT 5. FHIERFRMER

WSS RBOBFEITIE, ERTREDOFEEZRAL TEFORICIVEHT 5.

MREREH SN REEOEMS Y | HEEESO 2750 1 28X 254, IH

b5 7 WEAEEIC 10ng/mL Bl EOBE I IZARASE T, £/ 10ng/mL Ko

HEIIIENS % | BEEESD 25D 1 &9 %,

C*# 7.5ng/mL Bl L 15ng/mL RO HEICIZ, EEOHARZEIC0.665 (=

7.5/12.54%) LI-F&Ed 5.

C*: 1 EEOF, S 2. 3 BREBRRICH TS 2 HOMF b7 7 BEDFH{E,

C*: 2B OFHE» 5 1.5 HU ERBEERICB T 50 7 78E, 2R 5581EZ
DFHfE,

Crougn * 2GALREICHBWT, EEEES (5~ 10ng/mL) Z&M L7+ b5 78,

BE52HEETORGERE - XS V21—

2

3

v @D @
(] (] (s o

17.2 BhSERSEEAES

(BBHETEE)

17.2.1 BRIEICHITFDIERRILDOINE [7.5 ]

(1) (EFARRERE
HERE OFE (1996 ~ 2002 4F) ICBI 5 | FERREFRR | ERME
ERIL. KA (1,233 01) TIEZh2198.6% K% 95.8% Td -7z,

17.2.2 (DSHEIC B 1T B IEHBR G DN

(1) EARERE - REASHIRE
HIRBOFAEICH T 2 DBE—IGRES (104]) o 12;BRBEFRK
U I2EZEBEAEBERIIVTNS 100%. 12 8B REERRSFHEERIL 40.0%
Tholze £z IERBEFRROIERBEERIVITND 100%.
3ERRIEMRIGFEIEIL 50.0% Th o7z %,

17.2.3 FHSHEIC 1T B IEMRAG DI

(1) YSECEANERE
MREOREICH T 2MBE—UOaREG (1261 ©3FRBEERRK
U3ERBEAEERIIVTND 82.5%. 3EREIEHERCHERIZ75.0%
THo7z%,

17.2.4 ERSHEICSH 1T DIEBRIGDHNH]

(1) SEFERANERE
HRBOAEIC BT 2HEBE—UOABES 3561 ©4ERBEFRIT
100%. 4 EREEERILT78.3%. 4 FERBEIEMERISHBRRILI7.7%. 4
FERBEA VA VHERERIZ 95.5% TH -7z %

17.2.5 BEBHEICH T DIEERLRUBERWEIROME (7.5 28]

(1) (EARRERE - NREHIRE

[FRhiES]
B OFEICB S grade TLIED GVHD O BREFHBR (Bt 100
HE ) & (215 60) Tlx 44.1%/NRE (117 1) TiZ40.8% TH -

72 %0,

JaERs]
HIRBOFEICE TS24 GVHD I 2 ERIE. 56.8% (42/74 f51)
THo7z P,

18. FESHEEIE

18.1 {ERAtER
yru ) LAZE. THRSBEERE»P DY T FIEEE N L EitE
ERICEBELABRETCHIIN Y =2 — Y VABEET S LT Y1 M
AV EEAMEI R OF IS GEIEIERE 2R 5,

18.2 /n vitro Y€

18.2.1 THEFERIBIC K 2 THla» 5D A >y —uAF> (IL) 2 KROA
vH—7zuar (IFN) - y0O#% 57, EEHEIERT a. IL-1 B R
IL-6 ZDEELIHIT 5 ) 0,

18.2.2 SRR DISN O B REMAIEDOIETE I S IIHIERIZE5 < RERM
Rlcnt g 2 BIRMEATRSN TS ¥ 9,

18.3 BHEICXIT B1ER

18.3.1 AFMEHFBEETL (H=24FNL D 4 X 2,
AR SR R G 2 L. ARz ERSE 5,

18.3.2 7 v NEHAEFOEER O XFIRIERIC K 2MBESFEORE. 53
MRS O BE NI AT 3 2 RN R A2 F T 2 Y 9,

18.3.3 BEAMEIHRETNL (I AD, S h®) 2B\ T, Bl
MEERSZME L. EEHMZEESE 5,

18.3.4 BEMMEETIL (ke 40, S 7)), LDBEETIL (5
b)) WL BEETL (fX) P RUBBEETIL (F1X) DI85
BREESEERDEIH L. EFHEEZERSE 5,

18.4 KIZGRICX T SR
RIEMBEERETIL (v R) IZBWT, KBEKEOEEL T Mian» 5
@ IFN- v OEEZIIH L. KRBRREZERT 2 ™,

19. B CET BIB(EFHAR

—#& ¥ 70y LZKAW (Tacrolimus Hydrate)

k%4 © (35,4R,55,8R ,9E,125,145,15R, 165, 18R, 19R , 26a5) -
5,19-Dihydroxy-3-{(1£)-2-[(1R,3R,4R)-4-hydroxy-3-
methoxycyclohexyl]-1-methylethenyl}-14, l6-dimethoxy-
4,10,12, 18-tetramethyl-8-(prop-2-en-1-yl)-15,19-
epoxy-5,6,8,11,12,13,14,15,16,17,18,19,24,25,26, 26a-
hexadecahydro-3/4-pyrido[2,1-][l,4]oxaazacyclotricosine-
1,7,20,21(4H,23H)-tetrone monohydrate

! C#HeoNO12 » H:.O

1 822.03

P HEOREXISREREDHRTH S,

A8 )= VXIELY ) —)b (99.5) 1D THEITRT < N,N-
VAFNUANLT I RETY J =)L (95) ICBEFRT <. Kic
BEAEBETEV,

Zv b)) cH

20. EURWL EDER
7O —BEREZIE. BEREBTICRET S L,

22. 2%
2077w 1104710 (PTP) X 2, EEAIAD]

%23, FEHk
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5) A Non-interventional Post-authorization Safety Study (NI-
PASS) of Outcomes Associated with the Use of Tacrolimus
Around Conception, or During Pregnancy or Lactation
Using Data from the Transplant Pregnancy Registry
International (TPRI) : https://catalogues.ema.europa.eu/
system/files/2025-09/Tacrolimus_F506-PV-0001_CSR%20
draft%20v2.0%2022Nov2024-Disclosure-Redacted . pdf
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