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13. BERS

13.1 fER

BUNES. /L7 F=y ki, Bl TR FRELS
ARG SNTRBD Y,
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BRI HER I 2 Ve BITIC L o THRE SRV,

14. BREDZXE
14.1 FHZFEFOFE
PTPEEDEFIIPTPY — b6 YL TRAT S L)
FEST 52 L, PTPY — FORRIKIZ LD, BT
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15.1 ERARERICE D 158

AR

2R A PN
i, RER I
JE. K~ 27 %
2 A

TYRF—=V A B
JLA57u—)v
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15.2 FERRRREABRICE D 154k

15.2.1 v F(1.0~3.0mg/kg. K T#5) T, HT D@L
Te OSN3 BRE DAL T 25, 727 H BB TRl AR O B FEAIG
THARRD Lz,

16. ZE4EIEE
16.1 MeREE
16.1.1 B

KU E TOMKRSREIC BT, RABBIEZIFICY 2
01 A AN 7T E2N0. 16me/kgx fEOAHG L7z & &0 3EYE)
HE/ST A= FIZRDEBY TH 729

Tmax Cmax AUCo-12 b 7 E* ok
(hr) (ng/mL) |(ng-hr/mL)| (ng/mL) (%)
4.2+2.9 44 =45 274 +198 1612 20£17.8
SL2IRE Y F2 ML e FE (*FH£S.D.)

(5) XORAERPAFI =



16.1.2 FFisHE
INVEIF R AR R CEIA4E RS . 3/%) 12 B W Tk, AL HE~E
TR T2 7T~4 AFE ORI G- TIRFLEE O ML i B A3
SzBHEANTD Y 7 a1) 5 2% TSR W57 — )0,
16.1.3 /N5#5iE
ANUNGRE R CP4ER2. 950 12 B W Tt B AR
R CL.3~2 S ORE I G- T RIFERE O IfLAE vh i B 575
S-HHEIANTOY 700 52 T VGO — &)1,
16.1.4 EEMHXE X
BRI BESFIC Y 710 1) 5 A F 7+ )V0.05mg/
kgZ RIS L7z SOEYBRE ST A -5 1RO LBDY
THo72?,

Tmax Cmax AUCo12
(hr) (ng/mL) (ng - hr/mL)
2.4*x1.4 22+13 136 +105
(Fi3+S.D.)

16.1.5 270U LZATEILE SOV L ZEEH OB
WANBEBMEEIBNCY 70 ) AAH TEIVREDTY 70 4
AWk % M ARG Lz & EOEWEE ST 2 — 5 TRk &
B TH-729, [1.2, 7.2.1%K]

wnl | e hT e fid SR/ 77
52 | (mg/lH) Cmax | AUCo-1z | Cmax | AUCo-2 Cmax | AUCs-12
(ng/mL) | (ng - hr/mL) | (ng/mL) | (ng - hr/mL)
1 2 10 42.7 18 9.4 1.80 | 2.21
2 1 10 70.2 9.3 68.6 0.93 | 0.9
3 3 27 165.4 23 113.3 0.8 | 0.69
4 1 14 105.6 7.2 41.8 0.51 | 0.40
6 1 9.9 61.5 14 69.2 141 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 2,101 1.39
T _ - o - 118 | 1.08
£S.D. £0.50| £0.51

16.1.6 EMFHIEZFHEFER

(7 0aY LZXgE5mgldH &)
& 7)) A A§Ebmgl HWA |1§EE T 17T 7 57 ) bmglh
TRV (F7u) AAELThmg) &, ZUAF—/N—kI2XD
T HE L N BB 12 B BRI 4 5 L C il ip R (LR IR %
HIE L, N3 ENEE/XT 2 — % (AUC. Cmax)IiZ2W»
TI0%E HEIX T F S CHERHIRAT 2 1T > 748 5. 10g(0.80) ~log
(1.25) DHPHHITH V) . TH] D41 E S AR S 729,

(ng/mL)
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—o— & 70U AAFESNg B D A
—— a5 7% 7N 5ng(h FIVEL 5mg)
Mean+S.D., n=32
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% 48
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AUCo7 Cmax Tmax tir
(ng - hr/mL) | (ng/mL) (hr) (hr)
Y 7u) b AgE
5mel HW 4 | 244.2+101.6 | 33.170+8.986 | 1.30+0.49 | 31.61+3.93
Tay g7
# 7% V5mg 240.6+91.9 [31.579+10.363|1.53=0.65|30.31+3.71

(Mean=S.D., n=32)
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16.3.2 JFHHZOZIIFEOBIZTY 7 0 ) 5 ZDFITH T %
MES L7z & 2 A, PIMEEFRE ORI 5 OBATIRO b
7eEAT— %)Y, [9.65]

16.3.3 5 v MZHCHE# Y 7 1) 4 A0.32mg/kgZx fHEL 72 &
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B L. HURBRICE o 72 AT L 22T R I I
O &b Iclk Lz by K. DAREAZIKRED
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16.4.1 ¥ 70y AR FF & L CEYRHBBECYPIAAR Y
CYP3ASTHRE# &SN AY, [10. 2]

16.4.2 P EE CoMmdp . R R ORET PR3 L3 L L
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16.7 EMHEEIEA
Fru) AAGFEE L TEYRBEECYPIAATRB S NS
729, CYP3AATHHM SN AMOFEm L O HICE Y ¥ 71
) AADIMEEN EH5 5N 5, F72. CYP3A4
EHETLIEYEOHICEI ) ¥ 7 1) A ADIMIHEEAME
T AR H L. — . 7 11) A AHNCYPIALTOM
WEHETLZEI2ED ., CYPSA4TRHM SN A MOFY D
Mg % A S HEdNH 2%, F72, 70 LA
DM BE RS AERIZ98.8% UL E BV T, MEEN L OH
FPEASERVSEH] & O BN O BEEA D 517 2,
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(2) EINEE I AR BR
O IR ER C I BEAE S X 2 kil 1 0 A R 8 72 5 910 1 04
B % 7 1) WA (GEFHE - 7 7)) A S 41,5561 (52.9
%) TI AR UL EO BB S 722,
yra) s ARk A 1TENC 12 R #5 L THMET L 725 58
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(3) EINEE M A5 B% (B HERTR S M ER)
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17.1.2 FFHEIC B T IR RS DOIH
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FKERIE E TORRRSERIC BT, BN TR IR0
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2. WINOBETZD ) bol%BREATH A KO0
AP L DTN LB L 720 F 720 1990~19954F | 2[5
WCHERE DR Z 2, ¥ 2700 A 2GRN - 7 7k
V) W3 5 SN 7212081 067 A AEFERIE8L.7% T - 72208,
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~19984F) . AZE=13100% . FEAM G AT L 7w Bix4/7
BI(57.1%) Tdholco #2720 NAT TLUHSDY ) A
B (1061) TOME Tl LB TRRITFOEZ IR S, 3
#USAFEH L 725 61131/10%1(10.0%) Td - 72339,

17.1.3 OBHEIC B 1T BIEHERISOMEH
LBRHIZBIT 25 7 0) A2 QEGHE - 7 78 )v) OFEH UG
OHFI R E N TV D FHE AT — 5 )33,

17.1.4 BhfEHEIC B | B IEMR S OIME
FFEARIZ B % & 7 1) A& (ESHE - 7 72 v) OFEH SR
DPNFIEIREAFER STV D (FHEA T — %) 308839

17.1.5 BEISHEIC B 1T BIEE RIS DIH
BERRHIC BT 25 7 0) A A2 QEGHE - 7 78 V) OFEHE UG
OWHIN R E N TV FHEAF—5) 010,
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[FBHtR 5]

(1) EIRTEASE I M55k (2141) . EPREEASE I MH55 (3861) .
E A5 I1 A5 EE 5% (661)
AR $ T ORI ER (1991~19964F) 12 B W T, HHifshik
OFHER X8 5 (GVHD) O FFi2 B2y 70y A A (1
i - T RV) %S L 212500, TSRS IEL .,
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& 7 0) K AR 2 OB S Lt L 724G 5 (1996 ~19984F) |
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%) DHEML LD EE TR L2,
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17.1.8 ERNEMELEABR R OERNSE I18IEE143ER (7.9 8]
RS X EE O MG TR M E R R BB 620 b S & L
Zru) NAK T EIVEES2B. T T REE30HZ 28 A% 5
L7z (B . #2700 A AN TR VEIZBI AUEs®
(DATA I TIZ X AEE) RO LBY Tholz, T2,
FIEOHAEEBEERGREELGNC, ¥ 70 220 7%
V& 2B G L7z GEEMRER) o UGB (DAIATTIZL D
L) 1345.5% (5/1161) TH - /2o Wizt & b HE L1
0.025mg/kgl H2R ZMEHEE L, ZOBRHEHEN T 7iEE
(10~15ng/mL) & 72 % X 9 &5 L 727050 50
T/, BMHLERE DY 7 0) 5 ATEEE R OCBEREOME
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mLE LT 270 ARAH TN % EI2AMES Lok R,
RGBT 2 ER(DAIA I 72 L AUEE) 1E. Z
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#F1 DAIA o 7R
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1) 58 TAH R ¢ o0 I A e oV
UTobbB)HEarHE L, L% L b5 H » 5 2801 1%
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17.2.1 BBH#EICH T 2ERRICOIME [7.55 8]
(1) AR ERE

I DA (1996~ 20024E) 12 35 1) 5 14E B AR R K O 14E
FAEAEBTIT. A, 23360) TIEZ21198.6% K% 1N95.8
% T o727,

17.2.2 {OBHEIC BT BIERRIC O]

(1) ERRERE - RESFHIREE
TR ORI BT 2 OB — UEHEER (1061]) 01218 F 5%
AR N1 208 AR E S FRIT VLI b 100% . 1258 BERHEA
BOGSEFEIL40.0% TH > 720 F 72, SFERRAFRLUSE
BAEEEFITVFNG100% ., 34ERAETRH SIS I Z1350.0
% T o729,

17.2.3 FfSHEIC BT BIERRIC O]
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TR O PN BT 2 IS A — IR IEAE B (1261) O 34 7%
AR OB RR A A FTRIIWTND82.5%. 34 RARTHAHL
ISFEHERILT5.0% Th - 729,

17.2.4 FEFEHEIC B | BIEME RIS DIH

(1) FFEEARERE
T DA BT % BRI — RG] (35(91) DASE FRG
HERIX100%, 44F PREAE A FRIL78.3% . 44F BRHEM UG ISH
HIX37.7%. AERREA > 2 VEEBIERI395.5% TH - 727,

17.2.5 BSHEBHEIC 5T 2 EERIC R UBHER 3B EROME]
[7.558]

(1) ERRERZE - NNE4FRIRE

[FBitR 5]
T OFANZ BT S grade I DL DOGVHD @ RAEFEHL %
(BAf£100 0 BE ) &, B (21561) Tixd4.1% . /AR (117
%) T1340.8% Td - 7%,

[EERE]
TR DT BT 5 2 MEGVHDIC R 2 BRI, 56.8%
(42/7480) Tdp - 7259,

18. ZEhEEIE

18.1 1EAF

yrua) AR, THRZBFERSENP SO 7 FVREE ML
TSIETCHEEICEE AR CH L AN Y —a—1) v 2 1E
FTHIET, TA NI A EEAIH R OZF B i)
PER % 75357

18.2 In vitro{ER

18.2.1 THIRHISIC L 2 THIE 2 H DA » % —a 14 % (IL)
2RO, v —7 20y (IFN)-yD I 7% 5§, JEEEIERE T
a. IL-187 ONIL-655 D FEA: & 5 55960

18.2.2 $aE R Ik o5 RIS o0 B 5l 12 ek 3 2 0I5
<y IR A 2 @I MEATR ST 55999

18.3 BHElxt ¥ B1EA

18.3.1 T REET LV (H =2 A HFL, £ X, Ty MIZBH
V2 BRI ARG SOE 2 I L, A A IR S 5069

18.3.2 7 v MEANFORAE K N1 X PIIREE 2612 & A MIHE 2540
DR, 55RO BN I 0§ % iR e x f
-a—z)64)\66>o

18.3.3 BHEAABF/ET NV (T A, Ty MIZBWT, B
HEF R 1 T P0G 2 3080 Uy ZEAEI i 2 iR S 56068,
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18.3.4 BB TV (v, 1 X, Iy ), LEBHETNV(TY
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TR A S 2 0 L A7 IR 2 i & - 567 60079
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FAIEVERRE TV (7 Z2) 2B W T, KIGHIEOEE(LT
M2 & DIFN-yDREE Z I L. KI5 5w EE & B9 5™

19. BRSICET 2 EBLEHE

—fk% - & 7 1) i AIKFIM) (Tacrolimus Hydrate)

L34 (35,4R 55,8, 9F, 125,145, 15K , 165, 18R , 19R , 265) -
5,19-Dihydroxy-3- {(1£)-2-[ (1R, 3R, 4R) -4~
hydroxy-3-methoxycyclohexyl]-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-34-pyrido[2, 1]
[1,4]oxaazacyclotricosine-1,7,20,21 (44 ,23H) -
tetrone monohydrate

. 0 CuHeoNO1w2 - H20

1 822.03

PR - BEofE U REOM K TH L, A5/ —VLET
5 7= (995D THEITRT N, N-Y AFIVEIVAT
I FNFZY = ()IZHEITRT L KIZIFE A EEIT 2\,

20. BBV EDEE
T3 O —RERIER LR TRET S 2 k.
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(B0 L2§E5Smg &) &)
208E[108E X 2 : PTP. #EEFIA Y ]

23. EEXEK
1) Saegusa,T.et al. : FEAE & FRPE. 1992 ; 26(3) : 969-981
(63911)
2) Zheng,S.et al. : Br.J.Clin.Pharmacol. 2013 : 76(6) :

988-996(AYM180144)

Coscia,L.A et al. : Best Pract.Res.Clin.Obstet.
Gynaecol. 2014 ; 28(8) : 1174-1187(AYM180145)

4) Jain,A.et al. : Transplantation. 1997 ; 64(4) : 559-565
(63860]

A Non-interventional Post—authorization Safety Study
(NI-PASS)of Outcomes Associated with the Use of
Tacrolimus Around Conception, or During Pregnancy

3)

5)

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%20draft%20v2.0%20
22Nov2024-Disclosure-Redacted . pdf
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27)
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31)
32)
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35)
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39)

Fung,J.J.et al. : Transplant.Proc. 1990 ; 22(1)
Suppl.1 : 6-12(63874)

Curran,C.F.et al. : Transplantation. 1996 : 62(9) :
1376-1377(63913)

Mrvos,R.et al. @ J.Toxicol.Clin. Toxicol. 1997 ; 35

(4) + 395-399(63914)
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McDiarmid,S.V.et al. : Transplantation. 1993 ; 55

(6) : 1328-1332(63854)

Jain, A .et al. : Transplant.Proc. 1994 : 26(3) : 1609-
1610(63855)

R REE - EWERE (T a7 F 79 7 )b 2009
ETHTHARGE., WiEEEES2.7.2.3)

EEEEEE A 0 4 HoRAE. 1999 5 12(5) © 537-543(63807)
FEPVERL AR AR R S R

Bekersky,I.et al. : J.Clin.Pharmacol.2001 ; 41(3) :
289-297(AYM170160]

BRI R EE - EERE (T a7 F 79 7 )b 2009
FETHTHAE., HEaR%E2.7.2.3)

GAE (77579 7 Rv s 20014E1 H12A KGR, HIREG
BHRZIAN HBHE)
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