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14. BRALOZEE

14.1 FFZMAFOEE

14.1.1 PTPREOHEANIPTPY — F L) L TR 2 X 5 4R
W5 5T L, PTPY — FORRERIC L D o T8 5825 B R~
AL, HIZIZEILE B LTRSS O ERE 2 G0HEL 5T 5
ZENDH DL,

14.1.2 RANIWEE ISR S EL 2 &,

14.1.3 ¥ 77 IV A ATV »20mgk &4 T % HH D5 ARFNZEY
BZAEE, RABEZ DLW E ) HEROHEIZOWTERIS
TaHT L L,
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16.1 MAFRE

16.1.1 277 ITAXTIVI L (0mgadhTwIV) E827 73T ABERET
61mgDIEXEI/N 1 AT N1 T E Y 7 1 Bk
WHERANIZY 77 IV AATIVI v20mgxdh TR e s 77 3D AbEhkR
6lmgDEFARIERFOPK/SN T A — & & L L 72 & 25, WEANT A 51 [
SEPEOIEMER 7 L7z (MEAT = %) [7.1. 7.25H]

[tomax B B S BATPIGME RATOLIIRED) | tmad S YE (HEF) . n = 30]

5000

s000

7000

5000

5000

4000

3000

BREN /NN NBSE

2000

1000

Wef (hr)
O %77 IV RAbEHEEE 6Ing 72N Kk AT 7 IVARAT LIV (20 mg 4 BT EIL)
Ml #773IVAATNVIY Q0mghdn 7vN) L5773 Y AR
61mg % 7 H [ A G- 5 o M i FEHERS
HD BHO—MHES 77 IVATHEH, ¥ 77 IVARATNVI v ERGIT B0,
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BFOFERD B EHIRAERF O Crac X CAUCo-a DA MEIL, FNZFN2.61
ug/mLEU53.3ug - h/mLTdho7ze F72. MEMREERAIL. 773
ARXT NV »80mg# 1H1M7H M BAEH T D Craxc 2 AU Co-24 D FAT -3
13FN2N9.09ug/mLI U166 ug - h/mLTdH - 7257,
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HD) REO—MHES T 7 IVATHEN, 77 ITVAATIVI v ERJIT B0,
16K ITHETIEAF Z & 7 7 3 U AWM & fofi L7z,

16.3 9%
In vitroBROFER. ¥ 7 7 3 T ADIMIEREREEFIIM9.5%TH - 729,
16.4 X3

In vitroREBRIZBWT, ¥ 77 IV ARXT NI VLT b7 a— AP450A
B % T & 5 CYP1A2, CYP3A4, CYP3A5, CYP2B6., CYP2C8. CYP2C9.
CYP2C19J O'CYP2D6 % BH# 2B L 2 0o 720

In vitroRERIZBWT, ¥ 77 IV AAT NI Y OCYPIA2GEIC K § 2 it
TERIE DT TH > 7275, CYP3A4K U'CYP2B6IE IR, L TIdEHE AR
I SN2 AR ANCY 77 STV AAZ VI v ECYPSAADIEI (I 5T L)
PRS- L7z L & CYP3AADFENERILFR0 b o 72100, [16.75H]
F 7o, BRRH & CHE S L METHRIREIZIED &L CYPZB6IZDOWT bin
vivo COFEDTREME IRV £ E 2 Sz,
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FREI R AIZMC-% 7 7 3 VA A7)V 2 2 20mg % BRI 5 L 721,
M IZ T REAEAGEAE Lz T 720 M. RE ORI Rk &
577 IVAOT NV O YBIEGEPHFEAE LT YC-F T 7 IV AR TR
Y EEGH, WAR23HA ETORMEHOERE, ¥ 77 IV ARTICHES
AL CHEME S L, PR AR ISR SR D58.5% Tdh > 720 —Ji IROF
RMILERIZ22.4% TH - 7219,
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RO AR E 2
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BB Zxtg e L7z, 307 AMOEER 77 LR (¥ 77 3
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1061, 20mg#id2Bl) . 7T L RERIISBITH - 720 EEFHMIEE TH 55 H
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¥ 77 IVARAT NI Y OHENOEBRFN TIX, 307 HEEROLFEHE
3% 77 IVARXTIVI 80mghE69.3% (122/17661). % 77 I VA AT )L
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FEsiBE L, 77 7 IV ARXA LTIV 80mgHET0.339m/4E, ¥ T 7 IV AAS
)V 3 2 20mgHET0. 218 /4ETH - 720
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L 7T L ARBR0.457E /4R, NYHALERESEMEOELF TS 77 I VAR
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FahtiEs AT 2 ERERSIARR (27 7 32 XBERM6Imge /5 L 12
£ % 5F U - hRIERE)

777 IV AWEERE6ImgDI% 5% 2. e L 1AL R AR E %
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MNEE296) (FRTEAERD) 8] 128V T FEFEMEE Ch 5 FEFS (1
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FNETFHI0G] (1.7%) 957661 (1.0%) K OFEIED F 56 (0.9%) Tdh-o
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K%y 77 3V AN L RR L7,
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) EREREEIUTOLBY) Tholz,
171 LR 3 R 45 TUHIEABR T30 7 A M B % 55 T L 72 U DU F ot %
AT B HEE T, NYHACHEREH [ B~V EOF RS20 SN 5 B
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CRTYRAFA LT URLLT I UL F— 3 AOBMIR O L 75k
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577 3TV AETTRO RIS TH HARARD2ODH A 0 X ¥ VGG EHA D
I HA R EBIDIHEET H 2 L TR E L EIL ST, Z OfFEE L O
FHIL. B2 TTRT 2 04 RIS EIHI§ 5%,

18.1.1 In vitroRRERIZ B W T, TTRE O#EA BT A B #0132~ 3nmol/L
(Ka) K 0*154~278nmol/L (Ka2) T - 720

18.1.2 In vitroXBEIZ B VT, BHAER, V30M K& V12212 ZEITTR (3.6 u
mol/L) OEVEZM T IZ BT 2 BRHETZRC A #IH] L, 2 24Uk 3 5 ECaoffi 14,
2.7, 3.2K 04 1 umol/LTdH -7z,

18.1.3 In vitroiBRIC B\ C. BER, V30M, VI22IZEMTTRZ AT 5
M LA ARSEES 6 3UET7 .2 u mol/L &N 2 2 L2 & ), JRFKIC & 24840
JRBfE A R REARAE LB L 720

18.1.4 V3OMUIA DS A A5 2 BB 0 & FRI L 72 412 ARFET .2 y mol/ L%
WINL7-8 2 A, 25MOZERRCREIC L B MEEAIIH S iz,

19. BERIRSCET 2 EIEZHFR

—fBI%RE 0 ¥ 77 2V A (Tafamidis)

1244+ 2-(3,5-Dichlorophenyl) -1, 3-benzoxazole-6-carboxylic acid

453 1 CuH7CLNO3

g 308.12
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A B A7 EHEW A RKED L #MYNIFEET S L,

.2 EINCTOBRBIEFABD TIRSNT WS Z s, HEREHR, —EHED
FEGNZARD 7 — 7 DR SN D £ TORIE, SREF % 6k G 6 A %
ERiT AT EIZEY ., RELE > 57 )V 72 ) 20mg D EH O 515
MAENIRT 2L L B0, RFIIE Y 7 VA TN 20mgD MR AR
PR 57— & & RN IUE L ARH OB IE T C B B E L5 2 k.

. B
47w (144 7+ NV (PTP) x1]

EEXH
AR IR - BRIESSEE IS T 2 B (20134E9H 20 KGR, B F L
71 7+ 20mg CTD2.6.6.6) [L20130719165]
AR AERT R OS2 0 S8R O BHME OB RE LB 2 3Bk (2013
AE9FH20H KL, € ¥ Vi 7 20mg CTD2.6.6.6) [L20130719166]
AN AR SR O FLHEIGEAER (20134E9H20H KGR, ¥ ¥ 7 v
7 7+ 20mg CTD2.6.4.6) [1.20130719167]
MG 77 7 3V AEEERR6Img ) TNV E Y T I VARSIV Y
20mg7 7 RIVABOHIFNA &7 N4 58 7 1 3Bk (2021459 A KGR
CTD2.7.1)
AR HARNEE B B RS 5RO S BIEE (20134E9 A 20 H KGR,
Yy vs 7 N20mg CTD2.7.2.2) [1.20130719172]
R - PRI (A, b5 v A A LT VRIREET 30
4 FR) Za—aF—8H) (20194FE3H26H0KE. Cr ¥ 7vh 7Ev
20mg CTD2.7.2.3) [1.20190111012]
ANEE - 20mg 47 7RV AR SO S BN (20194E3 H 26 H KRR
Yy ¥ vs 7 n20mg CTD2.7.2.2) [1.20190111014]
HPEE T ¥ 7 7 IV AEBERECImg ) TRV Y T IV AR TV v
20mgh 7 VAl & Wi A SR o R (20214F9H 4&F2, CTD2.7.1)
FAERL - e MR O AR (2013F9H20H KRR, € ¥ v
717 N20mg CTD.2.6.4.4) [L20130719175]
FNER  BERIE R OIS (201349H20HK&FR, ©v ¥ r v 7
20mg CTD2.6.4.5) [1.20130719182]
Pk - R (20194E3H26 H KRS, ¥ ¥ 4 7r V71 7 &)L 20mg
CTD2.6.4.7) [1.20190221005]
FEAERR I, oA AR ORI & M) 3 % 5B (201349 H 20 H KRR
Y ¥ v 74 020mg CTD2.7.6.6) [L20130719187]
ANER  BHEMIPKIIT (EHERLA. b T v A0 A LF C RIREET 2
04 FRY)Z2—0nXF—FF, bIT VA LFRBLT7 IO =3
A (20194E3H26H K, € ¥ ¥ 7 V7 74 20mg CTD2.7.2.3)
[1.20190111008]
AR R 2B AR (20134E9 B 20 AKFE, € v
¥V 7 v 20mg CTD2.7.2.2) [L.20130719186]
) ANEE D 25T AL QW EAERER (201349 20HA&GR, ¥ v
¥V 7 v20mg CTD2.7.2.2) [1.20130719185]
AR O AN Y F 2 B SEYAR AR (20214E9 H KGR,
CTD2.7.2.1.1.1)
) FLPUERE - BCRPIZXTY Ain vitroH HAEHREE (2019453 H26 0 4&GE, €
YV T 20mg CTD2.6.4.7) [L.20190215001]
HHNER D T AFALFORLLT I U F=Y 2ABBENRE L2E
BsdtmEER (201943 H 26 HARGE, ¥ v ¥ )V 74 20mg CTD2.7.3.2)
[1.20190111010]
MAEE : bV AFA LT URLT IO F—Y ZBHEEZNRE LS
TrIVAATNI VYRS 7 7 3T AMEEERR O A N O R % EHi
35 [EERSEE S MARGER (R (2021429 7F2, CTD2.7.4.2.1,
CTD2.7.3.2.1)
FENREE % EAT 2B (20134E9H20H KGR, ¥ v ¥ v Tt
)V 20mg CTD2.6.2.2) [1.20130805009]
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