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ZNT

s

Q&3

&

[

(H

FEH

TS FOR MR i

SRR 2- (3, S-TEIREE) -1, 3-ZRIFREME-6-FRER R (1-F4E-1-FF & FE-D-F AT HE D
=37 AW,
cl
—  O_ CO- HNT OH OH
QA —-?;-N Il | HyC™ >~ OH
V. OH OH
cl

¥ Ci4H7C1LNO3*C7H,7NOs

sy FE: 503.33

okl RO EE 4004 FLALEE 80 K L ALHEEE B IR R 4
CENE B4R BRI ZE & A AN 44 mg 1LIALHERE.

N |

AR . A& B RREE, BIA O OVYN 20" FRE, WAV AR A ARER.
NEAE ]

A it TR IT N ORI 2R B VAR AR 1 2 VR 200 TIHRER B, S 52 R [ o 2 Th e T o
#%1

20 mg (T’fé C14H7CIh,NO3-C7H17NOs TI‘)

“HE]

I E P P DR BER BB R 2 R PR (ATTRPND ST R B 3hie T, I
ik R

&

oG]

SRR ML IR A1 e (R A T B0 20 mg, BEH K, iR
SR MR AN SR M IR A AN REAZ 1| mg HLHt

UnIRAEZE 24 ) S R IR I, LX) r 5 S B (Y SRR M P R 3, U RS mT e 4 P 10 R S A
e . WIARKEAEATIEE, WA T EHOM ), 8 RESHHE BRZ .
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I WIREN
FARF 2.

PO BN BRI AR, ANREREBUIRE, AR R4 IR R 5 AR I 20T

FEIR AR

BT GE 1 5 RS D) FELR 3

B DO RESTE SR AN R T ShRES T B LR BN E. RTHEET T WIEHEERED T
T 30 mL/min) BHIEEEAT IR MR EEITIREIE B rh it sl SRR, R U
(W [BRZED .

(ENEY-IA |
TAERFIE B

SRIGREAE BT 127 ZFFIRIRERE MR 2 RIEM AN (ATTR-PN) B & R IRA
20 mg FEORMEIRA N, T34 538 K (UM 15 - 994 K) MIBEFEE. A KN ™ HE R E 5 N o f
i

NSRS

AR BIZ MedDRA R4 B 73295 (SOC) AARESFIAIZ S H . JEHH W (>1/10). WL (>1/100
-<1/10) AMEIL (=1/1,000-<1/100). FERMERSHS, A RIS LA™ B SR RFHES . R RN
W, WE . ZEFIRIERT A (Fx-005) WA KRB R A3

RGBSR (S0C) JeHH W

TR J AR G BR JR 4 S
IoH 2 JRk

B % R S50 55
B2

(%=1

oyt M R B AR A AT e i e 2
[ERFET]

AT T BE T (10 2 P IO $32 5 SR A R T A0 1 Aok 0 24 (8 22 I, A 152 L SRR IR 9T i
SRS AT 2 e A i 1 M (U (R E R E XA D

SRR AR W e I I N TP ORI B A TR PR AR 1 22 R A CATTR-PND BH AR T . A
RS I — &R0y, BRAR N AZ I8 AR Sl FeAh e T L 220, Wi AT B E. HTH
AT R T AE T RS AL 18 P SCA PR AR B R 08l DR L2 S FEP A AL 11 S8 1 £ P SR A R A

FERLA GRS S AN 44 mg LLALRERT . 1L ALRE AT SRR R

J87 2% RE [R5 L B CBRERBED (7 SRR R BN L AR (HORRE) A9 R AL,

A% ity o B L BRI 0 T RE 2 M FLA 4 9 AR 25 O 2B A T .

XTI ZJEFTES T Pl GETTHI 52
ST A BN F AL, SR P IR ot 22 T s ol PR £ 6 7750 R M B2 R 2 AN

[ZE R FLIE 2 25 ]
A H Bk
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HI AR R, ERUORMIR AR T IR LU A IR T Im— N A A B RE 7 0 ok A Y gt

Zfi i -

TEdR
W C IR IR L A P A S B . SiIWE R RIIA A KB (L [ABEBED . AEUUEIRI
A3 7E A A8 TE AR RICRE 245 it 1) o PEAE P AR i

LiE
S B TR ORI LI T4 H1 T MR 32 LB LR, W FLIBIE. 2
SEFA A

LE

FEARIRARBE O RS R A R s (U [AEBZED.
[JLEARZ]

W ARAEJLIENREREAT AT ST

[ZHEM%]
ZAE R I R AR AT IR

ZHERE (>65%) AFEPFEFE L DRKRGED.

(2 EAER ]
FEAE RS IR BRI e, SURMERR A 20 mg XF 40/ (3K P450 filf CYP3A4 Joifs S EdMfiIE -

AN AR AN S 2 8 1 BCRP (LB 255 1), 1Cse=1.16 uM, {EIRRAHIGKREL T
AL S IZEE E A R (I RS L a8 E) ARG IR . £ DUE R
EZE5IRARBI T, DAEEH 61 mg MFIEZRGZ))5, BCRP KRV H&F AT I 52 B3N 74 2

%o

[, SRR 8 i B A B UL sk, AL E T #5184k 1 (OAT1) 13 (OAT3), ICso 451N 2.9
uM 1 2.36 uM, FEIGARF DGR EE T AT g 5% L5212 PR 1SR (B EE SRS PT R 25 A efth e . mRIEXK,
FoKRE. FRIES . BEfhE. Silm. EE%SH. EES. E2aEE. 2 RE. AR K
AN EAE . AREERAN S, 76 SRR I 20 mg 45251, OAT1 Ml OAT3 &4 AUC e A T
AA/NT 1.25, B, FORMEERRT OAT1 Bt OAT3 iz 8 H s Fivt- A 2 7= A IR E A A

R A TEEAT SEL AL 24 it X S A R 1 S i PR A LA AT 7

S S A A

SRR 7T AE 2> FEACE HUIRBR R M MLV IR L, (HIlF B HVRAR R (T4) sife FARARIER (TSH) A2
Z A o E N HUIR AR FAE TSR 2 K BE 5 00 AT BE B HFRBRZ S5 FARER R EE B (TTR) 1045 & 770835 5
TTR L& (FOVERMIR R A 5 TTR FURIRR RS S EESR &) B RUER] S FRERD)
BEAN AT — ORI R M R I o

(&Y E]

KT BT IR R AR IR . Rl AR RIS, P54 22 W ST FURER R R A Tk i
R (ATTR-CMD [ EFH RAMEN T — 7 160 mg SURMERREIE, AR RF1F. IR
0 {6 2 S SRR MR e 4 24 1 i e R D BT 480 mg PR R AR 1 1 BRI AR R
FHATT A RA RFAF.
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— BRI R, NA%ESRE TARESCRHATT .
[l R 252 ]

LTI

SRR R A B RS TR H — IR ARG 2505, AR IS TA] (tiax) 4 /NIF P IK B B g 0
W (Cnax)o Sl R RA PR T CE R, (EORFUMAIRSREE o IX L4 RS R SRR
BB R 2.

At
FARMRR S MR EASELES (599%). MRS MEFN 16 L.

S

18 F AN I 2506 SRR IR 5 1 B I IR 45 SRR P AT 1 VAN« SORPRER X TTR IR A i T3
XTEEERSEM . F, RS, REAEEMIKRE (600 M) BE T TTRIRE (3.6 uM), &K
MR B ] BEALJe 45 & TTR.

A A B

B WO IE SR R A AR T SRR 2 JH T HE . AR I PR AT RS, S SR e R e o o 7 R I R
ACH, JRE IR HE . IR RS R N G EL, DN 59% B 25 2570 B AL FE (]
e, 29 22%AE BRI RIS, ARFEREA LGB J 2 45 R, UKL iR L RIS B %0 0.228 L/h, #f
PRI 2009 49 /N

FRE AT [A] 2
B H R R i 14 B e B B R G I o n. PR R e e 480 mg, 2 7FI B f i 80 mg/ ). i
W, B ER SN SRR ROE BT E L, SRR T B 2B I (] A% P ADIRAS .

ORI HINE 20 mg FT B E L2 R 2B 1S HM, R 25 B 45 25 R 5 sl ZOK
PR (A o

SRR 2 1 IRVA VA 15 mg 2 60 mg BF H — X425 14 RINEIR TR, (25 14 RILFFEE.

FFHN B
V22

258 5 E R I SR E AR LG, IR (Child-Pugh PE528 7-9) B3 Hh @R LR
MG 4 5 B FRRAT (2 40%), SIEBREBIN (0.52L/hvs. 0.31 L/, iX42& TS EMEER7E T AT Th g
PEBREPRG A EE. BT EIhAEEE B TTR A @K, SRR 5
FAH TTR KFb2eit a2 DR TTR VOB, RUIEAT EREN . HEFThREI & R b &R R
FRBEEAM.

BLygETR 7

TR ARAE W DO RES T B TP A SOR MRS, AEWUEHERR R KT 18 mL/min (85, JEERAZ4Q
ZN 1T VAN T LIS B R X SRR 25 ARB 1 2 i . 25BN 122 G R T, LR BRI T 80
mL/min [ 5 UUEHE R T BG5S T 80 mL/min I AHEL, SURMEBRRI NURIERF L %R . Bt
WA DRI E B8 ERfE R,

ZHEN

R REAR R BN S48, 5 65 % L NSz REHLL, 65 5 KL A2l E RS R0 D IRIERR R 1
fETHE PR 15%. 2810, SEFERZAE ML MEREZERFECFE) Cu M1 AUC #11<20%,
Tl R = 5L

IR BN S1 AR R
NIRRT, EIEMEERAS 4 5 & 3 40 (2 = PASOBFCYPIA2. CYP3A4. CYP3A5. CYP2B6.
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CYP2C8. CYP2C9. CYP2CI9FICYP2D6. S IARMR T A RECYP1IA2. CYP2B6ELCYP3A41 S5
I R AH 5% B 25 [a] A ELAE F -

WA TR, SARMERRAE I PRAH IR BE T AR AT g 5 UDPH & ME RS IR AL e 2 i (UGT) IR
A GG AR R SRR ] e RIUGT 1AL i i1 -

TEIGPRAHSGIRBE T, FORMERR 4 B PEHN I 2 25t 258 1 (MDR1) (BFCN P HE&E A P-gp) BAKTE
BziE (GD F#HIE A S FiiaE A 2 (OCT2). ZH4MFmRIMEEN 1| (MATED) A1 MATE2K. A
WL B 7435 2 ik 1B1 (OATPIB1) % OATP1B3 ] BEMERK.

[ R ]
i A7 ROFH 22 4= P

SRR Z T 1 R FIRIR R B MR 2 R WA (ATTR-PN) (8 [ BT 752 —
WA ANH 2, FENL. WE. ZRA BT, %0 F4E 128 £ 4541 Val30Met 2848 H 3 BRI
JiH ATTR-PN &35 (128 LB H A 126 A AT ERBATE) F il 20 mg FORMRRE et H — k24524
22 VRT3, BB ST TR (NIS-LL — BRAEX N A4 RSk 25 1 vPtD
MEAR LA TG TR - PR AE (Norfolk QOL-DN — HFR A 45 5, M4 i &34 [TQOLD . H
T2 SFabr L FE KA A4 ThEe (AL T IRBREATCZXRIFIR P RS - HRDB). /NP4 T)
e (AJRAABIME K HRDB) £GP/ IR FH O R PR B840 (mBMI - BMI e LAILE H & A48
/LD MHATHIE TR . 52K 18 N HIBITIAN 91 & B b 86 4 Bl Ja NP b2 A 7L, %
FEKH 12 AN H IG5 H 1K 20 mg SRMERRHI LR TT -

WIT 18 MG, B2 SRR LI B BB NIS-LL %% (NIS-LL A81b/hF 2 43), TR
7 EEA ISR (WtE e H):
SRR A LB 25 18 AN H BT NIS-LL M TQOL (A%t Fx-005)

e (ORI e ok 25 22 7D
Z5195% CI (p fH)

2R Vyndaqel
WSEFE W ITT 47 N=61 N=64
NIS-LL W& (%HEHE) 29.5% 45.3%

15.8%

-0.9%, 32.5% (0.068)

TQOL AHX} T34k 1254k LS ~F¥4{H (SE)
LS “FiME (SE) MER
Z5195% CI (p fH)

7.2 (2.36)

\ 2.0 (2.31)

5.2(3.31)

-11.8, 1.3 (0.116)

Ze e (ORI R e ok 25 22 7D
Z5195% CI (p fH)

Fiiseta 2 T BT TR S N=42 N=45
NIS-LL W& (%HEHE) 38.1% 60.0%

21.9%

1.4%, 42.4% (0.041)

TQOL AHX} T34k 1254k LS ~F¥4{H (SE)
LS “FiME (SE) MER
Z5195% CI (p fH)

8.9 (3.08)

\ 0.1 (2.98)

8.8 (4.32)

-17.4,-0.2 (0.045)

FEPSEAEE ) ITT NIS-LL BZFH 04, BRI AE 18 A I 1] i 2 B4 24 ) S8 RSO TE B
H o EIIRYE T S 58 R 18 N H iR T I R OB BEAT TS 4R R BT BT AT .

VOB AR R MR T VAT S ML, DR 2 T BB AL T EGE E IR (mBMD .
W FRATR
F 18 MAREL SHXT TERLHEN, LS FHE GrdiR) ATT) (5 Fx-005)
gl E N SR R T AR T 22
N=61 it P1H R AR %
N=64
¥ 50, 7
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NIS-LL H%f T 325 1754k, 5.8 (0.96) 2.8 (0.95) 0.027 -52%
LS 7l (SE)
A YA T L2 AR Ak, 3.2 (0.63) 1.5 (0.62) 0.066 -53%
LS “FLyE (SE)
INEFYERE N T B2 [ As 1 1.6 (0.32) 0.3 (0.31) 0.005 -81%
LS VXl (SE)
mBMI AHX T B4 (1) A2 4L, -33.8(11.8) 39.3 (11.5) | <0.0001 NA
LS “FHE (SE)
mBMI H IfLiE H & B R MR E 4R H

NA=AEH

T EEWE 20N, SRR IRERN HFREE, BESNRHRERGTH. A MG. BTd
AV A EAE R, 238 BN, R A AES Mt 75 =56 .

TETFHRZEY ERE T, 1897 12 AN H HAIE NIS-LL (7R LR 5762 g E 18 AN H Bz S
WERRIE T IR B A AR AL

15 21 44 B8 10— WSRO 2 A 39 44 858 (10— 300 L 1 J5 AR VERF 70 b PP Ah 1 SRR AR
F Val30Met [ ATTR-PN & H )7 3. 8 TRt SR I 25 R, SORMERIN/E I HLEIAN TTR F20E ik
AR, FRMERR I T 0 E Val30Met SRAZ T3] ATTR-PN #3817 fi o

—IAE 441 B A R s A kA IR B Ve AR P LR CATTR-CMD J8 35 T RE RS
TEGFIN IR BEAL 3 R TEVEAL T SORMERRIME o« ST EURPEIR I Z (20 mg 1 80 mg) 5 22 AL
TEEI TR IR, SRR 1 i ) 4 PR PE T2 3N L8 R SR B A Be 22 1) 25 PRI (p=0.0006)

FEAERR G o, BIRYT R (400 mg) A SR IR 1 e TR E 77 B 11 s 24 s QTe [RYIRAE G

[z EHE]
EBER (|

SORMRR NEE R R (TTR) M FMERGEN . SUAMRRETRIRER A &85 TTR 454,
R e DU SEAR IR g A B8 AR (CHORTEA A B R S AR R IR )

e SEN

BB

FORMERR AL Ames X35, RSN NS L AN G AR ARG . K AR N BB % I B 25 A
BT

A FEEEME

KRG DL TR AL 15 30, 45 mg/kg/ K, VKR TACECHT 28 KEE N, Mt KR T
THCHT 15 REMUREE 7 RG24, RNBERRRETM, RWXAEE N AHEDGESECEAT NI, £
DA B2 30 mg/kg/ R[VMAR TR, 24T AN (TTR W@ 2 R0 B8 HERIE
20 mg/ R 15 4],

UEYE SD KR T28 B KA N4 T SRR FIIZ 15, 304 45 mg/kg/ K, 7E>30 mg/kg/ K (PL AUC
it LM 2 AT R 20 mg/ R H R85 B 32 %) BT SRR SRR, K RARAA/R 1T & & 1 NOAEL
N 15 mg/kg/ K (BLAUC i, Z9HH2T AHEFF T 20 mg/ RN 2 Fa 8 1) 22 £%).

YRR T 28 B R AEA 4G TR R I 0.5, 2. 8 mg/kg/ R, 8mgkg/ R (LLAUC it, ZM4T
NHEFZF T 20 mg/ RITBFERM 31 £5) IR SBURMG/MAFIE TR 5. AR E BRI IR B T
ARTbE, AR WRHMARYE; >0.5 mg/kg/ K (LA AUC i, 22T AHEFE R & 20 mg/ K 57 &
()3 4% Fi & T BRI % A8 e K A T

Few, 7w
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KPR BRI, IR KR TR 7 REM I 20 K& 4T AR MRR I IE 5415,
30 mg/kg/ K, 15 mgkg/ RKilE (DMARREAIT, 2925 T NIEFEFIRE 20 mg/ R0 7675 KR T84F
TR PRARANARE R TP A E IR O AT e (22 ST A2 RS ) . KRR~ B % B 1) NOAEL
95 mg/kg/ R (DMRREATE, 298025 T AHEFERIE 20 mg/ R 2.5 %),

Hom

BN Tg.rasH2 /NRRIESE 26 JH 4 145 TR PRMERHINE 10+ 30+ 90 mg/kg/ K, A MLIRE & A 2618 o
KA N%25 2 E8UBIERE T, REHEN 30 mgkg/ K (LLAUC i, 24T AHEEFIE 20 mg/ Kk
TR 61 %), AR KA.

(5]
£ 25°C LR B RAT -

(B3]
FRYRM E AL GREMEL: PVC/ARE/OPA/PVC; EWAEL: 459E/PET/E0).
ALAERIMG . 30 Ki/A

(B3]
24 M H

[ 34T FRE ]
HECZG 5 AR UE:  TX20190246

(Ht#EsC S5 ]
H20200001

(@R AR PN |
% FR: Pfizer Europe MA EEIG
A HIE: Boulevard de la Plaine 17, 1050 Bruxelles, Belgium

[Er=4k]
M4 FK: Catalent Pharma Solutions, LLC
AP Hihk: 2725 Scherer Drive, St Petersburg, FL 33716, USA

[k ]
fAEM (W) E23E]): AndersonBrecon, Inc.
f AR NE: 4545 Assembly Drive, Rockford,IL 61109, USA

AN, (RFAEEE] ): AndersonBrecon (UK) Limited
fAERNE: Units 2-7, Wye Valley Business Park, Brecon Road, Hay-on-Wye, Hereford, Herefordshire, HR3
5PG, United Kingdom

[BEANBRRAL
Hobik: BT AR FHRA TR 3-7 5 10T 3% B Ji 8-13 2
HEgw: 100010
HLi%: 010-85167000
PRSP 400 910 0055
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