EvA45ILATEIL 20mg
ICEAT &M

AEMICREB EN-BRICEIEFNRVABTOEERF. 7714 F—
KRASHITHY FI . AZEKOBEEFERADOBALUSNOEF BRI
FEMZFRI S LIFTEFEEA,

7714 —#¥A=%
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1. BE X33 R ok

277 IVARAZ NI (LI tafamidis & 9% ; 80L 3 — K PF-06291826 ; b4 : 2-(3,5-
Dichlorophenyl)-1,3-benzoxazole-6-carboxylic acid mono(1-deoxy-1-methylamino-D-glucitol)) 1%, K[EIZ
BT FoldRx B LI NI v AV A LF UREHMET I A RRY =a—a F—
(transthyretin familial amyloid polyneuropathy: TTR-FAP) (A3 TH Y, 2010 4 10 A IZKI[E Pfizer
ft& FoldRx #E3EHF L72 Z Li2 &Y, Pfizer th COPHFEDBAM ST,

2. BUAHBASE DIRHL

TTR-FAP (%, hT Y ZAHA LF > (TTR) HKODOT I vA AR L O A BRI AT
I ETHRREREEZ I SR T, BIsEREmWRARETH 5,

tafamidis |3, TTR4 BAED YA 0% o UGS LT, TTR4 B2 L EIEE, 7InA R
TERGERFE DOFE B CH D HER A~ A HET 25 2 LT, 7IvA K (spherical, fibrillar,
amorphous) DFERZHIHITH LB 2 BN TWD (Figure 1) , tafamidis 1%, 4% TTR4 &£ LY
724 REMEER TTR4 BEOWT UK L CHRRMICEEL ST D HHEAITH 5,

Figure 1.  tafamidis OVEFI%FF

Folded manamer Wisfolded manamer

Raisinge

Wit

Huncifional TTR struciures TTH structurss assscisied with pathelogy

B A 1L U FEAEIC
tafamidis 3 fE A9 5

2.1 RBRB LU

T InA F—3 AL, IEFHEREICREEZ X =T ROREMRMER 2 o X278 (734 ) 25Ekk
IZIRET D L CHRERE 25 &L 27, BOEMCTEERSFWRETHD, TOHT, FRET
2 A RARY ==—u8,3F— [Familial Amyloid Polyneuropathy (FAP) | |%, BSMICERAEZ L
7= TTR, 7NV Uy, TR Al ZHiRERE U TRMEIROEEZFR>7 I a A RRER S, R
FRER,  E GRS ORERR I CIE S T 5 T ST KV IR E A g Xl R Y AR B O R T
oA F—YREERENTVD, TTIRUANDF LYY 07 R AL SR & 725 FAP (345D T
7272, FAP & TTR-FAP WMEIER—OFHEL & LTER STV 5,

TTR X, EIHFIRTEMR S, 12707 I /B THER S NS BEERN 4 BRZRK L2075
55kDa DEARE TH D, TTROEREREX, M eXdi v BlOLF/— (EXIVA) —LF
J =R EAEEARORETH S, BAER TTR LAR TIROVTRHNT Ing K—v
A&EFIEE I3, BRA TTR CIXFEBHEEZRAINEST 5 Z E 0N 5TV 5, TTR4 BIR)N iR
L CHEKRIZZRY, 74— T ¢ 7 LIZHEEERBEHOINCESZ 2T, IAT7+—NAT 47 L
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tafamidis

1.5 25 3T 38 L D el M ONBH 38 DA

FFHERIZID T I o, FESRFBENER IS, 26 0FEENS, gttt ) d~—, 7
D7 45A R, 74520 N, 7 IuA FEENTER SN, MikcbsT 545,

IHNETIC 100 FEEAZB 25 TTR OSERNFE S, %< O TTR AHRAN TTR-FAP 25| & {2 2
T2 ENHE SN TWANRS, VIOM BERNA TR HZWERTH D HROBE DK 85%% L 5,
F &AL DRI CRIMRIEENRIRT 50, LRI ->TT I A FOWHLBMNRRD,
TNENDOEFEA O BRI 72 FISITHOWTIIARATH - 7=,

AL, HHREOMEEBRORGDVEFRTHY, AR, BNV EITLVEBIOR T = —F ZERHMIN
Hb, AV xz—T VA TOEFREORER NS, AT 2—FT BT 5 VIIM AR 2H7 5 TTR-
FAP BBEHUE 7,500 N LHEESNT=S, F7-, B M A AT 1,500 ADOEFREEGE SN, FOfo
HUIZ & BEDEET D Z ENMEESNTNS Z Ens’, D TTR-FAP #3503 10,000 AFRAEE
EHEE SN D, EWNTIFREARRE X ORISR EOERFMN S 503, FEERHIC L BEDHTE
T5ZENRESN TS, 2003~2005 40 3 4/ OJEA S BIE 1 K 5 HE R BIRRITIEE 3D
T7IIvaA R—VABKRFAEEL Y 7 — X _X— RISz FAP BE T — ¥ OMFHZI L VU, FAP &
FHIT 64~88 N FETHY, T—HDAFRNOLHIE L CTEE LR, EWNICEBIT 5D FAP Ot
FEARRIIAD 100 TAHTZD 0.87~1.1 NEHEESNTZ, AD 100 T AHTZ Y b HEWREOEN->
7D RBIR T 11.0~155 A, IRWTREARKRD 10.1~103 A, 3FZHENANNIRT35~42 N EHEES
Nz, FOMOFERFRICET 5 A0 100 5 AHT- 0 OHEEAFRRIL, 0~2 ATh-7="""2, =0
HWREIZ 20124 11 A 1 HESOLEO AN (12,754 TA) B&2iF 5 L, TTR-FAP OHEE BE K
IR 111~140 N & 72D, F72, #RERY L 2 —DR— A= T, 1991 EICEf S -4FH
FEATRA ICHO W T TTR-FAP OAERHEFSTEE 13/ 130 A L i SnTns ',

2.2, IR OBLR

HURE) 72 TTR-FAP (835 Cl, ®hEOEM (V—F —ZM) DN/ MR R ST 0,

TRUCTFE R OBEENER L, TO%, BERE, REHE, BENKOERNEHRES L, &

DICHEITT D &, KREBEAMMRRHENEE S, %, RER, MERTORY, WK oORE, &
IHETFAAEL, BIRINZIE, BBORLE, HEM, SITREL D EEEER TR 225",
FEEY, T RARICEN ) DI M THRREENEITT 5, £72, BEMRRROREL LT

W, ENMRME, W EEEREE (EE TRIAARZAICE X A EmAE, B, EH, SR
IE7R ), PR, ITREE, REAFE IR EOMERDIFOIE E - ITRIEN S 1~2 FELINITIE R
+5 TIPSR ENEE ORI, EEORBRRLERY, BERT 4R AT v IR
(mBMI) 2METFL, WO TTFENRBIZRDSZERMLNTNSEY, TTR-FAP X2 MHERTH

D128, REETIZHEY, OB DIERE ZT25E0”H0, 7 IvA ROWREICK D KR

W7 L OIRRER, BARARRLIER ERRET L2 LnHs 181,

TTR-FAP 1%, #YOMEEHOBMEMHRBETH D2, TTREROFEE [V30M, TOMoER (FE
V3OM) |, EREHINIEE R, W Sl ko T, BEERITS HRER/S (Table 1) 2,
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Table 1. B A3=RBOBKE
R B MIEEHZD MHEF RO
TTR-FAP V30M TTR-FAP V30M TTR-FAP 3£ V30M
FEREAFE D Paes W AR W AR
Bkt Ml L B AT B AT
B N3 AR AR
FRBEVE RO B BHE AR AR
A o HE L1915 1913
TAREIE AL O A OF 2L Fh e B
LTI R—v R ASH R P BHE

51T, V3OM ERIZHOWT, £ CHlREBEN R 2 ERMEIN TS (Table2) . filx
1, AL LT BE AR OERMTIE, BIEFERN 0mARTH LD, AT =—F O
TIL, FIEFERD S0 TH B2, £z, AAROIEERMS, 7570225, 2 ) 7%, KET?
DIIEERITER TH D, AU = —F L OERH TEEIERE L- V3OM & L, B kB 0ERHE
I CEAEISIR L7 V30OM B ISR DO BRI SIS FRR 2B b33 S >, BATIE, 9
V30M B L V30M TElnde R L7 BE CREROIERIFEE AR b TW5b, £72, BARDEE
BT, O TTRZHE (Aspl8Glu & Ser50lle) T, D LEREREENZRD HiL 2, 7233,
Fl—OBGTFEREZA LRND, BHREENEZRBIFERITDN> T

Table2.  EFEHFID VIOM EREH 55 TTR-FAP DERIRE
R I REACSL )11 H A D I SEFE M AL EHL | AT 2—F

SERFIEFR (4F) 33.8 35.6 62.9 62.7 33.5 53

Bl 1:1 1:1.1 12:1 10: 1 19:1 2:1
FERE AT DHE BES BES BES S [BES [BES
B AR O HE HE HRE R R HE HE
SEEPBEC o () B 46.6 70.0 N 40.8 65.6
SERRB R () 12~15 9.8 8.4 N 10.6 12

ZO XD, TIREROMEE, A, MBS LGRS, EITHT, RO SIERIE Lzt
RAVEZ X7- L, B, MR, EEipRoEEL Lo L %18 193030323 s - 38 10 2
E D FEAR R EIIHRA B L WA EEZ NS,

TTR-FAP £33, #EITIEOMREEZEOEIIC L W RITRREEC 2 5720, AEBORI s &
LT, QOL M bbb Z oMz nE L35 EngiFonsd, E£EMICKB T2 BARNBED
FEREAEMEN 30 BRAR T, FEIED B DI ELFEELN VIOM AR O HBEE TIZ9~114 "2, JEVIOM D
BETIE3I~ISETH DY, 2010 E0 HARD VM0 BIE 79.64 1%, ZME8639mTHDH Z L uaHs
B 5 LD TEMRZ NS, BEOERE LT, fEEOBE(, sy, iR,
ZHRFEIR BT b s T

LY F A O [E R G, JEA 57814 . http://www.mhlw.go.jp/toukei/saikin/hw/life/life10/03.html Accessed at Sep
20,2012

PFIZER CONFIDENTIAL
Page 4



tafamidis

1.5 BCJF SO R ook M OB 28 0 %4
2.3. IBROBIR

[E N CILE A B R P SC Bl B SRR R R IR SE 367 I v A R — 2 RT3 2 AT J0EE
CEDT I R—= ABEHA RT 422010 1CBWT, M (F'L—FB) , fix ORKE
I 2 RHEFIE O H 5, ZOMIc, ENTIIRARTH D, AHFIE XL O diflunisal (7
L— K Cl : BRI 72023, 175 K 58D HD) BRI ST,

%72, Amyloidosis Foundation @ Physician’s Guide Ti%, TTR-FAP |Z%}3 2 Hehl 72 iaikikize <,
BR & TR FERIZ 6 2 XPERIE D C, ME—IREOEIT 2 MEIT 5 %X, FFEFgHEchH L &
nTns®,

DX oHlT, BIREE TR, EPSE BT TTR-FAP IZ %25 K5l 70 S iE I3 /EEE 3", TTR-FAP
DEEFEMRNT KT B XPERTED LT, ME—RBOET 23 2 FIEIXR B O L TH 5.

2.4. BRPRBASEEE

2.4.1. 9E

24.11. Fx-005 R (GE7 7 R RAR, V30M TTR-FAP B¥H)

ARBRT, EEAL, “HEHR, 77 RARR, ZhisEFERBRTHY, VIOM AR EZAT D5 TTR-

FAP 512 tafamidis 20 mg % 1 B 1 B O &5 L7z & 2 OReMEB L OEIMEEL 77 R & kR
5 18 » HRIRG-OFE 23 fHRABR & L CHE i L7, 128 i (tafamidis B 65 1, 77 & HREE 63
Bl DRI DI E- 2% F, 91 (tafamidis BE 47 61, 7T B REE446))  (71.1%) DNRBREET
L7,

2 OO FHEMEIEH O NI L D &, ITTEMIZBWT, 18 3 HRFICEBEITIZED Hiue o
72 (NIS-LL D_X— 2 T A 3B DOHIANA 2 R A o MRS Y) EOES (NIS-LL KHE) 1%
tafamidis B T 45%, 77 B REET29.5%TH Y (LOCF, p=0.068) , TQOL AT D_—RAF A L)
518 » A B £ TONH B BT tafamidis BT 2.0 (FEWEREZZ23) , 7T AREET 7.2 (BEAEEE
24) Tohoi= (LOCF, p=0.1) . Z O X I IZEMHT CIIMFHIAREEITA DN D> 1273,
tafamidis A T3 7 7 B AREE L 0 EBHEEITREBO SN WBRE N D72, XR—=ZA T A4 THIELT-
QOL DHEFF BafF CTh -7,

BTN T REREAT R G ITT MO 5 5 18 » ARFDO NIS-LL A 2 7B X UNTQOL A 27 %4
L, MBBREEOMRAEN 80%Lh 1T, BARRIBBREMFHMEER 2 2o 12T X CTOWRE) T,
18 # AWED 2 SO FEFEFEAMHIE B (22T, NIS-LL &SR tatamidis #f 60%, 77 & REE 38%
(p=0.04) TH YV, TQOL AT DX—RAF A /b 18 # HIFE TOB bR (/) — B EHE
HERRFE) 12OV T D tafamidis B (0.143.0) T 7 BARE (8.943.1) LV EALAV/METH D
(p=0.045) , WHERIZA EEZNRBO LIk,

EBIC, WBMEEZZIT-BEICH L TET VS K D52 21T T2RE DN TiX, 18 » H B NIS-
LL 2R3 tafamidis BE T 54.7%, 77 B REET36.1% TH Y, WMEEFICEEZE (p=0.0367) 23iD
b7,

NIS-LL A2 7 D_R—ZA T A D DAL EIZOWTIE, 12 » AW E TIT tafamidis B & 77 B REE
COENHEE LR, 18 5 AE CHIENR LT-, £7-, 18 » A OREBRBIMEIZH7- Y tafamidis FE
TIET 7 B ARBRC AR TRER L OV BE DN REF S D Z LR & Tz, & 51T,
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1.5 25 3T 38 L D el M ONBH 38 DA

mBMI OFEE25 18 » H OFRBREIMIC 72 1V tafamidis BE TIL 7 7 B ARBEIZ AR CTRBIREOSIEN
RO BT,

512, 18 » AR tafamidis B D 97.9%IZ TTR @ﬁﬁifwﬁﬁ%ﬁx WO LR, TTRREET
TTR @%ﬁiﬂ'ﬂjﬁzﬁﬁ YRS Eﬂfg%&%ﬁ% EQAYAYIRES! 7';0 'ﬂﬁﬁzﬁﬁ YRS Eﬂfjﬂi%% LD Y WA
Mo TR 28T 5 2 DO FEHRHMIIA B OfENTHERIE, tafamidis #f & 77 B REEZ BT DTS
BIZ—H L, TIR ORENER & AEDOFER L OFROELEMENRIB STz, Lo -> T, ARk
IZFBWT TTR DL EER TR EE TEIE D EE 72 TRIK - CTh - 7=,

2.4.1.2. Fx-006 B (S EFEERIEEHE, V30M TTR-FAP [BE)

AT, M, BB, SZhaxdtERBRE L CHEML, VIOM AR A2 4A9 5 TTR-FAP & (12
tafamidis 2 BB G- L7z & & 02, BEMR X ORERIFIC RT3 220 B2 MEt L7z, Fx-005
ARERD 18 » HERFORPE % 5 T LT E 2 RIFERIERARBRITHA AN T, R 21T tafamidis
20mg & 1 H 1[A12 5 &G Lz, 85 BINGBEE DR G 25%1F, 7761 (90.6%) 723ikBra7e T L
7=

BRI R OFHGMEIZ OV TIE, T-TEE (Fx-005 75 C tafamidis D¢ 52515, Fx-006 35k THkfe L
T tafamidis OG- % 3 728F) 128 2EBETE (BMETHMEEE O 1 5 H Bz OB E
TRHM) ZArH 18 » AR (Fx-005 56k) L% 12 » A (Fx-006 #X8R) T L7z, T-THED
NIS-LL, TQOL 227 ® 1 % A ®H 7= OFHENERIE, WTHOFIE B IZHB W TH AT 18 » H M
EHWI 12 ARICEBILTRY, AFF30 3y Allichbizy B LR E R LT,

F72, P-THE (Fx-005 Bk T 7 ¥ R DG 2521F, Fx-006 7R T tafamidis D523 1772 #f) T

1%, tafamidis D 5B 6 1 H (T 96.8% DHERE I TTR OZECIEH RO By, £ D% bifErr

X7z (Fx-006 BRD 12 A EF 1 93.3%) . Fx-005 55k C tafamidis D% 525215, Fx-006 75k CTHk

ft L C tafamidis D525 1F 72 T-TEE T, 5l & E m0OEIG T TTR OLELIER MR S
(Fx-006 RBRD 12 » AW : 94.1%) .

2.4.1.3. Fx1A-201 B S EIESHRABRKR, FE V30M TTR-FAP BF)

ARBRIT, 2B O EhDIFER, ZHEILFRBRTSH Y, VIOMZRLS G VIOM) D25
ZH 45 TTR-FAP & & 5t5: & L T tafamidis ® TTR DL ELIER, 2t L OB 5N

B R AERIFI R 22 R A MR Lz, &5 1 W13 tafamidis 20 mg 2 1 A 1= 6 B O&HEES L, &6
@i:’é%ﬂz%’ﬁ%‘b% TTR O EALAE G H O e A B L7z, 2 6 MO KRBT A 76 T L7 kB
IXF 2T A Y, At 12 » AR tafamidis 20 mg O 1 B 1 [E#E Q& 52 ke L=, 5 681 TTR D%
E{Wﬁﬁﬁﬁm&) S o BB TR AP+ 5 2 & & LT, 21 BN B E 231, 18
B (85.7%) MRABREET Lz,

jr_%éﬂﬂﬁrﬁa TH D TTR DLEVERIZOWTIE, & 6 BT 19 6% 1841 (94.7%) , 6 % AFFIC
T 18 B, 12 » AFFIZIE 17 26 TTR OZEIER 258D B4, tafamidis & ki 5925 2
k T TTR OZEAER N2 Z LSz,

F72, 125 ABOEG 25T Lz 1844 12 51 TiX 12 » AKED NIS-LL D_X—ZF A L5 D
FACEIZ AT CThoT=, 728, 20O RHEIFTHAAN LN T X TOREHEDOEL LA L T\

(A DOEREIZHSZ 2FILL L) Z s, REDIRITERFEROHEELMOTRETH L Z &M
IRIB X7z, X651, TQOL AaTHEREMNE, N—R T A VEpLEE LT 12 » HFEZ QOL 23HERF
SNTWD Z ENRENT,
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tafamidis

1.5 RIS 58 AL D it S VB 38 O et it

LLEDS, FF V30OM TTR-FAP B2 1238\ T V30M TTR-FAP BB TR H L7~ tafamidis DA ik
NEMIT O, B rEROMEZ M3, TTR-FAP EFE OB tafamidis DF AMEN R S 37,

242. BA

I ECICAETER S - ERRBRS R L b 2, A O - o
Bl CES ER AR AR (PMDA) & i | kA o Qe

| G1 b

PMDA 72508y = 2 x 2 <, I | e
| [ J [ |

TTR-FAP 1%, AH TORELENIEFITO ], BAMPRE, BRMPRE L ONESMROREENET L,
FEAEN DK 104 &0 9 SR CHICE 2 BUEHIRIF CTH 0, FWFREITEERIE R 2T 2 eHE L
DHT, ME—DIEEIEIRIFENBOATH D Z &b, AFNEL 2011 4 12 A 14 BISHAD 5 H
EHHILE LTHRES N,

HARNB XOSMEATOE 1 FHRER (B3461009 #klR) % %EhE L, HAANIBIT 2 AF OIS )6 &
U“E%@J* L NIAEN E ORI Z MR LTz, F7z, % 3 fHiER (B3461010 3A5R) % 3%k L,
AARNIZE T DARBNOENER L OLZEMENHER Sz, FMETE S 72 FERRERD 5 b AK| O

Fahtk, etk ek L osEpEiE R S Tws 2 &0, I

1
 [EeINEEET  TNEEEPEONNCT Bl Bl DGR
BRSOl EE SR TCARBBFE 21T 2 & & Lz,

2.4.2.1. B3461009 3B (55 1 HHRAER, HAAR X UEARERA)

2011 4F 8 AT, HARANB L USMNE AR A Z XIS E L7258 1 F3BR (B3461009 36k) % 9k L 7=,
H A NEFE AT tafamidis 20 mg, 40 mg B LN 7 AR Z HEIFR G LI-FER) 5, tafamidis O
AUC B X 08 Cmax 1% 40 mg £ TOHIPHIZIB WD TURIEHEOHEINEFE L THML, &5I1240mg %
TOREEB LORBEMEIRENT, £7-, TTR OZEL/EAX, MmIEF tafamidis J2E : TTR OF
JVLENZIE 1 BLETREMIZE Lz, ARBR CRIFFZSEM U724 E AR A IZ tafamidis % B¢ 5 L 7=
%Oy EHESS L O TTR OZELEFIT AN EHELEIL Tz,

KRB 2 D22 WA FEFGRIL, tafamidis 20 mg BEOSMEA 3 1]+ 2 FITIEBL U 72 4R OB 2 1D
AT, THOOFFITRRIE L ORRREKRE S mfé‘iﬁb\&#méhto Fiz, ARBRIZHNT,
L, HERAEFRSR, AEFFRICLHPFILFFED bR 5T,

S BITHEYEIRE, TTR OLTEER B L L BEORERIE, ZvE TIOFEM S - S0 E N R BRS 5
EBH B DR FEE m@%m&ﬂotouiwaaxkk%lkfi%ﬁ,,HR@%EMW%%;
O BVEICH B2 FEITFE D SN2 E DR ST,

2.4.2.2. B3461010 Bk (ENIEERRER, V30M B L UFE V30M TTR-FAP %) (58 2 B EIf#HT
RER)

20114 11 A, BARNTTR-FAP BFE AR E LT, AFI20mg 1 B 1 [EFEYS 8 HH% O TTR &

EMEE EEFHMEEA & L, AERARRER (Fx-005 58k, Fx-006 5k, Fx1A-201 iEk) & REEOFZ)

MBI OEEEOFMZRIK BRI E U725 3 Bk (B3461010 i85R) 23206 L, 10 FloOgERE
(V3OM ZZ 5 95, S7T7Y R 14) &ML 7=,
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tafamidis

1.5 25 3T 38 L D el M ONBH 38 DA

FEFHMIEE Th 2 5 8 HFFO Y TTR ZEALEAIZ DWW T, T X TOHERE T TTR ZE(L
TERP R ZRD BTz, £72, HE 20 BB IO 2 BEKFICBWTYH, FRENTRTOWREL IO
9/10 f51C TTR ZELER ke L CTROLNTE Y, &5 8 EFFIZERD bz TTR ZE(LIER X
FEWRGHICBO O SN D Z E RSNz, 26O TTR ZE(LERICEE T 5 5 R &
(2 h L 7= A ER AR RER & R Ch - T2,

BV EHITE B Cd» 5 NIS-LL 35 X O TQOL D # 5- 26 il KE7¢ & ONZ 52 BRFIZ BT HX—A T A L
SO ENY, TNEN206 B L1184 5N 3.628L 1091 THo7z, F7=, NIS-LLIZ
B L CHES- 26 HFEFS L O 52 IR EBAETT VIR B L7 hr o T- R E P O EI B 1E 80.0%33 L Y 60%
=7,

AGRERICI T D tafamidis & ORI FBIR Z 72NV EESIE 10 B126]C 59 Bl L, E22E R
frEfblenaERESR QAILILETRIELZESR) %, KT @) , SEsEs, etk
LOBME (% 341) , HL, M, FEHRBSXOWRE (& 26) Thol, WThoFEESRE
BREFIIPEECH 7o, KEBEGREGE T R2WEZESEZI 10 69 1 4 TR L728&RE 0K
JERR 1 tFO A TH o7z, EELAFFGIL 405 GREMMZE 3 6], BRBRBLOE 3 ERE 1
) MEE SN2, WTILD tafamidis & OREBMRITEE SN, £, AFFZICLLHIEE
L ORI P OB I TS S o T,

LED X 51T, BARAN TTR-FAP BFITKT 244 20mg 1 B 1[EFE 52XV, 8K TN 26 JHF
TOTRTOHERE TO TTR Z2ELIEH B L O 80%D#EERE T D 26 72 &5 N 60%D#EERE T
D 52 BEFIZH T 2 R BEIT ORI RIS 2, ZEMERHER I,

25. ABBFBAWVBERT —F v r—

A RIOEGBRFE BT DK T — & X r— OIS % Figure 2 12, §EA72 3Bk —% % Table 3 (TR
L7z,

HAARNZXIGIZE T 1 HRER (B3461009 5A5R) 5 J O 3 fHAER (B3461010 #tBR) 2 FHAM&
LT, EDIL, AMERBRD S B, AFOEYEhRE, GBI E2 Mo ECEELS
ZHNDHE B (Fx-002, Fx-003, Fx-004, Fx1A-105, Fx1A-107, Fx1A-108C, Fx1A-109) ,
B2 MER (Fx1A-201) , %65 2/3 #H#kBR (Fx-005, Fx-006) ZZH&EEIE L, Fx1A-303 iz 5%
gekE LT,

HARNE LOVNE NSRS 2 x5 & L7258 1 AHRBR (B3461009 56R) O HARANT —% L4 EH
AT =2 BLOBIEE TIZEOLNTWAANEAT —ZIZBWT, HEpEhig, TTR OLZEMIEHEB X
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Therapeutic indication:

Vyndagel is indicated for the treatment of transthyretin amyloidosis in adult patients with stage 1 symptomatic
polyneuropathy to delay peripheral neurologic impairment.
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Posology:

The recommended dose of Vyndagel is 20 mg orally once daily.
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1 NAME OF THE MEDICINAL PRODUCT

Vyndagel ¥ 20 mg soft capsules

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each soft capsule contains 20 mg of tafamidis (as meglumine).
Excipients: Each soft capsule contains 77.2 mg of sorbitol (E420).

For the full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Soft capsule.

Off-white to light yellow, opaque, oblong (approximately 21.5 mm) capsule imprinted with “FX 6A”
in black ink.

4 CLINICAL PARTICULARS

4.1 Therapeutic indication

Vyndagel is indicated for the treatment of transthyretin amyloidosis in adult patients with stage 1
symptomatic polyneuropathy to delay peripheral neurologic impairment.

4.2 Posology and method of administration

Treatment should be initiated by and remain under the supervision of a physician knowledgeable in
the management of patients with transthyretin amyloid polyneuropathy.

Posology
The recommended dose of Vyndagel is 20 mg orally once daily.

Vyndagel should be added to the standard of care for the treatment of the transthyretin familial
amyloid polyneuropathy (TTR-FAP) patient. Physicians should monitor patients and continue to
assess the need for other therapy, including the need for liver transplantation, as part of this standard
of care. As there are no data available regarding the use of Vyndaqel post-liver transplantation,
Vyndagel should be discontinued in patients who undergo liver transplantation.

Special populations

Paediatric population
There is no relevant use of tafamidis in the paediatric population.

Elderly
Data in the elderly patients are very limited.
No dosage adjustment is required for elderly patients (= 65 years).

Hepatic and renal impairment

No dosage adjustment is required for patients with renal or mild and moderate hepatic impairment
Tafamidis has not been studied in patients with severe hepatic impairment and caution is
recommended (see section 5.2).
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Method of administration

Oral use.
The soft capsules should be swallowed whole, not crushed or cut, and taken with or without food.

If vomiting occurs shortly after dosing, and Vyndagel capsule is identified, then an additional dose of
Vyndagel should be administered if possible. If no capsule is identified, then no additional dose is
necessary, with resumption of Vyndagqel dosing the next day as usual.

4.3 Contraindications

Hypersensitivity to the active substance (s) or to any of the excipients listed in section 6.1..

4.4 Special warnings and precautions for use

Women of childbearing potential should use appropriate contraception when taking Vyndagel (see
section 4.6).

Vyndagel contains sorbitol (E420). Patients with rare hereditary problems of fructose intolerance
should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

In a clinical study in healthy volunteers, tafamidis did not induce or inhibit CYP3A4 enzyme.

In vitro data also indicated that tafamidis does not significantly inhibit cytochrome P450 enzymes
CYP1A2, CYP3A4, CYP3AS, CYP2B6, CYP2C8, CYP2C9, CYP2C19, and CYP2D6.

No interaction studies have been performed evaluating the effect of other medicinal products on
tafamidis.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential
Contraceptive measures should be used by women of childbearing potential during treatment with
Vyndagel, and for one month after stopping treatment, due to the prolonged half life.

Pregnancy
There are no data on the use of Vyndagel in pregnant women. Studies in animals have shown

reproductive toxicity (see section 5.3). Vyndagel is not recommended during pregnancy and in women
of childbearing potential not using contraception.

Breast-feeding
Available pharmacodynamic/toxicological data in animals have shown excretion of tafamidis in milk.

A risk to the newborns/infants cannot be excluded. Vyndagel should not be used during breastfeeding.

Fertility
No impairment of fertility has been observed in nonclinical studies (see section 5.3).

4.7 Effects on ability to drive and use machines

No studies on the effects of tafamidis on the ability to drive or use machines have been performed.
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4.8 Undesirable effects

TTR amyloid polyneuropathy is a rare disorder.The overall clinical data reflect exposure of 127 TTR
amyloid polyneuropathy patients to 20 mg of tafamidis administered daily for an average of 538 days
(ranging from 15 to 994 days). The adverse reactions were generally mild or moderate in severity.

Adverse reactions are listed below by MedDRA System Organ Class (SOC) and frequency categories
using the standard convention: Very common (>1/10), Common (>1/100 to <1/10), and Uncommon
(=1/1,000 to <1/100). Within the frequency group, adverse reactions are presented in order of
decreasing seriousness. Adverse reactions reported from the clinical programme in the tabular listing
below reflect the rates at which they occurred in the Phase 3, double-blind, placebo-controlled study
(Fx-005)

System Organ Class Very Common
Infections and infestations Urinary tract infection
Vaginal infection
Gastrointestinal disorders Diarrhoea
Upper abdominal pain

4.9 Overdose

No cases of acute overdose have been reported. In clinical trials of healthy volunteers, the highest dose
of tafamidis given was 120 mg in a single dose and 60 mg once daily for two weeks. Four treatment-
related adverse events were reported at these doses levels in healthy volunteers: headache (mild),
somnolence (mild), myalgia (moderate), and insomnia (mild).

5 PHARMACOLOGIC PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other nervous system drugs, ATC code NO7XX08

Mechanism of action
Tafamidis is a novel specific stabilizer of transthyretin.

Pharmacodynamic effectTTR amyloid polyneuropathy is a multi-faceted, progressive, axonal
degenerative neuropathy characterized by sensory, motor and autonomic impairment. The dissociation
of the transthyretin tetramer to monomers is the rate limiting step in the pathogenesis of TTR amyloid
polyneuropathy, also known as TTR familial amyloid polyneuropathy (TTR-FAP). The folded
monomers undergo partial denaturation to produce alternatively folded monomeric amyloidogenic
intermediates. These intermediates then misassemble into soluble oligomers, profilaments, filaments,
and amyloid fibrils. Tafamidis binds non-cooperatively to the two thyroxine binding sites on the native
tetrameric form of transthyretin preventing dissociation into monomers. The inhibition of transthyretin
tetramer dissociation forms the rationale for the use of tafamidis to slow disease progression.

Clinical efficacy and safety

The pivotal study of Vyndaqel was an 18-month, multicenter, randomized, double-blind, placebo-
controlled study that evaluated the safety and efficacy of once-daily 20 mg tafamidis in 128 patients
with TTR amyloid polyneuropathy with the V30M mutation and primarily stage 1 disease (do not
routinely require assistance with ambulation). The primary outcome measures were the Neuropathy
Impairment Score of the Lower Limb (NIS-LL — a physician assessment of the neurologic exam of the
lower limbs) and the Norfolk Quality of Life - Diabetic Neuropathy (Norfolk QOL-DN — a patient
reported outcome, total quality of life score [TQOL]). Other outcome measures included composite
scores of large nerve fiber (nerve conduction, vibration threshold and heart rate response to deep
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breathing - HRDB) and small nerve fiber function (heat pain and cooling threshold and HRDB) and
nutritional assessments utilizing the modified body mass index (mBMI — BMI multiplied by serum
albumin in g/L). Eighty-six of the 91 patients completing the 18 month treatment period subsequently
enrolled in an open label extension study, where they all received once daily 20 mg tafamidis for an

additional 12 months.

Following 18 months of treatment, more Vyndaqel-treated patients were NIS-LL Responders (change
of less than 2 points on NIS-LL) Outcomes for the pre-specified analyses of the primary endpoints are

provided in the following table:

Vyndagqel versus Placebo: NIS-LL and TQOL at Month 18 (Study Fx-005)

Placebo Vyndagel
Pre-specified ITT Analysis N=61 N=64
NIS-LL Responders (% Patients) 29.5% 45.3%

Difference (Vyndagel minus Placebo)
95% CI of Difference (p-value)

15.8%

-0.9%, 32.5% (0.068)

TQOL Change from Baseline LSMean (SE)
Difference in LSMeans (SE)
95% CI of Difference (p-value)

72 (2.36)

| 2.0 (2.31)

52 (3.31)

-11.8, 1.3 (0.116)

Pre-specified Efficacy Evaluable Analysis N=42 N=45
NIS-LL Responders (% Patients) 38.1% 60.0%
Difference (Vyndagel minus Placebo) 21.9%
95% CI of Difference (p-value) 1.4%, 42.4% (0.041)
TQOL Change from Baseline LSMean (SE) 8.9 (3.08) | 0.1 (2.98)
Difference in LSMeans (SE) -8.8 (4.32)

95% CI of Difference (p-value)

-17.4,-0.2 (0.045)

In the pre-specified ITT NIS-LL Responder analysis, patients who discontinued prior to the 18-month
time point due to liver transplantation were categorized as non-responders. The pre-specified Efficacy
Evaluable analysis used observed data for those patients who completed the 18 month treatment per

protocol.

The secondary endpoints demonstrated that Vyndagel treatment resulted in less deterioration of
neurologic function and improved nutritional status (mBMI) compared with placebo, as shown in the

following table.
Secondary Endpoints Changes from Baseline to Month 18 LSMean (Standard Errors)
(Observed Cases) (Study Fx-005)
Vyndagel % change

Placebo Vyndagel P-value relative to Placebo
NIS-LL change from BL 5.8 (0.96) 2.8 (0.95) 0.027 -51%
LSMean (SE)
Large Fiber change from BL 3.2 (0.63) 1.5 (0.62) 0.066 -53%
LSMean (SE)
Small Fiber change from BL 1.6 (0.32) 0.3 (0.31) 0.005 -81%
LSMean (SE)
mBMI change from BL -33.8 (11.8) | 39.3(11.5) | <0.001 NA
LSMean (SE)
mBMI was derived as the product of serum albumin and Body Mass Index.
NA=Not applicable

In the open-label extension study, the rate of change in the NIS-LL during the 12 months of treatment
was similar to that observed in those patients randomised and treated with tafamidis in the previous

double blind 18 month period.
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Although data are limited, (one open label study in 21 patients), taking into account the mechanism of
action of tafamidis and the results on TTR stabilisation, Vyndagel is expected to be beneficial in
patients with stage 1 TTR amyloid polyneuropathy due to mutations other than V30M.

The effects of tafamidis on cardiac disease progression have not yet been adequately characterised.

The European Medicines Agency has waived the obligation to submit the results of studies with
Vyndagel in all subsets of paediatric population in neuropathic heredofamilial amyloid
polyneuropathy (see section 4.2 for information on paediatric use).

This medicinal product has been authorised under ‘exceptional circumstances’.

This means that due to the rarity of the disease it has not been possible to obtain complete information
on this medicinal product.

The European Medicines Agency will review any new information which may become available every
year and this SmPC will be updated as necessary.

5.2 Pharmacokinetic properties

Absorption
After oral administration of the soft capsule, the maximum plasma concentration (C,,) is achieved at

a median time (ty,x) of 1.75 hours after dosing in the fasted state. Concomitant administration of food
decreased the rate of absorption, but not the extent of absorption. These results support the
administration of tafamidis with or without food.

Distribution
Tafamidis is highly protein bound (99.9%) in plasma. The apparent steady state volume of distribution
is 25.7 liters.

Biotransformation

There is no explicit evidence of biliary excretion of tafamidis in humans. Based on preclinical data, it
is suggested that tafamidis is metabolised by glucuronidation and excreted via the bile. This route of
biotransformation is plausible in humans, as approximately 59% of the total administered dose is
recovered in faeces, and approximately 22% recovered in urine. Following daily administration of a 20
mg dose of tafamidis for 14 days in healthy subjects, mean steady-state half-life was 59 h and mean
total clearance was 0.42 1/h.

Dose and time linearity

Results from once-daily dosing with tafamidis 15, 30, or 60 mg for 14 days demonstrated dose-
dependent increases in Cy,,x and AUC between doses of 15 mg and 30 mg and less than

dose proportional between 30 and 60 mg, indicating saturation of absorption process beyond 30 mg.

Pharmacokinetic parameters were similar after single and repeated administration of 20 mg dose,
indicating a lack of induction or inhibition of tafamidis metabolism.

Results of once-daily dosing with tafamidis 20 mg for 14 days demonstrated that steady-state was
achieved by Day 14. Ciaxss) and Chinss) Was 2.7 and 1.6 pg/ml, respectively.

Special populations

Pharmacokinetic data indicated decreased systemic exposure (approximately 40%) and increased total
clearance (0.52 1/h vs. 0.311/h) of tafamidis in patients with moderate hepatic impairment (Child-Pugh
Score of 7-9 inclusive) compared to healthy subjects due to a higher unbound fraction of tafamidis. As
patients with moderate hepatic impairment have lower TTR levels than healthy subjects, dosage
adjustment is not necessary as the stoichiometry of tafamidis with its target protein TTR would be
sufficient for stabilization of the TTR tetramer.
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Tafamidis has not specifically been evaluated in patients with renal impairment, but a dosage
adjustment in patients with renal impairment is considered not necessary. Based on population PK
results, subjects older than 60 years old had an average 19% lower estimate of clearance at
steady-state compared to subjects less than 60 years old. However, the difference in clearance would
not be clinically significant and would not result in clinically relevant different steady-state levels
compared to younger subjects.

5.3 Preclinical safety data

Nonclinical data revealed no special hazard for humans based on conventional studies of safety
pharmacology, genotoxicity and carcinogenicity.

In repeated dose toxicity studies the liver appeared as a target organ for toxicity in the different species
tested. Liver effects were seen at doses above (>3) human exposure and have generally been shown to
be reversible.

There was no evidence of adverse reactions of tafamidis on fertility, reproductive performance or
mating behaviour in the rat at any dose level.

In a developmental toxicity study in rabbits, a slight increase in skeletal malformations and variations,
abortions in few females, and reduction in foetal weights were observed at an AUC,.»4 ratio of
3.2-fold, based on the human AUC at steady state.

In the rat peri- and post-natal development study with tafamidis, decreased pup survival and reduced
pup weights were noted following maternal treatment during pregnancy and lactation at doses of 15
and 30 mg/kg. Decreased foetal weights in males were associated with delayed sexual maturation
(preputial separation) and impaired performance in a water-maze test for learning and memory. The
NOAEL for viability and growth in the F1 generation offspring following maternal treatment during
pregnancy and lactation with tafamidis was 5 mg/kg (HED=0.8 mg/kg), a dose approximately 4.6-
times the anticipated clinical human dose.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule shell
Gelatin

Glycerin

Sorbitol liquid (E420)
Titanium dioxide (E171)
Purified water

Capsule contents
Macrogol

Sorbitan monooleate
Polysorbate 80

Printing ink (Opacode black)

Shellac glaze 45% (20% esterified) in ethanol
Isopropyl alcohol

Iron oxide black (E172)

Propylene glycol

Ammonium hydroxide 28%

6.2 Incompatibilities

Not applicable.
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6.3 Shelf life

2 years.

6.4 Special precautions for storage

Store below 30°C. Store in the original container in order to protect from light.
6.5 Nature and contents of container

Two polyvinyl chloride/aluminum blisters each containing 15 soft capsules, in a box, giving a total of
30 soft capsules per box.

6.6 Special precautions for disposal

Any unused product or waste material should be disposed of in accordance with local requirements.

7 MARKETING AUTHORISATION HOLDER

Pfizer Limited

Ramsgate Road

Sandwich, Kent

CT139NJ

United Kingdom

8 MARKETING AUTHORISATION NUMBER(S)

EU/1/11/717/001

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 16" November 2011

10 DATE OF REVISION OF THE TEXT
05/25™ April 2013

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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[%h8E - BHR] " £ P SRS
= . -~ .o o IV R U VN,
FTURAYA VFORERET Iu A FRY =a—a A F—0D ,@qwiyﬁgﬁéiﬁjézﬁﬁmﬁﬁﬂi
KA FRRE R E DOHEITHIH] Tt B A ) 2 k2T o,
fe .. Je. KT, R
[(Bhae- N RICEEST 2ERALDEE]
1. EEEOEWEE BTN LERBHEE) CBIT2H

N K O AVE TS LT v, [ PRERER T oo i R BR AN
Dign]

2. FTUAYA LF D VIOM ERMLNOIER 24T 5 HBE
BT DHEIER OVE MR LTy, (KRBT
DRV 72\ ]

3. HBM%ZOBFICEIT 2L O EMEITESL L TV
VY, [EEAREBR C o fl FRRER 2 220 ]

(A% - AE]
WHERANCEY 77 IVARA VI ELTCLE20mg % 1 A
1 ER &5 5,

[(FRLDIE

1LEERE (ROBEFICTEEICKRETHI L)
HEDHREERE O H 2 88 EHRRI 2V, (THEYTEE] ©
HZH) ]

2. gl¥eH

[E N ERPRARBRIC 35 1 D 2 R Al x 8e5 10 B, @IVER (BRPR
BEERE 2 5Te) ORFBUEFNE 161 (10.0%) . HAEETH -
72

S EEGRABR I 31T D R ek G5 127 B, mITER (BRIR
BEERE 2 8Te) ORBUEGNL 67 B (52.8%) TH 7=, £
BIWEF L T, S8 PRS- 10 61 (7.9%) | & 8 41 (6.3%) .
VU 7 61 (5.5%) THotz, UKFREF)

3. BfE~DKRE
— AR TR AEERRENME T L TV 0T, BEORELE

BE LR oG5 L, BHRBRRDRN,

DHSH) ]

4. 1155, Efm. RILBEAORE

(1

(2

s35m 2

(T EhhE |

IR OG5 BT HLEMIIHESL L TV R WO T, i
IR LT B ATREME O B D NI, 1R Lo ikt
BElEtE %z BRI &SN DG oREETH L,
T ARIOWHE RN 2 EE L, AF O EHRE L)
Fee e 5% 1 5 A, ER3 2 AreErE 0 & 2 B 121306
UIZelEE a2 VD KO85 2 &, RV X2 H
W EBRIZBW T, BRRIBRERD 2.9 [FOREIC L IBR
DEFEETIE R OV R OF A E DB EHEINARD v, b
ROEFRKLOKREOR D b SN T D, £, (R
KOS T v MRS ED 12 FL Y95 M
BOE5IZLY, HEROETFEREOEEORD ., Hhk#
DFRSE, 28 - FREEESHED b, ]

R=ELR Y

B2 O NI ARFIE G- IRt a8t X85 2 &, (B
MFESR (T v b)) CHAHFICBITTS 2 ERFES LT

%,




AMIXE ()

5. INRE~ADEZRE
AR, BN, IR, SR ST/ NRIT )T 2 2k
SEL TV, [ AR 72 00]

6. WAEDIE

BRI A -

PTP @EEDIEANL PTP v — h2vHH Y L CARMIT % X 5 fei
5z &, [PTP o — FOREAKIC LV | THGLAER AN B R~
AL, HICITZRILE B 2 U CHERRIRA %0 BB RO IHE 2 0F %
THZERPHEINTND,]

AR FRERE
AFNIWETICTRASED Z L,

[FEWMmEhEE]

1. mEEhRE

(1) HEERSY
ARANKLOAEANERRAIC, 77 IVRAAT LI 20 KT 40
mg ¥ & ZEERHIC HE G U7t O PSR EIRE ST 2 —H B3 1
2, MEP RS A X 1 IR,
A7 7 VAT v, Fer i I v R R (tmax)
EBRERICE ST, BEH% 05~4 BTh o7, e Mgty
(Cmax) R ONLSE P S — BRI TiAE (AUC,..) O FHMEIL
40 mg F TOR G R TIFITH BRI LT L,

o A OARAEHEZ 1B 20mg 2 1 0 1 EROZESTH D,

F 1. X7 7 IVARAT NI U EHEEE % ORYEE T A —4

Behg Cmax AUC,., tmax tin
(mg) (pg/mL) (pg'h/mL) (h) (h)
H A& A (n=6)
20 1.23(0.19) 60.5 (9.8) 2.5(2~4) 40.7 (8.7)
40 2.59 (0.61) 115.3(30.7) 3.0 (0.5~4) 40.0 (10.2)
AHE A (n=3)
20 1.06(0.08)  53.7(74) 3.0(0.54)  40.6(12.0)
40 2.19(0.39)  952(185)  3.0(1~4)  51.0(13.8)

SR (BEAE(RZE) | tmax (3P SAECTRP)

i —#—HAA20mg (n=6)

25 Lk —— s EA20mg (n=3) > )
| -+-BAA40mg (n=6) I N
ifi. 1 S
—— 5 E A 40mg (n=3) 2 j\\i
g 2 \\\“\‘,
e ~1
=
1.5
i -
B *
B
® 1
g

0 24 48 72 96 120 144 168

B G- %05 (h)

1. 277 IVRAT VI k& HEIR G O MR
CEHEAERE R, A IR 5% 12 B E Toikkx)

(2 REKRSE
ARNBHEIC, #77IVAAT VLI 20 mg#Z 1 H 1 [E 52
KERAEEGT 5L, 2H EFTICEFREBIZELZ, EICTAKRA
eBRE CHEME L 7 BRI SR BB AT ORI D EFAIRER O
Cmax M T AUCgp4 1X, £ E 4 2.61 pg/mL KT 53.3 pg'h/mL Th
ST,

2. BEDOHENEAT—HY
EFERAICE 77 ST RA ATV 220 mg & ZEJERE ST A% (S HE G
L7z Z A, BFICLY Cmax 135 23%IE T L7223, AUCquq \SIEFE
ERIES 2o,

3.5
Invitro RBROFER, & 7 7 IV A DO MBEE AR ERITFN 99.5% TH > 7=,

4 fRE- P 50
(1) Invitro R RERIZBNT X 77 IV AR TN ETF F 7 m—AP450
RS TH D CYPIA2, CYP3A4, CYP3A5, CYP2B6, CYP2CS,
CYP2C9, CYP2C19 }¢ T CYP2D6 % B IZHE Lish o7z,

i

In vitro RERIZBWNT, ¥ 77 IV AAT LI D CYPIA2 {EPEIC
KT HFHEEMITDO TN TH - 7225, CYP3A4 IHVEICH L CIl3Fsu
ERMRIE ST, EEERAICY 77 IV AR TV I v EEE LT
L X, CYP3A4 OFEEMITRD e oTz [THAMEH] O
S,

(2) AMEAEREERAICC-Z 7 7 I VA ATV 220 mg & HERE O
G U7elg, AT FICRE(CERBSELE Lz, £o, it RED
BRI REIE L 2 77 IPAD TN 0 CEARRELE L
Too WC-B T 7 IVARAT NI v EEEHS kR 23 B HETORE
ERHWEEAER, 277 I VAT EICEEN LTRSS, ERE
IR BB 58.5% Td o 72, —J7 R OFEIREIT T 22.4%
ThHol=,

HEER

IFVSLGEAT—Y

R AICE 77 IPVAAZ LI 20 mg % 1 A 1 14 BRKERD
BHMEOR AR ORI AICIZ Y T L T5mg G L IV T 8E%
DIGHERIIOWRELZNE Licl & 77 IVARAT VIV OHFHIC
XV, IFY T AD Cmax 135 1% L7223, AUC).. B U T Z
VAR Lo T,

6. HHEHIZHITHEYBE

(1) =#EGEAT—Y
FHE Y B RERMT OREFIC L B &L 60 Mz 8 X 5 BHEIL 60 mLL
TORZELLHEL T, EHIRETDOZ VT T 2OHEEMHEIN T
19%{% < . Cmax OHEEAHIZ 21%E H > 720

(2) FFEEEEEE GEAT—4) 2
TEREEIRE £ 73R E S L O S E O REREE 2 4 3 2 R
WA 77 IVARAT VI EHERE L2 B0 TR EE T
A—H K 2ITRT,
HEJE (Child-Pugh 2 =17 5~6) ORFHERERTE 2 H 9 2 g & fRE
PeBR#H T PK % Fbl L7268, Cmax 38 LU AUC 1, 13 FEREHRER S
IR TZENZITEY 6% L O 17%IRIE% 7R Lz,
HAEE (Child-Pugh 2 217 7~9) OFTFHEREREE 2459 % Wb L i
FEMRER A C PK % bLlt U726 . Cmax 1353 3% D28 (L CHEL L €
N2 S AUC jogt (IR SR A 1Z H TS 41% 806 2R L 7=,

# 2. (EFEHIRE £ 72 TR R KL O S O TR RE R E 2 T S R
WX 7 7 IVAR TN BRGSO ETNE T A —XF
Cmax AUC a5t tmax tin
(ug/mb)  (pg'h/mL) (h) (h)
GRS F I 3RE O ERE 2 A T 2 lBE x4 (n=9) °

IR 121 (0.32)  66.6(20.8) 2.0 (0.5~8.0° 53.9 (20.6)
R DR R RERE T 2 ;
7 1.11 (0.20) 54.5 (12.7) 3.0 (0.5~4.0) 56.4 (18.0)

TREREGEBRE F 721X P ORFERERE 28 3 2 1R 2 5% (n=9)

TR 1.28(0.32) 65.5(14.5) 2.0 (0.5~8.0)54.0 (12.0)

s O PR ERE
AT LR

PHME (BRYEGRZE) | tmax X ORAE GREDH) . a : GEHERERA (213, SRR TN L
T AERERIRE O 2 ORISR E BT

1.38(0.56) 42.8(12.9) 1.0 (0.5~4.0)45.1 (11.9)

(E& PR AHE]

1. EMESRRER (hRI®E) Y
NI U AP A LFURIEHEMET S u A KR =2 —aXF—HEHK 10
i (V3OM ZRAEFTHHEE 9 Fl S7T7Y BREGT L1 ) (2,
AFI20 mg Z 1 A 1[E S2EMEOELG L-E &, FEEHEAE THD
AFI e 8 R K26 D T 2 244 LF o (TTR) ZELFE (%)
B, 10 BB T 32%L EE? Tho Tz,

H 1 TTR ZELE (%) =[(KAFGH DKL FOI—_—2F A D}
FOI),/ _—AZ A D) FOI] X100
FOI=JRFZ UM% D TTR 4 BARBLEE /JRFAFMATO TTR 4 B IRHRE
2 TTR ZELEDN 32% LA L% TTR 232 E LT & E#

2. SV EESRAER 1Y

VIOM ZEREHTH b T AP A LFURGEHRET I oA FRY =2 —
v NF—BHE 128 BilAE k4L L, Neuropathy Impairment Score-Lower
Limb (NIS-LL) S&E™ Y} U Norfolk Quality of Life-Diabetic Neuropathy
BRI & Y B4 % Total Quality of Life (TQOL) % =27 OZE(b &% &
SREMTEE & LT, ZEE MR A I L 7z, &K 20 mg LT T
EARAE 1 A 1A 18 oy ARRROEE Lzl & NIS-LL RIGHE"D 134k
KIBET 453 % (29/64 Bl) . 7T BARBET29.5% (18/61 ffil) THY .
A A BT BV b O OARKIFE CRISENE -7z (p=
0.0682, H1A —FfpiE) . £/2, TQOL A =27 Dbk (CEHfE + 12
HERRZE) (ZAFIRET 2.0+£23, IR T 12424 THY | FFHER
RABETRD 50 OOAFIRET QOL (K T3 il = 2 i A
BBz (p=0.1157, I EIHT) .



AMIXE ()

V3OM AR 2T HEEICLBTHX 77 IVARXTAI L OFME (18 »
H )

277 IVARE T TRAREE

(n=64) (n=61) it
. 0.0682
_ S 0, 0, o X
NIS-LL Jiia 453 % 29.5% (A —Tehr)
TQOL * =7 DAkt 0.1157
(P + ) 20£23 72424 TN

V30M LIS DR 29 5 8 21 B 8 BRZ x5 & L TARA 20 mg % 1
A 1B O S L EERaBRIc s W CEEHMEEE TH 5 TTIR O%
AL (%) TP %, 6 WIFEIZIE 19 Bl 18 B (94.7%) . 6 % AR 18
BlafEl, 12 5 AR 17 BIAf]T 32%LL EF3 TH Y, AFI Ok
AT K DR R OFHE D A D aTz,
1 NIS-LL A 27 DR—R T A )G OB 2 A
20 TTR ZELFE (%) =[(RAIEG-% D) FOl—_—2F A » DF1
FOI)/_—RA 7 A > DY FOI] X100
FOI=JRFIRMB D TTR 4 mARJRE /JRFEWINATO TTR 4 mEIREE
3 TTR ZEALED 32%LL B4 TTR B LZEL L2 & EHR

(€3 B2

1EmE

#77 IVAF TIR ORBEETHD 4 BIKD 2 SOV A m s U fEa

DS B 1 DICHEAT D Z L T4 BIERERELSE, T OMREER 02N

IS5,

(1) Invitro BERIZBWT, TTR & OFEAIZBE T 2 ff#EESLIE 2~3 nmol/L

(Kg)) F®154~278 nmol/L (Kg) T -7z,

(2) In virro FERIZIVT, BFAER V3OM KON VI221 58 TTR (3.6
umol/L) DEEMESA: T IZH1) DM AL A Il L. ZhZhicktd 5
ECsofifiiZ, 2.7, 3.2 % U'4.1 umol/L TH -7z,

(3) Invitro ARBRIZEBVT, BFAERL V3OM, VIRIZERER TIR #H+ 5t

b SEIZASE 3.6 % 7.2 pmol/L ZFRMT 252 Lick v, BHEICLD
4 TR O R A R BEARTF A B L7z,

(4) V30M LIS D% B A A3 D 45E > HERIR L 72 13 ASE 7.2 pmol/L

ERIMUIZ & A, 25 FOE R TIRFEC X 2 fiREEA Ml S e,

(AR BT 5BIEFER]
—Wk X7 7 IVAAT LI (Tafamidis Meglumine)
{b%4: : 2-(3,5-Dichlorophenyl)-1,3-benzoxazole-6-carboxylic acid
mono(1-deoxy-1-methylamino-D-glucitol)
431 : C14H,CLNO; + C;HsNOs
4yf-1 : 503.33
i
Cl

Cl

PR ARSI, AE~RILAORRTH D, Rt KEKBAZ 7 —v
ICIRIFIZ K, =& 7 =)L (95) IThBd TRz vy,

[(RIFVEDEE
RS TIRFT 5 2 &,

(28 #£]

B I e 20mg 14 1 7L (PTP)

(EX:3°49
1) #EPNEEL : SYT00040
2) #ENEEL : SYT00068
3) HPEEL - 420613
4) FEPNEE : B3461009
5) #EPNEEL : B3461010
6) L& EL : Fx1A-108C
7) N EL © SY100065
8) FEPEE} 1 10400, 11820, 400639, 400485, PF 06291826 07Febll_ 102042,
400476, 400689
9) #EPNEEL : Fx1A-107
10) +ENEEL : Fx1A-109
11) #EN#E ) : Fx-PopPK-001
12) tENEEL : Fx1A-105
13) #EN& ¥} : B3461010
14) Coelho, T., et al.: Neurology.79: 785, 2012
15) +ENEEL © Fx-005, Fx-006, Fx1A-201
16) #-NE B : Fx-550-006, Fx-550-005, Fx-550-001, Fx-550-004

[X#kEER 5]
[FFESCHR) IR OENERHZ S E E L TH FREICZFR TS0,
77 AP WEHERE X —
T151-8589  HURHBEA XA % K 3-22-7
TR A A YL 0120-664-467
FAX 03-3379-3053

€FED)
774 —#AsH
HOERBEA AN A 3-22-7



tafamidis

L8 IRFIE ()
1.8.2 ZhRE- 2R () , Mk HE (B) AKUZORERIL

TABLE OF CONTENTS

LIST OF TABLES
LIST OF FIGURES

1. 2hRE - 2D () KOHIE « FE (5) BB . ...ooieeeee e
L1 B0EE « 20 (52) JOVHEE « HIE (B2) oo
1.2. TTR O EACAENTEAD W2 L « FHBEDFERRIL ..o

1.2.1. FEIEHT — 21T HS < TTR ZETEAL oo
1.2.2. ERREBRRE RISV o 2hae - 2B LOHE « HEOBRERIL ..o
1.2.2.1. Fx-005 58 (OhE "7 & A6 HGER, V30M TTR-FAP BF#) o,
1.2.2.2. Fx-006 ik (S EIFEMIEREFER, V30M TTR-FAP BH) e,
1.2.2.3. Fx1A-201 #ABR (SMEFEEHEER, IE VIOM TTR-FAP fH) s

1.2.2.4. B3461009 78k (H AN 3 L OWME AR 23t 5 & L7255 1 AEEER)

1.2.3. Zhie - IRBLOHE - HEREDIRILOD E L8 e
LIST OF TABLES
Table 1. Fx-005 #RERIZF51F 25 8 EFD TTR ZZE(L DA MR 18 % A IKFo NIS-LL & TQOL

2a7PR=AFA P OELE TTEEM) s

Table 2. Fx-005 FBRIZH 1T D TTR ZEL (RELED SHEEMD OSYAZHEXME) oo
Table 3. B3461010 FABRIZH5 1T 5 tafamidis DFZIME (TTR ZE L=, NIS-LL, TQOL) ...
LIST OF FIGURES
Figure 1. 51 AR K ORER G RBR (Fx-002 #85%) T tafamidis |2 1 5 TTR 4 EROZEE

PFIZER CONFIDENTIAL
Page 1



tafamidis
1.8 IfscE (R)
1.8.2 Zhg-shk () , HE-HE () KOZORERIL

1. %088 - R (R) RUHE - AR (R) REBRL
1L.1. 3088 - R (R RUHE - AR (B)

BEE - AR (R
NI U AFA VFURIFEMET I v A FR Y = 20— 1 /3T — O R IR E O TN H]

Ak - & ()
WH, RACIZE 77 I PAA T L LTCIEROmg4a 1 B 1ERE A& 545

1.2. TTR OLEILVERICE S\ B - ARORERIL

tafamidis |X, P T AV A LFURIEEET S 04 RARY =2 —1z23F— (TTR-FAP) 2% L T,
ZORBOEITEIE] - BESEL 2 EAHNE LTWDHIEAITH S, TTR-FAP (ZAVHEETH
B 7%, lE O ERGCRER O I IO TIREETH 5, Lo - T, TTR-FAP ([Zxf9 2% Hik -
HEORE, EyBme (PK) %)% (PD) ORMRIEICX Y, TTR 4 BKOfREEAHET 2
FIEA5 1B O RN DHEE L, HEAICIE TTR-FAP #2515 & LR RBRO R R
HOXHELT,

1.2.1. BH2HT — 212 ES3L TTR ZE/b

%D B C tafamidis DY ENERBR 2 K L, 20mg, 1 A 1[AHFGICED, KEOHETEZ
HT&DLEEZLND TIR OLEMEANSELNIZZ LD, 52 fB X O 3 HRBRICBIT
LR HEZ20mg, 1 B 1EEEE Lz, KRRBOMREOERZLITFIZRT,

tafamidis 1%, TTR4 B&EICH D 2 DOV A a X A (Kd1=2 nM, Kd2=154nM) ®9HH
1 ODOH A X UEETNICHEAT S22 T, H2ICTTR4 BREZZE(LEIEDHZENTED
LHEENTWS, Lo T, ZBELERIC B tafamidis & TTR OE /L A HEE T 5 M8
NH5H,

tafamidis 23 ¢ 5- S 172 BE O MEERE 2 IV C tafamidis O R0 5 & 95 72012, TTR 4 &
ROLFELOFMIELZBRIE L, TOHEMMEEZREELT-, ZDOHEE, 48M ORFEHFET T2 H
MDA ¥ 2_X— MRS, RELEEICL > TTIR4A BEOBZHET 2D THSH, REIX
TTR B KA LS H L2 L2k, 4 BE~OFERERET S, LER-T, REFETT
@ TTR 4 EARO&IX, fREEOBHE L WHHET 5, ZOFMIFIEICL Y, tafamidis D 4 ERDZLE
EERE, B4R TTR & RA (V30M, V1221 72 EDF7 TTR ZBHRA) CRBRECTH D Z &M
B O NZ 2> TN D,

SMEIRERE RN & %G & L7255 | AR H A3 K OV # 538k (Fx-002 3ER) 123\ ¢, ERitsuEt
WEIEICEY, TTR OZEMMERZHEE LT-, FOfEE, tafamidis & TTR OF /L 1.2 UL ET,
tafamidis OZZE(LEANE R (GuEEIEIC L SDHE T, TTR 4 BIKOETF%DRX—A T A )
5 DIV % 5 A A U728 2.1~2.4 D : Figure 1) 12T 5 Z L AR SN,

—7J5, Figure | OF TR LT X 51T tafamidis 20 mg % 1 A 1 [BIKE 5 L7=1% O E #IREERF O
Cmin (b7 7¥#E) 1L 1.6 ug/mL (52 M) , Cmax (M EEE) (X2.6 pg/mL (8.4 uM)

Tho7=Z L& (FxIA-109 R BRDT—% K 0) |, SEF 23 77 ARt HEER (Fx-005 35) ©
R—=2R2 T A NZEIT D TTR BN 24.7 mg/dL (4.5 uM) ThHo7=Z &5, tafamidis & TTR
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tafamidis
1.8 IfscE (R)
1.8.2 Zhg-shk () , HE-HE () KOZORERIL

DFENLITIFIE 12~2 IS T2 EHET 2 Z LN TE, tafamidis20mg @ 1 A 1 [E#EHIZ XD
tafamidis @ TTR (2% 5 ZEAAER D EFIRBIZET 2 LSz,

Figure 1. 351 fAEEIR X UORERERBR (Fx-002 BB TO tafamidis 12 X 5 TTR 4 BIKDZE(L

20mg
min Cmax
250
L_E_R_E_RX_R & R E R R _ & E R ¢ ¢ ¢ B B 0 0 0 0 0 0 O O T | * ——————————— ‘---
NE 5
. ¥4 o 4, e
_______ 2v-w-t--34 e o tepit. AN N
2.00 IPE I ..gj >
— L J ’0 ” *
o >
5 * 5% ¢?¢ o | ¢
2150 ¢ g Sqod¥ o
[1:] ’ ’
o “ +* 9
5 0 s
G 190 A P
g s +
0.50 *
L
000 —*
0.00 0.50 1.00 150 2.00 250 3.00

fafamidis. TTR Flasma Ratio

tafamidis & B [EFE 72X E G Lctk, miFReE 4.8 MIRFEF T2 B A ¥ 2 _— ML, S&EHEET 4 B0 REHIE
L7z (Fx-002 3BR) . 458 (2.1~24) : HE SN2 ZEMMEROE TR, F#7 : tafamidis 20 mg % 1 B 1 BIKER S L
RFD tafamidis : TTR O E/VHIZ3T % Cmin & Cmax OHEE (BB 16 HlORER, FxIA-109 REBRRIGRESE), MK
BRFIZHT 5 tafamidis O HLEI G F 7 IIRER 5%, MAEEIE 48 MIRFEHF T2 HIA o F a~X— ML, %EHELETIE
ROBEEHE L7 (Fx-002 35%), Diff Baseline («S—Z 5 A o5 DE(LER) = (ZEM%D TTR 4 BEREE - R—25 4
DZEVER D TTR 4 BARFRER) x 100/X— R T A » DZEMER D TTR 4 BAIAFEE R,

1.2.2. BRERRBGE RICE SV %8R - IR B L UL - ARORERIL
1.2.2.1. Fx-005 R (NE7 7 2 HARHRABR, V30M TTR-FAP %)

AFBRIL, V3OM AR A HT 5 TTR-FAP JB#F | tafamidis 20 mg % 1 A 1 [ OELH Lz &0
BEMEB L OEEE 7T R L a5 18 » HE&R5- D% 23 FiBr & L CEM L7, 128
% (tafamidis £ 65 5], 7" 7 & AREE 63 ) MIRBRIEOF G545, 91 ] (tafamidis #f 47 fil, 7
TR REE4A4 ) (71.1%) NERBRZTE T Lz,

2 DO FERHGIE A O EMENT OFE R, ITT 24 (tafamidis £ 64 i, 7° 7 B AREE 61 #) (21T,
18 # HRRZIRBET RO IR Do T BE OES (NIS-LL i2) 13 tafamidis £ T 45%,
7T HREET 29.5% CTH Y (LOCF, p=0.068) , Norfolk Quality of Life-Diabetic Neuropathy (QOL-DN)
ERZEIZ L V5 TQOL A 27 ORX—R 7 A > )nh 18  HREE TONEZ(L &Y tafamidis
BEC20 (BEWHERRA23) , Y7 BAHTT72 (BEHERAE24) ThHho72 (LOCF, p=0.1) , ZD X
N AT TR BT A SN - 1278, tafamidis B TIE 7T B AREE L 0 EBEITER
D HNTWERE DN D7, "= T A THIIE L7z QOL DHEFFH BAF TH - 7=,

B NR—ZAT A UPBDNIS-LL 2 a7 OEALEN 2 R A > bRTEOHEEIC HEBEITRR L] LHE
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tafamidis
1.8 IfscE (R)
1.8.2 Zhg-shk () , HE-HE () KOZORERIL

AR AT RERRAT R R H (ITT 4EHID 9 5 18 % ABFD NIS-LL 22 7B L O'TQOL A =7 %
AL, 1BBRIEDARHFEDN 80%LL ET, BHRRIGRIEM B EFER DR > T2 T X TOHEHRE) T
X, 18 % AEED 2 SO FEHEFEAHIA B (22T, NIS-LL iR 1% tafamidis £ 60%, 7° 7 & REE 38%
THY, TQOL A7 DR—=RF A 5 18 5 ARE TOEE (/) " A HHE YRR )
(2O T tafamidis £ (0.1£3.0) T 7 BAREE (8.943.1) L W EALORREIN/ NS L, WEERICE
BERENRRD b (ENE4 p=0.04, p=0.045) .

I 51T, TTR ZEILMEANTED HLILT-RE & B Lo - E 2 DO G5HEITHEE)
DERA MBI 2 SO FIFEAGIE H OfFENTHE 51X, tafamidis B & 77 B RBEZ IS 1T 2 TS 51
—# L, TTR OZEN EGIMEORER & OBhEMEDS R X L7z (Table 1)

Table 1.  Fx-005 RBRITIIT 5 8 #RED TTR ZELDHERID 18 % ARED NIS-LL & TQOL
RATDR—RFA U bDOELE (TT£H)

TTR ZEfbf  TTR IEZE(LB  LZE(bhl  *t

(B 66 57 ez Bl
18 » H B NIS-LL O~_— 2l G415k 50 44
ATA D DOEE FEE (R 2.3 (4.4) 5.5(8.9)
R 1.0 3.2
i -4.5,19.8 -6.0,42.0
I/ ICEE £ fRYERRAE Y 2.8409 6.1%1.0 p=0.0152
95%{5 fH X [H] * 0.9, 4.6 4.1,8.1
18 % HFD TQOL A =7 O FHAlixI 5%k 50 44
R—=RT A hbOEbE FHE EERZE) 22(17.1) 7.1(23.9)
R -0.5 3.5
i -36, 54 -74, 65
I/ ZHCEE £ fRYERRAE Y 25428 82+3.0 p=0.1607
95%{5 fH X [H] * 3.1, 8.0 2.3, 14.1

a N—RATAUNOLOELREIGELEE LT, §#EED TIR ZELOFEE, FHliRS, Th o O EIEHZEEE, Wk
FEREBDFE LT, EAEEOISHEE 2 60E L KEERA D RET IS,

ARBUZ IS\ T TTR O EAE IR BEITIRIE O B2 TR T Ch v, 18 » AR
tafamidis £ 97.9%IZ TTR OLZEIERA RO b=, 77 BARFETIL TTR O EIEMIE
5N o7- (Table2)

Table2.  Fx-005 BRBRIZI1T 5 TTR ZE(L (ZEILEDORHEEMED 95%EHEX M)

tafamidis 77 R pfE*®

8 /N (%) 62/63 (98.4) 4/60 (6.7) <0.0001
95%f5 #H X ] (95.3,100.0) (0.4, 13.0)

6 % H I /N (%) 59/59 (100.0) 3/58 (5.2) <0.0001
95%f5 #H X ] (100.0, 100.0) (0.0,10.9)

12 % A /N (%) 47/48 (97.9) 1/50 (2.0) <0.0001
95%f5 #H X ] (93.9, 100.0) 0.0,5.9)

18 % H I /N (%) 47/48 (97.9) 0/44 (0.0) <0.0001
95%{E FE X 4] (93.9, 100.0) (0.0, 0.0)

n=TTR OZELIERNRD SNIZREBREL, N= FHilix 56145k
a. Fx-005 Bk 0 7" 7 v R & tafamidis BEO KB RIT HRELRIZONT, A ZFREEIT- T2,
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tafamidis
1.8 IfscE (R)
1.8.2 Zhg-shk () , HE-HE () KOZORERIL

(KR BAR &2 5 E TRV EFERIL, tafamidis A 39/65 1] (60%) 3 L O 7 B REE 43/63 151 (68%)
THIL L=, tafamidis BED 2%LL Ei _m&b%n MOT T RREELVBIROE N> T B EES
R, FE%DUL, VU, EREER, fRiEER KO Cch -7,

tafamidis #f 6 BIICEHERG EFERNEE LT (IFBHZICHRE LT-F2%2k<) , tafamidis £F 4
Bl (6.2%) DEEFRICLVFEGEZFIELT,

UbEDZ EnD, V3OM AR A2H T2 TTR-FAP BE KT 5, tafamidis20mg, 1 H 1 A& 5D
Bohtk, et KOREEREWZ LRSI,

1.2.2.2. Fx-006 RBX (JEHEREERBR, V30M TTR-FAP BE)

ABRTIL, V3OM Z #2467 5 TTR-FAP [B&F 2 x5 & LT, Fx-005 &R 18 » A RO KL%
S8 T LT #EBR# I tafamidis 20 mg 2 1 H 1[5 12 » H 5 Uiz, 85 BIDNABREED 54 521F
77 B (90.6%) HMEBREE T LTz,

RN FROFHMEIZ DWW TIE, T-T Ei‘ (Fx-005 #& C tafamidis D% 5- %252 1F, Fx-006 505 Thikie
L C tafamidis D& 5- %5217 7=8E) 2B DEEEITE CARMEHMEEB O 1 4 HH7=0 OB
(B3 CRAm) ARSI 18 » A [ (Fx 005 #kBR) L& 12 » AR (Fx-006 iAEk) Trei L7=, T-T
#FED NIS-LL, TQOL A =x7, L7NTsNDS 35 L UNI3INTSENDS @ 1 % H &7z OW-EJEALRIX

WT ORI BB W T HAETH 18 » AW &% 12 » A THEELL TEBY, AFF30 4 A F'Eﬁ
b= —B LR E R LT,

P-T #f (Fx-005 ikBk C7' 7 RO 5 %51F, Fx-006 ikl T tafamidis D 5% 51T 728F) Tl
tafamidis D 5-BHAAT 6 3 H 12 96.8%DHERF1Z TTR OZTEALIER RS B, D% bR é
7= (Fx-006 RABRD 12 % A : 93.3%) , Fx-005 A8k T tafamidis D&% 5-%%1F, Fx-006 iBR T
ke L C tafamidis O 5-% 51572 T-T BETIX, 51 & & @m0 EIE T TTR OZELIER B HERF &
iz (Fx-006 iRERD 12 » AW : 94.1%)

KRR 2 S E TX R WA EFESIT, T-T B 14/44 5] (31.8%) , P-T &f 18/41 il (43.9%) (ZFH,
L7z T-TEED 2%LL EICERD B, T-TREE P-T B THEFELOBHROENKE L, P-TH
DRBBRNE NS B EFRIL, A 7P (6.8%F LN 17.1%) , 58 (4.5%3 L 1O 14.6%) ,
R (23%BLN122%) 725 NTIREIEYG: (11.4%FB L V17 1%) Tholz, P-THOZNLD
HEFERREERIT Fx-005 kB 18 » HEH D~ 7?%?&5@! BIFLRBERLFRRECTHHT-
(ZNEI 14.3%, 19.0%, 4.8%F LN 12.7%) 723, KEB/OAEFERIIREF/-IIHEHEETH-
72o T-T BED 6 f1, P-Tﬁi‘@31§IJGZE,’§-%7‘£7(ET%$%%75§%§E%L7E75§, HEHRGUZ L /G R IEEA D
o T,

UbEDZ EnD, V3OM AR A2H T2 TTR-FAP BE T LT, tafamidis20mg, 1 H 1 A& 5D
MM OANE, ekl JOREEN RSN,

1.2.2.3. Fx1A-201 B (S EFIESKRER, JE VIOM TTR-FAP B¥)

AFABRClE, JE V3OM AR A 325 TTR-FAP BB % %[5 & L T tafamidis ® TTR OZEALIEH,
LR X ORAENER b ONCERIRAER RIS 2 2 R 2 st L7z, 25 1 B3 tafamidis 20 mg % 1
H1lE 6 AR A#KE L, &6 BIZEHERE ) TTR O E(L/EH MG H O miEHUE 4 58 L
7o 6 MORFEATE T LIoHRE 1358 2 Ml A, &t 12 » A# tafamidis 20 mg @ 1 H 1 [A]
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tafamidis
1.8 IfscE (R)
1.8.2 Zhg-shk () , HE-HE () KOZORERIL

WOz L=, 72771, & 6HIZ TTR OLZECIERNIRD SN o -k E 1T %
k3252 & & LT, 21 BIDNRERIEOBR 52517, 184l (85.7%) 23alBhz 52T L7,

TEIEEE TH D TTR OLEMERICHOWTIE, & 68121 19 FlH 18 41 (94.7%) , 6 » H
BREICIE 18 B4, 12 » HIRCIE 17 I TTR OLELVEANZRD B, tafamidis 2 {5
5925 Z L TTTIR OZEALERD e 35 Z E DR ST,

REEBR 2 G E TE 2WAEFGE, 821 41 (38.1%) IZHI LT, BHEETERIA L (10%LL
) BEFELIL, BE (23.8%, 104) , TH (23.8%, 61F) , MUEIm (19.0%, 41F) , &)
PEDFEV (14.3%, 81F) , MERINEER L OUEE (45 14.3%, 41F) , #f# (14.3%, 31F) THo
2o KEDOHEERRIL, BIEEITPEEE 72, 841 (38.1%) (2 13D EELHEERN
RO O, 1 FINEEFES (—RMENEDRIE) ICk o2 L, 26 (9.5%) T8 (IF
TAE 1 1B L ORFDIRAE 1 1) Z32iF B 7zdlctik L,

PLbEDZ &b, FEVIOM AR A4 5 TTR-FAP & 1% LCh, tafamidis20mg % 1 H 1 [
B ORMMOFENE, Rettl XORFEI RIS NI,

1.2.2.4. B3461009 3Bk (BAXAABIUHEARRRAZ R L L125F 1 HER)

H A A BEEERY AC tafamidis 20 mg, 40 mg &5\ ME 7 T R 2 a5 L7/ 85, tafamidis
oD I35 FP i — IR R T RS S8 X OY Cmax (3 40 mg £ COHIPHIZIB W CTIRIZHEOHEINHELF
LTHIL, E561240mg £ TCOLEEBIOREENRINT, £, TTR OLEMIEMIL,
MAEH tafamidis J£ & & TTR OFE/AAIFIT 1 L ETEFICE LTz, ARBRTIHEE L, SHEA
fEHE AR I tafamidis % #5- L 7= OFYEhieds L OV TTR OZEALERIZ BEARAN S B L Tz,
IS OEYERER LN TIR OZEMOFERIL, ZHE TICE S - E AR R L 38
LLLTu=,

KRB Z MDA ERGUL, tafamidis 20 mg FEDOAME A 3 HilH 2 B FEEL L 78 D 5EYFE 2
HOHZTHoTz, ZNOOHFEL, RRIEE ORRBARE SETE RV Sz, £/, K
RBRIZBWNT, FEL, EELRAEFSE, AEFRICLH2HILERD bR Tz,

PLE, BARNESNEANTIEYERER KON TTR OZE(LIEH 72 & N ZAMEIZH & 7o FHiE 1 33
DHIRNT LRI, AAN TTR-FAP E& 1Tk L CTHME AL & [FERIZ tafamidis 20 mg,
1 B 1 EERG O LOLEENRBO b s EHEM L7z,

1.2.2.5. B3461010 3Bk (ENIESKRMER, V30M I X UIE V30M TTR-FAP BF)

2011 4 11 A6, HARAN TTR-FAP f£35 (V30M 3 X OFE V30M TTR-FAP [£55) 10 il 2%t 5 &
LT, AHI20mg 1 H 1 [FI#E5 8% D TTR O E M2 FEFIE B & L, SE ERR SR (Fx-005
#BR, Fx-006 &k, Fx1A-201 #BR) & REROAZMEFHMIE B 3 L VLM O RN 2 B EEGE
HE L7253 fHakBr (B3461010 ABR) % Efi L T\ 5, LLTIZ, T _XTOHERE NARERD 52
HERFORME 258 T L7 E TOREREZ R,

FEIHIE H Td 55 8 HIFO TTR ZEKIC OV T, X CORBRE T TTR ZE(LAEH
BN, £, #5 26 B LU 52 BEFCEHEWNTY, Z2RENTXTOHBRE B L 910

P REACED 2% LA TZEERH Y | &HE
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tafamidis
1.8 IfscE (R)
1.8.2 Zhg-shk () , HE-HE () KOZORERIL

1T TTR ZEALER kR L TR HT=Z £ 005, TTR BELERII RN ERFICB VT
MEER SN D Z LR ST,

BIREHMIE B Td % NIS-LL 3 L O TQOL O 5- 26 #HKE72 HTNT 52 HKFIZEB T HX—AF A4 >
7b>%0>¥i’3’7rﬂzgi ZTNEN206 BELO11.8 725N 3.62 BL 9.1 TH-o7=, £7=, NIS-LL

2B LT 5 26 B RFRS I OY 52 S BRI BAET T 3588 B /e 0y o TR E OEIG 11X 80.0%3F L Y
60.0% CdH 7= (Table3) .

Table3.  B3461010 RERIZ 1T 5 tafamidis DFEZME (TTR ZE{LE, NIS-LL, TQOL)

TTRZ ELHE NIS-LL TQOL
R\ MERARES | SMERF  26IHEF 520 EE BL S DA L& BL S DA L&
(%) (%) (%) BL 263 I 523 IRf B 263 IRf 523
V30M BE 131.5 129.3 141.6 0.0 0.0 0.0 8 4 -5
V30M #ZHE 44.4 101.6 28.4 14.8 0.7 0.8 65 -4 9
V30M Mk 178 89.2 102.7 35 -13 -1.0 28 -6 -14
V30M Bt 99.8 126.4 81.4 113 0.8 1.8 46 33 23
V30M E-qks 196.4 246.3 152.6 30.3 -1.1 1.7 105 7 4
V30M B 165.3 129.7 123.6 0.5 1.0 6.0 4 8 11
S77Y B 352.5 401.1 328.4 19.0 16.3 10.4 51 54 26
V30M B 195 2473 126.9 28.4 6.4 10.6 81 28 21
V30M BE 166.9 204.5 98 36.8 3.3 -0.3 83 -5 11
V30M B 148.5 285.5 259.1 255 1.1 6.3 58 -1 5
REa) 167.8 196.1 1443 16.99 2.06 3.62 529 11.8 9.1
(EHERZE) (79.81)  (99.62)  (87.65) | (13.143)  (5.565) (4.374) (32.76)  (20.01) (12.49)

a. V30M : 30 BHONY U R AF A= 2@, STTY : 7T ZBHO® Y vidFr v B
BL: XR—ZAF A

AFRERICI T D tafamidis & OERIEERZ D72 WEERGIE, 10 HleF TS99 HEEL, WTh
HIREEIIIFEEThH oo, EREEFREZMDRWEEFEER Q HILLE TR LTEFR) 13,
AR 4 451, SRRBRZE, AMEPEMR R L OBRME (% 3 61) , O, W&, AREEHER L O TR

(%260 Thol, REBFREZLE TERWAEFRGIL 10 G 1 B TREL L 728 o b A fE
RIEOARTH T, EERAEFRITAH]S5 4 GREMMZ 3 6], BB LIOE 3 EEYE
1) 3G Sy, WIiLh tafamidis & ORRBMRITEE SNz, 7ok, AEFRICEDT
13 L OSBRI P o I3E S e o7,

U bED X 51T, AARANTIR-FAP BEITHT A4 20mg 1 A 1 [BIFE5ICXD, 8 KR LT 26
HIFTOFTRTOERE TO TTR LZE(LIEA, 1LV 80%DHERAE T 26 HFE7/2 & NZ 60% D
PR T 52 WRFIZ 31T DR BEITOMBIZRITM X, ZRVEDHER I N,

1.2.3. Zh8E - ZhRB KO - AEREORALO L LD

PlbEo LBy, BINAGRHAELZHAWT, BARARBAN TTR-FAP BE kT 268900, ZaMEB &
DAEMEPHER I N Z &, HAAN TTR-FAP B (2% 9 % tafamidis 20 mg ™ 1 Ei 1 [ElfE
Be50%, AMNERBR TR ENTHER & FERIZ, TTR-FAP ORMHREEOEI T2 S8 5 L& 2
Hiviz,
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tafamidis
1.8 IfscE (R)
1.83 il EoEE (%) B LOZEORERN
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tafamidis
1.8 IfscE (R)

1.83 il EoEE (8) BILOZE O TR

1. EALOER (R) BXUEORERIL
L. A EOERE (B) BIUEORERL

EH EOER (5 1%, Pk 94 4 H 25 AATHRIEN 606 75 /2 A48 58S Jay o Jan TSR 1= S8 a8+ 3¢
EORLHEFZ OV T, [A AAHRIER 607 52 AE S8 R Rl R E H dh O ff ] _E O IR RLH

BEAE|Z SN I HERL U, AH] o0 E NS RS BR i 5 -
Data Sheet (CDS) 35 X OWRM RS R 2 2 B 123 E

X E

OIERGRRABR RS, 7 7 A P —4LD Core
L7z,

fEH EoEE (%)

AEARML

[#E RoOBHFITBRELRNZ L) ]
AAHN DA% LI EOE OB EIE D & 2 B

ARHFND R % Ui BUE DBEEIE D & 5
BTk U TIE, AFIBEIC L0 @ EE
RBT H AN H 5728, CDS 123k

DERE LT,

. [2h8E - ZIRICEIE T SR EoBE]

L IR ORWER (TICH I LR B )
(BT DA RIE R ORI TRET LTy, [
PREAER T OB D 7200 ]

2. T URIFA LT LD VIOM ERILS DI S |
A3 2 BECEBT 2HMER O 2T L T

boonRvy, [ERIREER T oM RER VD 72 ]

3. PR R DA SIS 1T D A I K OV VRV RS

L LTy, [ERRRER T OB 2]

[E A C I S 7o B IRRRER I 3 T

| EEEOEEE (Stage2 L) BROY
U IV3OM LIS DR R EFT 5 BE~DFKE

FEBRIZIR DT WD T2, LaVERElR D

VLS BERTE LT,

Tttt (IFBMEERZ &) O~-HFIC
KA P b LToEBRIT A0S, TR AmiR

| pEFICB VT, B TTR B0 7

I A RORMEFRE~DILRE D3R % 123t

T A EARG Y, RGO BEE A

BRI 5 I N5 A REMEIT R E TE 2\
WRTE LT,

1. HERE ROBEIIEERIRETHZL)
HEDOITRREIES O & 5 B [ R 720,
WEiel OESH) ]

(15

HEFEREREE A2 AT 2 BF 2OV T
B 2N &, 2 BN CDS B X
OBRIN AT SCFELT I8N T b HEE D TR BE
EEBREICBW TR SN TRV E
BT INTWDH =D E LT,

2. BIYEA

NERRRBRIZ I 1T 5 e 2 VEREM 261 10 B, BIVE
i (BRI 2 &) OFBIEFIE 1 41 (10.0%) .
WRER TH - 72,

HMEER BRI 5 1T D R VEREfxF G251 127 B+ BIE
I (BER MR RS 25 Te) ORIUEHNL 67 1 (52.8%)
Tholz, FRBEWERIZTFHL, FH., REEGE 10 61

(7.9%) . W&t 8 5 (6.3%) . VUl 741 (5.5%) T
bHot-, KiRK)

[E PN CFhE S - BEERER 1 56k
[B3461010 3k (HRI#iE - &5 52
HETHT—%) 1 OfRB IO ET
it S A7 B REER 3 3B [Fx-005,
Fx-006, Fx1A-201 5B ] OOFAfRATHE H
ICHESERE L,
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tafamidis
1.8 IfscE (R)
1.83 il EoEE (%) B LOZEORERN

A EOEE () X AR L
1) £DfoEIERA B PNA TR S - ERR R 4 38R [
5% ] 1~5%T 1% AT EIG R tBR © Fx-005, Fx-006, Fx1A-201
jresen [ElstEeD F 0, IR IR, SHIRIEIE, SRR, | |SRER, [E NGRS : B3461010 iBR (h
_ PR BONCT. MIRINE  Imss - 05 52 R E COF—4) ] 0
il T TRER LR, BY BEARATRE S S & BN [5%
5 e (S5O, T |, sk, s, || AT TIOEAE SYRi L TLOA)
7 % IR, e @%’JVEFH%MedDRA DB L5
W, S A
i JRIMERIINRE, &
o Loo< 0, WEk, &
PSR VIREIASEON, | s sk, mIsIER,
SRR o
TN PRI LT, 22| e, a2 eI,
BB W70 7 R SRR, A S
FE, T 0y 7 R, R
Bk, BBV IR,
ey g D ICREL, | P, S, dd, i
MRy (I, TG P, 9
M, R, GRRL |EEds, RAKEGE, TP
i
- e | B, BV ML
) ONG, R y .
, i eiolll VBN 2 TN TS
\ . [F0d M-EE:
(i [ e, GUYIEAL, R,
TR ST, A T ki, wmEiEn E 0, F
e (O
T b
W B o
v | R ; SRR ) v A, R,
ﬁ%gzﬁ DEAE R, R
- BERE, J695, 1| RRU:PE Y E iy, DU,
i g 2 ARILENE, HHB
A v TN R R,
. Lo |V oNE, i LA
Z o A e [E—atiin, 7 % b3
A 9N FuL WL, BER, B
%, KEWD, FRVEIEIE
3. BpE~OHE E NS CHEM S - ERRERICB VLT,
— R SIS TITAEFENME T L TWAD T, B S BRE ~O KK O 58881307 <,
DOIREEZBE LN O&REG9 52 &, HEHARBRAD 7| ElmaE T — e A RRERE MK T LTy
W, ( TEREhE ] OES) ] HZLEMNEBNT L CDSICEDSEXRTE
L7,
4. i@, iR, BLES~os ENAC M < - R R IZ BV T,
Q) & b, PENT, RHMIIAR KRG LTk
FRETFORGIZET A2 LRI L TV WO T, FE BRI nwZ Ens, 7y PRI
I X ATEERE U CW A AREME D & B im AT, 18 EOF |2 AW - JEERRBR O IC D X R E
WHENERRMEZ D W S A58 0s&EE5d (L,
HZl, £, ARNOWER LA ZE L, KFlO#KE
HAR P e O e 5% 1 0 AN, TR T A AlRettb D b
Y AN Be EIbAS ia et o s I N et =+ = & b Nl
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tafamidis
1.8 IfscE (R)
1.83 il EoEE (%) B LOZEORERN

R EOEE (R) B TE AR
iR D W X% AW EZBRICB W T, BRRIEEE RO 2.9
5 DBEFEIC L 0 IR OB AT B OV RO 58 A D
BEEEHIINANERD &2, JR IR D AELFER K OMRE O & ]
HENTWD, £, HIRLKORA T v MRS
2O 12 FU EICHY T I HEOREIZED, méﬁ@
éﬁ#&@%i@ﬁm PERCADIREIE, 738 - GBS
NRD BN, ]
(2) T
IR O NI AR B G5 i3zl e S5 2 &,
(B EER (7 v &) THIFFIIRBATT 2 2 EAHES

n<Tnsg, |

5. NRE~D#E [E N4 CERE S LR RBRIZ BV T,

IRHAERER, FER, AR, S U NSk 2 2/ NEEE AR 2 ¥ 5 LRty
APEIIHENT LTV RV, L FRRER S 220 ] L, CDSICEESEHRE LI,

6. BA ELOEE FRANAZ S

FEAAZ TR - AARGSKHARES O H R LY EE

PTP Gl2EDIEANL PTP v — oW HH LU CIRMT % |& LT, ERNOFE— Lxnic ko x
KofEE4 5L, [PTP v — FOREMRICE D, BV FEE Lz, (CFEpk 8 4£ 3 A 27 B H 3K
FERDNEE KA~ L, BT AL 2 2 L CHERSTR| RS 240 =)
REOBERERAGIHEELIFET D Z MBS Ty [IRATEE

%o ]
AR B
AFNIMEEFICRA S5 2 L, CDS (LS ERE LT,

1.2. BI{EA

[EINAFC3hE S 7= BRI GER 4 58k [FMEEGAGSR © 155 No.Fx-005, Fx-006, Fx1A-201, [EWNEEK
B : 785 No.B3461010 (PR - &5 52 @ E ToT—%) ] IZB W T3 L7-RIWEH % Table
1IZR LT, BIWER HEEIX MedDRA/ 15.0 & HV 7=,
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tafamidis
1.8 IfscE (R)
1.83 il EoEE (%) B LOZEORERN

Table 1.  BIEF£RE  AAEBHEKRB (Fx-005, Fx-006, Fx1A-201 3RBY) B L OENEKRZRE [(B3461010 RBx (55 2 B EIH4L) ]

Fx-005 Fx-006 Fx1A-201 S+ E R RS 5 B3461010 ENA R BR A 3
B (N =65) (N = 85) (N =21) (N=127) (N =10) (N=137)
BIVEF HEE B3k % B3k % B3k % LR % ik % %K %
39 60.0 32 37.6 8 38.1 67 52.8 1 10.0 68 49.6
R 5 7.7 4 4.7 1 4.8 10 7.9 10 73
[FTHAPE 8D F 4 6.2 4 3.1 4 2.9
MR 3745 1 1.2 1 4.8 2 1.6 2 1.5
AR 1 1.5 1 0.8 1 0.7
T IR AE 1 1.2 1 0.8 1 0.7
g 1 1.2 1 0.8 1 0.7
KT 1 1.2 1 0.8 1 0.7
HHE A MEE 1 1.2 1 0.8 1 0.7
JF sk 1 1.5 1 1.2 2 1.6 2 1.5
i E5 1 1.2 1 0.8 1 0.7
JFIE R 1 1.5 1 0.8 1 0.7
il - BHER 12 18.5 5 5.9 3 14.3 19 15.0 19 13.9
RAfiZ 2 3.1 2 1.6 2 1.5
RA i 1 1.2 1 4.8 2 1.6 2 1.5
7 P 3 4.6 3 24 3 2.2
7 PO 57 2 24 2 1.6 2 1.5
MR 2 3.1 2 1.6 2 1.5
i 1 1.5 1 0.8 1 0.7
iES 1 1.5 1 0.8 1 0.7
IR 1 1.5 1 0.8 1 0.7
BT 1 1.2 1 4.8 2 1.6 2 1.5
VU fE e 5 7.7 1 1.2 1 4.8 7 5.5 7 5.1
A 3 4.6 3 24 3 2.2
Jde 1 1.5 1 0.8 1 0.7
IR 1 1.2 1 4.8 2 1.6 2 1.5
PR UL ERBEINE 1 4.8 1 0.8 1 0.7
2 1m 1 1.2 1 0.8 1 0.7
e 5 7.7 4 4.7 9 7.1 9 6.6
LoD 1 1.5 1 0.8 1 0.7
WHEH 2 1 1.2 1 0.8 1 0.7
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tafamidis

L8 IRFIE ()

1.83 il EoEE (%) B LOZEORERN
Fx-005 Fx-006 Fx1A-201 A4 E AR ER G F B3461010 [EN S IR R A 5T
PRE M (N = 65) (N =85) (N=21) (N=127) (N =10) (N =137)
mIVEH HEE B % %K % B % 1%k % LB % 1%k %
39 60.0 32 37.6 8 38.1 67 52.8 1 10.0 68 49.6
RAE S 1 1.5 1 0.8 1 0.7
1 R BE 1 1.5 1 1.2 2 1.6 2 1.5
NS 3 4.6 3 2.4 3 22
[P 1 1.2 1 0.8 1 0.7
EIE=X TS 1 1.2 1 0.8 1 0.7
JEAS 1 1.5 1 0.8 1 0.7
THER A 5 7.7 7 8.2 3 14.3 14 11.0 14 10.2
JEE N EAR = 2 3.1 4.8 3 2.4 3 2.2
& I 1 1.5 1 0.8 1 0.7
EWT7 vy 2 2.4 2 1.6 2 1.5
SIS R 1 1.2 1 0.8 1 0.7
D PEBR 1 4.8 1 0.8 1 0.7
DERIE 1 1.2 1 0.8 1 0.7
B afiJ 1 1.5 1 4.8 2 1.6 2 1.5
BNk 1 1.2 1 0.8 1 0.7
REERR 1 1.5 1 0.8 1 0.7
BE7ay 1 1.5 3 3.5 4 3.1 4 2.9
HAL2R 21 32.3 8 9.4 4 19 33 26.0 1 10 34 24.8
L 4 6.2 1 1.2 1 4.8 6 4.7 6 4.4
GES 1 1.2 1 0.8 1 0.7
B A E W R 1 1.5 1 0.8 1 0.7
HiFK 1 1.5 1 0.8 1 0.7
T 6 9.2 2 2.4 2 9.5 10 7.9 10 73
B3 1 1.2 1 0.8 1 0.7
EaPRSS 1 1.2 1 0.8 1 0.7
AR R 1 10 1 0.7
WAL EBh R 1 1.5 1 0.8 1 0.7
HILRE 1 1.2 1 4.8 2 1.6 2 1.5
REE R 5 7.7 1 1.2 6 4.7 6 4.4
BIER 1 1.5 1 0.8 1 0.7
BARIHER 1 1.5 1 0.8 1 0.7
AR 3 4.6 3 24 3 22
& 2 3.1 1 1.2 3 2.4 3 2.2
PFIZER CONFIDENTIAL
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tafamidis

L8 IRFIE ()

1.83 il EoEE (%) B LOZEORERN
Fx-005 Fx-006 Fx1A-201 A4 E AR ER G F B3461010 [EN S IR R A 5T
PRE M (N = 65) (N = 85) (N=21) (N=127) (N =10) (N =137)
mIVEH HEE B % %K % B % 1%k % LB % 1%k %
39 60.0 32 37.6 8 38.1 67 52.8 1 10.0 68 49.6
{51 1 L5 1 4.8 2 1.6 2 L5
M i 4 6.2 2 24 2 9.5 8 6.3 8 5.8
HTFH H i 1 1.5 1 0.8 1 0.7
AP - SRR 12 18.5 8 9.4 6 28.6 25 19.7 25 18.2
5 oY 2 3.1 2 1.6 2 1.5
FLERRR 1 1.2 1 0.8 1 0.7
— R b I FE A 1 4.8 1 0.8 1 0.7
TR 1k AN REE R 1 1.2 1 0.8 1 0.7
IR RIEEN 1 1.5 1 0.8 1 0.7
JEE SRR 1 1.5 1 1.2 2 1.6 2 1.5
Wy x| 1 1.5 1 0.8 1 0.7
BRAR LT 2 3.1 2 1.6 2 1.5
fEE AR 1 1.5 1 0.8 1 0.7
BERR 1 1.2 2 9.5 3 24 3 2.2
KA 1 1.5 1 4.8 2 1.6 2 1.5
LGS 1 1.5 1 1.2 2 9.5 4 3.1 4 2.9
BIEpR 5 7.7 4 4.7 1 4.8 10 7.9 10 73
AHRAE 1 1.5 1 0.8 1 0.7
FREhE D F 1 4.8 1 0.8 1 0.7
Sl 1 4.8 1 0.8 1 0.7
AR - Gk 11 16.9 4 4.7 1 4.8 16 12.6 16 11.7
Y FEERIE A oY HE 1 1.5 1 0.8 1 0.7
i pR 1 1.2 1 0.8 1 0.7
JRPA 1 4.8 1 0.8 1 0.7
PR &G 8 12.3 2 2.4 10 7.9 10 73
)] S N 3 4.6 3 2.4 3 2.2
e e e 1 1.2 1 0.8 1 0.7
& 6 9.2 3 3.5 9 7.1 9 6.6
YRR R 1 1.5 1 0.8 1 0.7
VU S g 1 1.5 1 0.8 1 0.7
BRI A R 1 1.5 1 0.8 1 0.7
B ENE 1 1.5 1 1.2 2 1.6 2 1.5
WG 1 1.5 1 1.2 2 1.6 2 1.5
PFIZER CONFIDENTIAL
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tafamidis
1.8 IfscE (R)
1.83 il EoEE (%) B LOZEORERN

Fx-005 Fx-006 Fx1A-201 A4 E AR ER G F B3461010 [EN S IR R A 5T
FRE (N = 65) (N =85) (N=21) (N=127) (N =10) (N =137)
RIVEH HEE GIES % Bil%k % GIES % %k % GES % %k %
39 60.0 32 37.6 8 38.1 67 52.8 1 10.0 68 49.6
FERE IR 2 1 1.5 1 1.2 2 1.6 2 1.5
B 1 1.5 1 0.8 1 0.7
Z D 9 13.8 4 4.7 1 4.8 14 11.0 14 10.2
A7 W 2 3.1 1 1.2 3 24 3 2.2
A TV U PRRIR R 1 1.5 1 0.8 1 0.7
VR E 1 1.2 1 0.8 1 0.7
fd = v A7 a— L 1 1.5 1 0.8 1 0.7
A7 A F 2T 1 b 1 1.5 1 0.8 1 0.7
PE RS 1 4.8 1 0.8 1 0.7
LA 1 1.2 1 0.8 1 0.7
R 1 1.5 1 0.8 1 0.7
FEEL 2 3.1 1 1.2 3 2.4 3 2.2
FRAYPETR R 1 1.5 1 0.8 1 0.7
% J)E 1 1.5 1 4.8 2 1.6 2 1.5

S EERARRBR A FE - Fx-005, Fx-006 (Fx-005 5B&0 56 OIER) , Fx1A-201 SBROWT N OFRER T tafamidis & 1 [FILL L 5 S - gaE oA (EEZR L)
EPNAERRRBR A # © Fx-005, Fx-006 (Fx-005 :BR75 DIER) , Fx1A-201, B3461010 SBROWFN2>DFRFR T tafamidis 2 1 FILL EFR G S -WBRE O & (HEEZR L)
ZEMl - BB L

N : tafamidis #5-1

PFIZER CONFIDENTIAL
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tafamidis

1.9 A FRICER D 3CE

1. —REOA TR D XE
1.1. JAN
BT 7 IVAAZI L ATVRRAFES 1T ERFEAI0SITHIZIC LV LT O L ) i@k sh
7
—RHIA TR
(AA%) 277 IVAAT NIV
(& 4,) Tafamidis Meglumine

1.2. INN

tafamidis({&r-INN & L CWHO Drug Information, Vol. 24, No. 1, 2010 (List 63), P. 75(ZUX#E 41TV
%o
i 4, : tafamidis

& %% 4 : 2-(3,5-dichlorophenyl)-1,3-benzoxazole-6-carboxylic acid

PFIZER CONFIDENTIAL
Page 1



HMABEIRE 0517H 1 5
Wk 24 4 5 H 17 H

FEM A TER (R) & &

[l

JEA G B 1= S i R A A B AR R

=1

= H 5 O — R FRZ DN T

TR OWTI, TEHEHO—BEIAFROEHNIOWT CEAR 18 423 H 31 HIE
BRE 0331001 SEAFEE ERE M REER) IFICLVROF->TNDHEZAT
HDHN, AR, BPECET D ERSEROLAF (LT TTAN] &V )H,) 1220,
BIIZHRO LBV EDT=OT, | THO L, EE TEREFICEMT LA L
UV AN

B, AMELICHOWTIE, AARBEEMEEESH THEM LTSI EEH LKA
60



IR

BFE1 INN & OESHENPROIAAREEOHS LD
(SEak 18 £ 3 A 31 AERFERRE 0331001 =E4HEE E%ﬁnﬁ%@‘ﬁf_ﬂﬂ%&n
WZARTRIER 1)

RiFET 23-4-A2
JAN (RA4) : A% FUgERE
JAN (3£ 4) : Methadone Hydrochloride

R UGS BRLE
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Bz 2 INN I SN0 E ORPEICEIT 5 EERL—EHNLH
("FRE 18 42 3 A 31 BEAFHEIRE 0331001 B EA B BEEE AN SEEEHEE B
R TRIE 2)

BekE T 23-4-B7
JAN (BA&%L) : #0F F—IERE
JAN (¥ 4) : Tapentadol Hydrochloride

HFET 23-4-B8 - :
JAN (BA4L) : ZILVR MY F—AkFu
JAN (& 4) : Calcipotriol Hydrate
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BgEE 23-4-B9
JAN (BARAL) : Ly _F=F A ERE
JAN (Z #4) : Lenvatinib Mesilate

_0 N

HsC

HzN
¢ H,C—S0O4H

BHEE 23-4-B10
JAN (BA%L) : F 77 IVAXITAIY
JAN (3= 4) : Tafamidis Meglumine

Cl ‘
O
L,
0 CO,H
cl

BT 23-5-B1
JAN (BFA) . A7 7V 7Py vwr/rlyv
JAN (Z& 4£) : Ipragliflozin L-Proline
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BT 23-5-B3
JAN (H&Z) . 7VAY A=Y (BEFHEEZ)
JAN (ZE 4&) : Alemtuzumab (Genetical Recombination)

(AR

EE _
Alemtuzumab is a recombinant humanized monoclonal antibody composed of complementarity-determining
regions derived from rat anti-human CD52 antibody and framework regions and constant regions derived from
human IgGl. Alemtuzmab is produced in Chinese hamster ovary cells. Alemtuzumab is .a glycoprotein
(molecular weight: ¢a.150,000) consisting of two light chains (k-chain) with 214 amino acid residues and two
heavy chains (y1-chain) with 450 amino acid residues.

B A4 :

T LAY AT, BEFERZE HI:%/%:—%I/ AETHY ., 7 Mk b CDs2 Hilkoad
PERLESS, WNCE b 1gG1 D7 L—A U — I HECERENERE, TLVAY XTI, Frif=
— AN R Z PRI XD EEEEND, T LAY XTI, 2014 HOT I JBEENLARS L&
(k) 201 & 450 DT I JBEBRENDRDZHE G180 2 HF0LRDEE 08 (hFE:
# 150,000 THD,
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[7 3/ ieid %]

L 34
1-50

51-100
101-150
151-200
201-214
H 8

1-50

51-100
101-150
151-200
201-250
251-300
301-350
351-400

401-450

DIQMTQSPSS
TNNLQTGVPS
GTKVEIKRTY
DNALQSGNSQ

LSSPVTKSEN

<QVQLQESGPG
IRDKAKGYTT
EGHTAAPFDY

KDYFPEPVTYVY

Alemtuzumab O 7 I/ BEEZF|

SASVGDRVT LITCKASQNID KYLNWYQQKP

RESGSGSGTD

AAPSVFIFPP

ESVTEQDSKD

RGEC

LVRPEQTLSL

EYNPSVKGRYV

WGQGSLVTVS

SWNSGALTSG

FTFTISSLQP

SDEQLKSGTA

STYSLSSTLT

TCTYSGFTFT
I

I
EDIATYYCLQ

SVVCLLNNFY
{

GKAPKLLIYN

HISRPRTFGQ

PREAKVOQWKYV

LSKADYEKHK

DFYMNWVYRQP

|
VYACEVTHQG

PGRGLEWIGF

TMLVDTSKNQ

SASTKGPSVF

VHTFPAVLQS

FSLRLSSVTA
PLAPSSKSTS

SGLYSLSSVY

I
ADTAVYYCAR

GGTAALGCLY

TVYPSSSLGTQ

|
TYICNVNHKP

PKDTLMISRT

NSTYRVVSVL

QVYTLPPSRD

VLDSDGSFFL

H&Q1: ruliLsy I g

L £ C214-H 4 C224, H & C230—H #{ C230, H §4 C233—H §4 C233 :

Galo_z

SNTKVDKKVE

PEVTCVVVDV
I

PKSCDKTHTC

SHEDPEVKFN

TVLHQDWLNG

ELTKNQVSLT

YSKLTVDKSR

;
KEYKCKVSNK

CLVKGFYPSD

I—I

WQQGNVFSCS

PPCPAPELLG

WYVDGVEVHN

ALPAPIEKTI

[AVEWESNGQ

VMHEALHNHY

DANT 4 FEEE

Alemtuzumab @ﬁii%ﬁﬁﬁ%ﬁ

(B1-4)GIcNAc(B1-2)Man(o. 1 —6)\
Man(B1-4)GIcNAc(B1-4)GIcNAc
(B1-4)GlcNAc(B1-2)Man(a1-3)7”

5/6

Fuc(c1-6)

GPSVFLFPPK
AKTKPREEQY
SKAKGQPREP
PENNYKTTPP

TQKSLSLSPG



BRixEE 23-5-B4
JAN (ARL) : 7 RAF7 /%P
JAN (ZZ 4) : Dexrazoxane

0
HLNH
OY\N/XN\/&O
HNT]) H GHg
r
BEE T 23-5-B5

CJAN (AAFR4%L) : €77 a—A s 7 o= VERE
JAN (Z& 4) : Vilanterol Trifenatate

Oy
[ O COH
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WHO Drug Information, Vol. 24, No. 1, 2010 Recommended INN: List 63

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 63

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/ERC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-101) and Recommended (1-62) International Nonproprietary Names can be found in Cumulative List
No. 13, 2009 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 63

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/ERC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L’inclusion d’'une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-101) et recommandées (1-62) dans
la Liste récapitulative No. 13, 2009 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 63

De conformidad con lo que dispone el péarrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resoluciéon
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9); Resolucién EB115.R4 (EB115/2005/ERC/1)], se comunica por el presente
anuncio gque las denominaciones que a continuaciéon se expresan han sido seleccionadas como Denominaciones Comunes
Internacionales Recomendadas. La inclusion de una denominaciéon en las listas de las Denominaciones Comunes
Recomendadas no supone recomendacién alguna en favor del empleo de la sustancia respectiva en medicina o en
farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-101) y Recomendadas (1-62) se encuentran
reunidas en Cumulative List No. 13, 2009 (disponible s6lo en CD-ROM).
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Recommended INN: List 63 WHO Drug Information, Vol. 24, No. 1, 2010

Latin, English, French, Spanish:

Recommended INN Chemical name or description; Molecular formula; Graphic formula
DCI Recommandée Nom chimique ou description; Formule brute; Formule développée
DCI Recomendada Nombre quimico o descripcion; Férmula molecular; Férmula desarrollada

acidum obeticholicum
obeticholic acid

acide obéticholique

acido obeticdlico

acidum tiomolibdicum
tiomolibdic acid

acide tiomolibdique

acido tiomolibdico

afacifenacinum
afacifenacin

afacifénacine

afacifenacina

6a-ethyl-3a,7a-dihydroxy-5@-cholan-24-oic acid
acide 6a-éthyl-3a,7a-dihydroxy-5B-cholan-24-oique
acido 6a-etil-3a,7a-dihidroxi-5B-colan-24-oico

Ca6Has04

dihydrogen(tetrasulfidomolybdate)
tétrasulfidomolybdate d'hydrogene
dihidrégeno(tetrasulfuromolibdato)

H2M084

(4S)-4-phenyl-3-(1-{[3-(trifluoromethoxy)phenyl]methyl}piperidin-
4-yl)-3,4-dihydroquinazolin-2(1H)-one

(4S)-4-phényl-3-(1-{[3-(trifuorométhoxy)phényllméthyl}pipéridin-4-yl)-
3,4-dihydroquinazolin-2(1H)-one

(4S)-4-fenil-3-(1-{[3-(trifluorometoxi)fenillmetil}piperidin-4-il)-
3,4-dihidroquinazolin-2(1H)-ona

42
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ClsH20C|N505

NH,
cl
NZ N\
\©\/\0)\\,| N>
HO
o

OH OH

sothrombomodulinum alfa #

sothrombomodulin alfa soluble mutated human thrombomodulin
[388-leucine(M>L),456-glycine(R>G),457-glutamine(H>Q),474-
alanine(S>A)]human thrombomodulin (fetomodulin, CD141)-(4-490)-
peptide, glycosylated

sothrombomoduline alfa thrombomoduline humaine soluble mutée
[388-leucine(M>L),456-glycine(R>G),457-glutamine(H>Q),474-
alanine(S>A)]thrombomoduline humaine (fétomoduline, CD141)-
(4-490)-peptide, glycosylée

sotrombomodulina alfa trombomodulina humana soluble mutada
[388-leucina(M>L),456-glicina(R>G),457-glutamina(H>Q),474-
alanina(S>A)]trombomodulina humana (fetomodulina, CD141)-
(4-490)-péptido, glicosilado

C2181H3278N6160706S 49

EPQPGGSQCV EHDCFALYPG PATFLNASQI CDGLRGHLMT VRSSVAADVI 50
SLLLNGDGGV GRRRLWIGLQ LPPGCGDPKR LGPLRGFQWV TGDNNTSYSR 100
WARLDLNGAP LCGPLCVAVS AAEATVPSEP IWEEQQCEVK ADGFLCEFHF 150
PATCRPLAVE PGAAAAAVSI TYGTPFAARG ADFQALPVGS SAAVAPLGLQ 200
LMCTAPPGAV QGHWAREAPG AWDCSVENGG CEHACNAIPG APRCQCPAGA 250
ALQADGRSCT ASATQSCNDL CEHFCVPNPD QPGSYSCMCE TGYRLAADQH 300
RCEDVDDCIL EPSPCPQRCV NTQGGFECHC YPNYDLVDGE CVEPVDPCFR 350
ANCEYQCQPL NQTSYLCVCA EGFAPIPHEP HRCQLFCNQT ACPADCDPNT 400
QASCECPEGY ILDDGFICTD IDECENGGFC SGVCHNLPGT FECICGPDSA 450
LAGQIGTDCD SGKVDGGDSG AGEPPPSPTP GSTLTPP 487

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Total 23 disulfide bridges in the molecule, so far only four disulfide bridge positions verified.
23 ponts disulfure au total dans la molécule, pour le moment, seuls quatre ont été vérifiés.

23 puentes disulfuro en el total en la molécula, por el momento, solo cuatro han sido verificados.
9-14 31-146  154-203 224-235

N-Glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
Asn-26 Asn-95 Asn-361 Asn-388

tafamidisum

tafamidis 2-(3,5-dichlorophenyl)-1,3-benzoxazole-6-carboxylic acid
tafamidis acide 2-(3,5-dichlorophényl)-1,3-benzoxazole-6-carboxylique
tafamidis acido 2-(3,5-diclorofenil)-1,3-benzoxazol-6-carboxilico
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C14H;CI,NO3
cl
N
4
o CO,H
cl

taliglucerasum alfa #
taliglucerase alfa

taliglucérase alfa

taliglucerasa alfa

tecarfarinum
tecarfarin

técarfarine

tecarfarina

L-glutamyl-L-phenylalanyl-[495(497)-L-histidine(R>H)]human
glucosylceramidase (beta-glucocerebrosidase) peptide with
L-aspartyl-L-leucyl-L-leucyl-L-valyl-L-aspartyl-L-threonyl-L-methionine,
glycosylated peptide 1-506

L-glutamyl-L-phénylalanyl-[495(497)-
L-histidine(R>H)]glucosylcéramidase humaine (béta-
glucocérébrosidase) peptide avec la L-aspartyl-L-leucyl-L-leucyl-
L-valyl-L-aspartyl-L-thréonyl-L-méthionine, peptide 1-506 glycosylé

L-glutamil-L-fenilalanil-[495(497)-L-histidina(R>H)]glucosilceramidasa
humana (beta-glucocerebrosidasa) péptido con la L-aspartil-L-leucil-
L-leucil-L-valil-L-aspartil-L-treonil-L-metionina, péptido 1-506
glicosilado

Cas80H3018N6800727S17

EFARPCIPKS FGYSSVVCVC NATYCDSFDP PTFPALGTFS RYESTRSGRR 50
MELSMGPIQA NHTGTGLLLT LQPEQKFQKV KGFGGAMTDA AALNILALSP 100
PAQNLLLKSY FSEEGIGYNI IRVPMASCDF SIRTYTYADT PDDFQLHNFS 150
LPEEDTKLKI PLIHRALQLA QRPVSLLASP WTSPTWLKTN GAVNGKGSLK 200
GQPGDIYHQT WARYFVKFLD AYAEHKLQFW AVTAENEPSA GLLSGYPFQC 250
LGFTPEHQRD FIARDLGPTL ANSTHHNVRL LMLDDQRLLL PHWAKVVLTD 300
PEAAKYVHGI AVHWYLDFLA PAKATLGETH RLFPNTMLFA SEACVGSKFW 350
EQSVRLGSWD RGMQYSHSII TNLLYHVVGW TDWNLALNPE GGPNWVRNEV 400
DSPIIVDITK DTFYKQPMFY HLGHFSKFIP EGSQRVGLVA SQKNDLDAVA 450
LMHPDGSAVV VVLNRSSKDV PLTIKDPAVG FLETISPGYS IHTYLWHRQD 500
LLVDTM 506

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
6-18 20-25

Glycosylation sites N / Sites de glycosylation N / Posiciones de glicosilacion N
Asn-21 Asn-61 Asn-148 Asn-272

a-Man—6 R—6

} B-GI-N—peptide
a-Man—3-¢ B-Man—»4-B-GI-N—4—

R'—>2 R=a-FucorH;R'=f-Xylor H
Fuc = 6-deoxy-D-galactopyranosyl
GI-N = 2-(acetylamino)-2-deoxy-D-glucopyranosyl

Man = D-mannopyranosyl
Xyl = D-xylopyranosyl

1,1,1,3,3,3-hexafluoro-2-methylpropan-2-yl 4-[(4-hydroxy-2-oxo-
2H-chromen-3-yl)methyl]benzoate

4-[(4-hydroxy-2-oxo-2H-chromen-3-yl)methyl]benzoate de
1,1,1,3,3,3-hexafluoro-2-méthylpropan-2-yl

4-[(4-hidroxi-2-oxo-2H-cromen-3-il)metillbenzoato de
1,1,1,3,3,3-hexafluoro-2-metilpropan-2-ilo
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tafamidis

1.10 - BEEEDRTEHEEEROE & D

L #E - BIRFOHEEFEERHOE LD

2-3,5-¥V 7/ a7 =) 13- YA XY — - 6- VAR R — (1T A%

54 04 | | 25073 )DLy b))
Cl
N
M 4 .
© CO,H HO H H OH
Cl
" NT A A VLFURIFRET S 04 KR = 2 —n/)F— O KA RkIEE D
v HELTHH
s e | B, NSRS T SYAAZAI L LT 20mg & 1 R 1R D B
T 5,
BIFEZE DR E
T4 O IR : X T 7 IVARAT I
o | A U HE TN T EN20mg (1 TBNAVHEX T 7 I VARA T 20 mg
BRI ST * 7 & N
&48)
SRR
B Fd s O BIEE (B O#&5)
~UZ FL 240 mg/kgll E /DRI 5 CHTNAE LT
vk % >300 mg/kg
A X >600 mg/kg
KA 570k
L Y| BE5E | EENR L
7
S WM | R | (mg/kg/ B | (mg/kg/ H) E2PR
~ A >30 mg/kg : AFNE o> HLHfa i 5E
>60 mg/kg : ALTHINN
0, 10, 30, >120 mg/kg : U o /8EREORS, ASTHINN, JH#E
28H | #1045, 60,120 10 Fa A K
. 240, 480 >240 mg/kg : SELFAE, BHIEEBERD, ST
s Bk, g, DEURINEE A, HNORYS
HMFERL
F v k >100 mg/kg : PESEARAE, T9ZLE, HEIR, HE,
(RIS, HAE R, i
28 | ®n 0, 10, 30, 30 300 mg/kg : FECRAE, EEJD, WIE, WK,
" 100, 300 PR, A BRI KOV L SERE O, B
O EYERE, IRE ORI, MLE
RSNk
2618 | F&O | o0,3, 10,30 30 TR L
A4 X >100 mg/kg : FELCHEAE, WHFEIRTE, WEM:, {Ho
. 0, 10, 100, B GREE, RER
28H | #EH | 5002000 10 1300200 mg/kg @ HIE, MK, EBENRTHE, SR,
A, B R
3998 | #%00,5, 15,45 45 TR L
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331 _ Dissolution stability of hard-shell capsule products, part 1: the effect of Murthy KS, Enders NA, _ S Pharm Technol s

- exaggerated storage conditions Fawzi MB. 1989; 13:72-86 ~

.. . . Nature 1947,
_ . _ — B 5
332 Incipient shrinkage of collagen and gelatin Pankhurst K. ShE 159(4042):538 BE
333 _ The effect of the }emperature of preparation on the mechanical properties and Bradbury E, Martin C. _ _ S Proc R Soc A 1952; s
structure of gelatin films 214:183-92
334 o Cross-linking of gelatin capsules and its relevance to their in vitro-in vivo Digenis GA, Gold TB, o S J Pharm Sci 1994; P

- performance Shah VP ’ 83(7):915-21 -
335 _ Interactions contentant contenu au sien des capsules gelatineuses et evaluation Doelker E, Vial-Bern- o S Sci Pharma Rev P

o critique de leurs effets sur la disponibilite des principes actifs Bernasconi AC ) 1988; 4:298-306 -
336 _ Decrease in the rate of capsule dissolution due to formaldehyde from polysorbate |Chafetz L, Hong WH, _ o S J Pharm Sci 1984; P

- 80 autoxidation Tsilifonis DC, et al. ’ 73:1186-7 -
337 _ Dissolution stability of hard-shell capsule products, part 2: the effect of Murthy KS, Reisch RG Jr,| o S Pharm Technol P

o dissolution test conditions on in vitro drug release Fawzi MB ) 1989; 13:53-7 -

The effect of pancreatin on the dissolution performance of gelatin-coated tablets Pharm Res 1991;

3. - . L o Dahl T ILT, Yum A|— — £ Bk
3.3.8 exposed to high-humidity conditions ahl TC, Sue > Yum AHE 8(3):412-4 7
33.9 _ The dissolution and bioavailability of etodolac from capsules exposed to Dey M, Enever R, Kraml o S Pharm Res 1993; P

o conditions of high relative humidity and temperatures M, etal. ) 10(9):1295-300 -
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Lithium Heparin CByB6F1 Hybrid
Mouse Plasma
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Inhibition by Fx-1006 of transthyretin (TTR) tetramer dissociation as measured
4.2.1.12 Fx-550-005 by subunit exchange under physiological conditions. Determination of binding Z(IEEI H FoldRx Pharmaceuticals Inc., K [E ShE HHNEE E
constants of Fx-1006 to TTR.
42113 Fx-550-007 IIAO((i)zsAcrlpuon of the crystal structure of wt-transthyretin in complex with Fx- 2(.’4|ﬂ FoldRx Pharmaceuticals Inc., JK[E] S Py s
42.1.1.4 Fx-550-002 Binding selectivity of Fx-1006 to TTR tetramer in human plasma 2(.££| A FoldRx Pharmaceuticals Inc., & PANEs| R E
42.1.1.5 Fx-550-001 Fx-1006 Inhibitory Activity on TTR Fibril Formation 2(.££| A FoldRx Pharmaceuticals Inc., K[E S PR e
42116 Fx-550-008 Trans_tl?yretm (TTR) StablhzaFlon Actlylty qux»lOO6 under Urea Denaturation 2(.EEI A FoldRx Pharmaceuticals Inc., K[z S Py s
Conditions as Measured by Circular Dichroism
42117 Fx-550-003A1 Fx-1006 and Fx.-IOOGA S.t.ablllzatlon of TTR in Human Plasma Under Strong 2(.ﬂzlﬂ FoldRx Pharmaceuticals Inc., [ S AP T
Urea Denaturation Conditions
Ex-vivo stabilization of wild-type (WT) and mutant (V30M and V122I)
42.1.1.8 Fx-550-004 transthyretin (TTR) by Fx-1006A under experimental conditions of urea 2'4')3 FoldRx Pharmaceuticals Inc., &[¥ P48Es| B R
denaturation by an immunoturbidimetric transthyretin stabilization assay (ITTSA)
42.1.1.9 Fx-EV-001 Ex Vivo Stabilization of Amyloidogenic Transthyretin Variants in Plasma by Fx- Z(IEEI I FoldRx Pharmaceuticals Inc., S HE B
1006A
4.2.1.2 EIVSESZREA
In Vitro Pharmacology and ADME-Tox P y = —_— .
~ A K8 “PNE R Z
4.2.1.2.1 10400 ~ Study of Fx1006 - _ el O RRel T K 77 S PR 5%
In Vitro Pharmacology: & -Opioid Receptor Bioassay P = _— .
A K8 “PNE R Z
4.2.12.2 10080 Study of Fx-1006 - el & P 77 SHE PR 5%
Human Whole Blood and William Harvey Human Whole Blood Assays with Fx- P - P " SRV -
4.2.123 023788 1006A _ el B BR B B K SHE PR ATt
4.2.1.3 i S
Acute Oral (Gavage) Central Nervous System (CNS) Safety Pharmacology Study - o~ -
4.2.13.1 SY100022 o Fx.1006A in Rats el G BRl G | FEPE R Al
Effects of Fx-1006A on Cloned hERG Potassium Channels Expressed in Human - I
~ B sl =5
4.2.1.3.2 070710.GPM Embryonic Kidney Cells _ el G BRl G | PR Al
A Safety Pharmacology Study to Assess Potential Cardiovascular and Respiratory
42133 SYI100009 Effects of FX-1006A Administered Orally to el O RRel T K - SE| LR FEAT
Beagle Dogs
4.2.14 ESJEZNE LRy
AR L |
4.2.2 S B RETAAR
4.2.2.1 DHERONY F— 2 v #iEE
Validation of a High Performance Liquid Chromatographic-Mass Spectrometric
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Human Serum Albumin
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42212 SYI00021LX Method for the Analysis of Fx1006A in Lithium Heparin Rat Plasma F (.ﬂilﬁ 'WH E PR RF{l
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~2 LR e
42.2.1.5 SYI00019L.X Method for the Analysis of Fx1006A in Lithium Heparin Dog Plasma _ 2'4—'ﬂ (.4')1 B S el AFA
Validation of a High-Performance Liquid Chromatographic-Mass Spectrometric
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Long-Term Matrix Stability Assessment of Fx-1006 in Lithium Heparin Mouse e =
2 ~2 NEE FE
42217 SYI00063SX Plasma and Lithium Heparin CByB6F1 Hybrid Mouse Plasma F (.EEI A 'Eﬁlﬂ S el AFAf
42218 SYI00029AX i\;[:thod Validation and Stability Analysis for Foldrx Pharmaceuticals, _ 2(.EEI A ~2l.fﬁlﬂ S AP T
4222 WU
Pharmacokinetics of Fx-1006A Following an Oral Administration to CByB6F1 [ S e
2 ~2 5] N R
4.222.1 SYI00064 Hybrid Mice (B GRel § E | PR Al
Pharmacokinetic Summary Report for SYI00001, SYI00002, SYI00003, = TR -
4.2.2.22 SY100046 SYI100023, SYI00027, SY100030, SYI00031 and SYI00035 2(.ﬂilﬂ e HARH wEl
Pharmacokinetic Summary Report for SYI00041, SY100044, SYI00045, S I
2 Ed N ) i
42.2.2.3 SYI00057 SYI00047, SYI00048, SY100052, SYI00055 and SYI00056 (IEEIH e HARH el
Pharmacokinetics, Tissue Distribution, Excretion, Mass Balance, Biliary
42224 420372 Excretion and Hepatic Recycling of Radioactivity in Male and Female Rats 2'4')1 ~2(.4+Iﬂ ShE B E Al
Following a Single Oral Dose of "4C-Fx-1006A
4223 paLiil
Determination of the Apparent Permeability Coefficients for Fx-1006A and its - -
2 ~2 Es RPN R
42231 400483 Interaction with Transporters in Caco-2 Monolayers (.EEI A '.ﬂ' A e HARH wEl
42232 SYI100074 Binding of Fx-1006A to CByB6F1 Mouse Plasma Proteins _ el G BRl G SE| PR A
ADME: Protein Binding [ S e
2 ~2 5] et N R
42233 10119 A e " _ R G B wE [ i
Binding of Fx-1006A to Human Plasma Protein, Human Serum Albumin, and p - P = o~ -
42234 SY100065 Human o,-Acid Glycoprotein Using Ultracentifugation Methods _ 2'4—'ﬂ 2(.‘4'ﬂ AHE PR AF{l
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Placental Transfer and Milk Transfer of Radioactivity in Rats Following
4.2.2.3.6 420613 Repeated Daily Oral Gavage of Fx-1006A Followed by a Single Oral Gavage 2(.£EIH ~2|.£§lﬂ iNES| Py Sl
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4.2.24 R
Metabolite Profiling and Structure Elucidation of Fx-1006A in Mouse TV -
2 ~2 N 2
422.4.1 400554 Plasma _ (B Rl G [ SME FEPRE R
Metabolite Profiling and Structure Elucidation of Fx-1006A in Rat P P e =5
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42243 400605 Metabolite Profiling and Structure Elucidation of Fx-1006A in Rabbit Plasma _ 2(.6;%')% ~2(.£ﬁ.ﬁ PN B R A
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Metabolite Profiling and Structure Elucidation of Fx-1006A in p P e =5
2 ~2 SR E3
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Metabolite Profiling and Structure Elucidation of Fx-1006A in P P e =5
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Comparison of the Structure of a Synthesized Acyl Glucuronide Metabolite to P - P = LNk -
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ADME: Metabolic Stability , - T
2 £ N i
42248 943005 - Study of Fx-1006 and Fx.1003 - _ (B B S A AFAli
ADME: Metabolic Stability R =
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Metabolite Stability and Profiling of Fx-1006A in Liver Microsomes from e -
2 ~2 N e
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4.2.24.11 401242 Responsible for the Metabolism of Fx-1006A 2'4—'ﬂ PHE PR AF il
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ADME-Tox: CYP Induction and CYP Inhibition _ W i e
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42.2.6.1 11820 - Study of Fx-1006A - _ (B Rl G [ K SHE B wAl
PF-
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2042
In Vitro Evaluation of Fx-1006A as a Potential Inhibitor of [ [
2 ~2 5] et N =0
42263 400639 Human Cytochrome P450 1A2, 2C8, 2D6 and 3A4 Enzymes _ (.ﬂilﬁ '.ﬂzlﬂ S PR wEl
In Vitro Evaluation of Fx-1006A as a Potential Inhibitor of U [
2 ~2 5] N =0
4.22.6.4 400485 Human Cytochrome P450 Enzymes _ (B GRel  E | FEPIEES Al
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CYP3A4 Activity in Primary Culture of Human Hepatocytes
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In Vitro Evaluation of Fx-1006A as Inducer/Suppressor of CYP3A4 Activity in P P o =
~ . =] SR E
4.2.2.66 400680 Primary Culture of Human Hepatocytes _ 2'4-.ﬂ 2'4—'ﬂ AT S el AFA
Effect of Test Compound Fx-1006A on the Binding of Cyclosporine, Tacrolimus h P P o =
~ =] NG R S|
42267 SY100058 (FK-506), Prednisone and Warfarin to Human Plasma Proteins 2'4—'ﬂ 2(.‘4'ﬂ £] SHE FEPTEDRY ¥ f
4.2.2.7 DA O Zy B HE AR
AR L |
4.2.3 LR
4.2.3.1 H [ #e G R
A Study to Determine the Potential Oral Toxicity of Both a Single and Repeated P P o I
~ =] “P % 3 Z=
4.2.3.L1 SY100028 Administrations of Fx-1006 to Beagle Dogs 2'4—'ﬂ 2(.‘4'ﬂ #E el 2%
4232 A8 B - VR
28-Day Repeated Dose Oral Toxicity and Toxicokinetic Study - = o~ -
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. . . . ~ 3 Rk b
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A Study to Determine the Potential Oral Toxicity and Toxicokinetics of Fx-
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26 Weeks with a 4-Week Recovery Period Following the 13-Week ARM
A Study to Determine the Oral Toxicity of Fx-1006A Following 28 Consecutive
4.2.3.2.5 SY100011 Administrations with a 14-day Recovery Period and Bioanalysis in Male and - 2(.@')% NZ'.fﬁlﬂ ShE R Bl
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42332 In Vivo iR
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B L | | |
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4.2.3.5.1 SN hE B O IR S C D YIRS AR L2 B9 % Sl
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4.23.5.1.1 SY100060 Fx 1006A s Rats el B BR B B SHE *EPE R A
42352 IR - Ve AR L2 B9 % el
4.2.3.5.2.1 SY100037 Oral (Gavage) Dosage-Range Developmental Toxicity Study of Fx-1006A in Rats_ 2(.5‘ﬂ NZ(.EEI H axEs] R E 5%
423.522 SYI00039 Oral (Gavage) Developmental Toxicity Study of Fx-1006A in Rats _ 2(.5-’5.)% NZ'.fﬁlﬂ ShE HNEE FEAT
Oral (Stomach Tube) Dosage-Range Developmental Toxicity Study of Fx-1006A » - sl P
4.23.523 SYI00038 in Rabbis _ el G RSl B J LAE| B 5%
Oral (Stomach Tube) Developmental Toxicity Study of Fx-1006A - o~ -
4.2.3.5.2.4 SY100040 in Rabbis _ el G BRl G | PR Al
4.2.3.5.3 HAAE Al R OV A 0 38 26 M ONE RE(R O BERE I B9~ 2% kiR
Oral (Gavage) Developmental and Perinatal/Postnatal Reproduction
423.53.1 SY100068 Toxicity Study of Fx-1006A in Rats, Including a Postnatal 2(.@' A ~2(.Eﬁ|ﬂ ShE FaNaVaat B2l
Behavioral/Functional Evaluation
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EX | | |
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| oL | | |
4.2.3.7 Z DD FEERER
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Single Dosage Phototoxicity Study to Determine the Effects of Oral
4.23.7.7.1 SYI00075 ;Gavage) Administration of Fx-1006A on Eyes and Skin in Pigmented P ZIQIH ~2(.4+Iﬂ - FaSEs| B R
ats
43 S Lk
Final report on the safety assessment of sorbitan stearate, sorbitan laurate,
4.3.1 Tox-1 sorbitan sesquioleate, sorbitan oleate, sorbitan tristearate, sorbitan plamitate, and |Elder RL P4NEs| J Amer Coll Toxicol| &%
sorbitan trioleate.
.. . . Food Cosmet .
4.3.2 Tox-2 Short-term toxicity study of sorbitan mono-oleate (Span 80) in rats. Ingram AJ SR E Toxicol BE
Nutritional studies on rats on diets containing high levels of partial ester
- Eg| B#E
4.3.3 Tox-3 emulsifiers. I. General plan and procedures; growth and food utilization. Oser BL #HE I Nurt 7
43.4 Tox-4 Nutrltfonal studles.o?*l rats on diets cqntammg hl_gh levels of partial ester Oser BL S T Nurt sz
emulsifiers. I1I. Clinical and metabolic observations.
435 Tox-5 Numtfonal studies on Tals on diets containing high levels of partial est.er Oser BL S T Nurt s
emulsifiers IV. Mortality and post-mortem pathology; general conclusions.
e . . . . . Biochem Biophys o
4.3.6 Tox-6 DNA repair inhibition: a possible mechanism of action of co-carcinogens. Gaudin D. ShE BE
Res Commun
437 Tox-7 Studies of in vitro cell transformation and mutagenicity by surfactants and other Inoue K. HA Fooq Cosmet s
compounds. Toxicol
438 Tox-8 Summaries of 10xic019gical data: Lifespan feeding studies on sorbitan Atlas Chemical Industries, S Fooc_:l Cosmet sE
monolaurate and sorbitan monooleate. Inc. Toxicol
. . A : Food Cosmet
4.3.9 Tox-9 Long-term toxicity study of sorbitan monostearate (Span 60) in mice. Hendy RJ FaSES| Toxicol B
43.10 Tox-10 Nutrltfonal studies on rat.s on diets cor?tammg high levels of partial ester Oser BL S J Nurt sz
emulsifiers II.Reproduction and lactation.
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Version 1 W E
Bioanalytical NG R
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