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AECTHERT 5 HEE - EE

H#E - B5 EWLTOWRVWRRELILESR

AUC area under the plasma concentration-time curve : I3 - IR Bl AR T i F

AUC,¢ area under the curve, measured from the times 0 to infinite : $&5-#% 0 FF[E 7> & HEERR KRR =
CHME U 7o IR — R R T

AUC ¢ area under the curve, measured from the times 0 to the last sampling time point : £ 5-%% 0 FEfR
2> B e B ML S TR — R R T i f

AUCR AUC ratio : AUC Ltk

BCRP breast cancer resistance protein : FLJE M4 & A&

BSA bovine serum albumin : V> MiET VT I

Crnax maximum plasma concentration : #x r= .45 H R &

CYP cytochrome P450 : 7 ~ 7 1 — A P450

ECs half maximal (50%) effective concentration : 50%7%) F&if i

Ennax maximum fold induction : F K% E/FE

fu fraction unbound : FEfE ATy R

HEK human embryonic kidney : t kg 2Bl

ICso 50% inhibitory concentration : 50%PH 75 2

Lintet,max maximum plasma inhibitor concentration at the inlet to the liver : AR i 5P &z 5 i 5

K; inhibition constant : BH5E E %k

K Michaelis constant : X 7T U A E£L

LC-MS/MS | liquid chromatography-tandem mass spectrometry : &K/ o~ K75 7 4 — X 5 NE &
ST

MATE multidrug and toxin extrusion

MDCK Madin-Darby canine kidney

mRNA messenger ribonucleic acid : X v Y% —RNA

MRP multidrug resistance protein : ZZ A4 &R HE

MSPK mechanistic static pharmacokinetics : A 77 = & A2 E-5 < S B

OAT organic anion transporter : A7 =4 N F VAR —F —

OATP organic anion transporting polypeptide : FH§7T =4 LA U X7 F K

OCT organic cation transporter : GHEN F AL N T AR —HF —

P-gp P-glycoprotein : P-$# 7 /&

PK Pharmacokinetics : 7 7 —~ I ¥ X7 4 7 A

TTR transthyretin : b7 AV A LF

TTR-CM Transthyretin amyloid cardiomyopathy : F 7 A4 A LFUBLT I v A F—Y R (F-
I ATTR-CM)

TTR-FAP transthyretin familial amyloid polyneuropathy : ~ 7 > A% A UF U RIEHMET I m A KR
U == —n /3 F— (F 72X transthyretin amyloid polyneuropathy : ATTR-PN)

UGT uridine diphosphate glucuronosyl transferase : 7 U 2> U VRV V7 v U FRELFEE R
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L¥&D

2757 ITVARAZ NI (PF-06291826-83 F721% Fx-1006A)  [2-(3,5-dichlorophenyl)-1,3-
benzoxazole-6-carboxylic acid mono(1-deoxy-1-methylamino-D-glucitol)] 1%, {&VERSS TH B lFdkRE
(%77 YA, PF-06291826-00 F£721% Fx-1006) DA 7L I U THY, FT7 AP A LF
(TTR) ORIEETH D 4 BIRITFHENICHESG L, 20 4 BEEELLENLT LA TH D,
AFNCBNTL, B F TN BTN 20mg & LT, RAD FT AV A LFURGHET I v
A FARY ==2—nr/3F— (TTR-FAP %7213 ATTR-PN) OARAEFFERRE OHESTHIH 2 WIAE & L,
1[E20mg (¥ 77ITVALLTI122mg) % 1 B 1 [ERROBESOME - HET2013 49 Al
WEIRFEAR SN TN D, BUE, AD KT VA A LFURILT I A F—2 A (TTR-CM £7-
IZ ATTR-CM) ZJEISHEE & L TR STV 5,

A8 O B IR 7 AR S TH— T A BUAGEHIE CHENT 2% TTR-CM IZ3831) 5 YL - &%, 1 [5] 80 mg
(#77IVAELLT488mg) # 1 H1EROKEG (EFETEXRVGEEITMET HI ENTE
%) Thb,

BT 7 IVRART IR OIERFR I ENREIZ OV TIE, TTR-FAP ZJt & U 7= 9] [nl 858 ik 52 KR
HEBICE L TR SR TS [BE &bk 7 &)L 20 mg HIEHFE CTD 2.6.4 33 L 18 2.6.5
(CTD 1.13.1.3) ] . AEIO—EHFEIZEEL, IRHARHFERICEM LT 77 IV ADF MY
—2X P450 (CYP) #FHilE, w2 U Uy A7 a L  BiEgEESE (UGT) FRER SN EE
)R T o AR—Z—LER X OREMEICEIT 2 in vitro SBREE 2~ L, W EEEFLHIZEYH
HEHORREMEZ B Uiz, £/, CYPFLEIZBIT S in vitro sRER AR 134 [BI AR R EE RIS HE H
LTWa2, SEO—ERBEIZBWTIE, TEINDIEARKRKNKHEN Omg IZH 252 L,
CYP [HEAZ L3 EER 25 X Z T REEHEIC OV THh LD TELE Lz, M T, 4lH
DO—EHFHFIZB W TR T 2 8 A SRR X OE e (CTD 2.6.6) (28I 2 it »
77 IVABREOEREIZHEN B EM LI ONTED R — LR F— g IOV TARIEIDR
L7,

WRI, A5Am, ARE, SRS 28 A s BRI L TV RS, B IE ISR ER H RS 4R
EEOER R LT,

AElD—ZEHFBEICE LU CERM L% 77 IV AD CYP #FE, UGT HERSWIC F T v AR—

X —DAER L OEMIZRET 2 invitro RERIZIN X, #IEKRPFHICE L CEmBLIZZ 7 7 2
TAD CYP BHFEICRIT % in vitro SREBRDFERIZHEK D E, ¥ 77 IVARAT /LI %k MZ20mg
F701380 mg DHETHE LIZRFCEN G 20 LS Ehe2r0 s EAEF &2 5] & Z 4 Al fe
PEIZOWTCEMI U772, FOfEE, # 77 2V AN CYP (CYP1A2, CYP2B6, CYP2CS, CYP2(C9,
CYP2C19, CYP2D6, CYP3A4/5) FHZ, CYP (CYP1A2, CYP2B6, CYP3A4) #iEis L OV UGT
(UGT1A1, UGTI1A4, UGT1A6, UGT1A9, UGT2B7) BHEZIT LT, ERIZIHBWTHEWIMAAIE
Hagl&ai o daEttiBn e E2bni, £/, 77 IVANPHENRE (P-gp) , AT
=F> N7 U AR—%— (0AT) 1, OAT3, AT A+ N7 v AFR—4%— (OCT) 2, HHT
=AU EEAR Y X7 F K (OATP) 1B1, OATP1B3, multidrug and toxin extrusion protein (MATE)
1, MATE2K % [HET % AlHEM:, 72 5 ONZ OATPIBI B L 0N OATPIB3 DOFEE L 74 2 Al REME 13K
WEEZ bile, —F, 20mg £721E80mg DX T 7 IVAAT VI U ERE MIERE L E X,

PFIZER CONFIDENTIAL
Page 3



v ¥4 L ATTR-CM
2.6.4 FWEHAEFER DHEEE ST

HILBENTH 77 I VAN BCRP ZHETAHZ LIk, BCRPOEE THDH T ANRAHF D
AUC IZZFH 92%F 7213 98% 5195 & Pl &=,

2. SrHrk
WAEER S 0 143191 (M 4.2.2.1.1), 1000446 (M 4.2.2.1.2), #FE# : 2.6.5.2A, 2.6.5.2B

~ U A AW aEEERBRICB T 2 MET X 7 7y IVAREOERIZIE, WK a~v T T
T4 —H T NEEOGHT (LC-MS/MS) 1% 7=, FIEIEAGEHGERFD CTD 2.6.4.2 (CTD 1.13.1.3)
TRLIZEY, ~ U AMGFEREOSHTEIZ AN 7 — h ST b, fEEMRERIZIE CByB6F1
< UABRHNSIN TSR, CD-1 ¥ 7 A LU CByB6F1 ~ v A 3k D A X RIEE D J5 % CTHIE
AIRECH D Z LRI TND (B X7 7 &L 20 mg #IEIES CTD 4.2.2.1.1 :
SYI00062LX) ., 4lal, SEfifitik, W 7 vER LUOBEERROE I, CD-1 v 7 A Mm4EE v
Teli=v XY VN F =g R ER LT, KoPriEoO/NY 7 —3 9 1% 50~10000 ng/mL D
FPHCHEME L7z, ~ N U F UL L -MENSRERICL D ¥ 7 7 I DA B L721%,
LC-MS/MS (2 X 0 5341 L7z,

Ty N AW 2 FRBAFHRBRICB T 2 MER 2 7 7 IV AREDOEREIZONT D,
LC-MS/MS % =, FIEAFRHGERFO CTD 2.6.4.2 (CTD 1.13.1.3) CTRL7ZEY, 7 bl
Bt O ITEIZANY 7 — h S TnWb, Al Ehifisk, s, WIEEDE R L OBERHE S
DEFILEN, R=2 LN F—va U EFER LTz, ROWiEONY 77— 3 i 100~
100000 ng/mL D FEFPH TS L7z, ~/3U U F 7 ZLE U 7- iSEGEE ) HEREAIC LV ¥
77 IVAEHH L%, LC-MS/MS 12XV b LT,

3. Bt
KIBIAGE A EFIRFC IR L 72U B9 2 sBR O B &2 LU R IR T,

YUA, Ty FBIUA XIZENTREARGEED Cha B8 LN AUC,q TRSN DBREET, KA
BRI LT L2y, BT ELZ FEl> THMLT,

Z v PB XA XTBITHHMINA T XA FZE VT 1320 h, 285001 mgkeg DHE
ThEt (HEEY 77 IVAEMBRYETRT) L, ®VWME (ZRZ1, 108%B L 10N91%) 2
Bohiz, 2o ORBRICEIT 2 RN B G-REO 5 AR I /MK Bl MEZ R~ L (T > b
T 316 mL/kg, A X T317mL/kg) , 47 U7 T RF3FNZFN, 24.0 3L 22.9 mLhkg T -
776

Be 5% 168 BEIZ 7= 0 B 2 BB L 723RBRIZB T 5 4 7 7 I ¥ ADFKKRMBE R ENE, 7 v

I C 28.5~43.1 Fffi], A X T 54.7~62.3 KifH]OHEIPH CTH VY, HEKGFMHEITEO o Tz, F
72, ZIHORBRIZET D Chpax B & AUC,¢ 1, 3~30mg/kg OHFIFHTHRF L7 v FTIdH=E
(B L THIN L7228, 30~80 mg/kg DFAPH TRt L7- 4 X CIIHE A Tl TN L 72,

BEEOXELBRF LA TIE, HRET T 77 IVAORIIIET T2 Z &R s,

~ VA, Ty bEBIOUYRICET D KEE GO Cpp 38 LT AUC, 205, RIEDOEFHD 0
B, ERERICHERFIERARDNRDP T, T, A X THE Cou B LV AUC I B D703
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BRSO bR oTe, £~V A, Ty PBIOA XD bRy axxT 4 7 ZAFHIlTIE, 38
WENRE N T A — 2 IZH B DR MEAITRR D iR o Tz,

4. 53 A
WE A GRH FER IR L7220 Am B9 2B 0 B 2 DL R IZR T,

H 7 7 2V ATZER 2 BRI K 0 ZhERAYIZ Caco-2 MR BB IR 2 %1 L 7=, & Ok,
etz b7 v AR—4— [P-gp, ZAIMMEREEEAE 2 (MRP2) 18X NOATP] DRSS 115
Y AWAY I ey

Ty MIMC-Z 77 IVRAAT VI ARG LTZ in vivo MRS BRI BV T, BERREIZ 2T T
IR AL, N—F—, B XOMEFICEWVEE BT Sz, B4 0.5 KIS Téﬁ
Mg L, S L OE AR TR TOMBT 1.0 RiETh o 72, HE% 1 BERILIE

TIE, KE ORGE TR IMAERIREE LS | K72 7228, ~—F—, & &EFEEV B
KXORETIE 1 DL EORIERE S BT, #5 Ui RE &Ik 2 &k o oA El A T,
MEREE HICHIE bR <, 7 7 I P AOHRIRKIZH 2 HE B L OEIRIZ & mWEE OBk
FHRENRD Bz, #&51% 168 R TIX, MK, HLENEWE L OBRKIC &S WEIS CHRUNTED
AL, REPIGHFEERZZITD 2 & & — L7, M X OWNE B T O RERE 13K <, M
W — B OB T DTN TH D Z EPRE I Tz, 77, MK K OMUEF O REIRE S
&7 7 I VADOMEBATHIIIR W Z A RS,

277 IVADEAMER L invitro RERTHIE L/ Z A, vU A, v b, A XBXLUVE k
MAFZBITH2EAMEFILIT%U EThH o7,

FRET v N (RS BB X9 A)ICHC-2 77 IVAATAI V&2 HFELERBRTIE, 27 7
IV ADIBLEIENTRO B, BEH% 1R CHREREII R EM I K OUE R O IR EEFE I 0 A0 L
770 BN SEIN SN BERE RN, IR 15 B CTIXE 58D 1%, FE 19 B TIEK 3~4%
ThHoT-,

5. 3
EA R FER IR LN T A RB O BN Z UL RIS RT,

HYFREE /1L P ax 2T 4 7 ZARBRB L Ot MEERER TEREL L 72 i3k 2 v 7248
BT 0T A T BLOEERITICE Y, #7 7 2V AD invivo Rt HE LT-, ~7 Al
757 VAR L EEERE L L & omiEh oyl sk RIS ik TH Y,
MELTET7 7 IVAOINRXINIKITHT LHE, 7o v Cgaails CA%NREm L LT,
T a= REES) BLOMEO @bk bmti s, 7y MoHC-F 77 I VR A
TR vEREREOKE U & e T, REMBRB L OREmE LT AL vrm=
ROBPEROBNTZ, 72, Ty MIE T 7 IVAAT LI &2 26 BBREROKEE Lz L &
DOMIEFTY, REMKLSNRBE E LTT ATV a= RRBEENT, FEYXIC#
Ty IVARATNI UEREIEIIKEROKES L & 2o mEFIz, %ﬁMWkiU iz
KRTFAE LTy £T, A XICH T 7 ITVARATVI &2 39 HBIRERE LI5S, RE(BIK,
TINT NI a = REXOMEORBIESERKOFENRBO b, 612, F iﬁ%% X275
SVAATN I EEEREE7T 14 ARER S Lz & & OMERICET 2 ElmiERkEl
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KTHOVRFWE LT s V7= Rl aniz, 2k, v bR oOR#Em (Fovs
L7 a=R) L FOERELOFEFEREB LR LC-MS/MS A7 "MLERERLT-E 2 A, WEIE
—t A L AR LT,

BT 7 IVAEINIF T 7 IVAAI NIV BT A, Ty b, UYHF, X, $LBLOE b
OIFI 7Y —AERIFIFSOEDEEDIZA U FaX—FLizd &, REMEOEGTEIL 93%
ETHY, BN RLEENTRR SN, FFI 7 v Y —ATHL IR OREMT %2 5
Liz&dZ A, vURX, v b, AXBIOE MNFIZ70Y—L2DAFaX—valiEZnd, 7
VTN O = R, EHIC, v T ACBWTCBILIKOARSHER SN, —F, VP FICE
WTTIE, R OERITHERE SN/ o7, Fiz, Bz e b UGT 2o FRERBEARZ A
TREtn G, T u= ROARKICEEE 3 % 372 UGT 43 1L UGT1A9, UGTIAL B X
NUGTIA3 TH Y, UGT1A6, UGT1A7, UGT1A8 3 L OV UGT2B7 IZH 55V EMENGR O BTz,

6. PEt
e AGR A FERFICEEE L7234 2B OB 2 DL T ISR T,

Ty MIMC-Z 77 IVARAT LI CEAHEREIRR OB Lz & &, PEIERTH Y, HH5%
48 Al & Co RAFEHRM R (B G REICR 32 Hr3%) (31T 58.2%, HETIX 502% Th -7,
Be5-1% 168 W & CTlTMErE & 3 88%D B e R S L7228, KB/ id 3P Ic Pt S, SR HE
MEITZNE Y b Do Tz, ETREDPEIERE X ORI & 23 a2 1T A b e o 7
3, PREPEI OB G LD N TR T,

R =2 —L&EE LT v FTIE, "C-Z 77 IVARA T I ORI E% 72 B £ Tl
BH U BERED I L2 50%A3EH A HEM S v 7=, BE A B RE D £k CchH D T
NWNITNITa= REBIORZEDODYT AT VA~—ThoT-, BILTZEHZRIDZ v FO+ —f5EAN
WZHEE LT 2 A, BB LORFPICHHEN R S22 L b, # 7 7 IV ANEIER%Z
ZTHZ ENERINTZ, T2, ZOBFEEO - OICHEEN ERREIIC A S D EE X LT,

FRHICHEE SN T A A7 e =R (BXOFOPT AT LA~—) Thh, *
PR SN BRI IR bR D B TH - 7=,

7. ROBRRFERIRYHE EER

PIEAGRHFEICE L CE L-EARBE 2N LKW BEERH ORMEDORER, ¥ 77 IV ARAS
NIy B6pugml) I3 RARI A, Z7r ) ARABIRULTZ 7 U O MIUEE AR
RICHASNREBIIRIES R o7, 7LV =Y Db FUEEAHEREZN 10%ET S22,
Z OFEERIR T OEKRIERII AT 572, £/, Caco-2 Ml g2 H\ T MRP2 DHE T
HDHARN LY — NOBRECKIT ARBERF LI A, T 7 IVARAT VIV

(30 pmol/L) 777E F Tlix MRP2 OHFEIEA RO H AV, K ERRE & 72 5 AlReth ik &
Bz b (BT L 20 mg HlEIHGEE CTD 2.6.4 (CTD 1.13.1.3) ] .

AEIE B2, CYP, UGT 72 5 NI, MBLUE F 7V AR—Z =2 LI2X T 7 I VAD
WM EAER %2, WM BEERICBET DT A RTA4 NSO TRFT L7z, % in vitro 705k T
BT ICso M FE 721 Kifi [Ki=1Cs/2 & L CHH, 7272 L MATE1L 3 X O MATE2K O ERERF
ZBWTiE, BERENSI VY AEK Kn) KOPALDTNSWEBERE T Th o722 &
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5, Ki=ICso & L7z, 1 &, B MZ20mg F721X80mg DX 77 I VAAITNVI Y (X757
AL LTENEN 122mg BLV488mg) 5 LI D X 7 7 I ¥ A DO & 4 Helg U CRE
L7z, BEMZ20mgBENBOmME DE 77 IPVAAT NI v EFRG L L XOEFIREBIZE T
B 77 IVAD Cog [TENZE T 8.6 pmol/L FEREEAYREE & LT 0.086 umol/L) 35 T8 29 pmol/L

GEREATIRE & LT 029 umol/L) Th-o7- [Fx1A-109 ik (B2 &7V 7%/ 20 mg ¥
55 CTD 2.7.2 : CTD 1.13.1.3) B X UYB3461056 ikl (CTD2.7.2) 1, 2k, ¥ 77 IV ADE
MBI DIERHETS R (f) 130.008 [E 2 &4 H 7L 20 mg FIEIHF CTD 2.6.5.7

(CTD 1.13.13) ] THo=Z &nb, £, 2 LT0.01 ZHAWVWCIHEBARIBE LR L,

7.1. CYP FRE DM
WEEEF © 2.6.5.15B, 2.6.5.15C

CYP BHEIZRIF 5 in vitro sBR AR I X0 IEIAGR R GERFICERH L TV 528, ARl —ZHREFEIZB W
TIE, PESNDEEREKNHEN 80mg (T X 5 Z &b, CYPEZI L3 WH E/ER % 5]
X T RREMEIC OV TH LT TEE LT,

277 IVANE MFI 71 Y —AIZBWT CYP &5 FHEDIENE %2 ] i ) PHE 4 % Al REME 2

BaflLiz& 25, CYPIA2, CYP2B6, CYP2C9, CYP2C19, CYP2D6 3 LN CYP3A4/5 IZ%I1 5

277 IV ADOMEERIZIEEICI8) o 72, CYP2C8 1ot L Tl EE DL EEE 2R L, KHE

1% 19 pmol/L & 721 24 umol/L L R Sz [E v & v 7 &L 20 mg #IEIHGE CTD 2.6.4.5.1.9
(CTD 1.13.1.3) ] .

275 L VAD CYP IEMEIZ R 2 Al i BRI K 2 W H AAER O /TR DWW T, AR
THRONTA S TROEEICT 2 Kifll, B MZ80mg DX 77 IVAAT VI UV EHKE LT
REDEFIREIZB T 52 7 7 L VADIEREET Crax (1] : 0.29 umol/L) % Lhig U CRHEi L7, &
DOFEE, # 77 I VAN CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 5 L X
CYP3A4/5S DIEEELET 5 Z L IC XV BRICB W CEYFHAEH %5 & 2 el fett g &
EZ b R 1.02 Kiii) , £72, CYP3A4/S ICHT DK fEEE M2 80mgDZ 77 I
AA TN U EEE LTREOWMLENIRE [$5-8/250 mL ([1],) =634 umol/L] % bz L CaEAf
L72AER, BB N O CYP3A4/S 12OV T, TOIEMEELET S 2 L2 X EWFHAEIER % 5]
T AREMIE WV S B2 B (RAES 11 K08)

7.2. CYP 553 D3

WEEFT PF—O6291826_22N0V[113619 (M 4.22.6.1), % :2.6.5.15A, 2.6.5.15D, 2.6.5.15E
3y hOHREE MM AZFHWT, CYPLA2, CYP2B6 3 LT CYP3A4 O mRNA J&E8l £ 7~ 13l
I T 22 7 7 IV AOFERELTM L2, ¥ 7 7 2 P ADRKEEIT 50 umol/L & L7z,

32y FOFFHEONTNICEBWNWTE X 77 Y XX CYPIA2 @O mRNA FHL I L OEESETEIE 25
L7270 72, CYP2B6 O mRNA FEHLE L OBERIEE OB ERIFI 72753585 3 7 v ORI D

* R=1+[1]/K;
® R=1+1],/K;
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WTIUCBWTH AL, 50%DHEE (ECs) 1E 20 umol/L~29 pmol/L, FKHEEH (Epa)
1L 5.9~11 LHEE 7z, CYP3A4 O mRNA RELOREKFI /278N 1 2 v FOJFHla TOH
RO B, ECsofElT 28 pmol/L, En. fEiX 5.8 EHEE Sz,

277 2P AD CYP2B6 1 L N CYP3A4 iEMEDFEE | X 2 3 FH AAEFH O AT HEMEIZ SV, in
vitro R T LI T- W5 TR OHEE ECso fEE L O Epe L &, B MZ20mg £721X80mg DX 7 7
SVAAT NIV EEG LTEREOEFIREBIZBIT 5% 7 7 I VAOIEREEE! Crwe (O] : ZHNLEN
0.086 umol/L £ 7213 0.29 umol/L) Z ket U TRkl L7z, ZDORER, # 77 IV AA T /LI 20 mg
B 5B TIE CYP2B6, % 7 7 X VA A /L 80 mg $E5-05Tlx CYP2B6 33 L TN CYP3A4 (280
TRAEB 08 R TH o7z, LML S, A D =XATHES S EHEMYEER (MSPK) €5
JVTEH L7 AUCRYIZWTHICEWNTS 0.8 2 REIY, # 77 IV ZANEKIZIHV T CYP2B6 35
L ONCYP3A4/S OFEZ I LTS AAER %2 5 &l Z 3 alpgthidi v e B2 bz, £70, #
77 LV AD CYP3A4 HEREZ S 32 72 OIZ Eifi L 7= W R A VBB [Fx1A-109 3Bk

(B> &) 7 20 mg HlEHEE CTD 2.7.2 : CTD 1.13.1.3) ] IZBWT, 20mg DX 7 7 2
ARV IECYPIA4 DT —THE L LR G LIZI XY T LD PK/RNT A—H|TK
TR WEAE RIE ST, CYP3A4 OFEIIRE SN2 n- 72, CYP2B6 & CYP3A4 O#R G HlHEE
IFZILE T, BIR TOIEMIT L D CYP3A4 FHEN M Th > 725545, CYP2B6 ([T DWW T b ERIK T
WMXNDAREMENMENZ D!, # 77 IV AREIRIZIBW T CYP2B6 % ifi4 5 AlREME LK
WeEZ LT,

7.3. UGT FEE OFF
W EE S PF-06291826_120cf] 132233 (M 4.2.2.6.2), %% : 2.65.15F, 2.6.5.15G

277 IVANE MIFR 7 v Y —AIZBW T UGT (UGT1A1, UGT1A4, UGT1A6, UGTIA9
K OVUGT2B7) DiEM:Z AIAICILE T A Al E Et Lz, % 7 7 IV ADORKIREX

100 pmol/L & U, 2% ¥ v ifiE7 /L7 2 (BSA) AF/E FETIIIEMFE T TRME L7z, & MIFX 2
7Y —AEHUGT O 7a—T7EEEA 2 77 IVALIIZA U FaX—LT,

2%BSA fF/EF T, # 77 Y A1Z UGTIALl, UGTIA4, UGT1A6, UGTIA9 5 LT UGT2B7 @
TEPEIC T 2 AL E 21T & A ERE o7z (ICs ff1E 100 pmol/L #8) . 2% BSA FETF(E T
TIE, # 7 7 2 VAL UGTIA6 B X ONUGTIA9 DIEMEICH L CRIMHIILEZIE L A ERE R -
7273, UGT1AL, UGT1A4 3 X OV UGT2B7 DIGHEIC kT 5 HENZE D 51, ICso fHIZE N ZFh 30,
86 35 LN 83 umol/L Th -7,

X7 7 IV AD UGT OIEMEITxET 2 r[iREIC L 2 W BEH O RTREMEIZ DWW T, AR
BRCI8 BN B S FREOIEVEICRT 5 Kl s, B M2 80mg D 77 I VAR T 2L L
RO EFEREBICEBIT D2 7 7 LV ADOIERE G Corax (0.29 umol/L) % bhlt U CRHME L7z, & D

@ R=1/(1+dxEp, x 10 x[I]) / (ECso + 10 x [I])

® AUCR = [1/ By fy + (1-F))]  [1/ (B, x (1-F) + Fp)]
(fﬁj’/s) Bh =1+ d'Emax‘[I]h / ([l]h + EC50), Bg =1+ d‘Emax'[l]g / ([l]g + ECSO))
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2.6.4 FWEHAEFER DHEEE ST

FEE, WO FFIZBW TS RIENT 1.2 K THY, ¥ 77 I VAN UGTIAL, UGTIA4,
UGT1A6, UGT1A9 3 L OV UGT2B7 OIEMEEHET 5 Z & 12 K W BRIV CHRYFE BA/ERH %2 51
ST IEERIEWEE L b,

74. b T Y AR—FZ — &I LI KM EER
74.1. Bk b 7V AR —F —ZHEFT 5 AR ORES
g B2 M422.6.4), 404 M 42.2.6.3), EE 265151, 2.65.15), 2.6.5.15K

P-gp DHEETHLHY X (Sumol/L) O A Z 7 7 I VAN ET L5 ATREMEIZ DWW T,
Caco-2 #ifukk 2 W CRRT Lz, FHEICHWZ 7 7 IV AOEEHIFHIX 0.1~100 pmol/L & L
Too TORER, 277 IVAIZED P-gp OEIEIIH T 2 HET R SR (100 pmol/L) F TH
HHLT, ICs fElE 100 umol/L R CTH ~ 7=,

BCRP DIAEE THLH 77V v (1umol/L) DA 2 7 7 I PV ABRMHET L ARkl oW\ T,
MDCKII-BCRP ffiakkz W CRat Lz, 77 V' v OGBS 2HERE, #2772
CADPEREE PRI TN LT, 27 7 IVADT T UHEHPREIZEET A 1Cs fHIE

1.16 pumol/L Td > 7,

X277 IV ADHEIZIIT D P-gp B L BCRP DOLEIC L 2 WA HAER O Al REMEIC DWW T

%, KRR CTEOLNIZIC L, B MI80mg DX 77 IVAR T I &G LI-FOHLE

PR [ 16 - #:/250 mL([I]g) =634 umol/L] Z b L TRkl L 72, Z DGR, P-gp 12T 5 [1]/ ICso

NI0ORMTHY, X7 7 I VANEKRIZBNT P-gp ZLET D AlREMHITENE B2 N, —

77, BCRPIZxt3 D [1]y/ICso 28 10 & BRI o722 &b, # 77 IV ANEIKRIZI VT BCRP % fH.

EFTLAREMENEZ BN, Z2T, FRlrtT MSPK 7V 2V, #Z 77 ¥ 275 BCRP
HEHETHDLARRET v ORZRET 5 AlRet: 2 800 TR L 72,

Fold A AUC =

fe :
iRy (1= Fe)

fe: HILEIZET D BCRP OF5HE =05

(1] : L& Rzt o> BCRP PSR, # 77 I VA A 13 2 20 mg 3 L1 80 mg H 5D
277 IV ADIEZNEI 13.2 pmol/L 38 KT8 52.7 pmol/L & F i Sz,

K;=0.58 umol/L

ZORER, 20mg F721X80mg DX 77 IVARA T NI U EE MG LIZE X HLETY 7 7
SVUAMNBCRP ZHETAZLITLY, B ANRZAZF O AUC IZFIVEI 92%F 7213 98%E N
T5ETHIESNT,

@ R=1+[1]/K,

PFIZER CONFIDENTIAL
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2.6.4 FWEHAEFER DHEEE ST

7.42. % b TV AR—F —ZHET B WREHEORET

w403 M 4.2.2.6.5), PF-06291826 30Mayfl] 033741 M 4.2.2.6.6), W E % 2.6.5.151,
2.65.15L, 2.65.15M

X757 IVANBIY AR N T U AR—F—TdH D OCT2, OAT1 5 LN OAT3 Z[HET 5 AlhE
PEIZOWT, Fr A =— AN AR X —JIHHIE (OCT2 B L WNOATL) 721kt MEEE K (HEK)
293 i (OAT3) % W THEt L7z, RHlC W= 2 7 7 I ¥ A OPREFIFAIE 0.095~100 pmol/L
& LT, ZDOREE, 100 pmol/L DIEEEE T OCT2 DEE Th H[MCIA R AL I v OlfkPHE LR
DL DT, —JF, OATI BLNOAT3 IZoW T, ZNENORECTHAPHST 7 2/
FBIREERS L OPHIT A b & U 3-FilR Ok OMLER S, 1Cs EIZZEH 2.9 pmol/L 3 L O
2.36 umol/L, K fEIZZHE 41 1.45 umol/L 38 L TN 1.18 uymol/L T -7z, F72, MATEl BEL O
MATE2K {22\ T H X 7 7 I VA L HEDAREMEZ MG LTz, &7 7 I ¥ AOREHPHIE
0.41~300 pmol/L & L, HE L LT[MCIA FARA I U &V, ZOfE%E, MATE2K 12 & 3["C]
A MBIV OEFEIZRT 255V BRENFRD B, ICs fEI% 290 umol/L T~ 7=, —J7, MATEI
(2RI DEFEILRRD HIVT, 1Cs 1% 300 umol/L B TH -7,

X277 IV AD OCT2, OAT1, OAT3, MATEIL 3 X O MATE2K DOBHEIZ X 2 SMka AAEH o 7]
REMEICOWTIE, ARBRTE O N7Z KifE (OCT2, OATI, OAT3 : K;=ICsy/2, MATE1, MATE2K :
Ki=ICs) &, B MIZ20mg £721E80mg DX 77 I VARA TV U aEHE LTZREOEFIRIEIZ
BIFDX 77 IV ADOIEFEER Chax (0.086 pmol/L F721F 0.29 umol/L) % Lb# U CRHli L7z, &
DFEFR, 277 ITVAAITNI L 20mg &b ML LIZGE, & N7V AR—2—%[HET S
AREME IRV E B 2 B (IH+HFEREA Coad/ Ki 28 11 R0 . — 07, Z 77 IVART LI
80mg # b M L2 A121%, OCT2, MATEL 3 X O MATE2K % 54 % Al et IR 723,
OAT1 BELONOAT3 Z[HETHAEEMERH D EE 2 b (IHER AR Coa/ Ki 23 1.1 BLE)
ZZT, FRlRT MSPK EF V2V, 80mg DZ 77 IV AA T NI & MG LI L
X2 OATI F721% OAT3 (2 & 2 HEH Ok & [HE 3 2 rIREMEIZ DUV CHBANTRIMm L 7=,

Fold AAUC =

CL.... » ([N/K)
CL 1+ ([1/K;)

CLgee : FLESRIEGFAE TIZRIT D, OATI £7203 OAT3 2N LIZRHIE SIMC LB ED 7 V7 7 A
CL : BESIEGFE FICB TS, HEORIZ VT IR

[M: 277 IVAATINI L 80mg TGO 7 7 I DV ADIEFEAT Chax = 0.29 pmol/L

K; : OATI [L#E® K =1.45 umol/L, OAT3 [L#E® K& =1.18 pmol/L

1—

BOIRSTHZR Y 273 & LT, OAT1 £7213 OAT3 DIEE DRME SWNC LD 27 VT T AN
RERIRAWIC L D7 V772 K& BRI (OAT1 £7213 OAT3 24 L7 JRAIE Wic X 5
JVT T UANRERZ VT T RN T D) EARE LSS, OATI 8L NOAT3 DHEED
AUCIIZ 7 7 SV RIZE > TENLN 20.0%F L OV 24.6%0M4 25 E R &z, L LR,
RERIEAWIC L D7 VT T A%2EE L, OATI £721% OAT3 2/ LIZRME WM LB 2 ) T
TUADBKRT VT T AD 50%ICFHYE T D EARE LTc A OBEIMRILENEN 9.1%FB L O

PFIZER CONFIDENTIAL
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10.9% T INTHoT, ZTDOLEIIT, 0mgDH 77 I VAR VI VA E MIESG L E X,
OAT1 £721% OAT3 OEEE D AUC IZZNZE KT 20.0% F 7213 24.6%IEI0T 2% L #HEE ST,
Z D AUC DAL DOFI A TR BERORNEE) & S5 80%0 5 125%DFEFHNTH Y, ¥ 7 7
I VADOATI B L OOAT3 DL ENRARNER DO H H2EMMEEENZ b 72 b F AletEi v &
Ez bz,

743. [ b 7 U AR —F — & HET 5 FRERE OB
HEEE S PF-06291826_10Janf] 084631 (M 4.2.2.6.7), 3% : 2.65.151, 2.65.15N, 2.6.5.150

277 IVABIIRY AR N T L IR—45—To % OATPIBI 35 L N OATPIB3 % [HE ¥ 5 AlgetE
[ZDOWT, ZNEND b T AR —Z — 25819 5 HEK293 Mlifid Z FWTRE L7z, #Hic v
72277 U AOPREFFHIL 0.137~300 umol/L & L7z, OATPIBI 3 L TN OATPIB3 OILE & L
T, ENENS RN CRIFERD T T NRAZF o BLRR AR ZF o2 i, ZOREE,
OATPIB1 |2 XD S T NRAZF U ORI T 24 7 7 IV ADRERFIRAENRD b,
OATPIB1 B LN OATPIB3 [T T 5 X 7 7 2 P AD ICs EIZZ L4 31.0 pmol/L 38 L TN

100 umol/L #, K fEIZZ4E41 15.5 umol/L 35 & T8 50 umol/L # CToh - 7=,

X7 7 LY AD OATPIBI 1 X N OATPIB3 OAEIC L 2 HWHAMEH O ATREEIZ DWW T, &
MR THELONTKESL, B MI80mgDF 77 IVARXAT NI U aRG LIZRHIHEE SN D ¥
7 7 IV ADOIEREERPIARIN P AR (fplinetmax : 0.5 pmol/L)  Z FL#e UCREM L 72, £ Dk
T 1+ fupTintermax/ KNE LI R TH Y, ¥ 7 7 I P ADBEFRIZI VT OATPIBI 35 L UV OATP1B3
ZRETZ AREEITEVNEE 2 N7,

7.44.FF b T UV AR—F —DEE L 72 5 FREHEO RS
W5 EE S« PF-06291826_01Jurf] 045750 M 4.2.2.6.8), %% - 2.6.5.15H

X7 7 VAN OATPIBI £ LU OATPIB3 DIE L 722 5 fREMEIC DWW TRFETT 5728, e
nNo k7 v AR—HF =B EAR L OIBEE ANHEK293 il ~D % 7 7 P ZADEY AL & Lk
Lz, #77 I VAOREEIFO01, 1 BLO10umol/L & L7z, ZOREE, #s EAR L OFRE
N\ HEK293 fifil~DH Y A DL IZ OATPIB1 T 0.99~1.09, OATP1IB3 T 0.85~0.96 & #\ LA
ST, # 77 IR OATPIBL B LN OATPIB3 OAE L 742 5 AlREMI W & & 2 b7,

8. T DO EYBHRRBR
MMER e L,

9. BEE UNEHR

EMZ20mg £721E80mg DX 77 IVAAT LI (X T77IVAELTEREN 122mg B
F V488 mg) A Beh L7-WEo> CYP FHER L OWEE 72 H ONC UGT FEIC L 2 3EMHEAAER O R
REMEICOW TR L=, T OREE, BRICBWT, ¥ 7 7 2 VA2 CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6, CYP3A4/5 B, CYPIA2 #%iH35 L OV UGT1AL, UGT1A4, UGTI1AS6,
UGTI1A9, UGT2B7 [HE %/ L7 3 AR 2 5] & & = 9 rlpetEidluv & & 2 b vz, CYP2B6
BELOCYP3A4 (ZOWTIE, RAEA 0.8 R TH-7-28 AUCR 1 0.8 % L[EIY, ¥ 77 I VAN
BEPRIZF UV T CYP2B6 35 L ONCYP3A4 DOFBE % L= 3WFH AAEA % 5] Z 2 Z 3l petE iR &

PFIZER CONFIDENTIAL
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EZ2 o, F7, IR COEMMEEIERRBRICHE N TE 77 2 P AL CYP3AL DIETHAH
BT EDPKINT A =R REREELRITI ol ZOFRERNS, ¥ 77 IR 1T
CYP3A4 (20N %, CYP2B6 IZ DWW T HERRICIHWTHEET 5 alREM IRV 2 L 2VRIB S iz,

B RMZ20mg £721E80mg DX 7 7 SVAAT NI U EKG LIERED N T U AR—Z —[LEIC L
LM EAER O RIREN:, BRI ORE & 25 MM OWTIHRFT LTz, ZTOREE, ¥ 77 IV A
23 P-gp, OCT2, OATP1BI, OATPIB3, MATE1 3 X U MATE2K #[HET % Alaet, 726 WNC
OATPIBI1 £ XL ONOATPIB3 DIE L 72 5 AlREMEIXIR W E B 2 Sivi=, —J7, ¥ 7 7 2 ¥ A BCRP,
OAT1 BEL N OAT3 Z[HET HAIEEMENEB X b2 &b, ZNEND N7V AR—F2—%H
L L EDOEED AUC DZEALE MSPK EF /M X D F L7=, 20mg 721X 80mg DX 7 7
SVAATNIVEE MIERE L EE, HIEENTHY 77 I VAN BCRP ZHET A Z LI L
D, BCRP DIEETH D1 ANZAHF D AUC IZZNTI 2% FE 7213 98%IIN+ 25 & TRl &
7o —77, OATI BLOOAT3 (IZOWTIE, # 77 2V AIZL D OAT1I BL N OAT3 DIE L 77
% EY D AUC OEEIMOEIA X 25%A00 & HH S, ¥ 77 I VA0 OAT1 3 LU OAT3 DOFHE
DERARIEROH DKM EERZ L7 o ARV EE X o7,

10. @&
BRI R LT,

BER

! Fahmi O, Shebley M, Palamanda J, et al. Evaluation of CYP2B6 Induction and Prediction of Clinical
Drug—Drug Interactions: Considerations from the IQ Consortium InductionWorking Group—An Industry
Perspective. Drug Metab Dispos 2016;44:1720-30.

: Elsby R, Martin P, Surry D, et al. Solitary Inhibition of the Breast Cancer Resistance Protein Efflux
Transporter Results in a Clinically Significant Drug-Drug Interaction with Rosuvastatin by Causing up to
a 2-Fold Increase in Statin Exposure. Drug Metab Dispos 2016;44:398-408.

3 Feng B, Hurst S, Lu, Y, et al. Quantitative prediction of renal transporter-mediated clinical drug-drug
interaction. Mol Pharmaceutics 2013; 10: 4207-4215.
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2.6.5 FEMENRER R OB L
2.6.5.1. PHARMACOKINETICS OVERVIEW Test Article: Tafamidis Meglumine
Type of Study Test System Method of Testing Study Number Module 4
Administration Facility
Analytical Method and Validation
Partial Method Validation Mouse (CD-1) Plasma NA - 1000446 42212
(PF-06291826_13Ma
133351)
Partial Method Validation Rat (Sprague Dawley) Plasma NA - 143191 422.1.1
Absorption
Not applicable
Distribution
Not applicable
Metabolism- In Vivo
Not applicable
Excretion
Not applicable
Pharmacokinetic Drug Interactions: Enzymes
CYP Induction Human Hepatocytes In Vitro Pfizer® PF-06291826_22No vl 4.22.6.1
(up to 50 uM) 113619
UGT Inhibition Human Liver Microsomes In Vitro Pfizer® PF-O6291826_12OCI 422.6.2
(up to 100 uM) 132233
Pharmacokinetic Drug Interactions: Transporters
P-gp Inhibition Caco-2 Cells In Vitro I [ 42263
(0.1 to 100 pM)
BCRP Inhibition MDCKII-BCRP Cells In Vitro I 02 42264
(0.1 to 100 pM)
OATI, OAT3, OCT2 Inhibition ~ CHO-OATI, HEK293-OATS3, In Vitro ] I o: 42265
or CHO -OCT2 Cells (0.095 to 100 uM)
MATEI and MATE2K Inhibition HEK293-MATEI and In Vitro Pfizer’ PF-06291826 30Mayff].  4.2.2.6.6
HEK293-MATE2K cells (0.41 to 300 uM) 033741
OATP1B1 and OATP1B3 HEK293-OATP1B1 or In Vitro Pfizer® PF-06291826_10Jarfl]. 42267
Inhibition HEK293-OATP1B3 Cells (0.137 to 300 uM) 084631

Page 1



v &L ATTR-CM
2.6.5 AR OB TR

2.6.5.1. PHARMACOKINETICS OVERVIEW Test Article: Tafamidis Meglumine
Type of Study Test System Method of Testing Study Number Module 4
Administration Facility
OATP1B1 and OATP1B3 HEK293-OATPIBI or In Vitro Pfizer® PF-O6291826_01Junl 422.6.8
Substrate Potential HEK293-OATP1B3 Cells (0.1, 1 and 10 puM) 045759

BCRP = Breast cancer resistance protein; CHO = Chinese hamster ovary cells; HEK293 = Human embryonic kidney 293 cells; MDCK-MDR1 = Madin-Darby
canine kidney cells transfected with the multidrug resistance protein 1 gene that encodes human P-gp; MATE = Multidrug and toxin extrusion protein;
MDCK-BCRP = Madin-Darby canine kidney cells transfected with the gene that encodes human BCRP; OATP = Organic anion transporting polypeptide; OCT
= Organic cation transporter; P-gp; P-glycoprotein; UGT = Uridine diphosphate-glucuronosyltransferase.

a . Canada.

e. Groton, CT, USA.

f.- Hungary.
oI USA.
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2.6.5.2. ANALYTICAL METHODS AND VALIDATION REPORTS

Test Article: Tafamidis Meglumine

Report Number

Report Approval Date

Species (Strain):

Analyte:

Matrix/ Anticoagulant:

Method:

Range of Determination
(LLOQ-ULOQ):

Inaccuracy (%RE):

LLOQ (Conc)

Low (Conc)
Medium (Conc)

High (Conc)

Imprecision (%CV) within Run:

LLOQ (Conc)
Low (Conc)
Medium (Conc)

High (Conc)

Comments

(PF-06291826_13Ma

1000446

Mouse (CD-1)
PF-06291826
Plasma/Lithium Heparin
LC/MS/MS
50.0 — 10000 ng/mL

-8.4 (50 ng/mL)

-6.7 (150 ng/mL)
-2.8 (800 ng/mL)

-1.4 (8000 ng/mL)
7.2 (50 ng/mL)

6.4 (150 ng/mL)
4.6 (800 ng/mL)

3.7 (8000 ng/mL)

Partial Method Validation

133351)

143191

Rat
PF-06291826
Plasma/Lithium Heparin
LC/MS/MS
100 — 100000 ng/mL

6.0

1.0
2.7

-1.8

10.8

9.0
6.7

10.7

Partial Method Validation

Conc = Concentration; CV = Coefficient of variation; LC-MS/MS = Liquid chromatography/tandem mass spectrometry; LLOQ = Lower limit of quantitation; RE = Relative error;

ULOQ = Upper limit of quantitation.
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2.6.5.15.A  PHARMACOKINETICS: INDUCTION OF CYP Test Article: Tafamidis Meglumine
ENZYMES Report Numbers: PF-06291826_22Novll] 113619
Type of Study: CYP1A2, CYP2B6, and CYP3A4 Induction by tafamidis *
Method: In vitro incubation with cryopreserved human hepatocytes
Analytical Method: LC-MS/MS and Quantitative RT-PCR
Concentration of Tafamidis: 0.03 — 50 uM
Concentrations of CYP 100 uM phenacetin (CYP1A2), 200 uM bupropion (CYP2B6), 30 uM midazolam (CYP3A4)
Substrates:
Hepatocyte  Tafamidis CYP1A2 CYP2B6 mRNA CYP3A4 mRNA CYP1A2 CYP2B6 Bupropion CYP3A4 1’-Hydroxymidazolam
Lot Concentration mRNA (Fold Induction) (Fold Induction) Phenacetin Hydroxylation Activity Activity
(M) (Fold O-Dealkylation (Fold Induction) (Fold Induction)
Induction) Activity
(Fold Induction)
HH1089 0.03 1.00 1.27 1.24 1.14 0.835 0.817
HH1089 0.1 0.942 1.37 1.30 1.09 0.881 0.791
HH1089 0.3 0.971 1.13 1.15 0.977 0.930 0.890
HH1089 1 1.12 1.10 0.974 0.970 1.12 1.02
HH1089 2 1.08 1.07 1.11 0.903 1.08 0.969
HH1089 3 1.03 1.07 1.18 0.838 1.09 0.941
HH1089 5 1.03 1.25 1.24 0.864 1.23 1.01
HH1089 10 0.956 1.50 1.54 0.693 1.45 1.10
HH1089 20 0.669 4.01 3.06 0.755 2.50 1.24
HH1089 30 0.508 5.25 3.29 0.692 3.64 1.39
HH1089 50 0.478 7.70 4.53 0.563 5.85 1.67
BNA 0.03 1.18 1.51 1.38 1.05 1.10 1.17
BNA 0.1 1.18 1.47 1.31 0.977 1.19 1.21
BNA 0.3 1.27 1.34 1.25 0.855 1.27 1.27
BNA 1 0.964 1.08 1.05 0.772 1.14 1.19
BNA 2 1.10 1.47 1.32 1.06 1.26 1.27
BNA 3 1.09 1.40 1.51 0.711 1.30 1.27
BNA 5 1.11 1.33 1.28 0.673 1.32 1.33
BNA 10 0.848 1.60 1.25 0.602 1.33 1.19
BNA 20 0.876 3.53 1.95 0.742 1.94 1.37
BNA 30 0.802 4.48 2.33 0.589 2.63 1.61
BNA 50 0.722 5.33 2.58 0.411 3.45 1.79
FOS 0.03 0.788 0.982 0.852 1.12 0.961 1.13
FOS 0.1 0.845 1.11 0.966 1.10 1.17 1.36
FOS 0.3 0.777 0.840 0.797 0.928 1.23 1.42
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2.6.5.15.A  PHARMACOKINETICS: INDUCTION OF CYP

Test Article: Tafamidis Meglumine

113619

ENZYMES, CONTINUED Report Numbers: PF-06291826_22No
Hepatocyte  Tafamidis CYP1A2 CYP2B6 mRNA CYP3A4 mRNA CYP1A2 CYP2B6 Bupropion CYP3A4 1’-Hydroxymidazolam

Lot Concentration mRNA (Fold Induction) (Fold Induction) Phenacetin Hydroxylation Activity Activity

(M) (Fold O-Dealkylation (Fold Induction) (Fold Induction)
Induction) Activity
(Fold Induction)

FOS 1 0.817 0.853 0.768 0.898 1.35 1.43

FOS 2 0.727 1.10 0.935 0.987 1.27 1.33

FOS 3 0.764 1.31 1.14 1.08 1.40 1.45

FOS 5 0.757 1.40 1.04 1.02 1.55 1.36

FOS 10 0.665 2.40 1.48 1.03 1.56 1.10

FOS 20 0.608 3.70 1.56 0.921 2.79 1.49

FOS 30 0.670 7.03 224 0.941 5.19 1.75

FOS 50 0.694 8.49 2.37 0.742 7.38 1.99

CYP = Cytochrome P450; HPLC-UV = High performance liquid chromatography-ultraviolet detection; mRNA = Messenger ribonucleic acid; ND = Not

determined; RT-PCR = Reverse transcription-polymerase chain reaction.
a. An assessment of risk for in vivo DDI between tafamidis and co-administered substrates of these enzymes, based on current FDA and EMA DDI guidance

documents are provided in Tabulated Summaries 2.6.5.15.D and 2.6.5.15.E, respectively
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2.6.5.15.B PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine
(CYP INHIBITION)

Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of CYP enzymes, based on the
draft FDA guidance (2017)."

Cyp Clinical Dose ] gut Lnax,u b K¢ 1 + (Imax,o/Ki) or Assessment for Risk
1A2 20 mg/day Tafamidis Meglumine ° () g)ué\é[é (ﬂ? - ({Ig)g(l)lt/Ki) 1 +P((;tentjla(l )D<DlI 02 (Y?\SITO)
80 mg/day Tafamidis Meglumine ° -- 0.29 145 1.00 1 + (Imaxo/Ki) < 1.02 No
2B6 20 mg/day Tafamidis Meglumined -- 0.086 >15 <1.01 I + (Imaxo/Ki) < 1.02 No
80 mg/day Tafamidis Meglumine ° -- 0.29 >15 <1.02 I + (Imaxo/Ki) < 1.02 No
2C8 20 mg/day Tafamidis Meglumined -- 0.086 24 1.00 1 + (Inaxo/Ki) < 1.02 No
80 mg/day Tafamidis Meglumine ° -- 0.29 24 1.01 I + (Imaxo/Ki) < 1.02 No
2C9 20 mg/day Tafamidis Meglumined -- 0.086 163 1.00 1 + (Inaxo/Ki) < 1.02 No
80 mg/day Tafamidis Meglumine ° -- 0.29 163 1.00 1 + (Inaxo/Ki) < 1.02 No
2C19 20 mg/day Tafamidis Meglumine? -- 0.086 107 1.00 I + (Imaxo/Ki) < 1.02 No
80 mg/day Tafamidis Meglumine ° -- 0.29 107 1.00 1 + (Inaxo/Ki) < 1.02 No
2D6 20 mg/day Tafamidis Meglumined -- 0.086 458 1.00 I + (Imaxo/Ki) < 1.02 No
80 mg/day Tafamidis Meglumine ° -- 0.29 458 1.00 I + (Imaxo/Ki) < 1.02 No
3A4/5 20 mg/day Tafamidis Meglumine® -- 0.086 222 1.00 1+ (Inaxo/Ki) < 1.02 No
(MDZ) 80 mg/day Tafamidis Meglumine © - 0.29 222 1.00 1+ (Inaxo/K3) < 1.02 No
3A4/5 20 mg/day Tafamidis Meglumine’ -- 0.086 158 1.00 1 + (Inaxo/Ki) < 1.02 No
(TST) 80 mg/day Tafamidis Meglumine ° -- 0.29 158 1.00 1+ (Inaxo/Ki) < 1.02 No
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2.6.5.15.B PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine
(CYP INHIBITION), CONTINUED
CYyp Clinical Dose [ gut Lnax,u b K¢ 1 + (Imax,o/Ki) or Assessment for Risk
(M) (M) (M) 1 + (M 4u/K5) Potential DDI (Yes/No)
3A4/5 20 mg/day Tafamidis Meglumine® 158 -- 222 1.71 I+ (/K <11 No
(MDZ) 80 mg/day Tafamidis Meglumine © 634 - 222 3.86 1+ (I/Ky) < 11 No
3A4/5 20 mg/day Tafamidis Meglumine® 158 -- 158 2.00 I+ (/K <11 No
(TST) 80 mg/day Tafamidis Meglumine © 634 -- 158 5.01 1+ (Ip/K;) < 11 No

Note: Molecular weight of tafamidis = 308.1 g/mol. CYP = Cytochrome P-450 enzymes; DDI = Drug-drug interaction; [I]y, = Dose of inhibitor/250 mL;
Inax.w = Maximum unbound plasma concentration; K; = Inhibition constant; MDZ = Midazolam; TST = Testosterone.

a. Draft guidance for industry: In Vitro Metabolism- and Transporter- Mediated Drug-Drug Interaction Studies. In: U.S. Department of Health and Human
Services. Food and Drug Administration. Center for Drug Evaluation and Research (CDER). Oct 2017: 45 pages.

b. 20 mg/day tafamidis meglumine: steady-state Cpax, = 0.086 pM (Clinical Study Fx1A-109), 80 mg/day tafamidis meglumine: steady-state Cpayy =
0.29 uM (Clinical Study B3461056)

c. Tafamidis meglumine TTR-FAP CTD 2.6.4.5.1.9.1 and 2.6.5.12

d. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid.

e. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.
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2.6.5.15.C PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine
(CYP INHIBITION)

Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of CYP enzymes, based on the EMA
guideline (2012)."

CYyp Clinical Dose M gut .’ K¢ [T/K; Assessment for Risk (Yes/No)
(uM) (uM) (LM) or Potential DDI
[1/K;
1A2 20 mg/day Tafamidis Meglumine ° -- 0.086 145 0.0006 [1]/K; <0.02 No
80 mg/day Tafamidis Meglumine ° -- 0.29 145 0.0020 [1]/K; <0.02 No
2B6 20 mg/day Tafamidis Meglumine* -- 0.086 >15 < 0.0057 [1/K; <0.02 No
80 mg/day Tafamidis Meglumine ° -- 0.29 >15 <0.019 [1]/K; <0.02 No
2C8 20 mg/day Tafamidis Meglumined -- 0.086 24 0.0036 [M/K; <0.02 No
80 mg/day Tafamidis Meglumine ° -- 0.29 24 0.0120 [Mw/K; <0.02 No
2C9 20 mg/day Tafamidis Meglumine? -- 0.086 163 0.0005 [1]/K; <0.02 No
80 mg/day Tafamidis Meglumine ° -- 0.29 163 0.0018 [M]/K; <0.02 No
2C19 20 mg/day Tafamidis Meglumined -- 0.086 107 0.0008 [Mv/K; <0.02 No
80 mg/day Tafamidis Meglumine ° -- 0.29 107 0.0027 [1]/K; <0.02 No
2D6 20 mg/day Tafamidis Meglumined -- 0.086 458 0.0002 [1/K; <0.02 No
mg/day Tafamidis Meglumine - . 0.0006 /K <0. 0
80 mg/day Tafamidis Meglumine © 0.29 458 [1]/K; <0.02 N

3A4/5 20 mg/day Tafamidis Meglumine® -- 0.086 222 0.0004 [1]/K; <0.02 No
(MDZ) 80 mg/day Tafamidis Meglumine ° - 0.29 222 0.0013 [1]/K; <0.02 No
3A4/5 20 mg/day Tafamidis Meglumine? -- 0.086 158 0.0005 [1]/K; <0.02 No
(TST) 80 mg/day Tafamidis Meglumine ° - 0.29 158 0.0018 [1./K; <0.02 No
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2.6.5.15.C PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine
(CYP INHIBITION), CONTINUED
CYP Clinical Dose [ gut (1> K;¢ [I/K; or Assessment for Risk (Yes/No)
(M) (M) (uM) [I/K; Potential DDI

3A4/5 20 mg/day Tafamidis Meglumine d 158 -- 222 0.71 [1)/Ki <10 No

(MDZ) 80 mg/day Tafamidis Meglumine ° 634 - 222 2.9 [1)/Ki <10 No

3A4/5 20 mg/day Tafamidis Meglumine d 158 -- 158 1.0 [1)/Ki <10 No

(TST) 80 mg/day Tafamidis Meglumine © 634 - 158 4.0 [T/Ki <10 No

Note: Molecular weight of tafamidis = 308.1 g/mol.

CYP = Cytochrome P-450 enzymes; DDI = Drug-drug interaction; [I]y = Dose of inhibitor/250 mL; [I], = Maximum unbound plasma concentration;

K; = Inhibition constant; MDZ = Midazolam; TST = Testosterone.

a. Guideline on the investigation of drug interactions. In: European Medicines Agency. Committee for Human Medicinal Products (CHMP).
CPMP/EWP/560/95/Rev. 1 Corr. 2, 21 June 2012: 59 pages.

b. 20 mg/day tafamidis meglumine: steady-state Cpayx = 8.6 UM, Cppaxy = 0.086 uM (Clinical Study Fx1A-109), 80 mg/day tafamidis meglumine: steady-state
Ciax =29 UM, Cpaxw = 0.29 uM (Clinical Study B3461056).

c. Tafamidis meglumine TTR-FAP CTD 2.6.4.5.1.9.1 and 2.6.5.12

d. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid

e. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.
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2.6.5.15.D PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine
(CYP INDUCTION)
Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of CYP enzymes, based on the draft
FDA guidance (2017)."
CYP Clinical Dose Emax’ ECs,” Inax’ R;* Assessment for Risk (Yes/No)
(M) (M) Potential DDI
1A1 20 mg/day Tafamidis Meglumine © -- -- -- -- -- No
80 mg/day Tafamidis Meglumine " -- -- -- -- -- No
2B6 20 mg/day Tafamidis Meglumine® 8.8 25 0.086 0.774 R3<0.8 Yes
80 mg/day Tafamidis Meglumine " 8.8 25 0.29 0.522 R;<0.8 Yes
3A4 20 mg/day Tafamidis Meglumine® 5.8 28 0.086 0.853 R;>0.8 No
80 mg/day Tafamidis Meglumine " 5.8 28 0.29 0.648 R;<0.8 Yes

Note: Molecular weight of tafamidis = 308.1 g/mol.

-- No induction observed; AUC = Area under the curve; CYP = Cytochrome P450 enzymes; DDI = Drug-drug interaction; EC5, = Concentration of inducer
associated with half-maximum induction; E,,,x = Maximum fold induction observed in vitro; L, , = Maximum unbound plasma concentration; R; = Predicted
ratio of the victim drug’s AUC in the presence and absence of an inducer.

a. Draft guidance for industry: In Vitro Metabolism- and Transporter- Mediated Drug-Drug Interaction Studies. In: U.S. Department of Health and Human
Services. Food and Drug Administration. Center for Drug Evaluation and Research (CDER). Oct 2017: 45 pages.

b. Average E,,,x and ECs, values for CYP2B6 were used.

c. 20 mg/day tafamidis meglumine: steady-state Cypax, = 0.086 pM (Clinical Study Fx1A-109), 80 mg/day tafamidis meglumine: steady-state Cyaxy = 0.29 pM
(Clinical Study B3461056).

d. R3 =1/ [1 + (d x Emax x 10 x Imax,u) / (ECSO + (10 X Imax,u))]a where d (the scaling factor) =1

e. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid.

f. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.
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2.6.5.15E PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine
(CYP INDUCTION)

Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of CYP enzymes,, based on the EMA
guideline (2012)."

CYP Clinical Dose Emax ECs® B¢ B’ AUCR® Assessment for Risk (Yes/No)
(uM) Potential DDI
1A1 20 mg/day Tafamidis -- -- -- -- -- -- No
Meglumine *
80 mg/day Tafamidis -- -- -- -- -- -- No
Meglumine ®
2B6 20 mg/day Tafamidis 8.8 25 1.05 4.04 0.95 AUCR>0.8 No
Meglumine’
80 mg/day Tafamidis 8.8 25 1.17 6.97 0.85 AUCR>0.8 No
Meglumine
3A4 20 mg/day Tafamidis 5.8 28 1.03 2.86 0.97 AUCR> 0.8 No
Meglumine'
80 mg/day Tafamidis 5.8 28 1.10 4.79 0.91 AUCR> 0.8 No
Meglumine

Note: Molecular weight of tafamidis = 308.1 g/mol.

-- No induction observed; AUCR = Predicted ratio of the victim drug’s AUC in the presence and absence of an inducer; B, = Gastric induction part of the AUCR
equation; B, = Hepatic induction part of the AUCR equation; CYP = Cytochrome P-450 enzymes; DDI = Drug-drug interaction; ECs, = Concentration of
inducer associated with half-maximum induction; E ., = Maximum fold induction observed in vitro; I, = Maximum inducer concentration in the gut; f,, =
Fraction metabolized; I, = Maximum unbound inducer concentration in the portal vein; Q., = Enterocyte blood flow; Q, = Hepatic blood flow.

a. Guideline on the investigation of drug interactions. In: European Medicines Agency. Committee for Human Medicinal Products (CHMP).
CPMP/EWP/560/95/Rev. 1 Corr. 2, 21 June 2012: 59 pages.

b. Average E,.x and ECs, values for CYP2B6 were used.

c. By=1+[(dx Epax x I)/(I +ECs¢)], where d = 1, and I;, = 0.14 uM for 12.2 mg tafamidis and 0.50 uM for 48.8 mg tafamidis =

fupX ([T maxptFaXFgxk,xDose/Qy, where f,,= 0.017 (fraction unbound in plasma/blood to plasma ration), Iy.xp= 5.16 M for 20 mg/day tafamidis meglumine or
17.4 uM for 80 mg/day tafamidis meglumine (Clinical Study Fx1A-109 and B3461056), F,F, = 1, k, = 0.1/min, Dose = 39.6 uM for 20 mg/day tafamidis
meglumine or 158 pM for 80 mg/day tafamidis meglumine, Qg = 1.5 L/min.

d. B, =1+ [(d X Epax x Ip)/(Ig +ECs0)], where d = 1, and I, = 13.2 uM for 12.2 mg tafamidis and 52.7 pM for 48.8 mg tafamidis = F, x k, x Dose/Q,,, where F, =
1, k,= 0.1/min, Dose = 39.6 umoles for 12.2 mg tafamidis or 158 pmoles for 48.8 mg tafamidis, and Q., = 0.3 L/min (18 L/h).

e. AUCR =[1/(Byx fi, + (1-f,))] x [1/ (Bg x (1-Fy) + Fy)] where f,, and F, =1

f. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid.

g. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.
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2.6.5.15.,F PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine
Report Number: PF-06291826_120c] 132233
Type of Study Evaluation of UGT Inhibition by tafamidis®
Method In vitro incubation with HLM and individual substrates of UGT enzymes in the presence of UDPGA + BSA
Analytical Method LC-MS/MS
Concentration of Tafamidis 1 to 100 uM
UGT Enzyme Reaction Without 2% BSA" With 2% BSA
Enzyme ICso0 Inhibition at ICs0 Inhibition at 100 pM (%)
(uM) 100 pM (%) (uM)
1A1 B-Estradiol-3-Glucuronidation 30 79 >100 13
1A4 Trifluorperazine-N-Glucuronidation 86 71 >100 0
1A6 5-Hydroxytryptophol-O-Glucuronidation >100 16 >100 3
1A9 Propofol-O-Glucuronidation >100 0 >100 13
2B7 Zidovudine-5'-Glucuronidation 83 61 >100 3

BSA = Bovine serum albumin; DDI = Drug-drug interaction; EMA = European Medicines Agency; FDA = Food and Drug Administration; f, = Fraction unbound;
HLM = Human liver microsome; IC50 = Half maximal inhibitory concentration; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; ND = Not
determined; UDPGA = Uridine diphosphate-glucuronic acid; UGT = Uridine diphosphate-glucuronosyltransferase.

a. An assessment of risk for in vivo DDI between tafamidis and co-administered substrates of these UGT enzymes, based on current FDA and EMA DDI guidance
documents.

b. Tafamidis f;, assumed to be 1 due to minimal amount of protein (0.025 mg/mL) present.
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2.6.5.15.G PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine
(UGT INHIBITION)

Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of UGT enzymes, based on the
EMA guideline (2012).*

UGT Clinical Dose .’ K MK Assessment for Risk
(M) (M) Potential DDI (Yes/No)

1A1 20 mg/day Tafamidis Meglumine d 0.086 15 0.0057 [1/K; <0.02 No
80 mg/day Tafamidis Meglumine ° 0.29 15 0.019 [1/K; <0.02 No
1A4 20 mg/day Tafamidis Meglumine* 0.086 43 0.002 [M/K; <0.02 No
80 mg/day Tafamidis Meglumine ° 0.29 43 0.0067 [1]/K; <0.02 No
1A6 20 mg/day Tafamidis Meglumine? 0.086 >50 <0.0017 [M/K; <0.02 No
80 mg/day Tafamidis Meglumine ° 0.29 >50 <0.0058 [M/K; <0.02 No
1A9 20 mg/day Tafamidis Meglumined 0.086 >50 <0.0017 [M/K; <0.02 No
80 mg/day Tafamidis Meglumine ° 0.29 >50 < 0.0058 [M/K; <0.02 No
2B7 20 mg/day Tafamidis Meglumined 0.086 42 0.0020 [M/K; <0.02 No
80 mg/day Tafamidis Meglumine ° 0.29 42 0.0069 [M/K; <0.02 No

Note: Molecular weight of tafamidis = 308.1 g/mol.

DDI = Drug-drug interaction; I = Maximun plasma concentration; [I], = Maximum unbound plasma concentration; K; = Inhibition constant; UGT = Uridine 5'-
diphospho-glucuronosyltransferase.

a. Guideline on the investigation of drug interactions. In: European Medicines Agency. Committee for Human Medicinal Products (CHMP).
CPMP/EWP/560/95/Rev. 1 Corr. 2, 21 June 2012: 59 pages.

b. 20 mg/day tafamidis meglumine: steady-state Cax = 8.6 UM, Cpaxy = 0.086 uM (Clinical Study Fx1A-109), 80 mg/day tafamidis meglumine: steady-state
Ciax =29 UM, Cpaxw = 0.29 uM (Clinical Study B3461056).

c. Assume Ki = ICs¢/2 using the lowest ICs, values from Table 2.6.5.15.F

d. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid.

e. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.
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2.6.5.15.H PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine
Summary Results: Tafamidis Meglumine as a Substrate of Transporters In Vitro
Transporter Report Numbers Test System Uptake Ratio Substrate
(Yes/No)
OATP1B1 PF-06291826 01Ju 045759 HEK293-OATPIBI1 0.99 to 1.09* No
OATP1B3 PF-06291826 01Ju 045759 HEK293-OATP1B3 0.85 to 0.96" No

HEK?293 = Human embryonic kidney 293 cells; OATP = Human organic anion-transporting polypeptide.
a. Uptake ratios (uptake in HEK293-OATP1B1 or HEK293-OATP1B3 compared to the uptake in HEK293 wild-type cells) of >2 are considered a substrate.
Uptake values were similar between incubations with and without the inhibitor Rifamycin SV.
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2.6.5.15.1 PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine
Summary Results: Tafamidis Meglumine as an Inhibitor of Transporters In Vitro*
Transporter Report Numbers Test System Probe Substrate ICs0 (uM) % of Control Activity at
Highest Concentration Tested”
P-gp 8404 Caco-2 Cells Digoxin >100 --
BCRP 8402 MDCKII-BCRP Prazosin 1.16 --
OATI1 8403 CHO Cells *H]PAH 29 -1.62
OAT3 8403 HEK293 Cells ’H]E3S 2.36 2.58
OCT2 8403 CHO Cells ["*C]Metformin >100 111

MATE1 PF-06291826_30Ma
MATE2K  PF-06291826_30Ma

033741 HEK293 Cells ["*C]Metformin >300 59.2
033741 HEK293 Cells ["*C]Metformin 290 42.2

OATP1B1 PF-06291826 10Ja 084631 HEK293 Cells Pravastatin 31 12.4

OATP1B3 PF-06291826 10Ja 084631 HEK293 Cells Rosuvastatin >100 35.8
-- = Not applicable; BCRP = Breast cancer resistance protein; CHO = Chinese hamster ovary cells; DDI = Drug-drug interactions; E3S = Estrone-3-sulfate;
HEK?293 = Human embryonic kidney 293 cells; OAT = Organic anion transporter; OATP = Organic anion-transporting polypeptide; OCT = Organic cation
transporter; IC50 = Half maximal inhibitory concentration, MDCKII-BCRP = Madin Darby Canine Kidney II cells transfected with the gene for BCRP; PAH
= p-aminohippuric acid; P-gp = P-glycoprotein (also known as MDR1).
a. An assessment of risk for in vivo DDI between tafamidis meglumine and co-administered substrates of these transporters, based on the 2017 FDA and
EMA guidances, are provided in Tabulated Summaries 2.6.5.15.J to 2.6.5.15.0.
b. OAT1, OAT2, and OCT2 = 100 uM; OATP1B1, OATP1B3, MATE1 and MATE2K = 300 pM.
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2.6.5.15.J PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine

Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of Efflux Transporters, based on the
draft FDA guidance (2017)."

Transporter Report Clinical Dose [ gut ICso ] gu/IC50 Assessment for Risk (Yes/No)
Numbers (uM) (uM) Potential DDI
GI Tract

P-gp :-o- 20 mg/day 158 >100 <1.58 [T]gu/IC50 <10 No
Tafamidis Meglumine "

80 mg/day 634 >100 <6.34 [T]g/IC50 <10 No
Tafamidis Meglumine °

BCRP 2 20 mg/day 158 1.16 136 [Mgu/IC50 =10 Yes
Tafamidis Meglumine®

80 mg/day 634 1.16 547 [1]z/IC50 210 Yes

Tafamidis Meglumine °

Note: Molecular weight of tafamidis = 308.1 g/mol.

BCRP = Breast cancer resistance protein; DDI = Drug-drug interaction; GI = Gastrointestinal; [I], = Dose of inhibitor/250 mL; IC50 = 50% inhibitive
concentration; MDR = Multidrug resistance protein; P-gp = P-glycoprotein (also known as MDR1).

a. Draft guidance for industry: In Vitro Metabolism- and Transporter- Mediated Drug-Drug Interaction Studies. In: U.S. Department of Health and Human
Services. Food and Drug Administration. Center for Drug Evaluation and Research (CDER). Oct 2017: 45 pages.

b. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid.

c. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.
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2.6.5.15. K PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine

Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of Efflux Transporters, based on the
EMA guideline (2012)."

Transporter Report Clinical Dose Ki’ 50 x Cpax’ 0.1 x Dose/250 mLL Assessment for Risk (Yes/No)
Numbers (uM) (uM) (uM) Potential DDI
GI Tract
P-gp :-o- 20 mg/day >50 — 15.8 K> (0.1 x dose/250) No
Tafamidis Meglumine ¢
80 mg/day >50 — 63.4 Ki< (0.1 x dose/250) No'
Tafamidis Meglumine °
scrr 02 20 mg/day 0.58 - 15.8 K< (0.1 x dose/250) Yes
Tafamidis Meglumine’
80 mg/day 0.58 - 63.4 K; < (0.1 x dose/250) Yes
Tafamidis Meglumine °
Systemic
P-gp -0 20 mg/day >50 43 - Ki> (50 X Cruaea) No
Tafamidis Meglumine ¢
80 mg/day >50 14.5 -- K> (50 x Craxn) No
Tafamidis Meglumine °
BCRP 02 20 mg/day 0.58 43 - K< (50 X Crnr) Yes
Tafamidis Meglumined
80 mg/day 0.58 14.5 -- K; < (50 x Cpnax) Yes

Tafamidis Meglumine °

Note: Molecular weight of tafamidis = 308.1 g/mol.

-- = Not applicable; BCRP = Breast cancer resistance protein; Cy,x, = Unbound maximum concentration; DDI = Drug-drug interaction; GI = Gastrointestinal;
[I]gu = Dose of inhibitor/250 mL; IC50 = 50% inhibitive concentration; Ki = Inhibition constant; MDR = Multidrug resistance protein; P-gp = P-glycoprotein
(also known as MDR1).

a. Guideline on the investigation of drug interactions. In: European Medicines Agency. Committee for Human Medicinal Products (CHMP).
CPMP/EWP/560/95/Rev. 1 Corr. 2, 21 June 2012: 59 pages.

b. Assume Ki=I1Csy/2

c. 20 mg/day tafamidis meglumine: steady-state Cypax, = 0.086 pM (Clinical Study Fx1A-109), 80 mg/day tafamidis meglumine: steady-state Cpayy = 0.29 pM
(Clinical Study B3461056) when fraction unbound in human plasma = 0.01

d. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid.

e. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.

f. Tafamidis did not inhibit P-gp transport at the highest concentration tested (100 uM), therefore it has a low potential to inhibit P-gp in the GI tract.
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2.6.5.15.L PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine

Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of Renal Transporters, based on the
draft FDA guidance (2017)."

Transporter  Report Numbers Clinical Dose 1Cs Cmax,uh Cnax,n/ICsg Threshold Cutoff Risk
(UM) (UM) For Potential DDI (Yes/No)
OCT2 :-0: 20 mg/day >100 0.086 <0.00086 Corxa/1C50 < 0.1 No
Tafamidis Meglumine °
80 mg/day >100 0.29 <0.0029 Coraxa/1C50 < 0.1 No
Tafamidis Meglumine d
OATI :-0: 20 mg/day 2.9 0.086 0.030 Corxa/1C50 < 0.1 No
Tafamidis Meglumine °
80 mg/day 2.9 0.29 0.10 Coraxa/1IC50 = 0.1 Yes
Tafamidis Meglumine d
OAT3 03 20 mg/day 236 0.086 0.036 Corxa/1C50 < 0.1 No
Tafamidis Meglumine °
80 mg/day 2.36 0.29 0.12 Conaxa/IC50 2 0.1 Yes
Tafamidis Meglumine ¢
MATEI PF-06201826_ 20 mg/day >300 0.086 <0.00029 Conaxa/1Cs0 < 0.02 No
30Mayfl] 033741 Tafamidis Meglumine ¢
80 mg/day >300 0.29 <0.00097 Conaxa/IC50 < 0.02 No
Tafamidis Meglumine ¢
MATE2K  PF-06201826_ 20 mg/day 290 0.086 0.00030 Conaxa/1Cs0 < 0.02 No
30Mayff] 033741 Tafamidis Meglumine ¢
80 mg/day 290 0.29 0.0010 Conaxa/IC50 < 0.02 No

Tafamidis Meglumine ¢

Note: Molecular weight of tafamidis = 308.1 g/mol.

Cinaxw = Unbound maximum concentration; DDI = Drug-drug interaction; ICsy = 50% inhibitory concentration; MATE = Multidrug and toxin extrusion protein;
OAT = Organic anion transporter; OCT = Organic cation transporter.

a. Draft guidance for industry: In Vitro Metabolism- and Transporter- Mediated Drug-Drug Interaction Studies. In: U.S. Department of Health and Human
Services. Food and Drug Administration. Center for Drug Evaluation and Research (CDER). Oct 2017: 45 pages.

b. 20 mg/day tafamidis meglumine: steady-state Cpax, = 0.086 pM (Clinical Study Fx1A-109), 80 mg/day tafamidis meglumine: steady-state Cpayy = 0.29 pM
(Clinical Study B3461056)

c. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid.

d. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.
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2.6.5.15.M PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine

Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of Renal Transporters, based on the
EMA guideline (2012)."

Transporter  Report Numbers Clinical Dose Ki* 50 x Cpax’ Threshold Cutoff Risk (Yes/No)
(uM) (M) For Potential DDI

0oCT2 :-0: 20 mg/day >50 43 Ki > (50 X Cynaxa) No
Tafamidis Meglumine ¢

80 mg/day >50 14.5 Ki> (50 x Cpuaxu) No
Tafamidis Meglumine °

OAT1 :-0: 20 mg/day 1.45 43 Ki < (50 X Cuar) Yes
Tafamidis Meglumine ¢

80 mg/day 1.45 14.5 Ki < (50 X Cpax) Yes
Tafamidis Meglumine °

OAT3 :-o: 20 mg/day 1.18 43 Ki < (50 X Chna) Yes
Tafamidis Meglumine ¢

80 mg/day 1.18 145 Ki < (50 X Cpax) Yes
Tafamidis Meglumine °

MATEI1 PF-06291826 20 mg/day >300 4.3 Ki> (50 x Cpax) No
30Mayff] 033741 Tafamidis Meglumine ¢

80 mg/day >300 145 Ki > (50 X Croon) No
Tafamidis Meglumine °

MATE2K PF-06291826 20 mg/day 290 4.3 Ki> (50 x Cpax) No
30Mayff] 033741 Tafamidis Meglumine ¢

80 mg/day 290 14.5 Ki> (50 X Cpuaxu) No

Tafamidis Meglumine °

Note: Molecular weight of tafamidis = 308.1 g/mol.

Cinaxs = Unbound maximum concentration; DDI = Drug-drug interaction; ICsy = 50% inhibitory concentration; Ki = Inhibition constant; MATE = Multidrug
and toxin extrusion protein; OAT = Organic anion transporter; OCT = Organic cation transporter.

a. Guideline on the investigation of drug interactions. In: European Medicines Agency. Committee for Human Medicinal Products (CHMP).
CPMP/EWP/560/95/Rev. 1 Corr. 2, 21 June 2012: 59 pages.

b. Assume K; = IC5¢/2 for OCT2, OATI1, and OAT3. K; =1Cs, for MATE1 and MATE2K (because the substrate concentrations used in these

assays are below the in-house or reported Km values).

c. 20 mg/day tafamidis meglumine: steady-state Cypax, = 0.086 uM (Clinical Study Fx1A-109), 80 mg/day tafamidis meglumine: steady-state Cpax, = 0.29 M
(Clinical Study B3461056)

d. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid.

e. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.

Page 19



v &L ATTR-CM
2.6.5 AR OB TR

2.6.5.15.N  PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine

Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of Hepatic Transporters, based on
the FDA guideline (2017).?

Transporter Report Numbers Clinical Dose 1Csy Ly inmax Threshold Cutoff Risk (Yes/No)
(uM) (upM)” For Potential DDI

OATPIBI  PF-06291826_10Jar]J] 084631 20 mg/day 31 0.14 1+ [ymma/ICs] <1.1 No
Tafamidis Meglumine ©

80 mg/day 31 0.50 1+ [Lisinmax/ICs0] <1.1 No
Tafamidis Meglumine ¢

OATPIB3  PF-06291826_10Jar]] 084631 20 mg/day >100 0.14 1+ Tusinma/1Cs50] <1.1 No
Tafamidis Meglumine ©

80 mg/day >100 0.50 1+ [Lomma/ICso] <1.1 No

Tafamidis Meglumine ¢

Note: Molecular weight of tafamidis = 308.1 g/mol.

DDI = Drug-drug interaction; F, = Fraction absorbed ; F, = Intestinal availability; fu = Fraction unbound in human plasma; IC50 = 50% inhibitory concentration;
Inax = Maximun plasma concentration; I, ;, max = Maximum unbound plasma concentration at the inlet to the liver; K, =Absorption rate constant; OATP =
Organic anion-transporting polypeptide; Q,, = Hepatic blood flow rate; R, = Blood to plasma ratio.

a. Draft guidance for industry: In Vitro Metabolism- and Transporter- Mediated Drug-Drug Interaction Studies. In: U.S. Department of Health and Human
Services. Food and Drug Administration. Center for Drug Evaluation and Research (CDER). Oct 2017: 45 pages.

b. Ly inmax = fu X [(Imax +( FaFgxk,xDose))/Qy/Rp] where fu = 0.01, I, = 8.6 uM for 20 mg/day tafamidis meglumine or 29 uM for 80 mg/day tafamidis
meglumine (Clinical Study Fx1A-109 and B3461056), F,F, = 1, k, = 0.1/min, Dose = 39.6 uM for 20 mg/day tafamidis meglumine or 158 pM for 80 mg/day
tafamidis meglumine, Q, = 1.5 L/min, R, = 0.6.

c. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid.

d. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.
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2.6.5.15.0 PHARMACOKINETICS: DRUG-DRUG INTERACTIONS Test Article: Tafamidis Meglumine

Summary Results: Assessment of Risk for In Vivo DDIs Between Tafamidis Meglumine and Co-Administered Substrates of Hepatic Transporters, based on
the EMA guideline (2012).°

Transporter Report Numbers Clinical Dose K' Ly in,max 25 X Ly in,max Threshold Cutoff Risk
(uM) (uM)* For Potential DDI (Yes/No)

OATPIBI  PF-06291826_10Jar]] 084631 20 mg/day 15.5 0.14 35 K> 25 X Ly No
Tafamidis Meglumine ¢

80 mg/day 15.5 0.50 12.5 K> 25 X Iy jn.max No
Tafamidis Meglumine °

OATPIB3  PF-06291826_10Jar]] 084631 20 mg/day >50 0.14 35 K> 25 X Ly No
Tafamidis Meglumine ¢

80 mg/day >50 0.50 12.5 K> 25 X Iy jn.max No

Tafamidis Meglumine °

Note: Molecular weight of tafamidis = 308.1 g/mol.

DDI = Drug-drug interaction; F, = Fraction absorbed ; F, = Intestinal availability; fu = Fraction unbound in human plasma; IC50 = 50% inhibitory concentration;
Iinax» = Maximun total blood concentration; I, i, max = Maximum unbound plasma concentration at the inlet to the liver; K, =Absorption rate constant; Ki =
Inhibition constant; OATP = Organic anion-transporting polypeptide; Qy = Hepatic blood flow rate; R, = Blood to plasma ratio.

a. Guideline on the investigation of drug interactions. In: European Medicines Agency. Committee for Human Medicinal Products (CHMP).
CPMP/EWP/560/95/Rev. 1 Corr. 2, 21 June 2012: 59 pages.

b. Assume K; = ICsy/2 for OATP1B1 and OATP1B3

C. Lsinmax = FupX ([T max vt FaXF ¥k, xDose/Qy, where f,, = 0.017 (fraction unbound in plasma/blood to plasma ration), I, = 5.16 uM for 20 mg/day tafamidis
meglumine or 17.4 pM for 80 mg/day tafamidis meglumine (Clinical Study Fx1A-109 and B3461056), F.,F, = 1, k, = 0.1/min, Dose = 39.6 uM for 20 mg/day
tafamidis meglumine or 158 uM for 80 mg/day tafamidis meglumine, Qy = 1.5 L/min.

d. 20 mg/day of tafamidis meglumine is equivalent to 12.2 mg/day of tafamidis free acid.

e. 80 mg/day of tafamidis meglumine is equivalent to 48.8 mg/day of tafamidis free acid.
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