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fES & FHEEDER
FEE TR

AAG b b olfetElE & X278 (Alphal acid glycoprotein)

AD-18354 F oY 7 — | siRNA

ADA PR (Anti-drug antibody)

ADME W, A, AR OEE (Absorption, distribution, metabolism, and excretion)

ALN-18328 IXF 2T ALNPHLEIF D TTR mRNA Z A58 & 9% siRNAJFHE (siRNA drug substance
in patisiran-LNP)

ALN-TTRO02 2mg/mL ALN 18328 X TN LNP (AF-011) & LT L S 7RIl
DLin-MC3-DMA, DSPC, =t L' A7 11—/}, () PEGyoo-C-DMG 2> A S 41, R
U PRt AR A S0 HR & 3 RNAITRREE T £ /3 F 2T LBl [Patisiran
drug product, an RNAI therapeutic comprised of 2 mg/mL patisiran drug substance (ALN
18328, an siRNA targeting TTR mRNA) and lipid excipients DLin-MC3-DMA, DSPC,
cholesterol and PEG2u00-C-DMG formulated as lipid nanoparticles (LNPs, AF-011) in isotonic
phosphate buffered saline. ]

ApoE TRV RZ 7B E (Apolipoprotein E)

AUC iR T EifE  (Areaunder the curve)

Bb iR B K- fiRFEY)  (Split product of complement factor B)

BDC JEAE J = = — L-&LiE  (bile duct cannulated)

BMV IMTEN ) T —32 3 > (Bioanalytical Method Validation)

bDNA 5715z DNA  (Branched DNA)

“c JF -5 14 DR FEFNCA (Carbon isotope with atomic weight of 14)

C3 FIARES 3 %4y (Complement component 3)

C3a FHRER 3a ks (Complement component 3a)

CL 27 V77 A (Clearance)

Crrax e fErP A (Maximum plasma concentration)

CRP C i 4 > 2327 (C-reactive protein)

CYP v K7 v . P450 (Cytochrome P450)

DLin-MC3-DMA (62,92, 287, 31Z)-heptatriaconta-6, 9, 28, 31-tetraen-19-yl-4-(dimethylamino) butanoate

DSPC 1,2-Distearoyl-sn-Glycero-3-Phosphocholine

ELISA PG B e WA EYS  (Enzyme-linked immunosorbent assay)

EMA I =354 T  (European Medicines Agency)

GLP 2385 DM B 5 FRERIRERBR D 32 2 4E  (Good Laboratory Practice)
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FiEE TR
hATTR AR N Z > 291 LF > (Hereditary Atypical Transthyretin)
HSA b MIyET /L7 < 2 (Human serum albumin)
ICso 50%[H =% (Concentration for 50% of maximal inhibition)
IFN-o; A H—7xnr-q (Interferon-a)
IgM g7 a7 ) > M (Immunoglobulin M)
IgG 7171 > G (Immunoglobulin G)
IL-1IRA A B —aA X AZRIKT % T=A K (Interleukin-1 receptor antagonist)
IL-6 A H—uA %6 (Interleukin-6)
ISR FEAABHF4T  (incurred sample reanalysis)
v FHRPY (Intravenous)
LC-MS Wik a~ v 777 44—, "G&5581%  (Liquid Chromatography-Mass Spectrometry)
LLOQ EE TR (Lower level of quantification)
LNP JE& S/ Ki+ (Lipid nanoparticle)
MRNA A w2 V¥ —RNA (Messenger RNA)

Patisiran-LNP

XF 7 -LNP HK] (Patisiran drug product)

PBS U iR E BRI (Phosphate buffered saline)
PD #7715 (Pharmacodynamics)
PEG2000-C-DMG (R)-2,3-his(tetradecyloxy)propyl 1-(methoxy poly[ethylene glycol]2000)propylcarbamate
PK SEEIRE  (Pharmacokinetics)
gPCR EBAAR Y A7 —EEH S (Quantitative polymerase chain reaction)
RBP LTI —)ViEG #2878 (Retinol binding protein)
RISC RNA & A L o 74 (RNA-Induced Silencing Complex)
RNA U REZRE  (Ribonucleic acid)
RNAI V ARl (Ribonucleic acid interference)
RSA Z v M7 L7 2 > (Rat serum albumin)
Sh 1EYE(R 7 (Standard deviation)
SiRNA B 78 REERE  (Small interfering ribonucleic acid)
tir FEAARVE -8 (Terminal elimination half life)
Ts hY g— R¥A m=> (tri-iodothyronine)
Ts HA i (thyroxine)
TK h¥>axx7 17 A (Toxicokinetic)
12
Confidential Alnylam Japan




2.6.4 EYFREHERDBE
INFOSUF )DL

FiEE JzE
TTR kZ > 244 LF 2 (Transthyretin)
Vs EFIRRBIZIS T 540445 FH  (Volume of distribution at steady state)

13
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2.6.4 EYEREHRBROMEX
NNFOSUFRIILA

1 FEDH

BEF ki (LNP) & LTHEESNIZ T T U-ANPIE, R T A% A LT (TTR) @ mRNA
ZIERIE 3% siRNA Th %5 ALN-18328 ZA%hiksr (FEK) & 925 RNA THEM Th 5, ~F T
VALNP T, ZEIR Y AR PR AR K 2 /0 iR & LT, ALN18328 & 2 mg/mL K OMEEUSINAI & L C
(62, 9Z, 282, 31Z)-heptatriaconta-6, 9, 28, 31-tetraen-19-yl-4-(dimethylamino) butanoate (DLin-MC3-DMA) (13
mg/mL) . 1,2-Distearoyl-sn-Glycero-3-Phosphocholine (DSPC) (33mg/mL) ., = L A7 =—/L (6.2 mg/mL)
KON (R)-2,3-bis(tetradecyloxy)propyl 1-(methoxy poly[ethylene glycol]2000)propylcarbamate  (PEGz00-C-DMG)

(1.6 mg/mL) 7»OAERKSA1D, A Module TiZ, FEREARERHEMIFEIC ST T L -LNP 282 5- L2 &
T OHyERE PK) | oA, AR ORI Z R L7z,

INFTT NP IR, RN BT A A LF URFEEET I A F—3 2 (WATIR 7 IrA F—
R) OIREEZHBE L1z, 03mgkg % 32 18], RHIEEGT 5, #iRNKGHAITH S,

TLTNT I ELTHHLND TIRIE, 12707 X /B O# SN D HER Y 7 ETh
V. FEICHFHEIC L v EEAE S (595%DTEER LT\ % TTR ZHFRICHRT %) | < —E s Ris
KO CREA S D (L), 42 TTIR OFPEADIBR-EARL S L TIEER LTV A0, TR oK ME L
F =G 3 (RBP) EEAHRAETEK L, B4 I ADEEEZRET 2(2), & FTIE TIR
TOT N TIEH 2B A v X2 L OFE R ORI HEET 5, ek, Ko OERY A ax
A a a7 )y EEEEREER L TV 5(2),

INF LT L -LNP UK DOBFE I T, JFEE R QMU OV T2 ATV B AL, 26 253
HEIBEH SN TWD, 264 [FEYERERBROMZIL] K 10265 [HBEERBRMEER | CIRREL
ZRET 2720 ALN-TTRO2 (Z/3F 2T -LNP LRds L7z, E 7z, BTN L7c " F o T IR,
LINP S5 K OBHESEEA DA PR 22 LR LTz,

RL-INFUSLNP ORRFEDBIZFAL-2H

gl ks FFIRB
AD-18328 Pl b TTRMRNA 2150 & 3% siRNA(~ BRI GEMERABR 1585 & Ot invitro
ALN-18328 T A Ty b, U RICIIEBEAE AR & =RER
20N THY . A Module Tl ALN-18328 D4
RFV TV e 18

XF T -LNP ALN-18328 #Ef A L7=8A| (VF2 7 L -LNP K5y D3R RE K Qe ik
& ALN-TTRO2 (Z[F—® LNP) T& Y . A Module

ALN-TTROZ T AT+ T L -LNP DL R ()
AD-18534 oW TTRMRNA A5 & 3% siRNA Th 1T o iR GEEriE k2
AF-011-18534 % AD-18354 ZH[ A L7- LNP 8| (SF 5 AT HRBRAITH Y | Siy8he
-LNP & [f]—® LNP) [ e asxT 7 2 b3

Abbreviations: LNP=lipid nanoparticle; mMRNA=messenger ribonucleic acid; siRNA=small interfering ribonucleic acid; TTR=transthyretin.
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2.6.4 EYFREHERDBE
INFOSUF )DL

ALN-18328 |ZV /L e N CERIFZEAIEE 2 /R LT2S, ~ T AL T v b ROV I CIass=200i%
PERE R0, ZOID, Ty b TIREZFEAE TS siRNA Z/3F 27 -LNP &[] Uik CHlH)|
{b L7z AF-011-18534 (£ 1) 2~ U AKDNT v MIEh L, FEHZR TH D TTRIK T LD FEHED PK
OB L=, AF-011-18534 L UOVIF T -AINP G LW HORBRICEB WO T, PK 2
EHELL L T, 2072, DIEORER CTli 3T 7 »-LNP % V7=, AF-011-18534 ™ PK X% TK
OFEFIIARBREE (Moduled) 22 LS5,

SYBNRERBROFHIMIZ 1L, 73T 2T L -LNP OFtalBR Ot U 7= BfE K OSRiE & Ve, 4D =
X7 LAF REFICIE— 07 £ o2, BtV RO F o lEE VW CERIL, R
XAT 47 A (TK) NT A= HFHE L72Q), FERFMERBRIZHW SN -BIFEDSF T L -LNP
Fe 14D PK 2 GERICEHIT 5720, 7 v bR OW /L& W CHEIE 53R 4 5206 L7, A Module
TIHER SRR TONRENR TK ECER U, MAFMEREBR L OVERER A BRI A L
YRR T D~ U AR O HFIZONWTIE, AR H G- 3RER) H1F DR ERE TK OfE R DA% 4 Module
IZREH L7, 2 TOPK KO TKRBRICOW T OFEMIL 265 EEHERBMEER ) 25 T2,

IRF2 T ALNP OEREASY Tidh 5 ALN-18328 (RNAI JEHERD A RIRSY T Y JFE) KON 2 FEDHT
HIEERINAIT&H % DLIN-MC3-DMA . T PEG00-C-DMG (22T, FEtknFAli (2.6.6 [ERERRBR DAL
) IR R OSEWEhREREZ G LT, /3T 7 -INPIZFHW STV D ZDMMORINFITh 5 =
L AT a—/LENDSPC 1L, NAMWE CTHLZ L, IHRRGET DHRATZ 7 Foral) vk
IR LGS EZRE S Z L0, NF VT NP IC L AFBIRBICIIEE LA e EZ BN,
D1, 2 L AT v —/L R NDSPC DA IRETE EITFHE L o7, £z, 2 L AT 1 —/L L TN DSPC
ITKEREMEENR (FDA) & X D2AGRIRAIORTEERN Y & L CTIER S TR Y . Rt~ EN
BNEEZHND (266, 91 HBI)  kRx ZREMWRLKL OVEARE T ALN-18328, DLin-MC3-DMA
SO PEG200-C-DMG 13, FFEMED & L WA FHIITE Ch D, Wik v~ N5 7 41—/ Z
T LEESHT (LC-MSIMS) 1k, ik v~ v 77 7 ¢ — /mnfiieriE & (LC-MSIHRAM) 5K
Y Atto-Probe HPLC VEA FIWTER Lz (225H) . EARZ 7 EE a7 gkt o
IINTEICONWTIE, 7N F— g &2 FEh LTz, FERARRYENIERER & O TK 5EM 21T - 7= 55k
RBR CHW - HET, W CIER < SRNADOF R Y T A E L CTHREAE L7z, 2D ORBR T, 4l
F£%%5094 2 U5 2 &L TENE OIS BEOHEIZHH T 5,

RF LT NP BEIRNEE G4%, STF T 2 NP I TERlERE TH DRI T RY A h— 2%
L THVIAEND@E), VIV ETT > F &AW invivo BRERIZEBW T, BRI D siRNA ThH D
ALN-18328 [ZIIEH TIEF AL E TH D Z EAVRENT, TD7=, IMHEH ALN-18328 Ji2 FE I EfiE
%, LNPIZEFA STV D siRNA HSRDIBE 2R LT\ D,

fEmE LT~ A 7y MUY ST T -LNP ZHR[ 5 L7= & & O 3FHEOALS) (ALN-18328,
DLin-MC3-DMA & O} PEGoxo-C-DMG) ™ PK i TKIZIE, BB D 53, W Iho PK LN TK
ICBWTHBMEITRD ST, BBEERE (Cra X ONAUC) (ZITHEEBIMEATRD S, HEL L EE A
RO LT, WTOEMFIZEBV T, ALN-18328, DLIN-MC3-DMA KUY PEGu00-C-DMG O Ifi g1

15
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2.6.4 EYFREHERDBE
INFOSUF )DL

TREEIE, PIERCEHEREUR . (B 5% 0.083 Rl ST 5-E %) (Zhmfii (Crwd IZEEL, ZDT%, ZHH
PEDOUREHERE 2R LTI T L7z, 3 T N TORINIBWT, EITHE~DO ML D bDEZ b
5 FONIAATFE NI DAV, HISHEEEIE, DLIn-MC3-DMA Thic b &< . ¥R\ T PEGaoo-C-DMG T
Eholz, 3TN TOMIGIZBWT, PV TOREREIT~T AR DT v M EEEZRL, W
NORGy DR b FoTe, 7y ROV (FE i) (23175, ALN-18328,
DLin-MC3-DMA &% O} PEGooi0-C-DMG DfRZERI PK /X T A —H % ZN 5 2, 3K OE AT LT,
DEOFIRIZ T~ 7 AR T FITHIT D TK bl L7223y, 2 b3 AJJRMRER L O - JBIEE
BRICOBMEH SHiz1=8, LLTFORICTHEAE T, 31EICTH L,

264 THEYENRERBROMESC) KO 265 THEYEIREREMIZEER ] N TIE, AUC, Cnx. Vs XY CL
IRED PK/NT A—ZIIAIREIRIR Y 3HIOARE T H W TR LT, £DTeH, Zib OEEIE,
TCOME T RO S AV HUE & e SO K 0 P NI D RTREMED B D

R2-INFLSU-INP #EERE Lf-& EDREMIEIZH TS ALN-18328 D PK /NS A —4

DA”;glyAt‘gmgﬁfég / Patisiran-LNP / ALN-18328 (siRNA)
Dose
: tr AUC V; cL
Species Study (SIRNA) ’ ®
(mg/kg) (h) (Mgeh/mL) (mi/kg) (mL/h/kg)
Rat TTRO2-NCD10-006 03 0.20% 371 275 88.2%
Monkey TTRO2-NCD10-018 03 8.44 454 447 463

Abbreviations: AUC=area under the curve; CL=total body clearance; siRNA=small interfering ribonucleic acid; tuzs=terminal elimination
half-life; Vs=volume of distribution at steady state.

Pooled data from males & females (- no sex differences observed).

* represents values from males only.

R3-INFLFULNPHEAERE L= ZDEEWIEICH TS DLIN-MC3-DMA D PK /X5 A —4

Drug Administered / - . .
Analyte Measured Patisiran-LNP / DLin-MC3-DMA (lipid)
. Dose? (lipid) tinp AUC Vs CL
Species Study
(mg/kg) (h) (geh/mL) (mL/kg) (mL/h/kg)
Rat TTR02-NCD10-006 19 192 69.0 4310 294
Monkey TTR02-NCD10-018 19 610 684 1530 3.08

Abbreviations: AUC=area under the curve; CL=total body clearance; tizs=terminal elimination half-life; Vs=volume of distribution at steady
state.

Pooled data from males & females (- no sex differences observed).
a The corresponding dose of ALN-18328 was 0 3 mg/kg
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2.6.4 EYFREHERDBE
INFOSUF )DL

T4-INFOTULNP ZHAIERE L1z ZOEREYIEIZE 1T 5 PEG2000-C-DMG D PK /35 A —4

Drug Administered / Analyte Measured Patisiran-LNP / PEG2000-C-DMG (lipid)
Dose? tup AUC Ve cL
Species Study (lipid)
(mg/kg) (h) (ugeh/mL) (mL/kg) (mL/h/kg)
Rat TTR02-NCD10-006 0.76 21.3* 22.0 304* 36.5*
Monkey TTR02-NCD10-018 0.76 161 222 134 3.48

Abbreviations: AUC=area under the curve; CL=total body clearance; tizs=terminal elimination half-life; Vs=volume of distribution at steady
state.

Pooled data from males & females (- no sex differences observed).
*Represents values from females only.
a The corresponding dose of ALN-18328 was 1 mg/kg

~YUAL Ty PRV IUIANTF T NP & 5 L7z & & ALN-18328, DLin-MC3-DMA K& OF
PEGa00-C-DMG [, WL b M ~DOZERITA BT, PKIZEBW THEZEITRS HivT, IRHEEITH
BICHAIL TN L7, (AL, 7 v MEAWE 26 B RER 5 FERER QM 18], 14 EHES) T
X, BB (183 HH) @ ALN-18328 O 2 FEDHRE OISR IL, FIEHEGZITHRTEL
XKD -T2, ZOMBEFEEDOIK T, PEGow-C-DMG (251 2 HiHifR (ADA) DOFEBITELR
HEEZ B K0Ty MTTADADRI ST, 7o, v U AR I RERE LI L &,
BRIE RIS O e B kiAo d . £72, LTk ADA B3 Shvi-@isii 72 <. ADAIZLD
MAEPIREE B~ DFEITFED bR h o T,

NRFTZANP OF y MIET V7 I (RSA) | B MIWET /L7 I (HSA) KOt b -tk
Wes X0 (AAG) ~OFEEERIL, invitro |2 TZENEIUE 0.89%, 046% % TN 2.07% &K - 7-2 &
B NF T NP DI G 3T fEE DREAE ST D AR RV B2 b, b Mg
TlE. PEGaoo-C-DMG FAMFAFE XUT U AR Z UV B LG L, MWF U\ I REESRER LT (X
PRI FEGHE 97%) . In vivo TOAEBNRERIL, 7 v MOV AEAWCER Lz, B, BEED
B (v boA) FREIZOWTIE, 7 MR X2 AV e ARERRO—H & LU TGE
i L7z, /XF T -LNP & BRI S U7z & & FEME#% ALN-18328, DLin-MC3-DMA K O
PEG2000-C-DMG 1%, ik (7 v FEOML) KOV (7 v b)) ICEREICHf LT, 7 v T,
Feb5t% 1~A4 Wi & TR OV o ALN-18328 JREE N il oz L, i~ ALN-18328 04y
iR G 5H%) 1TSS TR 100 (5@ > 72, FFIR L O~ feim oAk el 5-5:%)
X TN ZH. ALN-18328 T 25.6%} 1F 0.242 %, DLin-MC3-DMA T 77.7%}% 1* 0.98%, PEGx0-C-DMG
T 48.9% K% TN 0.82% Cd» > 7z, It Sprague-Dawley 7 > ~ & U Long Evans 7+ k(2 ¥C-DLin-MC3-DMA
ZHWCTHIAI L LT2 3T T UALNP A HRIEIRNEE 5 LTZE B e 4 — N7 U477 7 1 — (QWBA)
BRCIL, 025525 1344 W] (56 H) F THENREAHIE LTz, Z£DRER. U/ Ei (276 pglg #i
%) . FhE (69.5 pglg AHAR) | ME (120 pglg AHAR) KOWIR (123 uglg 4K (2@ EEHREA
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2.6.4 EYFREHERDBE
INFOSUF )DL

v MTTHI 49%, VU TR 50%) | B3R IcHE S (T > BT 24%, YL THI 10%)
JRECFEFOWTIUTBNT S, [E S 72 R332 DLin-MC3-DMA O G Té % DMBA T
bole, IBEN=a—VAWET v N EFFWET v MNTBIT A RPHEZ g Uz & & &5 LT
REIZXFT 2 JRHPEIERIL, BRE D =2 — LIELE T » M TR BN ThHo7-DIcx LT, HE ==
—LAUET v R CIE 2% Th o7z, ZORER KD, “C-DLIn-MC3-DMA BaERL 53 2SI H I Z HRi <
. TR En7-t5, BHEEZT 5 2 EAREB ST, Ty ROV LOWTIUZONTH, K
53D ALN-18328 DARZALMRITIR IFFEPITHEM S 71787 72, PEGano-C-DMG 1% 7 v b LML DR
Iz S e o 72, PEGaw-C-DMG 138 /L Tl EICIRH & 0 HRit S, &EBDOK) 44%H3 3
~Hitt X A7z,

ALN-18328, DLin-MC3-DMA % U} PEGx00-C-DMG [ZDOW\ T, & b7 1 A P450 (CYP) FHE, #HE K
W7 v AR—=F =% LTAEAERICEET 2 invitro iBR 2 3206 L 72655, WIhosickBuney
SRR EAEF O PTREMEIHRV Z &2V RIB S 7=, ALN-18328 1%, F:#i7: CYP /7y 1 (1A2, 2C8,
2C9, 2C19, 2D6 X% 3A4) (Zxf L CEFEMAEEM b KRB EIER R 72270 > 72728, CYP2B6
V2 U CITE B R & R RSB E O 2R LT, (B UFEER 278 L7 IREEE, BRR
BB A E T ATEME T S I SIS IR Cdh - 7=, DLIN-MC3-DMA 2 1) PEG0-C-DMG &, F
9i7e CYP 4yF#E (1A2, 2B6, 2C8, 2C9, 2C19, 2D6 X|% 3A4) (Zxf L CEHBHEIEM . WHALF
MIFLEVER © R & 72 2v> 72, ALN-18328, DLIn-MC3-DMA K O PEGx-C-DMG (%, CYP1A2, CYP2B6
XL CYP3AL R B Lo T2, 2NF VT NP L, BRAEEZ b MG L SIcBo bbb
e MAE IR EE (Cre)  (7.15 pg/mL) DFJ 17 5, S OVE HARRERF O T ME IR EE (Cavgss) (0.355 pg/mL)
D 340 {5 DPLEET CYP2B6 (5t L THIVIRENE Z2os L7228, BRIRAVSZZEED rIREMEI TR & il S
72. ALN-18328 & 1 PEGyoo-C-DMG %, %72 CYP /5 7-ff (1A2, 2A6, 2B6, 2C8, 2C9, 2C19. 2D6
UE3A4) ITxF L THEYE L 22 B2k o 72, DLIn-MC3-DMA T, CYP3A4 (1T L D7t (R 26%)
RO BTN, T v N RO L& W= ER T, invivo TOEZREHEE L CYP 24 S 7220 VilK
53 Cd 7=, DLIN-MC3-DMA [ ZIAEE DOHIIR D728, B TP Crax DFI 055 TdH 5 30 umol/L (19.3
ug/mL) Z g & UCHET Uiz & & Al £ CCYP OBAE I UNEE 27K S 727 o 72, ALN-18328,
DLin-MC3-DMA, PEGxu-C-DMG X Uf DMBA I, F#72 7 AR —%— (OATP1B1, OATP1B3,
OAT3, OCT2, MATEL &N MATE2-K) DFEE L7 b7eiotc, 7o, ZRHD R T U AR—F—|Z
% LT, ALN-18328, PEGouno-C-DMG & T DMBA 1%, R HEAZ G Lzt & b b TR AL IR

(ALN-18328 }2 TN PEG2000-C-DMG @ Crrex : EALEAUKT 7 pg/mbL S UK 5 pg/mL, DMBA DR L : 49
7 pgimL) DOF 20~50 DR £ T, [HEZ/RES /) o7z, DLIn-MC3-DMA [ZIAREE DHIFRD 7=,
FEPE COMBET Crax D 01 FFLLFTH D 3 pmol/L (1.9 pg/ml) Z g s L TRaf Lz & &, kM
BEE TR U AR—F—OEITGRD bR T,

9% & in vivo FEREARERER C W 7B O in vitro 3R TR L7- B MIFONC B RE 20 U
T, XF VT NP R Do3AR, B OE 7 1 7 7 A MR E BRFEZEIT R SR o T, Bix 7
B E - 0B ClE, STV T VNP B fe G Lis & & Ky D ALN-18328 73 s o344
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2.6.4 EYFREHERDBE
INFOSUF )DL

5 LRI S7e, ALN-18328 K ) DLin-MC3-DMA X HICRE#Ic L v igkT 2 L &2 bz, 7 v
N R ON L OFEBR AT, #5580 10%LL FICHY 4% DLIin-MC3-DMA O Ik S iz ds-
72o ALN-18328 |[Z=F VX7 LT —EBROTy KX 7 LT —RIZk 0, 7T 7 A2 b OEHE &R U X
7 VAT R & s LHERI ST B), 7 v E RO LImEEF O ALN-18328 D7 Z 7" A v NiX,
5% 1 RELINIC ORI DAL, REE & A TIRVREE T LRI &8 o 72, PEGao-C-DMG
1T, invito ARBR L 0 IEE A EREIEZIT RN T EAVRIB S HL, LTI RE(GEDSAET R Z A L
TEPICHEE SN2, Invitro BB Tl W Pho 3RSV T H B MERRZAEIIIERD S
Mol

2 oA

R D AELRSHERZ VT, PK, 3% (PD) R OMuERvE (Hisifk [ADA] ) %3
L7z, EOMOGHHEL, WRBEHOT-OIZHER LT, fhx 2RO/ 3F 2 F NP O 3 Ff
FHDRY (SIRNA T % ALN-18328 11 DN 2FI A DFTEUIEE C & % DLIn-MC3-DMA X U*PEG000-C-DMG)
ZEET A7, qualified method & U CHENZ L7 XU\ Y 77— N LTAEWFR 5 TEE e, $72,
TNEDOSHIEL, o MEICARR 2 Y 1 7 — | siRNA T2 AD-18534 D IR E OHIEIC b
i L7, GLP RBRF O MAEF/NHEDBR L OV T — 3 VB, B4 ROSHHE Y 7 —
= > (Bioanalytical Method Validation, BMV) A % > A30E, HEKROEROER] (FDA K TEMA)
WZHE> THEME L7z, ISR (incurred sample reanalysis ; SEaEHEAT) (3R HTREICSE G L 7=, PD /31
A =T —DHTZIE, v (RO ) MEFRRTIR Z V7 REZER LT, ZOERDT-HIZ,
B ARG A WA RIE (ELISA) 5%, M HEHBIH BMV HA 4 U ASGEIZHEVV S Y F— K Liz, Z0fth
OEWFEIZI1T D Mg i TTRIEEEEIL. qualified method & L CHfESZ L7z ELISA & k% FWCHIE L
7=

ADA HTEIL, FlIATA 2 23, AFEKCEROEG] (FDA XTNEMA) (2> TAY 7 — |
L 7=, AX ADA Z3#Ti1E, #Tlly Cd 2 PEGuo-C-DMG (ZHE R A7 IR ZHIET 5 X D 1T E LTz,
RGHHEDOFREVIATIZIZ, By FARA > MEIZESWT ADA [GHED A V—= T R OWMeRE1T -
7%, ADA FURZBIES 5, BT 7 e —F &2 EMi Lz, 7 v FEHW GLP i ek off
M L9 ELISA IEIX, 1w haRA > RERWT, FHRI% THIE L72WOLE (OD) ks 2 BLE
Zor L2, 196G XU IgM I2xi9% ADA Btk & e L=,

PRRBIHII DT DZ OO & LT MIEHARC3a X UNBb 7 7 7" A o s D4 il D ELISA
Fv b, ML OIMET YA BB A OHHIIE Luminex < /VF 7Ly 7 AF T N7 — L% ff
ALz, mEFR) Ia—RAr= (T3) KOVAaxr (T4 ZEORNKRNIASA ~—T1—1%
RIA (FVAA LT veA) EEAWCTHE Lz, KRB COmEFTRes Iy A/ LT —
JVIREE T HPLCEZ FAWVCHIE Lz, WD GHTE T HFAIEEANNT- L TRV . &0k mE
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2.6.4 EYFREHERDBE
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W L EEETHh T, X o3 7 fEE KON (ALN-18328 2 TR PEGouo-C-DMG @) HEEAHWHIE I
VX, FRRRHYHTIEZ BESE LR LT-,

21 DTk

FEEGARRBIRERAER e O TK 3l 217 - 7= itk Bric V- L, B8R iz <. siRNA O
U DA E UCHAS L7 ALN-18328 SR FEIC SV CRRE LTz, ZHub O ENE, #iiFFR%% 0.94 % 3
U5 Z L TENTNOWBRY BEOMEICHE X 5, FhkIE, FEE (OFREAZEoRREMH) X
34 HIEE Qmg/mL) (ZEESWCREREMiER I TR U7z, TK A2 5366 U 7= 8 e dtkBa ¢
OHABIZONTIE, T b U 7 AHY R L ONEER Y B4 7o L7 (266, £22M)

22  EYEEFHMEICRAL =2

PK/XT A =G D=, IHE, JR. ML OEOMOFEF D siRNA Téh % ALN-18328 (X
AD-18534) ., DLin-MC3-DMA }% U} PEGoo00-C-DMG DTE BIEIZ DWW T, LA R BRI 5, 725,
NYF— | UIflix OOHEICKT 5, @R, E& TR (LLOQ) . HEKUNEE, KUMIER
WA FRBICER Lo, FERRIRIEENRERBRIC V=T > b U RO v o ALN-18328,
DLin-MC3-DMA & U} PEG0-C-DMG (2 L T ISR % 5t L7z, HfYROBLECES X, xi5 L2 D
FRERD T 23 2 M LTz, T HIERES, o Lo _RCod 7o 5 s, 67%L8L E
DOFREHZ BV CIEOREN & DOTEBEE NS 20%LINTH D Z & & Lz, ISR OfERIFE 61~ L H 12T
ANCHIEAT- LTz, ISR OFERITAHTRRBRE RS FITROHE L, £ 51O LIoiBRiE D2 4 V4 AT
2o ISROFERIZE Y NYF— N LIeWHEOHHT BN IFFAHEANTH D Z L B3RS,

221 SiRNARUZDORBIMDEE;
(CTD: 4.2.2.1-1, TSLS10-135, CTD:4.2.2.1-2, TSLS10-136, CTD:4.2.2.1-3, TSLS13-131,

CTD: 4.2.2.1-4, TSLS15-065, CTD: 4.2.2.1-5, TSLS15-159)
IRF 2T NP DBHFEFUZ T, ARG o Tk & 2200 TE 2 O TR 7 2 AR (SR 0 ALN-18328
BEZHE Lz, ZNLOOMEIZIIRIE EREDNH -T2, ZD72H, LN LI L 9l TFv
7 2 -LNP OB FE OHER IS U CHrBHIEE 2 BFE LT,
flEH L72tmikid, &6 &R Uiz otniE i L O & 2 tblenr a~ 79 7 ¢ —1ko 2 ff
WCRBIEND, FEAICHESIOWEE LT, " 7V XA E— 3 ELISA (S1 X7 L7 —ERi#sy
Br) i, WERERY 2T —PHRGER (RTgPCR) 15, Atto XII~7F FE#E (PNA) Fo—7
A HPLC 1 (T AREY siRNA SR OFIHAEER 7 o Tt o AU T 0 — T I T T4 ~— AT 5
ZEILHESL) BHvbN, fEREEDRWI Y NS T T 4B LT Bk u~ N ST T ¢
— EEAN AR e (HPLC-UV) 5, LC-MS/MS ¥ K OY LCIMS-HRAM E28 WV B 7=,
SIRNA (/3F 7 > -LNP H1> ALN-18328 |3 AF-011-18534 10> AD-18534) %, /SUF— hL7=X
I3 qualified method & L CTHiENZ L 72 Atto 7" v — 780t HPLC V£, LC-MS/MS £ & UF LCIMS-HRAM £ % ]
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2.6.4 EYEREHRBROMEX
NNFOSUFRIILA

WTER LT, N T —3a VRBRCIE, BEERONREE (PRI OV AT AL | S8R, BE
HEYVE K ONEREYEYE ORI (E&OWHEDR) | EEFHELOEE (LLOQ) . F v U —4—
N FHIERFOFBINE, AINEARME, KOREN SR, ST o7 B SRR L O
ubiiicv S ) o T B

PNA 71— 740G HPLC ¥, /™A 7 U Z A P—3 3 o ELISAVEKR ) RT-GPCR 51, Do PEER
FIHBIDT- DB Lz, 45 SRNA ST % DU ICRe# L=,

PRREITE (ONU T — b S TOWRWIHTE)

HPLC-UV %
Kl % HPLC |2 K 0 40t LS/ a0 e s CEBERMH U7z, AROHTEIZIR B 7= BRI D I
ML=,

AT Y HEAY— 3 ELISAYE

Aong 7)) ZA¥— 3 > ELISAEIL, EEL L7 FinyE 7 v —7 & siRNA OFER 7 > F&
AP E DFEGEFIA LI 0WETH Y . SLX 7 VT —B D0 fR%EZ 1 70\ “ARHE U CHRIET HHER
SINTRIG 2 E LTz, ARHTEIHTHBERE OFRERIZ TR L 7=,

RT-QPCR ¥

ARRT-QPCRIEIIAT LN—T T T A v —%f5E S, PCRIEICK VIERNT o F o AHA IR S &
DIFETH D, AOPHETEERENA ) IX 7 VAT REO—oR@m 2Rt L, —xics e
~ 7T 7 4 EXVREENEL, N AV—Ty N ThHDH, ROWHEITR ORI ORMER L
7

PNA 7" 1 — 78 HPLC &

APNA 7 a—7EIE, ®Ta—T AT Y FAE—1 3 & HPLCIZ X HHEH) A (7> Tk
VA PNA T B —7) OHBERAGDE T INETHY . — RSS2t e~ 7T
74 —EXVEERE W, AoEE AV TEER K HOREM A G gAY IX7 VAT
ROT T AEERE Uiz, U VB ROIEY VLT T o AHEKRIT 5 2 &N FRETH

277,

Invitro fREFZZEME L O 2 7 7 A U o W= 00Tk

C57BL/6 ~ 7 A Sprague-Dawley 7 > . /L NHROD 7 —/L U7 ifig & OV SO sy 2 v
7= invitro AL EMERBR T, EMM) LCIMS-HRAM (£ 4 L7z, ALN-18328 (Aff SIRNA —A8H)
ZIMIEIIAT SO WISy & & BITA FaX— L, e RRFRICTYH 7Y 7L, fhittitk, weRkT
TR AR O AEHE P LT, Invito BT 2 7 7 AL (Met ID) OFHMD7- 6, et
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2.6.4 EYFREHERDBE
INFOSUF )DL

BRCEONT-E B 0T o F B A KO o A SO & 458 L=, ALN-18328 (g Hi sk
DFEREAY TX 7 LAF REROREWIL. TarAR) a—2a V7 =7 2ANTlRELE,

Invivo (R 7' 1 7 7 A U > ZIZ W58k

7w MiSE, JR, KOWHES TO invivo 71 7 7 4 U 70, invitro OFHMIIZ W2 H O L [F]
EROEMR) LCIMS-HRAM 12 W CRHMI L 72, 7w MZ/RTF T -LNP Z e Bt% Ok 2 72T
M, PR} OV A 238 L. ALN-18328 D5E R T v Ik v AR UV o A8 & 2\ NEIBTER 72
Rtz FIE LT,

JiF TTRMRNA OjE & (571 DNA)

WIBBE ORIz T, 3R (PD) 1EFICdH 2 1Tl > TTRmRNA O, HREREHTIE
Z FWCEH L7z, AFlET © mRNA 12, TTR &N GAPDH ([ Z IV E R 72 7 1 — 7 & IV T2 43
DNA 73#71#  (QuantiGene Reagent System, Panomics, Fremont, CA) % FWNCER: U7-, U ITlaGHERE 2%
WM ORI L, 15 6 - ITFARTE o> GAPDH ¢ mRNA FEE AL S92 AH5A072 TTR mRNA S8 &%
HIE L7z, QuantiGene 7 A (Genospectra) % V>, BLi&k2e3E o ffi F FIEEINE - CRRIAMRR
® mRNA (% 361) ZHIE L7, %5tk TRRMRNA JEE O FHEIT GAPDH @ mRNA FEH D
SEEMETHIIE L=, S HI2, 5547~ TTR/GAPDH [t OREESEIL, U o lefadEr Atk (PBS)
B GREOVEMETHIE L, FHXIHY TTR mRNA OBl &% R L7z,

NYF— K LEoHE (365)

Atto 71— 75t HPLC 1%

A Atto 7' 12— 7 HE HPLC LI, #e7 m—T A7V H A B— 3 & HPLCIZ X D) —AHH
(T TR A8 Ao 7 —7) OHBEEAE DRI HETH Y | — TG 2 b7
R N7 4 —ERVEEREWEETH D, Aotz VT, BERKO—HORHMmZE
T ARBHA Y IR LAF ROT o F o ABHERIE LT,

AOHHEZ, 87— 5T 52 L CREAR R EXE, Tu—T35EekT T A
FOREHDONWT I BFEET D23, HPLC ICX V2R RT v F ' A LR #Eds 5 2 & o3n]
BB THoT,

LC-MS/MS i

LC-MS/MS % FWN T, BA A NS DA A D& Eiftt (miz) LY., BEDA 48R
T Ui ATIEEEIL. ALN-18328 J2 TN AD-18534 D7 o F& o A K O o A D ) 5 % [FIHE
HT 25 Z ENAIRETH -T2,
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2.6.4 EMENEHEBRDME
INFOSUF YL

LC/MS-HRAM i

LC/IMS-HRAM 5% HIWTC, 582732 T v T v AHL U v AHOE R Bt (mz) 2ZhTh
ML, 7o F e AR O AEOWES Z RIRHI 00T T2 Z L RS RECTh o7z, ARoOHEIFER
HCTHY, TERT VTR ERG@MEXHITHZ LRAEETH ST,

2.2.2 DLin-MC3-DMA RUFDREMDEE;
(CTD:4.2.2.1-6, TSLS13-132, CTD:4.2.2.1-7, TSLS10-039, CTD:4.2.2.1-8, TSLS15-067.

CTD: 4.2.2.1-9, TSLS10-040, CTD:4.2.2.1-10, TSLS11-042)

fili 2 DB 0 DLIN-MC3-DMA K OV D JR 3 T & % DMBA [4-(dimethylamino) butyric acid]
. qualified method & L CHESE L7213 ) 57— b L7z LC-MSIMS i:% AW CER L1z, AOHHET
I, U BREROREZHNT MSIMS BB 2T LT, N 7 — a URBRTIE, BN U
BE (TN OV T ALY | S3IRME, EEYEME K OWIEYE B DIaR | T Sl M OVE &
R (LLOQ) . F ¥ U —A— — BIEROBBINE, ARESMER et (iR, ~oF b
v 7 R BRMEIRHE M OMABEEE ) 23 ML, Y 7 — b LT,

Fio. BRI BEROTZDIZHEEIO LC-MSIMS 15 S -V bz,

PR Cd 5 DMBA (X, qualified method & L CHENE L 7= LC-MS/MS k% FIWCER LTz,

-~ =

223 MESMEHERAZT AL =AY E

A AN

DLin-MC3-DMA Z#55{k (X11) L7z MC-/3F T U -LNP 285 L, EFRREH OldhEX. D
FFEOREL HDWE BT OB 2 I, iR v TFL—a e #— (LSC)
WCTHIE LT, 7y MEET OBSEREIXERNA— N7 U477 7 11— (QWBA) LI X 0 HlE
L 7=, “C-DLin-MC3-DMA D7 e 7 7> 4 U U 71X, 7 v~ W77 7« —BiEtk, BEREZHIE L.,
E B2 LC-MSIMS £ -V TofT L7z,

1- 5w FIRGHEEEARER T L 1= “C-DLiIn-MC3-DMA

A
4C-DLin-MC3-DMA (1) ZHWTEFRL7-/3F > F -LNP 25 L, I, JR. X OWEAET
OFEREIX. O FE OB HDUVNE, BREE T LEE OB 2 AV, LSC Iz L v illlE L=,
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2.6.4 EYFREHERDBE
INFOSUF )DL

Bien~ "YU w27 230 ALN-18328. PEGo-C-DMG 33 X O DLin-MC3-DMA D1, LC/IMSIMS
ETCHIE LT-, R DMBA & LC/IMSIMS 15 CiE& LT-,

224 PEGuy0-C-DMG RUMtEMD EE
(CTD: 4.2.2.1-11: TSLS13-130, CTD:4.2.2.1-12: TSLS10-047, CTD: 4.2.2.1-13: TSLS15-253,

CTD: 4.2.2.1-14: TSLS15-068, CTD: 4.2.2.1-15, TSLS10-048)

Bk 7R HEAREREE O PEGyoo-C-DMG DE &I, NV 77— bk L7= X% qualified method & L CHfSZ. L
72 LC-MSIMS 5% N =, AROHHETIX, Z 237 B OikEdmtitg MSIMS i % ot Lz, U T
—a VB TCIE, BEERONEEE (OFTHAIN OV EATD) | SR, Y & O YY)
E (BESIEDAR) OENGE, &K OEE (LLOQ) . F ¥ U —A4— — FHlEROFHH
PE. FOREARRE, ROREN (SRR, T~ 7 B R R OB A5 L,
NYF—h LT,

BEMB O T-DRERIO LC-MSIMS £ H L7z, PEGxw-C-DMG DOIR#EMIDEREDT=HIZEH
LC-MS/MS iE% B L 7=,

23 A TTR DEHZHAIE
(CTD: 4.2.2.1-16, | 302834)

MIEHHE TTR # /87 BRI ELISA IR W CTER L7z, fiik b TTIRAY 7 o —F iRzl
RO R L LT L-, A0WEE. Hr (ROt ) BB HTO7- 012 ELISA A BT L
NYF— kLT,

B TTRELISATED NN Y F—3 g kbRl Hrirk S@iRyE, =
AL | RREE, EEEPE, ARERE CEATH) | ROWEOZR
FWIRORS) #5HEL, NUT—RLT

R BHD =00~ 7 2R ONT » hakBh o TTR O34T, #ilo ELISA % > k% vz,

ERONEEE (GIBTEALN K OV AT
PE (SRR, ~TF by 7

i

24  mEYIE (ADA) aHiE
(CTD:4.2.2.1-17 [ 281821, CTD:4.2.2.1-18 | 281818)
RF 2T NP L, /3F 2T K (ALN-18328) | PEG000-C-DMG (PEG) | DLIN-MC3-DMA (MC3) .
AR E RS DSPC KN L AT v — L &2 GO NRE T /R CTh 5, —fKIZ PEG & A /A A5
DG OB SRR LR 48 U C PEG OME#E %5 1T 7= NIT. PEG WHUAFEAZ T 52 &
DHIHILTND(6), /XF T L -LNP D/3—TF 4 7 )VRIENZ 8 D PEGuo-C-DMG D Ha g U % A5~
%728, PEGo-C-DMG IZRF BRI 22 PTEBUA (ADA) oiTikZzBi% Lz, 20 ADA FEA:ZRHfid
%72 PEGooo-C-DMG 1Tk 5 IgM & 19G HURD ] )7 Z-l5E L 7=, Bkt o> ADA I, PEG00-C-DMG
(PEG) MUOVSF LT NP OWTIUZ K> THBGHIIIHE SN2 Z D, AHriEs ADA i
HIWZE L7 HECTHDHZ EER LT,
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2.6.4 EYFREHERDBE
INFOSUF )DL

7 v N RO VI R O Rl 729012, 1fifE+H ADA (IgM & 19G 71 V) % A T Dilif) 4y
Hr RS L7z ELISAVEZ /XY 77— b L, PEGano-C-DMG | ZRF 5972 ADA % 70Hr 9~ 2 T2 DI W 2,
AHIHTETIL, PEGaoe-C-DMG % 7' L— MZ[EFIL L, i Sh7- ADA ZFERERAG72 5T 1gG/IgM Fiif
Z W TR L7z,

7 v M RO VEENR O ADA STV 2 ELISA 51T, N U T —3 3 VR LR — MIFi# L7-
WY BARUREOBIRIT A 2 A3, AFELOEROES] (FDA LT EMA) ([Z1E> TR F— |
LT BT DHTHED /SN T =3 a ATOWT OB LR T A X0 AR OBE R ZETATT5(7,8),
NYF—=va VBT, By bARA U b @EREE T L — NS > FARA VU B) ROwER
71> NARA v MHERWARE LTz, HWE (HNB IO HRMZ) KOEEIL, ADA B
FAIWCEHMEE U7z, Zobras st 23R, drug tolerance limit (ADA & H OIS EITRD B2 e K3
B | ANERE (T =B8R ROREELRMEL, NUT— k Liz, ROoWEIE, 22V
= 7R, HERRRBR, PURMIRIED S 72 5 BEER) T 7 0 —F I - 1o BT DT D DR ) 77—
voa VHHER T LTz,

WIHIEEED T N % W3R ] U 72 R %80) ELISA TE Tl Beh% & Be5aiD OD s 2 LIk
Zon LT23E, 19G XX IgM 12k LT ADA BBt & U7z, BESEI ELISA 15 Cld it & [AER O HHE %
Wz,

—

25  EODOSHTE
(CTD:4.22.1-19 [ 30257, CTD:4.2.2.1-20, ] 27873. CTD:4.2.2.1-21, [ 27556.

CTD: 422122, [ 27813. CTD:4.2.2.1-23, ] 30250, CTD:4.2.2.1-24, ] 30271.
CTD:4.2.2.1-25, [ 27812, CTD:4.2.2.1-26 [ 30196)

EX IV A, T3EONT4 ZRET 572, qualified method & U THEN. L7- 3N 57—k L7zA A
~ = —TiEE Gz, BX I A (RIS LT ) 1 XNy S il Lok,
HPLC 12 & D /3 BER ORI L7, T3 RO T4 i3t ei, millketdia AV DR 5AY RIATEIZ XY i
E LT,

YA RO MBI OMK C3a L TBb 7 7 7 AL FORED b, il v b &Mz ELISA
ANV T b U, ARBRTIE, @ IRWE, ARERRE R OV TR, R OEIE, R ORARRENEC
DNTAYF— LT,

POV OMIER OBk % 72 A S A 53 D72DIZ, Luminex < /L F 7 Ly 7 ZiEEPHFE L,
YT b LT, B HTRGAINNN DIV HTAITER BIRLHL L7, LuminexiA&l S, H/UIILIET O IL-IRA
DIFTOTZOIZ BRI LTz, RO OHHAL, SR, FIRERE, AT, BERORE, KO
RO TARY F— R LTz,

P MIFT O IFN-0 3% CRUSHEZ > /37 (CRP) /D7, £ i ELISAIEZBIFRE L,
V7= b LT, TNOOGHHER, TSGR OZGEROGNE, @R, FERME, ARESREL O
AT, FEROWEE, RORRBHZEMEIC W T Y F—h LT,
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2.6.4 EYFREHERDBE
INFOSUF )DL

In vitro % L /X7 FEGEBROT=0D, migy LN Hikik s v~ 757 41— (FPLC) T X 255,
RTUERET R O LRY T 7 YT I R VERIKE) (SDS-PAGE) (IC X2 ERIELAFF L, £
PR B T e PR EE (CEF AR EE DRI 255D N AAG) TDF v MIJET /L7 I v (RSA) .
b MIET L7 I (HSA) KO b al BEMERES 378 (AAG) ~D/3F 7 -LNP DfEH &
HE L=,
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6.4 EYEREHEBRDOMEX
\FUSUF YDA

SN

x5-FBRRABTHEALLZNYT— FINESTEOHE

Validation Study Species Biological Matrix Quantification LLOQ Inter-assay Inter-assay  Studies in Which Method was
Number (Anticoagulant) Range Accuracy Precision Used
(%Diff) (%CV)
Method: LC-MS/MS for ALN-18328
TSLS10-135 Rat Plasma (K2 EDTA) 25.0to 25.0 ng/mL <15% (220%  <15% (<20% TTR02-NCD10-005
5000 ng/mL for the LLOQ) for the LLOQ) TTR02-NCD10-006

TTR02-NCD11-002
TTR02-NCD12-003
TTR02-NCD13-003
TTR02-GLP15-031
TTR02-GLP15-035
TTR02-GLP16-003

TSLS10-136 Monkey Plasma (K2 EDTA) 25.0to 25.0 ng/mL <20% (£25%  <20% (£25% TTR02-NCD10-003
5000 ng/mL for the LLOQ) for the LLOQ) TTR02-NCD10-011

TTR02-NCD10-018

TTR02-NCD12-001

TTR02-NCD13-001

TTR02-DSM16-013

TTR02-GLP17-007

Method: LC-MS-HRAM for ALN-18328

TSLS13-131 Mouse Plasma (K2 EDTA) 25.0 to 1000 25.0 ng/mL <15% (220%  <15% (<20% TTR02-GLP15-024
ng/mL for the LLOQ) for the LLOQ)
TSLS15-065 Rabbit Plasma (K2 EDTA) 20.0to 20.0 ng/mL <15% (220%  <15% (<20% TTR02-GLP15-034
20,000 ng/mL for the LLOQ) for the LLOQ)
Method: LC-MS/MS for AD-18534
TSLS15-159 Rat Plasma (K2 EDTA) 40.0 to 40.0 ng/mL <I5% (220%  <15% (<20% TTR02-GLP15-031
4000 ng/mL for the LLOQ) for the LLOQ) TTR02-GLP15-035

TTR02-GLP16-003
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2.6.4 EYEREHEBR DB E
INFOZUF M) IL
Validation Study Species Biological Matrix Quantification LLOQ Inter-assay Inter-assay  Studies in Which Method was
Number (Anticoagulant) Range Accuracy Precision Used
(%Diff) (%CV)
Method: LC-MS/MS for DLin-MC3-DMA
TSLS13-132 Mouse Plasma (K2 EDTA) 0.100 to 0.100 ng/mL <15% (220%  <15% (<20% TTR02-GLP15-024
100 ng/mL for the LLOQ) for the LLOQ)
TSLS10-039 Rat Plasma (K2 EDTA) 0.100 to 0.100 ng/mL <15% (220%  <15% (<20% TTR02-NCD10-005
100 ng/mL for the LLOQ) for the LLOQ) TTR02-NCD10-006
TTR02-NCD12-003
TTR02-NCD13-003
TTR02-GLP15-031
TTR02-GLP15-035
TTR02-GLP16-003
TSLS15-067 Rabbit Plasma (K2 EDTA) 0.100 to 0.100 ng/mL <15% (220%  <15% (<20% TTR02-GLP15-034
100 ng/mL for the LLOQ) for the LLOQ)
TSLS10-040 Monkey  Plasma (K, EDTA) 0.100 to 0.100 ng/mL <15% (£20%  <15% (<20% TTR02-NCD10-003
100 ng/mL for the LLOQ) for the LLOQ) TTR02-NCD10-011
TTR02-NCD10-018
TTR02-NCD12-001
TTR02-DSM16-013
TTR02-GLP17-007
TSLS11-042 Monkey  Plasma (K, EDTA) 50.0 to 50.0 ng/mL <15% (220%  <15% (<20% TTR02-NCD12-001
50,000 ng/mL for the LLOQ) for the LLOQ) TTR02-GLP17-007
Method: LC-MS/MS for PEG2000-C-DMG
TSLS13-130 Mouse Plasma (K2 EDTA) 10.0to 10.0 ng/mL <15% (220%  <15% (<20% TTR02-GLP15-024
10,000 ng/mL for the LLOQ) for the LLOQ)
29
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2.6.4 EYEREHEBR DB E
INFOZUF M) IL
Validation Study Species Biological Matrix Quantification LLOQ Inter-assay Inter-assay  Studies in Which Method was
Number (Anticoagulant) Range Accuracy Precision Used
(%Diff) (%CV)
TSLS10-047 Rat Plasma (K2 EDTA) 5.00to 5.00 ng/mL <15% (20%  <15% (<20% TTR02-NCD10-005
5000 ng/mL for the LLOQ) for the LLOQ) TTR02-NCD10-006
TTR02-NCD12-003
TTR02-NCD13-003
TTR02-GLP15-031
TTR02-GLP15-035
TTR02-GLP16-003
TSLS15-253 Rat Milk (N/A) 10.0to 10.0 ng/mL <15% (£20%  <15% (<20% TTR02-GLP16-003
10,000 ng/mL for the LLOQ) for the LLOQ)
TSLS15-068 Rabbit Plasma (K2 EDTA) 10.0to 10.0 ng/mL <15% (£20%  <15% (<20% TTR02-GLP15-034
10,000 ng/mL for the LLOQ) for the LLOQ)
TSLS10-048 Monkey  Plasma (K. EDTA) 5.00 to 5.00 ng/mL <15% (£20%  <15% (<20% TTR02-NCD10-003
5000 ng/mL for the LLOQ) for the LLOQ) TTR02-NCD10-011
TTR02-NCD10-018
TTR02-NCD12-001
TTR02-DSM16-013
TTR02-GLP17-007
Method: ELISA for TTR Pharmacodynamic Effect
-302834 Monkey Serum (N/A) 1.19to 1.19 ng/mL <20% <20% TTR02-NCD13-001
38.00 ng/mL TTR02-NCD10-011
TTR02-NCD12-001
TTR02-NCD10-018
30
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2.6.4 EYEREHEBR DB E
INFOZUF M) IL
Validation Study Species Biological Matrix Quantification LLOQ Inter-assay Inter-assay  Studies in Which Method was
Number (Anticoagulant) Range Accuracy Precision Used
(%Diff) (%CV)
Method: ELISA for Anti-PEG IgG/IgM (ADA)
- 281821 Rat Serum (N/A) CF=0.138 N/A <25% <25% TTR02-NCD12-003
CCP =53.7%
signal inhibition
(A450 nm)
- 281818 Monkey Serum (N/A) CF=0.177 N/A <25% <25% TTR02-NCD12-001
CCP =45.2% TTR02-NCD13-001
signal inhibition
(A450 nm)
Method: ELISA for Complement C3a
- 30257 Monkey Plasma (Kz or K3 32.06 to 2052 32.06 pg/mL <25% (<30%  <25% (<30% TTR02-NCD13-001
EDTA) pg/mL for the LLOQ  for the LLOQ TTR02-NCD10-011
and ULOQ) and ULOQ) TTR02-NCD12-001
Method: ELISA for Complement Bb Fragment
- 27873 Monkey Plasma (EDTA) 50.03 to 50.03 ng/mL <20% (£25%  <20% (<25% TTR-NCD09-004
745.00 ng/mL for the LLOQ  for the LLOQ TTR02-NCD13-001
and ULOQ) and ULOQ) TTR02-NCD10-011
Method: Multiplex Luminex for Cytokines (IL-1p, IL-2, IL-4, IL-6, IL-8, IL-10, TNF-a, GM-CSF, IFN-y)
- 27556, 27813 Monkey Serum (N/A) Specific for each Specific for each <25% (<30% <25% (<30% TTR-NCDO09-004
cytokine cytokine for the LLOQ) for the LLOQ) TTRO02-NCD10-011

TTR02-NCD12-001
Method: Multiplex Luminex for Cytokines (IL-1p, IL-1RA, IL-2, IL-4, IL-5, IL-6, IL-8, IL-10, IL-13, IL-12/23, IL-17, G-CSF, GM-CSF, IFN-y, TNF-a.,)

- 30250 Monkey Plasma (K or K3 Specific for each Specific for each <25% (K30% <25% (<30% TTR02-NCD13-001
EDTA) cytokine cytokine for the LLOQ  for the LLOQ
and ULOQ) and ULOQ)
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2.6.4 EYEFREFHERDBE
INFOSUFRYDL

Validation Study Species Biological Matrix Quantification LLOQ Inter-assay Inter-assay  Studies in Which Method was
Number (Anticoagulant) Range Accuracy Precision Used
(%Diff) (%CV)
Method: Luminex for Cytokine IL-1RA
- 30271 Monkey Serum (N/A) 439.06 to 439.06 pg/mL <25% (K30%  <25% (<30% TTR02-NCD10-011
28100.00 pg/mL for the LLOQ  for the LLOQ TTR02-NCD12-001
and ULOQ) and ULOQ)
Method: ELISA for Cytokine IFN-a
- 27812 Monkey Serum (N/A) 12.50 to 800.00 12.50 pg/mL <25% (K30%  <25% (<30% TTR-NCD09-004
pg/mL for the LLOQ  for the LLOQ TTR02-NCD10-011
and ULOQ) and ULOQ) TTR02-NCD12-001
Method: ELISA for C-reactive Protein (CRP)
I 30196 Monkey Serum (N/A) 2.34 10 200.00 2.34 ng/mL <25% <25% TTR02-NCD10-011
ng/mL

Abbreviations: CCP=confirmatory cut-point; CF=cut-point factor; CV=coefficient of variance; EDTA=ethylenediaminetetraacetic acid; ELISA=enzyme- linked immunosorbent assay;
LC-HRAM=liquid chromatography high-resolution accurate mass spectrometry; LC-MS/MS=liquid chromatography tandem mass spectrometry; LLOQ=Ilower limit of quantification.
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2.6.4 EYEREHBRDBEX
NFOZUFRYIL
% 6- XHMBSH (SR) OHME
Validation Method Species/ Analyte Bioanalytical Study Number Samples Passing Criteria
Report Matrix Study Number Passed/ Rate (%)
Number Samples
Tested
TSLS13-131 LC-MS-HRAM Mouse plasma ALN-18328 TSLS16-078 TTR02-GLP15-024 Not completed NA NA
@ 5001193)
TSLS13-132 LC-MS/MS Mouse plasma DLin-MC3-DMA TSLS16-078 TTRO2-GLP15-024 Not completed NA NA
@ 5001193)
TTR02-GLP15-024
TSLS13-130 LC-MS/MS Mouse plasma PEG2000-C-DMG TSLS16-078 . 5001193) Not completed NA NA
TTR02-NCD10-005 67% within
TSLS10-135 LC-MS/MS Rat plasma ALN-18328 TSLS10-042 . 503491) 46/49 93.9 +20%
TSLS10-135 LC-MS/MS Rat plasma ALN-18328 TsLsi2-112 | TROZNCDI2-003 o ohpiered NA NA
@ 504264)
. TTR02-NCD10-005 67% within
TSLS10-039 LC-MS/MS Rat plasma DLin-MC3-DMA TSLS10-042 . 503491) 34/42 81.0 +20%
. TTR02-NCD12-003 67% within
TSLS10-039 LC-MS/MS Rat plasma DLin-MC3-DMA TSLS12-112 . 504264) 27/31 87.1 +20%
TTR02-NCD10-005 67% within
TSLS10-047 LC-MS/MS Rat plasma PEG2000-C-DMG TSLS10-042 . 503491) 21/21 100 +20%
TTRO02-NCD12-003 67% within
TSLS10-047 LC-MS/MS Rat plasma PEG2000-C-DMG TSLS12-112 . 504264) 24124 100 +20%
. TTR02-GLP15-034 67% within
TSLS15-065 LC-MS-HRAM Rabbit plasma ALN-18328 TSLS16-010 . 20050745) 18/20 90.0 +20%
. . TTR02-GLP15-034 67% within
TSLS15-067 LC-MS/MS Rabbit plasma DLin-MC3-DMA TSLS16-010 . 20050745) 23/23 100 +20%
. TTR02-GLP15-034 67% within
TSLS15-068 LC-MS/MS Rabbit plasma PEG2000-C-DMG TSLS16-010 . 20050745) 25/25 100 +20%
33
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2.6.4 EYEREHEBR DB E
INFOZUF M) IL
Validation Method Species/ Analyte Bioanalytical Study Number Samples Passing Criteria
Report Matrix Study Number Passed/ Rate (%)
Number Samples
Tested
- - 0, ithi
TSLS10-136 LC-MS/MS Monkey plasma ALN-18328 TSLS10-051 TT%NS%%?O?“ 61/65 93.8 67 f’z‘(’)";)h'”
- - 0, ithi
TSLS10-136 LC-MS/MS Monkey plasma ALN-18328 TSLS13-069 TT% ggo%llzzo)m 21/25 84.0 67 f’z‘(’)";)h'”
- - 0, ithi
TSLS10-040 LC-MS/MS Monkey plasma DLin-MC3-DMA TSLS10-051 TT%NS%EZZL;)();)M 44/59 74.6 67 f)z\(/)v(:/ihln
- - 0, 1thi
TSLS11-042 LC-MS/MS Monkey plasma DLin-MC3-DMA TSLS12-073 TT%N5%4D§.§5§)01 52/70 74.3 67 fz\(l)v(;)hm
- - 0, ithi
TSLS10-048 LC-MSIMS ~ Monkey plasma  PEGa-C-DMG  TSLS10-051 TT%NS%%?O?“ 41/47 87.2 67 fz‘(’)";)h'”

Fapreviaions [
mass spectrome

Confidential
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LC-MS-HRAM-=liquid chromatography/mass spectrometry — high-resolution accurate mass; LC-MS/MS=liquid chromatography with tandem
try; NA=not applicable. Not completed, ISR was not done due to insufficient qualified samples.
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2.6.4 EYEEABROMEX
NFOSUF YO LA

3 R

RF T VNP OFERRBITFIRNR G- ThH D720, BINFRITAAE L7220,

AT, "F T U-LNP #4895 siRNA (ALN-18328) N UWTBUIEE (DLIn-MC3-DMA & (¥
PEGx0o-C-DMG) D PK XTI TK /3T A —H|\Z DWW THERYT 5, FEEGRAAER CHEH L 7=l iR RN
Bl (R—7 AT FeRG) LIz Z2 D PK KR TK NT A= ZHEFE LT, 7 RO L TIE
PK XX TKXT A—=HDli F R H L= LT, v AR HFTIL TK /ST A =X DHEH
HL7, ZREORBRICOWVTEMIFES & (UL FTERT 5,

PKENTK R T A — B L GERENED S HERR S AL 7= S EhRefitT 7 - w7 = 77 T d % WinNonlin (Pharsight
Corp., Mountain View, CA) # MW THEE L=, T A =X DHEEITIZ ) a3/ "— M Ay MEZER L
7eo AHTIEL, Craxs tixe AUC, tip, CL KN V72 ED/RT A —ZHEFEEA TR L, WHHEHMD /T A
—Z bR L7, 7o, FURFGEE b EER N L,

31 NFIFUAINPEREROEYBERS X2 aFRT4 IR

<7 AT T NP HFRNA —F 2 E.,. RN~ A . T b, WX U EIRN R
e Li=t%. siRNA (ALN-18328) . DLin-MC3-DMA &% U} PEGown-C-DMG % ZAVEFLHIE L, ks
DPKERTK 7 07 7 A VAFHI LTz, SEWREIZIS1T 2 5E72iE R 2E « OFBRAICLL RIS R,

311 YORICBIFAMFER X OFRTAIRX
<~ A% AW HEFRERER 235R) MO TgRasH2 ~ 7 2 & fv 7z 26 8 AR ERBRIC T, /%
F T NP AT 5 SIRNA  (ALN-18328) K& UNETEUIEE  (DLin-MC3-DMA J U* PEG2n-C-DMG)
PR TK AT A= 2 HE LT, ZNHOE L= Ro—&E2E 1N LT,
AT, v U RIZEBIT H/3F T L-LNP Blisy DR FEAY7Z2 PK 28 & LT, TTR02-NCD14-003 ® TK
DFERO A% F0# L=, ZOMo 23BRICIIT D TK OFERIT 2.6.6 [FMERBROME ) 128K Lz,

R7-TIREAVNTER L TKEER

Study # (Tabular Purpose (Dose Species Administration Dose Levels (mg/kg)
Summary) Regimen) Tested
TTR02-NCD14-003 TK from Mouse Patisiran-LNP 0.3,1, 3and 10 mg/kg
non-GLP DRF C57BL/6 IV bolus
(& 2654.A) study (2w x4) ( )
AF-011-18534 1 mg/kg
IV bolus
TTR02-NCD14-004 TK from Mouse (wt and Patisiran-LNP 1, 3, and 6 mg/kg
non-GLP DRF TgRasH2 IV bolus
(% 2654B) -
study (g2w x5) hemizygous) AF-011-18534 3 mg/kg
IV bolus
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2.6.4 EYFREHERDBE
INFOSUF )DL

Study # (Tabular Purpose (Dose Species Administration Dose Levels (mg/kg)
Summary) Regimen) Tested
TTR02-GLP15-024 TK from Mouse (TgRasH2 Patisiran-LNP 0.5, 2, and 6 mg/kg
definitive hemizygous IV bolus
(#2654.C) TgRasH2 mouse)
carcinogenicity
study (g2w x14)

Abbreviations: DRF=dose range-finding; GLP=Good Laboratory Practice; I\V=intravenous; LNP=lipid nanoparticle; g2w=once every two
weeks; TK=toxicokinetic(s).

3111 C57BU6 ¥ORZEALV:- 6 BMRE (Q2wx4) F#IRNIESAERTEHMHAR
(CTD: 4.2.3.4.2-1, TTR02-NCD14-003)

AR TIE, RRITHEM Lo~ U R % W HEEE AR & OV E7R 2 L7208 AR o0 Y B & 58
THEDIT, T AT T NP 8- Lz & & OFMAER LD TK Z3Hii L7=, C57/BL6 ~ 7
AN F T ALNP % 03, 1, 3 KN 10mgkg O HET 2 lAEIZ 418 (qwX4) KAEFHIRNA—Z A
5 LTz, £70, RF T NP IHT - W CIESE PR E 2 R S W ed, v U R /Ty FTH
HEEAEME A RV 1 A — NEITTH D AF-011-18534 (1 mglkg) % 1EED~ 7 A2 Q2w X4 %5 L7-,
7% AF-011-18534 | 1T » BFAIZRF 172 SIRNA TéH 5 ALN-18534 % ALN-18328 DbV IZEHT 5
PIAMF T+ T -LNP L [R] UAL TRl L7z, AF-011-18534 & ALN-18328 O TK /X A —& AL L
TV =,

ALN-18328 :
C57BL6 2~ 7 AZ/NF T NP 18 (2wXx4) FRARNA—TF 235 L7- & & ALN-18328
DMEF TKNT A—ZHEEEZLL T DOFE 81T LT,

£R8-YIRIZINF LS UINP ERE (2wx4) BIRNA—ZAFE5EL-EEND1BERV43BEICHE
T3 ALN-18328 (OIn#Erh TK /N5 A —4 (MY I X DEHIE)

Dose (mg/kg) 0.3 1.0 30 10.0
Time point Day 1 Day43 Day 1 Day 43 Day 1 Day 43 Dayl Day43
Crnax (Hg/mL) 2.34 0.323 9.90 10.1 18.1 3.05 215 244
AUCo+(ngeh/mL) 1.07 0.319 5.58 4.67 8.67 7.21 172 129

Abbreviations: AUCo=area under the concentration-time curve calculated from time zero to the last measurable concentration;
Cmax=maximum (peak) concentration; LNP=lipid nanoparticle; g2w=once every two weeks; TK=toxicokinetic(s).

A& 03, 1, 33X 10mghkg ZKME (q2wx4) ElRNA—T A b Lz L &, YlElikE#% LHHE)
MITAEHRG% (43 H H) oMt ALN-18328 R I3 5% 0.083 Rl hmfiz L, #5644 2F
& T2 5%ATM £ TR T L2, SHMOREHES 278 U CREIRICIK T L7z, ALN-18328
OIsEFIRFES (AUCo) X, it L7z HEHMH CI3H &R ESUIHEICHFI L TinL, 1HET

1.07~172 pgeh/mL, 43 H H C 0.319~129 pugeh/mL T~ 7=, #&me LT, 43 H H® ALN-18328 O fifE
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2.6.4 EYFREHERDBE
INFOSUF )DL

PERFE L, 1 HH SR U CRIRE S 2 WIIEIMEAICH D . KER G2 XD ALN-18328 DOFEFEIE
D BN T,

DLin-MC3-DMA :

& 03, 1. 3T 10mgkg 2~ 7 ATKE (2wX4) ERNA—F 285 L= & x| ginlkE%

(1HA) XIE#REG% @3 HH) OfmifEd DLIn-MC3-DMA 2 13#%5-#% 0.083 FE I i 2 77
L=, ZHMEOREHR 2R LU TR T L. (g : 51~14215[)  (89) . &R EZ@mL T, 11
H %O 43 H BHofEF DLIn-MC3-DMA R L, 43 HED b7 7IREZEH T, $5% 336 R (&
MR S) £ CERMRETH -7, AR 03, 1. 33T 10mgkg D/3F 7 L -LNP % 18

(9w X 4) FHRNFEES- L 7= & & D DLin-MC3-DMA i fifErfig@E L, 1 B & 43 B B OWFhic
DONTH, HEICITHGI LT L 7, $£72, RAEHG-% 0 mAEHkdE &I 3 # 5% & R C
otz LIEX D, RiE#H 52X % DLInAMC3-DMA OZREITERD S 1z,

RI-TIRIZNNF LSNP ERE (2wx4) FRAFR—SRIBREL-EEND 1 BERU43BEHIZE
I+ 5 DLIN-MC3-DMA D n#Ech TK /85 A —4  (HE< ™ X DFEHE)

Dose (mg/kg) 0.3 1.0 30 10.0
Time point Day 1 Day 43 Day 1 Day 43 Day 1 Day 43 Day 1 Day 43
Crnax (ug/mL) 16.3 7.15 255 226 299 233 2010 1410
AUCo: (pgeh/mL) 419 59.9 108 184 428 339 2690 2080

Abbreviations: AUCo+=area under the concentration-time curve from time zero to the last measurable concentration; Crax=maximum (peak)
concentration; LNP=lipid nanoparticle; g2w=once every two weeks; TK=toxicokinetics(s).

PEG2000-C-DMG :

A& 03, 1, 3XiF10mghkg D/3F 7 -LNP Z~ 7 AZE (qwx4) FRNEES- L7z &, ¥)
[ G% (LHHE) SUIRERG% @3 A H) OmiET PEGuwn-C-DMG AL T#: 54 0.083~0.5 IFfH]
\ZiEfEZ R LTcte, SHAMOREHR 2R L TR T Lz, 2MEFLZEL T 1HAKXKTC4B HAD
MAEH PEG00-C-DMG JREEIT#% 5-1% 24 K] £ CTERAIRE T o 72 (£ 10) ., PEG2000-C-DMG D i ffEH
BRI (T, 1 H A RUY43 HHOWFIUT OV T HIGET L7 EHME THEIITITIA L THEInL, X
54 O MAEPIREE B IPNE B 54 & R Ch -~ 72 Z &b IAEH 51T & % PEGawn-C-DMG D
FEITERSD DAV o e, RN IME L TR S R CTd U | e M & (10 mglkg) TIAY) 8 IRFfi] Tdo o 72,
LAAKROGBHEORY 7 VT T AROGMEFRHTT X TOHEHT/NE 2T,
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2.6.4 EYFREHERDBE
INFOSUF )DL

FR10-IDRIZINF LS ULNP E#R1E (q2wx4) FRAR—SRIBEL-EED1BERU43BEIZE
[+ % PEG00-C-DMG O Iln#grh TK /35 A —4 (< I X DITEHE)

Dose (mg/kg) 0.3 1.0 30 10.0
Time point Day 1 Day 43 Day 1 Day 43 Day 1 Day 43 Day 1 Day 43
Croax (Ug/mL) 231 323 6.94 4.95 29.5 155 112 126
AUCo:+ (pgeh/mL) 5.05 8.56 18.6 231 84.3 56.6 338 228

Abbreviations: AUCo+=area under the concentration-time curve from time zero to the last measurable concentration; Cmex=maximum (peak)
concentration; TK=toxicokinetic(s).

3.1.2 Sprague-Dawley T v MMZHITHMBHEMEERS FF XTI R

IRF T ALNP kRS S SIRNA (ALN-18328) K& UTEUIEE (DLIn-MC3-DMA K Uf PEGa00-C-DMG)
@ Sprague-Dawley 7 v MZIIT HIMEEH PK KN TK /NT A= ZHEE LTc, ZiH O3 L7z PK &
O TKRBRO—& % 3 1117, TTR02-NCD10-006 5> PK DFER KL NT v MIBITF /3577
-LNP SAE #5145 D F1972 PK & L C TTR02-NCD10-005 55D TK OfEF A LU FICEHK LTz, ZDfh
OFERIZIT D TK OFERIL, 43R UBHIZE Lz, 37XTO TK OFERIL 265 TSRYEIAEG R
R K266 [FEMERBROMESL) 22 ET 5,

% 11 - Sprague-Dawley v b ZRAUWLVTER L1z PK R U TK iHER

Study # Purpose Administration Dose Levels (mg/kg) Tested
Section (Tabular Format)
TTR02-NCD14-001 Non-GLP repeat-dose Patisiran-LNP 0.3,1, and 10 mg/kg
8.21H subcutaneous TK SC injection
(# 265.4.6) (02w X7 or q3w X7)
TTR02-NCD10-006 Non-GLP single dose Patisiran-LNP 0.03, 0.3, and 1.0 mg/kg
421785 PK IV bolus
(3% 2.65.3B)
TTR02-NCD10-005 TK from GLP Patisiran-LNP 0.15,0.8,1.8,and 3.0
31218 repeat-dose 4-dose 1-hour IV infusion
(3 2.654.D) toxicity study. (q2w
x4)
TTR02-NCD11-002 TK from GLP Patisiran-LNP 0.1,0.3,and 1.0
(3% 2.65.4.E) 2-dose toxicity study 1-hour 1V infusion
(94w x2)
TTR02-NCD12-003 TK from GLP Patisiran-LNP 0.03,0.1,and 0.3
(% 2654.F) 26-week toxicity 1-hour IV infusion
study
38
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2.6.4 EYFREHERDBE
INFOSUF )DL

Study # Purpose Administration Dose Levels (mg/kg) Tested
Section (Tabular Format)

TTR02-GLP15-035 TK froma GLP Patisiran-LNP 0.03,0.1,and 0.3
(#% 265.7.A) reproductive toxicity 1-hour IV infusion
studyinmalerals " AF 01118534 1-hour IV 01
infusion
TTR02-NCD13-003 TK from GLP dose Patisiran-LNP 0.03,0.1,0.3,and 1.0
431785 range-finding 1-hour IV infusion
reproductive toxici
(#26578) iy Y AF-011-18534 (ratspecfic 03and 1.0
SiRNA in AF-011 formulation)
1-hour 1V infusion
TTR02-DSM15-015 TK from non-GLP Patisiran-LNP 15
43218 DRF embryo-fetal 1-hour IV infusion
(% 2657.C) study AF-011-18534 1-hour IV 0.15,05,and 1.5
infusion
TTR02-GLP15-031 TK from GLP Patisiran-LNP 0.15,0.5,and 1.5
(3% 265.7.D) embryo-fetal study 1-hour 1V infusion
AF-011-18534 1-hour IV 15
infusion
TTR02-GLP16-003 TK from GLP peri- Patisiran-LNP 0.15,05and 1.5
433 and postnatal study 1-hour 1V infusion
(# 2657E) AF-011-18534 1-hour IV 15
infusion

Abbreviations: GLP=Good Laboratory Practice; I\=intravenous; LNP=lipid nanoparticle; NA=not applicable; PK=pharmacokinetic(s);
g2w=once every two weeks; g3w=once every three weeks; gdw=once every four weeks; TK=toxicokinetic(s).

3121 S MIBIT58IRAIESHER

3.1.2.11 Sprague-Dawley T v k%L - B EIFARMNIE 5 YN REEER
(CTD: 4.2.2.3-2, TTR02-NCD10-006)

AR TIE, T v MIASTF T -LNP ZHEFHRNAN—F 2% 5 LTz & &0 PK Z2iHilid %720,
Sprague-Dawley 7 > b~ (LEE4 7= 0 MERES 20 65)) (23T 37 L -LNP % 0.03, 0.3 & T* 1 mgkg DH&ET
b LTz, & BIT, MAEHIZHERE L7z sSiRNAJREE 2 3Hid 5 720, MERES 851007 » MMM 1 mglkg
DINF 2T ALNP Z G- UTe, KBl (LRER 72 0 MERERS 2 41)) 1%, % 5-#% 0.083, 0.25, 05, 1,
2. 4, 8, 24, 48, 96, 168, 240, 336, 504, 672 M U® 1440 RfElICERE L 72,

Sprague-Dawley 7 ~ 2 0.03~1 mglkg ©/3F 2T L -LNP Z H[E[FARN A — T A&KE5- L7z L & D
SIRNA T % ALN-18328 Difi#fErft ALN-18328 /i —IFfHHERS 2 3fi L, iErh PK /ST A —X 2 HEE
L7z,

ALN-18328 :
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2.6.4 EYFREHERDBE
INFOSUF )DL

& 14 - Sprague-Dawley 5 v FZ/AF 5 U-LNP ZBEEEIRNR—5 XI5 LI ED
PEG2000-C-DMG D IM#EH PK /X5 A—%  (FH{E)

Dose (mg/kg) 108
Sex Male Female
tuop(h) NR 21.3
tmax () 0.083 0.083
Crex (ng/mL) 16.5 15.1
AUCo+ (ugeh/mL) 235 20.6
CL (mL/hr/kg) NR 365
Vs (ML/kg) NR 304

Abbreviations: AUCo+=area under the concentration-time curve from time zero to the last measurable concentration; CL=total plasma
clearance; Cmax=maximum (peak) concentration; tios=terminal elimination half-life; tmax=time to reach maximum (peak) plasma
concentration following drug administration; Vs=volume of distribution at steady state.

a There was nothing observed at doses <1.0 mg/kg; therefore, data are only presented for the 1.0 mg/kg dose group.

3.1.2.1.2 Sprague-Dawley 5 v k# L iz 6:8BRE (q2wx4) FHIRMNIZRS5HERER
(CTD: 4.2.3.2-1, TTR02-NCD10-005)

A GLP i HaER Tld, MERED Sprague-Dawley 7 > MZ/NFZ -LNP % 0 (PBS) . 015, 08, 18
X% 30mgkg OHIET 2 HfE (1 HE, 156 HE, 29 HAKAW 43 HH) (2 1 FFEFIRNER 5

(12mlkghn) L7z, TKEHHZ v M, PBS 58 (LEE4U 72 D MERES 261) K OVSF T -LNP
BEGRE (LREY 720 MERER 14 61) (B0 1T, MEEREHIRIEIR 5% (BG4 T# 336 IKFfH &£ T)
KO 43 A H Ofcié i 5% (BGH4 T4 1464 R £ C) ITERIRL 72,

ALN-18328:
1 HHEKU43 H HOMBEH ALN-18328 i (MEMESES) 13, LR OFRFRis G4& TR Remffi &/
L7ckk, ZHMEOREHEBZ L TRT L. (X5) .
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2.6.4 EYFREHERDBE
INFOSUF )DL

R18-Za—C—F U FRTA oY XERWVNTER LT TKERER

Study # Purpose Administration Dose Levels (mg/kg) Tested
Section
(Tabular Format)
TTR02-DSM15-012 TK from non-GLP Patisiran-LNP 0.3,1,and 2 mg/kg
DRF embryo-fetal 1-hour IV infusion
4345 study AF-011-18534 1-hour IV 0.3, 1, and 3 mglkg
(% 2.65.7.F) infusion
TTR02-GLP15-034 TK from GLP Patisiran-LNP 0.1, 0.3, and 0.6 mg/kg
embryo-fetal study 1-hour 1V infusion
31315
(3% 265.7.G)

Abbreviations: DRF= dose range-finding; GLP=Good Laboratory Practice; I\V=intravenous; LNP=lipid nanoparticle; TK=toxicokinetic(s).

3131 IYFERVEEIRNIREICLHIE - RIBREICEY HHER
(CTD:4.2.35.2-2, TTRO2-GLP15-034)

7B X% N GLP O - RRIEAEIZEId 23k (TTRO2-GLP15-034 #kliR) H—f#fie: LT, 4
BRVX AREY720 TKEMEA 341) (2R 7, 13 %OV 19 HICHE 0.4, 0.3 XX 0.6 mgkg D/3F
7 2 -LNP % 1 BFRIERIRPN RS 5 L 7= & & 0 ALN-18328, DLIiN-MC3-DMA }% T} PEG000-C-DMG D If #E
HTK Z2 58l U 7o, FBO BRI, 8 1B], 4RR 7, 13 XUV 19 AICARREHRKZ 1 R IRt
B Utz 0ER7 R TUN19 HOF 5% 0, 0083, 1, 2, 8 KU* 24 il M igalkt A Bl L 7=,

ALN-18328 :

BEHR 7 KON 19 H O4H &HECTOIRE 7 H 123617 5 ALN-18328 D TK /X T A —X %K 19R LTz,
PRI NF T NP & 1 IR R G- L 7o & & . et L7 =il <l ALN-18328
DL U7 R — R EHERS AR U, e /TR 7 LY 19 HWTHUSENT S, el ORI R C
HOEHH T (0083 W) TR DAL, HE 01, 0.3 XX 0.6mgkg D 3F 7 L -LNP 24 5. L
7= & % ALN-18328 DiggZ &L, 0.1~03 mgkg CTIdHELZ ERIAHINZR L, 0.3~0.6mgkg TlE
FEICIZITES LTI Lz, 23527 2 -LNP Ol 1 [RIRE 512 K % ALN-18328 DEFEITRED H L
7235 712,03mghkg & GHEDORH 7 ) 7 7 L A RO AAFEIL AR 7 H & 19 H CTRFRE Th o 7223,
0.6 mg/kg #% G-HE TIIAEIR 19 A OJ5 3 SfEZ 7R Uiz, THARERENIER 9 R Td - 72723, 0.6 mglkg #5-
FECIL. 4HIE 19 A CIHERASFRO B (K9 36 ) | ZAUTKIIR L COMBRIIRE ol (R
19 HD Chax. 7 V7 7 2 ZAROGPMBFEDOZAIE, IRIRICHE D 24k (IS QMR S0 hn) & —
H LTz,
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2.6.4 EYFREHERDBE
INFOSUF )DL

RI9MFR 7RV 19 BD Y FIZ/INF LT U-LNP ZE8#IRAFHFIZRS L= E2D
ALN-18328 D TK /85 A—4 (EHE)

GD7 GD 19
Dose (mg/kg) 0.1 0.3 0.6 0.1 0.3 0.6
Crrax (Mg/ML) 0.641 312 8.23 0.339 161 3.60
AUCas (ugeh/mL)2 0.776 10.1 24.1 ND 3.76 10.0

Abbreviations: AUCes=area under the concentration-time curve from time zero to the last measurable time point; Cmax=maximum (peak)
concentration; GD=presumed day of gestation.

a Time from start of infusion was used to calculate the parameter.

DLin-MC3-DMA :

R D RN RF T VNP & 1 R FRIRNFR i G- L7z & & Mt L7 ] &fiPE <
DLin-MC3-DMA (3J5(XL U7 IF#] - IREHERE 2R Uyt FHEAR 7 N 19 AW HUSIWNTH R GHT
# 0.083 IFHIZRED B ATz, 4THR 7 KON 19 H H D4R Y HF 123517 % DLiN-MC3-DMA DIz & (Crex
KON AUCky) 1E, 01~03mgkg TixH&ELZ ERIZHMNZ7R L, 0.3~0.6 mgkg Cl3HEIZIFIZ A
LCHEN U7z, 2RPICEEE 19 H B TP Cra M TN AUChst [ F4EHR 7 H B &l L TS o7z, ZH
IR OIMSE R ORERE ORI L 5287 VT 7 U AR OOAARBEOMEINCER T2 L& 25
. ERRAER DY IZBIT 5287 V7 7 o AROGARMREIE, R 7 HE (€4, 167~
30.2ml/hrikg J2 T8 133~292 miukg) (ZEHEA~TCHESR 19 HE (224, 67.7~107 mUhr/kg KON 464~
1020 mi/kg) DA 3fERE o7z (3R 20)

= 20 -4HIR 7 B U 19 H H ORI Y XIZ/RF OS5 U-LNP 2 E8#IRANFFES LE=EZ0
DLIN-MC3-DMA @ TK /35 A —4& (FEHg{E)

GD7 GD19
Dose (mg/kg) @ 0.1 03 06 01 03 06
Cmax (pg/mL) 3.62 19.7 46.8 141 117 199
AUClast (pgeh/mL) P 19.7 94.1 228 6.51 29.9 57.0

Abbreviations: AUCes=area under the concentration-time curve from time zero to the last measurable time point; Crmax=maximum (peak)
concentration; GD=presumed day of gestation; TK=toxicokinetic(s).

a siRNAdosesof 0.1, 0.3 and 0.6 mg/kg correspond to DLin-MC3-DMA doses of 0.65, 1.94 and 3.89 mg/kg, respectively, which were
used to calculate the TK parameters for DLin-MC3-DMA, and corresponded to PEG2000-C-DMG doses of 0.08, 0 23 and 0.46 mg/kg,
respectively, which were used to calculate the TK parameters for PEGz000-C-DMG.

b Time from start of infusion was used to calculate the parameter.
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2.6.4 EMENEHEBRDME
NKNFSUF R L

PEG200-C-DMG :

R X2/ 3F 2T L -LNP % 0.1, 0.3 X3 0.6 mg/kg D& T 1 RRIFHRNERGER G L= L &, 4F
BR7 KON H B3 % PEGa0o-C-DMG DI i (Crrex 2 NAUCh) 13, AT ELA L THIAN L 72 (32 21)
TR 7 KON 19 B B OER Y 12381 % PEGwo-C-DMG DA (5.0~65 i) 1%, FlERERH
T—H L7la R Uiz, R 19 B OFIR Y I 12R 1) IR E IR 7 RIS~ TREEZ R L, 28
70T T AR OGAARRNL, 1R 7 B (i, 8~10 muhrkg & Of 49~64 miukg) (b~ ThTR
19 H (ZENnZFi. 21~30 mi/nhrikg K TOf 98~209 mL/kg) DA 2~3fER&EN-o7=, ZNHD PK YT
A—ZOEAIZ, RIS D MR ORIRF EOEE —ET 5D Th o7z (266,622 HSM)

R21- 1R 7RV 19 HODIHFXIZ/NNF LS U-INP #8IRNIEGRIRE L= =D
PEG2000-C-DMG ) TK /85 A —4 (EH{E)

GD7 GD19
Dose (mg/kg)” 0.1 0.3 0.6 0.1 0.3 0.6
Crrax (Hg/ML) 1.10 346 8.20 0.486 245 3.64
AUCs (geh/mL)P 7.88 236 525 258 10.9 18.9

Abbreviations: AUCs=area under the concentration-time curve from time zero to the last measurable time point; Crex=maximum (peak)
concentration; GD=presumed day of gestation; LNP=lipid nanoparticle; TK=toxicokinetic(s).

a Patisiran-LNP doses of 0.1, 0.3 and 0.6 mg/kg correspond to PEGzo00-C-DMG doses of 0.08, 0.23 and 0.46 mg/kg, respectively, which
were used to calculate the TK parameters for PEG2000-C-DMG.

b Time from start of infusion was used to calculate the parameter.

314 A=V AYIITEITHMEFEPBERVY bF2XRT4 IR

INF T -LNP 2T % SIRNA (ALN-18328) J2 USHTARAEH (DLIn-MC3-DMA 2 Uf PEGa0-C-DMG)
DY IUZET L MBEH PK KO TK ST A= ZHEE L7, ZHH 0 PK KO TKREBRO—Fi 4 3% 2212
R, PIUTEIT D ALN-18328 KUV ST+ 7 L-LNP sy D372 PK & LT, TTR-NCD09-004 7
J O TTR02-NCD10-018 752> PK Ot & TTR02-NCD10-011 78R D TK DG4 LA F I B Lz,
~TORIBRD PR TKAEROERIN OV CIL, 265 FRIBIERBIER ) L8266 [EHHEHBO
BESL) 2ZRET D,

R22-WZHAYILEZBRWTERL PK RU TKEHER

Study # Purpose Administration Dose Levels (mg/kg)
(Tabular Format) Tested
Single Dose Studies
TTR-NCD09-004 TK from single dose GLP ALN-18328 10, 30, and 100 mg/kg
(# 2653.A) siRNA toxicity study IV bolus (single dose)
TTR02-NCD10-018 Non-GLP single dose PK & Patisiran-LNP 0.3 (15 min)
(3% 26.5.3.0) PD study 15-min (0.3 mg/kg) 0.03, 0.3, and
and 1-hour IV infusions 1.0 mg/kg
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2.6.4 EYFREHERDBE
INFOSUF )DL

Study # Purpose Administration Dose Levels (mg/kg)
(Tabular Format) Tested
TTR02-NCD10-003 TK from GLP safety Patisiran-LNP 3.0 mg/kg
(% 265.3.D) pharmacology study 1-hour IV infusion
Multiple Dose Studies
TTR02-NCD10-011 TK from GLP 4-dose toxicity Patisiran-LNP 0.3,1.0,and
(% 2654.H) study 1-hour IV infusion 3.0 mg/kg
TTR02-NCD12-001 TK from GLP 39-week Patisiran-LNP 0.3, 1.0, and 3.0/2.02
(# 2.654.1) toxicity study 1-hour IV infusion mg/kg

Abbreviations: GLP=Good Laboratory Practice; I\V=intravenous; LNP=lipid nanoparticle; TK=toxicokinetics.
a Dose was reduced from 3.0 to 2.0 mg/kg following the first dose.

3141 A=V AFILERAWN-ERESEER

31.4.11 HILZEALV- ALN-18328 D EEIFARANIE 5 SRR
(CTD: 4.2.3.1-1, TTR-NCD09-004)

TES AR PR RK A P & LU C ALN-18328 (DA (LNP #di{ S 41 Tu ey siRNA) Z 0 (6 6) |
10 3% . 30 (3#) KU 100mgkg (51 DFETHEIFMRNEES L7z & & OEEREER O TK
a7y ANVEHME LT, WTNORHERHIOWT L% 0.25~6 B o MmEEE > ALN-18328
BEIXER T oot MIEEElOA 45y o~ 75 7 ¢ —43HT12 T ALN-18328 DfREHHIZ &
LW EBZONDEHOE—I7 BBH LN Enb, P TEBEL =X Y X7 LT —E KN
T KX 7 L7 —BIZ L 5T ALN-18328 [Tl S i D Z &SR S 7= (5), = @ ALN-18328
DOIELC72AF L, P idE 2 V2 invitro ZEEMERERIZ K - TEAHT H A7z « ALN-18328 % /L1
THE L BIZ0mMHA Fax— LIz E EDRFRIT 6% ThH o7 (F48) . ZHODOFRERIT, IE
BIHFUE SiRNA & 25 P G UTe & ZATHSOMITIEAT D 2 & 2R LSk & —80972(9),

3.14.12 HIILZEBAW-EREIRARS PK/PD 3ER
(CTD: 4.2.2.3-4, TTR02-NCD10-018)

=7 AP AN T 0 MERES 461) 12/3F T -LNP & 1 RERIERIRPNEERERE 5 (003, 03 KON
1 mg/kg) X% 1553 HEFIRIN R G- (0.3 mg/kg) (2 & 0 Bi[E# 5 L 7= & & ¢ ALN-18328, DLin-MC3-DMA
J2 ¥ PEGaooe-DMG @ PK % 5Ffli L7=, ALN-18328 O3S 2HOER ORI DWW T, 2.6.2 [HEFERAER
OBEESL ) (R LT,

ALN-18328 :

RF T NP 24 B & 003, 03 %N 1mghkg (1REY7= 0 MERES 4 51) C 1 RERTEIRINEEGE
5303 0.3 mglkg T 15 73 fEIFRIRIN e G- LT & &, /3F 2T -LNP (ALN-18328 & L CHlliE) 13k
RMNTHAR L, MHEH ALN-18328 524 [ IR EIRUEHR BURE R S @B 27 L7c ik, SAIPYEOIREHER &
ARLTIETFLE (¥8)
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2.6.4 EYFREHERDBE
RFLSUF UYL

MERED Y AT SF T -LNP RIS L7- & X o lffEh TK ST 2 —% GRBIAENRK T4
H A& 1 mgkg DA 22 251284 L7z, 7235, PEGaw-C-DMG DUV THLD PK /T A —H [ZDU)
ThH. HOEWMEITTRO 2o T,

R 25-YILIZ/INF L5 U-LNP % 1 BREIEARNEFGIR S L 1= & £ 0 PEGw0-C-DMG D IM#EH PK/85 A —4
(FiofE. M#HEE)

Dose (mg/kg) 1
Crnax (Lg/mL) 175
tnax () 1.03
tiop(h) 161
AUCo(pgeh/mL) 222
CL (mL/hr/kg) 348
Vss (mL/kg) 134

Abbreviations: AUCo+= area under the concentration-time curve calculated from time zero to the last measurable concentration; CL=total
body clearance; Crex=maximum (peak) concentration; tuzs=elimination half-life; trex=time to reach maximum (peak) concentration
following drug administration; Vs=volume of distribution at steady state.

3142 HIILZFAW-REREHAE

31421 H)ILZERAV:-6ERKRE (Q2wx4) EIRNEGRRSSHHRER
(CTD: 4.2.3.2-5, TTR02-NCD10-011)
GLP i TTR02-NCD10-011 #RBRCi, MDY (B GBIMERES T 3~4 %) 1Z/3F 7 -LNP
(ALN-TTR02) % 0 (PBS) . 03, 1 X/X3mgkg DFHETI, 15, 29 X N43 HH (qwx4) (2 1EEH
FRIRNFRREEE S 20 mUkghr) L7z (TKEHFAMERESS 2 61)

ALN-18328 :

EFHIRNERGE 5% (1. 15, 20 X (V43 HH) @ ALN-18328 > TK 77 7 A Vi, 1 HH &
LILTEY, /XF T NP OE#HSIC LD ALN-18328 DO & 172 EREITRR0 b Tz, /8
T2 7 -LNP A HifE] (WIRD) SUEAE 1R FRIRNERe G- L7z & & i+ ALN-18328 i1 X #)IE]
AUBHRBURE AU IS 2 R Lok, ZARMEOIREHRE 2R LTI T L7z, 0.3 mglkg £-5-FEDORER UM
PILORERPK 71 7 7 A L& H 1UR LTz,
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2.6.4 EYFREHERDBE
INFOSUF )DL

R27-HILIZ/INF S5 V- LNP #EE R URERS L1- & =D DLIN-MC3-DMA @
TK/INS A—4 (EHE. MRS

Day 1@ Day 432
Dose (mg/kg) 0.3 1 3 0.3 1 3
Crrex(ng/mL) 26.5 120 534 245 132 379
AUCo (geh/mL) 348 998 4060 785 2420 6230
AUCoz3m (Ugeh/mL) - - - 402 1170 3880

Abbreviations: AUCo-ss7=area under the plasma concentration-time curve from time zero to 337h;
AUCo=area under the concentration-time curve culculated from time zero to the last measurable concentration;
Cmax=maximum (peak) concentration

AUCoq+ is up to 337 hr post-start of infusion on Day 1 and 1465 hr post-start of infusion on Day 43.

a N=2sex/dose

PEG2000-C-DMG :
SAEHS- (q2w X 4) $0 PEG0-C-DMG D TK 7' 11 7 7 A /LT EL[E] (F]Ia]) $e5-4% S HERL L TRV,
B D23 7222 BRRD DI o 7o, T/ RF 2T -LNP % LRI RN FRGE R 5- L7- & & o1t

PEG2000-C-DMG 13, MIEFEHRERE SIS i & s L7t “AIPEDIREHER 27~k L TIR T L7,

PEG2000-C-DMG D i EHIEFE & (Cra X OV AUC) T RIRTHEICHAE] LTI 72, #llE# 5% KO
A 544 0 PEGoo-C-DMG DR EIIFRE Th 7= 2 Lt B H72E T <, ALY
ot (3£28)

% 28 - HILIC/IAF 5 U-ILNP ZH[E (#)E) RURERSES L1-& E0D PEGw0-C-DMG M
TK/RT A—4 (FHlE. Mi#HRS)

Day 1 Day 43
Dose (mg/kg) 0.3 10 3.0 0.3 10 3.0
Crrex (Mg/mL) 4,04 16.6 54.6 4.26 165 56.7
AUCo: (Ugeh/mL) 675 238 789 675 286 697

Abbreviations: AUCo+= area under the concentration-time curve calculated from time zero to the last measurable concentration;
Cmax=maximum (peak) concentration.
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2.6.4 EYFREHERDBE

NNFOSUFRIILA

4 S

INFT T -ALNP DISES X7 FEE K OV sl 5 72 DI S hE L 7B D — & &2 3% 291~ L

R 29-/1\F L5 V- LNP DINES VNV EA RS TRER

Study # Purpose of Study Species Analyte Evaluated GLP Status
Protein Binding
BA11010 Non-GLP in vitro Sprague Dawley rat Patisiran-LNP Non-GLP
protein binding study albumin, human
albumin, and human
al-acid glycoprotein
Distribution Studies
TTR02-NCD10-006 Distribution of Sprague Dawley rat ALN-18328, Non-GLP
patisiran-LNP in male DLin-MC3-DMA,
and female Sprague and PEG2000-C-DMG
Dawley rats after a
single IV bolus
administration (rat PK
study)
I 319-1103 Massbalanceand ~ Sprague Dawleyand ~ MC-ALN-TTR02 GLP
tissue distribution by Long-Evans rat (patisiran-LNP
QWBA labeled on the
DLin-MC3-DMA
lipid portion)
[l 310 D-1202 Tissue distributionby ~ Sprague Dawley rat 14C-ALN-TTR02 Non-GLP
microautoradiography (patisiran-LNP
labeled on the
DLin-MC3-DMA
lipid portion)
TTR02-NCD10-018 Distribution of Cynomolgus monkey ALN-18328, Non-GLP
patisiran-LNP in the DLin-MC3-DMA,
monkey after a single and PEG2000-C-DMG
IV bolus
administration
(monkey PK study)
TTR02-NCD13-003  Embryo-fetal transfer ~ Sprague Dawley rat ALN-18328, Non-GLP
DLin-MC3-DMA,
and PEGz-C-DMG
TTR02-DSM15-015 Maternal liver, Sprague Dawley rat ALN-18328, Non-GLP
DLin-MC3-DMA,

placental, and fetal
transfer

and PEG000-C-DMG

Confidential
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2.6.4 EYFREHERDBE
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Study # Purpose of Study Species Analyte Evaluated GLP Status
TTR02-DSM15-012 Placental and fetal New Zealand white ALN-18328, Non-GLP
transfer rabbits DLin-MC3-DMA,

and PEGgg0-C-DMG

TTR02-GLP16-003 Lacteal secretion Sprague Dawley rat ALN-18328, GLP
analysis DLin-MC3-DMA,
and PEGz0-C-DMG

Abbreviations: GLP=Good Lahoratory Practice; I\VV=intravenous; LNP=lipid nanoparticle; PK=pharmacokinetic(s); QWBA=quantitative
whole-body autoradiography.

41 RNV EEE
(CTD:4.2.2.3-1, BA11010, CTD: 4.2.2.3-5, TTR02-DSM18-024 (319N-1815))

IRF T NP DHES 237 EA R OBEITIX, %@/\%%&U‘%%{ EAAAORFED BBHTE XX
FRA Hiliik7e EORERO T TE 2wy, D=8, FPLCIZ L 57084, SDS-PAGE % FIH L7-
EEIEABRTS U Y A5G 2iM0E & R B & LA < Rk énﬂ 5Ty MILTET VT I (RSA)
b MIET LT I (HSA) KOE b afigthhs s o7 (AAG) ~D/3F 7 -LNP OfE G &%
HE L7 (7)(10)(11), AR ROMEE ST RIARIREE (EPRFRUIREE DRI 25 F5D & b AAGIIREE) |
JDZNHOMIES RIS B 8F 2T NP (105 mg/mL ALN-18328) DfAHRIFIEKL . %
NZHL, £ 0.89%, 046%&%N207% Th -7z (3230) .

PEG2000-C-DMG DIHEH » /37 i % 5~20 pmol 2 C, FRED 4 FFEORIEY: - PIEkkss 2 Hov

CRFl U7z G gt —=» k (RED;8 KDasy &% v b4 7 A7 L )  Harvard Multi-Equilibrium
DIALYZER™F /3o A (10KDaZy +& 0 v hA 7 A7 L) | Centrifree®fR4 AT /31 A (30 KDa
DRy NEAT ATV r) RO OB (319N-1815 545k ; % 2.65.6.B M) A MV CRHh
L7, RED, Harvard Multi-Equilibrium DIALYZER™7 /31 A Jz O¥ Centrifree®FR4% Aild 7 /34 A % VT
B N REGTRERAAT o TG B AR S BT P H PTRE 72 B (LLOQ=90 nM) @ PEGau00-C-DMG

IERO LR Te, TDOZ LD, PEGuw-C-DMG (FBHTIE I A T L7 4 VX —% @il L7
WZ EDRIR ST, RIS TR EAER S PEGooo-C-DMG DG M Z 8 % 5. 2 1-FEH, =
LD DIERD J515 T PEGaw-C-DMG DIAE S ™7 ITREGHINET 2 Z LN L ool &EZ B
Do LIEMo T, MAES X7 fEERORORAEEE LT, @i UbaELZ B LT, PEGxo-C-DMG
%, b MISELR e MISE B3SO, 37°C TLRETH Y, 18 REfIEEL OFAFHRITH 100% T
Holz, & MIHEEIEF D PEGuwn-C-DMG 23w LB & R R A T2 BT VA TR 5
AT, EICEIT 98%E B X 72, PEGaw-C-DMG 1%, FRE TV RZ 7 EHEFEA L, b MERT
BRI FERRITEN T EARENTZ, 5 KON 20 pmol JEFERS TOIEREAHFITH 3% (ML /Xy
FEAHIT%) Tholz, MIEF L/ TG, BE LIZRERIFE T, IBEIIKF LW E2VREN
Too Bt (DL 7 7 U 2) ORI EET — 2%, BiEOOBREE W B oS 7T —4F &
—H Lo GG 2%K0)
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2.6.4 EYFREHERDBE
INFOSUF )DL

#30-5y FEFZILTI EMETILIT I URVE b ar-BEERER /O BT 5/8F 5 2-LNP

=g
Protein Protein Concentration Protein Bound to Patisiran-LNP
(mg/mL) (%)
RSA 32 0.89
HSA 50 0.46
AAG 25 207

Abbreviations: AAG=o1-acid glycoprotein; HSA=human serum albumin; RSA=rat serum albumin.

42  H{ARSA : invivo

421 v MIBITREERRS T
(CTD: 4.2.2.3-2, TTR02-NCD10-006)

WERED Sprague-Dawley 7~ b % FV 7= PKERBRO—#F L LT, & 003, 03 X 1mgkg (1REY47=
D MERESS 20 f51) D/RF T -LNP GEEER) 2 HEIFRIRN AR —Z 235 L7z & & D ALN-18328,
DLin-MC3-DMA % U} PEGauo-C-DMG DI 2 DNl ~D 7540 Z 3l L 72 (PKIZ DWW TIE3 L2 LIS
PR MRGUEHI R 5% 1. 4. 24, 96, 168, 240, 336, 504, 672 KON 1440 WIZER-E L 7=,

fEam & LT, ALN-18328, DLIin-MC3-DMA K O} PEGn-C-DMG O Tl S OV -H PK (ZBH & 23k
ZIRD LN 0T, TOTDAMEER IR Y MERED T — 2 OSEHIfE 2 5ok Lz,

ALN-18328 O il K O PK

ALN-18328 D ElL, 003, 03 XUt 1mgkg #5ETE LI, 059, 7.4 KT 26 pg/ml
T o7z, FTHEM OIS ALN-18328 iK1 IHE L CHIRREHRIIR AL C b £ 8 5-4% 1 IR i s &
R, TGk 48 KO 336 IFRILCIE & T IRA & 7o > 72, 1 mglkg $55-1F O s ik i A
(3, PR e TIFIRT 5 s> 7o — 07, THAERENIE, TR~ TR TIaR < () 2465)
AUCo: [T BI Ee_ T C 2f5mfia R L= (33D .
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2.6.4 EYFREHERDBE
INFOSUF )DL

%< 31 - Sprague-Dawley T v FZ/3F 25 U-LNP ZEEIFEIRNA—F %5 L 1= & T D ALN-18328 DR

RIS R U lsEeh PK/NS A—4  (FiYfE)

Tissue Dose timax Crax AUCot tie
(mg/kg) (h) (H9/g) (Hg-h/g) (h)

0.03 NE NE NE NE

Liver 03 1.00 153 5.72 NE
1.0 1.00 5.48 303 5.27

0.03 4.00 0.180 0.468 NE

Spleen 03 1.00 0.795 10.8 847
1.0 1.00 1.01 14.8 128
0.03 0.083 0591 0.253 0.250
Plasma 03 0.083 7.40 371 0.290
1.0 0.083 259 132 0.440

Abbreviations: AUCq+= area under the concentration-time curve calculated from time zero to the last measurable concentration;
Crmax=maximum (peak) concentration; NE=not estimable; tyz=elimination half-life; trax=time to reach maximum (peak) concentration
following drug administration.

a Datarepresents Female only; Male NE.

DLin-MC3-DMA D#HifikH PK :
#HA% T DLIn-MC3-DMA JEEE 1L, Il Clidk 56 4 XUX 24 5% GUIE L7z 2 W55 . Blisciddz
Hf% 1~168 FFffZ I iemfiz ~ LTz (£ 32)

% 32 - Sprague-Dawley T v FZ/AF S5 U-LNP ZEEIF#IRNA—F X% 5 L = &£ D DLIn-MC3-DMA D
I B DR PK /X5 A —4

Tissue Dose tmax Crmax AUCo+ tie
(mg/kg) (h) (ng/e) (ng-h/g) (h)

0.03 14.0 3.18 699 263

Liver 0.3 24.0 337 9720 233
10 4.00 129 36700 339

0.03 4.00 1.90 419 525

Spleen 0.3 845 8.77 3840 474
1.0 24.0 224 12100 479

0.03 0.083 3.63 6.10 130

Plasma 0.3 0.083 42.0 69.0 192
10 0.083 146 223 267

Abbreviations: AUCo+= area under the concentration-time curve calculated from time zero to the last measurable concentration;
Crmax=maximum (peak) concentration; ty=elimination half-life; tra=time to reach maximum (peak) concentration following drug
administration.
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2.6.4 EYEEABROMEX
INFOTZoFR)DA

DLin-MC3-DMA D fi P FE 13, 0.03, 0.3 & UM mo/kg #% 5-8F TZ 41, 3.63.42.0 & V146 pug/mbL

ThH otz FHESL OWYET  DLIN-MC3-DMA L &R B S T 2 ¥ 5% 60 B B ?;Eﬁsatﬂézh
72 BRI U7 HEHPE (003, 0.3 &N 1mgkg) TiE, MAEF Cra &Y AUCHIIHE L CHEICIFIZLE
L CHAMN L 7=, DLIin-MC3-DMA %, Mg bb~ TR~ 2~3 {5341 L7=, F7=. DLin-MC3-DMA
I, MR (1,=19.8~219 H) (THAT, I (p=97~141 H) (2 TL Y HESMITHE LT,

PEG200-C-DMG D#i#k PK :

XF 7 NP % 1.0mglkg B5- L7z & & D PEGon-C-DMG DTl Ok~ 5347 % 7 FAfh L 7=,
PEG2000-C-DMG DAHRARPIIREE 13, Il CHe % 1 IRef] . U CH -4 24 IRl 2 el 292 L 72, 1 mglkg
P H5RET D PEGun-C-DMG D i I EE 13 15.8 pg/mL Tdh 7=, PEGowo-C-DMG (LT T/ 72
< &b 168 I, Pl T 7 < & b 336 IRl & THAF L T e, PEGaoo-C-DMG D RAR 4RI X
L = e~ TR TR 2 i8> 720 PEGouo-C-DMG OFESfcrie BE 1L, TR b~ < 4 3%
B0 lob OO, g KOS AUCw I ZFRFEE Th o7z (7 33) .

% 33 - Sprague-Dawley v ;T 1.0mgkg D/3F S5 V-LNP ZEEIF#IKNA—Z RIE5 L= ED
PEGz000-C-DMG DRFfig K UREiEH PK /X5 A —4& (1)

Tissue Dose tmax Crmax AUCo+ twe
(mg/kg) (h) (Wg/g) (ngeh/g) (h)
Liver 1.0 1.00 0.799 201 1592
Spleen 1.0 240 212 196 76.8
Plasma 1.0 0.083 15.8 220 21.3b

Abbreviations: AUCo+= area under the concentration-time curve calculated from time zero to the last measurable concentration;
Cmax=maximum (peak) concentration; twz=elimination half-life; trex=time to reach maximum (peak) concentration following drug
administration.

a Datarepresents Male only.
b Datarepresents Female only.

ALN-18328, DLin-MC3-DMA & O} PEG00-C-DMG D55 Af (k5 5-5:%)

/RF T NP & 1.0 mglkg #¢5- L7~ & & 0 ALN-18328, DLin-MC3-DMA } U} PEGoon-C-DMG D#%¢
BB kES 2 s OV D4 iy DR BEOEIG 2 H M Uiz, o8, ZOEIGIIEEEM O L L
THEMHL TS (E34) . NF 7 -LNP ZFRIRNA— 7 A# . L7z & & ALN-18328 DK OV
N~ AT 544 LRI Aem il Sz L (BALEAUK) 25.6% K% 1 0.242%) | #c5-4% 24 IRl % Tl %
eI, 056%&% Of 0.03%E ﬂf&? L7z, DLin-MC3-DMA DTig e OWUigi~D o3 AT %, 5% 24 IRFfH]
IZhmfEIZE L (BRI T7.7%K% T00.98%) | #5-4% 60 H H £ TIZEALEIL, £ 3.14% )% T 0.14%
F TR T L7z, PEGao-C-DMG DIl Ol ~D 73 Afild, 5% 22 1 KO 24 Rl iR il
L (BT 48.9%1% TN 0.82%) | 5% 168 IFFfH E TIZZZE4, £ 0.81%&% 1 0.13%F “C“fE_ET
L7,
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2.6.4 EYFREHERDBE
INFOSUF )DL

% 34 - Sprague-Dawley v FZ 1.0mgkg D/3F S5 U-LNP ZEEIF#IKNA—Z RIE5 L= ED
ALN-18328. DLin-MC3-DMA & U* PEG2000-C-DMG DR H 1 i 5 2% TEH{E)

Time Mean % of Dose in Liver Mean % of Dose in Spleen Total % of Dose in liver and spleen®
ALN-18328
1 hour 25.6 0.242 282
24 hours 0.56 0.03 0.59
DLin-MC3-DMA
1 hour 67.3 0.510 70.6
24 hours 77.7 0.980 78.9
7 days 50.1 0.56 50.8
14 days 25.0 0.57 25.7
28 days 10.5 0.36 109
60 days 314 0.14 3.28
PEG2000-C-DMG
1 hour 489 0.52 59.7
24 hours 104 0.82 116
7 days 0.81 0.13 0.94

a Includes the % of dose in plasma.

422 v hERAVEERASTHER (EEMNEEA— NSO XT 5714 —%)
(CTD: 4.2.25-1, ] -319-1103)

JERHEE Y > 1 —D A VIR = )AL % PRI S TRk L 72 “C-DLIn-MC3-DMA (1) & TF v
VANP (MC-/NF T -LNP) ZHWT, QWBAEZ W= T v N COAERN AR A Ik L=,

AR CIL, M Sprague-Dawley 7 > kO s3 A falfE Long Evans 7 MZ MC-/3F 7 -LNP A Hi
[BIFFIRIN AN — 7 A5 L7z, [ Sprague-Dawley 7 » k CiL, “C-DLin-MC3-DMA O Ifii#fEH PK, JR, #&
R OB TR ORI REHE R R O QWBA #:7% FIW - AR A A3l L 7=, 454 (21 Long Evans
7 v N T, “C-DLIin-MC3-DMA DI+ PK & U QWBA {E% W AN A 23 - L7o, 7oK
AT, EIEE RO 1 7 7 A U v 73 BRI ONZ “C-DLIin-MC3-DMA H KU EDOHIEIC
k53704 = I7UFTT77 14— (MARG) HRERHORBIA B LT (35) . ARBRCIL, &5
RERUZISUWNTR) 71815, (A 214~2509 DAEFF36 6107~ ~ &V, K Sprague-Dawley 7~ h i 4 B
(2, M LongEvans 7 v M LEEICHID M T, $XTO T v MIHE 0.3 mgkg @ ALN-18328 (iRNA)
J%182.1 mglkg @ “C-DLIN-MC3-DMA % & ¢¢ C-/3F- 7 L -LNP (194.7 uCilkg) % HLIEIFRIRNEE 5- L 7=,
B HIRIZ PBS & WC-/~F T -LNP Tl 41, HHHEH D ALN-18328 (siRNA) 1% 0.27 mg/mL
ThHY ., HEHEREE X 178.76 UCilg ThH -7,
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2.6.4 EYFREHERDBE
INFOSUF )DL

£35-FRMLHA— FSOATS T4 —4ITE BTy MEKNATRBORBTH A >

N

Group Strain (Sex) Purpose
_ Mass Balance
1 (intact) Sprague Dawley 4 (M) (6.1.17%)
Biliary Excretion
2 (BDC) Sprague Dawley 4 (M) (g 1.178)
3 (intact) Sprague Dawley 12 (M) QWBA
4 (intact) Long-Evans 8(M) QWBA
_ MARG
5 (intact) Sprague Dawley 8(M) (4.2.31H)

Abbreviations: BDC=bile duct cannulated; M=male; MARG=microautoradiography; QWBA=quantitative whole-body autoradiography.

For these studies, the dosing route was 1V, the dose (mg/kg) based on ALN-18328 siRNA was 0.3 mg/kg, the dose volume was 1 mL/kg, the
dose formulation concentration based on ALN-18328 (siRNA), diluted in vehicle was 0.3 mg/mL, and the radioactivity level was 194.7
uCikg.

I N—F 1 KN 2 Tk, “CDLiIN-MC3-DMA O~ AT L A5 L, F 7828 L 7= HRiit % OE
T OREREIE LSC & AW THIE LTz, F 72RO M b BRI L7z, 7 v—7" 3Kk 4 (i
W N—T" 108 1) Tlidk, QWBATEIZ XV AERNAA 27 L, ZRFRFO MR & B

L7727 —"" 4 DEERNSFERIT, & MBI D YCHERIKOB 5 BOREDT-DIZFIH LT, 7
—7"5TlX, MARG M XUTAM PRI T OFARR A BRI L, ZRRRF O MR b B L 72,

ITN—T 1T, T_XTDOT v Mafhi% IBMRRICLER LT, JV—T2 (vANT U ZAH)
TiE, TR_XTCOT v Fa#E5% 4RI LT, 7 v—7"3 (QWBATEH) Tlid. 54 0.08,
0.25, 05, 1, 35, 4, 6, 24, 48, 168, 672 & U* 1008 Bz, KRERICOZX 1HIDOT v M EZEHE L
oo ZV—7"4 (QWBATEH) Tid, &5 1, 6, 24, 48, 168, 672, 1008 K O 1344 I, A5 HEA
20X 1FIDT v MELEF LTz, 7 v—75 (MARG AR OVEW A SHTH) T, #5144 025,
05, 1, 2, 4, 6, 24 R OV48 T, KRS OE 1BIDOT v M ELRE LT,

1 Sprague-Dawley 7 > ~ K& UV Long Evans 7 > MZ 03mgkg ¢ ALN-18328 K& U 2.1 mgkg &
YC-DLin-MC3-DMA z &t e UC-/3F 7 L -LNP & HEIEIRNE G- L 72 & & | BRI H R BGTRE I 3 5-1%
1344 WA TR ICIA MRt S, SRS REIREE 1, i Sprague-Dawley 7 > ks T#H-
% 5%y (255ugequivig) . # LongEvans 7 » b C#5-4% 1] (0.832 ugequivig) 1278 HLTz, Wik
DT v MZBWT, MR AT RE L, MBS ~D5 A 13D 7o 7z, iRt
DT v M TEVVEHERE (>10ugeqivig) 258D bvegsE X, U YR, HREORIB Ch -7

(#236) ,
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6.4 EYEREHEBRDOMEX
\FUSUF YDA

SN

% 36 - Sprague-Dawley 5 v FZ 14C-/8F <5 U-LNP (14C-DLin-MC3-DMA) ##ARAIRS L 1= & = DMEBDRETRERE
Concentration (ug equiv/g)@
Tissue 0.25h | 05h 1h 35h 4h 6h 24h 48 h 168 h 672 h 1008 h 1344 h
Blood 4.80 341 1.96 0.692 0.455 0.265 0.284 0.133 0.070 0.008 0.003 0.006
Bone marrow 1.27 2.36 1.06 1.63 1.20 1.06 0.760 0.940 1.08 0.640 0.365 0.310
Lymph node, anterior 0.082 0.212 0.445 0.275 0.358 0.477 0.306 0.487 0.600 0.192 0.253 0.312
Lymph node, posterior 12.3 1.73 0.623 0.78 0.714 1.94 86.30 2760 8.94 0.310 0.740 145D
Spleen, white pulp 0.870 2.85 3.71 3.45 2.57 4.18 2.45 2.54 2.93 1.47 0.901 0.900
Spleen, red pulp 1.93 7.30 8.88 9.72 7.84 7.50 4.04 4.98 12.0 5.09 2.52 1.82
Spleen, total 1.54 5.74 7.44 7.61 5.56 6.14 3.56 3.59 5.20 2.90 1.49 1.33
Thymus 0.085 | 0.112 0.066 0.094 0.097 0.068 0.096 0.103 0.085 0.073 0.063 0.092
Bile (in duct) 0.270 10.5 1.92 1.87 1.79 3.50 2.38 0.790 0.380 0.180 0.040 0.0700
Kidney, cortex 0.710 | 0.950 0.574 0.800 0.651 0.470 0.340 0.280 0.430 0.100 0.059 0.0800
Kidney, medulla 1.02 1.16 0.629 0.600 0.534 0.400 0.270 0.290 0.260 0.0700 0.036 0.0400
Liver 12.7 53.1 60.10 69.5b 535 66.50 19.0 21.6 10.3 0.730 0.135 0.230
Urinary bladder 0.116 0.181 0.130 0.197 0.107 0.413 0.400 0.234 0.049 0.010 0.035 0.036
Urinary bladder, contents 0.070 0.575 0.271 5.87 2.84 5.11 1.77 1.48 0.261 0.013 0.013 0.009
Brain (cerebrum) 0.040 0.036 0.023 0.032 0.024 0.017 0.014 0.019 0.023 0.012 0.010 0.007
Brain (cerebellum) 0.068 0.068 0.039 0.042 0.040 0.027 0.019 0.024 0.027 0.016 0.008 0.008
Brain (medulla) 0.036 0.042 0.028 0.043 0.030 0.028 0.018 0.025 0.026 0.013 0.012 0.006
Meninges 4.20 3.05 1.90 0.556 0.396 0.231 0.213 0.134 0.063 0.013 0.010 0.006
Spinal cord 0.046 0.018 0.047 0.061 0.033 0.020 0.018 0.026 0.020 0.021 0.013 0.009
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2.6.4 EMBREABROBEX
NFOZUFRYIL

Concentration (ug equiv/g)@
Tissue 0.25h 0.5h 1lh 35h 4h 6 h 24 h 48 h 168 h 672 h 1008 h 1344 h
Adrenal gland, cortex 1.01 4.84 8.06 11.4 6.19 7.97 12.1 10.8 12.3 7.22 6.24 7.44
Adrenal gland, medulla 1.13 3.20 3.26 2.76 1.63 2.25 3.73 3.02 2.62 3.19 1.75 1.06
Pituitary gland 0.272 0.274 0.292 0.208 0.349 0.156 0.146 0.140 0.200 0.067 0.018 0.074
Thyroid 0.553 0.582 0.509 0.640 0.575 0.639 0.398 0.459 0.390 0.093 0.057 0.086
Harderian gland 0.163 0.050 0.044 0.097 0.120 0.085 0.068 0.073 0.084 0.036 0.015 0.031
Mammary gland region 0.101 0.227 0.092 0.115 0.112 0.127 0.177 0.099 0.154 0.039 0.073 0.150
Pancreas 0.317 0.278 0.149 0.299 0.252 0.238 0.199 0.188 0.151 0.054 0.030 0.045
Salivary gland 0.153 0.178 0.105 0.123 0.127 0.120 0.093 0.088 0.082 0.052 0.021 0.042
Adipose (white) 0.457 1.25 0.341 0.464 0.216 0.299 0.250 0.177 0.146 0.062 0.053 0.059
Adipose (brown) 0.093 0.130 0.058 0.050 0.026 0.029 0.023 0.036 0.052 0.028 0.029 0.018
Skin nonpigmented 0.089 0.185 0.066 0.079 0.068 0.114 0.082 0.087 0.079 0.045 0.027 0.040
Epididymis 0.095 0.123 0.107 0.156 0.165 0.154 0.111 0.100 0.194 0.088 0.052 0.039
Prostate gland 0.146 0.292 0.118 0.095 0.091 0.081 0.081 0.074 0.086 0.042 0.015 0.027
Seminal vesicles 0.034 0.083 0.047 0.042 0.023 0.039 0.040 0.023 0.023 0.003 BQL 0.008
Testis 0.041 0.051 0.044 0.056 0.051 0.057 0.065 0.070 0.076 0.036 0.024 0.038
Bone 0.055 0.030 0.016 0.091 0.065 0.075 0.023 0.045 0.012 0.024 BQL 0.022
Heart 1.38 1.04 0.583 0.520 0.490 0.390 0.230 0.180 0.410 0.200 0.070 0.0700
Skeletal muscle 0.039 0.147 0.071 0.057 0.060 0.047 0.044 0.045 0.065 0.020 0.017 0.010
Lung 217 2.01 1.33 0.850 0.626 0.410 0.240 0.290 0.360 0.100 0.053 0.0400
Cecum 0.274 0.356 0.295 0.449 0.387 0.479 0.108 0.541 0.429 0.115 0.035 0.035
Cecum (contents) BQL 0.004 0.008 0.019 0.227 0.010 0.597 0.308 0.207 0.020 0.004 0.024
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2.6.4 EMBREABROBEX
NFOZUFRYIL

Concentration (ug equiv/g)@
Tissue 025h | 05h 1h 35h 4h 6h 24h 48 h 168 h 672 h 1008 h 1344 h
Colon 0.117 0.204 0.071 0.134 0.129 0.175 0.127 0.222 0.202 0.031 0.023 0.024
Colon (contents) BQL BQL BQL 0.010 0.011 0.351 0.831 0.584 0.262 0.032 0.005 0.029
Esophagus 0.159 0.234 0.114 0.198 0.109 0.112 0.086 0.115 0.110 0.033 0.041 0.021
Large intestine 0.112 | 0.089 0.110 0.126 0.119 0.140 0.147 0.510 0.189 0.048 0.025 0.025
Large intestine (contents) BQL BQL BQL BQL 0.012 BQL 0.379 0.487 0.393 0.025 0.007 0.026
Oral mucosa 0.060 0.139 0.114 0.119 0.143 0.116 0.113 0.131 0.077 0.029 0.026 0.011
Small intestine 0.311 0.489 1.97 0.630 1.46 1.92 0.331 0.426 0.526 0.087 0.064 0.063
Small intestine (contents) 0.011 0.033 2.81 5.16 8.55 125 0.610 0.411 0.299 0.019 0.006 0.019
Stomach (gastric mucosa) 0.496 0.409 0.165 0.196 0.163 0.134 0.164 0.159 0.213 0.062 0.036 0.034
Stomach (contents) 0.129 3.23 11.2 1.33 0.511 0.004 0.195 0.012 0.059 0.003 BQL 0.004
Eye (uveal tract) 0.120 0.123 0.091 0.230 0.134 0.072 0.069 0.067 0.084 0.030 0.015 0.041
Eye (lens) BQL BQL 0.003 0.007 0.011 0.009 0.006 0.007 0.004 0.004 0.003 BQL

Abbreviations: BQL=value is below the lower limit of quantification or tissue could not be visualized on autoradioluminograph due to BQL radioactivity; Cmax=maximum (peak) drug
concentration; ULOQ=upper limit of quantification.

a One rat/time point.
b Value is above the ULOQ.

Notes: Cmax value for each tissue is listed in bold.

LLOQ =0.0003372 uCi/g / 0.085125 uCi/pg x 0.8828 purity correction factor = 0.003 pg equiv/g tissue
ULOQ = 5.3824631 uCi/g / 0.085125 uCi/ug x 0.8828 purity correction factor = 55.820 ug equiv/g tissue
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2.6.4 EYFREHERDBE
INFOSUF )DL

HGTREIINTE Tl b < . BB 4 RFRI ORI TR G-EOK) 00%205 e Sz (#37) o B
Db K O NI i SR BB EE DS HE Sy, BB OB 22 U 7o Rt 3 R Sz, TRt
DT v MTRWT, HHEAERAARE T O REIR I MK < (<0.070 ug equivig) . $£5-4% 8 RFH LIRS
TILEE FIRARN (<0.003 pg equivig) TdH -7, Long Evans 7 b Tl, A T = G ARk~
BRI DI o Tz, CRT OB TERIIIETH Y | R R TRG% 0.25 R ORE L T
5B 0.28%D SHRENS RN S 4L, 1344 K5 (56 H) £ T2 0.01%~E{K F L7,

% 37- Sprague Dawley 5 v MMZ&H I+ L8, B, R, . 8IF. DEROHPBESEES T RS

E%)

% Recovery of Administered Dose (1 Rat/Time Point)

Tissue Type Tissue 0.25h 4h 24h 168 h 1344 h
Vascular/Lymphatic Liver 223 90.2 345 184 0.45
Excretory/Metabolic Spleen-Total 0.20 0.70 048 0.69 0.19

Kidney 0.61 0.40 0.22 0.25 0.04

Respiratory Tract Lung 0.57 0.16 0.070 0.10 0.01

Skeletal/Muscular Heart 0.24 0.08 0.04 0.07 0.01

Endocrine Adrenal 0.02 0.06 0.14 0.13 0.08

Central Nervous System Brain (cerebrgrrlllc;erebellum, 0.04 0.03 0.00 0.03 0.00
medulla

Notes: % Recovery = uCi/g tissue x weight tissue g/uCi dose/rat x100
Assumes subregions of organs weigh as much as total weight; assumes body weight of 250 g
Tissue weights used for calculation: spleen 0.75 g; kidney 2 g; liver 10 g; adrenal gland 0.05 g; heart 1 g; lung 1.5 g; brain 1.8 g

423 v hERAVHEBRAAERER (S/0F— 5 0F 5574 —5)
(CTD: 4.2.2.3-3, [ 319D-1202)

Bl 319-1103 3B TR LN A VT, 37 A — T VA7 T 7 1 — (MARG) HEIZ LV
Sprague-Dawley £~ MTI1T 5 UC-/F 2T L -LNP ORI 2 5HH L7-, QWBA Dl B2 Ik
DSWTRFERR ORI . TR, B O AR UR 412 L € MARG IEIZ L 20T & i L 7=,
WA, 7y FEHWE 6 #HE (2w x 4) BH MR CHEMEFT AR N2

(TTR02-NCD10-005 A% ; 2.6.6, 3L1IHEM) | FHliOx5 & Lz, #&54% 025, 05, 1, 2, 4, 6,
24 Jr O A8 RFEIE . BRI OZ LFIDT v B LT,

QWBA IEDRE R Tl I 0 UC-/F 25 L -LNP HURHE e EE 1 345 5% 1 R S| 5
L7e. TR AIE K OIS RIS B O 23 ERBED R SI7= b O D | HBEIT TR O $E
TAPZERNICIRD BT Z LD, IFHIA~OFE Y AT NS <, IEDORIFUEDT=DIZIT L v £
R OMEB LI CTh o 7o, JEF TR S ReiEi 54 1. 6 X 24 Rl Thd 2N L

=77, HTHANE D ABAEEL K OMITABOD M5 BRI C O REITHIIN L. 48 IRFf] 2 (I AN O e hEl T
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2.6.4 EYEREHRBROMEX
NNFOSUFRIILA

I8 R, KBRS OSBRSS & 0 95125540 Ui, RO EPHIC & 21 E OB ie it vz b
DO, HHERAT BHETRE L72 MARG JEFRUEHZ SIBRI 2R & L CA DN D HITERER R DT
B, 7 v 3=~ OB IR T o Tz,

QWBA iEDFE R TIE, Il D 1C-/3F 2T L -LNP HSRHRERL B 1 3% 5-1% 24 Bl s fimlLC
BE L7o, MORREIT ISR BE O M EDN TR tE S AL, ARIBBE T O HURREIR L1 X 48 Rfi#% £ CHin L
To I XE— B Z R Uiz, g ACHRRIEL, W CIX AR - ORIl O & OSHIRVE ~D 534f
Z . BHIRERCCIIARMEE T ORI~ & Z AU T 5 2 & AVRIBR S 7z,

QWBA JEDFE BTl BET 0> UC-/3F 2T L -LNP HISRIERRERL 1 38 51% 6 Wi el 2
L7z, MC-/3F T L -LNP HIRGREI LB B~ ORI IR 70 < | WIIRERCIE, BISRER
RIZHA Uiz, HORREITRERIR O HIIE K O ORI B TR S, SRERIK TRt E L
Hled % L1325 0RN S DD, R, FICFOMEIC b Sz, $#54% 48 IO S T
HEBRITRIR & U CORERIA R O BRI TR L L. R 123D BOBEREO G iz, IR
HE OB FE N OVB FLEEAINIE Tk, Bt LT R CORESICB O ThI i ie Lo Shu/eh
-7,

QWBA EDFE Tl BB H 0D UC-/3F 2T L -LNP HISRIERRERL 1 385 51% 6 WIS el o
L72. MARG {EDFMTIC L 0 BGHBEITRIB 2RI 0325 Z L0V R &7,

T REN LR e OB O MR K ORI o34 Ly Bt L7 3R CoREHC I 5 & OSEAzH
HZ I b @V VRERE SRR STz, 5% 24 KON 48 B[R O JUFHRE A 1T, A& A T2 BRI
FKOZEOEITEL ., BIEME IR ER Th o7,

QWBA JEDFE R TIE, KD UC-/3F 3T L -LNP HSKE BRI 1 3% 5% 168 BRI i il
L (4221H) . Bat LT _XCORSIZBW T, BRT ORI O ThH o7, HHE
FEAAE DRI K OFEIFMA OMIF B MR HH S iz, HE-Rla~ ORI 722 RTEbIEER0 H /e -
2o —IROME N THEHEDNFED D2, ZOEIF D7 < FIENICIR ST,

424 HILIZETEEERRASH
(CTD: 4.2.2.3-4, TTR02-NCD10-018)

MERED YL (A4 72 0 MERER 461) 2 VW2 PKERBRO—H L LT, 003, 0.3 %0 1mgkg D8
F T UANP & 1 RffH CHEIFIRN Frifk G- L7z & & @ ALN-18328, DLin-MC3-DMA K& Ot
PEG2000-C-DMG DN 5347 % A/ = A4 7Y L 70 10 5B AB-E LETM L7- (TTRO2-NCD10-018
R &% 003.1.4.1.25H) , ALN-18328, DLin-MC3-DMA } T} PEG0-C-DMG D @ PK 2B 5 237
PEZETRRD Do 12728, 3% 38ITIFMEEZ 5 A LI T — & 2,
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2.6.4 EYFREHERDBE
INFOSUF )DL

3+ 38-HILIZ/INF S5 U-LNP F EilF 1 AR IRAEFGIR S L= & D ALN-18328, DLin-MC3-DMA
B U PEG2000-C-DMG D FfiEit PK /35 A —%  (FFEH#{E)

Analyte Dose tmax Crax AUCo+
(mg/kg) (day) (ng/®) (ng-day/g)

0.03 NE NE NE

ALN-18328 03 2 0.0765 NE
1.0 2 0.184 NE

0.03 35 7.00 97.4

DLin-MC3-DMA 03 9.0 83.7 1360
1.0 35 273 4110

0.03 ND ND ND

PEG2000-C-DMG 03 ND ND ND
1.0 2 2.66 9.44

Abbreviations: AUCo= area under the concentration-time curve calculated from time zero to the last measurable concentration;
Crmex=maximum (peak) concentration; ND=not determined; NE=not evaluated due to insufficient sample size; tmex=time to reach maximum
(peak) concentration following drug administration.

ALN-18328 Dl PK :

ALN-18328 D i I HE I FE 1L, 0.03, 0.3 2 U8 1.0 mg/kg £ 5-FETZ412741,0.23,3.7 L TN 17.3 pg/mL
ThHoTc, N ALN-18328 JREEIIMEL T2 A H (A= % 7Y 7 COBEEEHR HURE )
(AL LTz, 1.0mglkg #5850 2 H B O MRS 01 pg/mL TH Y, 5 HH ETILER
TRE (25ng/mL) A AR T L7z,

DLin-MC3-DMA O+ PK :

JHliEH DLIn-MC3-DMA R 13 3~9 H H T i mifEl 252 L 7=, DLIn-MC3-DMA O f i A HP R L X
0.03, 03 KO 1.0mgkg # 58 TEN LI, 192, 294 KT 1289 ugimL T - 7=, HFlE+H o
DLin-MC3-DMA %29 H H (Rf&EEHRURER) 1238V T H %7 L TV /=, DLIn-MC3-DMA @ AUCo¢
1% ALN-18328 } 1 PEG000-C-DMG (2 b CHIZEIZmif A 7R L 7= 2 & 725, DLIn-MC3-DMA Dy k(1%
LORIRTHD Z PRI NI,

PEG2000-C-DMG Dk PK :

JFHEH PEGaoo-C-DMG JREEIIEL T 2 HH (FIERUCEHRIUR R IR EIZE L, Il o
PEG2000-C-DMG (% 22 A A % THEAF L TU /=, 1.0 mg/kg 5 5-8£0D PEGaon-C-DMG e i L i FE 1 &
175pg/mL Th o7z,
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2.6.4 EYEEABROMEX
NFOSUF YO LA

ALN-18328, DLin-MC3-DMA & O PEGyo0-C-DMG D554 (k5 5-5:%)
1.0 mg/kg BEHREZ T (GEIE%) ALN-18328, DLin-MC3-DMA } U} PEG00-C-DMG D 55l 2%
R O D& Ry O EOEIGEZHH L. (3239) .

# 39- H)LIZ 1.0 mgkg D/ 3F 25 U-LNP Z B EIFEARNFEF#E IR 5 L 1= & D ALN-18328, DLin-MC3-DMA
KU PEG2000-C-DMG D#ffgi R 7% (xR 5 E%F1{E)

Day Mean % of Dose in Plasma Mean % of Dose in Liver Total % of Dose
ALN-18328

2 0.133 0.552 1.05

5 0.0250 0.161 0.730
DLin-MC3-DMA

2 0.840 97.6 98.5

8 0.170 96.5 96.7

29 0.120 245 24.6
PEG2000-C-DMG

2 2.30 105 12.8

8 0.0800 0.860 0.940

22 0.0100 0.810 0.820

MAEH ALN-18328 (385 54 TIRFIZ i & i\ R G- 89%703 7 B, e 5-1% 96 IRefi] L 0 DARE Tl
SN Do To, R T RED MAFEH ALN-18328 D% 5-8%I1% 15.0% T v | 24 R4 £ TlZ 0.133%
~EWUD Uz, Tl ALN-18328 [34% 5-1% 96 FFfElE CERFRETH Y . Z OG- E%IIME L T
1%A5 Cd o 7o, JFEH ALN-18328 Dt 5-8%1%, 2 H B (FIRECEHREUR: ) T 0552% TH v |
ZAUEimAEF (0.133%) (2 Th @iz = Lz,

4%+ DLIn-MC3-DMA [TASHIERF AL (29 H H) £ THAF L, KRG EWI TG4 TR s il
16.4%I\Z7E L 7=k, 24 FEfEI#4 & TLZ 0.84%~ L) L7z, A& DLiIn-MC3-DMA 1329 A B (GRef&HT
EEEHER B R)  F CHRIEFRE Ch o7z, NIl DLIn-MC3-DMA D% H-8%i%, 2 H H DOKiRT
97.6% TdH V., 29 HH F TIZ 245%~ L) Lz,

MAEH PEGoo-C-DMG (322 H H £ TERAIRETH U . 5t 5- 2% 3% 54 TR i 20.2%12
B L7k, 24 W2 &£ TIZ 2.30%~ &I L7z, JITHEH PEGoown-C-DMG Dxf - 5- %%, 2 H H DiF
SUCHE A (105%) (2 L72%%, 22 H H £ T2 081%~ & Lz,

43  Z0thDHmEAER
B AEFMERRO—ERE LT, 7 v PR T2 [N TAF T -LNP & G%D TK Z 51
L7z (266,6 HEMW) , AGEHARRA~ D530 2 it LIk AR 2 LU 2K LT,
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2.6.4 EYFREHERDBE
INFOSUF )DL

431 Sprague-Dawley T v b & RAW=FIRNEE(C L D ZREEeM NI - BRIRFELICEET 5
HERD - DRAEREAR
(CTD: 4.2.35.1-2, TTR02-NCD13-003)
SAETEERBRO 720 O B ERER  (TTR02-NCD13-003 #BR) »—#5& LC, Mt Sprague-Dawley
7 v MI/NF 7 L -LNP X AF-011-18534 % L IFRIERIRIN R G- L7tk &5 1 H B (s
7 v hEDREE2 BRT) UTERHEE 13 B T ALN-18328 Xi% ALN-18534 (PD{EfiTH 5 TTR #
YRTEOWLEBEET DT OD T b~ A u S — ) O TKZiHili L7z, /XF 37 -LNP
(003, 0.1, 0.3 XiL1mgkg) XixAF-011-18534 (0.3 XiX1mgkg) 1%, &5 1HH (HEZ7 > oD
[FJE 2 AR WONCIEME 6 X TN 13 HICiG- L, #&5-1HH., k6 A (54 0.083 Ff# D7)
K OMEHR 13 B TK FEM A Ok ak 2 50 L 7= (2.6.6,6.2.1.1 THEHR) , ALN-18328, DLin-MC3-DMA
J O PEGauoo-C-DMG D 7 > MEVE kA~ D A 23 ith L. Z Ol Rz LU IZEER LT,

ALN-18328 :
Z v MEIET ALN-18328 23 S o722 L v D RHAIMIED S AR IE~F T -LNP 1Z
BATLZ2WZ EDVRENT,

DLin-MC3-DMA :

03 KUt 1mgkg D/3F 27 -ALNP Z#eh- L7z & EI2 T v MR TR H 472 DLIN-MC3-DMA Ji#
B EHARIIE Crex D 3% Tl o 72 Z L 705, RIS B IAUEIC DLIn-MC3-DMA [ it
LT LW EAVRIB ST (3440)

T A0-INF 5 U-LNP #5RAIEFGEIRSE L= EDFIR19BIZH T35 v FBIRE DLIn-MC3-DMA j&
E (FEH{E)

Dose (mg/kg) Mean Concentration of DLin-MC3-DMA (ng/g) +SD
0.3 8.74+1.75
1.0 22.646.18
PEGzooo-C-DMG .

Z v MEIEH D PEGw-C-DMG JEE X E & FRRAN CTH 0 . IR EIE PEGuw-C-DMG DIREFE %52 1T
IR T,

432 Sprague-Dawley T v b & HW=FIRAEEG(C L HHE - BRIRFELEICEET HEERD =D
R FEHER
(CTD: 4.2.35.1-3; TTR02-DSM15-015)
A« FRIERAEICRET 2RO B EZBIRT 5720, M7 v FEHW=ZMhEE. I8 - BB AE
2B 23 BRO7=D D 2 FH O EERB (GLPIEEM) #FEMiL7e, £z, ZoRBRO—L
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LT, 7" F T -LNP LN AF-011-18534 D iEfidiE - DU T b el L7z, # Sprague-Dawley =
NMZAEFAIEK, AF-011-18534 (0.15, 05 % 15mgkg) Xid/3F 7 -LNP (L5mgkg) #I[rlJE
A 3l (FJE 15, 8 LML Bl KOMHE 6, 13 LN 19 HICEHIRNER G- L7, 4R 19 B O 5.4
0. 5. 1. 2, 8 KON 24 Wi TKEHIAHEN. D & ks 2 5 H L 7= (2.6.6, 6.LL3THS) , HHkk
HRFEE M O REL 2 AR 20 FICEREL L, ZORERAELLFICERN LT,

ALN-18328 }% X AD-18534 :

ITHR 20 HIZHU T, 0.15 mg/kg AF-011-18534 ¢ 5-#£D 7 v MpAE-HIZ AD-18534 |3k 4172
7. 0.5 & TN 1.5 mglkg AF-011-18534 # 5 #ED 7 -~ B+ AD-18534 JREE X% 41241, 128ng/g (1 41)
K )90.6 +£58.2 nglg Tdh o 7=, VT AF-011-18534 #& 5ROV T | iG ARk P12 AD-18534
DR SN0 o7-Z Eh, AD-18534 137 v MEHAMAED HIRIEABAT LW Z LAV RS-

(F41) . F7o, 15mgkg NF T NP EGHTO T v Mk &k ONR EAREH 12 ALN-18328 73
R SR o 72 Z & 5y ALN-18328 & REAIAE) & e SUTIRVEAEAT L7 2 & AVR ST,

£ 41- 5 FIZAF-011-18534 X[/ AF 5 V-LNP # RIEFIRNIEFGR S L= & ZD1TIR 20 B DEHARF

fig. PREER URRIR#AHIR (D ALN-18328 KU ALN-18534 siRNA JBE (F15{E+SD)

Test Article AF-011-18534 Patisiran-LNP
Dose (mg/kg) 0.15 05 152 15
Analyte AD-18534 ALN-18328
Tissue Concentration (ug/g)
Mean = SD Mean + SD Mean £ SD Mean + SD
Liver 0.0819+ 0.0133 0.192+0.0468 0.290+0.0627 0.194+0.0815
Placenta <LLOQ 0.128b 0.09060.0582 <LLOQ
Fetal Tissue® <LLOQ <LLOQ <LLOQ <LLOQ

Abbreviations: LLOQ=lower limit of quantification; LNP=lipid nanoparticle; SD=standard deviation.

Note: Liver AD-18534 LLOQ =5 ng/g; liver ALN-18328 LLOQ =20 ng/g. Placenta AD-18534 LLOQ=40 ng/g; placenta ALN-18328
LLOQ=40ng/g. Fetal tissue AD-18534 LLOQ=2 ng/g; fetal tissue ALN-18328 LLOQ=20ng/g. Values converted to pig/g.

a Liver tissue samples were collected from 7 of the 9 animals in the 1.5-mg/kg AF-011-18534 dose group.

b Value represents n=1.

¢ n=5 fetuses per animal.
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DLin-MC3-DMA :

AF-011-18534 $ GHEDITHR 20 H O RHARE L OWE#EH DLIN-MC3-DMA £ T I Sl Hefi LTy
L, BEVE#AFE S o DLIn-MC3-DMA R EE 13 A Bbb 2 Flal v #5350 L 7=, /. L, 1.5 mg/kg > AF-011-18534
NIRRT T -LNP & RS LTz & & | 4R 20 H ORI S 47- DLIn-MC3-DMA (3§
MTh ol (RHRMAEF Cra D 3%A)

DLin-MC3-DMA D JE~DRATIEITHR D TR < | AF-011-18354 #£ 5-HE L OV ST 7 L -LNP # 57
DOWFIUZONT b, VTR DLIN-MC3-DMA J2EE 1L, RHAIMAEF Crax D 0.05%A1 T~ 7=,
15mghkg @ AF-011-18534 X |E/XF T L -ANP Z#5 L7 & & BHRATHR,. Mads Kk OURIE T
DLin-MC3-DMA IR IX[AIfRE CTh o 7= (£ 42) .

F 42-5 v M2 15mgkg @D AF-011-18534 (S kY A4S — k) XIE/SF L5 U-LNP & RIEEIRNEE
5 Lz & 01Tk 20 BO AR, RAHER OB 'R4A#i% DLIn-MC3-DMA BE (F15{E+SD)

AF-011-18534 Patisiran-LNP
Dose (mg/kg) 015 05 158 15
Tissue Concentration (ng/g)
Mean + SD Mean + SD Mean +SD Mean +SD
Liver 515+10.8 221+98.5 539+233 725+195
Placenta 0.325+0.107 1.35+0.350 2.90+0.871 2.23+0.549
Fetal Tissue? 0.00757+0.00306 0.0202+0.0176 0.0271+0.0316 0.0178+0.0229

Abbreviations: LLOQ=lower limit of quantification; LNP=lipid nanoparticle; SD=standard deviation.

Note: DLin-MC3-DMA LLOQ=4 ng/g

a Liver tissue samples were collected from 7 of the 9 animals in the 1.5 mg/kg AF-011-18534 dose group.
b Five fetuses per animal.

PEG2000-C-DMG :

IR 20 B D7 M RHAFF# N OV PEGouo-C-DMG HEEE I, Fat L 7= H Bt C A RICITIE
Bl LCHIIN L7z, 44z 20 B ORHMAITFIE L OG5 H1Z PEGauo-C-DMG 345 HH S 7= A3, R iRk Clik
B Sz oTz, BHARFIET D PEGuw-C-DMG JEEE L, FAAEHIEEEIZ TR 10 R o7z,
1.5mglkg D/3F 2 F L -LNP % SKAEEARN R G- L7z & & OB T PEGa0-C-DMG #2513, REA L
HER Crax D 143+0.26% CTdh o 7= (3£43) , 1.5mglkg @ AF-011-18534 X3/ 3F 7 L -LNP Z#5- L
72 & & ORHMETHE, %K OME VLT PEGaon-C-DMG X FIFRE Th - 72,
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£ 43- 5 FIZTAF-011-18534 X[/ 3F 5 -LNP # RIEFIRNIEFGRES L= & DITIR 20 B DEHARF
figi. PARE R URE R #B%Eh PEG2000-C-DMG 2 (E{E+SD)

Test Article AF-011-18534 Patisiran LNP
Dose (mg/kg) 0.15 05 152 15
Tissue Concentration (ng/g)
Mean + SD Mean +SD Mean +SD Mean +SD
Liver 0.890+0.205 2.60+1.10 4.87+1.53 5.21+1.38
Placenta 0.0924+0.0269 0.257+0.0780 0.603+0.114 0.527+0.0942
Fetal? NC NC NC NC

Abbreviations: LLOQ=lower limit of quantification; LNP=lipid nanoparticle; NC=not calculated — insufficient values to calculate parameter
or all concentration values <LLOQ; SD=standard deviation.

a Liver tissue samples were collected from 7 of the 9 animals in the 1.5 mg/kg AF-011-18534 dose group. n=5 fetuses per animal.
b n=5 fetuses per animal.
Note: PEG2000-C-DMG LLOQ=40 ng/g.

433 /XF L5 2-LNP (ALN-TTR02) KU AF-011-18534 MELiH 5 - 5 v &AL -EHKk
RIRSICKHHERMRUVHEZROFKLEICET SR
(CTD: 4.2.35.3-1, TTR02-GLP16-003)

REMEZ ~ b (FO HEAR) (ZEPRREK, /3F 2T -LNP X AF-011-18534 # % 5. L7-, /L —
71O TKEHIAHMEZ » & (460 (2%, EREEKE, 71 —7 2~4 O TKiHIAHMEZ » ~ (%
BE10H) 1TiE. TR 015, 05 XiE 15mgkg D/3F 2T -ALNP %, 7 /L—7"5 D TK ZFfh M
7w b (1061 1Zi%, 1.5mglkg © AF-011-18534 % $¢ 5. U7z, 8K TARRAIE AT, YR &
ORI 6 B L RIOEE T6[E (GHIE 7, 13, 19 H M OMZEL 6, 12, 18 H) | 1HFMIFHIRAN
Fefite G- Uiz, 7 v MHREHE, 20— 108 361, 7 v—7"2 kO3 D@4 1041, 7 v
— 7" 4 L VS OEME 947 HIZFL 12 B OF 5% 2 IReEICER-E L 7=,

2L 12 H O 5T 2 R O L ALN-18328, AD-18534, DLIin-MC3-DMA & (U} PEGx0-C-DMG
TR K OREA I P A 200 E L= (266, 6.3.1 TESRMR) . 15mgkg LA FD/RF 7 -LNP KLY
1.5 mg/kg ® AF-011-18534 % $¢ 5. L 7= & & ALN-18328 & UF AD-18534 [ XLt Hic it S higino 7z,
FL7+Hh DLin-MC3-DMA JREE 1, [FIRERL D RHAR ML PR EE D Z 4LE 4L, 4T%LL T RN 83% T -7z,
PEG2000-C-DMG I, 0.15mglkg /3F 7 L -LNP 5RO FIF IR S 4720 > 7223, 0.5 mglkg LA
FDRF VT NP FEHREL O 1.5 mglkg AF-011-18534 #: 5-HEDFLIH T PEGooo-C-DMG 21T, %
NN ORHAMIETHRE D 6.6%LL T &N 26%Th -7,
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434 Za2—T—F Y FRTA oY FERVHIRNRSICK S - BEREICET 53R
DT-HDFAERTERER
(CTD: 4.2.35.2-1, TTR02-DSM15-012)
R - BRYEREAIZRE T 2R BRO 7= 0 O B ERBR Tld, ZeEMK OB/ THZ /G 5729,

TR Y% (TKEHl B SEE 361) (2/3F T 2 -LNP 285 L, RHAMEET TK, RHARR, 1A
R OVIR VAR TP RS 231 L 7=, 03, 1 X% 2mglkg ?D/3F 7 -LNP %, #HE 7, 13 019 H
(2 IEIERNEHGERE G- Lo, AR 7 ROV 19 H #5440, 0083, 1, 2. 8 O 24 RefEliC i ikakikt &
BELL (26.6,6221 M) | AHAEEUEE (. Ied OB IE) 134 29 RICERER L 7=,

ALN-18328 :

SR 20 BT AR K OV kA ALN-18328 JREEA4-HIE L, #E4E 19 B ORMAMIES Crax & HelEE L
oo TR 20 HIZ351F 5 ALN-18328 D fifk K UG VAR D M OMEAR 19 B OFRHAMEES CraxtZ
X HEIG H R ANTER UTe, AFRER TR U7 FH &HPE i, 400E 20 H Ofia#E+ ALN-18328 i
JEITEEAR L D AREETH Y . RHAIMSET Crax D 0.37~9.63% TH 7=, JRVEHFEF 21T ALN-18328
IR SN o7, Bk E LT, 2mglkg 23F 3T L -LNP BEREDRIE 1 il T ALN-18328
PR ENTZ DD, FHRMAES Crex® 0.10% AN CThH o7z, ZIUHLDOFERL Y MGt L7 HE#
PHC/3F T NP 285 L 72 & & ALN-18328 D i M OB VE~DIRFE I TR L H 2F2E T
BHDHTEDRINT,

RAUM-Z2—P—F U RERTA boYFIIH L THEIR 7, 13 RV 19 BIZ/AF 25 2-LNP ##IRAES:
BEL-EEDER20 B (BlHE) (2H (58K UREIR G ALN-18328 B E K UBHAMIE & Cra 23
T HE|E (FEiy{ELSD)

) Dose Concentration (ug/g) Mean Percent (%) of Maternal ALN-18328 Plasma Cimax (+
Tissue (malkg)® Mean SD)
0.3 0.1472 9.63+NR
Placenta 00658 03 +NR
(GD 20)
2 1.042 2.18+286
0.3 NR 0£NR
( gg‘fo) 1 NR 0+NR
2 0.0474P 010 +NR

Abbreviations: Cmax=maximum (peak) drug concentration; GD=presumed day of gestation; LLOQ=lower limit of quantification; NR=not
reported —values were LLOQ; SD=standard deviation.

a Concentration value represents mean of n=2. No SD was calculated.

b Concentration value represents n=1. No SD was calculated.

¢ N=3TK rabbits per group
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DLin-MC3-DMA :

TR 20 F A K OVR VAR o> DLIN-MC3-DMA JEEEZIlE L, 4R 19 B ORHAIMEH Cora
EHER U7z, IR 20 B OB K OVR EAEA% - o> DLIN-MC3-DMA I K OMER 19 B ORA M
Crrex (263 D EIG A3 45IZHH LT, ARBRCHET L7723 F 7 NP O IE&iH Tl e
DLin-MC3-DMA 2 | RHAMAES Crax D 26.8~86.1% Td> o 72— 5, NhVEAHAR I | TRk i
Crax D 0.04~0.18%Th v | MH L 5 2FETH -7,

FA5-Za—C—F VO RRTA FOYEITHIR 7, 13 RV 19 BIZ/AF S5 U-LNP #8IRNEESR 5 L
=L EDIEIR20 B (BlHREF) 128+ 568 % URR!R & DLIN-MC3-DMA BE R UBHAINIED Cra X9
BE|E (FE{E+SD)

Ti Dose Concentration (ng/g) Mean Percent of Maternal DLin-MC3-DMA Plasma Crex
IBUE (mgikg)? (+SD)

03 3.81+£3.05 86.1+115

Placenta
(GD 20) 1 28.8+19.0 30.0+214
2 64.8191.6 26.8+33.1
03 0.00967+0.00377 0.18+0.16

Fetus

(GD 20) 1 0.0485+0.0159 0.12+0.11
2 0.0772+0.0539 0.0410.02

Abbreviations: Cmex=maximum (peak) concentration; GD=presumed day of gestation; SD=standard deviation; TK=toxicokinetic(s).
a N=3TK rabhits per group

PEG2000-C-DMG :

i/ H PEGao00-C-DMG I I RHAIAE 1 Cr D 10.6~15.2%C d> - 7, 3 VB PEGoo0o-C-DMG
TR EE TR IAE T Cra D 0~0.24% & IEF AR 072, ZHHOFREREL Y | Fa L7 EHEE </
T NP ZHe 5 LTz & & PEGaoo-C-DMG D ifiidi b O VARER | 39" 0 Th 5 Z L AVR S
iz,

FA6-Z2——F 2V RAKRTA FOYEITHIR 7, 13 KU 19 BIZ/AF S5 U-LNP 28RNSR 5 L
=L EDIEIR20 B (BlRRES) 128+ 588 % URE IR & PEG2000-C-DMG B E R UBHAIIE D Cra 2%
BE|E (FE{E+SD)

Dose Concentration Mean Percent (%0) of Maternal PEG2000-C-DMG Plasma Crax (£

Tissue (mg/kg)? (ng/®) SD)
- " 0.3 0.399+0.144 15.247.27
(Gaéego) 1 1.95+1.35 12.145.39

2 3.79+3.28 10.6+6.39

Fet 03 NR 0£NA

(Gg“;b) 1 0.0612+0.00471 0214023

2 0.0890+0.0403 024+0.17

Abbreviations: Cmax=maximum (peak) concentration; GD=presumed day of gestation; LLOQ=lower limit of quantification; NA=not
applicable; NR=not reported - insufficient values to calculate parameter or all concentration values <LLOQ); SD=standard deviation; TK =
toxicokinetic(s).

a N=3TK rabbits per group
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5 R#E @YMEROLER)

NF T D SiRNA ST T % ALN-18328 (AL S TWVVRWFEEEK UVITF T -LNP & LT
AL S 7B AT ALN-18328) K ONUAIZHEH L7 #i HiIE'E T % DLin-MC3-DMA K O}
PEGx00-C-DMG DA a9 5 728, in vitro KOV in vivo iRz i L7, EL7-ZhbHD
RERD— A K 4N,

3R 47 - ALN-18328 R U/ F 25 -LNP i DA BiEER

Study # Species/Matrix/Study Type Analyte Evaluated
In vitro studies:
TTR-ST10-008 Mouse, rat, monkey, and human liver cytosol metabolism ALN-18328
TTR-ST10-002 Mouse, rat, monkey, and human sera (serum stability) ALN-18328 in patisiran-LNP
TTR-ST10-001 Mouse, rat, monkey, and human liver cytosol metabolism ALN-18328 in patisiran-LNP
BA16027 Metabolic Stability and Metabolic Profiling in Mouse, Rat, ALN-18328
Monkey, and Human Serum and Liver S9-fractions
319 N-1001 Mouse, rat, monkey, and human liver microsomes and S9 DLin-MC3-DMA
319 N-1305 metabolic stability PEG-C-DMG
319 N-1002 Mouse, rat, monkey, and human liver microsomes and S9 DLin-MC3-DMA
metabolic profiling and identification
319 N-1616 In Vitro CYP Isozymes Identification in the Metabolism of ALN-18328
ALN-18328, DLin-MC3-DMA, and PEGz-C-DMG using .
319D-1304  Human Supersomes: CYPLA2, CYP2A6, CYP2B6, CYP2CS, DLin-MC3-DMA
319 N-1615 CYP2C9, CYP2C19, CYP2D6, and CYP3A4 PEG2000-C-DMG
319 N-1004 CYP inhibition studies in human liver microsomes ALN-18328
319 N-1003 DLin-MC3-DMA
319 N-1303 PEG2000-C-DMG
319 N-1807 ALN-18328, DLin-MC3-DMA
and PEG2000-C-DMG
319 N-1306 Assessment of potential to induce expression of Human hepatic ALN-18328
isoforms CYP1A2, CYP2B6 & CYP3A4 in Human .
319 N-1307 Hepatocytes DLin-MC3-DMA
319 N-1308 PEG2000-C-DMG
319 N-1808 Patisiran-LNP
319-1103 Tissue Distribution via Quantitative \WWhole-Body 14C- Patisiran-LNP
Autoradiography in Male Sprague Dawley and Long-Evans
Rats
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Study # Species/Matrix/Study Type Analyte Evaluated
Ex vivo studies
319 N-1105 Evaluation of Patisiran-LNP Effects on Cytochrome P450 and Patisiran-LNP
UGT Enzyme Activities using Liver Microsomes from
Monkeys

In vivo studies

TTR02-DSM17-002 In vivo metabolic profiling in rat plasma Patisiran-LNP component for
ALN-18328, PEG2u00-C-DMG,
and DLin-MC3-DMA

319 N-1201 Rat plasma, bile, excreta, and tissues metabolic profiling and DLin-MC3-DMA
identification
TTR02-DSM16-013 Monkey single dose IV in vivo metabolism profiling of ¥C-DLin-MC3-DMA and
%“C-DLin-MC3-DMA and ALN-18328 ALN-18328 components of

patisiran-LNP

Abbreviations: CYP=cytochrome P450; GLP=Good Laboratory Practice; I\V=intravenous; LNP=lipid nanoparticle.

51  Invitro fXE5{EER

511 ALN-18328 ([R%F) DY A FYVILFTORBLEM
(CTD: 4.2.2.4-1, TTR-ST10-008)
~ ATy M VKO FHEOIFA R YU D ALN-18328 JFHEOEHZEEM: & invitro
ARBRICTEHMR L= & 2 A, WThOBIREIC BT B, L7 i R3S Sz, ALN-18328 % CD-1
<A Ty FYAKOE MFA R YL & HIT37°C TORFMEA > 2— | L= & & ALN-18328
T T U AHOBEARITEN S, K90, 95, 92 K (N98% T 7o, ALN-18328 & AEHDIEAT
FITENZIL K 84 GIFEIA o F a—T 9 F%) (91,86 MM 98% T o7, LL LV | ALN-18328
[T A N VR TRETHDH Z PRI,

512 /NF 5 -LNP H10 ALN-18328 DIMER URFH A bV ILFTORBRE S
(CTD: 4.2.24-2, TTR-ST10-002, CTD: 4.2.2.4-3, TTR-ST10-001)
NFTTUANP v T A, T v~ BLKOE MIJEFR T 37°C, 24 FFf#lA o FaX— Lz &
XD ALN-18328 7 o F 2 o AGHDFRAFHILZ AL E L, £ 66, 65, 42 TN 102% Td -7, ALN-18328
B AHOBEFRITZ NI, $162, 71, 44 LN 102% T -7= (TTR-ST10-002 55R) . LLELX Y,
HUFIR > ALN-18328 1%, FEEGIA AR HEMFEIZ X C e MIEF CTL W RETH D Z EAVRENTZ,
NRFVFGUANP v T A Ty b, FAKRDRE NEEROIFA Y L& & 12 37°C T 6 I A
YFaN— L7 & D ALN-18328 7 Tk U AEHDBEAFRITEN L, £ 85, 88, 84 KT 102%
TH Y, ALN-18328 & ZHDIRAFRITENZh, K77, 82, 83 L1 100% Toh -7z (TTR-ST10-001
RE) . ZOMANS, YA R Y ILFRTO ALN-18328 O EEITE < . T T OIERAABR
HEMWFC CRBEDFRER DI E BN, B NEFYA MY LR TR, 6 K ETOA > FaX— g

TIIMHFTREZR T T o AR O o AEHDOREN TR b e o7z,
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513 YDA, Tv b, HILRUE MFEIWLIZH SO EDHFTOD ALN-18328 (JRE) DHH
ZEMRUORB IO I2710) 05
(CTD: 4.2.2.4-4, BA16027)
LNP ([ZHIFUE SN TR WEEKTH D ALN-18328 D2 EN: A FHEid 5 7=, C57BL6 ~ 7 A,
Sprague-Dawley 7~ b VL Ot s H D 7 — UILTE K OV ST 45 & FV 7= in vitro s8R & 2 L
ALN-18328 D& U AKX T T AHDOLZEM KR O T 0 7 7 A NV EFH LTz, v~ TR, T
> by VRO M (K 48) KOV SO iy (pH 7 SR F) (3 49) 1T ALN-18328 % 37°C
TA U Fa—hLmE &, 8BEEEIIT T2 AL O AT E A EBRE S0 -
7o ALN-18328 (It MTF SO Hisp Izt~ MIEFIC TR W FR RS, & MTF SO T 2
Ffl A > 2= F L7 L DT o F 1 o A MU o AEHOIRFRIZTN LN T1% K P T4% T H
STEDIZxF L, b MLEF TIEZENZEIN 4% LN 1% TH -7,

R A8-inviro IZHFBTHR, Tv b, YILRUE FMFEF TOH ALN-18328 DRBEIRE 4

Time Average Antisense and Sense Remaining (%6) to Baseline in Serum
®) Mouse Rat Monkey Human
Antisense Sense Antisense Sense Antisense Sense Antisense Sense
0 100 100 100 100 100 100 100 100
0.5 17.0 16.0 7.00 4.00 46.0 330 430 31.0
2 0.0700 0.0500 0.0400 0.0300 4.00 1.00 4.00 1.00
4 0.0100 0.0400 0.0100 0.0200 0.210 0.0700 0.260 0.100
ND 0.0200 0.0100 0.0100 ND 0.01 ND 0.0100
24 ND 0.0100 ND 0.0100 ND ND ND 0.0100

Abbreviations: ND=not detected.

FA9-invitro IZHBIFHT VR, Tv b, HILRUE MF SO E5HTH ALN-18328 DIRXHHTE M

Time Average Antisense and Sense Remaining (%o) to Baseline in Liver S9 Fractions
®) Mouse Rat Monkey Human

Antisense Sense Antisense Sense Antisense Sense Antisense Sense

0 100 100 100 100 100 100 100 100
05 75.0 82.0 14.0 14.0 67.0 65.0 83.0 81.0
2 43.0 47.0 0.0900 0.110 400 3.00 710 74.0

4 15.0 19.0 0.0700 0.0800 0.100 0.0800 55.0 54.0
2.00 3.00 0.0400 0.0800 0.0400 0.0500 230 170
24 0.0700 0.110 0.0700 0.0500 0.0500 0.0600 0.730 0.380
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ALN-18328 D7 o Tt o A $H (A-32346) D AR5 h> BT S AU 7- A3 0 TTR mRNAJIHTEE: 4 invitro

il L7542 [ R = s ey S 19l = IEREIHER T L7z (2622,
213HZ)

514 DLin-MC3-DMAMQREFZ - AY—LKRU SO EHNH TORBREM
(CTD: 42245 J§-319N-1001, CTD:4.2.2.4-6 JJj-319N-1002)

In vitro FABRIZC, 2pmol/L (1284ng/mL) @ DLin-MC3-DMA Z~ 1T A, 7 v b, YL EOE b
SDOFFR 7 v Y — LK O SOME I/ & & 12 37°C TE0 A v 2 ~— h L7z & & otttz
FEME L 7o, RS I2FF L2 DLIn-MC3-DMA 1E, ~ T A, T b, LK MFI 7 7Y —
LTENEI 808, 783, 732 KN 764%TH V| 4AFHNTNOBPFEHKOIFI 7 1 Y —AlZB 0
T DLIN-MC3-DMA OfGHT T 2 Ch o7, F72, DLIn-MC3-DMA [~V A, T v b, Pk
Ot M S9 B3 Tl E T D | FRAERITZNZ4L, 892, 90.1, 943 KN B.T% Th -7

@ 319N-1001 745 .

P27 vy —2A KON SO Ei4FICHIT % DLIn-MC3-DMA (20 umol/L) OfRG~ 1 7 7 A Wik, it
LW TNOEPREICSWTHEEU L TWe, v U A, Ty b VKT MFI 7 8 Y —ATI,
—FRIR R O AR D AR R S LTz, SMEEZ V2 F A (GSH) DTN XLV, —{uik
D GSHAIMAD AR L, =R F L RAERDVRE SN b DD, TARF T ROLFRINAK R & L
TPREND VA —UROA RIS S e iro 1= ([319N-1002 382) . 512, & b CYP Supersome
% W22 D% 0 invitro BRI\ TIE, DLIn-MC3-DMA OfEHHZ L 2 TR ROARITRE &
nizipot- (319D-1304 3k, 5LTHBR) |

JF SO sy & & bicA v FaX— g Licd &, MBRGROT V7 v BREo X 578 1
FAREMITRD e oo, AR LT —I bR 2 B biRotix, IFI 7y —2ar
ELHAF SOEISHTEA 0T, b MR REII TR S o T,

515 K=/ 0Y—LRU SO ESH TH PEG0-C-DMG BT ENMMIFERLLE: (<
A, Ty bl HLRUE )
(CTD: 4.2.2.4-8 ] -319N-1305)

In vitro #EkIZ T, CD-1~ 7 A, Sprague-Dawley 7 > &, H /LK TE NERDOFI 7 v Y — 2 KT
S9 5y Z AV T, PEG2oo-C-DMG DARGRHZEM M ORI 7 2 7 7 A )L OFHINE N ARG I & [FlE L
Teo W7 v Y —20% WA E MR TlL, PEGun-C-DMG % CD-1~ 7 A, Sprague-Dawley
v b, PAIE MFI /Y —LaL EhIZ3°CTA o Fax—hLiz (n=3) , FI7ay—
D EROWTAGHZENRBR DA V% 2 _X— 3 2 RATRICIE, il NADPH 23RN L7, R~
177 A Y7 ROREWREARTIL, FHRIFRAIRE 20 umol/L @ PEGan-C-DMG % G2 &
PERRBR & [RIERIZA > 2X— R L, 0, 30 &N 60 %I alkt 28R L7z, JIT SO iy % FV 7= Rt
LEMRBROA % 22— 9 RATRIZIE, NADPH (CYP B EDOBMLAMGEHA) | 3-RAKRT
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F ) o BR AR AR MO ) P BUR ARV v g (FV T v A )
ZWIM U7z, #EHT LC-MS JZ T LC-MS/MS % HV Tl L7z,

~ A, 7w b, PR OE NHEROFI 7 v Y — 2 KOV S9 5y 2 VT 60 47 fH)A > % =X
— k L7z & & D PEGo-C-DMG DFAFHIL, 90~107% Th -7z, ZDI &b, 4FEWLT IO
FEIZIBU T PEG-C-DMG DGHHNT Y b7 & L PASO [FEELTIIRWZ EAVRENT, < A A
7 RIVATIZ KV | PEGaoo-C-DMG ZA# k9~ 2 3 DB IT, /35 2100~3400 Da D 4 DD AE 1
7o) =R E NI, ¥ U — R 3DAKRE T J 1L PEGuon-C-DMG DfER & —F L, v U —X'1,
2 /RO A DFER 7 OENIIAHA Tho7e, ~UAKDT v MFI 7 1 Y — L KOWT S9 7y 1T
D PEGa0-C-DMG O 7 v 7 7 A U 7 Cldk, EREMIIHZR S oz, —F, P kOE
MFI 278 Y —2KORF SOESF T, U —X 1, 2 XN3DFRELZNSMT N FF 2t
RERFE S, OLT b 7T 3 kic L 0 b7e < &b 6 FEEDO MR ERRT 5 Z L 3R X
720 LA b PEGao-C-DMGIIAT R 7 1 ¥ — A K OWF SO /3T L » ThT M Lot S viens- 7=,
T, B MFI 78 Y —2AKOWF S9 4312 & D PEGw-C-DMG O~ 1 7 7 A /WidH v & Hf
LTz (K13) , ARBRTIEe MEERAMEHIIIRED DTz,

= 13 - E————— I e I S—
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5.1.6 ALN-18328 : E k Supersome EDA ¥ a1 R— 3 U[Z&k % ALN-18328 (KH B 59
% CYP 3 FFEDHTE
(CTD: 4.2.2.4-9, ] -319N-1616)

B fHIH % CYP 4 T&H 5 rCYP1A2, rCYP2B6, rCYP2C8, rCYP2C9, rCYP2C19, rCYP2D6,
rCYP3A4 X Tf rCYP3A5 % FHU T, ALN-18328 OREHNZEAL-9-% CYP 43 HirE skl 4 520t L 7=,
ALN-18328 DL, 10 ug/mL (0.745 umol/L) K O 100 pg/mL (745 umol/L) % A 7=, Fet L7-fx
BRI, BER TOEFREEICISIT D ALN-18328 DIMAET Crax (715 pg/mL)  1ZHEATHI 14 557>
o7z, BatEctifIE, ALN-18328 % NADPH FETF/E FClER & & HIT1 ¥ =2 ~— bk L7z, ALN-18328
I% LC-TOF-MS % FWToT L7z, W30 ICYP g6 T ALN-18328 13 S d™, & ICYP & &
HIZ A5 53TEA ¥ 2= 3 UBEDOREEIRATERITH 90%, HDWNFENRLL ETh o7, ULED
FESR 5. ALN-18328 |% CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4 &
NCYP3A5 DIE TlE/e\ 2 LRSI,

5.1.7 DLin-MC3-DMA : E b Supersome & DA > F 1 RX— 3 [Z& B DLin-MC3-DMA
[ZB§59 % CYP D FREDIEHTE
(CTD: 4.2.2.4-7; | -319D-1304)

In vitro 5% (2 T DLin-MC3-DMA OREHCBAE-T 2% CYP /3 iz K E 3 5729, 20 umol/L
(12842ng/mL) @ DLin-MC3-DMA % t  CYP1A2, CYP2A6. CYP2B6. CYP2C8. CYP2C9,
CYP2C19. CYP2D6 X|% CYP3A4 Supersome (& 1 /37 /g L L C 30 pmol/imL) &2+ 6055
A FaX—hL7, A rFa2—T 3 %0 DLIn-MC3-DMA D#%f7381%, CYP3A4, CYP2CS,

CYP2A6, CYP2C9 }, T} CYP2C19 TIiXZEN L4, 739, 88.1, 89.4, 94.8 11 99.6%TH Y, CYPIA2,

CYP2B6 }T* CYP2D6 Ti& 100% Cdh -7 Z & 725, DLiIn-MC3-DMA (Z CYP IZ L W (& 12 L A L

TR ot ek, REORREIIE D > 7= 6 DD, LC-MSIMS 112 L 0 —Ebik, ZERMbIAK

OB VAR F VAR EERE ORI AR S, =R ¥ NOERIIHRE I 2h o7z
@l319N-1002 35k, 51455 ) .

5.1.8 PEGu00C-DMG : E k Supersome &EDA ¥ a_R—2 3 U[TK S PEGC-DMG X35
259 % CYP S FRROEE
(CTD: 4.2.2.4-10, ] -319N-1615)

B THIH % CYP BT 5 rCYP1A2, rCYP2B6, rCYP2C8, rCYP2C9, rCYP2C19, rCYP2D6,
rCYP3A4 % Y ICYP3AS5 % FVN T, PEGoon-C-DMG OREHHIZE 5792 CYP 4y 1 itk & 20t L
72o PEGon-C-DMG Di2fE1E, 10 pg/mL (3.60 pmol/L) K TF 100 pg/mL (36.0 pmol/L) % FHV 7=, #R
A Ui 1, BRR COEFIRIEIZI 1T D PEGuo-C-DMG DIMHEF Crax (ZHEATHY 20 f55E7>
o7z, FEMIX, PEGao-C-DMG % NADPH FEfE{E ROl L L HIZA v F a— LTz, W
LD ICYP %3 T PEGaoo-C-DMG (I ST, & rICYP & & BIZ 45 0o v FaX—T g Uik
DRIARFRAFRITH 90%LL ETH 7=, LLEDFERH S, PEGx0-C-DMG % CYP1A2, CYP2B6,

CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4 }2 T} CYP3A5 OIE TILWZ &R STz,
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5.1.9 ALN-18328, DLin-MC3-DMA K U PEG000-C-DMG M ¥ k% A L P450 BEEAER
(CTD: 422411 [Jf-319N-1004, CTD: 4.2.2.4-12 [ -319N-1003, CTD: 4.2.2.4-13, [Jjf-319N-1303,
CTD: 4.2.2.4-20, | 319N-1807)
ALN-18328, DLin-MC3-DMA } T} PEG2000-C-DMG [Z B8 L C 5 L 7= CYP PHAEFRBRRE B4 LU R I3
LTz,

ALN-18328 :

t MFZ7aY—24 (=) ZHNT, & b TOTELEMREREE CH D SHEDO Y h/n
2 P450 (CYP1A2, CYP2C9, CYP2C19, CYP2D6 .U} CYP3A4/5) TEIEIZ%f3" % ALN-18328 (DHE
ERZEFHMI L=, ThEho7e—7HEL LT, 7=F®Fr, T HIR, SATz=hA
V. THRARBA Ty IFVTARONTANAT R EMH L, ALN-18328 OHEEM %
6.344 pmol/L (852 pgmL) TR L7z [ 319N-1004 3450 .

ALN-18328 S| LGt EAZ < 7 v Y — b (Fofé # 37 5 05 mg/mL) S OV~ T D CYP
AR T — TR L L B2, 37°C T 15431 (CYP1A2, CYP2C9 & (XCYP2D6) i3 3047 f# (CYP2C19)
A V¥ aX— kLT, CYPSMB DT u—T7HETHDHIZ Y T L ROIT A MAT R UL, TR
2 KNS 5fA v FaX— | LT,

ALN-18328 /* CYP2B6 } U CYP2C8 DiEAEHEAI L L TR S rREMEZ, & MiFI 7 1Y —A
(7 =) O b7 11 s Pugo (CYP) iy 7 0 — 7 KR % O T L7 (J 319N-1807 3450)
CYP {&MEA . ALN-18328 JEfFE1E T (MR KUY 0, 0.00745, 0.0224, 0224, 224, 745, 224 K%
O'745uM (0, 0.4, 03, 3, 30, 100, 300 %X 1000 pg/mL) D ALN-18328 f7/E F T/ —7 4%

BOREOER A RET D Z LI K VFHE L7z,

RERAFRIBEER O FTREMEZ . 2 By OB A FRIRHZA o F 2—2 2 U L CEHIiL7Z @« —
FHOFETIE, B MFIZ7m Yy —2 (ImgimL) (. ALN-18328 % 0, 0.00745, 0.0224, 0.224, 2.24,
745, 24 K ONTAS UM R TR L CNADPH fFTE F T LA ¥ aX—r g > L, i ozE

Tldk MF 7 vy —2aic, Bit &R D ALN-18328 Z ¥ L C NADPH FETFE F CTF LA %
aX— gL, A rFaX—var LERREMEY —EBEESRL, KT e —7
%’%’*Jﬁﬁm&é\% (10f5AHIR) ZMATA vFa—ra 52 L2k, CYP o HREOERAFEN
Zeaii L7z, 5% CYP o3 FREDEIRAML FIER 2 GH i & L CLEREDOAOIRETE MFI 7
= V~A&:Yzﬁﬁﬂ L7tz 3ty NHORELE LTRFRZZ LA U Fa_—1 3 > LT, BRI
DR L BREEH O AT o 72,

Bott st FRBH AN LA CYP 3 FREIC KT L T ) 2B E 2 7R L, B L7z ICso Bl ISk il &
—E LTz, ALN-18328 |IMiFt L7-fiEiRE £ Tt MFI 7 vy —LAHd CYPLA2, CYP2CY,
CYP2C19,CYP2D6 }x (I CYP3AA/5 Tkt L CIEHFHEIEH 27~ S 727> 72, ALN-18328 13 % 72, CYP2C8
(ZF U CIREERAFMI 7B EER 2 R & 72 v 7=, ALN-18328 13, #imf L7=fieEiE (745 umol/L)
T CYP2C8 DIEM: A5 3% F &H7-, L7=A > T, ALN-18328 ® CYP2C8 (Zx1d % ICs i

745 ymol/lL 82 % L%z Hb, ALN-18328 1%, CYP2B6 (2% L T b IREKAANI 2B EIER 2R
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L. ICsffii% 453 ymol/L Td-~7-, ALN-18328 i% CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6
SUECYP AT 2 BRERME I A Cld 2 Ao 72, ALN-18328 D CYP2B6 | 2%t~ 5 ICs Lt (NADPH
TFE FIFEFAET) 1329 TH D Z &b, ALN-18328 1%, CYP2B6 (25 L TIEEaV K AFAIBHE A
ThHDH I EIRE ézm”:(lz) et Uit T % 852 ug/mL 13, & hZ 0.3 mglkg % g ##Ik
WG L7 & X ITRD LN Chx D 10 B2 B2 HIRE Th o7, LIER-> T, BREEIZENT
ALN-18328 73 F %7 CYP 4y FHEDIEMEA TR U, MM AER 253 2 aragtEidfln e & 2 6
N,

DLin-MC3-DMA :

t MFIZ7rYy—24 (=) ZHNT, & NCTOFEEREYGHEE CH D 8FHDO Y o m
2 P450 (CYP1A2, CYP2A6. CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K U} CYP3A4/5) [
%12%4 % DLIn-MC3-DMA DB #2 J OWFEEAFHISLEEM & 7Ffi L 7=, DLin-MC3-DMA OFHE(E
JAIE 30 pmol/L (193 pg/mL) it L7 319N-1003 75 & Of [ 319N-1807 35,

Boitset FREE AN XA CYP 3 RIS LT e REER 2~ L, B U7 ICs il 3Tk il &
—E L TV 72, DLIn-MC3-DMA 135t L 7ol @R EE £ T MIFR 7 v Y — 41D CYP1A2, CYP2B6,
CYP2A6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K () CYP3A4/5 (Z5f L CELEEBHEE & Bk ATE
E@Bﬂiﬁfﬁﬁ LIRE RN T, Rt U fmieE 193 pg/mL 1%, & MZ 0.3mgkg & KB EIRMNER G- L
7oL ZICRO LN Crx (K 40 ug/mL) ZHARTED o 72y, AR THWZRE F o
DLin-MC3-DMA OEfREEDHIBRIZ L0 . ZHLL EOIREEITFE TE 720>,

PEG2000-C-DMG :

t MFI e Yy—24 (=) ZHNT, & NCTOFEEREYGHEE CH D 8FHO Y o m
2 P450 (CYP1A2, CYP2A6. CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K U} CYP3A4/5) 1
PEIZXE 95 PEGuo-C-DMG D BRFEAEH Z 7 Afi L 72, PEG0-C-DMG D BREEH X 150 umol/L

(420pg/mL) E A L7 [ 319N-1303 355k O 319N-1807 58

MIRERD D PEGuoo-C-DMG 13, JAMExHR & bhis LT CYP1A2, CYP2A6, CYP2B6, CYP2CS8,
CYP2C9, CYP2C19, CYP2D6 M U} CYP3AA/S DR#SATEM: 2 B2 I XRFRMK AR PR Lan 2 &3
RooNz, LrL, 7a—7WEORHOERERET D Z LIk W RERTEIEAFMR L7- & 2
7. CYP1A2 & X CYP2C19 125V Ti% 37.5 pmol/lL (105pug/mL) LA E. CYP2B6 K% (X CYP2C19 (2>
WTIX 7.5 umol/l (21 pg/mL) BAEDJREE D PEG00-C-DMG (2 L D MR FESRTE D - GoriRME
DFIL3LE) DA DAL=, T D DOPREE X, BFIR T 5 4172 PEGa000-C-DMG O f i L HE 1 (5 pg/mL)
(ZHARTHR 4~ 2L {5\ 20, BRIR CERMIRIF BRI AN U 2 FTREMEITIR N 2 & 2R Sz,
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5.1.10 ALN-18328, DLin-MC3-DMA K U PEG000-C-DMG M ¥ k% A L P450 5E A ER
(CTD: 422414, [Jf-319N-1306. CTD: 4.2.2.4-15 [ -319N-1307. CTD: 4.2.2.4-16, [JJjff-319N-1308,
CTD: 4.2.2.4-21, ] 319N-1808)
ALN-18328, DLin-MC3-DMA, PEG0-C-DMG UV 3F 7 > -LNP 12 L C 30 L 7= CYP #iak
Bt 2 LU IR LTz,

ALN-18328 :

o RA o TR AT & MR & FVNTL055~275 pg/mL = T ALN-18328 (2 1. 5 CYP1A2,
CYP2B6 &% 0} CYP3A4 i 4t L 7= ([ 319N-1306 5B) . i L7 emillt i, Bpk
F DIV TEFIRAEIZISIT D ALN-18328 % (Cra) DA 405 T o7z, 3BIDFLA R —HIROBH
FERF e MNFlaZ 27— g3 L — b TR L, IO, BRI R O &9,
% ALN-18328 2SI L C, 48 3T 72 Bl A > = _— bk L7z (EZH, mRNA FEBLR KL Ok
FIEMEZRE) o CYPFFEIGIE & HIET 2 HUEL, mRNA FEELE D Fa ko il & Lol L C 4520 1
BN 2 7, SUFFRERTEMED I I K 25550 40%LL | (UL 04 f5LL L) ERTHZE L0
7o NFAEAZ ALN-18328 & & HITA o F aX— h L7z & & Wit L2 Tid CYP1A2, CYP2B6
MO CYP3A4 @ mRNA FEEL &34 BT, £72, CYP1A2, CYP2B6 M UF CYP3A4 DE#FHTE
Pt ER Uo7, ZRHOREFRE LY. 275pg/mL (205 umol/L) LA F o> ALN-18328 i CYP %%
WP R TR AERA A U5 ARt R LR S,

DLin-MC3-DMA :

P BA y FRERH R MIT#lE 2 AT, 3 (1, 10 X U830 pmol/L) @ DLin-MC3-DMA
I2X% CYPLA2, CYP2B6 fU* CYP3A4 DA EM % in vitro Caiii L7- (J319N-1307 #5) .
DLin-MC3-DMA JREEI T, BRI COBMREIZ L IR S 41, Miat Lz, MR ToE
FARRE (BUEFHIRMNAZ G (IZ81T % Crax DI 055 T 272, 3BIDELA F T —HRDHERIFE b
iRz 227 — 7 87 L — N THEE L, IO A, Bt Ot b A, U3
BARINU T, 48 3T 72 il A > % = ~— bk L7z (2484, mRNA SEBLR & OBESRTETE 2 H17E) .
CYP FHE R & HIE T 5 HHUEI L, mRNA FEBLE KT IRIED 4 (5L NG 27>, XUFFERIEED
PEXHRIZ X 23550 40%LL | (T 04500 ) ERT25Z28 & Lic, MEtLicWIhoREICE
VT3, DLI-MC3-DMA (2 X % CYP1A2, CYP2B6 &% U} CYP3A4 O mRNA FHL & K OFESRTEE DR
INERRD B> T2, TS OFERIZE Y 30 umol/L (19.3 pg/mL) LA T ¢ DLin-MC3-DMA 7% CYP
EHET LA RV E B 2 D,

PEG2000-C-DMG :
T RA w FEEEERRAF © MITHlaZ VLT, 042, 4.2 % TF 210 pg/ml @ PEGaow-C-DMG (2 &

% CYP1A2, CYP2B6 J¢ () CYP3A4 OFEAEM 4 invitro TR L7 (J319N-1308 585 . ML
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TR, BER CAH BN ERIRIEIZET 2 M Crax DI 40 5 CTH 72, CYP FHEGIE L
HIET 55T, mMRNA FEBLEDSKHRIED 4500 BIINT 27>, BERTEMED BMERTRIC X 57580
40%LAE (T 045U E) ER-$5 28 L L, Rt L7 NOREICBW T S, PEGawn-C-DMG
\Z& % CYP1A2, CYP2B6 KT CYP3A4 @ mRNA FELE K OBERTEIEDOHNNIFED bivieh o7z,
INHOREREIY, B N TOEFRIEIZIT DM Crex DK 40 5 OYRE F Tl PEG200-C-DMG
23 CYP Z 83 4 rReMEI R 2 & AR STz,

RFT T -LNP

3FIDRRN R —HkoEsEtrfFe MNFfilas 27 —7 0 a— L — N CHEER L, B0 4 (2
PEXTRR) | BE I RS | USRI E A2 SN L C 48 IR A > F 2 _X— |k L7z, /3F T -LNP
IE, AN 4REZHWTEME L7z 1 05, 2, 6 X1N18% (viv) (ZiuE4u ALN-18328 4 10, 40,
120, 360pgmL &F) (] 319N-1808 3B . CYP FEEMHE & pIE 2 FL L, mMRNA JEBLEA
TRBERTRME D 2 500 BRI 205, UTBERIGIEAS R FRIC X D550 2006LL BN 2 2 & &
L7c. FHEEROFMEIZIT., MROAEFEEZHRT 72012, =2 RARA > MAUEIZ X 2 Hifa gzt
T oA GUERBUKEREE [LDH] Oftt) ZHVe, B, R&GRE (24~48 Bi#E) thos
F 7 -LNPJEE % . ALN-18328, PEG00-C-DMG & (! DLIn-MC3-DMA D[ A =4 U > /4%
Z e K VHEE L, AR O F T L -LNP OIS TEPR T (<50%) . LDH fgttio
HINEERD VT, E72 3610 N —HBROBERFE MFMiZaTIZin T, BBRIFHEYEIC
KV BERFFEEASRD OGN Z L MBS L, ST T -LNP OFFELEH ORI
W5 2 EAVRENT B L2 3610 R —H sk OsisRF B MFRIROWTIUCIO T, CYPIA2
X% CYP3A4 O mRNA FEBLE DV ED 2 {52 # 2 5 IR 72 INERRD H e s o7,
/XF 2T ALNP (X CYPLA2 X% CYP3AL DFFEME TII72nZ &b, CYPLA2 TN CYP3AL DXL
BOKRBROH HFFEITE 2 S0 & PRIS L 26100 R —HkosFsRT e MR CIE,
RF T UANPIZ LY . CYP2B6 O mMRNA EAREMKAFANCHIN L7z, L L 160 R —Hsko
RS e FIFHIIIZIB W T DA, CYP2B6 O mRNA E25HRIED 2 (500 B>, BRI X 5
FHED 200004 b, RERAFANSIIN LTz, ZNHORERIZE D /3F 7 -LNP I CYPLA2 (X
CYP3A4 %7842 AlGEMEIIAK 23, invitro Tl CYP2B6 O EMIE CThHh D L B2 bl

52  ExVivo {X#tER

521 NFISUANPAEHY)LHEEFI/OY—LZERAW:=Y o OLP4S0 RU UGT B%
EHEICHT B/8F 25 V- LNP DFEE

(CTD: 4.2.24-17, ] -319N-1105)

YLz HNT CYP (G ARG MOV U v 5= AR V7 o Ui (UGT) (GBI

IR DOFEEEIEMEICKTT 5 /3F 7 V-LNP & 5O 85 T L=, 1mgkg/H D/3FF L -LNP

TR (PBS) % 1 RFREIEMIRINERG 512 L VR C 4 B G LIz A Dl L F 7 e v

—2L%MWT, CYP4r1HE (CYPLAL2, CYP2C76, CYP2C43, CYP2D6 & U} CYP3A4) DEEFRTEM:
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R ORETEAEIE 2 [X] 151273, R ML KLY M2 (W74 miz il 676.6) 1, —fR{bfA (+32Da)
EHEE Lo, mizZfE 132 D7 X0 N A A AXRNGEESH Ome{b & H#EE L7z, {3 M3 (m/z {f 660)
I%. ¥C-DLin-MC3-DMA O—FR AR CIEFRIFF 1 EA T /L F/LEHITATM L7z b D L HEE Lz, G
¥ M4 (m/z i 658) 1%, C-DLin-MC3-DMA DOFE{IR CREFRIR 1 187 /L LV EHICAH N L7z 6 D
EHEE L7z (DLIn-MC3-DMA [Z1~_T 14 Da K&\, AR M5 (m/z il 660) 1., “C-DLin-MC3-DMA
DAL TR A LIEA NN-2 2 FOUEEEEE AN Lo b 0 L HEE LTz, 2 OREI3 HPLC
{2 & ¥ DLIn-MC3-DMA O IZIEH Suizi=sh, N-AF s RIKEHEE L7, G M6 13K A3t
T D NN-2 A F/VERER & HEE S, & OREEIETTIR S AL TV D IENES, & il U CREsE L7,

MAERI R ST RO K3 1 3R 2R “C-DLIN-MC3-DMA Th ¥ FEH = = — L AL (M
LiE) T v hofiEHR AUC O 81%% 5 Tz, MiEFICIT#E G ED 10%M EE 5D D
DLin-MC3-DMA O FGHMITZRO LR > T b DD, M1, M2, M3, M4, M5 KT M6 @ 6 FiH
O S, g AUC I 5 222 oEIEIL, 256, 0.11, 839 (M3 & M4 DEED) |
430 (R 315% Tdh o712, 54 008 BifElC 1 SO/NS RO ' — 7 i S nT=25, F ok}
HRHERREIZ (5 6D HEIEIEH T2 2% Th o 7=,

il i, $5-% 0.25 REHOFELT M6 AER NIRRT Ch o7z 2 & ZBRiTIE. M6, M3/M4
S OF DLiIn-MC3-DMA |3 L 723 X T OB CERWRETH o 72, Tl T, KEH A
DLin-MC3-DMA & L CTHELE L., iTli DLINn-MC3-DMA V2 | 3 4% 5% 2 W) Clemn 23 L, 64.72 ug
eqlg EHEE LT,

Ehigr o> M6, M3/M4 X U} DLIn-MC3-DMA LI, AL~ TR D TR | 54 0.25 K}
05 R ORE COAEREARETH o7, M6 1T L2 T X COREICERARETH Y . BlET
M6 J2EE 138 5-4% 05 B ChemfilZiZE L, 0.75 g eqlg EHEE L7=, M3 KON M4 [ ZARIECEHR B
RTH LG4 025 REfElIc DA ST,

i ClE, FEIC DLIn-MC3-DMA 723 & 41, Ui DLin-MC3-DMA RS I3 #e 5% 2 ] T
FAEICEE L, 7.00 ug eglg & HEE L7z, BT M6 S OF M3/IMA4 J2 5 1 345 5% 1 I Cleian il 2z L,
ZHEN, 019 X083 ugegly Th-7-,

~vAan7 o2 ([81e-1103 HE) TR LNIRKOHRBETL, KT R T 74U >
JxFHI L7z, 7 > M ¥C-DLI-MC3-DMA Z 51 e/3F 27 L -LNP ZElIRINEE G- L 72 & & | fles
HED 49.02%73 R T2 HIEML S du, [N S 72 HERRRIT T T MBICHIR LT, £72. HBEEHEEDK)
23.7%(FFEF > B [EIUL S A, BT S A7 BE T 2348 5- B0 19.7%I 24 95 M 2SiED H Tz,

ARE A = = — LALE (BDC) 7 > b ¥C-DLIn-MC3-DMA % &/ 3F + T L -LNP ZHRINIEES- L
7o & & HEREED 43.62% K% UF 11.96%75 Z 4V €41, AV R OYRANZENN S 41, [BUY S v/ i aeis
FNT M6 ICHE Lz, EPICITRIESEED 1.06%23 AN S AL, (AR &7 i BE O KR4y 1%
YC-DLiN-MC3-DMA (ZH13 L 7= (RRFdRiED 1.02%) . JRPHRIN, IED =2 — L AET » hCliE
HRPRIRREE T 273, BDC 7 v b TIHERKAHEIRRIR Ch 722 &b, Ty MIBWT R T v

90
Confidential Alnylam Japan



2.6.4 EYFREFHEBEOE
INFOSUF )DL

AR— S =% LTz M6 DGR & AUt D HREDIFIEA R Sz (R 5L o, mARF Y RIC
RSN HREIBIE SRS T,

15 - [ e I S—

5.3.3 HILICEIRAIRE L 1= & &0 “C-DLIn-MC3-DMA DIRIR, 5. HEtt R U msE, R, #
RS
(CTD: 4.2.25-2, TTR02-DSM16-013)

MERED Y2 UC-DLIN-MC3-DMA %5 1e/3F 37 L -LNP % 60 /s IRINERG R G- L=t & D
¥C-DLin-MC3-DMA DWZI, 3 M OBt A7l L 72 2.1 mg/kg @ “C-DLin-MC3-DMA (194.7 puCi/kg)
ZateF T ALNP (4 0.3 mg/kg @ ALN-18328) Z ##kN#5- L 7=, DLin-MC3-DMA 0 %C %
FRALE XX UoR Uiz, #5-1% 4392 FFff] () 183 H) ETOTHED HVREAIZIIT 52 & Y
MAFF OFEHREIRE A RIE LT, E7z. REOFET~OHBEBEOPEIIZ DU TIE, $eb-#% 4032 IRFH]

(k7168 H) FTHIE L7, Mg, RECERERX— MNUEZHOTRE#T 27 74U 7 %217
77,

MERED D A ERIRINFR G- L 72 & & 04 e OMUE U RRIR L1, SR 408 U CRARICIR T
U7z, BED A OAM R O S RE DB IR CFAME) 13224, 909 & Ur 823 IFf#] (37.9
K343 H) ThHY, MV AORM L OMEF RO REE CEAE) 132, 868 &
V885 ] (362 (V369 H) Th o7z,
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MERED Y NAZISN T, ¥C-DLIN-MC3-DMA [ F#&{ b S UK A3 fig 24 L TG S v, Koy figns 3
BRI CTh oo, 7 77 7 A /VITHERECHEIIL T Y | MEEIEA bV o T, MR
FILDY I T b MIEFHETRE D R 7713 4C-DLI-MC3-DMA DARZ bR & L THHAEL TEY |
Pe btk 2352 W] (98 H) F CTORASIHERTERE (AUCoxs) (ZA 8 DFIA X, MEfEE 2 68
KON 65% T olz, MEHEWTILOMEEFTH ZELIR (M2) REE ST, IRAUH REmRE &

(AUCoz5) 121502 ENGITMEETENZNK 2 K 5% ThHh 7=, HEED 10%LL Ex 5D 5
1C-DLin-MC3-DMA OGEITZED Hiv/g o7z,

PRI, MERE O FIUCIN T UC-DLIN-MC3-DMA ORZEALIRIFEH S 4, R o =3
IZDMBA Th o7, $eh54% 2352 K] (98 H) & TIZRFIZ[ENX S 472 DMBA O Re IS, HEkE
LN GED 329 N 374%% HO T, Fo, AFT-4-UAF VT I BEEE SHEE T
HRPUICHTRE S 4L, Bebk 2352 IR (98 H) £ TITRTUCEIN SNT/eAFT-4-F A F LT
R BERORURE R, MEREE LT G- B 106 KT 9.26% Th o7,

MERE T b FEh R R 722 < | ¥C-DLIn-MC3-DMA OARZAVIRIZ M TdH Y . DMBA 731
G E U TR ST, #5104 2352 R (98 H) & TS EEAC[RIL S A2 DMBA O i REE:
X, MEEENE I, BEHED 213 KT 262%% Th oz, it e 7 7 A U o7 R OMREIRE D
fEde, YU T MC-DLIN-MC3-DMA I E ISR 2/ L IR T 5 Z &Emme sz (K16) .

16 - I —
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6  HEt

F v s RO LT 1T 5 UC-DLIN-MC3-DMA . ALN-18328 K T} PEGuu0-C-DMG D 2 aEt4 5
72, invivoERRERZE L7-, ZHb0REBO—E A2 50IR LT,

& 50 - /\F L5 U-LNP D HEtHERER

Study # Species/Matrix/Study Type Analyte Evaluated
- 319-1103 Mass Balance of C-DLin-MC3-DMA Following IV DLin-MC3-DMA, ALN-182328,
Administration of *C-Patisiran-LNP to Sprague Dawley PEG000-C-DMG
Rats
TTR02-DSM16-013 Mass Balance of C-DLin-MC3-DMA Following IV DLin-MC3-DMA, ALN-182328,
Administration of “C-Patisiran-LNP to Monkeys PEG2000-C-DMG, 4-(DMA)-butyric
acid

Abbreviations: IV=intravenous; LNP=lipid nanoparticle.

6.1 vk

6.1.1 Sprague-Dawley J v k%L iz “C-DLIn-MC3-DMA D#ARAR S < R/ 5 > R itER
(CTD: 4.2.25-1 JJ§-319-1103)

RERASE Y o 0 —D 3 )V AR = A % i PR 56 Ok L 72 C-DLin-MC3-DMA % v CHEFIE L7
NWFUTANPZMHL (K1) | Ty FaHWe~y AT AR a Elii LTz, I =a2— L4
E7 v b @) KOMEES =2 —L4E (BDC) 7 v ~ (4#)) 1T 2.1 mgkg ® *C-DLin-MC3-DMA
HadeRF T NP (& 03mgkg @ ALN-18328) % Hi[EIEFRNA—F AL Lz & D
YC-DLIn-MC3-DMA HURBEHBEDO YRR IE A fiat LTz, FEH =2 —LILE T » Tk, FHIRNE S
% 1344 I E TOTOHE LTo RS CIRE ORI 25 L7z, BDC 7 v R ClE, KRR 5-1%
144 Wi E TOTORUE LIZRER TR, R OB A B L7z, JR. 3, IV, iRk OV —
DUEAE O FFREIE LSCIEIZ X W HIE LT,

FEH = a—LALET v MZ UC-DLIN-MC3-DMA % Ete /3F 7 L -LNP % BiEIFRIRNEE G- LT &
X HHFBEOREEIERIT 83.9% TdH ¥ . JRAIC 49.0%, FEHIZ 23.7%, BEATIZ 6.9%, & — Uik
S —URED #E o — UFRIERIC 6.0% 23BN S A7 (FR5D) .

BDC 7 v MZ ¥“C-DLIn-MC3-DMA % e/ 3F 37 L -LNP % HARIEARINEE G- LT- & & Ofe 5% 144
IRFf £ COBEREOMENNRIL 97.8% TH ¥, JHIHIZ 436%. BEARHIZ 40.1%, JRTIZ 12.0%, 3
HINZ 1.1%, 7 —I Wik r— R K — VBRI L1%A R S 7z (F651)
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Excretion Recovery of Group 2 Rats (IV Dose, BDC N=4)

| —a—Feces
—m—Bile

—a&— Urine
50 1 —%—CageResidue

——Total

% Dose

&
i & < . 4

€
L 3

0 20 40 60 80 100 120 140 160
Time (hour)

6.2 YL

6.2.1 HJLZEFAL = “C-DLIN-MC3-DMA. ALN-18328 K 1} PEG2000-C-DMG D E[AEARA IR 5
TRANTVRARER RRUVE)
(CTD: 4.2.25-2, TTR02-DSM16-013)

HERED T Z 2.1 mglkg @D ¥C-DLIN-MC3-DMA (194.7 uCilkg) % & te 3537 L -LNP (& 0.3 mg/kg
® ALN-18328) #% Hi[n] 60 7y MFFIRINFREEE 5- L 7= & & 0 “C-DLIn-MC3-DMA DU, 13 & OB
Z et L7z, DLIin-MC3-DMA O M“CHERATEILX LUToR LTz, #54% 439215 (K183 H) £ T
TOBUE U7z Ry s DA K ONUE BRI B 2 U, 70, MDY MTERIRNE G- LTz &
X O t% 4032 RFHE] (59 168 H) F CTOHSHED IR KOS HRI R 2 JIE LU, fERE2 7 5T L
Too Fio. ME REOFEREIZHWC, 7 e 774V 7 &5 LT,

AR Z 8 LT, RS- L 72 ¥C-DLIn-MC3-DMA H 3B REITRE IR IRt S vz, HEY LT
IX, EIRAE 5% 4032 IRFfE] () 168 H) & TITfeh L7 HURAED 49.8 K ) 8.83% 3 ZALEAUR K Y
F PR S dL, HEY LTI, 547 KON 10.1% 03 F LTI, JRE O PR S L7, #5-5% 4008
P[] (R 168 H) £ TIT, HEROME TG LIZHENRED 102 DN 7.42%\2 & 7= 5 B RER D 7 —
Ptz m i S ufz, KBRSy “C-DLIN-MC3-DMA H s AEI 33 5% 1680 IFfH (70 H) £ T
VIR B ORI Z R S d, BER OMEC o — VBRI A2 300 T, B2 G- E0OK) 61 TN 67%03HE
MEniz, BEROMEOWFIIZ OV T, “C-DLIN-MC3-DMA I SEHUFHE D =2 H IR M 3R h ik
MCTHo7,
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RE52-HILIZHIT B UC/NF L5 U-LNP OHEM#M (FH{E)

Monkeys
(0-4032 hy2
Males Females
Urine 498+5.10 54.7+6.26
Feces 8.83+0.667 10.1+2.38
Cage Residues 102+2.44 7421162
Total Recovery? 734431 75.6+2.10

a Includes 3 monkeys/sex in mean total; total accumulation for cage rinse was at 4008h.
b Total Recovery also includes cage debris, cage wash, and cage wipe

Patt 7" 1 7 7 A VIRER OMECTERIL TV . BID 7R MEZ213580 Hivieh o Tz, BEROMEY L
2B DRERBIREIRIER T 0 7 7 A Va2 22, X 18K N 19127 LTz, BER OMEY/LIZE
WRNEE G- LT & & OBSREORIENNEE  CEEME) 132Zi, 734 KD 756% Th o7z, BN
& TR IR RII A TH 203, HERTEDIERN DA OV — U ~DFEIC X D AREUAE
Z b,

ALN-18328 } ' PEG2000-C-DMG DR 1 S OME IR EE % LC-MS/MS £ % IV THIIZE L 7, ALN-18328
DRI IR TN TH Y (04%AT) . FEHIZ ALN-18328 (3 S 47203 o 7=, PEGao-C-DMG
1Z.0.3mglkg D/ $F T L -LNP ZHHIRPN 1 5-4% 1681 £ T H G- 4% 3 Rk S hui-,
PEG2000-C-DMG [ TR UK S 7o 7z,

X 18 - ifEHILIC/SAF 25 U-LNP ZEi[H 60 72 RIEEARMAFEFGER S L - & &0 “C-DLINn-MC3-DMA H &t
BEDR., ERVT—UESEBRDORIBERGTRERELZ R LE-RRN TO 7141

100 Animal No. 114061

—&8— Urine
—=57— Feces
—i— Cage Rinse
—— Total

30 A

60 |

40

Percent of Radicactive Dose

0 336 672 1008 1344 1680 2016 2352 2683 3024 3360 3696 4032

Time (Hours Postdose)
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19 - WY ILIZ/NF 25 2-LNP Z Ei[A] 60 72 RN EGRIR S L 1= & D “C-DLIn-MC3-DMA H ST

BEDIR, ERV 7 —UkiERPOREMSTREHEEERLEARMTOT 71 L

100 Animal No. 114064

—&— Urine
—7— Feces
—— CageEinse
—— Total

80 A

60

40

Percent of Radicactive Dose

0 336 672 1008 1344 1680 2016 2352 2683 3024 3360 3696 4032

Time (Hours Postdose)

7 EVBEFHEVREAER

ALN-18328, DLin-MC3-DMA, PEGu-C-DMG /% UF DMBA (DLin-MC3-DMA OERGH) 28~ Z
v AR— 2 —OFER X ITIE & 72 2 AIREMEIC DV T, invitro 3BRIC TR L7-, F5i72 CYP 4y
THEIZOVWTIE, DLI-MC3-DMA 7% CYP3A4 (2 L » Tt S (8 26%) = & #iiE.
ALN-18328, DLin-MC3-DMA % (! PEGo00-C-DMG [T\ T b AR, 58 AI L OTHER & 22 B2
EDVTRBR ST, /N F T L -LNP ORERLASY  (ALN-18328, DLin-MC3-DMA & Uf PEGau00-C-DMG)
DOEEHEILE FE, CYPRE, ¥ L UG KO T v AR—2 —fHEAERIZBIT 5 invivo X T8 ex
Vivo DFERZFAET D L RF T U-LNP LRI G- S 53 & ORI CIRMFHALERRAE T 2 A
REMEIHR VN B2 BT,

71 Invirto Y LS U RR—F—
(CTD: 4.2.2.6-1; Alnylam- 01-10Apr2013)
ALN-18328 (/<F 3 7 > -LNP ® siRNA [£57) . DLin-MC3-DMA % () PEGyxo-C-DMG (/XF 7 v
-LNP OFE%4y) X% DMBA (DLin-MC3-DMA O E{##)) 73, ATP binding cassette (ABC) HEH
N7 v AR—Z— (ZAMHES 737 1IMDRL), FUEMmTH: & > 737 B [BCRP] K O BAYEHEH A
> 7[BSEP]) . solute carrier (SLC) k7 > AR—4% — (F§7 =4 kAR Y ~7F K 1B1 K OV 1B3[OATP
1B1 %, (X OATP1B3], F#§7 =42 b T > AR—4 —1 L N 3[OATL K. (X OAT3], A F4> b

VAR—4—1 K ON2[OCT1 &Y OCT2]), W TNZ multidrug and toxin extrusion ~ 7 > AR — 4 —1 KT
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2-K (MATEL X UNMATE2-K) %G Tekkx 70388 b 7 o AR —2 —OIRERIUIIEE & 70 5 wlhett s
S L7,

OATP1B1 (CHO i) . OATP1B3 (CHO #fifid) . OAT3 (HEK293 #ffid) . OCT2 (CHO#ifd) |
MATE1 (MDCKIIiE) & OYMATE2-K (MDCKII#ifiE) A 388142 JEfiE iiak 2 V<. Zh
FID b T U AR—H—IZ%FF D ALN-18328 D E/EM 2 50 L 7=, et U 7= (40.7 umol/L)
1%, B 2 03mgkg D/3F T L -LNP B H L= L & D ALN-18328 D Crex CFHIME) DFI 40512
MY L7z, MRt L729_XTCD P T U AR—F —IZx LT, el o ALN-18328 12 L 5 7' o —7 4k
B OFEBNIEL VAL DA T, OATP1BL (estrone-3-sulfate) T 22.3%., OATP1B3 (fluo-3) C 6.37%,
OATS3 (estrone-3-sulfate) ¢-17.6%, OCT2 (metformin) T 6.17%. MATEL (metformin) C 11.0%, MATE2-K

(metformin) T 4.75% TH V. W d 5% A ThH -7z, WL HBLERD 50%AH ThH - 77
D, ICso EITRINTE 72 o7z, ZRHOFEREN S, ALN-18328 [TRREIZB\NTZ LD N T
VAR—H—DAER L BN EAVRENTE,

FED ALN-18328 TR L 7= [FIkED kT v AR — 2 —|Zxf LT, PEGuo-C-DMG DRHEIEH % 5T
fili U7z, MRS 7R S 72V e L7 i e (84.8 umol/L) 13, & KT 0.3mglkg ?D/¥F 7 > -LNP
w5 L7z & & D PEGawn-C-DMG O Crex (FEHHE) ORI 20 f5HITHHY LT, MRt L7z T ~THO T
AR— 2 —|ZDN T, PEGup-C-DMG |2 L % 7 1o —7 HEOREIMNBTGALDOREZR]L, OATP1BL

(estrone-3-sulfate) T 7.01%. OATP1B3 (fluo-3) T-0.23%. OAT3 (estrone-3-sulfate) T 12.0%. OCT2

(metformin) T 8.17%. MATEL (metformin) T 20.1%. MATE2-K (metformin) T 224%T&HY ., \»
THYH 5%AM TH o7z, WTILHBAERD 50%ANM Th 727280, ICofflIFH TE Zehotz,
ZNHDOFRERND, PEGawn-C-DMG IHEERIREIZIBWT IO D b T AR—X —DHEHR & 72 6
RN LRSI,

ERED ALN-18328 TRl L 7= [AlEk D Z v AR —% —(Z%} LT, DMBA (DLin-MC3-DMA D F1t
#) OMFEM 2Rl L7z, Mt L7chemiRE (305 pmol/lL) 1, & MZ 03mgkg D/3F 2T
-LNP Z 25 L7z & & O DMBA DOJRHRE CEEJE) OF)50F5ITAHY L7z (272, 21 HEBM) , &
LT R_RTCD b T U AR—Z— 2OV T, DMBAIZL D T Vv AR—Z —% ) Li=7 u—7 g
DOFEENIEUA A DL EZRX, OATPIB1 (estrone-3-sulfate) T 9.22%, OATP1B3 (fluo-3) T 21.3%.
OATS3 (estrone-3-sulfate) C 8.44%., OCT2 (metformin) T 24.7%., MATE1 (metformin) T 6.85%. MATE2-K

(metformin) T 427%T&H YD, WTHLh 25% ATl Th o7z, WTHLH BAEHRN 50% A CTh > 7272
B, ICEIFFRHTE o7, TNHOFERND, DMBA (X250 kT v AR—2 —DFLEA
ERDINT ERRB SN,

DLin-MC3-DMA I, fEEEDHIFRIC L 0 3umol/L Zfst L7-REiRE s L, X TD b7 AR
— 2 —CET 28R A FEhi Lo, BEt Lol iRE O DLIn-MC3-DMA (& MDR1, BCRP, BSEP,
OATP1B1, OATP1B3, OAT1, OAT3, OCT1, OCT2, MATEL &K' MATE2-K ZPAEHRF (FHER
50%A) « FoINDOIEEIC LR BT,
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a Alnylam $Ci% 48 ] & 0 AREO B ALN-18328 JiR £ 1L LLOQ LA F T o7z,

wio, i 28y Fho [ OF ERORE A EIC L S, PD (I TTR L) ~
DFBUZOVTOHRHMIi LT, WINDDOy FONRTF T NP 285 Lo L & Mifh TTR
B, Btk 14 B H ETITR—A T A ATHART 90%LL B L. 20 TTRAK FORE X35
T NP BERECHEBLL Tz, PDICEWC RS Alnylam 8o 5525 L -LNP O T
D LR T,

Tfh, Ptk BEER OMVEICRIT 5 F5MIE Module 3 %, BRI C R/ AV MERHIIZ DU T
(X271 VEYEARIFAR L OBE S D00k 22 ET 5,

82 S hMIBNAERM2:EET7E13:EHH SV 3EE 7B 19 BFRK TREAZEMER
ER
(CTD: 4.2.3.2-4, TTR02-NCD14-001)
I Sprague-Dawley 7 ~ NMZ/3F 7 2 -LNP & q2wX 7 (1338[) X q3wx7 (19:8f) T7[EIK
R TBG Uiz & & ORFMEZRHE LTz, TORBRTO TK/XT A—H % F 53 L7z,

= 53 - # Sprague-Dawley 5 v FMZIAF LSNP ZRTFHRELE=EED 8 XK 127 BEHIZEITS
ALN-18328. DLin-MC3-DMA % U PEG2000-C-DMG (D I#Ed TK /35 A —4&  (FH{E)

Day (Regimen) 85 (q2w) 127 (g3w)
Analyte ALN-18328
Dose (mg/kg) 0.3 1.0 0.3 10
tiax () 4.00 4.00 NR NR
Crrex (Hg/ML) 0.002 0.039 NR NR
AUCo (Lg-h/mL)2 0.043 0.488 NR NR
Analyte DLin-MC3-DMA
Dose (mg/kg) 0.3 1.0 0.3 10
timax () 24.0 4.00 24.0 24.0
Crrex (Hg/ML) 0.104 0.350 0.104 0.381
AUCq; (ugeh/mL) @ 2.03 753 182 5.63
Analyte PEG00-C-DMG
Dose (mg/kg) 0.3 1.0 0.3 10
tmax () 400 240 4.00 240
Crrex (Hg/ML) 0.0500 0.0550 0.110 0.162
AUCo: (ugeh/mL) 2 1.02 1.10 2.08 2.77
100
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Day (Regimen) 85 (q2w) 127 (g3w)

Analyte ALN-18328
Dose (mg/kg) 0.3 1.0 0.3 10

Abbreviations: Cmax=maximum (peak) drug concentration; LNP=lipid nanoparticle; NR=not reported - TK parameter could not be
calculated due to an error in sample labeling; g2w=once every two weeks; g3w=once every three weeks; TK=toxicokinetic(s); tmax=time
to reach maximum (peak) concentration following drug administration

a AUCo+(ugeh/mL) values were calculated using 2 or 3 quantifiable concentration-time points.

0.3XiF 1 mgkg D/ F < F L -LNP A FREiH (q2w) 1331 5 (q3w) 125 T 5- L7z & & 0 ALN-18328,
DLin-MC3-DMA % O} PEGx-C-DMG DR IREE EI I K)o 72, HIZ, WD b LT A L iZon
T, 0.3 mgkg 358 TIFAFIET I $F 2T -LNP @ siRNA Gl 3 S 9, 1mgkg #58£T
t SIRNA 57 O IFIE P IREE IO T CTh o7,

83 EWEREIIHT SREREDZEICET S5

IRF LT NP DSEIRIMET, T > B RO LVEAE R GBI NS VB G T7Y) » P 7T
SEMERBRIZERB W T, /XF 2T L -LNP OFE RS> Td 5 PEGwn-C-DMG (Z%3° % ADA (22U TR
Lz 2XF VT UANP 2 E LT2T v F RO UCEW T, PEGuw-C-DMG (2%f3 %5 ADA 73 —HE
THIHENTEZbDOD, FORES . B2V Tk, ALN-18328, DLIin-MC3-DMA %
PEG2000-C-DMG DHREFE & X TIH RO B2 BTG b e o7z, AL, 7> M &z 26
T EMERER CTlX, ~F 2T ANP ZER GHZIZ 26 30T N TORERITRED L, ~TFv
7 L -LNP £ 58 D) 50%C 15 & (1183 H H O 47 T PEGa000-C-DMG 125192 ADA BEPERE S
RO BT, ZORBRIZIBWTIE, 1 HBIZHT 183 HH D/ /3T T L -LNP 4y D4 B igER &)
B ST LT 2 £, ADA IZ X B /3F 3T L -LNP UFI D AR 358 S 7= afREME N E 2 B
o

84  HIILZRAWKIEIE/ Y F O 10 BFE#IRNIZ 5 R F EHER
(CTD: 4.2.3.2-7, TTR02-GLP17-007)

B2 D 2 OO TNy FTONRF VT NP OFME (266,8122 HSM) K OSET)F (262,224
HEM) | I ONT ALN-18328, DLIin-MC3-DMA K U PEGaow-C-DMG @ TK A3 572 0Hlz, Yb
Z e 10 RRER 2 i L7z, 23F 37 2 -LNP (%, 3#M Z &2 4 [EF RN S LT,

AR TKEBIITISWN T, 5 LREO YL (MERESS 4 D8) ([ZI3E (0.9%IE kT N U w7 AE
i USP) | 55 2 BEM OV 4 BEOY L (LEED 7= 0 iR 410) 12135727 NP (v [
B ko LAY F) BT 03 KU 20mgkg T, 45 SEER O SRED YL (LD 7= v IR
% 4m8) (23T ANe (2 N R B o T8y ) 2 0340 20 mgkg

AETHRE L, 5L, 1%?%%%?1%@&5 (RIRH =20 mU/kg/RsfH]) 1] 1 e R o
[HfT-7= (%50 1, 22, 483064 HH) . MEHRKEZ %1~5E$O)47L/l/ THbH, 1AL
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2.6.4 EYEREHRBROBEX

NKNFSUF R L

43 H HoumBtaRT (0 FFHE]) | AT (EOI) # 0083, 025, 05, 1, 2, 4, 8, 24, 48, %6 K&
TN 120 ] BB L 72,

TK 7 —Z it Clk, %2 OV /UZIT 2 55 BLE (SOI) # D ALN-18328, DLin-MC3-DMA K O}
PEGa2000-C-DMG D i fE i FE -~ 12 7 7 A /LZ-5U T, Phoenix WinNonlin™ D &R R ¢ 5-F 7
NERWT, Jrars— Ay Mt 4 56 Lz, miEH ALN-18328, DLin-MC3-DMA K& ¥
PEGxo-C-DMG B DREFEMED TR, KON TK 3T A—XZ OFHTIE, T8 FRARNmM (<LLOQ)
THIEARRE RS a3, KRB E LT LT,

ALN-18328, DLin-MC3-DMA & U} PEGu00-C-DMG D AUCofifi & H SRR HA L, SR 525 L
7-fifi % Windows (ver.9.3) AlSAS®Y 7 F 7 =7 D GLM 711 o ¥+ & W THEHI#T LT, B/
27nt2nyT 2y MR W72 y7ie s VR o 7222
v F) wEFETHEE Lz & &0 ALN-18328, DLIiN-MC3-DMA & O} PEGx0-C-DMG D - AUCo+
iz, 1LAEENON43 HE & T2 7 atANNy FHETHEGGHT (ANOVA) ZHWTHiRL, 0%
ZRRET L7z (p<0.05) .

B2 % 23y FD/RF T NP & LI IR R G- L 7275 5. ALN-18328, DLin-MC3-DMA
SO PEGyoo-C-DMG DHEFZE S ZMAITFRO HiiedroTe, L7edi> T, MRIDT — & Zffh LT,
23y FDNF T L -LNP OBEFE BN DUV T ORFHIFT I W2,

ALN-18328 :

23y FD/RF 2T UALNP I EEE LT- & & ALN-18328 ~DIEFZ EITIXIE H O E AGED 5
AL, LT .—kg Ny FOF TUEBEEN VIR oT2, /3T T NP % 0.3 KT 2 mglkg & TR 5-
L7z & &0 ALN-18328 DFAMIER A () £ o, 1 AR ~ ||
B o7 soiiz 25 ko 73R, No. |l <o~ 7 < SO1 17 XUk 49 1, 43 H
Acizey W o> 7 < sor 25 %o o7 i, No. |l W <o s~ 7 < sol
t 25 KO QR Ch o7z, ~Fr T AN vy R o7 x>y T (708064
frsgin kovsFr7ANP ey - o7 e x sy T Qo135 2k
L7=HMCHN T, ALN-18328 ~DBEFE (T, ALN-TTR02 o F&E#iPH 0.3~2.0 mgkg TIEFHEIC
Eefsl UL U BRI A N Bl TN U=, MDD UCs1 5 TK 71 7 7 A )L %X 21,
TKRT A—H DEH) 2 SATTRT,

BRRINCHT, T 7 NP O kg s> T T, koY FICE T ALN-18328 AUCH
fEAMEA > 72, 4 ALN-18328 AUCHTEIC SV CO [ kg s T & [ ko s FHIOZE, 1A HD
0.3 mgkg H&E. 43 HH® 03 KT 20 mgkg HE THEHFIIICAEE Th o7, T & I3 RrIC,
ALN-18328 D45 Crex EIZ 273 FHIT, 1 HHKT43 HHDOWFHUICEBWTH 0.3 2T 20 mgkg
O E CTHRFRE TH - T,
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2.6.4 EYFREHERDBE
INFOSUF )DL

Abbreviations: EOl=end of infusion; I\VV=intravenous; SD=standard deviation.

F=54- HILIZELEZ2TIENYFOINFSU-LNP # 3 BREIEIC 1 BREEIRANESESS L-EE20 1
BERUV43BEIZEITAALN-18328D FFLaFXRTF A I RINTA—4

ALN-18328
Lot No.:-;. kg Batch Process Lot No.:-;. kg Batch Process
Males Females Combined Males Females Combined
siRNA (mg/kg) 0.3 20 0.3 20 0.3 20 0.3 20 0.3 20 0.3 20
Day 1

Cirax (Mg/mL) 6.05 40.5 547 412 5.76 408 427 328 329 355 3.78 341
tex () 1.167 125 1083 1083 1083 1167 1167 1083 1167 1083 1167 1.083

tiast () 37 49 17 97 25 73 37 49 9 73 17 49
AUC,+(ngh/mL) 172 152 164 149 16.8 150 130 123 534 86.0 9.19 105
Crrax/DOSE 202 20.3 182 20.6 192 204 142 164 110 17.7 126 171
AUCo./ Dose 572 761 547 743 560 752 435 616 178 430 306 523

Day 43

Crrax (Mg/mL) 5.68 452 5.48 378 558 415 4.64 334 322 40.7 393 371
trax (N)? 125 1083 1083 1083 1167 1083 1083 1083 1083 1083 1083 1083

trast (N)? 37 97 25 97 25 97 25 73 17 49 25 49
AUC,+(ug-h/mL) 174 19 209 174 192 185 115 128 598 108 873 118
Cmax/Dose 189 226 183 189 18.6 20.7 155 16.7 10.7 203 131 185
AUCy/ Dose 579 98.1 69.8 87.0 639 925 383 64.0 199 54.0 291 59.0

Abbreviations: AUCo=area under the concentration-time curve from time zero to the last measurable concentration; Crex=maximum (peak)
drug concentration; I\V=intravenous; siRNA=small interfering RNA; SOl=start of infusion; tes=last observed drug concentration; tmex=time to
reach maximum (peak) drug concentration.

& Parameters were calculated using sampling times post SOI.

DLin-MC3-DMA :

4 A br—fAREcANTTR = v [l o T8~ 7285 UL L ALN-TTR0
2 - P o D2y 7285 L 1cisun Tl DLInFMC3-DMA -~ fel % ¢
botz, AINTTRO2 v [l o T2~y 7 (636~7.43 15 K O ALN-TTR02 12
> MR <o T2 7 (6.49~9.095810) A5 L7 v O 7 124\ T, DLin-MC3-DMA
~OUEFEEIT, 0.3~20mgkg O E&iHH CIZITHAECHH L TN L7, Ul TK 7r 7 7
ANER 22, TKAT A—=ZDEHIERBIORT, LHHAXLAZ HHOWTIUILN TS, fRatl
=B 5-5C, 273 FIH T DLIn-MC3-DMA ~ DR Bl SO TG I BRI B h o 7,
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2.6.4 EYFREHERDBE
INFOSUF )DL

F®56- YILICELS 2Ty FO/RF LT U-NP % 3 BMEIC 1 BHEEFIRNERRE LI ED
1HERUV 43 HEIZHET % PEGo-C-DMG D ¥ aAFRT 4 Y RINFA—4

PEG2000-C-DMG
Lot No.:-l kg Batch Process Lot No.:-l kg Batch Process
Males Females Combined Males Females Combined
SiRNA
(mg/kg) 03 20 03 20 03 20 03 20 03 20 03 20
Lipid Dose
(mg/kg) 024 16 0.24 16 0.24 16 0.23 15 0.23 15 023 15
Day 1
Eiin;]a}(ml—) 398 27.9 382 313 390 29.6 3.27 233 297 24.2 312 23.7
tmax (N)*° 1.083 175 1083 1083 1083 1375 1167 1083 1167 1083 1167 1083
trast (N)? 121 121 121 121 121 121 121 121 121 121 121 121
éég;;ma 46.1 385 427 282 444 334 430 329 39.7 295 414 312
Cmax/Dose 16.6 175 15.9 19.6 16.2 185 14.2 155 12.9 16.1 136 158
'SCL)JSS;} / 192 241 178 176 185 209 187 220 173 197 180 208
Day 43

Eiin;]a}(ml—) 3.89 327 383 271 3.86 299 342 27.9 315 30.7 329 29.3
tmax (N)?° 1083 1292 125 1083 1167 1083 1083 2125 1625 1167 1167 125
trast (N)? 121 121 121 121 121 121 121 121 121 121 121 121
éég;;ma 415 390 40.8 299 411 344 431 368 38.0 314 405 341
Cmax/Dose 162 204 16.0 17.0 16.1 18.7 149 18.6 13.7 204 143 195
'SCL)JSS;} / 173 244 170 187 171 215 187 245 165 209 176 227

Abbreviations: AUCo+=area under the concentration-time curve from time zero to the last measurable concentration; Crex=maximum (peak)
drug concentration; I\V=intravenous; siRNA=small interfering RNA; SOI=start of infusion; tes=last observed drug concentration; tmex=time to
reach maximum (peak) drug concentration.

Note: Cmax/Dose units: [(ug/mL)/(mg/kg)]; AUCovDose units: [(ug-h/mL)(mg/kg)]

@ Time-dependent parameters were calculated using times post start of infusion (SOI).

b trex is shown as median.

BRI A T, ALN-18328 @ TKIZ 2 /3y FRITENHED DI, ZIUIARBR CTHW -8
HDFERIENT D T2 inoToZ & (n=8) OEIRL P CnW=Z & Tho7-, ALN-18328 (22T
1%, DLIin-MC3-DMA &% O} PEG2o0-C-DMG ([ Z A TR EE-IRFH 7' 1 7 7 A JUZIX D D E L A DH I,
ZDZ L, 0.3mglkg FHERE CTRICEAZE IR H 72, ALN-18328 @ AUC (2D CHEMER] TR
HIZEITERO BN DD, HETITHEIC AN TRE-RH 7' 2 7 7 A MTIE 62 ENL RO AL,
ALN-18328 itz & D Ll 2 B8 1) HifdetEaME T L7z (4 21) . ALN-18328 OZEEHAG TN % D AUC
DFEEFFHIFEE. ALN-18328 AN MLHEH CHIXTHICARLE TH D Z L IT X 0 S L= WTREMED B 5.
ALN-18328 |TAFE T /R I L W RES LTV DN, ZRLISNC ., X7 LT —8 (B filissk)
WX DR E LS Z 1T 5, LA L, DLIn-MC3-DMA & PEGxwn-C-DMG (%, X7 L7 —¥|Z X A1
wIR ZIF D Z L1300 T, MEF CHAMIZLE TH D Z Lnb, TORERH e 7 7 AL
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2.6.4 EMENEHEBRDME

NKNFSUF R L

T—H L CTHIMER S S, EEE DLI-MC3-DMA & 1) PEGow-C-DMG O Ifi #E FRREE-REf 7 1 7 7 A
JATEBPER D7 —B LTS, LR T, Ny FHEOFREMIZ OV T 3T T ORAUL
NERHNDZEIZLY, REOFHBZITH Z L3 TE S ; K2 DLIn-MC3-DMA X, AN EBGA A
RS D ETHEETHLHOT, Ny FHORFEHEICITEE TH 5, ALN-18328 D TK |4 H)
PERENE DIZR A D DD, PD~DE (f7E TIR # /37 EIZ X VHIE) (38T, HETIX
03mgkg LA T, #ETIZ 2mgkg THEIZR LT (262,224 M) | PK OLEEMEE OB 57
FABIRARITRRD Bive o7z, 03mgkg ko s> ) #hGiE, 03mokg ko sy F) B
U, il TTR Z 28 B OSER FIEDS D 7e o 728, Zhudd & LTl LICICER T 5 & 0
ThH-oT.

KI5 & ALN-18328 AUC |2 LV JIlTE S7-/3F 7 2 -LNP D/ » FRIDZE, ALN-18328 D
TK OZEEEDRENZ SIS0 & LI RIREMEDR B D, Ny FIH D 2T, DLIn-MC3-DMA X%
PEG2000-C-DMG AUC & %\ i PD §FAffisE B CHITE L7-354, B3 Cld/eh o7, B hT%H ALN-18328
D PK ZEh R EEEN TR B, —J5 DLIN-MC3-DMA . T PEGu00-C-DMG @ PK 25l AR %1
\CRETH-oT= (272, % 212MW)

9 EERRUHEH

SRF T UANPIE, XF T SR (ALN-18328, t ~ TTRmMRNA [BFAER K OV B 5] o
SFERHRRAEIR Crn B | RAT SIT-BL 2451 & 975 siRNA) 2 mg/mL, K OVRE U] (DLin-MC3-DMA,
DSPC, =L AT B —/L k(N PEGxo-C-DMG) M DABAL 41, 55k Y BRERME A PR A /K 2 /0 ik &
U CHRIANE SN IRE T /R84 (LNP) Th o, AFIZERIRNE G L7z & &, siRNA I EIHF
L2552 SV AFHI T d D TTRMRNA Z R AN L 2 OFERTTIRZ VR B IR T S8 5 (261

=1 2R

IRF T -LNP DREREGYD 5 5, ALN-18328 (B2 Téd % siRNA ) oft, ~Fv 7
-LNP Z FHERE~DHL Y iAZ2 S OF ALN-18328 DI ~D LM & 70 5 2O FTBNEE Th 5
DLin-MC3-DMA } T} PEGu00-C-DMG (22T ADME 4 254~ % 728, FEERER in vitro, ex vivo
KOV invivo ik 2 550 L7-, ©RXNURERGEERRII~T A, Ty b, ORIV EH
WCHEE L7z, 73F 27 -LNP OEEREK YD ADME F#Eix, 7 v b RO L& FHWCRHE L
77o FTo. DAFM R OAERAFBERBRO 72O~ 7 A K RT VX0 PK Z5Hli L7=, LNP |21 4
FEDONFE M S4u, DLiIN-MC3-DMA } Uf PEGao-C-DMG IFHTHHIUEE CTH VD . 2 L AT m— /L KT
DSPC | ZB&ZRBAN- TR SN TWD, L X7 a—/L KN DSPC 1A LIRS RELEWE Th
B8, AL AT a— L INKMWE CTHY . DSPC IFHARFIIFET DHRATZ 7 F o nal o LIE
IR L 2o, 72, 3 L AT r—L KO DSPC I KEAMIERE (FDA) 12X %7K
RN DAEMERL Sy & L TE S AL TWN D728, BEMEAORREN N EEZ HD (266,91 H
ZH)
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2.6.4 EYFREHERDBE
NFOSUF YO LA

FRINEE S L7/ 8F 3 L -LNP T EOMIT oA L, IFIRICID A E 5, 2, e ¢k
PEG2000-C-DMG %537 LNP % A7 Y = AL B ARG L HEREN BB~ LNP DEGAZ Z i3 %
—J. IR TIXT R Y RZ 37 E (ApoE) AERMENITHEA L7 LNP 23 ApoE & 24K % L THF
RN A~OFEREGASIMEE S ND Z L2 LD B2 bND, ZD ApoE A% HIRE I Li-=
¥ R A b= R KD IFENICER Y IAE TR, =2 FY—ANTO pH OIKTIZ L > TA A

> PEDLInAMC3-DMA B 1Z 7 1 b Ak L, =2 R — ARSI NS, ZOkE%, siRNA THD
ALN-18328 ASHIIE I i SAv, WNIEIPE RNA 81 Lo v o JHAR (RISC) & OMEEEMD
AREL 725, FEHY TTRMRNA [T NA 7 ) A P—2 a UIRIFRNC SR S ., TOREER L L CifEd
D TIR X /8 EREME T2 (4) . ZD72h, LNP OIFE RN ITERFR2ATE M X220 28,
PEPERIMLA TO siRNA D53z [EhEE L, AIEANEAIRL~D LNP OBGAAZ T 5 & & HiT
ALN-18328 DFHIfE ~DRH A I 32 ETRAIR TH D GElIZOWTIL 261 [F5 1 /)

TOUMEREZ 870 5 2 TRR N FO/3F 2T -LNP Z A8 % 5- L, & D% ALN-18328, DLin-MC3-DMA
2 O) PEGooo-C-DMG O TK ZHIE L 7=, ALN-18328 AUC (2 & W HIE L7 34A . /3F 2T -LNP DR
o FRNCENHE D L O ITRATZN, Ziud ALN-18328 O TK OZEEEN ENZ L L 0 25k Lz T
“%75% %, Xy FREDFEL, DLIN-MC3-DMA X% PEG000-C-DMG AUC & % \ M PD & H T
E LA, BHE TR »7, B FTH ALN-18328 @ PK ZEEh BRI AEENGRO B, —F
DLIiN-MC3-DMA % U} PEG0-C-DMG > PK ZEEh I TAHRI Y2 E MR BT,

BIRE LT, vV A, Ty ROV IUINRF T -LNP ZHEER G L= & & o, 3RO HH*t
S8 (ALN-18328, DLIiN-MC3-DMA % O PEGoyo-C-DMG) @ PK Jz O TK OfEHAENE, W Yy
FEIZFUNT H AL, L TU 7z ; ALN-18328, DLIN-MC3-DMA K U} PEGo000-C-DMG (2350 T, B £ (Crex
KOV AUC) 12221370 < HEHBIMEDRFED bive, WOz s, ALN-18328,
DLin-MC3-DMA % U} PEG000-C-DMG O i I ZANEREHR B i O 3B 546 TEA%) |
KEEICEL, TO%, ZMAEOREHBZ /R L TET Lz, 3FEEOTRTOMSIZENT, &

A~ D A LD b D LB Z B D RN BT, Z OWIAE D% IIE I
DT 5 L, Hi1Z DLIN-MC3-DMA & Uf PEGy00-C-DMG Tl ELI AR\ IS 8380 Bz, BEL
T3FEHDOT R TDO/RNTF VT VNP DN T, VL TORFERII~ T AR OT v MR TH
fEZR L, WREBINEE 72, ~ TR, Ty ROP T KERE LTz & &, ALN-18328,
DLin-MC3-DMA } U} PEGo0-C-DMG D fLAEH ~DEFEMEITIT & A £ 72 < | F AL D OUETE R 17

IO LT, £, HEICHHILE,

INFU T ANPEHRG LTeT v N RO LB T, —EBO T T PEGa00-C-DMG (253 % ADA
PR ENTZH DD, ZDOREIITEWTIEL, ALN-18328, DLIin-MC3-DMA X i3 PEGoxo-C-DMG ™
BRIV~ D I 5 R BRSO B o T2, 7B, 7 v b &AWz 26 BB RE R G- 3E
AR (gew T 14 E) TiE, Sk 5% (183 HH) @ ALN-18328 K O} 2 fifH D EE o i i
BEVL, %JJIEH%EL?&(:H:/\“T% L&D -7z, 183 H HDOKFATH 50%D 7 » b ADA (#i
PEGx00-C-DMG HifRZ JITE) DREEAENGRD HIVTZT-8, Fefkie 54 D ALN-18328 DOUEZE DI O
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2.6.4 EYFREHERDBE
INFOSUF )DL

JFIA & LT PEGao-C-DMG (249~ % ADAIZ L V) /NF T L -LNP B 0D FREE 355 S av7z IRerEDs
EBZ b, AL, HvE vz 39 MR (03, 1.0 X 103020mgkg (B 1 H H LR, H
% 3mgkg 7»5 2mglkg ~ZE ] 8w T 14 [RIfe5) Cid, 39 O8I S 13 E o [RIE
MBI BREOME 2 Bl ADA MR SNT-OATH Y | B 5% ORER (AUC) X, W
NOFNZB N T B YR G% & s U T A b e o7z (26.6,3225HB)

RSA. HSA K TY AAG ~O in vitro i &=-1%, EHZ24108 0.89%, 046%K% ) 2.07% & K -7-Z &
MH INTF LT NP DA E /37§ DR %%\ T D ATREMEIR VW & Z 2 bivd, B MbE
H1Cld PEGao-C-DMG Fi43 13, IR UL U R Z L 87 B L FEA L, @\ Z LRI fsa R AR LT (X
VST FERF9T%) o Invivo TOAERNGAIIE, 7> b, Pl ROMRLNIBFHEO T (45H
FAEFIERBRO—E LT) ZHWTHRET LTz, /~F 2T -LNP Z HEFIRN AR — 7 24 5. L7z &
&, JEEFER ALN-18328, DLIin-MC3-DMA } U PEGao-C-DMG i3, il (Z v R R OWL) KOV

(T B) IZ@EIREICH LTz, 7 v M T, T OVlE o> ALN-18328 134 5-4% 1~4 iy
IS HRRfEIZE L, s O3 5- 8Tkt 2 AR 3l Z Fb~ TR 100 fi5 i o 7, g OV
g C DB kP AR CHE G- R%O ) 1L, ALN-18328 TZALZ4L, 25.6%K% U 0.25%,
DLin-MC3-DMA T 77.7%% 1) 0.98%. PEGu0-C-DMG T 48.9% % (X 0.52% C &> - 7=, 1 Sprague-Dawley
Z v k& OVHE Long Evans 7 ~ b % HV 72 QWBA iR ¢, “C-DLIN-MC3-DMA % V- CTHRIAIUE L 723
F T NP ZHEFRNAR —F A8 b U7 & & B, B, U o <E R ORI C i i e
WD BT, TP OBEREEN R H 2 < G4 4R THRG-E O 90%A R iz, HifiX
FRR R R OV D B BE B IO T o 72 Z L 0D, 73F T L -LNP IS E RS,
MR IE & AV EBAT LR Z EAVRIR STz, I, UC-/3F 2T -LNP HERIBEHREIZ A 7 =
ICHEB Lotz b EL oL NF T -LNP RS ERE 2358 5 T8 ThH D
B ZEL D IAEN D, &) TRRS IR AR & P a0 72 o T2,

JH SO 53 H T /3F 2T L -LNP (ALN-18328 DZ2EM: & L Cafil) M UMSAk 53 T db % ALN-18328,
DLin-MC3-DMA. PEG200-C-DMG @ in vitro TORE L EMEIL, #ERICHW oW T oBEiiE (v
A, T v b, PAKOE B) IZBWTHEEIL TV, 2SF T NPT e RSO ME T TIEse
RNLETH T2 (B WFEZ DOFRATHE 42~T1%) . b MIEF CIIIEFICLE TChoT- FRFE
102%) , F£iz, /XF T NP ITEMWIHSROFY A N LR TRETHY (6 Rtk D5k 77
~88%) . b MFHA R AT LV EZETH T FEFEF 100~102%) , LNP fAHHE ST
RWFHETH 5 ALN-18328 (X, 4 FEDOWTNOEWFEDIFH A S L THLETHL b DD, fif
S9 53y K OMILIE H TR STz, ZoR#ICiT=F Yy X7 L7 —EB R X7 LT
—ENBE LT\ D EHEE ST (5), 26 OFERFER LV LNP FIZE A S TU ey ALN-18328
TR PEERI T2 HIEONNTTER R S 4L, FEEPAEEAZ RS RN EB 2 b D, 723, LNP
Ze I R SIRNA D2 % 17518 &8 % Amicon Ultra-4 7 ¢ /L2 —Z AT In vivoikBROD 7

N I ERRE 2 Sl L7 R, 2 EER ML o siRNA @ 985%LL EAS LNP EARITH 722 &b,
FEER I 3B ALN-18328 |33 7 CTh -7, & 51T, FERFNE ALN-18328 % W LA Hi[m# 5-
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2.6.4 EYFREHERDBE
INFOSUF )DL

IRF T NP N IEMENRE FHME AR A 25 . T2 O EAZ T D aliethidfln e 3 1
515, ALN-183281%, FE7Zx CYP/rFfE (1A2, 2C8, 2C9. 2C19, 2D6 XL 3A4) TxiL CHEHEE
PREMEM G, RO EMEN bR S22 - 7228, CYP2B6 (2% L CIRE BB EIEM & Btk
MIBREVER O T 2R U=, (B UMLEER 278 UTCIREEIE, BRI 2 AE 3 rTREMEI AR & f)
Wr S DIEETH -7, DLIN-MC3-DMA K ) PEGx0-C-DMG &, F:3i72 CYP 4y 7-Ff (1A2, 2B6,
2C8, 2C9, 2C19, 2D6 X% 3A4) |ZkI L CEHEMAFEFEM G, FFHRAFRILEEN bR S 220 o7,
ALN-18328, DLin-MC3-DMA } U} PEGx0-C-DMG 1%, CYP1A2, CYP2B6 X i% CYP3A4 Z#E L 720
KT A=A, /3F 2T NP I invitro (235U C CYP2B6 #h B 27~ L7z, Z 4% ALN-18328
VR L 72 TREME S & o 7203, ALN-18328 (X LNP BUAIML S Tuven B TR GRERR) Offfiaik
ZIEIE T X /2 28, ALN-18328 B CitBR A 1T - 72854, CYP2B6 #F/EMIZ DU\ Toea /il
EITO 2 EINTE IR I REMEN B D, /3T T -LNPIZ X D CYP2B6 i/ EAIT. Bk EE
b MG L2 & Z ISR N D m M ETIRE (Cred  (7.15pg/imL) OFJ 17 fi5, M OVERIRRE
BRI EE (Cagss) (0355 pg/mL) D 340 (DS THRD AN, T D X 9 713G
IRCHELT 5 FTREMEIIR < | 1> TERIRBIFZI TR &l S vz, (iTl7e &, /3F 7 -LNP %
ZOX oM QHEME) THIRNES L & XG5 D Cradd i@ C, mAEPERE
PR 1 IR TR T 5720 Th 5D, HIZ CYP2B6 12 Lo TOARMH S5 HEH 1370
WV, 77REF RO T B Lo E, B RIC LD BRIRICEWCE M ATEEZ: CYP2B6 D
0 — 7 HELIRESITVWAR, CYP3AL N7 7 a4 MR 7 7 B L W OREICEE S L
TWAZENDS, 77abF L RO 77 EL Y OWT Y, CYP2B6 (TR TREZMED E
LIXE AW, LIRS T, CYPB6FHEDANTT 7 B LY T T7 I u e B 5 2
ZATREMEIL, FEEMICD I EE 2 HD, ALN-18328, DLIN-MC3-DMA % U8 PEG0-C-DMG (1=
P72 CYP OFFEAITH, [HEAITH o7, F72, ALN-18328 & U} PEG2u0-C-DMG |3 %:72 CYP
DI T2 ) > 7=, DLI-MC3-DMA (Xt  CYP Supersome % V7= invitro sBRIZIWV T, #%ko
CYP (FflZ CYP3A4) |2 X VIR S 7223, in vivo iBRCIE, T CYP 241 S22 K3
IZE o TRE &N D Z L2VRE T, ALN-18328, PEG000-C-DMG K U} DLIn-MC3-DMA Ok 53 fif
R <o 5 DMBA L, 03 mglkg ?D/3F T NP Z#:5- L=t h TR LA MIET Coex (7.15
ug/mL) @ 50 DR £ T, OATPIBL, OATP1B3, OAT3, OCT2, MATE1 U} MATE2-K ® h
VAR—Z =T L CREER 2R ST, £ TH 20 -7, DLIn-MC3-DMA I %, ¥&f#E FIR
Th D 3umolll i miRE & U CTHF LG, TR EER N T U AR—Z —ORE KR, [HE
FNZ72 BN 2 EAVRENTZ, LIz > T, BERICBWTRTF VT VNP RIS D b T 2 AR —
L — 4 LT EAERDEE Z 2 IREPEIFRV & B X H LD, 73T 2T L -LNP DRSS (ALN-18328,
DLin-MC3-DMA } U} PEGx-C-DMG) DRI E/FHE., # o /UG KON T v AR—2 —FHA.
YERNZBAT % invivo X W exvivo 7 — % a5 LT, /3F T -LNP &G-S 53 & DfEIC
S EAERDVE U 5 alethi R 2 & AV RIB ST,
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LUk, invitro KOV in vivo il 2 SEfiti L, 3T 37 2 -LNP KON 3FESEOER Sy O PK, 2Af, 1%
B O 2R L7z (1X124) , 73537 2-LNP I, in vivo iRBR CHRT L 72 FEG AR ER bR,
AFONZ invitro 3R TR L7 & R R OEWFEIC T, L L7 o, AR ORI v 7 7 1 L s3d
DT, EIEBOBMIFEIC T, /$F 2T -LNP OB5C & 0 IEAIZEE TH D ATHERIC SIRNA B
ESEDLZENARETH D Z LAVRENTZ, DL ORERFE RO, BT RO, © hok
H1L YA (03mgkglgdw) TO/XF LT L -LNP ORHESIT, KTV, 73T 7 2 -LNP O H
KR,

K| 24- 18F 5 2-LNP D5 Tdh 5 ALN-18328 D5 fn. KB R UHE M

[ IV administration of Patisiran-LNP ]

A A

Release of PEG2000-C-DMG.
ApoE binding and hepatocellular

uptake of LNPs
\_ /

4 ‘ N\
Interaction of protonated DLin-MC3-
DMA with endosomal membrane. LNP
disintegration and release of the siRNA

4 J

v v

[ PEGaooo-C-DMG ] [ DLin-MC3-DMA ] ALN-18328 ] [ Nucleotide Salvage

J

\ | )

[ Metabolism ] [ Metabolism ][Metabolism(emfendo ]

(Hvdrolysis) (oxidation) nuclease) J

’f
-
-
L4 - 3
[ Biliary Excretion I [ Urinary Excretion ]

114
Confidential Alnylam Japan



2.6.4 EYFREHERDBE
INFOSUF )DL

10 SEXH

2 TOICERDG- L % [Module 4.3[\I2IRAT %,

1.

10.

11.

12.

12.

14.

Stangou AJ Hawkins PN. Liver transplantation in transthyretin-related familial amyloid polyneuropathy. Curr
Opin Neurol. 2004;17(5):615-20.

Gillmore JD, Hawkins PN. Drug Insight: emerging therapies for amyloidosis. Nat Clin Pract Nephrol.
2006;2(5):263-70.

Henry SP et al. Toxicologic properties of 2'-O-Methoxyethyl chimeric antisense inhibitors in animals and man. ed.
S.T. Crooke. 2008;Boca Raton: CRC Press.

Tam Y'Y, Chen S, and Cullis PR. Advances in Lipid Nanoparticles for sSiRNA Delivery. Pharmaceutics. 2013;5(3):
498-507.

Yang W. Nucleases: diversity of structure, function and mechanism. Q Rev Biophys, 2011; 44(1):1-93.

Garay RP, et al. Antibodies against polyethylene glycol in healthy subjects and in patients treated with
PEG-conjugated agents. Expert Opin Drug Deliv. 2012;9(11):1319-23.

Fournier T, Medjoubi NN, Porquet D. Alpha-1-acid glycoprotein. Biochim Biophys Acta. 2000;1482(1-2):157-71.
EMA. Guideline on Immunogenicity Assessment of Biotechnology-derived Therapeutic Proteins (Draft). 2015.
Sands H., et al. Biodistribution and metabolism of internally 3H-labeled oligonucleotides. 1. Comparison of a
phosphodiester and a phosphorothioate. Mol Pharmacol. 1994;45(5):932-43.

Fasano M, et al. The extraordinary ligand binding properties of human serum albumin. IUBMB Life.
2005;57(12):787-96.

Kremer JM, Wilting J, and Janssen LH. Drug binding to human alpha-1-acid glycoprotein in health and disease.
Pharmacol Rev. 1988;40(1):1-47.

Obach, R.S., R.L. Walsky, and K. Venkatakrishnan, Mechanism-based inactivation of human cytochrome p450
enzymes and the prediction of drug-drug interactions. Drug Metab Dispos, 2007. 35(2): p. 246-55.

Webster R, et al. PEGylated proteins: evaluation of their safety in the absence of definitive metabolism studies.
Drug Metab Dispos, 2007;35(1):9-16.

Fahmi, O.A,, et al., Evaluation of CYP2B6 Induction and Prediction of Clinical Drug-Drug Interactions:
Considerations from the 1Q Consortium Induction Working Group-An Industry Perspective. Drug Metab Dispos,
2016. 44(10): p. 1720-30.

115

Confidential Alnylam Japan



2.6.5 EYEREABRMESR
NNFOSUFRIILA

2.6.5 EYF e B =R

Confidential Alnylam Japan



2.6.5 EMBEABRBER
RFUSUF RUSL

B R
2.6.5 ZEMBNEEERBRIIEEETR ..ot 1
=| Dot R AR AR 2
FR B R AR AR R R S R R 3
BB EFAEBMDIEEE ...oooooocoooc v 7
1 FEPIBIEESER TR oo 10
2 EYERERER — MTER U/ T—2 3 UEER ..o 18
3 Y BAEER — B EHREBRDURUL ......ooooooeeeeeeeeinssssssssssssseeses s ssssssssssssssssssssssss s 56
4 FEBNEESER — RATREBRDURUL .....oooovooeeeeeeeeeosssssssssssssseesess s sssssssssssssssssssssssssss s 65
5 B B B e R — 20 ...t 94
6 B B e R — T A BB G e 105
7 RYBEHER —IHRFE = (REBMICEFDEER ..o 107
8 EMENERER — F DD DTIIRER oot seesssssss s sesssssseanns 130
9 FEMBIREEAER —In VIVOITE [T BEREH e 132
10 EMBNREERER —In VitrolTEIF BB s 138
11 B S B — T BB st 151
12 EYEESER — UM EERDBEIRE oo 152
13 RBNREEAER — BRIEHEE oo 165
14 FEMBHBERER — REHERHEME o 169
15 FEMBNEERER — FEMIHHELAERD oottt 171
16 BEMBEBERER — B DML ....oooe ettt 174
2

Confidential Alnylam Japan



2.6.5 EWEIRERABRMIER
INFOSUF )DL

2R2.6.5.1 PharmaCOKINECS: OVEIVIEW. ........c.eeueeeeeeeeeeeeeeeeetsesseseessesseseetsessesessasssesestasssssessassssseseessesseseessesseseesssssesessaes 10

3%2.6.5.2.A.1 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Safety Pharmacology

=T a o B o) (Too (o]0 VA = (0T =T o o OSSR 18

3%2.6.5.2.A.2 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Pharmacokinetics
L (00 =1 o IS OSSR 26

$%2.6.5.2.B Analytical Methods and Validation Reports: Individual SUMMAIIES.............cccocueuveveieirerereiercsereeeienans 27

$%2.6.5.3.A A Single Dose Intravenous Toxicity Study of Patisiran (ALN-18328) in Cynomolgus Monkeys......... 56

$%2.6.5.3.B A Single Intravenous Pharmacokinetic Study in Sprague Dawley RatS ...........ccccveveereerieeiereereereenes 57
£%2.6.5.3.C A Single Dose Intravenous PK/PD Study in Cynomolgus MONKEYS..............weeereeneeneenseeeeeneeseeseenees 60
£%2.6.5.3.D A Single Dose Intravenous Safety Pharmacology Study in Cynomolgus Monkeys..............ccveenee. 63
5%2.6.5.4.A A Repeat (g2w x4) Intravenous Range-Finding Toxicity Study in C57BL/6 MICE .........cccevevreereereenee. 65

5%2.6.5.4.B A Repeat (g2w x5) Intravenous Range-Finding Toxicity Study in Wild Type and

HEMIZYGOUSTORASHZ MICE ...ttt 68
$%2.6.5.4.C A Repeat (q2w x14) Intravenous Carcinogenicity Study in TJRasH2 MIiCE ...........ccveveerreererreereereenes 74
5%2.6.5.4.D A Repeat (q2w x4) Intravenous Toxicity Study in Sprague Dawley Rats ............ccocveerrrieeeireereennenes 75
5%2.6.5.4.E A Repeat (2w x4) Intravenous Toxicity Study in Sprague Dawley Rats ............ccccveerrerreereireereeneenes 80
5%2.6.5.4.F A Repeat (q2w x14) Intravenous Toxicity Study in Sprague Dawley RatS ..........ccccverveeveereireereennenes 82
5%2.6.5.4.G A Repeat (q2w X7 or g3w X7) Subcutaneous Toxicity Study in Male Sprague Dawley Rats ............ 85
#%2.6.5.4.H A Repeat (q2w x4) Intravenous Toxicity Study in Cynomolgus MONKEYS ..........c.ccverreereereereeneensennes 87
#22.6.5.4.1 A Repeat (q3w x14) Intravenous Toxicity Study in Cynomolgus MONKEYS..............ccvererrereereeseensennes 91
£<2.6.5.5.A Tissue Distribution after a Single Intravenous Administration in Sprague Dawley Rats. ..................... 94

$<2.6.5.5.B Tissue Distribution after a Repeat (q2wx7 or q3wx7) Subcutaneous Toxicity Study in Male
SPrAgUE DAWIEY RALS .......cuiuiuieieiitiiiietiietieieitti ettt ettt £ttt ettt ettt 99

£<2.6.5.5.C Tissue Distribution after a Single Dose Intravenous PK/PD Study in Cynomolgus Monkeys.......... 100
#<2.6.5.5.D Rat Tissue Distribution by Quantitative Whole Body Autoradiography .............ccccvereereieereessennenen. 103

3
Confidential Alnylam Japan



2.6.5 EWEIRERABRMIER
INFOSUF )DL

$%2.6.5.5.E Rat Tissue Distribution by Micro-Autoradiography.............c.ccceeueeeerereerereereeeeieseeesestesesse s 104
3%2.6.5.6.A PIOtEIN BINGING ......cooivieiiricieiiisieie ettt ettt 105
5%2.6.5.6.B Protein Binding for PEG2000-C-DMG..........cccoeuiuriuriinireeseeeississssssessesssssssssssssessessessssssssssessessssssssssssens 106

£%2.6.5.7.A An Intravenous (q2w x7) Fertility and General Reproduction Study in Male Sprague Dawley Rats107

#2.6.5.7.B ALN-TTR02: An Intravenous Dosage Range-finding Development Toxicity Study in Rats

Including a TOXICOKINEHC EVAIUBLION .........covivrirerirerisisisesesisesese s 111

£%2.6.5.7.C An Intravenous (qlw x6) Dose Range-Finding Embryo-Fetal Development Study in Sprague
DAWIEY RALS. ...ttt 115

£%2.6.5.7.D An Intravenous (qlw x6) Fertility and Embryo-Fetal Development Study in Sprague Dawley Rats119

£%2.6.5.7.E An Intravenous (g6d x6) Developmental and Perinatal/Postnatal Reproduction Toxicity Study in
SPraguE DAWIEY RALS ......c.cuiuiuiuieiiiiiieeiitititi ittt ettt ettt 121

£%2.6.5.7.F An Intravenous (qlw x3) Dose Range-Finding Embryo-Fetal Development Study in New Zealand
WWHIEE RAIDILS ...ttt bbbt bbb bbb bbb bbb bbb bbb bbb bbb bbb bbb bbb bbb b ebeb b 123

£%2.6.5.7.G An Intravenous (gqlw x3) Embryo-Fetal Development Study in New Zealand White Rabbits......... 127

$%2.6.5.8.A Lacteal Secretion Analysis from an Intravenous Developmental and Perinatal/Postnatal

Reproduction Toxicity Study in Sprague DAWIEY REIS ... 130

£%2.6.5.9.A Metabolic Profiling Study of ALN-18328 and PEG2000-C-DMG Following a Single Intravenous

Bolus Injection of Patisiran to Male and Female Sprague Dawley RatS ..o 132

#%2.6.5.9.B Identification, Profiling, and Quantitation of [14C]-DLin-MC3-DMA and Metabolites in Rat Plasma,
Urine, Bile, Feces, and Tissues; and Bioanalysis of ALN-18328 in Rat Plasma, Plasma Ultrafiltrate, and
15301 TS 134

$%2.6.5.9.C Profiling and Identification of Metabolites of 14C-ALN-TTRO02 in Selected Plasma, Urine, and
Feces Samples after a Single Intravenous Administration of 14C-ALN-TTRO2 to MONKEYS ..........ccceevrererrerenenens 136

£%2.6.5.10.A In Vitro Metabolic Stability of Unformulated ALN-18328 in Mouse, Rat, Monkey, and Human
LIVET CYEOSON ...ttt 138

$%2.6.5.10.B In Vitro Metabolic Stability of ALN-TTR02 as Determined by the Stability of the SiRNA
Component ALN-18328, in Mouse, Rat, Monkey and HUMaN SEIUM ... 139

$%2.6.5.10.C In Vitro Metabolic Stability of ALN-TTRO2 as Determined by the Stability of the SIRNA
Component ALN-18328, in Mouse, Rat, Monkey, and Human Liver CytoSOL............couiinnnneneneneneneneneneens 140

Confidential Alnylam Japan



2.6.5 EWEIRERABRMIER
INFOSUF )DL

$%2.6.5.10.D In Vitro Metabolic Stability and Metabolic Profiling of ALN-18328 in Mouse, Rat, Monkey, and

Human Serum and LIVEN SO FTACHONS .........coeeiiiei e ceeeeessee st estssessteesassaessbesstssaessbessbessessbessbesaesssesstessssssnsssesssssnes 141

£%2.6.5.10.E In Vitro Metabolic Stability of DLin-MC3-DMA Using Liver Microsomes and Liver S9 Fractions
from CD-1 Mice, Sprague Dawley Rats, Cynomolgus Monkeys, and Humans (as quantified by LC/MS/MS) ..143

£%2.6.5.10.F In Vitro Metabolic Stability of DLin-MC3-DMA Using Liver Microsomes and Liver S9 Fractions
from CD-1 Mice, Sprague Dawley Rats, Cynomolgus Monkeys, and Humans (as quantified by LC/MS/MS) ..144

£%2.6.5.10.G In Vitro Metabolic Stability and Metabolite Profiling and Identification of PEG2000-C-DMG Using
Liver Microsomes and S9 Fractions from CD-1 Mice, Sprague Dawley Rats, Cynomolgus Monkeys, and

[ [0 7= TR 145

£%2.6.5.10.H Evaluation of Potential Human Cytochrome P450 Isoforms Involved in the Metabolism of
ALN-18328 using CDNA EXPreSSEA ENZYIMES .........coooiueiiiirieee ettt s 146

$%2.6.5.10.1 Metabolite Profiling and Identification of DLin-MC3-DMA Using Human Supersomes: CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, and CYP3AA ...ttt 147

£%2.6.5.10.J Evaluation of Potential Human Cytochrome P450 Isoforms Involved in the Metabolism of
PEG2000-C-DMG using CDNA EXPreSSed ENZYIMES.........ccoiieririririreresisisesisisesesesesesesesssessssssssssssssssssssssssssssssnenes 149

$%2.6.5.12.A Evaluation of the Inhibitory Potential of SIRNA ALN-18328 Against Five Principal Human

Cytochrome P450 Isozymes Using HUMan LIVEr MICTOSOIMES ..ot 152

$<2.6.5.12.B Evaluation of the Inhibitory Potential of DLin-MC3-DMA against Eight Principal Human

Cytochrome P450 Isozymes Using HUMan LIVEr MICTOSOMES .........ccciiiiieieeeeeeeeeeeee e 153

$%2.6.5.12.C Evaluation of the Inhibitory Potential of PEG2000-C-DMG Against Eight Principal Human

Cytochrome P450 Isozymes Using HUMan LIVEr MICTOSOMES .........c.cuiuiiiiiieeeeeeeeeeseee s 154

32.6.5.12.D Evaluation of the Potential of ALN-18328 to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured
HUMAN HEPAIOCYIES ...ttt bbbt e bt e e n e 155

%%2.6.5.12.E Evaluation of the Potential of DLin-MC3-DMA to Induce CYP1A2, CYP2B6 and CYP3A4 in
Cultured HUMAN HEPAIOCYIES ........cucuiuiuiueiireieieieieieeeeee e 157

%%2.6.5.12.F Evaluation of the Potential of PEG2000-C-DMG to Induce CYP1A2, CYP2B6 and CYP3A4 in
Cultured HUMAN HEPAIOCYIES .......cucuiuiueieieieieieieieieieeieeiee e 159

£<2.6.5.12.G Evaluation of ALN-TTRO2 Effects on Cytochrome P450 and UGT Enzyme Activities in Liver
Microsomes from Cynomolgus Monkeys Treated With ALN-TTROZ .........ccooirirnenireneneeresesesesesesesesesesesesesesees 161

5%2.6.5.12.H ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG: In Vitro Inhibitory Potential Towards
Multiple Human Cytochrome PAS0 ISOOMMS .........cuiiiiiieiieiisie e 162

Confidential Alnylam Japan



2.6.5 EWEIRERABRMIER
INFOSUF )DL

#2.6.5.12.1 Evaluation of the Potential of Patisiran-LNP to Induce CYP1A2, CYP2B6 and CYP3A4 in

Cultured HUMEN HEPAIOCYLES ........eeeeeeeeieieieiereriete ettt ettt et se e st b e e sesbeb e e se b e st ae s et e st se s et eneaesenbenenes 164

$%2.6.5.13.A Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography
in Male Sprague Dawley and Long-Evans Rats Following a Single Intravenous Bolus Administration of
TAC-ALN-TTROZ ...ttt sttt b bbb e e s et e e s b e £ s £t E b £t R b £ a2t b e b b e s R b b e ne bbb se bbb renenas 165

$%2.6.5.13.B Urine and Feces Accumulation Analysis from “Absorption, Metabolism, and Excretion of

14C-ALN-TTRO02 Following Intravenous Administration t0 MONKEYS"............cccorrrirrneienrieieesesesiee e 167

$%2.6.5.14.A Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography
in Male Sprague Dawley and Long Evans Rats Following a Single Intravenous Bolus Administration of
TAC-ALN-TTROZ ...ttt ssese st s bbb e s b £ £ b b e £ e b £t R b b £ e b e b e £ e s bbb e bt et ae bbb e renas 169

3%2.6.5.15.A IN VItTO TTANSPOMET ASSAY........cvieeteiectiactsscsssstssesesssssssssssessssssssessssasssessssesssassssasssessssessssassssasanes 171

£<2.6.5.16.A ALN-TTRO2: A Single Dose Intravenous Infusion Bridging Pharmacokinetic, Pharmacodynamic,
and Safety Study in CYNOMOIGUS MONKEYS .......c.ciiimiiiiiiiteeeeee e 174

$<2.6.5.16.B Toxicokinetics of Patisiran (ALN-TTR02): A 10-Week Intravenous Infusion Toxicity, Toxicokinetic,
and Pharmacodynamic Study in Cynomolgus Monkeys with Different Batch Processes...........ocoveeineeeeenn. 175

Confidential Alnylam Japan



2.6.5 EMBEABRBER
RFUSUF RUSL

5 & AEDESE
W=, FEE ER

A Adenosine

AD-1955 SiRNA targeting the insect luciferase gene

ADA Anti-drug antibody

AF-011 Second generation lipid nanoparticle formulation used in patisiran. Lipid excipients are
DLin-MC3-DMA, DSPC, cholesterol and PEG2000-C-DMG formulated as lipid nanoparticles
(LNPs).

AF-011-1955 Vehicle control comprising the SIRNA AD-1955 (targeting the insect luciferase gene) in the
AF-011 formulation

ALN-18328 SiIRNA drug substance in ALN-TTRO1 and ALN-TTR02

ALN-PCS02 Drug product with same second generation AF-011 formulation as ALN-TTR02

ALN-TTRO1 Drug product, an RNAI therapeutic comprised of ALN-18328, an siRNA targeting TTR
MRNA, and first generation SNALP formulated as lipid nanoparticles in isotonic phosphate
buffered saline.

ALN-TTR02 Patisiran drug product, an RNAI therapeutic comprised of 2 mg/mL patisiran drug substance
(ALN 18328, an siRNA targeting TTR mRNA) and lipid excipients DLin-MC3-DMA, DSPC,
cholesterol and PEG2000-C-DMG formulated as lipid nanoparticles (LNPs, AF-011) in isotonic
phosphate buffered saline.

AUCo Area under the concentration-time curve from time zero to the last measurable concentration

Bb Split product of complement factor B

BDC Bile duct cannulated

BLQ Below the limit of quantification

BSEP Bile salt export pump

C Cytidine

“C Carbon isotope with atomic weight of 14

C3a Complement component 3a

cDNA Complimentary deoxyribonucleic acid

CL Total body clearance

Crrax Maximum (peak) concentration

CRP C-reactive protein

Ccv Coefficient of variance

7
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CYpP Cytochrome P450
DLin-DMA N,N-dimethyl-2,3-his(((9Z,122)-octadeca-9,12-dien-1-yl)oxy)propan-1-amine
DLin-MC3-DMA (62,92, 287, 31Z)-heptatriaconta-6, 9, 28, 31-tetraen-19-yl-4-(dimethylamino) butanoate
DSPC 1,2-Distearoyl-sn-Glycero-3-Phosphocholine
dT Deoxythymidylate
EDTA Ethylenediaminetetraacetic acid
ELISA Enzyme-linked immunosorbent assay
G Guanosine
GD Presumed day of gestation
GLP Good Laboratory Practice
ICso Inhibitor concentration which inhibits maximal activity by 50%
IFN-o Interferon-a.
IFN-y Interferon-y
IL-1RA Interleukin-1 receptor antagonist
IL-6 Interleukin-6
v Intravenous
LCMS Liquid chromatography-mass spectrometry
LD Lactation day
LLOQ Lower limit of quantification
LNP Lipid nanoparticle
MDR1 Multidrug resistance protein 1
mMRNA Messenger ribonucleic acid
NA Not applicable
NC Not calculable
ND Not determined
NR Not reportable
Patisiran-LNP Patisiran drug product
PBMC Peripheral blood mononuclear cells
PBS Phosphate buffered saline
PD Pharmacodynamic(s)
PEG2000-C-DMG (R)-2,3-bis(tetradecyloxy)propyl 1-(methoxy poly(ethylene glycol)2000)propylcarbamate
8
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pH Scale for expressing hydrogen ion concentration [(-1) x base ten logarithm of hydrogen ion
concentration]

PK Pharmacokinetic(s)

g2w Once every two weeks

g3w Once every three weeks

g4w Once every four weeks

RNAI Ribonucleic acid interference

SC Subcutaneous

SIRNA Small interfering ribonucleic acid

tin Terminal elimination half-life

TK Toxicokinetic(s)

TTR Transthyretin

U Uridine

USP United States Pharmacopeia

Vs Volume of distribution at steady state

wit Wild type

IRF 2T L -ALNP BRI BV JTRE

Name(s) Description Purpose and Studies Employed
AD-18328  siRNA targeting monkey and human TTR  SiRNA that was evaluated in one single dose toxicity study
ALN-18328 mMRNA (noj[ pharmacologlgal ly active in and in in vitro studies.
mice, rats, or rabbits).
Patisiran
Patisiran-LNP ~ ALN-18328 formulated in AF-011 LNP Nomenclature for patisiran formulated as lipid nanoparticles;
ALN-TTRO? formulation. evaluated in the majority of phgrmacoklnetlc and toxicology
studies.
AF-011-1955  siRNA targeting the firefly luciferase gene  Negative control SiRNA-LNP used in toxicology studies to
formulated in AF-011 LNP (same LNP as evaluate the effects of the AF-011 LNP formulation
patisiran-LNP). independent of ALN-18328 mediated reduction of TTR
MRNA.
AD-18534 SiRNA targeting rodent TTR mRNA Pharmacologically active control formulation used in rodent

AF-011-18534

formulated in AF-011 (same LNP as

patisiran-LNP).

toxicology studies.

Abbreviations: LNP=lipid nanoparticle; mRNA=messenger ribonucleic acid; SiRNA=small interfering ribonucleic acid; TTR=transthyretin.
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5% 2.6.5.1 Pharmacokinetics: Overview (fZ)
Type of Study Test System Test Article(s), Method of Testing Facility Study
Administration Number

Distribution — Organ Distribution

Non-GLP single dose PK study

Sprague Dawley Rat

Patisiran-LNP, 1V bolus
injection

Alnylam Pharmaceuticals,
Cambridge, MA, USA

TTR02-NCD10-006

Non-GLP repeat dose tolerability study

Sprague Dawley Rat

Patisiran-LNP, SC (0.3, 1.0,

& 10.0 mg/kg)

Alnylam Pharmaceuticals,
Cambridge, MA, USA

TTR02-NCD14-001

GLP Mass balance and tissue distribution by | Sprague Dawley and Long “C-ALN-TTRO02, single IV | [ || vs~ | 319-1103
QWBA Evans Rat bolus injection
Non-GLP tissue distribution by MARG in Sprague Dawley and Long 4C-ALN-TTRO02, single IV | [ |GG Vs~ F 319D-1202
support of a GLP mass balance and tissue Evans Rat bolus injection rom- 319-1103)
distribution by QWBA
Non-GLP single dose PK & Cynomolgus Monkey Patisiran-LNP, IV infusion | ||| || || vs~ | TTR02-NCD10-018
pharmacodynamics study over 1h(0.03,03, & W 5235671)

1.0 mg/kg) or 15 min (0.3

mg/kg only)
Distribution — Protein Binding
Protein binding study, non-GLP Rat and human serum albumin | In vitro Alnylam Pharmaceuticals, BA11010

and human ol-acid Cambridge, MA, USA
glycoprotein

Protein binding study for PEG200-C-DMG, | Human plasma In vitro I Vs~ | TTR02-DSM18-024
non-GLP @ 319N-1815)
Distribution - Studies in Pregnant Animals
TK from a GLP fertility and reproduction Sprague Dawley Rat Patisiran-LNP and I s~ | TTR02-GLP15-035
study in male rats AF-011-18534, 1-h IV @ 20086421)

infusion
TK from GLP dose range-finding development | Sprague Dawley Rat Patisiran-LNP 1-h IV I Vs~ | TTR02-NCD13-003
toxicity study infusion; AF-011-18534 @ 20030143)

(rat-specific SiRNA in
AF-011 formulation)
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# 2.6.5.1 Pharmacokinetics: Overview (#&&)
Type of Study Test System Test Article(s), Method of Testing Facility Study
Administration Number
TK from non-GLP dose range-finding Sprague Dawley Rat Patisiran-LNP and AF- I s~ | TTR02-DSM15-015
embryo-fetal study 011-18534, 1-h IV infusion @ 20073945)
TK from GLP embryo-fetal study Sprague Dawley Rat Patisiran-LNP and AF- I s~ | TTR02-GLP15-031
011-18534, 1-h 1V infusion @ 20050742)
TK from GLP perinatal/postnatal study Sprague Dawley Rat Patisiran-LNP and AF- I Vs~ | TTR02-GLP16-003
011-18534, 1-h 1V infusion @ 20073943)
TK from non-GLP DRF embryo-fetal study | New Zealand White Rabbit | Patisiran-LNP and AF- I s~ | TTR02-DSM15-012
011-18534, 1-h 1V infusion @ 20050744)
TK from GLP embryo-fetal study New Zealand White Rabbit Patisiran-LNP I s~ | TTR02-GLP15-034
1-h 1V infusion @ 20050745)
Distribution — Other Studies
Lacteal transfer after single IV bolus in rat Sprague Dawley Rat ALN-18328, AF-011-18534 | || Vs~ | TTR02-GLP16-003

milk

Metabolism - In Vivo

Rat metabolism profiling study- in vivo

Sprague Dawley Rat

v

Alnylam Pharmaceuticals,
Cambridge, MA, USA

TTR02-DSM17-002

Non-GLP metabolite profiling and Sprague Dawley and Long uC-patisiran-LNP, single 1V | || | | | A vs~ | [ 319N-1201
identification study in support of a GLP mass | Evans Rat bolus injection samples from
balance and tissue distribution by QWBA 319-1103)
study

Profiling and Identification of Metabolites of | Cynomolgus Monkey 1C-patisiran-LNP, single 1V | ||| | | N vs~ 8336181

14C-ALN-TTRO2 in Selected Plasma, Urine,
and Feces Samples after a Single Intravenous
Administration of 1“C -ALN-TTR02 to
Monkeys

bolus injection

(samples from
TTR02-DSM16-013)
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2.6.5 EYBEHREER
INFOSoF MDA
5 2.6.5.1 Pharmacokinetics: Overview (#iZ)
Type of Study Test System Test Article(s), Method of Testing Facility Study
Administration Number

Metabolism - In Vitro

Non-GLP in vitro liver cytosol metabolism Mouse, rat, monkey, and In vitro Alnylam Pharmaceuticals, TTR-ST10-008
study (ALN-18328) human liver cytosol Cambridge, MA, USA
Non-GLP in vitro serum stability study Mouse, rat, monkey, and In vitro Alnylam Pharmaceuticals, TTR-ST10-002
(patisiran-LNP as measured by ALN-18328) human serum Cambridge, MA, USA
Non-GLP in vitro liver cytosol metabolism Mouse, rat, monkey, and In vitro Alnylam Pharmaceuticals, TTR-ST10-001
study (patisiran-LNP as measured by human liver cytosol Cambridge, MA, USA
ALN-18328)
Non-GLP in vitro Metabolic Stability in Mouse, Sprague Dawley Rat, | In vitro Alnylam Pharmaceuticals, TTR02-DSM16-031
Mouse, Rat, Monkey, and Human Serum and | Cynomolgus Monkey, and Cambridge, MA, USA (BA16027)
Liver S9-fractions, and in vitro Metabolic Human
Profiling
Non-GLP in vitro liver microsome and S9 Mouse, rat, monkey, and In vitro _ USA - 319N-1001
metabolic stability study (DLin-MC3-DMA) human liver microsomes and

S9 fractions
Non-GLP in vitro metabolite profiling and Mouse, rat, monkey, and In vitro I Vs~ | 319N-1002
identification study (DLin-MC3-DMA) human liver microsomes and

S9 fractions
Non-GLP in vitro liver microsome and S9 Mouse, rat, monkey and In vitro I s~ | 319N-1305
metabolic stability study (PEGz2000-C-DMG) human liver microsomes and

S9
Non-GLP in vitro CYP 450 Isoforms Human supersomes In vitro I s~ | 3ioN-1616
Identification in the Metabolism of
ALN-18328 Incubation with Human
Supersomes

14
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2.6.5 EYBEHREER
INFOSoF MDA
5 2.6.5.1 Pharmacokinetics: Overview (#iZ)
Type of Study Test System Test Article(s), Method of Testing Facility Study
Administration Number

Non-GLP in vitro CYP Isozymes
Identification in the Metabolism of
DLin-MC3-DMA Incubation with Human
Supersomes

Human supersomes

In vitro

X

[l 319D-1304

Non-GLP in vitro CYP 450 Isoforms
Identification in the Metabolism of
PEG2000-C-DMG Incubation with Human
Supersomes

Human supersomes

In vitro

I 5

Il 319N-1615

Non-GLP in vitro CYP Direct and
Time-Dependent Inhibitory Potential of
ALN-18328, DLin-MC3-DMA, and
PEG2000-C-DMG

Human liver microsomes

In vitro

—

TTR02-DSM18-013

@ 319N-1807)

Non-GLP in vitro Induction Potential of
Patisiran-LNP

Human hepatocytes

In vitro

I 5

TTR02-DSM18-014

@ 319N-1808)

Inhibition/Induction of Drug Metabolizing Enzymes

Non-GLP in vitro liver CYP inhibition study
(ALN-18328)

Human liver microsomes

In vitro

I 5

Il 319N-1004

Non-GLP in vitro liver CYP inhibition study
(DLin-MC3-DMA)

Human liver microsomes

In vitro

—

[ 319N-1003

Non-GLP in vitro liver CYP inhibition study
(PEG2000-C-DMG)

Human liver microsomes

In vitro

—

[ 319N-1303

Non-GLP in vitro CYP induction study
(ALN-18328)

Human liver hepatocytes

In vitro

—

I 319N-1306

Non-GLP in vitro CYP induction study
(DLin-MC3-DMA)

Human liver hepatocytes

In vitro

I 5

Il 319N-1307

Non-GLP in vitro CYP induction study
(PEG2000-C-DMG)

Human liver hepatocytes

In vitro

I 5

[ 319N-1308
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% 2.6.5.2.A.1 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Safety Pharmacology and Toxicology Program

Species / Study No. Study Type Test Article Analyte(s) Matrix Method Reference / Method / GLP
Strain Status@
Mouse / TTR02-NCD14-003 DRF repeat-dose Patisiran-LNP ALN-18328, Plasma TTR02-NCD14-003 (TK memo) /
C57BL/6 toxicity (6-weeks) (ALN-TTRO02), AD-18534 Atto-Probe with HPLC/Fluorescence/
AF-011-18534 Non-GLP
DLin-MC3-DMA, Plasma TTR02-NCD14-003 (TK memo) /
PEG2000-C-DMG LC-MS/MS / Non-GLP
Mouse / wild | TTR02-NCD14-004 | DREF carcinogenicity Patisiran-LNP ALN-18328 Plasma TTR02-NCD14-004 (TK memo) /
type and @ 5000211) study (2 months) (ALN-TTRO02), AD-18534 Atto-Probe with HPLC/Fluorescence /
hemizygous AF-011-18534 Non-GLP
TgRasH2 .
DLin-MC3-DMA Plasma TTR02-NCD14-004 (TK memo) /
LC-MS/MS / Non-GLP
Mouse / TTRO2-GLP15-024 | Carcinogenicity study Patisiran-LNP ALN-18328 Plasma TSLS13-131/LC/MS-HRAM / GLP
ToRasH2 (i 5001193) (26 weeks) (ALN-TTRO2) 15 in-mc3-DMA TSLS13-132 / LC-MS/MS / GLP
PEG2000-C-DMG TSLS13-130/LC-MS/MS / GLP
Rat / Sprague | TTR02-NCD14-001 | Repeat dose tolerability | Patisiran-LNP ALN-18328 Plasma, Liver TTR02-NCD14-001 (TK memo) /
Dawley (19 weeks) (ALN-TTRO02) Atto-Probe with HPLC/Fluorescence/
Non-GLP
DLin-MC3-DMA, Plasma TTR02-NCD14-001 (TK memo) /
PEG2000-C-DMG LC-MS/MS / Non-GLP
18
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vl (AN N
% 2.6.5.2.A.1 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Safety Pharmacology and Toxicology Program (5% =)
Species / Study No. Study Type Test Article Analyte(s) Matrix Method Reference / Method / GLP
Strain Status?
Rat / Sprague | TTR02-NCD10-005 Repeat dose toxicity Patisiran-LNP ALN-18328 Plasma TSLS10-135/LC-MS/MS / GLP
Dawley (- 503491) (dosing once every (ALN-TTRO02), -
other week for 4 doses) |  AF-011-1955 DLin-MC3-DMA Plasma TSLS10-039/LC-MS/MS / GLP
PEG2000-C-DMG Plasma TSLS10-047 / LC-MS/MS / GLP
ADA Serum 503491 Appendix 16 / ELISA / Non-GLP
Rat / Sprague | TTR02-NCD11-002 Repeat dose toxicity Patisiran-LNP ALN-18328 Plasma TSLS10-135/LC-MS/MS / GLP
Dawley @ 504512) (dosing once monthly | (ALN-TTRO02) DA Serum B1011030 / ELISA / Non-GLP
for 2 doses)
Rat / Sprague | TTR02-NCD12-003 Repeat dose toxicity Patisiran-LNP ALN-18328 Plasma TSLS10-135/LC-MS/MS/ GLP
Dawley @ 504264) (26 weeks) (ALN-TTRO2) ™ 51 in-MC3-DMA Plasma TSLS10-039 / LC-MS/MS / GLP
PEG2000-C-DMG Plasma TSLS10-047 / LC-MS/MS / GLP
ADA Serum [ 231821/ ELISA/GLP
Rat/ Sprague | TTR02-GLP15-035 | Fertility study in male Patisiran-LNP ALN-18328 Plasma TSLS10-135/LC-MS/MS/ GLP
Dawley (- 20086421) animals (dosing began | (ALN-TTRO02),
70 days prior to and AF-011-18534 AD-18534 Plasma TSLS15-159 / LC/MS-HRAM / GLP
through cohabitation DLin-MC3-DMA Plasma TSLS10-039 / LC-MS/MS / GLP
(total of 7 doses)
PEG2000-C-DMG Plasma TSLS10-047 / LC-MS/MS / GLP
19
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% 2.6.5.2.A.1 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Safety Pharmacology and Toxicology Program (i =)
Species / Study No. Study Type Test Article Analyte(s) Matrix Method Reference / Method / GLP
Strain Status?
Rat / Sprague | TTR02-NCD13-003 DRF development Patisiran-LNP ALN-18328 Plasma TSLS10-135/LC-MS/MS / GLP
Dawley . 20030143) toxicity (GD6 to (ALN-TTR02),
GD13) AF-011-18534 Fetus BA13011/
Atto-Probe with HPLC/Fluorescence /
Non-GLP
AD-18534 Plasma BA13002 /
Atto-Probe with HPLC/Fluorescence /
Non-GLP
Fetus BA13011/
Atto-Probe with HPLC/Fluorescence /
Non-GLP
DLin-MC3-DMA Plasma BA13001/LC-MS/MS / Non-GLP
Plasma TSLS10-039/LC-MS/MS / GLP
Fetus BA13011 /LC-MS/MS / Non-GLP
PEG2000-C-DMG Plasma BA13001 / LC-MS/MS / Non-GLP
Plasma TSLS10-047 / LC-MS/MS / GLP
Fetus BA13011/LC-MS/MS / Non-GLP
ADA Serum BA15005 (Based on 281821) /
ELISA / Non-GLP
Rat / Sprague | TTR02-DSM15-015 DRF embryo-fetal Patisiran-LNP ALN-18328 Plasma, liver, fetus, BA16021 /
Dawley (20073945) toxicity (GD6 to (ALN-TTRO2) placenta Atto-Probe with HPLC/Fluorescence /
GD19) AD-18534 Non-GLP
, AF-011-18534
DLin-MC3-DMA | Plasma, liver, fetus, BA16021/
placenta LC-MS/MS / Non-GLP
PEG2000-C-DMG Plasma BA16021 / LC-MS/MS / Non-GLP
Liver, fetus, BA16021 / LC-MS/MS / Non-GLP
placenta
20
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% 2.6.5.2.A.1 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Safety Pharmacology and Toxicology Program (i =)
Species / Study No. Study Type Test Article Analyte(s) Matrix Method Reference / Method / GLP
Strain Status?
Rat / Sprague | TTR02-GLP15-031 | Embryo-fetal toxicity Patisiran-LNP ALN-18328 Plasma TSLS10-135/LC-MS/MS / GLP
Dawley (il 20050742) (GD6 to GD19) (ALN-TTR02) AD-18534 Plasma TSLS15-159 / LC/MS-HRAMS / GLP
, AF-011-18534 DLin-MC3-DMA Plasma TSLS10-039/LC-MS/MS / GLP
PEG2000-C-DMG Plasma TSLS10-047 / LC-MS/MS / GLP
Rat / Sprague | TTR02-GLP16-003 Perinatal/postnatal Patisiran-LNP ALN-18328 Plasma TSLS10-135/LC-MS/MS/ GLP
Dawley (- 20076943) reproduction toxicity (ALN TTROZ) -
BA17004 / RT-gPCR / Non-GLP
AD-18534 Plasma TSLS15-159 / LC/MS-HRAM / GLP
DLin-MC3-DMA Plasma TSLS10-039 / LC-MS/MS / GLP
Milk 8346955 / LC/MS-HRAM/ Non-GLP
PEG2000-C-DMG Plasma TSLS10-047 / LC-MS/MS / GLP
Milk TSLS15-253 / LC-MS/MS / GLP
Rabbit / New | TTR02-DSM15-012 DRF embryo-fetal Patisiran-LNP ALN-18328 Plasma, liver, fetus, BA16014 /
Zealand White | (il 20050744) GDt:I(_)é()I'C:;[())/n(-Gg\ZiEIO(15 (ALN-TTR02) Spleﬁg&'&'ﬁ: il Atto-Probe with HPLC/Fluorescence
’ dayf) AF-011-18534 P /Non-GLP
DLin-MC3-DMA Plasma, liver, BA16014 / LC-MS/MS / Non-GLP
spleen, kidney,
placenta, fetus
PEG2000-C-DMG Plasma, liver, BA16014 / LC-MS/MS / Non-GLP
kidney, spleen,
fetus, placenta
Rabbit / New | TTR02-GLP15-034 | Embryo-fetal toxicity Patisiran-LNP ALN-18328 Plasma TSLS15-065/ LC/MS-HRAM / GLP
Zealand White | (] 20050745) (GD7 to GD19) (ALN-TTRO2) |~ o — TSLS15.067 LC-MS/MS / GLP
PEG2000-C-DMG Plasma TSLS15-068 / LC-MS/MS / GLP
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% 2.6.5.2.A.1 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Safety Pharmacology and Toxicology Program (i =)
Species / Study No. Study Type Test Article Analyte(s) Matrix Method Reference / Method / GLP
Strain Status?
Monkey / TTR02-NCD10-003 Single dose safety Patisiran-LNP ALN-18328 Plasma TSLS10-136 / LC-MS/MS / GLP
Cynomolgus | @il 20002866) | pharmacology (CNS, | (ALN-TTRO2) |75 % "o o0 is Plasma TSLS10-040 / LC-MS/MS / GLP
cardiovascular,
respiratory) PEG2000-C-DMG Plasma TSLS10-048 / LC-MS/MS / GLP
Monkey / TTR-NCD09-004 Single dose toxicity ALN-18328 ALN-18328 Plasma BA09001 / Hybridization ELISA /
Cynomolgus 03213) Non-GLP
Complement Bb Plasma Il 27873 /ELISA/GLP
fragment
Cytokines (IL-1B, Serum I 27556, ] 27813 / Multiplex
IL-6, TNF-a, IFN-y) Luminex / GLP
Cytokine IFN-o Serum Il 27812 /ELISA/GLP
Monkey / TTR02-NCD13-001 Single dose Patisiran-LNP ALN-18328 Plasma TSLS10-136 / LC-MS/MS / GLP
Cynomolgus @ 5000132) PK/PD/s:t{S(tj);/brldglng (ALN-TTRO2) TTR Protein Serum I 02417/ ELISA/ GLP
[ 302834/ ELISA/GLP
Complement Bb Plasma Il 27873 /ELISA/GLP
fragment
Complement C3a Plasma [l 30257 /ELISA/GLP
Cytokines (IL-1RA, Plasma [l 30250/ Multiplex Luminex / GLP
IL-6)
ADA Serum [l 281818/ ELISA/GLP
22
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% 2.6.5.2.A.1 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Safety Pharmacology and Toxicology Program (i =)
Species / Study No. Study Type Test Article Analyte(s) Matrix Method Reference / Method / GLP
Strain Status@
Monkey / TTR02-NCD10-011 | Repeat-dose toxicity Patisiran-LNP ALN-18328 Plasma TSLS10-136 / LC-MS/MS / GLP
Cynomolgus (- 504210) (dosing once every (ALN-TTRO02) -
other week for 4 doses) DLin-MC3-DMA Plasma TSLS10-040 / LC-MS/MS / GLP
PEG2000-C-DMG Plasma TSLS10-048 / LC-MS/MS/ GLP
TTR Protein Serum [l 302417 /ELISA/ GLP
[ 302834 /ELISA/GLP
Complement C3a Plasma [l 30257 /ELISA/GLP
Complement Bb Plasma Il 27873 /ELISA/GLP
fragment
Cytokines (IL-1, Serum I 27556, ] 27813 / Multiplex
IL-6, TNF-0, IFN-y) Luminex / GLP
IL-1RA Serum [l 30271/ Multiplex Luminex / GLP
Cytokine IFN-o Serum Il 27812 /ELISA/GLP
CRP Serum [l 30196/ ELISA/GLP
ADA Serum 504210 Appendix 21 / ELISA / Non-GLP
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% 2.6.5.2.A.1 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Safety Pharmacology and Toxicology Program (i =)
Species / Study No. Study Type Test Article Analyte(s) Matrix Method Reference / Method / GLP
Strain Status@
Monkey / TTR02-NCD12-001 | Repeat-dose toxicity Patisiran-LNP ALN-18328 Plasma TSLS10-136 / LC-MS/MS / GLP
Cynomolgus (- 504265) (dosing once every 3 (ALN-TTRO02) -
weeks for 14 doses) DLin-MC3-DMA Plasma TSLS10-040 / LC-MS/MS / GLP
Plasma TSLS11-042 (High Range) / LC-MS/MS /
GLP
PEG2000-C-DMG Plasma TSLS10-048 / LC-MS/MS / GLP
TTR Protein Serum [l 302417 /ELISA/ GLP
[ 302834 /ELISA/GLP
Complement C3a Plasma [l 30257 /ELISA/GLP
IL-1B, IL-6, TNF-a, Serum I 27556, ] 27813 / Multiplex
IFN-y) Luminex / GLP
IL-1RA Serum [l 30271/ Multiplex Luminex / GLP
Cytokine IFN-o Serum Il 27812 /ELISA/GLP
ADA Serum [ 281818/ ELISA/GLP
24
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% 2.6.5.2.A.1 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Safety Pharmacology and Toxicology Program ({5 =)
Species / Study No. Study Type Test Article Analyte(s) Matrix Method Reference / Method / GLP
Strain Status?
Monkey / TTR02-DSM16-013 Absorption, 14C-ALN-TTRO02 ALN-18328 Plasma TSLS10-136 / LC-MS/MS / GLP
cynomolgus | (] 8336181) Metabolism, and
Excretion of Plasma TSLS15-087 / LC-MS/MS / Non-GLP
Ultrafiltrate
14C-ALN-TTRO02 -
Following Intravenous Urine TSLS15-087 / LC-MS/MS / Non-GLP
Administration DLin-MC3-DMA Plasma TSLS10-040 / LC-MS/MS / GLP
Urine TSLS15-087 / LC-MS/MS / Non-GLP
Feces TSLS15-087 / LC-MS/MS / Non-GLP
PEG2000-C-DMG Plasma TSLS10-048 / LC-MS/MS / GLP
Urine TSLS15-087 / LC-MS/MS / Non-GLP
Feces TSLS15-087 / LC-MS/MS / Non-GLP
4-(dimethylamino) Urine TSLS15-087 / LC-MS/MS / Non-GLP
butyric acid
Monkey / TTR02-GLP17-007 | Repeat-dose toxicity | Patisiran-LNP ALN-18328 Plasma TSLS10-136 / LC/MS/MS / GLP
Cynomolgus | (jjjjj 5002401) (dosing once every | (ALN-TTRO2)
three weeks for DLin-MC3-DMA Plasma TSLS10-040 / LC/MS/MS / GLP
4 doses) Plasma TSLS11-042 (High Range) / LC/MS/MS /
GLP
PEG2000-C-DMG Plasma TSLS10-048 / LC/MS/MS / GLP

Abbreviations: ADA=anti-drug antibody; DRF=dose range-finding; CNS=central nervous system; ELISA=enzyme- linked immunosorbent assay; GD=presumed day of gestation; GLP=Good
Laboratory Practice; HPLC=high performance liquid chromatography; LC/MS-HRAM= liquid chromatography mass spectrometry high resolution accurate mass; LC-MS/MS=liquid
chromatography tandem mass spectrometry; LD=lactation day; LNP=lipid nanoparticle; PD=pharmacodynamic(s); PK=pharmacokinetic(s); TK=toxicokinetic(s); TTR=transthyretin.

a Methods indicated as Non-GLP were not validated. A brief method description may be found within the listed samples analysis report.
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ik 2.6.5.2.A.2 Validated Bioanalytical Methods Supporting the Patisiran-LNP Nonclinical Pharmacokinetics Program

Species Study No. Study Type Test Article Analyte(s) Matrix Validated Method
Rat / Sprague | TTR02-NCD10-006 Single dose Patisiran-LNP ALN-18328 Plasma TSLS10-135/LC-MS/MS/ GLP
Dawley absorption (ALN-TTR02) Liver, spleen BA11013/
PNA-Probe with HPLC/Fluorescence /
Non-GLP
DLin-MC3-DMA Plasma TSLS10-039/LC-MS/MS / GLP
Liver, spleen TSLDR10-062A / LC-MS/MS / GLP
PEG2000-C-DMG Plasma TSLS10-047 / LC-MS/MS / GLP
Liver, spleen TSLDR10-062A/ LC-MS/MS / GLP
Rat / Sprague 319-1103 Single dose tissue | !4C-Patisiran-LNP ALN-18328 Plasma, plasma 319N-1201/
Doy S | (e ALNTTRG) it | o prbevith HPLCFloresare
Monkey / TTR02-NCD10-018 Single dose Patisiran-LNP ALN-18328 Plasma TSLS10-136 / LC-MS/MS / GLP
cynomolgus | (Jilij 8235671 PK/PD study (ALN-TTR02) Liver BAL1014/
PNA-Probe with HPLC/Fluorescence /
Non-GLP
DLin-MC3-DMA Plasma TSLS10-040 / LC-MS/MS / GLP
Liver TSLD10-063A / LC-MS/MS / Non-GLP
PEG2000-C-DMG Plasma TSLS10-048 / LC-MS/MS / GLP
Liver TSLD10-063A / LC-MS/MS / Non-GLP
TTR Protein Serum - 302417  ELISA/ GLP
- 302834 / ELISA/ GLP

Abbreviations: ELISA=enzyme-linked immunosorbent assay; GLP=Good Laboratory Practice; HPLC=high performance liquid chromatography; LC-MS/MS=liquid chromatography tandem
mass spectrometry; LNP=lipid nanoparticle; PD=pharmacodynamic(s); PK=pharmacokinetic(s); PNA=peptide nucleic acid; TTR=transthyretin.
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5 2.6.5.2.B Analytical Methods and Validation Reports: Individual Summaries

Validation Report Matrix Quantification
No. Method Species | (anticoagulant) |Analyte(s) Range LLOQ Validation Parameters
TTR02-NCD14-003 Atto-Probe with Mouse Plasma ALN-18328 1.00 to 800 1 ng/mL Not validated
(TK memo) HPLC/Fluorescence (K:EDTA) ng/mL
detection AD-18534 1.00t0600 | 1ng/mL Not validated
ng/mL
LC-MS/MS Mouse Plasma DLin-MC3-DMA 0.5 to 1000 0.5 ng/mL Not validated
(K:EDTA) ng/mL
PEG2000-C-DMG 10 or 100 to 10 or 100 Not validated
6250 or 7500 ng/mL
ng/mL
TTR02-NCD14-004 Atto-Probe with Mouse Plasma ALN-18328 1.000r2.00to | 2ng/mL Not validated
(TK memo) HPLC/Fluorescence (K:EDTA) 800a ng/mL
detection AD-18534 1.00 or 2.00 to Ing/mL Not validated
600a ng/mL
LC-MS/MS Mouse Plasma DLin-MC3-DMA | 2.001to0 10002 | 0.5ng/mL Not validated
27
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Validation Report
No.

Method

Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
Range

LLOQ

Validation Parameters

TSLS13-131

LC/MS-HRAM

Mouse

Plasma
(K2EDTA)

ALN-18328

25.0 to 1000
ng/mL

25.0 ng/mL

QC Levels (ng/mL):

25.0 (LLOQ), 75.0 (Low), 400 (Med),
800 (High)

Intra-day accuracy and precision:

Low, Med, High QC: 2.0 to 10.5%
difference; 1.8 to 11.5% CV

Inter-day accuracy and precision:;

Low, Med, High QC: 3.0 to 6.3%
difference; 0.0 to 3.3% CV
Stability:

Freeze/thaw: 4 cycles
Long-term storage stability (-70°C): 253
days
Additional parameters evaluated:
Selectivity, Carryover, Recovery,
Reinjection reproducibility, LLOQ
reproducibility, Dilution linearity,

Solution stability, Matrix stability,
Extract stability, Whole blood stability
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% 2.6.5.2.B Analytical Methods and Validation Reports: Individual Summaries (#i &)

Validation Report Matrix Quantification
No. Method Species | (anticoagulant) | Analyte(s) Range LLOQ Validation Parameters

TSLS13-132 LC-MS/MS Mouse Plasma DLin-MC3-DMA 0.100 to 100 0.100 QC Levels (ng/mL):

(K:EDTA) ng/mL. ng/mL. 0.100 (LLOQ), 0.300 (Low), 10.0
(Low-Med), 40.0 (Med), 80.0 (High)

Intra-day accuracy and precision:

Low, Low-Med, Med, High QC: -5.3 to
9.7% difference; 1.0 to 5.9% CV

Inter-day accuracy and precision:

Low, Low-Med, Med, High QC: -0.3 to
3.9% difference; 1.6 to 7.0% CV

Stability:
Freeze/thaw: 4 cycles
Long-term storage stability (-70°C): 80

days for DLin-MC3-DMA in mouse
plasma

Additional parameters evaluated:

Selectivity, Carryover, Recovery,
Reinjection reproducibility, LLOQ
reproducibility, Dilution linearity,
Solution stability, Matrix stability,
Extract stability, Whole blood stability
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Validation Report
No.

Method

Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
Range

LLOQ

Validation Parameters

TSLS13-130

LC-MS/MS

Mouse

Plasma
(K:EDTA)

PEG2000-C-DMG

10.0 to 10,000
ng/mL

10.0 ng/mL

QC Levels (ng/mL):

10.0 (LLOQ), 30.0 (Low), 350
(Low-Med), 4000 (Med), 8000 (High)

Intra-day accuracy and precision:

Low, Low-Med, Med, High QC: -9.4 to
3.4% difference; 1.5t0 5.7% CV

Inter-day accuracy and precision:

Low, Low-Med, Med, High QC: -7.3 to
-0.3% difference; 2.5 to 4.8% CV

Stability:
Freeze/thaw: 4 cycles
Long-term Storage Stability (-70°C): 155

days for PEG2000-C-DMG in mouse
plasma

Additional parameters evaluated:

Selectivity, Carryover, Recovery,
Reinjection reproducibility, LLOQ
reproducibility, Dilution linearity,
Solution stability, Matrix stability,
Extract stability, Whole blood stability
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Validation Report

Matrix

Quantification

No. Method Species | (anticoagulant) | Analyte(s) Range LLOQ Validation Parameters
TTRO02-NCD14- Atto-Probe with Rat Plasma ALN-18328 1.00 to 1 ng/mL Not validated
HPLC/Fluorescence K:EDTA 8002ng/mL
001 (TK memo) “etootion (KEDTA) g
Liver ALN-18328 10.0 to 80002 10 ng/g Not validated
ng/g
LC-MS/MS Rat Plasma DLin-MC3-DMA | 2.00 to 10002 2 ng/mL Not validated
(K.EDTA) ng/mL
PEG2000-C-DMG 10.0t0 62508 | 10 ng/mL Not validated
ng/mL
TSLS10-135 LC-MS/MS Rat Plasma ALN-18328 25.0to 5000 | 25.0 ng/mL QC Levels (ng/mL):
(K:EDTA) ng/mL. 25.0 (LLOQ), 75.0 (Low), 800 (Med),
4000 (High)
Intra-day accuracy and precision:
Low, Med, High QC: -9.9 to 13.3%
difference; 1.2 to 7.4% CV
Inter-day accuracy and precision:
Low, Med, High QC: 0.0 to 8.3%
difference; 5.6 to 8.8% CV
Stability:
Freeze/thaw: 4 cycles
Long-term storage (-70°C): 196 days for
ALN-18328 in rat plasma
Additional parameters evaluated:
Selectivity, Carryover, Interference,
Recovery, Reinjection reproducibility,
Dilution linearity, Solution stability,
Matrix stability
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Validation Report
No.

Method

Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
Range

LLOQ

Validation Parameters

TSLS10-039

LC-MS/MS

Rat

Plasma
(K:EDTA)

DLin-MC3-DMA

0.100 to 100
ng/mL

0.100
ng/mL

QC Levels (ng/mL):

0.100 (LLOQ), 0.300 (Low), 10.0 (Med),
80.0 (High)

Intra-day accuracy and precision:

Low, Med, High QC: -2.1 to 8.8%
difference; 1.9 to 12.1% CV

Inter-day accuracy and precision:;

Low, Med, High QC: 2.0 to 7.1%
difference; 0.0% to 4.1% CV

Stability:
Freeze/thaw: 4 cycles

Long-term storage (-70°C): 103 days for
DLin-MC3-DMA in rat plasma

Additional parameters evaluated:

Selectivity, Specificity, Carryover,
Recovery, Reinjection reproducibility,
Dilution linearity, Solution stability,
Matrix stability
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Validation Report
No.

Method

Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
Range

LLOQ

Validation Parameters

TSLS10-047

LC-MS/MS

Rat

Plasma
(K:EDTA)

PEG2000-C-DMG

5.00 to 5000
ng/mL

5.00 ng/mL

QC Levels (ng/mL):

5.00 (LLOQ), 15.0 (Low), 500 (Med),
4,000 (High)

Intra-day accuracy and precision:

Low, Med, High QC: -3.3 t0 10.6 %
difference; 1.6 to0 6.7% CV

Inter-day accuracy and precision:
Low, Med, High QC: -0.7 to 5.4%
difference; 2.9 t0 5.2% CV
Stability:
Freeze/thaw: 4 cycles

Long-term storage (-70°C): 161 days for
PEG2000-C-DMG in rat plasma

Additional parameters evaluated:

Selectivity, Specificity, Carryover,
Recovery, Reinjection reproducibility,
Dilution linearity, Solution stability,
Matrix stability, Extract stability, Whole
blood stability

B1011030

ELISA

Rat

Serum

ADA

NA

NA

Not validated

BA15005

ELISA

Rat

Serum

ADA

CF=0.138
CCP =53.7%
signal inhibition
(A450 nm)

NA

Not validated

503491 (Appendix
16)

ELISA

Rat

Serum

ADA

NA

NA

Not validated
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Validation Report Matrix Quantification
No. Method Species | (anticoagulant) | Analyte(s) Range LLOQ Validation Parameters

I 251821 ELISA Rat Serum ADA CF=0.138 NA PC Levels (ng/mL):

= 9
Sf;ﬁ; — oS 750 (LLOQ), 1000 (Low), 5000 (Mid),
20000 (High)

(A450 nm)
Intra-day precision:

Low low, Low, Mid, High PC: 1.0 to
23.2% CV

Inter-day precision:

Low low, Low, Mid, High PC: 20.1 to
27.3% CV

Stability:

Freeze/thaw: 8 cycles
Long-term storage (-80°C): 277 days
Sensitivity:

1000 ng/mL
Additional parameters evaluated:

Selectivity, Specificity, Drug Tolerance,
Prozone, Benchtop and Room
Temperature stability, and Precision of
Titers
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Validation Report
No.

Method

Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
Range

LLOQ

Validation Parameters

TSLS15-159

LC/MS-HRAM

Rat

Plasma
(K:EDTA)

AD-18534

40.0 to 4000
ng/mL

40.0 ng/mL

QC Levels (ng/mL):

40.0 (LLOQ), 120 (Low), 1600 (Med),
3200 (High)

Intra-day accuracy and precision:

Low, Med, High QC: -10.8 t0 9.1%
difference; 2.2 to 7.0% CV

Inter-day accuracy and precision:
Low, Med, High QC: -5.0 t0 4.1%
difference; 0.0% to 5.0% CV
Stability:
Freeze/thaw: 4 cycles

Long-term storage (-70°C): 273 days for
AD-18534 in rat plasma

Additional parameters evaluated:

Selectivity, Carryover, Recovery,
Reinjection reproducibility, LLOQ
reproducibility, Dilution linearity,
Solution stability, Matrix stability,
Whole blood stability
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Validation Report

Matrix

Quantification

No. Method Species | (anticoagulant) | Analyte(s) Range LLOQ Validation Parameters
BA13011 Atto-Probe with Rat Fetus ALN-18328 20 to 10,000 20 ng/g Not validated
HPLC/Fluorescence ng/g (Run 1)
detection 40 nglg
(Run 2)
AD-18534 10 to 6000 ng/g 10 ng/g Not validated
LC-MS/MS DLin-MC3-DMA | 4.5t0 9000 ng/g | 4.5 ng/g Not validated
PEG2000-C-DMG 45 to 45,000 45 nglg Not validated
ng/g
BA13002 Atto-Probe with Rat Plasma AD-18534 1to 600 ng/mL | 1ng/mL Not validated
HPLC/Fluorescence (K:EDTA)
detection
BA13001 LC-MS/MS Rat Plasma DLin-MC3-DMA |2 to 1000 ng/mL | 2 ng/mL Not validated
(KEDTA) PEG2000-C-DMG | 5to 5000 ng/mL | 5 ng/mL Not validated
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Validation Report Matrix Quantification
No. Method Species | (anticoagulant) |Analyte(s) Range LLOQ Validation Parameters
BA16021 Atto-Probe with Rat |Plasma (K:EDTA) ALN-18328 210 1000 ng/mL | 2 ng/mL Not validated
HPLC/Fluorescence . -
detection Liver, fetus 20.0 to 10,000 20 ng/g Not validated
ng/g
Placenta 40.0 to 20,000 40 nglg Not validated
ng/g
Plasma (K:EDTA) AD-18534 0.2 to 1000 0.5 ng/mL Not validated
ng/mL
Liver, fetus 2 to 10,000 ng/g 5ngl/g Not validated
(liver)
2 nglg
(fetus)
Placenta 4.0 to 20,000 4 nglg Not validated
ng/g
LC-MS/MS Plasma (K:EDTA) | DLin-MC3-DMA 0.5 to 1000 0.5 ng/mL Not validated
ng/mL
Liver, fetus, 4 to 8000 ng/g 4 nglg Not validated-
placenta
Plasma (K;EDTA) | PEG2000-C-DMG |5 to 7000 ng/mL | 5 ng/mL Not validated
Liver, placenta, 40 to 56,000 40 nglg Not validated
fetus ng/g (liver,
placenta)
4 nglg
(fetus)
BA17004 RT-gPCR Rat Milk AD-18328 0.0034 or 0.0172| 0.0034 or Not Validated
to 10.7 or 53.7 0.0172
ng/mL ng/mL
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Validation Report Matrix Quantification
No. Method Species | (anticoagulant) |Analyte(s) Range LLOQ Validation Parameters
8346955 LC/MS-HRAM Rat Milk AD-18534 400 to 40000 | 400 ng/mL Not validated
ng/mL
TSLS15-253 LC-MS/MS Rat Milk PEG2000-C-DMG | 10.0t0 10,000 |10.0 ng/mL QC Levels (ng/mL):
ng/mL. 10.0 (LLOQ), 30.0/350 (Low),
4000 (Med), 8000 (High)
Intra-day accuracy and precision:
Low, Med, High QC: -14.0 to 1.4%
difference; 1.2 to 14.0% CV
Stability:
Freeze/thaw: 4 cycles
Long-term storage (-70°C): 319 days for
PEG2000-C-DMG in rat milk
Additional parameters evaluated:
Selectivity, Carryover, Recovery,
Reinjection reproducibility, Dilution
linearity, Solution stability, Matrix
stability
319N-1201 Atto-Probe with Rat Plasma, Plasma ALN-18328 3to 600 ng/me 3 ng/me Not validated
HPLC/Fluorescence Ultrafiltrate,
detection Liver
Kidney, spleen 10 to 600 10 ng/mLC¢ Not validated
ng/mLC
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Validation Report Method Species | Matrix Analyte(s) Quantification |LLOQ Validation Parameters
No. (anticoagulant) Range
BA16014 Atto-Probe with Rabbit Plasma ALN-18328 4t0 1000 ng/mL | 4 ng/mL Not validated
HPLC/Fluorescence (K:EDTA)
detection Liver, fetus 20 to 10,000 20 ng/g Not validated
ng/g
Spleen, kidney, 40 to 20,000 40 nglg Not validated
placenta ng/g
LC-MS/MS Plasma DLin-MC3-DMA 0.5 to 1000 0.5 ng/mL Not validated
(K:ETDA) ng/mL
Liver, spleen, 4.0t0 8000 ng/g| 4ng/g Not validated
kidney, placenta,
and fetus
Plasma PEG2000-C-DMG |5 to 7000 ng/mL | 5 ng/mL Not validated
(K:EDTA)
Liver and kidney 40 to 56,000 40 nglg Not validated
ng/g
Placenta and fetus 40 to 40,000 40 nglg Not validated
ng/g
Spleen 80 to 56,000 80 ng/g Not validated
ng/g
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Validation Report
No.

Method

Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
Range

LLOQ

Validation Parameters

TSLS15-065

LC/MS-HRAM

Rabbit

Plasma
(K:EDTA)

ALN-18328

20.0 to 2000
ng/mL

20.0 ng/mL

QC Levels (ng/mL):

20.0 (LLOQ), 60.0 (Low), 800 (Med),
1600 (High)

Intra-day accuracy and precision:

Low, Med, High QC: -14.3 to 10.6%
difference; 1.2 to 7.5% CV

Inter-day accuracy and precision:
Low, Med, High QC: -4.8 t0 8.1%
difference; 2.1 to 8.6% CV
Stability:
Freeze/thaw: 4 cycles

Long-term storage (-70°C): 128 days
for ALN-18328 in rabbit plasma

Additional parameters evaluated:

Selectivity, Carryover, Recovery,
Reinjection reproducibility, Dilution
linearity, Solution stability, Matrix
stability, Extract stability, Whole blood
stability
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Validation Report No.

Method

Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
Range

LLOQ

Validation Parameters

TSLS15-067

LC-MS/MS

Rabbit

Plasma
(K:EDTA)

DLin-MC3-DMA

0.100 to 100
ng/mL

0.100
ng/mL

QC Levels (ng/mL):

0.100 (LLOQ), 0.300 (Low), 10.0/40.0
(Med), 80.0 (High)

Intra-day accuracy and precision:

Low, Med, High QC: -6.3 to 6.8%
difference; 0.7 to 7.6% CV

Inter-day accuracy and precision:
Low, Med, High QC: -3.7 to 2.3%
difference; 2.2 to 4.3% CV
Stability:
Freeze/thaw: 6 cycles

Long-term storage (-70°C): 259 days
for DLin-MC3-DMA in rabbit plasma

Additional parameters evaluated:

Selectivity, Carryover, Interference,
Recovery, Reinjection reproducibility,
Dilution linearity, Solution stability,
Matrix stability, Extract stability,
Whole blood stability
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Validation Report No.| Method Species Matrix Analyte(s) Quantification |LLOQ Validation Parameters
(anticoagulant) Range
TSLS15-068 LC-MS/MS Rabbit Plasma PEG2000-C-DMG 10.0 to 10,000 10.0 QC Levels (ng/mL):
(K:EDTA) ng/mL ng/mL

10.0 (LLOQ), 30.0/350 (Low),
4000 (Med), 8000 (High)

Intra-day accuracy and precision:

Low, Med, High QC: -12.3t0 8.8 %
difference; 0.8 to 10.8% CV

Inter-day accuracy and precision:;
Low, Med, High QC: -5.1 to 5.9%
difference; 2.6 to 8.3% CV
Stability:
Freeze/thaw: 7 cycles

Long-term storage (-70°C): 275 days
for PEG2000-C-DMG in rabbit plasma

Additional parameters evaluated:

Selectivity, Carryover, Interference,
Recovery, Reinjection reproducibility,
Dilution linearity, Solution stability,
Matrix stability, Extract stability,
Whole blood stability
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(anticoagulant)

Analyte(s)

Quantification
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LLOQ

Validation Parameters

TSLS10-136

LC-MS/MS

Monkey

Plasma
(K:EDTA)

ALN-18328

25.0 to 5000
ng/mL

25.0
ng/mL

QC Levels (ng/mL):

25.0 (LLOQ), 75.0 (Low), 800 (Med),
4000 (High)

Intra-day accuracy and precision:

Low, Med, High QC: 3.5 to 11.6%
difference; 2.1 t0 8.7% CV

Inter-day accuracy and precision:

Low, Med, High QC: 6.8 to 7.6%
difference; 0.0 to 3.6% CV

Stability:
Freeze/thaw: 4 cycles

Long-term storage (-70°C): 168 days
for ALN-18328 in monkey plasma

Additional parameters evaluated:

Selectivity, Carryover, Interference,
Recovery, Reinjection reproducibility,
Dilution linearity, Solution stability,
Matrix stability

TSLD15-087

LC-MS/MS

Monkey

Plasma
Ultrafiltrate
(K:EDTA)

ALN-18328

25.0 to 5000
ng/mL

25.0
ng/mL

Not validated

TSLD15-087

LC-MS/MS

Monkey

Urine

ALN-18328

25.0 to 5000
ng/mL

25.0
ng/mL

Not validated
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Validation Report No.| Method Species Matrix Analyte(s) Quantification |LLOQ Validation Parameters
(anticoagulant) Range
TSLS10-040 LC-MS/MS Monkey Plasma DLin-MC3-DMA 0.100 to 100 0.100 QC levels (ng/mL):
(K:EDTA) ng/mL ng/mL

0.100 (LLOQ), 0.300 (Low),
10.0 (Med), 80.0 (High)

Intra-day accuracy and precision:

Low, Med, High QC: -6.9 t0 6.7%
difference; 0.9 to 4.4% CV

Inter-day accuracy and precision:

Low, Med, High QC: -2.3t0 1.7%
difference; 3.5 to 4.4%
Stability:

Freeze/thaw: 4 cycles
Long-term storage (-70°C): 111 days

for DLin-MC3-DMA in monkey
plasma

Additional Parameters assessed:

Selectivity, Carryover, Interference,
Recovery, Reinjection reproducibility,
Dilution linearity, Solution stability,
Matrix stability

TSLD15-087 LC-MS/MS Monkey Urine DLin-MC3-DMA 0.100 to 100 0.100 Not validated
ng/mL ng/mL
TSLD15-087 LC-MS/MS Monkey Feces DLin-MC3-DMA 0.100 to 100 0.100 Not validated
ng/mL ng/mL
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Validation Report No.| Method Species Matrix Analyte(s) Quantification |LLOQ Validation Parameters
(anticoagulant) Range
TSLS10-048 LC-MS/MS Monkey Plasma PEG2000-C-DMG 5.00 to 5000 5.00 QC Levels (ng/mL):
(K:EDTA) ng/mL ng/mL

5.00 (LLOQ), 15.0 (Low), 500 (Med),
4000 (High)

Intra-day accuracy and precision:

Low, Med, High QC: -8.0 to 7.2%
difference; 1.2 t0 6.1% CV

Inter-day accuracy and precision:
Low, Med, High QC: -4.0 to 1.0%
difference; 5.2% to 9.4% CV
Stability:
Freeze/thaw: 4 cycles

Long-term storage (-70°C): 647 days
for PEG2000-C-DMG in monkey plasma

Additional parameters evaluated:

Selectivity, Specificity, Carryover,
Reinjection reproducibility, Recovery,
Dilution linearity, Solution stability,
Matrix stability, Extract stability,
Whole blood stability.

TSLD15-087 LC-MS/MS Monkey Urine PEG2000-C-DMG 5.00 to 5000 5.00 Not validated
ng/mL ng/mL
TSLD15-087 LC-MS/MS Monkey Feces PEG2000-C-DMG 5.00 to 5000 5.00 Not validated
ng/mL ng/mL
TSLD15-087 LC-MS/MS Monkey Urine 4-(dimethylamino) 0.916 to 915 0.916 Not validated
butyric acid ng/mL ng/mL
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Validation Report No.

Method

Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
Range

LLOQ

Validation Parameters

BA09001

Hybridization ELISA

Monkey

Plasma
(K:EDTA)

ALN-18328

8 to 100 ng/mL

8 ng/mL

Not validated

504210 (Appendix 21)

ELISA

Monkey

Serum

ADA

NA

NA

Not validated

Il 251818

ELISA

Monkey

Serum

ADA

CF=0.177
CCP =45.2%
signal inhibition
(A450 nm)

NA

PC Levels (ng/mL):

100 (LLOQ), 150 (Low), 500 (Mid),
1000 (High)

Intra-day precision:

Low low, Low, Mid, High PC: 1.4 to
37.3% CV

Inter-day precision:

Low low, Low, Mid, High PC: 21.1 to
32.2% CV

Stability:

Freeze/thaw: 6 cycles
Long-term storage (-80°C): 345 days
Sensitivity:

150 ng/mL
Additional parameters evaluated:

Selectivity, Specificity, Drug
Tolerance, Prozone, and Precision of
Titers
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Validation Report No.| Method Species Matrix Analyte(s) Quantification |LLOQ Validation Parameters
(anticoagulant) Range
- 302417 ELISA Monkey Serum TTR Protein 1.13t069.44 1.13 QC Levels (ng/mL):1.13 (LLOQ), 3.00
ng/mL ng/mL (QC1), 11.00 (QC2), 28.00 (QC3),
69.44 (ULOQ)

Intra-day accuracy and precision:
83.2 to 118.3% theoretical
0.31t016.8% CV
Inter-day accuracy and precision:
94.6 to 104.9% theoretical
8.21017.7% CV
Stability:
Freeze/thaw: 4 cycles at -80°
Long-term (-80°C): 126 days
Additional Parameters assessed:

Selectivity, Specificity, Recovery,

Dilution linearity, Matrix stability,

Parallelism, Prozone effect, Drug
Interference
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Validation Report No.

Method

Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
Range

LLOQ

Validation Parameters

[ 302834

ELISA

Monkey

Serum

TTR Protein

1.19 to 38.00
ng/mL

1.19
ng/mL

QC Levels (ng/mL):1.19 (LLOQ), 3.42
(QC1), 11.40 (QC2), 22.80 (QC3),
38.00 (ULOQ)

Intra-day accuracy and precision:
77.6 to 115.7% theoretical
0.0 t0 16.0% CV
Inter-day accuracy and precision;
95.7 to 103.1% theoretical
4.1t010.8% CV
Stability:
Freeze/thaw: 4 cycles at -80°C
Long-term (-80°C): 126 days
Additional Parameters assessed:

Selectivity, Specificity, Dilution
linearity, Matrix stability, Parallelism,
Prozone effect, Drug Interference
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Validation Report No.
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Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
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LLOQ

Validation Parameters

B 30257

ELISA

Monkey

Plasma (K or K3
EDTA)

Complement C3a

32.06 to 2052.00
pg/mL

32.06
pg/mL

QC Levels (pg/mL): 32.06 (LLOQ),
75.00 (QC1), 500.00 (QC2), 1500.00
(QC3), 2052.00 (ULOQ)

Intra-day accuracy and precision:
64.8 to 133.0% theoretical
2.41023.4% CV
Inter-day accuracy and precision:
82.4 t0 97.3% theoretical
2.910 26.4% CV
Stability:
Freeze/thaw:

With Futhan: 4 cycles at -80°C
Without Futhan: 3 cycles at -80°C
Long-term (-80°C):

With Futhan: 201 days
Without Futhan: 205 days
Additional Parameters assessed:

Selectivity, Specificity, Matrix
stability, Parallelism, Prozone effect,
Comparison between K:EDTA and K
EDTA
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Validation Report No.| Method Species Matrix Analyte(s) Quantification |LLOQ Validation Parameters
(anticoagulant) Range
Bl 27873 ELISA Monkey | Plasma (EDTA) | ComplementBb | 50.03to 745.00 | 50.03 QC Levels (ng/mL):50.03 (LLOQ),
fragment ng/mL ng/mL 96.30 (QC1), 212.17 (QC2), 337.58

(QC3), 745.00 (ULOQ)
Intra-day accuracy and precision:
83.2 to 109.8% theoretical
0.4 t0 12.6% CV
Inter-day accuracy and precision:
90.8 to 101.5% theoretical
6.8 t0 8.6% CV
Stability:
Freeze/thaw: 5 cycles at -80°C
Long-term (-80°C): 89 days
Additional Parameters assessed:

Selectivity, Specificity, Dilution
linearity, Matrix stability, Parallelism,

- 30250 Multiplex Luminex Monkey Plasma Cytokines (IL-1p, Varies Varies Parameters Evaluated:
IL-1RA, IL-2, IL-4, Precision and Accuracy, Selectivity,

IL-5, IL-6, IL-8, Linearity of Dilution, Matrix stability,

IL-10, IL-13, Parallelism, Prozone effect
1L-12/23, I1L-17,

G-CSF,

GM-CSF, IFN-y,

and TNF-a)
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Validation Report No.| Method Species Matrix Analyte(s) Quantification |LLOQ Validation Parameters
(anticoagulant) Range
Bl 27512 ELISA Monkey Serum Cytokine IFN-o. | 12.50t0 800.00 | 12.50 QC Levels (pg/mL):12.50 (LLOQ),
pg/mL pg/mL 30.00 (QC1), 120.00 (QC2), 300.00

(QC3), 800.00 (ULOQ)
Intra-day accuracy and precision:
78.0 to 117.0% theoretical
0.2 t0 30.4% CV
Inter-day accuracy and precision:
86.8 to 114.0% theoretical
5.1t022.8% CV
Stability:
Freeze/thaw: 4 cycles at -80°C
Long-term (-80°C): 184 days
Additional Parameters assessed:

Selectivity, Linearity of Dilution,
Matrix stability, Parallelism, Prozone
effect, Cross-reactivity
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Validation Report No.| Method Species Matrix Analyte(s) Quantification |LLOQ Validation Parameters
(anticoagulant) Range
I 30196 ELISA Monkey Serum CRP 2.34 10 200.00 2.34 QC Levels (ng/mL): 2.34 (LLOQ),
ng/mL ng/mL 6.00 (QC1), 30.00 (QC2), 120.00

(QC3), 200.00 (ULOQ)
Intra-day accuracy and precision:
78.8 to 107.9% theoretical
0.3t024.4% CV
Inter-day accuracy and precision:
89.6 to 98.1% theoretical
4.7 t0 10.5% CV
Stability:
Freeze/thaw: 4 cycles at -80°C
Long-term (-80°C): 102 days
Additional Parameters assessed:

Selectivity, Specificity, Linearity of
Dilution, Matrix stability, Parallelism,
Prozone effect
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Validation Report No.

Method

Species

Matrix
(anticoagulant)

Analyte(s)

Quantification
Range

LLOQ

Validation Parameters

TSLS11-042
(High Range)

LC-MS/MS

Monkey

Plasma
(K:EDTA)

DLin-MC3-DMA

50.0 to 50,000
ng/mL

50.0
ng/mL

QC levels (ng/mL):

50.0 (LLOQ), 150 (Low),
1700 (Low-Med), 20,000 (Med),
40,000 (High)

Intra-day accuracy and precision:

Low, Low-Med, Med, High QC: -7.3 to
11.5% difference; 1.2 to 8.2% CV

Inter-day accuracy and precision:

Low, Med, High QC: -2.7 to 6.3%
difference; 0.0 to 4.2% CV

Stability:
Freeze/thaw: 4 cycles

Long-term storage (-70°C): 405 days
for DLin-MC3-DMA in monkey
plasma

Additional Parameters assessed:

Selectivity, Specificity, Carryover,
Reinjection reproducibility, LLOQ
reproducibility, Recovery, Dilution
linearity, Solution stability, Matrix
stability, Extract stability, Whole blood
stability
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Validation Report No.| Method Species Matrix Analyte(s) Quantification |LLOQ Validation Parameters
(anticoagulant) Range
BA11013 PNA-Probe with Rat Spleen ALN-18328 10 to 400 ng/g 10 ng/g Not validated
HPLC/Fluorescence and
detection 400 to 10,000
ng/g
Liver 20 to 400 ng/g 20 ng/g Not validated
and
400 to 20,000
ng/g
TSLDR10-062A LC-MS/MS Rat Liver DLin-MC3-DMA 0.100 to 100 0.100 Not validated
d d
Spleen ng/mL ng/mL. Not validated
Liver PEG2000-C-DMG 5.00 to 5000 5.0 Not validated
d d
Spleen ng/mL ng/mL. Not validated
BA11014 PNA-Probe with Monkey Liver ALN-18328 40 to 4000 ng/g | 40 ng/g Not validated
HPLC/ Fluorescence
detection
TSLD10-063A LC-MS/MS Monkey Liver DLin-MC3-DMA 0.100 to 100 0.100 Not validated
ng/mL® ng/mLé
PEG2000-C-DMG 5.00 to 5000 5.00 Not validated
ng/mLé ng/mLé
Abbreviations: ADA=anti-drug  antibody; CCP=confirmatory cut-point; CF= correction factor; CRO=contract research organization; CV=coefficient of variance;

EDTA=ethylenediaminetetraacetic acid; ELISA= enzyme-linked immunosorbent assay; HPLC=high performance liquid chromatograph; LC/MS-HRAM=Iliquid chromatography mass
spectrometry high resolution accurate mass; LC-MS/MS=liquid chromatography tandem mass spectrometry; LLOQ=Ilower limit of quantification; Med=medium; NA=not applicable; PNA=peptide
nucleic acid; QC=quality control: TK=toxicokinetic(s); TTR=transthyretin; ULOQ=upper limit of quantification.

a ULOQ information not available in the final report. Indicated value retrieved and verified against the raw data.

b Tissue dilution factor applied to convert to ng/g was ~11.

¢ Tissue dilution factor applied to convert to ng/g was ~21.

d Tissue dilution factor applied to convert to ng/g was 10, as confirmed by the sample analysis CRO.

e Tissue dilution factor applied to convert to ng/g was 35, as confirmed by the sample analysis CRO.
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% 2.6.5.3.A A Single Dose Intravenous Toxicity Study of Patisiran (ALN-18328) in Cynomolgus Monkeys

Study Title: An Acute Intravenous Injection Toxicity Study of ALN-18328 (With a 14-day Observation | Test Article: Patisiran (ALN-18328)

Period) in the Cynomolgus Monkey

Study No. TTR-NCDO09-004

Species/Strain:

Cynomolgus Monkey (Macaca fascicularis)

Sex (M/F)/Number of animals:

M/3; F/3 M/2; F/1 M/1; F/2 M/3; F/3

Feeding condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

predose, 0.25, 0.5, 1, 2, 4, and 6 h postdose

Method of Administration:

Single 1V Bolus (ALN-18328)

Dose (mg/kg): 0 (vehicle) 10 30 100
Sample/Assay: Plasma/nuclease-dependent ELISA/hybridization assay
Analyte: ALN-18328

PK Parameters:

Toxicokinetic parameters could not be determined because the plasma concentrations of ALN-18328 after a
single IV bolus administration to monkeys were below the LLOQ of the assay (8 ng/mL)

Additional Information:

Absence of detectable ALN-18328 may be due to free ALN-18328 (not in LNP formulation) being rapidly
metabolized in monkey plasma.

Abbreviations: ELISA=enzyme-linked immunosorbent assay; F=female; 1\VV=intravenous; LNP=lipid nanoparticle; LLOQ=lower limit of quantification; M=male; PK=pharmacokinetic(s);

USP=United States Pharmacopeia.
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ik 2.6.5.3.B A Single Intravenous Pharmacokinetic Study in Sprague Dawley Rats

Study Title: The Pharmacokinetics of ALN-TTRO02 in Male and Female Sprague Dawley Rats After a

Single 1V Bolus Administration

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-006

Species/Strain:

Sprague Dawley Rats

Method of Administration:

1V Bolus (Patisiran-LNP)

Dose (mg/kg): 0.03 0.3 1.0 0.03 0.3 1.0
Sex (M/F)/Number of animals: F/20 F/20 F/20 M/20 M/20 M/20
Feeding conditions: Fed

Vehicle formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints:

Blood samples (2 rats/sex/time point) were collected at 0.083, 0.25, 0.5, 1, 2, 4, 8, 24, 48, 96, 168, 240, 336, 504, 672,
and 1440 hours postdose.

Analyte: ALN-18328
Apparent tizp (h) 0.23 NR 0.44 0.28 0.29 NR
tmax (h) 0.083 0.083 0.083 0.083 0.083 0.083
Crnax (ng/mL) 0.595 7.73 25.1 0.587 7.07 26.7
AUCo. (pgeh/mL) 0.294 4.06 13.8 0.212 3.36 12.7
AUCq.. (pgeh/mL) 0.308 NR 13.8 0.298 3.40 NR
CL (mL/h/kg) 97.3 NR 72.3 101 88.2 NR
Vs (ML/Kg) 328 NR 31.2 39.8 275 NR
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% 2.6.5.3.B A Single Intravenous Pharmacokinetic Study in Sprague Dawley Rats (%t &)

Study Title: The Pharmacokinetics of ALN-TTRO02 in Male and Female Sprague Dawley Rats After a

Single 1V Bolus Administration

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-006

Dose (mg/kg): 0.03 0.3 1.0 0.03 0.3 1.0

Sex (M/F)/Number of animals: F/20 F/20 F/20 M/20 M/20 M/20

Analyte: DLin-MC3-DMA

Apparent ti2p(h) 177 184 288 82.3 200 246

tmax () 0.083 0.083 0.083 0.083 0.083 0.083

Crnax (1g/mL) 3.55 43.2 141 3.72 40.9 151

AUCo. (ugeh/mL) 6.23 70.3 218 5.97 67.7 227

AUCO-o (pgeh/mL) 6.26 70.5 221 6.01 67.9 228

CL (mL/h/kg) 32.0 28.8 30.6 333 29.9 29.6

Vs (ML/KQ) 4040 4760 5970 2130 3850 3795
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% 2.6.5.3.B A Single Intravenous Pharmacokinetic Study in Sprague Dawley Rats (%t &)

Study Title: The Pharmacokinetics of ALN-TTRO02 in Male and Female Sprague Dawley Rats After a Single | Test Article: Patisiran-LNP
IV Bolus Administration Study No. TTR02-NCD10-006
Dose (mg/kg): 1.0 1.0

Sex (M/F)/Number of animals: F/20 M/20

Analyte: PEG2000-C-DMG

Apparent typ(h) 21.3 NR

tmax (D) 0.083 0.083

Cinax (ng/mL) 15.1 16.5

AUCo. (ugeh/mL) 20.6 235

AUCO-o (pgeh/mL) 20.8 NR

CL (mL/h/kg) 36.5 NR

Vs (ML/Kkg) 304 NR

Abbreviations: AUCo-~=area under the concentration-time curve from time zero to infinity AUCo.t=area under the concentration-time curve from time zero to the last measurable concentration;
CL-=total body clearance from plasma; Cmax=maximum (peak) drug concentration; F=female; IV=intravenous; LNP=lipid nanoparticle; M=male; PEG=polyethylene glycol; MRT=mean residence
time; NR=not reportable; PK=pharmacokinetic(s); tiz=elimination half-life; siRNA=small interfering ribonucleic acid; tmax=time to reach maximum (peak) concentration following drug
administration; USP=United States Pharmacopeia; Vss=volume of distribution at steady state.

Additional Information: There were no apparent sex differences in the plasma pharmacokinetics of ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG after a single IV bolus administration of
patisiran-LNP to rats at doses of 0.03, 0.3, and 1 mg/kg. The concentration-time profiles of ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG declined rapidly after peaking at 0.083 hours
postdose. The ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG Cmaxand AUCo-t or AUCo-» values increased in an approximately dose proportional manner over the dose range tested. The CL
values of ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG were less than the rat’s glomerular filtration rate suggesting that renal CL is probably not the major elimination pathway for
ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG. The apparent elimination tizgvalues for ALN-18328 were 0.23 to 0.44 hours with MRT values of 0.19 to 0.42 hours. The apparent
elimination tizpvalues for DLin-MC3-DMA were ~3.4 to 12 days with MRT values of ~ 2.5 to 7.2 days. The apparent elimination tizs value for PEG2000-C-DMG in females was ~ 0.9 days with an
MRT value of 7.01 hours. ALN-18328 Vs values were less than the blood volume in the rat, suggesting that ALN-18328 distribution was similar to rat blood volume after IV bolus administration.
DLin-MC3-DMA Vs values were 39.3 to 110-fold the blood volume in the rat, suggesting that DLin-MC3-DMA is highly distributed after IV bolus administration. PEGz000-C-DMG Vs value in
females was ~5.6-fold the blood volume in the rat, suggesting that PEG2000-C-DMG s distributed after IV bolus administration. The percent ratio of free to encapsulated (total) sSiRNA in plasma
was less than 2% (0.81 to 1.50%).
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5 2.6.5.3.C A Single Dose Intravenous PK/PD Study in Cynomolgus Monkeys

Study Title: The Pharmacokinetics and Pharmacodynamics of ALN-TTRO02 After a Single Intravenous

Administration to Cynomolgus Monkeys

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-018

Species/Strain:

Cynomolgus Monkeys

Method of Administration:

IV Infusion over 1 hour (0.03, 0.3, & 1.0 mg/kg) or 15 minutes (0.3 mg/kg) (Patisiran)

Dose (mg/kg): 0.03 (1h) 0.3 (1h) 1.0 (1h) 0.3 (15min) | 0.03 (1h) 0.3 (1h) 1.0 (1h) 0.3 (15 min)
Sex (M/F)/Number of animals: Fl/4 Fl/4 Fl/4 F/4 M/4 M/4 M/4 M/4
Feeding condition: Fasted

Vehicle formulation:

Phosphate buffered saline

PK timepoints:

Blood samples were collected just prior to the end of infusion, and at 0.083, 0.25, 0.5, 1, 2, 4, 8, 12, 24, 48, 96, 120,
168, 216, 240, 288, 336, 360, 432, 504, 600, 672, 840, 1008, 1176, 1344, 1512, 1680, 1848, 2016, 2184, 2352, 2520,
2688, 2856, 3024, 3192, 3360, 3528, 3696, 3864, 4032, 4200, and 4368 hours (Day 183) postdose.

Sample/Assay:

Plasma/LC/MS/MS

Analyte: ALN-18328

Apparent tyzp(h) 10.2 NR 19.1 1.11 3.52 8.44 14.7 3.81

tmax (h) 1.02 1.08 1.08 0.27 1.06 1.04 1.02 0.27
Cinax (ng/mL) 0.203 3.92 18.1 4.16 0.258 3.50 16.5 3.67
AUCo- (ngeh/mL) 0.336 3.95 28.8 2.66 0.292 5.13 19.9 2.74
AUCO0-o0 (pugeh/mL) 0.754 NR 36.6 1.59 0.402 6.68 20.7 3.40

CL (mL/h/kg) 135 NR 29.8 189 164 46.3 49.5 114

Vs (ML/Kg) 409 NR 264 123 278 447 328 328

60
Confidential Alnylam Japan




N

hBEABRBER
T RUDL

6.5 &

AT

% 2.6.5.3.C A Single Dose Intravenous PK/PD Study in Cynomolgus Monkeys (&)

Study Title: The Pharmacokinetics and Pharmacodynamics of ALN-TTRO02 After a Single Intravenous

Administration to Cynomolgus Monkeys

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-018

Dose (mg/kg): 003@h) | ozan | 10an O;ﬁigf’ 003(h) | 03(h) | 1o@h | 0.3(15min)
Sex (M/F)/Number of animals: F/4 F/4 F/4 Fl/4 M/4 M/4 M/4 M/4
Analyte: DLin-MC3-DMA
Apparent typ(h) 428 441 766 542 508 780 550 610
tmax (h) 1.02 1.08 1.06 0.292 1.08 1.08 1.17 0.312
Crnax (ng/mL) 1.82 315 136 28.5 2.02 27.4 122 25.3
AUCo- (ugeh/mL) 50.7 726 1550 623 63.0 643 1850 669
AUCO0- (pgeh/mL) 50.7 127 1560 625 63.1 645 1860 674
CL (mL/h/kg) 4.04 2.92 4.49 3.32 3.19 3.24 3.83 3.06
Vs (ML/KQ) 1460 1510 2190 1810 1310 1550 2090 1830
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% 2.6.5.3.C A Single Dose Intravenous PK/PD Study in Cynomolgus Monkeys (&)

Study Title: The Pharmacokinetics and Pharmacodynamics of ALN-TTRO02 After a Single Intravenous Test Article: Patisiran-LNP
Administration to Cynomolgus Monkeys Study No. TTR02-NCD10-018
Dose (mg/kg): 1.0 (1h) 1.0 (1h)
Sex (M/F)/Number of animals: Fl/4 M/4
Analyte: PEG2000-C-DMG

Apparent typ(h) 162 160
tmax (D) 1.02 1.04
Cinax (ng/mL) 18.2 16.8
AUCo. (ugeh/mL) 220 225
AUCO-o (pgeh/mL) 221 226
CL (mL/h/kg) 3.49 3.48
Vs (ML/Kkg) 128 141

Abbreviations: AUCo-»=area under the concentration-time curve from time zero to infinity; AUCo-+=area under the concentration-time curve from time zero to the last measurable concentration;
CL-=total body clearance from plasma; Cmax=maximum (peak) drug concentration; F=female; I\VV=intravenous; LNP=lipid nanoparticle; M=male; MRT=mean residence time; NR=not reportable;
siRNA= small interfering ribonucleic acid; tiz=elimination half-life; tmax=time to reach maximum (peak) concentration following drug administration; USP=United States Pharmacopeia;
Vs=volume of distribution at steady state.

Additional Information: There were no apparent sex differences in the plasma pharmacokinetics of ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG after a single 1-hour IV infusion
administration of patisiran-LNP to monkeys at nominal doses of 0.03, 0.3, and 1 mg/kg or a 15-minute 1V infusion at a nominal dose of 0.3 mg/kg. The plasma concentration-time profiles of
ALN-18328, DLin-MC3-DMA, and PEGz000-C-DMG declined after peaking at the end of infusion or shortly after the end of infusion. The plasma ALN-18328, DLin-MC3-DMA, and
PEG2000-C-DMG Cmax and AUCo-t or AUCo-» values increased in an approximately dose proportional manner over the dose range tested. The CL values for ALN-18328, DLin-MC3-DMA, and
PEG2000-C-DMG were less than the monkey’s glomerular filtration rate suggesting that renal clearance is not the major elimination pathway for patisiran-LNP. The mean (female + male) apparent
elimination t2p values for ALN-18328 were 2.91 to 16.2 hours with MRT values of 1.57 to 5.93 hours. The mean apparent elimination tyzgvalues for DLin-MC3-DMA were ~19.5 to 27.4 days
with MRT values of ~15.9 to 23 days. The mean apparent elimination tizgvalue for PEGz2000-C-DMG was ~6.7 days with a MRT value of ~33.7 hours (~ 1.4 days). ALN-18328 mean Vs values
were approximately 3.6- to 6.1-fold the blood volume in the monkey, suggesting that ALN-18328 is distributed after 1V infusion administration. DLin-MC3-DMA mean Vss values were 19- to
29.3-fold the blood volume in the monkey, suggesting that DLin-MC3-DMA is highly distributed after 1V infusion administration. PEGz000-C-DMG mean Vss was 1.8-fold the blood volume in the
rat, suggesting that PEG2000-C-DMG is distributed after an IV infusion administration. ALN-18328 plasma pharmacokinetic parameter estimates were comparable after administration of
patisiran-LNP at 0.3 mg/kg via a single 15-minute or a 1-hour infusion. The plasma and liver pharmacokinetics of DLin-MC3-DMA after a 15-minute or 1-hour infusion of patisiran-LNP at 0.3
mg/kg were similar. The percent ratio of free to encapsulated (total) SiRNA in plasma was less than 10%.
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Study Title: A Safety Pharmacology Study (with Evaluation of Cardiovascular, Respiratory, and
Central Nervous Systems) of ALN-TTR02 Administered to Cynomolgus Monkeys by Intravenous
Infusion

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-003

Species/Strain:

Cynomolgus Monkeys (Macaca fascicularis)

Sex/Number of animals: M/12 M/3 M/3 M/3 M/3 M/3
(Phase 1: Day | (Phase 2: Day
7) 1)
Feeding condition: Fed

Vehicle/Formulation: Phosphate buffered saline

Method of Administration:
Day 1 (patisiran)

Continuous 1V infusion over a 1-hour period (Phase I: Day 1 (control) and Day 7 (patisiran); Phase Il:

PK timepoints:

Blood samples were taken on Day 1 prior to dosing, 30 minutes into the infusion, and at 75, 90, 120,
135, 150, 180, 300, 540, and 1500 minutes post start of infusion.

Dose (mg/kg): 0 (PBS 01 1 3 (Phase 1: 3 (Phase 2: 6
control) Day 7) Day 1)
Sample (eg, whole blood, plasma, serum): Plasma-Day 1
Assay: LC/MS/MS
Analyte: ALN-18328 DLin-MC3-DMA PEG2000-C-DMG
PK Parameters?: Mean
tmax () 1.25 1.25 1.25
Cinax (ng/mL) 49.9 420.5 60.8
AUCo. (ugeh/mL) 423 2710 506
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Study Title: A Safety Pharmacology Study (with Evaluation of Cardiovascular, Respiratory, and | Test Article: Patisiran-LNP

ﬁ]efrdgriglnNervous Systems) of ALN-TTR02 Administered to Cynomolgus Monkeys by Intravenous Study No. TTR02-NCD10-003

Abbreviations: AUCo-t=area under the concentration-time curve from time zero to the last measurable concentration; Cmax=maximum (peak) drug concentration; IV=intravenous;

LC/MS/MS=liquid chromatography-tandem mass spectrometry; LNP=lipid nanoparticle; M=male; PBS=phosphate buffered saline; PK=pharmacokinetic(s); tmax=time to reach maximum (peak)

concentration following drug administration.

Additional Information: Half-life values were not determined for ALN-18328, DLin-MC3-DMA and PEGz000-C-DMG since the sampling schedule did not capture the elimination phase. AUCo-t

was calculated to the last time point of 25 hours post start of infusion. Following a 1-hour IV infusion of patisiran-LNP at 3 mg/kg to cynomolgus monkeys, plasma levels of ALN-18328,

DLin-MC3-DMA, and PEGzo00-C-DMG declined after peaking at 1.25 hours.

a Concentrations of ALN-18328, DLin-MC3-DMA and PEG2000-C-DMG were lower in Monkey 1005 compared to the other 2 monkeys (Monkey 1004 and Monkey 1006) as it appeared that an
unknown volume of the dose was administered subcutaneously for 1 animal (Monkey 1005). Based on this information, the toxicokinetic data for Monkey 1005 was not included in this report.

64
Confidential Alnylam Japan




N

6.5 EMBEABRBER
RFUSUF RUSL

4 EYEREHER-REKRSERORIN

%= 2.6.5.4.A A Repeat (g2w x4) Intravenous Range-Finding Toxicity Study in C57BL/6 Mice

Study Title: Patisiran-LNP (ALN-TTRO02): A Repeat Intravenous Dose Range-finding

Tolerability and Toxicokinetics Study in C57BL/6 Mice

Test Article: Patisiran-LNP and AF-011-18534

Study No. TTR02-NCD14-003

Species/Strain:

C57BL/6 Mice

Method of Administration and Schedule:

IV Bolus Days 1, 15, 29, and 43

Dose (mg/kg):

0.3 1.0 3.0

10.0

1.0

Sex (M/F)/Number of animals:

M/63 M/63 M/63

M/63

M/63

Test Articles:

Patisiran-LNP

AF-011-18534

Sample:

Plasma

Plasma

Feeding condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

3 male mice/group on Days 1 and 43 (0.083, 0.5, 1, 2, 4, 6, 8, 24, 168, and 336 hours postdose)

Analyte ALN-18328 AD-18534
Time Point: Day 1
tiyzp () NR 1.4 1.3 9.4 5.28
tmax () 0.083 0.083 0.083 0.083 0.083
Crnax (ng/mL) 2.34 9.90 18.1 215 15.0
AUCo. (ug*h/mL) 1.07 5.58 8.67 172 13.0
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% 2.6.5.4.A A Repeat (q2w x4) Intravenous Range-Finding Toxicity Study in C57BL/6 Mice (&)

Study Title: Patisiran-LNP (ALN-TTRO02): A Repeat Intravenous Dose Range-finding

Tolerability and Toxicokinetics Study in C57BL/6 Mice

Test Article: Patisiran-LNP and AF-011-18534

Study No. TTR02-NCD14-003

Time Point: Day 43
tu2p (h) 1.6 1.6 39 4.3 4.12
tmax (h) 0.083 0.083 0.083 0.083 0.083
Cinax (ng/mL) 0.323 10.1 3.05 244 9.76
AUCo. (ugeh/mL) 0.319 4.87 7.21 129 7.03
Dose (mg/kg): 0.3 1.0 3.0 10.0 1.0
patisiran-LNP patisiran-LNP patisiran-LNP patisiran-LNP AF-011-18534
Sex (M/F)/Number of animals: M/63 M/63 M/63 M/63 M/63
Analyte: DLin-MC3-DMA
Time Point: Day 1
tizp (h) 51.0 74.0 66.1 64.0 153.2
tmax (D) 0.083 0.083 0.083 0.083 0.083
Crnax (ng/mL) 16.3 25.5 299 2010 59.0
AUCo.t (ngeh/mL) 41.9 108 428 2695 177
Analyte: DLin-MC3-DMA
Time Point: Day 43
tu2p (h) 208 243 142 76.4 172
tmax (h) 0.50 0.083 0.50 0.083 0.083
Cinax (ng/mL) 7.15 22.6 233 1410 32.7
AUCo. (ugeh/mL) 59.9 184 339 2080 168

Confidential

66

Alnylam Japan




N

6.5 EMBREABRMESR

NFOSUFRYIL

% 2.6.5.4.A A Repeat (q2w x4) Intravenous Range-Finding Toxicity Study in C57BL/6 Mice (&)

Study Title: Patisiran-LNP (ALN-TTRO02): A Repeat Intravenous Dose Range-finding Test Article: Patisiran-LNP and AF-011-18534
Tolerability and Toxicokinetics Study in C57BL/6 Mice Study No. TTR02-NCD14-003
Analyte: PEG2000-C-DMG
Time Point: Day 1
tip (h) 4,58 4.89 5.13 7.92 4.62
tmax () 0.50 0.50 0.083 0.083 0.083
Cnax (ng/mL) 2.31 6.94 295 112 6.28
AUCo. (ugeh/mL) 5.05 18.6 84.3 338 15.7
Analyte: PEG2000-C-DMG
Time Point: Day 43
tazp (D) 5.15 4.40 459 7.87 3.50
tmax (h) 0.50 0.50 0.50 0.083 0.50
Cinax (ng/mL) 3.23 4.95 155 126 4.49
AUCo. (ugeh/mL) 8.56 23.1 56.6 228 13.7

Abbreviations: AUCo.t=area under the concentration-time curve from time zero to the last measurable concentration; Cmax=maximum (peak) drug concentration; I\V=intravenous; LNP=lipid
nanoparticle; tiz=elimination half-life; tmax=time to reach maximum (peak) concentration following drug administration; USP=United States Pharmacopeia.
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Study Title: Patisiran-LNP (ALN-TTRO02): A 2-Month Intravenous Injection Range-Finding Toxicity
and Toxicokinetic Study in Wild Type and Hemizygous TgRasH2 Mice

Test Article: Patisiran-LNP and AF-011-18534

Study No. TTR02-NCD14-004

Species/Strain: Wild Type Mice

Method of Administration and Schedule: IV Infusion on Days 1 and 57

Sample: Plasma

Feeding condition: Fed

Vehicle/Formulation: 0.9% Sodium Chloride for Injection USP

PK timepoints Days 1 and 57: predose (Day 57 only), 0.083, 0.5, 1, 2, 4, 8, 24, 48, 168, and 336 hours postdose along with

TgRasH2 hemizygous mice at bridging time points (15/sex/group; samples were collected on Days 1 and 57:
predose [Day 57 only], 0.083, and 48 hours postdose)

Test Article Patisiran-LNP

Analyte ALN-18328

Dose (mg/kg): 3

Sex (M/F)/Number of animals: F/63 M/63 F/63 M/63

PK Parameters:

Time Point: Day 1 Day 57

tu2p (h) 5.34 6.85 5.12 4.92

tmax () 0.083 0.083 0.083 0.083

Cinax (ng/mL) 45.1 48.8 50.5 62.3

AUCo- (ugeh/mL) 33.0 40.8 55.8 80.9

Vss (mL/kg) 151 150 141 103

CL (mL/h/kg) 91.0 73.4 53.7 37.1

V; (mL/kg) 701 725 397 263
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Study Title: Patisiran-LNP (ALN-TTRO02): A 2-Month Intravenous Injection Range-Finding Toxicity
and Toxicokinetic Study in Wild Type and Hemizygous TgRasH2 Mice

Test Article: Patisiran-LNP and AF-011-18534

Study No. TTR02-NCD14-004

Test Article: AF-011-18534

Analyte AD-18534

Dose (mg/kg): 3

Sex (M/F)/Number of animals: F/63 M/63 F/63 M/63

Time Point: Day 1 Day 57

tuap (M) 5.66 8.76 6.01 6.21

tmax (D) 0.083 0.083 0.083 0.083

Cinax (ng/mL) 15.2 10.6 28.2 32.7

AUCo. (ugeh/mL) 11.7 9.54 17.8 25.3

Vss (ML/Kg) 2380 3550 224 434

CL (mL/h/kg) 257 314 169 118

V; (mL/kg) 2100 3970 1460 1060
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Study Title: Patisiran-LNP (ALN-TTRO02): A 2-Month Intravenous Injection Range-Finding Toxicity
and Toxicokinetic Study in Wild Type and Hemizygous TgRasH2 Mice

Test Article: Patisiran-LNP and AF-011-18534

Study No. TTR02-NCD14-004

Test Article: Patisiran-LNP

Analyte DLin-MC3-DMA

Dose (mg/kg): 3

Sex (M/F)/Number of animals: F/63 M/63 F/63 M/63

Time Point: Day 1 Day 57

tuzp (D) 61.1 62.4 95.6 79.0

tmax (D) 0.083 0.083 0.083 0.083

Cinax (ng/mL) 245 235 203 234

AUCo. (ugeh/mL) 573 955 509 932

Vss (ML/Kg) 249 150 381 165

CL (mL/h/kg) 5.10 3.06 5.49 3.08

V, (mL/kg) 450 275 757 351
70

Confidential Alnylam Japan



N

6.5 EYBEHBHEER
KFLVSUF RUSL
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Study Title: Patisiran-LNP (ALN-TTRO02): A 2-Month Intravenous Injection Range-Finding Toxicity |Test Article: Patisiran-LNP and AF-011-18534

and Toxicokinetic Study in Wild Type and Hemizygous TgRasH2 Mice Study No. TTR02-NCD14-004

Test Article: AF-011-18534

Analyte DLin-MC3-DMA

Dose (mg/kg): 3

Sex (M/F)/Number of animals: F/63 M/63 F/63 M/63

PK Parameters:

Time Point: Day 1 Day 57

tuzp (D) 53.1 49.2 49.1 53.8

trmax (h) 0.083 0.50 0.083 0.083

Cinax (ng/mL) 217 68.3 112 185

AUCo- (ugeh/mL) 584 954 909 1190

Vss (ML/Kg) 238 155 135 123

CL (mL/h/kg) 5.06 3.11 3.27 2.49

V, (mL/kg) 387 221 232 193
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Study Title: Patisiran-LNP (ALN-TTRO02): A 2-Month Intravenous Injection Range-Finding Toxicity

and Toxicokinetic Study in Wild Type and Hemizygous TgRasH2 Mice

Test Article: Patisiran-LNP and AF-011-18534

Study No. TTR02-NCD14-004

Overall Terminal (Male and Female) Mean + SD Plasma Concentrations (ung/mL) of ALN-18328 or DLin-MC3-DMA in Wild Type or Hemizygous RasH2 Mice
After Intravenous Administration of ALN-TTRO2 or AF-011-18534

Species/Strain:

Wild Type Mice, Hemizygous RasH2 Mice

Method of Administration and Schedule:

IV Infusion over 1 hour on Days 1 and 57

Sex (M/F)/Number of animals:

15/sex/group

Test Article:

Patisiran-LNP

Analyte:

ALN-18328 (ng/mL)

Dose 3 mg/kg

Dose 3 mg/kg

Wild Type RasH2 Mice

Hemizygous RasH2 Mice

Wild Type RasH2 Mice

Hemizygous RasH2 Mice

Day 1 Day 1 Day 57 Day 57
Time (h) Mean SD Time (h) Mean SD Time (h) Mean SD Time (h) Mean SD
0.083 46.3 6.5 0.083 41.7 16.1 0.083 56.4 6.95 0.083 44.1 7.1
48 0.00382 0.000523 48 0.00582 0.00245 48 0.00582 0.000168 48 0.00975 0.00305
Test Article: AF-011-18534
Analyte: AD-18534 (ng/mL)

Dose 3 mg/kg

Dose 3 mg/kg

Wild Type RasH2 Mice

Hemizygous RasH2 Mice

Wild Type RasH2 Mice

Hemizygous RasH2 Mice

Day 1 Day 1 Day 57 Day 57
Time (h) Mean SD Time (h) Mean SD Time (h) Mean SD Time (h) Mean SD
0.083 12.9 7.50 0.083 18.8 5.02 0.083 16.0 13.3 0.083 23.2 4.98
48 0.00399 0.000414 48 0.00284 0.000326 48 0.00344 0.00125 48 0.00540 0.000777
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and Toxicokinetic Study in Wild

Study Title: Patisiran-LNP (ALN-TTRO02): A 2-Month Intravenous Injection Range-Finding Toxicity

Type and Hemizygous TgRasH2 Mice

Test Article: Patisiran-LNP and AF-011-18534

Overall (Male and Female) Mean + SD Plasma Concentrations of ALN-18328 or DLin-MC3-DMA in Wild Type or Hemizygous RasH2 Mice After Intravenous
Administration of patisiran-LNP or AF-011-18534

Test Article: Patisiran-LNP
Analyte: DLin-MC3-DMA (pg/mL)
Dose 3 mg/kg Dose 3 mg/kg
Wild Type RasH2 Mice Hemizygous RasH2 Mice Wild Type RasH2 Mice Hemizygous RasH2 Mice
Day 1 Day 1 Day 57 Day 57
Time (h) Mean SD Time (h) Mean SD Time (h) Mean SD Time (h) Mean SD
0.083 240 88.0 0.083 191.2 71.0 0.083 218.5 56.1 0.083 236 45.1
48 3.50 1.06 48 0.323 0.095 48 2.85 1.10 48 0.217 0.0929

Test Article: AF-011-18534
Analyte: AD-18534 (ng/mL)

Dose 3 mg/kg

Dose 3 mg/kg

Wild Type RasH2 Mice Hemizygous RasH2 Mice Wild Type RasH2 Mice Hemizygous RasH2 Mice
Day 1 Day 1 Day 57 Day 57
Time (h) Mean SD Time (h) Mean SD Time (h) Mean SD Time (h) Mean SD
0.083 128 169 0.083 238 284 0.083 149 535 0.083 198 24.9
48 0.324 0.146 48 0.527 0.0707 48 7.29 3.07 48 0.395 0.114

Abbreviations: AUCO-t=area under the concentration time curve from time zero to the last measurable concentration; CL=total body clearance; Cmax=maximum (peak) drug concentration;
F=female; I\VV=intravenous; LNP=lipid nanoparticle; M=male; PK=pharmcokinetic(s); SD=standard deviation; t=elimination half-life; tmax=time to reach maximum (peak) concentration
following drug administration; Vs=volume of distribution at steady state; USP=United States Pharmacopeia; V =terminal phase volume.
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Report Title: Patisiran (ALN-TTRO02): A 26-week Intravenous Injection Carcinogenicity Study in TgRasH2 Mice

Test Article: Patisiran-LNP

Study No. TTR02-GLP15-024

Animal Species

TgRasH2 Mice, male and female

Method of Administration

IV injection g2w x 14

Feeding condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

Predose, 0.083, 0.5, 1, 4, 8, 24, 168, and 336 hours postdose on Day 183

PK parameters: Toxicokinetics (Day 183)
Dose (mg/kg) 0 (Control) 0.5 75 (MNU)
Number of Animals/Sex/Group: (Toxicokinetic): M F M F M F M F M F
12 12 47 47 47 47 47 47 - -
Analytes
ALN-18328
Crax (ng/mL) <LLOQ | <LLOQ 7.90 7.05 324 31.0 79.6 81.1 NA NA
AUCo. (ngeh/mL) <LLOQ | <LLOQ 12.6 9.68 54.8 32,6 209 183 NA NA
DLin-MC3-DMA
Crax (ng/mL) <LLOQ | <LLOQ 29.5 317 119 123 370 330 NA NA
AUCo. (ngeh/mL) <LLOQ | <LLOQ 96.3 67.0 29.1 202 835 695 N/A N/A
PEG2000-C-DMG
Crmax (ng/mL) <LLOQ | <LLOQ 531 6.06 234 21.9 66.8 51.7 NA NA
AUCo- (ngeh/mL) <LLOQ | <LLOQ 17.9 15.9 61.8 36.3 178 113 NA NA

Abbreviations: AUCo-=area under the concentration-time curve from time zero to the last measurable concentration; Cmax=maximum (peak) drug concentration; F=female; I\VV=intravenous;
LNP=lipid nanoparticle; M=male; MNU=N-Methyl-N-Nitrosurea; NA=not applicable; LLOQ=Ilower limit of quantification; PK=pharmacokinetic(s); USP=United States Pharmacopoeia.
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Study Title: A Multi-Dose (Once Biweekly x 4 Doses) Study of ALN-TTRO2 by Intravenous Infusion in the

Albino Rat with a Minimum 60-Day Recovery Period

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-005

Species/Strain:

Sprague Dawley Rats

Method of Administration:

1V Infusion over 1 hour on Days 1, 15, 29, and 43 (Patisiran)

Feeding condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

Day 1at0.083,1, 2,4, 8, 24, 48, 96, 168, 240, and 336 hours postinfusion and on Day 43 at 0.083, 1, 2, 4, 8, 24, 48, 96, 168, 240,
336, 504, 672, 1008, 1056, and 1464 hours postinfusion (measured until approximately 60 days after the last dose).

Dose (mg/kg): 0.15 0.8 1.8 3.0 0.15 0.8 1.8 3.0

Sex (M/F)/Number of animals: F/14 F/14 F/14 F/14 M/14 M/14 M/14 M/14

Analyte/Assay: ALN-18328

Time Point: Day 1

Apparent typ (h) 2.28 1.60 1.48 2.16 NR 1.81 1.89 1.92

tmax () 0.50 1.083 1.083 1.083 1.083 0.50 1.083 1.083

Cinax (ng/mL) 1.05 7.47 14.2 26.0 1.03 5.89 13.1 24.9

AUCo. (ugeh/mL) 1.47 11.6 23.9 421 15 6.87 21.7 37.0

AUCo.»; (ugeh/mL) 1.60 11.7 24.0 427 NR 6.96 21.9 376

CL (mL/h/kg) 935 68.4 74.9 70.3 NR 115 82.0 79.8

Vss (ML/Kg) 118 64.9 78.7 70.9 NR 119 81.0 80.1
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Study Title: A Multi-Dose (Once Biweekly x 4 Doses) Study of ALN-TTRO2 by Intravenous Infusion in the Test Article: Patisiran-LNP

Albino Rat with a Minimum 60-Day Recovery Period Study No. TTR02-NCD10-005

Time Point: Day 43

Apparent typ (h) NC NR 0.52 0.66 NC NC NR NR

tmax () 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083

Cinax (ng/mL) 1.19 1.65 15.2 329 0.819 451 18.7 35.4

AUCo. (ugeh/mL) 1.22 2.60 18.2 35.8 NC 4.63 19.3 385

AUCo.»; (ugeh/mL) NC NR 18.2 35.9 NC NC NR NR

CL (mL/h/kg) NC NR 98.6 83.6 NC NC NR NR

Vss (ML/Kg) NC NR 77.4 59.6 NC NC NR NR
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Study Title: A Multi-Dose (Once Biweekly x 4 Doses) Study of ALN-TTRO2 by Intravenous Infusion in the Test Article: Patisiran-LNP

Albino Rat with a Minimum 60-Day Recovery Period Study No. TTR02-NCD10-005

Dose (mg/kg): 0.15 0.8 1.8 3.0 0.15 0.8 1.8 3.0

Sex (M/F)/Number of animals: F/14 F/14 F/14 F/14 M/14 M/14 M/14 M/14

Analyte/Assay: DLin-MC3-DMA

Time Point: Day 1

Apparent tyzp (h) 178 159 157 293 771 53.4 132 120

tmax () 0.50 1.083 1.083 1.083 1.083 0.50 1.083 1.083

Cinax (ng/mL) 6.66 46.7 109 200 8.31 40.6 106 153

AUCq.t (ugeh/mL) 194 118 280 484 20.3 106 310 604

AUCo., (ngeh/mL) 21.8 128 300 568 NR NR NR 643

CL (mL/h/kg) 46.3 42.1 40.7 35.8 47.9 475 36.7 31.6

Vss (ML/Kg) 4839 3276 2708 4955 2360 3587 2324 2041

Time Point: Day 43

Apparent tyzp (h) 253 245 238 222 294 162 238 191

tmax () 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083

Crnax (ng/mL) 7.53 9.97 93.3 229 4.14 295 1105 248

AUC. (ugeh/mL) 20.8 T 257.6 695.4 21.9 123 281 624

AUCo., (ngeh/mL) 21.1 78.4 260.1 701.8 22.2 123 283 634

CL (mL/h/kg) 47.8 69.0 46.9 28.9 454 44.0 43.1 32.0

Vs (ML/kg) 9560 16000 6890 6060 8780 9450 7830 4340
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Study Title: A Multi-Dose (Once Biweekly x 4 Doses) Study of ALN-TTRO2 by Intravenous Infusion in the Test Article: Patisiran-LNP

Albino Rat with a Minimum 60-Day Recovery Period Study No. TTR02-NCD10-005

Dose (mg/kg): 0.15 0.8 1.8 3.0 0.15 0.8 1.8 3.0

Sex (M/F)/Number of animals: F/14 F/14 F/14 F/14 M/14 M/14 M/14 M/14

Analyte: PEG2000-C-DMG

Time Point: Day 1

Apparent tyzp (h) 5.53 NR 39.8 63.9 12.7 245 214 104

tmax () 0.50 1.083 1.083 1.083 1.083 0.50 1.083 1.083

Cinax (ng/mL) 0.709 5.01 11.9 20.5 0.921 4.47 11.3 23.4

AUCo- (ngeh/mL) 1.92 143 345 61.8 2.28 134 36.1 78.0

AUCo.»; (ugeh/mL) 1.96 NR 35.0 62.3 2.37 13.7 36.5 78.8

CL (mL/h/kg) 56.1 NR 39.2 36.8 46.4 44.7 37.6 29.1

Vss (ML/Kg) 203 NR 571 615 353 504 281 579

Time Point: Day 43

Apparent tyzp (h) 17.9 87.5 NR NR NR NR NR 128

tmax () 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083

Crnax (ng/mL) 0.870 2.09 11.6 25.0 0.802 3.60 12.2 26.0

AUCo- (ngeh/mL) 2.19 12.3 35.6 57.5 251 17.0 354 54.4

AUCo.o (ugeh/mL) 241 13.7 NR NR NR NR NR 55.4

CL (mL/h/kg) 45.7 44.7 NR NR NR NR NR 414

Vss (ML/Kg) 679 3360 NR NR NR NR NR 987
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Study Title: A Multi-Dose (Once Biweekly x 4 Doses) Study of ALN-TTRO2 by Intravenous Infusion in the
Albino Rat with a Minimum 60-Day Recovery Period

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-005

Abbreviations: AUCo-=area under the concentration-time curve from time zero to infinity; AUCo-t=area under the concentration-time curve from time zero to the last measurable concentration;
CL=total body clearance from plasma; Cmax=maximum (peak) concentration; F=female; IV=intravenous; LNP=lipid nanoparticle; M=male; NC=not calculable ;NR=not reportable;
PK=pharmacokinetic(s); t=elimination half-life; tmax=time to reach maximum (peak) concentration following drug administration; USP=United States Pharmacopoeia; Vss=volume of distribution

at steady state.

Additional Information: Following a 1-hour IV infusion of patisiran-LNP to albino rats, plasma levels of ALN-18328, DLin-MC3-DMA, and PEG;u-C-DMG declined biexponentially after
peaking at the end of the 1 hour infusion. ALN-18328, DLin-MC3-DMA and PEG;q-C-DMG Ciax and AUC values increased in an approximately dose proportional manner over the dose range
with the exception of the female 0.8 mg/kg dose group on Day 43. Cpn. and AUC were similar on Days 1 and 43 except for ALN-18328 in the female 0.8 mg/kg dose group. No apparent sex
differences were observed in the toxicokinetics of patisiran-LNP. No apparent differences were observed in the toxicokinetics of patisiran-LNP after multiple dosing.
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Study Title: A 2-Dose (once Monthly for 2 months) Intravenous Infusion Toxicity Study of ALN-TTRO02 in

the Albino Rat

Test Article: Patisiran-LNP

Study No. TTR02-NCD11-002

Species/Strain:

Sprague Dawley Rats

Method of Administration:

IV Infusion over 1 hour on Days 1 and 29

Feeding condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

Predose, 0.083, 0.5, 1, 2, 4, 8, and 24 hours after dosing on Days 1 and 29.

Dose (mg/kg): 0.1 0.3 1.0 0.1 0.3 1.0

Sex (M/F)/Number of animals: F/12 F/12 F/12 M/12 M/12 M/12

Sample: Plasma

Analyte: ALN-18328

Time Point: Day 1

Apparent typ (h) 0.44 0.69 NR NR 1.07 0.56

tmax () 1.083 1.083 1.083 1.083 1.083 1.083

Cinax (ng/mL) 0.563 1.81 7.76 0.732 2.29 9.76

AUCo. (ugeh/mL) 0.599 2.12 8.45 0.679 2.48 9.79

AUCo... (ngeh/mL) 0.616 2.15 NR NR 2.53 9.84

CL (mL/h/kg) 162 140 NR NR 119 102

Vss (ML/Kg) 139 138 NR NR 112 82.9
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Study Title: A 2-Dose (once Monthly for 2 months) Intravenous Infusion Toxicity Study of ALN-TTRO02 in

the Albino Rat

Test Article: Patisiran-LNP

Time Point: Day 29

Apparent typ (h) NR 1.13 NR 0.55 0.93 0.84
tmax () 1.083 1.083 1.083 1.083 1.083 1.083
Cinax (ng/mL) 117 3.67 13.0 1.31 3.24 10.8
AUCo. (ugeh/mL) 1.04 3.41 125 1.15 3.06 10.3
AUCo... (ngeh/mL) NR 3.45 NR 1.17 3.11 10.3
CL (mL/h/kg) NR 86.8 NR 85.5 96.5 96.6
Vss (ML/Kg) NR 72.8 NR 62.7 85.3 78.2

Abbreviations: AUCo-»=area under the concentration-time curve from time zero to infinity; AUCo-+=area under the concentration-time curve from time zero to the last measurable concentration;
CL-=total body clearance from plasma; Cmax=maximum (peak) drug concentration; F=female: 1VV=intravenous; LNP=lipid nanoparticle; M=male; NR=not reportable; PK=pharmacokinetic(s);
tuz=elimination half-life; tmax=time to reach maximum (peak) concentration following drug administration; USP=United States Pharmacopoeia; Vss=volume of distribution at steady state.

Additional Information: Following a 1-hour IV infusion of patisiran-LNP to albino rats, plasma levels of ALN-18328 declined rapidly after peaking at the end of the 1 hour infusion. ALN-18328
Cmax and AUC values increased in an approximately dose proportional manner over the dose range. Cmax and AUC were similar on Days 1 and 29 after allowing for the variability in plasma
concentrations. There was no apparent accumulation of ALN-18328 after administration of 2 doses of patisiran-LNP. No apparent sex differences were observed in the toxicokinetics of

patisiran-LNP. No apparent differences were observed in the toxicokinetics of patisiran-LNP after dosing on 2 separate occasions.
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Study Title: ALN-TTRO02: A 26-Week Chronic Toxicity and Toxicokinetics Study in Sprague Dawley Rats with | Test Article: Patisiran-LNP

a 12-Week Recovery Period Study No. TTR02-NCD12-003

Species/Strain: Sprague Dawley Rats

Method of Administration: IV Infusion over 1 hour, every other week for 26 weeks (total of 14 doses)

Feeding condition: Fed

Vehicle/Formulation: 0.9% Sodium Chloride for Injection USP

PK timepoints Days 1 and 183 at 0.083, 1, 2, 4, 8, 24, 48, 96, 168, 240, and 336 hours postdose (approximately 14 days
post-dose) and extended further on Day 183 to include timepoints at 504, 672, 1008, 1344, 1680, and 2016
hours postdose (approximately 84 days postdose).

Analyte: ALN-18328

Time Point: Plasma - Day 1 Plasma — Day 183

Dose (mg/kg): 0.03 0.1 0.3 0.03 0.1 0.3

Sexes combined (M +F)/Number of animals: 21M+21F 21M+21F 21M+21F 21M+21F 21M+21F 21M+21F

Apparent tyzg ()2 ND 1.26 1.29 ND ND ND

tmax () @ 1.083 1.083 1.083 ND 1.083 2

Cinax (ng/mL) 0.111 1.12 2.22 ND 0.333 0.066

AUCo.336n (ngeh/mL) 2 ND 2.14 3.12 ND ND ND

AUCo., (ngeh/mL) 2 ND 2.13 311 ND ND ND

CL (mL/h/kg) @ ND 47.0 96.5 ND ND ND

Vs (ML/Kg) ND 77.2 119 ND ND ND
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Study Title: ALN-TTRO02: A 26-Week Chronic Toxicity and Toxicokinetics Study in Sprague Dawley Rats with

a 12-Week Recovery Period

Test Article: Patisiran-LNP

Study No. TTR02-NCD12-003

Analyte/Assay: DLin-MC3-DMA by LC/MS/MS

Apparent typ (h)& 101 114 102 487 319 779

tmax (h) @ 1.083 1.083 1.083 5 1.083 2

Crnax (ug/mL) 0.480 6.55 18.0 0.0226 2.32 0.973

AUCo.336h (ugeh/mL) & 2.56 21.4 63.5 1.85 7.38 21.8

AUCo., (ugeh/mL) @ 2.74 22.5 67.2 3.48 145 62.4

CL (mL/h/kg) & 80.2 320 323 63.2 495 34.8

Vs (ML/KQ) 7770 1990 2490 32300 26500 35600
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Study Title: ALN-TTRO02: A 26-Week Chronic Toxicity and Toxicokinetics Study in Sprague Dawley Rats with | Test Article: Patisiran-LNP

a 12-Week Recovery Period Study No. TTR02-NCD12-003

Dose (mg/kg): 0.03 0.1 0.3 0.03 0.1 0.3
Sexes combined (M +F)/Number of animals: 21M+21F 21M+21F 21M+21F 21M+21F 21M+21F 21M+21F
Analyte: PEG2000-C-DMG

Time Point: Plasma — Day 1 Plasma — Day 183

Apparent typ (h)& 1.89 5.92 10.7 ND 23.4 275
tmax (h) @ 1.083 1.083 1.083 5 1.083 2
Cinax (ng/mL) 0.0727 0.969 2.24 0.0121 0.244 0.370
AUCo.336n (ngeh/mL) @ 0.196 2.56 7.04 0.0972 1.20 6.40
AUCo., (ugeh/mL) @ 0.206 2.53 6.96 ND 1.28 9.20
CL (mL/h/kg) @ 145 35.5 37.3 ND 70.6 28.3
Vs (ML/KQ) 384 143 254 ND 1990 8170

Abbreviations: AUCo-»=area under the concentration-time curve from time zero to infinity; AUCo-33sh=area under the concentration-time curve from time zero to 336 hours; CL=total body
clearance; Cmax=maximum (peak) drug concentration; F=female; IVV=intravenous; LNP=lipid nanoparticle; M= male; ND=not determined (r2 <0.85), or insufficient data (<3 consecutive
quantifiable concentrations); PK=pharmacokinetic(s); SOl=start of infusion; tY=elimination half-life; tmax=time to reach maximum (peak) concentration following drug administration;
USP=United States Pharmacopoeia; VVss=volume of distribution at steady state.

Additional Information: Following a 1-hour IV infusion of patisiran-LNP to rats, plasma concentrations of ALN-18328, Dlin-MC3-DMA, and PEG2000-C-DMG declined biexponentially after
peaking at the end of the 1-hour infusion. Increases in patisiran-LNP doses resulted in increases in exposure to ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG over the dose range studied.
On Day 183, ALN-18328 exposure was not observed. There was a decrease in DLin-MC3-DMA and PEG2000-C-DMG exposure with repeated dosing of patisiran-LNP, indicating little or no drug
accumulation in the body with repeated dosing, possibly due to the formation of anti-drug antibody. There were no apparent sex-related differences in the toxicokinetics of ALN-18328,
DLin-MC3-DMA, and PEGz000-C-DMG following 1V infusion doses of patisiran-LNP.

a Time from SOI was used to calculate the parameter.
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Study Title: Patisiran (ALN-TTR02): A Repeat Subcutaneous Dose Tolerability Study in Male Sprague
Dawley Rats

Test Article: Patisiran-LNP

Study No. TTR02-NCD14-001

Species Male Sprague Dawley Rats

Method of Administration:

Subcutaneous, g2w for 13 weeks, or q3w for 19 weeks (7 total doses)

Feeding condition: Fed

Vehicle/Formulation: 0.9% Sodium Chloride for Injection USP

PK timepoints

predose, 1, and 4 hours postdose on Day 85 (q2w group) and Day 127 (g3w group)

Sample: Plasma — Day 85 (q2w) Plasma — Day 127 (q3w)

Dose (mg/kg): 0.3 1 10a 0.3 1 10a

Sex/Number of animals: M/5 M/5 M/5 M/5 M/5 M/5

Analyte: ALN-18328

tmax () 4.00 4.00 NA2 1.00 24.0 NA?2

Crmax (ng/mL) 0.037 0.298 NA2 0.088 0.064 NA2

AUCo. (ngeh/mL)P 0.66 3.98 NA2 1.9 0.656 NA2

Analyte: DLin-MC3-DMA

tmax () 24.0 4.00 NA2 24.0 24.0 NA?2

Crax (1g/mL) 0.104 0.35 NA2 0.104 0.381 NA?2

AUCo. (ugeh/mL)P 2.03 753 NA2 1.82 5.63 NA2
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Study Title: Patisiran (ALN-TTR02): A Repeat Subcutaneous Dose Tolerability Study in Male Sprague
Dawley Rats

Test Article: Patisiran-LNP

Analyte: PEGz2000-C-DMG

tmax () 4.00 24.0 NA2 4.00 24.0 NA2
Chmax (ug/mL) 0.0500 0.0550 NA2 0.110 0.162 NAa
AUCo. (ugeh/mL)P 1.02 1.10 NA2 2.08 2.77 NA2

Abbreviations: AUCo.t=area under the concentration-time curve from time zero to the last measurable concentration; Cmax=maximum (peak) concentration; F=female; LNP=lipid nanoparticle;
M=male; PK=pharmacokinetic(s); q2w=once every two weeks; g3w=once every 3 weeks; tmax=time to reach maximum (peak) concentration following drug administration; USP=United States

Pharmacopoeia.
a Animals in both 10 mg/kg dose groups were euthanized on Day 3 due to adverse clinical signs.
b Values calculated using 2 or 3 quantifiable concentration time points.
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Study Title: A Multi-Dose (once biweekly x 4 doses) Study of ALN-TTRO02 by Intravenous Infusion in the

Cynomolgus Monkey with a 60-Day Recovery Period

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-011

Species/Strain:

Cynomolgus Monkeys

Method of Administration:

IV Infusion over 1 hour on Days 1, 15, 29, and 43

Feeding Condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

Day 1 predose, 0.5 h after start of infusion, 0.083, 0.5, 1, 2, 4, 8, 24, 48, 96, 120, 168, and 336 h (14 days) postdose and on Day
43 at predose, 0.5 h after start of infusion, 0.083, 0.5, 1, 2, 4, 8, 24, 48, 96, 120, 168, 336, 504, 672, 840, 1008, 1176, 1344, and
1464 h (approximately 60 days) postdose.

Dose (mg/kg): 0.3 1.0 3.0 0.3 1.0 3.0

Sex (M/F)/Number of animals: F/2 F/2 F/2 M/2 M/2 M/2

Analyte: ALN-18328

Sample Plasma - Day 1

Apparent typ (h) 10.2 8.15 12.3 7.19 3.99 9.37

tmax (D) 0.79 1.083 1.083 0.50 1.083 1.083

Cinax (ng/mL) 2.95 13.3 67.7 2.92 16.2 56.7

AUCo- (ugeh/mL) 7.72 43.7 196 5.03 33.7 138

AUCo- (ugeh/mL) 8.76 452 197 5.45 35.0 140

CL (mL/h/kg) 34.4 23.9 16.4 55.7 28.9 215

Vss (mL/kg) 297 174 119 311 94.4 112
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Study Title: A Multi-Dose (once biweekly x 4 doses) Study of ALN-TTRO02 by Intravenous Infusion in the

Cynomolgus Monkey with a 60-Day Recovery Period

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-011

Dose (mg/kg): 0.3 1.0 3.0 0.3 1.0 3.0

Sex (M/F)/Number of animals: F/2 F/2 F/2 M/2 M/2 M/2

Analyte: ALN-18328

Sample: Plasma - Day 43

Apparent typ (h) 16.1 134 17.0 9.63 8.04 13.3

tmax () 0.79 1.083 1.083 1.083 1.083 1.083

Crnax (ug/mL) 2.40 19.9 62.4 4.22 16.9 77.9

AUCo. (ugeh/mL) 7.74 56.3 145 8.49 338 167

AUCq.. (pgeh/mL) 8.77 57.1 146 9.36 34.2 131

CL (mL/h/kg) 44.6 17.7 21.1 325 29.3 18.7

Vs (ML/KQ) 544 204 190 224 124 93.8

Analyte: DLin-MC3-DMA

Sample: Plasma — Day 1

Apparent tizp (h) 277 623 222 560 506 NC

tmax (h) 0.79 1.083 1.083 0.79 1.083 1.083

Crnax (ng/mL) 23.8 121 583 29.2 119 486

AUCo. (ugeh/mL) 337 1030 3970 360 963 4150

AUCo.»; (ugeh/mL) 493 1720 4550 744 1430 NR

CL (mL/h/kg) 4.12 3.97 4.46 3.02 4.84 4.82

Vss (mL/kg) 1230 2240 560 1880 2050 277
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% 2.6.5.4.H A Repeat (g2w x4) Intravenous Toxicity Study in Cynomolgus Monkeys (#t )

Study Title: A Multi-Dose (once biweekly x 4 doses) Study of ALN-TTRO02 by Intravenous Infusion in the

Cynomolgus Monkey with a 60-Day Recovery Period

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-011

Dose (mg/kg): 0.3 1.0 3.0 0.3 1.0 3.0

Sex (M/F)/Number of animals: F/2 F/2 F/2 M/2 M/2 M/2

Analyte: DLin-MC3-DMA

Sample: Plasma — Day 43

Apparent typ (h) 512 1040 721 963 934 988

tmax () 0.79 1.083 1.50 1.083 1.083 1.083

Crnax (ng/mL) 15.8 143 279 33.3 122.3 479

AUCo- (ngeh/mL) 675 2440 5060 896 2390 7410

AUCo.o (ugeh/mL) 773 3770 6470 1270 3730 10009

CL (mL/h/kg) 2.63 1.84 3.15 1.62 1.89 2.03

Vs (ML/KQ) 1630 2360 2360 2030 2340 2080

Analyte: PEG2000-C-DMG

Sample: Plasma — Day 1

Apparent tizp (h) 95.9 77.3 79.9 92.9 95.6 74.0

tmax (h) 1.29 1.083 1.083 1.083 1.083 1.083

Crnax (ng/mL) 4.19 16.8 55.5 3.90 16.4 53.8

AUCo. (ugeh/mL) 58.4 217 612 76.7 259 965

AUCo- (ugeh/mL) 59.2 219 615 77.8 264 977

CL (mL/h/kg) 3.90 3.50 3.73 2.97 2.90 2.35

Vss (ML/Kg) 118 107 74.4 106 112 91.2
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Study Title: A Multi-Dose (once biweekly x 4 doses) Study of ALN-TTRO02 by Intravenous Infusion in the | Test Article: Patisiran-LNP

Cynomolgus Monkey with a 60-Day Recovery Period Study No. TTR02-NCD10-011

Dose (mg/kg): 0.3 1.0 3.0 0.3 1.0 3.0

Sex (M/F)/Number of animals: F/2 F/2 F/2 M/2 M/2 M/2
Analyte: PEGz2000-C-DMG

Sample: Plasma — Day 43

Apparent typ (h) 91.8 158 165 81.3 326 211
tmax () 2.50 1.083 1.083 1.54 2.04 1.083
Crnax (ug/mL) 3.54 16.2 51.5 4.98 16.7 61.9
AUCo. (ugeh/mL) 58.4 257 479 76.6 315 915
AUCq.. (pgeh/mL) 59.2 259 481 71.7 318 917
CL (mL/h/kg) 3.89 3.00 4.78 2.97 2.42 2.60
Vs (ML/KQ) 133 138 139 115 173 149

Abbreviations: AUCo-»=area under the concentration-time curve from time zero to infinity; AUCo-t=area under the concentration time curve from time zero to the last measurable concentration;
CL=total body clearance; Cmax=maximum (peak) concentration; F=female; I\V=intravenous; LNP=lipid nanoparticle; M=male; NC=not calculated; NR=not reportable; PK=pharmacokinetic;
ti2=elimination half-life; tmax=time to reach maximum (peak) concentration following drug administration; USP= United States Pharmacopeia; Vss=volume of distribution at steady state.
Additional Information: Following a 1-hour IV infusion of patisiran-LNP to cynomolgus monkeys, plasma levels of ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG declined biexponentially
after peaking at the end of the 1 hour infusion. ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG Cmax and AUC values increased in an approximately dose proportional manner over the dose
range. Cmax and AUC were similar on Days 1 and 43. No apparent sex differences were observed in the toxicokinetics of patisiran-LNP. No apparent differences were observed in the
toxicokinetics of patisiran-LNP with multiple dosing.
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Study Title: ALN-TTRO02: A 39-Week Chronic Toxicity and Toxicokinetics Study in Cynomolgus Monkeys

with a 13-Week Recovery Period

Test Article: Patisiran-LNP

Study No. TTR02-NCD12-001

Species

Cynomolgus Monkeys

Method of Administration:

IV Infusion over 1 hour, every 3 weeks for 39 weeks (total of 14 doses)

Feeding condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

Day 1 at 0, 0.083, 1, 4, 8, 24, 48, 168, 336, and 504 hours (approximately 21 days) postdose, on Day 43 at 0 and 3 hours
post dose, and on Day 274 at 0, 0.83, 1, 4, 8, 24, 48, 168, 336, 504, 672, and 2184 hours (approximately 90 days) postdose.

Sample: Plasma Day 1 Day 274
Dose (mg/kg): 0.3 1.0 3.0 0.3 1.0 2.0
Sexes combined (M +F)/3 MS and
3 Rec animals/sex/group: 6M+6F 6M+6F 6M+6F 6M+6F 6M+6F 6M+6F

Analyte: N-18328
Crnax (ng/mL) 3.34 10.2 46.9 4.58 13.3 35.2
tmax (h)2 1.159 1.083 1.083 1.083 1.083 1.083
AUCo.agh (ngeh/mL) @ 10.6 24.7 145 17.0 45.9 124
AUCo-s04n (ugeh/mL) @ NR NR NR NR NR NR
AUC,... (ugeh/mL) 2 123 24.8 168 23.9 57.9 117
Apparent typ (h) 2 12.6 8.43 16.1 12.7 154 16.1
CL (mL/h/kg) @ 32.1 46.1 26.3 25.8 22.6 21.5
Vss (mL/kg) 349 303 211 194 310 255
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Study Title: ALN-TTRO02: A 39-Week Chronic Toxicity and Toxicokinetics Study in Cynomolgus Monkeys
with a 13-Week Recovery Period

Test Article: Patisiran-LNP

Study No. TTR02-NCD12-001

Sample: Plasma Day 1 Day 274
Dose (mg/kg): 0.3 1.0 3.0 0.3 1.0 2.0
Sexe;g)mbi”.ed('v'*F)BMsfa”d 6M+6F 6M+6F 6M+6F 6M+6F 6M+6F 6M+6F
ec animals/sex/group:
Analyte: DLin-MC3-DMA
Crnax (ng/mL) 31.7 86.7 271 38.0 121 325
tmax ()2 1.159 1.083 1.083 1.409 1.083 1.083
AUCo.8n (ugh/mL) 2 246 654 2500 315 923 1920
MS Rec MS Rec MS Rec
AUCo.504n (ngeh/mL) 2 496 1430 4340 NR 826 NR 2330 NR 4040
AUCo. (ugeh/mL) & 855 2720 5020 360 1980 995 5780 2040 8220
Apparent typ (h) @ 788 634 267 18.0 729 20.1 853 15.0 823
CL (mL/h/kg) @ 2.57 2.78 4.18 5.88 1.14 7.62 1.21 6.84 181
Vss (mL/Kg) 1990 1600 759 128 881 183 1320 120 1490
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Study Title: ALN-TTRO02: A 39-Week Chronic Toxicity and Toxicokinetics Study in Cynomolgus Monkeys
with a 13-Week Recovery Period

Test Article: Patisiran-LNP

Study No. TTR02-NCD12-001

Analyte: PEGz2000-C-DMG
Cnax (ng/mL) 351 12.6 51.9 4.34 15.8 331
tmax (D)2 1.562 1.542 1.312 1.312 1.639 1.439
AUCo.48n (ngeh/mL) 2 46.7 190 575 61.7 241 459

MS Rec MS Rec MS Rec
AUCo.504n (ugeh/mL) @ NR 258 789 NR NR NR 322 NR 646
AUCq.c (ugeh/mL) 2 62.1 259 793 67.8 78.9 247 326 469 654
Apparent tyzg (h) 2 62.4 118 116 13.6 48.2 125 183 12.3 167
CL (mL/n/kg) & 3.76 2.99 3.23 3.46 3.00 3.14 2.36 3.36 2.59
Vss (mL/kg) 122 116 105 58.3 81.3 49.1 87.9 48.2 90.9

Abbreviations: AUCo-»=area under the concentration-time curve from time zero to infinity; AUCo.4sh=area under the concentration-time curve from time zero to 48 hours; AUCo-s0sn=area under the
plasma concentration-time curve from time zero to 504 hours; CL=total body clearance; Cmax=maximum (peak) plasma drug concentration; EOl=end of infusion; F=female; IV=intravenous;
LNP=lipid nanoparticle; M=male; MS=main study; NA=not applicable; NC=not calculated; NR=not reportable; PK=pharmacokinetic(s); Rec=recovery; t¥2=elimination half-life; SOl=start of
infusion; t1/2=terminal elimination half-life; TK=toxicokinetic(s); tmax=time to reach maximum (peak) concentration following drug administration; USP=United States Pharmacopeia;
Vss=volume of distribution at steady state.

Additional Information: The high-dose group received patisiran-LNP at 3 mg/kg on Day 1, after which the dose was decreased on Day 22 to 2.0 mg/kg. Samples were collected out to 504 h post
end of infusion (EOI) in all animals on Day 1. On Day 274, samples were collected out to 48 h post EOI in main study animals and out to 2184 h post EOI in recovery animals. siRNA doses of 0.3,
1.0, and 3.0/2.0 mg/kg correspond to DLin-MC3-DMA doses of 2.03, 6.76, and 20.3/13.5 mg/kg and PEG2000-C-DMG doses of 0.23, 0.76, and 2.29/1.52 mg/kg, respectively, which were used to
calculate the TK parameters.

Following a 1-hour 1V infusion of patisiran-LNP to monkeys, plasma concentrations of ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG declined in a multiphasic manner after peaking at the
end of the 1-hour infusion. Increases in patisiran-LNP doses resulted in approximately dose-proportional increases in exposure to ALN-18328, DLin-MC3-DMA, and PEGz000-C-DMG over the
dose range studied. Elimination half-life, systemic clearance, and volume of distribution were consistent among the dose groups and days studied when sample collection interval was considered.
There was little to no drug accumulation for ALN-18328, DLin-MC3-DMA, or PEG2000-C-DMG exposure with repeated dosing of patisiran-LNP. The AUC48h mean accumulation factor values
for the 0.3, 1.0, and 3.0/2.0 mg/kg dose groups were 1.60, 1.86, and 1.28 for ALN-18328; 1.28, 1.41, and 1.15 for DLin-MC3-DMA; and 1.32, 1.27, and 1.20 for PEG2000-C-DMG, respectively.
There were no consistent sex-related differences in the toxicokinetics of ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG following IV infusion doses of patisiran-LNP.

a Time from SOI was used to calculate the parameter.
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Study Title: The Pharmacokinetics of ALN-TTRO02 in Male and Female Sprague Dawley Rats After a Test Article: Patisiran-LNP

Single 1V Bolus Administration

Study No. TTR02-NCD10-006

Species/Strain: Sprague Dawley Rats

Method of Administration: IV Bolus

Dose (mg/kg): 0.03 0.3 1.0 0.03 0.3 1.0

Sex (M/F)/Number of animals: F/20 F/20 F/20 M/20 M/20 M/20

Sample: Liver

Analyte/Assay: ALN-18328 by PNA-Probe HPLC/Fluorescence Detection

Apparent tip (h) NE NE 5.27 NE NE NR

tmax () NE 1 1 NE 1 1

Crax (ng/g) NE 1.39 5.64 NE 1.67 5.32

AUCo.t (ngeh/g) NE 4.40 39.4 NE 7.03 21.2

Sample: Liver

Analyte/Assay: DLin-MC3-DMA by LC/MS/MS

Apparent typ (h) 280 267 396 245 199 281

tmax () 24 24 4 4 24 4

Crmax (1g/g) 3.09 333 122 3.28 34.2 136

AUCo.t (ngeh/g) 933 12800 483 464 666 251
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Study Title: The Pharmacokinetics of ALN-TTRO02 in Male and Female Sprague Dawley Rats After a

Single 1V Bolus Administration

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-006

Dose (mg/kg): 1.0 1.0

Sex (M/F)/Number of animals: F/20 M/20

Sample: Liver

Analyte/Assay: PEG2000-C-DMG by LC/MS/MS

Apparent typ (h) NR 159

tmax () 1 1

Crnax (1g/g) 7.27 8.71

AUCo.+ (ugeh/g) 196 207

Dose (mg/kg): 0.03 0.3 1.0 0.03 0.3 1.0

Sex (M/F)/Number of animals: F/20 F/20 F/20 M/20 M/20 M/20

Sample: Spleen

Analyte/Assay: ALN-18328 by PNA-Probe HPLC/Fluorescence Detection

Apparent tip (h) NC 84.7 128 NC NR NR

tomax () 4 1 1 4 1 1

Crnax (1g/g) 0.242 1.19 1.13 0.118 0.479 0.972

AUCo.+ (ugeh/g) 0.566 13.4 21.4 0.370 8.76 9.00

Sample: Spleen

Analyte/Assay: DLin-MC3-DMA by LC/MS/MS

Apparent typ (h) 712 461 560 337 487 397

trmax () 4 1 24 4 168 24

Crmax (1g/g) 2.44 10.6 22.2 1.55 6.95 22.6
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Study Title: The Pharmacokinetics of ALN-TTRO02 in Male and Female Sprague Dawley Rats After a

Single 1V Bolus Administration

Test Article: Patisiran-LNP

AUCo.t (ngeh/g) 476 3940 12540 361 3740 11800
Dose (mg/kg): 1.0 1.0
Sex (M/F)/Number of animals: F/20 M/20
Sample: Spleen
Analyte/Assay: PEG2000-C-DMG by LC/MS/MS
Apparent tip (h) 67.2 86.4
tmax (N) 24 24
Crnax (1g/g) 2.25 2.00
AUCo.+ (ugeh/g) 210 183
96
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% 2.6.5.5.A Tissue Distribution after a Single Intravenous Administration in Sprague Dawley Rats (%t &)

Study Title: The Pharmacokinetics of ALN-TTRO02 in Male and Female Sprague Dawley Rats After a Test Article: Patisiran-LNP
Single 1V Bolus Administration
Dose (mg/kg): 1.0
Sex (M/F)/Number of animals: Males and Females Combined (20M+20F)
Total % of Dose
Time Point Mean % of Dose in Liver Mean % of Dose in Spleen (including % of dose in plasma)
Analyte: ALN-18328
1 hour 25.6 0.242 28.2
24 hours 0.56 0.03 0.59
Analyte: DLin-MC3-DMA
1 hour 67.3 0.51 70.6
24 hours 7.7 0.98 78.9
7 days 50.1 0.56 50.8
14 days 25.0 0.57 25.7
28 days 10.5 0.36 10.9
60 days 3.14 0.14 3.28
Analyte: PEGz2000-C-DMG
1 hour 48.9 0.52 59.7
24 hours 10.4 0.82 11.6
7 days 0.81 0.13 0.94
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% 2.6.5.5.A Tissue Distribution after a Single Intravenous Administration in Sprague Dawley Rats ({5 =)

Study Title: The Pharmacokinetics of ALN-TTRO02 in Male and Female Sprague Dawley Rats After a | Test Article: Patisiran-LNP
Single 1V Bolus Administration

Abbreviations: AUCo=area under the concentration-time curve from time zero to the last measurable concentration; Cmax=maximum (peak) concentration; F=female; HPLC=high performance
liquid chromatography; 1V=intravenous; LC=liquid chromatography; LNP=lipid nanoparticlelipid nanoparticle; M=male; MS=mass spectrometry; NC=calculated; NE=not estimable (insufficient
data); NR=not reportable; PNA-Probe HPLC/Fluorescence Detection=peptide nucleic acid probe with analysis by ion exchange high performance liquid chromatography and fluorescence
detection; tiz=elimination half-life; tmax=time to reach maximum (peak) concentration following drug administration.

Additional Information: There were no apparent sex differences in the liver and spleen PK of ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG. ALN-18328 and DLin-MC3-DMA liver and
spleen Cmax and AUCo-t values generally increased in an approximately dose proportional manner over the dose range tested. The highest mean percent of ALN-18328 dose in liver and spleen was
approximately 25.6% and 0.242% and declined by 24 hours postdose to 0.56% and 0.03%, respectively. The highest mean percent of DLin-MC3-DMA dose in liver and spleen was approximately
77.7% and 0.98% at 24 hours postdose and declined to approximately 3.14% and 0.14% by 60 days postdose, respectively. The mean highest percent of PEG2000-C-DMG dose in liver and spleen
were approximately 48.9% at 1 hour postdose and 0.82% at 24 hours postdose and declined to approximately 0.81% and 0.13% by 168 hours postdose, respectively.
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ik 2.6.5.5.B Tissue Distribution after a Repeat (q2wx7 or g3wx7) Subcutaneous Toxicity Study in Male Sprague Dawley Rats

Study Title: Patisiran-LNP (ALN-TTR02): A Repeat Subcutaneous Dose Tolerability Study in Male Sprague

Dawley Rats

Test Article: Patisiran-LNP

Study No. TTR02-NCD14-001

Species

Male Sprague Dawley Rats

Method of Administration:

Subcutaneous, q2w for 13 weeks, or g3w for 19 weeks (7 total doses)

Sample: Liver — Day 85 (Q2W) Liver — Day 127 (Q3W)

Dose (mg/kg): 0.3 1 108 0.3 1 102
Sex (M/F)/Number of animals: M/5 M/5 M/5 M/5 M/5 M/5
Analyte: ALN-18328

Mean concentration + SD (ug/g) <LLOQ 0.0519P NA2 <LLOQ 0.0227 +0.0117 NA2

Abbreviations: LLOQ=lower limit of quantification; LNP=lipid nanoparticle; M=male; NA=not applicable; g2w=once every 2 weeks; g3w=once every 3 weeks; SD=standard deviation.
a Animals in both 10 mg/kg dose groups were euthanized on Day 3 due to adverse clinical signs.
b The value from only 1 animal in the group was above the LLOQ (1.0 ng/g).
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ik 2.6.5.5.C Tissue Distribution after a Single Dose Intravenous PK/PD Study in Cynomolgus Monkeys

Study Title: The Pharmacokinetics and Pharmacodynamics of ALN-TTRO02 After a Single Intravenous Infusion

Administration to Cynomolgus Monkeys

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-018

Species Cynomolgus Monkeys

Method of Administration: 1V Infusion over 1 hour (0.03, 0.3, & 1.0 mg/kg) or 15 minutes (0.3 mg/kg)

Dose (mg/kg): 0.03 (1h) 0.3 (1h) 1.0 (1h) 0.3 (15 min) 0.03 (1h) 0.3 (1h) 1.0 (1h) 0.3 (15 min)

Sex (M/F)/Number of animals: F/4 Fl/4 Fl/4 Fl/4 M/4 M/4 M/4 M/4

Sample: Liver

Analyte/Assay: ALN-18328 by PNA-Probe HPLC/Fluorescence Detection

tmax (day) NE 2 2 2 NE 2 2 3

Crmax (Lg/g) NE 0.0880 0.162 0.0490 NE 0.0650 0.205 0.0600

AUCo. (day-pg/g) NR NR NR NR NR NR NR NR

Sample: Liver

Analyte/Assay: DLin-MC3-DMA by LC/MS/MS

tmax (day) 2 3 2 3 5 15 5 3

Crnax (1g/g) 7.42 82.3 281 83.0 6.58 85.1 264 100

AUC. (day-pg/g) 92.7 1480 4530 1290 102 1250 3680 1400
100
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%= 2.6.5.5.C Tissue Distribution after a Single Dose Intravenous PK/PD Study in Cynomolgus Monkeys (5 =)

Study Title: The Pharmacokinetics and Pharmacodynamics of ALN-TTRO02 After a Single Intravenous Infusion | Test Article: Patisiran-LNP

Administration to Cynomolgus Monkeys

Study No. TTR02-NCD10-018

Dose (mg/kg): 1.0 (1h) 1.0 (1h)
Sex (M/F)/Number of animals: Fl/4 M/4
Sample: Liver

Analyte/Assay: PEG2000-C-DMG by LC/MS/MS

tmax (day) 2 2
Crmax (1g/g) 3.40 1.92
AUCo. (day-pg/g) 6.19 5.52
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%= 2.6.5.5.C Tissue Distribution after a Single Dose Intravenous PK/PD Study in Cynomolgus Monkeys (5 =)

Study Title: The Pharmacokinetics and Pharmacodynamics of ALN-TTRO02 After a Single Intravenous Infusion

Administration to Cynomolgus Monkeys

Test Article: Patisiran-LNP

Study No. TTR02-NCD10-018

Mean % of Dose in Liver

Dose (mg/kg): 1.0(1h)
Sex (M/F)/Number of animals: Males and Females Combined
Time Point ALN-18328 DLin-MC3-DMA PEGz2000-C-DMG
24 hours 0.552 97.6 10.5
48 hours 0.388 109 4.66
96 hours 0.161 108 2.08
168 hours NA 96.5 0.86
288 hours NA 83.7 0.89
336 hours NA 43.2 <LOQ
504 hours NA 40.5 0.81
672 hours NA 24.5 <LOQ

Abbreviations: AUCo=area under the concentration time curve from time 0 to the last measurable concentration; Cmax=maximum (peak) concentration; F=female; M=male; NE=not estimable
(insufficient data); LNP=lipid nanoparticle; LOQ=limit of quantification; NA=not applicable; NR=not reportable; PD=pharmacodynamic(s); PK=pharmacokinetic(s); PNA-Probe
HPLC/Fluorescence Detection=peptide nucleic acid probe with analysis by ion exchange high performance liquid chromatography and fluorescence detection; tiz=elimination half-life;
tmax=time to reach maximum (peak) concentration following drug administration.

Additional Information: Maximum liver concentrations of ALN-18328 and 5’-phosporylated ALN-18328 (A100150) in the liver were mostly observed on Day 2 and Day 3, respectively.
ALN-18328 mean liver Cmax values ranged from 0.0545 to 0.184 ng/g while A100150 mean Cmax values ranged from 0.0785 to 0.190 pg/g. DLin-MC3-DMA liver Cmax and AUCo-t values
increased in an approximately dose proportional manner over the dose range tested. Maximum liver concentrations of DLin-MC3-DMA were usually observed on Day 2 or Day 3. Mean
DLin-MC3-DMA liver Cmax values ranged 7.00 to 272.5 ug/g while mean AUCo-t ranged from 97.4 to 4107 pgeh/g over the dose range. Maximum liver concentrations of PEG2000-C-DMG were
observed on Day 2. DLin-MC3-DMA liver pharmacokinetics profiles were similar after either a 15-minute or 1-hour infusion at 0.3 mg/kg patisiran-LNP.

The mean percent of ALN-18328 dose in the liver on Days 2 and 5 was approximately 0.552% and 0.161%, respectively. The mean percent of DLin-MC3-DMA dose in the liver was
approximately 97.6% on Day 2 and 24.5% on Day 29. The mean percent of PEG2000-C-DMG dose in the liver was approximately 10.5% at on Day 2 and 0.81% on Day 22.
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5 2.6.5.5.D Rat Tissue Distribution by Quantitative Whole Body Autoradiography

Study Title: Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography in | Test Article: Patisiran-LNP
Male Sprague Dawley and Long-Evans Rats Following a Single Intravenous Bolus Administration of

[“CJALN-TTRO02 study No. [Jjj 319-1103

Analysis by Quantitative Whole-Body Autoradiography (QWBA): Euthanasia of 1 Sprague Dawley and 1 Long Evans rat at 0.08, 0.25, 0.5, 1, 3.5, 4, 6, 24, 48, 168, 672, 1008, and 1344 h after
nominal dose of 0.3 mg/kg **C-ALN-TTRO02 IV bolus (194.7 uCi/kg). Carcasses immediately frozen prior to embedding and sectioning for QWBA analysis.

Tissues/Organs Time of Maximum Maximum Concentration Approximate % Recovery
(1 Sprague Dawley Rat/Time Point) Concentration (h) (ng equiv/g) of Administered DoseaP
Liver 35 69.5¢ 122
Spleen: Low (White pulp) 6 4.18 0.52
High (Red pulp) 168 12.0 1.61
Total (Red and White pulp) 35 7.61 1.00
Adrenal Gland: Cortex 168 12.3 0.11
Medulla 24 3.73 0.03
Lymph Node:  Posterior 48 275.69¢ NC

Abbreviations: Cmax=maximum (peak) concentration; I\VV=intravenous; LNP=lipid nanoparticle; NC=not calculated; QWBA=quantitative whole-body radiography; ULOQ=upper limit of
quantification.

a % Recovery = nCi/g tissue x weight tissue g / uCi dose/rat x100.
b Assumes sub-regions of organs weigh as much as total weight; assumes body weight of 250 g.
¢ Value is above the ULOQ.

Additional Information: In the albino rats, *C-ALN-TTRO2 distribution as determined from the **C-DLin-MC3-DMA-derived radioactivity was shown to rapidly and widely distributed. The
Cmax in blood occurred at 0.25 h, the first sampled time point (4.801 pg equiv/g). Concentrations in blood continued to be quantifiable through 1344 h postdose (0.006 pg equiv/g). Most tissues
concentrations were lower than blood from 0.25 h through 24 h postdose, and were generally higher than blood after 24 h postdose. The 1*C-ALN-TTRO2 tissues Cmax occurred at multiple different
time points from 0.25 h through 168 h posdose, with Cmax occurring at 0.5 h postdose in more tissues (14 of 45 tissues) than at any other time points. The highest tissues concentrations of >10 g
equiv/g were observed in lymph node-posterior (275.687 g equiv/g at 48 h), liver (69.519 ug equiv/g at 3.5 h), adrenal gland-cortex (12.315 pg equiv/g at 168 h), and spleen-high (12.042 pug
equiv/g at 168 h). All other tissues Cmax concentrations were approximately <5 pg equiv/g. The tissues with concentration >5ug equiv/g at 1344 h postdose were lymph node-posterior (145.374 ug
equiv/g) and adrenal gland cortex (7.442 g equiv/g). All other tissues had approximately <5 g equiv/g at 1344 h postdose. Elimination of radioactivity was not complete at 1344 h postdose, where
all sampled tissues, except eye lens, remained above the lower limit of quantification (0.003 pg equiv/g). In addition, high concentrations of “C-DLin-MC3-DMA-derived radioactivity were
observed in the bile (10.478 pg equiv/g at 0.5 h) and urine (5.871 pg equiv/g at 3.5 h), which reflected the routes of excretion for the C-ALN-TTRO02 derived radioactivity. Tissue distribution
patterns observed for partially-pigmented rats appeared to be similar to those observed in albino rats at the equivalent times. Data for each time point were obtained from a single Sprague Dawley
rat.
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5 2.6.5.5.E Rat Tissue Distribution by Micro-Autoradiography

Study Title: Discovery Tissue Distribution by Micro-Autoradiography Following a Single Test Article: Patisiran-LNP

Intravenous Administration of [**C]JALN-TTRO02 in Sprague Dawley Rats

study No. [JjJjj 319D-1202 (samples from [Jjjjjj 319-1103)

Analysis by Micro-Autoradiography (MARG): Tissues collection from Sprague Dawley rats at necropsy at 0.25, 0.5, 1, 2, 4, 6, 24, and 48 h (1 rat/time point) following nominal dose of 0.3
mg/kg *C-ALN-TTRO2 IV bolus (194.7 uCi/kg). Portions of tissue were frozen in isopentane cooled by liquid nitrogen. The adrenal gland (0.25, 1, 6, and 48 h), liver (0.25, 1, 4, 6, 24, and 48),
spleen (0.25, 1, 6, 24, and 48 h), kidney (0.25, 6, and 48 h), and testis (0.25, 6, and 48 h) were selected for MARG analysis.

Tissues/Organs (from 1 Rat/Time Point)

Liver Radioactivity was initially localized primarily to the lumen of the sinusoids. Radioactivity in the cytoplasm of the hepatocytes and vascular regions
of the liver was obvious. Radioactivity was slightly reduced in the sinusoids at 1, 6, and 24 h postdose, but was relatively higher in the cytoplasm of
the hepatocytes and vasculature. Radioactivity appeared to be more evenly distributed into the vascular, sinusoidal, and cellular portions of the liver
at 48 h.

Spleen Radioactivity was predominately in the cytoplasmic regions of cells in the red pulp, and levels appeared to increase or stay the same through 48 h.

Radioactivity in the white pulp appeared to be associated with both the nucleus and cytoplasmic regions. Those cells contributed radioactivity in the
early time points while in the later time points the radioactivity seemed to be associated with the cellular elements of the red pulp.

Adrenal Gland

Radioactivity was distributed throughout the adrenal gland and was present in the cytoplasm and interstitial spaces of cells in the cortex and medulla
with highest radioactivity observed in the vasculature and proximal cells. Radioactivity tended to be greater in and around the vascularized areas
and less in the adrenal cells at 24 and 48 h.

Kidney

Infiltration of radioactivity was relatively low and distributed primarily into the glomerulus at early time points. Radioactivity was evident in the
cytoplasm and some nuclei of glomerular, and primarily in the cytoplasm of tubule cells, which had much lower levels than in the glomerulus. At 48
h, radioactivity was still localized in the glomerulus and the interstitial tissue, and only low amounts were observed in the tubule cells. Very low
levels were observed in the lumen of the tubules and in the cells of the renal papilla for all time points tested.

Testis

Little radioactivity was seen in the testis at all sampled time points. Radioactivity was observed in the lumen of the seminiferous tubules, and
cytoplasm of the spermatogonia. Specific localization to spermatids was not observed. Radioactivity was seen in some blood vessels, but the
amount was low and limited to within the lumen.
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% 2.6.5.6.A Protein Binding

Study Title: Binding of Rat Serum Albumin, Human Serum Albumin, and Human a1-Acid Test Article: Patisiran-LNP

Glycoprotein to ALN-TTR02

Study System: In Vitro; 1.05 mg/mL patisiran-LNP incubated for 4 hours at 37°C

Target Entity, Test System and Method: Human Serum Albumin and Human a1-Acid Glycoprotein, Reconstituted lyophilized protein powder, FPLC separation with

SDS-PAGE quantification

Species Protein Conc. Tested Patisiran-LNP Concentration Study No.
% Bound
(mg/mL) (mg/mL)
Rat serum albumin 32 0.89% BA11010
Human serum albumin 50 1.05 0.46%
Human o1-acid glycoprotein 25 2.07%

Abbreviations: FPLC=fast protein liquid chromatography; LNP=lipid nanoparticle; SDS-PAGE=sodium dodecyl sulfate polyacrylamide gel electrophoresis.
Additional Information: The plasma protein binding of rat serum albumin, human serum albumin, and human a1-acid glycoprotein to patisiran-LNP was low at approximately 0.89%, 0.46%, and

2.07%, respectively.
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5 2.6.5.6.B Protein Binding for PEG2000-C-DMG

Test Article: PEG2000-C-DMG

Study Title: In Vitro Protein Binding Determination for PEG2000-C-DMG in Human Plasma

Study No. TTR02-DSM18-024 (] 319N-1815)

Study System: In Vitro; 5-20 uM PEGa2000-C-DMG in human plasma

Target Entity, Test System and Method: Protein binding was evaluated in human plasma at nominal concentrations of 5 and 20 OM. The spiked human
plasma (0.5 mL) at each concentration was incubated at 370C for 30 minutes before ultracentrifugation. Ultracentrifugation was conducted in
triplicate at approximately 500,000xg-force at 370C for 18 hours. A positive control was included (2 OM [**C]warfarin) and found to be 1.3%
unbound.

Nominal | Spiked Supernatant Sample Supernatant PAR Conc. Ratio Relative to Spiked
Conc. Plasma Mean Layer Conc. (%) Mean | SD
(uM) PAR (from top to bottom) Tube 1 Tube 2 Tube 3 Tube 1 Tube 2 Tube 3
0.76516 1 0.10902 0.11648 0.13882 13.3 14.2 16.9 14.8 19
5 0.88764 0.82277 2 0.02432 0.02844 0.02076 3.0 3.5 2.5 3.0 0.5
0.81550 3 0.04934 0.03720 0.02980 6.0 4.5 3.6 4.7 1.2
3.52970 1 0.29634 0.47938 0.57302 8.3 13.5 16.1 12.6 4.0
20 3.68570 3.55840 2 0.11268 0.13934 0.08096 3.2 3.9 2.3 31 0.8
3.45980 3 0.17904 0.14622 0.20246 5.0 4.1 5.7 4.9 0.8

Abbreviations: Conc.=concentration; PAR=peak area ratio; SD=standard deviation.
Additional Information: PAR=measured peak area ratio in mixed matrix (plasma/supernatant, v/v=1:1) x dilution factor of 2
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% 2.6.5.7.A An Intravenous (g2w x7) Fertility and General Reproduction Study in Male Sprague Dawley Rats

Title: Patisiran (ALN-TTRO02) and AF-011-18534: An Intravenous Fertility and General
Reproduction Study in Male Sprague Dawley Rats

Test Articles: Patisiran-LNP or AF-011-18534

Study No. TTR02-GLP15-035

Species Rat, Male Sprague Dawley
Method of Administration 60-min 1V infusion once every 2 weeks for 12 weeks (total of 7 doses)
Feeding condition: Fed
Vehicle/Formulation: 0.9% Sodium Chloride for Injection USP
PK timepoints 3 males/group/time point at 0.083, 1, 2, 8, 24, 96, 168, and 336 on Day 1, and predose, 0.083, 1, 2, 8, 24, 96, 168, 336, 672, and
1344 h post dose on Day 85
Sample Plasma
No. Animals/Group 9M 9M 9M oM 9M 9M 9M oM 9M
Patisiran-LNP (mg/kg)2 ALN-18328
Day 1 Day 85 Accumulation Ratio®

0.03 0.1 0.3 0.03 0.1 0.3 0.03 0.1 0.3
i (h)b ND ND 1.57 ND 1.89 ND NA NA NA
tmax () P 1.1 2.0 1.1 1.1 11 11 NA NA NA
Crmax (Hg/mL) 0.309 1.18 1.86 0.320 1.03 1.92 1.04 0.870 1.03
AUChst (pgh/mL) P 0.424 3.35 4.63 0.459 2.18 3.48 1.08 0.651 0.750
Cmax/Dose 10.3 11.8 6.21 10.7 10.3 6.40 1.04 0.870 1.03
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% 2.6.5.7.A An Intravenous (q2w x7) Fertility and General Reproduction Study in Male Sprague Dawley Rats (& =)

Title: Patisiran (ALN-TTRO02) and AF-011-18534: An Intravenous Fertility and General

Reproduction Study in Male Sprague Dawley Rats

Test Articles: Patisiran-LNP or AF-011-18534

Study No. TTR02-GLP15-035

No. Animals/Group 9M 9M 9M oM 9M 9M 9M oM 9M
Patisiran-LNP (mg/kg)2 ALN-18328

Day 1 Day 85 Accumulation Ratio®
AUC.s/Dose 141 335 154 15.3 21.8 11.6 1.08 0.651 0.750
CL (mL/h/kg)P ND ND 63.6 ND 44.4 ND NA NA NA
Vg (mL/kg)P ND ND 118 ND 86.8 ND NA NA NA
Patisiran-LNP (mg/kg)2 DLin-MC3-DMA

Day 1 Day 85 Accumulation Ratio®

0.03 0.1 0.3 0.03 0.1 0.3 0.03 0.1 0.3
tu (h)P 78.9 ND 125 ND ND 389 NA NA NA
tmax () P 1.1 1.1 1.1 11 1.1 1.1 NA NA NA
Crmax (Ug/mL) 1.26 6.07 22.6 2.63 6.33 12.2 2.09 1.04 0.540
AUCast (ug-h/mL) b 8.70 20.8 82.7 12.7 18.1 107 1.46 0.874 1.29
Cmax/Dose 6.47 9.37 11.6 135 9.77 6.28 2.09 1.04 0.540
AUC,,/Dose 44.8 321 42.6 65.5 28.0 55.0 1.46 0.874 1.29
CL (mL/h/kg)b 21.8 ND 21.8 ND ND 17.7 NA NA NA
Vg (mL/kg)P 1000 ND 1730 ND ND 3000 NA NA NA
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% 2.6.5.7.A An Intravenous (q2w x7) Fertility and General Reproduction Study in Male Sprague Dawley Rats (& =)

Title: Patisiran (ALN-TTRO02) and AF-011-18534: An Intravenous Fertility and General

Reproduction Study in Male Sprague Dawley Rats

Test Articles: Patisiran-LNP or AF-011-18534

Study No. TTR02-GLP15-035

No. Animals/Group 9M 9M 9M oM 9M 9M 9M oM 9M
Patisiran-LNP (mg/kg)2 PEG2000-C-DMG
Day 1 Day 85 Accumulation Ratio®

0.03 0.1 0.3 0.03 0.1 0.3 0.03 0.1 0.3
i (h)b ND ND ND ND ND 4.39 NA NA NA
tmax () P 2.0 2.0 2.0 2.0 2.0 2.0 NA NA NA
Crmax (Mg/mL) 0.0878 0.225 1.14 0.162 0.464 1.08 1.84 2.06 0.950
AUCias (ng-h/mL) P ND ND 3.55 ND ND 7.29 NA NA 2.05
Cmax/Dose 3.84 2.95 4.97 7.07 6.09 4.72 1.84 2.06 0.950
AUC.s/Dose ND ND 155 ND ND 31.9 NA NA 2.05
CL (mL/h/kg)P ND ND ND ND ND 30.7 NA NA NA
Vg (mL/kg)P ND ND ND ND ND 158 NA NA NA
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% 2.6.5.7.A An Intravenous (q2w x7) Fertility and General Reproduction Study in Male Sprague Dawley Rats (& =)
Title: Patisiran (ALN-TTRO02) and AF-011-18534: An Intravenous Fertility and General Test Articles: Patisiran-LNP or AF-011-18534
Reproduction Study in Male Sprague Dawley Rats
AF-011-18534 mg/kg)?2 AD-18534 DLin-MC3-DMA PEG2000-C-DMG

Day 1 Day 85 RatioC Day 1 Day 85 RatioC Day 1 Day 85 RatioC

i (h)b ND ND NA 118 480 NA ND 4.86 NA
tmax () P 1.1 1.1 NA 1.1 1.1 NA 1.1 11 NA
Crnax (Hg/mL) 1.08 2.34 2.17 5.49 8.83 1.61 0.680 1.36 2.00
AUCast (ng-h/mL) P 1.65 3.15 191 26.4 43.4 1.65 1.97 3.55 1.81
Cmax/Dose 10.8 234 2.17 8.12 131 161 8.76 175 2.00
AUCs/Dose 16.5 315 191 39.1 64.3 1.65 25.3 45.8 181
CL (mL/h/kg)P ND ND NA 24.2 15.1 NA ND 21.4 NA
Vg (mL/kg)P ND ND NA 1700 2340 NA ND 76.4 NA

Abbreviations: AUCst=area under the concentration-time curve from time zero to the last measurable concentration; CL=total body clearance; Cmax=maximum (peak) concentration;

IV=intravenous; LNP=lipid nanoparticle; M=male; No.=number; NA=not applicable; ND= not determined; PK=pharmacokinetic(s); siRNA=small interfering ribonucleic acid; SOl=start of

infusion; TK=toxicokinetic(s); tiz=terminal elimination half-life; tmax=time to reach maximum (peak) concentration following drug administration USP=United States Pharmacopeia; V4= volume

of distribution.

a SiRNA doses of 0.03, 0.1, and 0.3 mg/kg correspond to DLin-MC3-DMA doses of 0.19, 0.65, and 1.94 mg/kg, respectively, which were used to calculate the TK parameters for
DLin-MC3-DMA, and corresponded to PEGz000-C-DMG doses of 0.02, 0.08, and 0.23 mg/kg, respectively, which were used to calculate the TK parameters for PEGz2000-C-DMG.

b Time from SOI was used to calculate the parameter

¢ Ratio = Day 85 TK parameter/Day 1 TK parameter

Additional information: Many samples analyzed for PEGz2000-C-DMG concentrations after patisiran-LNP dosing had no quantifiable results due to insufficient sample volume.
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i 2.6.5.7.B ALN-TTRO2: An Intravenous Dosage Range-finding Development Toxicity Study in Rats Including a Toxicokinetic Evaluation

Study Title: ALN-TTRO02: An Intravenous Dosage Range-finding Development Toxicity Study in Rats Including
a Toxicokinetic Evaluation

Test Article: Patisiran-LNP

Study No. TTR02-NCD13-003

Species

Sprague Dawley Rats

Method of Administration:

IV Infusion of ALN-TTRO02 or AF-011-18534 over 1 hour on Day 1 (2 days prior to cohabitation) and on Day 6 and 13 of
presumed gestation (GD 6 & GD 13)

Feeding condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

Day 1 (0.083, 1, 2, 4, 8, 24, 48, and 72 hours postdose), GD 6 (0.083 hours postdose) and GD 13 (0.083, 1, 2, 4, 8, 24, 48, 72, and

144 hours postdose)

Sample: Plasma — Day 1 Plasma - GD 13

ALN-TTRO02 Dose (mg/kg): 0.03 0.1 0.3 1.0 0.03 0.1 0.3 1.0

Number of Females: 15 15 15 15 15 15 15 15

Analyte/Assay: ALN-18328 by LC/MS/MS

tmax ()2 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083

Cinax (ng/mL) 0.182 0.651 2.30 7.83 0.080 0.801 2.01 2.53

AUCo (pgeh/mL)2 NR NR NR 9.88 NR 1.16 NR NR

Analyte/Assay: DLin-MC3-DMA by LC/MS/MS

tmax ()2 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083

Crnax (ng/mL) 1.29 6.80 13.8 65.0 0.562 6.30 13.8 16.3

AUCo (ugeh/mL)2 2.77 134 28.4 117 2.16 15.7 43.5 83.8

AUCo.73n (pgeh/mL)2 2.77 134 28.4 117 1.42 12.7 3338 50.1
111

Confidential Alnylam Japan




I\)

1%%

BRI ER

USUFRYHL

% 2.6.5.7.B ALN-TTRO2: An Intravenous Dosage Range-finding Development Toxicity Study in Rats Including a Toxicokinetic Evaluation (#t=)

Study Title: ALN-TTRO02: An Intravenous Dosage Range-finding Development Toxicity Study in Rats Including
a Toxicokinetic Evaluation

Test Article: Patisiran-LNP

Study No. TTR02-NCD13-003

Sample: Plasma — Day 1 Plasma - GD 13

ALN-TTRO02 Dose (mg/kg): 0.03 0.1 0.3 1.0 0.03 0.1 0.3 1.0

Number of Females: 15 15 15 15 15 15 15 15

Analyte/Assay: PEG2000-C-DMG by LC/MS/MS

tmax (D)2 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083

Crnax (ng/mL) 0.161 0.514 1.78 6.75 .084 0.776 1.74 3.27

AUCo. (ugeh/mL)2 0.299 1.43 4.60 17.9 0.165 2.14 4.31 9.47

AUCo.73n (pgeh/mL)2 0.336 1.66 4.60 17.9 0.201 1.70 441 8.85
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% 2.6.5.7.B ALN-TTRO2: An Intravenous Dosage Range-finding Development Toxicity Study in Rats Including a Toxicokinetic Evaluation (#t=)

Study Title: ALN-TTRO02: An Intravenous Dosage Range-finding Development Toxicity Study in Rats Including

a Toxicokinetic Evaluation

Test Article: Patisiran-LNP

Sample: Plasma - Day 1 Plasma - GD 13
AF-011-18534 Dose (mg/kg): 0.3 1.0 0.3 1.0
Number of Females: 15 15 15 15
Analyte: AD-18534
tmax ()2 1.083 1.083 1.083 1.083
Crnax (ng/mL) 3.43 20.2 0.929 16.7
AUCo. (ugeh/mL)2 6.79 29.2 2.07 24.4
AUCq.7an (ngeh/mL)2 6.80 30.0 2.16 24.4
Analyte: DLin-MC3-DMA
tmax (D)2 1.083 1.083 2.000 1.083
Crnax (ng/mL) 10.3 64.2 3.16 53.8
AUCo. (ugeh/mL)2 27.6 130 17.4 126
AUCq.7an (ngeh/mL)2 27.6 130 11.8 109
Analyte: PEG2000-C-DMG
tmax (D)2 1.083 1.083 1.083 1.083
Crnax (ng/mL) 2.51 9.90 1.02 9.00
AUCo. (ugeh/mL)2 6.81 23.8 3.88 20.5
AUCo.73n (ugeh/mL)2 6.81 23.8 3.88 19.8
113
Confidential Alnylam Japan




2.6.5 EYEREABRMER
NNFOSFFUDA

% 2.6.5.7.B ALN-TTRO2: An Intravenous Dosage Range-finding Development Toxicity Study in Rats Including a Toxicokinetic Evaluation (#t=)

Study Title: ALN-TTRO02: An Intravenous Dosage Range-finding Development Toxicity Study in Rats Including | Test Article: Patisiran-LNP
a Toxicokinetic Evaluation

Sample: Rat Fetuses — GD 19
Analyte: DLin-MC3-DMA

Patisiran-LNP AF-011-18534
Dose (mg/kg): 0.03 0.1 0.3 1.0 0.3 1.0
Mean (ug/g) <LLOQ <LLOQ 0.00874 0.0226 0.00875 0.0237
Number of DamsP 15 15 15 15 15 15

Abbreviations: AUCo+=area under the concentration-time curve from time zero to the last measurable concentration; Cmax=maximum (peak) concentration; F=female; GD=presumed day of
gestation; LLOQ=lower limit of quantification; LNP=lipid nanoparticle; NR=not reportable (does not meet acceptance criteria for reporting AUC [4 consecutive quantifiable time points]);
Atto-Probe HPLC/Fluorescence Detection=peptide nucleic acid probe with analysis by ion exchange high performance liquid chromatography and fluorescence detection; SOl=start of infusion;
tmax=time to reach maximum (peak) concentration following drug administration; USP=United States Pharmacopeia.

Additional Information: Preliminary results are presented in the table. Following a 1-hour IV infusion of patisiran-LNP or AF-011-18534 to female Sprague Dawley rats on Day 1 or Day 13 of
presumed gestation (GD 13), plasma concentrations of ALN-18328 or AD-18534, DLin-MC3-DMA, and PEG2000-C-DMG declined rapidly after peaking at approximately the end of the 1-hour
infusion. ALN-18328 or AD-18534, DLin-MC3-DMA, and PEG2000-C-DMG Crmax values increased with an increase in dose on Day 1, GD 6, and GD 13. The AD-18534, DLin-MC3-DMA, and
PEG2000-C-DMG AUC values increased with an increase in dose on Day 1 and GD 13. The plasma Cmax of ALN-18328 was comparable on GD 13 and Day 1 for the 0.1 and 0.3 mg/kg dose groups,
however, Cmax was lower on GD 13 for the 0.03 and 1 mg/kg dose groups, while both Cmax and AUCo-t in the 0.3 mg/kg AF-011-18534 dose group was lower on GD 13 compared to Day 1. The
plasma exposure of DLin-MC3-DMA was comparable on Day 1 and GD 13, with the exception of the 0.3 mg/kg patisiran-LNP and AF-011-18534 dose group which was lower on GD 13 compared
to Day 1. The plasma exposure of PEG2000-C-DMG was comparable on Day 1 and GD 13, with the exception of the 0.03 and 1 mg/kg patisiran-LNP dose groups and the 0.3 mg/kg AF-011-18534
dose group which was lower on GD 13 compared to Day 1. Additionally, ALN-18328, AD-18534 and PEG2000-C-DMG concentrations were below limit of quantification in rat fetuses, while the
concentrations of DLin-MC3-DMA were observed in rat fetuses from the 0.3 and 1 mg/kg dose groups after administration of patisiran-LNP or AF-011-18534.

a Time from SOI was used to calculate the parameter.
b Fetuses from the same mother were pooled to form one sample.
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ik 2.6.5.7.C An Intravenous (glw x6) Dose Range-Finding Embryo-Fetal Development Study in Sprague Dawley Rats

Study Title: Patisiran (ALN-TTR02) and AF-011-18534: An Intravenous Dose Range-finding
Embryo-Fetal Development Study in Sprague Dawley Rats

Test Article: Patisiran-LNP

Study No. TTR02-DSM15-015

Species Sprague Dawley Rat
Method of Administration: v
Feeding condition: Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

0 h,5min, 1, 2, 8, and 24 hours h after the GD 19 dose

Formulation: AF-011-18534 Patisiran-LNP
Dose (mg/kg): 0.15 0.5 15 15
Number of Females: 9 9 9 9
Sample: Plasma - GD 19
Analyte/Assay: AD-18534 by HPLC/Atto-probe ALN-18328 by HPLC/Atto-probe
tmax () 1.08 1.08 1.08 1.08
Crnax (ng/mL) 3.57 13.6 28.6 27.7
AUCo.t (ugeh /mL) 7.57 27.0 78.7 62.6
ty2 () 2.4 2.0 3.3 35
Analyte/Assay: DLin-MC3-DMA by LC/MS/MS
tmax () 1.08 1.08 1.08 1.08
Crnax (ng/mL) 12.9 46.9 118 151
AUCo. (ugeh /mL) 30.9 110 373 309
tu2 (h) 4.3 4.9 3.9 43
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% 2.6.5.7.C An Intravenous (glw x6) Dose Range-Finding Embryo-Fetal Development Study in Sprague Dawley Rats (& =)

Study Title: Patisiran (ALN-TTR02) and AF-011-18534: An Intravenous Dose Range-finding

Embryo-Fetal Development Study in Sprague Dawley Rats

Test Article: Patisiran-LNP

Study No. TTR02-DSM15-015

Formulation: AF-011-18534 Patisiran-LNP
Dose (mg/kg): 0.15 0.5 1.5 1.5
Number of Females: 9 9 9 9
Sample: Plasma - GD 19
Analyte/Assay: PEG2000-C-DMG by LC/MS/MS
tmax (D) 1.08 1.08 1.08 1.08
Crnax (ng/mL) 1.97 6.24 30.9 36.9
AUCo. (ugeh /mL) 5.32 17.4 91.5 87.8
ti (h) 4.70 5.0 3.7 3.6
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% 2.6.5.7.C An Intravenous (glw x6) Dose Range-Finding Embryo-Fetal Development Study in Sprague Dawley Rats (& =)

Study Title: Patisiran (ALN-TTR02) and AF-011-18534: An Intravenous Dose Range-finding

Embryo-Fetal Development Study in Sprague Dawley Rats

Test Article: Patisiran-LNP

Study No. TTR02-DSM15-015

Formulation: AF-011-18534 Patisiran-LNP
Dose (mg/kg): 0.15 0.5 152 1.5
Number of Females: 9 9 9 9

Sample: Maternal Liver — GD 20

Analyte/Assay: AD-18534 by HPLC/Atto-probe (ug/g) ALN-18328 by HPLC/Atto-probe

siRNA 0.0819 0.192 0.290 0.194

DLin-MC3-DMA 515 221 539 725

PEG2000-C-DMG 0.890 2.60 4.87 5.21

Sample: Placenta — GD 20

Analyte/Assay: DLin-MC3-DMA by LC/MS/MS (ung/g)

siRNA NC 0.128b 0.0906 NC

DLin-MC3-DMA 0.325 1.35 2.90 2.23

PEG2000-C-DMG 0.0924 0.257 0.603 0.527
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% 2.6.5.7.C An Intravenous (glw x6) Dose Range-Finding Embryo-Fetal Development Study in Sprague Dawley Rats (& =)

Study Title: Patisiran (ALN-TTR02) and AF-011-18534: An Intravenous Dose Range-finding

Embryo-Fetal Development Study in Sprague Dawley Rats

Test Article: Patisiran-LNP

Study No. TTR02-DSM15-015

Formulation: AF-011-18534 Patisiran-LNP
Dose (mg/kg): 0.15 0.5 152 15
Number of Females: 9 9 9 9
Sample: Fetal TissueC — GD 20

Analyte/Assay: PEG2000-C-DMG by LC/MS/MS (ng/g)

SiRNA NC NC NC NC
DLin-MC3-DMA 0.00757 0.0202 0.0271 0.0178
PEG2000-C-DMG NC NC NC NC

Abbreviations: AUCo+=area under the concentration-time curve from time zero to the last measurable concentration; Cmax=maximum (peak) concentration; GD=presumed day of gestation;
HPLC=high performance liquid chromatography; I\V=intravenous; LC=liquid chromatography; LLOQ=lower limit of quantification; LNP=lipid nanoparticle; MS=mass spectrometry; NC=not
calculated — insufficient values to calculate parameter or all concentration values <LLOQ; PK-pharmacokinetic(s); ti2=terminal elimination half-life; tmax=time to reach maximum (peak)
concentration following drug administration; USP=United States Pharmacopeia.
Additional information: Liver AD-18534 LLOQ=5 ng/g; liver ALN-18328 LLOQ=20 ng/g; placenta AD-18534 LLOQ=4 ng/g; placenta ALN-18328 LLOQ=40 ng/g; fetal tissue AD-18534
LLOQ=2 ng/g; fetal tissue ALN-18328 LLOQ=20 ng/g; DLin-MC3-DMA LLOQ=4 ng/g; PEG2000-C-DMG LLOQ=40 ng/g

a Liver tissue samples were collected from 7 of the 9 animals in the 1.5 mg/kg AF-011-18534 dose group.

b n=1
¢ n=5 fetuses per animal
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5 2.6.5.7.D An Intravenous (gqlw x6) Fertility and Embryo-Fetal Development Study in Sprague Dawley Rats

Study Title: Patisiran (ALN-TTR02) and AF-011-18534: An Intravenous Fertility and Test Articles: Patisiran-LNP and AF-011-18534

Embryo-Fetal Development Study in Sprague Dawley Female Rats

Study No. TTR02-GLP15-031

Species Sprague Dawley Rat (female)

Method of Administration Patisiran-LNP and AF-011-18534 were administered by 60-min IV infusion on Day 15, Day 8, and Day 1 prior to cohabitation and on

Gestation Days 6, 13, and 19 (total of 6 doses).

Feeding condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

0, 0.083, 1, 2, 8, and 24 hours postdose on GD 19

Number of females 9 9 9 9 9 9 9 9 9

Sample Plasma

Test Article (Patisiran) Patisiran-LNP on GD 19

Analyte/Assay ALN-18328 DLin-MC3-DMA PEG2000-C-DMG

Dose Level (mg/kg)? 0.15 0.5 1.5 0.15 0.5 1.5 0.15 0.5 15

Crmax (Ug/mL) 1.99 6.28 29.0 125 315 133 1.63 4.22 17.8

timax (h)b 1.08 1.08 1.08 1.08 1.08 1.08 1.08 1.08 1.08

tiase ()P 9.0 9.0 25 25 25 25 25 25 25

AUClst (pgeh/mL)P 4.62 16.0 88.0 30.1 99.1 361 3.98 11.6 41.1

AUCan (ugeh/mL)P 4.62 16.0 88.0 30.1 99.1 361 3.98 11.6 411
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% 2.6.5.7.D An Intravenous (glw x6) Fertility and Embryo-Fetal Development Study in Sprague Dawley Rats (#% =)

Study Title: Patisiran (ALN-TTR02) and AF-011-18534: An Intravenous Fertility and

Embryo-Fetal Development Study in Sprague Dawley Female Rats

Test Articles: Patisiran-LNP and AF-011-18534

Study No. TTR02-GLP15-031

Test Article (AF-011-18534)

AF-011-18534 on GD 19

Analyte/Assay AD-18534 DLin-MC3-DMA PEG2000-C-DMG

Dose Level (mg/kg)C 0.15 0.5 15 0.15 0.5 15 0.15 0.5 15
Crnax (Mg/mL) NA NA 3.98 NA NA 91.3 NA NA 19.4
tmax (h)b NA NA 2.0 NA NA 1.08 NA NA 1.08
tast (h)b NA NA 9.0 NA NA 25 NA NA 25

AUC st (ug'h/mL)b NA NA 16.6 NA NA 348 NA NA 55.5
AUCosn (ug-h/mL)b NA NA 16.6 NA NA 348 NA NA 55.5

Abbreviations: AUC2sn= area under the concentration time curve from time zero to 24h; AUCist= area under the concentration time curve from time zero to the last measurable time point;
Cmax=maximum (peak) concentration; GD=gestation day; I\V=intravenous; LNP=lipid nanoparticle; NA=not applicable; SOl=start of infusion; tiast= time of last measurable concentration; tmax=time
to reach maximum (peak) concentration following drug administration; USP=United States Pharmacopeia.

a Patisiran-LNP doses of 0.15, 0.5, and 1.5 mg/kg correspond to DLin-MC3-DMA doses of 0.97, 3.24, and 9.72 mg/kg, respectively, which were used to calculate the TK parameters for
DLin-MC3-DMA, and corresponded to PEGz000-C-DMG doses of 0.11, 0.38, and 1.14 mg/kg, respectively, which were used to calculate the TK parameters for PEGz2000-C-DMG.

b The times from SOI was used to calculate the parameters.

¢ AF-011-18534 doses of 1.5 mg/kg correspond to a DLin-MC3-DMA dose of 10.14 mg/kg, which were used to calculate the TK parameters for DLin-MC3-DMA, and corresponded to a
PEG2000-C-DMG dose of 1.17 mg/kg, which were used to calculate the TK parameters for PEG2000-C-DMG.

Confidential

120

Alnylam Japan




N

6.5 EMBEABRBER
RFUSUF RUSL

ik 2.6.5.7.E An Intravenous (q6d x6) Developmental and Perinatal/Postnatal Reproduction Toxicity Study in Sprague Dawley Rats

Study Title: Patisiran (ALN-TTR02) and AF-011-18534: An Intravenous Developmental and
Perinatal/Postnatal Reproduction Toxicity Study in Rats, Including a Postnatal Behavioral

Functional Evaluation

Test Articles: Patisiran-LNP and AF-011-18534

Study No. TTR02-GLP16-003

Species

Sprague Dawley Rat (female)

Method of Administration

Patisiran-LNP and AF-011-18534 were administered by 60-min IV infusion during gestation (GD 7, 13, 19) and Lactation (LD 6, 12,
and 18) (total of 6 doses)

Feeding condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

0,0.083, 1, 2, 8, 24, 48, and 72 hours postdose on LD 18

Sample Plasma

Test Article (Patisiran-LNP) Patisiran-LNP Lactation Day 18

Analyte/Assay ALN-18328 DLin-MC3-DMA PEGz2000-C-DMG

Dose Level (mg/kg)? 0.15 0.5 15¢ 0.15¢ 05¢ 15¢ 0.15¢ 0.5¢ 1.5¢

Number of females 10 10 10 10 10 10 10 10 10

tuz ()P ND ND ND 66 ND 62 ND 37 11

timax (h)b 2.00 1.08 1.08 2.00 1.08 3.00 1.08 1.08 2.00

Crnax (ng/mL) 0.488 1.20 3.14 4.02 2.84 2.82 0.621 1.35 2.82

AUCiast (png-h/mL)P 1.02 1.50 6.18 19.10 27.90 72.50 3.42 5.36 15.10

Crnax/DOSER 3.25 2.40 2.09 4.36 0.922 0.31 5.50 3.60 2.50
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% 2.6.5.7.E An Intravenous (g6d x6) Developmental and Perinatal/Postnatal Reproduction Toxicity Study in Sprague Dawley Rats (=)

Study Title: Patisiran (ALN-TTR02) and AF-011-18534: An Intravenous Developmental and Test Articles: Patisiran-LNP and AF-011-18534

Perinatal/Postnatal Reproduction Toxicity Study in Rats, Including a Postnatal Behavioral

Functional Evaluation Study No. TTR02-GLP16-003

Test Article (AF-011-18534) AF-011-18534 - Lactation Day 18

Analyte/Assay AD-18534 DLin-MC3-DMA PEG2000-C-DMG

Dose Level (mg/kg)C 0.15 0.5 15 0.15 0.5 15 0.15 0.5 15

Sex (M/F)/Number of animals F/10 F/10 F/10 F/10 F/10 F/10 F/10 F/10 F/10
to (h)b NA NA ND NA NA 120 NA NA 17

tmax (h)b NA NA 10.8 NA NA 2.00 NA NA 2.0

Crnax (ng/mL)2 NA NA 135 NA NA 4.17 NA NA 2.0

AUC st (ug-h/mL)b NA NA 15.9 NA NA 109.0 NA NA 17.0
Crmax/Dose? NA NA 9.0 NA NA 0.458 NA NA 1.80

Abbreviations: ALQ = above the limit of quantification; AUCst= area under the concentration time curve from time zero to the last measurable time point; Cmax=maximum (peak) concentration;
EOIl=end of infusion; F=female; GD=gestation day; IV=intravenous; LD=lactation day; LNP=lipid nanoparticle; M=male; NA=not applicable; ND=not determined; PK=pharmacokinetic(s);
SOl=start of infusion; TK=toxicokinetic(s); tuz=terminal elimination half-life; tmax=time to reach maximum (peak) concentration following drug administration; USP=United States Pharmacopeia.

a Patisiran-LNP doses of 0.15, 0.5 and 1.5 mg/kg correspond to DLin-MC3-DMA doses of 0.923, 3.08, and 9.23 mg/kg, respectively, which were used to calculate the TK parameters for
DLin-MC3-DMA, and correspond to PEG2000-C-DMG doses of 0.113, 0.375, and 1.13 mg/kg, respectively, which were used to calculate the TK parameters for PEG2000-C-DMG.

b Time-dependent parameters were calculated using times post SOI.

¢ TK parameter values were potentially impacted due to individual concentrations that were not quantifiable due to being above the limit of quantification with insufficient sample volume for
reassay, resulting in concentration -time profiles of n <3 at the affected time points, most notably where n=0 at 0.083 h post EOI. In most instances, the affected time points where concentrations
were ALQ were at or around tmax.
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5 2.6.5.7.F An Intravenous (qlw x3) Dose Range-Finding Embryo-Fetal Development Study in New Zealand White Rabbits

Study Title: A Dose Range-Finding Embryo-Fetal Development Study by Intravenous Infusion in Rabbits, including a
Preliminary Evaluation in Non-Pregnant Rabbits

Test Article: Patisiran-LNP

Study No. TTR02-DSM15-012

Species

New Zealand White Rabbit

Method of Administration:

1V infusion (60 minutes)

Feeding condition:

Fed

Vehicle/Formulation:

0.9% Sodium Chloride for Injection USP

PK timepoints

0,0.083, 1, 2, 8, and 24 hours post dose on GD7 and GD19

Sample: Maternal Plasma GD 7 Maternal Plasma GD 19

Dose (mg/kg): 0.3 1.0 2.0 0.3 1.0 2.0
Number of Females: 5 5 5 5 5 5
Formulation: ALN-18328

tz (D) 11.92 + NR 8.1+NR 9.4+2.76 6.5+ NR 9.4+2.95 11.8+10.7
tmax () 1.08 + 0.00 1.08 £ 0.00 1.08 + 0.00 1.08 £ 0.00 1.08 £ 0.00 1.08 £ 0.00
Cinax (ng/mL) 6.83 £ 2.36 24.6 £3.36 54.3 £ 4.36 257+1.26 22.6+10.8 40.0 +7.86
AUCo (pgeh/mL) 12.3+561 46.8+ 144 112 +£16.2 3.46+1.83 29.6£16.9 124 £ 94.6
Formulation: DLin-MC3-DMA

tiz (h) 8.2+ 2.06 5.0+0.38 7.4+1.65 9.9+1.35 73+131 6.1+1.35
tmax (h) 1.08 + 0.00 1.08 £ 0.00 1.08 £ 0.00 1.08 £ 0.00 1.08 £ 0.00 1.08 £ 0.00
Crax (ug/mL) 229+105 77.3+26.8 281 +48 8.02 £ 5.86 103 +67.0 209 +£61.1
AUCo. (pgeh/mL) 75+19.8 268 +74.3 611 + 152 226+11.3 170 £110 424 + 224
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% 2.6.5.7.F An Intravenous (glw x3) Dose Range-Finding Embryo-Fetal Development Study in New Zealand White Rabbits (#; &)

Study Title: A Dose Range-Finding Embryo-Fetal Development Study by Intravenous Infusion in Rabbits, including a
Preliminary Evaluation in Non-Pregnant Rabbits

Test Article: Patisiran-LNP

Study No. TTR02-DSM15-012

Sample: Maternal Plasma GD 7 Maternal Plasma GD 19

Dose (mg/kg): 0.3 1.0 2.0 0.3 1.0 2.0
Number of Females: 5 5 5 5 5 5
Formulation: PEG2000-C-DMG

tiz (h) 5.3+0.00 51+0.21 5.0+0.35 5+0.10 48+0.35 45+05
tmax () 1.7+0.53 1.4+0.53 1.08 £ 0.00 1.08 £ 0.00 1.08 £ 0.00 1.08 £ 0.00
Crnax (ng/mL) 5.46+0.74 19.2+3.22 53.1+£8.72 2.70+£0.81 15+4.48 32.9+9.42
AUCo- (ngeh/mL) 345+5.62 115+13.2 242 £ 52.7 129+ 2.36 66.2 £ 33.4 140 £ 61.6
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% 2.6.5.7.F An Intravenous (glw x3) Dose Range-Finding Embryo-Fetal Development Study in New Zealand White Rabbits (#; &)

Study Title: A Dose Range-Finding Embryo-Fetal Development Study by Intravenous Infusion in Rabbits, including a
Preliminary Evaluation in Non-Pregnant Rabbits

Test Article: Patisiran-LNP

Study No. TTR02-DSM15-012

Dose (mg/kg): 0.3 1.0 2.0

Number of Females: 5 5 5
Concentration (png/g)

Sample: Liver /GD 20

Analyte:

ALN-18328 0.106 + 0.0121 0.454 +0.223 1.390 + 0.384

DLin-MC3-DMA 172 £62.2 359 + 145 689 £ 110

PEG2000-C-DMG 0.602 + 0.247 0.808 + 0.0575 2.39+0.830

Sample: Kidney/GD 20

Analyte:

ALN-18328 NR 0.04062 + NR 0.116° + NR

DLin-MC3-DMA 0.191 + 0.0256 1.17 £ 0.369 2.43+£0.410

PEG2000-C-DMG 0.162 + 0.0182 0.880 + 0.143 1.64 +£0.110

Sample: Spleen/GD 20

Analyte:

ALN-18328 0.236 £ 0.175 0.141 £ 0.0506 0.910 £ 1.070

DLin-MC3-DMA 65.8 £ 37.8 138 + 32.7 269+97.1

PEG2000-C-DMG 1.06 £ 0.406 3.17+1.01 124 +£5.65
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& 2.6.5.7.F An Intravenous (glw x3) Dose Range-Finding Embryo-Fetal Development Study in New Zealand White Rabbits (#; &)

Study Title: A Dose Range-Finding Embryo-Fetal Development Study by Intravenous Infusion in Rabbits, including a

Preliminary Evaluation in Non-Pregnant Rabbits

Test Article: Patisiran-LNP

Study No. TTR02-DSM15-012

Dose (mg/kg): 0.3 1.0 2.0

Number of Females: 5 5 5
Concentration (png/g)

Sample: Placenta/GD 20

Analyte:

ALN-18328 0.147P £ NR 0.06582 + NR 1.04° £ NR

DLin-MC3-DMA 3.81+£3.05 28.8+19.0 64.8+£91.6

PEG2000-C-DMG 0.399 +0.144 195+1.35 3.79+3.28

Sample: Fetal / GD 20

Analyte:

ALN-18328 NR NR 004742 + NR

DLin-MC3-DMA 0.00967 + 0.00377 0.0485 + 0.0159 0.0772 + 0.0539

PEG2000-C-DMG NR 0.0612 + 0.00471 0.0890 + 0.0403

Abbreviations: AUCo.t =area under the concentration time curve from time zero to the last measurable time point; Cmax=maximum (peak) concentration; GD=gestation day; I\V=intravenous;
LNP=lipid nanoparticle; NR=not reported — insufficient values to calculate parameter; PK=pharmacokinetic(s); tz=terminal elimination half-life; tmax=time to reach maximum (peak) concentration
following drug administration; USP=United States Pharmacopeia.

a Concentration value represents n=1
b Concentration value represents n=2
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i 2.6.5.7.G An Intravenous (qlw x3) Embryo-Fetal Development Study in New Zealand White Rabbits

Study Title: An Embryo-Fetal Development Study by Intravenous Infusion in Rabbits

Test Article: Patisiran-LNP

Study No. TTR02-GLP15-034

Species New Zealand White Rabbits

Method of Administration: IV infusion of Patisiran-LNP on GD 7, GD 13, and GD 19

Feeding condition: Fed

Vehicle/Formulation: 0.9% Sodium Chloride for Injection USP

PK timepoints 0,0.083, 1, 2, 8, and 24 hours postdose on GD 7 and 19

Sample: Plasma-GD 7 Plasma - GD 19

Dose (mg/kg)a: 0.1 0.3 0.6 0.1 0.3 0.6

Number of Females: 3 3 3 3 3 3

Analyte/Assay: ALN-18328 by LC/MS-HRAM

tusd (h) ND 8.45 8.45 ND 9.42 36.1

trnax? (h) 1.083 1.083 1.083 1.083 1.083 1.083

Cinax (ng/mL) 0.641 3.12 8.23 0.339 1.61 3.60

thast? (h) 3.0 20 25 4.0 7.0 14

AUCs (ugeh/mL) 0.776 10.1 24.1 ND 3.76 10.0

AUC2u (ugeh/mL) 0.776 10.1 24.1 ND 3.76 10.0

AUC.b (ugeh/mL) ND 8.07 434 ND 6.19 15.7

CLP (mL/h/kg) ND 37.2 13.8 ND 48.4 38.1

Vs (ML/KQ) ND 253 120 ND 487 1170
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% 2.6.5.7.G An Intravenous (qlw x3) Embryo-Fetal Development Study in New Zealand White Rabbits (5t =)

Study Title: An Embryo-Fetal Development Study by Intravenous Infusion in Rabbits

Test Article: Patisiran-LNP

Sample: Plasma-GD 7 Plasma - GD 19
Dose (mg/kg)a: 0.1 0.3 0.6 0.1 0.3 0.6
Number of Females: 3 3 3 3 3 3
Analyte/Assay: DLin-MC3-DMA by LC/MS/MS
tual (h) 8.07 6.27 6.21 9.42 7.16 8.93
trnax? (h) 1.083 1.083 1.083 1.083 1.083 1.083
Crnax (ng/mL) 3.62 19.7 46.8 1.41 11.7 19.9
tiast® () 25 25 25 25 25 25
AUC a0 (ngeh/mL) 19.7 94.1 228 6.51 29.9 57.0
AUCoaD (ugeh/mL) 19.7 94.1 228 6.51 29.9 57.0
AUC..P (ugeh/mL) 221 98.9 239 7.76 31.9 63.4
CLD (mL/h/kg) 30.2 20.9 16.7 107 67.7 76.4
Vss (ML/Kg) 292 145 133 1020 464 772
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% 2.6.5.7.G An Intravenous (qlw x3) Embryo-Fetal Development Study in New Zealand White Rabbits (5t =)
Study Title: An Embryo-Fetal Development Study by Intravenous Infusion in Rabbits Test Article: Patisiran-LNP
Sample: Plasma-GD 7 Plasma - GD 19
Dose (mg/kg)a: 0.1 0.3 0.6 0.1 0.3 0.6
Number of Females: 3 3 3 3 3 3
Analyte/Assay: PEG2000-C-DMG by LC/MS/MS
tu2 (h) 5.87 5.27 5.32 6.50 5.00 5.23
trnax? (h) 1.389 1.389 1.542 1.083 1.083 1.542
Crnax (ug/mL) 1.10 3.46 8.20 0.486 2.45 3.64
thast? (h) 25 25 25 25 25 25
AUCas (ugeh/mL) 7.88 23.6 52.5 2.58 10.9 18.9
AUCoaD (ugeh/mL) 7.88 23.6 52.5 2.58 10.9 18.9
AUC..P (ug+h/mL) 8.32 24.6 54.7 2.75 11.2 21.9
CLD (mL/h/kg) 9.62 9.38 8.42 29.5 20.8 21.0
Vs (ML/kg) 63.7 55.0 49.3 209 98.1 100

Abbreviations: AUC..= area under the concentration-time curve from time 0 extrapolated to infinite time; AUC2an = area under the concentration-time curve from time zero to 24h; AUCst=area
under the concentration-time curve from time zero to the last measurable time point; CL=total body clearance; Cmax=maximum (peak) plasma drug concentration; GD=presumed day of gestation;
HRAM=high resolution accurate mass; IVV=intravenous; LC =liquid chromatography; LNP=lipid nanoparticle; MS=mass spectrometry; ND=not determined; siRNA=small interfering ribonucleic
acid; SOl=start of infusion; TK=toxicokinetic(s); tuz=terminal elimination half-life; tist= time of last measurable concentration; tmax=time to reach maximum (peak) concentration following drug
administration; USP=United States Pharmacopeia; Vss=volume of distribution at steady state.

a SiRNA doses of 0.1, 0.3, and 0.6 mg/kg correspond to DLin-MC3-DMA doses of 0.65, 1.94, and 3.89 mg/kg, respectively, which were used to calculate the TK parameters for DLin-MC3-DMA,

and corresponded to PEG2000-C-DMG doses of 0.08, 0.23, and 0.46 mg/kg, respectively, which were used to calculate the TK parameters for PEG2000-C-DMG.

b Time from SOI was used to calculate the parameter
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%= 2.6.5.8.A Lacteal Secretion Analysis from an Intravenous Developmental and Perinatal/Postnatal Reproduction Toxicity Study in Sprague Dawley Rats

Study Title: Patisiran-LNP (ALN-TTRO02) and AF-011-18534: An Intravenous Developmental and Perinatal/Postnatal
Reproduction Toxicity Study in Rats, Including a Postnatal Behavioral Functional Evaluation

Test Article: Patisiran-LNP

Study No. TTR02-GLP16-003

Species: Sprague Dawley Rat

Number of Animals: 4 animals/control group, 10 animals/test article group

Method of Administration: 1V infusion on GD 7, 13, and 19 and LD 6, 12, and 18

Assay: LC/MS-HRAM; RT-gPCR2

Comparisons of Mean DLin-MC3-DMA and PEG200-C-DMG Rat Milk and Rat Plasma Concentrations at 2 h Postdose on LD 12 Following IV Infusion of

Patisiran-LNP or AF-011-185340

Mean Mean Plasma Percent Plasma Mean Mean Plasma Percent Plasma
Dose (mg/kg) DLin-MC3-DMA Rat DLin-MC3-DMA DLin-MC3-DMA in | PEG2000-C-DMG Rat PEG2000-C-DMG PEG2000-C-DMG in
Milk Conc (pg/mL) Conc (pg/mL) Milk Milk Conc (pg/mL) Conc (ng/mL) Milk

Patisiran-LNP

0.15 0.0145 1.160 1.3 NC 0.0958¢ NC

0.5 0.0500 1.040 4.8 0.0133 0.566° 2.3

15 0.154 3.270 4.7 0.0458 0.691¢ 6.6
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Study Title: Patisiran-LNP (ALN-TTRO02) and AF-011-18534: An Intravenous Developmental and Perinatal/Postnatal
Reproduction Toxicity Study in Rats, Including a Postnatal Behavioral Functional Evaluation

Test Article: Patisiran-LNP

Study No. TTR02-GLP16-003

Mean Mean Plasma Percent Plasma Mean Mean Plasma Percent Plasma
Dose (mg/kg) DLin-MC3-DMA Rat DLin-MC3-DMA DLin-MC3-DMA in | PEG2000-C-DMG Rat PEG2000-C-DMG PEG2000-C-DMG in
Milk Conc (pg/mL) Conc (pg/mL) Milk Milk Conc (pg/mL) Conc (pg/mL) Milk
AF-011-18534
1.5 0.272 3.290 8.3 0.0313 1.200 2.6

Abbreviations: GD=presumed day of gestation; IV=intravenous; n=number of samples with detectable concentrations of ALN-18328, DLin-MC3-DMA, PEG2000-C-DMG, or AD-18534;
LC/MS-HRAM=liquid chromatography/mass spectrometry — high resolution accurate mass; LD=lactation day; LLOQ=lower limit of quantification; LNP=lipid nanoparticle; NC=not calculated —
all individual animal concentration values <LLOQ; RT-gPCR=reverse transcription quantitative polymerase chain reaction.
a Due to the lack of sensitivity of the LC/MS-HRAM method for ALN-18328 and AD-18534, ALN-18328 concentrations in rat milk samples were also measured using an exploratory,

confirmatory RT-gPCR method. This assay confirmed the absence of measurable ALN-18328 from rat milk collected 2 h postdose on LD 12.
b Comparisons of rat plasma and rat milk ALN-18328 and AD-18534 concentrations were not determined since all individual animal rat milk concentrations of ALN-18328 and AD-18534 were

<LLOQ.

¢ Value=n of 1 animal.
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ik 2.6.5.9.B Identification, Profiling, and Quantitation of [14C]-DLin-MC3-DMA and Metabolites in Rat Plasma, Urine, Bile, Feces, and Tissues; and Bioanalysis
of ALN-18328 in Rat Plasma, Plasma Ultrafiltrate, and Tissues

Study Title: Identification, Profiling, and Quantitation of [**C]-DLin-MC3-DMA and Metabolites
in Rat Plasma, Urine, Bile, Feces, and Tissues; and Bioanalysis of ALN-18328 in Rat Plasma,
Plasma Ultrafiltrate, and Tissues

Test Article: Patisiran-LNP

study No. [JJjJj 319N-1201 (samples from [Jjjjjj 319-1103)

Metabolite Profiling and Identification by HPLC/MS/MS: Samples from 24 intact and 4 bile duct cannulated (BDC) male Sprague Dawley rats following an IV bolus dose of

0.3 mg/kg *C-ALN-TTRO2 (194.7 uCi/kg).

Matrix Parent (**C-DLin-MC3-DMA)/Metabolites Detected

Plasma 14C-DLin-MC3-DMA major radioactive component; M1, M2, M3/M4, M5, M6
Urine M6

Feces 14C-DLin-MC3-DMA present; M6

Bile M6

Liver 14C-DLin-MC3-DMA major radioactive component; M3/M4, M6

Spleen 14C-DLin-MC3-DMA major radioactive component; M3/M4, M6

Kidney 14C-DLin-MC3-DMA present; M6

Metabolite M1: proposed as a double oxidation product of *C-DLin-MC3-DMA with the 2 oxygen atoms added to the alkyl chain

Metabolite M2: proposed as a double oxidation product of 1“C-DLin-MC3-DMA with the 2 oxygen atoms added to alkyl chain; isomer of M1
Metabolite M3: proposed as a single oxidation product of *4C-DLin-MC3-DMA with the 1 oxygen atom added to alkyl chain

Metabolite M4: proposed as a single oxidation product of *4C-DLin-MC3-DMA with the 1 oxygen atom added to alkyl chain

Metabolite M5: proposed as a single oxidation product of **C-DLin-MC3-DMA with the 1 oxygen atom added to the N,N-dimethyl butyric acid portion
Metabolite M6: proposed as N,N-dimethyl butyric acid, a hydrolysis product and was confirmed with commercially available reference material
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% 2.6.5.9.B Identification, Profiling, and Quantitation of [14C]-DLin-MC3-DMA and Metabolites in Rat Plasma, Urine, Bile, Feces, and Tissues; and Bioanalysis
of ALN-18328 in Rat Plasma, Plasma Ultrafiltrate, and Tissues (# &)

Study Title: Identification, Profiling, and Quantitation of [**C]-DLin-MC3-DMA and Metabolites | Test Article: Patisiran-LNP

in Rat Plasma, Urine, Bile, Feces, and Tissues; and Bioanalysis of ALN-18328 in Rat Plasma,
Plasma Ultrafiltrate, and Tissues study No. [JJJJj 319N-1201 (samples from [Jjjjjj 319-1103)

Based on the proposed metabolites formed by the metabolism of “C-DLin-MC3-DMA, single oxidation, double oxidation, and hydrolysis metabolism pathways for in DLin-MC3-DMA is
proposed as shown below.

Proposed Metabolic Pathway:
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5 2.6.5.9.C Profiling and Identification of Metabolites of 14C-ALN-TTRO02 in Selected Plasma, Urine, and Feces Samples after a Single Intravenous

Administration of **C-ALN-TTRO02 to Monkeys

Study Title: Profiling and Identification of Metabolites of 2*C-ALN-TTRO02 in Selected Plasma, Urine, and Feces | Test Article: Patisiran-LNP

Samples after a Single Intravenous Administration of 1*C-ALN-TTRO02 to Monkeys

Study No. TTR02-DSM16-013

Metabolite Profiling and Identification by LC/MS/MS: Samples from 3 male and 3 female cynomolgus monkeys following a single intravenous administration of 0.3 mg/kg

14C-ALN-TTRO02 (14C-DLin-MC3-DMA approximately 50 pCi/kg).

Matrix Metabolites Detected
Plasma M2, DLin-MC3-DMA, M25
Urine M25, M27

Feces DLin-MC3-DMA, M25

Metabolite M2: dioxy-DLin-MC3-DMA

Metabolite M25: 4-(dimethylamino)butyric acid
Metabolite M27: oxy-[4-(dimethylamino)]butyric acid
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5 2.6.5.9.C Profiling and Identification of Metabolites of 14C-ALN-TTRO02 in Selected Plasma, Urine, and Feces Samples after a Single Intravenous
Administration of 4C-ALN-TTRO2 to Monkeys (& &)

Study Title: Profiling and Identification of Metabolites of *C-ALN-TTRO02 in Selected Plasma, Urine, and Feces | Test Article: Patisiran-LNP

Samples after a Single Intravenous Administration of 1*C-ALN-TTRO02 to Monkeys Study No. TTR02-DSM16-013

14C-ALN-TTRO02 was rapidly metabolized in monkeys via oxidation and hydrolysis, with hydrolysis as a major pathway. Metabolite profiles of males and females were similar, suggesting no sex
differences.
Proposed Metabolic Pathway:
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%= 2.6.5.10.A In Vitro Metabolic Stability of Unformulated ALN-18328 in Mouse, Rat, Monkey, and Human Liver Cytosol

Study Title: In Vitro Metabolic Stability of Unformulated ALN-18328 in Mouse, Rat, Monkey, and Human Test Article: ALN-18328

Liver Cytosol Study No. TTR-ST10-008
Percentage Remaining of ALN-18328
Time (h) Mouse Liver Cytosol Rat Liver Cytosol Monkey Liver Cytosol Human Liver Cytosol
Antisense Sense Antisense Sense Antisense Sense Antisense Sense
0 100 100 100 100 100 100 100 100
0.083 105 100 104 98 101 95 99 100
0.25 106 101 104 106 99 96 95 94
0.5 114 108 104 102 99 91 100 99
1 102 96 101 101 102 90 99 98
2 109 100 104 104 104 98 99 99
4 103 84 103 96 96 89 103 103
6 90 ND 95 91 92 86 98 98

Abbreviations: ND=not determined.

Additional Information: Following 6 hours incubation of unformulated ALN-18328 in mouse, rat, monkey, and human liver cytosols at 37°C, the percent remaining of antisense strand of
ALN-18328 was approximately 90, 95, 92, and 98%, respectively, while the percent remaining sense strand of ALN-18328 was approximately 84 (after 4-hour incubation), 91, 86, and 98%,
respectively.
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ik 2.6.5.10.B In Vitro Metabolic Stability of ALN-TTRO02 as Determined by the Stability of the sSiRNA Component ALN-18328, in Mouse, Rat, Monkey and Human

Serum

Study Title: /n vitro Metabolic Stability of ALN-TTRO02 as Determined by the Stability of the sSiRNA
Component ALN-18328, in Mouse, Rat, Monkey and Human Serum

Test Article: Patisiran-LNP

Study No. TTR-ST10-002

Percentage Remaining of ALN-18328

Time (h) Mouse Serum Rat Serum Monkey Serum Human Serum
Antisense Sense Antisense Sense Antisense Sense Antisense Sense
0 100 100 100 100 100 100 100 100
0.5 92 93 91 88 82 85 105 104
1 95 97 82 86 65 73 102 101
2 86 88 82 82 54 57 102 100
4 81 84 74 72 46 48 102 101
6 66 66 74 75 46 47 96 96
8 64 66 71 71 45 47 101 102
24 66 62 65 71 42 44 102 102

Abbreviations: LNP=lipid nanoparticle; siRNA= small interfering RNA.
Additional Information: Following 24 hours incubation of patisiran-LNP in mouse, rat, monkey, and human sera at 37°C, the percent remaining of ALN-18328 antisense strand was 66, 65, 42, and

102%, respectively, while the percent remaining of ALN-18328 sense strand was approximately 62, 71, 44, and 102%, respectively.
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ik 2.6.5.10.C In Vitro Metabolic Stability of ALN-TTRO2 as Determined by the Stability of the SiRNA Component ALN-18328, in Mouse, Rat, Monkey, and Human
Liver Cytosol

Study Title: /n vitro Metabolic Stability of ALN-TTRO02 as Determined by the Stability of the sSiRNA Test Article: Patisiran-LNP

Component ALN-18328, in Mouse, Rat, Monkey, and Human Liver Cytosol Study No. TTR-ST10-001

Percentage Remaining of ALN-18328

Time (h) Mouse Liver Cytosol Rat Liver Cytosol Monkey Liver Cytosol Human Liver Cytosol
Antisense Sense Antisense Sense Antisense Sense Antisense Sense

0 100 100 100 100 100 100 100 100

0.083 100 100 101 100 97 101 95 93

0.25 97 97 102 100 94 93 100 94

0.5 110 108 96 95 95 94 101 99

1 94 91 92 90 97 92 91 91

2 92 86 88 84 87 82 97 92

4 85 78 87 81 85 80 94 91

6 85 77 88 82 84 83 102 100

Abbreviations: LNP=lipid nanoparticle.

Additional Information: Following a 6-hour incubation in mouse, rat, monkey, and human liver cytosol at 37°C, the percent remaining of ALN-18328 antisense strand were approximately 85, 88,
84, and 102%, respectively, while the percent remaining sense strand of ALN-18328 were approximately 77, 82, 83, and 100%, respectively.
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5 2.6.5.10.D In Vitro Metabolic Stability and Metabolic Profiling of ALN-18328 in Mouse, Rat, Monkey, and Human Serum and Liver S9 Fractions

Study Title: In Vitro Metabolic Stability and Metabolic Profiling of ALN-18328 in Mouse, Rat, Monkey, and

Human Serum and Liver S9 Fractions

Test Article: ALN-18328

Study No. BA16027

Percent Remaining ALN-18328 in Serum

Time (h) Mouse Rat Cynomolgus Monkey Human
Antisense Sense Antisense Sense Antisense Sense Antisense Sense
0 100 100 100 100 100 100 100 100
0.5 17 16 7 4 46 33 43 31
2 0.07 0.05 0.04 0.03 4 1 4 1
4 0.01 0.04 0.01 0.02 0.21 0.07 0.26 0.10
8 ND 0.02 0.01 0.01 ND 0.01 ND 0.01
24 ND 0.01 ND 0.01 ND ND ND 0.01
Percent Remaining ALN-18328 in Liver S9 Fractions
Time (h) Mouse Rat Cynomolgus Monkey Human
Antisense Sense Antisense Sense Antisense Sense Antisense Sense
0 100 100 100 100 100 100 100 100
0.5 75 82 14 14 67 65 83 81
2 43 47 0.09 0.11 4 3 71 74
4 15 19 0.07 0.08 0.10 0.08 55 54
8 2 3 0.04 0.08 0.04 0.05 23 17
24 0.07 0.11 0.07 0.05 0.05 0.06 0.73 0.38
141
Confidential

Alnylam Japan







N

6.5 EMBEABRBER
RFUSUF RUSL

ik 2.6.5.10.E In Vitro Metabolic Stability of DLin-MC3-DMA Using Liver Microsomes and Liver S9 Fractions from CD-1 Mice, Sprague Dawley Rats, Cynomolgus

Monkeys, and Humans (as quantified by LC/MS/MS)

Study Title: Metabolic Stability of DLin-MC3-DMA Using Liver Microsomes and Liver S9 Fractions from CD-1
Mice, Sprague Dawley Rats, Cynomolgus Monkeys, and Humans (as quantified by LC/MS/MS)

Test Article: Patisiran-LNP

study No. [Jjjjj 319N-1001

Percentage Remaining of DLin-MC3-DMA
Incub?r;i;)nr; Time Mouse Liver: Rat Liver: Monkey Liver: Human Liver:
Microsomes S9 Fraction Microsomes S9 Fraction Microsomes S9 Fraction Microsomes S9 Fraction
0 100 100 100 100 100 100 100 100
5 109. 93.9 103 91.8 104 90.5 95.7 91.5
10 96.6 934 98.7 90.0 95.5 92.1 97.7 89.4
20 99.8 88.5 83.6 84.8 94.9 934 96.9 91.9
30 79.7 89.9 80.9 86.8 75.4 96.6 88.6 94.8
60 80.8 89.2 78.3 90.1 73.2 94.3 76.4 95.7

Additional Information: At the 60-minute incubation time point, DLin-MC3-DMA was slightly metabolized in liver microsomes of the 4 tested species; 80.8%, 78.3%, 73.2%, and 76.4% of
DLin-MC3-DMA remained in mouse, rat, monkey, and human liver microsomes, respectively. At the 60-minute incubation time point, DLin-MC3-DMA was relatively stable in liver S9 fractions

of the 4 tested species; 89.2%, 90.1%, 94.3%, and 95.7% of DLin-MC3-DMA remained in mouse, rat, monkey, and human liver S9 fractions, respectively.
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ik 2.6.5.10.F In Vitro Metabolic Stability of DLin-MC3-DMA Using Liver Microsomes and Liver S9 Fractions from CD-1 Mice, Sprague Dawley Rats, Cynomolgus
Monkeys, and Humans (as quantified by LC/MS/MS)

Study Title: Metabolic Stability of DLin-MC3-DMA Using Liver Microsomes and Liver S9 Fractions from CD-1 Test Article: Patisiran-LNP

Mice, Sprague Dawley Rats, Cynomolgus Monkeys, and Humans (as quantified by LC/MS/MS)
study No. [JJjjjj 319N-1002

The metabolite profile of DLin-MC3-DMA by mouse, rat, monkey, and human liver microsomes incubations showed the formation of single oxidation and double oxidation metabolites. In
addition, the glutathione (GSH) adducts of the single oxidation metabolites were observed as the doubly changed ion in the liver microsome incubations for all the tested species.
The metabolites profile of DLin-MC3-DMA by mouse, rat, monkey and human liver S9 incubations showed the formation of single oxidation and double oxidation metabolites. Single. The phase
I conjugation metabolites, such as sulfation and glucuronidation, were not observed in the S9 fraction incubations.
The metabolite profiles were similar in the different species for both liver microsomal and S9 fraction incubations. The ratios of double oxidation metabolites to single oxidation metabolites were
higher in the liver S9 fraction incubations.

The metabolite profiles of DLin-MC3-DMA were similar in mouse, rat, monkey, and human liver microsomes or S9 incubations. The liver microsomes or S9 incubations showed the formation of
single oxidation and double oxidation metabolites.
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%% 2.6.5.10.G In Vitro Metabolic Stability and Metabolite Profiling and Identification of PEG2000-C-DMG Using Liver Microsomes and S9 Fractions from CD-1 Mice,
Sprague Dawley Rats, Cynomolgus Monkeys, and Humans

Study Title: Metabolic Stability and Metabolite Profiling and Identification of PEG2000-C-DMG Using Liver Test Article: Patisiran-LNP

Microsomes and S9 Fractions from CD-1 Mice, Sprague Dawley Rats, Cynomolgus Monkeys, and Humans

study No. [JjJjj 319N-1305

Method: The metabolic stability and the profiling and identification of PEG2000-C-DMG metabolites were evaluated in liver microsomes and S9 fractions from CD-1 mice,
Sprague Dawley rats, cynomolgus monkey, and humans incubated at 37°C at a final PEG2000-C-DMG concentrations of 2 mM (metabolic stability) and 20 uM (metabolite
profiling and identification) at different time points up to 60 minutes in microsomes and S9 fractions. Metabolic stability was analyzed by HPLC-MS/MS methods; metabolic
profiling and identification was performed by LC-HRMS and LC-MS/MS versus HPLC-MS/MS.

Percent (%) of PEG2000-C-DMG Remaining

Species: Mouse Rat Cynomolgus Monkey Human
Time (min) Microsomes S9 Fraction Microsomes S9 Fraction Microsomes S9 Fraction Microsomes S9 Fraction
0 100 100 100 100 100 100 100 100
5 98 102 100 98 97 97 103 104
10 98 107 102 99 94 101 101 90
20 97 102 107 96 102 100 105 104
30 101 103 105 102 101 100 98 105
60 101 98 106 105 100 97 101 98

Abbreviations: HPLC=high performance liquid chromatography; HRMS=high resolution mass spectrometry; LC=liquid chromatography; LNP=lipid nanoparticle; MS=mass spectrometry.
Additional Information: The percentage of remaining PEG2000-C-DMG after 60-minute incubation was 97-107% in the incubations of liver microsomes and S9 fractions from mouse, rat, monkey,
and human. PEGzo00-C-DMG was stable in all incubations.

The metabolite profile of PEG2000-C-DMG in mouse, rat, monkey and human liver microsomal and S9 fraction incubations showed O-detetradecylation as the only metabolic pathway with
metabolites identified as M1, M2, and M3. The metabolite profiles of PEG2000-C-DMG in monkey and humans were similar, and were similar in liver microsomal and S9 incubations. No
metabolites were detected in mice and rats’ liver microsomal and S9 fraction incubations.
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5 2.6.5.10.H Evaluation of Potential Human Cytochrome P450 Isoforms Involved in the Metabolism of ALN-18328 using cDNA Expressed Enzymes

Study Title: Evaluation of Potential Human Cytochrome P450 Isoforms Involved in the Metabolism of ALN-18328
using cDNA Expressed Enzymes

Test Article: ALN-18328

study No. [JjJjj 319N-1616

Metabolite Profiling and Identification by HPLC-HRMS: The metabolism of ALN-18328 by 8 individual human drug metabolizing CYP450 enzymes was evaluated using
recombinant human cytochrome P450 (rCYP) enzymes: CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4, or CYP3A5. The evaluations were performed
at 2 concentrations of ALN-18328: 10 pg/mL (0.745 pmol/L) and 100 pg/mL (7.45 pmol/L).

Results: ALN-18328 is not a substrate of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4, or CYP3AS5.

Percent Remaining of ALN-18328 after Incubation with rCYP Enzymes?

Incubation rCYP1A2 rCYP2B6 rCYP2C8 rCYP2C9 rCYP2C19 rCYP2D6 rCYP3A4 rCYP3A5
10 pg/mL (0.745 pmol/L) ALN-18328
45 min 106 +2 98.1+1.0 96.1+24 99.9+7.9 99.0+111 105+ 6 103+11 105+9
-NADPH
45 min 97.0+7.0 102+9 90.7+£6.0 101+7 97.8+6.6 99.1+84 1025 105+ 12
+NADPH
100 pg/mL (7.45 pmol/L) ALN-18328
45 min 93.5+10.2 98.3+135 114 + 12 90.4+4.1 110+ 18 101 +4 92.0+7.2 99.4+16.7
-NADPH
45 min 90.10 100 £ 13 97.1+20 99.9+29 104 +3 98.7 £8.7 89.4+55 91.5+117
+NADPH
CYP Probe Substrate Controls
Incubation rCYP1A2 rCYP2B6 rCYP2C8 rCYP2C9 rCYP2C19 rCYP2D6 rCYP3A4 rCYP3A5
Phenacetin Bupropion Paclitaxel Diclofenac S-Mephenytoin Dextromethorphan Midazolam Midazolam
30 min 69.3+5.6 70.0+4.6 67.1+10.4 BLQ 63.7+4.1 BLQ 0.0895 + 0.0171 0.149 + 0.020

Abbreviations: BLQ=below the limit of quantification; cDNA=complementary deoxyribonucleic acid; CYP=cytochrome P450; rCYP=recombinant cytochrome P450.

a Datais presented as mean + standard deviation (N=3).

b Average of 2 values.
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ik 2.6.5.10.1 Metabolite Profiling and Identification of DLin-MC3-DMA Using Human Supersomes: CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19,
CYP2D6, and CYP3A4

Study Title: Metabolite Profiling and Identification of DLin-MC3-DMA Using Human Supersomes: Test Article: Patisiran-LNP

CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, and CYP3A4
study No. [JjJjj 319D-1304

Metabolite Profiling and Identification by HPLC-HRMS: The metabolite profiling of DLin-MC3-DMA was evaluated in 8 individual human drug metabolizing CYP450
enzymes: CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, and CYP3A4, by incubating 20 pumol/L (12.842 pg/mL) of DLin-MC3-DMA with human
CYP supersomes at protein concentration of 30 pmol/mL. Phenacetin, coumarin, bupropion, amodiaquine, tolbutamide, S-mephenytoin, dextromethorphan, and midazolam
were used as positive control probe substrates, respectively.

Results: DLin-MC3-DMA, a lipid component of patisiran-LNP, was metabolized by CYP3A4, CYP2C8, CYP2A6, CYP2C9, and CYP2C19, but not by CYP1A2, CYP2B6,
and CYP2D6. The metabolites observed are formed by single and multiple oxidation, and carboxylation.

Human CYP450 Isoforms Parent (DLin-MC3-DMA)/Metabolites Detected

CYP1A2 DLin-MC3-DMA

CYP2A6 DLin-MC3-DMA/ M1, M3

CYP2B6 DLin-MC3-DMA

CYP2C8 DLin-MC3-DMA/ M1, M13, M14, M16

CYP2C9 DLin-MC3-DMA/ M4, M5, M6, M7, M11, M12, M13, M15

CYP2C19 DLin-MC3-DMA/ M12

CYP2D6 DLin-MC3-DMA

CYP3A4 DLin-MC3-DMA/ M1, M2, M3, M4, M5, M6, M7, M8, M9, M10, M11, M12, M13, M14, M15, M16

Metabolites M1, M3, M5, M8, M13, and M16: proposed as double oxidation product of DLin-MC3-DMA (+32 Da) with the 2 oxygen atoms added to the alkyl chain.
Metabolites M2, M4, and M7: proposed as tri-oxidation products of DLin-MC3-DMA (+48 Da) with the 3 oxygen atoms added to the alkyl chain.
Metabolites M6, M9, and M10: proposed as carboxylation products of DLin-MC3-DMA (+30 Da) with 1 carboxylic acid added to the alkyl chain.
Metabolites M11 and M14: proposed as ketone formation products of DLin-MC3-DMA (+14 Da) with the 1 oxygen atom added to the alkyl chain.
Metabolites M12 and M15: proposed as a single oxidation product of DLin-MC3-DMA (+16 Da) with the 1 oxygen atom added to the alkyl chain.
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5 2.6.5.10.J Evaluation of Potential Human Cytochrome P450 Isoforms Involved in the Metabolism of PEG2000-C-DMG using cDNA Expressed Enzymes

Study Title: Evaluation of Potential Human Cytochrome P450 Isoforms Involved in the Metabolism of
PEG2000-C-DMG using cDNA Expressed Enzymes

Test Article: Patisiran-LNP

study No. [Jjjjj 319N-1615

Metabolite Profiling and Identification by HPLC-HRMS: The metabolite profiling of PEG2000-C-DMG was evaluated in 8 individual human drug metabolizing CYP450
enzymes: CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4, and CYP3AD5, using human CYP supersomes at protein concentration of 50 pmol/mL.
Phenacetin, bupropion, paclitaxel, diclofenac, (S)-mephenytoin, dextromethorphan, and midazolam were used as the as the positive control probe substrates, respectively.

Results: PEG200-C-DMG, a component of the lipid nanoparticle formulation, was not metabolized by CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4,

or CYP3AG.
Percent Remaining of PEG2000-C-DMG after Incubation with rCYP Enzymes?
Incubation rCYP1A2 rCYP2B6 rCYP2C8 rCYP2C9 rCYP2C19 rCYP2D6 rCYP3A4 rCYP3A5
10 pg/mL (3.60 pmol/L) PEG2000-C-DMG
45 min 91.2+6.7 90.6+4.6 926+5.0 85.7+4.9 909176 87.3+4.2 101+4 96.1+1.2
-NADPH
45 min 99.2+17 101+9 96.0+6.5 106 £ 4 93.5+4.0 95.7+£26 86.4+2.8 97.6+£6.9
+NADPH
100 pg/mL (36.0 pmol/L) PEG2000-C-DMG
45 min 92.0+11.7 89.1+4.1 96.7+35 89.8+9.2 97.1+£6.3 87.1+21 109b 92.2+6.7
-NADPH
45 min 97.6+39 89.8+4.8 96.2bc 93.8+7.6 104 +£2 92.0+49 924+24 95.1+5.1
+NADPH
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% 2.6.5.10.J Evaluation of Potential Human Cytochrome P450 Isoforms Involved in the Metabolism of PEG2000-C-DMG using cDNA Expressed Enzymes (#t =)

Study Title: Evaluation of Potential Human Cytochrome P450 Isoforms Involved in the Metabolism of
PEG2000-C-DMG using cDNA Expressed Enzymes

Test Article: Patisiran-LNP

study No. [JjJjj 319N-1615

Percent Remaining of PEG2000-C-DMG after Incubation with rCYP Enzymesa

CYP Probe Substrate Controls

Incubation rCYP1A2 rCYP2B6 rCYP2C8 rCYP2C9 rCYP2C19 rCYP2D6 rCYP3A4 rCYP3A5
Phenacetin Bupropion Paclitaxel Diclofenac S-Mephenytoin Dextromethorphan Midazolam Midazolam
30 min 66.7 £ 3.6 59.9+39 270145 BLQ 57.4+13.3 BLQ 0.0854 + 0.0365 0.171 +0.003

Abbreviations: BLQ=below the limit of quantification; cDNA=complementary deoxyribonucleic acid; CYP=cytochrome P450; LNP=lipid nanoparticle; rCYP=recombinant cytochrome P450.

a Datais presented as mean + standard deviation (N=3).

b Average of 2 values.
¢ One of the TO points was substituted by the mean of the TO negative control.
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%% 2.6.5.12.A Evaluation of the Inhibitory Potential of sSiRNA ALN-18328 Against Five Principal Human Cytochrome P450 Isozymes Using Human Liver

Microsomes

Study Title: Evaluation of the Inhibitory Potential of SIRNA ALN-18328 Against Five Principal Human
Cytochrome P450 Isozymes Using Human Liver Microsomes

Test Article: ALN-18328

study No. [JJjjj 319N-1004

Method: The inhibitory potential of SIRNA ALN-18328 on five principal human drug metabolizing enzyme cytochrome P450s, CYP1A2, CYP2C9, CYP2C19, CYP2D6, and
CYP3A4/5 activity was evaluated in pooled human liver microsomes at concentrations up to 6.34 pmol/L (85.2 pug/mL) using phenacetin, tolbutamide, S-mephenytoin,

dextromethorphan, midazolam, and testosterone as the probe substrates, respectively.

Results: ALN-18328, the siRNA component of patisiran-LNP, in pooled human liver microsomes did not inhibit CYP1A2, CYP2C9, CYP2C19, CYP2D6, or CYP3A4/5 in

human hepatic microsomes at concentrations ranging from 0.0000968 to 6.34 umol/L (0.0013 to 85.2 pg/mL).

Mean 1Cso (umol/L) for Positive Controls

CYP1A2 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P
1.20 0.26 20.8 0.12 0.60 0.54
Mean ICso (umol/L) for ALN-18328
CYP1A2 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P
>6.34 >6.34 >6.34 >6.34 >6.34 >6.34

Abbreviations: 1Cso=inhibitor concentration which inhibits maximal activity by 50%.
a Midazolam was used as substrate.
b Testosterone was used as substrate.

152
Confidential

Alnylam Japan




N

6.5 &

MBEABBRER
NNFOSFFUDA

5 2.6.5.12.B Evaluation of the Inhibitory Potential of DLin-MC3-DMA against Eight Principal Human Cytochrome P450 Isozymes Using Human Liver

Microsomes

Study Title: Evaluation of the Inhibitory Potential of DLin-MC3-DMA against Eight Principal Human
Cytochrome P450 Isozymes Using Human Liver Microsomes

Test Article: Patisiran-LNP

study No. [Jjjj 319N-1003

Method: The inhibitory potential of DLin-MC3-DMA on eight principal human drug metabolizing cytochrome P450 enzymes, CYP1A2, CYP2A6, CYP2B6, CYP2CS8,
CYP2C9, CYP2C19, CYP2D6, and CYP3A4/5, was evaluated using pooled human liver microsomes at concentrations up to 30 pumol/L using phenacetin, coumarin, bupropion,
amodiaquine, tolbutamide, S-mephenytoin, dextromethorphan, midazolam, and testosterone as the probe substrates, respectively.

Results: DLin-MC3-DMA, a lipid component of patisiran-LNP, in pooled human liver microsomes did not inhibit CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6, or CYP3A4/5 in human hepatic microsomes at concentrations ranging from 0.00913 pumol/L to 30 umol/L (0.00590 to 19.3 pg/mL).

Mean 1Cso (umol/L) for Positive Controls

CYP1A2 CYP2A6 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P
14 0.1 3.4 2.7 0.2 18.1 0.1 0.1 0.1
Mean ICso (umol/L) for DLin-MC3-DMA
CYP1A2 CYP2A6 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P
>30 >30 >30 >30 >30 >30 >30 >30 >30

Abbreviations: CYP=cytochrome P450; IC50=inhibitor concentration which inhibits maximal activity by 50%; LNP=lipid nanoparticle.

a Midazolam was used as substrate.
b Testosterone was used as substrate.
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F= 2.6.5.12.C Evaluation of the Inhibitory Potential of PEG2000-C-DMG Against Eight Principal Human Cytochrome P450 Isozymes Using Human Liver

Microsomes

Study Title: Evaluation of the Inhibitory Potential of PEG2000-C-DMG Against Eight Principal Human
Cytochrome P450 Isozymes Using Human Liver Microsomes

Test Article: Patisiran-LNP

study No. [Jjjj 319N-1303

Method: The inhibitory potential of PEG2000-C-DMG on 8 principal human drug metabolizing CYP450 enzymes. CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6, and CYP3A4/5 (using midazolam and testosterone as substrates) activity was evaluated using pooled human liver microsomes at PEG2000-C-DMG
concentrations up to 150 pmol/L or 420 pg/mL and using phenacetin, coumarin, bupropion, amodiaquine, tolbutamide, S-mephenytoin, dextromethorphan, midazolam, and
testosterone as probe substrates, respectively.

Results: PEG2000-C-DMG, a lipid component of patisiran-LNP, in pooled human liver microsomes did not inhibit CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6, and CYP3AA4/5 in human liver microsomes at concentrations up to 150 pmol/L or 420 ug/mL. However, minor increase of enzyme activity, as measured by
probe substrate metabolite(s) formation, was observed for CYP1A2, CYP2B6, CYP2C9, and CYP2C19, suggesting CYP1A2, CYP2B6, CYP2C9, and CYP2C19 enzyme
activities may be influenced by higher PEG2000-C-DMG concentration.

Mean ICso (umol/L) for Positive Controls

CYP1A2 CYP2A6 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5b
1.00 0.07 5.00 2.06 0.14 9.73 0.07 0.30 0.32
Mean 1Cso (umol/L) for PEGz000-C-DMG
CYP1A2 CYP2A6 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P
>150 >150 >150 >150 >150 >150 >150 >150 >150

Abbreviations: CYP=cytochrome P450; IC50=inhibitor concentration which inhibits maximal activity by 50%; LNP=lipid nanoparticle.

a Midazolam was used as substrate.
b Testosterone was used as substrate.
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5% 2.6.5.12.D Evaluation of the Potential of ALN-18328 to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured Human Hepatocytes

Study Title: Evaluation of the Potential of ALN-18328 to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured
Human Hepatocytes

Test Article: ALN-18328

study No. [JJjjjj 319N-1306

Method: The induction potential of ALN-18328 on 3 principal human drug metabolizing cytochrome P450 enzymes CYP1A2, CYP2B6, and CYP3A4, was determined by
evaluating mRNA expression and enzyme activities in primary cultures of human hepatocytes, at 3 concentrations: 0.55, 5.5, and 275 pg/mL (41 nmol/L, 410 nmol/L, and 20.5
umol/L, respectively). Enzyme activity levels of CYP1A2, CYP2B6, and CYP3A4 were measured in situ with a cocktail of phenacetin, bupropion, and midazolam using

qualified LC-MS/MS methods. Measurement of mMRNA levels was evaluated using RT-PCR.

Results: ALN-18328 did not cause significant induction of CYP1A2, CYP2B6, or CYP3A4 up to the highest concentration tested, 275 pg/mL (20.5 umol/L), in the 3 human

hepatocyte batches tested.

Fold mRNA Changes in Hepatocytes Treated with ALN-183282

Donor No. 0.55 pg/mL (41 nmol/L) 5.5 pg/mL (410 nmol/L) 275 pg/mL (20.5 pmol/L)

CYP1A2

1 1.18+0.10 0.98+0.05 1.12+0.09

2 0.83+0.05 0.68+0.22 1.14+1.16

3 0.77+0.15 0.79+0.18 1.04+0.44
CYP2B6

1 1.09+0.09 0.87+0.09 0.87+0.13

0.56+0.04 0.45+0.21 0.46+0.48

3 0.66+0.15 0.68+0.02 1.00+0.44
CYP3A4

1 1.31+0.17 0.97+0.12 1.14+0.03

0.84+0.04 0.70+0.18 0.90+0.94

3 0.94+0.10 0.92+0.04 1.22+0.33
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%% 2.6.5.12.D Evaluation of the Potential of ALN-18328 to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured Human Hepatocytes (#i=)

Study Title: Evaluation of the Potential of ALN-18328 to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured Human

Test Article: ALN-18328

Hepatocytes study No. [JJJJj 319N-1306
% Change in Enzyme Activity in Hepatocytes Treated with ALN-18328P
Donor No. 0.55 pg/mL (41 nmol/L) 5.5 ng/mL (410 nmol/L) 275 pg/mL (20.5 pmol/L)

CYP1A2

1 0.17 -2.21 -0.69

2 -0.31 -1.67 -0.45

3 -0.35 -0.12 0.34
CYP2B6

1 11.4 13.6 1.50

2 -1.78 -2.42 -1.82

3 -0.47 0.09 0.68
CYP3A4

1 -1.35 -3.45 -2.89

2 -5.33 -7.60 -5.04

3 0.53 2.20 6.55

Abbreviations: CYP=cytochrome P450; LC=liquid chromatography; mRNA=messenger RNA; MS=mass spectrometry; RT-PCR= Reverse transcription polymerase chain reaction.
a Datais mean + standard deviation. The fold change over control is calculated by dividing the normalized mRNA values for each sample by the average of the normalized mRNA value for the

vehicle control.

b Percent of positive control is calculated by subtracting the vehicle control activity from the treatment condition activity and dividing by the vehicle control corrected positive control activity and

multiplying by 100.

Confidential

156

Alnylam Japan




N

6.5 EMBEABRBER
RFUSUF RUSL

ik 2.6.5.12.E Evaluation of the Potential of DLin-MC3-DMA to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured Human Hepatocytes

Study Title: Evaluation of the Potential of DLin-MC3-DMA to Induce CYP1A2, CYP2B6 and CYP3A4 in

Test Article: Patisiran-LNP

Cultured Human Hepatocytes

study No. [JJjjjj 319N-1307

Method: The induction potential of DLin-MC3-DMA on 3 principal human drug metabolizing enzyme cytochrome P450s, CYP1A2, CYP2B6, and CYP3A4 mRNA
expression and enzyme activities was evaluated in primary cultures of human hepatocytes at 3 concentrations: 0.642, 6.42, and 19.3 pg/mL (1, 10, and 30 pmol/L, respectively).
Activity levels of CYP1A2, CYP2B6, and CYP3A4 were measured in situ with a cocktail of phenacetin, bupropion, and midazolam using qualified LC-MS/MS methods.

Results: DLin-MC3-DMA did not cause significant induction of CYP1A2, CYP2B6, or CYP3A4 up to the highest concentration tested, 19.3 pg/mL (30 umol/L).

MRNA Changes in Hepatocytes Treated with DLin-MC3-DMA®2

Donor No. 0.642 pg/mL (1 pmol/L) 6.42 pg/mL (10 pmol/L) 19.3 pg/mL (30 pmol/L)

CYP1A2

1 0.97+0.01 1.370.33 1.18+0.14

2 1.29+0.12 1.31+0.48 0.86+0.12

3 1.12+0.48 0.61+0.28 0.68+0.06
CYP2B6

1 0.88+0.04 0.98+0.06 0.97+0.09

2 0.67£0.05 0.68+0.24 0.58+0.14

3 0.49+0.23 0.50£0.16 0.68+0.09
CYP3A4

1 1.09+0.38 0.85+0.06 1.09+0.14

2 0.86+0.08 0.90£0.15 0.67+0.12

3 0.57£0.33 0.60£0.31 0.66+0.13
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%% 2.6.5.12.E Evaluation of the Potential of DLin-MC3-DMA to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured Human Hepatocytes (#%=)

Study Title: Evaluation of the Potential of DLin-MC3-DMA to Induce CYP1A2, CYP2B6 and CYP3A4 in Test Article: Patisiran-LNP

Cultured Human Hepatocytes Study No. - 319N-1307

Relative Activity (%) in Hepatocytes Treated with DLin-MC3-DMAP

Donor No. 0.642 pg/mL (1 pmol/L) 6.42 pg/mL (10 pmol/L) 19.3 pg/mL (30 pmol/L)

CYP1A2

1 -0.56 1.39 1.26

2 0.11 -0.79 -0.48

3 -0.53 -0.34 -0.72
CYP2B6

1 3.95 6.14 0.24

2 -0.69 -1.37 -0.92

3 -1.30 -1.24 -1.52
CYP3A4

1 -0.46 7.31 6.21

2 0.07 -1.86 1.79

3 -4.38 -1.52 -0.82

Abbreviations: CYP= cytochrome P450; LC=liquid chromatography; mRNA=messenger ribonucleic acid; MS=mass spectrometry.

a Data is mean + standard deviation. The fold change over control is calculated by dividing the normalized mRNA values for each sample by the average of the normalized mRNA value for the
vehicle control.

b Percent of positive control is calculated by subtracting the vehicle control activity from the treatment condition activity and dividing by the vehicle control corrected positive control activity and
multiplying by 100.
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%% 2.6.5.12.F Evaluation of the Potential of PEG2000-C-DMG to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured Human Hepatocytes

Study Title: Evaluation of the Potential of PEG2000-C-DMG to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured Human

Hepatocytes

Test Article: Patisiran-LNP

study No. [Jjj 319N-1308

Method: The induction potential of PEG2000-C-DMG on 3 principal human drug metabolizing enzyme cytochrome P450s, CYP1A2, CYP2B6, and CYP3A4 mRNA expression
and enzyme activities was evaluated in primary cultures of human hepatocytes at 3 concentrations: 0.42, 4.2 and 210 pg/mL (0.151, 1.51, and 75 pmol/L, respectively). Activity
levels of CYP1A2, CYP2B6, and CYP3A4 were measured in situ with a cocktail of omeprazole, flumazenil, or PEG2000-C-DMG using qualified LC-MS/MS methods.

Results: PEG2000-C-DMG did not cause significant induction of CYP1A2, CYP2B6, or CYP3A4 up to the highest concentration tested, 210 pg/mL (75umol/L).

MRNA Changes in Hepatocytes Treated with PEG2000-C-DMG?2

Donor No. 0.42 pg/mL (0.151 pmol/L) 4.2 pg/mL (1.51 pmol/L) 210 pg/mL (75 pmol/L)

CYP1A2

1 0.66+ 0.05 0.69+0.05 1.29+0.11

2 0.65+0.11 1.38+0.08 2.08+0.26

3 0.59+0.05 1.06+0.04 1.78+0.09
CYP2B6

1 0.92+0.16 1.07+£0.15 0.80+0.09

2 0.50+0.15 0.92+0.18 1.15+0.13

3 0.62+0.05 0.91+0.10 1.04+0.06
CYP3A4

1 1.42+0.10 0.80+0.11 1.34+0.14

2 0.35+0.06 0.85+0.07 1.06+0.08

3 0.81+0.05 1.08+0.12 1.20+0.23
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% 2.6.5.12.F Evaluation of the Potential of PEG2000-C-DMG to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured Human Hepatocytes (#% )

Study Title: Evaluation of the Potential of PEG2000-C-DMG to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured Human

Test Article: Patisiran-LNP

Hepatocytes
Relative Activity (%) in Hepatocytes Treated with PEG2000-C-DMGP
Donor No. 0.42 pg/mL (0.151 pmol/L) 4.2 png/mL (1.51 pmol/L) 210 pg/mL (75 pmol/L)
CYP1A2
1 0.32 -0.23 1.12
2 -0.33 -0.17 -0.07
3 0.06 0.20 0.19
CYP2B6
1 2.08 1.42 -1.91
2 -1.25 -2.44 -2.55
3 0.78 112 1.98
CYP3A4
1 -0.09 4.99 10.23
2 -3.12 0.73 531
3 2.55 2.25 5.38

Abbreviations: CYP= cytochrome P450; LC=liquid chromatography; LNP=lipid nanoparticle; MRNA=messenger ribonucleic acid; MS=mass spectrometry.
a Data is mean + standard deviation. The fold change over control is calculated by dividing the normalized mRNA values for each sample by the average of the normalized mRNA value for the

vehicle control.

b Percent of positive control is calculated by subtracting the vehicle control activity from the treatment condition activity and dividing by the vehicle control corrected positive control activity and

multiplying by 100.
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ik 2.6.5.12.G Evaluation of ALN-TTRO02 Effects on Cytochrome P450 and UGT Enzyme Activities in Liver Microsomes from Cynomolgus Monkeys Treated with

ALN-TTRO2

Study Title: Evaluation of ALN-TTRO02 Effects on Cytochrome P450 and UGT Enzyme Activities in Liver
Microsomes from Cynomolgus Monkeys Treated with ALN-TTR02

Test Article: Patisiran-LNP

study No. [Jjjjj 319N-1105

Method: The inhibitory effect of ALN TTRO02 on cytochrome P450 CYP enzymes (CYP1A1/2, CYP2C76, CYP2C43, CYP2D6, and CYP3A4) and on UGT (Uridine
5'-diphospho-glucuronosyltransferase) was evaluated in monkeys that received 4 doses of patisiran-LNP by 1-hour IV infusion bi-weekly at 1 mg/kg/day liver microsomes using

phenacetin, tolbutamide, S-mephenytoin, dextromethorphan, midazolam and testosterone as probe substrates respectively.

Results: There was no significant change in the activity of CYP1A1/2, CYP2C76, CYP2C43, CYP2D6, CYP3A (both Midazolam and Testosterone as substrate) and UGT1Al
in male and female cynomolgus monkeys receiving 4 doses of patisiran-LNP by 1-hour 1V infusion bi-weekly at 1 mg/kg/day as compared to animals treated with the vehicle

control.
Mean Enzyme Activity (pmol/min/mg) for Controls (PBS) and Patisiran-LNP treated groups (1 mg/kg)
CYP1A1/2 CYP2C76 CYP2C43 CYP2D6 CYP3A42 CYP3A4b UGT1Al
Males PBS 2686.233 500.829 191.757 824.850 13949.576 25104.412 1119.358
1 mg/kg patisiran-LNP 2526.972 571.013 200.077 975.839 12035.643 18998.420 872.955
Females PBS 3144.414 544973 190.600 764.375 12670.194 22743.167 957.162
1 mg/kg patisiran-LNP 2762.541 558.011 176.229 861.363 13229.440 20061.291 893.316

Abbreviations: CYP= cytochrome P450; IV=intravenous; LNP=lipid nanoparticle; PBS=phosphate buffered saline.

a Midazolam was used as substrate.
b Testosterone was used as substrate.
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F= 2.6.5.12.H ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG: In Vitro Inhibitory Potential Towards Multiple Human Cytochrome P450 Isoforms

Test Article: ALN-18328,
DLin-MC3-DMA, PEG2000-C-DMG

study No. [Jjjj 319N-1807

Method: The direct inhibitory potential of ALN-18328 on CYP2B6 and CYP2C8 at ALN-18328 concentrations up to 74.5 uM as well as the time-dependent inhibition of
ALN-18328, DLin-MC3-DMA and PEG2000-C-DMG on human drug metabolizing CYP enzymes, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, and
CYP3A4/5 (using midazolam and testosterone as substrates) was evaluated using pooled human liver microsomes. Time-dependent inhibition potential was assessed by two sets
of simultaneous incubations where in one set, HLM (1 mg/mL) was pre-incubated at concentrations of ALN-18328 (0, 0.00745, 0.0224, 0.224, 2.24,7.45, 22.4 and 74.5 umol/L),
DLin-MC3-DMA (0, 0.0823, 0.247,0.741,2.22, 6.67, 20 and 30 uM), or PEG2000-C-DMG (0, 0.75, 1.5, 7.5, 15, 37.5, 75 and 150 umol/L) in the presence of NADPH and in the
other set, HLM was pre-incubated with the same concentrations of ALN-18328, DLin-MC3-DMA, or PEG2000-C-DMG in the absence of NADPH. The residual CYP isoform
activity was evaluated by incubating an aliquot of each pre-incubation mixture with the respective probe substrate reaction mixture (a 1:10 dilution). Pre-incubations with a
single concentration of selective chemical inhibitor of the CYP isoform, as positive controls, were conducted concurrently in triplicate for confirmation of enzymatic activity and
comparison of inhibition potential.

Results: ALN-18328 weakly reduced CYP2CS activity by 23%, however, the IC50 value was greater than 74.5 pmol/L. ALN-18328 caused direct inhibition of CYP2B6 with
an 1Csp value of 45.3 umol/L. ALN-18328 caused time-dependent inhibition of CYP2B6 but not CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or CYP3A4/5. Neither
DLin-MC3-DMA nor PEG2000-C-DMG caused time-dependent inhibition of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or CYP3A4/5.

Study Title: ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG: In Vitro Inhibitory Potential Towards Multiple
Human Cytochrome P450 Isoforms

Mean ICso (umol/L) for Direct Inhibition-ALN-18328

CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P
ND 45.3 >74.5 ND ND ND ND ND
Mean 1Cso (umol/L) for Time-Dependent Inhibition (pre-incubation without NADPH)-ALN-18328
CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P
>74.5 14.0 >74.5 >74.5 21.6 >74.5 >74.5 >74.5
Mean 1Cso (umol/L) for Time-Dependent Inhibition (pre-incubation with NADPH)-ALN-18328
CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P
>74.5 4.85 >74.5 60.3 27.1 >74.5 >74.5 >74.5
Mean 1Cso (umol/L) for Time-Dependent Inhibition (pre-incubation without NADPH)-DLin-MC3-DMA
CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P
>30 >30 >30 >30 >30 >30 >30 >30
Mean 1Cso (umol/L) for Time-Dependent Inhibition (pre-incubation with NADPH)- DLin-MC3-DMA
CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P
>30 >30 >30 >30 >30 >30 >30 >30
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% 2.6.5.12.H ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG: In Vitro Inhibitory Potential Towards Multiple Human Cytochrome P450 Isoforms (& &)

Study Title: ALN-18328, DLin-MC3-DMA, and PEG2000-C-DMG: In Vitro Inhibitory Potential Towards Multiple
Human Cytochrome P450 Isoforms

Test Article: ALN-18328,
DLin-MC3-DMA, PEG2000-C-DMG

study No. JJjjjjj 319N-1807
Mean I1Cso (umol/L) for Time-Dependent Inhibition (pre-incubation without NADPH)-PEG2000-C-DMG

CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P

31.8 69.0 18.2 56.6 40.9 314 24.8 19.5

Mean I1Cso (umol/L) for Time-Dependent Inhibition (pre-incubation with NADPH)- PEG2000-C-DMG

CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4/52 CYP3A4/5P

27.0 56.9 23.8 53.9 35.2 21.4 29.8 17.7

Abbreviations: CYP=cytochrome P450; HLM=human liver microsomes; ICso=inhibitor concentration which inhibits maximal activity by 50%; LNP=lipid nanoparticle, NADPH=B-nicotinamide

adenine dinucleotide phosphate, tetra-sodium salt; ND=not determined.
@ Midazolam was used as substrate.

b Testosterone was used as substrate.

Confidential

163

Alnylam Japan




N

6.5 EMBEABRBER
RFUSUF RUSL

5 2.6.5.12.1 Evaluation of the Potential of Patisiran-LNP to Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured Human Hepatocytes

Study Title: Evaluation of the Potential of Patisiran-LNP to Induce the Expression of Human Hepatic CYP Isoforms [Test Article: Patisiran-LNP
(CYP1A2, CYP2B6 and CYP3A4) in Primary Human Hepatocyte Cultures Study No. - 319N-1808

Method: Evaluation of CYP induction was performed via measurement of mRNA levels in cryopreserved human hepatocytes from three separate adult donors cultured on
collagen-coated plates and incubated with vehicle alone (negative control), positive control inducers, or test article for 48 hours. Patisiran-LNP was evaluated at 4
concentrations: 0.5, 2, 6 and 18% (v/v), containing 10, 40, 120, 360 pg/mL ALN-18328, respectively). The criteria for positive CYP induction are: increases in mRNA levels
>2-fold above vehicle control and a response >20% of the positive control response were obtained. To ensure cell viability, an endpoint cytotoxicity assay (LDH leakage) was
employed during the induction evaluation. In addition, the concentrations of patisiran-LNP were determined over the last dosing interval (24-48 h), by monitoring levels of
ALN-18328, PEG2000-C-DMG and Dlin-MC3-DMA.

Results: There was minimal loss of patisiran-LNP observed over the dosing period (<50%), no increase in LDH leakage observed with all the tested concentrations of
patisiran-LNP and in all the three donors used in this study, marked induction observed with prototypical inducers indicating that the experimental conditions were appropriate
for determining the induction potential of patisiran-LNP. No concentration dependent increases in either CYP1A2 or CYP3A4 mRNA levels above 2-fold were observed in any
of the 3 donors evaluated. Patisiran-LNP treatment resulted in concentration dependent increases of CYP2B6 mRNA in 2 donors. However, only 1 donor saw concentration
dependent increases in CYP2B6 mRNA >2-fold and >20% of the positive control.

Mean +SD mRNA Changes (Fold over Control) in Hepatocytes Treated with Patisiran-LNP 2

Donor No. Positive Control Patisiran LNP 0.5% (v/v) | Patisiran LNP 2% (v/v) | Patisiran LNP 6% (v/v) | Patisiran LNP 18% (v/v)
CYP1A2
1 79.7£3.31 1.13+0.09 0.91+0.15 1.26+0.16 1.08+0.02
44.0+0.80 1.24+0.03 1.08+0.06 1.33+0.09 1.13+0.08
3 111+ 16.3 1.2840.24 1.11+0.21 1.53+0.21 1.84+0.01
CYP2B6
1 8.08+0.41 1.174£0.11 1.3240.25 2.34+0.30 1.65+0.11
17.0£1.03 1.07£0.16 1.27+0.05 2.67+0.33 3.24+0.34
3 12.1+ 0.39 1.28+0.09 1.68+0.05 2.89+0.28 4.10+0.09
CYP3A4
1 5.66+ 1.29 1.00£0.09 0.94+0.12 1.24+0.16 1.0840.11
2 7.45+0.30 0.97+0.38 0.79+0.08 1.31+0.06 1.46+0.16
3 7.83+1.40 0.97+0.24 0.86+0.04 1.4340.10 1.85+0.11
Abbreviations: CYP=cytochrome P4so; LDH=lactate dehydrogenase; LNP=lipid nanoparticle; mMRNA=messenger RNA; SD=standard deviation.
a Fold induction is calculated by dividing the specific activity of the treatment condition by the specific activity of the vehicle control.
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%% 2.6.5.13.A Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography in Male Sprague Dawley and Long-Evans Rats

Following a Single Intravenous Bolus Administration of 4C-ALN-TTR02

Study Title: Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography in Male Sprague
Dawley and Long-Evans Rats Following a Single Intravenous Bolus Administration of *C-ALN-TTR02

Test Article: Patisiran-LNP

study No. [Jjjj 319-1103

Species: Sprague Dawley Rats

Sex (M/F)/Number of Animals: 4 Intact Males

Method of Administration: Single 1V Bolus Dose

Dose (mg/kg): 0.3 mg/kg “C-patisiran-LNP (194.7 uCi/kg; 2.1 mg **C-DLin-MC3-DMA/kg)

Percent of Dose Recovered
Excretion Route: Feces Urine Cage Rinse Cage Residue
Time (h)
0-8 NA 1.23 NA NA
8-24 NA 7.23 NA NA
0-24 3.03 NA 0.42 NA
24-48 3.50 9.46 0.33 NA
48-72 211 5.52 0.74 NA
72-96 1.82 4.59 0.47 NA
96-120 1.35 2.77 0.34 NA
120-144 1.28 1.99 0.47 NA
144-168 1.05 171 0.36 NA
165
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5% 2.6.5.13.A Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography in Male Sprague Dawley and Long-Evans Rats

Following a Single Intravenous Bolus Administration of 14C-ALN-TTR02 (#iZ)

Study Title: Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography in Male Sprague | Test Article: Patisiran-LNP
Dawley and Long-Evans Rats Following a Single Intravenous Bolus Administration of C-ALN-TTR02

study No. [JJjj 319-1103

Percent of Dose Recovered
Excretion Route: Feces Urine Cage Rinse Cage Residue Total
Time (h)

Subtotal 0-168 141 34.5 3.13 NA 51.8
Subtotal 168-336 4.86 6.54 121 1.79 13.2
Subtotal 336-504 1.94 3.09 0.24 NA 5.3
Subtotal 504-672 1.01 1.56 0.20 0.33 29
Subtotal 672-1008 1.09 2.01 0.22 0.29 34
Subtotal 1008-1344 0.653 1.31 0.16 0.21 7.4a
Total 0-1344° 237 49.0 6.0
Carcass 1344 6.93
Total Recovery 0-1344 83.9d

Abbreviations: F=female; IV=intravenous; LNP=lipid nanoparticle; M=male; NA=not applicable; QWBA=quantitative whole-body autoradiography.

Additional Information: Following a single 1V administration of 1“C-ALN-TTRO2 to uncannulated rats, the mean total amount of radioactivity recovered was 83.9%, with 49.0% in urine, 23.7%
in feces, 6.9% in carcass, and 6.0% in combined samples of cage wash, cage wipe, and cage debris. Elimination of C-ALN-TTRO02 radioactivity was relatively slow with approximately 34.5%
of the total radioactivity excreted in the urine within the first 168 hours postdose, and approximately 14.5% of the total radioactivity still detected in urine samples collected at 168 to 1344 hours
postdose. The data suggest that the radioactivity of *C-ALN-TTRO2 is eliminated by renal and fecal excretion with renal elimination being the major route of elimination.

a Includes carcass

Includes Rat 4 in mean total, which did not have carcass digest analyzed, as it was used for QWBA.

b
¢ Includes cage residue.
d Group 1 Total without Rat 4 (0-1344 h)=88.9+2.7
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5% 2.6.5.13.B Urine and Feces Accumulation Analysis from “Absorption, Metabolism, and Excretion of 14C-ALN-TTRO02 Following Intravenous Administration to

Monkeys”
Study Title: Urine and Feces Accumulation Analysis from “Absorption, Metabolism, and Excretion of Test Article: Patisiran-LNP
14C-ALN-TTRO2 Following Intravenous Administration to Monkeys Study No. TTR02-DSM16-013
Species: Cynomolgus Monkeys
Sex (M/F)/Number of Animals: 3 Males / 3 Females
Method of Administration: Single 1V Infusion
Dose (mg/kg): 0.3 mg/kg (approximately 50 pCi/kg)
Analyte: ALN-18328 DLin-MC3-DMA 4-(DMA)-butyric acid PEG2000-C-DMG
Percent of Dose Recovered
Excretion Route: Urine Feces Urine Feces Urine Feces Urine Feces
Time (h)
0-6 ND ND <0.001 <0.0001 0.18 NA ND 0.06
6-12 0.0472 ND <0.001 0.003 0.26 NA ND 0.37
12-24 ND ND 0.001 0.008 1.86 NA ND 5.30
24-48 ND ND 0.001 0.022 2.88 NA ND 15.2
48-72 ND ND 0.001 0.031 2.73 NA ND 13.8
72-96 ND ND 0.001 0.035 243 NA ND 5.95
96-120 ND ND 0.001 0.029 2.13 NA ND 1.72
120-144 ND ND 0.001 0.025 245 NA ND 0.87
144-168 ND ND 0.001 0.027 1.95 NA ND 0.78
168-192 ND ND 0.001 0.015 1.99 NA ND 0.37
192-216 ND ND 0.001 0.014 1.88 NA ND 0.25
216-240 ND ND 0.001 0.016 2.06 NA ND 0.27
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%% 2.6.5.13.B Urine and Feces Accumulation Analysis from “Absorption, Metabolism, and Excretion of 14C-ALN-TTRO02 Following Intravenous Administration to

Monkeys” (&)

Study Title: Urine and Feces Accumulation Analysis from “Absorption, Metabolism, and Excretion of
14C-ALN-TTRO2 Following Intravenous Administration to Monkeys

Test Article: Patisiran-LNP

Analyte: ALN-18328 DLin-MC3-DMA 4-(DMA)-butyric acid PEGz2000-C-DMG
Percent of Dose Recovered
Excretion Route: Urine Feces Urine Feces Urine Feces Urine Feces
Time (h)
240-264 ND ND 0.001 0.015 1.96 NA ND 0.27
264-288 ND ND 0.001 0.012 1.90 NA ND 0.21
288-312 0.2702 ND 0.001 0.009 1.89 NA ND 0.18
312-336 ND ND 0.001 0.008 1.77 NA ND 0.18

Abbreviations: IV=intravenous; F=female; M=male; LNP=lipid nanoparticle; NA=not applicable; ND=not detected.
a Value represents an n=1
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%k 2.6.5.14.A Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography in Male Sprague Dawley and Long Evans Rats

Following a Single Intravenous Bolus Administration of *4C-ALN-TTR02

Study Title: Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography in Male Sprague
Dawley and Long-Evans Rats Following a Single Intravenous Bolus Administration of *C-ALN-TTR02

Test Article: Patisiran-LNP

study No. [Jjjjjj 319-1103

Species: Sprague Dawley Rats

Sex (M/F)/Number of Animals: 4 BDC Males

Method of Administration: Single 1V Bolus Dose

Dose (mg/kg): 0.3 mg/kg **C-patisiran-LNP (194.7 uCi/kg; 2.1 mg *C-DLin-MC3-DMA/kg)

Percent of Dose Recovered

Excretion Route: Bile Feces Urine Cage Rinse Cage Residue Total
Time (h)

0-8 1.44 NA 151 NA NA

8-24 11.69 NA 2.87 NA NA

0-24 NA 0.080 NA 0.30 NA

24-48 10.6 0.119 2.33 0.13 NA

48-72 6.18 0.272 1.74 0.09 NA

72-96 6.42 0.226 1.42 0.08 NA

96-120 4.46 0.206 1.23 0.13 NA

120-144 3.79 0.156 0.87 NA NA
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5k 2.6.5.14.A Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography in Male Sprague Dawley and Long Evans Rats

Following a Single Intravenous Bolus Administration of 14C-ALN-TTR02 (#iZ)

Study Title: Excretion Mass Balance and Tissue Distribution via Quantitative Whole-Body Autoradiography in Male Sprague
Dawley and Long-Evans Rats Following a Single Intravenous Bolus Administration of *C-ALN-TTR02

Test Article: Patisiran-LNP

Subtotal 0-144 43.6 1.06 12.0 0.73 1.06
Carcass 144 40.1
Total Recovery 0-144 97.8

Abbreviations: BDC=bile duct cannulated; I\V=intravenous; F=female; F\VC= femoral vein cannulated; LNP=lipid nanoparticle; M=male; NA=not applicable.

Additional Information: Following a single IV administration of “C-patisiran-LNP to BDC/FVC rats, the mean total radioactivity recovered 144 hours postdose was 97.8% with 43.6% in bile,
40.1% in carcass, 12% in urine, 1.1% in feces, 1.8% in combined samples of cage wash, cage wipe, and cage debris. The relatively high total radioactivity recovered in bile compared to the
relatively low amount of total radioactivity recovered in feces suggests reabsorption following bile excretion. These data suggest that biliary excretion of radioactive “C-patisiran-LNP occurs,

followed by reabsorption and renal elimination.
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%% 2.6.5.15.A In vitro Transporter Assay

Study Title: In vitro Interaction Studies of ALN-18328, DLin-MC3-DMA, PEGa2000-C-DMG, and 4-Dimethylaminobutyric | Test Article: Patisiran-LNP

Acid with the human MDR1, BCRP and BSEP ABC (efflux) Transporters, and with human OATP1B1, OATP1B3, OCT]1,
OCT2, OATL, OAT3, MATEL and MATE2-K Uptake Transporters study No. Alnylam-01

Type of Study: In vitro interaction study on multiple human transporter proteins

Transporter Test Article I1Cso (umol/L) Substrate (Yes/No)
Vesicular Transporters

MDR1 a=ALN-18328, NC No (a,c,d)
BCRP Eiﬁégixiféﬂﬂﬁamj NG o9
BSEP d=4-Dimethylaminobutyric acid NC No (a,c)
Uptake transporters

OATP1B1 a=ALN-18328, NC No (a,b,c)
oM, = o (ab)
OAT1 d=4-Dimethylaminobutyric acid NC No (a,b,c,d)
OAT3 NC No (a,b,c,d)
OCT1 NC No (a,b,c)
OCT2 NC No (a,b,c,d)
MATE1 NC No (a,b,c,d)
MATE2-K NC No (a,b,d)
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Study Title: In vitro Interaction Studies of ALN-18328, DLin-MC3-DMA, PEG2000-C-DMG, and 4-Dimethylaminobutyric | Test Article: Patisiran-LNP

Acid with the human MDR1, BCRP and BSEP ABC (efflux) Transporters, and with human OATP1B1, OATP1B3, OCT1, ]
OCT2, OAT1, OAT3, MATE1 and MATE2-K Uptake Transporters study No. Alnylam-01 [N

Additional Information:

Methods: Vesicular transport and inhibition assays:

Vesicular transport assays were performed with inside-out membrane vesicles prepared from cells overexpressing human ABC transporters. Low permeability probe substrates are transported into
the vesicles by the expressed ABC transporter. At the end of the incubation period, the vesicles can be separated by filtration and the amount of probe substrate trapped in the vesicles quantified.
The BSEP has been expressed by# in insect (Spodoptera frugiperda [Sf9] ovarian cells); and MDR1 and BCRP in mammalian (K and M) cells. SP cells were infected with
recombinant baculovirus as a means of achieving the over expression of the selected transporter. The mammalian cells were chemically selected for, the ABC transporter of interest. The membrane
vesicles were prepared and supplied byﬁ.

Experimental method for vesicular transport inhibition assay
The TA was incubated with membrane vesicle preparations (total protein: 50 pg/well in case of MDR1 and BSEP or 25 pg/well in case of BCRP) and the probe substrate. Incubations were carried
out in the presence of 4 mmol/L. ATP or AMP to distinguish between transporter-mediated uptake (ATP) and passive diffusion (AMP) into the vesicles. The TA was added to the reaction mixture
in 0.75 pl of solvent (1% of the final incubation volume). Reaction mixtures were preincubated for 10 minutes at 37+1°C in case of MDR1 and BSEP or at 32°C in case of BCRP. Reactions were
started by the addition of 25 pl of 12 mmol/L MgATP (or assay buffer with AMP for background controls), preincubated separately. Reactions were quenched by the addition of 200 pl of ice-cold
washing buffer and immediate filtration via glass fiber filters mounted to a 96-well plate (filter plate). The filters were washed, dried and the amount of substrate inside the filtered vesicles
determined by liquid scintillation counting.

Experimental method for vesicular transport substrate assay

The uptake of test articles into vesicles was determined using inside-out membrane vesicles (total protein: 50 pg/well for all transporters) prepared from cells overexpressing human ABC
transporters. Two incubation time points (2 and 20 min) and 2 concentrations (1 and 10 pmol/L for ALN-18328, PEG2000-C-DMG, and 4-Dimethylaminobutyric acid) of test articles were applied.
The goal of the pilot study was to determine whether or not the test articles were actively taken up into the vesicles. The amount of accumulated PEG2000-C-DMG and 4-Dimethylaminobutyric acid

retained inside the vesicles after the incubations and filtration was determined by LC-MS detection at . ALN-18328 was analyzed by Alnylam, using an ATTO-probe HPLC
hybridization assay. The method was validated by Alnylam for use with biomatrix (cell lysate), provided by . Biomatrix contained lysate of the transporter expressing cells.
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Study Title: In vitro Interaction Studies of ALN-18328, DLin-MC3-DMA, PEGa2000-C-DMG, and 4-Dimethylaminobutyric | Test Article: Patisiran-LNP

Acid with the human MDR1, BCRP and BSEP ABC (efflux) Transporters, and with human OATP1B1, OATP1B3, OCT]1,
OCT?2, OAT1, OAT3, MATE1 and MATE2-K Uptake Transporters study No. Alnylam-01- |

Additional Information:

Methods: Uptake transporter inhibition and substrate assays:

Uptake experiments were performed using CHO, MDCKII, or HEK?293 cells stably expressing the respective uptake transporters. For human OATP1B1, OATP1B3, OAT1, OAT3, OCT1, OCT2,
MATEL, and MATE2-K, the parental cell lines or mock transfected parental cells were used as negative control.

Experimental method for uptake transporter inhibition experiments

Cells were cultured at 37+1°C in an atmosphere of 95:5 air:CO2 and were plated onto standard 96-well tissue culture plates.

Before the experiment, the medium was removed and the cells were washed twice with 100 pl of Henseleit-Krebs buffer at pH 7.4 or 8.0 (prepared from Sigma chemicals, Sigma-Aldrich, St Louis,
MO). Uptake experiments were carried out at 37+1°C in 50 pl of Henseleit-Krebs buffer (pH 7.4, pH 8.0 for MATE1 and MATE2-K) containing the probe, substrate, and the TA or solvent. The
organic solvent concentration was equal in all wells, and did not exceed 1% (V/V).

After the experiment, cells were washed twice with 100 pl of Henseleit-Krebs buffer and lysed with 50 pl of 0.1 mol/L NaOH (1 mM CaClz in 5% SDS in case of OATP1B3). Fluo-3 transport
(OATP1B3) was determined by measuring fluorescence using 485 nm and 520 nm as the excitation and emission wavelengths, respectively. Radiolabelled probe substrate transport was determined
by measuring an aliquot (35 pl) from each well for liquid scintillation counting.

Experimental method for uptake transporter substrate experiments

Cells were cultured at 37+1°C in an atmosphere of 95:5 air:CO2 and were plated onto standard 24-well tissue culture plates in a density of 2x105 cells.

The uptake of the TA was determined using cells overexpressing the respective uptake transporter and using control cells at 2 incubation time points (2 and 20 min) and at 2 concentrations (1 and
10 pmol/L for ALN-18328, PEG2000-C-DMG, 4-Dimethylaminobutyric acid; 3 and 0.5 pmol/L for DLin-MC3-DMA) of the test drug. The goal of the feasibility experiment was to determine
whether or not the TA was actively taken up into the cells. The apparent OAT1 mediated uptake of ALN-18328 was examined in a follow-up experiment in the presence of a known inhibitor.
Before the experiment, the medium was removed and the cells were washed twice with 300 ul of Henseleit-Krebs buffer (pH 7.4 for OATP1B1, OATP1B3, OAT1, OAT3, OCT1, OCT2 and pH 8.0
for MATEL and MATE2) (prepared from Sigma chemicals). Cellular uptake of TA into the cells was measured by adding 200 pl of Henseleit-Krebs buffer containing TA and incubating them at
37+1° C. Reactions were quenched by removing the Henseleit-Krebs buffer containing the TA and the cells were washed twice with 200 pul of Henseleit-Krebs buffer. Cells were lysed by adding
300 pl of either MeOH:H20 (3:1) in case of PEG2000-C-DMG, 4-Dimethylaminobutyric acid and DLin-MC3-DMA, or lysing agent (Epicentre tissue and cell lysis buffer, Cat# MTC096H) in case
of ALN-18328, and incubated for 10 minutes at 37+1° C. The amount of TA in the cell lysates was determined by LC-MS/MS. ALN-18328 was analyzed by Alnylam, using an ATTO-probe HPLC
hybridization assay. The method was validated by Alnylam for use with biomatrix (cell lysate), provided by ||| | | j jJEEE Biomatrix contained lysate of the transporter expressing cells.
The amount of protein in each well was quantified using BCA kit for protein determination (Sigma-Aldrich, St Louis, MO).

Abbreviations: ABC=ATP binding cassette; ACT=active accumulation; AMP=passive accumulation; ATP= anion-transporting polypeptide; BCRP=breast cancer resistance protein; BSEP=bile
salt export pump; HPLC=high-performance liquid chromatography; LC=liquid chromatography; LNP=lipid nanoparticle; MATE=multidrug and toxin extrusion transporter; MDR1=multidrug
resistance protein 1; MS=mass spectrometry; NC=not calculable; OAT=organic anion transporter ; OATP=organic anion-transporting polypeptide; OCT=organic cation transporter; TA=test
article.

Note: A result of NC indicated that an ICso could not be determined as inhibition >50% was not observed for more than 2 concentration points within the concentration ranges tested.
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5 2.6.5.16.A ALN-TTRO02: A Single Dose Intravenous Infusion Bridging Pharmacokinetic, Pharmacodynamic, and Safety Study in Cynomolgus Monkeys

Study Title: Pharmacokinetic Aspects of “ALN-TTRO02: A Single Dose Intravenous Infusion Bridging Pharmacokinetic, | Test Article: Patisiran-LNP

Pharmacodynamic, and Safety Study in Cynomolgus Monkeys”

Study No. TTR02-NCD13-001

Objective: The objective of this study was to compare the pharmacokinetics, pharmacodynamics, and safety of patisiran-LNP from 2 different manufacturers when
administered as a single dose by intravenous infusion over 1 hour to cynomolgus monkeys.

Species

Cynomolgus Monkeys

Method of Administration:

1V Infusion over 1 hour on Day 1

Sample: Plasma

Analyte: ALN-18328

Patisiran-LNP Dose (mg/kg): 1.0 1.0

Sexes combined (M+F)/ # animals: 3M+3F 3M+3F

Source of Patisiran-LNP: - Alnylam AInyIam. ratio
Crnax (ng/mL) 0.0163 0.0186 1.14
AUCo. (ugeh/mL) 0.0549 0.0518 0.94
AUCo- (ugeh/mL) 0.0601 0.0552 0.92

Abbreviations: AUCo-»=area under the concentration-time curve from time zero to infinity; AUCo-t=area under the concentration-time curve from time zero to the last measurable concentration;
Cmax=maximum (peak) concentration; F=female; I\VV=intravenous; LNP=lipid nanoparticle; M=male;

Additional Information: The ratios for Cmax, AUCo-t, and AUCo-» (Alnylam.) were 1.14, 0.94, and 0.92, respectively, indicating that the pharmacokinetics of ALN-18328 after administration of

the 2 formulations were comparable.

Confidential

174
Alnylam Japan




hBEABRBER
T RUDL

N

6.5 &

AT

5 2.6.5.16.B Toxicokinetics of Patisiran (ALN-TTR02): A 10-Week Intravenous Infusion Toxicity, Toxicokinetic, and Pharmacodynamic Study in Cynomolgus
Monkeys with Different Batch Processes

Study Title: Toxicokinetics of Patisiran (ALN-TTRO02): A 10-Week Intravenous Infusion

Toxicity, Toxicokinetic, and Pharmacodynamic Study in Cynomolgus Monkeys with Different

Batch Processes

Test Article: Patisiran-LNP

Study No. TTR02-GLP17-007

Objective: The purpose of this phase of the study was to characterize the TK of ALN 18328, DLin-MC3-DMA and PEG2000-C-DMG after 1-hour 1V infusion doses
of patisiran-LNP from two different batch processes in male and female monkeys once every three weeks for a total of 4 doses, as part of the 10-week TK/PD/toxicity

study.

Species Cynomolgus Monkeys

Method of Administration:

IV Infusion over 1 hour on Day 1, 22, 43, and 64

Sample: Plasma
Analyte: ALN-18328, DLin-MC3-DMA and PEG2000-C-DMG
ALN-18328
Lot No.: -. kg Batch Process Lot No.: ; [l kg Batch Process
4 Males 4 Females 8 Combined 4 Males 4 Females 8 Combined
siRNA (mg/kg) 0.3 2.0 0.3 \ 2.0 0.3 2.0 0.3 2.0 0.3 2.0 0.3 2.0
Day 1
Crnax (Mg/mL) 6.05 40.5 5.47 41.2 5.76 40.8 4.27 32.8 3.29 35.5 3.78 34.1
tmax (h) 1.167 1.25 1.083 1.083 1.083 1.167 1.167 1.083 1.167 1.083 1.167 1.083
tiast () 37 49 17 97 25 73 37 49 9 73 17 49
AUCo (ng'h/mL) 17.2 152 16.4 149 16.8 150 13.0 123 5.34 86.0 9.19 105
Cmax/D0Se 20.2 20.3 18.2 20.6 19.2 20.4 14.2 16.4 11.0 17.7 12.6 17.1
AUC,./Dose 57.2 76.1 54.7 74.3 56.0 75.2 435 61.6 17.8 43.0 30.6 52.3
Day 43
Crmax (Mg/mL) 5.68 45.2 5.48 37.8 5.58 41.5 4.64 334 3.22 40.7 3.93 37.1
tmax (h)? 1.25 1.083 1.083 1.083 1.167 1.083 1.083 1.083 1.083 1.083 1.083 1.083
tiast ()2 37 97 25 97 25 97 25 73 17 49 25 49
AUC..t (ug-h/mL) 17.4 196 20.9 174 19.2 185 115 128 5.98 108 8.73 118
Cmax/Dose 18.9 22.6 18.3 18.9 18.6 20.7 155 16.7 10.7 20.3 13.1 18.5
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5 2.6.5.16.B Toxicokinetics of Patisiran (ALN-TTR02): A 10-Week Intravenous Infusion Toxicity, Toxicokinetic, and Pharmacodynamic Study in Cynomolgus
Monkeys with Different Batch Processes (#i&)

Study Title: Toxicokinetics of Patisiran (ALN-TTRO02): A 10-Week Intravenous Infusion Toxicity, | Test Article: Patisiran-LNP
Toxicokinetic, and Pharmacodynamic Study in Cynomolgus Monkeys with Different Batch Processes Study No. TTR02-GLP17-007
AUCo./Dose 579 | 981 | 698 | 870 639 | 925 | 383 64.0 19.9 54.0 29.1 59.0
Accumulation (Day 43/Day 1)
Crmax 0.939 1.12 1.00 0.917 0.969 1.02 1.09 1.02 0.979 1.15 1.04 1.09
AUCq 1.01 1.29 1.27 1.17 1.14 1.23 0.885 1.04 1.12 1.26 0.950 1.12
DLin-MC3-DMA
Lot No.: || ;[ ko Batch Process Lot No.: : [l kg Batch Process
4 Males 4 Females 8 Combined 4 Males 4 Females 8 Combined
SIRNA (mg/kg) 0.3 2.0 0.3 2.0 0.3 2.0 0.3 2.0 0.3 2.0 0.3 2.0
Lipid Dose (mg/kg) 2.01 13.4 2.01 13.4 2.01 13.4 1.85 12.3 1.85 12.3 1.85 12.3
Day 1
Crmax (g/mL) 31.9 218 28.6 191 30.2 205 24.0 148 17.3 142 20.6 145
tmex (D) P 1.083 1.083 1.083 1.25 1.083 1.25 1.083 1.167 1.083 1.25 1.083 1.25
tiast ()2 121 121 121 121 121 121 121 121 121 121 121 121
AUC, (ug-h/mL)? 215 1590 225 1200 220 1400 214 1220 167 1260 191 1240
Cmax/Dose 15.9 16.3 14.2 14.3 15.0 15.3 13.0 12.0 9.33 115 11.2 11.8
AUC,./Dose? 107 119 112 89.7 110 104 116 99.2 90.4 103 103 101
Day 43
Crnax (Mg/mL) 29.5 233 28.1 195 28.8 214 23.2 168 16.2 190 19.7 179
tmax (D)2 P 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083 1.083
tiast (h)? 121 121 121 121 121 121 121 121 121 121 121 121
AUCo.t (ug'h/mL)? 225 1690 258 1400 242 1550 253 1570 196 1550 224 1560
Cmax/Dose 14.7 17.4 13.9 14.5 14.3 15.9 12.5 13.7 8.76 15.4 10.6 14.5
AUC,./Dose? 112 126 128 104 120 115 136 127 106 126 121 127
Accumulation (Day 43/Day 1)
Crmax 0.925 1.07 0.983 1.02 0.954 1.04 0.967 1.14 0.936 1.34 0.956 1.23
AUC,+? 1.05 1.06 1.15 1.17 1.10 1.11 1.18 1.29 1.17 1.23 1.17 1.26
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5 2.6.5.16.B Toxicokinetics of Patisiran (ALN-TTR02): A 10-Week Intravenous Infusion Toxicity, Toxicokinetic, and Pharmacodynamic Study in Cynomolgus
Monkeys with Different Batch Processes (#i&)

Study Title: Toxicokinetics of Patisiran (ALN-TTRO02): A 10-Week Intravenous Infusion Toxicity, | Test Article: Patisiran-LNP
Toxicokinetic, and Pharmacodynamic Study in Cynomolgus Monkeys with Different Batch Processes Study No. TTRO2-GLP17-007
PEG2000-C-DMG
Lot No.: -. kg Batch Process Lot No.: ; [l kg Batch Process
4 Males 4 Females 8 Combined 4 Males 4 Females 8 Combined
SIRNA (mg/kg) 0.3 2.0 0.3 2.0 0.3 2.0 0.3 2.0 0.3 2.0 0.3 2.0
Lipid Dose (mg/kg) 0.24 1.6 0.24 1.6 0.24 1.6 0.23 1.5 0.23 1.5 0.23 1.5
Day 1
Crmax (Hg/mL) 3.98 27.9 3.82 313 3.90 29.6 3.27 23.3 2.97 24.2 3.12 23.7
tmax (D)2 P 1.083 1.75 1.083 1.083 1.083 1.375 1.167 1.083 1.167 1.083 1.167 1.083
tiast (N)? 121 121 121 121 121 121 121 121 121 121 121 121
AUC,.t (ug-h/mL)? 46.1 385 42.7 282 44.4 334 43.0 329 39.7 295 414 312
Cmax/Dose 16.6 17.5 15.9 19.6 16.2 18.5 14.2 15.5 12.9 16.1 13.6 15.8
AUC./Dose? 192 241 178 176 185 209 187 220 173 197 180 208
Day 43
Crmax (Hg/mL) 3.89 32.7 3.83 27.1 3.86 29.9 3.42 27.9 3.15 30.7 3.29 29.3
tmax (D)2 P 1.083 1.292 1.25 1.083 1.167 1.083 1.083 2.125 1.625 1.167 1.167 1.25
tiast (N)? 121 121 121 121 121 121 121 121 121 121 121 121
AUC,.t (ug-h/mL)? 41.5 390 40.8 299 41.1 344 43.1 368 38.0 314 40.5 341
Cmax/Dose 16.2 204 16.0 17.0 16.1 18.7 14.9 18.6 13.7 20.4 14.3 19.5
AUC./Dose? 173 244 170 187 171 215 187 245 165 209 176 227
Accumulation (Day 43/Day 1)
Cmax (Mg/mL) 0.977 1.17 1.00 0.866 0.990 1.01 1.05 1.20 1.06 1.27 1.05 1.24
AUC,.¢# 0.900 1.01 0.956 1.06 0.926 1.03 1.00 1.12 0.957 1.06 0.978 1.09
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5 2.6.5.16.B Toxicokinetics of Patisiran (ALN-TTR02): A 10-Week Intravenous Infusion Toxicity, Toxicokinetic, and Pharmacodynamic Study in Cynomolgus
Monkeys with Different Batch Processes (#i&)

Study Title: Toxicokinetics of Patisiran (ALN-TTR02): A 10-Week Intravenous Infusion Toxicity, | Test Article: Patisiran-LNP
Toxicokinetic, and Pharmacodynamic Study in Cynomolgus Monkeys with Different Batch Processes Study No. TTR02-GLP17-007

Statistical Comparisons of AUCo-t for ALN-18328, DLin-MC3-DMA and PEGa2000-C-DMG

AUCo-', h-pg/mL
ALN-TTRO2 ALN-TTRO2
(Lot No.m;. kg | (Lot No.m;. kg Lot NO'-/»
ALN-TTRO0?2 process batc process batc Lot No.
Analyte Dose (mg/kg) Day N GM N GM GMR (95% CI) P-Value
03 1 8 15.1 8 7.89 0.52 (0.29, 0.94) 0.0325
ALN.18328 43 8 16.5 8 7.93 0.48 (0.27, 0.86) 0.0169
20 1 8 143 8 95.5 0.67 (0.44, 1.01) 0.0541
43 8 175 8 106 0.61 (0.38, 0.98) 0.0438
03 1 8 218 8 184 0.85 (0.66, 1.09) 0.1726
. ' 43 8 236 8 215 0.91 (0.68, 1.22) 0.5093
DLin-MC3-DMA 20 1 8 1360 8 1230 0.90 (0.72, 1.13) 0.3439
‘ 43 8 1520 8 1540 1.02 (0.84, 1.23) 0.8651
03 1 8 435 8 40.4 0.93 (0.73, 1.19) 0.5295
' 43 8 40.4 8 39.7 0.98 (0.78, 1.23) 0.8616
FEGaneC-DMG 20 1 8 324 8 311 0.96 (0.78, 1.18) 0.6871
‘ 43 8 335 8 338 1.01 (0.82, 1.24) 0.9315

Abbreviations: ANOVA=analysis of variance; AUCy.=area under the concentration-time curve from time zero to the last measurable concentration; Cl=Confidence interval.;
Cmax=maximum (peak) concentration; F=female; GM=Geometric least-squares mean; GMR=Geometric least-squares mean ratio; IV=intravenous; LNP=lipid nanoparticle;
M=male; PD=pharmacodynamics; siRNA=small interfering RNA; TK=toxicokinetic; ti.s=time of dosing to last sampling time point; tmax=time to reach maximum
concentration.

@ Parameters were calculated using sampling times post start of infusion (SOI).

P tmax is Shown as median.

T Back-transformed least squares mean and confidence interval from ANOVA model performed on log-transformed AUCo. values.
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