26.1#E
INFOSUFRUSHL

2615

Confidential Alnylam Japan



26.1#E
INFOTZoFR)DA

B X
2B LHEE ...oovovvvvveeeeeeee e 1
=| /OO OO ST PT TSP PT PPN 2
BB B R AR R AR 3
B E R et 3
BB EFIEBMDIERE ...oocooocoocc s 4
1 [ L DIT R 6
2 FERIHEFE ..ot 8
3 PRF DT UMREE c.ooovvvvvveeeeeeeseesee s 10
4 IRF DT UBE] (IRFUTULNP) e sssss st ssssss s 11
5 JEB BRI ... rrveeeeveeeeeeeeeeessss e eess st R RS 15
6 B B B . 19
2

Confidential Alnylam Japan



26.1#E
INFOTZoFR)DA

5% 1 - PatiSITAN-LINPOFETE . eoveeeeeeeeeeeeeeeee e e eee e eee et e eeeseseeseseesesesseseesesesseseaseseaseseeseseaseseeseseesesessesessesessesesseseeseseesenes 11

X B R

(I = N o B Rty A N <3 OO 9

p N NI RS2 < 170 = v OO OO OO 10

KEWAG SRV IV 151 [ Y (=t 5 =TSO 13

4 - 1N VIVOTODLNPIZ & BSIRNADBFBEANDIIETE .oooeoeeeeeeeeeeeeee e e e e eese e esesseeseseesess st sastee s esesseseesensenesneens 14
3

Confidential Alnylam Japan



26.1#E
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i8S & REDER
W5, FFE ER
AD-1955 BNy 7 =7 —PBInF 21 &35 siRNA
AD-18534 T ot = 7 — |k siRNA
ADA PUEEYHUA  (Anti-drug antibody(ies))
AF-011 RFT T AT HANEE T R 5, IRERIFITH %
DLin-MC3-DMA, DSPC, =1L A7 m—/L, PEGu-C-DMG MFE T/ KL & Rk
LTW5,
AF-011-1955 AD-1955 (BN 7 =7 —PRIn - ZAF & T % siRNA) % AF-011 TRGIHE L
7o, SEEPRZIREME 7 IR (AR
ALN-18328 ALN-TTRO1 & DN ALN-TTRO2 [ZNE S35 73F 27 o siRNA J3E
ALN-TTRO1 TTR mRNA %1% & 3% siRNA ALN-18328 N9 % (ALN-TTR02 & [FIER) 25—
A0 SNALP U5 T, S50k U Wikl A B KICARE T/ b1 & L CTiBNE S
nNTN5,
ALN-TTR02 B AR LNP T 5 AF-011 THLJT L 7= RNAI EESE 8T T 8L 2 mgimL @
NF T UFEEE (TTRMRNA ZA5) & 9% siRNA O ALN 18328) | IEE#INAIT
& % DLIn-MC3-DMA, DSPC, =L A7 u—/L PEGuu-C-DMGIZ LV, iRV >
FeRR A B REOK P ICARE T/ b & L CTHBIb ST 5,
ApoE TRV RZ 37 E E (Apolipoprotein E)
AUC (AR — FFfET R N EFS  (Area under the curve)
“c JF -8 14 DR EFRNA  (Carbon isotope with atomic weight of 14)
Crrax B M AE RS (Maximum (peak) concentration)
CYP v~ 1 . P450 (Cytochrome P450)
DLin-MC3-DMA | (6Z,9Z,28Z,312)-heptatriaconta-6,9,28,31-tetraen-19-yl-4-(dimethylamino) butanoate
DSPC 1,2-Distearoyl-sn-Glycero-3-Phosphocholine
EMA WM =350 T (European Medicines Agency)
FDA RESS R (Food and Drug Administration)
hATTR TEARPESAL | Z > X1 LF > (Hereditary atypical transthyretin)
LDLR IRHE U R & 37 B3 (Low density lipoprotein receptor)
LNP §E 7/ ki+ (Lipid nanoparticle)
MRNA A v T %—RNA (Messenger RNA)
4
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WeE. W ER
NOAEL st R (No observed adverse effect level)
PBS U iR E R R K (Phosphate buffered saline)
PEG2000-C-DMG (R)-2,3-his(tetradecyloxy)propyl 1-(methoxy poly(ethylene glycol)2000)propyl carbamate
PK SKMEhfE (Pharmacokinetic(s))
02w 2812 1[a#% 5 (Once every 2 weeks)
3w 3 1[E#% 5 (Once every 3 weeks)
qdw 4381z 1a1# 5 (Once every 4 weeks)
RBP LF ) —)Vikie & 232 (Retinol binding protein)
RISC RNAFEEY A Lo v ZHAKR (RNA-induced silencing complex)
RNA U AEZFE  (Ribonucleic acid)
RNAI RNA T (RNA interference)
SiRNA 11T RNA  (Small interfering RNA)
SNALP LERAR-NEE R (Stable nucleic acid lipid particle)
SNP —HIEZEFZ A (Single nucleotide polymorphism)
Tg N7 A== (Transgenic)
TK ¥ a7 47 A (Toxicokinetic(s))
TTR ~Z > AHA LF 2 (Transthyretin)
UTR HERIRR L (Untranslated region)
Vs o3AiZFE (Volume of distribution)
5
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1 [XC®IC

RF T AL (ALN-TTRO2 ; 73527 -LNP) X RNA T (RNAD) ZFIH L72IRRIETH Y |
2mg/mL O/XF 7 UJFEE (ALN-18328, K7 U AHYA LT [TTR] 2R E L7- siRNA) K OMRE
WA ((62,92,28Z,312)-heptatriaconta-6,9,28,31-tetraen-19-yl-4-(dimethylamino) butanoate [ DLin-MC3-DMA]
1,2-Distearoyl-sn-glycero-3-phosphocholine [DSPC] . = L 2 7 1 — /L K TY(R)-2,3-bis(tetradecyloxy)propyl
1-(methoxy poly(ethylene glycol)2000)propylcarbamate [PEGa00-C-DMG] ) % &deflFE )/ ki1 (LNP) &
LT, FiRY Ui b AR I AL L7 D TH D,

ALN-18328 |, ZFM K BRI TTR D A vt P —RNA (MRNA) DPEAE K OS5 # o /%
7B DIB A TAET 5729012 RNAI O BIREEA D =X L EZFFT 5, HIOEEK SiRNA TH D, /3F
27 NP OB, ALN-18328 A LNP THUAIML L, RN EG3 % &, ALN-18328 23 il
A S, ISR D TTR & L /X7 B REA DS RNATBENPEICIR T L, 2 OFSRMEER I +H O TTR
BN BEMETT D, LW bDOTH D, FEERILF TIR # L X7 EEOHADICEY, N7 oA+
A VFURIGHENET S A R—3 2 (hATTR 7 S 24 R—3I R) OJFEAFEO LML 7057 I aA( R
JRRHEDTERD T i D Z E MR S ND, T72bb, T T AN, T 284 &
OZEEAID TTR O F OFRAET S, ZIUTE > ThATTR 7 S oA F—Y ZBEZITBITH TIR
7 IuA NEBEONLE 2 S8 5,

TUTNAT I ELTHHLND TIRIZRTEDT 2/ EINGe DX X7 ETHY | WEKREE
AT 5, TTRIZFEICHHIE CREA XL PRI TTR 0 95%EAMNTHN) | ARk L O <
BEDEAINDL), FERILF TTR OB L2 PMIFEBERTHY , EVITFEICEX I A DFkE
RS L VF ) — a2 o 78 (RBP) EEBHREIENT 5(2), b MIBWT, METREEY
ARFDORENITA v a7 ) EEEREZER L T L, TIRIIH A vk oD~ A F—
RHEETHLH D,

hATTR 7 S A R— R (%, TIREIGFDOIBRERIZ L - THEE Z S D YA MREM D M
KRR THD (ZNETICE FTTRTI0%H 257 2 A REMMEZRNRETE ST D) (3)E)(E)6).
TIR Bn - DZRERIT, TIR WEKS 7 BORZEIT J 0 B OE & 028 FRY - By AR
HERA~DOEEZEE ZFOBRI AT 4=V EPELS, ZNHD I AT 4—)L N LI TIREEERIL,
WNCHEERIMHP CTHOESG L THY I~ —%2a L. RIEMESR, (DI OB IFE & & ekk 2 7otk
ORISR T I v A FEHER O T — 7 2T 5 (7)), Zh b OIWEMITEE OREEDJFK &
720 IR B ORI TN X DRER 721 T, MR L OVOME I ZRER 35
AIEDBEDOERIN T 251 &4 Z3@)O0)10)(11), AR FE/ITEITER T 2T EHE, ZEico
ALFHIR O Il 4746 (L3705 2484ED#IF) Th 5 (12),

6
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NKNFSUF R L

ZHET, AATTR 7 2 A F—3 RITARIERIC & - T 2 SOBBHEBRA 3T STz, T
RO HLEREMARIEEZLED WATTR T 2 0 A R—Y A (B OFEEET I v/ RRY =2 —n/3F
— [FAP] & LTHILILTWE) KOMHEZFED hATTR 7 S A R—3 2 ([FRRICEIEET I v A
RPELERE [FAC] & LTHDLITUWE) Thd, Wi s B CIIERA R QAR D7 I m
A FULEDRHEEIZ 511D (13)(14), LU B hATTR 7 2 v A R—3 2 &7 D%~ DEHEIT,
S MR S e ONDMIRIE D 7 OF8E Je O 2 38 B35 2 & 3 ST 5 (12),

NFT T ANP O FEBIEX, b T AP A LFURIEMT S A RRY) 22— /3F—Th
D, MRS DIBFIRIEL U A %, 8%, 03mgkg. (RS 104kg LA LoD 1213 31.2kg % 3 i fi

(2 10E (gBw) AEEHET S V) DO TH D,

T _RTOIEEIRRERIC OV T, BT S 720 R Y . &I siRNA OJERE L L CaidET %,
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2 {ER%F

RNA T (RNAI) 1%, “AEH (WRIEIZI3 21~23 Hi L) DK+ T-# RNA (small interfering RNA ;
SiRNA) (250 A v Vv —RNA (MRNA) OFEFIRFRISEEZFE L, a— RShb X0 g
DERAE D S D T LN TE D RROAEYFHIERETH 5(15)(16), K URT X DT, MfIZEA
ST AR SIRNA 1L, RNAFFEYA1 Lo ZHEAR (RNA Induced Silencing Complex ; RISC) & FEIE
D RINAFAET Dl E~ VTV T 2=y N Z XV EEERITHAIA TN D, Ak RISC D RNA
BoIE. . A RNA )G Z A Y— (Dicer) BEFRIZ & - T 21~23 HLRITHI Y H S 47z A8
RNA [ZH3KT 5, Gk SiRNA (ALN-18328) il ZikiEd 5 &, &4 h—LEBLEFE D Fifih 5 RNAI
BEAEDBAE S D, RISC~DOELY IAZEREZ, A% sSIRNA O —AROSHBREE L, A R (FT7ebb 7
IR HIER mRNA OAERIES ISR G T2 2 LS AIREIC e 5, B U ABHIE, BRIk
EN5, SRNAT U FrUZND [o— RiEk (6 2~9 L) Lo MglksEst) (5 1067k
OV 1LY OFFIFBMINED RNAT I EIR TV A Lo v v 7 (Tleb b Z X G @
FHIRER T D Z EDFEH ST D AER MRNAIL SIRNA DT > T A EXET D L
RISC/SIRNA fiEEHE A RO D Argonaute-2 =2 KX 7 L7 —BIZ L » CIEMIZEIE &4, il L -
THEF) mRNA 23 21— R DHER 2 X OB EDMGT Hiud, siNRA 7 2 F & 2813 RISC
o — REN5 L EEOER mRNA Z 8% 2 L 3T 5(17)(18),
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IRFLF2F bUDL

1-RNAFHD A H =X L EABEES

Synthetic siRNA

Cleavage

el ... 000000000000000000000
IRRLLLTI Strand separation
RISC lComplcmenlary pairing 0

Target protein suppression \ gx \ \ \ \ \ \ \
ST : mRNA (A)n

I \ lcleavage
= J— ~ qn /| s
" A —
degradation J }{A)n

KIRZIFAET 2 7 0 AT, FBEN A RNA XX A —EARRE (A) TLEII SRNA 24 L, £ 0 siRNA
eV TFH T o=y N RTEEERTH D RISCEGERZEKT S (B) . SiRNA _AREIIFEEL, =7 Tk
APHIT RISCIZHES LT IREE THER) & 72 B FA4HA) mRNAERSI 2383 L (C) . RISC 2MEF) mRNA S Z YL (D)
FOFER, K= & 7 'GP (BE) BAET D, 2D RNAI %W%ﬁiﬁﬁ#é/’*ﬁ?%k LT, 2"F 7 AL, TTRMRNA
W RG22 A% SIRNA Z ATFHIR O 55ET 5, W TZAMIEIZA D & siRNA X A —EAIRRE (A) &3
ARAL, ZA P—HAEEREKEO FHO RISC EAHAEMEA (B, C. D) LT TTRMRNA OREE (E) L.
EROSWSIND X L EOBERD S5,
Bumcrot et al 2006 (16) > [X] % i
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3 NFIUSURE

ALN-18328 i%., TTR mRNA O IFEFHERGEL (3-UTR) 1T351F 2 @ IR E SN =B 2 10 & 3%
BRCSIRNA TH Y | 6> T, BARKR O TOZERR TIR OFBLZ RN T S5, (BFEIE
ALN-18328 (%, 5 DEHD IHKMHT 2 A — =\ T /T HER_AHA Y IX 7 L AT KT
55, K 227F X DI, 2 >OERFMN e —AEH, & 2 A8 (A-32345) K ONT > F& v A8 (A-32346)
DNNAT IV EA L= a AL TERSND, TXTDDOEDRARTT AT VAT, FitEpH T
TRV T LERA A E LTRICHEL TV,

2 - ALN-18328 D&

O'Na* ONa* ONa* ONa® ONa* ONa® ONa" ONa* ONa* ONa* ONa* ONa* ONa* ONa* ONa* ONa* ONa* ONa* ONa* ONa*

WWﬁwm'ﬁwtﬂmﬂw |

O'Na* O'Na" Na Na Na Na Na* "Na Na "Na Na O'Na* O'Na® ONa Na' O'Na® Na Na
ALN-18328 ® —AREHDES %159, A, C. G, XOUIL, 7T /v, IT7 v, YFUOUVERT PRI L
FF NEIEAET, CmEDUMIE, 20-AF NN F VU ROR20-AF NN DU X7 UAF REEEZRT, dTIEF
DT AXR VIR VAT NERERT, FHEHNT, @ T 2 X7 LAY RO IR SBRITHFAR AT IVEES
WX THfEEIND, BV AHET VTRV AHEDONNA TV XA B = a 03, R TR IO, 9O 7 LA
F RERESHI D725, A0HOFR AR YT AT VEEETH R pH TRICHEL T\ 5,

o
p
|
o'

UR—=2ZD 2MLD A F AL (20Me) 1XERZAEMD RNA THARICAE U DEMTHD, IV H DA
72—y MERZE/IMET B 72012, ALN-18328 DETEFTIZX 7 L AT RIZxi4 % 2’0Me (EAfi 1T
572(19), B AEHD 5RIEN S D 2 % HOAED 20Me EfifilL, B AT VIEZ Y 5 5 siRNA
F 75—y MERZEIKET 5 ECHEETH D, 7o, 20Me EAMFEZMIEA H 2L OJEH C RNA
T D OIEG LICEIR CTHH Y . a5 2 & T ARO BR%HERD A RNA

M D 2 L &ML LTV 5(20),

Inssilico & OV in vitro TOIERGRFERIZ XV . ALN-18328 % TTR mRNA (ZxF L CRE AR TH D |
BSEATA 7 2 —7 MERZ AT 5 ARV 2 L AVRE 72, ALN-18328 1%, B R R UMD
TIRIZK L TEME AT 22, v U A, Ty b, IXUFFICBOTUEEL RIS 220 (262 [ HEAEL
RO 28

10
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NFOS0F UL

4 INFOZURE|] UNF T -LNP)

Ak SiRNA SEMEZ R 3I2IE, 2R & T2 OHRN~SEZESN A LERD D, FIRNICES S
NIZFERFULA R sSRNA 1E, =2 X7 L7 —EBRP=F VX7 LT —BIZ L) RS, 30N
EERML A HIEK L, invivo TIEEFANEMZ R Z LB TE2VQ21) (2.64 EEYBENRERER OBEZ S
B , P8R TIR O 95% AR TREA XD Z L A>5(22), ALN-18328 # MO I Z25E L .
B R BT 5 noxd 5 TIR RO RNAIUBI A Lo v v R AREICT B 72D OIEE T/ kL
+ (INP) BRIAIDPAFE Siz,

IRF T NP i, APEEERIC ALN-18328 KO 4 OFETIAIZ 28 T 2 BHERAITH D

(F&1) . 4FEORREANAID 5 H DLin-MC3-DMA K U} PEGouo-C-DMG IIFTHARIEE TH Y. i
FCEERMIEHEINTWARWESTH S, 2 VAT o— WIBEEAEY ORI FET 5 KARIEE
Thd, FATZ 7 FUNa) AAIEEH OB AV 3 F BIZIAL FET 545 Téh 5, DSPC
EEHRAARTZ 7 FONa ) o ThY ., KE FDA OBEKRERGREERS @A) V2 Mob ik
S, BEKERORMN TERIN TV 2 oDEIKS (DamoXome® [VRY—AF T )L ET ]
FEOONIVYDE® [V )T h v VRY—LFERA] ) OfRGTLH S,

% 1 - Patisiran-LNP D4R

1mL %72V 1A TN

R5y a2k bl ok BaE
(mg/mL) (mg)
Patisiran drug substance (ALN-18328, sodium salt) Patisiran 2.0 Patisiran 10.0 Active ingredient

(equivalent to 2.1 (equivalent to
patisiran sodium) 10.5 patisiran
sodium)

DLin-MC3-DMA 13.0 65.0 Excipient
(6Z.9Z, 28Z, 31Z)-heptatriaconta-6, 9. 28,

31-tetraen-19-yl-4-(dimethylamino) butanoate) -

PEGouo-C-DMG 1.6 8.0 Excipient
(R)-2.3-bis(tetradecyloxy)propyl 1-(methoxypoly(ethylene

glycol)2000)propyl carbamate *

DSPC 33 16.5 Excipient

*

1,2-Distearoyl-sn-glycero-3-phosphocholine

11
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261 %8
RFSSUFUSLA

1mL %72V 134T

R4y ak bl Ok BRE
(ng/mL) (mg)
Cholesterol 6.2 31.0 Excipient

(5-Cholesten-3B-ol; 3p-hydroxy-5-cholestene)

PBS
Sodium phosphate, dibasic, heptahydrate 232 11.6 -
Potassium phosphate, 0.18 0.9 -
monobasic, anhydrous
Sodium chloride 8.77 439 -
Water for injection quantum sufficit | quantum sufficit -

Abbreviations: DSPC=1,2-Distearoyl-sn-Glycero-3-Phosphocholine; I NP=lipid nanoparticles; PBS=phosphate buffered saline.

LA A AEIFE DLinMC3-DMA 1., I
I [ N C > S
DLin-MC3-DMA 3 [
| e NI AN [ [
.
55, KYV=FLoZ)a—LgE (PEGwo-C-DMG) I3, - s
I e e
I . < O (. PEGao-C-DMG (. I [
.
I I D 3). = L <7 = —/ % O Dsee
. i, 7y 7 v INP RS [ o ol R oty
HLABROLSBH TH 5,

DLin-MC3-DMA, PEGxoo-C-DMG, DSPC Kk r=1 L AT a— /v D{bFEEE % X 312”7,

12
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3-I\F LT URMEIDILFEE

DLin-MC3-DMA

O/\\‘;/\OJ\ N /\/{*O /ﬁ,o\
PEG2000-C-DMG 6 H n

DSPC _ 0 J\//\\/\\/\/\/W\/\

r N\

- »

aALATFA—)L N pe ;H/
/f A | H

FRRINSR 5 S 3172 8F 3 F L -LNP I, IUED DA RMENE 2 A LK RO MRS RS 2 RN IS &
B, BT D, LNP OFFlE~DEL Y iAZ & siRNA OFIIE ~DLH D A 71 = X L% X 427
T, ERIRINEE G4 ORI~ D AIEBFEIZ I\ T, PEGaw-C-DMG AEE DO KERS3IE LNP 255 JiH S,
PEERVE D AR & LR G R ONMERIZFE T 5 (23), PEG =2—7 ¢ V' I BREIND ENEET R Y R ¥
VX7 E (ApoE) 25 LNPIZHERT %, & L CIFHIRIC 8B DAKELER U AR & X7 B 74K (LDLR)
KMo ApoE i G2 B4 & o 7o ApoE (RAFHIBS 22/ L TR~V IA E D (24), FElT, A A4
{LRIBE 2l F-A AR 2 AV 2 LNP BUAIX, A 1 27 v & [RIERIC NI ApoE 2 W L, ApoE
FE AL 2 R OB OZ R/ U CTHHIRICE D IAE N D (25), =2 KU b— A2 X0 iFfi
PICED IAEND &, LNP DFEERSY T DA A4 M DLin-MC3-DMA IEE X, —> K'Y —AND pH
METT DIz TT e hAbEid (EIZHET 2) (26)(27), LNP D IEIZ 77 L 7= DLin-MC3-DMA

HO

13
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26.1 %S

NRFOSUF MDA

MEEIFAICHE L=y Y —AIFE LA AEVEH L LNP OMERRHRE, = K Y — AEORZEAL.,
A ONTHIRE ~D siRNA B34 T 5 (26)(27)(28), M N ~AH S 417 ALN-18328 i3 RISC ITHE A
L ARSI L, B AT R OVE AR OO ] TTR mRNA B CEEHITARAE STV % 3UTR FEIOFERY
By L T o Tt o ABHDNFRRANCKE B 5, RISC/SIRNA E£ZHE AR O Argonaute2 =2 KX 7 LT
— BB - ZRER TTRmMRNA Z ity 2 s L, BpAER « 8B TTR & L8 AR & Wil3 5
17)(18),

X 4 - Invivo T®H LNP [Z & % SIRNA DFFfgi~ D% =

PEG-lipids

Endosomal
membrane

Lipoprotein
particle \J
/

Recruitment of ApoE

............... o

ApoE ) Phase
! . 'vTransilion RIRRNA \
! Fenestration ApoE-binding !
: cell surface receptor W N
' (e.g. LDLR) 2 f
pH7.4 E /
Blood Compartment Space of Disse Hepatocyte

A A LNP O ApOE I IEFED A =X A PEG I —T 4 V7 DRI RED HIREEL ., VR Lo BRI
AR & 7MW ST 44K ApoE 28 LNP KRS AT 5, LNP IXTIROA MR 2 & @i U e o LDLR KO
fthd> ApoE ZAMKEFEAT D, LNP (T R¥A F—2 R KON~ IAE I, pH METT 5 & A A MEAEE
DLin-MC3-DMA B K'Y —AEEFHAESEA L, siRNADSHIIE L EH &4 RISC L FEET 5,

W5 : ApOE=T7 7R Y AR & L7327 E E, LDLR=LDL %K, mRNA=X >t ¥+ —RNA, PEG-lipids=PEG0-C-DMG

IRF T UFERE RNTF T AN HFZEEBRIE OEFE A LW O DRIFRNH Y | FDLTRD
U 2 M 262 FFLEER, 2.6.4 FEHRE K O 2.6.6 MR BR O R Ic Z - Ehic#i 5.

14
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RFUSUF MY L

5  JEERPRETE

FERG AR ERFRERER O insilico & TN invitro 7B Tld, ALN-18328 D% /1 M ORI 2kt L. £ 7= B4
KOEEMYe N TIRZYA Lo v 7 D)5 M L7z, ALN-18328 13~V A, T v I U HF
(26 U CERBRAOIEMEDN 20 < | I =7 A BOUSE LR E R /R 77280, in vivo SEEABRII D =27 1
PAEANTRTF T -LNP DI PRI ZTHE L7z, S HI2T v MFERAERERBRTIE, o
HEE TTR K BA9 72 sSiRNA (ALN-18534) % /3F 37 L -LNP L [A U X 9 Icflgk L, /8F 2 F »-LNP
L blcA A —y FOFKBERIC K W AU D ARt D & B Bt A R LT,

ALN-18328 DIERGEASEIEMEIX, ALN-TTROL & FEIXAL ST LNP &I 2y, TTR 7 I = A RiZ
KDDL R T AV ==y 7 (Tg) ¥ U AET /L& AW TIRGE L 72, ALN-18328 (2L D) |
Tgv U AIZBITHAERAME N TTIROBHEME T L. HEOMMT TTIRICEDNRDT5 2 L3RS
e ZORRIZTIR LYV F23 e SO T I oA NILEZBD S5 & W O 1RFIGLE —
LT,

=7 AP IZEBNTIE, T2 T ORAEFIRNE G2 L0 1fiE TTR & 2237 B O B A7) 7
T ARR BTz, VIV TIEER OB G- LY A V%3l LTz, 73537 0.5 mglkg D gdw ¢ 5- & 0.3 mg/kg
D PBwH5-T, B ROIMIE TTRIBEIK T (BE5-RIME & DT 5% EOIKT) NGz (262,224
THEM) |

TV DL EVESREERER TlE, e E O 6 mgkg £ CLEX OS2 QTCF M~ %
1R BT, 3mglkg TIE ST 3T L -LNP OGR4 2 Wkge (e H A SR
AR PRI A DS - DAL o T, DB ORI D F5-75 3mgkg B E TR b7,

FEROTEIL 262 THEHAABROMZE ) X1 263 [HEEERBZER] (TR,

ALN-18328 & HfREIRINAITH % DLIN-MC3-DMA & OF PEGo-C-DMG % & T2 3F 7 L-LNP D
FEREN N 2 a X 2T ¢ 7 ZFHilE, ~ 7 & (6 » HE TgRasH2 = 7 Z 53 AJFERRER 0O H AR —
R . Tv b, UYE (WIRERAERERBROY R — ) ROV IV TER L, e~ b v o R
P OORREZ E BT 12012, FFEBIME D & 2 gk 75 B 22 A= 20 AT 22 IV V-, PEGaooo-C-DMG
REBRA PR RN T 2 00EEZ VT, 7y B RO VIS CHEETA (ADA) ZJIE Lz,
(264,35 Iy )

INF T NP ERIRINEE ST 5 &L WT IO B C 6 g ~OfR I LD b D LB 2 B
7 ALN-18328. DLin-MC3-DMA K T} PEGuoo-C-DMG D FNHTHIS AR FEASI: B 407, I SE R )8 b —
7 BFD 5%ATM £ TIK T L72D1% ALN-18328 23 & 20 T (1~4 F#fl]) | WRIZ PEGa0-C-DMG (8~48

15
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2.6.1 %5

NKNFSUF R L

) . DLin-MC3-DMA (24~96 §f]) DIETH o7, Z OYHIAFE D% ITTERFENFTRD BT,
IRFV T UANP B~ T A Ty b ROV U HEE G U7 OTE R 811, ALN-18328 T 0.29~8.44
B§]. PEGa0-C-DMG C 4.58~161 FFf#], DLIin-MC3-DMA T 51~658 FF#] D& T >7=, 7 v b KL
=7 A P MZET D ALN-18328 D/t (V) 1S <, —J7 2 ODFED Vs THFHFE~KT
bolzZ b, ZHHORFER IRV IRFUI AT 5 2 EDRIB STz, PKITKIZIBUWThcR L
BEPIREE (Crd LKOVAUC ITHEL CHEIGITH Y | MEITRRO B o7, qdw il X 2D KiE#
B (OB TROK 14 5) TiE. IE L7 3000 R TIZBW TILET TOERMEIZERD
Lo T,

ALN-18328, DLin-MC3-DMA K O} PEGx00-C-DMG DX % 7 L 7= invitro & OV invivo iR ik, ~
A, 7w b, PLEOE FOMTREABIL T Z E2VREI, 2D 3 DDORSMIDNTE
MR IR B o 72, ALN-18328, DLIN-MC3-DMA., & O} PEGyo0-C-DMG % v /=
invitro AR TIL, 25 DR OV IS T8 CYP BEE 2 BLE UTRFEE9, k72 7 v AR
—H—DOIEE R OHEANC G 72 57202 L AVRS 72, DLIn-MC3-DMA 1% CYP3A4 % & T i%d CYP
SRR SN2, CYP3A4 I L AREHNTK 26%Tdh 7=, L2>LinvivoigBr (> k., H1) T
1% CYP450 24T S 72\, 4 (P ATFNAT R /) Bz BT 5K 53 f#7% DLIn-MC3-DMA D EEL72X
BRI CTH D Z LAVRIR ST,

UC-DLIN-MC3-DMA % JH\/o/RF 2T L -LNP Ay, T R Ofiik 0 e O~ AT o A5kl 2 =
L, EloP L THYANT U ARERZ]{T> 72, I Sprague Dawley 7 » bk & Long Evans 7 v k% Fuv
ToAHRR AT RABR Cl, “C THEi%k L 7= DLInAMC3-DMA % FiV 2/ 3F 3T L -LNP OFfIRIN EEIZR—F A
Beh52AToTz, Beh 4RI, BeG-E0K 0% B Zi8D Haviz, HARARSR L OVUEER Clrx 2
< OTFD7REDOBIEE LRI ST, /3F 27 V-LNP IR ~AT L2 2 & | &Uﬁu{fﬁzﬂu%ﬁ
FHZ 0 L7V 2 EAVRIBR S T, F7o. AT = AHMkIC B “C-DLIn-MC3-DMA |2 BEi U 7= il 6E
Ronehot-, ZEORFIT/ XF 2T -LNP 28 ApoE %41 L Chiflig (TTR @EE@FEE%UT%
D TIR & LRI OREAIKT &) SEBEEHIWER D) ~EDIAEID &\ D | i S oMk Ah
=T DHHDTHoT,

7 v MEOWL T E Bz, RE(LIR ALN-18328, DLIN-MC3-DMA & O} PEGu0-C-DMG Dk FRi:
B3 < )T -7, ALN-18328 & DLIiN-MC3-DMA D1 B 727 I8 #1334 T ¥ . DLIn-MC3-DMA
IOV TS B R S D & & 2 Bz, PEGuo-C-DMG DR FEHE I b FhTh v, KZ&1L
AR FICHRtt S D LR S vz, /XF 7 -LNP (ALN-18328, DLin-MC3-DMA &U“
PEG2000-C-DMG) @ PK KON TK A DML, 2.6.4 [HRMEhRERER OMEE ) KN 2,65 [HydEhEE
B EER | (TR T,
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2.6.1 %5
RFLSUF UYL
JEHERTEERER TK 25T) 1TFEICT v MR =7 A4 FLE W, 23F VT -LNP Z5lRIN
B LU TIT o713 & A L O Tl BIREER & [FIERIZ ST 2T NP Z LI N CRAERHE LT,
INFTT L ANPIET v b TIRREEEMED 223 | Y ER LS OB A5 720, 7 v e v
TR DN I S ALTo, T MI ST U7 U OmMICE LU T IS EOEWVETH 5 L HIE Sz,
=7 AL, _F T o OFEBERIEIR T 2 IEERI 72 B2 EN ONS LNP AR 3 2 I R 72
BHEOFMEZAT 9 7o, FHERBRICHW, SDHI2, 7 v FEOY L OO EERE I, Biv
727 —BERENET D (ThRbbHE MERTFEZERNE L2V siRNA Z/3F 27 -LNP & [F UHE
B Rk U7 AF-011-1955 ) 2 % FRALAI & L CHU Y, siRNA RSy & LNP UK DR 21T -
7=

7> FTIX 003725 3mgkg O E#HIF T, 48] (gdwX2[E]) | 63EM (g2wx4 =) | AFTNT 26
TR (qawX 14 [B]) 5 DOFEMRER A F20i L 7=, /1 TlE 0.03 75 3mglkg O &4 T, 6 i (2w
X4[E]) KOV (q3wX 14 [8]) FH-ORMRERA Fhi L7z, YL ORERTIEL TTR A B#E T 5

RRRAEHER OFHER (B2 I AR A aFk ) Mﬁ%u‘:o 7w MO L E G,
& g B O F B /AR s & B 2 BTz, ADAPEADT-OIZT v M TTIIIREENE L LTz A5
. 7 v FORMEMRR TlT NOAEL 78 41 F'ﬁ?&@@ufk%i Db@Em< o, ZUINTF T
-LNP DE D NOAEL Z/RIE TRV EB X HiLD, T v b 4 HlEES & LG EERRO
NOAEL 3% #4101 mgkg & T 1 mghkg Toh -7,

3XF2 T L ALNP R Ol 4~ OB IS EER I DLIN-MC3-DMA K U PEGx00-C-DMG D= E# 1 % in vitro
AR (M 2 O - IR 2R BB e O (R B alBh) CRMli L=, & B12, Fv T
YVANP IZHOWTIX invivo 7 v MMERBR TR L7e, Bla@mtslioTr —2 026, /XF 7 -LNP
K OHHIREOWTN S BEHEEE A LW L3RS,

TgRasH2 ~ 7 A D 26 B AJFEHERER Tl /~F 7 L -LNP OB AAMERITRED bivieioTz,
7 v MZBIT 5 24ER DN AJFMRRBRITEM STV, T v NI 24EB OB IRNR 5217 5 %
TR O v N EHIRE R Gt Cllg S iz ADA B L 2 SMEhRE DA LIZRE O WRER
BOK T O, FhE TFETIIew &I L 7=, KE FDA &M EMA 13 Z @ RARIZ[FIE L7 (266,
S5IH [AAJRMRER ) .

IRXF T NP OAFEFRAETMEIL, T v NOSAEEE, IS IRIERA, ORI AER OFER,

WY FXOI « JRIBFAEFMRBR E W72 EORBR TIHMI L7z, B4 2 ARZITFREICHE
ZRAETH, TTRIZRBP EfEE L TEX I v AERICEI ST 5720, TTRIKFICL Y it e 4 2
v A BT D RN D 5 (29), T OFFEUEMICEIE Lo AT H T2, Ty MR
PR TIE, NF T NP L[ U NP THRFHE L 72T > hH e/ — |k siRNA (F72bb7 v B Tir
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IRFOSUFRYSL

L) SIRNA ; ALN-18534) - HEEA A% 7-, LNP & L CHRIFL K-/ 3F T i3, st s
IRESIPWHEIZBW T, RIS LS RIE S R20vo T2, 7 v MRS oIf - I REBRIZBW T,
ALN-18328 I3 M St g, £727 v MHARIEHBRICBWO TS b S oo
7~

ARG OFENE, 266 TFMERBROME ) U267 [EHIERBEE ) (TR,
WE LT, LLEOIRRARRBAARIX, NI AV A LF RGN S n A PR =2 —m /R F—

G ORI TS, 0.3mgkg, AE)S 104kg LA ED#BEI1TIT 31.2kg T 3EMEIC 1A, B h7=-
THEEHETH L WVWHI RNFT T U -LNP DR 2 X 5 6D Th 5,
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FE O R 3
= <O OO PT PPN 4
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211  ALN-18328M%F7E : £ FTTRZAZMIE T HIRAN DFFEHIESIRNA ..ooovvennnes 13
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2112  ALN-18328AZRERRIMD BEUERHT ...ttt 15
2113 ALN-18328DA T2 =4y RETEDERHT ccooooeeee st 16
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213  ALN-18328M7 »Ft L RH (A-32346) Rim R K=& Y C HETREMD 3 H R B Din vitro

[ZE T DTTR MRNAE TAER (oot 23
2.2 QR AV OB L - 3T 24
22.1 SR ZY T RERVERERICE T HRNAIZ N LI-TTRIBAC & A TTRAH

SETETLUSEBADBIEE ... ees s 24
222  HJLIZSNALP-18324 X [£SNALP-18328 (ALN-TTRO1) #H[E#%5 L1-& EDRFEATIR

MRNABAZE D, BIFIRM & L TDALN-18328MIFIR .....ooovvrereeeeeseeeeeeeeessseseeeeseeennns 28
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311  HILZEITEZMBEPTTREAICE DRBPIEEADEZ ... 37
312  HILERAVEEUERICE T AIEFRTIR, E4 I VARUY A OX L VREDREY ......38
4 RRMIRIEIEER ..o 42
4.1 RV IO kg i L SO 42
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F 11-H)L3%AM (q3wx14) FHERICHITAHMEFTIR, EFA I VARUY A OFS 0D ElLE (R—
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4-hTTR V30M/Hsf-1 KOY ™ RIZALN-TTRO1Z# R EH% 5 LT & =D FFERTTR mRNAR O ILEFTTIR
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5-227# AEOhTTR V30M/HsE-1 KOT ™ X IZALN-TTROLZ# R1E#H 5 L= & 20D FEMERH- BT ATTR
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6-224 BEADhTTR V30M/Hsf-1 KOT ™ X IZALN-TTRO1Z RIEHR S L= & =0 REHBARTTRILE
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i & AEDER
W=, FEE EF
ADAM Aruara7 7 —E FAA (Metallopeptidase domain)
ADAMTS6 ADAM A X a_RTFH—ER N b RAR PV 1 HEF—7 6 (ADAM
metallopeptidase with thrombospondin type 1 motif 6)
AD-1955 BT 27— BRI AR & T 5 siRNA
AD-18534 F o HfEY 2 7 — | siRNA
ADA PUEYHUA  (Anti-drug antibody(ies))
AF-011 NF T ARSI AIFE I R A7, IR TH %
DLin-MC3-DMA. DSPC. =1L 27 &—/L. PEGy-C-DMG DEE T/ hi 1% TERL
LT3,
AF-011-1955 AD-1955 (BRHVY T =7 — Vs 2R & § 5 siRNA) & AF-011 TRANLL
7=, SEERPHY RGN (AT RR)
ALN-18328 ALN-TTRO1 % OF ALN-TTRO2 (2N &1 % /3F 2T o siRNA JiHE
ALN-TTRO1 TTRmRNA %45 & 9% siRNA ALN-18328 N9 % (ALN-TTR02 & [Flkk) 25—
0D SNALP JLJ5C, %558 U Bafk i A BRI /KICARE -/ ki1 & L CRBHE &
TN 5,
ALN-TTR02 %A LNP TH D AF-011 T L7- RNAI [E3E T2 T HIAL, 2 mg/mL O
NRF T UJFEE (TTRmRNA 24589 & 975 siRNA O ALN 18328) | AEEAIIAIT
& 7% DLin-MC3-DMA, DSPC, =L A7 12—/l PEGuw-C-DMGIZL Y| 53R Y o
kR A E AR IR E T/ k- & L CRIBNE S TV D,
ApoE TARYRE X7 EE (Apolipoprotein E)
AUC [ HP R EE — WREAT KR T imfE  (Area under the curve)
C JFF-H 14 DERFEFNAR (Carbon isotope with atomic weight of 14)
bDNA 53z DNA 7 > £ A (Branched DNA)
BPI TR TR & N7 '8 (Bactericidal permeability-increasing protein)
bpm DA% (Beats per minute)
cDNA FA4#iY) DNA  (Complimentary deoxyribonucleic acid)
CDS 22— ¢ 7 DNA K (Coding deoxyribonucleic acid sequence)
Crax e HPRAEE  (Maximum (peak) concentration)
CYP 2~ 7 1 2 P450 (Cytochrome P450)
5
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W=, FEE EF
CYSLTRI VATA =uA a b UZEE 1 (Cysteinyl leukotriene receptor 1)
DLin-MC3-DMA | (6Z2,9Z,287,31Z)-heptatriaconta-6,9,28 31-tetraen-19-yl-4-(dimethylamino) butanoate
DNA T A% U AREE (Deoxyribonucleic acid)
DSPC 1,2-Distearoyl-sn-Glycero-3-Phosphocholine
Dual-Luc T 2T W7 = F—F (Dual-luciferase)
ECG LEEX] - (Electrocardiography)
EDDM3B FEEL AR5 uwe % o 737 '8 E3B  (Epididymal secretory protein E3-beta)
EDTA TF L U7 I VUFEE  (Ethylenediaminetetraacetic acid)
ELISA FEsEfE A WA A lE  (Enzyme-linked immunosorbent assay)
EST SRS RER  (Expressed Sequence Test)
EMA R =364 T (BEuropean Medicines Agency)
FDA RNEENE (Food and Drug Administration)
GAPDH TVEAT T R3-U VT e Rasf—E (Glyceraldehyde 3-phosphate
dehydrogenase)
GLP =3RS D22 M BT 2 FEERAREBR D FEED EE  (Good Laboratory Practice)
hATTR BMERIE T v AP A LT
hERG t b ether-a-go-go BEiEGE (s 1~ (human ether-a-go-go related gene)
HPLC ERIA 7 v~ 77 7 ¢ — (High performance liquid chromatography)
HSF-1 M g v VRGN 1 (Heat shock factor 1)
hTTR bk hZ A%+ LF > (Human transthyretin)
ICso 50%FHEP2EE  (Half maximal (50%) inhibitory concentration)
ICH A K BU EFESHRHIFAFERR S (Intemational Council for Harmonisation)
KO /w2777~ (Knockout)
LDLR RHE Y RZ 37 BS54 (Low density lipoprotein receptor)
LINC00924 RHURRT-FIFERIER RNA 924 (Long intergenic non-protein coding RNA 924)
LNP RE& 7~/ Ki¥ (Lipid nanoparticle)
LOC105376100 Locus 105376100
MAP WEJENRITE  (Mean arterial pressure)
mRNA A vt V¥ —RNA (Messenger RNA)
NA #%%4+H7" (Notapplicable)
NCBI National Center for Biotechnology Information
6
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INFOSUF )DL

W=, FEE EF
ND HAEES (Not determined)
PBS U R E AR PR R E/K  (Phosphate buffered saline)
PEAKI1 PR IAEFIEER FF—E 1 (Pseudopodium enriched atypical kinase 1)
PEG2000-C-DMG (R)-2,3-bis(tetradecyloxy)propyl 1-(methoxy poly(ethylene glycol)2000)propyl —carbamate
PHD FE¥)R A A K A A > (Plant homeodomain)
PK S EhHE  (Pharmacokinetic(s))
Q2w 2312 1 [E# 5 (Once every 2 weeks)
Q3w 3182 1[E#% G- (Once every 3 weeks)
4w 43812 1 A% 5 (Once every 4 weeks)
qPCR 2R Y AT —B NG (Quantitative polymerase chain reaction)
RBP LF ) — )G 4 737 (Retinol binding protein)
RHD HEE e M & (Recommended human dose)
RISC RNA &Y A Lo v o AR (RNA-induced silencing complex)
RNA Y R (Ribonucleic acid)
RNAI RNA T (RNA interference)
SD 1R 7% (Standard deviation)
SENP5 £ MU /SUMO KRR 17 7 —1E  (Sentrin/SUMO-specific protease)
siRNA K557 T# RNA (Small interfering RNA)
SNALP LTEREEE-NEERL T~ (Stable nucleic acid lipid particle)
SNP — IR H A (Single nucleotide polymorphism)
SUMO Small ubiquitin-like modifier
SUMOI Small ubiquitin-like modifier 1
Tg N7 AP xz=v7 (Transgenic)
TK N a7 1 7 A (Toxicokinetic(s))
TTC39A T 87 MY axXFF REH 7378 (Tetratricopeptide repeat protein 39A)
TTR kT AW A LF > (Transthyretin)
UTR FEFHRRAEI,  (Untranslated region)
V30M b TR A VT UBIRF D 30ENY D AT A = DRI E
ZFP64 DT 4 I BT E 647K E R Y (Zinc finger protein 64 homolog)
7
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1 FEDH

RF T ANP (B4 : ALN-TTR02) 13, 2mg/mL D/3F 5 2 (ALN-18328) KN 4 FEDIEE S

IFICHERL S5 U AT (RNAD) 1RRIETH D, HIRY CBiEE /AR (PBS) HiC,
DLin-MC3-DMA ((6Z, 9Z, 28Z, 31Z)-heptatriaconta-6, 9, 28, 31-tetraen-19-yl-4-(dimethylamino) butanoate) . DSPC
(1,2-Distearoyl-sn-glycero-3-phosphocholine) , = L 27 72— L Kz N PEGa000-C-DMG ((R)-2,3-bis (tetradecyloxy)
propyl 1-(methoxy poly(ethylene glycol)2000)propyl carbamate) 73EE 7/ ki1~ (LNP) & L CHAHL ST
W5, ALN-18328 |%, F T A% A LF L (TTR) A vt V¥ —RNA (mRNA) ZAEH) & T 5K
TTH U AR SRNA) THY, Bl F 7 A A LF LT I u g F—2 2B LB ATIR
(hATTR) ] (2B T, I COBER L OVZEEA TTIR BHOWT NG 2D SE5 2 ik v TIR
7 uA NEALOTLAEZMHT 2 L O ICREr STV,

TIR (L7 AT I EBMEEIND) X 27T HOT X Vb b 2 7 ETHY , NEKET
%%, TTRIZTEICHHHIIN CEEA S (FEBRILT TTR @ 95%EB2MFEHK) . £7-2< b Thsd
DIWRAS M ORI b EAE SN B (1)(Q2), FEERIMAT DA TTR D 9 B NIFERTE TH O | V13T
(VT —iEe# N7 (RBP) CHAKRZE L., B2 X ADEEZRET 53), & MIB
W, MRS A v X v ORKEME A a a7 o EEARER L TV A28, TIR XY
Aax D<A T =R THEHDHE), FTUAYA LFUMEBE T I a4 K— A (hATTR 7
A F=v ) & TIREIETFOERICIY . HBMANCZ "7 EOT I uA RERREEZ R
RSN TH SR SN EROEEELFREETHD (ZNETICE FTIRTIR028Z2 57 IR0
A RSP REFE STV D) (5)6), TIR X U RV EOERIZ L > THERNSAREZEL L, £D
FEF TIR & 2 /37 B O B KR N ERA~ O MEE S D, BEERDI AT+ —NT 4 7L T
AU BEEIZ L - T, AU I~v—KOT 2 oA NgEOMERILED S| 2 Z 2N 5(37)38)39), —
XA, 7 X v A FULEYINTIIZE R R O AT 5 O TTIR 33 TR Y . 2V S OILEW )3 HFH]
DOFGE & & BT RS E 251 X 2 3(7)8)(9)(10), hATTR 7 2 1A F— A [THEEOTFIRAE
PR PR, OB OVE R ITIRIENE T X oA RUEEDSFRD HALH(11), hATIR 7 I 1A R— A
DEFFIERITZERIC L > TR . LIZUIE 2 >OBRRIERRE (SRMEmRIEE 2L FIRET 2 o
A FARY ==a2—n/"F— [FAP] &DUDIEAEM D FEET I vA ROFEE [FAC] ) (230 bivd,

ALN-18328 (Xt h TTREfm 10 IFFERFEK (3-UTR) Z4IEAI &35, ALN-18328 DIEAIFENRIZ,
b & =27 AH/ (Macacafascicularis, UL TFH/LEEEHET5) DORIT 100%RESNTNDR, (Fo
W L NIAERR LWz, w7 A Ty R RO 3 Tl RNALZ K 2K TTRIE (S - 5ELO
BB HBNI2N, LIz > T, 73F T »-LNP OIERGIR invivo EEEHI X EIC YL TiTo 72, Hv
13 SIRNA [Z%F U CHEVPRIBOG 2R U, FEREASEENRE X O a0 K< Eh b, 2oz
b, ZTNHORBRIZE Y, b N TTPREIND NI RIS R S 2 ATREE S & b m< 72 5
LEZ BN,
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2.6.2 EEABROBEX
RFLSUF UYL

Invivo iEMEDFEMIZIZ, R T oAV 2=y 7<= ZAET/L (hTTR V3OM/MHsf-1 KO~ ™7 Z) &fff L
72(12)y B\ a v 7 HF 1 (Hsfl) REBOBIHIEREZGT 5~V AL, & FOT I mA RERMEZ R
KV3OM TTRZ 22— RK$25 h 7 U AV—VEH#BISE S L VIOMhATTR 7 2 v A R— A BE LHH
LU T= % o T BEREEY) ORI % 595, SNALP (stable nucleic acid lipid particle : 22 EZMENEERL
F) LREEN S H—HEAR LNP THRUAIE L 72 ALN-18328 2% A3 % ALN-TTRO1 (EIJZ. : SNALP-18328,
#12M) 2~ AEE Lz, ALN-TTROI ORAFNLTRE, FHE M OA(LFZHREIL ST T - LNP
EFELL T 5 (13)(14), ALN-TTRO1 V55 TAHEGPR SR CHEREME 2~ 2 & SR Sl is, ~F
7 L -LNP D559 10 f5REN ) 27 2 & DN FERRIR e OBRIRERR TR Sz iz, £ D% OREIRBR
A2 HIEL72(15), L2>L ALN-TTROL (X, 73T 7 -LNP L D & 153550 & O O TTR #EL %
RF T ANP FRRICRRERIICIE T S E 2 2 Enn, HRFERHIIZ Z N D 0B THBRZ & 07,
ALN-TTRO1 OaRER CHEH L 72 FIEOFEMIZS | oG FICFEHE L T\ D,

/NF T L LNP X ALN-TTR02, LNP11-18328 X|E AF-011-18328 & H RSN TEYD . ZILH DA
UL T OFHRER OV TR SN TV DI HmOWEETHH S TWD, R, ~F 7103
ALN-18328 X° AD-18328 & bR STV D, R EEE THH SN TV /ITF T 2 /"F T -LNP
J OB % A DA PRI 23 R,

=®1-FEEHBRTAHAVOA-EEFIDLT

LR A fER L7z BB R ORER RRE S
NF T PR D TIR 248 | FERANEIREE (invitro 3REXCff | BIO09003
fJ& 35 siRNA T, %F | H) . F—H{CLNP (SNALP) BIO09004
AD-18328 7 »-LNP(ALN-TTR02) | 844 (84514 : ALN-TTRO1) X
ALN-18328 FOWLRTOE—HEAR LNP | 1355 X LNP (AF-011) %5 | BIO09005
(ALN-TTRO1) T, (#4544 : ALN-TTRO2 X |3/ 3F
©5 L LNP) & L Cafffi 7= TTR | BIO09023
FEHLH) siRNA, BIO12014
BIO17012
BIO18014
ISFF5ANP | 23F 2T (ALN-18328) | /3F 2T (ALN-18328) ol | BIO10026
@ AF-011 LNP #4541, 4, KD invivo 3RER, 2R
ALN-TTR02 B R Ot TRkl L7, | BIOT1002
AF-011-18328 BIO11003
LNP11-18328 I 20031783
TTRO2-NCD10-011
TTR02-NCD10-003
TTR02-NCD12-001
TTR02-GLP17-007
AD-1661 <7 A% VLK (FVID | Invitro T? siRNA 2 X 5 3EER | BIO09025
B FRBEZEN LT D | BERZ R REM R E LCfE BIO12014
siRNA, H L7T=~ 7 & FVIL 5L
siRNA, bt k FVI3EHRIILL &
/720N,
9
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2.6.2 EEABOMEX
INFOTZoFR)DA

L A fER L7z BB R ORER RRE S

AF-011-1955 INFFANP ERIL | 28F 2T 12 kA TTRmRNAE | BIO10026
LNP CHIANL L7-FEEL | T & I3mBIHR T 3T T NP

LNP11-1955 BRSNS T 25—t | I STV % INPRIANC BIO11003
‘iéﬂﬁ% FIEH L5 % E%ééj.é i&t T 5= E%fﬁ% TTRO2-NCD10-011
siRNA, ;J\Rﬁfi I\}%fofﬁﬁﬁ L 7= B et iR LDNCDI0-016

ALN-TTRO1 NF 5 (ALN-18328) | hTTR V30M/Hsf-1 KO ~ ™7 2} T8 | BIO10118
BEAT D, hIogE | FLrE V= invivo SEBLERER ©

SNALP-I8328 | s Jitft LNP (SNALP) | #FliL7=, Ziubostgrcme B0
A, NIzAERIE, RN TV T

(ALN-18328) EEN TS
7-OEETHD,

SNALP-1955 SNALP LNP CTHIFUL L7- | /3F T 12 L 5 TTRmMRNAE | BIO10118
FEHFERZ NN T = | T EITERR T SNALP LNP 8 BIO09009
F—PEETFEENET | AN L DEELZTET 57200
% siRNA, ALN-TTRO1 D&%t R,

SNALP-18324 TTR Z4E/) & 35 siRNA | /L% AV /= invivo SRELERER T | BIO09009

D AD-18324 5T 5.
71 DFHNE—HEAL LNP
(SNALP) i,

L7, 2B ORERTES

NIRRT, ST T
(ALN-18328) & AD-18324 M7=

BIUUACAESN DT O EETH D,

h71 A BT DB E LT, ALN-18328 D%/ M OSSR 2 i} L 72 in vitro 3% (BIO09003 75k,
BIO09004 5%, BIO09005 5%, BIO09025 5k, BIO12014 7&, BIO17012 7k ) OF BIO18014 5&i&) |
ENRNIUAD 2= 7w T AATIR 7 2 A R—=ZE7 L& W invivo il (BIO10118 55R)
WEONZH /L% FINT/NF 2T L -LNP O30 ) S OV 2 23 L 72 in vivo #iik (BIO09009 7k , BIO10026

R, BIO11002 #8%, BIO11003

A O 20031783 3) & FEh L7z,

In silico 35k & in vitro RER A HHASDOE D Z LIk > T, b FEUMWIL TIR 2420 &3 488 57>
R 72 SiRNA & LT ALN-18328 23841 L7-, TTR&(Z 7 3-UTR A1) & 3% ALN-18328 DR
I T ORHELEZ[E L TfTo 77,

1. b MHAREAmRLE G2 (HepG2) X OVt e flaik 3B (Hep3B) AAIZ 351 T, ALN-18328
I invitro THE ) 5D F B AFAYIZ TTRmRNA %8 S 7z,

2. JR#72 NCBIdbSNP 7 — & ~<X— 2 ? in silico R FZWF ONTAR & 72 B K Otk oo & ME ) 545
S TIR Vo 7 VORI 24T > 7= & 2 A, ALN-18328 OAERSERNL N DOBECFIE 100%

PRAESN TN Z DD ALN-18328 | XU T D IR N OB RHY

H TTRmMRNA #fHET L EE2 515,

ECE=N
H 5L

PETHBREIZBNT

3. AlnylamtEOMBE T/ T Y ALV HPET S & ALN-18328 1Z TTR ICE IR R TH Y |
ZAUTAHIZ AT A HEZ: siRNA R0 —/ L (siDirect2.0) % FVWVCRIZEAFIT H472, Insilico
NAFA T H=T 4 7 AT CRGWAFRIA 7 & —5y MERZ R T AR i b v v &
TRl S EO BT EIER & TTR REEM A T 2 & S0%BHERE (1Cs)

Confidential
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2.6.2 EEABOMEX
INFOTZoFR)DA

12 10,000 (252 #8 2 D 7ENI BT, | DA77 2 —727y MBI ECRT 287 ) 27T
TARARA MG, MR XN, EAIFEFRIME, Batﬁiﬁ@%' E DOBEENOREREIZ K-SV T
ALN-18328 DA 7 X —/7 v NMEVEIZBIET A2 Z2MEDORRIT 72N 2 ERH LN ST,

4. JRFEPETIRARII 2 —F ¢ > JfEk (CDS) (A BEFT N & 5 72, ALN-18328 % Uy 7= 3-UTR
IR L35 2 L2 X 0 JEEE TTR ZB 5K B A TTR & [FIFREE O%h /1 CHERICIHE SN D
ZEN, Ta2TANY T 2T —F Dual-Lluc) LiIR—F—3%% Az invitro SBER I BV THER
T,

ALN-18328 (ALN-TTRO1 #44l) @ in vivo FEEEFHMIL, HA). hTTR V3BOM/Hsf-1 KO v 7 ZE7/1(12)
EHON T T2z, ZH O~ 7 A, ARE TTR OUE DR OZERIEIIZ V3OM Z 8 ATTR O]
AT =V LHPILTND Z EDRRINTEY | IRFEGRA T 5720 DOFERR Y r 7 — R & L
THEHATE D EE 25D, ALN-TTROL VX 2 BFIZ 1[I0F 6 (1], 3 mgkg O & CREARIZA—F A
$h5- L7z (BIO10118##%) . ALN-TTROl Z 57 % &, RNAIiZ X 2 IFiEN TTR mRNA FEHOK T &
OMLIEH TTR & 2737 D 85%iBDID M35 & L Z S, #7=72 TR ARRILED T S 7z, iz,
RS 2 RASFIRR S350 DEEFED TTR IEE2S ALN-TTRO1 8 51C K » THIE L2 Z L v, F VT
> -LNP BAFE DRI & 70 D IRHARGER D58 ) 72 AT 3G H a7,

P& T NT T V- LNP OHR K O 1512 & 5 invivo SEERERER 2 920 L 7=, Hilnl$# 5 (0.03,
0.1 X003 mgkg) (LY., JFlEA TTR mRNA L OMIEH TTR & 737 B DOUWT AL b 5871750 i EAK
FHNTD L, _R=R2 T A DO RITH 50~90%TH -7 (BIO10026 -5k, BIO11002 AR,
BIO11003 #&AB%) . EHEGRER (HE : 0.15~05mgkg, #H5HE : 3EMIC 1A [q3w] XX 4
(2108 [gdw] ) TIE, MIEF TIR & o7 BN EERFICRED L, SRIIET TTR B Ik
T99% T oTz, 7l L7 HIED 5 B SEHMIEH TTR RERDFEI R H KR E D> 7-D1E 0.3 mgkg
PBw XU 05 mgkg/ghw DG Tl o7z (R—A T A > L Ll LI P 1340 91%) - 20031783
REp) o PN TRRD 2 25— (ke & o) TREESNIATF VT INP & KRS (3
W 1[8]X4) L7112, 03 mgkg & 2.0 mgkg TREEDIMTEF TTR & > /7 EIRE DD 13780 &
M7= (TTRO2-GLP17-007 #&B%)

BIVR AR Cld, L Z W TRBP, LF /) —/L (EZ I A) KO A 2% 0254 % TIR
WD DREZFMN LTz, TVEERAER (BIO16041 3U5R) 12350 T, ALN-18328 (ALN TTRO1 #454) £
B oM TIR 8 & RBP B OMICESERFRENRO bivie, £72, /XF T -LNP OHIL 6
HRIERS (4RG) EERER GRUEERE : 0. 03, 1 %103 mgkgq2w, TTR02-NCD10-011 ###)
B OV 39 TR AR e B (14 [ ) FRtakin (RafERE:0,0.3. 1 X U832 mg/kg/q3w, TTRO2 NCD12-001
AER) IZBWT, EXIVAREEZE=XY T LIZEZA WTRORBRIZBONTH TTRIKF & &
2 X2 AR T ORICERERRIRNGRD b, #5-HZ8 UCiijEs TTR & > /37 B KIFEIC
KTFL (=T A Db ORI RIT 98%) | fEERMF L I ARENME T Lz (R—2A
T A INOORIFEEIBADHIL 90%) (IZH0 05T, ZiLb W) T/RF 7 L -LNP IZBE L72fR

11
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2.6.2 EEABOMEX
INFOTZoFR)DA

DOEACITRED bR o Te, IREFFRIRE, IROWERFARL IO & OB OFE R (Y1 39 JHfH]
g 5 FEERBRCRED 13T R CEFREENTH -,

b MIBWT, TIRIZHA aXT v O~A F—7HIKTHY . A 220 DK 80%13 A a3
UG 7a 7 ) 2 (TBG) IZFER L. 15%03 TTR, 5% 7 V7 LV VY AR VX7 FITHES T 5 (),
W7 DOV OFERT, /3F 7 L -LNP OIEBMER & —E LT, TIR Z > /X7 BOPR I, FEBR I
A o UMD L (=R T A D ORRTFEDHEIT 41%)

T U A N =YV O TERL ORI T 2 IEERRBR O D HHE (GLP) i D%
PSP 2 i L, TEREAR I GAREEIZ K 5/ 3F 2 T L LNP DU R & ORISR~ D SR DRE
A ON AR PR R I A1 T > 72 (TTRO2-NCD10-003 35%) . 6 mghkg (Rt L7-ic@mM®) UL FOM&E
BT, LN (ECG) DOEMFRH UL QTe(F) R HE~DREIITRD biv/eh > 7, 3 mgkg UL ED
BTN T, BREE) DEFE 72 DN & ORIE EA A Z D, #e b 48 B & Tlo—A T A
EAOSERRENEITFED HAVRD o To, FOIFNNTBE R ITRED bR o7z, DB & Y
R RIS 1 mgkg LFOHETIIEED IR o Tz, MRS A, R O EE R
IZBWT, 3mgkg DHET/NTF T -LNPIZBHE L7 2 IdER 0 bivZe o 7o, 3 mgkg DHEIZE
i} % ALN-18328 ~DigiE &L, AUCIZHD< &, #Efte FHE (RHD) 0.3 mgkg 3w (2315 b Mg
TED 135 TH-oT,

2 NEERMTHHER

AT ZIR A~ 5 FERGIR SNSRI BR I X, SRR E A1 D hATTR 7 I 2 A R— ADJERIE L L
TD/RFTF - INP (ALN-TTR02) DB % FT 255D TH S, In silico LWV in vitro 3R Tl T
7 (ALN-18328) DFERIZ OV TR D, ALN-18328 [L/3F L7 L -LNP DALNALSY D siRNA T
%, 73F T -LNP I3 ALN-18328 K M 4 FONFEMIIAI THERL S D (261 REF ) ) . Zhb
DOFRERIZIUNT, ALN-18328 23 AER K OV U TTR SR 13881 2 2 il S & 558 777Dy B
172 SiRNA TH D Z EAVREN TV D, ALN-18328 L /L L OVt b TIEMEZ /RT3, IF > HE CIddk
PEZIRE 720, TIRET R B A R—Y ZAET /L THDH hTTRVIOMHSH-LKO h TV AV 2=y 7~ T A
Z FVCIBIRGE & 5 L 7= in vivo 3ABR TlE, ALN-18328 |2 5 RNAI f&E &/ L CZE B TTR &
RIEPNRYT D E . BEEO TTIRIGEMEIET 2 2 E2VRE N, v AT invivo il Tl /3
F 27 2 -LNP 2 TTR B 3B 2 RN S/ 25 2 EAVR S I, £ D% OBV D &
ROV YA OREITZORBIERESEIC LT, 8222507082y F Qg Uik
DIRF T NP B - ST Uz T, EAFEERIC T e o T,
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2.6.2 EEABOMEX
INFOSUF )DL

2.1 In vitro ZEIRRER
2.1.1 ALN-18328 M4EE : £ k TTR ZiEM & 3 58 M DR siRNA

2.1.1.1 ALN-18328 MER
(CTD: 4.2.1.1-1, BIO09003, CTD:4.2.1.1-13: BIO18014)

bk TTR 420 & 3 558D B 72 siRNA ZRFET 5728, insilico SA A v T +~T 4 7 A
AT, in vitro 7B K OV in vivo FRER A fL A5 o CHENE LTz, WAIDNA A > T +~T 4 7 AT &
LT, B FTIR (77 &y a &5 NM 000371.2) Z4E & 32 [ il [ s
B - CUC oW T, NCBIRefSeq 74 77 U —IZEdENDHTXTOE |
BEAHAEPEY) (known human transcripts) & ¢ FASTA 7RE v U —Hlg 21T > 72 (FASTAEZH|T A A
v Y=ty k. U U—2 34(16) ; NCBIRefSeq b NMEFEMT—F & v k. 2009 4 4 A 24 HIZ
http:/Awww.ncbinlm.nih.gov/RefSeq/7> 5 % 7 >t — K(17)) , TIR & D@2 f8fittEz2H L, 2> BILL
st mRNA i ZFET 2 algettniBn & B 2 6002 (I
N | e [ 0 siRNA 25 L7 (BIO09003 #45#) , 24150 siRNA
WZOWTHEMDAZ J—=227& LT, HepG2 IHlifEIZ siRNA % —E#RE 10 nmol/L Ttk k7
VAT =7 b LIz EOTIRmRNARER FIEM 2R LT, 27 U —=2 7 %47 - [0 siRNA
@5 B FEH TTR mRNA RIS 24 75% 20 KT SH72, 2405 0 siRNAIZ DU TIEHIC  HepG2
AR PR R T AT =27 B EED siRNA OIREZAR2 ITHR> TR 27 i L=, #h701%, TIR
mRNA FHXTHFBLEZ 50%H S D siRNAJRE (ICs0) LEFRL. LHEND siRNA IZOW TR
72 2095 12FED siRNA (29T Hep3B ML TR &5l L7z & = A, HepG2 i & H v 7= 5klk
OFERNEMT DT (3B2) o ICsfEHTZ N 10 nmol/L @ siRNA  (f L 7= siRNA OEiifE) 12k
% TTR mRNA JREEORNK TEH Z T2 & B Ha7- 12 Fod siRNA 5D 5 5 ALN-18328,
AD-18324, AD-18258 K 1N AD-18339 23 ©, 58 /1024 %072 siRNA Th o7, FIZZi5 4 FED siRNA
TEEFOIEFERE (UTR) ZiERIE LTERY, 7 IaA NESEOERN2—F 17 DNA HL
H| (CDS) WICHiET A Z L2 EETDH L, T_TOT I v A MERMEERICH L TEEZ T HO
rEzont, Lol R0 s % e - TR EE s
. kg v s LR AT S L
e
I e N s— s N — N —
. L5 2 fi# oD siRNA O invivo {1
% H 23 L 7=, SNALP & FEEA 2 55— IR LNP(13) THRIAINE L, YW Bi[E#e G- L7 & & ALN-18328
DIFH &0 IR TTRmRNA FELA KT SE72 (BIO09009 7k ; 22202 ) . LLEXY | ®ies
R 9% siRNA & LC ALN-18328 A334R L 7=,
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2.6.2 EEABOMEX
INFOSUF )DL

% 2 - Hep3B HERA T D ICo fi# T 24T o 1= 12 FED K siRNA O invitro BT — 2 DEH

& b /172 TTR siRNA ORI OB R CEBEEMIZ IS 1T HALE

ot | e (i?ﬁﬁ) ICs (nmol/L)

SRNA | B BRI | o | oo

ID&E2 | NM_000371.2 R (%) b

gPCR | bDNA | gPCR | bDNA | gPCR | bDNA

1 | AD-18258 [ S.UTR | 102 108 | 0007 | 0005 | 0004 | 0.005
2 | AD-18324 [ 3-UTR 25 122 | 0002 | 0006 | 0005 | 0014
3 | ALN-18328 [ 3-UTR 45 12.3 0003 | 0004 | 0006 | 0006
4 | AD-18339 [ 3-UTR 6.5 2.1 0004 | 0002 | 0018 | 0029
5 | AD-18330 [ 3-UTR | 118 222 | 00004 | 0010 | 0020 | ND
6 | AD-18274 [ CDS 9.0 267 | 0009 | 0176 | 0036 | 0012
7 | AD-18332 [ 3-UTR | 115 435 0001 | 0076 | 0065 | ND
8 | AD-18333 [ 3-UTR | 122 686 | 0001 | 0115 | 0075 | ND
9 | AD-18342 [ 3-UTR 7.6 492 ND | 0016 | 0076 | ND
10 | AD-18336 [ 3-UTR 64 370 | 0001 | 0112 | 0081 | ND
11 | AD-18320 [ 3-UTR | 229 86.9 ND | 0023 | 0403 | ND
12 | AD-18334 [ 3-UTR | 163 680 | 00004 | 0.81 | 1071 | ND

75 1 CDS=2—7 « > 7 DNARR ; ND=HI{ERT ; S-UTR=5TIFERIARAESK ; 3-UTR=3"1AIFEHRHRRAE
a _/R#H siRNA I3 Hep3B AHIAIZ 31T % ICso fEDNAIZE A~z
b EEARY AT —EEENES (QPCR) KUY DNA (bDNA) 7 &1 THIE L7 mRNAREL,

O in silico X T in vitro TO siRNA RO Efifh, F702 siRNA 7 A Y —/L & W5 &
X in silico R 254 L 7=, Refseq TTR El%I] (NM_000371.3) 1%, BoFIREEASTHIZ 5 siDirect 2.0
(AARDA Y T A U SIRNA TH A 27 —)L) (40) R TFEIT L71ED, v — NKGFHNA 7 % —7
NMBBEAER O FTREM Z T 2720, ¥ — FERZEAICT 5 “ASHEAREE (Tm) ORI XV E
Tl 22 CIET 740 NORBREEHEH L=, ZORER, siDirect 2.0 O Jlfi e OVF Bl H e %
57921 © sRNA et 7 > 235 S0 -, I | e
% SIRNA 7 A L C, RIEOT T AEPLF—5 >y MEKE R U 198 A2 5, 2504 —
NN T W Tz, siDirect 2.0 TR S22 OFH D> — R-Z—74 > b AR Tm % 212°C TH
V. — NRERA 7 2 =7y MERIDIFIE W — FESI & o— FIRERA 7 2 —4 >y MERO®
HH0 & EFRBIT HHEAED 21.5°C LV HAKV (siDirect 2.0 ~/V7) (41,42), Z O siDirect 2.0 #7125
- 1 1]
B 77 v NOAREER S DEREENRFE SN (F4) L °
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2.6.2 EEABOMEX
INFOSUF )DL

R 3-ALN-18328 7 U F L REHDBEMA 74 —4 v MEEELGTF

TrEyYaLBERE FEEET

1

A=y FALES

ADAMTS6

LINC00924; Non-coding gene

TTC39A; See below®

SENPS5; Did not achieve ICs°

PEAKI1

EDDM3B

ZFP64

LOC105376100

Not a gene at NCB]; likely genomics contamination

Gene withdrawn by NCBI staff

BPI

Abbreviations: ADAM=metallopeptidase domain; ADAMTS6=ADAM metallopeptidase with thrombospondin type 1 motif 6;
BPI=bactericidal permeability-increasing protein; EDDM3B=epididymal secretory protein E3-beta; EST=Expressed Sequence Test;
ICso=concentration for 50% of maximal inhibition; LINC00924=long intergenic non-protein coding RNA 924; LOC105376100=locus
105376100; mRNA=messenger RNA; NCBI=National Center for Biotechnology Information,; PEAK 1=pseudopodium enriched atypical
kinase 1; SENP5=Sentrin/SUMO-specific protease; siRNA=small interfering RNA; SUMO=small ubiquitin-like modifier;
TTC39A=tetratricopeptide repeat protein 39A; ZFP64=zinc finger protein 64 homolog.

AB007921 is an early EST in the TTC39A EST cluster, but the region of AB007921 where the siRNA aligns does not align with the
TTC39A mRNA.

[}

siDirect 2.0 #%H1 TFELT L7-#ZZ2 T, ALN-18328 23t | TTRIZx[4 53 L7~ siRNA Th 5 Z & b [6lE
I, FPREINTZ TTREABEANIRET D@ WREREME 2 /925 E PRS-, 7B, TOMOBEEFIT
T DA T Xy MEMIZIZEAED LT 2o 72 (BIO18014 #klR)

2.1.1.2 ALN-18328 {ZHIERRID Z EERHT
(CTD: 4.2.1.1-2, BIO09004)

RNAiI OFHIFFENEZ BT 5 & TIR 2R & 9% siRNA O »F& o A & £ OFER) mRNA fid
FIOMITUERED I A~ v F 030 5 & IEMEDME T XUTIHRT 2 ATREMD 8 £ (18), sIRNA ARHIEHL T
BHARCHRAET 2 — ST (SNP) NEMICHELY KT T RN SV | ZOREL, FED RIED
/S HIERRE 22 AT 2EF TSNP BNEL ALNDGE, BARbDILRD B bIND, NTFTT
-LNP [ FAHEA B R ORIEIS 5 2 AT 5 hATTR BEOIBEA HIE LTNH Z b, Z0%
BUZONT 2 0D &2 T - 72 (BIO09004 #%R) . 5 1 OffitE LT, NCBIAbSNP 7 — & ~X—Z D
FisZ ([dbSNP Build ID: 130] ; (19)) % 3Zfi L. ALN-18328 A HEIIIZIEL Z 5 lREMED & 5 SNP %Ki
L. . O ¢ s o F S NM0003713) [ |
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262 FEHBROMEX
KFLTUFRUDL

i s e— . 2 Ofi L L
T, xR [ ] ] — ] —
I [ I S S5 S TR DT,
searz TR RS ERGE L o 7vda o A2 Y (i
R »>AFLizboc, I . - /fiT
TIRBIEFO=—7 1 > 7 FRCHT 2 SNP 25 | FBEERHH & 7223, ALN-18328 OFERGERALICIZ LAY
BHOLNRD 2T, Tb 2 ODRETERET 5 & ALN-18328 DIEAEZAN DECHIIL 100%R1F S
TWAZ ENMAEENTZ, ZDX ) REFDORFIZE S &, ALN-18328 iIdh © W A HERH) K R &

TS RAEATHHEE T ITRORNA ZfAET 5 Z LR FRENS, ZROHOREREND, WTFHOBEKRR
BRICHA AN S BT OV T $ ALN-18328 DIRRSEML OFEMZRBCHIFRNT 21T 5 MBI 2V e EZ bR
7=

2113 ALN-18328 DA 75 —%4 v MEMEDREMT
(CTD: 4.2.1.1-1, BIO09003, CTD:4.2.1.1-13: BIO18014, CTD: 4.2.1.1-3, BIO09005,

CTD: 4.2.1.14, BIO09025)
T T RGO — FEEK OIS BT 5 I A v FiE, 1 EETH->TH sRNA G
HETHAREMD B 5 (20), ZOFRRICESE | TIR B FEEEPEWMLISAD mRNA 73 RNA FHIZ XY
BAOTHHDLEERIND “BWINKTFA 7 Z—7y MEWE ZF5<7oDIZ, ALN-18328 ik R/ A
2B DL TOREHA (known) I Tl (predicted) #EEMIZ 2R LD I A~y FE2ETH
KT A &7z (BIO09003 #ER) , Z Dkt EORHEIZ L W ALN-18328 234 7 ¥ —74" v MEtE
Z R RIREMEILER S TV S A3, ALN-18328 ZHERkT 5t v ABIKR T T o AS{ & IEF I
LB 2 AT %5t b mRNABEEEYR HIUL, BRI LRWAT7 Z—5 Y MEHZ R RIREMDS TR
SND, ALN-18328 DA T HZ—75 v MEWDOHEEZFME T 5720, BONAFA T +~T 4 7 A
4 i L 7= (BIO09005 #8h) . ALN-18328 %4 3 Z
W EEES1% 2 =Y L L TRV, NCBIRefSeq 71 77 V) —IZE&EN 5T TOE NEMIEEEY
& D FASTA e V—HB A2 To7c (FASTAERHI T FA A hY—ntEy b, UY—Z34 (16);
NCBIRefSeq b MEEEYT—HF &~ b, 20094 4 A 24 A IZ http/Aswww.ncbinlm.nih.gov/RefSeq/ 7>5 &
vra—Fan) . e e —
- 1 |
B =) cEmEoxar )77y Xa&ER L Gl
I - ChoooRFodE I T .
I [— (I A
- < 5. . - © T
- 11 [
! |
I ey
16
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262 FEHBROMEX
KFLTUFRUDL

. (A SIRNA EfOBIRICBN T, 2 TOREEY & L

e i | | . -
I A

e e
I e D . S ORRORER, AT
§—5y NEWER TR b MESEM L LT REAE SN, 205 by ATk 5T
1A mRNA A U AR TR S b ot 5 1 O

I e ) . > < 7
—_— I

B c5-7. ALN-18328 Db AGUIMEAEEM (BARITIL 210 2-0-A F /LY Riv
B BNENTWBHD, B AERA T X —57 v MR %25 & Z 3 mgetEi gy 21, L
ML, ALN-18328 DT U F VAL FERV—%RT 7O MEBEEWIIA 7 ¥ —5 v MG T
Pl D FTREME D S D ERM L B 2, mviro TRIZFHEL 72 (& 4) .

K4-AIN-18328 (2L WA T H—4y M 3T 5 FTREE O H S I&FHEE T

Treyvav ERRET IR= Yy FALES
&5
TIR
ADAM A X uRFFHX—PRRharRRAR v 18
TF—76

VAFA=)aAfah) 2R E

A7V T

SUMO1,/ k> b UERE_TFH—E 5

Piccolo (I F 7 AEifla~ hV v 7 RZ 87 H)

20 BYtafhA—T LV —F 4L T 7L —1A%

Z

7uE RAAL LV PHD 7 4 V' H—#5ER¥ (BPTF) . NUT k2

BERE « NA=RZ 4,
= I [ — e N S

.

AIN-18328 G\ L B A7 #—5 v MEROFELFHET 5720, EERAROERRT 7o—F%
BHT5Z L L L., invitro R T qPCR 72 £ DUERDF71E%E AW TEERIERHDFE L\ in silico #Hfi %217 -
T mRNA B EZ IEREICEHE L=, BERIZIX. 22907 v A 2E L=, F1 D7 vEAL L LT,
Hep3B b MFHEfREMAGIZIS1T 5 ALN-18328 DINEMSEIRF FEBMHIVEH Z3Fih L 72 (BIO09025357) .

17
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262 XBRBROBMEX

INFOSUF M)A

F7 =4y NORREERH D E LTHESNE THOE MEEEMH DL, 1 AT =LaA
=2 by =vazE I ) ;< T COREEYN E - Hep3B Al
IZBWTHB L T\, TIREEEY (727t% v 3 »&FS NM 0003712) t Hep3B Ml THEMIZ
RENHA DN, FREINIZLIIZ, AIN-18328% h T A7 =7 T 5 & TTRmRNA FEEAREERK
FANZHEA L, ICoi3A 2pmolL Toh o7z, —F, ALN-18328% 7 A7 =7 b L7z Hep3B flifiad
6 DA 7 #—7 vy MERBREFIZOVWTITEEREBRIETIIERD e oTe, E—BEDOHD L
VDO AI I Eﬂf:iﬁgf%%lj__ (ICso : 14pmolL) T, #ABRL =
B EEE Td % 100 nmol/L D ALN-18328 (2 X Y %9 30% DI T 235388 bivl-, Zh % TIR O & Hk
THE, NN 10000 55 BRDHENALNTZ (K1) ,

1-Hep3B frififafEMiaZx AL /- ALN-18328 DA 0 2 —4 @

e TTR (NM_000371.2)

80-

100: ..............................
T T T T T T T T I T T T T T T T T T T

0.000001 0.0001  0.01 1 100
[ALN-18328] nM

% mMmRNA Reduction
> O O & 4« N

1 : Hep3B A2 T AIN-18328 (2 L A7 % —4"» b mRNA D DFFii, Hep3B HIfRIZ ALN-18328% h TV A7 =¥
hLiztt, 7% —7y MEROEESIE PCR THHT Liz, 7% —4y MEiiZAPFIIZ R NCBI Reference Sequence
DGRy, T—HZIL/) V¥ —4F 427 siRNA O AD-1955 & Hilk L7z mRNA B/ TRY, TIR (NM_000371) KOt
BinT D mRNA BT —F % 435 A—Z VAT 4 v 7 HFERISES SE=L 25, ICoffiTEnE
#U 2 pmol/ AumolL Th o7z, 3l L7zF DMOBETFIZ OV TIE mRNA BB bR -T2 Z b, T—
FEMEIHDHZENRTET, ICofElNRD bivighofz, FeFEs L’C\m @ 0.01 nmolL DF— & A
v MIEFETHAHEMENRE <. 0.01 nmolL Z#8 2. 5 W IDEE Iz I DPRIZTLS DTN ThoT,

*7 5 =%y MEROESEY | = Her3B FftaEMin CRBRR A Do T izd,
Dual-Luc LA R—#—RERA\\=7 vt A 2RI EM L. 7TREOEREEY 3~ T %7l L 7= (BIO09025
RER) NV T2 T—BULAR—F—BETT AL, BENRLS, ¥4 FIv I VLU TUBIRL, 2
OHEMEHEZRFIZ 2N 2 & D, BIRFEBR O U BEE T 5 M5 2 a3 2 REEF 204
VIEFMFRIZFERA I TWS (BIO18014 &%) , ZD7 vEAIZIE, V7 =F—EZ2a— K45
DNAZZAI FavRA 77 bEERL, aV A7 MZEENDREINNTY T =T —EBRIGTD
3-UTRIZ TIR XiF& A7 ¥ —5'y NS E BN LTz, 26D a A 77 b v F U RT
=7 b L7z COS-7HfIZ ALN-18328 ZUEE L, W 7 = 5 — VPRI FRBEZHG L=, 7% —4 v
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262 EEBRBOBEX

KFYSUFRUHL

MEREDERBPEYI DT DS ALN-18328 DIER) TH H5E 121X, £OESNE N 7 = T —ERinT
JUTRIZAINT 5 Z LI & - T, ALN-18328 # MU L 7= & XN 7 = T —EBORBMET T 5, [
RIZ, Vo7 2 T —EBORBETHRALNRWGEEIE. 7% —5 v MERMOIEEEYIT ALN-18328
DERTIZRNZ EAVRIB I N D, AIN-18328 |3 TIR ZBEMI LT LT A SN TWATH,
TIRZNVY 7 =7 —E3UTRIZMINT D Z EICL o TAT 7= F—EDOEBRMETT5 L FHEIND
Tenb, ThzBtdfe LTER L

FHEEBY ,3UTRIZ TIR B FESIDAMENI AT T 2 F—¥a AT 7 e b7 U AT x
7 b L7-HIRRIZ ALN-18328 A3 5 & W7 = F— BRI FREI RN M OBERFANIET L
7= (ICso : K93 fmolL, HM2) , —F. V¥ 7 =F—¥D3FUIRIZ THEDA T & —4 v MeEwEiEFE
FaegrxMLINTY 72T —¥al A T 7 be bT A7 7 b LTCHIEIZ ALN-18328 Z4LE L
e EFITE, VU7 2 T —BHBOERTIIA LN o7z, ZORERIT, 3 L7z ALN-18328 D7
TOEE (B 2000nmol/L) TR Bz, Dualluc LR—%—7 v ¥ A OfE5I% Hep3B iz v
TeRHBFER L —BLTBY ., M A T3~ T 4 7 A ORRLEDED L. TNHDOT—H )
5. ALN-18328 |3 TIR IZEEICHRATH Y . A7 ¥ —4 v MR FIHIER 25| &2 Z 3 7TaetkX
B2 EAVRI ST,

2-FTaTFNNL T2 53—ELR—F—F vt A ZALV- ALN-18328 DA 72—y Mgk

- TTR (NM_000371.2)

p@- <

% Luciferase Reduction

> 0O O ¢ « » 1

BLE Ll BN L BN R Ll BN LR DL BN R Ll BN Ll e
107 10 102 10" 10" 103
[ALN-18328] nM

2 : Dual-Luc LiR—# —7 v A Z FV /2 ALN-18328 (2 L 54 7 # —4 » Ml mRNA B0 DOFFfi, AIN-18328 % b
FGUAT =Y b LT, 724y MEBDOEEF % Dua-luc L R—F—7 vt A Tl L7-, 7% —4% v MIRL
B2~ 9" NCBI Reference Sequence ID Cilk!3"%, DualLuc 7 v &4 OF —# L, TIRXIA 7 ¥ —5 v MEEDOERERE
BOWTIHIER & LW BEMEX R sRNA 0 AD-1661 & BB L7=Vy 7 = T —EBRDRTTRT, T—FiX43F7 A —4
0 YRAT 4 v 7 ERRENFIEE S8, TIRBANZEET 5 ICofEid#) 3 fimolL Tdh o728, 3l L= Z DB ET
WZOWTIENANY T = T —EDORIBHRONRDPSTZZENE, T—HEZWAEITH I ENTET, ICENRD BN
Motc, T —F OEH{EFTiEIL BIO0002s REBEEEICTRIN TV S,
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2.6.2 EEABOMEX
INFOTZoFR)DA

W2, Z D% siDirect 2.0 % U 7= insilico #58 C, ALN-18328 |2k} U THEDIERD I A~ v T %
BIoLfEshd A7 5 —5y NEBEWARE LTz, 7% =57y NOFRRMERG D & L TRE
SN S B, 2FE (ADAMTS6, SENPS) #fR< 3~ TG Ey <, L72< &4 | il
BBV TS A= o FARD BN, SENPSIZOWTIE, A, BIE. MlEk O o <Ei TR L
TWAHHDOD, TOREIFENEEZHND (TPM<20) , — /7T, AFIETO TTR 351D TPM -l
2726 Tl o7z, Fio, AHL SENPSIEGHEY DT T A A2 F TR 2D I 2~ v Fhddh 72, BI00925
R (CTD 42.1.14 2) ([Zit#i L7 &350 Hep3b Mz AV V7ZiBRIZISV T, SENPS (2K HA
D ICso [ FRTETE T, Mt L7zl O AIE T SENPS mRNA JRE T AD-1995 FatktR & H_C
10%F DWW T o7z, U EOT—2%GbE5 L, AFEL SENPS ¥ —75 v MFIDORHID I A~ v F
¥ |2) KUVITF 2T 2 LNP OB IABAER AT o> SENPS OFHRIFK 2 & 525, 0.3 mgkg
DINFT T INP e G-Lic b & A7 % —5 > MERIZ XL % SENPS mRNA O 13d~7- L LT
H LU R DERMEORRITIRNEE X HID, /T 2T 2 -LNPHUY IAZDBEE OAfH# 1 T siDirect 2.0
EHWTH 72 —5y bOWRMER®H D & U THRIE SIVZHETEY 5 B, ADAMTS6, CYSLTRI KT
PEAKI |[Z2OWTIE, LAFD X 9 2Bl TEEME~DRENH D Z LD EITHR %217 >72 : 1)Hep3B
AR Z IV TIBID A DAL h o7 (CYSLTRI) | 2)qPCR 7 A T Hep3B Ml Z 36V VTl s 138
WORD R 5N (ADAMTS6) . XU 3)siDirect 2.0 Fi3Z CTHiE SN 7228, invitro FEEAM T T
72uy (PEAKL) , BT/ R7 7R A AL M T, MEFEHOXM, FARRME, KOG | Eo
BEFNOBEREIZ DN T, ALN-18328 DA 7 & —7 MEMEIZBIE T 5 Z MO ERIT RN Z &3 6
Mz (BIO18014 3R . 372 b, 47 % —5y N OFAHEE Y TADAMTS6) . [CYSLTR1Y
KO TPEAKL] OFNEIUCET D&Mz FE i LTl h . ZOFEMIZ- OV TIE BIO18014 7R

(CTD4.2.1.1-13) O#EEIHAZSRDOZ &,
RSN THT Z Sy hORREMER S D & U CTRIE SN EMIZE L T, I Av v T OR
FE, AFED T — RN 5 I A~ FOMETNEIG F A RBT ofc i E 2 T 2hb
DB ENENOFREID T 5 Z LICENT 547 7 —4 > MEHOFREMIIIEF KL . %4
PEDREEN 72 LMW LT, EOILE LI FIORT,
> BX098209 (LINC00924) LAHEDT FA A2 bTIEJADIAT Y FRHY, Lo THEENY
BT % ATREMEI TR,

> AJEL AB007921 (TTC39A) DT 74 A2 FTHEY— FFEEANIC | O~ v F3H 5 b0,
AFEERE TTCI9A DT FA A v MEe< . Lo TTICA DD EN Li=A47 2 —4y ME
HOAREMEIX 720,

> XM 370878 (PEAKI) LAMEDT FA A2 b T, ¥— FEBNOI A<y F 12280 >
DIAZyTNHY | i CORBUIIEF IR (TPM<2.0) . Ml CORIIT GTEx 7 —#
N—ZD TPM % 463 TH D1, I A~ v FOEKLONLEN B ERD & L1137 5% FlEE
PEIRW,
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2.6.2 EEABOMEX
INFOTZoFR)DA

> EDDM3B 3T, B, WA O R @i CRELL T e o, LG O TAIKIZ L 5
BEMERDAE U 5 ARt R,

> ZFP64 13— REEENIC | 2O I A~y F 3 v | i, &I RO CORBAIEF K<

(TPM<4) ., UV U/ I CORIUIZNL D ROCENVRETHSD (TPM=7.7) . I AV YT O

J OB S, D 4FEOFARE T ZFP64 IZEMRD & D80 D3 H AL 5 ATREMIFR Y,

> siDirect 2.0 THFE X172 LOC105376100 FlF i, % > /R0 8% 20— K L7\ {5 1-C, GTEx (&
I FRISHRRFEBL) % OO —MRAZRFARRFEH L~V OFRIRICIEE Eh iy, ATy T O
R O ENE NS LOC105376100 23 EFRD & 2 AMTE 2 /R AIREMEI RN 2 D ARSI
K HHBHD N E 7= & L THAEW TR BTN B bD,

> CR603237 IZxHST 2BEMEA 71372 < 7/ AOEYITENT 578572 BST ThHHEE XD
b,

> AB007879 Bil1liZ GenBank 7 HHIBRENLTEY . AMOBIE - TlXRWNEB X HNLD,

> BPILAEDT TA AL MTHEHY— FEENIC | SO I A~y FRHY | T, &I, iRk
OV I TOFRBUIIFF IR (TPM<2) , Lo T, HBORBDBRH 72L& LTHEDAR
IR IIEE TRV, & DI, siRNA O3 — R AR 72BLY & & O s D — BB AN
SND T — NMEGFEIA 7 2 —7 > MERORIREMIZ DU T siDirect 2.0 12 L W #iFt L 72, siDirect
2.0 CHHEINIAIKESNDO L — R-Z—47y F A TmIX212°C TH Y, > — NKIFHIA 7
& =7y MERDIZIZZR\ W — RESI & > — NMKERA 7 % —5y MEROH 2 H 0 & 255
T HIEUED 21.5°C LV HIRWZ LD RO > — RIEFEA 7 2 —7 > MERAOEBEITERW
L&z b= (siDirect2.0 ~L7) (41,42),

LI E, ALN-18328 1358 )0 DR EEICRF BN T 5 Z L VR EFL, Alnylam #EOIE 7L Y XA KON
INHNTAT LIF7= siRNA BIR Y —/L (siDirect 2.0) (2X 0, TIR BB ORI AAEN &35 &5 %
BT, T Ot R K O ALN-18328 23R FRER 125U T ALN-TTRO1 (SNALP-18328) HlAlD—#& LT
PSS 2 EEEE L, ASRNA Z/3F 7 VNP OO U — Rl & L GRIR L7,

212 ALN-18328 [(IFHAR KR UEER TTR XLEGEF ERERBREDN N THIFIT S
(CTD: 4.2.1.1-1, BIO09003, CTD: 4.2.1.14, BI009025, CTD:4.2.1.1-5, BIO12014)
TTIR 7 X v A REEMEEERIL TIR 22— ¢ > RN ORFEDNEIZI T H SNPIZ L > TAET,
BUE 120607 2 A FERMZERMEESN TS, TIRIEfE ST 2 A RERHZERZAE L
% & TIR & v 37 B OWERRINARZE LT B AR ORI TR L. R iic S 2 7 4 —1
T4 7 LT A IS ) I~ — RO R A RERMEDSTESE T (7)., —MRIIC, 7 I u A Rikas
WNZIIZE SR O AR 5 0 TTRICIN A, 37 I 2 A RP XL 37E (SAP) 7V a%3 /7
U & WS 0Na £ TR Y (7)Q)9)10). ZLH R ORGE & & 6 ICHE MR EEE T &
2902, £7=, IFBMEEZZIT7-hATTIR 7 2 A N— ZABETIL, BB REAR TTR OFHi

MI72ILAEIC L0 . BHERICIRBOEITNA LD 2 L0350 22)23)24), L7=23> T, hATTR 7 I 1
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2.6.2 EEABROBEX
NKNFSUF R L
A F—=3 ZOFFREAPICEES< & ALN-18328 S A 4 AR BRI N R 2 8403 51213, BpAT R OV Y
W70 TIR LV AD S D Z LB TH 5, Hilkd L 512, ALN-18328 (% TTR (s 3-UTR
ZAER & T 5726 (BIO09003 7-lR) | BPAT K OV JR TTR s 388 & [FIREEE D) ) TR S8 5
EEZLND, ZOFEERIET 572, Eit BIO09025 iERD T & A 1ML L 7= Dual-Luc L 7R—
B —T A % VT ALN-18328 & L 7= (BIO12014 #&B%) , Z DR ER ClX, eeR 04t
B IR TTIR OFRRET A% U AiE#E (cDNA) B R Z VLV 7 =T —EBE 1O 3K
WZBR T TENAINT 5 Z Sz k> T, 2O 7V v RiEfs -2 A b7 7 b ® mRNA 5 5EH)
2% ALN-18328 ¢ BTzt 23 K 9 12 LTz, Bt BRIZIX TTR &4 A L TV el Dual-Luc 2> A b
Z7 b~ (BT HZ—) RV,
IR END L DI, Dual-Luc LAR—% —7 & A & HV 2 in vitro i#HTIZISV T, ALN-18328 %

NV AT 27 M35 L8R TIR HLOVEHEICA LIS SFOZZRM TTR (Val30Met, Thr60Ala,
Ser77Tyr, Ser77Phe, Vall22lle) MDIEENNHA L, EDNIFRRE T o772 (ICso 1 ZALERL 36, 28,
23, 30, 16 XU33pmol/L) , TTREE-ZfHA L TV /20 Dual-Luc X7 & — (287 X —) %R\
RRSEER TIE ALN-18328 (2 L DN = 7otz 2 it ZOERIFEA SN TIREE %
NLTEbDOTHD Z ENHERSNTZ, ZNHOT —X ZRETH &, ALN-18328 [XEFAR K OV FIME
RSB TTRIZKT U CRIBREE DR ) & 7R 9™ 2 & D3R S4LT,

3-ALN-18328 A LI-FHA R R REMZEZEE TTR mRNA DA (BIO12014 itER)

Empty Vector
wt

V30M (G284A)
S77Y(C426A)
S77F (C426T)
T60A (A374G)
V122] (G560A)

EERELE,

TO0 o o5 5 s e i SRR SRR S

% TTR mRNA Reduction

0.0001 0.001 o0.01 0.1 1 10 100
[ALN-18328] nM

3:F a7 AN 725 —F (Dualluc) LAR—F—T v A &V EAER (B4R ROZEEA TTR &S
D invitrofidT, 7 X v A FIZEPEZR BIUTTRIZOW T, ABIOFEINIC Z N E ek 3 B I O 2 b % 52 5,
28y Z— T TIR AL T2 Dual-Luc 2 A F 77 h&F L, BB E LTS5, 5— X%, TIR 2124
& L2pW s iR siRNA 0 AD-1661 & Fig L7= TIRmRNAJRD SR TR, T— X134 3T7 A—F a P AT 1 v 7 IERE
EIFCEA S B, ©7 =N~ TEHE (=2) OEAEREERT,
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262 RERBOBEX
KFSSUFRUDLA

213 ALN-18328MD7 o Ft 2 R§H (A-32346) KIFREIZKYEL HAREED HAHHKFMD in
vitro [IZ$ 1+ 5 TTRmRNA{ET{EMA

(CTD: 4.2.2.4-18, TTR02-DSM17-002, CTD: 4.2.1.1-6, BIO17012)
~ A, 7y b, PAROE bOMIER OS2 AT, invitro IZ381) % ALN-18328 DH#ZE
EMEROTa 774 ) TRBREER LT L A, TNHDOERZBEL T, =F Y X7 L7 —EIZK
LU T AR OT T AEHDOW GBS v, B LA ERT 5 Z LAVREhiz
(264,51 HBM) ., ZOZ b, ALN-18328 &5 L=5AI0E, MlaN=XY X7 L7 —E~
DIEFTEIZ X > T ALN-18328 D—M I ND 1=, EIFOEEDET T 2REEERH 5025, 7
v MNfigE Wz imvivo R 70 7 7 4 ) 7T AIN-1S328 (R VB TH H Z LIVRS
=A% (TTRO2-DSM17-002 3BR) . KKK L TEL B AMREMDN H 5 —H D siRNA Z /R L. Th
5O TTR BA=FHiIVE A % Hep3B Ml TEHAfi L7z, #F4fi L7z A8 siRNA |%, ALN-18328 D7 v Ft
2 A32346 L LT, 2o O\ o kRE LD OTH S (]5) . 1EER
BT DT v FHAEHTH D20, o A8 A-32345 DRMRITEL ST, T_XTO AH{ siRNA
X AIN-18328 L [Rl Uk v A & FEMRLT L F RV ABHEDT ==Y U ALV ERIL -, 4D
AS siRNA % 0.1 & O* 10 nmol/L MDFEEE T Hep3BMIKUZ FF A7 =7 b L, ZD 24 Bfil#4IZ qPCR
\Z& ¥ TTR mRNA Z#IE L7z,

AIN-18328 L bz LC, [EKRKT v T AGiR AT 5 A SRNA IE, MV EME R TX
TUWed - 72, Hep3B A THIER A ALN-18328 @ invitro ICsofE & ¥ 9 30 fiE\ > 0.1 nmol/L {235\
T, 1 HEDORKETH AIN-18328 & Hl L THEHOBERIE T4 b7 (TTR mRNA K TR
AIN-18328 D 99%iZ5t LT 72%) . || SN > & it T L (T7R mRNA KT
1 19%0%) | || IO K% TIREEREEL L, TIR 28 & L TRV sRNA & K37k
720tz 7233 Z OB CRF L 7- [l sRNA 12, W30 E 10 nmol/L siRNA #HE TRFAf L 7= &
ZHODVRIEEEZ R L O Z LICHBTRETH D, L LI L DO sRNARE L, IEH R siRNA
T % ALN-18328 D ICsoiREEL ¥ b 3000 LA b < . ABHIREZBZ 5D THY | EHFHMAE
THDHIZEIIRTELEEZBND, Liz23->T, 01mmolL @ siRNA EBELBABEMBELEZZ2 6N
DHDD, ZOWREDH HRIEIER FKOFEZ TR 2 DIZ XV #@URREL EZ bz,

<k LR, 7o F e 2810 KR TR LY R RIEERES SRS bk,
0.1 omolL <1, NG | e -
| | [UESEsifiAeZ ARyt
I  C ¢ 77RmRNA (TR AIN-18328 LR TH o= Z Enb,
NSt NGNSl | [ | | [EES
AIN-18328 & tils U TIEMEDIK T 23383 H 41, TTR mRNA K FRIZZFNEIR 63% KX 62% Th - 72,
I 2 EEo KRR TOENE, 7T 280 [ SRNA FEHEOE B AR RERR
o 1> Th s y—FEs @] ) 5 Eh TS LSRR S AR, L
7335, [l RET D & SRNA O Y — RESR OYIBREBEIRO M H 21 5720, sSiRNA 23
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2.6.2 EEABOMEX
INFOSUF )DL

AR LT 226, —7. O K EOSEITIL, WU SRNA DR ST 27217 Th o | v
— NEE OISR GEE T T b 2k L7 uy, -kﬁiczi HIEMER T IE, siRNA/RNA #F5E-
A Vv AR RISC) HAFEHOEEMENMET L2 LICERT L EB 2 H15(26), Z Dk
NG, in vivo 128V T -Kﬁ%ﬁwiﬁﬁ%{%ﬁ LTWDEBZ B, FAETDRY . FEEHEM D
HHUCHFHGT DR H 5,

RE5-7UFEUREE (A-32346) DFIHREE! sSRNA D invitro [ZF 175 TTR mRNA ET{EFH

(BIO17012 FER)
:zlsfaé ;;)RNA R 7o Fk L AEF] (5'—3) 1;:; mZI/\JO;A i ©
RF T RS
FERR AUGGAAUACUCUUGGUUACATAT 98.9 03
ALN-18328
. i | H ]
. I H ]
. | B ]
. | B ]
. I H ]
. i I H B
. | N —
. I N =
. | ] ]
_ | ] —

&35 © SD=IE R

a RIKRITNT T Z8H1F ALN-18328 DT o F & o A8 A-32346 % TTITTF WA > LTz,

b TAB{SRNA IV NG R UIEF AR o 28 A-32345 (GuAAccAAGAGuAuuccAudTdT) &7 =—Y 7 L7z,
¢ siRNAJE 0.1 nmol/L T TTRmRNA & F 25,

2.2  Invivo ZEIFFAER

221 PSRV IZYIIIDRERAVARIZE TS RNAIZNH LI TIRBAICES TTRH
LA R NEHE~NDEE
(CTD: 4.2.1.1-7, BIO10118)
b hCIliEH TIR 2392 Z LI2 K- TH 27 ORI DS Sd, BERSAR 7 0 b3
BoND E WV IRRIGREZRGSTT 5720, ~ 7 AhATTR 7 2 B A R—3 AET /L% HUV T RNAi 2
L7z TTR B DR % 341 L7-(12), hTTR V30M/Hsf-1 KO ~ 7 (Xt k V3OMTTR Z3H L Tk .
ZOVIIMTIR &1, RV =a2—aXF—%£9 hATTIR7 I8 R—T RIBITH=a—r/F—

FEPRIZBEES DE TTR ZRIKD 5 Bl bHEDORWARKTH D, SbIT, Z o7 Eomds
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2.6.2 EEABOMEX
INFOTZoFR)DA

WSR3 D2 e v X a L ORBL AT 285K 1 Ch D Hsf-l OXKBITE 0, Pl
LROFBNEA L BT TTR 238E U OREEERIIC B b & [RBEOMRR (5. + 5815, K.
AR AR K OMEARARE) (I 5, hTTRV3OM/HSE-1 KO~ 7 AT, AR Y = 2 —1/8F—% £ 9 hATTR
7 84 R— AOMRERGOHE L O OMMOREIT LTER A RS 722003, JREA I =X A FEE
REETHD TIR Z NV EDI AT 4+ —)VT 7 B ORI A M L T &5
Z6N5, RNAI # W=7 7 —F0O ML, TIR X 7 ERBEMHET L2 Lick-oTzhns
DIFFERA J1 = A L EOBEZ/RBREAIHIT 5 2 & THH 78, hTTR V3OM/MHsf-1 KO ~ 7 2 &7 /LIEHH
ML T D ERZ Tl T2 DIZ X <3 L T2, FIE G- ORERCRI 22 % Al (B ORERREE
B 72 TIRIEE D —HRICERO b D Alin) O~ U A% AW CERERE FEhiti Lz, 7282 0oRiL, F
27 LNP &[A L siRNA @ ALN-18328 Z & A4 27350 /1723850 LNP A T&H 5 ALN-TTROI

(SNALP-18328) ((15); % 1BM8) % FVWCHENE L 7=, ALN-TTRO1 OHRFNY TFE K Ok 3 8 F
7 VLNP E[RIEETH H(13)(14), ALN-TTRO1 [, /3F 7 INP £ 0 S 00550) 6 O D [RIER D3
FER 2R L, ALN-18328 OfFfil~D 51 ONZZ D% 0D RNAI 12 X 2 HFi&AN TTR mRNA L OV > /X
7B BIR 2 FHET 5, 2D OB CREM L7 IBWR I T ALN-18328 D H, D LRl —Tdh D Z & »
5. INHORER L ZOFRITEHEETH D LB R AGEHIE Oz, £, Mt & LT SNALP-1955
EIEEN D NP A2 L= (2 18M) . SNALP-1955 1%, ALN-18328 Db v ICRh (L)
N T =7 —BEFERET D SIRNA (AD-1955) 5 A L CWA 728, IFiBZiEE S TH RNAIIC KL
DB FRBIHIZFHFE L2 &V ) SEFRE, ALN-TTR0L LR U TH D,

22 7 HHn® hTTRV30M/Hsf-1 KO ~ 7 A2 3 mgkg @ ALN-TTRO1 (n=9) | 3 mg/kg @ SNALP-1955

(n=6) DWW % Day0, 14, 28, 42, 56 KON 70 (IZBHMRNA—F 235 L= QEMIZ 1A,
6 [El#5- ; BIO10118 3R) . AFiE TTR mRNA (4315 DNA [bDNA ] 7 »t1) | g+ TIR #
ROE (SRR AR ED: [ELISAT ) | WONZEERIO TTR IR EMLCH 5 AR, (H. +
TR, ARG, AABAER R OMEIRAERRES) T TTRYES (Gt [IHC] Yufa) % 6l H#5
O 1tk TH 2 Day 77 (ZFHM L 7=,

SNALP-1955 #5-1f & bhig LT, ALN-TTRO1 #5-12 & Y iFfigPN TTR mRNA M QM H TTR & 737
BR8N N L7z (K4) o B, + 5. KM, B ORI )T, HC T TTR
Bt S KR LU (1°5) | TTR #ARRILAE 23 95%itaI ) L= (X 6) . ®IZ, IHC 47> 5, ALN-TTRO1
BEHAZTFR-AT LTz TTRAFRILE XSS b T THLH Z L LN o72 (X5) , Ja#&i7e TTR kR
WA LT 5 22 # Hlo hTTR V3BOM/Hsf-1 KO~ 7 2 & W TR &G L7 2 L2 BET 5 L, &
NHDT =475, RNAL 241 L7Z N TTR FEEOFEIZ L 0 | Fiic 72 TTIR MILEDS TR S5
72T BhET LMD 7 VT T o A R OMEERRIEIC K > TREFO TTR AHRILAE 238 2 FlhE
PENE LD Z EAVRIR SN D, ARER Tt Lo R R, AU =2 —na/8F—%f£H hATIR 7
T EA R=U ZBEITBT DEEMOFEM TIRIEEN. ThH 5 Z Lnnd, ARBRICEY | N ==2—
BNF—%Z D hATIR 7 2 v A F—3 ZEBFITHT DIERA T 7 m—F & L TO RNAI 27T L7 T
A TTR ZEELOIHIZ B9 2SR FERE  (proof-of-concept) 735 HA172(27),
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2.6.2 EEABOMEX
INFOSUF )DL
4-hTTR V30M/Hsf-1 KO ¥ R [Z ALN-TTROL # REBRE L= =D
FFi&MA TTR mRNA R U IES TTR 2 /80 ED R

1 SNALP-1955

20- 3 ALN-TTRO1

0 I I
§
T 40- |
3
3 60-
&
X 80- —
E : ——
100-”“"””“'”886/; ...... e s e s
mRNA Protein

4 : 22 3 Ao hTTR V30M/Hsf-1 KO < 7 A2 ALN-TTRO1 X /% SNALP-1955 % #¢5- L 7= & & DA TTR mRNA LY
MiET TIR Z 787 EEOZ b, T —Z 133 (SNALP-1955 £ 5.5l & DLl OB TR, =5 — S — 3
PHEDIEYWERZ %39, mRNA (X bDNA 7 &4 THIE L, TTR ¥ > /37 & ELISA CIE L7z, 77— 13 thdiEsy
BT (ANOVA) KT Tukey OOZE ELHARE THRAT L 72 (% p<0.0001) .

% 6-hTTR V30M/Hsf-1 KO Y™ X IZ ALN-TTROL #RIEHE LI-ELZD
FHiER TTR mRNA R OILEF TTR 2 /N0 BDiE LD

% TTR Reduction
SNALP-1955 ALN-TTRO1
Average SD Average SD
mRNA 0.20 44.06 87.67 9.03
Protein 2.0E-05 38.69 87.71 11.96

Abbreviations: HSF-1=heat shock factor 1; hTTR=human transthyretin; KO=knockout; mRNA=messenger ribonucleic acid;
SD=standard deviation; SNALP=stable nucleic acid lipid particle used in ALN-TTRO1; TTR=transthyretin; V30M=valine to
methionine mutation at position 30 in human transthyretin gene.

Confidential
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2.6.2 FEEAEBROBPEX
IRFLSUF RUDL
5-22 571 A#H® hTTR V30M/Hsf-1 KO ¥ 9 X [Z ALN-TTROL 2 R1EH/RE LTI =D
RIEMEEICHITS TTRILEE

Dorsal Root
Ganglion

- >~

Stomach Duodenum Colon Sciatic Nerve

SNALP-1955

5:22 % A#HD hTTR V3OM/HsF-1 KO < 7 A2 ALN-TTRO1 X% SNALP-1955 & (i #5- L7z & & DAREH HC 4, TTR
PR 130 TIR Bifk 2 O CRE L TR Y . THC & T OYEiERE LTGRO b,

X 6-22 51 AED hTTR V30M/Hsf-1 KO ¥ X [Z ALN-TTROL # REIZE L& ZD

FRAEERBEAN TTR L F O HIE
é :
om0 0 5 &

-404
-20-

SN
DRG

, B SNALP-1955
T : Em ALN-TTRO1

P

20
40-
60
80- g
101 3 [RR————— .
SNAL|;-1 955 ALN-+TR01

o
——— |S
——— |C
——|D

% TTR Deposit Reduction

6 : 22 % B0 V30M/MHsf:1 KO < 7 A2 SNALP-1955 X |3 ALN-TTRO1 % [ fE#5-L7= & & O TIR IS O E &,
F—2 %, TTR CEMEYtt S 7= FoR MRS &4 SNALP-1955 & 58 L bk U 7= & & O ROEHE TR, =T —/—
IR OIS 2 33, S=H., D=1 4815, C=hil5. SN=20E e, DRG=&IRAHEEN, —JohlE ANOVA K& O Sidak
DL HEIEIREIZ LD SNALP-1955 & DLHRIZ K O FZNEZFHM L7z (W T GHHIZIB T p<0.0001)
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2.6.2 EEABOMEX
INFOTZoFR)DA

RT7-22 7 AED hTTR V30M/Hsf-1 KO Y™ X2 ALN-TTRO1 # REH/BE L= =D

RAEHEIEA TTR L& D
% TTR Deposit Reduction
SNALP-1955 ALN-TTRO1
Average SD Average SD
Stomach 3E-06 33.16 95.78 2.64
Duodenum -6E-16 33.13 98.30 4.20
Colon 4.5E-06 4128 96.12 291
Sciatic Nerve 1.5E-05 17.54 94.88 3.90
Dorsal Root Ganglion 1E-05 28.09 97.56 2.53

Abbreviations: HSF-1=heat shock factor 1; hTTR=human transthyretin; KO=knockout; SD=standard deviation;
SNALP=stable nucleic acid lipid particle used in ALN-TTRO1; TTR=transthyretin, V30M=valine to methionine mutation at
position 30 in human transthyretin gene.

222 H)LIZ SNALP-18324 X (& SNALP-18328 (ALN-TTRO1) # B[E#% 5 L 1= & = DFFIEN TTR
MRNA B CE D FAFIEH & L TD ALN-18328 MDiER
(CTD: 4.2.1.1-8, BIO09009)
ALN-TTRO1 DFAFEIZIBWT Y — R siRNA 28R 5720 DOEto—H & LT, b R RO /L THaA
L CREIEEICRAF STV D 3UTR SEBAIER & 92 2 FlDTR )72 siRNA  (AD-18324 J UF ALN-18328)
DRFESN. Q111 . ZHbHO siRNA O 9 6 1 flia Z D% OBRFE O 7= OIZIAEIIIZIEINT 5 B
[C, AD-18324 J TN ALN-18328 % SNALP & FEI41 25 LNP THRIAL L Tt 21T - 72, 557 LNP
A (ZIZ 4L SNALP-18324 J UF SNALP-18328 [ALN-TTRO1] ) ZH/UZHEFRIRAN (IV) 5L,
invivo T TTRmRNA JB/VEF 2 7 L 72 (BIO09009 7kR) , /L (1 B 3 L) (2 SNALP-18324 (0.3,
1 X% 3mgkg) . SNALP-18328 (0.3, 1% 3 mgkg) XIXEaMctiHA] SNALP-1955 3 mgke) # 15
SO SR EE TG L, 85 48 R 2B 2508 L CIFIBR (R A $REL L. bDNA 5% FC
TTR mRNA JRJE A2 & L7-, SNALP-1955 # 5-#f & bl L T, SNALP-18324 ¢ T8 SNALP-18328
(ALN-TTRO1) DFHAZ L 0 | FliiN TTR mRNA O H SR AF 7238 2353860 H L7z (1% 7) . SNALP-18324
& SNALP-18328 (ALN-TTRO1) DO THIMEIZ & HFREDENTD Hil, T OZETHGFHFHIAE T
72572 b DD, SNALP-18328 [IAGRER CHigt L7237 X COMET—E L TTIRmRNA # L Y K& <
b &Iz, ZOZ LD, HRDHBAFICHVD siRNA & LT ALN-18328 2R L7-,
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2.6.2 EEABODBIE
INFOTZoFR)DA

7 - HJLIZ SNALP-18324 X% SNALP-18328 (ALN-TTRO1) #HEIZRE L= =D
FFiEA TTR mRNA j&>

s o=
°
_g 20 T
O
¢ 40- J_ T
% 60- s | Ll L
34% = ok 0
E  go- 48% goy, 70
E 1004+ S
5 o 62% XX+
0l 8%%

SNALP- SNALP- SNALP-18328
1955 18324 (ALN-TTRO1)

7 : SNALP-18324 |3 SNALP-18328 (ALN-TTRO1) #Z Hi[El#zh: L7z & & OIFEN TIRmRNA BELOK T, B0
(1B£3PC) 2 SNALP-18324 (03, 1 3% 3 mg/kg) SNALP-18328 (03, 1 3% 3 mgkg) Xi& SNALP-1955 (3mgkg, &
PEXHR) % 15 23 [0 miFHE THIRINIE G- LTz, #5548 IRER IS B 4508 L. mRNA AT O 7= DI IR (A 2 5
L 77, BRI U T TSR 0> TTR J U8 GAPDH (Gapdh) @ mRNA L~L% bDNA 7 > & A THIE L, TTR/Gapdh

mRNA LU 2B L7, SNALP-1955 £ 58 G2 TTR/Gapdh th 2B H L, SERIC W TN TTR/Gapdh

be%& SNALP-1955 #F-£5 CIESUL L, FAXIAY TIRmRNA JRE AR Uls, #8558 CREE AR L. SNALP-1955 % 5-
BEL LG L7 TIRMRNA WA SRA B LT, =7 — S—MEERAE R T, 77— 13— JI0hlE ANOVA K O Tukey DF
Bt EZ IV TIRIT L. SNALP-1955 % 5-FE & OfEF 21T > 72 (=B L. *p<0.05, **p<0.01. **p<0.001) ,

223 HILIZNAFOZU-INP ZEEKRE LT-& ED TIR DiEL
(CTD: 4.2.1.1-9, BIO10026, CTD: 4.2.1.1-10, BIO11002, CTD: 4.2.1.1-11, BIO11003)
INF T INP Z B[R G- L2 & & O invivo ARIMEARHIT 5720, #EYL (TEE3 L) (23F
7 V-LNP % 0.03, 0.1 %X O* 0.3 mgkg DHET 15 5 MORMFHEC L VG- Lz, 7~ F T -LNP &
[6 U LNP OBFITH Y | ALV 7 = 7 —BEIEFZAER L T 5 siRNA 25 H 7 5 AF-011-1955
(F12M) % 03 mgkg DR THEG L, B E UTo, $65- 48 eI 12, ITHsAEA9 2 BRI L, bDNA
EAHOT TIRmRNA JREZJIE L7, X 8IZART & 912, PN TTR mRNA R D H &A%
TARRD B, FRK T 0.3 mgkg (230N T 94%80 L, AR ED 0.03 mgkg TIEIE 50%DFTHH] 23
R Bz,
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2.6.2 EEABODBIE
INFOTZoFR)DA

8-HILIZNF S5 U-LNP #EER S L - & EDRFERN TTR mRNA DjE 4

R
¢ 9

.
AL

N
<

===

B
<

43%

o
ard

80+

% %k ode Kk

1004 84% ﬁ
120 9&}%

0.3 0.03 0.1 0.3 mg/kg
AF-011-1935 patisiran-LNP

% TTR mRNA Reduction

8: /XF T NP OHiA[F 5 48 BFEIFL 12351 2 AN TTR mRNA FEELOWR, S ERIZOUVT, FHEAN TTR mRNA
UYL ZITE LIPS Gapdh mRNA CIEHUE U7z, B 2 5 L AF-011-1955 % fEE CIERYE L72 & O % TTRmRNA
BB LTTE Y LT, &/3F 5 L LNP B 5BEZ DU T, AF-011-1955 $HFRRE & Lol U7 SR OBEEH %15,
T T N IEWEREE T, —IOACE ANOVA K O Tukey O SFHME THAT L7z (3 p<0.01, **¥*p<0.0001) |

JIFREPN mRNA (TN 2C, Mg TTR & 2 /37 IR A2 3 50T (Day-1) WONCHE- 1, 2, 4, 7. 14,
21 R 28 HAICHIE Lz, KINTRT L SIS, /3F T -LNP O HIZ L 0 IfjE+ TIR % > /37 &
IREEDS I ERAFENIRD LT TIR Z U3 BIRE D i b LT DI3&R G706 14 BIZORTH Y |
TDBIRANTANR— AT A AT TEIE L2, mRNA & & —3 L T, &mHED 0.3 mgkg TH L7
TTR % X7 B KRB FITHI 90% Th D | AL ED 0.03 mgkg TIEAKI 50%DHAD 3388 H ATz,
5 28 AR B EHEOREIIHEEEFN TH 722 05, mHETIRMETS TTR il L1
DEORELS, EFLTIRBEDD LV EET 5 2 ERAREI N,

9-HJUIZNANF LSNP ZEHEAEREL-LEOMER TIR 2 /NI BEDFLD

-O- AF-011-1955

40 patisiran-LNP - 0.03 mg/kg
-#- patisiran-LNP - 0.1 mg/kg
- patisiran-LNP - 0.3 mg/kg

% Serum TTR
Protein Reduction

-
(=
=]

0 7 14 21 28
Time (Days)

9: F T NP ZHERE L7z & & OfiEH TIR & 37 B0, SRUCOWT, TN OR A TEEED
LERIR L 7= iEiAZ 7" —/L LT TIR ¥ > 737 B L~UL% ELISA CHIE L. #5087 (Day-1) OIS TIR # > 378
LoV TIESE L7e b D& MEH TIR # /30 B sRE LT my b LIS
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2.6.2 EEABOMEX
INFOTZoFR)DA

RIFIBREAR O & UCTHIZI L2 W 238 & FEhiti L, /353 T -LNP O Hi[a[f 54 fth O
SR ALN-18328 LNP HUAI0D LelAZ#E & U CRHili L7 (BIO11002 345%, BIO11003 38%) . ZiuH ik
BRI DG DTS FN T — 21, EREOT —% (BIO10026 #88#k) SHELIL TR, T b EREeT
LHE, RXF T NP OEEEE(Z X > T TTR mRNA K ONMA{EF TTR & o7 B 2558 ) FEE &
KPDT2Z EBIEREENTZ, BT, ZNHOT—20b, WvERAWERGHER 2245H) K&
Ot MIEBEGRBR CTh 2 BRI G 25 THRICET 2N 28) Ml L&D
FMMEPTRE T,

224 HILIZNNFOFU-INP ZREHFSE LI-& Z20MEFR TTR DiFd
(CTD: 4.2.1.1-12, [ 20031783, CTD: 4.23.2-7, TTR02-GLP17-007)
INF LT AINP & OERG- LT L & O invivo AREZRHE L, BRAGER TR 25 A7 Y2 —
IWERRET D720, Y/UZ$F 2T L INP % 24 58T - T Lz ([ 20031783 38 .
RO HE R HER & (3R | T T NP I, BRRERBRIC IS DA L SR D7), 60
SO SREHEIC L VG Ls, ZoRBROS— |~ 1T, 5F 5B (SRECHERE 2 )89 0) (23T
7 V-LNP % 3 [a o8k b5 L7z (#£8) .

£8-/N—kI: AENTIRBEDICRIZTHEE - 4BIC1H (gd4w) &5

IN— R
it ey i3 3 HBEHWE GB) #5H FHEE A&
1 2 2 4 1,29,57 3 0.15 mg/kg
2 2 2 4 1,29,57 3 0.2 mg/kg
3 2 2 4 1,29,57 3 0.25 mg/kg
4 2 2 4 1,29,57 3 0.3 mg/kg
5 2 2 4 1,29,57 3 0.3 mg/kg

Abbreviations: gdw=once every 4 weeks.

= M I, 481 1 R E CTHEHEOREFHE Lz, 51, 2 KO3 BHIIEENER 015, 02
K r025mgkg DFARETEG L, 4 KOS EAIIWVTRE 03mgkg DFETHRE Lz, HEKLOERS
BEEE 1L, VL AW BRI G SEEERER, T v b RO L& O o BBl ONC R R 4 k52
& U7 B B 555 THRRBROAE R FE SV CRRE LT,

PATOR 9 BE OB GHIM (3 [BliE) %ICHEH LT — X fr 2 E 2. BRI ZEh
DECROIMIEF TTR BV AR T 2 HEZ RS Uiz, TORE, 128 BICRERO—H% iR
THEREICER ML, S—RhII & L7z,

R—= N IHZEWT, 5 1RO 4BETIE, 23— F TCYYEHE L7z & B0 O HER O G HEE
ffee L7z, 252 BT EZ 02 mgkg 705 0.5 mgkg lZE W Lz, & 3RELOE S REIIRGHEE & 4312
LEG 3T 1E] (@Bw) ~EEFE L7, BLE, 28, BIMLAOESHTIL12E @S HHEIZ4

BHOEYE) NPOMEHEZER L2 L2 E 2, ARBRICBET 28GETRITER IR T LB 0 R—
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2.6.2 EEABOMEX
INFOTZoFR)DA

NI &= MIZHTCTEFRRT D, 73— b HEERGEID 2EH FTOHM., X=X RBEENS
HHFE oMM ST 5, 0%, 36 H £ T 12 BHOREWIM AT - GFEouiditd# LT

f;b\) o

RI-N—FIRUVI/IR—FII:

B LHERRAEREN TIRFEDICKRIF

BB THAEXIBELSAVDETE

FEEMET 5D/ A— 1 ERD

oN— L T 73— b I (Weeks 1-12) 73— b T (Weeks 12-24)
PA =3 =3
pe | owe | | PR g | gy | B mp 15
(i) (i)
N—hkI1& |/X—=F1&
1212 4 0.15m 1,29,57 \ \ 85,113, 141, 169
ghe B AT
2 | 2| 2 4 02mgkg | 1,29,57 %Eblk 0.5mgke |85, 113,141,169
[5]
JS—R1& 85,106,127,
3] 2| 2 4 025mgke | 1,29,57 3 ae 145160
N—hRIE& |[/)X—=PF1E&
4 | 2| 2 4 03 m 1,29,57 \ \ 85,113, 141, 169
ghe B AT
S RT L |85,106,127,
51 2 | 2 4 03mgke | 1,29,57 3 e 45160
Jm{ﬁ i TTR & > /™7 AT R IRERER R 4 & 2 — )1
i1, 24 Day-9,-6,-3,2,3,5,8, 11, 15, 19, 24, 28, 31,36, 41, 46, 51, 56, 59, 64, 69, 74, 79, 84, 87, 92, 97, 102,

107, 112, 115, 120, 125, 130, 135, 140, 143, 148, 153, 158,163, 168, 171, 176, 181, 186, 191, 196, 204, 211, 218, 225, 232,

239,246,253

<% 3 L OVS B - Day-9,-6-3,2,3,5,8, 11, 15, 19, 24,28, 31, 36,41, 46, 51, 56, 59, 64, 69, 74, 79, 84, 87, 92, 97, 102, 105,
108, 113, 118, 123, 126, 129, 134, 139, 144, 147, 150, 155, 160, 165, 168, 171, 176, 181, 186, 191, 196, 204, 211, 218, 225,
232,239, 246,253

XF T ALNP ORERGIZ R0 | s TTR IEEED H BHRAAEICID LTe 2 &3, Ao/~
— M IOFER TR STz, ARBR O L 72 HEFEFAN T, #5559 10~14 B Tlig+ TTR IRED
WDKK & 2o T, KRG TIL TIRBD ORENRE < 720 Z ORI GERDME 2 51250
5 U TR 24 3B O£ 5- BRI %mfi FRRBIZE LT, Bt LW oMYk - A&
FETH. RNALIC K 2 M{EH TTR O TSRS AT, Hféx G505 8 HEILIMNIZN—R T A
B CIHFERICEIE LT,

HRERD 78— b [ THiat LT RHED 03 mghkg T/3F 2T L LNP & 43812 1[G L- L &, &k
DE-F£ TCOMMFOMIEFR TTR & /37 B SRITHRRD 95%, /s 10% CTh o7z (G 48
9 MM OE G HIRI%, RIIEH TTR O % X HICKE < T 2RO FEEZRFTT 2 72 DICHEM
BICERZINA T2, ZAUCEY, ERROK 6 LB, N— M N TIIHEDREE G5 2H)
ORGSR DR (5 3BEROVE ST #RMitLic, 2O ORECOFTRAEREIL, S— M1

TRDLNIZAE R TIR BV GO0 S THEMEICIE D& | [FIRFIC 2.6.6 T TEMERBROMEL) 1250
# U7 IR AR COHERIRZ B X VWK D ICRE LT, & 4 OEHEIIA TS, Bk
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2.6.2 EEABOMEX
INFOTZoFR)DA

HREHEZFHMNT HNE L Uiz, 5548 & ORIZIW TR GAE L 42 1RO F FH &% 0.5 mgkg
BT 52 LIk GE2/D | AT TIR 23K X < f;oto ZOHEICE- T, &
KifnfEs TIR AR @< 720 (]999%) . KEHEGRFE TOMTOR—R T A UEE TORE O
EH/hE< ol (K80%) (XM 10A, #10) . [FIERC, HEIX 03 mgkg AR Lo £ R GHEL
BT 3WIC 1 EHEE- LA GF SR L 2Ea7e g TTR 23K & < 72572 (K 10B, % 10),
UL, £V ﬂiﬁlﬁl&&hﬁ (2 X B EAKIMIET TIR B HRIZRET D05 (K 97%) 1IZSIFERE L Aenvo
Fems, 3BMNC 1[G Uiz & & OWREHE R E TOMOME TTR 313 85%I TR ST
D AP TIE 4B 1[G & L TR— R T A EE TO X0 RO EIEE DR v
Z e Xy, 3BT 1 EHRG-OE 2R IR EE T _mh&b%nﬁo

FIREOHEITE SHLVIEN -2 L L0, F3RETRD D272 TIR BT SHEL D
HINS o Te M, WlEE L RBROI ) FAER 2R Lz, EMERIC, 03mgke 2 3#IZ 1085 (5B
SEE) & 05mgkg & 43I 1[G (28 L3I TTR B 28D SE 2 ERICE L CRIS% T
bV MIET TIR B RORKIL 95%% EEY | H&/TH 80%LL ETH -7 (B110C, #10) .

10-HILIZIAF VS U-LNP #REHRE L L EDMES TTR 2 /N0 EEEDFE LD

A Group 2
Part 1: 0.2 mg/kg q4w x3

-20 Part 2: 0.5 mg/kg q4w x4

% Serum TTR
Protein Reduction

0 4 8 12 16 20 24 28 32 36
Dosing A A A A A A A
Time (Weeks)

33
Confidential Alnylam Japan



2.6.2 EEABOMEX
INFOTZoFR)DA

B Group 4
0.3 mg/kg qdw x7

% Serum TTR
Protein Reduction

0 4 8 12 16 20 24 28 32 36
Dosing A A A A A A A
Time (Weeks)

C Group 5
Part 1: 0.3 mag/kg g4w x3
-20 Part 2: 0.3 mag/kg g3w x5

% Serum TTR
Protein Reduction
S

I L ------------

100d = - el dlln ettt

0 4 8 12 16 20 24 28 32 36
Dosing A A A A A A A A
Time (Weeks)

10 : /XF 2T NP & KRG Uiz & 2o fiEd TIR # RO, =0 A PMRTF T UINP %, £9
RO E A Y 2 — > T, RIS K KRG LT, fRx R CIERRIEZ I L, TIRZ > /378
V2 % ELISA CHIE L7z, T—#1%. [%Serum TTR Protein Reduction]  (IfiLiFH TTR & > /X7 BB 3RYy,) L L'C%\H%E
IR D MiFEF TIR BOROBEEE TR LTEY . 3T —4 2 _X—2 T A > OMffFH TIR & > /37 GiRE CIEM

fLLTHEH L7z, =7 — S —XEHEOERERF AR £, 62, 4 RO SHOT —F IZHEL OB GHE O EIC R B
Eﬁ“é ED, T—HOHIZIZA) F2RE B) FHARELONC) FSTEERERATRL, 551 KO3 BHE AN Lo

(W LTz, sEddeT—2t y M 20031783 M FC R S T D, BRENT ST T -INP B
,éi %ﬁﬁ FRERENT Week 12 225 D5— b TIZBT 52&%?&@&@%%@“ (FE2ROSED , 5 2 B0 51502 mgkg
@wX 3, T D% 0.5 mgkg gdw X4, 55 4 FEOFREE 03 mg/kg gdw X 7, 55 5 BEOBEEE 1 0.3 mgkg gdw X 3, F D% 03 mgkg
PwX5, IMiEF TIR & 2737 D3 0, 80%K% U 100%DLE 2 il TRy,
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2.6.2 EEABOMEX
INFOTZoFR)DA

VULE, "F T LNP ORESRL-TIIMET TIR # /X7 E3 H#RAAHEID L, BEtLic
HERED S B, /XF T INP 0.5 mgkg % 4812 1 A5 K Y 0.3 mgkg % 3 (2 1 A% 5T, Mg
T TTR JREE OSB3 e b -T2, 20 2 FEO e 5 FAEHE TIERZED TTR B A3k
ST, 03 mgkg % 3T 1 AR GO 3R ke B &3 b 72y R 10) , vz vz Bl
mERER (2.6.6, 32THSM) WONTE TAHBUER &L OV THHRBR CE L7235 7 L -LNP ORRHE T
EROZERET e T 7 A0 QSTEESR) 25T, ZROOIERKT —21%, 5 I AHERRR
T03mgkg % 38 1 FIOREREEZRET D Z L OEYMEEZEMIT TS,

& 10- YILEAVERERSHBRO/A— M IZE T HMIEFR TIRBEDEORKERVR/IMEDE EH

5B 2#E 5B AR S 5RE
0.5 mg/kg g4w 0.3 mg/kg gdw 0.3 mg/kg g3w
R TTR BV 3 (%)2 99 95 97
B/ TTR B3 (%)R 80 70 85
1A (5238 OFGREL 13 13 173
52 JH[#] T D B G- 5 (mg/kg) 6.5 3.9 52

a YARIEHRGREBRO — b 1 TRE SN RITEES <,

SAEE S QIR 1[Ex4) MR (TTRO2-GLP17-007 3%) <. 0.3 mgkg Xi¥ 2.0 mgkg & £ 5-
LizhmcBnT, Bigd 20072y F (kg & ko TiESn/ T 2T INP DI
DR ZRHE Lz, BECB T, [re ke 27— o352 T NP B2, 03 mgke
& 20 mgkg TRERDIMIEH TTR & > /37 QYA ENFO bz (M 11SR)  #icksnwT, [
FROIMEH TTR & 737 BIREE ORI 33 BE R r— )V & 077, 2.0 mgkg TR b7z (4 12
L) o M TIR & 037 ERE OV #ix 03 mgkg [ kg 27 —n 3o F) € 03mgke

Wke < r—3 ) LHBLUTURL . SHUTEICHE 1BICE 2 b0 Thotz, ZOBM T, M
IEH TTR & 2 R 7 BIREENR, _X—R2 T A )5 Day 64 £ TIZ 15.7%D>5 47.2% LN L7ginoTz,
AWFFEOFE 7R TER & 0T L7=RITOWTIE, 2,66, 812 TEIZFLE L TV DHIED, 267, 17.CHHTH
ZIRAREL 7> TNV D,
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262 FEFRBOBMEX
KFUSUF RUDL

M BHNISETEF OS5 INPORLGS 2/\y FERERS L-&OMES TTR B

-60
s
-
W
3 -20
3]
o
T 0
2 — 0 Mg/kg
a
e 20 (0.3 mg/keg (lke)
=
E 0.3 mg/kg (Jllkz)
5 a0 _ f
‘%L_, : —8—2.0 mg/kg (Ilks)
R 60 ] T / r//’? 2.0 mg/kg (Hllke)
c aed
5 3
> 80 1 1

100

0 200 400 600 800 1000 1200 1400 1600

Hours Post Day 1 Dose

[¥ 11 : BE3E : INP=EEF /KiF, TIR=R T U A ¥ A LF L, 1#EHT-0 4BEOHEY /VICBWT, M TIR # /37
EREOREEZ, ¥ER], Dayl BEKTHD 24, 48, 96, 120, 168, 240, FUr 336 FffHEFA, Day22 (504h) , Day43
(1.008h) , BU'Day64 (1.512h) ORERNATo7z, T—HF X, XR—RAT7A U bOEHELRE1ERREZ T,

12 Y IVICEITE1F 5 NP DRE S 2/3y FERERS L-&OMES TTREL
-60

-40

-20

g0 mg/kg

20 ——0.3 mg/kg |

oq

—tr— 0.3 mg/kg
40
-2 0 mg/kg

60 2.0 mg/kg

Mean % Serum TTR Protein Reduction

80

100
0 200 400 600 800 1000 1200 1400 1600

Hours Post Day 1 Dose

[X12 : B§3E : INP=EEF /$iF. TIR=F TV AH A LF L, 1 DY 4TEOMEY VBN T, i TIR # /32
EEEORIES ., 51, Dayl BHEKETHD 24, 48, 96, 120, 168, 240, KZT* 336 BEEIFA, Day22 (504h) . Day43
(1.008h) , BWDay64 (1512h) DOBERNAToTe, T—HIE, =R T4 UhbOEERE1 EHERZEZ T,
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2.6.2 EEABOMEX
INFOTZoFR)DA

3  BIRAIZEEFER

TTRIZAFER & L CIREBRILTCTLF 2 —L (B I A) OEEICES L TW5b, JESRILfLF
/=% 21kDa @ RBP IZ#E L, & HIZ RBP 2MEERMLHT T 55kDa® TIR & 11 DX I E— 42
RIBESEETRT 5 2 & TEBTO A% % TP PIcHR £ 528), Lizii>T, /A Fv
7 V-LNPIZ K% TIR ORIZFE, BIRRBIFEEEN & U THEER LY RBP X O'E X X AW 5
AREMENE 2 DD, o, TIRITIF S #ETY A X o oFEERMFEHRAEATH |, & F Tl
A XDV A F—72MEEFHERTH 5 @),

TTR B IC & 2 &S RBP 2 ~DE%: % ALN-TTRO1 O /LA 531 ER  (BIO16041 785R)
TR L7z, E D%/ 3F T W -LNP & IV T EENE L 72 VR 5 53 aR (TTR02-NCD10-011 #0854
TTR02-NCD12-001 ##%) (23 VT, TIR, MIEHFEH I A KOV A 1 o REAHIE Lz,

3.1  Invivo BIRAZEIRAER

311 HILIZHITSIMmER TTRBEAICE D RBP BEADEE
(CTD: 4.2.12-1, BIO16041)
I3 H RBP #ii2451) 5 TTR O&EI(3)29)B0NCF-D & | M TTR Jc X 2 M RBP 2~
DFELFHET 572, PBS XL ALN-TTROI D103 % HR[E 5. U7z 3L b sk 2 B i L,
15+ RBP 2 HIE L=, T/ PBS #5313 3 mgkg ALN-TTRO1 @ 15 53 B A iEIC L D85
DWTINELTo 7z (1 FEMERES 1 TT ; BIO16041 3%) . IMyEH TTR 2 % ELISA CHIE L, Iiyg+
TIRIRET — % Z L2, Day7 (23617 % PBS &K EGHEM U 3 mgkg ALN-TTROL 2 5HEDRRKIZ DOV T,
|2 RBP 2 % ELISA THIE L7=, TTR T RBP Ok 2 B GaiE CIEM L L, B RE2FH
L7z, BIZRT & 912, ALN-TTRO1 % 3 mgkg DA ETHENRL- L7z & & MiEH TTR 23549 50~60%
Wb LT, 26 OfR UEAR T RBP &[RRI L7z Z Eh, PREIZEY TIR AN LY RBP
D U, Z DR ORRFEL 2FED X X7 ERITTHEI L TW\D Z EBNEES L, ZOfERIZE R T
FONTREFR(15) & —F LTz,
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2.6.2 EEABOMEX
INFOTZoFR)DA

13- H)LIZEH S RNA 7 LE=MFD TTRFA - & 205 RBP EEADSE

o] 'z R
s TET TW TN -
= ; : :. Bl RBP
S 20+ - | -
b
o 40- | ', |
£ s i B
3 60+ i :’ i
g ; | Bes
o : : y
2 80-
100 Animal Animal Animal Animal
C38850 C35548 C36303 C36093
PBS ALN-TTRO1
(3 mg/kg)

13 : RNAi 241 L7=iiEH TTR A C K 2188 M RBP JREE~DR4E, TTR KU RBP Offi 512DV T, Day 7 DR
EENTNORGRMECTERL L, Z o0 8RR LTy b Lz, T3 EENEOVHEEFRS, =F—
PN EAMEORERE RS 2 e, T — X 13 Tl E ANOVA K O Tukey (D2 B LR E CTHIAT L 7=, 4% DR T RBP
B L TIRBUDROMICHFH AR Do Tz, 1 AR5 C38850 K TN C36303, M : {EIARZ S C35548
TR C36093,

312 HIILZERAVWEUHRARICBSTAMEF TIR, E24 I ARUY A OX VEEDORD
(CTD: 4.2.3.2-5, TTRO2-NCD10-011, CTD: 4.2.3.2-6, TTR02-NCD12-001)
Pz TR OB R TH 5. 6 BRINERS (@wx4) FHRBRA O 60 H fEfE MR
(TTRO2-NCD10-011 5% ; 2.6.6, 3.2.1 FHEHR) (1ZHVT, /"F T -LNP HEGZOKBWER A2/ L7z
MyEH TR, % I 2 A RO A v 3% o UREEORIRZEAC AT U 7o, Fe G-I TR K OVEI1E R
F&TIRELZ TTR mRNA Y EEHIE FH O PSR IR DI L7, T (1 BEERES 6 UT) (2/3F2F L -LNP (0
[PBS] . 03. 13X 3mgkgq2w) XIIFEMRIER AF-011-1955 3 mgkgq2w ; /3F 7 - LNP L [H U
LNP ORIFITHY . BRIy 7 27 —BEIENET 5 sRNA ZEHT D) % 1 IR O si§HE T 4 5]
$e5- L7, Dayd5 (B#&Be5-08) 48 REfiI#L) ([C2RE T, Day 104 (%5 1464 B5fE [61 H] #2) Tk
B OVRTF T - LNP £ G5 RE TN TTR mRNA JEEE 2 1IE U7, AFI&PN TTR mRNA 21X, FE GLP
TFOBDNA 7 v AETHIE LT, Dayl OPIEHES% (5 336 K] [14 H] % £ T) KU Day43
D&% (Beh- 1464 5] [61 H] % FET) 12, MEF TIR, EX I A KO A m o U RE
ZRE L7z, miEH TTR AL, GLP FC ELISA{EIC K WHE L7z, miFH e s I AREI, JF
GLP N CrfiRik7 v~ 777 ¢ — (HPLC) EICEVHE LTz, A axF T UREX, GLP R T

ERIT OHAA LT v EABZ IV RE L,
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2.6.2 EEHREBROMEX
NKNFSUF R L

Day 4512, /XF 7 -LNP D 0.3, 1 T8 3 mg/kg BEO TP TTR mRNA 5755 FREE & i L C %
N 92, 97 TN 99%i L7z, Day 104 [ZITH IR BHEAGED S 723, 03, 1 XT3 mgkg FEIC
F3UF 2 TN TTR mRNA JREE IR & U CRIIREE L U 2124120, 25 KO 62%{KA> > 7=, Day1 K&
O Day 43 O 5 T/3F 7 L -LNP D 0.3, 1 T3 mghkg BEOMEREIZ ISV C, #EER L TTR (RN—R
A DD DIRFFIIDHEIT 96%) . EX IV A (=R T A UINE ORI ERIT 90%) L
A rFT Ly (R=RT A S DR R FIT 35%) OB bR H L7z, Day43
DEGHNT, ZNLENZ/RF T V-LNP % 3 [ElRG- L T\ e Z e M+ TIR, E¥ I A K
O A 132 ARENFBRATEON—R T A & Wil 2 EBETRD - 7203, K 14179 K 912, 60
H [ D [EAE IR O I 522U TR/ I [E1HE L2, AF-011-1955 @ 3 mg/kg # T & Day 45 [Z /TN TTR
mRNA OFEFERAGIE Gt & bLil LT 49%800) 23 B, ZAUTE- TE X T2 A B L72A3,
TTRIIRIELMEIN T2 2 L RV ETHDH Z BB, 2 TRO L TIR O IE,. Z0
B ERECTH DN RIERLTFEIEC LD kI b O TH -T2 AlHEMEN & 5, AF-011-1955 # 5 REClEalE
PEDFH & AT 720> 72,

EX I AR A v DT L 2 EmMHAGITRED BT IREF RIS DN IR L OVFR
RO ERR AR I S BV TR 2 I 72 0o To o ARRBRIC IS 1T 2 MRS 1 mgkg 2w Thh o
7o AFREROFHM7/AAEE S OMEER T Z N 2.6.6,324 THK VSR 2.6.7.7.D IR,

14- Y )LIZE TS PBS, /8F 25 U-LNP X(F AF-011-1955 DFIE K U RKZE#HD
mEFEFTIR, E4IVARUY A OXL VDFDE

==TTR Vitamin A ===Thyroxine (T4)
A PBS Controls B PBS Controls
-100 - -100
s 75 [ § 75
§ -50 - £ -50 -
3 -5 L . 3 25 I
£ 0 w==F e 0
£ 25 1 i £ x5 ] ] i
8 50 - 8 0 |
o 75 - o 75
* 100 - : . % 100 - : :
0 100 200 300 400 0 500 1000 1500 2000
Day 1: Hours Post-EOI Day 43: Hours Post EOI
c 0.3 mg/kg Patisiran-LNP D 0.3 mg/kg Patisiran-LNP
-100 -
-100
§ -75 § -75
£ -50 - T 50 -
3 8 -25 -
3 -25 S i
€ Odc—— T £ : 1
2 95 - T 1 E 25
E 50 \!‘\:L _E g 50 S T
@ 75 - + g 75 «
® 100 - - - t % 100 - : . _
0 100 200 200 400 0 500 1000 1500 2000
Day 1: Hours Post-EOI Day 43: Hours Post EOI
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2.6.2 KBHBOBEX
FLS5UFRUHL

~
/

E 1 mg/kg Patisiran-LNP F 1 mg/kg Patisiran-Lie

< 5
8 B

:
b &
< £

g I 8

b ]

o I a ;
(- ) ) ) T .

0 100 200 300 400 0 500 1000 1500 2000
Day 1: Hours Post-EOI Day 43: Hours Post EOI
G 3 mg/kg Patisiran-LNP H 3 mg/kg Patisiran-LNP
-100
-100

§ -75 - § 75

T -50 T -50

3 -25 - 8 25 -

Q

& 0 s 0

E 25 - E 25

g 50 - g 50 - 1

100 - r . ! 100 =—t—t— -~ . .
0 100 200 300 400 0 500 1000 1500 2000
Day 1: Hours Post-EOI Day 43: Hours Post EOI

(-

I 3 mg/kg AF-011-1955 3 mg/kg AF-011-1955

_ -100 -1(3)8 ]

& -75 § -

§ -50 - g %0

3 25 28

€ 0 @ O {*

£ 25 £ 2071

8 50 @ 40 E

= © 60 -

v J5 a | & 1

% 100 - - ; - = .80 - - ' '
0 100 200 300 400 0 20 40 60

Day 1: Hours Post-EOI Day 43: Hours Post EOI

14 : MV (MERESS) (2 PBS (MAKUYB) /XF V7 INP (X C~H) XIE AF-011-1955 (X IROY)) % 5
BTG L2 & oW E (Dayl) XIdE&RSE (Day43) %oMmiEf TIR, B2 0 A RO A a i U EED
RBARMEOR—R T A > & Hl U727 (= SD) JBiv =R [Day 1 © PBS UV SF T L -LNP I% 1 BEF 12 JE, AF-011-1955
1% 184 6T, Day43 ® PBS K UVSF T L -LNP 1345 5 48 B4 £ © 1 BEA 1208, #5- 1464 FERE (60 H) % E T 1
RE 6D, AF-011-1955 [3#% 5 48 14 £ C 1 BE4 65, AF-011-1955 B 5 REC I ZEMRBREM 2 5 o712 . A
OERE, miEH TIR, B4 22 AXIIVA a2 U ORBRETON—A T A L & Wil Ui=8n%7~d, 0 FFEIE Day 1 ©
W% 5833 Day 43 ORI G-RTOME RS,

PV W5 2 OFMERBRCIEL, YU/ F T LNP % 0, 03, 1.0 XX 3.02.0 mghkg g3w DH
B 1 RFRE O RIFEIC L 0 39 EMIC 7o CRE 1418 5 L7z (TTRO2-NCD12-001 #8%) , 1+
TTR, B4 I A RO A B o VREAE-MICHIE Lz GRERRT, Day 1, 22, 127 XUV 274 D
Haiq, WONZ Day 277 & OV365 OF&RT) o fiEFH TTR #EIEL, GLP FC ELISA A THIE L=, 1
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2.6.2 EEABODBIE
INFOTZoFR)DA

HEHE X I AR, FE GLP FCHPLCIAIZ THIE Lz, 1 B ¥ U REIL, GLP F CE&EN T
THA LT e AIRICTRE Lz,
XFTZ ANP D 03, 1.0 L TN3.02.0 mgkg BETIE, BEGHIRHE TRE (Day274, 14[RIEOFE) 12
MFEH TIR OF LUWBD AR S (=R T A i DR KEIRFRIT 98%) | 3 5 H olRliEH]
% (Day365) IZXN—RAFA L E TR, ZHHO TIR OIS T, MEFEZ I A (X
— AT A D ORICEEBFRIL 81%) KO A BX Ty (N T A 2D ORI I
41%) DA U, BIHEHIRIRE TREE CICHBRED LA Z L B, HHWITE X 22 A DgE#RE:
HEDOR—AT A RENENLLEE TRS7- (F11) , X I AROYA oo o O BEd
LA LIRS 5T, IRFF AR, HEIRE IR AT DN R K ORI O JR BRAR R B AR 2 45
WTEE P RIR 72 o 1o, ARBRIC ST 2 B3 MERIT 1 mgkg 3w Th o 72, AGRBROFE 72 HEESC
K OMEER 2 2 2.6.6,322 THK OV 2.6.7.7F (TR T,

% 11- )L 3938RT (g3wx 14)

HERICBTAMAEFTIR, E4IVARUSAMOXFS D
TIE (R—X54 L EDILE) DOFHIE

F& R—RF7A v Day 22 Day 127 Day 274 Day 277 Day 365
(mg/kg q3w) BRE (ETE AR
THEE)
TTR (ug/mL)

0 319.05 (75 29) -8.0(15.1) -10.2 (14.7) 5.8(142) 5.1(185) 2209 (16.6)
0.3 319.02 (94 26) 68.1(23.8) -78.0(13.8) -80.9 (16.8) -89.1(11.4) 2222(10.7)
1.0 33857 (59.65) 933(1.6) 959(12) 96.0 (1.4) -98.0 (0.4) -15.6 (13.6)

3.020 291.03 (55.80) 965 (0.8) 97.4(0.8) 97.5(0.6) -98.1(03) 2284 (17.6)
B4 I A(ng/mL)

0 340.1 (62.4) 6.7 (20.6) -1.3(19.3) +7.6 (252) +16.5 (38.6) +216 3 (40.3)
0.3 3079 (77.6) 609 (132) -57.4(12.6) 576 (11.8) -64.1(10.8) +250.0 (65.1)
1.0 3349(609) 799 (4.3) 725 (11.8) 727 (6.8) -752(6.0) +196.8 (70.8)

3.020 331.3 (104.1) -812(5.1) -76.5(7.5) 719 (12.4) 695 (14.0) +198 3 (84.8)
A v (ug/dL)

0 5.15(097) 92(9.8) 9.5(14.7) 3.5(185) 0.4 (14.3) 49(8.1)
0.3 461 (1.11) -10.7.(29.7) 229.0(13.0) -199(222) 224.0(16.5) 6.8(122)
1.0 478 (1.08) 269(13.7) 22.7(162) 312(22.1) 228(314) +0.0 (17.6)

3.020 5.57(2.00) 382(92) 30.4(29.7) -40.8 (15.3) 37.0(25.1) -125(17.8)

WEEE © 3w=3 JEMIC 1 Bl SD={FE#RZE, TIR=F 7 AP A LT,
MERES T — % 27”3 (Day274 £ 1#f 1218, Day277 1% 1 #f 6 /L, Day365 (% 1 #f 5 XL 6/L)
T1 v I PNIAEHE(R 72,
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2.6.2 EEABOMEX
RFUSUF MY L

K95 & TIR OAEFRREIN S PRS- L 912, VTR F U T AINP &5 Lz s &, 1
HH TIR DA IE-> T, RBP, EX 2 A RO A o U N Lz, ucBnT, Zhbo
T RAZEE 5 B VITERD B o 7=,

4  REVEEREHER

IXF T NP ORI T 1 77 K LT, 7V A N —#350 % Hvz GLP i H O Hila]
B G2 MR W T EIEHHFIfERESE ICH) STAICBES L TCWDaTr Ny Tl
— (DA R, AR R R O R) OFFi 21T - 72 (TTR02-NCD10-003 #5#%) . ALN 18328,
DLin-MC3-DMA &% O} PEGow-C-DMG |22\ T, hF v aFx 37 4 7 A (TK) T A—XZH|E LT,

DA R, PR OHAARESR T /3681 T 2 ARSED B EARRIAR E IR N2 EAVRENT,

41  Invitro ®EHEIBHER
(CTD:4.2.13-1,LD-NCD10-016, CTD:4.2.2.5-1[JJjj319-1103)

BT REOIY) (EWHNREIL A ) X7 LAF R) 1 E, hERG F v FILORNFLUIZA SN2
EDD, B N ether-a-go-go BELEIS - (hERG) 7 v B A IIARE LB X HH(32)(33), /3F 7 -LNP
RIr1E, BoVMEA 60nm &3 KRE WD, AW FriEl b ARk, oS MRLR IR 7 )
U LERE (Kr) T FAALUSE LN Z E 005 IKr T RV O3YpFE AL & A1 EAEH % alRek
3720,

NF T -LNP D siRNA %57 T % ALN-18328 (14kDa) MU PEGyo-C-DMG (2.5kDa) & ZN%Z
NADICREWZD, Ke UIhoOA A F v 3V EFEMEA LN EEZ SR 5, LNP ORIOIFE
Ji%43 DLin-MC3-DMA D43 f-#l3/NE A% (642 Da) | 1 Sprague Dawley 7 > k% T Long Evans 7 > k
(G PERER, DLiIn-MC3-DMA 2 & H T %/3F 7 VNP 25 LI BB A — T o4 T 57
1 —FIROFERA IV C LIRS LTI 550 0.24%A Tl o722 L2 Hk3< & ([ 319-1103
AR 264, 523THSH) | v FOOEHLICE T D DLIn-MC3-DMA OIEEEEITH TN THH LB X
bbb,

EREANS . ALN-18328 UV F 2T L LNP @ hERG 7 v B A [ IME RN EE 2 5,

2%, AF-011-1955 847 2 v Ik GLP J&E ek 4 320 L (LD-NCD10-016 #%) . LNP ® hERG F
¥ ARNADFBDOA LT D27z - TRERTIZAE U2 AlREMED & % LNP & hERG 7w & A KE(E
RO ANE LB BEER) &\ o 7RIS UCL S8k rlReME 2 Aiet Lz, 7 A REEHRIC AF-011-1955
EUINT 5 &0 WTHLOREEZ I T b BIMEE CHER FTREZRI 258 bidz, T OFEBRIZIBNT,
AF-011-1955 1% 150, 750 (% 1500 pg/mL (siRNAJRIEICES <) D invitro ALV T, B MR
fige (HEK293) #ifuo> hERG F v VG OBREITRD b o7c PREFRII<1.1%) .
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2.6.2 EEABOMEX
INFOTZoFR)DA

BT 5 &L DIRIZEBW T, RXF T NP CUTZFDRYSy) & hERG XUEZE DDA F 2 F ¢ %
LD THAEMERIZELUSWEEZ BN, 202 Lid. FEFEFRRBRICB W CIROE L AR
(LR D N2 b —F L5,

42  Invivo REMHEEEIRHER

421 HILERAW/SF TSNP (ALN-TTR02) DEFEEHEICK2REMEEHRE (DME
. FREREUPREZERTEESE)
(CTD: 4.2.1.3-2, TTR02-NCD10-003)

KEY V2 N2/ RT3 7 L -LNP OLIER, FERR K O HARe Ra il 2 & e GLP 8 HZeatsE
PREBR A 520 L 7= (TTRO2-NCD10-003 385%) , #Bk1E 2 DD/ 8— M3, §H 15 IEOH Va4 Lz,
B T I RIS O A R B 12 PEDY VA fE U 55 T TIPSR & OV AR SR A E 12
3EDY AR LT,

55 10 : Day 11Z388UVC, HUARIT LA R U —2855 )L 12 LIRS (PBS) % 1 IRFfH] 0D i e

(0 mL/kgh) (2 V5 L7, Day7 |, ZHHDV L% 48E (1 BE-E 3 D) (12EY ), ~Fv T
VNP % 0.1, 1. 3 XX 6mghkg DHET 1 RO A #E Q0mLkgh) ([CX V&G L, FBIEHT
X, DIERT—4 (BCG I, FHEIIRE [MAP] ROVMARD) Z1EABIE 60 alinsHIEABLA
A8 FERIME £ CEMIMICEI L7, T LA MU =2k KR (PR ST A—4) F—& LI L
Too NFTTUAINP OFT—4 & 5SS D REE OB RO T — & ZARARR | SUIEERNZ bk U7,

55 1S - 55 D Day 112, MEAUE OREY /L 3PLIZ/ NF 2T -LNP % 3 mgkg O FHET 1 RO 5L
TErE QomLkgh) (ZX VG Lz, B IEHICBWT, /SF T 2 -LNP @ 6 mgkg B TlI4af] Tl
BN R OMRIR _EF-23520 507228, 3 mgkg BETIXZ LD DT A —F OEENMNI IO 1 HlD
HTCholzZ b, B N TIE 3mgkg DHEZRE LIz, 5 TETIEL, FFER (BB QMK
HA) WONZHI B ORI R  BREERATIC X D178), EHEWERE, IR OV E 2 4 3l 5 2 1
TRIRRAS) ~D 8% AT U 7=, NP R OV A7 A DFFATG L, 386 5-RiE ONZ TR ABRBR DK 75 4314
5 BT A4 MO8 25 RRIRIF I S0 L 7=, AFRRPROME 1T, SRBRBAAART L OVE AR TH9 1 RERH% 5 24 B
HOMIZINE L7z, 5 NI T, TK R O Mg (4 24k 4 72 TERE L 72 (Day 1 : $5¢5-Ai1,
30 3T AR, I ONT I ABREA 75, 90, 120, 135, 150, 180, 300, 540 & O} 1500 537%) ., i ALN-18328,
DLin-MC3-DMA } O} PEGooo-C-DMG JREEA /N Y 77— 2 %D LCOMS/MS 15 THIE L7z,

T 01 XL I mgkg DAHETHEEG LI &, fHliL72WTNONRT A =2 IZBWNWTH N TF T
-LNP (ZBEE L 7= 2 bI3F8d bivie o Tz,

IRXF 2T LNP D 3mgkg FEIZISUWN T, 6B 28 (5 TER R OV ITERODAS 1 0L) CTHEAFERD S 1
MFEL., ZNOOEYWD S 5 1 IETIHEEIMER T L OHEA & K549 24 RHZIZ 1 ERRD b/,
ZAHOFRIE, T O TR CHIFICA BV RIE B R ONMEESE (BNEER T 3°C L5
KO 120 bpm H3) & B L TNz, 6 mgkg Tk, fEARERCD2S 3L 18 (5F THHDOA) T,
IR ES (1~2°C) KON MAHEEMN (10~80 bpm) 75 3 PLAfF| TR H ATz,
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/XF 2T -LNP D 3 mghkg PLEDORETIX, HEMAFAI) DB )~ b BEE 2 O B0f N & OKIR 5

SO BT, 3 mgkg F 54T OIS OMRIE O RIRFAZEIERED DALY, Wi/ 8T A —42 & H1E5TH
F'aﬁ@%ﬂ;ﬁ ST ESNDIE TR S22, 3mgkg BE 3L 1L @WE 5 3102) Tik, S5
SFRRAE & bl LT R L OIS B IS EmWE ETh o7z (IRIR - #6508 42 R IZ BT
1~3°C, DHA%K : H5-0K) 47 REZIZ BV TR 30~120 bpm) . B 53102 © Day 7 D_— R T A
AEE P UGN L, RIEAS B L2, 26 OB bD K& Sk Day 1 @ PBS *}HR{E &
DEIV /NS D o7, 6mgkg BETIX, B GHELEONVERIE B (i 208 [EiWF5 4001 &
N4002] 12X DB D, 9 1~2°C) KOMHAEUE (K 10~80bpm) H3EABRAADK) 4 BEEIE N DA D
oo WK 39RO 0 | R T 23 fE L it L CRWEE Th oo, —FH, T b0
2B 20UT, BERD Day 7 D=2 T A AEL [FREEDOE E Th o7z, 6 mgkg DHIETD N
F T VNP F 5% DEERDIRIRZ TNEND Day 7T DR—RA T A LR LT &, ThEho
Day 1 @ PBS %ffRME & i L7z & & K0 & EFWEA/ NS D o7z, Day7 128\ C, B 4002 DA
ETETHIR ORI PRSI NWIAR T 2R S, &G0OR 4 BHE O 28 HF##%E £ TN—2 T 1 &
DEWEE TH-o70, 3mgkg UL EOHETAH LN AEIEMNE MRE EA1E, £ORE S LU
PEEET DL, AEREEEZ NI,

ECG DERIFREIL, 6 mgkg LA FOHETRD LiLieh -7, BECG [MiE (QT &N RR [HI&) HIEfE
J O QTe(FYRIEME~DE2 T, 1 mgkg LLFORETHRD b >z, 3mgkg BED 1 L TRED I
T FAEEIN (RR IR KO 6 mgkg BRI 2 FHIAZLOBN (RR MBRENE) (3I98mE
WCEE L7 b D EBZ 2 Bz, /NTF VT NP OFRGISERT 5 B 2 bihb OO RE 7 ECG
TR bz mno T,

XF2 T L LNP (IZBHHE L7z MAP ~Os2 23 K 6 mgkg £ TR HALT, DAL OMKIEA~D
23 1 mghkg L TOHBETITERD bR o1z,

/3F T NP I B U7 RIS /X T A — & ORI R (RRRER, BRSE I E K O\ i
Sy, MK pH, WONZA~E 7 | B OFRFRERIEZ 5 Tr) ~OFEIL 3 mgkg DFE (Bt LiMe—
@Jﬂa) TRRD LRI T,

0 EIZBWT/NF T VILNP % 3mgkg OHETHFEICE V&5 L7z & & D ALN-18328,
DLin-MC3-DMA ¥ U' PEGan-C-DMG D ¥ RIMAEFIRE (Cowd) EIZZIEIL 4990, 421 KOV
60.75 ug/mL TH 7=, ) AUCofEIZZNZE4 422.5, 2713.3 K1 506.2 pgeh/mL CTdh 7=, 3 mgkg D
JHEIZIT S ALN-18328, DLin-MC3-DMA & U PEGaon-C-DMG DHREEZ &, 44 RHD T? AUC
WZES<C e MEEED 73, 34 K DN285Th o7z,

fEamE LT, Rt LiikmHETHD 6mgkg £ TORHEIZBW T, ECG DEMIF & O QTe(F)flfi
IEEA~OFEITRD SN o T2, /3F T - LNP B L7l R /T A —4 (MR AR
728 R OMERERIRAT T A — X ~DET 3 mgkg TRO LR ->T, 3mgkg L EDAETL
M FRNT A =2 (DR L) OBIMEORIE EFGRO i, =R T A VE~O5ER7BEIE
RO LR Te, 1 mgkg LT ORETIE, OHAEL OIRIE~DOEBITGRO LIV o T,
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INFOTZoFR)DA

Pz e 6 BHREIRAER G (2wx4) FERBR&L O 39 M (@BwX 14) g5 F3ERR T,
ECG /X7 A =2 ZJE LieroT=hd, ZivH ORERCHMl L= im & (B2 3 mgkgqew &K
3.02.0 mgkg/qdw) E T, HFHEFREERAT L < ITRPRRICEEE U 7e — AR O Z b SR~ DR8N 138
O LRI T,

5 ENFHEVHEEERGER

ST LA 2 R 2 BRI 3E0E L Tuh7auy,

TTR PEAEIT 58 % M AF T Z O TIR [ FHSUTZ OMOFER DGR G030 5 L 1FE 2T W
EMB B FT/ARF U T INPIZ K D3 2RE A AR 3 C 2 ATt s TIRW L B 2 B
Do

6 EBEERRUEH

hATTR 7 S A R—3 A%, TIREEFOLERIZ LTI X = S5 H @ kEEO g, 1
FEVEDOBUEMEDRB TH 5, BITE, ZEE BRI R ORI Rl B0 T 120 2257 1A
RTERE TTR BB A RAVFFE ST D, BRARTEIRIIZS B OFENE ONC Bk & OB 52 X
STHERDEOD, BATTRT T 0 A F—I @ H5H#HE LT, TIRZ VN EHDI AT 4 —)b
T A TN LD | B TRR & 2Rk TR AR OVE B TTR Ol H 2 &t T 2 v A REHED TR K
OIEENRZ D, b MBI 2 ARBOBEARERIL, ZEROFEIONCT 2 oA RIRMELS O &
OEBAL (Fie, O, THIEE) ICk - THARD, Lizi- T, 1RO 2 i) S8 5 720121,

TTR 7 2 2 A R OE BT 5 2 EDBARAIRTH D,

XF T -LNP 1T, IR Z 361 2 Bp AR e VR BRIl 5 D TTR DR AR RANZPAET 2 L 51T
THA L ENTND, BB TIL, RNAL 290 L CHIEN TTR B R E2IHd 25 & TIR &>
NIEDIER 7 =V REROT I a4 REHEEROIEE L 725 I A7 +—/V REO &2 & ik &
WD T 2 Z LIZ L THRENT 2 v A REDNEDT 2720 BRI RAUEET 5 & L TV 5,
RF2 T NP IZ XD RNAI 247 LIZATFIEAN TIR O O A 1 = X LOFEIE 2,61 TS (50#
T 5, FEERSEERBRICIBV T, /T T INP I, FHBCOBER L OZE B TTR OFH 2 R
R OSBRI L BR 2 70 28 A ONZ BRI S OHIERR S 52 %4 95 hATTR 7 2 1A R— A BH
IZBWTHREROIER 2779 2 & AT S, RNAL 20 L7 FFIPN TTR FEEOHHIAS TTR Mkt
EYRETHZENRENT, TNHDT—X & EFEERE L OVhATTR 7 X v A R — R EFH & %5
& LT RIS ARRBROFER ((15) 5 2.5 TRURICEET 2HERHE) M) La2Red2L, A =a—
B RF =% hATTR 7 I B A R— ZAORHHEKE LTRF VT - LNP #3252 L3RS
%,
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Alnylam tEOFE 7L T Y X LK OZFUZHO TARIZ AT L7z siRNA Y —/L (siDirect 2.0) %
W@ DONA I A T <7 4 7 AR in vitro 30k S | BRI G O BA TTR (2K 5
ALN-18328 D)) e OVFF M fERE S 472, BEIZ, ALN-18328 (34 7 % —7 > MEHZ /R T rIHEMEDN
RbLEWEBZ HND e MEGEEMICH L UEEZ RIS holz, T HORBRTIE, xR RIEL
OIS DN 5 545 H AT ALN-18328 FEAGEAI N DOBIFIA 100%H1F SN TN D Z & bR S, /8
F T L -LNP [Tk & 72 Rl K OHBRATS e 2 A9 2 hATTR 7 X 2 F—3 ATV T TIR %
B2 [FIREEE (P2 2 & R STz,

ALN-18328 |3t b KO L CHEBNEEAZ R T, (T TIIRI 202 L, HEEHliL e k
NI AY 2=y 7~ AATIRT S 04 R—=Y ZEF AR ALEZRNTE/L-, 7IaA b
ED I BN D EHH hTTR V3B0M/MHsf-1 KO~ 7 A hATTR 7 2 A RK—3 AT /L% W= E R G3E

HERABRIZIV T, RNAL 20 L7 PN TTR 3oz L v BEFO TIR LB MR LT, 7=,
ZOZEE, MREADZ YT T o AR MEERIEIZ L O BEAFD TIRILEDRES S Z & T, TIR
BHEZ TR AR LUV E THIBIT 2 Z E R AMBETH 5 Z & 2/RIed 5l 0 SCHR(B4)(35)36) & —3
LTW5, &kE LT, ZOREND, /F T L LNP OIEFIGRO S PENTEATT Hi, hATTR
TInA R=YRBEFIZBVTSF T VLNP A3¥i7c7e TIR 7 2 v A RikEE2 TR L. BEfFOE
EIHIBRSE A FREMER S D Z EAVRIB ST,

PV % W2 RF 2T L -LNP O Hiali G-3RI IV T BN TTR mRNA K OMLEH TIR
VRTERRL Y L, 5 T HEND 14 BEORIZBDBRRE 2D . ZOBRBEGHKT O 21~
28 QRICN—RA T A NIRRTz, P AW RER G FIRER Cld, N—2 T 1 & ik U
KIMIEF TTR B0 95% &%, H/MILEH TIR B30 80% &t 2 7 (T72bhb, EHIEN
T TTR 233 80% & 8 2 7o £ FMEFFST) o T, 2O ORBRITIWT, Lz AT IERRIR

MR CUE ST/ T2 T V-LNP DL R GIEICE BT 2 Bk G- A 7Y 2—/1(0.3 mgkg q3w)
DEFE ST, [AEROMIEH TTR & 2 /87 BIRE DR I1E, /3F T V- LNP ORI 2 SO vtk
23y T (ke & Pk EVMTEE LTz 03 mgkg KO 2.0 mgkg SEH GIEMIC 1[H1X4) 3k
RERTIHRO LN (266,812 HS) |

FITEBNT, /RXF 7 -LNP FHZITHET TIR IREOE LWL (R—2A T 1 b DRK
SR HIT 98%) SRR DALz, PIUIZEIT D TIR O%FENIE ¥ I > A Z#ikd 5 RBP O£
HETHY, a0~ FT—Tof ik TH D Z LD, FILORBRT/RF T %I L7z TIR
DD ST, PAHESZI@EY RBP, B4 2 2 A KUY A &3 O 137880 57z (ALN-TTRO1
R ; RX—= AT A DD ORREEDRIT NI 60%, 90%, 41%) . 2B, ZOXHITEHI
VA RO A v URRHEC LCH, L E W 3T T NP O ERER CHR & O
WIRA~OAEELBITRD o ie (2.66,32THERR)

INF LT NP ITRL A AR & < (F/ME 60 nm) | F 72 ALN-18328 (14 kDa) S UF PEGa000-C-DMG

(2.5kDa) FRANIERS FRETH D Z LD DA A2 F ¥ Fov & O EIERNAE U 5 aTREMEITEL |
INF 2T L LNP BT 2 DE LR O i~ DR BIT e B2 bivh, o, DlBIckIT 5
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DLin-MC3-DMA (642Da) ~DIFFTEEIIRNZ ENT v P TORENTEY, B M THREBRZORICE
F DR EIMR & PSS, L E IO ZEMEREBIABRIC IV T 3 F 2 T L -LNP 2 ik 6 mgkg
FTHEE L& &, 3 mgkg DL EORHRIZIB T, Ffsery 72 DIaBeE N OMRIE. A 2558 B a7z as,
QTCHERAF NT ECGIZ 31T % & DAt D Bl (OB X DAIERR) M OVERYRH 13780 DL ZRin-o Tz,
1.0mgkg L FOREIZIBNT, LE R/ 8T A —2 R OKIB~OFEITED 57, 3 mgkg D EIC
BT, MR RT A —F UM ~O BT SR -7, 3mgkg OARICEIT5
ALN-18328, DLin-MC3-DMA } U) PEGa-C-DMG DBEFZ i, 414U RHD TO AUC IZ5:5< & b
IREEED 73, 34 K285 Th o7z,

fhimm & LT, 73927 -LNP [ 3AFBAN TTR FEAIZT 258 DR R EAICH D, FT v
AP x=y 7w UAET IV REEHAT—OFT)L) ([ZBWT, ALN-18328 2/ L7 Z8 578 TTR
DN OREHE T TIR UL DS ST, VA OT —Z b (Bl G A7 Y 22— /L (3w)
FOHE (03mgkg) (280, PEERIMT TTR IR 80% % 2 TIKS MERF S LD 2 & AR &
Nz, TRRIND/3F 7 -LNP ORIIREZEEFIER RBP, B4 I A KU A vk D) 2
PILTRD SN0, EF I A RO A 132 0 ORI 728N & D IR K ORI~ DA 25
IR LI oTe, /3T VT LNP XUXE DRI DIUMEA v F ¥ R F 258 % KT w]
REMEIHRV Y, 6 mgkg £ TOHEIZBWT, /XF T INPIZL D QTe L UNMMAEL THITE L 7= DAl
DTE &) ECG [FIE~D 5N ONZ ECG OBERIZLITRED HAVRh o723, 3 mgkg LL LD & TLMA
BOEIMPFED HivIz, 3mgkg DHEIZIBNNT, 7/3F 7 L -LNP ORERE O FHIR A~
IR Lotz T LA B U =5 L& WIZRBRClIE, 3 mgkg MLEO B TRIED M
O BTN, PV W KBRS BB CIERRS b o To, v E V- KE R G #iR
BRIZE\WN T, HARAR R R ORI B U 7 — IR BE O B LITRD Bt -7,

UEXY, R =a—a3F—%f5 hATTIR 7 2 B A R—T ADIEFHEE L TRF T INP %
B%E S5 72 O DIRFRIGR AN ERIR T — & D EAHT B, 2 OEERMEIEIC RT3 5 B 72 B & OG-
AR a—VINZY ThDH 2 L NIRRT —Z D EMT b,

7 EE
BT b AR LT,
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SUMMARY OF FORMULATION NAMES USED IN PHARMACOLOGY STUDIES

Name(s) Description Purpose and Studies Studies
Employed
Patisiran siRNA targeting monkey | TTR-specific sSiRNA that BIO09003
AD-18328 and human TTR used in was evaluated BI009004
ALN-18328 both patisiran-LNP unformulated in in vitro BIO09005
(ALN-TTRO2)and a studies and formulated in BIO09025
previous first generation either first generation LNP | BIO12014
LNP formulation termed called SNALP BIO17012
ALN-TTROL1. (formulation referredtoas | BIO18014
ALN-TTRO1) or in second
generation LNP called
AF-011 (formulation
referred to as ALN-TTR02
or patisiran-LNP).
Patisiran-LNP Patisiran (ALN-18328) Nomenclature for patisiran | BI010026
ALN-TTRO02 formulated in AF-011 LNP | (ALN-18328) formulated | BI0O11002
AF-011-18328 formulation. drug product; evaluated in | BIO11003
LNP11-18328 majority of in vivo 20031783

pharmacology,
pharmacokinetic, and
toxicology studies.

TTR02-NCD10-011
TTR02-NCD10-003
TTR02-NCD12-001

TTR02-GLP17-007
AD-1661 SiRNA targeting mouse siRNA specific for mouse | BIO09025
Factor VII (FVI11) gene FVII used as a negative BI012014
expression. control for nonspecific
siRNA-mediated effects in
vitro; does not modulate
human FVII expression.
AF-011-1955 SiRNA targeting the Negative control BI1010026
LNP11-1955 nonmammalian firefly SIRNA-LNP used in BI1011003
luciferase gene formulated | pharmacology and TTR02-NCD10-011
in the same LNP as toxicology studies to LD-NCD10-016
patisiran-LNP. evaluate the effects of the
LNP formulation used in
patisiran-LNP independent
of patisiran-mediated
reduction of TTR mRNA.
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Name(s) Description Purpose and Studies Studies
Employed
ALN-TTRO1 First generation, less potent | Evaluated in in vivo BI010118
SNALP-18328 LNP formulation pharmacology studies in BI016041
(SNALP) comprisingthe | the hTTR V30M/HSF-1
patisiran (ALN-18328). KO mouse and monkey.
The results from these
studies are relevant because
they contain patisiran
(ALN-18328).

SNALP-1955 siRNA targeting Negative control for B1010118
nonmammalian firefly ALN-TTROL1 to evaluate BIO09009
luciferase gene formulated | the effects of the SNALP
with SNALP LNP. LNP formulation

independent of

patisiran-mediated

reduction of TTR mRNA.
SNALP-18324 First generation, less potent | Evaluated in in vivo BIO09009

LNP formulation
(SNALP) comprising the
TTR targeting SIRNA
AD-18324.

pharmacology studies in
monkey. The results from
these studies are relevant
because they helped
differentiate patisiran
(ALN-18328) and
AD-18324.

Abbreviations: hTTR=human transthyretin; KO=knockout; LNP=lipid nanoparticle; mMRNA=messenger ribonucleic
acid; siRNA=small interfering ribonucleic acid; SNALP=stable nucleic acid lipid particle; TTR=transthyretin.
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Admin. Administration
Conc. Concentration
CNS Central nervous system
COSs-7 Cell line derived from kidney tissue of an African green monkey
ECG Electrocardiogram
F Female
GLP Good Laboratory Practice
Hep3B Human hepatoma derived cell line Hep3B
HepG2 Human hepatoma derived cell line HepG2
HEK Human embryonic kidney cells
hERG Human ether-a-go-go-related gene
HSF-1 Heat shock factor 1
hTTR Human transthyretin
ICx Half maximal inhibitory concentration
IHC Immunohistochemistry
IKr Rapidly activating, delayed rectifier cardiac potassium current
v Intravenous
KO Knockout
LNP Lipid nanoparticle
M Male
mRNA Messenger ribonucleic acid
NA Not applicable
No. Number
PBS Phosphate buffered saline
g3w Once every 3 weeks
g4w Once every 4 weeks
QT Interval from the beginning of the QRS complex to the end of the T wave on an electrocardiogram
QTcF Fridericia's Correction Formula, which takes into account the physiologic shortening of the QT
6
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k&=, H

B

interval which occurs as the heart rate increases

RBP Retinol binding protein

RR Interval between 2 consecutive R waves used to measure heart rate
SiRNA Small interfering ribonucleic acid

SNALP Stabile nucleic acid lipid particle

Temp Temperature

TTR Transthyretin
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% 2.6.3.1 - Pharmacology tabulated summary — overview - study program

Overview Test Article: Patisiran-LNP2, b

. . . . Study
Study Description Test System Method of Admin. Testing Facility Number
Primary Pharmacodynamics
In Vitro/ In Silico
Identification of ALN-18328, a potent and specific HepG2, Hep3B cell in vitro Alnylam Pharmaceuticals, B1009003
siRNA targeting human transthyretin lines Cambridge, MA, USA
To identify polymorphism variations in human NA (in silico) in silico Alnylam Pharmaceuticals, B1009004
transthyretin (TTR) in the region surrounding the siRNA Cambridge, MA, USA
targeting site of ALN-18328
Identification of human mRNA transcripts containing NA (in silico) in silico Alnylam Pharmaceuticals, BI1009005
sequences most closely related to the sense and antisense Cambridge, MA, USA
strands comprising ALN-18328 (Bioinformatics;
potential off targets)
In vitro investigation of the in silico predicted off-target | COS-7, Hep3B cell in vitro Alnylam Pharmaceuticals, B1009025
transcripts for the antisense strand of ALN-18328 lines Cambridge, MA, USA
(reduction of TTR in vitro)
Analysis of wild-type (wt) and mutant TTR allele COS-7 cell line in vitro Alnylam Pharmaceuticals, B1012014
reduction by ALN-18328 Cambridge, MA, USA
Evaluation of the impact of progressive Hep3B cell line in vitro Alnylam Pharmaceuticals, B1017012

exonuclease mediated degradation on ALN-18328
activity (antisense strand)

Cambridge, MA, USA
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% 2.6.3.1 - Pharmacology tabulated summary - overview - study program (continued)

Overview Test Article: Patisiran-LNP2, b

o . . - Study
Study Description Test System Method of Admin. Testing Facility Number
Patisiran-LNP (ALN-TTRO02): siRNA selection and | NA (in silico) in silico Alnylam, Pharmaceuticals, | BIO18014
off-target activity assessment Cambridge, MA, USA
In Vivo
Evaluation of the regression of TTR deposition in hTTR V30M/HSF-1 IV bolus, dosing every 2 BIO10118
peripheral tissues of human hTTR V30M/HSF-1 KO KO transgenic mouse, | weeks for a total of 6
(Null) transgenic mice following treatment with 22 months old doses Portugal
ALN-TTRO1
Investigation of the pharmacodynamics of ALN-18328 | Cynomolgus Monkey | 15 min IV infusion BIO09009
and AD-18324 formulated in a lipid nanoparticle (LNP) Single dose USA
formulation called SNALP
Investigation of the pharmacodynamics of patisiran-LNP | Cynomolgus Monkey | 15 min IV infusion BIO10026
and AF-023-18328 in the cynomolgus monkey Single dose USA
Evaluation of the pharmacological activity (reduction of | Cynomolgus Monkey | 15 min IV infusion BIO11002
serum TTR levels) of three novel LNP formulations with Single dose USA
TTR-specific siRNA, ALN-18328 (LNP09-18328,
patisiran-LNP or LNP13-18328) in the cynomolgus
monkey
Evaluation of the pharmacological activity (reduction of | Cynomolgus Monkey | 15 min IV infusion BIO11003

serum TTR levels) of two novel LNP formulations with
ALN-18328 (patisiran-LNP or LNP12-18328) in the
cynomolgus monkey

Single dose
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3 2.6.3.1 - Pharmacology tabulated summary - overview - study program (continued)

Overview Test Article: Patisiran-LNP2, b
. ] . . e Study

Study Description Test System Method of Admin. Testing Facility Number
Determination of the pharmacodynamic activity of Cynomolgus Monkey | 60 min IV infusion - 20031783
patisiran-LNP when administered by monthly or every 3 Part I: dosing every 4 USA
week IV infusions to cynomolgus monkeys for a total of weeks for a total of 4
7 or 8 doses followed by a 12-week dose-free period doses

Part II: dosing every 3

weeks for a total of 8

doses or dosing every 4

weeks for a total of 7

doses followed by an 8

week recovery period
Comparison of the toxicity, toxicokinetics and Cynomolgus Monkey | 60 min IV infusion dosing TTR02-GLP17-007
pharmacodynamics of patisiran-LNP manufactured by every 3 weeks for a total Canada
different batch processes in monkeys (please see 2.6.7 of 4 doses
Toxicology Tabulated Summary, Section 17.C for
tabular results)

10
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3 2.6.3.1 - Pharmacology tabulated summary - overview - study program (continued)

Overview Test Article: Patisiran-LNP2, b
Study Description Test System Method of Admin. Testing Facility Study .

. . Number
Secondary Pharmacodynamics
In Vivo
Evaluation of the effect of a single IV infusion of Cynomolgus Monkey | 15 min IV infusion BIO16041
ALN-TTRO1 on serum TTR RBP levels in cynomolgus Single dose
monkeys
Evaluation of patisiran-LNP-mediated effects on TTR, Cynomolgus Monkey | 60 min IV infusion dosing TTRO2-
vitamin A, and thyroxine in a multiple-dose study in the every 2 weeks for a total anada NCD10-011
cynomolgus monkey (please see 2.6.7 Toxicology of 4 doses followed by a . 504210)
Tabulated Summary. Section7.E for tabular results) 60 day recovery period
Evaluation of patisiran-LNP-mediated effects on TTR, Cynomolgus Monkey | 60 min IV infusion dosing TTRO2-
vitamin A, and thyroxine in a 39-week study in the every 3 weeks for a total anada NCD12-001

cynomolgus monkey (please see 2.6.7 Toxicology
Tabulated Summary. Section 7.F for tabular results)

of 14 doses followed by a
3 month recovery period

@ 504265)

Safety Pharmacology

In Vitro

Investigation of the in vitro effects
(concentration-response relationship) of AF-011-1955
on the hERG (human ether-a-go-go-related gene)
potassium channel current (a surrogate for IKr, the
rapidly activating, delayed rectifier cardiac potassium
current)

Mammalian cells
(HEK 293 cells)
expressing hERG
potassium channel

in vitro

LD-NCD10-016
(100707.BMR)

In Vivo

Identification of potential effects of patisiran-LNP on the
cardiovascular, respiratory, and central nervous systems
and characterization of systemic exposure at the
maximum tolerable dose in cynomolgus monkeys

Cynomolgus Monkey

60 min IV infusion
Single dose

1 C: 1 1 !
»n
>

TTRO02-NCD
10-003

. 2002866)
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% 2.6.3.1 - Pharmacology tabulated summary - overview - study program (continued)

Overview Test Article: Patisiran-LNP2, b
- . . - Study
Study Description Test System Method of Admin. Testing Facility Number

Pharmacodynamic Drug Interactions

No studies conducted.

Abbreviations: COS-7=cell line derived from kidney tissue of an African green monkey; HEK=human embryonic kidney cells; Hep3B=human hepatoma derived
cell line Hep3B; HepG2=human hepatoma derived cell line HepG2; hERG=human ether-a-go-go-related gene; HSF-1= heat shock factor 1; hTTR=human
transthyretin; IKr=rapidly activating, delayed rectifier cardiac potassium current; I'V=intravenous, KO=knockout; LNP=lipid nanoparticle; mMRNA=messenger
ribonucleic acid; NA=not applicable; RBP=retinol binding protein; siRNA=small interfering ribonucleic acid; SNALP=stabile nucleic acid lipid particle;

TTR=transthyretin; wt=wild type.

a Please note that the in vitro tests were done with siRNA ALN-18328 (drug substance; also termed patisiran and AD-18328); the in vivo studies were done with patisiran-LNP or

ALN-TTRO01 and these are noted in the Table, as appropriate; both formulations contain the same siRNA ALN-18328.

b Patisiran-LNP was previously called ALN-TTR02, LNP11-18328, or AF-011-18328 in pharmacology studies; these names can be found in the original source reports documenting the
studies described below. For the sake of clarity, ALN-TTR02, LNP11-18328, and AF-011-18328 will be referred to as patisiran-LNP (which is considered patisiran drug product)
throughout Module 2.6.3. Other formulations of ALN-18328 siRNA other than patisiran-LNP were also evaluated in these studies and are indicated in tables below. Section 2.6.2, Table 1

describes the use of alternative nomenclature for patisiran, patisiran-LNP, and analogs.
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% 2.6.3.2.1 - Primary pharmacodynamics

Overview Test Article: Patisiran-LNP2
. Method Sex and
Type of Study Spec_les/ of Conc. and Lot No. per | Noteworthy Findings Study
Strain . Numbers Number
Admin. Group
Primary Pharmacodynamics - In Vitro / In Silico
Selection of HepG2 cell in vitro HepG2 NA siRNAs were screened for their ability to silence TTR | BIO09003
ALN-18328 line a) single MRNA when transiently transfected in HepG2 and Hep3B
concentration = liver cell lines at a fixed siRNA concentration of 10 nM. A
Hep3B cell 10 nM subset of Ml siRNAs showing >75% reduction of relative
line TTR mRNA concentrations was further analyzed by
b) select analysis, transient transfection into HepG2 at a range of siRNA
range = 10 fM to concentrations to evaluate siRNA potency. Of these, a
10 nM subset of 12 siRNAs were evaluated for potency in Hep3B
cell line to confirm the findings observed in HepG2 cell
Hep3B line. ALN-18328 exhibited dose-dependent reduction of
range = 10 fM to TTR mRNA (ICso ~ 3 pM).
10 nM
Analysis of NA in silico NA NA Diverse ethnic and geographical populations demonstrated | BIO09004
polymorphism 100% sequence conservation within the ALN-18328 target
variations in region site
surrounding
ALN-18328 target site
Selection of NA in silico NA NA TTR-specific siRNAs were identified following BI1009005
TTR-specific SIRNAs bioinformatic rules to select an sSiRNA with minimum
and ALN-18328 off-target potential.
(bioinformatics)
13
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% 2.6.3.2.1 - Primary pharmacodynamics (continued)

Overview Test Article: Patisiran-LNP?
. Method Sex and
Type of Study gf?c}ey of Conc. a]_ld Lot No. per | Noteworthy Findings Study .
rain . Numbers Numbei
Admin. Group
Off-target analysis of | Hep3B cell in vitro Hep3B NA Hep3B: There is a >10.000-fold difference in potency BIO09025
ALN-18328 line (endogenous) between the “on-target” reduction of TTR by ALN-18328
(in vitro) range = (ICso ~ 2.4 pM) and the “off-target” reduction of any of the
COS-7 cell 1x10°nM to most closely related off-target transcripts *
line 100 nM m in the target region of the siRNA of unknown
physiological consequence).
COS-7 (Dual-Luc COS-7: Treatment with ALN-18328 resulted in robust,
assay) concentration dependent reduction in luciferase gene
range = expression in cells transfected with the luciferase construct
2x10%nM to containing the TTR gene sequence in the 3’UTR (ICso of 3
2x10°nM fM).
ALN-18328 is highly specific for TTR and is highly
unlikely to result in off-target gene reduction activity.
Activity of COS-7 cell in vitro range = 10nMto | NA ALN-18328 shows similar potency (range of 41-74 pM) BIO12014
ALN-18328 against line 100 M against wt and pathogenic TTR mutant variants and that the
mutant TTR alleles (in TTR reduction effect is specific to the TTR gene.
vitro)
Evaluation of the Hep3B cell in vitro 0.1nM and 10 nM | NA At 0.1 nM, which is 30X higher than the in vitro ICsg value | BIO17012
impact of progressive lines in Hep3B cells for ALN-18328:
* exonuclease ALN-18328 (intact): 98.9% TTR reduction
mediated degradation
on ALN-18328 activity
(antisense strand)
14
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% 2.6.3.2.1 - Primary pharmacodynamics (continued)

Overview Test Article: Patisiran-LNP2
Species/ Method Conc. and Lot Sex and - Study
Type of Study . of No. per | Noteworthy Findings
Strain . Numbers Number
Admin. Group
Patisiran-LNP NA in silico NA NA Alnylam’s proprietary algorithm and a publicly available BI1018014
(ALN-TTR02): siRNA siRNA selection tool (siDirect 2.0) both identified
selection and off-target ALN-18328 as a suitable, highly specific SiRNA against
activity assessment human TTR.
The combination of in silico work using Alnylam’s algorithm,
and in vitro analyses, including a g°PCR-based assay in Hep3B
cells and the dual luciferase reporter assay adequately
identified and assessed the potential off-targets of
ALN-18328.
No safety concerns associated with off-target activity of
ALN-18328 against ADAMTS6, CYSLTR1, or PEAK1 based
on lack of tissue expression and sequence homology, and the
known functions of these genes.
Primary Pharmacodynamics- In Vivo
Evaluation of the hTTR V30M | IV bolus, | SNALP-1955 N=6 In comparison to SNALP-1955 treated animals, B1010118
regression of TTR /HSF-1 KO dosing Lot No. (controls) | ALN-TTRO1 administration resulted in >85% reduction of
deposition in transgenic every 2 3 mg/kg N=9 hepatic TTR mRNA and serum TTR protein and was
peripheral tissues of mouse, weeks for (ALN- associated with >95% reduction in TTR tissue deposition in
human hTTR 22 months atotal of 6 | ALN-TTRO1 TTRO1 stomach, duodenum, colon, sciatic nerve, and dorsal root
V30M/HSF-1 KO old doses Lot No. treated) ganglia (as measured by IHC staining intensity using
(Null) transgenic mice 3 mg/kg (M and F) | imaging software).
following treatment
with ALN-TTRO1
15
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% 2.6.3.2.1 - Primary pharmacodynamics (continued)

Overview Test Article: Patisiran-LNP2
. Method Sex and
Species/ Conc. and Lot - Study
Type of Stud . of No. per | Noteworthy Findings
yp y Strain Admin. Numbers Groﬁp y 9 Number

Investigation of the Cynomolgus | 15 min IV | SNALP-1955 3M/ When formulated in SNALP, ALN-18328 more effectively | BIO09009
pharmacodynamics of | Monkey infusion Lot No. - group reduced TTR mRNA expression compared to AD-18324
ALN-18328 and Single 3 mg/kg and was selected for further pharmacodynamic
AD-18324 formulated dose investigation.
in SNALP LNP SNALP-18324
formulation WH

0.3, 1, or 3 mg/kg

SNALP-18328

ALN-TTRO1

0.3, 1, or 3 mg/kg
Reduction of serum Cynomolgus | 15 min IV | AF-011-1955 3M/ At 48 hours postinfusion, a dose dependent reduction of B1010026P
TTR protein following | Monkey infusion Lot No. group liver TTR mRNA concentrations was observed with
single dose Single 0.3 mg/kg patisiran-LNP, with a maximum decrease of 94% at
administration of dose 0.3 mg/kg.
patisiran-LNP in the patisiran-LNP Patisiran-LNP exhibited robust and durable
cynomolgus monkey Lot No. dose-dependent reduction of serum TTR protein (90% max

0.03,0.1, or reduction of serum TTR at 0.3 mg/kg). Maximal TTR

0.3 mg/kg protein reduction occurred between Days 7 and 14

postdose. The extent of recovery on Day 28 was
dose-dependent.

Reduction of serum Cynomolgus | 15 min IV | PBS 3M/ Patisiran-LNP exhibited robust and durable B1011002¢
TTR protein following | Monkey infusion 0 mg/kg group dose-dependent reduction of serum TTR protein (90% max
single dose Single reduction of serum TTR at 0.3 mg/kg).
administration of dose Patisiran-LNP
patisiran-LNP in the Lot No.
cynomolgus monkey 0.03,0.1, or

0.3 mg/kg

16
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% 2.6.3.2.1 - Primary pharmacodynamics (continued)

Overview Test Article: Patisiran-LNP2
. Method Sex and
Type of Study Spec_les/ of Conc. and Lot No. per | Noteworthy Findings Study
Strain . Numbers Number
Admin. Group
Reduction of serum Cynomolgus | 15 min IV | PBS 3M/ Patisiran-LNP exhibited robust and durable B1011003d
TTR protein following | Monkey infusion 0 mg/kg group dose-dependent reduction of serum TTR protein (91% max
single dose Single reduction of serum TTR at 0.3 mg/kg).
administration of dose LNP-011-1955
patisiran-LNP in the Lot No.
cynomolgus monkey 0.3 mg/kg
patisiran-L NP
Lot No.
0.03,0.1, or
0.3 mg/kg
17
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% 2.6.3.2.1 - Primary pharmacodynamics (continued)

Overview

Test Article: Patisiran-LNP2

Type of Study

Species/
Strain

Method
of
Admin.

Conc. and Lot
Numbers

Sex and
No. per
Group

Noteworthy Findings

Study
Number

Reduction of serum

TTR protein following
repeat administration
of patisiran-LNP in the
cynomolgus monkey

Cynomolgus
Monkey

60 min IV
infusion

patisiran-L NP

Lot No.-

Part 1 (Day 1)
0.15, 0.2, 0.25, or

0.3 mg/kg q4w for
3 doses

Part 2 (Day 85),
Groups 1, 2, and 4

0.15, 0.3, or

0.5 mg/kg g4w for
4 doses (7 doses in
total including Part
1)

Part 2 (Day 85)

Groups 3 and 5
0.25and 0.3 mg/kg

g3w for 5 doses (8
doses in total
including Part 1)

2/sex/
group

Patisiran-LNP exhibited robust and durable
dose-dependent reduction of serum TTR protein at 10-14
days postdose.

Maximum TTR reduction modestly but significantly
increased following repeat dosing, with consistent, >80%
reduction observed at 0.3 mg/kg patisiran-LNP g3w and
0.5 mg/kg patisiran-LNP g4w.

In conjunction with toxicity data, 0.3 mg/kg q3w was
chosen as the clinical dose and regimen.

20031783
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% 2.6.3.2.1 - Primary pharmacodynamics (continued)

Overview Test Article: Patisiran-LNP?
Species/ e Conc. and Lot Sex and oo Study
Type of Study . of ) No. per | Noteworthy Findings .
Strain . Numbers . Number
Admin. Group
Comparison of the Cynomolgus | 60 minIV | 5 .3 and 4/sex/ No differences between batches in pharmacodynamics. Mean | TTR02-
toxicity, toxicokinetics, | Monkey infusion 2.0 mg/kg q3w for | OUP reductions in serum TTR protein of up to 80.4 and 95.1% from | GLP17-007

and pharmacodynamics
of patisiran-LNP
manufactured by
different batch
processes in monkeys

4 doses

Lot No.

Lot No.

baseline were observed at 0.3 and 2.0 mg/kg, respectively.

Abbreviations: COS-7=cell line derived from kidney tissue of an African green monkey; Hep3B=human hepatoma derived cell line Hep3B; HepG2=human hepatoma
derived cell line HepG2: HSF=heat shock factor 1; IHC=immunohistochemistry; hTTR=human transthyretin; ICsp=half maximal inhibitory concentration;
IV=intravenous; KO=knockout; LNP=lipid nanoparticle; mRNA=messenger ribonucleic acid; NA= not applicable; PBS=phosphate buffered saline: q3w=once every
three weeks; g4w=once every four weeks; siRNA=small interfering ribonucleic acid; SNALP=stabile nucleic acid lipid particle; TTR=transthyretin; 3'UTR=3'
untranslated region; V30M=valine to methione change at amino acid position 30.

a Please note that the in vitro tests were done with siRNA ALN-18328 (drug substance; also termed Patisiran and AD-18328); the in vivo studies were done with patisiran-LNP (previously
described as ALN-TTRO02, LNP11-18328, or AF-011-18328) or ALN-TTRO1, and these are noted in the Table, as appropriate, both formulations contain the same siRNA ATLN-18328.

b An experimental LNP formulation called AF-023 was also evaluated in the study described in BIO10026

o

Two experimental LNP formulations called LNP09 and LNP13 were also evaluated in the study described in BIO11002

d An experimental LNP formulation called LNP12 was also evaluated in the study described in BIO11003
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5% 2.6.3.3.1 - Secondary pharmacodynamics

Overview Test Article: ALN-18328, ALN-TTRO1, Patisiran-LNP
Conc. / Dose | Sex
Species/ Method of | (mg/kg) and | and -
Type of Study Strain Admin. Lot No. per Noteworthy Findings Study Number
Numbers Group
Secondary Pharmacodynamics - In Vitro
No studies conducted.
Secondary Pharmacodynamics- In Vivo
Evaluation of the effect | Cynomolgus | 15 min IV PBS 1/sex/ Single dose administration of ALN-TTRO1 at 3 mg/kg B1016041
a single IV infusion of | Monkey infusion 0 mg/kg group resulted in approximately 50-60% reduction in both
ALN-TTRO1 on serum Single dose serum TTR and RBP on Day 7 after dosing. TTR
TTR and RBP levels in ALN-TTRO1 reduction results in RBP reduction and the extent of
cynomolgus monkeys Lot No. reduction between the 2 proteins is correlated.
Evaluation of Cynomolgus | 60 min IV PBS 6/sex/ Reductions in circulating TTR, vitamin A, and thyroxine | TTR02-NCD10-011
patisiran-LNP-mediated | Monkey infusion 0 mg/kg group were observed in males and females at 0.3, 1 and
effects on TTR, vitamin Dosing every 3 mg/kg patisiran- LNP on Day 1 (after the 1* dose) and
A, and thyroxine in a 2 weeks fora | AF-011-1955 on Day 43 (after the 4" dose).
multiple-dose study in total of 4 Lot No. Prior to the Day 43 dose, serum TTR, vitamin A, and
the cynomolgus doses H thyroxine concentrations were already reduced relative to
monkey followed by mg/kg the prestudy baseline due to the previous patisiran-LNP
a 60-day doses.
recovery patisiran-LNP Reductions in serum TTR, vitamin A, and thyroxine
period Lot No. concentrations were fully or partially reversed at the end
of the 60 day recovery period.
.3, 1.0, or (please see 2.6.7 Toxicology Tabulated Summary,
3.0 mg/kg Section 7.E for full study tabular results)
20
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% 2.6.3.3.1 - Secondary pharmacodynamics (continued)

Overview Test Article: ALN-18328, ALN-TTRO1, Patisiran-LNP
Conc. / Dose | Sex
Species/ Method of | (mg/kg) and | and -
Type of Study Strain Admin. Lot No. per Noteworthy Findings Study Number
Numbers Group
Evaluation of Cynomolgus | 60 min IV 0.9% NaCl 6/sex/ Mean maximum reductions in serum TTR (98% from TTR02-NCD12-001
patisiran-LNP-mediated | Monkey infusion 0 mg/kg group baseline) (sexes combined) were observed at the end of

effects on TTR, vitamin
A, and thyroxine in a

Dosing every
3 weeks for a

patisiran-LNP

the dosing phase (Day 274) and values returned to
baseline after a 3-month recovery period (Day 365).

39-week study in the total of 14 Lot No. Mean maximum reductions in serum vitamin A (81%
cynomolgus monkey doses from baseline) and thyroxine (41% from baseline) (sexes
followed by | 0.3,1, or combined) were also observed; these changes returned to
a 3-month 3 mg/kg* baseline values during the recovery period.
recovery *Day 1; (please see 2.6.7 Toxicology Tabulated Summary,
period 2 mg/kg all Section 7.F for full study tabular results)
other Study
Days

Abbreviations: 1V=intravenous; LNP=lipid nanoparticle; PBS=phosphate buffered saline; RBP=retinol binding protein; TTR=transthyretin.
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i 2.6.3.4.1 - Safety pharmacology : in vitro

Overview

Test Article: AF-011-1955

Safety Pharmacology-In Vitro

Method

Concentration

(E)\l;gﬁjnatse):;tems g?fa(filr?y of . (ng/mL) and (Nzg.ngells ber Noteworthy Findings gcl)_rzpliance Study Number
Admin. Lot Numbers
Cardiovascular Mammalian | In vitro Assay buffer 3 cells/ AF-011-1955 did not inhibit hERG current No LD-NCD10-016
cells (HEK (control): concentration | up to the highest concentration of
293) 0 pg/mL 1500 pg/mL.
expressing
hERG AF-011-1955: In contrast, the positive control cisapride
potassium 0, 150, 750, and inhibited the hERG current by 92%.
channel 1500 pg/mL
Cisapride
(positive
control):
90 nM
Lot:
AF-011-1955:
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% 2.6.3.4.2 - Safety pharmacology : in vivo

Overview

Test Article: Patisiran-LNP

Safety Pharmacology-In Vivo

Organ Species/ Method Sex and No GLP
Systems Strain of _ Doses? (mg/kg) per Group " | Noteworthy FindingsP Compliance Study Number
Evaluated Admin.
Cardiovascular, | Cynomolgus | 60 min | Phase I: Phase I: Phase I (cardiovascular effects): Yesd TTR02-NCD10-003
Respiratory, Monkey v PBS (control:) 12 males 0 mg/kg: no noteworthy findings.
and Central infusion | 0 mg/kg All animals
Nervous System Single patisiran-LNP: received 1 mg/kg: no noteworthy findings.
dose 0.1, 1, 3, 6 mg/kg | vehicle on 3 mg/kg: (1/3 animals) |food consumption,
Day 1; lactivity, hunched appearance thody temp,
Phase I1: assigned to 4 | theart rate (with corresponding decreases in
patisiran-LNP: groups of 3 RR and QT interval durations).
3 mg/kg males per 6 mg/kg: (1/3 animals) |food consumption;
group for Day | 1mean body temp, Tmean heart rate (with
Lot: 7 corresponding decreases in RR, QT, and
patisiran-LNP: patisiran-LNP | QTc interval durations). No qualitative
dosing ECG abnormalities, no direct effects (i.e.
Phase II: those unrelated to the increased heart rate)
3 males on derived QTc(F) values, and no effects on

mean arterial pressure

Phase Il (CNS and respiratory effects):
3 mg/kg: (1/3) |food consumption. No
CNS or respiratory findings, including
partial pressures of oxygen and carbon
dioxide, blood pH, or saturation of
hemoglobin with oxygen.
Toxicokinetics: were also conducted®
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%k 2.6.3.4.2 - Safety pharmacology : in vivo (continued)

Abbreviations: CNS=central nervous system; ECG=electrocardiogram; GLP=Good Laboratory Practice; HEK=human embryonic kidney; hERG= Human ether-a-go-go-related gene;
IV=intravenous; LNP=lipid nanoparticle; PBS=phosphate buffered saline; QT= interval from the beginning of the QRS complex to the end of the T wave on an electrocardiogram; QTc(F)=
Fridericia's Correction Formula, which takes into account the physiologic shortening of the QT interval which occurs as the heart rate increases; RR=interval between 2 consecutive R waves used

to measure heart rate.

a Single dose, 1 hour infusion on day 1 [control dose (Phase 1) and 3.0 mg/kg (Phase I1)], and day 7 [0.1, 1.0, 3.0, and 6.0 mg/kg (Phase I)].

b Number of animals with finding per number evaluated is shown. At <6.0 mg/kg there were no ECG abnormalities, no direct effects on the derived QTc(F) values, and no effects on mean
arterial pressure. At <3.0 mg/kg (the highest dose tested in Phase II), there were no effects on neurological parameters. At <1.0 mg/kg there were no patisiran-LNP-related effects on clinical
observations, food consumption, or body temperature.

¢ Following a 1-hour IV infusion of patisiran-LNP at 3.0 mg/kg to cynomolgus monkeys, plasma levels of ALN-18328, DLin-MC3-DMA, and PEG »y0o-C-DMG declined after peaking at 1.25
hours. ALN-18328, DLin-MC3-DMA, and PEG ygo-C-DMG mean C,, values were 49.9, 421, and 60.8 pg/mL, respectively. Mean AUC; values were 423, 2710, and 506 pgeh/mL,
respectively for ALN-18328, DLin-MC3-DMA, and PEG 500-C-DMG.

d Toxicokinetic analysis was not GLP-compliant but adhered to accepted scientific practices.
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