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ThITTF R DA

W5 - HFE %
B HAFE
A-131354 sense strand of vutrisiran TR T DA
A-131359 antisense strand of vutrisiran TRV T DT T A
ADME absorption, distribution, metabolism and W, A3An . AR R ORI
excretion
ALN-51547 revusiran drug substance 73K revusiran
ALN-65492 vutrisiran drug substance JFIET N> T
ALN-TTRSC02 vutrisiran drug product containing ALN- A NIV
65492
ATTR transthyretin-mediated (amyloidosis) N7 AYALTF R (TIvA R
(amyloidosis) —R)
DRF dose range-finding R E
FDA United States Food and Drug KERMERES R
Administration
GalNAc N-acetylgalactosamine N-TtFNATZ7 7 I
GLP Good Laboratory Practice B2 3E 5 D2 MR B £ FERE AR AR
D FE i D H: e
hATTR hereditary transthyretin-mediated BEMEATTR (7 I8 A R—R)
(amyloidosis) (amyloidosis)
ICH International Council for Harmonisation (22 S it A R e ] s
of Technical Requirements for
Pharmaceuticals for Human Use
mRNA messenger RNA AT ¥ —RNA
OECD Organisation for Economic Co-operation | #% 1% 145 /7 B & 1A
and Development
PK pharmacokinetic(s) e
q3M once every 3 months 3y HICLIEL, 3 HZE
gM once monthly H 1A
RISC RNA-induced silencing complex RNA &Y A L oo v THEAIR
RNAI RNA interference RNA
siRNA small interfering RNA 1K1 RNA
TTR transthyretin FT7 AL LT
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BE—8 (&S)

M5 - AR %
B HAFE
USP United States Pharmacopeia KEFR T
wt wild type Ligeskit]
wtATTR wild-type transthyretin-mediated AT ATTR (724 R—TR)
(amyloidosis) (amyloidosis)
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26.1 #S TRV TF MY T L

2.6.1 #E

2.6.1.1 #wE

ThUTZ NI TN (LU, TRV ERELTDH) I, R APA LT
(TTR) BT v A R—v 2 (ATTRT A K—TR) OIREDOT-OIZBA%E T RNA T4
(RNAI) 1BRIETH D, 7 b T 0k, ZRATIR K OHFAERI TTR Ol 2 v & 2% —RNA
(MRNA) #FRRAICHEER & T2 ALFHEM SN oA ARSI 7T RNA (SIRNA) Th o,
ATTR 7 I A R—=I 2 &5 & ZTRAN RN A BE Th 288 TTR K OEAER TTR 72
A VB DT OFIRCOEAEDBAT 5 & PEBR MR O EA TTR K OWFAR TTR 23
I, Mk~ T I A RIREOEITHIEI S, BAFEOWEMD 7 VT 7 A& AlREIC L, FRE
OHEFTAME 1L ST S 41 5.

TTIRIFAMAT LT AT I THLND RENERIZAHETHY . RITHBTEALASh, Z<—
ARG 3 L OIS C b EAE S D 12, EBRIMIE T D TTR @ 5% IR Kk TH 5, TTR O E
BRSO ENL, LT —L (EX I A) OEKE L THIET 226 THY, TTRIZVTF
—IAEG X N E- X I ABERICK AT D, TTRIZT oX v o OFEREHERE LT HRE
T 5,

ATTR7 2 A R—=3 R (2L, BIEATTIR 7304 F—3 &2 (hATTR7 284 F—3v &) KO
BARATTR 7 304 F—3 2 WATTR 7 S04 R—R) O2FEHORR L4 A4 TRE 5,
hATTR 7 2 v A F—3 A Tld, BEMED TIR Bin FARICEY . WEERZABEPRZERL,
TTR 7 = MIfEEL T EBARSCEBAIE B L O AR ERIZRY | TOHBI AT 4—L
RT 5, TNHDIAT74—/L RLIETIR HEKIL, T0#%, BOESGLTEZEKLE R, &
F MR OMIASNEBRIC T L v A FRMER O T A REEZERT 2 3 1Z& A ETXTO ATTR
TIuA R—=YRBEFIF, BEBTIR 7 LAAT OHEAEREZEAE L, 7 2 oA REHET@Es ., 28
BTTR KO AR TTR A HBEOM G N 6735, ZAbD7 I aA FEHEL, RKEHRER, O
i, VI, B, AR R R IR E ST & F & E B O MM IZ RS L, =91k TRk
AT FENZ 2 2 BEIREIR 20 O MG 5 &k Oldss e ~h 2z sl S 29, hATTR 7 I 24/ F—Y R &
Fix, AV =a—am " F—XLOHEOWT g EiEkE L, Z<OhATTR 7 I 2 A F—T A
BT, RO &SR Y = 2 — 1 RF— R OVLHE O 7 O Ik K OMER 2~ X 9 1272
%, WATTR 7 S A F— R %, AR TIR 7 2 v A N EOZRICL > TSR Z Sh, Off
it & FEIER & 9% 458,

T RU T 0%, SiRNAICHESHY 7> RTHDHN-TEFAHT 7 F¥ I (GalNAc) #hEST
L2 EICE Y IR ERE E Lt A EB L, IR ERICRKRICEA L CWDE T T a
A EESZ R %S LT siRNA DIFHIIEICRERAICEIY IAE N D L oGt ST s ([2.2]5H (HE
51 ) . Wik EESNTET FY U7 3, RRITHFET 2 RNAI R Z /LT, g TTR
MRNA % FRRAIER) & LRBLZMEIT 5, 7 hU T Z 2 siRNA X, RNAFFES A L2 v 7
A (RISC) LFHIN DL 7= A HERERUIBESARIZER D AT I, Kl T SIRNA @ 2 AREHT 1 AHH
W2, T T R (A FE) 1% TTR mRNA OFEMEANICHES T 5, RISC-siRNA 4 14&
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26.1 fE TV TF R T A
WNTO TTRMRNA &7 > F & v A E DOxbA1E, TTR mRNA OFEFA) S IEH IR 2 U &
725 L, & d 5 TTR 72 A B OB R L OV Ot OIFBR I H~D 53U A 5 1 % 78910

7 NU YT O FERANT, 50mg/mL OREOT N U T GEBERE, 53mg/imL O R Y v
Z MU U LM [ALN-65492) (THEY) 2 & AT DREERK (110 mmol/L k) U v A/
10mmol/L V » & R U U A) Thod, EKAE - HEIX, 25mg OEERED 3 » HZ L (q3M)
DR TG ZTELTWD,

T RUTTU0F, GaNAc Z 3FEEEHTH U A K (R 2BV AHO IKmIZHARE L
Too ABFERAEA Y IX 7 VFTF FThHhDH, TXTOXZ LAY NIE2-0-AF VKT 2-7 v
FrEffisi, 35 HRARYZATIEE TCEE SN TAY IX7 LATF ROFE-U VU EEEK Z R
LTWb, 7ot AH (A-131359) ([ZIFEt 4 RDOKRAF e FA=— MEERH V| 3K 2
A, FEREZ2AD D, B A (A-131354) (215 KU 2 KRDOFR AR e T4 — MNEERH
Dy BURBHO2LEDOX 7 VAT RixT o F v AEOMMAIR 2L EHDOX 7 L AF RE AT
HA XL, ZORER, 2LHOX 7 VAF REEGZIR L, 7o F o A0 3 RKimlZ 2 5O X 7
L AT RNA— "= T 5, ALN-65492 DAL F#AEE A X 2.6.1-1 12~ T,

X 2.6.1-1 ALN-65492 (Z7 bY T V) DEE

WERE : Af=2-T A4 ua 75 /)2 ; AM=2-0-AFILTF ) Cf=2-T At F V0, Cm=2"-0-AF L FV ; Gf=2'-
INFaTT )y Gm=2-0-AF NI T ) v UF=2-T A ) D Un=2"-0-A F L U P RI=3 SIEH N-7 &
FNHZ 7 b (GalNAC)

o RLIT, RBHEEROHFEMOMH SR & OMKERHIB W TIZ LIS L HRFEL TV A,

7~ U T D512 CssoH715FoN1710325P43Ss T, 16,344.55 Da Th 5,

T hU VT F R U T LD RUT CszoHer2FoN171NassOs23P43Ss T, 17,289.77 Da Th 5,

7 YT OFNHER, AN, EpEie (PK) I, A, AR O

(ADME) . W ONZEEMEIZHOWT, —EHDOIEEEK O invitro LN invivo RRER Tl L7, 7 RV >
7%, SRR 04 R (EEE—4) T, 5IHICOIEERIRRB A E K OV EERT O Y &
& DOHRERHZIBWTIE, AD-65492, ALN-65492 X (X ALN-TTRSCO2 & H K L T\ 5, FFICHEE
DI O ARTEZ FEd T 23 BR T T T, FEFHHAKIZ 189 mg/mL D7 R U > T Gl
200mgimL 7 ~ U > F MU U AEIZHY) 2587 AR EZ R TITo 72, ZiUET b
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26.1 fE TV TZF MDA
U7 UERREA (7 N Y T GEERERR) % 50 mg/mL O TE AT 5 110 mmol/L #Efk) kU
7 A10mmol/L U U FET N U U AEEESIR) L IREE KON R D, TE L TV S BRI RN
BENDEIMA (VB IKFETFT N v AR, U UKFE T MY U A KR & O T

FU D) iF, WG KERMERMF (FDA) 12X ABIEAISEIIEER Y A N (T —F_—
R) ATEFENTEY, FERGRRLA & BER A D 9 ) e FHE D TR R ORI B2 5.2 5
AREMEIR W E B2 b D, s, AMZE R OME R, TR EFICTEHSh TS
BEMONREIZT T, WRTOT N Z 0 F MY U AZRLTWD, T R UL L EEEER D5
FEOBENIN 6% THY, AEFFERHIR LT — X OfIRICERE T 2w EE 25N D, AEL
O FRTHEDRVNIRY) 1, 7 U T o ORIREA Z KEFEF/ S (USP) @ 0.9%1F5 FHi k7
FU U LA TRE OB AT E O 2R IR U CGREL L 72,

FJERG AR ER TlX. M7 v ' A 2V invitro iRBR, T E N TTR D7 3 /i 30 (DN
VUMNATH = NCEBR LT BB FARRKERBT D NI VAV 2=y I AR =7 A YL
(LLF, ) W invivoiERICK Y, 7 RN T U oiEEEZFHI L7, 7 h U 2T UREEES
M OMERSNEL, B F KO /L0 TTRmMRNA TiX 100% R F SN TWAHR, U A, Tv hEKOY
X TIIELRD, 2o, 7 M) T7 Ui REOY LV TEIVEEZ RT, v VA, Ty M
O XTI HEFEEZ /RS20, 7 R &7 0 siRNA BRFNE, TTR 24209 & 4% LLATO RIS b
AW C, BRCHRRFE L OHEZR B 6002 STV D ALN-51547 OIFEES & Rl—Th b, 7
U > T o OHIELF Y ALN-51547 OEILEF L Rl —TH 2D (L L, {LZREMIZRR D) 20,
B AR TTR K O— XA 72 [ 28 SR TTR T4 2 die KR K OV &40 e & 3 L 72 ALN-51547
O invitro RERFEREZ 7 MU T TN Lic, FERIC, 7 R U &7 b ERRIT. ALN-51547
L CEDOLREMZITR L TWDINA T X —7  MENTIZIZZE L 272D, ALN-51547 O
THE—=0y MENTOFRERS T N T ACHEMATTRE TH D, HIRETED =7 A PVl E VT
N AT 2y arT oA ROHBHBYIART vEA 2470, 7 h U > Z O invitro &M% R
fliL7z, 7 b U T U OHEERGRBREOA 1 FORKERGHARE N7 AV 2=y 7~ A KW
P N THER L7z, SN ORIREEIERIZ, a2 o KE&R G ERBRIZ BN T
A L7,

O R O R RISk 5 Al 5 GLP &2 RMEEHER ClL, 7L A MY —2EE5 Y 1%
MANWTT MY 2T O8R5 8 5.0 R K OMER R RERIC T 28 adH i Lz, Pz v
72 GLP i & 13 M AU 9 » H M E I G-mERER (2, A 1E, 4EHEESEEKOH 1E, 11
F#E) O—f{E LTT N 7 ORI X DMRFHE 270 LT,

7 hUT T D PK &, invitro WWNZ T v R RO LA Wz invivo TR L7z, HEIEE 5% 0
TRITVIUDPKET y REOHALTHEL, 7V T 0DRFRTaxxTr 47 A%V,
7 v MRV E W KERGEEREBR, W ONTT v B RN B2 H 7= AR s A Rk Rt
L7ce 7y NERAWT, PH]-7 MU v 7 o mfEh KO R EHER, dRiftt, N7 R > F
BE S RE D~ AN T v A fgiat LT, MEyHHRMEERIIMET » P2 W TER Lz, HfaiRe L
T, 7 v MIBT LMER~OBAT, M- BRE 2R L, FBEEOIEEREWI IS 1T 2 ATl
ROBE~OS et Lz, S 6, Mot/ E'NeEH A — N7V 427 F77 4 —%F v b T
mEt L7c, R EMEL OGS OE 2, ~ v A0 T v b PR TE b OIig &k ONT S9 iy
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26.1 fE TV TF R T A
AW Tinvitro TEME L7z, OB Z, 7> bomsE, R, #E, RO, Yo
K OFFfigr Nz & b oI sE & QYR 2 VW Cinvivo TiTo 72, 7 R U o7 o LIRSS & O A
TERZBH N T 2720 0REBRE, B BRI FERLOFI 7 a Y — 5% Tinvitro T3Eji L
oo 7RV T Z2ORBYOPRMIEE L &AL T >~ &V THAE L 72,

7 h U T T o OIERRREE RIS & LT, W< 2220 GLP &% E (DRF) Rk, GLP A
DOBEFEERER, 7 v NROT VX &2 FW AR A BRI NS T > N RO L E V6 %
AMKEO9 » A E CoRGHIMOKER G BRA FEhi Uiz, 7 v M5 6 » ARNKERE K
OHIUZEIT 2 9 » AHRKERGEERRICISW T, JEEmitE (RE /a7 ) v G/ mErn>
U M) Oz T>72. 7 MU T VIR TEBRKEGRE THLR FTRGICE VR L, 7k
VT 0D%A NA Y/ rEAA VEAFEEMZ invitro (B M) 7 w4 KO LIZET
% DRERER TR L7z, £/, 7 U U7 U3 Bl ER 2 /Rr 3 AMREEIC DWW T, & h&afmT >
T AIZEY invitro T, VTN TREHRGEHZOMIETY A NI A VEEZRETHZL12XD in
vivo TaHili L7=, GLP & @ DRF B NT T v b (ZIERER OWIHIIE £, It - JRIEF AN NS
HAERT R AR ORAEICET 28 E) KOUHF (I8 - BRBAEICET 288 2 Vi EEAR
ARFEFE A T AR 2 FE M U 7o, S AVJRUPERR R A R R LRI R A E R 3 (ICH) M3 (R2)  TEFEM,
O B R EIER K OBEIRGEATR S D 72 D O IR Z BB O FZ I DWW T DT A X A (ZHS
WCBR%A L7z, Sprague Dawley 7 » MZIIT 2 2 F#E G N ARMRRE T L7, 7=, CD-1+
U AR D 2ERBE G R AFERBROAEITH TH Y | RS TIRE, RS EA T 5T
ETHD, FICHEELIHLGEE2RE, 2D OIMHERL EMERTRIT ICHM3 (R2) OFANZES
X GLP HA X v A>T, RRFW IR (OECD) MEAECHEM L7, B UIZE0—ix
FDA A R T A [FRRGEIRGABRD GLP, HIFRHHAISE, Title 21 Part58) (X OECD 7 X A K7
A O GLP DJFRNCHE > THEE L7z,

2.6.1.2 SEXH—E
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2.6.2 FEIRFER O

TRV F T RN

BE—%K

B . HZE 2
W5 - HEE #IE A A
ALN-51547 revusiran drug substance J 3K revusiran
ALN-65492 vutrisiran drug substance JFHET N T~
ALN-TTRSC revusiran drug product containing revusiran, AD-51547
ALN-51547
ALN-TTRSC02 vutrisiran drug product containing TRV T
ALN-65492
ASGPR asialoglycoprotein receptor 7T v A ER AR
ATTR (amyloidosis) transthyretin-mediated (amyloidosis) | N7 > A A LF R (7 ImA
R— %)
Cos7 cell line derived from kidney tissue 77U 72 KU YU A Rk
of an African green monkey
CTD Common Technical Document AF T =) s RXa Ay
8
CTD Comparative Toxicogenomics —
Database
dbSNP Database of Single Nucleotide —WRET —F X—2
Polymorphisms
EDso effective dose for 50% of maximal 50%F % &
effect
GalNAc N-acetylgalactosamine N-7FNITZ 7 FY I
GLP Good Laboratory Practice =3 DM BE T 5 FERE IR
Bk 0> S D K 1E
GTEx Genome-Tissue Expression database; | i&fn MBI T — & X— X ;
a public resource of gene level #J 1000 NDOfEH R —BIUE L
expression from 54 healthy tissue 72 54 FRIE O I 1T 5 BAn -
types collected from approximately | BlE& DA HLT —F N—2
1000 individuals (https://gtexportal.org/home/)
(https://gtexportal.org/home/)
Hep3B human hepatoma derived cell line b Pk 3B
Hep3B
HepG2 human hepatoma derived cell line b MiPEAMak G2
HepG2
hERG human ether-a-go-go related gene t b ether-a-go-go BE B AT
ICso concentration for 50% of maximal 50% PH 2= 5
inhibition
kDa kilodalton —
mRNA messenger RNA A vt V¥ —RNA
NCBI National Center for Biotechnology KENZAY T FEEHRE 2 —
Information
NGS Next Generation (clonal array) —
Sequencing
PK pharmacokinetic(s) F e
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2.6.2 FEIRFER O

TRV F T RN

BE—8 (@)
o %
s - HFE e e

RefSeq Reference Sequence ZHES| (7 —F X—2X)

RISC RNA-induced silencing complex RNA BEY A Lo v THEAER

RNAI RNA interference RNA T

RNA-Seq RNA sequencing RNA v —7 =7 RNA ik
B A DR E

RT-qPCR quantitative reverse transcription E R ERFAR Y A T — B

polymerase chain reaction B

siRNA small interfering RNA K55+ RNA

SNP single nucleotide polymorphism — WA

SNV single nucleotide variation —HHEANY T b

T4 thyroxine FrF v

TK toxicokinetic(s) T afxxs g7 A

Tm melting temperature R AR L

TPM transcripts per million BETECHELY LT D
WU — NECTHIE L7 iR 545

TTR transthyretin FNT AL LF

USP United States Pharmacopeia KEFERH

UTR untranslated region FEFHRR ek

V30OM Val30Met, valine to methionine Val30Met ( (B b F T AW A1 L

substitution at position 30 FrD) TIWEI0NMDOANY R

AF A=A B LT BR A
5)
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2.6.2 FEHEABR OB L TRUYTUF R T A

262 EREFHBROBEX

2.6.2.1 EX?)

ThITTF R TA (BT, TRV T LRET D) BIUHTOIFBRRBRHRE T
I% ALN-65492, AD-65492 X% ALN-TTRSCO02 & $ & LT\ 5) 1E, BAIZEBIT D F T A%A
LF v (TTR) BI7 IvAf F—=3 R (ATTR 7 20 A R—3R) DIEEDTZHIZBAZET D TIR A
Y% —RNA (mRNA) BEZEROICHD SE S, RNA T (RNAD) REEO R FERAITH
Do

TTR IR ENEERZAEETH Y, FICHMIECEASIL, B4 I A OFERBE L L CHEE
L., FrXTr (T4) OF FEMMELE LTHET S 12, TTR BIEFOBMEHERIZLY, ZONE
B AVABENRZE - BEEL, TO%I AT+ — /L REN., T I ML L CHET 5,
ATTR 7 2 v A R—y A%, BRI TTR KOBARI TTR O 5 H7eb 7 I a4 RO S EE
FRAE COERMAFUE L, RO RPHL E ) RN, EE R L O E R Y =2 —
g RF— WNTLHEEZ b7 b3, 7 FU T ik, FlcB W CERA TTR LK OV AR TTR
mRNA D7 DY ERH | 2 AR & 95 AR F 4 RNA (siRNA) ThHh Y, MfyFH TTR, 772
bHRENE (7IaA4 FEK) ZAREREORLZ -6,

7 KU T O mRNA BERRALIE, & REOI =27 4% (LR, [0 ) ORFTIE 100%P%
FENTWDEN, FolEEHEOUYXTERELD-0, 7 MU T i3 N RO L CHREEE 4
T, T o WL OB TR 2 R S 20,

FEERARFEH B TIx, MR T > ' A ZH W invitro 3B, INZ ATTR 7 I 174 R—3 AEHET
—RINZROENDT R R IONDNY VIR AT A= B LTS G AR (VIOM) 26T 5
b N TTRV3OM ZERAEKEZRBT L T LAV 2= <D A Ty b, UHEEROY L E W in
vivo RERIZEBWT, 7 MU 7 v OFIEMAZFME L7z, AR L7252, 7 R v Z 4381
TTR L VIR FAEREMEZRT, T oL O U % L IR AR EZ /R S 72072 SEEEITT
SHWEE DU FTIIRO bW EE X vz, EEE. 7 v M- HEREEERR, WO
27 v RO X5 W 34E - AEEERBRICBN T, 7 R U7 TN T hoEREIC sy
THFEIEME A RSN R STz, ISR AT Z W7 F I 0D T A
T2 arToBALRY (FT7 VAT 27y a VRIROIFIETTO) HHEIVIART w112
BT, WEPE TTR mRNA OFRBUTREKRFINCHHEI S, FT AT 2739 /12K 5 50%HE
B (ICs) 1% 0.21 nmol/L, HHEYIAAZIZ K D ICso 1% 3.63 nmol/L Toh -7z,

In silico B O in vitro iRERIZFB T, 7 b U 27 0 siRNA HFEACS D TTR mRNA (2% 2 K5
PEEFHE L7z, 7 N Y T 2@ siRNA HRESIIE, TTR a1 RO A v % —47 > N O M E
RIRED 1000 (58 E T, A7 ¥ —Fy MEMBE GO ERNGZRE 2oz, I HIT,
NAFA T H<T 4 7 AN ONRNA v —27 =27 (RNA-Seq) (2L - ClRIES =47
B—27 s MEREE T O BRI IERRD B o Tz,

t R TTRV3OM BRI E R T H R T A 2=y VT AR OV E N7 N 50
B FHEIZE D Mg TTR (385 KA ORHrc i L, 50%A2h& (EDso) 1%

1 mg/kg RifHTHY ., 3mgkg D7 VU T U OHEIEH T 95%HOIMIEH TTR O 035890 5
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2.6.2 FEHEBR OB E L TRV TF R T A
Nice 7RV 70O 1 BIOKEKR FHRGIZED, YL TiE 1 mgkg OKES & TIMiE+H TTR O
P 5B P R 22 I D3R ST, v E VLR R R ONIE 2 TR G- & S 3Ep@hke (PK)
/IR OSBRI I TR L2 b TTR 7 A HEIREIX. 7 Y v T v R G RICEFEL
T, TNEI, K I5%K N I0%EBEDW D Z R LT-, X5, Yz fviz GLP @A 13 #HE L,
9 % H WIS E G- mtE A BR CREE L 72 Mg TTR 72 A I REX, 7 N v T ORE#HR G2

D, R—=RZT A PEEEITR L THROK 98%D LIk 91 TTR RS D Rife ) 72l 2 x L=,

TTR EE DAL D B4 2 A RO T4 ~D B % 14 % B HR R 2 YL CTHEME L
7oo P MW GLP @A 13 B KLY » HHRKERG#HERBRICIWT, 7 M) o7 U ORIE
BHIZXY, 7T TSN LEIRIEBEEN, 2D MERMKTOEZ I A (K
89%) MONT4 (Fek 48%) DRI B35 Lz, B4 I A RO T4 OFRHGER 72280 7378
D LN B 00 5T, BWITIRBEAMRA, HEEER &K OIR O EES IR EIC B W CER
ThH V., FRIRE T EBEOMBEZAEHE b R TH - 72,

FLERNET NY T U OHEIE TG X 50 R & OWERERIS x5 GLP &2 2k
FHRBRIZ IV T, DI R R ORPFIREZRRERE~ DB IR LT, R ERIL 300 mgkg (R
PR 5-8) LR EHIB S, ARRRSERDREM L. VLA F e GLP A 13 ] (A 1l 4
E#h) KOV9 » A (A 1EL 11 [E#RE) RKERGEERBRICRE W CER S vz, BB L72nT
NOBHGEIZBWNTHT M U7 O GBI L 7= IEiR o by, Wiakiho g
#3300 mgkg GRER L7ommG8) LB,

2.6.2.2 A EZRMFT+HER

Bhh a2 BART BB E LT, MY v A 2N invitro 3Bk, WONZE ~ TTR V30M k5 > A
Vx=vy 7~ A, Sprague Dawley 7 v F (LLF, [Z v ) ) | Hra:x(NZW)SPF 7 ¥ Kk /L%
FAWT= invivo iR A2 Eii L7z, 7 v M 2RV AEREENERR GUBRE S [TTRSC02-DSM15-
028])) . WNZT v NERTH X &2 HA - ABAEFERR (Fnzth, {BREs
[TTRSC02-GLP16-013]% O ER % S [TTRSC02-GLP16-012]) (28T, W OEmfEICB W\ T
T RY VT TR A R S W ERER S ([2.6.61E [EHMERBOBME S 28) 7
N> T DN BT RO B AR 2.622-1 ITRT,

Alnylam Japan #£=21t confidential 5



2.6.2 FEHEABR OB L TRUYTUF R T A

#£ 2622-1 TRV VIO HEEMT IR
Study Number
Method (Tabulated
Species of Duration Doses Summary)
and Strain | Admin. | of Dosing (mg/kg?) Type of Study CTD Location
Hep3B Invitro | N/A N/A Identification of | BIO12032
cells; ALN-51547 (3% 2.6.3-2)
primary CTD: 4.2.1.1-1
monkey
and human
hepatocytes
Hep3B In vitro | N/A N/A Identification of | BIO16007
cells; ALN-65492 (3% 2.6.3-2)
primary CTD: 4.2.1.1-2
monkey
hepatocytes
N/A In silico | N/A N/A Analysis of BI012028
human T7R for | (£ 2.6.3-2)
polymorphism CTD: 4.2.1.1-3
variations 1n
support of ALN-
51547
Cos7 cells | Invitro | N/A N/A ALN-51547 in BI0O13029
vitro activity: (3 2.6.3-2)
Analysis of wt CTD: 4.2.1.1-4
and mutant 77R
allele
suppression
Human SC Single ALN-65492: PD evaluation BIO16003
TTR V30M dose 1,2.5 (serum TTR) (3% 2.6.3-2)
transgenic after a single SC | CTD: 4.2.1.1-5
mouse injection in mice
Human SC 12 weeks | ALN-65492: PD evaluation BIO16004
TTR V30M (@Mx4) [ 03,1,3 (serum TTR) (3% 2.6.3-2)
transgenic after multiple SC | CTD: 4.2.1.1-6
mouse injections in
mice
Sprague SC 12 weeks | Vutrisiran: PD evaluation TTRSC02-DSM15-
Dawley rat (gMx4) 0 (0.9% NaCl), 40, 120 (serum TTR) in a | 028 (Subreport
repeat-dose BIO15038)
range-finding (3% 2.6.3-2)
toxicity study in | CTD: 4.2.3.2-1
male rats®
Sprague SC Premating | Vutrisiran: PD evaluation TTRSC02-GLP16-
Dawley rat to GD 17 | PM (qwx3): (serum TTR) ina | 013 (Subreport
0 (0.9% NaCl), 15, 50, repeat-dose BIO16032)
150; range-finding (% 2.6.3-2)
GD 6-17 (qd): toxicity and TK | CTD: 4.2.3.5.1-1
0(0.9% NaCl), 3, 10,30 | Study in female
AD-59206: rats”
PM (gqwx3) and GD 6,
12, 17 (qd): 30

Alnylam Japan £ 4t
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2.6.2 FEIRFER O

TRV F T RN

#£ 2622-1 T HRIVFTUOMHEBMTIRB (BEX)
Study Number
Method (Tabulated
Species and of Duration Doses Summary)
Strain Admin. | of Dosing (mg/kg?) Type of Study CTD Location
Hra:(NZW) | SC GD 7-19 | Vutrisiran: PD evaluation TTRSCO02-GLP16-
SPF rabbit 0 (0.9% NaCl), 3, 10,30 | (hepatic T7TR)ina | 012 (Subreport
repeat-dose range- | BIO16021)
finding (3% 2.6.3-2)
developmental CTD: 4.2.3.5.2-3
toxicity and TK
study in female
rabbitsP¢
Cynomolgus | SC upto20 | ALN-65492: PD evaluation BIO16005
monkey weeks 0.3, 1 (single dose); (serum TTR) after | (5% 2.6.3-2)
1,3 (qQMx4); SC injection CTD: 4.2.1.1-7
0.3, 0.6 (qMx6); 1 (various dosing
(qMx1) followed by 0.3 | regimens) ina
(QMx5) PK/PD study in
monkeys
Cynomolgus | SC, 1V, |[upto 13 Vutrisiran: PD evaluation TTRSC02-DSM15-
monkey M4 weeks 10 (IV); (plasma TTR) ina | 035 (Subreport
0.3, 1, 3, 30 (SC, single PK/PD study in BIO16006)
dose); monkeys (3 2.6.3-2)
0.3, 1 (SC, gMx4); CTD: 4.2.2.2-2
1 (IM, single dose)
Cynomolgus | SC 13 weeks | Vutrisiran: PD evaluation TTRSCO02-GLP15-
monkey (qQMx4) | 0(0.9% NaCl), 30, 100, | (serum TTR)ina | 025 (Subreport
300 13-week repeat- 3800240)
dose toxicity and (3% 2.6.3-2)
TK study witha | CTD: 4.2.3.2-6
12-week recovery
in monkeys®
Cynomolgus | SC 9 months | Vutrisiran: PD evaluation TTRSC02-GLP15-
monkey (gMx11) | 0(0.9% NaCl), 30, 100, | (serum TTR)ina | 039 (Subreport
300 9-month repeat- 3800274)
dose toxicity and | (5% 2.6.3-2)
TK study in CTD: 4.2.3.2-7
monkeys®

BFE © Admin. =5 ; AD-59206=~ 7 2 /T » b CHEIIEM AR revusitan X7 b Y T O a s — b 5 ALN-51547=J53
revusiran ; Cos7=7 7 Y 7 X R U P L HRANaM ; GD=1THRMH% A 4L ; GLP=[E3EM DL VIR 5 FEER IR 3B oD F2hin o> HLHE |
Hep3B=t hFE@AIAIAK 3B ; M= ; IV=FARA ; NaCl=Hi{tF F U U A NA=i%4H T ; NZW=New Zealand White ; PD
=34))%  PK=3WERE ; PM=7THKCAT ; qd=1 H 18] ; gM=H 18] ; qw=3 1 [A] ; SC=F T ; SPF=4FERFAEREGD ; TK=
Feya% kT 47 A ; TTIR= T AV A LF 2 ; V3OM=Val30Met ( (& b T VAP A LF D) 73 JEE30MDONRY R
AFF =V CERLUIDBETER)  wi=EEM

7N T T, FEERRBRMEEICRB VT, AD-65492, ALN-65492 3% ALN-TTRSCO02 & $#E5E L T\ %, ALN-51547 (%, 3
EEARFRBR I S IRV C, AD-51547, ALN-TTRSC /¥ revusiran & H i LTV 5,

BHCTRERDORWES,

FERIL 2.6.6 TH [FEMERHRBROME L) TEEL TS,

GLP i 5385k,

FANE B DN Tk, FEEEH & REI L 7205 72,

o 6o o ®
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2.6.2 FEHEABR OB L TRUYTUF R T A

2.6.2.2.1 In vitro ZEIBHER

2.6.2.2.1.1 T kTS siRNA DEEE
(CTD: 4.2.1.1-1, [BIO12032])

7~ U T D ALN-65492 K OHHAEHIT, BRIZR DR L CHEDRPHAL NS TN D
ALN-51547 OERAFNEF—TH D, Z OHEIERLHID TTR mRNA F#EEFALIE YL L O R TlX
100%R7F SN TWDER, FomBELON Y XFTIEERR D, Z0kd, 7703 BRIV
(CRWTHEBEME 2R 325, (T o WA OV D 330 TIEEETENE 278 S 720,

T ABHD 3K 3 DI N-T 2 F AT 7 b Y2 (GalNAe) U Ty REHLAHRA L7 116
FEAED siRNA %, b MAFEMIEE 3B (Hep3B) #ifE M OWICEE = VITAIIE GRERE =
[BIO16007]) ([ZENENRNT AT =27 ar L, inviro & EEFHEiLZ, NG RAT7 =7 a v
L 72 siRNA X9 T, ALN-51547 L$EIFSNEIE U203, in vivo 1238\ T TTR JMER % XL 0 5@
b U7e ZARBHE RET D 72O L FERT (R 28725, ZARBHIZOWT, I BIT, invitro 3B
THMEEE VTR GRERE 5 BIO16007 ; 2.6.2.2.1. 2 THEM) | W ONZ invivo RBRCE b TTR
V3OM b7 AV =y 7~ A GREREE BIO16003 : 2.6.2.2.2.1 T, RERE 5 BIO16004 :
262222 A KOV GRERE S BIO16005 : 2.6.2.2.2.3 THEM) % HW\ T TTR WA x4 2
REMSHEZ G L, R S/ ALN-65492 % RiE L7z,

2.6.2.21.2 VREEYILVIFEETOI LSS DESE
(CTD: 4.2.1.1-2, [BIO16007])

ALN-65492 O in vitro &% . Lipofectamine™ RNAIMAX kT > A7 =7 v a i3 (Invitrogen
) ZHWE N AT 27 a T v A KON D ALN-65492 O H LY AL (KT &
Tx 7T a R L) 7oAk, gMREEE Y VPR CRME L7, 24 BRI % 2 X— b
RICHIPZ IR L, EEPIRGEEFER Y 2 7 —BHl#HL (RT-gPCR) (2L Y TTR mRNA £/
BRE L, NTU AT =73 arT A Tid, TTR mRNA &IFFEMEXHIRO siRNA THUEE L 724

WZxf U CHERE (L L7223, BHEVIAZRT v & A TiL, TTR mRNA 8137 — 7l s L CREHE
b L7, PMREEE AN Z AW R T2 722 a T vieA ROHBRYIALT v AT

BT, WIEPE TTR mRNA & (13RERFANZIH S 71, ALN-65492 O ICso 1X, £4LE71, 021 K&
Y 3.63 nmol/L TH -7z,

2.6.2.2.1.3 ALN-65492 MIZEMEL IRIZ B 1+ 2 BIEFERHEEDEN
(CTD: 4.2.1.1-3, [BIO12028])

RNAi DNEHFFRAICHER T2 Z L 2B ET D L. TTR Z1EH L T 25 siRNA O7 » Fr v A &
Z OFER) mRNA LA O—HE DR A3, RNAI OIFPEDIK T UITERIC D72 2N D aTHEMEN B 5
4, SIRNA FEAJEINLIC AR AT D iU 7o b (SNV) 13, (&S8R L RIFT A RErE N &
0. FEEO RN HERAE R OMENIZEB O T SNV BB SN TS HEA, ZOREIIHMIEI NS A

MRS D, 7 MU T 0%, SEEZHIBE L ORI 52725 ATTR 7 2 v A R— A B
IR T D EEZBER L TWD T, insilico flHT % FEHi L ALN-65492 @ siRNA FERYEIAL I8k 2 7
Alnylam Japan #£=21t confidential 8




2.6.2 FEHEABR OB L TRUYTUF R T A
TE9 DESNEBIEIZ OV THENT L 7=, AMENTIE ALN-51547 (2xF L C3E3 L, 1000 Genome SNP
discovery project CKENZAEY) T 7wt ¥ — (NCBI —HEZM T — & X—2Z [dbSNP] |
https://www.ncbi.nlm.nih.gov/projects/SNP/ Z ) D—Eg & L TR NFE 2 VN TERERERAL 4238k 53 fi#
Prai, ToRsE, #HEEME 0.0005 T2 —FHOHE— SNV 23FAE SNz, [FE I 7z SNV 1
SIRNA O7 T o ZHD 3 Kt < ITALE L, ZOAR—HUE siRNA OFFEM K O R R
LaWeEZ b,

2.6.22.1.4 FERELEERD TTR 7 LILAT REAEROHERINF OENT
(CTD: 4.2.1.1-4, [BIO13029])

TTR O 7 I 1A RERMEZERERIL, TTR = — RN OREDONLEICH D SNV ITEKF L, Bl
EETIZ 120D 7 I v A FEMMEZERENREEIANLTND S, TIRBIETFOT I v A NERNEE
Fx, TTIR ZAEE DN EARBR O R E, TTR 72 A FE O~ BK K OB ER~Ofif#E, I ON
HNZI A7 4 — L LT E I ERMMRICZ EBR KR OT I 01 REEOLEEZ L6790 T3
0 A RILEDIT SRR TTR L O AER TTR Ol % & 74, FEMORGE & o2 b ok
N ERAEEZE 72 57 6789, ALN-65492 FiAIi%, TTR {10 3 FEFIFREK (UTR) %1%
WET 5, O, BAERMLEBERAOT LT a 25K 5 O TTR #1513 B % A DR T
B SEDLZENIFFSND, ALN-51547 TRkl L 72 ASMZ, B TTR Mo OV— R 70 0 I 28 B
B TTR\ZKT DR RN RE KR OHENRZFHMET 27 N U 7 > OBIMOFEHTIL IR L TR A3,
— B RIRE S AL TTR V3OM, 7 X JBR 60 LD R LA =BT 7 = ~DOERIK

(T60A) . 7 JEBITANORY b TFa s v ~OERIK (S77Y) . T JBITAO' D )
b7z T I= /m@/’%@ﬁi (S77F) NOT R VR 122 WD inh A Y aA v ~DOERK

(Vi122) (ZnZi. GI48A, A238G, C290A, C290T KN G424A DX 7 L AT RER) |[Zx&
$2 TTR ® S FEEE OB EA L WAERI O T L L~T a 25 KI2%F LT in vitro iRBR 21TV, ALN-51547
O [FERDIMHNEMEDGR D BTz,

26.22.2 In vivo ZEEREAER

2.6.2.2.2.1 ERTTRV3OM b3V R D=y IR EAN-BEEEREEEHAR
(CTD: 4.2.1.1-5, [BIO16003])

t R TTRV3OM ZBHRAEA R T H R T oAV =y V<=7 A& FV, [iET TTR 7= A FUVE L E %
WELT, 7 MV T7 v oiEEZFHMELE (X 2.622-1) o 1 KO25mgkg D7 kU T OHRA|
BCFREIZX D | TTR 7 A BHEIRE OR G- BAFRI 2D (22, BARE T 76% K% O 97%D
TTR EERE DY) 2338 Hivfz, TTR 7oA FVE IR E O LR850 FEGEAY 5> AT T
RMAEHER CThHHE 84 H H £ CTITMmIEF TTR BEIZN— R T A REITK L TH 20% D03
F Tlhx 2B LT,
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2.6.2 FEIRFER O TRITTUF R TN
X 2.6.2.2-1 ENTTRV3IOM R VAV 2= 7T RERWET M) VT DOHEEBIRE TH#E5%
DOmMEF TTR 7= A BEEBEOHR

iE : TTR=h 7 A% A LF 2 ; V3OM=Val30Met ( (& h FT AP A LF D] T JFEI0OMLONY BN AT F = | iEHR
LIz l\arER) |

ERTIRVIOM F TV AV =y <A (FHEn=4) |21 K 25mghkg D7 Y T 2RI FHR5%, TIR 7-A AERE
ZRE L7, TTR A BEREORA, 50, 3. 7. 10, 14, 21, 28, 35, 42, 56, 70 X' 84 H HOLERNZHIE L1z, &
B HEREL L 72 g H o> TTR 72 A BB R L (IR RE G u i A TIEIE IS LV IE L, 22 o8 o 5-aiig 7z A 3B R
BEloet L CHERE(L LTz, BT —FBRA 2 M, 2EOT w2 A1 LD 4 IEOEW OREFELAE OB 5B 63 5 Mg+ TTR JEE D
WA RE PR LR,

HBL ;35 5 BIO16003 O Figure 1 ZthZE,

26.22.22 ERTIRV3OM b3V R D=y I IR ERAN-REBRGEERAR
(CTD: 4.2.1.1-6, [BIO16004])

ERNTIRV3OM R 7 AV 2= 7T AIZ03, 1 KO3mgkg D7 MU Z %A 11, 48]
B F#eG- LifniEs TTR A BEREZRIE Lz (X 2.622-2) , 7 R ¥ Z 0%, 03, 1 KO
3mgkg % H 1 EIOFRGH% 7~14 HIZ, X—RA T A VREIZH LT, ZEIUK 25~38%, 64~
73% M O 88~98% D ML H TTR 7= A HEIRE DI KD % Lz, K 262221279 K912,
TRV T 0, KA L EOES%, MET TTR 7ZAFEREO— B LIk KEHRD RE R L,
ZDHOAFEGANCFROEEENELZ R L, T X TOHRGEICBW TREEGZ IS EIE TR
DB, ARG 100 H £ TIZ 0.3 mgkg HGRETIIR—RAT A VIEEOK 15%., 1 mgkg %57
TIER—RAT A PREDK) 40%, 3 mg/kg %58 TR— 2T A LPREED 70%AM D TTR 2 E O
RrErLT,

Alnylam Japan #£=21t confidential 10



2.6.2 FEIRFER O TRITTUF R TN
X 2.6.2.2-2 ERTIRVIOM NG AV 2= < RABRAWEZT NI SO 1[EH, 4EK
THRECRITA2MES TTR /- A BEIEEOH#HE

W58 : qM=H 1[8] ; TIR= k7 > AV A LF > ; VAOM=Val30Met ( (E h T 2P A LF D] 7T JEE30ONMDONY VR AT
F=NCE LT ER)

ENTTRV3OM h T v AV x2=y 7<= A (FREn=4) (203, 1 KO 3mgkg D7 MU T %7 1A, 40 (#5 0, 28, 56 &
N84 HE) RTHE L, TTRIZAHEREZNE Lz, TIR 7ZABHEREORAIZ, #5450, 2, 7. 14, 21, 28, 35, 42, 49,
56. 63, 70, 84, 91, 98 KUr185 H HIZ (&5 RITHKERNT) WE L7z, SEMHOEE L 72 M T 0> TTR 72 A BB IR L 1384
FEATIERAETNEEIC L VRE L, ERZNOBOR GG 7z VERE IS U TR L., &7 —2 KA v ME, 2[H
DT A XD 4 IO OREEIIE OB 5-HIE I3 2 MIE T TTR $EE ORI R+ FHEEFHEZ 7T,

Higlh : 3B BI016004,

2.6.2.2.2.3 YL ZRAWERRUVRER S EKBHER
(CTD: 4.2.1.1-7, [BIO16005])
(CTD: 4.2.2.2-2, [TTRSC02-DSM15-035] %IJ#s BIO16006 7k5k)

Pz HNT, MET TIR ZAHEREZME LT, 7 M) U7 OFREERZ3HE L7z GRUER
%5 BIO16005 ; [X] 2.6.2.2-3 KON 2.6.2.24) , Bz 7 b v Z 2%, (1) 03 KO0 1 mgkg T
HiE R TH G, (2) 1 KO3 mgkg TH LA, 4TRSS, (3) 03 %100.6 mgkg TH 1[E] 6
B N5, WONT (4) 1 mgkg CHLUEIEZ T#54%, 03 mgkg TH 1[E], 5EKZ FGO#E 1Y
AU TR LT,

03 LW 1mgkg D7 hU > Z7 OHEIEGIZED, #5144 21~28 HE TIZMiFH TTR A HE
REIX, 2N, BRK 60%K% DY 95% DL a2 R LTz, 1 KO 3mgkg D7 R F D
A 1AL TIE, X—AT A VPREIZH L THRK 95%E D TTR 72 A BEIRE O 2R LTz, A
PG00 HK 21 B E CTICRIREICE L., ZO%OEZ X0 BIREHEE THD MR S -, TTR
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2.6.2 FEHEABR OB L TRUYTUF R T A
DOWATFHHTHY, 3mgkg DT ~U T LHEELT Imgkg # A 1 [BIFEG Lz iR<—2 7
A VBREAORIEN RN T, BHEERESTIE, 03 XN 1mgkg D7 b T O 5% 84~119 A
T, ZNEI, N—RA T A REIZXH LT TTR A 10%A0 & O 40% D803 F CRIfE L

72o 1mghkg D7 MU T DA 1 EOHEETIE, RiEEE#% 204 HE TIIN—RA T A RIS
L CREREENRD v, 3mgkg DA 1 EIOFEGTIE, Ri&EhH% 288 H REHIEH) TH
7% TTR BE DR RD v, 6 » AMOEG LU A Tk, BEHG 1~2 » AIZBWT 75
~90%D IfILiF 1 TTR I D RO 3580 b v, HEGHE T BB SN, €Ok, Kk
#54% 64 H £ TORIEICIBNTN—R T A RIS LT 56~76%A £ TR ROF/AY 720
EHRRD BT,

X 2.6.2.2-3 YA NZT M) UF o OBEBIROA 10, 4 ERTHRECBTAMES TTR B
Eo##E

W78 : qM=H 1 [\ ; TTR= s T > AV A LF >,

P (FHEn=3) 127 MUV T % (@) 03 KON mgkg THEL WONZ (b) 1 &3 mgkg TH 1[E, 4B (50, 28, 56 KT}
84 HE) K F#L L, MmiEH TTR 7= A HEREOWD 2 JE Lz, TTR 7oA BEIREORANE, B A aEW g lEEE v

T, WAL 119 HE TR Rl B OFMKELG% 288 HE TOIE I E R CHIE Uiz, K80 HE-ELL 72 MigH TTR 72 A
FUEREX, TN N0 OBESRTMTE 72 A PV IREE S8 LTS L Lz, &5 —&RA v b, HEBERTIC 2 [, i+

TTR Z P& L, FGREOREFHHRE 2 MigH TTR JEE O 2R £ IR U 2 % 7R L=,

i - 3ERE S BIO16005,
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2.6.2 FEHEABR OB L TRUYTUF R T A
X 2.6.22-4 YAERANWETRNITVIUD6 v ABKER THREICBIT2MEF TTR A BE
BEOHR

WeiE : gM=H 1| ; TTR= F T AY A LF >,

P (FKHEn=4) TRV T % (@) 03 KN0.6mgkeg TH LEL, 6 (5 0, 28, 56, 84, 112 KT 140 H H), WO (b)
I mg/kg CHIE ($¢5-0 AH) K T#5%. 03mgke TH 1E], 5E (&5 28, 56, 84, 112 L0140 HA) K FH#5 L, miFH
TTR 72 A EEREOW/D 2 JE Lz, TTR 72 A EEREOWM/D T, BEREEREWAERELEEZ AT, 6B ORKES#% 64 A
FTOSESERELTHE Lz, £8170 LR LzmiEd TIR 72 A BEREZAE L, 2R Eno@ho B 5ainiE =i A
BREICH UL LT, &7 — 2R A v ME, BEBBARNC 2 B, fiE+ TIR Z281E L, $5-AiEORRERE IR 5 Mg
o TTR i B O+ RN R A2 R LTz,

Hig « 3B 5 BIO16005,

TTR 72 A EVEIREEIL, PKERIEIOFEER GURFE 5 TTRSC02-DSM15-035 D JIlif BIO16006
B, [2.6.4)8 EEPEREREBOME L) M) I8\ T, BT 57 NI &7 >0 HEIFR
W G#%, WONCHEI R ONERZ THRGEOMET THFME L7, 10mgkg D7 U T o DOH[HE
HRNE G KD | M TTR 72 A VB IR EE I3 RRK) 85% Db R4~ L, #4556 HH £ T,
wx?4y%ﬁmﬁbf®~%%@ﬁ9ﬁﬁﬁénkomﬁ¢ﬂmt FUERE OB 1T, 03~
30mglkg DFEHEDOT N 2T OHBEIR FEGIZE Y, MG TR b vz, BRI NG
THG 21~35 A BICRD b fEh TTR 72 A AR %V@mk@ﬁw+i FHRBITKEL TR
44~95%DHIFH T > 7o, WTNOBEIRZ FHREGHIZHW TS, MmEf TTR IRE TG 56 A H £
THEEITIRAT LTI 27~95%DD DR S vz, 1mgkg D7 hU > % H 1Al 4815 F#
B UTEBETIE, etk s (WG 99 H) £ 2 [T 90%E O MAEH TTR & D i KO 53
R B, 75% O M TIR REORA 3 H)E 5% 141 B £ TRkt L7z, ZoRBRTIEZ, 7k
V2T v OFEBEM DS A FR RN & G-HE, W ONZHE R OIE R N 5-21ETied biv, TTR DIl
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2.6.2 FEHEABR OB L TRUYTUF R T A
HERPIREE OV IL, BRI G2 KOS G ORcié etk T, 56 KU 57 B OBLER IR
W MERFE LT,

2.6.22.2.4 YL EZRAW-RERSSHRRICH 1T 5 R
(CTD: 4.2.3.2-6, [TTRSC02-GLP15-025] %I 3800240 #k5%)
(CTD: 4.2.3.2-7. [TTRSC02-GLP15-039] BI# 3800274 #tfR)
vz e 12 BRI OEIEHIR 2 5T GLP @4 13 B KER GEERBREA O FF o axxT ¢
7 A2 (TK) #r GAUBREE S TTRSC02-GLP15-025, [2.6.6]% [FHMRBROME ) M) 2B\ T,
7 MU T OIKEENEZ RN L7z, YV IR AR (0.9%5 6T Y U LTERK,
USP) . IFTONZ 30, 100 28300 mgkg D7 kU > 7 v (FBBEMERES 5 VC) 285 1, 29, 57 KON
85 HEIZE M5 LT,
2622-512H 615 K91, 30 mgkg A Exih U@ Cld, o IREE & el L ¢, i
HTTR SR OFfgE L7 03D bivlz, 6O TTR BE DR CEHE(LEIFN—RA T 1
R LT 38.7~99.0% D) 1, #5451 HHOEGEHOFEAOWERF THLNTHY | #&
H R ONRE AR (REIM o 84 AH £ T) . Rt L7,

X 2.622-5 VAEZHANWET NI VIO 13EB (A 10, 4E&E) KEEKTRECRT 1M
EH TTR REDOH#E

W&5% : TTIR= KT AP A LF o,
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2.6.2 FEPRRIBR O EE S TRV TF R DA
12 W OEEMM A ST 13 (A 1B, 4 B#RE) EEGBHERRICIBW T, v (ERER =9~ 10/ L OEEHH : n=3
~ARE) T MY YT RIS L, MiETR TIR 72 A BERE QWA ZE Liz, TIR 72A BERE ORI, BERREG aE%
FUEEZEHNT, #lEEEG% 169 A £ TOAERSIZBWTHIE Lz, £8P0 Mg+ TR 7-A BEIREIX., ThEhogiy
O GRTMIE 72 A BRI R U TERE L LTz, 57— RA v ME, MilEZ2 S8 72 Mg T TTR 72 A BB IR IE OB R
EHERFEAEE R, BOOKMIERS B Z27Rd, BROBORRITES 85 AR (EEMMBMAR) Ok b 2Rt

Hi#L ;3R B TTRSC02-GLP15-025 31 3800240 #5% O Figure 1 & OF Figure 2 % A4,

FERIC, vzl GLP @& 9 4 A MIRER 53R & O TK 5 (GRBRFE TTRSCO02-
GLP15-039 DRBII#s 3800274 3Bk, [2.6.6]5 [FEMERBROME L) ) 2B\ T, 7 V¥ 700
SEPRTEPE 2340 L 72, PV ICH B IR AR (0.9%E kT b Y o LK. USP) | W ONZ 30,
100 X TV300 mgkg D7~ U > T (BHEMERES 4 P0) 285 1, 29, 57, 85, 113, 141, 169,
197, 225, 253 J 8281 H BICHK F#5H- L7, 30 mg/kg L &2 #hH U7-8W) Clk, B PREE R O
NR—=2 T A PRI LT, Mg TTR IREOBHE 2L CEE(LEIIN—A T 1 REICK L
T 41.6~98.6% D) BHEHERES (55 HH) IZBWTRD LIV, TO%EL 281 HE
T, Fi L7,

2.6.2.3 Bl RA RS ER
Bk FISRFEERER L, MR T v A 22 in vitro FRER K OV L % N2 in vivo 3888 TR L
2o 7 RU VT U ORIRFEHRBO —EEE 2.6.23-1 1T77,

* 2.623-1 7 MU TUORIRBZEERER
Study Number
Method (Tabulated
Species and of Duration Doses Summary)
Strain Admin. of Dosing (mg/kg*) Type of Study CTD Location
HepG2 cells; | In vitro N/A N/A Off-target analysis of BI012037
Cos7 cells ALN-51547 (3 2.6.3-3)
CTD: 4.2.1.2-1
HepG2 cells; | In vitro N/A N/A Off-target analysis of NCS-20-00163
Hep3B cells ALN-65492 (3 2.6.3-3)
CTD: 4.2.1.2-2
N/A In silico N/A N/A Off-target analysis of NCS-21-00657
ALN-65492 (3% 2.6.3-3)
CTD:4.2.1.2-3
Hep3B cells In vitro N/A N/A RNA-sequencing screen | NCS-20-00098
for potential off-target (3% 2.6.3-3)
inhibition of ALN-65492 | CTD: 4.2.1.2-4
Cynomolgus | SC 13 weeks Vutrisiran: | PD evaluation (vitamin A | TTRSC02-GLP15-
monkey (qMx4) 0 (0.9% and T4) in a 13-week 025
NaCl), 30, | repeat-dose toxicity and | (5 2.6.3-3)
100, 300 TK study with a 12-week | CTD: 4.2.3.2-6
recovery in monkeys®
Cynomolgus SC 9 months Vutrisiran: | PD evaluation (vitamin A | TTRSC02-GLP15-
monkey (qQMx11) 0 (0.9% and T4) in a 9-month 039
NaCl), 30, | repeat-dose toxicity and | (3 2.6.3-3)
100,300 | TK study in monkeys® | CTD: 4.2.3.2-7
Alnylam Japan #£=21t confidential 15




262 FEEFABOBRE Y FTrIFF R T A
Bi3E : Admin =#¥5 ; ATN-51547=2E revusitan ; ATNGS40 =B | VT 2 ; CosT=TF 7 U H I KU F B EiEla ;
GLP=E# 4 0%EEic B4 5 iSO EZ/O BN ; Hep3B= & -THEIEE 3B ; HepGl= +THHEEE G2 ; NaCl=1#
{EFFU oL NA=EYNHT ; PD=812E gM=H L H ; SC=HKT ; d=FrF¥i  TE= rFaFRT 4 7 A,

TR T ok, JEEEREREEEICEOT, AD-65492, AIN-65402 Wi AIN-TTRSCO2 L $ T L Tvv5, ALN-51547 |4,
FERERBMEEICH VT, AD-51547, AIN-TTRSC ®id revusitan & HETEL TS,
a BIE&HOEVES.

b GLP &8
26231 In vitro BIRHZEEH B
262311 ALN-65492 MIEMEMIDOA 74 —45 v FMEB® in vitro &

(CTD: 4.2.1.2-1, [BIO12037])

— FEERE T »FEr AEDO U EE O —EEDFR—HIZ LY, siRNA OFEHEEEIES
ZEMFETHA N, ZORMICESE, ALN65492 OEREERF)IZ, TIREETFICL - THEEINL
5 mRNA LASA @ mRNA @ RNAi IZ L A L ERBSNDA 7 #—F » MEEEP T X 9 ICiRE S
NTVWD, siRNA BA 7 #—4 v MERZHENT 2EMHIE, “FEOBMEE (Tm) HRMEL &SV
HEEEZRL, A 757y MEROBEZRETHIEBERETFL LT HAEORNENETESENE
BElLEZLh TS,
ALN-65492 * [7] U siRNA HEEEFID ALN-51547 122 T, ZOEERFICHTHA7F—F v |
EHERETFESETSDIC, Aylam #HTHBELET AT L% BT insilico T 2 BT
oz, 25x100 RO T 7V A 2 FU FABHEMEBEE (Cos?) MIIZ S0ng DFAT7F—F v 7
FAI FBEWME 7277 3%, 10 nmol/L. @ ALN-18324 (ALN-51547 @ 5'FK gD 2 iF
HERIMLEBESRNA) 2B b7 A7 vavL, BV 7=F—ET7vEAIZEDAT
H—4y MERZEML, 7=, 96 V=7 L— FZ 2x104HIf/ 7 = A D & FFEHRE G2

(HepG2) ikl Z ff& L, 5 fmol/L~10 nmol/L MR T ALNS51547 & b T VA7 =7 a
L. RTqPCRIZLK WAREHEAT7 7 —4 y MERBREFEFMLL. SO T TxwT 47 A
EQinvitro &7 % —4 > FMEHEE (20094 4 A 24 BiZ# 7 v — F L7z FASTA Release 3412 |Z
X DRI 13, siRNA OT7 T AEHL 3HERMGOFTEERENZ2FT 5 MEETFRRNE
LERL (F 262328M) |, sRNAICLB TIROFA Z—5 v OB ET2ATOF7F—F
v MEMBRETETHOA 72 —57 v FORD L ORI 1000 FEOZENGED L, EHEFO
TIR (2T e RESNmER s i,

# 2.6.2.3-2 AD-18324 @ 19 HE o TERFICE-I< ALN51547 OF 7 F—4 v MMEMRETF

NCBI Accession Number Gene Mismatch Positions®
NM_0048102 GRAP?
NM_024949.5 WWC2
NM_0321412 NSRPI
NM_014615.1 KI1440182
NM_002738.5 PRKCBI
NM_018659.2 CYTLI
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26.2 BHEFABROME YL TV FF R A

NCBI Accession Number Gene Mismatch Positions®
XM_930072.3" LOC644191 e
NM_030816.4 ANKRDI3C I

BiiS : ADIB3M=AINS1547 LRI 9 BHETRAZEA, NTEFLHFZ M rEHESLTWEN FF A4S LF

% EAE S T RNA ; ALN-51547=[53§ revusiran ; ANERDIIC=T > % U U E— h AL EF/ & A0 HF 13C ; CYILI=

oA FAA BT ST H L GRAP2=HRHETREFS S S 237 H2 (GRBY) MET ¥ 78 —F -0 2 ; NCBI=%E

TS TEES T Y — NSRPI=BE 220 Y VAT IA 0 VM7 o232 ® 1 ; PRECBI=7 0 74 »»%+—+¥ Cpl ; FWC2

=WW and C2 domain containing 2,

NM 7 L7 . » 7 AIIEREH 7 mRNA 0 RefSeq 3HESTHY . XM 7 L7 1 » 7 AT TR EN 2 mRNA O RefSeq H¥HE 57

ThI,

a TEEHEMOMEE, 7Froer28o53FaicERffid L. bbb, M) i AINSIMT OF 7 E - 28O

FFEMFE 2 AT FiITEMA R TA,

b COEETFIESE, BRI F AT 7 — g VLB ORE, NCBIEEEF|F—F ~—R
(https:/fwww.nchinlm nih gov/imuccore) & Hllf# =i,

Higa B ES BIO12037,

262312 ALN-65492 @ in vitro 4 7 2 —4 v FHMERORHT
(CTD: 42.12-2, [NCS-20-00163])

HEO ALN51547T ORELFICRETATY L2 HWT, 201948 B 28 At ¥ v ra—FL
=t FEBBENT — 4 ~—R (RefSeq) %F|fH L T ALN-65492 DA 7 ¥ —%5 v MEWHBEFOHT
fli% 20194 8 BiZ{T -7, Alnylam #+TM% L 7= BruteForce] BEIZL~T, 2623 1.1 HOA 7
H—% v il (RBRE S BIO12037) THEIATWe BEEOA 74 —4 v MEdRET M,
FlicEESNT,

Alnylam #i2 X > T w7 F768h, 7RV 700377 —%y MEHREFETRT D
ICEHAENT WS BruteForce] BET AT XA, siRNA LA 72— v FMESESEHT7T=—1
V7R E O OFREEREREVIZY, RNA O TRETFRERMHEIZ R B 50/ 518
HEEALEZDIZWEWIFHBICE-SNWTWS, r— FiEloFREEdE L 18 EFREINEE
HEEHICTAAEENEINICEVWED B, o7 AT Y XATIE, oo FREIES Ltz
BEEL T— FEROTEERES A ELRELEOCEAZMIT, sRNAKEEZ A 7{LZ
IR TE, ZOTATY XATHE, RELEHTEEH L ¥ — (NCBI) O RefSeq 7 — <
—AIZEENSBEMOE b FTF U RZ VT b ARKTAEEDSH HTXTOEKIZH LT, &
AHROT »FE A AHOmMAZEIKE L, A=T7{EL, KEEZEFRERD T / LMEFHE
EFETHNCBIIZ, t MNERTFRUETOMREZEMZBET SV A FE#REREL T\5, NCBI
X, A= L BELET—FELMTE0TIEARL, T4AFATEICRL L, BEREENE
UEHT 5, Isilico BT TFR N4 75—5 v MEHBETER 262331277,

Invitro 7 v A CHEMT 5475 —45 v FEEHDE v L, Genotype-Tissue Expression
(GTEx) A&k RAMFERT — ¥ —A (»3—<7 3 8 ; http://gtexportal.org/home) # FL, 1 TPM
PlED#H v FAZ72RAEL THRTER T SBIETICIRE L, TOFER, Boi2Eds|mE—Eic
HESE, AINGCHAN OT »FE L AEHTHD A- B3V L - T SN S FEEOH D & AT
RTHRTS S BHROEEYRBESNTL, hsilico BT TTRH SN SsEREOA 77 —% > e
BEFIZOVT, ALN-65492 (2 & 5 mRNA b % in vitro BB CRIT L7, SEEBOA 77 —F >
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26.2 FHBE OB L ThIFSF RO

MEERETESY (o787 Fodr—E#edEY o=y b C (SDHC) . BIR% ¥ v 7
&Y Fa2=vr3 (NCBP3) , ¥4 27 U/ H (CCNH) , MEEM p24 gk Z 7B 773U —A
»23—8 (TMEDS) EUFPAS FAA SRV /blA=FF—F (PASK] ) %, TIRESY
FRBE LT, 1x107~10 nmol/T. DD AING492 5 T A7 a3 Li- Hep3B
UF HepG2 #fif THEHT L7z, ALN-65492 ~DIRE R DA 7 Z— 5~ [ mRNA OFEHRIHIL, RT-
gPCR AW THIE L,

Hep3B & UF HepG2 #ifAIZ ALN-65492 # F 5 A7 =¥ i3 %, TTRmRNA O hisA % —
Ay FORESRED LN (ICs i, FhFh, 0112 ZU0108 amollL) , —K, F7¥—4w |
EHREFEEWICOVWTIE, M LAREHBED 10 omol/L (25T H, mRNA OFEERE/DIT
o< bhiadol, vime BERIZLIHFETIE, 7o FE A RAEL insilico BETRIE S
117 mRNA BlOFEEREAFEROMNEICERA LT, FRICE W TRBE S 2B{EF O ALN-65492
k547249 FORBEANHIIRZY 5 2EEBENZ EBTFRENTE,

# 26233 Alnylam#ETHRELERETAT) XhizkoTREENEA 77 —4 > FMEHR

=F

NCBI Accession Number Gene Mismatch Positions®
NM_001035511.2 SDHC® e
NM 0011141183 NCBP3® ]
NM_001363539.1 CCNH? I
NM_213601.3 TMEDS ]
XM_011510834 1 PASK® ]
XM_011511983 1 C20rf38 ]
XM_024448760.1 CADM3 ]
NM_152910.6 DGKH I
NM_000494 .4 COL1741 I
XM_011510524.2 CHRND I
XM_0115094172 GJAS e
XM_011515343 3 HOXA3 I

Bi#® : Clorf38=chromosome 2 open reading frame 83 ; CADM3I=#iRaER 57 3 ; CCNH=¥%+ 7 U - H; CHRND=T E£F1 =l
YREERSY Ty b COLITAI=XVIBIa5—# > ol $ ; DGEH=YT - I En—n¥t—F g ; GIS=F v v 7H
FF A E ol HOXAI=FRAFHR » 7 AF 37 H Hox-A3 ; mRNA= 7 » £ -7+ —RNA ; NCBI=kErEHTSHFSEE
& — - NCBPi=EiF% v v 7RS¥ R ¥ 7 2= |3 ; PASE=PAS FAAS &/ ) . b lF=rF+—¥ ; SDHC
=anPETE Feft—FlEegEYr o=y b C; IMEDS=RRER p4 BEF P EF7 72 1 —A205—8 ; TIN=F A
T,

NM 7 L7 4 v 7 AJIEIEHR 7 mRNA @ RefSeq FEESTHY . XM 7 L7 o« v 7 RAEFREN 7= mRNA @ RefSeq SHEE 5
Thd.

a FREEENOMEIE, 7728053 FacESMT L. bbb, 1) (i AIN-65492 O T - FE - A#D
SEFEMR S AT FICERAER ST S,

b F7F—F v MERRETIESHIE, HeplB KT HepG2 iR % RV in vitro BB THITARNT L=

Hish : BUEE B NCS-20-00163,
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2.6.2 HEFABROME YL FThrVFF R A

262313 ALN-65492 A 74 —4"w MER®D in silico fig#r
(CTD: 42.12-3, [NCS-21-00657])

A7 82 —5y MERIZOWT, 1BIND in silico BT %1To7, 7RV Z 07 - FE A AED
A7 H =5y FEEMICBWTATETER L (HEBRES NCS-2000163, 262312 HSBM) &
FEEOFEE BT, ALN-65492 D& - A8 (A-131354) A7 57 —F v MEBRBEFESHOM
WORESEEZFML, S6ICT7rFr A#H (A-131359) DA 7% —%5 v MEROEM BAET %
fTofte 7RIV TF DA FALT =T 427 AL BFT7H—4 v MERAORETIZ,
GGGenome MET ATV XLZHAWT R AEHEVCT LV FE - ABEHOBBAICH L TITo, Z0
figtrix, 4/ L5 —# % v I [human spliced RNA, hg38pl2 TH =2 L'— b ZiL7- RefSeq (B4
Genome Reference Consortium Human Build 38 patch release 12 (GRCh38.p12] ) |, D3G21.01 (2021 4
1A) | #AVTERL, ¥vv72LoRA|EorEESEEsadraLr, £, dko
Alnylam # T3 L7- BruteForce] BE7 ATV XA E 202142 B9 BIZAFLIZE | RefSeq F
Gy AT VT b= ERAWTER LT, siDirect 205 Rt b TTR &5 NM_000371.4 % Fu 7= /%
AFALTHT 47 ABHE 202145 A6 BIZEM L, siRNAKREY —ATh 5D siDirect2 0
i, BN TS siRNA OPIZ7 B Y o5 o OEAEAERS T T2, siDirect2 0 %
BALix74—5 v MERORITIIIThAR o, 775 —5F v MEREBRETOFEICIT, A7
—H#~2—2 (GTEx R{ENCBI D F7 —#~<—2R) ¥ nICRBIARVRIEFT / 7—3 a3 V88T
TV, S 5IZEHEEEE 10 nmol/L. T Hep3B MIBRIZ ALN654N # FF A7 =7 3L, FF
ATz aE 24 BEICER L =%/ RNA @ RNA-Seq BT 21T -7 (BBRE S NCS-20-
00098, 2623 14IHSM) |,

72 in silico BREAT TIZ, ALN-65492 DWW DA 7 #—4 v ME@BREFHBEESNE
(& 26234FM) , sRNAIZL A4 74 —% v MEFRET mRNA OEEYETIC X 5 FEHRME
IZ2WTIiE, RNASeq ZHVWTHFHE L, EHICAEGTExT —#X—AZFH T, BEMRAOH
BOA7 5—4y MERRETFORBEERLTM L, “hb0EBMOA 7% —4 v MERORERO®

BRIZE Y, TIRESWIZHT 5 ALN-65492 O _EHOFEMAER INE,

¥ 26234 GGGenome i Alnylam #THMELEBET AT XAIZL > TRIEZ i/ ALN-
65492 OF 7 #—4' v FMEMRBRET

Off-Target of Sense or
NCBI Accession Number Gene Antisense Strand Mismatch Positions”
NE_002817.2 AQP7P] Antisense
NE_126055.1 THCATISS Antisense
NM_001318156.1 AQP7 Antisense
NM_ 0048104 GRAP? Antisense
NE._940094.2 LOoCi02724072 Antisense
XR 001744383.1 LOC107986652 Antisense
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262 KSR OPME L

T FT RYBA

# 26234 GGGenome X|I Alnylam f:CHMELERET AT LLZL > TREZ Lz ALN-
65492 DF 7 ¥ —5 y MEMRET (BE)
NCBI Accession Number Gene Off-Target of Sense or Mismatch Positions?
Antisense Strand
NR_110765.1 L3MBTL4-ASI Sense ]
NR_103482.1 LOCI0155945] | Sense e
NR_134624.1 LOCI05369595 | Sense e
NM_006822.3 RAB40B Sense ]
NM_018039.3 KDM4D Sense ]
NM_001130524.2 APIMI Sense e
NR._130764.2 NEAIN3 Sense e
NM_003756.3 EIF3H Sense e
NM_032427 4 MAML? Sense e
NM_001161630.1 KDMA4E Sense e
NM_017419.3 ASICS Sense e
NM_173528.4 CFAPI61 Sense e
NM_080671.3 KCNE4 Sense e
XR_9231992 LOC105373550 | Antisense ]
NM_015234.5 ADGRFS Sense ]
NR_110236.1 LOC10192837] | Sense I
XR_002959478 1 LOC112268438 | Sense ]
NM_001320042.1 ISCU Sense ]
NM_002338.5 LSAMP Sense ]
XM_0115114473 PRPF404 Sense ]
NM_000021 4 PSENI Sense ]

BiSE : ADGRFI=HE8 G ¥ Ay T EEF ; AINGMOI=EE7 h V2T ; APIMI=T ¥ 75—l # 0 BiES
1% 7a=y ml; AQPF=T ZTH 1) 2 T; AQPTPI=T # T »» T{SREETF 1 ; ASIC =BT R A - F x4
A=y 77 I V—RA =3 CFAPIGI—#ERUHEEME Y -7 K 161 ; EFF—HESSBFREETI $# 7==> }
H; GRAP=WRFTFZEERFSF 427 E2 (GRBY) BHET F 75 —F A0 H )  SCU=8R&E 7 7 2 5y —E58F ;
ECNE4=3 1 & LEBAEFEF v 3477 r SV —E#fitr 72— | 4 ; KDMD= 1) ¥ F A FF—+F 4D ; EDMYE=1 &
»F AFF—F 4E ; [IMBTL4-ASI=L3IMBTL4 (= #+ 5T »»FE A RNA 1 ; LOCI10155945] =tEFM > LOC1101559451 ;
LOCI01928371 =t @ LOCI01928371 ; LOCI0272407 2=t F M > LOC102724072 ; LOCIOS 369595 =t EFHD
LOC105369595 ; LOCI05373559=15T5 ¢ LOC105373359 ; LOCI07986652 =T H > LOC1079866352 ; LOCII2265438="1%
ETH o LOC112268438 ; LSAMP=F RN FEGEBL ¥ o 42 | ; MAMT 2=Mastermind BHEE 2 7 & F2— 5 —2 ; mRNA=#
Py —RNA ; NEAINI=Na'/K"-ATP 7—H#& ¥ - 7 | 3 ; NCBI=Er 49T 5EEE o #— ; PRPF404=mRNA
Bk & 2 YET 40 HAEE T A ; PSENI=71L&=1 1 ; RAB40B=RABAIB Ras 1AL BfE T 77 T U — A 2vi—
THCATIS 5= S ikt /L B BG4 155,
NCBIT 7t »ia»ERONMFL 74 o2 Ak, RAREET—FT3EEHTHS oRNA HFE7T (BFEESR .
NR L7 4 »2 A, RAREE— FEEHTHLENA GTERT, M7 L7 4 » 7 AL, RAAED— FEiHH 2
LTarvta—F—FHEhf=mBENA HT7%TT. M F L7407 AR, FAREET—-FEEHRL LT Pa—F—

FH=hi=RNA GFETT.

3 FEHEHEESOEEIL Froitr2@80 5 3 FRicEBRIFLE, bbb, 1) i ALN65402 O F »F 2 A0

SRR LFFRIC
High - HEE 5 NC5-21-00657,

B EECHE TS,
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26.2 FHBE OB L ThIFSF RO
262314 ALN-65492 [2& Y RBIMH S hdA4 74—y MEHEEFORNA —H T
A (RNA-Seq) IZ&dinvitro R ) —=24
(CTD: 4.2.1.2-4, [NCS-20-00098])

Next Generation (clonal array) Sequencing (NGS) HiffZ AW TIER L =T —2 031 F A 7 4~
T4 7 AR EITV, AIN65492 % FF A7 =7 i a2 Lz Hep3B HilEER - BT 54 74—
v MERBLETFRROEEZ, RNASeq ITICL Y, TIRFEHDOA LV #—5 v FORE LHBL
oo ZORITIZED, 3EOMY LEEBRTRED llop Ul E 2 lop Kl E THAL L 2 @RORE
F (ESFavrxF o REfHET 2 (SUM02) RUPaA LV Faf L FAL Y ERY V0 HA4T

[ccpe47] |, RlEAAIy) | WNC3IEBEO I L 1 BB TREAD llon L EMML - 1 BEOE
=F (MBS ERT 1 (EGRI) ) #RAELE, £8BIcBWT, TIRBEFOA%—5F v |
ORJHHIZ, BLEWA 77 —Fy MEETFOREBRNH LD L 3log KEH o7, RNA-Seq fEHT
ICEoTREShEAZ7 ¥ =7y MEHBREFOHEUCNHRBERDT M THoTc Z LiIESE,
AIN-65492 |1 95%#8 D TIR B FOERBMG| 2 =T RETEE LA 74 —F v MEEEZ T AR
<, ZHICED TTRIZHT 5 ALN-65492 ORRENRERE SN,

o3 EEOEETF (SUMO2, CCDC47 BT EGRI) O Hep3B #MIBATOEHRIII R FD
FSr27x2 2 a il 0ELEDR, BNTHS TTRBET LY HIZ2PICEVEEOCELT
ot

SUMO2

SUMO? it FiFRICREHR T 5 (TPM (i) =1841) A3, fhoofAks L L TERETE N

(4T TPM fiiZ, 2020 4E 7 A 14 B2 GTEx Bz FR-MEHERT —F —2R

[www_gtexportal.org/home/gene/SUMO2] |27 7 &AL THE) . SUMO2 FEHEH 5\ 4k
X, /b (TPM (PRIE) =1204) , FEHRENRUFEEEA (Tn€h, TPM (PRfE]
=107.3 &1} 9695) ., SRE (TPM (H#{E) =9965) ., 78 (TPM [(FH5fH] =9763) , JIE (TPM

(chofi) =8887) RO (TPM [hHRfl) =8486) ThHS, IBEDOSUMO 77 I U —A 13—

(SUMO1-3) i, 1Z& A YOBFHESHHEE TEENICERIED L, SUMO2 B SUMO3 i,
DNA EEFIZ R 2 (HREM 5% 25, TAEEDT I /BEFOHEREILZE 18, SUMO2
X, 2 EXF L LEROBELZFETHABEEZ=2—FT5, BHREABEICAIHRICRKEE L, B
Wi, BEWME., 7R b ARUEABEOZEEICEET S HREEMICEE LTS (2020
#£ 7 A 14 BIZ www.ncbinlm nih govigene/6613 |27 7 £ R) , iFE, UVEBHICELLEXZ LAF
FOREERIZE TS SUMO2 DB invitro BB CEIEEN T35 U, FigiZH T SUMO # >
A7ER, EERYICHT ARG, KIE, BRE~ORKIGEEVEOMORBERICEST 51>
POENZEFEOBREERHICEE LTS 185, Sume? / v 770 b= ZAOEEITR,
Sume2< T ADIEIY, EELFEEBIELRL, 105 BIETELCTSY, LixL, SUMO {LFERE
b ABROEERIT, MEBERERTSRLE LTRSS TVWS 28, v FoEER
Fliciz, siRNA OEEL L — FEso [ircofEEsEd r, ERoFEESES B FEET
Do BARTFA A MR, ZFV T %2 FF A7 773 L= Hep3B #BRIZHIT 5
SUMO2 BHEOETLIIEEMNL SRNA BRICL 3L O TRV LATRBEINS,

CCDC47
Alnylam Japan #=5% confidential 21




26.2 FHBE OB L ThIFSF RO
ccpe47 (Blahn-3 ) i3k FAFRICEE TS (TPM (FR{E] =26.80) 3, ook L Hoit
L TERELEY (32T TPM fiiL, 2020 ££7 A 15 H|Z www.gtexportal org/home/gene/CCDC47
27 7 EALTERE) » CCDCY7 DFRMEHE T, DRER (TPM (F5R{E) =6741) | K
(TPM (F#fE) =62.03) RURIE (TPM (PR{E] =6041) THD, CCDC47 L, /Hiafk (ER)
D Ca REEMEER 2 RV HEa—FLTWA N, w7 A TiL, CCDC4T BEeilkbhd LB
DEFEEN L5 S, CCDCAT AMHIOREFIZFRARNTHSZ L&2TREEL TS S, Morimoto &
i, FUFUOE, FFRERE. € OFEE,. BPERR. [EiEER SRR 2 33T 2 /51
LT AERRERICEBLTVWA CCDCY7 OFET L LD AT B REHT 5 4 AohEMEED
RRvWhERBEIZOWTHELTWS, 7RI 07 »FrrAHICH LTRELBHEEE T
CCDC47 BFiX, & FRUD =7 A FAOMTRIFESA TV 55, mEOELEFICIZ, siRNA O
BER Y — FERTO| coREEE LN L, BROTEEEERNBIEET S, HHRT F4

A i, FhI VT B T AT 3 Lt Hep3B #MRRICEIT 5 CCDC47 BBED
FAEITEEN siRNA ZIRIC L2 b O TIRAWZ LTINS,

EGRI

EGRI |, Hep3B #ifa%z B\ CTEME L= 3 BD invitro RNA-Seq 7 v A I8 WT 1 B TRRN
it L7=, EGRI iZ, SPE (TPM ([ h{f) =1108) . KEIEAS#HE (TPM [FHfE) =709.5) , K
Bk (TPM (PRfiE] =5626) 72 ¥ ofhiife s e LT, i (TPM (PRfE) =4886) TiiiE
WRERBZRLTWS (TFXTOTPM {EIL, 202047 A 15 AIC
www gtexportal orgthome/gene/EGR1 (27 7 A L THB7%E) , EGR1 ABEILZ, C2CH2 B Zn 7 4
H—2 7D EGR (IHERIEE) 77 I V— (EGR14) IZBLTW5, EGRI [3fE# 37
BT, b, BASEBERUMEEBEROME T o A CMET AEEWMHEFTHS (20204 7
A 15 B2 www.ncbinlm nih govigene/1958 |27 7 R) , IFTA 2 ) A ELTHEREEIND
EGR1 A, 2 RUEERA, IBlE CIEMBEENFREICALNE A A ) VEFIEICEE L TWADH
BN H D, EGR1 1T, 2L DalLAFu— £ E5RBEFORREZME L, FlicBiFsaL=
Fr—ARBOBERE S 2 L—F—Th5, EGRI iZ, fBEEOFREAIZEVTHEMOE
WEUETICRARTHA ZLEBHALMIENRTVA S, LibOREORMRIZES LY, @ik}
%5 EGR1 OEERRBFNIFHL S TWDH, #iZHiT 5 EGRI OFBEMLZEEIZIZ, THRP—
AZORE, FEENH®REFOWNE, EBOWMSIRUHEEONEHRERERDHL, T F00T
YT AEICH L TR LEMEE T EGRIBEEAIR, b PRI =24 VLo TRESLTY
54, MEOCHEERIIZIL, siRNA OEER— FEBTOE S L OTEERE 2 Y, 2HMOT
BEEEMBFEET D, BHRTIFA AL MR, ZRV ST F LR TZvar Lk
Hep3B #iiRIZ3511 5 EGRI BREOE(LIZEEMN 2 sRNABRIZE DL O TIRRWZ EBFR®EH
Do

Z7 #—5 v MEROR 2T

SUMO2, CCDC47 B P EGRI i, FFETORBRZSHEAEVy (TPM [FRfE) i3 50 Kl .
TRV, FBCOAERTLT T ol A AEZEE (ASGPR) IZ4FEMIZZEM S s
ET 53 HER GalNAc U H > FEEFFELTWS, SUMO2, CCDC47 B TREGRI #{Tig L v ¥
L ERLTWAMOMSERUHEICHSWTT MY &7 o385 5 TiEtiE, FERoTize
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2.6.2 FEHEABR OB L TRUYTUF R T A
A ERRE S 720y, o mRNA Z A% &~ 5 GalNAc-siRNA (ZB9° % Alnylam fEO#NT— & (25
SE, BTOT M) I UOERIEIY, Iho0F 72—y MEFHBIETOWT OB
Bl LpnEE 255, Hep3BflaTid, 7 hU 7> (10 XV 100 nmol/L) D KT AT =7
Ya ALy, OTD (2log Ki) OFBUEA (SUMO2 Je O CCDC47) | i QNI FEEBLIEM

(EGRI) DFBDH BN, T ORETIX, TTR DA% —7 > O, SUMO2 KO}
CCDC47 DA 7 2 —77 > SOl % 3 loga 8 Lol > 7=, 25 ORE T, ENEE T (TTR) 33
D 95% DWW A5 & Z Eniz, BT 5 26 OFEDBE T DOWT DO ZRIFEEL &
Tt X3 e b OB & ORICEHSN 2 EIRBEIRITHE STV 7evy (2020 427 H 21 HIZ
Comparative Toxicogenomics Database (CTD ; ctdbase.org] (27 7 & &) 28,

2.6.2.3.2 In vivo Bl R i ZE R 5K BR
(CTD: 4.2.3.2-6, [TTRSC02-GLP15-025])
(CTD: 4.2.3.2-7, [TTRSC02-GLP15-039])

TTR 7ZAHEIEZ, VBV TEX IV ADOFEERETHY . T4 OIEFEHKRTHS P, L
TomMoT, EXIVAROTEOFE, 7 M) T OE5I2KD TTR 72A AEOBDITEE S F
WIERERER L & 2 b, fERIMIETOE X I A KON T4 2595 TTR OD OFEIZ ST,
P E G 12 B OREYIR A2 T GLP @A 13 8 M E & 5wl e O TK 3B GRBRE 5
TTRSC02-GLP15-025) . A NTH /L% Hv /2 GLP & 9 » H K E# G- a3l OV TK 3R GRAUR
%5 TTRSC02-GLP15-039) okl L 7=,

13 ) AR Tk, 30, 100 X TON300 mglkg D7 bV T L ORERSIZ LY . JEBRIE T O
TTR (kK 98%) . EXZ I A (Bxk 89%) MUNT4 (B Kk 48%) DR_R—RA T A L YREEITKT 5 T
SNTF R 2B 235380 B, T b IE 12 BRI OEHEHR P HERr S e (R 2.6.23-5) . AR
DEALBI N E N9 5 AFERBR CLEBO b (£ 2623-6 M) , 30, 100 XY
300 mgkg D7 b U T L DOREHEGIZEBW T, 30mgkg LA EE S Li-@ ik, #5281 HHE

(TTR L OREZ 2 A) ROFE 282 HA (T4) OFGENC, MEERIMLETO TTR (H&K99%) . &
ZIVA (K 86%) MUNT4 (FK 35%) DN—RA T A REICKT 2D 03580 bivT,

WTNORBRIZIEB N T, TTR, EX I A KO T4 ORUNTHE S B S 0373 ISR D i
T, IRBMERA, MIER K MR OFEAR PR EICBS W TIEFR TH Y . FRIRE OV FEAED
FERR IR & EH Th o 1o,
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2.6.2 FEIRFER O

TRV F T RN

#& 26235 PAZACE13ER (A 1E, 4E&RE) REERSEHEABRICRT 2MEFO T
YAYAVLFY (TTR) . EFIVAROTF I (T4) OEL
Mean+SD Change in Circulating Biomarker (% Baseline)
Dose Main Phase Recovery Phase
(mg/kg) TTR? Vitamin AP T4¢ TTR? Vitamin AP T4¢
0 -8.1+19 -0.3£28 9+20 1.3+£20 26 £ 23 9+13
30 98+ 0.6 -87+3 30+ 18 98+ 0.4 -82+0.2 -29+5
100 98+ 0.6 -84+9 25+19 -98+ 0.4 -67+6 -48+2
300 98+ 0.5 -89+3 28+ 17 98+ 0.5 81 +£2 43 +9

W55 : SD=fEHEMRFE ; T4=F u ¥ > ; TTR= T AP A LF L,

12 A O EE M 2 ST 133EE (1R, 4 BES) EERGHEERBRICBOL TV (MRS DT, FRBR  n=9~ 104K
OEMEHIM : n=3~4/F) (7 M) TR FHEEG%, IETO TIRIZABE, B4 I A KON T4 OB ZFHE LTz, %3
T A= %, ERBREOEEHBO& TRHHE Lz, EEBOMET DK/ T A—XREL, ThEh, Bio&SaimiE+
B L TR L (IEH D TTR ON—2 T 4 VRE=5-1 K2 HHORERE ; T4 X—A T4 L ORE=%5 8
LN 14 A HOBRGRHNBREOVERE ; X4 IV ADR—RAT A VRE=§YS 14 A HORGRHRE) . iETo TTR, ©# 3
VAR TARIEDR—AT A BRI 58T, ROREFHEH L TSI CHE L, N—2 T 1 VR 5281k
R={( TR EE B O B E B~ — A T A L FHIE*100)-100], FEEHIE & OEE R ZITEREL L2 AV CRH Lz,

a TTRREZ, 585 HE (FRB) OFKEGHLOS 169 HH (BHEHIFEE TRFOFIRR) (CHIE L,

b EXIVAREZ. BE58AH (FHEE) oRGAIROES 169 A B (FHEHIMK TREOFRE) ([CHIE LT,

c T4REIIHEG 86 HE (LB KOG 169 HE (BIEMR& TREOFREE) (ZHIE LT,
Hif - 35 %& B TTRSC02-GLP15-025, TTR O£ HIEMILBIT 3800240 5ABRD Appendixl, E# I > A JL O T4 O I EME TR
KGR ELH 5 3  Table 6.2,
# 26236 VARV AR (A1HE, 11 [ERE) REZLEZEHERBRICBIT2MEFO b
FUAYAVLFY (TTR) , EFZ IV ARVBFuFT Y (T4) DELL
Mean+SD Change in Circulating Biomarker (% Baseline)
Dose (mg/kg)
TTR? Vitamin AP T4¢
0 -13+7.7 28 £26 4416
30 98 +04 -86+2 22 +18
100 98 £0.6 -84+ 4 35+13
300 98 +£0.3 -85+3 24 +18

W75 : SD=HEHE(F = ; TdA=F 12X ; TTIR= F TV AV A LF U,
9 A (A 1EL 11 [E#E) KEEGEERRICBWNTHL (S HDE TEEEn=8) I
DTIREABE, X IV AKROYTE DD &I LTz, %37 A—21%, BB TIRFICIE L, FEOMIEH 0537
A—HREL, TR, BORLETIE P OISR LT Lz, (ILEFO TTR OR— R T 1 LR =55 B AR R
TEME 1 OV 2 OB T4 DR—ATA VRE=#56 L 17 B EORGRIEEDVFHRE , X IV ADR—RAT7 A
BE=56 AR O#LSHIRE) . MIEHO TTR, B4 IV AKOP T4 REOR—RAT A VREICKHT 2 BERIE, ROX%MH
ALTHEBIWCTHE Lz, N—R T A VREIZK 52 LR=[(FRBROREE/ < — R T A L FHIE*100)-100], FF-EIfE K OFE
YEAR 22 A HEL L 72 2 O TR L7,

a TTR L, #5281 H B OHEGANHIE L=,

b B IV ARET, #5281 A HOBRSRICHIE LT,

c T4PREEX, B5 282 HHICHE L.,

Hih : 3B S TTRSC02-GLP15-039, TTR 45 JIE i 5% 3800274 #85% D> Appendix1.,
HEBE AR ER R & £ D Table 6.2,

T MY T TR G, g

B4 3 A RO T4 OEREREITA

Alnylam Japan #£=21t confidential 24



2.6.2 FEIRFER O

TRV F T RN

26.24

REHRE

ABR

VR, P2V invivo B CEE L=, 7 MY T U AW TER L=t
PO —E AR 2.624-1 1TR-7,

& 2.624-1 T MNYTT U OEZEMIHERER
Study Number
(Tabulated
Species and Method of Duration of Doses Summary)
Strain Admin Dosing (mg/kg) Type of Study | CTD Location
Cynomolgus SC Single dose Vutrisiran: Cardiovascular | TTRSCO02-
monkey 0 (0.9% NaCl), | safety GLP-037 (5
30, 300 pharmacology | 2.6.3-4)
study in CTD: 4.2.1.3-1
telemetry-
instrumented
conscious male
monkeys?

W35 : Admin.=#45- ; NaCl={k) b U 7 A 5 SC= T ; GLP= [EIKEh D22 MEIZBI T 2 FEERAREER O Sl 0 FL1E,
a  GLP A&7,

2.6.2.4.1 In vitro &4 M E R ER

T RN T U E W invitro & § ether-a-go-go BIEIEIS T (hERG) 7 v &AL, 7 MU T
PR TV VE L FER, RO R & 72y (IEBERE T 16 kDa) TH Do EE L7gnoTz, 7
N Z Do A XTEAF T v 2 EOMAEERIIAREZEZ DN, EblZ, 7Y
T D 35 GalNAc U 4> Rid, FFHRE _EIC3889 5 ASGPR 125G L, IR ~DHEL Y A
HERETS, Ty bEAWEERNETA— T 047 T 7 0 = BRIV T, DR TR gt
BED 1%AT LB S 0T, DB ~DOI Y AL T bF N ThL Z e nRasinTtngd G
B 5 [TTRSCO2-DSM17-009], [2.6.4.41H (534 M) . L7ehoT, 7 MU 7 TDhgfEmkic
BRI AT 25 Z £ 1372 <. hERG F v XV OWNFLICEE L THA L, W ER 2/~ 2 1372
WeEZILND,

2.6.2.4.2 In vivo £ & FEIBAER

YL m O 2 eV ER GRBRE 5 TTRSC02-GLP-037 ; 2.6.2.42.1 THZRM) Tix, LM%
e OG22 78T A —2 WOV A W 13 8RN » AR #EERE GRERE S [TTRSCO2-
GLP15-025] % UVikBA % = [TTRSC02-GLP15-039] ; [2.6.6.3)H [iEH 53 MERER ] 2/R) Tix, Mt
S RT A —H R L2, 300 mgkg LA FDOT R Y VT U OBEIZ LD LNE R, FFRERSR KR OY
FRER RIS D BITRD H LT, DA R, PR R K ORI ER) R T A — 24 5 MR &
13300 mg/kg GGHAM L7 femfx b5-&) &fllrsigz,
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2.6.2 FEHEABR OB L TRUYTUF R T A

262421 HEPET LA b —REHEY LERV R TREICL SONERCHT 2R
Esndi

(CTD: 4.2.1.3-1, [TTRSX02-GLP-037])

7 MU T O R OWERERRICRTT D AR 2 HEET LA Y A LA
= GLP AR ([ 2.63-4128) CTiHMliL7z, 7 bV 7 XA TR R T V1 > CEi
IZE TR B STz,

KEVEY L 12 V84 3 HF (4 VL/BE) IZHI0 AT 72, BRI AoBiR (0.9%HE kG R U 7 A
HEHHR,. USP EEABAHR) ) . ONT 30 X300 mgkg D7 kU 7 > % 1.5 mLkg D5
HETHEE TG LT,

DIME REEAE T, MATENRE (BYIRIEIE 2 RO -0 Ek, UG - JRsRI - @ik £, )
IRIE R OWERH) | DERI ST 2 —42 (PR, QT. DMARCCTHIIE L72 QT (QTe. B Z & DA ESR
BaAvs) FEA O QRS i) | WONTKRIRMEIZESEFHME L7z, 7 VA MU —EZ vz
B, ME, PR ORIRBEEIL, EGai 72 &b 2.5 FEE, 5% 70 < &b 84 IFfH, e
U CRkili L7z, i) 7o EBRrE 1T, —Meikig, MREEROMRE (T LA MU —EIC XV 0%
BIC S &R L7z, Mg B 2 509 5 72 o O Mg s EHR I, T L A b U —3HilTh 0@
~OWiFEER/NRICT 5720, &5 1 HHORG% 6 LT 25 RO IZERI LTz,

P HARIER B L= i B 0 7 B U 2T o miETEE ORIEICESE . T T OB EY)
RG-S TNWD Z RSN, &5 6 Refil#%IZ, 30 K TF300mgkg D7 MU 7 &b L
TCEWOT R 2T o OFEMAETRE (ZEERA) 13, L, 5488+1225 KT
49,100£7657 ng/mL & IFIFEHG-EIZHFI LTI L7Z, 7 Y T > O MiEhR I8 5% 25 R
THHEEAFET, 30 L300 mgkg D7 R U > T v &8 Li-B o Mg hRE X, £ne
AU, 58+44 K11 12,593+3217 ng/mL TH - 7=,

RBETECTREMNAGF L, BESBHICA Ny Z7aa=—|{ZR L, 7RI rofFkbiC
F 2 —HERE K MAEDOEITRD bl o7z, 30 K300 mgkg D7 MU v T &b LI-H)
PNZIBNT, 5% 84 RffH £ T, EMHEALERMPT A, WONSERERLER, MATEE T XA —4&
PR ORI O ZALITRE D B Lo 7,

PLE, R2IEOREET LA N —2E5REY L (4 /8 10, WATHEMRBRT (T, &5 1H
HIZ0, 30 XU*300mgkg D7~V T &R THE L, DI R R OWERER RIS 55 8% 5
fliL7z, 7 hU T3, HE% 4R E T, —MeRRE, EMRLER, E&OEM, MiTERE
IRT A= PR ORI BN ST IE A 7o S B A R X 7o T, Ledo T, Dl R K
ORIk o 2R, AR Lok m& 52 Th 5 300 mgkg UL E & HEr s 7z,

2.6.2.5 ENZHEMMBEERHER

EIPFN YA EAER 252 7 8 U > 7 > OIERRFBRIL I L Than,

t MZBITH7 YT T 2 Ethod TTR B30T TTR ZELIE & O 3T 23R BAEH 7]
REMEIE, TEBET R E R Do DRWnWEEZ N5, 7 MY T UBSHIE O RNA B8 A Lo v
VIEAMR (RISC) 2 L THERT 203t L, 7> F o AERERT (B, inotersen) 1,
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2.6.2 FEHEABR OB L TRUYTUF R T A
Watson-Crick A 7V XA B— 3 L VIERTH HEEN TTR mRNA ([ZFEET 5 Z L2k
RNase H (K EMREFIZ L 53R % I LTI TTR EEAZ D S8 % 3031, TTR ZEk#E (Fl, ¥ 77
IVRAATNAIV) I, MREATER L, T IuA RIERET ) ~— O ZRET 5 2 Lk
V. WEARTIR FAHE2LZELSED 2, InbDORLRIIERARFEZEETHE. TIRI-AHE
DFEA R ORI 2 EREAICE LT TTR b #UIRE b L 7~ U > T v ORI S-
DNRIZDONTIE, HROLENR B D,

2.6.2.6 ERRUEER

D in vitro e N in vivo FRER COTEMERHMEIC LV | TTR BIE T 2R & T 5 IEF T 70
siRNA T % ALN-65492 Z FriE L7z, CHERIZRIERRIR in vitro 3Bk 2 %0 L. ALN-65492 siRNA
WPEM A S0 Uiz, Zh 6 OBRE Ri%. ALN-65492 0> TTR mRNA (2%~ 5 J2 B AF A 72400
FEPEZ R U, MRS VIR 2 O 2 ALN-65492 O R T VA7 =7 3 3 A2 8% ICs I
0.21 nmol/L, HHHLY AARIZ LD ICs 1% 3.63 nmol/L TH ~ 7= (GREAE 5 BIO16007) ., ALN-65492
DOHFEFLHIE ALN-51547 O RS & Fl—TH YO (Lol (LFHEMN R D) | ALN-51547 THE
fili L7z LA, BPAEARY TTR Joe OV 72 JRMEZE B8 TTR, W ONT SNV Tk 2 Fe R AR K OV
BNREZFMTH7 82T L OBIMOMHTILIEN L TV eV, ALN-51547 1%, BpAER TTR J UK
B U7= 9 _RC O FIEERA TTR (2% L CRBRDIEMEZ R L7z GRERE = BIO13029) , SNV fi#dT
DOFER, 7 MU T > OEERERAINIC 72 72— RO B SNV 23 [FE &, TRIAWAFEIC T S HEE
AEREIE 0.0005 Th -7z GRERFE S BIO12028) ., siRNAAZWIELFNCBIT 5 in vitro iRERTIL, (N1
FA LT H~T 4 7 ATBNC) 7% =5y MEAOWREMED & b @ WERTE (S - O R B D
REFERIL, TR ST OEMERINC LD TTIR D “F o2 —4 v N Ob L, BBRLETT
DA T B2 =7y MEMBB FERGYMO “F 72 —7 v 8 O & ORIZ 1000 (GEBOENGH S Z &
Zx L, TTR BIGFITXT 5 siRNA RS ORE RN R S GERE 5 BI012037) . &6
2. A FA T F~T 4 7 AT GRERE S NCS-20-00163)  (FRERE 7 NCS-21-00657) K
mmsm(ﬁﬁﬁ%mmmmm%)K;ofﬁﬁéMKﬁ7&~6y%%ﬁﬁﬁ%@%%ﬁ&ﬁ&
RO oo,

TR TU0E, b ROV TEEIEMZ R TR, T oA T F TIIEEZ RS20,

T RY VT OB NE G HEEREBR A, ATTR 7 2 2 R—Y RABHFTHRMICRO LD
t N TTRV3IOM ZERAEZ RIS L T AV 2=y 7w AR OY L2 HWTEm L, Mg+ TTR
7= A VB DR T > O FHGE R 72080 28 in vivo iRER TR Sz, BE R TTRV3OM F T VAV 2=v /<
T A& N1 KR 25mgkg D7 MU T OB FERGIZED . EEIL, 76%K% T 97%D
TTR 7= A FVE OG- BARFHI 720800 735880 BTz, TTR 72 A FVE O X HIE R B2 Rt 2D 1]
W) T, $e5% 12 B E TICMiE T TTR OR_R— 2T A ISR L TR 20%0 10 3= % TlaliEn
R bz GRBRE S BIO16003) ., & R TTRV3OM F TV AV 2=y 7~ A& HAWNZ03, 1 &
O3mgkg D7 FV T Z DR 1EL 4EIEZTFREIZEY, £H 1 BEORER 7~14 A ORI LE
HTTR 72 A BEIREDRR OB BRO Hiv, £ H 1 EORE#ZOMIGH TTR 72 A FERE O
RFEWOHRIT B L TRBY, Z0%OEHRGORGHIOBEHELFRETH T GREBRES
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2.6.2 FEHEBR OB E L TRV TF R T A
BIO16004) , X TOELEIZBW TRMAE L% TTR IREOEIENEO Hiv, mf&#b% 100 A
FTIZ, 03, 1 X3 mgkg DFHIZBWNT, X"—RA T4 VREEIZXH LT, TREN, §15%,
40% S O} 10% DI 2 £ TREIE L7z,

TAERWTZ03 KO I mgkg D7 b o7 OHEEGIZEBWT, 5% 21~28 B £ TOMmE
H TTR 72 A BEIRE O R KEERD L, L1, K 60%KN95% Tho7-, 1 U3 mgkg D
7%UV§V®H1E@&5 £V, mKTI5%EHD TTR 7= A HEIREORAD 358D iz, #HE
BeH%K 21 BE CICRIMEICEL, TO%ROEGIC X 0 RASERE 2 R 3 BRI Nz, 7
MUY ZoD6 5 ARG LY A RIRT, BEIG 1~2 5 HIZBW T 75%~90%D i K O

WD S, FEHM TR RMEE SNz, TIR BEORADIE., FHli LT XToFKEEXR L
DA THR TH o7 GRERZE S BIO16005)

PN T B 2T OBREIROIER TERE1Z X% PR L FEFOFERERIZ I\ TR L
T IMAERELOHEICB VT B, TTR 72 A FVEIRE O 5 BIRF 2 e L2 R Sz, 03~
30 mgkg DHEGETT MU T U 2HEIKR MR 5%, iEH TTR 72 A BEIREIX, #MEREILITHK 44
~95%D b 3 BEH- 21~35 HH £ CIZRBO B, Imgkg & A 118, 4B FEEIZE Y, M
HTTR 72 AV BRI IR, Bk 5% 2 T 90% B O R KA E A2 R L, miES TTR A BHE
B, FHMEL 723 _RTOBRGREREOERE LY A 280 T, BRI MRSz GRUBR
%75 TTRSC02-DSM15-035)

7R TTRISNDEIREIEIEER, TRDOHERMETOEZ I A KN T4 DA IC
DNTIX, KEEGEERBRICBOTHL SN, PN, RMEHFOE X I A
(K 89%) MUNT4 (K 48%) DN—RA T A PSEITKT DR AN 228D 235580 b= 23, IR,
FORIR . OV F BRI GITRE O DR o T2 (F 2.6.2.3-5 KO 2.6.23-6 2)

P L% T in vivo ZaMEREEERER  GREAZE % TTRSC02-GLP-037) | WONZ 13 @KL TN9 # A
WM E (Zh2h. BR% 5 TTRSC02-GLP15-025 K ONER % 5 TTRSC02-GLP15-039) 28U
T, 7V T o DOREIZEDLME R, FERERR & ORI R IT0T 5588308 by, MR
w13 300 mgkg GEA L7mxEixb-8&) LHrs i,

TR IERRRIREERBAE R L0 . TN VT DR, R R OB A S E A R S
77

2627 EIES
FRITOFI B AR Lz,

2.6.2.8 SEXM—E
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26.3.1 XEFBR-RE
#® 2631 EERBR—RER
Overview Test Article: Vutrisiran® or ALN-51547"
Method of CTD
Type of Study Test System Administration | Testing Facility Study Number Location
Primary Pharmacodynamics
Identification of ATN-51547 Hep3B cells; In vitro Alnylam Phammaceuticals | BIO12032 CTD:
primary monkey and (Cambridge, MA) 4211-1
human hepatocytes
Identification of ATN-65492 Hep3B cells; In vitro Alnylam Pharmaceuticals | BIO16007 CTD:
primary monkey (Cambnidge, MA) 42112
hepatocytes
Analysis of human T'TR for polymorphism N/A In silico Alnylam Phammaceuticals | BIO12028 CTD:
vanations i support of ALN-51547 (Cambridge, MA) 42113
ATN-51547 in vitre activity: Analysis of wt | Cos7 cells In vitre Alnylam Phammaceuticals | BIO13029 CTD:
and mutant TTR allele suppression (Cambridge, MA) 42114
PD evaluation (serum TTR) after a single Human TTR V30M sSC Alnylam Phammaceuticals | BIO16003 CTD:
SC injection in mice transgenic mouse (Cambridge, MA) 421.1-5
PD evaluation (serum TTR) after multiple Human TTR V30M 5C Alnylam Phammaceuticals | BIO16004 CTD:
SC mjections in mice transgenic mouse (Cambridge. MA) 42116
PD evaluation (serum TTR) after multiple Sprague Dawley rat sC Alnylam Phammaceuticals | TTRSC02-DSM15-028 CTD:
SC injections of vutnisiran in a repeat-dose (Cambridge, MA) (Subreport BIO15038) 4232-1
range-finding toxicity study in male rats
PD evaluation (serum TTR) after multiple Sprague Dawley rat sC ] TTRSCO02-GLP16-013 CTD:
SC mjections of vutnisiran or AD-59206 mn a ] (Subreport BIO16032) 42351-1
repeat-dose range-finding developmental
toxicity and TKE study in female rats®
Alnylam Japan #EzUE 1 confidential 7
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#2631 REHB-ER (BX)

Overview Test Article: Vutrisiran® or ALN-51547°

Method of CTD
Tvpe of Study Test System Administration | Testing Facility Study Number Location
PD evaluation (hepatic TTR) after multiple | Hra:(INZW) SPF sC ] TTRSC02-GLP16-012 CTD:
SC injections of vutrisiran in a repeat-dose rabbit ] (Subreport BIO16021) 423523
range-finding developmental toxicity and
TK study m female rabbats®
PD evaluation (serum TTR) after SC Cynomolgus monkey | SC I | B1016005 CTD:
injection (various dosing regimens) in a | 42117
PE/PD study in monkeys
PD evaluation (plasma TTR) after a single Cynomolgus monkey | SC, IV, IM¢ ] TTRSC02-DSM15-035 CTD:
IV, single or multiple SC. or a single TM ] (Subreport BIO16006) 42222
injection of vutrisiran in a PK/PD study in
monkeys
PD evaluation (serum TTR) after multiple Cynomolgus monkey | SC ] TTRSC02-GLP15-025 CTD:
SC mnjections of vutnisiran m a 13-week ] (Subreport 3800240) 42326
repeat-dose toxicity and TK study with a
12-week recovery in monkeys®
PD evaluation (serum TTR) after multiple Cynomolgus monkey | SC ] TTRSC02-GLP15-039 CT:
SC mjections of vutnisiran m a 9-month ] (Subreport 3800274) 423279
repeai-dose toxicity and TK study in
monkeys®
Secondary Pharmacodynamics
Off-target analysis of ALN-51547 HepG2 cells; In vitro Alnylam Phammaceuticals | BIO12037 CTD:

Cos7 cells (Cambridge. MA) 42121
Off-target analysis of ATLN-65492 HepG?2 cells; In vitre Alnylam Phammaceuticals | NCS-20-00163 CTD:
Hep3B cells (Cambnidge, MA) 42122
Ofi-target analysis of ALN-65492 N/A In silico Alnylam Phammaceuticals | NCS-21-00657 CTD:
(Cambridge, MA) 42123
Alnylam Japan #EzUE 1 confidential
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of vutrisiran to telemetry-instrumented
conscious male monkeys®

#2631 REHB-ER (BX)

Overview Test Article: Vutrisiran® or ALN-51547°

Method of CTD
Tvpe of Study Test System Administration | Testing Facility Study Number Location
BNA-sequencing screen for potential Hep3B cells In vitro Alnylam Phammaceuticals | NCS-20-00098 CTD:
off-target inhibition of ALN-65492 (Cambnidge, MA) 42124
PD evaluation (vitamin A and T4) after Cynomolgus monkey | SC ] TTRSCO02-GLP15-025 CTD:
multiple SC injections of vutrisiran in a ] 42326
13-week repeat-dose toxicity and TK study
with a 12-week recovery in monkeys®
PD evaluation (vitamin A and T4) after Cynomolgus monkey | SC ] TTRSC02-GLP15-039 CTD:
multiple SC injections of vutrisiran in a ] 423279
9-month repeat-dose toxicity and TK study
in monkeys®
Safety Pharmacolegy
Cardiovascular safety pharmacology Cynomolgus monkey | SC ] TTRSCO02-GLP-037 CThE
evaluation following a single SC inyjection ] 42.1.3-1

Pharmacodynamic Drug Interactions

No studies conducted

Abbreviations: AD-39206=pharmacologically active mouse/rat surrogate; ATN-315347=revusiran drug substance; ATN-65402=yutrisiran dmg substance; Cos7=cell line derived from kidney tissue of an African
green monkey; Hep3B=human hepatoma denved cell line Hep3B; Hep(G2=human hepatoma derived cell line HepG2; IM=intramuscular(ly); [V=intravenous(ly}; N/A=not applicable; NZW=New Zealand White;
PD=pharmacodynamic(s); PK=pharmacckinetic(s); SC=subcutanecus(ly); SPF=specific pathogen free; T4=thyroxine; TE=toxicokinetic(s); TTR=transthyretin; V30M=valine to methionine variant at amino acid 3(0;

wi=wild type.

a Vutrisiran is also referred to as AD-63492, ATN-65492, or ALN-TTRSC02 in nonclinical study reports.
b ATN-51547 is also referred to as AD-51547, ATLN-TTRSC, or revasiran in nonclinical study reports.

¢ Good Laboratery Practice-compliant stady.
d The IM route of exposure was not evaluated for FD.

Alnylam Japan #EzUE 1
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2.6.3.2 PDH xR T DHHER
® 2632 A EBEMT AR
Primary Pharmacodynamics: Overview Test Article: Vutrisiran® or ALN-51547°
Species/ Method of | Doses Sex and No.
Type of Study Strain Admin. (mg/kg®) per Group Noteworthy Findings Study Number
Identification of Hep3B cells; In vitro N/A N/A ALN-51547 exhibited dose-dependent [B1012032]
ALN-51547 primary inhibition of TTR mRNA by both
monkey and transfection in Hep3B cells and free-uptake
human in primary hepatocytes.
hepatocytes ICs0=2.8 pmol/L (Hep3B cells)
IC50=3.7 nmol/L (primary monkey
hepatocytes)
1C50=9.7 nmol/L (primary human
hepatocytes)
Identification of Hep3B cells; In vitro N/A N/A 116 chemically modified variants of [BI016007]
ALN-65492 primary TTR-targeting ALN-51547 were developed
monkey and evaluated with ALN-51547 in vitro in
hepatocytes Hep3B cells and primary cynomolgus
hepatocytes. The siRNA duplexes with the
greatest inhibition of TTR mRNA after
transfection in Hep3B cells were evaluated
by dose response with the parent molecule
in primary cynomolgus hepatocytes.
ALN-65492 exhibited ICsp values by
transfection and free uptake in primary
cynomolgus monkey hepatocytes of 0.21
and 3.63 nmol/L, respectively.
Alnylam Japan k224t confidential 5
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* 2632 MHEBEMTLIRABR HEX)
Primary Pharmacodynamics: Overview Test Article: Vutrisiran® or ALN-51547°
Species/ Method of | Doses Sex and No.
Type of Study Strain Admin. (mg/kg®) per Group Noteworthy Findings Study Number
Analysis of human | N/A In silico N/A N/A Diverse ethnic and geographical [B1012028]
TTR for populations demonstrated near 100%
polymorphism sequence conservation for the ALN-51547
variations in target sequence. Only one SNV with an
support of estimated frequency of 0.0005 in the
ALN-51547 broader human population was identified.
Since the position of the SNV is near the
3’ end of the antisense strand of the SiRNA,
the mismatch in question is unlikely to have
a significant impact on siRNA specificity
and potency.
ALN-51547 in vitro | Cos7 cells In vitro N/A N/A ALN-51547 showed similar potency (TTR [BIO13029]
activity: Analysis mRNA reduction) against wtand TTR
of wt and mutant mutant variants and that the suppression
TTR allele was specific to the TTR gene.
suppression
PD evaluation Human TTR SC ALN-65492: 4/group ALN-65492 demonstrated 76% and 97% [BIO16003]
(serum TTR) aftera | V30M (single 1,25 TTR protein reduction relative to predose at
single SC injection | transgenic dose) doses of 1 and 2.5 mg/kg, respectively, with
in mice mouse gradual recovery to approximately 20%
relative to baseline serum TTR
concentration by 84 days postdose.
PD evaluation Human TTR SC ALN-65492: 4/group ALN-65492 demonstrated robust serum [B1016004]
(serum TTR) after | V30M (gMx4) 0.3,1,3 TTR protein reduction across all 3 dose
multiple SC transgenic levels, with a maximum reduction of
injections in mice mouse approximately 40%, 75%, and 98% after
multiple SC dose administrations at 0.3, 1,
or 3 mg/Kkg, respectively.
Alnylam Japan k224t confidential 6
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* 2632 MHEBEMTLIRABR HEX)
Primary Pharmacodynamics: Overview Test Article: Vutrisiran® or ALN-51547°
Species/ Method of | Doses Sex and No.
Type of Study Strain Admin. (mg/kg®) per Group Noteworthy Findings Study Number
PD evaluation Sprague SC Vutrisiran: 6M/group Vutrisiran is not pharmacologically active | [TTRSC02-DSM15-028]
(serum TTR) after | Dawley rats (qMx4) 0 (0.9% NacCl), 40, in rats. As expected, no reductions of (Subreport BIO15038)
multiple SC 120 serum TTR protein were observed at
injections of predose on Day 85 or on Day 86 following
vutrisiran in a gM doses of vutrisiran at 40 or 120 mg/kg
repeat-dose on Days 1, 29, 57, and 85.
range-finding
toxicity study in
male rats
PD evaluation Sprague SC Vutrisiran: 10F/group As expected, no reductions of serum TTR | [TTRSC02-GLP16-013]
(serum TTR) after | Dawley rats (Premating | PM (qwx3): protein were observed on Premating Day (Subreport BIO16032)
multiple SC to GD 17) | 0(0.9% NacCl), 15, 14 following 3 qw vutrisiran doses at 15,
injections of 50, 150; 50, or 150 mg/kg or on GD 21 following
vutrisiran in a GD 6-17 (qd): qd doses at 3, 10, or 30 mg/kg on GD 6-17.
repeat-dose 0 (0.9% NaCl), 3, Dosing with the pharmacologically active
range-finding 10, 30 surrogate, AD 59206, resulted in >95%
developmental AD-59206 serum TTR protein reduction on Premating
toxicity and TK PM ( . Day 14 and on GD 21 when normalized to
; qwx3) and .
study in female GD 6, 12, 17 (qd): pretreatment TTR expressions levels.
ratsd 2o 090
30
PD evaluation Hra:(NZW) SC Vutrisiran: 3 time-mated | Vutrisiran is not pharmacologically active | [TTRSC02-GLP16-012]
(hepatic TTR) after | SPF rabbits (GD 719, |0/(0.9% NaCl), 3, F/group in rabbits. As expected, no significant (Subreport BIO16021)
multiple SC qd) 10, 30 reductions in hepatic TTR mRNA were
injections of observed at 24 hours post-daily dosing of
vutrisiran in a vutrisiran on GD 7-19 at 3, 10, or
repeat-dose 30 mg/kg.
range-finding
developmental
toxicity and TK
study in female
rabbits¢
Alnylam Japan k224t confidential 7
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Primary Pharmacodynamics: Overview

Test Article: Vutrisiran? or ALN-51547P

Type of Study

Species/
Strain

Method of
Admin.

Doses
(mg/kg©)

Sex and No.
per Group

Noteworthy Findings

Study Number

PD evaluation
(serum TTR) after
SC injection
(various dosing
regimens) in a
PK/PD study in
monkeys

Cynomolgus
monkey

SC
(various
regimens)

ALN-65492:

0.3, 1 (single dose);
1, 3 (qMx4);

0.3, 0.6 (qMx6);

1 (gMx1) followed
by 0.3 (qMx5)

3-4M/group

Single-dose administration of vutrisiran at
0.3 or 1 mg/kg resulted in a maximum
serum TTR protein reduction of ~60% and
95%, with recovery to baseline to within
10% and 40% by 84 and 119 days postdose,
respectively.

Monthly dosing at 1 and 3 mg/kg (QMx4)
demonstrated an overall maximum of >95%
serum TTR protein reduction relative to
baseline with a full recovery by 204 days or
a partial recovery (~7% remaining) at 288
days after the final dose.

Monthly dosing of 0.3 and 0.6 mg/kg
(gMx6) resulted in mean reductions of
~65% and 70% in serum TTR protein
relative to baseline after the first dose and
75% and 86% mean reductions in serum
TTR protein after the second dose.
Vutrisiran administered at 1 mg/kg followed
by monthly doses at 0.3 mg/kg resulted in a
maximum reduction of ~90% in serum TTR
protein after the first dose (1 mg/kg) that
was maintained beyond the second monthly
dose at 0.3 mg/kg. Partial recovery of serum
TTR protein concentrations to within 56%
to 76% relative to baseline was observed
across all doses and regimens.

[BIO16005]

Alnylam Japan k224t
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* 2632 MHEBEMTLIRABR HEX)
Primary Pharmacodynamics: Overview Test Article: Vutrisiran® or ALN-51547°
Species/ Method of | Doses Sex and No.

Type of Study Strain Admin. (mg/kg®) per Group Noteworthy Findings Study Number
PD evaluation Cynomolgus SC, IV, Vutrisiran: IV and SC Pharmacologic activity of vutrisiran was [TTRSC02-DSM15-035]
(plasma TTR) after | monkey IM® 10 (1V, single groups: observed in the single-dose IV group (Subreport BIO16006)
asingle 1V, single (various dose); 3/sex/group; | (maximum reductions of plasma TTR
or multiple SC, or a regimens) | 0.3, 1, 3, 30 (SC, IM group: 4 protein of approximately 85%), as well as
single 1M injection single dose):; males all single- and multiple-dose SC dose
of vutrisiran in a 0.3, 1 (SC, gMx4) groups (ranging from approximately 44%
PK/PD study in 1 (IM, single dose) to 95%, and >90%, respectively). TTR
monkeys plasma protein levels remained reduced

throughout the observation period of 1344

and 1368 hours (56 and 57 days) after the

single and final doses, respectively.
PD evaluation Cynomolgus SC Vutrisiran: 5/sex/group Robust decreases in serum TTR protein [TTRSCO02-GLP15-025]
(serum TTR) after | monkey (gMx4) 0 (0.9% NaCl), 30, concentrations, relative to baseline, were (Subreport 3800240)
multiple SC 100, 300 observed in animals given >30 mg/kg.
injections of These decreased TTR concentrations
vutrisiran in a (mean changes ranged from 38.7% to
13-week 99.0% from baseline) were apparent at the
repeat-dose toxicity first scheduled time point after the Day 1
and TK study with dose (ie, predose on Day 5) and persisted
a 12-week recovery throughout the dosing and recovery phases
in monkeys? (up to Day 84 of the recovery phase).

Alnylam Japan k224t confidential
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multiple SC
injections of
vutrisiran in a
9-month
repeat-dose toxicity
and TK study in
monkeys?

100, 300

* 2632 MHEBEMTLIRABR HEX)
Primary Pharmacodynamics: Overview Test Article: Vutrisiran? or ALN-51547°
Species/ Method of | Doses Sex and No.
Type of Study Strain Admin. (mg/kg®) per Group Noteworthy Findings Study Number
PD evaluation Cynomolgus SC Vutrisiran: 4/sex/group Marked decreases in serum TTR protein [TTRSCO02-GLP15-039]
(serum TTR) after | monkey (qMx11) | 0(0.9% NacCl), 30, concentrations, relative to baseline, were (Subreport 3800274)

observed in animals administered

>30 mg/kg. These decreased TTR
concentrations (mean changes ranged from
41.6% to 98.6% from baseline) were
apparent at the first scheduled time point
after the Day 1 dose (ie, predose on Day 5)
and persisted throughout the dosing phase
(up to Day 281 of the dosing phase).

Abbreviation: Admin.=administration; AD-59206=pharmacologically active mouse/rat surrogate; ALN-51547=revusiran drug substance; ALN-65492=vutrisiran drug substance; Cos7=cell line derived from kidney
tissue of an African green monkey; F=female; GD=gestation day; Hep3B=human hepatoma derived cell line Hep3B; ICs;=concentration for 50% of maximal inhibition; IM=intramuscular(ly); I\V=intravenous(ly);
M=male; mRNA=messenger RNA; NaCl=sodium chloride; N/A=not applicable; No.=number; NZW=New Zealand White; PD=pharmacodynamic(s); PK=pharmacokinetic(s); PM=premating; qd=once daily;
gM=once monthly; qw=once weekly; SC=subcutaneous(ly); siRNA=small interfering RNA; SNV=single nucleotide variation (previously referred to as single nucleotide polymorphism [SNP]); SPF=specific
pathogen free; TK=toxicokinetic(s); TTR=transthyretin; V30M=valine to methionine variant at amino acid 30; wt=wild type.
a Vutrisiran is also referred to as AD-65492, ALN-65492, or ALN-TTRSCO2 in nonclinical study reports.
b ALN-51547 is also referred to as AD-51547, ALN-TTRSC, or revusiran in nonclinical study reports.

¢ Unless otherwise specified.
d Good Laboratory Practice-compliant study.
e The IM route of exposure was not evaluated for PD.
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Secondary Pharmacodynamics: Overview

Test Article: Vutrisiran? or ALN-51547P

Type of Study

Species/
Strain

Method of
Admin.

Doses (mg/kg®)

Sex and No.

per Group

Noteworthy Findings

Study Number

Off-target analysis of
ALN-51547

HepG2 cells;
Cos7 cells

In vitro

N/A

N/A

ALN-51547 was shown to be highly
specific for TTR; there is a >1000 fold
difference between the “on-target”
suppression of TTR by ALN-51547 and the
“off-target” suppression of any of the
predicted off-target transcripts tested.

[BI012037]

Off-target analysis of
ALN-65492

HepG2 cells;
Hep3B cells

In vitro

N/A

N/A

ALN-65492 produced no substantial
off-target reduction of the 5 potential
off-target genes identified by bioinformatic
analysis when tested at concentrations far
exceeding the ICsg determined for on-target
TTR inhibition, confirming the specificity of
vutrisiran for the TTR transcript.

[NCS-20-00163]

Off-target analysis of
ALN-65492

N/A

In silico

N/A

N/A

The updated in silico analyses identified
several potential off-targets of ALN-65492.
Assessment of the potential for
physiological changes in cell metabolism
due to unintended diminishment through an
immediate SiRNA effect, performed using
RNA-Seq as well as a thorough evaluation
of off target expression levels in healthy
human liver, confirmed the specificity of
both strands of ALN-65492 for the TTR
transcript.

[NCS-21-00657]
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* 2633  BIRAFEERABR (i)
Secondary Pharmacodynamics: Overview Test Article: Vutrisiran® or ALN-51547°
Species/ Method of Sex and No.
Type of Study Strain Admin. Doses (mg/kg®) | per Group Noteworthy Findings Study Number
RNA-Seq screen for | Hep3B cells In vitro N/A N/A RNA-Seq analysis of vutrisiran-transfected | [NCS-20-00098]
potential off-target cells identified two genes (SUMO?2 and
inhibition of CCDC47) whose expression decreased by
ALN-65492 greater than 1 log: but less than 2 log. in the
presence of 10 nmol/L (observed once) and
100 nmol/L (observed twice) of
ALN-65492. In all instances the on-target
inhibition of TTR was 3 log greater than the
inhibition of the nearest off-target gene
inhibition. Based on the number and modest
scale of inhibition of potential off target
genes identified by the RNA-Seq analysis,
ALN 65492 is unlikely to generate
substantial off target perturbation at
concentrations exceeding 95% of TTR
inhibition, thereby confirming the
specificity of ALN-65492 for TTR.
PD evaluation Cynomolgus | SC Vutrisiran: 5/sex/ Consistent with the role of TTR proteinasa | [TTRSC02-GLP15-025]
(vitamin A and T4) monkey (qMx4) 0 (0.9% NaCl), group minor carrier of T4 and a major carrier of
after multiple SC 30, 100, 300 vitamin A in monkeys, mildly decreased
injections of serum T4 concentration (25% to 30% from
vutrisiran in a predose) and markedly decreased serum
13-week repeat-dose vitamin A concentration (84% to 89% from
toxicity and TK study predose) were noted on Day 85 or 86 in
with a 12-week animals given >30 mg/kg; these persisted at
recovery in monkeys® similar magnitudes at the recovery sacrifice.
Alnylam Japan k224t confidential 12
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Secondary Pharmacodynamics: Overview Test Article: Vutrisiran® or ALN-51547°
Species/ Method of Sex and No.
Type of Study Strain Admin. Doses (mg/kg®) | per Group Noteworthy Findings Study Number
PD evaluation Cynomolgus | SC Vutrisiran: 4/sex/ Consistent with the role of TTR proteinasa | [TTRSC02-GLP15-039]
(vitamin A and T4) monkey (qMx11) 0 (0.9% NacCl), group minor carrier of T4 and a major carrier of
after multiple SC 30, 100, 300 vitamin A in monkeys, minimally to mildly
injections of decreased serum T4 concentrations (up to
vutrisiran in a 35% from baseline) and markedly decreased
9-month repeat-dose serum vitamin A concentrations (up to 86%
toxicity and TK study from baseline) were noted at necropsy in
in monkeys? animals administered >30 mg/kg.

Abbreviation: Admin.=administration; ALN-51547=revusiran drug substance; ALN-65492=vutrisiran drug substance; CCDC47=coiled-coil domain containing 47; Cos7=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; ICsp=concentration for 50% of maximal inhibition; NaCl=sodium chloride; N/A=not
applicable; No.=number; PD=pharmacodynamic(s); gM=once monthly; RNA-Seq=RNA sequencing; SC=subcutaneous(ly); SUMO2=small ubiquitin-like modifier 2; T4=thyroxine; TK=toxicokinetic(s);
TTR=transthyretin.

a Vutrisiran is also referred to as AD-65492, ALN-65492, or ALN-TTRSCO02 in nonclinical study reports.

b ALN-51547 is also referred to as AD-51547, ALN-TTRSC, or revusiran in nonclinical study reports.

¢ Unless otherwise specified.

d Good Laboratory Practice-compliant study.
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Safety Pharmacology: Overview Test Article: Vutrisiran?
Organ Systems | Species/ Method of Sex and No. GLP
Evaluated Strain Admin. Doses (mg/kg) | per Group Noteworthy Findings Compliance | Study Number
Cardiovascular Cynomolgus | SC Vutrisiran: 4M/group Vutrisiran had no immediate or Yes [TTRSCO02-GLP-037]
and respiratory monkey (single dose) | 0 (0.9% NacCl), delayed effect on clinical
30, 300 observations, qualitative ECGs,

quantitative ECG or hemodynamic
parameters, respiration rate, or body
temperature through 84 hours
postdose. Therefore, in terms of
cardiovascular and respiratory
endpoints, the NOEL is

>300 mg/kg, the highest dose tested.

Abbreviations: Admin.=administration; ECG=electrocardiogram; GLP=Good Laboratory Practice; M=male; NaCl=sodium chloride; No.=number; NOEL=no observed effect level; SC=subcutaneous(ly).
a Vutrisiran is also referred to as AD-65492, ALN-65492, or ALN-TTRSCO2 in nonclinical study reports.

Additional information: There were no neurological effects of vutrisiran in monkeys in the 13 week (TTRSC02-GLP15-025) or 9-month (TTRSC02 GLP15-039) repeat-dose toxicity studies at <300 mg/kg (highest
dose tested). Refer to 2.6.7, Toxicology Tabulated Summary.
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