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"o AT AL F U RIF BT IARRY) =2 —m/XF —OIRFIZIL, EITHRET HILERH 736 L OVMEIRE 70
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APFALF U RIFIHRE T InA RN = a— N\ F—%2 /T k4 R BE BNV T, RIEBOZERIER I ST 5
BN DHNRIRIFITH LT, @NT VAV AT 4 1)V« == ZAPMEIREL THFAET B,

Fo 3y ha (LR AF) OB RIS ThDH/IF T3 TTR mRNAZF BN L, TTREZ L RXZE DS B%
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FNZAFHIIZ B W CE AR B KO BRI TTRY L R E DREAZMFTHZLI2ED . bT A AL F RIS e 7
RARRY =2 —a /R F— (2B D7 0/ RO/ IS &2 35,

AFNX, R AP AL F U BRIFHEETInARRY) =2 —a/3F — B F % 5F G U7z (B BE 45 [F 5 AR B
(APOLLOFER) 72 812 B W T, AW FEE 227 ThHmNISH (i IEAR R E 2a 7 +7) 2a 7 &#1X 00,
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MRS AEREE (COMPASS 31Aa7 ) IRl B #ET DIENREIN TS, SHIT, DIEOMEE B I OMEEEICRIL THL R
RN HERS LTS,

INHOEREREEZD T, KE T, BEEEB L ORI A ER SO EICLD, BIAGREA N T
i1, 201848 A 1Zthe polyneuropathy of hereditary transthyretin—mediated amyloidosis in adults | 01 i JiE TR
WIDSIRNARIFI LU CRGREN T2, FRON T B A 5 R (AR ERB I OVEEA /X = a5 E 5
DI ESNZEE LD OB EFE D Thi, 201848 A I Mhereditary transthyretin—mediated amyloidosis
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6 NIV A AL F U RIF M T I AR R = o —a/3F— | Al E S U CRUE IR TR B2 IS LT,
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1. lR5E4
(1)F04
ARy e i A 2me/mL

(2) %4
ONPATTRO infusion

(3) AFFD R

U A AL F 2 (TTR) DT IBAREZ L NI E THAATTR S Z I BIZH L TEE (ON) 75 /3F3 5
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2. — g4
(1)#0% (8n 4 %)
IRFLFF R A (JAN)

(2) ¥4 (f%iE)
Patisiran Sodium (JAN) . patisiran (r—INN)

(3) AT L
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(5-3)dT-dT-C—A—Um-U—G—G—U-U-C-U-C U

4. 3 FARUDFE
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F=:14303.58 Da

5. {bF4 (4% RITFE
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N~ =5)- 7T =V N—~(=5)-2-0-AF NIV N -3 —=5)-T 7 =Y -(3—5)-2-0- AF LTI L -
(8 =502~ 0-AF NIV YN~ —=5)-2 - O- AF N FPIN~(3=5)-2-0- AF VLT FVIN-(3"=5)-T 7=
UN=~(3=5)-2"-0-AF NI YVYN~(3 =5)-F IV~ =5 )-F IV EFIVYN~(5"=3)-FIPV~(5—3)-
YFVINAE )T T =I5 =) 2 - O-AF VT YU NL(5 =3 )T Y N5 —3) - T =Y (5 —=8)-
T =N =3IV -(5"=3)- T UV U5 =) - F U5 =) YUY (53 ) F Y -
(5'=3)T 7 =UN~(5—>3)-2-0-AF NI N~(5'=3 )T T =UN-(5">3)-7 T =UN—~(5=3)-7 T =/~
(65'=3)-7 T =UN=(5"=3)- YV UNL~(5=3)-T T /2 ORNAEH U+ R A
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L
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2. AR DEEEHTICETIREN

BV TRIEGAF TRAFHR RIEFHE (S
RHIRATAER —20£5C 485 A ™ Eiial
iR 25+2°C/60£5%RH 67 H EEER)ZFL-A RN BRI £kl
. RS20 lchr b b AL N IR LT B 52 &
TR = L —200W-h/m2L) | DRI NT=,

1) fikfse 1 (724 H £0)
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1. Ff
(1) Itz D X Al
FEHH

(2) BFDHVER R OHEIR
A~ H A O RDEE 23X E R

(3)&AIa—k
BB

(4) BE D%
pH:6.4~7.5
BEEH:1.0~1.1

(5) DAt
B AR AR A P D I B T B,

2. "H| D RE
(MBS CEERS) DEERUVEHNA
1A T D& B (5mL)
e Ay b g 2mg/mL
s = 10.5mg
P AN ST S R
HEhRS FvTFRY ($F T2 L Cl0mg)
DLin—-MC3-DMA
((67,97,287,31Z)-heptatriaconta—6,9,28,31-tetraen—19-yl-4— 65.0mg
(dimethylamino)butanoate)
PEG000~C-DMG
(B~ o —(3’-{[1,2—di(myristyloxy)propanoxy]carbonylamino}propyl)— w —-methoxy, 8.0mg
polyoxyethylene)
AN DSPC
. . 16.5mg
(1,2-distearoyl-sn—glycero—3-phosphocholine)
QL AT a—)b 31.0mg
N7/ & I DIy ¥ oy S i) 11.7mg
Ut —KFEHIT A 0.9mg
X [ NLNN 44.0mg
2)EBEFDRE
AR L
Q)@=
S TR




3. Rt BRAEDHERRUVEE
AR

4. A
BB

5. BATSAREMDHLHKMEY
EDTA (Ethylenediaminetetraacetic acid: =FL 7 I MUFEE) . =% /) — /L B X OGCE R HY)

6. RAIDEBEHTICBTIREN

By [EeE Skl PRI RTFIRE R
FHRT R 2~8C 275 H HkI#E S
JIBC v 25+2°C/60 £5%RH 65 1 RE10mL O M H F AN AT L | HIEAS
T AR EE120 Flx-hrld b BLOmrrT F AT A N
SRR FRUT RS =L —200W-h/m?*LL_E P

ETEH : Mtk REIE, pH, SIEERER, =2 R RO OREMEMORL - B IR & R, HAE A28, R (MY AIE* 7Y —
7)) | AR
XOLZEMERRER TR FE
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HEFEBIEICIY, L TOLBREARS 5L

- RFN ORI BER BT AA T V1A B T-V4.4mL (8.8mg) TH D, kM OHEIIESEAKRAFN O LI ARALT V%
o TR 7 B H 3,

BBV B TCHERR TS, BANRHIHEEITM LRI E, B AT AORNAIREICAGNSHE A6
DY ERS DA RS D, BHI O SE BT 20,

CNATNWNROEREERE VI ITRERY | WE R = —T L AVRY (PES) VU7 4 A — (FLFR0.2 u m) &
FWTAIRL ., JBE B ZHIAND, AT NVBITHT LN T NV Z—Z 0, ZOFIRZ#D KT,

AR, VDT ANE—TABUTEARF R ZRY | R E200mLE/R D LD, 0.9% LT N D AR AD
D RS T VAR E N AL, BoNZERERRFIT5,

B OFRIRILT N TREETHT e, FIUEIRITHRZ IR T52 8, R0 G T IRET 2%
BITIE, 15~30°CTRAFEL , G REMZ 5 6O CLeIRFRI LANICE 528,

TVILZ2 4k (o E) I2B9 2 E 11LEH EoER I 0HES R

8. hFIE DR AT MEILEHMEIL)
WA DR

9. B
FALSAN



10. A&-2%
()EFEIDELRS - BE. NENERLES - BECETHER
A2 TA T B — (FLRL.2 pm, PES) & & Tl by Ne B O ST AL 2 3528, 783, 72V -2-=

FN~F L (DEHP) & A LW R Ay 7 24228, (TVILZ2atE (B _ LodEs) (B4 25 A 1108
M EOEE | DHEZR)

(2)a%
A8y e S 2mg/mL (bml) X 1 (V7 4L Z—AiE% 8.8mg 4.4mL 1K)

Q) FREE
BB

() BH#BDME
INAT IV R AT T A
=N SY Audu iyl )Y
Fyry T T IAF VRN AFET NI=T L

1. AlEREShSE#ME
AANIARANCABPR LI THD, (IIV.RANEET2HE 750 80E &K O % OZ e VL 20 (ER Lo
RSB 2HEA 1L EoEE 0ESR)
AU B2 PREARY =— T )V ALK (PES) YU V7 b8 — (FL420.2 pm) | 38 L O BRI 25 9% ) 1T Alnylam
Japanfk XSt Digfiks s,

12. ZDfth
SRR L



V. AEICEEYTHIER

1. ZBEX (TZIR
NI AP AL F U RIGRME T I AR R 22—/ F—
<EXTEHLHE>
NI AP AL F U RIFHNET InARRY) = a—a/"F—(X, 1505 X D8k % 7o v TV AP AL F o (TTR) BAR 25 5
WAL, R DOFRRIC L BB L OB AERITTRO G E B2 T 04 RO MR ER— N AL LX), R
V= a—m 8T — B X OVMIED EAR R ST D IRAI IR B THD,
AFNIFAMIZ BN TE B B L OB AR TTRO FEAZ /DS BKRIERZ S EE 2T TTR7 IuA RO/
HEIET DA THD, NIV ATALTF U RIGNE T IuARR) =a—a R XF—BELERELT, T2 MME, 7
ZAR % O 2 ERRER QN2 Ol 7k i 538 A 5 T, 6 DO REIRFER (VA5 1 FEEUER  ALN-
TTRO2-00176xR (LA T, 001385R) . HARNIZEITHE 1 #HR : ALN-TTR02-0057885% (UL T, 005588R%) | 5465 T
FHEUBR : ALN-TTRO2-00255R (LA T, 0025K5R) | #ESM o ITARAMRISE ¢ 538 - ALN-TTRO2-0033U5 (LA T, 00334
BR) . H A AN A o [E B[] 45 TFE 3R : ALN-TTRO02-00473%8% (LA T, 004738ER) . H A Z& ¢ o [F] 58 e 7] 45 AR A%
e 5-3ABR : ALN-TTRO2-006 35 (0063A8%) 172572 D INF/RBRIR 7 27T MTE W T AR FER LU 2
DHERS NI Z DD RhBEXUI R A E LT,
[V IREICRET 2B 5. R 0ES R

2. DEERIIHRICEEET HEE

5 MEEX I RICEEST HEE

ARHNOHERIZHTz>TE, I OTARTAL SR bT A AL TF LRGN T InARR) 22—/ F—D

PWIRAEEL QWD E MR T DL,

<A >
AHN O HT=>TlE, NI AT AL F U RIEZRE T InARR) =2 — X F— DB RSN TS BEF TR
THEETHIVEEMRBE LT, I DOTARTA LB NI AP AL F U RIZRME T InA R R =2 —nm 3
F—DBBPIHEEL TWDZEEMRTHIL,

3. HERUHAE
(M RERVHEDHER
HHE L RANIE3EIZ LB RTF T 2L T0.3mg/ kg miii ifE T 5, MEAN104kg L B B ITIX3E I [E]RF
Fo LT3l 2mgZ S E#E T D, W T ILOGEICH, 705 ML E (5B kA1 1655 HITAI ImL/ 53 . & D &I
3mL/3) M T4 52,

Q) AZERUVHAEDHREEE - B

ARF 2 g S F i (0.01~0.5mg/kg) CHAR] s EF AR 5- (001, 00538088) 2 L, 1% - TTRIEE D& KK T
RBLORRAERFTLIRE S AAID0.3mg/kg H Bl FFA FTRERZ MBI OB T 07 7 AV I21F T2, &R
DK Fbb7eblLiz, £o, KB G5 (0023858) ¥ <, AHF10.3mg/kgD 3 1E]F L O 1 [E O 5 F&IZ>
WCRHIL 725 5L, 281 B o 56218 B OB G-FR& TR (FF7) £TO Mg TTRIE E OSFELE T #E035,
4RI 1% GAZ e~ 1 BB 5T RIEIZ & o Tz, LA EIDARFI O3 IZ11510.3mg/ kg G- DLV A %2R,
e AR RRBR B KOS 5B CHL 2 O 2k L R 2D RS Tz,

[ B [ 5 T AR RABR (00478BR) ) CILARE 105kg LA B B ISR UAFIZ R E 104kg AR E L TR L2 115]31.2mg
R LTEY, RRBROPKY 7 70— fHTIZ 38\ T, ARE 100kg L ED BEF O EFIREIZIH T HIEE &L, K
HE100kg AR D BF AR TOTNITE WS OO | BRRIA NS ZITFBD D o7z, LLEXD | (KE104kg A
D RBE DM E1X0.3mg/kg, 104kgbh LD HBEZE O HEIF31.2mgE X ELT,

RBEANEE T, WTNOBEA I EIIDO 155 BT ImL/ 4y . D% ITKI3mL/ 2L, 7045 L BT TG4
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5HZ&,

[V.IRRICBT2IEE 5.5 AR K

4 BERUVARICEET IR

RESN TV

5. FRER AR
(D BERT—3/\yr—>

O

b

#E I DIR

AARIZBT2AROIRIRBRARE 7 0 s 7 M3, DIREE 2L BE L Z L7 AT AL T U REBETInARRY
Za—unF—BEOANEBLIOL MMM T 572D T A, FERT =237 —42%
T LU T D6 > OB TSI TV D, B AR BIIHDRBTHLD, BARNBEEZEG o7 m— Lk

BRONERS AT,
] o 7¥l/
IR AR 0D F R B
Bk SR FI o 5 oy o
i S B, W, 7R R
P iR 14 5 3
! 1 tH7E TTRO2- N
R 1 AR I P YT O Dkl dtt, Basht, MBS LOSH %
R
i SoH M. “THE R, 7R TR
I e B 5 3B
I FHEtH TTRO2- I e
A LA O A2 O | kminseatt, Bat, KNBED LUK
R4
ALN- |PTFAT AV TR SHERRILFE A — T T R RO
L T R | FEEET InARARY kR
AR LA SO g | O |Rmon i, R, ERBES LU
SN n=29 O A
i iizﬁi@ﬁﬁ—w%u BT, SR
= b 2 Sl N
M8 1R E 1 534 TTRO2- ?ﬁiﬁfj;; ©  |AAl (0.3me/ke) %33 10 1] B2 55 (L
003 ; e - M) Licbx e dabk, AR B L O
‘ SO A
AlN. | PTEAT AV TR S ItE, 72 M, “EER, TR
[ R LA, gy |FHEHET S | |
(APOLLORR) R A (0.3ma/ k) ESHIC 1 F1E 5 Ui L2 2]
0225 (I A A :n=16) FEIS X U4 RFA
LT BRI, 77270, RT3
AN | ey e, [ IR,
[EI R IE [R50 ARk GE B 5ol | TTRO2- #1_‘2/\%&_%% © | AFI(0.3mg/kg) & 3 (21 [l & B % 5 (B &
006 | & SRR Ui 200 b, A B XS 4

n=211 (A A A :n=10)

S R
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<HE>

FRAREER Calflich == AMMFHIER

AT H

e

237 D

mNIS+7 A2y
(modified Neuropathy

Impairment Score+7)

HIEAPRREEE AT T +7:

TE B AR R AR R S L OV B AR R
ZERALTHEENE AR EE AT
55D IR— R RNIS-W GEEIHERE /15 K T) .
NIS-R (B#ESCH) . QST (&) « 5 NCS (M=) |
(RN E (B ARAREEE) 2 DR S ILD

AT 0~304 5
MR E ER N L D =K Aa T

NIS-WA=7
(Neuropathy Impairment

Score—Weakness)

MR ERT

TEENERE (77 DK T) 25572 OmNIS+7 & 4
K BarmR—Fr b1

B RO LM RT3

AT FH:0~192 5
MR ENID DI =K Ra T

Norfolk QOL-DNA=27
(Norfolk Quality of Life—
Diabetic Neuropathy)

QOLAZT :
R B QO LD BRI 2R R -l A — /L
5DDR AL D3572535T8 H THERRE LD

AT FPH: —4~136,5
QOLMBIWBRW={Kxa7r

R-ODSA=y”
(Rasch—built Overall
Disability Scale)

H {RIEE

FeE D B EATRENERS LO— B B i OfEE (O
170, BERBIORSRE) 2+ o720 O
HOTEB)/ 2 ZINO RE

AT i 0~48 51
FEEOREMEN=mAaT

2418 H CTHERRES D
10-MWT 10A— VA TRRBAR - AT I A=V /R (m/sec) T/Rd
(10-Meter Walk Test) 10A— ML D RREEE S DI D IR A E 5485 | RT3 EE S K03/ 20 B =45 B0 B i

T D REE

COMPASS 31 A=)
(Composite Autonomic

Symptom Score 31)

A HAMREIR A= T
H AR e E IR 2 APl 4 5720 D BEHE T T T
77 2

A= i 1 0~100.45
AR IR IR L0 D 7 = Rz =7

EQ-5DA=7
(European Quality of

Life-5 Dimension)

QOLA=T :

5DODRAL (BEORE  HORIVOEH, 5724
DOIEE), I8/ R, RL/ SEXAR) ITHDE,
TEREIRIE A RN 957D DR E

A7 i 0~148%
QOLMRIWRW=ERAa7T

=5 EEWEEEO ML L TOF DI lkg) THIE
P NMRLIR/ L B =5 B Sl
mBMI FEWREORE E (kg) /[HE (m) *X MG 7 /L7 I8
(modified Body Mass (g/L) ELCHH
Index) SREREEN LY B\ =4l A R fiE
PNDA=7 LR R E MR T R E R T 0 :fER72L
(Polyneuropathy AT RO MLEEM /8 FITHRITRE NI S| T UREEEIISH DM, R TAHE

Disability)

o RF— 2T — D R E

I BATRESNZIR FLTWADS, foks AL
7oL CHAMT Al HE

A : Rl OALCRA BE R CH T AT BiE

B : Ew ORI ZERL THA TRl HE

IV: W RE X0 R EE

FAPAT—2
(Familial Amyloid
Polyneuropathy)

ICHBRATRENICHE S, =a— X F — 27—V D

0 JEIRZL

T REEZR AT ABE, TICIRE DR,
@i, [ AAPERER A FICHD

O AT B EE T, TS DREE
IR, B R~ EEA T

I HWT ORI Z0REE, EE O, &
&, [ EMRIEENEE TR TIZHD

3
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(2) ER PR E R
< B A GRS E T — 2 > (0017488R) V
I E NAREFE SR G 17256 8212 A54110.01, 0.05. 0.15. 0.3, 0.5mg/kgE7-1L 7 TR A2 Hal S i IRN R G- L= L
FOREMBIOERFNELEDIT, AFIOIEYERE, 3 ) FR R BT L7,
Ltk
AR TRDOONTAEFRIT. WTIBRENSFERE ThoTo, AFIH G- TRROLAVIALEE (441) F5 L OVKLEE
PERZIZ (1) 13, BRE F7 XL CHY TR LB E R L ST ST, AK10.5mg/ kg 5-CHRBLLI-1E AITLE
IR (LB 13, TRBRIEEBIE S 7213 BE A H 5030 LW SIS L, SR ROGOSERE LT, B,
N MRMEER PRS2 FEIE 35 LUV 03 8 G- BRAR2 0 12\ TR BLL T,
AR I, EERAEFFEG P RICESTAFFL, FECBIOHERIBRFEMEITERO o7,
EN%
AAHND2>DIKAH F (0.013 L T00.05mg/kg) # 5-TlE, 5% 180 H ETOWT IO U IV TH M IF H TTRIE
FEDN—=ATA L INEOEACEIT T T /A LHEGL CREREILITFRO ORI -T2, — T AAl00.15, 0.3 LW
0.5mg/kg#% 5-CTl&, Mg HTTRIEEE D H &K FIEDIKR T2 51 HZIZROHIL, D% 10~14 H H THRAKEC
FELE (RN—=RATA U NEO R KL T RO 130,15, 0.3 L 1000.5me/ kg 5 TENEN81.5%. 86.6% I LN
93.8%) , 0.15~0.5mg/kgf H-RED M35 FTTRIE & DK T 138 5-#%21 H FCHER S, Z2O% T X TOaR—RT
HrlcEEL . BEHTORIIZN—ATA L FTHIE L,

B RERIRA R ERIZE(THR—RT M UH b DMEPTTRIREELEOHER (SHNE AR FEHERE)

(%)

o 50

& 40 7

EF 30 -

T 20

R 10 Lo

;é Ny

1) -10 -

’I( -20

x =30

7 s=Omt IS4k (n=4)

! ~50 AFI0.01mg/kg(n=3)

n —-60 i o K 0. 05me/kg(n=3)

=Y 70 gy 755110, 15mg / kg (n=3)

@ -80 == K H|0.3mg/kg(n=3)

3 —m A H0. 5mg/keg(n=1)

£t -9 FAy+SE

$ 7100 L T T T T T T T T T T T T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 180 ()

B 5 EERE

1) 7&KGRIFSEZEE 5 1 #HRBR (ALN-TTR02-001385%)

< A H5RER : B AN T —4 > (005:88%) ¥

H AR N HE R 12014 5t G212, AR#10.05., 0.15, 0.3mg/kgE72iX 7 7 R A MBS FFIRNE 5 LI2EE DR 42
PEBLOEEMEEBIT, AR OFYENRE, 3T RE AL 7=,

ek

WA R S WS T SHEE R L (RAIRE : 0.3mg/ke iz &) ZBRE , MESNTCWT O A EEFRLEE ThoT,
2L, EIZFEOLINI-A EFRIT. LoD [ARAIRE: 361 (0.15me/ke# 5-2/1, 0.3mg/kg#5-161) . 77 &AREE: 141 ]
ThoT,

REAHIE I, EERAE RS, P IRICESTAEFFL, FECBIOHEFIBREEITRO L o7,
ARBROFE B, HANGEHEREERE 2B HAAI0.3me/ kg £ T O AR 50 DAV T ST,
W

AFIEETIEL, MIEFHTTRIREE I N —AT A0 bD H EKAFMEDIR T 277 L7z, 0.3mg/kgf 5- TITX BB TR
T, e RAR N (77.7%) 3 51410 B IZHERS AL, 42 A £CIZEE LT,

ARFEROFE RS HARNEEEGER S LAME N LR O3 T EORE M D e S 4T,

13



BE S EHIRNESECBTAR—ZS 4 oA bOMEDTTREEST(CEOHR (X ABREHERS)

(%)
35
25 T
15 {&\j
o}

,,,,,

=0 FS5 R (n=3)

i KX FN0. 05mg kg (n=3)

'y K FN0.15mg kg (n=3)

= K FN0. 3meg kg (n=3)
Fi+SE

HEBO oV AUNIN— ). S @D - 4 BIHE
1

T T T T T T T T T T T T T T T T T T T
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 (A)

5tk
2) AGRIFRHIEE L B ANIZHIT D5 T AHRER (ALN-TTR02-005745%)

(L) AHTEBENTODRIEE IR BT AP AL F U BIF R T I0A R RY = 2—a3F— | Th 5,

(112) AFITEBENTWAHEN O EIZTE R, A3 1ESF 2T LU T0.3me/ ke S HET 5, (KEN104kgbh FoBE
WZIE3WIZ LB RF o F L T3L.2mg% Ml HET 2, WTHOEAICh, 705 ML B (B 5B 46 155 B ImL/ 4y . DI
FI3mL/50) N TR G-9528, | THD,

Q) HERIGIFERAER
<A G RERANE AT —# > (00275R) ¥
NENE AT AP AV F U BIG T InARRY) =a—a /T — BEE RGBT, AFE2nhEi ke G LB 0%
A ARME, F) PR AR Oy B Re A 3 m L 72,
H H N
ARERT A IR, ZHERIER A — 70 F~0L | TRl I 15 % 5308
(BRI, KIE | Bk 10fE3%)
PSES AT A AL F U BRI T S0 AR R =2 — a8 F— B3 2941
TR AL U « ARICEVIEBEMEDO T A AL F U RIG M T I0A N R =2 — R F— LB SN2 185 DL B B
« TANGXURT I NTU AT 2T —F (AST) BEOT 7= T N7 A7 27— (ALT) M HEUER P L
[R (ULN) D2 5% L0 F
- REULE L SR TERIPA N
- TATIN3g/dLIE
- ERAERE L L (INR) 231,204 F
« KPS (Karnofsky Performance Status) 2360% L4
+ BMI(Body Mass Index) 2317 ~33kg/m?
S RARAN =X e SR Y e
< DEIREENZ EL QWA ERE
TR L UE © TEEYE D BGIE T2 1S M
- A OBEE
Jrik KAEIOFFHBER G T DRI, RO2ODRHEREL A DIB 1D A ELToT,
- BRIEL DAL (BHEED (RATF R AZY L RANRTEEZE— /TN T2y R AEAZIUH,
PR L OMR O e AX U H S P A AR A $ 5-BRAG AT 36 O 5-BRAE30~ 6055 A 12 4% 5-
- BIEERL DA (EFR) HIET ALY RANRTEZE— /TN T I/ 72 EEHAEDKE
F O N FE TR E AK B 5-BA 46040 LL_ BRI 5
BANCA T AR—R3BILL_ED B2 54> D5E K L7z 2 —MI BT, A#K10.01, 0.05, 0.15F721%0.3mg/ kg%
4BZ1E] (qdw) | FH2[E16043 2T THREFHIRN 5- LTz, T D%, ZEMEOT —X O FEATIZHE S X,
AF0.3mg/kgZ 31 IZ1E] (q3w) 6043 2T TR FARN £ 53 22— R, BiEEL A OB T B IY
AH0.3mg/ kg% 3T IZ1E] (q3w*) 7043 2T CRIE IR 53228 — N CoOE 5 H58H 7=, 208H B
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TIEBHAELT,
q3w* FEERL A (B H %) BLOVE AR (ZEE %) Te3wik 5353k —k

AR

ek

HEES, WRRE., 125558 08X (ECC) iy

B

MIETTR, EXIABLORLTF ) — L fE G 78 (RBP) 1T JIE T AKI O 3K ) 22 iy i 25

Edhhe

B[54 B IO ER S % OMmEFICBIT 5/ 3F 270 BXOWEE K4y T DDLIn-MC3-DMAE /-1
PEG 200~ C-DMG O IfiL i 71 36 K OVR th it i

ek

< HEFERIT296 2361 (79.3%) ICRO B, EARFEHELI, MAE FERIERALMAETH] (24.1%) . R ¥
YA (13.8%)  MEFIE, FEEL, I EBIR B L OE A S, 4341(10.3%) 7L ThoTz,

« TEAZEED SO 3ZR O HAL T3, §_T0.3mg/kg (qdw) B H5- D HBE ThHoT-. TOHIH1HIITHE 5

TS0, 20%, & 52 HHLE T LI,

- EELEEFLII20(6.9%) (250 (MHgt, N, Bl R JORUNE) 780 b, 3o $F5:
(MeBide Mgt L) IRVRBRIEE BE LY ST ST,

- BRI, B EFIRCEST-AEFR LT BIOHAERIRFHEIIRO N7z,

B
o MIFPTTRIEE O A EEKIFERRIK TARD I, 0.3mg/ kg G IZB W TR AKDIK FRRD LN,

© RRIMIE FFTTRIEE DX — AT A NHO I KK T #130.01, 0.05, 0.15, 0.3mg/kg (gdw) ¥ 5B LW
0.3mg/kg (q3w) # 5 TENFN26.8%. 49.9%. 77.1%. 85.8%. 86.8% THY, sHliL/- A HDIL
0.3mg/kg (q3w) #5235l & THDHIEIVRENT,

FFIOAREMBRTIRBEDA—ASA U HLORAETE(0~208HEET)
(%)
1004

@
o
I

604

40

OfEED - - BHE

AT Z VU AUN—),

T T
0.01 0.05 0.15 0.3 0.3 (ma/ke)
(qaw)  (q3w)

FHIomRE
O T, BIENEN2/ 3= ZANVBIOTE/ = Z AV FANO IR T TG, TR E2 R~ T,

BRI TR = (RARIME R TTRIBE /R —2F A DI {E R TTREEE) X 100

s TTROSEE L T, X ABLURBPEEIZOWTH A BRI TRRD LN,

S EhRE

AFID S FEE RN 59% . 7$F 5, DLiIn-MC3-DMA 5 J TPE G000~ C-DMG O Ifil #E H I8 B 13 5 7 #&
TEEELIZIZFOEZICE—ZITEL, ZO®%RECHIIE T L, BE &RV bt A& FIL
THIINLTZ, NF T OB YR 72D o7 (B 5 8E0D0.3% AT .

(1) AAITHE
WZIX3MIC

3) FKEREFREAM A ) : 45 T FAFRER (ALN-TTR02-002385%)

BEN TV AEL ORI NES ., A3 E$F T 2L T0.3mg/ kg% A §HE T 5, KE2N104kg Ll LD BE
1@/\%/7/&T31.2mg72E{riia%e—:fré WTNOGAICYH, 100 M LL E (& E5BA% 15 RITM ImL/ 53 . £ D%

3mL/53) DN T3 528, 1 ThD,
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(4) BREEAYEABR

1) AR BR

< [EIBE I [E A AR SR > (004385 : APOLLO#ER) +
KNIV AY AL T U RIF N T IaARR) =2 —a/F— BELE R G REOA B IO EMEA L 72,

H A N
W71 B, Zhsk 3L, T4 M, ZHEMR. 772 IR, EERH RS
(BRI, ALK, B, BARZE LT V7T O44NER
POE- RART LAY AL F LRI T InARR) = o —a3F— B3 22541 (A AR A 16615 )
R L UE - AEEN1SIRLL BSOS L T o
« TTREBIETEBPHERIIN, NV AP AL FUBIZHMETInARNR) —a—a/F— LBl i B
« NISA= 7 235 5 0L E1305 L0 FR XUPND A 7 A MBLL T
- BEEELIIEEOFHERESE. BEOEHERESE CREIBE R 223 T) 2 A3V EH
- MRS R A (NCS) THIE L7 HERE DA RIS B AL (SNAP) | IR B O A IS ERL (CMAP) |
JRUESNAP, RE CMAPE L OHEE CMAPONCSIRFAA2 UL E
« NYHA (New York Heart Association) D.CMERESEA T LA T
+ KPS (Karnofsky Performance Status) 2360% LA _E
F RN LU - TR B
< R BN E T B AR E IS OBE M O R R 2365
« BUEF 7 7IV A AL TV (REICZ T 7IV A& AL WA IR % 5-BRLERTIC 14 A [
DIRIEH 2 52T L TWORIT U B2
c BED 7L = VR AL COOND GREICS 7 V=Y L2 AL T A IR0 & S-BIthRTICD
7o EH 3 H M OIREERI A58 T LT RITIUE R B W)
SENRTE IR (AP AL F U RIFE R T Ia A RR) = a— /R F — IR E L I ARAR
Wopis 225 B ARERIBEETNT T T EARBEOWT IUNITIEE 2 IZEIDAHT (2:1) L AA1(0.3mg/kg) LT TR
(0.9% NaCl) &3 IZ 18], R 78H M (184 A) FrRINE G- (1EI&H 720705 23T C AR #EE) L,
RTOBFICHHEIREL T, TH AV (FERIEIR) | RTvFE— /T T 7 2 (FIX RS
3K) | H/H Sk a & 5Lz,
B EHEIARET BRHEZEESNERILENTEBE T —FE L Ea— L, 2R BT
(MNISH7T AT DR—= 2T A DB24 LA EOBINN, 230 FAPAT — 3V D_R—AT AL I HEOHEFT) B8
DI LRI L7256 TSRO 54 1 LT,
TEFHmE A B 5185 A B S OMNISHT AT DR—AF AL OO EALBEOARKIREL 7T 2Rt L D=

ARt ZE H

PUF OB IZEBIT B 5185 H DR —AT7 A NOD AL BOREIREL T TR L D7
QOL:Norfolk QOL-DNA=T | i 5E GEEERE/ i JJIET) (NIS-WA2 7 | B {KEE : R-ODSA2 7,
HATHREE : 10-MWT, B EEHREIR : COMPASS 31227, 23R fE : mBMI

BRBOFHMEEER | TOHEEBIZBIT#% 5185 AR OR—AT7 AU NEOEALBEOARKIFEE T TR LD
My FTTRIREE 728
IR S BHEY R mITTHEM)
(BRER) AFKIRE (n=148) 7T RREE(n=17)
i (%) L I ESD 59.6+11.96 62.2+10.76
PRI Bil%R (%)
Bk 109 (73.6) 58 (75.3)
otk 39 (26.4) 19 (24.7)
NFE, % (%)
TIT A 27 (18.2) 25 (32.5)
YN 4 (2.7) 1(1.3)
HA 113 (76.4) 50 (64.9)
Z DAt 1 (0.7) 0
> 1f# 2 (1.4) 0
il 1 (0.7) 1(1.3)
Holgk, 1% (%)
bk 37 (25.0) 10 (13.0)
PERK 62 (41.9) 36 (46.8)
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Z DA [E F 7213 Hus 49 (33.1) 31 (40.3)
"I UAF AL F L RZFEETInARR) =2 —n
NF—LBWENTOLOHM (4E) | ) +£SD 2.39:53.26 2.60:3.24
N—2F AL DNISAZT (45) . ¥ £SD 60.50+£34.51 57.02+32.04
R—ZRFAUONISAZT () i3k (%)

<50 62 (41.9) 35 (45.5)

>50-<100 63 (42.6) 33 (42.9)

=100 23 (15.5) 9 (11.7)

K 0 0
NR—=25 A OmNIS+HTAZ T (f5) | ) +SD 80.93+41.51 74.61£37.04
PNDA= 7, #1435 (%)

I 36 (24.3) 20 (26.0)

I 43 (29.1) 23 (29.9)

IMA 41 (27.7) 22 (28.6)

1B 28 (18.9) 11 (14.3)

v 0 1 (1.3)
FAPZT— B1%(%)

I 67 (45.3) 37 (48.1)

i 81 (54.7) 39 (50.6)

il 0 1(1.3)
TTREAGR T, 1%k (%)

V30MAY 56 (37.8) 40 (51.9)

FEV3IoMAY 92 (62.2) 37 (48.1)
TTREE T T2 | % (%)

FAEFIEVIOMAY 13 (8.8) 10 (13.0)

PR REVIOM LA & T2 DD 225 1 135 (91.2) 67 (87.0)
TTRIM &R EAC A O R | 515k (%)

2L 70 (47.3) 36 (46.8)

HY 78 (52.7) 41 (53.2)

BT 7IVA 47 (31.8) 27 (35.1)
DT =W 31 (20.9) 14 (18.2)

KPS, #1145 (%)

60 49 (33.1) 22 (28.6)

70-80 80 (54.1) 45 (58.4)

90-100 19 (12.8) 10 (13.0)
D7 InAR = ZEMY | Bl (%)

YT D 90 (60.8) 36 (46.8)

LN 58 (39.2) 41 (53.2)
NYHAZ Z A 5558, Bil%k (%)

I 70 (47.3) 40 (51.9)

I 77 (52.0) 36 (46.8)

KM 1(0.7) 1(1.3)

PND : Polyneuropathy Disability, FAP: Familial Amyloid Polyneuropathy, KPS :Karnofsky Performance Status, NYHA :New

York Heart Association

a) JE B K

b) PNDA2 7 IVO B 1L, BT B b2 L OEIE (RN—RAF A OPNDA2 T RIIBLL F ThdZ L8 RELUEIZIB )
ARSI

o) EWNIRFEH 1L (M7 AP AL F U RIGRIE T IR ARRY = 2—m /3 —JEHEEE U TR EGR)

d) N—ATAL DI EBEDIEE DRI 13mmEL_ ETHY | KBRS B E7 I m i E OB E 3 720 B

et (F MR H )

-mNIS+7TA= T

mITTHE % 5t 8212 P 5185 A K S BT AmNIS+T AT T D_R— 25 A L b O ZE & (/s /I +
SE) AT LI B, AFREE TR BEEDEIT —34.0£3.0 (RFIRE: —6.01.7, TR
28.0%£2.6) THY, =2 —uXF —ICHL T T RRBICHXTERFHE CTHERLENBD LN (p<
0.001, MMRMY£) ,
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#5181 A AIZHBITAmNIS+TRAaT (mITTEH)

AKI#E 7 TR
80.9+41.5 74.6%37.0
N . . ) )
NmATALATT (n=148) (n=77)
75.1+43.2 101.1£45.4
o BIFAAa T
#5185 A iz I A 2a 7 (n=137) (n=51)
R 2T A EDLEE —6.0+1.7 28.02.6
[95%CI] [—9.46, —2.60] [22.83, 33.09]
AHIRE— T TR EEDFED —34.0%+3.0
[95%Cl]. pfi [—39.9, —28.1], p<0.001

a) FH£SD

b) F/N R £SE

OMMRMIEZME L, BF MITIER— 2T A mNISHT AT T Zdft L8 &L LT, B 5 RE, kBRI (9% A |
184 H)  IRIE-KBEDO R BAEH, TTRE S5 (V3OMAL, JEVIOMAY) | hT U 2AY AL F U BRI FIRMET I ARRY
S —a T —FEAR R (BORE AT 50k LA 1) | Mg (ALK, WERK, Z O Lod[E 7= i3 Hisk) | TTRIU Bk E (LA D
A (B, 720) ZFEESREL TE DI,

Fzh M (EIEHIE B )

-Norfolk QOL-DNA= 7

mITTEE &5 5138 5-18% H B 512813 B Norfolk QOL-DNAZ T D_R—2FA L b ZEA LR (/N 5%
A5 £ SE) ZfRMT LT fE B AFIBEL 7T B R BEEDOZEIT —21.1 3.1 (RAIRE: —6.7£1.77, 7T &R EE:
14.4£2.73) THY , 7T ERRATE N THRAIRE CTH ERUED RO O (p<0.001, MMRMIE)

#5181 A A28 1T BNorfolk QOL-DNR 7 (mITTER)

AHIEE TIEREE
59.6+28.18 55.51+24.34
= AT A AT
NmATARIT (n=148) (n=76)
55.4%30.62 71.7%29.26
o BIFA AT T
#5185 AR SIck T AT (n=136) (0=19)
A S O NNy Y () —6.7+1.77 14.4%2.73
[95%Cl] [—10.2, —3.3] [9.0, 19.8]
AHIRE— TSR EEDFEP —21.1%3.1
[95%Cl]., pfik [—27.2, —15.0], p<0.001

a) 45 £ SD

b) e/ P £ SE

MMRMiEZ L, &7 /W AZiE_— 2T 1 Norfolk QOL-DNA= 7 Zdligi o 25 f L LT, #5-0, skFEi
97 A 185 1) AR KBED BN, _R—AFA LW HONISAT T (505400, 50,800 1) . 77RE ST (V3OM
R FEVIOMIY) | b T A AL F UG T In A RRY = o— S F — FIEARE (50mAT . 5055 2L L) | #hsk (b
K, PERK, 2 fthod [E F72 3 HIE) | TTRIU &K ZZ E LA OFEARE (HY, 7eL) ZEEDREL TEDT,

- Z OO B FEAE B

mITTHE % %I G 5180 A K U1 52 OO BRI E H O_X—AT AL DBOEAL EOARAFIFEE
TIERBEDZEIRBOLEBYTHY, TN AAIRET T TR LA TR FZIICA B2 E DR
o= (MMRMEE)
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B 5180 AR RICEITHZOMORIRETHEIE B (mITTER)

B EHmIE B AR A i =
R—2F A AT 32.69+25.23 29.03+22.95
(n=148) (n=77)
+ +
B 518 AR RIS B 237 33'(7112:;327%34 46'35:_5?)1'77
NIS-W
ARG A L HDLEE 0.05%1.306 17.93+1.959
[95%CI] [—2.52, 2.63] [14.07, 21.79]
REIEE— TS EREED 7R —17.87£2.25
[95%Cl]. pf& [—22.32, —13.43], p<0.001
29.7+11.51 29.8+10.76
S G a)
bl (n=148) (n=76)
+ +
B 518 1 B AU B51 5 A= 7 o A
R-ODS =
R— 25 NEDZEED 0.0%0.59 —8.9+0.88
[95%CI] [—1.1, 1.2] [—10.7, —7.2]
AHIEE— 7 FEREED 7N 9.0+1.01
[95%CI] . pfi& [7.0, 10.9], p<0.001
0.80+0.40 0.79+0.32
S 2SR a)
NoATASRIT (n=147) (n=77)
0.85+0.50 0.56+0.39
Bz BIFARa T
LO-MWT 5185 A S BI1T 52T (n=138) (n=55)
(m/sec) NR—ATA L IPHDIE LB 0.08+0.02 —0.24%0.04
[95%Cl] [0.03, 0.12] [—0.31, —0.16]
AEIBE— T FEREEDFED 0.31%0.04
[95%CI], pfii [0.23, 0.39], p<0.001
30.61 +17.58 30.31+16.37
= AT A AT
NoATARTT (n=146) (n=76)
+ +
WY 518 ] I A 51 B AT 25.61£17.05 33.11+17.58
COMPASS 31 (n=138) (n=54)
R—ATA L IPHDIE LB —5.29+1.30 2.24+1.94
[95%Cl] [—7.85, —2.72] [—1.59, 6.06]
KFIE— 7T RREED ) —7.53+2.21
[95%CI]. pfE [—11.89, —3.16]. p<0.001
R—25 A 2a7 969.7+210.45 989.9+214.19
(n=148) (n=77)
+ +
<EEE> | Bmcsxayy | TOAZESS [ 8 TEL
BMI
I(nk x| STAIABOEALE 374957 —119.4%14.51
& & [95%CI] [—22.6, 15.1] [—148.0, —90.8]
AHFNFE— TS REEDFEDO 115.7+16.91
[95%CI] . pfi& [82.4, 149.0], p<0.001
) )£ SD

b) Fe/N - = SE

OMMRMEZE AL, BT ML K BIRFHIE B ORX—RAT A 2a7 il & O LA B LU T, BG1E, RKBERF
9% H ., 185 1), 1BH-KBRDORZBAER, N—ATA WA ONISATT (50 A M, 50 5 0L _E) X TTRE /s 11
(V3OMAL, JEV3OMAY) | hTo A AL F U HIZ M T I0ARRY =2 — a3 F —FREAEH (505% AT, 50i% L4 1) | Hh

B (AEK, TEER, Z O [E Eo i3 s | TTRIU R ECAOMENE (B, 7eL) ZEEHREL TEDT,

¥ NIS-WEFAIHIZ 1T, _R—ATA B ONIS-WAR IR B LU CET VI E ENDHTD , R—ATA R ONIS % 75

IZEOIeh -T2,

A (PRI HRHAMGEH H )

<M E AP TTRIZE (mITT4E )

AFIFED MIE P TTRER EE DX T 313186 A MITI7.7% THY | TTRIR T 3R 2@ L THERFS

iz 7T RARREOIMIE HTTREEE DK T 3R135.8% Th -7,
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2

<ARHIFE>
< RFIBETIE. 148417194151 (63.5%) IZRITEM 2558 bz,

- FRRIWEAIX, Infusion reaction 401 (27.0% ., FEAILED SUG28B &S Te) . THT1451(9.5%) . KAy
FEIE 1061 (6.8%) B3 L O AEIH (6.1%) 72 & ThH -7z,

- EEZRIWERIZ, 1961 (12.8%) IZRD B, 261LL EIZRED BN DIE, THISH (2.0%) | B EHIK
MAE2H1 (1.4%) TH 7=,

o B G IRICE ST RIVERIE, 261 (1.4%) 1284F (D8, Wk TREEE, A RIS, B KT, R R
AT, RO BIRR, RS FEREE) SRR b,

© FETTIETH (4.7%) IZRB D DATZH, JRRFEEBEH Y LS =b D137z,

< FTHEREE>

© TTRREECIE, 7765341 (68.8%) ICRITEM AAR® bz,

« FREIWERIL, Infusion reaction 1441 (18.2% . {EAIZEEI SR THIZE Te) . BLLOBI(11.7%) . T, %
5B TE(9.1%) . R HEVRIE, M0 260 (7.8%) | MR, EHL, %501 (6.5%) MR-, KA IENE.
BRI 441 (5.2%) 728 Tho T,

- EEARIERIZ1061(13.0%) IZFBD LT,

« B GRS E ST RIERIEH (6.5%) IZR8D BT,

« FETIE6H (7.8%) IZRDBITH, TRERIEEBE S L pr S b D3 7en o7z,

R

(RS
(HAAN

YT IN—T

SISl

BT (I TTEE D)

ARFNEE (n=7) 7 Z AR (n=9)

i (%) L I ESD 65.06.93 60.2414.19
PRI, B (%)

Bk 5 (71.4) 8 (88.9)

ek 2 (28.6) 1 (11.1)
"V A AL F U BIZEHRETIa AR R =a—nu
SF— LB THDOBI () . T £SD 1382170 1.26--0.88
NR—2F AL ONISATT ()" Fi1EK (%)

<50 3 (42.9) 6 (66.7)

=50-<100 3 (42.9) 3 (33.3)

=100 1 (14.3) 0

KA 0 0
NR—2F A OmNISHTAZT (41) . F¥£SD 81.21+35.36 54.76+18.88
PNDA= 7, %% (%)

I 0 1 (11.1)

I 4 (57.1) 6 (66.7)

ImA 1 (14.3) 2 (22.2)

mB 2 (28.6) 0

\Y 0 0
TTREAHL, Bl (%)

V30MZA 3 (42.9) 7 (77.8)

FEV3OMAY 4 (57.1) 2 (22.2)
TTREGF T T2 %k (%)

EEFEIEVIOMEY 1 (14.3) 2 (22.2)

EFIEVIOME 2 & e 2 DD 228 5 6 (85.7) 7 (77.8)
TTRM &R 22 E LA OfE Y | Fil%k (%)

2L 0 2 (22.2)

HY 7 (100) 7 (77.8)
DTIuAR = REMY | i (%)

KRS 5 (71.4) 4 (44.4)

ML 2 (28.6) 5 (55.6)
NYHAZZ 2555, B4k (%)

I 1 (14.3) 6 (66.7)

I 6 (85.7) 3 (33.3)

K 0 0

PND: Polyneuropathy Disability, NYHA :New York Heart Association
a) JERIR
b) N—RT AL DJEBEEDEEDFEIH13mmEL ETHY, KEIRF R F 138 = OBEAE 23720\ B
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bt (CEEFHIE H )
-mNIS+7 22T

H AR AmITTHE M Z 51 81 # 5185 H B SIZB1T AmNISHT AT T D_R—AF AL b D2 b (/N R/
YJ+SE) R LI SR RFIEL 7T 2RO ZET —31.60E11.23 (RFIBE: —7.70+7.85, 7T &AREE:
23.90+8.14) THY, =2 —/3F —[CEL TF T BRI N TAAIRE CENRDHNIZ,

BE18H AR AICHITAmMNISHTRa7 (AR AmMITTER)

AHIRE 7T v REE
. - . . 81.21£35.36 54.76+18.88
NR— AT A AT (=) (2=9)
18 A B A3 B R 7Y 77.44%+14.25 85.77£8.19
(n=6) (n=4)
R—= AT A PO ZEAL oD —7.70+7.85 23.90+8.14
[95%CTI] [—23.18, 7.79] [7.86, 39.94]
AR — T T REED 7D —31.60%+11.23
[95%CTI] [—53.74, —9.46]
a) ‘F-¥J£SD
b) *F-¥%)+ SE
o) fw/N R £ SE
AMMRMIEZ L, €T MZIE R —RAT A mNISHT A2 T &8 f5i D BELT, B EHE SRETHREH (9% H |

181 A) IRFE-KBEDO R BEAEM ., TTREAZ AL (V3OMTL élf\/BoW‘”) b7/;<*7‘4\/7“/’*”%<ﬁé\cr$7 oA RKRY
= a— N F — RIS (507 AT, 5078 LA L) B O TRIURARZ E(LAN O R (B0, 220) 2B ERBRELTE
DT,

Fzh M (EIEHIE B )

*Norfolk QOL-DNA=7

H A AmITTH %56 8 10#% 5-18% H B 123881 DNorfolk QOL-DNAZ T D_— 2T A L b0 2 & (5
/NI SE) BT U AE R, ARBIBEE T TR AR REOZEIF — 1.9 11.62 (RAIRE:3.317.95, TR
#E:5.1£8.57) Thoiz,

#5184 BB SIZH 1T BNorfolk QOL-DNRI7 (AR AmITTER)

AFIRE AN 2

e . 63.6 44.7
NR—RF A AT (ne?) (0=9)
NR—2F AL PHDIEAL B 3.3+7.95 5.1+8.57

AKFNBE— 7T B R REDFE —1.9+11.62

[95%CI] [—24.8, 21.0]
a) T
b) Fe /N 345 = SE
MMRMiEZME L, &7 /W AZiE_— AT A Norfolk QOL-DNA= 7 Z i E DI L L T, # 55, SKFEie

9% H . 181 H) IBFESKBEOZR AR, _N—ATA LR DONISA2T (50 ﬁﬂ%zﬁﬁ\ 50 RUR) | TTRE G (V3OM
A FEVIOMAY) | hTU AV AL F U ARG RIET S0 AR RY =2 —u T —FEE I (5055 AT 505 LA ) | TTRIY &
R ELROERRE BV, 720) ZEEDRELTEDT,

< ZOMOBIREHGE B
H A AmITTH M % %t (28518 H S BI B5Z DM OBIREHEE B OR—27 A hbD L ED
AHIBEL TSR EEEDFE] Z]Z/K?E@&:]b@‘f?fboto
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BE5180 ARRICEITEHZDMOEIREHIER (BARAmMTTER)

BIREHmE B AFHIEE TS5 REE
e X 32.71 23.21
NR—=ATA AT (o) (n-9)
NIS-W NR—2F AL PHDOIELED —0.30+5.91 13.24%+6.12
AHIRE— T TR EEDFED —13.54%8.45
[95%Cl] [—30.20, 3.12]
e X 23.7 32.5
NR—=ATA AT (ne?) (0-9)
R-ODS R—=ZGA L PBDEA FD —3.9%2.67 —7.7%2.92
AHFNFE— TS REED DO 3.8+3.92
[95%Cl] [—3.9, 11.5]
NR—=RFA L RAT 0.68 0.81
L0-MWT _ (n=7) (n=9)
(m/sec) &—z74yb>%©ﬂ£{t%bv“> —0.060=0.110 —0.125+0.118
AHFNFE— TS REED DO 0.065%0.160
[95%Cl] [—0.251, 0.381]
C e X 30.61 30.31
R—=2F A AT (n=7) (0-9)
COMPASS 31 R—2FA L IHD I ED —5.45+5.76 —0.88%6.53
AN — T T B REED D —4.56%8.60
[95%CI] [—21.51, 12.39]
NN 831.9 836.9
<mpms | T (n=7) (n-9)
mBMI R—2FA L IHD I ED 26.5+44.15 —119.3£45.87
(kg/m*Xg/L) AHNFE— TS REED DO 145.9+63.17
[95%Cl] [21.3, 270.5]
a) T8

b) /N IR £ SE

¢) MMRMYEZE A L, &7 /MIEE RIRGHRIE B ON—AF A Aa 7 &l RO R LU T, 58, kBl
(9n A 183 A)  IRIE-FRDIZHIEM ., R—AF AL B EDONISAT T (50 5547 . 50580 ) ¥ 77TRE G
(V3OMZL | FJEV3OMAY) | h T AP AL F U TIGEHEME T S0 A KR =2 — 1 3F — R JEAE i (508 AR . 505k LL E) |
TTRIU AL ELHI O FAEE (B0, 720) ZEEIRLLTED,

¥ NIS-WEFIIZ 1, _N—ATA VRS DONIS-WHA I E B LU TETIVICE ENDT-D, N—ATA RS ONISZ 75
\ZEDIRDoT,

btk (BRZR A FEMTE H )

MG FTTRIEE (H AR AmITTAR])

B 5187 A B SIZBIT A MG F TTRIE E DO R—2T AL LD EEEALRIL, AFIRETS1.8%, 77 REE
T2.1% ThH-oT=,

ZetE

< ARFIEETIL. 7O 241 (28.6 %) ICBITE 38D b=, PRI, HUR GRS TE, IRz, Bl 1
1B, AR S . R = 2 — o F — B L OB RERE E . 45141 (14.3%) TH-7=,

© TTRARBETIE, 9B TH(77.8%) ICRITER 28D STz, AR, A BUG3HT (33.3%) . 15
PEHASMIGHE | OISO, RS, R, B A E R A B AR A AN L 3
RS MG, B, ik, KTV TRV ME, KR T AUE, FEEMED F, R O EIR, 1B
B, Loo<, s, BAMEMENT A, B AR ER ., & 161 (11.1%) Th-o7-,

- HRANBHEIZBWTC, EEREWER, 5P IEICESTRERABLIUSECITROHIRD -T2,

I

4) FRGRIRFREAG R : H AR N ZE To[EBE L[R2 WAHFER (ALN-TTR02-00475%)
5) Adams D, Gonzalez—Duarte A, O’Riordan WD, et al. N Engl/ ] Med. 2018;379(1):11-21.
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2) REMHER

OERR £ R 5 MG 1% 5 A ER

< [EBEIL[R 2 MARERBR > (00675 [ H R figsr 1) &7

AFNOUFHNF AR A% G- 78R (0035 1R) 2 d6 L ONE BRI [ 55 IR ARGk (004388R) *9 258 T L7z T v A% A1
FURZBENET InA R R =2 — a3 F —BE LRI, KA RBIR G (RESEH) Ltz et A2itks
FOSEBL AR R B AR Tl L 7o, 7035, 20214F 1 BIE | Ak G-aBR 1 Tk T Th D,

H H WA

BT A WA, ZhaRk IR, A —70T~0L ik 53R, [E B FRER
(B KEL BFE ik, k. BARBLOA =AM U728 L7 P 7 D51 i)

x5 AT AP AL TF U RIZ M T InARRY) =2 — 8 F— B3 21161 (B A AN1061& Te)
T ERPRILYE  BUAABR (003FABRFE7=1T004588R%) 258 T L, IRBR BT IEANIC L0 RA M HER S, ATRBRISEY THD
LS B

« TANRGXUBT I A7 2T7—F (AST) BE T F=0 T30 A7 25 —8 (ALT) A EEHER P -
[R (ULN) @2.5f% L0 F

o [EBEAE(L I (INR) 232.0 04 T (P FERIEE 521 TODEBE TR, INRDS3.HLL T THFFE)

< R ULE L A LR R R

- MFZLTF =0 DULND2ELL T

MREULEVRULND2(ELL T C, Z0 EANHEEBESN O _R— VIEBERLCEN T 554 GEuA e e
FRAEBD ISV LE ATIER THY ., D OALTB L OASTAEAEFITIN O BEF) 1., Bk L,

T EFRA BB I HE 2 RS I T TR & AL E LA ZE AL QB EH

7k BB CORKIEENORISEM B AR S 0 LU T, PR3 EITAHK0.3me/ ked S & IR 5L
Too REBFIIHL, BIRBRIEE 5N AT R E T o7z, B WRITRESFRMELT,

BB SE IRD3DITHFELT,

- 0047 TR 0045 B CF TR BTG-S, 0065 BRICS INL7- B

— 00444 : 004FER TAKI DB 5241, 006 BRI N7 B3

— 00344 : 003FER TAKI DL 5-Z41, 006 BRI 7 B3

A figexus
BEFR, WRRA ANV A TERAERE
Aok

RIS E OME A W : mNIS+7 A= 7, QOL : Norfolk QOL-DNAZT | H{K[EEE : R-ODSAa T | A1 Ti#
BE10-MWT, B EAELR : COMPASS 31237 3 IR AE : mBMIZR Y

WEF

MIETTRIZ KA T ARA OIS ) F ) 2

P S ek

W RAFRATIRE R (7 — X Ay NA 7 1 201849 A 24 H ) TARHFIDE G-I T 221112 L B EO T xig &L

72

< BEHFELII2116H20461 (96.7%) (IZFRDBIL, 10% L EOBFITFRD SN HLR T, FHI(19.4%) , K
R PEFRRE (17.1%) | JRIEEIREYS (16.1%) | B3 L OVRMHEAZE (4513.3%) LK 38 L ONVE AT SO
(#%11.8%) TH~o7z,

- HERHEFELIT211698261 (38.9%) 128D BTz, ZDHH 21 (0.9%) 13755 3K L B 50 &4 W
. 1B CREE AP, SO 1 CE RS /1B 28 /AR ME | SHITHBA /B MUAE /42 B P 98 iE SO E A%
BEMRFRO BT,

c R P IEICE oA EFLIT2015 2641 (12.3%) 1IZFBD BV, ERFSIT., A0 A5 IE (341,
1.4%) [004 7" TR : 4941 1 1451 (2.0%) . 004AF : 1376152451 (1.5%) . 003AFA : 22 L] LM% 1k (341,
1.4%) [0047 7R : 496 361 (6.1%) . 004AA : 7L, 003K : 22 L], 184 B g (2451, 0.9%) [004
TR A9BH 16 (2.0%) | 0044 137HIH 1641 (0.7%) . 003AF] : 72 L] Th o7z, AL KIET
N RN Y N e Nl A Y il

« FETC132340 (10.9%) IZRDHIL, BT, 1RBR T 15356.5% A # 1M LSS T L, 165k
IEBE S LI ST Ol o7z,
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Bk

HR R RRAT BE A (77— 2 o A7 : 2018459 H 24 B ) TARKI DN 5-SH T 221141 (00477178 : 4961, 004

AHN 13761, 00347 : 25451) 2 ZhPEDIRHT I F L LT,
« 0047 T BRDBREIL, BB DR 5185 A B S ETITEBRRDIEITL TV, ARBR TAKIE 5
BRAGTIZ, =a—u/RXF —  DE B L OV @EFRRIE OB L O B/ 2T B IOV T, RRERE
BRHFLLE R TERBORENHLNTZ,

o« BUARBRCARI N G-EH, ARER TAR AL TG-S 72004 A3 L U003 AF 0 BEF 1T, AR
BRI & LRI U CRE 5120 A R CHO A D R S L7,

© BE512 A R B BB 2R IE B OAR R ERIF DO E L RITIRE D LB TH o7,

g5 120 AR RICE T A ELHEIN MM E B DAARE HFRNODEILE (FAS)

S B 0047 7R 004 A5 003 AA
—1.36+2.38 0.59+1.24 1.90+2.70
+
mNIS*7 (n=37) (n=121) (n=25)
—45+2.54 0.1+1.52 6.0 £ NA
Norfolk QOL-DN
orfolk QO (n=38) (n=125) (n=1)
—0.2+0.76 —1.6+0.54 —0.7+0.77
R-OD
ObS (n=38) (n=125) (n=24)
10-MWT 0.045+0.035 —0.010+0.018 —0.056+0.039
(m/sec) (n=38) (n=124) (n=25)
—3.70+2.10 0.43+1.07 —1.24+1.60
MPASS 31
COMPASS 3 (n=38) (n=125) (n=25)
< BEEH >
mBMT%r'E”*EE‘ 23.8420.87 16.37.69 38.34922.58
(keg/m?X /L) (n=38) (n=122) (n=25)

SEH)ESE, NA: B AL

HNE

- I3 T TR EE (3K T1 2RO fRAT 5 G4 )
HRAFRHTIE S (T — 2 o 847 : 2018429 H 24 B ) IZHIF A3 A TTRIZEE 1T, 004435 L OR003AK D K&
FHTITHERRS L, 0047 T 2R DB TITE T L7z (RRBRREEEE NSO 52813 :88.2%) ,

<HE>

6) AGRIRFREAME E: A AR A\ %5 T [E BRI R 25 T AE ke 5% 5308 (ALN-TTR02-00675%)
7) Adams D, Polydefkis M, Gonzdlez—Duarte A, et al. Lancet Neurol. 2021;20(1):49-59.

QBN E I B IR S RER
<HENT —% > (003585R) &9

AFNOUEHF AR (002385R) V&5 T LI A DIV AP AL F U RIZ T InARR) =2 —o 8 F — B
BRIGT RFIE WG (R EEM) LicbEor ik, 3P BB LOHINEIC OV CEHEL -,
H H N
T A FUAM, ZhaskItlE, A —7" 70 B, Bk 5305
(RN K[, B K D9INERR
PoES RANT AP AL F U RIZ M T InA R R = o —a/"F— B 274
BRI UE - 002FER T, T CIIARF O G2 T ARMER RSN JEEED N A AL F U RIE BT In AR
A =a—aF—EBH
« KPS (Karnofsky Performance Status) 2360% L4
« T NTREE R L OB REE B DB
+ NYHA (New York Heart Association) D.CMERESS AN T LA T
FebRo L HUE TRERERED B2
Jiik 27BN AF0.3mg/kgZ 3 IZ11R], R 24E M FHARN 5 (118720 7055 RN T #RE) Lic,

NTOBEFIHEIELL T, TH I ALY U (FFRFRK) | T eFE—0 /TR 7 =2 (FI2TF %
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;’2) N Hl/Hz*ﬁﬁﬁ%&gbfio

TR E Ak
HEES EIRRE . A2V A B RRERE
Bl EHmIE B W=
MIETTRIZ K AFE TAHKI DI ) F 2
B
PITFOHEBIZRBITAR—=ATA L NHD L&
AR EE OB A AN : mNIS+7T 227, QOL:EQ-5D A=Y | H{K[EE  R-ODSA 7 | T E : 10-
MWT, GEENERE  §2 7], 2 KNE : mBMI
[ 2l CEEFHIEH)

- BEFELIT2THIH 2641 (96.3%) IZFRD BTz, ZDHH 1661 (59.3%) IXTEERILL B HHY L prEn, &
TRHGIT  EAITEI BROS  WHAL (25641, 22.2%) . THT (3451, 11.1%) . @M, A A v Ml (452451
7.4%) Ch -T2,

« FEAZEEI BSOSO FEIEE LT X TIRETHY, TR TOEAMEI ISITHE R L, 5 FIEIZE ST
EANEIRISIF L, TRTORENREOHEGE5T T LI,

- EERAEFEGITH (25.9%) ITRDHIZM, TEERFEEBEE DY SHME-b O3 oTz,

« FETTIE2H (7.4%) IO BT, 1RBRIEEEEDH Y MBS zb D137, BT LA CREG-F IR
FBol A ERERIIBO LN 5T,

I (FEIREHIE A )

< MLiE R TTRIZEE (FAS)

AFN e G2 LA M5 H TTRIEE O T 2R1E82% THY |, 247 A IO Fi LIz, KK FHEOFH
IR =T A D MLEHTTRIBEEIZBE%70<92.5% Th o7z,

A5t (EIREEGIE H )

mNIS+HT A2

AHNBE GAZEDMNISHT AT DR—RT AL DB 5240 A K S ETOELEIT —6.95Th -7, mNIS+T A
7 ORAE ARFR GBI O FIEIREM R S CH D67 H B TBIZREN, 24 A B £ THRmIL 7,

mNIS+TRATZ DR—RASAUh 560 B EDZEILE (FAS)

R—ATAE R—2FA U NEOEEA & (FH) = SE)
(3E¥)+SD) 61 H 125 A 184 A 245 A
(n=27) (n=27) (n=27) (n=27) (n=26)
53.02+35.63 —1.33%2.04 —3.262.29 —0.88+2.69 —6.95+2.03
< Z DDA B PEFHmE A

Z DDA ZNMEFARIE H O~ — 2T AL 5% 5247 H B ETOELRIZRED LB ThHo712,

Z0MOFIEFHEER DX—RF10 560 H LD EILE (FAS)

S N—=RTA N—=2FA D HD LA E ()£ SE)
B CF#£SD) 6»H 125 A 184 A 241 A
EQ-5D 0.78+0.14 0.00%0.01 —0.03%+0.02 —0.01%0.02 —0.01%0.02
(n=27) (n=27) (n=27) (n=27) (n=26)
R-ODS 38.1%£8.61 —0.6£0.77 —1.5+0.76 —1.0+0.84 —1.8£0.83
(n=26) (n=26) (n=26) (n=26) (n=25)
10-MWT 1.14+0.43 0.03£0.05 0.01£0.05 0.07=£0.05 0.03£0.04
(m/sec) (n=22) (n=21) (n=22) (n=22) (n=21)
i Vil 25.81+11.86 —0.36+0.85 0.31+£0.51 1.41%+0.62 1.49+1.23
(kg) (n=27) (n=27) (n=26) (n=27) (n=26)
B
;:j:;%rﬁﬁ&> 1030.49+168.64| —0.68+14.14 1.944+21.02 —32.08£31.40 | —60.76£34.86
(ke/m* X g/L) (n=27) (n=26) (n=27) (n=25) (n=22)

8) AR RIRFRFAL & K} - 5 I ARAke s 535k (ALN-TTR02-00375%)
9) Coelho T, Adams D, Conceicdo I, et al. Orphanet J Rare Dis. 2020;15(1):179.
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(5) B3E - fRAE A ER
DEME#FRIE MbiEE — B EEREER
<HMELNT—% > (0087345R) 101
IR ICRY) =2 — T — DT LI NI A AL TF U AFE R T In A R R =2 — a3 — BF B T D AA
DAV AR K SR B e 2 3P L 7=,
H H N &

Nk BEMbAE, IEEMH, B—#, [ERRIL[E R
(TR RAY ABRVT BN AR AT 2 —F o R RBEE O 10fEER)

PIEA B ZIZHR) = —a XF =BT LI NIV A AL F U RIERE T I A RR) 2o —a/F — B
24451
TR AL UE - 18kl E
- REREB SR 120 A LLERINC, MU AP AL T VRN InAR R =2 — T — IR O 12D I JF Al
AT

- B ISR =2 —m X F =T, R =2 — w3 F — DT, ROl & b ~7-PND A=
7 OEAb, EITIFEAEE O2[E ORI TPND AT OEALDOFLERN B IG G LER LI

- KPSIR70%LL ETH5

- REBREERATI A LU, BEL CTREMHIZEROIRE AR L T
FERRIM LU - NYHADLMERE /A > 11

- PNDR2 7RIV

- MIEAST, ALT, £7213REULE VB ENULNEZ B2 THD

- FFRIFERAE R FEAa SOs OBEAE £ 135 Bk BHAA6 7 A LLNIC R AR A 4G SOS O FTREME 2 /R 3B T
REREMA (LET) DR R,

© ATV —=U T REOHEE R ERIE A1 & (eGFR) 2330mL/min/1.73m* AT

- ML ONEER A O ST TR S D

QA YSTES S el SR Gy

Jrik 2361 L . AHN0.3me/ kg 3IIC1IE], 120 A FIRIRPEE G- (LEIH720K9T053 BT C At ) L7,

T _NTOREITRUTHIHREL LT, AFIEABR R D604 LL_ERTICVFaxTusfR, T &ZE—/L H,

FEHTHE, HalE W82 3 5. LT,

X1 HEITEBROEREICESE, KRE100kg A O BHIZIEL, AH0.3mg/kgZ 3B 1 EIEARN I G- L7,

RE100kgPL EOHEFITIT, SF 52U T30mga 3l I 1 E# RPN 5- L1,

TR At

P 567 A W 5 O 5120 A SIS D _—AT AU D BOTTRIB SO K il

Bl G- Bk

LU FOHEBEICBIDR—ATA L b0 bR

IR 2 DO A HIEE : NIS2A=2 7 . Norfolk QOL-DNA=7 | COMPASS 31227 | F{K[EZE : R-ODS A=

7 HFEIRAE :mBMI

K Ehhe
RHFN R EREDO/TF LT OB Mg P EHER 7ol
ZetE
AEEG b
TR BEY
B RNERAT R H] (n=23)
i (%)
SEH)+SD 58.1%9.9
Hp g fE (R F) 58.0 (43-75)
Bk, BIE (%) 13 (56.5)
NFE, %L (%)
HA 22 (95.7)
TIT N 1 (4.3
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=, 5155 (%)

ANA Y 7 (30.4)
TIA 5 (21.7)
KA 3 (13.0)
RARH L 3 (13.0)
AZVT 2 (8.7
A x—F 2 8.7
eS| 1 (4.3
"L AP AL F U RIG T I A RR) = o —a/3F—
ZBEIE LT AW D35 05 AT . 15 (%) 13 (56.5)
"L AP AL F U RIGE T I AR R =2 —a/F—
LRSI (5%)
SEHJ+SD 46.7+11.7
Hp g fE (R FH) 50.0  (25-63)
VIOMALD | ik (%) 15  (65.2)
TTRZ EALAIE FEE | 515 (%) 13 (56.5)
TTRZZ EALA
i A AR HP e fiE (P 2.1 (0.2-7.0)
IR AHE R D AR (%)
4+ SD 50.1%+10.8
Fh O fE () 54.0  (32-66)
"I UAPF AL F U RIZHRET InARRY =2 —1/3F—
WS TODITBAE £ TOMM (4F)
3+ SD 3.7%£3.0
rh O fE () 2.7 (0.4-10.3)
A Ay ha a5 £ TOHIRM (4F)
45+ SD 9.4%+5.1
Fh O fE () 9.2 (1.4-20.8)
R—=2TA L DHRPEIHIL A BilE (%)
Y A=U NN 10 (43.5)
HIaYIA+IaT x ) — VR 7 (30.4)
TAR_EY LA 1 (4.3)
LraARY 1 43
270 KA+ TR AR 1 43
HIa) WA+ T YWF 4TV 1 (4.3
DA=V.S NS = N=1) I3 1 43
A AR) a7 = ) — LR 1 (4.3
BMI, kg/m?
SEH)+SD 23.5+3.6
Hh g fE (P 23.2  (18.0-30.5)
MIEHTTRIRE , mg/L
E¥+SD 202.1+54.1
Hh g fE (P 192.1  (123.7-315.1)
NISA= 7
S (SD) 60.3 (39.0)
R (D) 59.5 (7.0-136.5)
Norfolk QOL-DNA=”
5 +SD 66.7+24.5
Hp g fE (R F) 75.0 (16.0-98.0)
KPS, %1% (%)
70-80% 17 (73.9)
90-100% 6 (26.1)
PNDA= 7, B35 (%)
I 1 (4.3)
il 9 (39.1)
MA 7 (30.4)
mB 6 (26.1)
v 00
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FAPAT— 5135 (%)
I 10 (43.5)
I 13 (56.5)
1 00
NYHAZZ A 5554, %k (%)
0 13 (56.5)
I 5 (21.7)
i 5 (21.7)

a) TOMOBIETEL ETe, STTY GHFI). GATA (1), G4TV (1)), L12V (141), F64L(141) . X Y 116S
(1)) TH -7
b) 27 7IV AR (47.8%) . 7N =W 1F261 (8.7%) Thhr-7-,

A (SR H )

P 5.6 A SR O 5-120 A B U D=2 A D HOTTRIBD O i

R BAA P B 5 TOWIMIT.449 (CEHME) | RF OG- W13 A (PRl THo, 24
THRIEMEIFIAPEHEN T2, X—2TA LD MIETTRIBA 31391.0% (FRAE) THY | HFHICHEE
Tdho7- (p=4.5%10"8, WilcoxonfF = NEA A EY)

R—=ZRSLUMNSDTTRFEDED T E

NR—2F A 1~23# 3iA 6 12%H

ﬁ?é{sfrﬁ) 202.1 41.1 35.5 21.2 24.9

e (11.3) (4.1) (4.5) (3.7) (2.7)
(mg/L)

Aiti(;?f)ﬁ - 79.6 81.9 89.2 87.1

DA (%) (1.7) (2.4) (2.0) (1.7)

a) MG TTROJEA RO FgeffE L /2 /3T AR 7 728195 % CliZ . WilcoxonfF BB R E % AV CplE & fi#
Mriv,

Fzht (I H )

NISA=27 | Norfolk QOL-DNA=7 | R-ODSA=7 | COMPASS 31227 K O'mBMID N —ZF AL b5
2 AR R ETOELEITIRED LBV ThoT,

125 A R OB A DRI W T, N—RATA LR L C, LB F I E D RSN,

BIREHHIEE DN—RSM UM 06h AT ENEILLE

i R—2F AUl R— 25 A PED TV () + SEM)
prEET (SE¥J+SEM) 6 1 125 A
NIS? 60.0(8.9) —0.4(3.3) —3.7(2.7)
(n=21) (n=20) (n=20)
Norfolk 65.4(5.5) +0.2(4.2) —6.5(4.9)
QoL-DN¥ (n=21) (n=20) (n=21)
. 29.1(1.8) —1.8(0.9) —0.1(1.1)
R-ODS” (n=21) (n=20) (n=21)
, 37.4(3.7) —2.5(1.7)° —5.0(2.6)°
COMPASS 317 (n=20) (n=19) (n=20)
BMI® 929.9(29.7) —8.1(15.0) +4.4(21.8)
(n=21) (n=20) (n=21)

a) MERHE I LR — 2T A L DD L E AT LT,
b) KEWRIR AT NV W TRT L=,

c) fie/N 3+ SEM

Y B (BRI H )

RHN e 5D /T2 T O I 1 4 P R HERS (PKARAT T S 4E )
EFARBED/XFL T F N AOIMBHIE RTA—2 13, B ZZ T QO BE THERSNZH O L[

EThoTz,

28




etk (BIREHTE H )

- REAREVERAT R RAER 2361 H 23451 (100%) 12 FHRPRO B, 10%LL EICHROLNT-H HEFRIL

THI8HI (34.8%) | Infusion reaction 6% (26.1%) . KA MEFEIESBI (21.7%) | T E#BIR541 (21. 7%)\43

izﬂﬂ(w 0%) ., #1341 (13.0%) | %2 55361 (13.0%) . BN 3B (13.0%) . FEASH (13.0%) B OVR HE Ik
Yu3fi (13.0%) 12~ 7=,

- PREBRERICBE L7 EH S I8 (34.8%) IZRBD BT,
- EERAEFLIIL, 5H1(21.7%) ITRD DI, RF| LR L - EERA FFHGUL, Infusion reaction?)’

1451 (4.3%) 727,

- RGP IICE ST FERRITRO LN o7, RBEER G N E 7o EFFRI1I561(21.7%) 12>

7=

c AL ESTEHEFRILROLNR-T2,

10) ZE &K TR B 25t G L U= [E R L R 55 b H B — BRI B AR (ALN-TTRO02-00875%)
11) Schmidt HH, Wixner J, Planté—Bordeneuve V, et al. Am J Transplant. 2022;22 (6) :1646-1657. (A7 Bk L Alnylam

(6) JAAIE A

Pharmaceuticals®D X4 IZ LV Eha X iz)

NFEABERE (—RERARERE. FEFEARERE. FARBLRAER) . BERTET IN—XAE. &
ERFTREBRABRONE)

F et V2 BE 32 S i 5E 14 i PR AR - ALN-TTR02-006785% (FhE )

o ARk % 5-7k Bk (00358BR) 71X [E B[R] 55 T AH 3R BR (00473868R) 252 T L2 b T A AL F U RIGE ek

TIAARRY) Za—aXF —BE LRI, AHO RGO 2B IR IR 5.

D EBEBELTERETFEDABRRIIEEL-RAE -HBROBE
F I A (2 B4 D R 7 ok ) it A (S M )
IV\TC“@%‘?%T“WMS‘@&)TBE%%LTU\5’3:75 O, BEAME DT, Az ESNET X TOBELHRIC, K

B O AR T

IZBFAAFIO MG, BRI ORZEMEERTH 5,

CRRBAAFIZHOWTIEN T BEEICBI 2 E 5 &GRAME K ONitad - i F Lo IRFIH | DIz 2 )

(1) ZDih
Y E Rl
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VI. ENREICHTSEE

1. REFHICEEH S ELEYRITELEME
BB

2. FEER
(D EREML - 1ERRF "

RFTT0F, TRTOERA B IS AT TTR mRNAD 3 JEFIRR 8K O B A R AERC Y R B ICHE &5

A small interfering RNA (siRNA) Th D, AFNT. M OTTRZ L 7B D E732 FEA ST Ch AT ~D sIRNAD

WL T REIC T A LB F /Hi+ (Lipid Nanoparticle : LNP) » L CHIA{ LS TA,

OFARNZE G SNTAANT, KEO MK VETR T DRI A6, T2,

O N~ D oy AR IZ IV T, LNPOPEG (Polyethylene Glycol) {LAEE D KE 5 235 L. NEIMET RYRZ 08
E (ApoE) B3 fE& 7%,

@ 3 BRI AR YR 2 R 5 54K (Low Density Lipoprotein Receptor: LDLR) 72 & D ApoE Ay 17 Ho #
2L C, AP NI A s,

@LNPHOEIZHELIZIRE X, AICHELI-= U R — AL S 35,

OZF D%, INPOWPE AL = Y — AEO R L EIZEY  INPH O/ RF T (ZARSHsIRNA) 235HI IR E NI
Ens,

GBI N ~IEHENTZRF 2T 1%, RISC (RNAGEE S AL L3 T HEAIR) [TREB T D,

(DRISCIZHEA LTz “AREHSIRNAN — A4 720 | RISCIETEMAL 95,

@IEPE(ERISCIL, BRI L OV BAID TTR mRNAIZHE &5,

OFEME(LRISCAS TTR mRNAZ G5,

@TEME(ERISCIE 7TR mRNAIZIR % (25 G L | fil i i | S B e A 40 33,

O iESHLTZ TTR mRNAILZ OEREAR N TTRE L /X X B AT R BRI L H I A SN2 5,

RISCAD#EE

IURY—LE

INFTT> o PEGILREE FrififasRm®

| ‘ ApoERS & B A
1 559?5% (LDLR%Y)
eohn B % A TTR mRNA®D
o= A e R
mrehas) -

SEShic
TTR mRNA

ZR

B

TTREZVINIHED
AREE
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(2) BEEZE( TSRS
FERERRBR Tl R F IR AFNFD . ALN-TTRO1 CRFI ORTHASLNPELE) 2 AW -5t 21T o7,

1)Ek TTRmRNA £ (235 BEER (in vitro)™®

EMTHIAEEE AR G2 (HepG2) 35 L OV MTH AR A i A% 3B (Hep3B) Mika s A\ zin vitroAZ7)—=2 7R BRI LD,
TTR &G O3 IEFIRR AR (UTR) CERNBS IOV O i FE IR TES I CODERF I A AE R &9~ H 580 ) DRy L

DEWSIRNATH LT T AR E LTz, S 1 OFEREL 7 D8 s TTR mRNAFE Y58 Bl & %450 % Jil D S5 IR FE

(ICs0) 1%, HepG2#i iel 35 L O'Hep 3Bl TZ 412 410.003~0.004nmol/L. 0.006nmol/L. CdH>7-,

RS  HepG233 X U Hep3BHIMIZ 5l & 72 HSIRNAZKE 4 72 T —IRMEIZ NIV AT =/ hEH ERARIAT —
P g5 i (qPCR) 38 X V3 IE; DNA (bDNA) 7 B A2 LV ICsfif i 38 L UV 10nmol /LD siRNA (£ L 7=
SIRNAD B & 12 #E) 12 1A TTR mRNAJE FE D f AR FER & i Uiz,

2) REEMB KU HIBRE RIZ KD (in silico)'”

IRF LT DFEHJERNLNE — R FEZE BT (SNP) BFEAELZRVINE I D BREVICE 2D B a2 R 101414 D& fn
FAZOWTAAF AL T F =T AT AFEHTICEOREI LT AE R, TTR BB T O3 —TF ¢ 7SI BT HSNPSFELH
RIS NTDS, RTF T ORI S TN AN~ T,

AR S5  NCBI dbSNPF —Z X — 2D 5% (dbSNP Build ID:130) & %L . /SF T kE A EALICE =5 Al REME
DBHHINPERFELT, £z, ZOT — X2y MNIE N2V 2 R RIEN Y 22 H 3510141 [ 77V %
T AT N2361, A A28, 7T A30%1 (OB 166123 HAN) , bA =7 R 1T, JefET AV A N361] D
YT N HNT, 2L TTRE G TRLH R E LT,

3) A IE—HNEM (in vitro) ™

In silicooNAF AL T 4T AT AFHTIZED  _F T BESUKFReA 72— MER &R 3 ATREME S b @ o
ETPRIENIZTROE MG FEMNIRIESN T LS, "F LT DA 77— MERIC DWW T 27 WLy 7 25—
PLR—F—T A% A THRFTLTZ,

N7 27— BB FHBUL, 3-UTRIZ TTRE R FESIDIINEN TN 7 =T —Bav ANT I Ne v AT 27~
L7 ST T U B VB2 LR ) i D IR FE AR AT IO N L7z (IG5 K93fmol /L) A3, THED A7 #— /7 Mt
LSS %45 % AL CRIBRICALEE L 72 2 X 1R F L2 o7,

NFUSUISEYA T8y MIGIE R T ST REIE D H S IEMHEEF
B s 1

TTR
ADAMAZ R TF L — BB IO RAR S VA ETF—76
VAT A=A aAaR TR FIR]

A7)

SUMO1,/ & NIRRT F 24— 5

Piccolo (7 ARiHE~ N w7 AH /37 'E)

20 A—T L) —TF 4 7T — 196
TaERAALLPHD T A — 8GR+ (BPTF) , /NU7 L h2
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TaF7INL T2 o3—ELR—8—TF yA ZRAWERF O I00F 78—y MER

(%)

-0 4
A v =
20 *
= n —— TR

L o U, : B ADANASARTFA—EE LB FAUKRRAK L SAREF—T6
b u o A LATAZ)OCOR TUREK
7 o g o v Y
5 v SUNOT/ 22 1) A R AT F H—H5
| O Piocolo(rFFRATHIFET N w2 22 0 H)
;é 407 O 20BBEEL—T =T 2 TL—La96
% " A TAEFAUPHDT 4 H—EEEF BPTF) . /AU T R2

80

1004 ;oo EEEEEEPEPE EEEEE ey EEEEE TR EEEEE ER EETER ez FEEE

10~ 1075 103 10~ 10 10° (ni)

INFUSURE

TTRECTA 7 #—5 o MERH OB G D DUV THUB IR & L7 BEME 5 B SIRNADAD-1661 & ik L 7oL &7 = F— BB TR LTz,

RIRST 15 : COS-THIMIZ TTR £ 3B A 74—y MBI T H R TV AT 2 7 NUTefh ST LT TREL | s 1%
BAET 2T VN 727 —BLR—2—T A TiHliLT,

HFERBLIUVERE TTRAILEEFFRIRICK T 2IMEER (in vitro) '

INF T DI AR O B TTRI LB B TSR T MEWERZ T 27 WLy 7 27 —BLR—2—T A1
FOFEM L7455 B AR TTRB L ONE B E LA LN A5FEMZE BRI TTR (V30M, T60A, STTY. STTR, V122]) DiEfx
THRBBBA L, ZOINEFEFREE ThH-72 (ICs: ZNZ 4136, 28, 23, 30, 1633 V33pmol/L),

\FLSVENLEBARBLUERRTIR mRNADFEL

~

(%)
_40_

-20

B
Y
B 201
<
=
£
e s T BAUE—
~
—~ —— TER
60 —h— V30M(G284A)
—¥— S77Y(C426A)
—O— S77F(C426T)
809 —o— goacaszen)
—— V1221 (@560A)
P00 oo oo el iieiiesiieiiioiiaoiiio-.---
0.0001 0.001 0.01 0.1 1 10 100 (nM)
INFLIURE

ZERYHZ— X TTREE T ZFAL T2 Dual-Luca v AN 7 M E R L, [RERTREL CTEA L, 7 —&1%, T7R mRNAZAER L L\ B2t IR
SIRNADAD-1661& ik L 72 77R mRNAJA R C/R LTz, T — X34 3T A= a P AT ¢ 7 IERFE R G S8, =7 — =3 (n=2) D
SEZRT,

R E AR OB AR E7-135FEDO L A TTR OFAHAIDNA (cDNA) B Z Ly e 7 = F—Ear ko oh
BT AT 2 NLT=COS-THIRLIZ RT3 T TRLBR AT BFAE RS JOVE B TTR &A1l h 3
BT aT WV T 2T —BLR—Z—T A TiHMIiLTz, BRI TTR 2 AL TR T 27 L)L
VT 2T —BaALARNTINERTE—) W,
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5)TTRAV/IAIBE DAL E LY TTR #BEE HR (o R)

ERV3OM TTRZEFRBIL CWD~YTARNT U A AL F U RIFE T InAR R =a—a/3F —EF 7 L% UV TRNAIZ
I UTZTTRIBD O 528 % G L7255 5. ALN-TTRO1 (ARA| O HEACLNPERIF]) £ 51210 | MR & Hhig U
N 7TR mRNAB XML P TTRZ 737 E 5388 % I8 L. TTROMARIL A 2395 Yo T LT,

RORRFUAYA LFURREET7 04 PR = a—0iF—EFILIZ
ALN-TTRO1Z R 5 L= & ZDTTROZE(L

A TTRmRNAS LU HLEPTIRS Sor N B DR FRABABATTRIAE QM
(%) (%)
~201 : S ¢ D SN DRG : S C D SN DRG
L ]
H I
201 5 X
: ]
T
W40 *
i =)
= ]
60 &
[
%
80
E
,,,,,,,,,,,,,,, B . = - S
100 889% 889%
TTR mRNA TIRZ 8 SNALP-1955 ALN-TTRO1
I SNALP-1955 (R x4 H8) (Rt R)
Il ALN-TTRO1
FHfE+SD S:E. C: %505, D: + =535, SN: B 18#Z, DRG: 4R MR &7
ZITERE S BRI (ANOVA) 5 & UTukey D S B IR (= £ B3R ZEACEANOVAS KUSSidakD B E HEHR EIZ & DX E DR (LVF
L DB (kx % %:p<0.0001) NOBEFHITHLTHp<0.0001)

BRI IE 220 HEROER TTR V30M/Hsf~1 (A 2y ZERE R 1~1) KO~ AZ3mg/kg?D ALN-TTRO1 (A Al ij tH:
ARLNPHEIA) (n=9) £7-133mg/kg?DSNALP-1955* (ALN-TTRO1 D&% HR) (n=6) DUV 7%0. 14, 28,
42, 56 B X ONO0H BICREIRNA —F 28 5. L7- (28812118, 3+6[a14%5-) , 60l B #5011 #% Th D
77 H B, AFEN 77R mRNA (43I DNABDNA] 7 w2 A) | MG HTTREZ L2327/ (ELISAE) | 3 ONZEE
FOTTRIEETBAL THOARMRM (H ., + 1505, #5M. LB ik i JOBARMREHED) TOTTRILE (57
FERARRAL S [(IHC] Y () 25T L 7=,

3 SNALP (stable nucleic acid lipid particle : Z2E X FENRERL 1) TRANLL 72 IEMILIER A NN L T 2T — BB T E2ENET 5
SIRNAZE A 3 ALNPRA
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6) FFRE 77”R mRNA ~DEF (H)L)2
AF#(0.03, 0.1, 0.3mg/kg) DV ~DEEIFFARN RS- 12XD , 548K % DO AFIE PN T7R mRNADSfEM: o iR & b
L CTENZENA3%., 84%. 94% D Uiz, Ml TTRY L /78 H BIRIFIICIA LTz,

KB E R 48RRI R (T HFFEER TTR mRNASEZR DRI

(%)
_20_

20

404

*k
60 43%

TTR mRNAJRE D3

80

sk
1004 84%

FH+SD

—STECEANOVAR & U Tukey DB AR TEZ &k DB L DELER (% % p<0.01, * * * % :p<0.0001)

Fokkok
949%

120

T T T T

0.3 0.03 0.1 0.3 (mg/ke)
AF-011-1955 F3
(bEfExtE)

HKERTVE: YL (= A4P )L £ FEn=3) 12, &%1(0.03, 0.1, 0.3mg/kg) Z 154 M D S E I LV E R 5L | #
B8R4 I TR A M A £R L . bDNAVEZ AW T 77R mRNAJE EE A HIE LT,

(3) & R 35 e ] - H fon e il
(VIR D A bR (2) BRRSEEERER | DTHS I
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VI. EMEIERICETSEE

1. M REDHR
() AEEEDGLTERE
A EDR L

()RR THRIN-MTEE
NEERE (BERA)
< HARNT —#> (005385k) ?

H A NERRE R A9 . AFA10.05, 0.153000.3mg/ kg% WA S IR G- Lz D h T2 F 0 Ro A
TEEEHER I L O ENRE ST A—Z I OWTHREILT, AT T BT R HEICHAIL THIL . Z0HERBIT

MM IR LT,
AF| B[] SE R R AR S R O MR E— R (BEARABRERAN)
(pg/mb)
10 ----F3----0.06mg/kg(n=3)
- (. 15mg/ kg (n=3)
! —— 0.3ng/ke(n=3)
FE#+SD
0.1
a& nal
th
B o004 .
0.001 *\\I
0.0001|\|\|||\|||\\|\||\|\||\|\||\
0 7 14 21 28 (H)
BEHER
AF| B[R SEFRIRAN IR SO MBhENEENSA—F(BRANRBEKRA)
0.05mg/kg 0.15mg/kg 0.3mg/kg
%R 3 3 3
Crax (pg/mL) 0.439%0.301 1.791+0.658 5.08£0.639
Craxe (ng/mL) 0.110%0.108 0.229+0.185 0.910+0.369
e () ¥ 1.27 1.18 1.18
AUCq = (pg+h/mL) 24.0, 14.0" 31.9%£27.2 157+49.2
ti2a (h) 0.173, 0.390” 0.34910.064 0.555%0.175
ti2p (h) 52.0, 58.0” 53.7+4.87 75.4+8.99

MEHJESD, a) R, b) fE A (F1%=2)

Crnos  $5 3 MLBE PR PE D FERUME, Crreo : FE253 77 FH O fi i ML B PR 0D FEPMAEL - S 50 ML BFE T3 JBE BTN L AUC o0 1 BERRAIRF ) ETHMAL
o o i B - e R AR T TR, /e s SAARIC AT 2 AT DYty - W RARIC I 1T 2 AT D 063

() AFITERBSNTODRER O EIZ B AITIEIEIZ1ESF T L T0.3mg/kgZ AR FHET 2, KEA 104kg L Lo B

I3 IESF T 2 LT3 .2me % Sl i ET 5, W OEAICH . 70U, (B 5B A5 155 BN ImL/ 45 .

3mL/ 53 DNF T3 528, 1 ThD,

EDHIIA
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) RE®RS

<HEANT—H> (00355) Y

IMENRNT o AP AL F U RIZ N T IO ARRY = 20— 18 F— B 2T, AH0.3me/ ke 3 I 1A H- LT b,
B BlARD D243 [ CRE HORBBICEE L T2, $5- 106 I U 61T 53 F T F MY A B 3 Eh e/ T A—
ZIIWREBEDERBY ThH-T,

FH 8 R R AR 5 5 B D3R iR BEHERE (CrexdS £ UCrrovsn) (MELAT—5)

Creg/ml)
10,000
g e XX x x x x x x x x x
1,000
i
#®
; 0.1004
E E
z S O S S t.
0.0104 { {
3 X Cinsx
A Guirough
) +3D
0.001-I""I""l""l""\""I""I""I‘"'I""\""\""l""l
0 10 20 30 40 50 60 70 80 90 100 10 120 (G8)
#55mM
A RERBEBIRANZSROMEREYEE/SA—52(1068) SFEAT—4)
S Cmax CmaxZ tmax AUC T
Bk
(pg/mL) (pg/mL) (h)* (pg-h/mL)
27" 7.156%£2.14 1.57%2.04 1.30 184=£159

S ESD, a) FHIAE, b) CoaxdS K Dtnasd F2661), Crranal £236, AUC - 1324451
Conax s F5 1o IMLHFE I E D SEP , Cranr s B2 50 A1 HE O B v IILHTE 0 I FEE 0D ST | o s Fc v IMLIEE 0 8 EE 80 BB R R . AUUC - B¢ S5-I PR D 1 A v g
FE - R R T A

(3) i
LR

(O BE-HHREOZE
Rl

2. EMEEMB/ 5A—4
()R E
B 72 a2 R = P A MIERT 3 LU IR SR E T L

(2) RUER FE FE 31
MR RL

(3)HERETE
MR RL
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BIITIUR
<SHEANT—H>
SN ENBEFICAAN0.3mg/ kg & 31 B SR EFAIRNEE G- LT2E X RF VIV OEFIREIZE T A2V T I A (G
#J+SD) 1%, 3.0+ 2.5mL/h/kg Tdr-7-9,

G) N MEE
<SHEANT—H>
S E N BEICAHFN0.3me/ kg 3 IS LA S EFFIRN S G- L= & RF T O EFERIEICB T D040 5 (OF
¥J£SD) 1%, 0.255+0.198L/kg T 7=,

(6) T DAt
M TPRRL

3. BERMA(REaL—ay) @™
(1) FRT 33
BRUERY 2 e = FA MT B L OIERE IR B R 7 v

(2)INGA—ZEHER
AFNOPKOEIARIZE Bk 5 N AR EH AR E R L O — AT A RPN IR B L L T B A 45
720z, R RBRE B TELN-T — 2% VT, BEEMPKIS L UPK/PDENT & it L 7=,
FHEFAPKARHT 13, A K 2 BB (22451 : 00138 L TR0053BR) ([ BARI#Y 5- . hT o A AL F U HE T Ia AR
RV =a—rF— B3 (17741:002, 0033 L TR00478ER) (2 S AE £ G- L= O EFPKT — 2% W TEML7,
PK/PDFEMTIZ I, (R BR 8 2961 (RAI# 5-2261, 778 RE516]) ATV AP AL F U RIZRETInARRY
= a— T — BE 2540 (KK E 1776, 7T AR5 TTH) A/ AT,
ZORER, Fln, MER ATE (B ANEIIZE AL L HUEEMHUA (ADA) OF i, FRFRREE E721350 /) 72 CYP3ARR 2 Al
FIITFHEA BRI (B F7 P ) B L OUITH AR R () 1L, T U T O EHIRRBIZ I T HPKIR
T EICEROOHL B E RITXp D 5Tz,
RHEFPKAENT CIL, (RKEO B3 E HIRIEOPKIGR IR BB KT T HER AR TREESN =, L, 5
HIPK/PDEMEHT I, k%2 7R EIZ 35V CPKIgEER O 2203 ME H TTRIE B OAR T D273 BN 2 ea R LT,

4, IRIN
MR AL

5. %
(1) % — i BA P B @t
MRl
<BE>Ivh
Ty MM C TR L 72DLIn-MC3-DMAZ% & Lo A410.3mg/ kg Z LA IR N B B L 7o & & | FRAR #h et SR L (R /s
Jibd, FERE) D RE TR FE 13K, 15 514 SRR LARE CIdE B FIRAT TV, M MBI 28 L7e o722,

(2) IR — R ERBAF ;B B
LRl
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<BE>Tvh

MEDT o - EIRME . n=5/8F) |2, AH1.5mg/kgE7-I1XAF-011-18534 (T M B AP o/ —RMUH)) 20 (0.9% NaCl) .
0.15, 0.5F721%1.5mg/kg® T, MEALE BHE FHHEZ > N EDRFED 15, 8B LN H fill ONZAEIR6, 133K 09 H
(TR ERARIN FRfe £ 5- (12mL/kg/ FERE]) L723RBR 128\ T AR LOAF-011-18534D % 53 T HsiRNAD Rl
EN LI RA~OBITIERO N7, (TIXIERERREBRICB T2 A 2.3 (5) A5 s A4 m ik sl
DIAZR)

RN

@RI ~DBHE
LR L

<BE>Th

FohE AW HAERTB SO A% OF AW QNS RHROREEEIZET T2 RBR ISV T, AN ZIEIRT, 13, BLON9H
W N/ iet%6, 125 KT8 HICERIRNEREE G- L, /i % 12 H OB 52l RICBIT A2 BITEE LA,
FatU7- &P (0.15. 0.5, 1.5mg/kg) TIFXFLIF I/ R F LT SN2 o722,

(BB~ OBTHE
BL L

(5) ZDHDIBA DT
AL

<HBE>Iyh
ZMIMCTIEFR L 72DLin-MC3-DMA% & Lo A H % LRI E IR 5 Lo L& Tl 38 TR G4 2 12 8 5 Ak
FHREDHI90% D I BES R i S 7=2Y

(6)MIFELHEER

AHIDOEMILES R 5EE RIT2.1% L T TH-7227,

6. i
(D) A HER L B UM SR R
NRFLTFNINITZX I XILT —EBL R RV T — BRI LD MK S AN L TR BTSN,

) RFICEAET HER(CYPE) DA FE. F5E
IRFTTATLFEFEIRCYPEER O FE Tlden,

@) MEEENROFRERVEDEE
RN

(4) REDFEDH BRUSEE L L%
LRl

7. BEit

H AR AR R A 9B AA0.05, 0.1533 K 100.3mg/ kg Hilal i §FRN G- Uiz & "F T FNT LD 55
(25 R TR SR IT 1 % R Tdh o727,
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<HE>H
P TOVANT U ZRBRIZIBNT, RF T O SR PRI D T 7e< (0.4 % A0H) | 3 HEIHIERD Hive

otz

(1) AR TERBEN TS AELOHEZEE, BRAICIESEIZLERF T LU T0.3me/ke % Al #H1ET 5, IREN104kg Ll E DB
WZIE3BEIZ LA T T e LT3 2meg& AT FEFE T D0 WTNOLA T, 7043 2L E (B 5Bl 465 1553 B ImL/ 5y . £ D HITH
3mL/ ) T TR T 528, 1 ThHhD,

8. MoV RAR—4—IZR99 3184
LR

<BE>In vitro

NI RR =2 —E 3B IR AMAEER T D in vitroidiia Eha L, AHFNE FER T AR —Z— LD E/EM
ZRB U725 R, RF T TT, SRS R 1 (MDRL) | SLE NS 23 27E (BCRP) | RH{T Bt g s~

(BSEP) . OATP1B1, OATP1B3, OATL, OAT3, OCT1, OCT2. MATEL £/~ IIMATE2-KZFREL /2 -7

OAT: HHET =A v "I AR—F— OCT : N F A "T AR —4— MATE: multidrug and toxin extrusion

0. BIFFICLBMEE
LR

10. FEDEREHT HEBE
() B EERE
HAE PR RE R E A F ORI A 2R E 2 R EUTCRBRITERL Ty,

<H#E>

FEIRERBR I W T, LI 3F 250 D 1% B L ODLIn-MC3-DMA (F#H THHDMBAL L THEH) 105.48% D
HPRFNZEI SN2 e b, B2V T T ADAF O E B KR TII W2 e RSN,
lf‘fr/\H%M*Huﬁgﬁ(004%%5%)4'5)0)PK"7L7°7°/1/~7°Q’¥1‘J?75 b, IEFEREEDEE LR TRE R IO EER
FERERE T D B Tlix, AR D3R T X TOEFIRBICI T HPKIREE BIZ AN RN ENRINTEY, ZILHLD A
FIZHBWT, AR OHEREIIREEE 2D,

(2) FFieEfEE RS
A BE F 7 T TR RE R A A R L LTI L TV vy,

<BE>
AHNORFHAZCYPEEE LB G5 L TBH T, LNPOODOARF T Ui iE LNPOJEE IRINAIE = Ry — ADIEE
%43 LD W ER LSRR BAE NS STl BEE IR IZBI 5L Ty,

[ PR Ha%mauft%ﬁ(004.,ft%ﬁ)“>®13}w771»—7%)?73% 1B RS RE O B3 L Ll U CR B AP RS oD B,
BT, AR O3 T R TOEFIRBIZIIT HPKIETE RICAENRNIENRENTEY, BENTRRERE O EE
2B W, AFOHEREITRETHD,

AFNL, BEOHHERER EZ AT 2RE TR EI T TEL T, PEEOEIERELZ A T5BF BT
PETRIFINTODDHTHLIZD, ZNHOBFIZBITLHRGVAZIIARPTHLZ LD, [HEE X ITEED
[ REIE EA A T BEFE ~OEE | 1X, RMPICB W TEER R BB RICRESN TS, ([T MEICBET2HE
6. RMPOREEL | DIE S IR)
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1. ZDfth
Y E R L
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VII.

1. B

ERNREEZDESR

283

T (ERALOEEF ICEAIHEE

ESH TN

R

NAREEZDESR

2. B2 (ROBEICIFZRELENIE)

ARFND R 6t LI BUE O BEEE D b5 i

<R >

WEUEIZ3E T 2 — 7B FEHTH D,

AFNZE B S TODRICHR L CREBUEDBEE RS L BE IZR — Ry a & a T5EANHR G SN 546, B
BHEUEIERZ R T8 NRHL-0 KB OB HEBTHZ L,

3. EEX (IMRICEET HEELEDER

IVARKRICE T2 2. UIRRICEIET DR | 0HEZ R 5L,

4. BZERURAERICEETHIELETNEM

FRIESIL TR

5. EEGELRNIRELTNERH

8. EELEARMIE
8.1 Al 51z&VInfusion reactionZ3 5 EL 35 FIREMED D, Infusion reactionid E A G-H I3 4% 5Bl bh
2EFMILANIZZ A ST D, EIHDIER AR S 5728 LU T O 3EZ AR A 5 O7= N, 7]
EHE G600 AN G- T 528, [11.1.1 2]
s )L FaRTaAR (TP AX 2 10mg XILEIZH) FRIRNE5-)
- TR 7 =2 (500mg) (REH %5
HiEHEE (/a7 2 =I30 <~ U A U R 5mg )X [R5 3E) (FF RN 5-)
Hodt P (7 78T 20 20meg XULIRZEH) (RN 5
7ok, BEOIEIR IREEBICIVATREOR 5 EOFEL B ET 5L,
<fFER >
Infusion reaction!IARE BAIDFIRN I 5 IR ZDZENRESINTEY , ARENOEEDIRE ISIMBINZINED K
JEDJRIK L7 D AT REME DD, Fio . AN OEEARFER 1128 Infusion reaction23FEHLL | D3P 5-BAAA2RER] LA
NIZHAE S CD, L72A3->C, Infusion reaction®FE Y A7 24+ 5728, 2/NVFaATufR, 7 T/ T2
BLOH/HAEPUHIC LD AT I AR E LT, AAIBEE Y B, 50D 720600 AR A B 5952
Lo ARKIEAF I, Infusion reactionDEFECEIR S IA S IR D, BB OIREER LB AL,

8.2 Infusion reaction®JEIRMDFEIRLUIZGAIIL, KFNOFEEGHEL FFD, 352 WL, w72 40L0E (F
SN L | Yéfﬁﬂéiﬁ@]@ﬁr%ﬁ/f\ PLEAZ I A, B A ST RIEAE) 17O 28,

JERDVHE R L7282, B EHELZ T CHEKR LS T528, HE OInfusion reaction¥ 3 B L7235 & I3 AKI
Hadik3szL, [11.1.1 ]

<SR >

Infusion reaction?3 B2 1%, & G EA N IF 20 & 542 WL, BRICKLETHIUL, RRER (T2

AT aA R F12132 OMORHEFR L) 235, ﬁﬁ%qj%ﬁbf:%é\ﬂi\ SER DB EIE L& ITE AR EE T

THB T2 METT D, Infusion reactionNEE F/2ITEMEENTHLOTHIGEITIL, BE5E2FIETHIL, £

7zInfusion reaction?{#fee e [ BA iR 721 ifﬁ(d“*ﬁr B . R E R A Te) | AL (B AL 72
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R R A B Te) | B, W | R R B S 7 Lk, IR A PRI S T IR | 5RO F89E . EOFEIE, R TRE)
PEDFEN, P57 DO E T8, il E bz g de) | @i, BEimiEE el ]2 i BFIHL,
Infusion reaction D E £7- ITER N AECTZBEIE. 1272 BB HINTHRRTH2 L,

lMnfusion reaction] &, RMPIZI W CEE/RFFESNIZIAZIZERESIN TS, (T IR 35IHE 6.RMPOHE
P DIHS )

8.3 AHNL, MIFHIF AT ALF L (TTR) XL RV EEPADSEHILITED, MiFHFE LI AL ZHIZE
N, EXIVAEMFG T DIOCREITIRE 528, 7ok, 1 HHESEH &1382500IUTHY | HEEH &4 B4
THIFA LW &, [12.1 BRRIE-. EXIVADRZICED IRAER (I K E) SRR T8 N0HHT-
DERETHIE,

< iR >

TTRD E/RAEFLLAIEENIL T ) — L (B X AEL THIHIL TN OFEL L TEIKZETHY, TORE LF /—b

AL RIEIEATH(ELIVAERIR), TTR )T I~ AIIBRILFEZIAFZFL T/ — A

HURTEPIEEAETROR, BEHNLEXIVARBINCENIR, ROV T/ — &2 R EREB IO

LARTFHITER THY, EXIVARZ OFER I L OIEEZ RS0, AFNXME T OTTRIBEA K FIE52 810k

D, MIERLF ) —AAfEE X NV EBLOE IV ADRER T 25767, BRRBR ClX, B IC1HHIZ0OHESE

HEOEZIVAZMRTHILICED, XV ARZ DRIRI=E T AXH LIRS TR EXIVARZIEICE

K DI TE R IR FY A AR 3 5720, BFICI AR & oI ADfiKEIRE 528, (IVILL 2

(R EOEES) ICBET5HE 9. HARRAERSRICKETEE OESMH)

HOETEXIVARZIEZ RB T DARER (KRR T E723K . RN 747 A IRORIE, AIFER E21T

B85, AREEEEIZARELEE ) RREATEIBENNHDIZDEEME LT,

TEXIVARZIHI B EESR (KES) 11T, RMPICB W CTEERBENVAZIZHEESNL TS, (IT IR

I H 6. RMPOBEEE | DIES )

84 NIV AVALFURIZEME T IARRY = o — X F— BEIL, DIEEOLERE I ZEN S, KAl
DR EBRIZHAL TIH WD, DB EFEE R RS SV TNDLO T, ARG L E I DR R A
(LB, Dra—%) 2(79% ., BEORELZ BT HIL, Ein, RAIERLG TS, BREETay %
GreRERET Oy I NHLONTAIITR 5 A T IET 5L BEIRALEAZ1THZE, [11.1.2 B8]

<S>

"N U AP AV F U RIFZ AT I A KR = 2 — /3T — BF IO ANIE SO DR E ) Z D320, ARAFI O E RS
[ 25 TLAH AR5 (0045088) V) i, DS RERE BB O A EHERORBBLE G AFIRET28.4% (42/148%1) . 771K
REC36.4% (28/7761]) & AFIEETHRIENE @V MEENTFRO B2 T288, AFIEDR RBRITHALI TRV
OO LMEBEEFENARFTETTH] (4.7%) . 77 BREETIH (1.3%) IZFBD BTz, B AU CTAH) & RE RS = BEE
HEFEZROK BEEREZRRETHERIZEON TRV, AFN LD DI E L2 & T o D REfEEE D) 27 1%
HIETERNZEDD, AFIER G HILEC O RER A (LDEX, oo —5%) 2175% ., BFOREL /0108l
B HIHEEME LT,

Tl AABEE R, BRBEET OB ERREET 0y I RHLONDLIENHLD T, BlEE +/0IT4TV, B
ROLNTH AT 52 P IE 3578 WU EEITH IO EEME LT,

LFEREREEE | 1X, RMPIZEB W TEBERIBTEMNVAZ IR ESNTWD, (1T MEIZRET25HE 6. RMPOEEE | DIH
Z M)

85 ARHFNIT 4N —AEIZIVIRE DL, Atk OB ATRER &IZ/ 3T T F T A10.56mg (NF T
ELT10mg) Kiili CHHT=D , MBI AT NAREEHE TORRICER 7528, [14.1.1 BH]

<R >

AFN OB ATRER BIINAT V1A BHT-04.4mL (8.8mg) THAHZEND , MBI ASAT VAR Z EHE T AR E T

5L, (TVILZ 2V (A EoEEZ) 1B 5HEE 11 EOEE I DESR)
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6. HENDHERZRATVBECETIER

(1

(2)

EHE-BIEEREDHIEE
FESI TN

B REfEE RS
FESI TN
[VIL 32 EREICRE 9 2IHE 1055 EDO s 320858 (1) BHERERE  OES MR

(3) At RElEE B E

RESN TV
[VIL 3EYENREICRE 9 2IHE 10550 e A 3585 (2) FFHEREREE BE  OES M

() AETEREEFRT BF

94 HFEREEETHE
ATUR FTREZ2 20 PRI R L Tl ARAN O £ G- J OV G- 1R 1% 1230 [ U 20 4T 5 A2 TH KO8 352
&, [9.5 ]
<>
T W2 IR IR RBRIC BT AR 5LV R B RLZBRR LI D Lo 72%, LinL, Tvh
R B GRS (I 1R12638 [, FH14M18% 5) 0 0 5 IR T RO B 55801 B L OWF
B2 BT DR B R b (B2 L T2 23, Wb 12 M o [B1E IR TRHZSERIZEEL Q2%
BREL T, GEUR FTREZR A MEIZ XL T, AFI o F G- HI ] 3 TOVEHK TonA07e< b 1230 [ 130 U1 72 kAT 2179
JOomEELT,

(5) 1T4%

95 IFE
B G SATAEHR L COD AT REME O B D L MEICIF R 5 L N2 EN L E LW (RO I i TTR X 3 i e 4
SUVADIK F R IRICIETREII R THD, U TH, BHRFRIEICIAEE LD BARTRE., IR 157
DEFROIET, KO EDOEREOR D 3 1mg/kgLh D BT mm_)w [9.4 ]

<S>

FTyhBLOTHXE AW IR KRB B T AFI OBE e BGEIR 58D b -7z, (TVILEY) B RE 2B

THEE 5.040 (2) ik — i B P @a ) OIS R)

UL, U T RHMR TR T DEE 255 BRTEEE ., I« IR AT RIK T B X OWR AR E D 23 Img/ kg

(ENZ{M A & : RHDO3.2(%) L EOFH G & TROONIZZENSY | B 0L e E2E B L CHEEME LT,

(6) 2514

96 EILIE
1B EOFFMER ORILREOA SMEEE B L RALOME TP kA2 mad 528,
< AR >
IR E2 3R AR 2 R R E LR I TR LT, AFINBENALH BT T 20EARHTHLIN, BEHE DL 4
é%%ﬁbf&i‘ﬂﬁtbf:o Zo e AW IERE R RER 2BV T RBIDOHHBATIZIZRO B -7, (TVILEYHE)
WZBEAIEE 5.0 (3) It ~DBITHE I DIESR)
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(1) /R
97 INR%ZH
ANt R E T R R BR I X FERE L TR,
<>
AHNL, NIRRT DM BRI ZRMEDHESL L CUONVRNWZEND, TEEMIE 4 572D E LT,

(8)=nE
98 =EHE
BEOREBEBELLDOR G578, —RIGICEFREEE FL T2,
<S>

—REREEEELL T, EE TROLNAEFEEDIK F2E B L CEEMmE L,
— AN FEE TITAEEMEEDNME T LTI END, EEMOBIWEMADBBEL T <05, SlnE ~DORGIZEL
T, BEOREZBIR LA SHERICR 54528,

1. HEEA
(W HBZEZEZDER
FRIESIL TR

(2) HrREFEEEDER

FRIESIL TR
8. Bl1EA
11. Bl¥EH
WORWERARHLONEZENHDHD T, BIERET3ITV, BEAROOLNTZHA TR EE T IET 578w
TRALEEITHT L,

(1) EXLEMEREDHEIR

1.1 EXGEIER
11.1.1 Infusion reaction (27.0%) :
BAHR IR (IR . BEER . U B MR 2 2 Te) o WIAE (BRI ALBE LR R BU& A & te) | Bl
JETRE | PP PR B Sk . B A PRSI R | B L F892 . EOEEIE R RO F W IR, O
BOIN S TE AR ME CeraEde) . @i, BEmiEEERHLDNDLIENHD, [8.1, 8.2 ]
1112 BE7Av%(0.7%) :
AFNEGFIZ, BEFEET I G RET Ay NbLbNLIERHD, 8.4 B ]
<SR >
*Infusion reaction
RENIAEE T ki~ (LNP) BHID7= | Infusion reactionZ3FE I 92 [ HEMEN D, MR FER Tl Infusion reaction
DYVAZZAR S D78 RERE N2V TF aRxTaAR TN /7 x| H/HoA BRI LD RS A B 5 Lz,
g e (7] 45 AR R (0047808R) 9 Tl AAIRED27.0% ., 7T BREED18.2% ZInfusion reactionZSFEBLL 7=, AHIEE
DT, FEE72Infusion reaction)N G S =3, THE LT,
RETayy
"V AP ALF U RIZ M T InARR) =2 — a3 F — BE TIRLEEELZ 2552032, BB RS T R
(00438R) 9 Cld, AFIFEDO. 7% BET vy 7 ORB P RESHLTND,
TVILZ2 2 (o ES) ICB T2 E 5. HEREARER O E | 0HS M
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(2) 20D EI1E A

11.2 Z DD EIEF

3%Lhk

1~3% A

1% AT

MESLVIVNRES

RERVEZ ML, i /NI E . A 1
ERIBAME, 2 if

I A

& EEA DU, B, B R
MRS

DEEE DEARED, Do Mk A4 DB, RIR, 7wy s B

EFRXRME.XREMES U BRI L i E

BInEEE

EBLURBES A BT, BEARTE | Bl | SSE MRS, E

WEN

A BEE PR BB REAE T

REEE kP, ARRZAR FE T AWM, BRI, 5 BEE
Bl et FLEARRA M, B AR, B
BT | ARl

BERES T, RS, | R R . IEEI, TR | AR, RENTE R, Ly

For . EAER, B3O AN
f LR

- -2 H8EBEEE LV
REEELDKE

RAH A 2
HEVIE W7

M8, Bk

ANRAR ORER B R,
RN TN T NREP A
IR f R, A B PERE SO IE 5
B, S VPRI, TR0 L 4
R AR A

FrREEREE

T3

BRPESSVFLERE

W EHARK, ~Vansy—EH
PR MHREGE BEE S DA~ L
A AL E AR M B k| B R
e, TR EREE KGR, R
BARFIIS AT BE A

5=, PERSVNESHHE

HHARYE . BUEAIE, st

FRIRIRE

BILTF = JYT T AR
A REBIN, (A E D

TSV T I NG AT =T — P
TN, MR VHYRAT 72—
n, v 7 F =2, frh gL
T i K SRR SE AN, L ) A4
N IR 35 0, S A R R
m, MR R N AT —F
R R RERE ., R RO
Btk iR B 5

REBLUVRERESE

G L= D Iy N K= ),
Y URMLGE ., 6o E ., W7 >
RF—3 2 B DRZ . BEEGE

FEBRSLVHEGHEBES

A | B PR L BE A I
TERTRE . 5 R DY

BE B R 2208 | LI 57 L A
JoA o P AR R AL, Aok e o 7 BE
e S ST

Bt BESIUHMATHAOH
AW ERBLUVR)—TEED)

e IbERE , LRI

MEREE

FEIED FU

el RRE | TR A, fR AR
JiA | fBHR , BEUR

IMAREZE EEBEE | KR
G RETEBIRR PPIRESE . AR
B | RRTERR T | BORMEAE .
i FREL BN, Rt =2 —1
ST — | SR

i
ot

\
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3% LAt 1~3% At 1% At

EES NHRE SR e HAEEDIRE

BHLUVRBES SRR PRPA, IR "EHERERR T | IR, BER

ARERBLVIAERES AHLRALA 8, RSB B . RAERTSZ
HRAEIE

FEkER . RS KU RIS S FEFTIRE | IZK TV PAZEME It 2 8 K R AR
TERFIERRE, Loo<Y

RESIUVETHRBES HLBE W92 BT, BEIRA BLBAE , AR RIBLVEFES | B2

BRI ST ST, BE, =T
FEIE . BEIRBOIZ | BRE ZEHE . P20
A, PR EESE. BETE S, R
JER . ZOFEIE, SREE, R
mEFEE T ERIR ML ARIE , §RIRZE . 8 | Sav s RIEMEMRIEFRIRE . (1Z
LR AL L Y, EENTPEAR I E

<>
(] % e ] 45 AR 35k (00458 BR) 4% Db il B lC Fe D& | BB D 3% LA b 1~3% K, 1% RIEORITEHA %7
L7,
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AH D EFRH R 5 MAEEER (00435 [CE L THRESNEHER—&

E BHAAN
R R FI% 14845 7451
B VE A #1134 9445 2451
BIERARIRE 63.5% 28.6%
21K (n=148) BAA (n=7)
e e % B %
MRS IV NREE 4 2.7 0 0
2 1. 1 0.7 0 0
RERM:A M. 1 0.7 0 0
M 1 ER el e 1 0.7 0 0
1R 1 0.7 0 0
DIEEE 8 5.4 0 0
LA AR 4 2.7 0 0
LA F ) 1 0.7 0 0
VAP 1 0.7 0 0
IR 1 0.7 0 0
W7 vy 1 0.7 0 0
o MDA A 2 1.4 0 0
ZiE 1 0.7 0 0
SR 1 0.7 0 0
SR, RiEESFVEEHEES 1 0.7 0 0
JERTL L AE 1 0.7 0 0
HEBFLUARKRES 7 4.7 0 0
JT B 2 1.4 0 0
WET 2 1.4 0 0
ZE 3 LT 1 0.7 0 0
Hg 1 0.7 0 0
EIEERERELR 2 1.4 0 0
Ao bEE 1 0.7 1 14.3
FER IR RE A T 1 1 0.7 1 14.3
REE 12 8.1 1 14.3
H PR 1 0.7 0 0
ETHNE 1 0.7 0 0
R 1 0.7 0 0
A Rz )5 2 1.4 1 14.3
FRPIBE 2 1.4 0 0
A PN 1 e 1 0.7 0 0
FHELIE 1 0.7 0 0
FRAPHE L BRI 1 0.7 0 0
HIET 1 0.7 0 0
RSeS| 1 0.7 0 0
BEEE 37 25.0 1 143
A PR 3 2.0 0 0
A 2 1.4 0 0
N 2 1.4 0 0
FREERA 1 0.7 0 0
JIE A 1 0.7 0 0
Rk 6 4.1 0 0
T 14 9.5 0 0
Rz 1 0.7 0 0
WHILRE 3 2.0 0 0
W PR 2 1.4 0 0
BLY 1 0.7 0 0
HEE R A 2 1.4 0 0
O VEPIBIB IR 1 0.7 0 0
L 7 4.7 1 14.3
LyF T 1 0.7 0 0
A JER 1 0.7 0 0
Mg I 5 3.4 0 0
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244 (n=148) BA N (n=7)
BRA B % AR %
— -2 5BEELIVRS S ODIREE 35 236 1 14.3
ARRLI DORIER 1 0.7 0 0
I 5E 9 6.1 0 0
JR A P 1 0.7 0 0
Mg 1 0.7 0 0
B 1 0.7 0 0
(i 5 3.4 0 0
Ehk 3 2.0 0 0
B VR 1 0.7 0 0
2 1 0.7 0 0
RN BB L A6 HY 1 0.7 0 0
TEAEA R 1 0.7 0 0
iRy 1 0.7 0 0
KA IE 10 6.8 0 0
KA RERE 1 0.7 0 0
B PESIE SO EERE 1 0.7 0 0
RE) 2 1.4 1 14.3
FFIRERESE 1 0.7 0 0
liEs3E 1 0.7 0 0
RERES 28 18.9 1 14.3
FEANTPE UG 28 18.9 1 14.3
BREESLUFERE 23 15.5 0 0
SRS 1 0.7 0 0
S % 1 0.7 0 0
RE IR 2 1.4 0 0
FEfFE 1 0.7 0 0
FheE 1 0.7 0 0
ESES 1 0.7 0 0
A28 1 0.7 0 0
ANy E—E R 1 0.7 0 0
LN 1 0.7 0 0
AT 1 0.7 0 0
LIRS 1 0.7 0 0
B 1 0.7 0 0
SIFBEA 2 1.4 0 0
[~ L~ 2 1 0.7 0 0
Mg 3 2.0 0 0
LB IR 1 0.7 0 0
ROB Y 1 0.7 0 0
B 1 0.7 0 0
F g 1 0.7 0 0
7 RO ER A B g 1 0.7 0 0
Jes=hi 1 0.7 0 0
&G G 2 1.4 0 0
RS 4 2.7 0 0
BE. FEELUVNEAHE 3 2.0 0 0
T AE 1 0.7 0 0
RSl 1 0.7 0 0
B JG A 1 0.7 0 0
fRRRE 14 95 0 0
TI= TR )N AT 27— EIN 1 0.7 0 0
M7 /L HYHRAT 74 —B 1 0.7 0 0
ML 7T =40 1 0.7 0 0
1 P LR K SR 3R BN 1 0.7 0 0
AV BN 1 0.7 0 0
i 7 R SR N 1 0.7 0 0
BILTF = VT T AR 2 1.4 0 0
Y IRE RN 1 0.7 0 0
PRI 7 RO 1 0.7 0 0
i F 5 1 0.7 0 0
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244 (n=148) BA N (n=7)
BRA B % AR %
AN L5 1 0.7 0 0
NI AT IS —P 1 0.7 0 0
IR L w 1 0.7 0 0
RE R 3 2.0 0 0
PREEHIN 2 1.4 0 0
REBLIUXBEE 6 4.1 0 0
WY 1 0.7 0 0
BAE 1 0.7 0 0
AU ALE 1 0.7 0 0
EBRIZVRVR fE 1 0.7 0 0
R B AE 1 0.7 0 0
HEET R — R 1 0.7 0 0
EXIVDRZ 1 0.7 0 0
FEERRBLUVESEBES 16 10.8 0 0
R 3 2.0 0 0
IR 2 1.4 0 0
BRI AR ZE 1 0.7 0 0
& 577 A [EL 2 1.4 0 0
1 R 57 1 0.7 0 0
e 4 2.7 0 0
KT 1 0.7 0 0
B 1 0.7 0 0
5B R A L 1 0.7 0 0
ik 2 1.4 0 0
fRR M B E 1 0.7 0 0
U 4 2.7 0 0
] 1 0.7 0 0
B, EFSSIUEHATHAOHEY (EREIURI—TEED) 2 14 0 0
iR 1 0.7 0 0
Bk 1 0.7 0 0
HRERES 19 12.8 1 14.3
= 1 0.7 0 0
TR A 1 0.7 0 0
AR E 2 1.4 0 0
IS 1 0.7 0 0
EESIEE 1 0.7 0 0
FFEMED F 5 3.4 0 0
R 1 0.7 0 0
SHR 3 2.0 0 0
SN T 2 1.4 0 0
SR SRR 1 0.7 0 0
fRE I 1 0.7 0 0
I =a—m N F— 1 0.7 1 14.3
SEIRT 1 0.7 0 0
ARRAR I 2 1.4 0 0
FRRAR PR 1 0.7 0 0
R 1 0.7 0 0
fEEHR 2 1.4 0 0
EXEIESE Y 1 0.7 0 0
Gakiidiis 1 0.7 0 0
EMES 3 2.0 0 0
ARIRSE 3 2.0 0 0
SR 1 0.7 0 0
BEHHEIDRS 1 0.7 0 0
BEHELUVRBES 8 5.4 1 14.3
A REE 2 1.4 0 0
BE R 1 0.7 0 0
i 2 1.4 0 0
Bk ekE 1 0.7 1 14.3
PRIEE 1 0.7 0 0
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244 (n=148) BA N (n=7)

BRA B % AR %

FREA 2 1.4 0 0
BRELVIEES 3 2.0 0 0
BERTSTIRAR KAE 1 0.7 0 0
AFAIA % 1 0.7 0 0
TR 1 0.7 0 0
R3S, FERE L UHRIES 10 6.8 0 0
18 1 B FE M I 1 0.7 0 0
NIk 3 2.0 0 0
7 i 3 2.0 0 0
YY) 1 0.7 0 0
Bk 1 0.7 0 0
R i T I i o 1 0.7 0 0
RESFIVE THEESE 20 13,5 0 0
Wi B E 1 0.7 0 0
K 1 0.7 0 0
g4 1 0.7 0 0
15 2 1.4 0 0
HLEE 6 4.1 0 0
FINiPESR S 1 0.7 0 0
EEMERY 1 0.7 0 0
ZITE 1 0.7 0 0
B 1 0.7 0 0
BT 2 1.4 0 0
EOFEIE 1 0.7 0 0
ot Qi ENH 1 0.7 0 0
SR 1 0.7 0 0
NS 1 0.7 0 0
BLIK 5 1 0.7 0 0
BAEES 1 0.7 0 0
AN 1 0.7 0 0
F e MaEs 1 0.7 0 0
&R 2 1.4 0 0
B EBE 1 0.7 0 0
mEREE 14 95 0 0
G ER R IR S 2 1.4 0 0
WL 2 1.4 0 0
FTY 1 0.7 0 0
1 I 3 2.0 0 0
K1 2 1.4 0 0
[y BNIINER 1 0.7 0 0
FrRZE 2 1.4 0 0
Tav 1 0.7 0 0
FEME AR PE RS 1 0.7 0 0
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9. RERRERRICRITTZE

12. BRERRERRICRIFTEE

121 KB OEFAEFICEY, MiEROLF ) —AER 2 SIE RO X AND +5, EXIAZERL T
MG P E 2 AR EE IR T 3528, BT IC L0 E #I0 ADBE LR~ DAL ETHIBDO T, I
EHEAIVAOREREREZIRICE I ABREZ L E LN L [8.3 2]

<R >

MIEHRTTRIZVF /=SB X S TEOHETHY | MR OE X AZEIET 5, AFNLMTE H TTRIEE A K

TEE, MEPLT =N EX L RV BIOEXIVADORER TE2L-LT 720, B4V AOL BHESEH B2 4

WHTDHZENEEL, 12720, LT ) — LS A X R TE DO IEFE FITBWTH, EXI AD % B X O ~DEL

DIARIRBOMF AT L TR IS0, BERRAE CHIES N2 MG FEZI AR EIIERANOE X AR &% ik

THHLO TR, LIzhio T, RS R 2 RICE I ABREZ A T T 52NN IIICEREME L7, (VL

(A LoRES) ICBT5HEE 5. B EARANEELEOHEEB | OEER)

12.2 AR OVEREF 2L, g P A o BN 32280385,
< g >
TTRIZEMZEBWTHAaF T Ok IO T 575, &2 AW 3R BRI W CORAIFE 512 L5107
FTTRIZE DK FIZEE, P Aao o O PR ER FTOROLITNDI LN DIEEME L7,

10. BERE
BRESH TV AN

M. EBALDEE

14 BRALEDIE
141 ZXRFRAHBOEE
1411 WEBIECED, LT LB EREZRTIT52L: (8.5 2]
- RFNOERR T RER B3 A T VAR S T-04.4mL (8.8mg) T D, HiEM O BEICHSEARAFN DO MEE A
T NVE A GRS T,
- BNV BRI TCHERE T D, ZERHLGEIIHERAL2NIE, 728, AT AV OWNRIZFEEIZ A5
W AROWENRERINDG AN HDH, BHFIO B ITRBITR,
C RAT VRO EEZRE LV DI ERY KGR = —F L 2Ry (PES) SV 7 g2 — (FLAR
0.2um) ZHANTABL, IWEBRICAND, AT IVEITH LN T VX —% v, 20 FEZE DI
7
CEEBGND, VT g NA—TAHBUT AR B Z P E Y | #K &200mLE7e 589, 0.9% KL R
LR D 53 Sy T VAR F 2 AdL, EoCHRERR T2,
ERGOFRIRIT T N THEET LT, ARERITIHRZ #0228, FRZICR0LE STk
£ 3255 120%, 15~30°CTHRAFL ., & GRA 5 O TIeREMLINIZE R 32528,
< i >
B GANC, BESM T CARBIZABL, TD0.9% AT N Y DR O s N 7 % O TR E200mLIZ 78 b &
NS 528, FHERATIRIL, MR EBRIEIC LV GEEMCEAR R E OEME N T2, (TTV. KRS
LA TR R OVAfRG O ENE ], TVILZ 20 (B EoFEES) (SB35 A 5. HERRNANERLEZ O
H | DIEZ M)
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142 RFIZSHOEE

1421 AL TA T4 H— (FLF81.2 pm, PES) &5 Lol B B O Rl 7 A 2 EH T 528, 7k, 741
fg—-2-F L~F L (DEHP) 5 A LRV R Ay V2§22 &,

1422 KANIFIRNICO A FEFTHZE, Fio, BESPIREATAAEBZEL, IEMNRIENEDNAS AT,
BHEEHRIETAHZE,

1423 MOFEFEKANLELOR A IR CFET AL TORBFEANTREIT AL,

<R >

WAL TA L T AN — %Gl ey N O ST A 2L, iRy NI T 7 2V Y -2-=F )L~

FL LV (DEHP) 5 A LN DEEH T 528, (TIV.RANCEET 2 E 1058602 (D) EENLERA 1

e SRR R - RSB T A ) TS )

AFNIFFARNICO AP 53528, Fo, G5 FITME I~ LIS EATMLEZBILEZTHI L, I gD

DAL, B AR I LE AL E I TOZ L,

fth Al L DB A AR A FEHEL TR 28 | D Fi i H3EA % L OB A F12 X R CFET A T [RIRFE ATk

BT,

12. TOHMDEE
(M EERRFERICEOER
BESN TN

(2) FEFRERERER I E D UIEHR
BRESH TV AN
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X. JFEREREAERICEE 9 SR E

1. ZEIREER
(1) EhZFEIEHAER
VLSRN B350 | DA B 5oL,
(2) R EBHER
ARENO DS R BRI IO AR R il 25 T 28 M 3R B R 2 e L7,
()%
- DU R | REEE - .
R g
gl CHER 0] 1 5 (mg/ke) BiR
bme/ ke GO il Bl C . QTR0 B
HI (0 % e i fial F—Eﬁ— 5PN %}g\
e [Frreen [mwn s ;ﬁgﬁf&c;ﬁﬁﬂmifmA%&Mﬁ
ez 12 e THROL G kBl Iz 50T SEAER A D B 35 L O
IR RN BBNTZ,
R 2 B LN | v/ = AH L RN LHA:3 BRI 5 7R T A=A 1 L O FHIBE DO LITAD
AR R | [ 3] B [A] ' nihot-,
(3) F DD ZE IR ER
()%

AANZ LD MG TTRIEER FICEb iR LF ) — i &2 78 (RBP) R E~DOR LTI L 7=, AT
IZALN-TTRO1 (AFI O FiTHALNPRIAD 2 =, JLICPBSE/ZIFALN-TTROL 3mg/kgD U 1% 1555 8 i
FUE CHMIR 5L (IREMERESS 1) | 5% 7 HIZB T ATTREB L ORBPOIR TR &2 ¥ 51O TTRIS L ORBPIE 7>
DEHUZFE R, ALN-TTROVEEIZ R W TG P TTRIE FEAHI50~60% K T L7z, [A UAE AR CIi % F RBPIE FEL [F]
PR FLTHY, TTRERBPOIR FOREE IZOW T Z L 7B M OFENFRO BT,

2. SHER
AANO M Z T T FEBLORAE O CRHMELTZ, 7272 L 3F 7037 v b B L O IO CREE
PEIREIRNZ0, Ty MR Y7 — NUEI O AF-011-18534% 7 v h D A5l 3¢ A= 7 ik BRI VO, AEFE 38 R 1%t
T HARFN ORERSRBRE 27 <72, AF-011-18534FB L OAKRANTY F I B W CHEE A2 RS20, U O3B
I, 28 H O@Wa VT RAIO(LFAERICER 218 g W EPEO A AT 572001 E L 7=,

() BERESHRAER
()
BT/ R R s Beh B TR R
[n (/1) /#¢] ECSAEIEx (mg/kg) [ 45 1
YL/ =AY | FRRN 0, 10, 30, 100 308 L UN00mg/ke: MLiE N ZUEYR DA HFRD 5
[%3(1~2)] HA[A] URFUTUREREE ) | S, BRRRIIZITA ETRWEB b,
[100mg/kg]
KNF LT
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(2) RERSHEHR

(Fob ) »

BRI P HR (R 5HEE) Bh & B A
LRI n/ B ] Be G- a5/ H (mg/kg) Ei=ud=
Si;i;g/ue Dawley RPN (23812 11E0) 0,0.15, 0.8, 1.8, 3.0 B (% B D 0.16mg/kg THREVEZAL RO BT T2
3 MM IIRE XA T,
CHEfE  %15] 4[a1/63E [E] (AHNZER) & MM BT E TE ) o T
BRI A SN B L T — R I LR
T/ . KRE, BHEBIOHREEEOLLITALINT,
& Gl 1.0.3, 1. :
Sprague Dawley ;%@Hﬁ;i?ﬁ(;;ﬂ LD ?;ﬁt’i’(}g){) 0 0.3mg/kglh D F & TG F BRI L OWF
[iERE: 45107 e Bt B RO FT LR BT,
[0.1mg/kg/4H ]
— . — N = f
57/]\/u . RPN (2381 1) 0. 0.03. 0.1. 0.3 ; @”;I“L(DﬁﬁEfﬁﬁﬁﬂlﬁa‘g@@ﬂﬁ)ﬁ%liuﬂb@%ﬂcﬁ
prague Dawley . o7,
il
R %25 ] 14[a] /2638 [% (K& %fER) [0.3me/kg/ 23 ]
. Mo = Mt 7R > VA 1 R
aper e | GEED |0.05,1.9 s B B A AT ARG
iRt %6 AlE /63 (A% A8 ) " N e e

[1mg/kg/21 ]

P/ =T AP
(e - 456

RPN (338 L2 110)
14[1/39:

0,0.3, 1, 3/2%
(KA ZAE )

3mg/kgD A 5-#AST, ALT, ALP, GGT, TBIL.
LDHAAKIEIZ LR/ Uiz720 FHB%2me/kellii &L
Too F723/2mg/kgRE TR, HEELEBZZOLND
FFEAMIE LB BT,

[1mg/kg/33H ]

SEABRLE B LI, & 5-8% 3mg/keh H2mg/ kg~ FiF 7=,

(3)EinE=EHER

(in vitro, =™ R)*®

AH (10mg/mL) 13, M 2 WD IR 2SR RERER I B W TA RIFMEZ RS T e MRIE Y > SEBRA& D in vitro
MR LR G €0 (R S BUBR O b Y (A RIS SR B L O S W 25 JE L 72pin o T, 7, MERED CD-1~ A1230mg/ ke
(B KM ) £ TOAAZ BEIFHIRN R 5 LT L2A5, B TO/MMIEREFEL o7, UL EDORERID ~F v
FTATBEBEFRMEN RN EEZ BT,

(4) D ATRESER
(.7,77\) 39)

TgRasH2~t7 A% =268 23 A JRIMERER 123V T AFN%0, 0.5, 2, 6mg/kg® & T2BIZ1BIFEIRN G- LT
LZA WTHOHEITEBWTHAHNZ BB L 7= 7 W B i 2 R~ e 3 B P 7S 2 LI o T,
DAJFPEITFRD IR -T2,
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(5) A e F £ HEER

(Fvh, UH¥F)
T i/ A e 5 (B 5 AEE) Be5 8 B R
[PERI] :n/BE] e 530 (mg/kg) (4EH A ]
NG HE T L OWIIMR R AR LR - iR V236 A 1] (REAR21 B ) A R BR >
T/ ERARPY (232 118]) AK (0, 0.03. |HE(—EEE)
Sprague Dawley FH708]: AL AT 1038 F 3 L O E AR /22 0.1, 0.3) E72 1% EZIKﬁU.O.Smg/kg/Zi@]
[#:24] Bt% (P G-k L FEfe G4 A2l ) AF-011-18534 [AF-011-18534:0.1mg/kg/ 2]
(0.1) o (AE5ERE) -
[A<#:0.3mg/kg/ 23 ]
[AF-011-18534:0.1mg/kg/23A]
T/ FRARAN AFN(1.5) F-1% | IR BR IR R A B4 2R Br o HE 4E
Sprague Dawley Folal: ZZE A2 B K OMEIR21 H £ C (¢ |AF-011-18534 | & : 1.5mg/kgbh T
(5] Hlfa O - e 7z ieRe s L ORI Y2 | (0, 0.15, 0.5,
BERRER) 1.5)
T/ FRRPN AFI(O, 0.15, | (—AxEME)
Sprague Dawley Aol AR A2 M B L OUENR21 B EC (8605, 1.5) F/2iX|  [KH:0.5mg/ke]
[t 24] B % TRV S S B 7 a3 L OE - 1B V2 | AF-011-18534 [AF-011-18534:1.5mg/kg]
A HRER) (1.5) I (RS AR -
[A<#]: 1.5mg/kg]
[AF-011-18534:1.5mg/kg]
R G V2 R A L2 B 5 2 kY
eV FRARN AHI(0, 0.3, 1, | BARVEEE, FIAMRULIL, AR BV AE

[t (54i%) < 20]

New Zealand White #3108l HRT B 529 H 2) FRBIORBIEEREDOHA LR
[t (ATHR) :5] Img/kglh b THIEREINT-,

7Y/ FRIRAN A AL (O, 0.1, | (—fEME) : [0.3mg/kg]

New Zealand White FH3E AEART H D529 H 0.3, 0.6) IR« e A4 [0.6mg/ke ]

HAERTIS KO AR O FE A DN REA O REI

ZRE4 5 3B

v/
Sprague Dawley
[Foltfe: 24]

FRARA

F6[a]  EIRT B 2B i #21 B (Fy)
HAEBZ B DDAEHE T (F )
HAEZ T DER13 B (F )

A (0, 0.15,
0.5, 1.5) £7/=1%

AF-011-18534
(1.5)

Folf (A=51)
[A#:1.5mg/kg]
[AF-011-18534:1.5mg/kg]

F (7 BR) |
[ A 1.5mg/ke]
[AF-011-18534:1.5mg/kg]

¥AF-011-18534: ARH| LRI CLNPIZI > B ) O TTRZAEN) & 5siRNAZ N AL 7ZH D

(6) BFT RIS ER
(Foh, $) 1

FyRBIOHY LOWTRICE

WTh | AANFG-1% O FFIRPI R G-I W] 72 M5 /i 8 & PO JE DS FE B L 72,

3)]\%)5}5] W 2AE RT3 A SR MERUBR 2 S 3 5 72 6D D B2 T $e G- D SRS T REME A& RAM L 72 3lBR TIa, AA~D A

TROONT | J TGN

(1) Z DD E M

SOIETEIE (T b, HrL) 20

ARHN D A e 5- 7
otz

PERABR (T b, ¥ v)
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X EENERICEAISRE

1. FHRE 5
B Ay e R 2mg/mL
BISE, A EF L 1) R — BRI OL G ZICLVER T 2L
ARy : T 2T F R A
EIE S

2. BZHEARE
HEhHAM 274 A

3. AERETOITE
WA ZWE T 2~8C CRAE

4 IO LEDEE

20. BRIV EDEE
BHE SR WL A T IR TE T 528, IR LN L,

5. BEMITEM
BEREERLTAR:HY
<FOOLEY 2L
ZOMD BF ENTEM A Sy b LD IRIREZIT D BB S A~
(Alnylam Japanff Atk EHEEILRE T WebH AR https://onpattro.jp/Zx )
(RMPDY R e/ IMETEBY D 72D IAE LS ALT- & HE)
[T ARZICBE T 2B 408 EEAICRL TR &R TX M5 2.2 OO BI#E R OIEZ R

6. [A— Rl 5 - RN
Al — gl oy He7e L

FIZhH T 7IVAAT NI

7. RS EEAR
20184E8 H 10 H CKE)

8. WERFRREABRUVRRES . REELNEEAR. RFEFHBEAR

s BUERoeAGEE A B KB SEAMAENGEAEA B | IRGEBRAEE A H
VA AN
; o 201 1 100AMX00012 201 4 201
S B 2me /mL 01946 H 18 H 30100 00012000 019FF9H4H 019FF9H9H

9. BRER FHREM, AZRVAEEEENFOEABRVEORR
FA LA

10. BEEERR. BB R L ARFEFABRVTORE
FA LN
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11. BEERR
104E:20194F6 H 18 H ~20294F6 H 17 H (F /%95 H = 3 )

12. 35 ZE 54 el hll PR (< B 9 1K #R

B LN
13. &£Ea—F
=] ~L /. \> 3 Y \
et HOT (1347) &% %ﬁ%‘f - fﬁﬁw& L MEE—
Julu]
A AN
A TE2me/mL 1268775010101 1290400A1024 622687701

14. RERIGHT LOERE

ot PSR 0D Aty (HEA 2 78) OO — RS IE T O\ T (B AITCAEI H 3 B PRIEFE090355 1755) Hck

4 SRAMIEAED —ERL I F B FHIZOWT
(4) A 73w bha i EfHE2mg/mL

ARBIFNDOZNHE « S BN B 9508 A EOEEICBWTCIARA O A IZHT=> I, DO TARTA =SB, b
FUAY AL F LRGN T I0AR R 22— XF — DB NHETE L CWODIEEHERTHIE, | SN TWNDHIEN
5, "N UVA AL T U RIGHRMET I A KRR 22—/ F— 02 W K ORI B LIZEMOL LT, KFIOFE 51

YL HWTS N DIEGNHE 302,
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X 1.3k

1. 51K
1) AGERESE G R 1A (ALN-TTR02-001 7 5% ) (20194E6 A 18 H & RZ, CTD 2.7.2.2.1, 2.7.4.1.1,
2.7.6.2.1)
2) AGRREEEME R BHARANICEIT D 1 5 (ALN-TTR02-005588%) (201946 A 18 H &R, CTD 2.7.2.2.2,
2.7.4.1.1,2.7.6.2.2)
3)  FRFRIREFEAM & R 55 1A RBR (ALN-TTR02-002 3057 ) (2019456 A 18 H 7&K #&, CTD 2.7.2.2.3, 2.7.4.1.1,
2.7.6.2.3)
4) TRFRRFREAME R B A A % 7 o [E B 3 [F 28 AR 3UBR (ALN-TTR02-00475%) (2019426 A 18 H /&7, CTD
2.5.4.3,2.7.3.2.1,2.7.3.3.3.1, 2.7.4.1.1, 2.7.4.5.1.4.2, 2.7.6.2.5)
5) Adams D, Gonzalez—Duarte A, O’Riordan WD, et al. N Engl J Med. 2018;379(1):11-21. (PMID:29972753)
6) JRERFREME BE: B AN A G T [EBR AL [F] 55 AR ke £ 578k (ALN-TTR02-006545%) (2019426 7 18 H /K78,
CTD 2.7.3.1.3.3, 2.7.3.2.3, 2.7.4.1.1. 2.7.6.2.6)
7) Adams D, Polydefkis M, Gonzalez—Duarte A, et al. Lancet Neurol. 2021;20(1):49-59. (PMID:33212063)
8) KR ALAMm & k) : 55 11 AR kot 35 55k Bk (ALN-TTR02-003 78 5%) (20194£6 H 18 H /&%, CTD 2.7.2.1.5.2.3,
2.7.2.2.4.2.1, 2.7.3.2.2, 2.7.4.1.1, 2.7.6.2.4)
9) Coelho T, Adams D, Conceicdo 1, et al. Orphanet J Rare Dis. 2020;15(1):179. (PMID:32641071)
10) 2B ERL T A% BFE 25t G & U7 [EIBR AL [F] 55 b AR B — I B ki (ALN-TTR02-00875k)
11) Schmidt HH, Wixner J, Planté—Bordeneuve V, et al. Am J Transplant. 2022;22(6) :1646-1657. (PMID : 35213769)
12) Mui BL, Tam YK, Jayaraman M, et al. Mo/ Ther Nucleic Acids. 2013;2(12):e139. (PMID : 24345865)
13) Akinc A, Querbes W, De S, et al. Mo/ Ther. 2010;18(7):1357-1364. (PMID:20461061)
14) Semple SC, Akinc A, Chen J, et al. Nat Biotechnol. 2010;28(2):172-176.(PMID:20081866)
15) Jayaraman M, Ansell SM, Mui BL, et al. Angew Chem Int Ed Engl. 2012;51(34):8529-8533. (PMID: 22782619)
16) Hafez IM, Maurer N, Cullis PR. Gene Ther. 2001;8(15):1188-1196. (PMID:11509950)
17) Elbashir SM, Lendeckel W, Tuschl T. Genes Dev. 2001;15(2):188-200. (PMID:11157775)
18) Soutschek J, Akinc A, Bramlage B, et al. Nature. 2004;432(7014):173-178. (PMID: 15538359)
19) 7KGRRFRANE R : [n vitroFE PR (201946 H 18 A 7&G8. CTD 2.6.2.2.1)
20) Sherry ST, Ward MH, Kholodov M, et al. Nucleic Acids Res. 2001;29(1):308-311. (PMID:11125122)
21) KRG L hT o AT 2=y~ A% 2 3K E R ER (20194F6 H 18 H /K78, CTD 2.6.2.2.2.1)
22) 7GR REAM & ORE : LA W BRI 52 351 550 ) B L OVE 2 M o R4 (2019476 A 18 H &8 . CTD
2.6.2.2.2.3)
23) KGRI E B} RHEMPK 3 L OPK/PDAEAT (20194F:6 H 18 HA&FR, CTD 2.5.3.4, 2.7.2.2.7, 2.7.2.2.8)
24) HRFRRFFEAGE AL : 7o M = A (RN 43 A kiR (201946 H 18 A 7&#78., CTD 2.6.4.4.2.2)
25) AGRIRFRHLE Rl : 7> M W= Z BB L OE R ETO YA £ ICEE 927 Bk (201946 A 18 H A&GR, CTD
2.6.6.6.1.1.1, 2.6.6.6.2.1.2, 2.6.6.6.2.1.3)
26) ARRFFEME R : Ty b AW AR B IO AR O R AT 5538 (2019456 A 18 H &R, CTD
2.6.6.6.3.1.1)
27) HKFREFEEAME KL 2 In vitroZ v 7375 A 7 BR (2019456 A 18 H 7K, CTD 2.7.2.1.5.2.1)
28) K GBEFREME R : In vitrolZ B T AR ZEMLBLIORF T 277407 (201946 H 18 H 7&K 7, CTD
2.6.4.5.1.3)
29) KGRI FEANE R L a2 BRI CYPEEZ N F LT WU T 7 a7 2 ) A8 738k (20194E6 H 18 H K73,
CTD 2.6.4.5.1.6)
30) FAGRESFEARE B Y& =~ 28T 23R (20194E6 H 18 H 78, CTD 2.6.4.6.2.1)
31) AKGREFFEMIE Rl n vitrolZ BT BIY T L AR —2 —FA B/ H R (2019456 A 18 H /&R, CTD 2.6.4.7.1,
2.7.2.3.3.2)
32) HGRRFREAGE AL : T b o SO &% G- dtEalBR (2019426 H 18 H7&GE., CTD 2.6.6.3.1)
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33) FKFRIRFREAME R : 7Y% IR - i A8 A2 BE - 258k (2019476 H 18 H 7GR, CTD 2.4.5.3, 2.6.6.6.2.2.1,
2.6.6.6.2.2.2)

34) AGRRFREARE R VL2 - ROAE # 5 3alBk (20194F6 H 18 H &2, CTD 2.6.6.3.2)

35) RFREFREAR A Bk 22 PSR EEEBR (2019456 A 18 H /KGR, CTD 2.6.2.4.2.1)

36) AFRIRREAME L YL A O - BIVR SR FREER (20194E6 H 18 H &R, CTD 2.6.2.3.1.1)

37) AR REARE L Vv A e B e G- a ek (2019456 H 18 H 7&G8., CTD 2.6.6.2.1)

38) KGRI REAN & R} AR F 3R (2019476 H 18 H 778, CTD 2.6.6.4)

39) FAGRIFREANE R : 23 A SR RRBR (20194E6 H 18 H /&8, CTD 2.6.6.5.2.3)

40) AGRIRFREAM R} : 7 rlEEaER (2019456 H 18 H 4&GR, CTD 2.6.6.7)

2. F DD SETHk
LR AL
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XI.8EZE8H

1. ELESNETORFTKR
(WHNEIZHFHHERIRR
AAFNL, 201848 H 10 H 122K [E T lthe polyneuropathy of hereditary transthyretin—-mediated amyloidosis in adults] ®
WIS CHAGRE IV, Fiz, FNIZIWTIE, 2018457 H 27 HIZ, CHMP (Committee for Medical Products for Human
Use: BN EFEK S TFe N EK LT B S) M OAGRENE 45172018458 H 30 H i+ Tlhereditary transthyretin—mediated
amyloidosis (hAATTR amyloidosis) in adult patients with stage 1 or stage 2 polyneuropathy | D3 i CHEFRIN TS,
20214E 1 HHUE, TREOEZ & T 345 [E TRRSN TS,

SEICEFSELEEIKR

ESESlis:ich R4 s #HIe o KA B
K[ ) 20184E8 11 10
B ONPATTRO Alnylam VES /\Uazj;jfmg/ 201848 A 30 [

PRy 201946 4 TH

Q)NEIH 53R HRRVRE-RE

KEIZHBITHMEE- DR RV HE-AZ (202058 AFF )
ZhEE-Zh& | the polyneuropathy of hereditary transthyretin-mediated amyloidosis in adults
Al & |+ IREAN100kg A O B T, AR E 1kgdh7200.3mg (HELE I &) 23082 1 RIFFARMN 5%, 100kglh LD B
Tl KHESE A &4 30mgl T2, ANTAATBAR, TENT I/ 72l LA I ZRHEIREL TR G55,
- ARANTEGRNCAE, AHIRT D,
- RANOARIRIL, 98053 [T TERIRN I 575,

BRMICH 538 - NR RV A% - AE (20208 AR =)
ZhEe« ZhF: | hereditary transthyretin—mediated amyloidosis (hAATTR amyloidosis) in adult patients with stage 1 or stage 2
polyneuropathy

- TIRAR— VARSI ERT OB B N CIRRE BT 5,

+ KE kg T-VARAIZ00 p g (HESEH &) A 3 I LEEARN I 5-3 5,

- AEEFFEEREICESDHOET D, KEA100kg Pl D BE TIRAHELE A &4 30megk 375,

- RHIPR G BRE IRV TEZIUAKZ2,5001U/ B IZKAE I AR HELRS WD,

- HEACHEIIRKIEDODV AT HRB T 2720 KREAZGATIC, DEFICHMEEREERT D,
LT O ERGZ#REEY B | §ERRE605 UL LR 535
~ VT ART A RFARNEE S (T XY A5 10mg XL R 3R)
- T8 ZE— L0 #E- (500mg)
- HAEPEE RN 5 (7 = ERF3-50mg XL [ 2 3K)
~ Ho 5 PLBEE RN $E G- (T =T 50mg )1 L R 2 3E)
ARV T, HIRNE SRR AR IIABRARRETHIHA ., ASEEZROBELHELTHLW,
BRI L E N B DA DV TFaATaARIE, T A U FE CULRIZ ) 2 i/ B Smell /b ET
2.5mglh T3 2L Th &\, IV F 27 oA ROFTEREW T 20012, EANHE SISO IEFFE T T,
B 3| Lk #E & L T AR A o S B IKRAN K EE T,
HEACHE UG DVAZ AR T D728, MBS U T OBMAE I E A EORHER A 1Ll EFEBL bk
AN

ik &
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H AW TGRSV AFN O T EE ST A TRIRE U TR RN B 21 B THE L O ENTLL T LB) T
02,

4. WEREXRIIHE
FSURBALFURREET7IOARR) Z2—0/F—

5. MEEXR I RBICEET EEE
AFNOFERICHTE>TE HFTDOTARTALZE R N AT AL F U MFRETIoARR =2 —r 3
F— DLW BHEEL CWAZ LA R T AL,

6. iZRUA=ZE

HE . RATIE3EIZ LB NFF 8L T0.3mg/ kg milfi i 35, RHE A3 104kgPL E oD S IZIE3MIZ1[E] R F
LT3 2mgk R EET D, WTNOEAICH, 700 ML E (B 55461 15 BT ImL/ 27, 2 D% 1%
FI3mL/453) M TR G952,

2. BN BTSRRI FER
(N ERE~DOREIZRET 51EHR
HARIZBWTARBSNTEAAO N FEDOE 5E2ATHREICEATLIERE T TOLEBYTHY, KEOWRM CEL
TR0 D,

L. B ENEREZEITHEEFICEIHER

94 HFEREEETHE
HTHR AT BEZ2 2T L Chd ., AREI O G- J OV -1 11 4% 1238 138 ) 70580 4T 5 1A 2 ATH L0 E T 562
&, [9.5 ]

95 IFiF
IEI SOFIEIR L TOD ATREME D B2 I MEITIZ R 5 LN ZENZ E LW (BRI 3 TTR X (X i F e 4
UADIE TR RIS T T BTN THD, VT, BHREMEIC LD EE 2 DN BRI, IR IE IR
DAETFLEDIET | L OWE R ORE DA 23 1mg/kgbh EO & TRHHN) Y, [9.4 BHR]

96 IXELIF
TR E DR IENER ORI B OA A B B L, BILofMks LT 2 RaH 528,

ERA~DIREICHY SBMEHR CRERMXE)

it R
KEOUHT LE: | There are no available data on ONPATTRO use in pregnant women to inform a drug-associated
(202048 H) risk of adverse developmental outcomes. ONPATTRO treatment leads to a decrease in serum

vitamin A levels, and vitamin A supplementation is advised for patients taking ONPATTRO.
Vitamin A is essential for normal embryofetal development; however, excessive levels of vitamin
A are associated with adverse developmental effects. The effects on the fetus of a reduction in
maternal serum TTR caused by ONPATTRO and of vitamin A supplementation are unknown.

(2) NRE~ DR 5T B4R
AR
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XII. &

1. A - REXEICERL TR R HIRETOICHT->TOSEEH
Y ERRL

2. TOMOBEEH
BENTEM A bl LDIREEZ T HERE S A~
(Alnylam Japant¥R =& tt EEWEBAZRE MITWeb YA~ https://onpattro.jp/Z )

MBI 2IE A 408 BN BIL TR~ | TX F B IRICBE 2 A 5 88 T &R | DIA
Z M
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