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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
AMVUTTRA™ safely and effectively. See full prescribing
information for AMVUTTRA.

AMVUTTRA (vutrisiran) injection, for subcutaneous use
Initial U.S. Approval: 2022

AMVUTTRA is a transthyretin-directed small interfering RNA indicated
for the treatment of the polyneuropathy of hereditary
transthyretin-mediated amyloidosis in adults. (1)

e  The recommended dosage of AMVUTTRA is 25 mg administered
by subcutaneous injection once every 3 months. (2.1)

e AMVUTTRA is for subcutaneous use only and should be
administered by a healthcare professional. (2.2)

Injection: 25 mg/0.5 mL in a single-dose prefilled syringe. (3)

INDICATIONS AND USAGE-----nrmemememememcmcnca

CONTRAINDICATIONS
None. (4)

Reduced serum vitamin A levels and recommended supplementation:
Supplement with the recommended daily allowance of vitamin A. Refer
to an ophthalmologist if ocular symptoms suggestive of vitamin A
deficiency occur. (5.1)

ADVERSE REACTIONS

The most common adverse reactions (25%) were arthralgia, dyspnea,
and vitamin A decreased. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Alnylam
Pharmaceuticals at 1-877-256-9526 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 6/2022
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
AMVUTTRA is indicated for the treatment of the polyneuropathy of hereditary transthyretin-mediated amyloidosis in adults.

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage

The recommended dosage of AMVUTTRA is 25 mg administered by subcutaneous injection once every 3 months [see
Dosage and Administration (2.2)].

Missed Dose

If a dose is missed, administer AMVUTTRA as soon as possible. Resume dosing every 3 months from the most recently
administered dose.

2.2 Administration Instructions

AMVUTTRA is for subcutaneous use only and should be administered by a healthcare professional.

Syringe Appearance Before and After Use

Before Use After Use

Needle
cap

Needle

P Drug

Syringe solution e

body Needle
shield
(Locked)

Syringe
label

Finger
flange

Plunger
rod

Thumb pad

Preparation and Administration

1. Prepare the syringe
If stored cold, allow the syringe to warm to room temperature for 30 minutes prior to use.
Remove the syringe from the packaging by gripping the syringe body.
Do not touch the plunger rod until ready to inject.

Visually inspect the drug solution for discoloration and particulate matter prior to administration. AMVUTTRA is a
sterile, preservative-free, clear, colorless-to-yellow solution. Do not use if it contains particulate matter or if it is cloudy
or discolored.

Check the following:



e Syringe is not damaged, such as cracked or leaking

e Needle cap is attached to the syringe

e Expiration date on syringe label

Do not use the syringe if any issues are found while checking the syringe.

2. Choose and prepare the injection site

Choose an injection site from the following areas: the abdomen, thighs, or upper arms. \ !
Avoid the following:
e 5-cm area around the navel '

e Scar tissue or areas that are reddened, inflamed, or swollen
Clean the chosen injection site.

3. Prepare the syringe for injection
Hold the syringe body with one hand. Pull the needle cap straight off with other hand

and dispose of needle cap immediately. It is normal to see a drop of liquid at the tip of a
the needle. \
Do not touch the needle or let it touch any surface. \

Do not recap the syringe.
Do not use the syringe if it is dropped.

4. Perform the injection
Pinch the cleaned skin.
Fully insert the needle into the pinched skin at a 45°-90° angle.

Inject all of the medication.

Push the plunger rod as far as it will go to administer the dose and activate the
needle shield.

Release the plunger rod to allow the needle shield to cover the needle.
Do not block plunger rod movement.

5. Dispose of the syringe
Immediately dispose of the used syringe into a sharps container.

3 DOSAGE FORMS AND STRENGTHS

Injection: 25 mg/0.5 mL of vutrisiran as a clear, colorless-to-yellow solution in a single-dose prefilled syringe.

4 CONTRAINDICATIONS

None.



5 WARNINGS AND PRECAUTIONS
5.1 Reduced Serum Vitamin A Levels and Recommended Supplementation

AMVUTTRA treatment leads to a decrease in serum vitamin A levels [see Adverse Reactions (6.1) and Clinical
Pharmacology (12.2)].

Supplementation at the recommended daily allowance of vitamin A is advised for patients taking AMVUTTRA. Higher doses
than the recommended daily allowance of vitamin A should not be given to try to achieve normal serum vitamin A levels
during treatment with AMVUTTRA, as serum vitamin A levels do not reflect the total vitamin A in the body.

Patients should be referred to an ophthalmologist if they develop ocular symptoms suggestive of vitamin A deficiency (e.g.,
night blindness).

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are discussed in greater detail in other sections of the labeling:
e Reduced Serum Vitamin A Levels and Recommended Supplementation [see Warnings and Precautions (5.1)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of AMVUTTRA cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates
observed in practice.

In Study 1 [see Clinical Studies (14)], a total of 122 patients with polyneuropathy caused by hereditary
transthyretin-mediated amyloidosis (hAATTR amyloidosis) received AMVUTTRA. Of these, 118 patients received at least
9 months of treatment and 34 patients received at least 15 months of treatment. The mean duration of treatment was
12.9 months (range: 1.7 to 19.3 months). The median patient age at baseline was 60 years and 65% of the patients were
male. Seventy percent of AMVUTTRA-treated patients were Caucasian, 17% were Asian, 3% were Black, and 9% were
reported as Other. Forty-four percent of patients had the Val30Met mutation in the transthyretin gene; the remaining patients
had one of 21 other mutations. At baseline, 70% of patients were in Stage 1 of the disease and 30% were in Stage 2.

The most common adverse reactions (at least 5%) were arthralgia, dyspnea, and vitamin A decreased (see Table 1).

In Study 1, patients were instructed to take the recommended daily allowance of vitamin A [see Warnings and Precautions
(5.1)]. Seventy-four percent of patients treated with AMVUTTRA had normal vitamin A levels at baseline, and 98% of those
with a normal baseline developed low vitamin A levels. In some cases, the decreased vitamin A level was reported as an
adverse reaction (see Table 1).

Table 1: Adverse Reactions Reported in at least 5% of Patients Treated with AMVUTTRA (Study 1)

AMVUTTRA

Adverse Reaction N=122

%
Arthralgia* 11
Dyspnea* 7
Vitamin A decreasedt 7
*Comprised of several similar terms
TPercentage only reflects those reported as an adverse reaction

Two serious adverse reactions of atrioventricular (AV) heart block (1.6%) occurred in patients treated with AMVUTTRA,
including one case of complete AV block.

Injection site reactions were reported in 5 (4%) patients treated with AMVUTTRA. Reported symptoms included bruising,
erythema, pain, pruritus, and warmth. Injection site reactions were mild and transient.

6.2 Immunogenicity



As with all oligonucleotides, there is potential for immunogenicity. The detection of antibody formation is highly dependent
on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody (including neutralizing
antibody) positivity in an assay may be influenced by several factors including assay methodology, sample handling, timing
of sample collection, concomitant medications, and underlying disease. For these reasons, comparison of the incidence of
antibodies in the studies described below with the incidence of antibodies in other studies or to other products may be
misleading.

In Study 1, 3 (2.5%) patients treated with AMVUTTRA developed anti-drug antibodies. Although anti-drug antibody

development was not found to affect the pharmacokinetics, safety, or efficacy of AMVUTTRA in these patients, the available
data are too limited to make definitive conclusions.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no available data on AMVUTTRA use in pregnant women to inform a drug-associated risk of adverse
developmental outcomes. AMVUTTRA treatment leads to a decrease in serum vitamin A levels, and vitamin A
supplementation is advised for patients taking AMVUTTRA. 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 AMVUTTRA and of vitamin A supplementation are unknown [see Warnings
and Precautions (5.1) and Clinical Pharmacology (12.2)].

In animal studies, subcutaneous administration of vutrisiran to pregnant rats resulted in developmental toxicity (reduced
fetal body weight and embryofetal mortality) at doses associated with maternal toxicity (see Data).

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively. The background risk of major birth defects and miscarriage for the
indicated population is unknown.

Data

Animal Data

Subcutaneous administration of vutrisiran (0, 3, 10, or 30 mg/kg/day) to pregnant rats during the period of organogenesis
resulted in embryofetal mortality at the high dose and reduced fetal body weight at the mid and high doses, which were
associated with maternal toxicity.

Subcutaneous administration of vutrisiran (0, 3, 10, or 30 mg/kg/day) to pregnant rabbits resulted in no adverse effects on
embryofetal development.

Subcutaneous administration of vutrisiran (0, 5, 10, or 20 mg/kg) to pregnant rats every 6 days throughout pregnancy and
lactation resulted in no adverse developmental effects on the offspring.

8.2 Lactation

Risk Summary

There is no information regarding the presence of vutrisiran in human milk, the effects on the breastfed infant, or the effects
on milk production. The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for AMVUTTRA and any potential adverse effects on the breastfed infant from AMVUTTRA or from the
underlying maternal condition.

8.4 Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
8.5 Geriatric Use

No dose adjustment is required in patients 265 years of age [see Clinical Pharmacology (12.3)]. A total of 46 (38%) patients
=65 years of age, including 7 (6%) patients =75 years of age, received AMVUTTRA in Study 1. No overall differences in
safety or effectiveness were observed between these patients and younger patients, but greater sensitivity of some older
individuals cannot be ruled out.

8.6 Renal Impairment

No dose adjustment is recommended in patients with mild or moderate renal impairment (estimated glomerular filtration rate
[eGFR] 230 to <90 mL/min/1.73 m?) [see Clinical Pharmacology (12.3)]. AMVUTTRA has not been studied in patients with
severe renal impairment or end-stage renal disease.



8.7 Hepatic Impairment

No dose adjustment is recommended in patients with mild hepatic impairment (total bilirubin <1 x ULN and AST >1 x ULN,
or total bilirubin >1.0 to 1.5 x ULN and any AST) [see Clinical Pharmacology (12.3)]. AMVUTTRA has not been studied in
patients with moderate or severe hepatic impairment.

11 DESCRIPTION

AMVUTTRA contains vutrisiran, a chemically modified double-stranded small interfering ribonucleic acid (siRNA) that
targets mutant and wild-type transthyretin (TTR) messenger RNA (mRNA) and is covalently linked to a ligand containing
three N-acetylgalactosamine (GalNAc) residues to enable delivery of the siRNA to hepatocytes.

The structural formula of vutrisiran sodium is presented below.
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The molecular formula of vutrisiran sodium is CssoHes72F9N171Na430323P43Se with a molecular weight of 17,290 Da. The
molecular formula of the free acid is CsaoH715F9N1710323P43Se with a molecular weight of 16,345 Da.

AMVUTTRA is supplied as a sterile, preservative-free, clear, colorless-to-yellow solution for subcutaneous injection. Each
0.5 mL of solution contains 25 mg of vutrisiran (equivalent to 26.5 mg vutrisiran sodium), 0.2 mg sodium phosphate
monobasic dihydrate, 0.7 mg sodium phosphate dibasic dihydrate, 3.2 mg sodium chloride, water for injection, and sodium
hydroxide and/or phosphoric acid to adjust the pH to ~7.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Vutrisiran is a double-stranded siRNA-GalNAc conjugate that causes degradation of mutant and wild-type TTR mRNA
through RNA interference, which results in a reduction of serum TTR protein and TTR protein deposits in tissues.

12.2 Pharmacodynamics

In Study 1 [see Clinical Studies (14)], following administration of the recommended AMVUTTRA dosage every 3 months to
patients with hATTR amyloidosis, vutrisiran reduced mean serum TTR at steady state by 83%. Similar TTR reductions were
observed regardless of Val30Met genotype status, weight, sex, age, or race.

Vutrisiran also reduced the mean steady state serum vitamin A by 62% over 9 months [see Warnings and Precautions
(5.1)].
Cardiac Electrophysiology

At a dose 12 times the recommended dosage of 25 mg once every three months, AMVUTTRA does not prolong the QT
interval to any clinically relevant extent.




12.3 Pharmacokinetics

The pharmacokinetic (PK) properties of AMVUTTRA were evaluated following a single dose in healthy subjects and multiple
doses in patients with hATTR amyloidosis, as summarized in Table 2.

Table 2: Pharmacokinetic Parameters of Vutrisiran

Vutrisiran

General Information

Vutrisiran Cmax showed dose proportional increase while
AUCastand AUCirs were slightly more than dose

Dose Proportionality proportional following single subcutaneous doses ranging
from 5 to 300 mg (i.e., 0.2 to 12 times the recommended
dose)

Accumulation No accumulation of vutrisiran was observed in plasma
after repeated every 3 months dosage*

Absorption
Tmax [Median (Range)] 4 (0.17, 12.0) hourst
Distribution

Estimated Vd/F (%RSE) 10.1 (5.8) L¥

Protein Binding 80%:8

Organ Distribution Vutrisiran distribut(_as primarily to the liver after
subcutaneous dosing

Elimination
Half-Life [Median (Range)] 5.2 (2.2, 6.4) hourst
Apparent Clearance [Median (Range)] 21.4 (19.8, 30) L/hourt
Metabolism

Primary Pathway Vutrisiran is metabolized by endo-_and _exonu_cleases t_o

short nucleotide fragments of varying sizes within the liver
Excretion

The mean fraction of unchanged vutrisiran eliminated in
Primary Pathway urine was approximately 19.4% at the recommen_d_ed
dose of 25 mg. The mean renal clearance of vutrisiran
ranged from 4.5 to 5.7 L/hourT

AUC; = area under the concentration-time curve from the time of dosing extrapolated to infinity; AUC . = area under the
concentration-time curve from the time of dosing to the last measurable concentration; Cnax = maximum plasma concentration;
CV = coefficient of variation; RSE = relative standard error; Tmax = time to maximum concentration; Vd/F = apparent volume of
distribution

*After 25 mg every 3 months dosage in hATTR amyloidosis patients
TAfter 25 mg single dose in healthy subjects
*Based on population PK model estimation

SVutrisiran plasma protein binding was concentration-dependent and decreased with increasing vutrisiran concentrations (from
78% at 0.5 meg/mL to 19% at 50 mcg/mL)
TAfter single subcutaneous vutrisiran dose from 5 to 300 mg (i.e., 0.2 to 12 times the recommended dose) in healthy subjects

Specific Populations

No clinically significant differences in the pharmacokinetics of vutrisiran were observed based on age, sex, race, mild and
moderate renal impairment (eGFR=30 to <90 mL/min/1.73 m?), or mild hepatic impairment (total bilirubin <1 x ULN and AST
>1 x ULN, or total bilirubin >1.0 to 1.5 x ULN and any AST). Vutrisiran has not been studied in patients with severe renal
impairment, end-stage renal disease, moderate or severe hepatic impairment, or in patients with prior liver transplant.




Drug Interaction Studies

No clinical drug-drug interaction studies have been performed with vutrisiran. In vitro studies suggest that vutrisiran is not a
substrate or inhibitor of cytochrome P450 enzymes. Vutrisiran is not expected to cause drug-drug interactions by inducing
CYP enzymes or modulating the activities of drug transporters.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis
Carcinogenicity studies of vutrisiran have not been conducted.

Mutagenesis
Vutrisiran was negative for mutagenicity in in vitro (bacterial mutagenicity, chromosomal aberration in human blood
peripheral lymphocytes) and in vivo (rat bone marrow micronucleus) assays.

Impairment of Fertility

Subcutaneous administration of vutrisiran (0, 15, 30, or 70 mg/kg/week) to male and female rats prior to and during mating
and continuing in females to gestation day 6 resulted in no adverse effects on fertility or reproductive performance.

14 CLINICAL STUDIES

The efficacy of AMVUTTRA was evaluated in a randomized, open-label clinical trial in adult patients with polyneuropathy
caused by hATTR amyloidosis (Study 1; NCT03759379). Patients were randomized 3:1 to receive 25 mg of AMVUTTRA
subcutaneously once every 3 months (N=122), or 0.3 mg/kg patisiran intravenously every 3 weeks (N=42) as a reference
group. Ninety-seven percent of AMVUTTRA-treated patients and 93% of patisiran-treated patients completed at least
9 months of the assigned treatment.

Efficacy assessments were based on a comparison of the AMVUTTRA arm of Study 1 with an external placebo group in
another study (NCT01960348) composed of a comparable population of adult patients with polyneuropathy caused by
hATTR amyloidosis.

The primary efficacy endpoint was the change from baseline to Month 9 in modified Neuropathy Impairment Score +7
(mNIS+7). The mNIS+7 is an objective assessment of neuropathy and comprises the NIS and Modified +7 composite
scores. In the version of the mNIS+7 used in the trial, the NIS objectively measures deficits in cranial nerve function, muscle
strength, and reflexes, and the +7 assesses postural blood pressure, quantitative sensory testing, and peripheral nerve
electrophysiology. The mNIS+7 has a total score range from 0 to 304 points, with higher scores representing a greater
severity of disease.

The clinical meaningfulness of effects on the mNIS+7 was assessed by the change from baseline to Month 9 in Norfolk
Quiality of Life-Diabetic Neuropathy (QoL-DN) total score. The Norfolk QoL-DN scale is a patient-reported assessment that
evaluates the subjective experience of neuropathy in the following domains: physical functioning/large fiber neuropathy,
activities of daily living, symptoms, small fiber neuropathy, and autonomic neuropathy. The Norfolk QoL-DN has a total
score range from -4 to 136, with higher scores representing greater impairment.

Additional endpoints were gait speed, as measured by the 10-meter walk test (LOMWT), and modified body mass index
(mBMI).

Treatment with AMVUTTRA in Study 1 resulted in statistically significant improvements in the mNIS+7, Norfolk QoL-DN
total score, and 10-meter walk test at Month 9 compared to placebo in the external study (p<0.001) [Table 3, Figure 1, and
Figure 3]. The distributions of changes in mNIS+7 and Norfolk QoL-DN total scores from baseline to Month 9 by percent of
patients are shown in Figure 2 and Figure 4, respectively.

The change from baseline to Month 9 in modified body mass index nominally favored AMVUTTRA [Table 3].



Table 3: Clinical Efficacy Results (Comparison of AMVUTTRA Treatment in Study 1 to an External Placebo

Control*)
Baseline, Mean (SD) ﬁgi?ﬁ%frfgnl\fe?nel(igg\t/g A'\é?;gl—g?ﬁ_

Endpoint! AMVUTTRA Placebo AMVUTTRA Placebo® g;‘?::g]necnet p-value

N=122 N=77 LS Mean

(Study1) | (NCTO196034g) | Sy D) (NCT01960348) | (959 ClI)
MNIS+73 60.6 (36.0) 74.6 (37.0) 2.2 (L4) 14.8 (2.0) " 1;7;22' » | Pe000L
ggrlf%kw 47.1 (26.3) 55.5 (24.3) 33(L7) 12,9 (2.2) 2 1$6i 0 | PeO-00L
3:;?2?2;@;"‘ 1.01 (0.39) 0.79 (0.32) 0(0.02) -0.13 (0.03) o 03',13_ 19 | Pe0-00L
MBMIT 1058 (234) 990 (214) 7.6 (7.9) 60.2 (10.1) ( 43_?)?'32_ 6 | Po00L

*External placebo group from another randomized controlled trial (NCT01960348)

*A lower number indicates less impairment/fewer symptoms
SA higher number indicates less disability/less impairment

TmBMI: nominal p-value; body mass index (BMI; kg/m?) multiplied by serum albumin (g/L).

TAll endpoints analyzed using the analysis of covariance (ANCOVA) with multiple imputation (MI) method)

Cl = confidence interval; LS mean = least squares mean; mBMI = modified body mass index; mNIS = modified Neuropathy Impairment Score;
QoL-DN = Quiality of Life-Diabetic Neuropathy; SD = standard deviation; SEM = standard error of the mean

Figure 1. Change from Baseline in mNIS+7
(Comparison of AMVUTTRA Treatment in Study 1 to an External Placebo Control*)
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2.2 (1.4) AMVUTTRA
-5 -
I
Baseline Month 9
N evaluable
Placebo 7 67
AMVUTTRA 122 114

A decrease in mNIS+7 indicates improvement

A indicates between-group treatment difference, shown as the LS mean difference (95% CI) for AMVUTTRA - placebo

*External placebo group from another randomized controlled trial (NCT01960348)

Figure 2: Histogram of mNIS+7 Change from Baseline at Month 9
(Comparison of AMVUTTRA Treatment in Study 1 to an External Placebo Control*)




Percent of Patients
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LS Mean (SE) Change in Norfolk QoL-DN Total Score

N evaluable
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A decrease in Norfo k QoL-DN score indicates improvement

A indicates between-group treatment difference, shown as the LS mean difference (95% CI) for AMVUTTRA — placebo
*External placebo group from another randomized controlled trial (NCT01960348)

Figure 3: Change from Baseline in Norfolk QoL-DN Total Score
(Comparison of AMVUTTRA Treatment in Study 1 to an External Placebo Control*)
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Figure 4: Histogram of Norfolk QoL-DN Total Score Change from Baseline at Month 9
(Comparison of AMVUTTRA Treatment in Study 1 to an External Placebo Control*)
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Change from Baseline to Month 9 in Norfolk QoL-DN Total Score

Categories are mutually exclusive; patients who died before 9 months are summarized in the “Death” category only
*External placebo group from another randomized controlled trial (NCT01960348)

Patients receiving AMVUTTRA in Study 1 experienced similar improvements relative to those in the external placebo group
in mNIS+7 and Norfolk QoL-DN total score across all subgroups including age, sex, race, region, NIS score, Val30Met
genotype status, and disease stage.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

AMVUTTRA is a sterile, preservative-free, clear, colorless-to-yellow solution for subcutaneous injection. AMVUTTRA is
supplied as 25 mg/0.5 mL solution in a single-dose 1-mL prefilled syringe made from Type | glass with stainless steel
29-gauge needle with a needle shield. The prefilled syringe components are not made with natural rubber latex.

AMVUTTRA is available in cartons containing one single-dose prefilled syringe each.
The NDC is: 71336-1003-1.

16.2 Storage and Handling

Store at 2°C to 30°C (36°F to 86°F) in the original carton, until ready for use. Do not freeze.

17 PATIENT COUNSELING INFORMATION

Recommended Vitamin A Supplementation

Inform patients that AMVUTTRA treatment leads to a decrease in serum vitamin A levels. Instruct patients to take the
recommended daily allowance of vitamin A. Advise patients to contact their healthcare provider if they experience ocular
symptoms suggestive of vitamin A deficiency (e.g., night blindness) and refer them to an ophthalmologist if they develop
these symptoms [see Warnings and Precautions (5.1)].

Pregnancy

Instruct patients that if they are pregnant or plan to become pregnant while taking AMVUTTRA they should inform their
healthcare provider. Inform patients of the potential risk to the fetus, including that AMVUTTRA treatment leads to a
decrease in serum vitamin A levels [see Use in Specific Populations (8.1) and Clinical Pharmacology (12.2)].

Manufactured for: Alnylam Pharmaceuticals, Inc., Cambridge, MA 02142
AMVUTTRA is a pending trademark of Alnylam Pharmaceuticals, Inc.
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Amvuttra 25 mg solution for injection in pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled syringe contains vutrisiran sodium equivalent to 25 mg vutrisiran in 0.5 mL solution.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection (injection).

Clear, colourless-to-yellow solution (pH of approximately 7; osmolality 210 to 390 mOsm/kg).

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Amvuttra is indicated for the treatment of hereditary transthyretin-mediated amyloidosis (hRATTR
amyloidosis) in adult patients with stage 1 or stage 2 polyneuropathy.

4.2 Posology and method of administration
Therapy should be initiated under the supervision of a physician knowledgeable in the management of

amyloidosis. Treatment should be started as early as possible in the disease course to prevent the
accumulation of disability.

Posology

The recommended dose of Amvuttra is 25 mg administered via subcutaneous injection once every
3 months.

Vitamin A supplementation at approximately, but not exceeding, 2500 1U to 3000 U vitamin A per
day is advised for patients treated with Amvuttra (see section 4.4).

The decision to continue treatment in those patients whose disease progresses to stage 3
polyneuropathy should be taken at the discretion of the physician based on the overall benefit and risk
assessment.

Missed dose
If a dose is missed, Amvuttra should be administered as soon as possible. Dosing should be resumed
every 3 months, from the most recently administered dose.

Special populations

Elderly patients
No dose adjustment is required in patients > 65 years of age (see section 5.2).
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Hepatic impairment

No dose adjustment is necessary in patients with mild hepatic impairment (total bilirubin < 1 X upper
limit of normal (ULN) and aspartate aminotransferase (AST) > 1 x ULN, or total bilirubin > 1.0 to
1.5 x ULN and any AST). Vutrisiran has not been studied in patients with moderate or severe hepatic
impairment and should only be used in these patients if the anticipated clinical benefit outweighs the
potential risk (see section 5.2).

Renal impairment

No dose adjustment is necessary in patients with mild or moderate renal impairment (estimated
glomerular filtration rate [eGFR] > 30 to < 90 mL/min/1.73 m?). Vutrisiran has not been studied in
patients with severe renal impairment or end-stage renal disease and should only be used in these
patients if the anticipated clinical benefit outweighs the potential risk (see section 5.2).

Paediatric population
The safety and efficacy of Amvuttra in children or adolescents < 18 years of age have not been
established. No data are available.

Method of administration

Amvuttra is for subcutaneous use only. Amvuttra should be administered by a healthcare professional.
This medicinal product is ready-to-use and for single-use only.

Visually inspect the solution for particulate matter and discolouration. Do not use if discoloured or if
particles are present.

Prior to administration, if stored cold, the pre-filled syringe should be allowed to warm by leaving

carton at room temperature for about 30 minutes.

o The subcutaneous injection should be administered into one of the following sites: the abdomen,
thighs, or upper arms. Amvuttra should not be injected into scar tissue or areas that are
reddened, inflamed, or swollen.

o If injecting into the abdomen, the area around the navel should be avoided.

4.3 Contraindications

Severe hypersensitivity (e.g., anaphylaxis) to the active substance or to any of the excipients listed in
section 6.1.

4.4  Special warnings and precautions for use

Vitamin A deficiency

By reducing serum transthyretin (TTR) protein, Amvuttra treatment leads to a decrease in serum
vitamin A (retinol) levels (see section 5.1). Serum vitamin A levels below the lower limit of normal
should be corrected and any ocular symptoms or signs due to vitamin A deficiency should be
evaluated prior to initiation of treatment with Amvuttra.

Patients receiving Amvuttra should take oral supplementation of approximately, but not exceeding,
2500 IU to 3000 1U vitamin A per day to reduce the potential risk of ocular symptoms due to
vitamin A deficiency. Ophthalmological assessment is recommended if patients develop ocular
symptoms suggestive of vitamin A deficiency, including reduced night vision or night blindness,
persistent dry eyes, eye inflammation, corneal inflammation or ulceration, corneal thickening or
corneal perforation.

During the first 60 days of pregnancy, both too high or too low vitamin A levels may be associated
with an increased risk of foetal malformation. Therefore, pregnancy should be excluded before



initiating Amvuttra and women of childbearing potential should practise effective contraception (see
section 4.6). If a woman intends to become pregnant, Amvuttra and vitamin A supplementation should
be discontinued and serum vitamin A levels should be monitored and have returned to normal before
conception is attempted. Serum vitamin A levels may remain reduced for more than 12 months after
the last dose of Amvuttra.

In the event of an unplanned pregnancy, Amvuttra should be discontinued (see section 4.6). No
recommendation can be given whether to continue or discontinue vitamin A supplementation during
the first trimester of an unplanned pregnancy. If vitamin A supplementation is continued, the daily
dose should not exceed 3000 1U per day, due to the lack of data supporting higher doses. Thereafter,
vitamin A supplementation of 2500 1U to 3000 U per day should be resumed in the second and third
trimesters if serum vitamin A levels have not yet returned to normal, because of the increased risk of
vitamin A deficiency in the third trimester.

It is not known whether vitamin A supplementation in pregnancy will be sufficient to prevent
vitamin A deficiency if the pregnant female continues to receive Amvuttra. However, increasing
vitamin A supplementation to above 3000 IU per day during pregnancy is unlikely to correct plasma
retinol levels due to the mechanism of action of Amvuttra and may be harmful to the mother and
foetus.

Sodium content

This medicinal product contains less than 1 mmol sodium (23 mg) per mL, that is to say essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

No clinical interaction studies have been performed. Vutrisiran is not expected to cause interactions or
to be affected by inhibitors or inducers of cytochrome P450 enzymes, or to modulate the activity of
transporters. Therefore, vutrisiran is not expected to have clinically significant interactions with other
medicinal products.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Treatment with Amvuttra reduces serum levels of vitamin A. Both too high or too low vitamin A
levels may be associated with an increased risk of foetal malformation. Therefore, pregnancy should
be excluded before initiation of treatment and women of childbearing potential should use effective
contraception. If a woman intends to become pregnant, Amvuttra and vitamin A supplementation
should be discontinued and serum vitamin A levels should be monitored and have returned to normal
before conception is attempted (see section 4.4.). Serum vitamin A levels may remain reduced for
more than 12 months after the last dose of treatment.

Pregnancy

There are no data on the use of Amvuttra in pregnant women. Animal studies are insufficient with
respect to reproductive toxicity (see section 5.3). Due to the potential teratogenic risk arising from
unbalanced vitamin A levels, Amvuttra should not be used during pregnancy. As a precautionary
measure, vitamin A (see section 4.4) and thyroid stimulating hormone levels should be obtained early
in pregnancy. Close monitoring of the foetus should be carried out, especially during the first
trimester.

Breast-feeding

It is unknown whether vutrisiran is excreted in human milk. There is insufficient information on the
excretion of vutrisiran in animal milk (see section 5.3).



A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from
Amvuttra, taking into account the benefit of breast-feeding for the child and the benefit of therapy for
the woman.

Fertility

There are no data on the effects of Amvuttra on human fertility. No impact on male or female fertility
was detected in animal studies (see section 5.3).

4.7  Effects on ability to drive and use machines
Amuvuttra has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

During the HELIOS-A 18-month treatment period, the most frequently occurring adverse reactions
reported in Amvuttra-treated patients were pain in extremity (15%) and arthralgia (11%).

Tabulated list of adverse reactions

The adverse reactions are presented as MedDRA preferred terms and under the MedDRA System
Organ Class (SOC). The frequency of the adverse reactions is expressed according to the following
categories:

o Very common (>1/10)

o Common (>1/100 to <1/10)

o Uncommon (>1/1,000 to <1/100)

Table 1: Adverse reactions reported for Amvuttra

System Organ Class Adverse reaction Frequency

Respiratory, thoracic, and mediastinal Dyspnoea? Common

disorders

Musculoskeletal and connective tissue | Arthralgia Very common

disorders Pain in extremity Very common

General disorders and administration Injection site reaction® Common

site conditions

Investigations Blood alkaline phosphatase Common
increased

2Includes dyspnoea, dyspnoea exertional and dyspnoea paroxysmal nocturnal

® Reported symptoms included bruising, erythema, pain, pruritus, and warmth. Injection site

reactions were mild, transient, and did not lead to treatment discontinuation

Description of selected adverse reactions

Immunogenicity

During the HELIOS-A 18-month treatment period, 4 (3.3%) Amvuttra-treated patients developed anti-
drug antibodies (ADA). ADA titres were low and transient with no evidence of an effect on clinical
efficacy, safety, or pharmacokinetic or pharmacodynamic profiles of vutrisiran.



Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4.9 Overdose

In case of overdose, it is recommended that the patient be monitored as medically indicated for any
signs or symptoms of adverse reactions and appropriate symptomatic treatment be instituted.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other Nervous System Drugs; ATC code: NO7XX18

Mechanism of action

Amvuttra contains vutrisiran, a chemically stabilized double-stranded small interfering ribonucleic
acid (siRNA) that specifically targets variant and wild-type transthyretin (TTR) messenger RNA
(mRNA) and is covalently linked to a ligand containing three N - acetylgalactosamine (GalNAC)
residues to enable delivery of the siRNA to hepatocytes.

Through a natural process called RNA interference (RNAI), vutrisiran causes the catalytic degradation
of TTR mRNA in the liver, resulting in the reduction of variant and wild-type serum TTR protein
levels.

Pharmacodynamic effects

Mean serum TTR was reduced as early as Day 22, with mean near to steady state TTR reduction of
73% by Week 6. With repeat dosing of 25 mg once every 3 months, mean reductions of serum TTR
after 9 and 18 months of treatment were 83% and 88%, respectively. Similar TTR reductions were
observed regardless of genotype (V30M or non-V30M), prior TTR stabiliser use, weight, sex, age, or
race.

Serum TTR is a carrier of retinol binding protein 4, which is the principal carrier of vitamin A in the
blood. Amvuttra decreased vitamin A levels with mean steady state peak and trough reductions of
70% and 63%, respectively (see sections 4.4 and 4.5).

Clinical efficacy and safety

The efficacy of Amvuttra was studied in a global, randomised, open-label clinical study (HELIOS-A)
in adult patients with hATTR amyloidosis with polyneuropathy. Patients were randomised 3:1 to
receive 25 mg of Amvuttra (N=122) subcutaneously once every 3 months, or 0.3 mg/kg patisiran
(N=42) intravenously once every 3 weeks. The treatment period of the study was conducted over 18
months with two analyses at Month 9 and at Month 18. Ninety-seven percent (97%) of Amvuttra-
treated patients completed at least 18 months of the assigned treatments (vutrisiran or patisiran).
Efficacy assessments were based on a comparison of the vutrisiran arm of the study with an external
placebo group (placebo arm of the APOLLO Phase 3 study) comprised of a similar population of
patients with hATTR amyloidosis with polyneuropathy. Assessment of non-inferiority of serum TTR
reduction was based on comparison of the vutrisiran arm to the within-study patisiran arm.

Of the patients who received Amvuttra, the median patient age at baseline was 60 years (range 34 to
80 years), 38% were > 65 years old, and 65% of patients were male. Twenty-two (22) different TTR



variants were represented: V30M (44%), T60A (13%), E89Q (8%), A97S (6%), S50R (4%), V122I
(3%), L58H (3%), and Other (18%). Twenty percent (20%) of patients had the V30M genotype and
early onset of symptoms (< 50 years old). At baseline, 69% of patients had stage 1 disease
(unimpaired ambulation; mild sensory, motor, and autonomic neuropathy in the lower limbs), and 31%
had stage 2 disease (assistance with ambulation required; moderate impairment of the lower limbs,
upper limbs, and trunk). There were no patients with stage 3 disease. Sixty-one percent (61%) of
patients had prior treatment with TTR tetramer stabilisers. According to the New York Heart
Association (NYHA) classification of heart failure, 9% of patients had class | and 35% had class I1.
Thirty-three percent (33%) of patients met pre-defined criteria for cardiac involvement (baseline LV
wall thickness > 13 mm with no history of hypertension or aortic valve disease).

The primary efficacy endpoint was the change from baseline to Month 18 in modified Neuropathy
Impairment Score +7 (mNIS+7). This endpoint is a composite measure of motor, sensory, and
autonomic neuropathy including assessments of motor strength, reflexes, quantitative sensory testing,
nerve conduction studies, and postural blood pressure, with the score ranging from 0 to 304 points,
where an increasing score indicates worsening impairment.

The change from baseline to Month 18 in Norfolk Quality of Life-Diabetic Neuropathy (QoL-DN)
total score was assessed as a secondary endpoint. The Norfolk QoL-DN questionnaire (patient-
reported) includes domains relating to small fibre, large fibre, and autonomic nerve function,
symptoms of polyneuropathy, and activities of daily living, with the total score ranging from -4 to 136,
where increasing score indicates worsening quality of life.

Other secondary endpoints included gait speed (10-meter walk test), nutritional status (mBMI), and
patient-reported ability to perform activities of daily living and social participation (Rasch-Built
Overall Disability Scale [R-ODS]).

Treatment with Amvuttra in the HELIOS-A study demonstrated statistically significant improvements
in all endpoints (Table 2 and Figure 1) measured from baseline to Month 9 and 18, compared to the
external placebo group of the APOLLO study (all p < 0.0001).

The time-averaged trough TTR percent reduction through Month 18 was 84.7% for vutrisiran and
80.6% for patisiran. The percent reduction in serum TTR levels in the vutrisiran arm was non-inferior
(according to predefined criteria) to the within-study patisiran arm through Month 18 with a median
difference of 5.3% (95% CI 1.2%, 9.3%).



Table 2: Summary of clinical efficacy results from the HELIOS-A study

. Change from Baseline, | Amvuttra -Placebo®
Endooint? Baseline, Mean (SD) LS Mean (SEM) Treatment vale
P Amvuttra Placebo® Amvuttra | Placebob Difference, P
N=122 N=77 LS Mean (95% CI)

Month 9

MNIS+7¢ | 60.6(36.0) | 74.6(37.0) | -2.2(14) | 14.8(20) (_21%7;(1)2 5 | Pe0.0001
Norfolk -16.2

QoL-DNe | 471(263) | 855(43) | -33(L7) | 129(22) (217, 108) p<0.0001
10-meter 013

walktest | 1.01(0.39) | 079(0.32) | 0(0.02) | -0.13(0.03) 007 0.19) p<0.0001
(m/sec)¢ T

Month 18

mNIS+7¢ | 60.6(36.0) | 74.6(37.0) | -0.5(16) | 28.1(23) a 4'58;33 5 | p<0.0001
Norfolk -21.0

ooLone | 471(263) | 855(43) | -12(18) | 198(26) (274, 148) p<0.0001
10-meter -0.02 0.24

walktest | 1.01(0.39) | 0.79(0.32) : -0.26 (0.04) : p<0.0001

g (0.03) (0.15, 0.33)
(m/sec)
. 10575 989.9 ] 140.7

mBMI (233.8) 214.2) 250(95) |1157(134) | (101" 70g) | PO.0001
R-ODS' | 341(11.0) | 29.8(108) | -15(0.6) | -9.9(0.8) © 58;10 " p<0.0001

Abbreviations: Cl=confidence interval; LS mean=least squares mean; mBMI=modified body mass index; mNIS=modified
Neuropathy Impairment Score; QoL-DN=Quality of Life - Diabetic Neuropathy; SD=standard deviation; SEM=standard

error of the mean

@ All Month 9 endpoints analyzed using the analysis of covariance (ANCOVA) with multiple imputation (MI) method and all
Month 18 analyzed using the mixed-effects model for repeated measures (MMRM)

b External placebo group from APOLLO randomised controlled study

¢ A lower number indicates less impairment/fewer symptoms
d A higher number indicates less disability/less impairment
¢mBMI: body mass index (BMI; kg/m?) multiplied by serum albumin (g/L); a higher number indicates better nutritional

status.

f A higher number indicates less disability/less impairment.




Figure 1: Change from Baseline in mNIS+7 (Month 9 and Month 18)
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All Month 9 endpoints analyzed using the analysis of covariance (ANCOVA) with multiple imputation (MI) method and all
Month 18 analyzed using the mixed-effects model for repeated measures (MMRM)

a External placebo group from APOLLO randomised controlled study

Patients receiving Amvuttra experienced similar benefit relative to placebo in mNIS+7 and Norfolk
QoL-DN total score at Month 9 and Month 18 across all subgroups including age, sex, race, region,
NIS score, V30M genotype status, prior TTR stabiliser use, disease stage, and patients with or without
pre-defined criteria for cardiac involvement.

The N-terminal prohormone-B-type natriuretic peptide (NT-proBNP) is a prognostic biomarker of
cardiac dysfunction. NT-proBNP baseline values (geometric mean) were 273 ng/L and 531 ng/L in
Amvuttra-treated and placebo-treated patients, respectively. At Month 18, the geometric mean NT-
proBNP levels decreased by 6% in Amvuttra patients, while there was a 96% increase in placebo
patients.

Centrally-assessed echocardiograms showed changes in LV wall thickness (LS mean difference: -0.18
mm [95% CI -0.74, 0.38]) and longitudinal strain (LS mean difference: -0.4% [95% CI -1.2, 0.4]) with
Amvuttra treatment relative to placebo.

Despite the observed values for NT-proBNP and LV wall thickness, a clinical benefit in regard to
cardiomyopathy is yet to be confirmed.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
vutrisiran in all subsets of the paediatric population in hATTR amyloidosis (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetic properties of Amvuttra were characterised by measuring the plasma and urine
concentrations of vutrisiran.



Absorption

Following subcutaneous administration, vutrisiran is rapidly absorbed with a time to maximum plasma
concentration (tmax) of 3.0 (range: 2.0 to 6.5) hours. At the recommended dosing regimen of 25 mg
once every 3 months subcutaneously, the mean (% coefficient of variation [%CV]) steady state peak
concentrations (Cmax), and area under the concentration time curve from 0 to 24 hours (AUC-21) were
0.12 pg/mL (64.3%), and 0.80 ug-h/mL (35.0%), respectively. There was no accumulation of
vutrisiran in plasma after repeated quarterly dosing.

Distribution

Vutrisiran is greater than 80% bound to plasma proteins over the concentration range observed in
humans at the dose of 25 mg once every 3 months subcutaneously. Vutrisiran plasma protein binding
was concentration-dependent and decreased with increasing vutrisiran concentrations (from 78% at
0.5 pg/mL to 19% at 50 pug/mL). The population estimate for the apparent central compartment
volume of distribution (\Vd/F) of vutrisiran in humans was 10.2 L (% Relative standard error
[RSE]=5.71%). Vutrisiran distributes primarily to the liver after subcutaneous dosing.

Biotransformation

Vutrisiran is metabolised by endo- and exo-nucleases to short nucleotide fragments of varying sizes
within the liver. There were no major circulating metabolites in humans. In vitro studies indicate that
vutrisiran does not undergo metabolism by CYP450 enzymes.

Elimination

Following a 25 mg single subcutaneous dose, the median apparent plasma clearance was 21.4 (range:
19.8, 30.0) L/h. The median terminal elimination half-life (t12) of vutrisiran was 5.23 (range: 2.24,
6.36) hours. After a single subcutaneous dose of 5 to 300 mg, the mean fraction of unchanged active
substance eliminated in urine ranged from 15.4 to 25.4% and the mean renal clearance ranged from
4.45 to 5.74 L/h for vutrisiran.

Linearity/non-linearity

Following single subcutaneous doses over the 5 to 300 mg dose range, vutrisiran Cmax Was shown to be
dose proportional while area under the concentration-time curve from the time of dosing extrapolated
to infinity (AUCinr) and area under the concentration-time curve from the time of dosing to the last
measurable concentration (AUC\ast) were slightly more than dose proportional.

Pharmacokinetic/pharmacodynamic relationship(s)

Population pharmacokinetic/pharmacodynamic analyses in healthy subjects and patients with hATTR
amyloidosis (n=202) showed a dose-dependent relationship between predicted vutrisiran liver
concentrations and reductions in serum TTR. The model-predicted median steady state peak, trough,
and average TTR reductions were 88%, 86%, and 87%, respectively, confirming minimal peak-to-
trough variability across the 3-month dosing interval. Covariate analysis indicated similar TTR
reduction in patients with mild-to-moderate renal impairment or mild hepatic impairment, as well as
by sex, race, prior use of TTR stabilisers, genotype (V30M or non-V30M), age and weight.

Special populations

Gender and race
Clinical studies did not identify significant differences in steady state pharmacokinetic parameters or
TTR reduction according to gender or race.
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Elderly patients

In the HELIOS-A study, 46 (38%) patients treated with vutrisiran were > 65 years old and of these
7 (5.7%) patients were > 75 years old. There were no significant differences in steady state
pharmacokinetic parameters or TTR reduction between patients < 65 years old and > 65 years old.

Hepatic impairment

Population pharmacokinetic and pharmacodynamic analyses indicated no impact of mild hepatic
impairment (total bilirubin <1 x ULN and AST > 1 x ULN, or total bilirubin > 1.0 to 1.5 x ULN and
any AST) on vutrisiran exposure or TTR reduction compared to patients with normal hepatic function.
Vutrisiran has not been studied in patients with moderate or severe hepatic impairment.

Renal impairment

Population pharmacokinetic and pharmacodynamic analyses indicated no impact of mild or moderate
renal impairment (eGFR > 30 to < 90 mL/min/1.73 m?) on vutrisiran exposure or TTR reduction
compared to subjects with normal renal function. Vutrisiran has not been studied in patients with
severe renal impairment or end-stage renal disease.

5.3 Preclinical safety data

General toxicology

Repeated once-monthly subcutaneous administration of vutrisiran at > 30 mg/kg in monkeys produced
the expected sustained reductions of circulating TTR (up to 99%) and vitamin A (up to 89%) without
any apparent toxicological findings.

Following once monthly repeated dosing for up to 6 months in rats and 9 months in monkeys, the mild
and consistent non-adverse histological changes in liver (hepatocytes, Kupffer cells), kidneys (renal
tubules), lymph nodes and injection sites (macrophages) reflected the principal distribution and
accumulation of vutrisiran. However, no toxicities were identified at up to more than 1000- and 3000-
fold higher plasma AUC, when normalised to quarterly dosing and compared to the anticipated
exposure at the maximum recommended human dose [MRHD].

Genotoxicity/Carcinogenicity

Vutrisiran did not exert any genotoxic potential in vitro and in vivo. Carcinogenicity studies have not
been completed.

Reproductive toxicity

Vutrisiran is not pharmacologically active in rats and rabbits, which limits the predictivity of these
investigations. Nevertheless, a single dose of a rat-specific orthologue of vutrisiran did not impact on
fertility and early embryonic development in a combined study in rats.

Weekly subcutaneous administrations of vutrisiran did not affect fertility and early embryonic
development at more than 300-times the normalised MRHD In an embryo-foetal study with daily
subcutaneous vutrisiran administration in pregnant rats, adverse effects on maternal body weight, food
consumption, increased premature delivery and post-implantation loss were observed with a maternal
NOAEL of 10 mg/kg/day that was more than 300-times the normalised MRHD of 0.005 mg/kg/day.
Based on an adverse reduction in foetal body weights and increased skeletal variations at

>10 mg/kg/day, the foetal NOAEL of vutrisiran was 3 mg/kg/day which is 97-times the normalised
MRHD.

In an embryo-foetal development study in pregnant rabbits, no adverse effects on embryo-foetal

development were observed at < 30 mg/kg/day vutrisiran, which is more than 1900-times the
normalised MRHD.

11



In a prenatal-postnatal development study, subcutaneous vutrisiran administration on every 6" day had
no effect on growth and development of the offspring with a NOAEL of 20 mg/kg, which was more
than 90-times the normalised MRHD.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium dihydrogen phosphate dihydrate

Disodium phosphate dihydrate

Sodium chloride

Water for injections

Sodium hydroxide (for pH adjustment)

Phosphoric acid (for pH adjustment).

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

2 years.

6.4  Special precautions for storage

Do not store above 30 °C. Do not freeze.

6.5 Nature and contents of container

Pre-filled syringe (Type | glass) with stainless steel 29-gauge needle with a needle shield.
Amvuttra is available in packs containing one single-use pre-filled syringe.

6.6  Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Alnylam Netherlands B.V.

Antonio Vivaldistraat 150

1083 HP Amsterdam

Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1681/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:
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10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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ANNEX 11
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE
CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Alnylam Netherlands B.V.
Antonio Vivaldistraat 150
1083 HP Amsterdam
Netherlands

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

° Periodic safety update reports (PSURS)

The requirements for submission of PSURSs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this medicinal product
within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

° Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
° At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Amvuttra 25 mg solution for injection in pre-filled syringe
vutrisiran

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe contains vutrisiran sodium equivalent to 25 mg vutrisiran in 0.5 mL solution

3. LIST OF EXCIPIENTS

Sodium dihydrogen phosphate dihydrate, disodium phosphate dihydrate, sodium chloride, sodium
hydroxide, phosphoric acid, water for injections

See package leaflet for further information

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 pre-filled syringe

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use
Subcutaneous use
For single use only

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30 °C
Do not freeze
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Alnylam Netherlands B.V.
Antonio Vivaldistraat 150
1083 HP Amsterdam
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1681/001

13. BATCH NUMBER

Lot

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Amvuttra

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

PRE-FILLED SYRINGE TRAY LID

1. NAME OF THE MEDICINAL PRODUCT

Amvuttra 25 mg solution for injection in pre-filled syringe
vutrisiran

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Alnylam Netherlands B.V.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

|5. OTHER

Subcutaneous use
For single use only
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED SYRINGE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Amvuttra 25 mg injection
vutrisiran
SC

‘ 2. METHOD OF ADMINISTRATION

3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

25 mg/0.5 mL

6. OTHER
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B. PACKAGE LEAFLET

22



Package leaflet: Information for the patient

Amvuttra 25 mg solution for injection in pre-filled syringe
vutrisiran

vThis medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how
to report side effects.

Read all of this leaflet carefully before you are given this medicine because it contains important

information for you.

o Keep this leaflet. You may need to read it again.

o If you have any further questions, ask your doctor, pharmacist, or nurse.

o If you get any side effects, talk to your doctor, pharmacist, or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Amvuttra is and what it is used for

What you need to know before you are given Amvuttra
How Amvulttra is given

Possible side effects

How to store Amvuttra

Contents of the pack and other information

Sk wnE

1. What Amvuttra is and what it is used for
The active substance in Amvuttra is vutrisiran.

What Amvuttra is used for

Amuvuttra is used for the treatment of an illness called ‘hereditary ATTR’ or hATTR amyloidosis’.
This is an illness which runs in families. hATTR amyloidosis is caused by problems with a protein in
the body called ‘transthyretin’ (TTR). This protein is made mostly in the liver and carries vitamin A
and other substances around the body.

In people with this illness, small fibres of TTR protein clump together to make deposits called
‘amyloid’. Amyloid can build up around or within the nerves, heart, and other places in the body,
stopping them from working normally. This causes the symptoms of the illness.

How Amvuttra works

Amvuttra works by lowering the amount of TTR protein made by the liver which means there is less
TTR protein in the blood that can form amyloid. This can help to reduce the effects of this illness.

Amvuttra is used in adults only.

2. What you need to know before you are given Amvuttra

You must not be given Amvuttra

o If you have ever had a severe allergic reaction to vutrisiran, or any of the other ingredients of
this medicine (listed in section 6).

If you are not sure, talk to your doctor, pharmacist or nurse before you are given this medicine.
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Warnings and precautions
Lowered vitamin A levels in the blood and vitamin supplements

Amvuttra lowers the amount of vitamin A in your blood.

Your doctor will ask you to take a daily vitamin A supplement. Please follow the vitamin A dose

recommended by your doctor.

Signs of low vitamin A may include: sight problems especially at night, dry eyes, hazy, or cloudy

vision.

e If you notice a change in your vision or any other eye problems whilst using Amvuttra, talk to
your doctor. Your doctor may send you to an eye specialist for a check-up.

Both too high and too low levels of vitamin A can harm the development of your unborn child.
Therefore, women of childbearing age should exclude any pregnancy before starting treatment with
Amvuttra and practise effective contraception (see section ‘“Pregnancy, breast-feeding and
contraception” below).

o Vitamin A levels may remain low for more than 12 months after the last dose of Amvuttra.

o Tell your doctor if you are planning to become pregnant. Your doctor will tell you to stop taking
Amvuttra and vitamin A supplementation. Your doctor will also ensure that your vitamin A
levels have returned to normal before conception is attempted.

o Tell your doctor if you have an unplanned pregnancy. Your doctor will tell you to stop taking
Amvuttra. In the first 3 months of your pregnancy, your doctor may tell you to stop taking
vitamin A supplementation. During the last 6 months of your pregnancy, you doctor may tell
you to resume the vitamin A supplementation if your vitamin A levels have not yet returned to
normal, because of the increased risk of vitamin A deficiency during the last 3 months of your
pregnancy.

Children and adolescents
Amvuttra is not recommended in children and adolescents under 18 years of age.

Other medicines and Amvuttra

Tell your doctor, pharmacist, or nurse if you are using, have recently used or might use any other
medicines.

Pregnancy, breast-feeding and contraception

If you are pregnant or breast-feeding, think you may be pregnant, or are planning to have a baby, ask
your doctor or pharmacist for advice before starting this medicine.

Pregnancy
You should not use Amvuttra if you are pregnant.

Women of childbearing age

Amuvuttra will reduce the level of vitamin A in your blood and vitamin A is important for normal

development of your unborn child (see “Warnings and precautions” above).

o You should use effective contraception during treatment with Amvuttra - if you are a woman
who is able to become pregnant.

o Talk to your doctor or nurse about suitable methods of contraception.

o Pregnancy should be excluded before starting treatment with Amvuttra.

o Tell your doctor if you are planning to become pregnant or if you have an unplanned pregnancy.
Your doctor will tell you to stop taking Amvuttra.

Breast-feeding

It is not known if vutrisiran passes into breast milk. Your doctor will consider the potential benefits of
treatment for you - compared with the risks of breast-feeding for your baby.
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Driving and using machines
Amuvuttra is unlikely to affect your ability to drive or use machines. Your doctor will tell you whether
your condition allows you to drive vehicles and use machines safely.

Amvuttra contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per mL, that is to say essentially ‘sodium-
free’.

3. How Amvuttra is given
This medicine will be given to you by a doctor, pharmacist, or nurse.

How much Amvuttra you are given
The recommended dose is 25 mg once every 3 months.

Where the injection is given
Amvuttra is given by injection under the skin (‘subcutaneous injection”) into your stomach area
(abdomen), upper arm or thigh.

How long to use Amvuttra
Your doctor will tell you how long you need to receive Amvuttra. Do not stop treatment with
Amvuttra unless your doctor tells you to.

If you receive more Amvuttra than you should
In the unlikely event that you are given too much (an overdose), your doctor will check you for side
effects.

If you miss your dose of Amvuttra
If you miss an appointment for your Amvuttra injection, contact your doctor, pharmacist or nurse as
soon as you can to arrange to have the injection you missed.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Tell your doctor, pharmacist, or nurse if you notice any of the following side effects:
Very common: may affect more than 1 in 10 people

o Pain in the joints

o Pain in arms and legs

Common: may affect up to 1 in 10 people

o Being short of breath

o Redness, pain, itching, bruising, or warmth where the injection was given

o Blood tests showing increases in a liver enzyme called alkaline phosphatase

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.
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5. How to store Amvuttra
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the label, tray lid and carton after
‘EXP’. The expiry date refers to the last day of that month.

Do not store above 30 °C. Do not freeze.

Medicines should not be disposed of via wastewater or household waste. Your healthcare professional
will throw away any medicines that are no longer being used. These measures will help protect the
environment.

6. Contents of the pack and other information

What Amvuttra contains

o The active substance is vutrisiran.
Each pre-filled syringe contains vutrisiran sodium equivalent to 25 mg vutrisiran in 0.5 mL
solution.

o The other ingredients are: sodium dihydrogen phosphate dihydrate, disodium phosphate
dihydrate, sodium chloride and water for injections. Sodium hydroxide and phosphoric acid
may be used to adjust the pH (see “Amvuttra contains sodium” in section 2).

What Amvuttra looks like and contents of the pack
This medicine is a clear, colourless-to-yellow solution for injection (injection). Each pack contains one
single-use pre-filled syringe.

Marketing Authorisation Holder and Manufacturer
Alnylam Netherlands B.V.

Antonio Vivaldistraat 150

1083 HP Amsterdam

Netherlands

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Luxembourg/Luxemburg
Alnylam Netherlands B.V. Alnylam Netherlands B.V.

Tél/Tel: 0800 81 443 (+32 234 208 71) Tél/Tel: 80085235 (+352 203 014 48)
medinfo@alnylam.com medinfo@alnylam.com

Boarapus Malta

Genesis Pharma Bulgaria EOOD Genesis Pharma (Cyprus) Ltd

Ten.: +359 2 969 3227 Tel: +357 22765715
medinfo@genesispharmagroup.com medinfo@genesispharmagroup.com
Ceska republika Nederland

Alnylam Czech s.r.o. Alnylam Netherlands B.V.

Tel: 800 050 450 (+420 234 092 195) Tel: 08002820025 (+31 203697861)
medinfo@alnylam.com medinfo@alnylam.com

Danmark Norge

Alnylam Sweden AB Alnylam Sweden AB

TIf: 433 105 15 (+45 787 453 01) TIf: 800 544 00 (+472 1405 657)
medinfo@alnylam.com medinfo@alnylam.com
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Deutschland

Alnylam Germany GmbH

Tel: 08002569526 (+49 8920190112)
medinfo@alnylam.com

EMado

I'ENEXIEZ ®APMA A.E

TnA: +30 210 87 71 500
medinfo@genesispharmagroup.com

Espafia

Alnylam Pharmaceuticals Spain SL
Tel: 900810212 (+34 910603753)
medinfo@alnylam.com

France

Alnylam France SAS

Tél: 0805542656 (+33 187650921)
medinfo@alnylam.com

Hrvatska

Genesis Pharma Adriatic d.o.o

Tel: +385 1 5813 652
medinfo@genesispharmagroup.com

Ireland

Alnylam Netherlands B.V.

Tel: 1800 924260 (+353 818 882213)
medinfo@alnylam.com

Italia

Alnylam ltaly S.r.l.

Tel: 800 90 25 37 (+39 02 89 73 22 91)
medinfo@alnylam.com

Kvnpog
Genesis Pharma (Cyprus) Ltd

TnA: +357 22765715
medinfo@genesispharmagroup.com

This leaflet was last revised in

Other sources of information

Osterreich

Alnylam Austria GmbH

Tel: 0800070339 (+43 720 778 072)
medinfo@alnylam.com

Portugal

Alnylam Portugal

Tel: 707201512 (+351 707502642)
medinfo@alnylam.com

Roménia

Genesis Biopharma Romania SRL
Tel: +40 21 403 4074
medinfo@genesispharmagroup.com

Slovenija

Genesis Pharma Adriatic d.0.0

Tel: +385 1 5813 652
medinfo@genesispharmagroup.com

Suomi/Finland

Alnylam Sweden AB

Puh/Tel: 0800 417 452 (+358 942 727 020)
medinfo@alnylam.com

Sverige

Alnylam Sweden AB

Tel: 020109162 (+46 842002641)
medinfo@alnylam.com

United Kingdom (Northern Ireland)
Alnylam UK Ltd.

Tel: 08001412569 (+44 1628 878592)
medinfo@alnylam.com

Eesti, Island, Latvija, Lietuva, Magyarorszag,
Polska, Slovenska republika

Alnylam Netherlands B.V.

Tel/Simi: +31 20 369 7861
medinfo@alnylam.com

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.
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The following information is intended for healthcare professionals only:

Amvuttra 25 mg solution for injection in pre-filled syringe
vutrisiran

Healthcare professionals should refer to the Summary of Product Characteristics for full prescribing
information.

Posology and method of administration

Therapy should be initiated under the supervision of a physician knowledgeable in the management of
amyloidosis.

Posology
The recommended dose is 25 mg vutrisiran administered by subcutaneous injection once every
3 months.

Missed dose

If a dose is missed, administer Amvuttra as soon as possible. Resume dosing every 3 months, from the
most recently administered dose.

Method of administration
Amvuttra is for subcutaneous use only and should be administered by a healthcare professional.

Prior to administration, if stored cold, allow Amvuttra to warm by leaving carton at room temperature
for about 30 minutes.

o Administer subcutaneous injection into one of the following sites: the abdomen, thighs, or upper
arms. Do not inject into scar tissue or areas that are reddened, inflamed, or swollen.
o If injecting into the abdomen, avoid the area around the navel.

o Each 25 mg dose is administered using a single pre-filled syringe. Each pre-filled syringe is for
single-use only.

How the syringe looks before and after use:
Before Use After Use

Needle
II cap

Needle

Syringe
body

Drug
solution

Syringe
labe

Plunger
rod

Thumb pad

—
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Prepare syringe
If stored cold, allow the syringe to warm to room temperature for 30 minutes prior to use.

Remove the syringe from the packaging by gripping the syringe body.

Do not touch plunger rod until ready to inject.

Amvuttra is a sterile, preservative-free, clear, colourless-to-yellow solution. Visually inspect
the solution. Do not use if it contains particulate matter or if it is cloudy or discoloured.

Check:

. Syringe is not damaged, such as cracked or leaking

. Needle cap is attached to the syringe

° Expiry date on syringe label.

Do not use the syringe if any issues are found while checking the syringe.
Choose injection site

Choose an injection site from the following areas: the abdomen,
thighs, or upper arms.

Avoid: \ ' fﬂ
. Area around the navel ) }Kx %‘/‘K

. Scar tissue or areas that are reddened, inflamed, or
swollen.

Clean the chosen injection site.
Prepare for injection
Hold the syringe body with one hand. Pull the needle cap straight

off with other hand and dispose of needle cap immediately. It is
normal to see a drop of liquid at the tip of the needle. A

Do not touch the needle or let it touch any surface. (/7%\%
Do not recap the syringe. |
Do not use the syringe if it is dropped.

Perform Injection

Pinch the cleaned skin.

Fully insert the needle into the pinched skin at a 45-90° angle.
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Inject all of the medicine

Push the plunger rod as far as it will go to administer the
dose and activate the needle shield.

Release the plunger rod to allow the needle shield to cover the
needle.

Do not block plunger rod movement.

Dispose of syringe

Immediately dispose of the used syringe into a sharps container.
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o JEMICHGT HHAL. WEH~ORGIT#T S Z L,

43 g2
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44 FRIBREERUMEA LOER

B3 ARZIE

Amvuttra OEHIT, MET R Z o AY A LF 2 (TTR) XU\ EEFLSELZ LK, M
HEHEZ IV A (LF /=) BEKTZH7257 (5.1 HSM), Amvuttra D54 BR4ET 5l
2, MiEFE X 22 A RENEUERD TR FOEAITRIEL, B4 2 A RZIEIC L DIRODIE
W 2 -T2 2 &

Amvuttra Z #5-HOBFITIE, X I A RZIEIC X DIBTERRIRIER Y 2 7 2K 5 7= 012,
#12500~3000 [U/HOEZ I A (HL, ¥EEABX W &) Z#RNOHikkEG T2 L, BF
MEF I A REZIEZRET HIER (KR ME T UIKS ., Bl K714 71 IRORSE,
AR SUXIRE ., AR U AR A B Te) 2B L7251, IRBHEIC X DEHm AL <
N5,

RO 60 BIEIZ, B4 I A RENETECHLETECH, BESFHEO U 27 §EhnicBE4
DAREMENR B D, L7235 T, Amvuttra $5-BRAGRTICATIm 2 KR E D HERSN L. IEUE AT RE 72 2Pk
TN R ZRREEZAT O BN H D (4.6 HSH), EIRZ TPEL TV S MR, Amvuttra 5K O
X IAfRKBERIEL, MERE X I AREZE=F Y 7 L TCHEIR T ERTO EAEEIZ[H1E
LTCWAZEEMRTHIE, Amvuttra DEFEBEG% 12 » AU R0 miEh eI AR
FEDAR T3 Rfse 9™ 2 WTREMED B 5,

TESMEROLEIZIE, Amvuttra D& G Z2HIET 52 L (46 THERR), TEIMIEOSE 1 HiTo
B X 2 A OKGE D AT BT A HERFIEIZ 2, B X I AR EMEET 2581, LY
EHEOHNZ T 57— 2N enZ &b, 1 BAEE LT 3000 IU/HEZBR 2N L, B
Be, B2 MIROE I MICmER B4 I v A RESEEFEIZEE L TV WnWEaix, 3ty
SUARZIED A7 NEL BT, 2500~3000 IU/H DO E X 2 > A iz B+ 5 2 &,
AT Amvuttra OG- Z kT 2856, RTOE X I A RN EX I A RZIEZ D
WZHDTHLINEIMDIRATH D, Lo Laens, MEPICE X I > A #ifs&E% 3000 IU/H %
HMx CTHELTH, Amvuttra OTERBETF O MR L F 7 — VIR &2 E3 2 alRethidk< . &
EROBRIICHEE L 2D ATREEN D 5,

TRV TLE
AF1ImLE720I2EFENDFT MU AT Immol 23mg) K THDHZ &b, EEHE, SRV
TLAEGHELTNRNENZ D,

4.5 MOERR L OHEERETZOMOFEEER

FEAER OEEARFBRIL SN LTy, 7 R v Zu0d, MAEEREZSIEEZ LY, v hona
I P450 BER O EAISUIFERNOLELZ T 5, UL N T U AR—F —{EWEZFH L2 T5 2
LidnEEZLND, Lo T, 7 MY T UL, MoERES & oMICERIICEE 2240 A
EREACD Z EdhnEBZ 265,



4.6 AERE, 115K QMR

HEUR AT RE 72 2ot

Amvuttra HHITMFEFE X I AREZETSEL, EX IV AREXSTETCHERTETH,
FRIRHFIED Y A 7 BN BEE S 2 AlREMER & 5, L7235 T, Amvuttra £5-BRAARTIC AT % kF 52
HN ORI U, IR AR 2R Lo IR AT 24T 5 MR B 5, IEIREZ FE L T D LI,
Amvuttra 5K OB X I AffifgE PR L MERTEX IV AREEZE=2Y 7 L TEIRTE
ATOREMEICIAE L CWD Z L 2R T 52 L (44THESMR), Amvuttra D& 514 12 » AL L
b0 MmER e s 2 v AREOR TR 2 alREMEN S 5,

4T Bt

IR IC 31T 5 Amvuttra 512892 7 — & 13 7e v, BWERER Tl AFEFEIEIC OV T 2R
FELN TRV (S3ESHR), METEZ I A RED R L DA EIEOBIER R ) X
INBHDHZEDNDL, AEEFOLZYEIZIT Amvattra ZEH L7222 L, PRI E LT, RSN E
ZIUABEE (44 8B LOHRIERAEALVE CBEZIET D 2 &, FICE 1T, B
HIEERSBIET 52 L,

LI

TRV ToDe PAHHFA~OBITIZOWTIIRHTH S, 7 N T O ~DRBAT
(ZOWT a7l (53TESMR),

FLRICKT 2RI OGN CBEF I T DIBFEOA®MEE2EE L, %542 192 2>, Amvuttra

DG ERIETENERET S L,

LEFRE
b NMEFEREIZ XTI D Amvuttra DT 57 — X 1372\, EakBR Clid, HESTMED A ERE~
DOBIIRD LN o7 B3HEBM),

4.7 EERKUBEREIER ~DFE
Amvuttra O IEfiE N OB ERE ) ~D BT/, TEH TCE 2BETH D,

4.8 BEIfEA

AT T 7 7 A )L DK
HELIOS-A 3B 18 » H B0 5235 T, Amvuttra 3% 5-FE TRt b @ E TAH S - FITEH
I, DU (15%) ROBEETE (11%) Th-o7e,

BEH O —EE




BITEM %, EFSEIRAFELE (MedDRA) DOIERIKDIEE (SOC) K OFEARFET/RT, BIMEH ORI
BEIXLLFORXSTRL TN D,

o MmO TEME (110 LA L)

o HHEE (1/100 LA L 1/10 i)

o EAHE (1/1000 LA_E 1/100 i)

% 1: BIfEA
HERIRSE BIEA ZEBIBEEE
MR 2R, BERES K OERmp = I8 A e AR
BE iR T 6O C i B
/ /\IH. l.:’_._’
MR T P SPON ey ik T i E B
— - EHFEER OGO REE RS ERAL S © R
B R IR AL M7 /B YRR T 7 Z—BHIN R

o RO RIEE, 5 (R R DR R OIS PRI P IR 8 2 2 e
PRER & U CHME, ALBE, K. € O, BV Shc, EFRENLSOSITEE T lETH Y . FE Ik
IFESRN ST,

ER L 72 BITEJH O L

TSR
HELIOS-A #&BR D 18 » A O #: 5112 35T, Amvuttra ¢ 5- 83 4 4 (3.3%) 12 Hi3EW BTk (ADA)
I BT, ADA JMIIFEL . —@METH Y . ADA BT ~U T OERIRBA M, 224k,

B U < IR ENRE A TSR SR 7 0 7 7 A L ~D B L R RIX A o 7,

BIER gD 256 OWmE

EIMOEKRE, BHERANRDONDGAICIIZORENEE THDH, ZHIC LY EFRLDOIX
T a4 b URT ARG U AEMGNCERT 2 Z ERAEEE 0D, EREMFIL, RITEANSED
%A, Mk VICERHIN TOWDENHE T AT L2 L THRETHILERDH D,

49 BERE

RGN E 725G BIER OB X IEROF WA 8L L, YR xHERIELZ T 5 2 &
Z)§%i L/l/\o

5.  EEPHRRE
5.1  ERIFPAOREME:
SRWPRIEN 0« DM OMRSR HEE, ATC =— R : NO7XX18



TERBET

Amvuttra 1%, ZE SN ZARBIK S T Y AR (iRNA) THHT b T EFHATH
Bo 7 MU VT T, BRI OEFAER TTR A &Y+ —RNA (mRNA) % FRRATIER L L,
3D N-TEFAAT 7 R (GalNAe) FEEEZ G U H Yy R EaRET 210k,
siRNA % Il kg S H 5,

7 R T T, RNA T (RNALD & RIS BREFEZ I LT, BT TTR mRNA Ol

sl S I L, AR OB AERIMET TTR ¥ 237 HRE 2D SE 5,

S FHIE

EHIIMIE TTR 13X Day 22 (213K F L, Week 6 & TOIRIEEFIRREIZI 1T 5 FH) TTR K FRIT 73%
THotz, 25mg D3 5 HIZ 1 EOKERERETIE, 9 » A KO8 » ARIOFEE% O XM TTR
RTFRITENZI 83% L 88% ThH o7, BEE T (V3OM XiZFE V3OM), TTR ZZELAIDOFE M
JBE. IREE, MR AR, UIAFEIC b 59, FEEO TTR K F23589 b7z,

Mg TTR (ZVTF /=G H NV E 4 OHETHY | MPICBIT D4 I A OFERR
Th D, Amvuttra [ZEF I AREAE T SE, EFREICEIT 2IE TR (CFHH) 1Zv—7 K&
W h T 7 TENEIN T0%K N 63%TH 7= (44 HLDA5HSHE),

B R B i e OV bk

Amvuttra DFNEIT ANV =2 —m XF—% 45 hATTR 7 I v A F—U A ANEEEZR G L L
ERRIEE, IEAL, 4—7 0 7~ VLEERRER (HELIOS-A iBR) TR L7z, AL, Amvuttra
25mg & 3 » A2 1 B TG T 58 (122 ) I/ "F 72 0.3 mgkg % 3 BRI 1 [BIERIRAN
BeGT 28 (42 6) OWTIo—HIZ 3:1 OHETEESICED (1T bz, RRBRo$ 5 5k
318 » HHIT& Y . Month 9 } U} Month 18 (Z 2 EEDf#NT 2 ki L7=, Amvuttra #2588 D 97%
WEN AT H-IEHE (Amvattra XTI SF T 2) % 18 5 AL EEZ LT, ARMEOHEIL, A
ABRD Amvuttra B2, ARBRICELIL72ARY =2 —m "F—%2fF7 25 hATTR 7 I 2 A R—T R
BEHEMMN SR 55877 B AREE (5 11 F§ APOLLO BRD 7 7 v REE) &k L Tiro72, I
75 TTR (K F OFELMEOFM 1T ABR D Amvuttra BE 2 RERN O/ SF o T URE L Bl L CTfT o 72,

Amvuttra B TIEL, X—2 7 A » OFEO R IAEIL 60 7% (FiPH : 34~80 i%) T 38%7° 65 kLL T
b, BED 6S%IBMETH -7, 22 FEHORLD TTR ZRNPZBD L, ZROFEIT VIOM
(44%) . T60A (13%). E89Q (8%). A97S (6%). S50R (4%). V1221 (3%). L58H (3%). £ D
fi (18%) T o7z, BED 20%7% V3IOM ZRA A L, JEROFIFRIE (50 mAdm) 2787,
R—=RAF AT, BED O%NAT— 1 BTICHEZ <, FRIUCERE QR M: - EEhE - B
R = 2 —a X F =B 5ND), 31%NAT—Y 2 GRHTiibhaE L, i, kL RovkE
DHEEDOREE) Tholz, AT — 3 DBEF I\ eholz, BED 61%IE TTR MW EKRZ E{LHA
OEERIED B> > 1o DARD =2 — 3 — 7 LIERT2 (NYHA) 738 T, B D 9%2°3 1, 35%
N ETHoT, BED 33%0, FNIER SN OBHEDRERE (R—2 T 1 DI EEE
13 mm LA b, 2y om e SUTRERAFHEE O L) 2z Lz,

6



FEANMEREAGE B I, i EARREREE 2 27 (+7) (mNIS+7) 128175, ~—R2 T A H 5 Month 18
FTCOLELE Lz, mNISH (X, EB)= 2 —r"F— EH=a—rF— B =a—m 3
F—OBEAERETH Y, EEERE, KO, EEOREEREB, MR8 RE, AT 2 FE M
T 5, mNIS+7 DA T OFFIL 05 304 KA 2 T, AaT7RNEWVIFERBIIELETH S,
RIRFHmE H & LC, Norfolk QoL FRIFIEMAFERES (QoL-DN) #RA I TIZHBITHN—AT A v
735 Month 18 % TOZ{b % #Ffi L 7=, Norfolk QoL-DN R (FREMEIZ L H50M) 1%, /IR
ME « RESHRAE « AEARRERE, RNY =2 —n XF—ofEk, KOA #/EREEICEEST 2HE
HY ., AT OHMIT4 1D 136 T, AT NREWVIEEEENRKE NI & E2RT,
ZDOMOBNRFMEH & L C AT (10 A — M VBRITRER) | SR8 Tl B AR 55 (mBMID) 1,
A N BB A IS < B ETEE) & UMt 2068 7) [Rasch-Built Overall Disability Scale (R-ODS) ]
BE i,

HELIOS-A 5% Ci¥, Amvuttra JBIEIC LY, X—ZF 1 )5 Month 9 2 OF Month 18 & THIE L
722 TOFMBEHE T, APOLLO iRERDANER T 7 & AR B R TR ERICA B R W ENHER SN
7= (2 TOFHMEEHE T p<0.0001) (GE2 KO 1 &),

Month 18 £ TORHFEYE) b 7 ZRFMLIE T TTR IREOIK T X, Amvuttra #£ T 84.7%., /N F 7
BT 80.6% CdH>7-, Month 18 £ TD Amvuttra ff & /XF > Z VO MIFEH TTR EE DK TR
75 (P9RfE) 13 5.3% [95%EFEX M (CD 1.2%,9.3%] T& Y., Amvuttra BEIZRBRN DO/ RF T
BRI U CIESME (RN ER SN HEHEICEES) REniz,

% 2 : BRROAEREROER (HELIOS-A FRER)

) _ R=Z2FA Vv NEOE Amvuttra-
N—RF7L YV L
fb& TR
¥#) (SD) _ :
FHAmEE R/ _FFHE (SEM) R ERERIZE pfE
Amvuttra IR . /N
Amvuttra | 7R ?
122 fi 77 il (95%CI)
Month 9
22 (14) -17.0
mNIS+7°¢ 60.6 (36.0 74.6 (37.0 2.2 (1. 14.8 (2.0 <0.0001
(36.0) G7.0) 20 218, -122) |7
Norfolk 47.1(26.3) (24.3) 33(1.7) | 129(22) o2 0.0001
7.1 (26. 55.5 (24. -3.3 (1. 9. p<0.
QoL-DNe (-21.7, -10.8)
10 A—hv
L 0.13
A AT WOBR | 1.01(0.39) 0.79 (0.32) 0(0.02) | —0.13(0.03) p<0.0001
(0.07,0.19)
(m/fp) ¢
Month 18
-28.5
mNIS+7°¢ 60.6 (36.0) 74.6 (37.0) -0.5(1.6) | 28.1(2.3) p<0.0001
(-34.0, 23.1)




%2 BROADIEEROER (HELIOS-A 3RER)

. _ R—=2TA U PEDOE Amvuttra-
R—R5 [ — i e
fb& 7R
) (SD) B .
FHEE R ° B/N_FFH (SEM) B EREHZE pfE
Amvuttra TR N /N R
Amvuttra | 77 EBHRP
122 45 77 il (95%CI)
Norfolk 47.1 (26.3) (24.3) 1.2(1.8) 19.8 (2.6) 2o 0.0001
7.1 (26. 55.5 (24. -1.2 (1. 8(2. p<0.
QoL-DN¢ (—27.1, —14.9)
10 A— kv
P 0.24
A AT B | 1.01(0.39) 0.79 (0.32) | —0.02 (0.03) | —0.26 (0.04) 0.15.033) <0.0001
15, 0.
(/) 4
-115.7 140.7
mBMI® 1057.5 (233.8) | 989.9 (214.2) | 25.0(9.5) p<0.0001
(13.4) (108.4, 172.9)
8.4
R-ODSf 34.1 (11.0) 29.8 (10.8) -1.5(0.6) | —9.9(0.8) p<0.0001
(6.5,10.4)

Cl : fF#EX[H, mBMI : i E/AR L, mNIS : #iEAPRERESE X 27 QoL-DN : QoL HE/RFEHHFEMEE, R-ODS :
Rasch-Built Overall Disability Scale, SD : fE¥#fF7, SEM : EYEDOIEHER 7=
*Month 9 D2 TOFMEE 2 £ Effive (MD B X 2558558 (ANCOVA) % VT, Month 18 DA TOFE

li*E H % mixed-effects model for repeated measures (MMRM) % FUCTHENT L 7=,

b (R 2 b Hel BB T d D APOLLO RER DA 7T & R EE
¢ FEINNEZVNE EEE IR DN L AR,

4 ETFRREWNIZE,

REIFETE RREIRE DI 2 & 2R,

emBMI : {KkFE% (BMI, kg/m?) XMET /L7 I (gl) & L, HFENREWIEERBIREP RN L 2R,

TETFNRRENITE,

REIET HREREE S DI 2 & R,




X 1: mNIS+7 DR_R—ZF A b DEE{LE (Month 9 2 TX Month 18)

~ 28.1(2.3)
g 37
- - 7R
2 - 7
-
& -
1] 207 -
% 14.8 2.9// A-285
g (95% CI: -34.0, -23.1)
; - 7 p = 6.5x10%
3 107 Py - A-17.0
E‘( P (95% CI: -21.8, -12.2)
g //’ p =3.5x10"?
& | Amvuttra
Z 0
A 22014) 0.5(1.6)
-10 - .
R4 FTAE 2 BB N=RIA Month 9 Month 18
77ER 77 67 51
Amvuttra 122 114 112

mNIS+7 A 27 DK T iIXkEEZ RT,

AlZ, BEBFMDOZES LS 7% (95% CL, Amvuttra— MR 7T £HR) TRT,

Month 9 D2 TOFBEEE Z L EfE (M) HEIC L 5E5WGHT (ANCOVA) %MV T, Month 18 D2 TOFHf
I8 H % mixed-effects model for repeated measures (MMRM) % FIVNTHEHT L7z,

a HE(EAICHBGAER ThH 5 APOLLORBR DAV 7 T & R EE

Amvuttra$t 5-BHEH X, 2TOY 77— (Filin, MR, AR, #Hik, NISXa 7, V3oMZE IR
RE. TIRZELAIOME AR, . ROENIER SN2 DIRIRE OBEEL -3 U= S 2n
BHE % &%) T, Month 9% UMonth 18DmNIS+7 A =1 7 J UNorfolk QOL-DN# Z = 7|22\ T, 7
TERBCHAT, FREOARMELRDI,
NEHR T 2R VE-BET Y T LAFRSTF K (NT-proBNP) (L UDEREREE O F#% /A 4~ —
H—T&8 5, NT-proBNPDOX—RZ T A M (BT FEH) X, Amvuttralf¥ T273 ng/L, 77 EAREET
531 ng/LT& o 72, Month 1I8DONT-proBNP{E ($&(i/F4)) X, Amvuttrafif TIZ6%IE T L7223, 77
T AREETIZ96% DM AERD Hiviz,
— A EME L 72D 2 —FHlIC BV T, AmvuttralBRIC L W 7T B ARBEIC R TERBEDE R
(/N —FFH7E - —0.18 mm (95%CI —0.74,0.38)] ROR#E AW a— VA LA v /b=
FEHIFE © —0.4% (95%CI -1.2,0.4)] IZE{LABBD BT,

NT-proBNP K O'VEEEBEDE A DOPIEMEIZHKEIRO DN DD, ODHIEIZH T 5 ERKR R
74y MIREHR I TW2RNY,

ANk il
BRMEFSTIX, BATTRY 2 04 R—Y2A0/NREMOEY T2y hEaHRELEZT NI VFT



OB R 2T T D /B 2 bk Ui UhNREA~ORGIZHET D HIT42HSM]),

52 EYEIRRRE

Amvuttra O3EENRERFIEIL, MAEF 7 N T VREKROYRF T N T VREAHETH Z &
W2 X0 RREAT T BT,

WX

TR UT TR T ERG%, EONIRIN S v, Fem AR R GERERE () 1E 3.0 (PR -
2.0~6.5) R Th o7z, 25mg & 3 » HIZ 1 B TG 2H#E5 R LC, EFIREBICBIT 57k
V2T O IRE (Cua) OFEHIME [%ZERE (%CV) ] 13 0.12 png/mL (64.3%) . 0~24 Ik
MO — BRI N RS (AUCo24) 13 0.80 pg-h/mL (35.0%) ToH o7, 3 » HIZ 1 MOEHE
Bz, MIERICT N o7V OEBITA LN o7,

paKii]

B RMZ25mg & 3 » AIC 1B PG Lz & SICBBINZREGH T, 7 M) v 7 omiEs
VURIFESRIT 80%% Ll 572, TR LT U DMES LRI FESRIZT MY T BB IR AF
L. MEEDOHIMZEWED LT (0.5 pg/mL TO 78%7>5 50 pg/mL TH 19%%£ T), b MIBITD
TRV T UORNTOF R N— A NAAEE (VIF) OREMIEDEIREET LICK D
HEEMIT 102 L [Y%fAXHE#EGR 2 (RSE) : 5.71%] Thotz, K TFHEE#, 7 FY U7 U FEICH
gl s34 L7z,

AR N ZE

TRV VEFBANTE RX 7 L7 =B Y X7 LT —EBIZL Y, fix ODRIOE X
JUFF R cins, B TR, EEREREHDITED b o 7, Invitro iR Tl
TR T Y b m A PASO BERIC KL A Z T VN2 LR ENT,

Pt

25mg A HEIR THEG L7z EORNTOMEEY V7 Z o 2D YefElX 21.4 (P : 19.8,30.0) L/h
Thole, 7 MU T T U OMKBIER RN () OFRAEIE 5.23 (HiH :2.24, 6.36) FF#H ToH -
7oo 5~300mg ZHEIR &G L& &, RTPISREMEE L THt S HIEEWE O & O
fEIX 15.4~254%TCoholz, 7 MV T0OE 7 VT T 0 AOFE)EIL 445~5.74L/h ThoTz,

BRIEE  FERR I

5~300 mg OFIPACHEIRZ FHREG Lzt &, 7 VT 0D Co [THERFIEZ R L2, &5
IR & HERRIE [ £ CHOME L 72 i BE — R AR N A (AUCin) M OV G-IE 2™ & fc U 8 T A IRF A
FCTORE AR FEfE (AUCw) 1EHELZ DT EE- 72,

10



S ENRE L ) O BR

BEFEHERE X OV hATTR 7 2 v o B —3 X (202 ) Zxtge & U7 REEHIEEWENRE, /57 -k
MrofER, FFh7 N o7 e (HEHME) & miE TTR K T o IS A B AFA 22 BIEME 2338 5
i, RHEREEERE S 7T Ans, EFREBICB T2 E—2 N7 7 ROWFHEPEE TTR
T (FRE) 1 X2 88%, 86% K 1N 87% & IS4, 3 » HokGM Tty —2r-r7 7
EENIDOTINTH D Z &R STz, WEBEMNT OFER, TTR KT OREIT, A TP
O FERERE B T E O RERE F R IC B\ T, E72, MERILL ARE, TTR Z2@&{bHI O fE
JBE, BiaHL (V3OM XUEFE VIOM) |, Fl L OMREICH DD L TRIRECTH D Z LRSI,

KRl 7 B [

PR & N FE

ERRSBR CIE, EFIRBICR T 2 EE T A — & XX TTR AL FIC, MERISUIAFRIC L 5 EEE
AR SN0 T,

Vi

HELIOS-A iRBR Tlx, 65 UL EDOBRFE 46 6] (38%) 127 MV VT aEELTEBY ., 76 (5.7%)
X 75 L ECTdh o7z, 65 miAN & 65 kLA EOBFM T, EHINEEIZEK T 2 EWERE T A —X
X TTRAR FICEE R AT R0 o T,

Vg 1=
RHEE[H S B REMRAT K O ) ST OFE R, B O IFHSREREE (R U L E VS ULN O 1 f5LL T
72> AST 73 ULN @ 1 £, XL AST Z[fH T E Y L E 23 ULN O 1 {58505 1.5 1%) 1%, E
WITHEEA AT HBREF LR LT, 7 M v T 0 DRGEE I TIR K FICEEL RIFS RN &
WRENTo, PEEIREOKEREL AT L2BELHRE LT M) V7 v ORBRIT I
LTl

BRI

REEME Y BN K O ) F AT OER. BEXIIHEEOFEHKERE (eGFR
30 mL/min/1.73 m? Lk |~ 90 mL/min/1.73 m? A&jifi) 1%, EFEBEELZ AT E8E LT, 7~V
VT U OREBERE I TTR K IR L RFE SV E0URENT-, BEOBHEREZ AT 58
HNTRBEREREEZHME L LT b 2T o OBRITER L T,

5.3 FEBRRRZEMREBRARE

— i EE AR

PFZT MU T % 30mgkg L EOFG&ETH 1 [BIRER TG Lz &, PREEEBY Rk
BRI TTR DK T (K 99%) K OE X 2 A DIE T (FeK 89%) 23A B L7278, BH B )7
FMEAT RIIERD e o T,

11



Zw MZ6 # AMEOYIZ 9 5 AMETH 1 BIREHRS Lz & &, g (Ffka, 7 v S—Hi
fa) . Bl ORME) . U oS HROEGENL (w7 v 77y —) ICBRMCT—B LA ERpE
FAREFAIZEAL N RO ST, ZHRHDOFTRIZT Y & T o D FE AR50 K OB & F e
LD Tholz, LLRNRG, 3 5 A IEIORER7 Y 2— LV TIESUL LRGBS, £72, &
Kb ML & (MRHD) CF4E &2 B B D 1000 f5 5% TV 3000 5 2 8 2 5 14 iR & (AUC)
THRMEIRE ST eh o7z,

B lERER 23 AR R
7 R TT %, invitro iR N N invivo iR CEIEME A RS o T, TR T U RV
D AJFEMERER TR T LTy,

A i P AR

TRV TUET y PR X CEBIEME A RS R0 D, 2B TORERD) 5 O T
WIXREARZ S D, 222 0b T, 7y hEHWEEERRT, 7 v MIFFRRIR T MU &
Z Oy v OB, SRR R ORI I LY KT S ehoT,

T hU VT E VBRI TS Lz & & MRHD O ESEHE® 300 (5 T HZBHELE D
WIS B A MIE S 2o Tz,

HHRT >~ M7 U YT o2 AR TG LR - IERARBR I, BEoRE K OEE
~OFEER, o, RERLOEREMEISEOHENNPED b2 &b, o ek
# (NOAEL) % 10 mg/kg/day & L. Z i MRHD @ I1EHL & 0.005 mg/kg/day @ 300 f5H TdH
%o 10 mg/kg/day DA ECTHRIEAEEOREFERBD K OEREZROBENBAONIZZ E0 6, KRIED
NOAEL # 3 mg/kg (IE#{L MRHD 0 97 %) & L7z,

TR Y X 2 O IE « BR34BT, 30 mgkg (IEXAE MRHD @ 1900 %) LLF Tk,

IR - BRIRFAEICAFERTRD o7z,

HART R AR AERBRICIEWT, 7 VI 02 6 HHMBIZK FHRE L& 2 A, NOAEL T
& % 20 mg/kg (IEF{t MRHD @ 90 fi5#) THAROIFEICHEMFENII R0 -7,

6.  FRFIHpE
6.1 ¥WIMAIO—&

U UBEZIKRFET U U AKF)
U UBEKRFE T MU T A IKFY)
X (ARl RN

5 K
KEE{LT MY oA (pH FETH)
U U (pH FREH)

12



6.2 BEAER

BB 2R & F2hi L T ez KRESRG 2o B LRE LTIk by,

6.3 HARhHAM
2 A

64 HrELOEEER
30°CCHEB TR LW &, Bk SH2n &,

6.5 NER - BEEHAL
o — IV RE AT VRS2 F— VRt R ATV 7 oV RV Y LT T AR
MY A RFHEEER L7 L R oY AR

6.6 BFEEROZOMOBIRVIZETIHERFHE
HRAF A DEIR G TR T, K E - HUROBEHICiE-> TRYT 52 L,

7. BERFTEE

Alnylam Netherlands B. V.
Antonio Vivaldistraat 150
1083 HP Amsterdam,
Netherlands

8. JREARES

EU/1/22/1681/001

g

9. MIEAER AREHH

HIEAGEA -
10. ETH

RESICEE T 2 EEAIERIL. BN ES LT O R — 52— http://www.ema.curopa.eu/ Cli & C =
P

13
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1.7 [FIHE[ESh a6 B TrVFF RO

LT R R A e 2

® 1741 B — 8 3

DB LEEZZRT DL L

Alnylam Japan #7&1 confidential 1



1.7 [RFERISh A& ThITTF R DA

1.7 FERD&AE—E

FRERG L LT, b A LF UREHEME T S oA PR ) =2 —m8F— o5 LTRE
FRREFTDRF VT oF MU A (RE4 A2y b r®AE#HE 2mgimL) ROV 7 7 I
ARAT N v (R4« B F Vo 7RV 20mg) DOREX TR RS Z . AFI Lkt L T#E
1.7-1127R9,

Alnylam Japan #R=Na3 4k confidential 2



1.7 [RIFE[E) b —

TRITF S NI TN

171

RERMA—E

7 ALTNT T 25mg v Y

Frs3y b u®EEETE 2mg/mL

v A ®0 7 L 20mg

ANl RN

NFT T R T A

BT 7 IVART I

=ttt

Alnylam Japan #RzU2 4t

Alnylam Japan #E=C24E

7 7 A PRt

RS R

KT VA A LFURIGRET S aAg
FRY = 2—a/RF—

rT LAY A LF ORI T S a A
FARY =2 —g F—

O LTy AFA VF L BISHIET I 1
A FRY =2 —n " F—O R
F AT

OFFUAHFA LFURLT InA R
— A (BT F OV S)

B SCESET B

2021 4 2 HekET (BB 2 hi)

2022 4F 2 HekGT (B 3 hi)

Alnylam Japan k224t

confidential




*20214F 2 HYET (6 2 B

AR 6 ST 5
20204E 9 HEET (8 1 RR) 87129
B R, 2~ 8T TR
AW 272 7 = RS N KRR | 30100AMX00012000
RS ABALFUBIT7IOANRN— RBREE P T Ry
NFSS52F MUY LS "
B, RAEEESY S
- 0 ®
1 2J) NSO swssszmg/m
onpattro’intusion

) EE - R EOMFECLVERTAIL

2. B2 (ROBEICII/ELEVNI E)

FH DGR LBBGE DBEAERE D H 5 BE

3. #8R% - 1K
3.1 Rk
F 2%y b\ EuREE
L 2 mg/mL
134 7vh oG
e 2 (5mL)
105mg
EE % NFVFF M)A (NFysELT
10mg)
DLin-MC3-DMA
((62,92,28Z,31Z)-
heptatriaconta-6,9,2831- 650mg
tetraen-19-yl4-
(dimethylamino) butanoate)
PEG0-C-DMG
((R)-a-(3-1{[12-di
(myristyloxy) propanoxy] 80mg
carbonylamino} propyl)-w-
TR methoxy, polyoxyethylene)
DSPC
(1,2-distearoyl-sn-glycero-3- 16.5mg
phosphocholine)
JVA7Fa—)v 310mg
U YBRKFEZF MU ALK 11.7mg
VUBTAEA) T A 09mg
BEF U oA 440mg
3.2 BMAIDMIR
[ F 2%y b o g HHE 2 mg/mL
. L | FONRREROER, PBEAERD, BE~FREE0
R me AEDEE BT 2 HR 0 A
pH 64~75
&R 10~11
4. ZHRE (%R

NSRS LFORIRERT7 IO NR) Z 2 —0ONF—

5. MBERIIHRICEET 2FE
51 AHOWACH 2o Tk, B"IFOHA FF54 Y 2BHL,
FIVAFAVFVRFREET IO FRY = 2—0s
F—DOBWAHATEEL TVWAI L EHRT A L,
5.2 FBMBOBF B2 AR IREEIHEZIL T

o

6. RERUVAR

WE, RACIX 3L EASF YT & LT03mg kg% Hil
BT 5, RENIMkgY EOBE X 3IBICIESFTT
Y& LT312mg#% HiNIHET 5. WTFhoBacd, 705H
Pk (F5MA%155 MIEH 1 mL/4, 038 3mL/%)
P TRETAZ &,

EELEXRNEE

8.1 A#|# 512 & Y Infusion reactiond$3EH§ 5 W GEM: B
%, Infusion reactiontd ENZARF| %5 i ¥ 5P #h 2 Kyl
URIZEZHMEIRTWE, TALDEREZBERIES
O, UT o3z E7FES 00, 2% EdHEE560
SRS T A E, [11.1.1 28]

cANFIRXFUEALF (FFH X5V 10mg L F %)
(FFBR 4% 5-)

- TEFTI/2 72 (500mg) (EOHS)

CHEHE (Zorv72=2953 <4 VB 5 mg it
HI) (FEER X S)

CHAEHE (77 F Y 2 20mg URR%SER) @RAES)
b, BEoER, WBICX Y iiEEoRSEOMEELH
BTaZl,

8.2 Infusion reaction DFERAFEH L 7285101, BH 05
HEZTWA, Ndks5 2t L, @Y s0nE (BI%EE
HRIVE VHF OBRFOUSEE) 2 HEfEE, fie X ¥ 3 VHl,
FRERSEFE R LI IRIEHE) 2479 2 & ERIWELL
Bz, H5EEZ T CHES T 52 &, EEDInfusion
reaction3FEIL L - &3 A A5 2 hibkda2 L, (1111
ZHd]

8.3 F#HL, M bT Y AF AL LF ¥ (TTR) ¥ V32 H
ERLEEBILICEY, MFEHES I VAORD ZHRL
TEhb, EFIVARMBRT AL ICBEICHETAZ
Lo b, 1 HEIRAEIZH2500IUTH Y, HERARZE
ATHi LAV &, [12.1 B8] F/ €¥3I VAOKR
ZiZkh, BER (B KE) SrBATr2BEh8H5
TOEETHIE,

*¥8.4 bF VAL LF VRIFRERET IO FARY) =2 -0

F—BEE, OHESOLEREE) LBV, KHL
OREEERIZH S AT RV, LREEES RS S h
TW5A DT, FHREG I ENIOEERE (GER,
DIa—%) 2475%, BEOREZ S CBBTaZ L,
Tz, AARGHIC, BE2FEE Ty 7 EGLEE 70y
I HHobhHECEESEPILT a2 L, WY RLE
29Tk, [11.1.2 BH]

8.5 AHIE7 4 V& —HBIZX Y HEIHEAS L, 58HOR
WA BRI NSF VT v F P T A105mg (SF Y5k
L Tl0mg) KiiTH 57720, DERINL TIVARZ T
BEICESETAIE, [14.1.1 BHR]



LIHENERZEIHREICETIER 3%Bh k- 1~ 3 %Ki 1 %k
9.4 HHEEEEHT BE - A | KRR, | CE. B X AL S Y OHIfE
HEART R 7 VRV LT ld, A O3 5 R O 5 11 iﬁ;gg# i, ﬁ\@%ﬁm%ﬁ%
- N ) N S 21> s - I VA2KINS] il TN N
128 W) 2 AT % AT ) KRR T 52 L. [9.5 2 TEARRIC NGNS, B8R
] e, A EPPE S RIS
SR 4 BT
9.5 4F4% T, VA SR A
LI AR L CW A WO B 5 i35 L kv e R AN
EFEFT L (BAEOMEHTTRIUIME P E Y I Y AD B8 A i g
ETFAWIRCRIZTHBITWTH L. v HF T Bk BHIES & OF SR, RSGHER | AR, AU
B £ 5 8% 2 515 AR, 15 BIROAAHROKET, A Pl OVl
KO OBRED A H 1 mg/kghl LOHETHED SN Y g i
7)Y [9.4 ] Yeo B, TIREA
VAR R s e
9.6 IR Je S M R,
W ORI R ORI O A Z R L. AL OR 7 R I
o Sop it de. REMLZE. HFHRA
e Tk ET a2 &Y, N S
LI, Sl
0.7 IE% e -
INREE R b U 22 BRI FE G L T v, W, thiE s R 1 1 B
_ £ O 2 ihl
9.8 EHSE s 0 .
BHEOREBLBR L 2085752 L, —HICA TR TS T Wy LPFoy s | TSy TI) NS
HEAME T LT3, VT T YARD | VAT 2T —
EIL RERS | DL T VA ) ok
- A7 7 5 —EHL
111EH;Em . - s s e sy L7 = o
KOBWEM S LoD I HHDDT, BEEE 54T, W TR Bk 2
BAATRD SN 3B G2 kT B 7 L) 4 L & RESERIIN, ML 1)
1792 &, PPN NG ES
PN LT
Jom . AR, b
M EAGEMER N . MR T
*11.1.1 Infusion reaction (27.0%) : TR A R T
BIEIN SO CIF b, S, U aiz &), 7 B
WA GRIALBEX BRI B 0) Bl IR, IR : AR LI
GEEELT S N S AEY TN NN Ll SO BHUL, #5700 7 2
. A RO . bk M, #5Y 7) E
FEAE, A, BRSO B DB ORIIIL B, DK g, i
it (Fepa &), WILE, HEERES?D Sbh b fiE. BT F—v
CENHD, (8.1, 8.2 B A5 3 YDRZ
_ﬁ,ﬁ[ _] FrpHIE
1112 FEIAY 7 0.7%) - RS & W, W P | PR, WA
ru - e e A T < b Hefi, PO, BY | BARIANZOE. WAL
ARG, EEBET T 7 R EGHETE Y 79 ey S TR 5 | 5 SR 5
HLbNDIEHDH b, [8.4 B & HIsE. U HREI, B S
- B, . )
11.2 ZDMOBEHER T
3% L 1~ 3 %Kil 19Kk B BED BEbA, BRI
s X 0 KIRHEATIL, 1B & VR
o RBEE WA, FILERIR A OFEY &
FE. AL B LR
L L S o Itk | CEHEL. Rk % oTEEL)
R el s FRERBCE | IR E | oF B, AL | IS, RO, JL
' ot w i, AERAR IR, | OB, DRSS,
- : b WEALSURE, AR
FRME KIE TR Lo i AR R AR
115 3 O . SRR,
e R, TR,
X Ok VRN UG T | Z RN, H A= 2 =1
sz D £ F—. PEEE
R FELDR B BB A T 9 gl I SR, EBHE &
7o
LW % GRPNL, M| BT EARE, BUAIL Pk =
W, HRERE. Bl 5 & ORI SRS, R | ERERRRREE R,
ER (T{UNNEIL N B 1R R
B, SO, CYES P ABLHIA R, R b
TR AR 10 RALYIN
RS | PR, | LA R R, | IR, IR i
N e A T N W W FHHEE, W | 1R A g
W, D, W EDE | o AR, B < B X ORISR TR O MR SO0
RER/ I UIWI:H’%!Z}% i) o SEBRE. Lood b
T




3%8LE 1~ 3 %kik 1 %34

AL E

FEM B & OBz | #LBE W5, BT, WA | BRBAE. A, b

% RS, BRRIER
W BIE. B £
HUZ S HEE, R
5. EMER. KR
W2, B2 W 55
T RIS W
% % HEIE, SR
R5

i 7 e RIPHIRITE, # | > =3 v 7, REKR

MR, @, i | AR %, 3T

FE. #BAL 0, R

2. EBFRBRERRICRETHE
121 FADEMBIFICE Y, MFFOLF ) — Vg s ¥

JERUCESY I VANBAT B, EF I VARERLTY
MIFHE Y I VARERETT 25, REBFICEYES
IVAOE X EMBEANOR Y AANREL ) 5D T, MiFH
¥y IVADOKRERKEZRICEY I VABREAZEH LA
Wz k2, [8.3 BHR]

12.2 FAOERABIFICE Y MiFPSF A 0% 2 VW T 5

ERBB,

14. @A EDOTE
14.1 ZHHBREBFOZE

1411 EFHBECIY, DTOLBYEEZHANT L
L [8.5 &HE]
« AH ORI REARIZ S 7V 1 £H72 D 44mL(88mg)
Thr, MERVUHEICKETS EERFOLE L 7 IV
S SR Y Y.
CEERRVHHBRTHREYT 5, ZE12H 558 3HH
Lawz k., B, N4 7T VORMERICHE»SH
HWHEOWBEIBE SN EENH 5505 WHOMHE
BV,
CONATIWIROEREZRE YY) Y IICHERY, WE

RY)T—FWANVEKY (PES) YV V74 0% — (4L

#02um) ZRAWTAEL, MABRICAND, /54

FVEZH LW 74 vy —F2HW, COFEZEYET,

CREERIL, YV IV T AN —TAHBLIEAZ
HEWD, BWEHR200mLE 25 &9, 09%HE[LF Y
Y AEWA Y OEE Sy AR 2 AN, #F iR
BT 5,

CHEHB ORI T RTREET S &, AREHITHR
BRERLPIHEATEI L. FRECRPLZHTRET

AHAICI. 15—-30CTHRFL., #5KMEEDTI6

M DPCERT5 2 &

14.2 FHIBEHFOZE

14.2.1 1 94 74 V% — (JLEFl2um. PES) 2&E
Bty PEEHOSNIA Y EERTAZ L, kB,
TINVEY-2-ZFNVAF TV (DEHP) Z2&HLAWVWE
Wy FEERTAI &,

14.2.2 AFEFRACOAESTH L, T2, #5HIE
EAMMZRZ L, MEFRHEEDR AT, #
Bk az &,

14.2.3 fho#EAIEFE: L oA IR LHET 4 ¥ TD
FIEREA BT AT &,

16. XME)E
16.1 MeBE
16.1.1 HAEHE

H A A\ HER A 9 B 124 #]0.05, 0.158% UF0.3mg/ kg% H
Bl SRR S L s L S oM s F T v Ry Y
ARERE R UEDEE T 2 —F 2 UTFICRT, M
PRERBBORARICHALTHML, 0B 2
HEERLEY.

A B[] 0 AR PI 5 R D3 I v e BE BRI (H AR A B
BA)

10 ---3-- 0.05 mgkg (n=3)
----#e---- 0.15 mg/kg (n=3)
1 —— 0.3 mg/kg (n=3)
E PR R
ERN
#
£ oo
&
=
0.001
O,WIIIIIIlI|IIIIII]lIIIII|IIIlII|
0 7 14 21 28
el (H)

A Wi [a] L AR P 5 R D M BB ST A — 5 (HARA
fEBERRN)

0.05mg/kg 0.15mg/kg 0.3mg/kg
A 512 3 3 3
Cose 0.439+0.301 1.79+0.658 5.08+0.639
(ug/mL)
Consez 0.110+0.108 0.229+0.185 0.910+0.369
(ug/mL)
tonas () 127 118 118
AUG,., 240, 140 31.9+27.2 157+492
(ug-h/mL) . T
[N 0.173,0.390" | 0349+0.064 | 0555+0175
125 (h) 52,0, 58.0" 53.7+4.87 754+8.99

PR EEZE, a) PR b) BN (F%=2)

16.1.2 REHE

NEANFNT Y AHA VF U BRIREET IO FR) =2—
0 /8F — BETHNCAH03mg /kgZ 3MIC 1 ZH%5 L
el &, B5I06HKSICBITAENNF I VF M) TLD
MAFFEMBRET XA — Y IZTEDEBY THo 2%,

AA AL EIR P S RO AR B RE /ST 2 — 5

i C C o AUC,

‘max ‘max2
FI% | (ug/mL) | (ug/mL) (h)™ (ug+h/mL)
27 715+2.14 157+2.04 130 184+159
FHMHLARREEE, a) FRM D) Conlt Ftanld26fl, Co.l

23p1, AUC, 3241



16.3 9%
FH|OE MY YT EFIZ2I% T THo e T
b IZHCTHE kL 72DLin-MC3-DMA % & $» A 7 % M 5 A
PG Lz L &, I VTS 4 BRI 3% 51U b
DFI0% DG X h 7287

16.4 3
NFYFTVF MY AR, ZFYXI LT —ERULVF
X7 VT =¥ L BMASMESS L CREShBY,

16.5 BEift
B A e HE s A\ BB 9 9112 A #1005, 0.15% UF0.3mg/kg
T W IR S Lk & P YTV YT AD
Pebi 2t B RAPPRERIL 1 %KW TH o 2%

17. BR RS
17.1 B RURLM(CET 2 KR
17.1. 1 ERHEFE S MAEEERRE (ALN-TTR02-0045%8%)

FSYAFAVFURFEET IO FR) =2 -0
F—B#22560 (9 bEAANIGH) i8R e L, F#)03mg/ kg
({kE105kghh Lo BH Tid31.2mg) XX 77 +F (2 :
LICHIFFT) 2 38 1mE, 18» A5 3 % EEEILRE
FOHRBRE LML . FEFEHETH S, HEHRE
E2 37 (mNIS+7) OR—ZA54 55184 A F T
DEALRICBWT, 79 RBLEBELTAHHETHER
¥R RLE (p<0001)?,

B PR B A %P s R
18% AR A TO
R—RAF4 Y, | R=RF4 VDb | FH.- 79+
N ¥ (SD) DECRDOBANZ | K50 XED)
A £ (SEM) [mr—spn| PH
FH | 79EK (95%CI)
e | | A |79 T
X E I H
%00 | 746 | 60 | =0 | 310
mNIS+T* | (415) | @o | an | @) |9 -281)] <O

SD : BEHE{R 2%, SEM : Tl opifase, CI: FEXnE
PERTOMFMAA 28 Y ELWEREHETF Y (MMRM) 2 HWT
RIFL 72

P BEHUN S VIEYREE AERA D RN LR,

FRBEIZBWT, REUFES R85 (BRANT FI%
&) »I b, Upl (635%) CEHERRBD bhiz, £
¥4 13, Infusion reaction (27.0%). T#i (95%), &
PERAE (68%) RUMETIE (61%) HTho o

18. ZEXHFKIE
18.1 {EH#F

NFYIFTVFP)YLARER ALV TIX I VFFFT
HY, TTR mRNAD L7V ¥ 4 18 L TR Z BA %
UH 4RI TTR mRNA% 5 $4 5 & L TIiFHTTRY /8
2EERLEE, M~ T IO FiEE2IH €52
L&Y, FPIUVRAFALFURIRERT I 0L FRY
Sa—unF—HT AEAEZRTEELOhTRBY,

18.2 ZEIB{ER
By a v 7EERT-IRAKIML, v FTTRERME (V30M)
ERBATHITACBWT, FMANTIR mRNAR, i
TTR% v/37 &, $KkIZBT A TTROEE DM HED 5
h=',

19. BRI TR T S EEF MR

—MBIRIE : NF TSI F MY A

it 2 Z:277=19N(3=5)20-2F V1) I N
(3—=5)-7F =1 Iv-(3—=5)-7 7 =1 -(3—5)-2-
ORAFNYF I ) W-(3=5)20-2AF VI FT
Y W-(3=5)-7 F = W-(3-5)-7 F = 1) -
(3—=5)-7 7 =Y W-(3=5)-7 7 =1) )V-(3=5)-
T =) v(3-5)20-2F vy ) Y b
(3=5)-7 7 =1 W-(3=5)-2-0- 2 F N ) I
W-(3=5)20-2 F )7 1) T1) )L (3'—5)-2-0-2
FNTFIN)W(3=5)20- A F N F V) -
(3=5)-7 7 =1 W-(3=5)-2-0- 2 F N ) I
W-(3=5)-F3I VY W.(325)FITVEF3
YW (5=3)-F I I NW-5=3)-TF T
(5—=3)-7 7= W-(5=3)-2-0-2F N ) I
W-(5=3)-7 ) ¥ ) W-(5-3)-7 7 = -
(65=3)-77 =Y W-(5—3)-7 1) V1) W-(5—3)-
) I W(5-3)-F T Y W-5=3)v ) Y
Y W-(5=3)-¥ F VY W-(53)-F F = 1) -
(5'=3)2-0-AF Ny ) Y W-(5-=3)-FF=1
W-(5=3).7 ¥ = ) W-(5—=3)-7 7 =) -
(5—=3)-77 = W-(5—=3)-7 1) Y1) V-(5-3)-
TF/ Y ORNAZES N+ by ool

* CarzHisoN 145N ay00200P 10

: 1430358 Da

AR EAROREKTH S,

FHERX

{35)G-Un-A—A-Cm-Cm-A—A—G— A—G-Um-A-Un-Un Cn-Cm-A-Um-dT-d -
[E3dT-4T—C—A-Un-U—G—G—U—U—C—U—C—A-Um-A-A—G—-G-U—A e

?
?

TR S
o SE B

20. RV EDEE

HEE SRRV L, R LSS TVIREET A L, ke
I Lrnz e,

21. ARBRMH

211 B A7 FAsE 2 FEo L, WYICEHBT AL,

21.2 EINCOBRBIEFAIBOTHEONATWAZ L2 b, B
MM P, SERMZTRE L2 ERARSEHEZ ET 5
TriCkh, BAOEHBEOEREREZIBETALLED
12, AR OREWRUCAZEICET 57— 2 B IUE
L. R OBEFHICLELREBZRH LA L,

22. A

F 2%y o EERE 2mg/mL(5mL) x 1
(YN Y74 vy —258% 88mg 44mL 1 JR)

*23, FE ik

1)y F2AW2E - BIRFEAEICET 2R (20194:6 A18
A&, CTD2666.2.2.2)

2)Adams D, et al: N Engl ] Med. 2018;379(1):11-21

3)H Vv E v KER S EE B (20194 6 A 18H K2,
CTD266.3.2)

4)EAEANCBT 55 THAB (ALN-TTR02-005:/8) (2019
46 H18H &, CTD27.222)

5) 45 I A RkBEHx 5 38 (ALN-TTR02-003:8%) (201946 A
18H A&, CTD27.224.21)

6 )Invitro¥ 737 fi&aE (20194 6 H18H KR, CTD27.2.
15.21)

7)7 v MRV AEENS A RE (20194 6 A18H KR,
CTD2644.22)

8 ) vitrol BT AN BMEEEBIURBE T 774 ) 7
(20194 6 A18H A&, CTD264.51.3)

9 ) Invitro3E PR AEE (20194 6 A 18H &2, CTD26.2.2.1)



10) bS5V AV 2=y 7= A% 72385 (20194E 6 H
18 A&7, CTD26.22.2.1)

#24. XA KERUVEWEDEE
Alnylam Japantkat &t
ATFALANV AV THA—varkry—
T100-6211 HEHFRHXALON—T H11%E 1 7
Ry T4y o7y Fa)—TL A4 ZAHONIE
ik 0 0120-907-347
ZAHER 9:00~17:30
(BEHZBRS HIEH A5 4MEH £ T)

*26. RERTEEF
26. 1 BUERRFETE

Alnylam Japanti&it

T100-6211 RERHBFRAXAOA—TEHI1E1S
N Tav ot Fa)—TLAARDOR 11



J:ifﬂ:x—b‘

* % 202262 BT (S3HR) N S NS BFREHASEES
*20215575&;1 TTRE7 IO “l\ ¥ R AR 87120, 87219
- BIPIVAXTIVI ATV
e = = [}
7IJCIb 20mg
Vyndagel°capsules 20mg
xR E S 22500AMX01810
) EE-ESFoNAECLVBETAZE RS 20134118
7. F S F & (RS 3
2. B2 (KOBECEBELEVIE) Zmzﬁ?m’ RATI2R
- 4 > 4 B b
FH OB LBBEOREREDH 2 BH 7.4 FHOBEICHzo T, BHE Y 77 3 VA HER61mg%
3. MR - MB HHETHNA L O BZICEET 22 &, [16.1.3588)
3.1 48R (MY LFUBLT IOL K-S R)
"N CT TR 7N Tomg 7.2 #7713 fxﬁﬁ.§§l>61mg%‘37ﬁT5%§Jlﬂ T NEEEO
TR My 77 I VAREEBEFAN TNV (§77IVAXT NI
8 A ¥77IVAAZMIY 2.0mg ~80mg) IX5ERICHLET S, [16.1.3588]
(#773Y2& L T12.2m9) 7.3 ¥ 773 YV AMEREE 6lmgE A T 2 WA B A EASED b
Nt a it bt Tk Aotk THRESVERBAIE, FHEHCLS L, [16.1.388]
i Y BRFYEY Y, D-Y WY F— e Vi,
R PSR A A 7.4 FHHE Y 77 IV AR 6Imgt SAT 5 BENE )2 5
3.2 SIF DM BE. Y77 IVAAT VI V80mghk L5 L TR RBENIEY 77
# (mm) WA a— K o ITVART I Y 0mgDxSHLERBEICRY 57 7 I VA
BEVGImgh SA T 2 MHLH T ) B2 22 LATE 2,
VYN 20 ELD) —BBBT T IVATHEN, FH (F77IVARATNIY) ERFT B0,
VYN BTN EEOEHS TV 77 ITVAMME KL,
, W : B~ R EOBET
5 - oo 0. HEOWRERT 3 BECHNT 328
' 9.3 Rl T RE
4. WHRERIZHR 9.3.1 EEDHEREERE
OMZUAYALF U BRRES7IOCNR) Z2—ANF—DFK HEOFREEEEEZINRE L-ADERUREELAIBEL L
FHERE E OREITING BERRFIR L ER L Tz v, [16.6.2848]

ORFLZAHYALF L BL7IOA N2 (FERRUERE)

5. RHEERIIHHRICEIET 338

(hBEE)

5.1 FHOWMANH 2o TiE, RFOH A FFA Y %BBL, b7V AY
AVFrTIUA =V ADOBEHHEEL TR L 2R TAI L,
5.2 FBEROBE I BT 2HHERUVULLEEHILIL TV, B

RABR TOERERN L2V,

(MRS LFORIREM7IOCNNRY Z2—ONF—)

5.3 EEEOHVEYE FTICMBrLELBRES) I8 258
RUREEIHELL Ty, BREBRTOERERI DBV,
5.4 Y AT AL F L OVIOMERBDNDEREZFTHEH BT
AR IER REMEIEFHEZL TR, BREBR TOERERS DRV,

(M ZAHALFBLT7IOfK-YR)

5.5 FFk, FI YA A VLFUELT IO F=Y AL 008
RATABEVCERT AL, T2, THREK] 0HONEEH
L. BERABROBIREES 458 L2 ET, MISEEOER
%479 2 k. [17.1.3888]

5.6 NYHA.LHERESH IO SE TIld, NYHALRREESH L - T
DRE L) HEMICEF OFHES BT EEEY D 20T, FHD
VERF. RUERZER CTRE S W NYHAOBRESE & A5
DOEFRETSICEHBEL, BEORBEER L2 LT, FHHRSOE
LBEHMT 52k, [17.1.3548)]

5.7 NYHALCERRESEVEDRE BT 2R R U REME T
LTwiv, BERBRTOMEHER RV,

6. BERVERE

(AL FORFREMT7IOARFRY Z2—0ONF—)
BE, RAICEY 77IVAAT VI Ve LTLUE20mg% 1 H1EE
054 %,

(M ZAHALFBLT7IOfK-YR)
BE, RAICIEY 773 VAAT VI ¥ E LTLESOmgZ 1 H1EE
0545, BEEFRVEEEEMETE 5,

9.4 £MEREEFTHE
FHIOHEFBIZER L, FFH O SHM PR RS 5]L»
B, iR A2 WReEod 2 BH \ER REEEZHWA L9
¥g#E 52 L, [9.550]

9.5 HFH%
IR L T ATREED D 2 0HICik. HR LOFREIE
Pt % EE S LHHT SN ABEICOAFEET A L, HIEYHFE
AW EBIIBW T, RABEKRBEEEO0.MEOBREE LV BED
EREHETHROEROFEEFHEOEER MRS biv, BBROEFE
BRUBGEOBRLIHE SN TWD, 72, HRRUEAAT v b IS
AR SEOMELD EVHY T2 HEOKRSIZLY, HERD
EFERRUHEEOBL, HEIOBE, £ - REEEIRD 5L
7212, [9.42H]

9.6 WIF
R EORRERUBIAEEOAREELXER L. BILOMEE LS
IZ2BETAZ L, BER (v ) THHPIBTTAZ L4F

HEEhTnaY,
9.7 NR%¥
MBS R R E LBERFBRIEER L Twirv,
*10. HEEH
FHENIFLMEM £ S >~ 752 (BCRP) (2t L CHLEEH %2R ¥, [16.7.2
£H]
10.2 GFAEE (BFRICEETS L)
ENBF FRERAEIR - A% BF - AT
BCRPOAER & %2 2FH) FH EHERES LS, | £ OBCRPIHEEMC &
AFFLFH—1 INSOEROBIERA [ ), Zhse OFEFOMm P E
O ANATFV BENABENYHLO|EFHEMT A TEEN S
42F=7% T, BEORWEZMEICH | 5.
[16.7.2&8] #L. BEHORBI+ 57
EETAHZE,
1. BIEA

ROBIERNH bbb BZ LNHEDT, WEEXTHIATV, BE
RO bNHEIEHRSEPIET AR RO A LEEITH Z L.
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ED) BRI Ty IVATHEY, FH (F773IVAATNVIY) EREHTARD,

7y IV AMME LKL

14. BRALOIE

14.1 FEFIZABFOFE

(haE3EE)

14.1.1 PTPAEOEXIPTPY — b o BMOY B LTRAT 2 L5 3E
BT 5L, PTPY— boBEKIZL D, BOSARHIEERIEF
AL, BlIZi3#ils B LTHBARSOEBSREHELHRET 2
ZEAHAB,

14.1.2 FH|IIMEE FICRAS ¥ 2 2 &,

(2B AL FUBLT7IOLf K=Y )

*14.1.3 ¥ 77 I VA BERE6Img* &8 T 28F H SERFIEH
B2 A25BET. RAMEZ LWL BE - BRICSOWTEHICT
SHBATAIE,

ED) BRI 77 IVATH2H AR (F773IVAATNVIV) ERJITAERD,
Y7y IVAHBREERLL.

16. EMHERE

16.1 mgE

16.1.1 BERSE
AAARUSENEERAZ, 777 3T RARAZ VI V20K U40mg™ # 25k
(CHERE S LB oS it 5 A — & RN, AP REREBZRIIRT,
Z 77 IVARBER,ICRIN S i, SIS F IR B ERFL (tew) 3325
BIZ X BT, #5H0.5~4B5H CThorro BESMMERRE (Con) K UMY
ol BB A T IR (AUCow) OFBEII40meE TG ETITIZHE
WCHBIL TR L A=Y
) FHOLI VAT VF URFER T IO FRY) 22 -0 F—RIFP T Y AHA

LVFVELLT IO F= Y AT 2 RZHEAREZNFN1020mg #1 H1E D
5 R 1080mg % 1H el #% 5 Th 5.

£l F77IVARAYNVI VR EE#RSHEOEHEHE T 2 —F

5 ® Conax AUCo = tmax tuz
(mg) (ug/mL) (ug-h/mL) (h) (h)
HAAN (n=6)
20 1.23 (0.19) 60.5 (9.8) 2.5 (2~4) 40.7 (8.7)
40 2.59 (0.61) 115.3 (30.7) 3.0 (0.5~4) 40.0 (10.2)
SHEA (n=3)
20 1.06 (0.08)  53.7 (7.4) 3.0 (0.5~4)  40.6 (12.0)
") 2.19 (0.39)  95.2 (185) 3.0 (1~4) 510 (13.8)

Tl (BRERE) | toaid PR (REE)

@ HRA2 mg (n=6)
—o—HEAD mg (n=3)
—+-HEAOmg (n=6)
——EAOmg (n=3)

M35 il (ug/mL)

05 |

B mEEN (h)
1l %77 3IVRAAFIVI % HERSHO MRS
(Pl + EREE, ARG 5 128 X Tt KE)
16.1.2 RE#E

HEANFF YAH A VF VRIFERT IO FRY) ma—onNF —DEH
W2, #77IVAASZIVI V20mg# 1B 1EISEE REFEO#RST5 &, 28
HE CIERMIREISE Lz FIC BARNERERE CHEM L7 B4 F S E) g
FORED S, EWHREED Caxnk FAUCH20 M FIGE X, 2hFh2.61
ng/mLEUS3.3ug - W/mLThorz, 72, SAEBBERANZ, 7773V
ARAZ VI »80mg#* 1H1ETH B RAEH 55 0 Cax B AU Co-200 A F I fiE
EFNFh9.09ug/mLES166ug - h/mLTH - 757,

¥%16.1.3 77 ITVAATINIL (0mgkdhTHIV) E47 73T X EkE"
61mgDIEMI /A F TN FEY 7 1+ KB
BHEBRANCY 77 I VARATIVI V20mgkdh TV ¥ 77 I VA RER
6lmg D EW REIFOPK/ S5 A — ¥ Z W L2 & =5, WA 4EWF0R
SHOREREW LAY GHEAT—%), [7.1-7.38H]



K2 77 IVARAINVIY (mgxshTEN) £¥ 77 I VR HMER6Ing
ZTHHERER G HOEWE B/ ST A -5

#3 RERBRE LGSR TP EEOFREREELATAHEBRE Y 77 3
VAR W V& BRI GHOEDENE T A —F

AUCoz Camax tmax Cain Caxx AUCo taze tmax ti2
(ug-h/mL) | (ug/mL) (h) (ug/mL (ug/mL) (ug- h/mL) (h) (h)
¥ 77 I VAHME6Img | 170.0 (23) 8.55 (23) 4.00 5.34 (27) RFEWRELLREORFRERELHT 2 RRELHR 0-0)"
(2.00-8.00) MR 1.21 (0.32)  66.6 (20.8) 2.0 (0.5~8.0) 53.9 (20.6)
FIrIVAAINI Y 2.00
(0mg 4% 7W) 166.2 (20) 9.09 (18) (0.500-6.02) 4.90 (26) gggiﬂ&zg 1.11 (0.20) 54.5 (12.7) 3.0 (0.5~4.0) 56.4 (18.0)
[toar % B 2BATFIE GRANEB AT | toactdPRME REH) . n=30] RS L P SO RER S 4T 5 BRE 4% (=9)
- AREEHERE 1.28 (0.32) 65.5 (14.5) 2.0 (0.5~8.0) 54.0 (12.0)
] PR O IR RERE »
EE TR 1.38 (0.56) 42.8 (12.9) 1.0 (0.5~4.00 45.1 (11.9)

BEO G N ERE

B§ (hr)
O: 477 IVAEMBOIng VTN Kk FT77IVRAINIY (20 mg A DT EN)
K2 #773ITVAATNVIY (0mgkdh TIv) £¥ 77 3T AHHERE
61mg 7 H [ A 51 o e o i BEHESS
D) —BRIEF T IVATHEY, FH (F77IVARATVIY) ERJIT RS,
¥ 77 IVAMREREREELL,
16.2 ORAR

16.2.1 REOPE
BEBRAICY 77 I VARAZ VI ¥ 20meH BRI AE#ICHRERYS Lk
25, BEFIZ L ) CaxtdfI23%ET Lzht, AUCHaIZ I HEE RITE 2P0
729 (MEIANT—%),

16.3 9%
In vitroiREEDREF, 7 7 7 I VADOIMMEEEREIIF99.5% TH - 7217,

16.4 M
In vitroiREEICBWT, # 77 ITVAAFIVI ViEF b 2 0— APASORH
B % Td %5 CYP1A2, CYP3A4, CYP3AS5, CYP2B6, CYP2C8, CYP2C9,
CYP2C19R UFCYP2D6 % B ([CRHE L2 dh o720
In vitro@BBIZ BT, ¥ 77 I VARSI YOCYPIA2IEMEIC W § 5 iF35E
Hitb T Tdhorzht, CYP3ALRUCYP2B6IE IR L Tl ifS/E H AR
Sz, BEERAICY 77IVAAT VIV ECYPIAADIEE R (25T 540)
PRS- L7z & X CYP3A4DFEEIEH R0 b Ao 7211, [16.7.1208]
7o, BRHRTHES WS MYEPREICES L, CYP2B6IZ2WT b
vivo TOFEEOW IRV EE 2 b/,

16.5 kit
SRR ACNC-7 7 7 S VAR FIVI ¥ 20mg¥ HEHE O S L =8E,
AT EICREICEPFE Lo A2, M, REFEPICIERE{LEL
Y77 IVAQTNVY O YBREEVEE L. YC-¥ 77 IVARASIVI
VERESH, RAZHEITCORABETHVAMRE, ¥ 77 IVAREICERE
L THHE S, FOREINEIIBER 5 £ 058.5% Th o720 —H. ROF
BREITEIT22.4% TH - 7219,

16.6 HEODHEEHFI58E

16.6.1 HipE
FHEF FEWE AT OR B X 2 &, 65K OWEE & LT, 651
LOBBED )T T RIX14.5%Er 0720 (HEATF— ),

16.6.2 fTigpERmERE
RS IS RURFEOFRER E2 AT BBEIIIy 77 I VA
AZ VI v20mgZ HEEY L 2B OEWEHE/ ST A —F ZRITIRT,
Y8R (Child-PughA I 75~6) DIFHERER E %4 § 288 E L REHEE T
PK% Hol L7255ty Coae e FAUCo-w (3R BEHER H IZ T NENFI56%
RU1T%EME 2R L7z
FRAEHE (Child-PughR 2 77~9) OFFERER % A 5 HEEH & MBS
TPK# Hol L 72 8 Coaxl 3 FI3% D ZALTHML L TV 72 A2 AUCo-w L1 Al HE
PERE ST I NERE 2R LAY FHEAT—%). [9.3.185]

T (BEEER) . toaidpRfl (REE)
a) MREHEEE TIE, PR TEN L RERBE D20 R LG

16.7 EHBEER

16.7.1 I5YS L
BHRAICY 77 2V AAZ VI ¥ 20mg# 1 H 1A 14 H B RGO 580N
ARUBMBIZI Y VT AT Smg$5 L. 3 ¥V AL zoiEER#hO
BEXNELALX, ¥ 77 IVARAILVIVOBEICEY, I¥VVTAD
Coax i3 #11%W 4 L72%%, AUCh-=R U2 VT T ¥ ARBLL o 72® (4
EIANF—%), [16.4&6]

*16.7.2 ORISR EF>

BRI Y 7 7 3 Y A WMHERE61mg % 7H W {84 5-# \.BCRPOXEE TH
BB RNAYF 7 10mg¥ BEGHHES L. B 2R 5 F ¥ ofiEhiE 2
SELREE, ¥ 77 IVAREBOUHRIZX D, DAY FYDAUCRT
Coastd #2685 1230 M L7277 WHEAT— %) [10., 10.280]

16.7.3 /n vitroikE&
¥ 77 IVRAEIBEMESY > /%2 (BCRP) oxf L CHHE/ER %R L, ICafi
121.16 umol/LCH - 7=,

17. EEPRRL#R

17.1 BERUREM(CHET 2ER

(P 2V LF U BREMT7 IO KRYZ2—0O/NF—)

17.1.1 RS IAFER (PRIHS)
P VAN A LF VRIFESET I 04 FARY) 2 -0 —BHL06 (VIOMZE
HEAHTHEEW, STIYERZAETABELN) (2, AH20mg#1H 1E52;8
B S Ls bk &, EEFEHE Th 2 AAH 580 R U26HIFD 7~ A
HALF Y (TTR) ZZELE (%) =V, 10518 TR%L L ThH o719,
REMFELSSE06H, BER ERREERT2E0) ORBEMITL
Bl (10.0%). WPEETH > 720

17.1.2 @58 1/ MR
VIOMZRZAT AP T VAT A LF URIFEST7IOf FR) ma—ass
F — BE12861 % &t & & L, Neuropathy Impairment Score-Lower Limb
(NIS-LL) FJt=®) & U'Norfolk Quality of Life-Diabetic Neuropathy i
M X Y #Ffi§ 4 Total Quality of Life (TQOL) A2 7DZAbE* EEHF
fEEHE & LT, ZHEE R % g L7z A#H20mgid 77 K %1H1
185 BEFEORS L7z & X NIS-LLE GRS 1344 T45.3% (29/6461) |
7T RK#T2.5% (18/6161) THY ., HatWITHELREIZO LRV
O OFFNHCRIGEI o7z (p=0.0682, # 1 ZF#iE). 7. TQOL
AT OZALE (FOE tE%HEE) 3AFHT2.0£2.3, T FRHETT.2
+2.4TH Y., HAMMITHEERZIZD bhiwvd OOFRF#H CQOLEK T A
Wi S AR HERD bz (p=0.1157, 585 %,

F#1 VIOMZEEZAETA P VAV A LF VRIFEST IO FE)=a—D

NF—BEHECBIEY 77 IVRAAI VIV OEDE (185 B
Y77 IVAR PEE T

(n=64) (@=61) of
0.0682
NIS-LL 53 45.3% 29.5% (94 = Fetps)
TQOLA =2 7 DZEALE 0.1157
(oo + p AR L) #0=2.8 12524 L)

VIOMBSADZER 24T 5 BE2IPISE R Z G L L TAA20me# 1H1EFED
#E5 L ERARII BT EEFEHE TH 5 TTRORELE (%) =i,
GBFIZIX19B 1861 (94.7%). 6 ABFIZIZ18FILH, 127 AEHIIZ17HI4
BITRWBLALEETH §) . AH OMIEFL G- 12 X 2 EREDREORREA A bz,
RN SEI27E R, BIER (BRBREERY 2E0) ORBEML
6761 (52.8%) TdHorzo EREMERIETH. . FEERE 1061 (7.9%) .
WEH-8F1 (6.3%), PURHHTH (5.5%) TH o7



(P ZAYALFLEL7IOANR=-DR)

17.1.3 EREHEEE DHERR
R IERBO NS Y A A LF VELLT 304 F—2 AEE [&4
[H44161. 9 B HARNEELTH (FXCTEER) &H&] 2% E L2, 307
AMO_FEEWR T 7 AR A (R#180.20mgk 77 R % 1H 1Ak 5)
IR L 720 AFIGEATE (RAIS0 K US20mghE) 1326451 (ARHIS0mgThEIx 17661,
20mgh1288%1) . 7T L REIILTTHITH - 720 HARMNEGNL, REFFEHIT
1261 (80mgHFIX1061]. 20mghfid26l) . 77 L REISHITH > 720 F LM
THHTH LI % [b 2 WIETE K OVOIIE FH RIS 2 A B = A S
DELFHIEA BT, RFAFEHTT I 2R RHE L MR THENICEE
FEHFRD Sz (p=0.0006, Finkelstein-Schoenfeldi#) o

#2 PG UAFALFVELLT IOAL F=VACBTEY T 7 IV AAT N

I VORI (30 ARE)

¥ 77 ITVA
raHE
(n=264)

186 (70.5%)

77 v AR
(n=177)

30 HE O ELRERIE (%) * Y
VD 720 OLIMEFRICHE L <
Akt L7zla% CFgfE) » b @

pfi? 0.0006

a) FEREE B O ER O 530 7 A0 EHHE

b) LR S AN TGO DA IE, JEE Lo 72

c) 30 AREEOAEFBINC BT 2 Tl

d) Finkelstein-Schoenfeld#: (2 & % pfE
ARAN O R OFRFRWIENTTlx, 307 HIKER O A FFE A 1EARFI80mgHE69. 3%
(122/17661) . AFN20mgHE72.7% (64/88%1) . AAFBIZ BT 2 L IMAEFFLRIC
B 5 2 I ABESERE (X, ARFI80mghE 0.3390l /4, AFHI20mght<0.218[A]
JHETH o7,

N—=2AF A4 ¥ ONYHACHERE GG OVER RN OFE R, 307 AR s LA
EGIENYHAOHERE T - DO LM TRABEGHEEL.2% (151/186f) .
77 & RHE6T.5% (77/11461) . NYHACHEFE 48 11 o 4 [ C AR K PF 4 8
44.9% (35/7861). 7T v RH#E38. 1% (24/6361) . AAFHINZ B 2.0 3
GBI T 2 P A BB L. NYHACERE S T - T EOEM TRAIGS
0. 246181 /4E, 7 T L RHF0. 4570l /4F . NYHALHRE 98 10 o 5 TARA|
BEAREO. 516 /45, 7T RE0 . 4470 /4ECTdy - 72,

I 55126451 (HARNEBZEL2B0% &) . GBI (R i
W Et) OFEBUEGNX113(1(42.8%) Td > 720 EAREIEHIZ THIL651(6.1%)
LB (4.2%) JOREEREGE106] (3.8%) Tdh-7-*, [5.5. 5.6%HH]

1) TTREELE (%) = [(RAKGHOTFHFOI-N— AT 1 ¥ OFHFOI) /~N— A

I 4 Y OFHFOI 100
Jnt% o TTRAR MR EE /BRI TRINHT O T TRAR (ke 2
1E2) TTREEALHAB2%LN E &2 TTRAZEL L7 & Edk
#1:3) NIS-LLA 7 D=2 5 1 ¥ 705 OBINA2A
F4) FRPHEIDTOLEB) Th o7z,
NYHA RS T ~ 1T, A7 (& S 1OLAREIC X B ABEED B 2 B ik
ABEIEDS 72 { & b IR & BHHEIEO B 5 IFBR M =47 L 2 OWETTED
FiR &) DA 2 AT 2 8%

[ige bl

- TTREMETEREF S W

CHBAERIZE AT UL FEESREObNA

- SRRt RS L) 7 304 FRBES 28 UHTTRCTH 5 LFE S

)

ST T — 2 & B IEIRAI .0 REIE AT 2mmitE

ZEHLT

- CHRESEIR B OVOHIE & 5 2 TTRIB(Z FAREH T 5

CHRRARIZ L BT I FiEEDREO LN

ST T = K B IR R 0005 R Y1 2mm

18. ZheIE

18.1 1EAH#RE
5777 IV AETTRO KRB 1E T H4mARD2D D A 1 X ¥ VAL O
IHA %L ELIDIIHAT ST & Tam R R LS. F O OV
ZPHIL. FHmTTRT I 04 FIERE ST 52,

18.1.1 In vitroRERICB VT, TTRE DA IR 2 ek £32~3nmol /L
(Ka) JeO8154~278nmol/L (Ka2) TH o 72,

18.1.2 In vitroitl\2 BT, FAERL V3OM K O'VI221% #AITTR (3.6 4
mol/L) OEEMELM T2 BT 2 RMETHL A #IH] L, & 21Uk 3 2 ECaofifi1d .
2.7, 3.25 4.1 umol/LTdh -7,

18.1.3 In vitroidBRIZ BT, BARL V30M, VI22IZEHHTTRE AT 5 b
M S IZARSEES 63127 .2 u mol/LEARINT 2 2 L 12 L), RFEIC K 248K
A e 2 8 FEE A 1 L S L 72

18.1.4 V3OMUPANDZE R % 479 2 B5RE 2> HERIL L 72 48 12 AT .2 y mol/L &
WML7zE 2 A, 25fEOZERRBTIRRFEIC L 2 RN S iz,

101 (57.1%)

0.297 0.455

19. AR HMCEAT 2 E{EZMFR

—WEFR T 77 I YA AT I v (Tafamidis Meglumine)

1b2:44 : 2-(3,5-Dichlorophenyl) -1, 3-benzoxazole-6-carboxylic acid mono
(1-deoxy-1-methylamino-p-glucitol)

453 1 CuH7CLNOs - C7HiZNOs

45 F= 1 503.33

PRIR - ARRE, A~ RO ETH D, Rz, KRR Y 7 —)VIZET
12K 28 7 =)k (95) IR THETFIZ v

[ls== St
Cl

Cl

20. BIRVL EDEE
A T CTRIE S5 2 &0

21. &B&M
PRI A 7 AN 2 S e o b, #YICHERT 5 2 L,

(PSR LF U BIREET7 IO KRY Z2—0O/NF—)
EINCTOEBIEB DD TRONT WD Z &b, FRAHHEIE, &ER
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1) AP IR - RIE S IC T 23R (2013469 20H K72, CTD2.6.6.6)
[1.20130719165]
2)  AEAERE AR O A B O S AN DN BHMR O RREIC B9 A 3 BR (2013
AEIH20H KGR, CTD2.6.6.6) [L20130719166]
3)  AANEEL: RGO FLIT R ER (20134E9H 20 H A&F2. CTD2.6.4.6)
[1.20130719167]
4)  HEPEERE D ARG OSEY B (2013459 200 KR, CTD2.7.2.2)
[L.20130719171]
5) ALNER: HARNBE B B EK SR OIEY RS (20134F9H 20 H KGR,
CTD2.7.2.2) [L20130719172]
6) FLANERL  BHEMPKIENT (EEERAN. N7 v A A LT Y RIREET
IuA FRY Za—a8F—jE3%) (2019431 26H %&F2, CTD2.7.2.3)
[1.20190111012]
7) AEPVERE D 20mg 4% TRV RGOS BhEE (2019453 A 26 H K.
CTD2.7.2.2) [1.20190111014]
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[1.20130719173]
FEPER - b MMSEEEAORARER (2013459 H 20 H KRE.
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MPERL C BERIE L OFE (201349 H20H #4&GE. CTD2.6.4.5)
[1.20130719182]
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%) (201943126 H &3, CTD2.7.2.3) [L20190111008]
R FERR R R 12 BT A EEWEIEE (20134F9 H 20 H K.
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18) #PEH : BCRPIZH§ % in vitrotfl HAEREE (2019483 H 26 H AGE.

CTD2.6.4.7) [L.20190215001]
19) HA¥H - ERESHEERGER (FH#E) (20134298 200 %K:2.,
CTD2.7.6.9) [L20130719170]

20) Coelho, T., et al. : Neurology.2012: 79 (8) : 785-792 [L20121227201]
21) HPEH SRS SH T HEERILERE (VIOMZERZHT 284) (2013

£9H20H A2, CTD2.7.3.3, 2.7.6.9) [L.20130805008]
22) #HAEH : AHEEEREE (VMDA OZ R AT 5 8E) (2013498
20H#z2. CTD2.7.6.11) [L20130719169]
23) HAEHR : P T VAFAVLFVELLT I 0L PV AREENKE LA
PRIt e (2019453 H 26 H &2, CTD2.7.3.2) [L20190111010]
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HEhHARY - 364 H

[BFHOFRNCEREBIRT B & HARRE S EES
B7129
FSLAHALFLBPIONKN— ZAEE REEE
FRYSSF MUY LTS R

G HEER™

LIS ertsmguyy

AMV U tEra subcutaneous Injection Syringe

#) EE-EMEoLFECLVERTL

28BE (ROBHFECEBESLEWVWIE)

9.1 &4HE - MBSO H28%E

ILNENHERZATHIREICHNTIEE

FR ORI LER 2 AFEOREREOHIME

3. #Ek - R
3.1 #ek
| ] TAY 3 ETESmgS Y >
12 (05ml) P72+ R0 h
e 265mg
{7+ %3k LT%Smg
) EEAES R A - 02mg
U FEAEZS P AR C 0Tmg
0 b+ F A 32mg
A Bk by s
PR
A - wR
3.2 BE| O
| ] TaY I ETESmgs Y >
Lt B~ HEafHOR
pH BO~R0
s 120014 10 (EAEEECHT LR
4. HRER (3R

P AL FARFEERMF IONRF Y2 —OnF—

5. RER IHRICMETIEE

FROAR T, BFONS Fo 4 »2E8HL. b
FEYAFALFVRHEESET IO, FEY S 2—0iF—0
BWAMEL TS L 2RBT IO E,

6. HERUHE
BE, BEACRT Y92 ELTSme® 3 2 HIC 1 EET
5+ a.

T AERUVAECMEY 338
ARMOBRGHFFESSBNLHEE. TR ELHIH
ST, Bk TOBRGEELEL. 3 AAMTRST
&Ik,

8. ERLEFER

8.1 AL, WP rrAH A LF> (TTR) #2280
PEAESHLIEICLY, OFPEY I FAORPER
CEkHh, EFICARHETLSLICHEICERT L
Eo &b, 1 HEERARHS0UTHD . HERBRLE
ATHELEWIE, £, F¥FIvanRZFicln., B
fEdk (1 ) SPRBETas+hdhsniEETE
k. [12.1 £HE]

8.2 F9¥AFA L FrAFESET I ol Fy= 22—t
FoMFR LHESOLERSES DS, Kk
DEFEFREEL S TRE WS, LEBEES RESh
TwLOT, AffcS skt (LR,
Lra—%) 279%, BEoREZ BTz,

9.1.1 FEEEORE
HEEEOREEHSE LERFARIIERL Ty iy,

0.2 BifiEREnsE
EREOEFRERERE RIS RenS S E LR
WHEBIZERL Ty, [16.6.1 2]

0.3 BB RE
hEERCEEOFRERERT NS E LEERRI
Efi L Tvadevs, [16.6.2 0]

9.4 SHEEEWT 5H
SEERA R ko LT, SRS RS TR
EMFGED 2 BEFEETS) L )R THE, [958
]

9.5 i
FRLEEREL T2 TRt 2 LRIRES LEWC
EHEE Ly, BEOonFEPTTRIGOFDE ¥ 3 Al
EOETHFERICREZTENGTHTHE. FES » + &
v oBE - BRBERBRICS VT, meg/keTHREMOHE
BERE IEES N AR~ EEH. TR
EEE R O R IR o MRS 5 i, 10mg kgl
ETRRERICHFELRIFA SR, [9.4 2]
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HELFPIEEEHTL L.

9.7 /MEF
ARFENRE LUERABRITELL T,
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12 BERREZRICRIITEE

1221 AAOERBFICE Y, MEROLVF/ —VEES Vo3
JERTEY I VANBAT B, E¥ I VAZHERLTY
MiFEHPESY I VABEIZETI 55, ABBFEICEIES
I VADOEE LHBEANOR Y ARNEL H B 0T, lMiEH
¥ IVAOKRERREZEICE Y I VABNERZELL
Wz kY, [8.1 2]

12.2 AAOEMBEFICE Y MFEHT A o ¥y Y HEPT 5
TLENhHb,

14. A LOFEE
14.1 FHRSHOEE
1411 SHRICRE Z RO 560, BHICE G EER
NFFBOONRHEICE, fHLEZVWIE, 2B, &
A, s —wEERATH S,
14.1.2 BEEE LYY ¥ Pk, MHENCRER AR
T EENTH305MNE L CERICET I &,

14.2 EHIRSBHOITE

14.2.1 #5800, B8, KRS ERSE 752 L,
[f— A~ Dk Y & L5 38T, 5SS E
ERHIE,

14.2.2 BRI ASBUR AL, RMICRE 0D H80 (B, %
B, ok, TS ICREH LWk,

14.2.3 AFIZ 1 EEHORATH Y, 1EICLEEMEHL
BHEHLRZWI E, fHBIESFBMINE D, 5
LixwZ ik,

16. M EHRE
16.1 MehigeE
16.1.1 BE#RS
H A A ENER A 126010, A#)25mg f U'50mg % ¥ [E B2 T
BE L2k oMM ERE R CEYBESS 2 — 5
EUTFIRTY,
B*£ﬂ§ﬁAuswa*m&a&T&$ﬁ®$ﬁmﬁ¢ﬁ&4ﬂﬂ

3 Il = B
E 1
=
2
= 014
= W\‘
& ool
=
00014, . . ; ; .
012 4 6 8 12 24
o5 HE M (h)
+ 25mgBF (N=6) = 50mg®F (N=6)
HANREH A B 2 A Bila] Bz T #5-Fe o i b 33 B i /<
FA—F
BWRE ST X —F
(4 25mg (6 #1) 50mg (6 %)
Cpae(g/mL) 0.120 (0.0488) 0218 (0.0690)
toa (h) 4.00 (2.00,600) | 300 (050, 4.02)
ti2(h) 2.24, 636" 461° (NC)
AUC,,(ug-h/mL) 1.04 (0.148) 1.86 (0.247)
AUCq..( ug-h/mL) 1.14, 126" 161° (NC)
CL/F(L/h) 1938, 220 310° (NC)

EHE BREES). t 3P @EFE). 2L TiENE
a:n=2, b:n=1, NC: fEi&¥
AH OHEEHEIZ25mg/HTH 5.

16.1.2 REHS
FIVAHFAL VFURIKERET IO FRY =2 —uss
F— BH1220AH25mgZE 3 » HIZ1EE TS5 L7z
LEo, pEKEYS 5 1HE) RUHRS54EE (&5
253HIE ) (2B T B MM ENEE/ST A —F ZDFIC
7 I

AH AL T 8 5 R O MM h R BB ST X — ¥

EMBRE T 2 — DB #5 4l
() #&5108) (52530 H)
011 (0.09) 012 (007)
Cone(ng/mL) (12041) (108%1)
079 (031) 080 (028)
AUCox(ng-h/mL) (2081) (1981)
Tl (BERE)

16.3 9%

AHloe My V87 AR, AABREOMMICEY
WA L7z (05ug/mLT78%, 50ug/mLT19%) (invitro)s AH)
25mgxxG L2k X, b M3 ¥ 237 A5IZ80%H T
brLEZLNLY,
FIYAFAVF UVRIRERT IO FRY) =2 —0x
F—BEHI12000 55 5 i h i B 1c 35  BHERIEE
WENERMIT O R, AFOHRIVIS— PRV MIBTS
RAGoSHEERIZ. 101LEH#EE S hi,

16.4 {8

AHE, T FX7 V7 —ERVFZF VX LT —EILK
BMAGEZALTRB SRS, & PP ICiZAFROE
ERRBWIRD S hilh o7,

16.5 ittt

HANEMER A 6 BIICAH25mg % WEZ F#H5- L2k &,
PG5BT 5 524 % T ToORDPIEESR (CFI9#H)
1320.3% T - 727,

16.6 HENHEREZFIT8BE

16.6. 1 B EEE
A#H)25mgE 3 » AIC 1 EE FiG L &, m¥EhiRE
DBRFER (Couk FAUC) RUER—ZTF A4 Y Hoits
18# H £ ToliE P TTRBEORAFIZ, BET R
EBRHE (XN—2 54 YHDeGFR [mL/min/1.73m? LA
TRIBR] A%60LA FO0A ., 34%1) J OFrh & B RF iR pkpE &2
BE (RXR—=25 1 YEDeGFRA30LA E60AH, 1061) T
2. BRRRESER R EE (T861) X HE L CHIEMICE
BEREVRED bW h 72, [9.2 3]

16.6.2 FT8RERESRE
A#H)25mgE 3 » AIC 1 EE FiG L &, m¥EhiRE
DBRFER (Couk FAUC) RUER—ZTF A4 Y Hoits
18» H Z ToOMFHTTREEORAHIZ, BENpikkE
ERHE (R—ZAF54 VROBEYIVE ol ER2
TFTHADASTH M R, JIIBE VIV ¥ hiil
R A, S RAEE EBROISEUT OB, 8F) Tk,
P REAIE R 2 B% (11461) & B L CRERMICEE 2
BWZED R b -72Y, [9.3 ]

16.8 Z Dt

16.8.1 EHh¥
HEAARUCHEAN S Y AH AL LF Y RIFEET IO A
FARY) Z2—a3F—BHI, A#H25mgZ 3 » HiZ 1
R F#5 X755 ¥ 5 ~03mg/kg# 3 M 1 HK
HEERAES Lz F0MFEPTTRBEONR—Z 54 ¥
5 DEAEOHERZ LT ITRTY,

AR BRCNF ¥ 7 ¥ REESROMFEHTTREEDON—Z 7 4
Y b DELROHER
04

PR R

J
3

|
s

|
8

|
8

M TTRBEE ) ZEAL (%)

036 12 18 24 30 363942 48 54 60 66 72 788184

SRR 1) ()
— FHFE(n=122) — FT I VE(n=42)



17. BRERERAE
171 FHHROCRESMICEET 555k
17.1.1 EE#RASE TR (HELIOS-ARER)?

NI YAFALF VRIREET 304 FRY =2 —n
F—BEEZNRELT, XF TS UF M)A ESREE
& U 7 e A LI B AR AT B ) PR R & i L 7 [
FIEEL2260 (S5 BHARNAB)), SF2 T #4260 (55
HARN 3B ] HEROHEIX, AFI25mgZ 3 » HIC 1
[l fz TG A8 F ¥ T ~03mg/kg 3 FBINC 1 IR
A G- & Sz, AREED18» H o5 icBwT,
BFREATIEIE G- 9 » HRRICHER S . 2 D%18% HIRFIZIE
BT EME S Nz B, GHTIE ] HERHRED
Yy I vARTEEST B kRN,

TEFGE H i, 580 9 » A RSB A HiEfhR
BEZ 7 (mNIS+7) DR—RA T4 ¥ H b D% L
s, EEMATE LT, HELIOS-ARER O AR A HE & 4456
WMBTHDHFSF VAFAVLF VRIRHEET7 I a4 FRY
Za—unRF—BHRENRLLINF VT F MY T A
O E AL 4 MARRER (APOLLORED) O 75t KEED
M CEEFMEH O R 2 IR T 5 2 L Har e &
Nize EEMAEHOBEREIUTOLEBYTHY., 75
LARBLHBR L AR TCAEELZUEZEZ R L (p<

0.0001) s
WIEMREREA T 7 (MNIS+7) ON—2 514 ¥ 55 D%E{LE
mNIS+ 77 | e
— RALR < | [95% (K| i
R=RF4V| 95 ]Ik B ¢
AFy| 5169t | 5256 |
HELIOS-A | 7 ~BF| 3371(42) | 3325(37)
X .| 6055 | 5750+
R | 35 000122) [ 3m98 0010 | 2248
W | <0001
APOLLO 79 | 746l= | 9099= |, o, |78 122
e | AW | 3047 | a1316n) |

SPGB0

a) B /NI E B%%/F«Ikﬁf/}‘&u\: L EIRT,

b) ATl R

¢) £k T DAL B FE A X COVID-19B M 0 T 5 2 A7 5
LOSRBLED 9 5 HED 7 — % % &0 (2 L7z,
R IZ 1EMissing at random% K% L 7ML 2 dH L. 4
T I ANVKT F5H. BE TR SIERO ) KON
BIER (N—=2F 4 V) ZEEL7ZANCOVAEFVIZ X
O AT L 72

INF YT VREDNR=AF A4 59 s HREE TOHEARER
#2337 (mNIS+7) OZA b CPOMHEEERE) X, -141
+1723Tdh o 720

B 50187 HIE R B 2 #EMRERE 227 (mNIS+7)
DR=AF A4 50O E (TR Mg
i&, HELIOS-AZK B 0 4 #] # T-046+1.60. APOLLO
B 75 2 REETIZ28.09+2.28 TdH . HELIOS-AiERD
NFYTYHONR=ZT A4 v bOELE (Tt
MM 1E, 159+2150TH - 72

AT ITYANVKET FGHE RBE BT, RER O ) |
MR (N—RF 4 V), SEHAEHIE CREE L 3%5-8F)
ZZRE L 72MMRME 7V & 0 fifFF L 720

PG D18 7 H IR BT ekl xT 56112261 (R
I, HRANABIZGE) 09 B, 2961 (238%) CHIME
HAaRobNT, ERAERHIE. €2 I VAL (66%).
SRS (33%) KT 4 74 (25%). izt (1.6%).
WA R (1.6%). 357 (1.6%) K OEMEFE (1.6%)
HThHoTos

18. EEhFIE
18.1 fEARF
TRV VRAERZARL Y TX 7L EFF FTHDY,
TTR mRNAIZHKEA LTI o 28 B O 4TI TTR mRNA
RS D 2 L TIMEHRTTRY /82 a8, #
M~O7 IO FiLEZIHISELZ LD, TV A
A LVFUREEET7 I v PR =2 —aXF =12

d

=

_3_

SIEHZRTEZEZLNT VW2,

18.2 SEIE(EMA
FOVACHRR & BTG LA R, M TTRS ¥ /87 ik
HEASIA L 7

19. BB Y 2 E{EERIENR
—f&ERFE : 7 M) v 5 F )4 (Vutrisiran Sodium) (JAN)
ZS B:7M)YIUFM)TLIE FTFUARFALFY
(TTR) &9 AsiIRNAFHEARDF + ) 7 23
ThHY. & ABOIKIMHIZGaNAcD 3 AR
HERDHES LT Do siRNAERG IS, b5 fif
ENF22MEDORX 7 L F FERENPL L LV X
R UL B A S 7223 X 7 L A F gk
WORDT VI AEPORK I NS 2 RH
FNVITX7VFF FTHb,

6} ? iﬁ : C530H672F9N171Na430323P4386

4 F £ 1728977 Da

13 ® A~ oK

1E#EER

(3'-5') Um=Gm=Gm-Gm-Am-Um- U -Um- C - A - U -Gm-Um-Am-Am-Cm-Cm-Am-Am-Gm-Am-R

..................... 43Na*
(5'-3') Cm=Um=Am- - A -Am- A -Gm-Um-Am-Cm- A -Un-Um- G -Gm-Um-Um= C =Um

1743

o o o s
x: 2-deoxy-2-fluoronucleotide B \\/ Y
*m: 2-O-methylnucleotide

PR
/@W x,

FAVIRT LA T RS0 D BEAOBRERTF

0 HiC

RZ = 7CH2

20. RV EDEE
PSS ER\NC Lo BT E CREMICARTIET 52 Lo

21. AR M

211 B ) A 7 EHETN 2 HoE o b WU EET A2 Lo

21.2 ENTOWBRBIERP O THRONTWE Z b, Bl
Eﬁ%fﬁ\ —EHBDFERNARD T — I PR EN L L TOH

SEB 2 R GRS A 2 RS A 2 212X D,

ZIK%I OFMNEF O REHRCILRT 5 & L bI2 AHDOE
EMERCHEMEICET 27— 2 RENPE L. AH 0
IS E R EEZH LT Lo

22. A%

05mLx 1317 »¥

23. EEWk

DAENER 5y MEHWRE - BRI AERE (20224FExx
HxxH&GE, CTD26.6.6.2.2)

2)AENRERL ¢ v & B 7 ] R O OB P - SR PR (2022
fExx Hxx HA&RE, CTD26.2.2.2.3)

SIFENER : bF VA A LF U RIRELT I 04 FRY
Za—unNF—BHEENR L L7 EEE I S I AR R
(HELIOS-AiXER) (20224Fxx Axx H K7, CTD2.7.6.3)

4) AR AR R G & L7258 T AERIR B (20224F
xx Hxx HA&#., CTD27.2.21.3)

5)FLNERL - MLy 8 7 #E AR (20224 xx H xx H K7
CTD2.6.44.1)

6 )F N E K - BEEMPK#NT (20224Fxx Hxx H &K &, CTD
27232)

TOFENEEL © & MR OTR A Din vivolZ BT 2 LY O R
7 (20224Fxx Hxx HARR. CTD2.64.524)



24. XERFEKERUBEWEDESE
Alnylam Japantkat &t
AFALHIN AT A—Yarkry—
T100-6211 WHABTARHXAON—T H1IF 1 5
Ny T4y rFa) =LA ZAIOHNIE
FEaG 0 0120-907-347
ZAFRER 9:00~17:30 (W H 2B HI#H 22540 H <)

26. RERTFREF
26. 1 BHERFET

Alnylam Japant#x&tt

T100-6211 RRHBFRABARAOA—TE11EF1S
N Tav ey Fa)—TLAARAON 11K



1.8 WA E (5 TRUYILF R T L
1.82 WEXEHMR (B) RUEDHRERL

|

1.8.2.1 PEER TR (F)
N AP A LFURGEESET S0 RERY =a—a/8F—

1.8.2.2 MRER LR D ER T RHL

7 MU T %, ALTFHER S T B AR & RO RO T RNA  (SIRNA) T1RH#EEE
ThHY, B TELREM KT 20 A LF 2 (TTR) KUOEAR TTR O A vt Y% —RNA
(MRNA) % FrRAICEER & T 5,

7 hU 0%, RNA T (RNAD) OFZ20 LT, 7 I rA NEROIRA & 722 2 s ko
TEERILF TTR # /"I E (R AR 2 S5, 20K, TTR7 2 1A ROWENR
B9 52 Lok, REOEITAIH S, TTRE (ATTR) 7 2 2A F—3 2ADOEBHEIER 2 &
ETLHEBEZOLND,

R =a—aF—24F 58N ATTR (hWATTR) 7 2 0 A R—3 A BEOIGHEICET A4
OAZNEOFTHMIL, EEEILFEE 11 AR T 5 ALN-TTRSC02-002 7k (HELIOS-A i&ER) @
Month 9 £ TOFEMHTHIM OT —Z ZARIWE L, T Z BT D72DITTF 7 - OF N HEER
Td % APOLLO R D7 7 B ARBEDT — & & FEMNT I A ATz, 7235, HELIOS-A 3R & OF
APOLLO #BRIZIIW b BANBENE EN 5,

HELIOS-AGRBA CiZ, NV =a2—m"F—2 {325 hATTIR 7 I oA F—Y A NEEZ | KA
25mg D 3 » HIZ 1A (q3M) &G L F T (FE3EXR) 0.3 mg/kg @ 3 E[FIZ 1 [H]

(3w) FARNEEE1Z 3 1 1 D TEEAIL L=, HELIOS-A FERD 18 » A MO 581 Cix,
Month 9 (FZf#HT) KT Month 18 GEANFAEHNT) (ZAH ZhIEOMNT 2 i U7z, A ZWEDOFEAMmIX.
HELIOS-A iRBR D AAIRERZ . APOLLO iBRD 7 T B ARBE (UM T 7 B ARRE) &l L TiT» 72,

HELIOS-ARBRICIZ, AV =a2—mXF—%2 T2 hATTR 7 2 n A F— R EFH 164 FI3 A
nHhiv, 20955 122 BITARKID G Sivlc, MREMITARBO BE LMK KR OB O SN
ERMLTEY, 22 5 ETHAAN DI, ZE72 TTR B TA R, KAREERE K OVRBMER (L7
InA R=URAFHERE) AL TV, JEEHTE RO bTIRET, MfES. 5hE
FLODBEREE, IRFEE R OMERE CH Y | EERBOBEMOBRE L —B LTz,

AF 25 mg g3M 512 LV . BEI LT T TIR BB ROV 7 7 —7 T, JEERImT o TTR
T N ECED SR AICAR T L7z, IR E R B X 7 ETh D TTR ORI, 08 IRE BRI &
CEREOERICERE KT TS EIEREELRIRX T v Neblbd,

*  HELIOS-A iBr 0> FEAFAHIE H Tdh 5 Month 9 O IEMEREE 2 =7 (+7)  (MNIS+7) D~_—
AT A LDDDELRIIOWT, AFIEE 77 v AREE (APOLLO #BR) D7 (/3R
i) 13-17.00 A > b (95%(E4#EX M [CI] :—21.78,-12.22, p=35%x1012) THhH-o7/=, £/,
BIVREHETE B Td 5 Month 18 @ mNIS+7 DR—2A T A U InE DL EIZHOWT, AAFIREL 75
AR (APOLLO 5BR) D7 (/N FF-15)E) 13-28.55 KA > b (95%CI : —34.00, —23.10,
p=6.50 x 10®) Th -7z, 77 &AREE (APOLLO iBR) & Ll U CAAIRECHE 9 » AR KW
18 # At%IZ = o2 —a RF—OFFHFICH BN DRI EE R YGEN R STz, i, M

Alnylam Japan #R=Ua3 4k confidential 7



1.8 IfE () TRV TUF YDA
Bl NFE, Hillk, X—ZF 1 O NIS, TTR B8, TTR WEEKLEAIOERE, 7k
W7 I R—V2AEMEELTXTOYV T I NV—7"T, 77 EAREE (APOLLO iRlR) &t
1 U CAKIREC—E LT mNIS+7 OENGED b, HEWERE, LU, R, Mg Kk
O D FHARERE (RALMEIME) 25T X TO mNIS+7 O3 R—x 2 F T, 77k R
# (APOLLO #lR) & bhig U CARAIREC— B L-dEER RO bz,

e HELIOS-A 3 T 7 BIREFEAG I H 232K & 4v, Norfolk QoL #E/RIFEHH#EEE (QoL-DN) R =1
T DN—=AT A NS DOELEIZOWNWT, RAREE 77 BARRE (APOLLO #lR) 7 (/)
FFEME) 1% Month 9 1238\ T-16.2 "1 >~ (95%CI : —21.7,-10.8, p=5.43x1079) .

Month 18 IZ5 W T-21.0 A >k (95%CI : —27.1,-14.9, p=1.844x100) TH Y, FFRE
(APOLLO #fR) & Hele U CAAIRE T QoL DFEFHFHIICAH B D IRANC BHERUEN RSN
7=, AEfE. PERI. AFE, H, _X—ZF A @ NIS, TTR Eia+H, TTR HEAKZE(LH O fH
HEE, W OLT Ivng R=V 2EMZGLTXTOY T 7 Vv—7T, 77 vAREt
(APOLLO #kB#) & Lb#ik U CAKIRECT—E L T Norfolk QoL-DN A =1 7 O FEN R Hiviz,
Norfolk QOL-DN 2 27 D3 _CD KA A T, 77 &AREE (APOLLO #BR) & bhi U CAAIRE
T—E LESENEO b,

*  Month 9 2T Month 18 ™ 10 A — hLA{TEER (10-MWT) (XK DA THEE CRfli L 72 A3 THE e
[ZDWT, ARABETIZT 7 &AREE (APOLLO #BR) & bl U CREEHEAICA E D BRI
ERUEN RSN (EEGREEOZ [H/h ZFEHME] : Month 9 (2350 T 0.131 mis,
p=3.103 x 1075, Month 18 {23\ T 0.239 m/s, p=1.207 x 107) ,

e Month 9 %O Month 18 (2= = — 1 XF— (mNIS+7) K ¥ QoL (Norfolk QoL-DN A2 =7) %4
TeRIVETMTE H CRERR SN AFIOFDMEIL, HELIOS-A RBRD/XF 2 F U REK Y APOLLO #&
BRONF T U CHER SN ATV T o ORGMEE —B L T,

e Month 18 £ TAAI 25 mg q3M D EHEE LIz & & DY — 7 TTRIBEIK FE (Week 66) . b
7 7HRETTR BEIK T3 (Week 72) K ORI TTR IREEIX T3 (Week 60~Week 72) 1FZ 4
ZI91.6%, 86.2% MK r86.9% Th-7- (W iLh HifE) . Month18 £ THO TTRIRE DK
IZONWT, NF VT U (HELIOS-A 5Bk O SEE R RERHIREE) (259 2 AFIBED IELPED R
S, L7 o THOMFEEE ORISR b WK G CRR T o 72, £72. HELIOS-A 3B D
ARHIEET Month 18 £ TIZFR® Lz TTRIBEOIK F LK ORISR 7 v ML, APOLLO ik
BRONRF 7 CHECHEBIBICRO DR R EFRE Ch o7z, HIHEHEL AL THD
25 mg 3M TAF| OG- Zfklsi 25 Z & T, TTRIEE DK T2 Month 18 £ THif: L. &LV E
BIER K BB ORIFICEE 2R 7 4 v RRRD bz,

ZH)T 5 & HELIOS-A RERDO T — Z X, KA GIZE D TTR 34252 LT, hATTR 7 2
BA F—YRAIEET D=2 —m A F—REE L, =a2—a " F—OEITIH ILENRD &
AL, hAATTR 7 I m A R—3 ZBF D QoL K OB TIREEDUGEIC DR 5 Z L AR LTS, T
O DRFIRIINR T ¢ ME, DWW HREBHEIEE, TIR Bo AR KO TR bz, £
7=. Month 18 OfE 51X, Month 9 @ FEMHTREE & —E L T,

Alnylam Japan #R=Ua3 4k confidential 8



1.8 IfE () TRV TUF YDA
HELIOS-A &R T, ARANDORY =2 —a XF—2HFTHhATTR T I v A R— R EH 7
(RHIBEA B, NFTTURE3H)) NEEN, £72. APOLLO BR C7 7R 2 &5 S iz HARA

B 9 BIZRATICE DTz, ARFIFED B ARNBE TRD LA RIL, BEREMORERE —

BLTWe, F72, RAIBEO BARANEE TRD B TTRBE OO ZRE T LUK N ORREL,

BEEMOAFFETOREL B LT\,

Ak

HELIOS-A B2 Ci, 18 » Ao GHIcH AT, 12241 (BARN 4 B2 ETe) Mk 194 » H
WORAEEZZ T, 2055 118 i3 18 » AMILL Lok 5258 T Lz, SAREUREEHIHITA) 191.3
MNETH Y | ARMISIE O A0 BEE SN TMO TR CEBIUSER 110 L ) ROEHEE (BE
AEEE 1/100 A | 1/10 oK) (ZHBLT 2RWEHZRFET 272D+ RIRENK CThH D L E2 bR
el

AHFEG-DORY) =2 —a/F—%2H925 hATTR 7 2 1A K—T AL ABE 122 o 5 5 29 f)
(23.8%) (CRIERS @G Sz, ERBIERIZ. B4 I Al (86, 6.6%) . TESHENLGR
(441, 33%) . K747 A4 Bl 25%) . L 26, 1.6%) . WLARE 24, 1.6%) .
W 2B, 1.6%) KOKRVERE 261, 1.6%) 7L Tholz, ARAIBETIE 2 FIOLL AL S
NTED, WIS IR EEMIC X0 /RBRIE & RRBRZR L Ll &Sz, 2R8I, KRR %
T a7 7 A VEIFRFRETH Y . TX_TOANDFGFZRER =2 T 1 v ORBERHE (FF
i, YRR, AFE, RE, B TREOFEEET I oA RRY =a—aF—27—) ThEBirh
—H LTz, ARNEETRD LNIAROREEORFKRIT, 2FEMTRED LNIERE—E
LTz,

T D & MRIAWIRBIEIRICR T 2 A#IC b D R ERA_R T ¢ v MR OFFE ARl e et
7 ANAPRINTEZED, R ma—aR_F—5HT5hATTR 7 I 2 A4 F— 3 AR
ELTCDORAIRNRT 4 v b U R7PEMT BT,

INOORERIZESE, TR AFA LFUVBRIFEET Iu A FRY =a—aF— | 235
XTI E L CRRE LT,

Alnylam Japan #R=Ua3 4k confidential 9



1.8 WA E (5 ThUTILFRI UL
183 RZERUVAE (B) RUZDORTERL

1.8.3.1 RERUVAE ()
WHE. RAZIZZT MY Z 8 LT25mg & 3 % A1 TR 5,

1.8.3.2 FRER VHAEDE TR

Fifoe) 72 TTR BIER T A0 ER S, BEROE—2 « b7 7EEDRR/NR L 72 2 KF O
MEXOEGHE (25mgq3M) ZiER Lz, HER OBRGHEE ORI L T, APOLLO #ERdD
NRFVTUREFRED TTRIBEIKRT L, Z2O/EE L CAREORKMAENEEL b bTHE L
CAVERE LT,

AROFE LT A OB, EFEHIRE 2 x5 & L725 | /iR Toh 5 ALN-TTRSC02-001 7
B (001 #R) MOKRY =a2—a A "F—%2HFTHhATTR 7 I v F—V RBEFEEZXIGE LEE N

FHFER Cd 5 HELIOS-A BRI L » THEA T bz,

AP HIZ L D TTR T (001 35%)

001 Gk TAH 2 4% 55 L7 RERRHIRA 60 D7 — & Tik, AH| 5~300 mg & H[EIE TG L7z &
EOMER TTRIBEDN—ZF A4 D DORKIKTHE (FAKE) OFRAEIT 54%~98% TH v |
TTRIBEOK FITHEKRFNTHD Z e RSN, AFlEZ 25mg UL EOHETER G L&D
TTR B DK FiZ, APOLLO RERD/XF > T U HETH LI TTRIBEDIKT (81%) & [RFRE X
I ERo> T e, AFI25mg ZHRIEG Lz &0 — 7B TTRIBEK TR (hRfE) 1283%Th
V. TTRIEE DK Fidfck THRE% 90 AR L. 20k, TTRIEEIIHESCEE L., 20
R RO — X 2S5 & . AHKI25mg O q3M 513 F 2T U LRFRED TTRIBEK T2
EHLTERGLIALTHLEBEX, B N AR CEICIHMET 25 2 & 3@y Th 5 &l Lz,

Beh LA OBRPUCHW R EIE S ENFET AR I alb—va v

TR BRE T AR 25 mg Z B[ G- L7z L 20 b T 7HE ($ 590 A#%) TTRIBEIK IR (P
) X, PKIPD E7 /A5 785% & FRIS 7z, A 25 mg 4 q3M THAEK G- L7z & & DEFIKRE
TO M7 7ETTR EBEK TR (hRfE) (X86.2%% FHIS4L, APOLLO RERD/$F v T U HECELH
Si72 Month 9 %X TOf Month 18 @ | 7 7 TTR JREEK T (P Jufl 81%) L RRRE Th o7z,
7oy YR alb—a UORER, ARFIBGRO TTR K FHI1X, Week 12 £31T T APOLLO 5B D
NRFTT UHEO TTR BT R L FREIZEL, Month 6 £ TITIZZTEHFIREBISET 5 2 LAVRS
N7z, L7z ->7T, PKIPD ET/UZHEESE, AAI25mgq3M & 512k > CTHR G5/ (3 » AR T
TTRIBEDIK FAFET 2 & Tll& iz, ZiuE, APOLLO #BR T35 7 > 0.3 mglkg 3w ¢
HTBR SN TIRBERT Y2 7 7 A L EEBPL TS,

EEHERES 1LY A O
{KE 36, 65 &% (N 110 kg (APOLLO 55k COMREDOR/IME, YA O KIE) DA% NI AR %
EEHARE25mMg TEM KL L2 ZI2TPRIESND TTRIBEOR—ZAT7 A4 U LDIKRTEO T v~

Alnylam Japan #R=Ua3 4k confidential 10



1.8 Wi CE () TRUTTSF Y T
7AE, RERTEELTEBY ., JREHEOERED AR U CARA|OE E & 25 mg g3M #5- 1
CAUNREYTH D Z LR ENT,

SAE P K 5 FEGEAY 72 TTR JRIEAK F O fifesR

HELIOS-A #BR CHLAI & 417= Month 9 @ k7 Z7HE TTR BN T3 (Fofi) 132 848%THY . E
TG TR L7 AHK] 25 mg q3M 5K TTR K TR (86.2%) & —BE LT\, F7=, KA
25 mg g3M #5012 L 0 FRgirY 72 TTRIREE DR T A A B, EOFREEIE HELIOS-A BBR D/ RF 7
B (FEIEKGTHRRE) M OVAPOLLO iR D /RF T U BEL [FRRE (81%) ThoT-, THIKETOE —
7R TTR BN TR, N7 7R TTR BBEK TR L OWEEEY TTR BEMK N (FRyf) 1L, AA
BECENLHIL 86.5%, 84.8% K TN83.6% TH-7=DIZKkL, /XF T UEETIXZNZI 86.5%,
79.7%} 1 80.1% Th o 7=, TTRIEEIK FIIAFBEL RXTF LI U HTRBETHST2bDD, B—

-%?7%%iﬁfy?yﬁ(mﬁm%)&mﬁbfﬁﬁﬁ(mqn%)fmé#oko

AR ZAr Uiz TTRIBEEOIK FIZfEV, BRIRBVFEAGEE H T % mNIS+7 K Uf Norfolk QoL-DN A =
7&77?TH(NDHOA%)twﬂfﬁi&&%# WD HAL, AFIOHERERE LU A ThH D
25mg g3M 52 LD TTR A L, =2 —m "F—ORBIER LD QoL 2AET 5 Z L3RS
i,

Fio, KRE, T, AFE, EERL MR BE SIS OBHEIERETE | BRI O ITHEEEREE
TTR WERZLEAIOMERE, AROREIHE (AT e P TENR2EEM &
V7 gV R o) e EOWIRPEER K OSMEPEZERIE, AAID PK L PD IZERD & % 5%
EMIESTenol=Z Enb, HERG LA THDEEHE25mg @ q3M # 5 1X hATTR 7 I &
A R=VABEOTRXRTOV T 7 NA—T1Zx L CHYITHD Z EnnS i,

BAET D L. 001 5B M OV HELIOS-A 5B, I ONZakER 2 RS L 7= REEE] PK figtr, REEEMH]
PK/PD f#fir e OVRIBHEITET U VT OFERD D, TXTOH T 7 —7" (NFE, 4, MRl &
H, B ST AR ORERR G LY A (25 mg q3M 5 OIS PERESM T bz, R
Joa—aR_XF—2FFT5FT_RTONATTIR 7 I 04 R—Y ZBEFEITBNT, Z0REL VAT
L VEEEIIRE T 4 v PROFFRARER L& T 0 7 7 A A ELN, WTFhOY T 7 r—7Th
AEFFHIIAELEEZ bND,

001 & (HAN 12 ffil) K TOVHELIOS-A &R (HAN 461 OHRAIEGT —& 2 FHW TR L
ToRE R, BARAGEERE & IE B AR AR TAAID PK 3L LTz, £72. HELIOS-A B CTD
PD K OERRMIAZMMES . BARNEF LIEAARNBE THELEL TWe, Lo T, REIOHEREE 5.
LYAY (25mg@dM #5) 13, RY =2—a"F—2HFFT5HEANNATTIR 7 S 04 R— 2HBE
IR LCHEITH D B2 LD,

PLEDOFERICHES & AFIOREROHEX, @, RAIZIEZZ7 )7L 1LT25mg % 3
AlIZ1EZ TGS 5, | ERELE,

Alnylam Japan #=2#: confidential 11



1.8 Wi CE ()

TRV FF R T A

1.84 {FARALDOIE

Sheet) ZlsE 2. AFIOHRASCEIC

(B) RUZENLDERTERN
BEPR R ERE . FERGIR B O R, AFIDETT —
B DHEH EOEEEE

Z
XE LT,

(CCDS: Company Core Data

ITICHEM EOERE (R) MU OBERNLEZ R,

FREDOEE (R)

AR EARHL

2. B2 (ROBHEIZIFRE LW &)
ARAEN DRk L EE 7 BUE OB ERR O & 5
BE

EISLO— 72 FERE E L TERE LT,
AN D %32 % UISBUE O BEERE N & 5 B3
EE VXA DO RRIRFRBR DX E ) LRI ST
77

5. e XIIE R BIE T 2D IEE
AFNOEA DT> T, BHOTA KT A
EHBL, NI AT A LFURMERET I m
A RRY =2 —a XF—0OBWNIHEEL TS
ZLEMERTD L,

AENTTTIRIC K » THAIr 2o # 1 7
DT I A F—3 Ak DG &
e, KEIOBRAIZY 72> TiEX, F T A
A VFURZEGEET S a4 R =a—n
RF =L BB ENTHHBREITH L THRES
DX OFHE LT,

7. HEL O RIZEES 5 R
AHNDEGINTENGENT-SEIE, AR R
DRI E 2TV, PR, ZToREEEA
EL. 3 AMRTREGT D Z L,

AELOCHEICED EFEEFHEE LT, &5
DENT-HEIZBE L, AAHlD CCDS [2# D%
PRIE LT,

8. B IARNTEE

8.1 AFNX, MmigH ~Z7 A4 LF v (TTR)
ARG RO EEDH LIk, miEPE
ZIVADRDEHRS ZENDL, EXIVARE
fifaT o Lo ICBEICRET 22 &, k. 1
HHESE A B340 2500 1U ©TH 0, HESEFHEAE
ZTHifa L2 &, [121 ] £/, v©¥
SUVADRZIZEY BRER (B KE) ED
BETHBENNOLHTOEETDH L,

MiEHF TTRIZVF /) — LG 2 7o
ETHY, MP~DEZ I Atk zedEd
5o EMEFEH I A OB ITIAFI DI
BERELTHBNTVD,
EXIVADOKRZIZEY BRER (B &
H) EDRRUATLIBENNHDHZ ERMLN
TWhies, EELEARWER & LT
77

2B, BERRBR (HELIOS-A #BR) <Tix, &
FIZ1 DY OWRERFEOE I A%
fifaT o2 LR, MEFEZ I ARED

E L

K FICERT 5, ROAEFRICEIT DK
HZ B S D AR AR D BTV 7R
AN
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1.8 Wi CE ()

TRV FF R T A

ERLEOEE (B

BRERHL

82 NI U AYA LFURGHMT I A KR
= a—aR_XF—E& L, DIESZEDERE
D 2 EmB, ARAIE ORFEBIRIZH ST
X720, DIERESEE N W STV DD

T, AREEGHITEMICLERERE (OE

B, Lxa—%) #175%, BEOREL 45
BT 52 L,

BFONTWDERIRT — & B IIARHK & DRIF
BAGRIIHEST ST VRN, [EIRR A [R S5 IR
AR S O EE D il PR AR |2 36\ CHL g B i 48
DESNTND Z EnD, ARG HIZIX
EHNDERBR S 21T 5 B OEE B 4
RE LTz,

9. FEDHE RAAT HBEICHET HEER

9.1 &OHE - BEfFESED & 5 B

9.1.1 kit Db

R Att: D B 2 5k G & LT B BRI 50 L
TR,

FRAE R DEE 2 x5 & U= BRR BRI 506
LTCWARWE, [FEEMET H7-OICREL
7=,

9.2 BHnekEERHE

FHE OB HEREREEBE K ORI R 2B 24
G & LT BRIRRBRI LIS LTy, [16.6.1
Z ]

AHNOEGRERER 2 33\ CHEE OB R E A
H R ORI AERE IR SN2, 1
B9 5 7= OICRE Lz,

9.3 IFHERERE EHRE
HR AR N OV D IR RERSE B R A k5 & LTz
BEPREER LS50 L TRy, [16.6.2 SRR

AFN O EG IR RBR 2 30 T4 BE K& OVEE FE O AT
FERERR B 1R SN2 720, EEME T
DI OITRE LT,

9.4 AR /I DH

IR ATRE 72 2o PRI R LTI, AR G- OV
HA&T % — E IR s O e 1R A 1T D K9
R4 2528, [95 ]

AAFHIIMEPE X I AREZK T S8
%o FHAOMET E4 I v A REOIK T
FICRIETHBEIAATHD Z Eb, B
DREEMEZER LT, EEMRET 5720105
E L7z,

9.5 b

I XA THEHR LT 2 ATREME O & 5 2otk T %
HLRWZ EREFE LV, fHEOMmIEFS TTR X
FMIEF E X X AREOK F AR KIZT
WEIIAHATH D, HIRZ v NEHWER - R
IRRAERBRIZHB\W T, 30 mg/kg THREEIM O K E
T O/ SUT AR BB DN B B~ D E{E
M. Fio. RERROERZMHEREOHEINA
WO BT, 10mg/kg UL ETRIEAEICAER
BomAzbNTZ, [94 2]

AR HIIMBEFEX I AREZK TS
D0, I CORFB G 57 — #1378
<HHEOMEF TTR XiTiiEH 4 I v AR
AR T BRI RIETHEIAATH S,

FERRARTER T, ABENRO b= Z &
b, BEOLREWAZEFEL T, EEMWET S
T DITERE LT,

Alnylam Japan #E2 4k
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1.8 Wi CE ()

TRV FF R T A

ERLEOEE (B

BRERHL

9.6 b

16R EOATEMER OREFLRE DA IR Z B
L. &ALOMkSUIPIE 2R 5 2 &,

AHOe SR F~OBIT, ALK S
Iz

W ROFITELEICH T 2B 57

— 2 3B LN TV W, BEOLEMEEE
BL T, [EEMEET A DICHRE LT,

9.7 /NIRE

hATTR 7 2 12 A R—> A3 EIZR N TRIET

INREEZ kG & U TR REABR 1T 5 i L CTuh7p LT, NREGR E LIz BRARER O I hii

[ WHEETdH L Z b, AFIOERKRBRIZ W
C 18 I A O F A M OVINEI B9~ 2 FI A vl e
RERRIIELN TR LT, EEMREST 5720
IZRRE LT,

11. EHEH [E B ILF B IARRER O 18 » H B O ARAKIRE

WROBWERNRH Hboid Z ENHDHDT, BlE
ATV BENRD bR EIIIRS
IR 272 EEIARAE AT O 2 L,

11.2 = DO oEITEH

3%l L 1~3%Ah | BEEE R
AR R K747 A
SR
B THIERE
—f% - Al | EREALRE | R
fEERS L KAy ML
Eitd=R A
R X AR
2
R R B v
L OEGH VU e
R
I KO (FEI%
[l W, R
HARPERLLE]
I PR )

BT 1%LLE Q@ FILA L) IZFBL L7z E 7R
TER Z5e# L=,

KD CCDS 2 BEIZ, AAIFED 5%LL Tt
HI, OTTRARFEE LT 3%LL E&
VBEEE TR LG EFEFLRITOVWT, AHE
(I RIRHE T D BRI R O I L, BEE
REE LCRidk L7z,

12. BRIRARATRS R BT 5o

12.1 AFIOEREFIZ LY. iEFoO LT/ —
WG R EROE X 2 ABEDT 5,
EXIVAEZEBRLTCHLMETE X I ARE
R T 528, REBHFICEY BX I A
LA~ OIY AL BAEL 9 DO T, MiFH
EX I ADREMEELEICESY I ABTE
BEETLRWZ L, [8.1BH]

AHF|D CCDS #2E % E LTz,

Alnylam Japan #E2 4k
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1.8 Wi CE ()

TRV FF R T A

ERLEOEE (B

BRERHL

12.2 AHFNOVEAFFIZ LY . iEh YA a¥
VDT A ERD D,

BEARMER IC W TIE T A nd 07—
2o THanb oo, Yz fvicdE
B IHIRARIC 55 T, £ 2% o
DIV NRFRBDENTEY . BREHIC LD 3
BT DA BEMER B E TERWORIE LT,

4. W ForE
14.1 FFPFEHGRTOEE
14.1.1 HBUZ BT 2380725 % TRIRIZ (D,

ORI T- V388 LT AITi, AL
&w:koﬁ%\ﬁﬂi\ﬁé~ﬁéﬁﬁﬁﬁ
}Z)o

14.1.2 WERAE L2 ) oo, R s
FIZANTZF FEANTH 30 oEHGE L T=RIRIS
)5 B

AEIPEIN G S D & ORE LT,

14.2 FEHI|F G- DR

14.2.1

TGO, IEES, KBRS ST EReE & 42 2
o [Al—TAL~D Y K LB 58T, &5
WG EEZ D L,

14.2.2 F2JE NI 72T, S ICERE D& 55

i (. F&B. AR, BEREE) | i&%t&w
zk,

1423 AANT 1 EERAORACTHY | 1EICEE
A LR L2 &y IS A
SNDID, HELIRNT &,

AEIPEIN G S D & ORE LT,
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1.9 —RAYA FRICER D S0 TRV F T MU A

I I 3 Y R =TSRSS 2
L R 1 N T 2
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1.9 —RAYAFRICER D S TRV FF R T A

1.9 —RHEMICHRINE

1.9.1 JAN
AR 24F 11 A 9 AASFEASETRSE 1109 25 7 51 LV @E ST,
— AR (AAL) 7RSI F FU DA
— 4R (J84)  : Vutrisiran Sodium

Alnylam Japan #R=Ua3 4k confidential 2



HASEE I 1109 80 7 5
ASF 24 11 A 9 H

FHEMREAETER (R) & &

JEA TR A - AR R AR L AR PR R
( N Ffl ) S )

= H 5 O — R FRZ DN T

WS OW T, TEERG O —REAFROBER NI HOWT (EAL 18 4£3 A 31 A
RRE 0331001 SEAFEE EHRE L FHEER) IFICLVROF->TNDHEZAT
T A, BAEICB T DEHELO AL FR (BLT TJAN) &0v9,) 12D\ T, #
SZBRO E BV EDT-OT, MTHO E, &% FERESITE MG LA L HEE
JFEVNE T,

(Z0R)

[HAREIK L — LT — % ~X— Z | https://jpdb. nihs. go. jp/jan/Defaul t. aspx

BIIROIEHRD 5> B, JAN USNOEFT OERIL, Si%T —F X—ZADIFHR TXHIET 5
ZEELTVET,)




Bex& 5 301-5-B9
JAN (EA%) 7R VYT F U DA
JAN (2% 4) : Vutrisiran Sodium

(3'-5") Um=Gm=Gm-Gm-Am-Um- U -Um- C - A - U -Gm-Um-Am-Am-Cm-Cm-Amn-Am-Gm-Am-R’

(5'-3") Cm=Um=Am-Cm-Cm-Cm-Um- A -Am- A -Gm-Um-Am-Cm- A -Un-Un- G -Gm-Um-Um= C =Um

X: 2'-deoxy-2'-fluoronucleotide O\\ /O_ O\\ /S_
Xm: 2'-O-methylnucleotide /P\ /P\

O

H
R = o N R?
R? R?
*FVIAXY LA TF RBIDY VEEOBRIRT

R? = —CH; A

NH HN

O o

Cs30He72F9N171Nas30323P43Se

43Na*

TRV FUFRYTAE, FTUAFALFL (TTR) 25T % siRNA FHEAKDOF Y 7 LETHY,
T AEHD 3 RERIC GalNAC D 3 AEEHE SRS LT\ 5. siRNA 501, {bHEfi S iz 21 D X 7
LA F REENG A2 ZAE K OMEREMI ST 23 HOX 7 LAF REEN SR AT o F & ZA8EMN

DL SID 2AKHA ) X7 LAF FTHD.

Vutrisiran Sodium is a sodium salt of an siRNA derivative targeting transthyretin (TTR) covalently linked to a

triantennary GalNAc3 complex at the 3° end of the sense strand. The siRNA moiety is composed of a duplex

oligonucleotide of sense strand consisting of chemically modified 21 nucleotide residues and antisense strand

consisting of chemically modified 23 nucleotide residues each.
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all-P-ambo-2'-0- A F)V-P-FF 7 U 2V JL-(3=5)-2"-0- A F)L-P-F 47T =V JL-
(3'=5)-2-0-A F T T = U JLo(3'-5)-2-0- A F /L7 T =V )L-(3'-5)-2-0- £ F /)L
T T =Y -(355)2-0-AF L7 ) DY (352 F A X 2Tt Y
U -(3'—=5Y-2-0-2A F L7 U PV JLo(3=5)2-F 4% 2-7 A n s F Y -
B=5)2-TAF2-TNArT T =Y N-(35)2-T A X 2Tty )Y
U -(3'—55-2-0- 2 FIL 7T = U JLo(3'-5)-2-0- 2 F /L7 U 2V jL-(3'-5")-2'-0-
AFNT T =V -(3'-5)-2-0-A F VT T =V L-(3'=5)-2-0-A F /LT F T -
(3'=5-2-0-A F LT F VU JL(3'55)-2-0- A F /LT T =V L-(3'-5)-2-0- £ F /)L
TF =Y o(355)-2-0- A F LT T = U b-(3'55")-2-0- A F/L-3-T F = )Lk 3
[(2S,4R)-1-{1-[2-7E N7 X R2-TAFXT-B-D-HZ7 7 hET /LA F -
16,16-EA({3-[(3-{5-[2- 7 F T X R2-TAFTBD-HZ7 7 hET /L )4F
R FUT IR R )T R 13-4 R Y T ER U} AFL)511,18- U A
X V-14-4F%-6,10,17- 8 U 7Y Fat 294 A L4 Rerdier ) oo
2-A VA TF L&
all-P-ambo-2"-O- A F)LV-P-FH 7 ) 2 VU )b-(3'-5)-2-T A4 F v -2-7 LA 1 -P-F 4
TF VY N-(3'55)2-0- A F LT U DY Jo(3'—5N-2-0- A F L7 U DU L-
(3'=5N)-2-0-A F NI T =Y (3 =5)2-T A F 2-7 A ua /7 =1 -
(3'=5)-2-0-A F LT U DU L(3'—5)2-0-A F /L7 U 2V -(3'—5)2-F A F
27 A a T T = -(3'5)-2-0- A F LT VU -(3'55)2-0-2A F LT T =
U b-(3'—5-2-0- A F L7 U PV JLo(3'—5)-2-0- A F )L 7T = U b-(3'-5)-2'-F
FX T2 TNAaT T =Y (3'55)2-0-A F VT T = U -(35)-2-T A% v
2-TNFA BT T =Y -(3'55)2-0-A F LT Y Y L-(3'55)2-0- A F LT
U ~(3'—>5"-2-0- 2 F L F VU JLo(3'—55)-2-0- A F /L2 F 2V 1-(3'—-5")-2'-0-
AFNP-FHTT =Y -(3—-5Y)2-0-2A F/L-P-FH4 7 U TV )L-(3—5)-2-0- A F
NTFTOZEHE W=7 ) UL

GIEar s WAV ol NUR VNN
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{ (35) Um=Gm=Gn-Gn-Am-Un- U -Um- C - & - U ~Gm-Unm-An-Am-Cm-Cn-Am-Amn-Gm-An-R"
43Na*

(5-3') Cm=Um=Am-Cm-Cm-Cm-Um~- A -Am- A -Gm-Um-Am-Cm- A -Um-Um- G -Gm-Um-Um= C =Um

%: 2'-deoxy-2'-fluoronucleotide o O o s

N/ - W/
¥m: 2'-0-methylnucleotide /P\ /P\
0]
: I 0o _N__R?
R' = 0 :
N
HO H

.0 0.
R? = —CH; m - ;‘0H
NH HN Q N
e
0 0 HiC '

BhEe - IR | NI UAYA LFURIFEHEET I un A RARY = a—a/RF—

ik - A& | @%, RACIE7T R Z 0 LT 25mg %3 5 I LR P53 5,
BIERE DT | —
RGN OE | FE: 7NV F o F M) oA
ks « o | 8K T AT R TR TFE2Smg Y Y VY YYD (05mL) T hY v
FrlLT2mgzalaET 5, )
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M ok
EULY/E: P 5 $e 58 (mglkg) Ik KIEESE R (mg/kg)
7y R Ay 500, 1000, 2000 i : 2000
nZ oy bRMLERE V72 MEZR B (TTRSCO02-GLP15-028) 1 L
A
BipkE | &5 b & Bh. piliT Ay ESyAgIT)
& | (mglkg) 24V a—/b | (mglkg)
Zv b | EF | 012,40, | 1xHic1M 120 AEFRZRL
120 13 JH[#
(4 [a])
P | EF | 0,30,100, | 1 » HIC1A 300 AEIRZL
300 13 JAEfH
(4 [a])
P&
ipfE | &G b & B 5 LT Ay F 7T AL
& | (mglkg) 22—/ | (mglkg)
7w M| EF | 01550 | 1xAHIZ1MH 150 AEIRZL
150 6 » AlH
(8 [A])
P | BF | 0,30,100, | 1 HIZ 1A 300 AEFRRL
300 9 % HM
(11 [a])
RIlVE M RITERRELR (RRRMAER R 2 5Te)  29/122=23.8%
BIVER OFEE Ik~
BX I AR 8
TESHERAL B 4
RZ7A47A4 3
RIS, 2
HIEAR R 2
W7 2
AAY PV 2
Eayan Alnylam Japan #£= (&t
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