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1.2 XERITXEORERXEUVR

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed
to use ONPATTRO™ safely and effectively. See full
prescribing information for ONPATTRO.

ONPATTRO (patisiran) lipid complex injection, for
intravenous use
Initial U.S. Approval: 2018

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

------------------ DOSAGE AND
ADMINISTRATION--------=-ommmeem

e For patients weighing less than 100 kg, the recommended
dosage is 0.3 mg/kg every 3 weeks by intravenous infusion.
For patients weighing 100 kg or more, the recommended
dosage is 30 mg (2.1)

e Premedicate with a corticosteroid, acetaminophen, and
antihistamines (2.2)

o Filter and dilute prior to administration (2.3)

o Infuse over approximately 80 minutes (2.4)

----------------- DOSAGE FORMS AND
STRENGTHS---------r---
Lipid Complex Injection: 10 mg/5 mL (2 mg/mL) in a
single-dose vial (3)

None (4)

------------------- WARNINGS AND
PRECAUTIONS---------=-==-=---

o Infusion-related reactions: Monitor for signs and symptoms
during infusion. Slow or interrupt the infusion if clinically
indicated. Discontinue the infusion if a serious or
life-threatening infusion-related reaction occurs (5.1)

o 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 (5.2)

ADVERSE

REACTIONS
The most frequently reported adverse reactions (that occurred in
at least 10% of ONPATTRO-treated patients and at least 3% more
frequently than on placebo) were upper respiratory tract infections
and infusion-related reactions (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: 8/2018

FULL PRESCRIBING INFORMATION:
CONTENTS*

1 INDICATIONS AND USAGE

2 DOSAGE AND ADMINISTRATION
2.1 Dosing Information
2.2 Required Premedication

2.3 Preparation Instructions
2.4 Infusion Instructions

3 DOSAGE FORMS AND STRENGTHS

4 CONTRAINDICATIONS

5 WARNINGS AND PRECAUTIONS
5.1 Infusion-Related Reactions

5.2 Reduced Serum Vitamin A Levels and
Supplementation

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

6.2 Immunogenicity

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

8.2 Lactation

8.4 Pediatric Use
8.5 Geriatric Use
8.6 Hepatic Impairment
8.7 Renal Impairment
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied
16.2 Storage and Handling
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescribing information
are not listed
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

ONPATTRO is indicated for the treatment of the polyneuropathy of hereditary transthyretin-mediated
amyloidosis in adults.

2 DOSAGE AND ADMINISTRATION

2.1 Dosing Information

ONPATTRO should be administered by a healthcare professional.

ONPATTRO is administered via intravenous (1V) infusion. Dosing is based on actual body weight.
For patients weighing less than 100 kg, the recommended dosage is 0.3 mg/kg once every 3 weeks.
For patients weighing 100 kg or more, the recommended dosage is 30 mg once every 3 weeks.
Missed Dose

If a dose is missed, administer ONPATTRO as soon as possible.

o If ONPATTRO is administered within 3 days of the missed dose, continue dosing according to the
patient’s original schedule.

o If ONPATTRO is administered more than 3 days after the missed dose, continue dosing every 3
weeks thereafter.

2.2 Required Premedication

All patients should receive premedication prior to ONPATTRO administration to reduce the risk of
infusion-related reactions (IRRs) [see Warnings and Precautions (5.1)]. Each of the following
premedications should be given on the day of ONPATTRO infusion at least 60 minutes prior to the start of
infusion:
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Intravenous corticosteroid (e.g., dexamethasone 10 mg, or equivalent)
Oral acetaminophen (500 mg)
Intravenous H1 blocker (e.g., diphenhydramine 50 mg, or equivalent)

Intravenous H2 blocker (e.g., ranitidine 50 mg, or equivalent)

For premedications not available or not tolerated intravenously, equivalents may be administered orally.

For patients who are tolerating their ONPATTRO infusions but experiencing adverse reactions related to the

corticosteroid premedication, the corticosteroid may be reduced by 2.5 mg increments to a minimum dose of

5 mg of dexamethasone (intravenous), or equivalent.

Some patients may require additional or higher doses of one or more of the premedications to reduce the risk

of IRRs [see Warnings and Precautions (5.1)].

2.3 Preparation Instructions

ONPATTRO must be filtered and diluted prior to intravenous infusion. The diluted solution for infusion

should be prepared by a healthcare professional using aseptic technique as follows:

Remove ONPATTRO from the refrigerator and allow to warm to room temperature. Do not shake or
vortex.

Inspect visually for particulate matter and discoloration. Do not use if discoloration or foreign
particles are present. ONPATTRO is a white to off-white, opalescent, homogeneous solution. A
white to off-white coating may be observed on the inner surface of the vial, typically at the
liquid-headspace interface. Product quality is not impacted by presence of the white to off-white
coating.

Calculate the required dose of ONPATTRO based on the recommended weight-based dosage [see
Dosage and Administration (2.1)].

Withdraw the entire contents of one or more vials into a single sterile syringe.

Filter ONPATTRO through a sterile 0.45 micron polyethersulfone (PES) syringe filter into a sterile
container.
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o Withdraw the required volume of filtered ONPATTRO from the sterile container using a sterile
syringe.

o Dilute the required volume of filtered ONPATTRO into an infusion bag containing 0.9% Sodium
Chloride Injection, USP for a total volume of 200 mL. Use infusion bags that are
di(2-ethylhexyl)phthalate-free (DEHP-free).

e Gently invert the bag to mix the solution. Do not shake. Do not mix or dilute with other drugs.
o Discard any unused portion of ONPATTRO.

o ONPATTRO does not contain preservatives. The diluted solution should be administered
immediately after preparation. If not used immediately, store in the infusion bag at room
temperature (up to 30°C [86°F]) for up to 16 hours (including infusion time). Do not freeze.

2.4 Infusion Instructions

e Use a dedicated line with an infusion set containing a 1.2 micron polyethersulfone (PES) in-line
infusion filter. Use infusion sets and lines that are DEHP-free.

o Infuse the diluted solution of ONPATTRO intravenously, via an ambulatory infusion pump, over
approximately 80 minutes, at an initial infusion rate of approximately 1 mL/min for the first 15
minutes, then increase to approximately 3 mL/min for the remainder of the infusion. The duration of
infusion may be extended in the event of an IRR [see Warnings and Precautions (5.1)].

e Administer only through a free-flowing venous access line. Monitor the infusion site for possible
infiltration during drug administration. Suspected extravasation should be managed according to
local standard practice for non-vesicants.

o Observe the patient during the infusion and, if clinically indicated, following the infusion [see
Warnings and Precautions (5.1)].

o After completion of the infusion, flush the intravenous administration set with 0.9% Sodium
Chloride Injection, USP to ensure that all ONPATTRO has been administered.
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3 DOSAGE FORMS AND STRENGTHS

Lipid Complex Injection: 10 mg/5 mL (2 mg/mL) white to off-white, opalescent, homogeneous solution in a
single-dose vial.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Infusion-Related Reactions

Infusion-related reactions (IRRs) have been observed in patients treated with ONPATTRO. In clinical
studies, all patients received premedication with a corticosteroid, acetaminophen, and antihistamines (H1
and H2 blockers) to reduce the risk of IRRs. In a controlled clinical study, 19% of ONPATTRO-treated
patients experienced IRRs, compared to 9% of placebo-treated patients. Among ONPATTRO-treated
patients who experienced an IRR, 79% experienced the first IRR within the first 2 infusions. The frequency
of IRRs decreased over time. IRRs led to infusion interruption in 5% of patients. IRRs resulted in permanent
discontinuation of ONPATTRO in less than 1% of patients in clinical studies. Across clinical studies, the
most common symptoms (reported in greater than 2% of patients) of IRRs with ONPATTRO were flushing,
back pain, nausea, abdominal pain, dyspnea, and headache [see Adverse Reactions (6.1)]. One patient in the
ONPATTRO expanded access program had a severe adverse reaction of hypotension and syncope during an
ONPATTRO infusion.

Patients should receive premedications on the day of ONPATTRO infusion, at least 60 minutes prior to the
start of infusion [see Dosage and Administration (2.2)]. Monitor patients during the infusion for signs and
symptoms of IRRs. If an IRR occurs, consider slowing or interrupting the ONPATTRO infusion and
instituting medical management (e.g., corticosteroids or other symptomatic treatment), as clinically
indicated. If the infusion is interrupted, consider resuming at a slower infusion rate only if symptoms have
resolved. In the case of a serious or life-threatening IRR, the infusion should be discontinued and not
resumed.

Some patients who experience IRRs may benefit from a slower infusion rate or additional or higher doses of
one or more of the premedications with subsequent infusions to reduce the risk of IRRs [see Dosage and
Administration (2.2)].
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5.2 Reduced Serum Vitamin A Levels and Recommended Supplementation

ONPATTRO treatment leads to a decrease in serum vitamin A levels. Supplementation at the recommended
daily allowance of vitamin A is advised for patients taking ONPATTRO. 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 ONPATTRO, 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 described elsewhere in the labeling:

o Infusion-Related Reactions [see Warnings and Precautions (5.1)]

6.1 Clinical Trials Experience

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

A total of 224 patients with polyneuropathy caused by hereditary transthyretin-mediated amyloidosis
(hATTR amyloidosis) received ONPATTRO in the placebo-controlled and open-label clinical studies,
including 186 patients exposed for at least 1 year, 137 patients exposed for at least 2 years, and 52 patients
exposed for at least 3 years. In the placebo-controlled study, 148 patients received ONPATTRO for up to 18
months (mean exposure 17.7 months). Baseline demographic and disease characteristics were generally
similar between treatment groups. The median age of study patients was 62 years and 74% were male.
Seventy-two percent of study patients were Caucasian, 23% were Asian, 2% were Black, and 2% were
reported as other. At baseline, 46% of patients were in Stage 1 of the disease and 53% were in Stage 2.
Forty-three percent of patients had Val30Met mutations in the transthyretin gene; the remaining patients had
38 other point mutations. Sixty-two percent of ONPATTRO-treated patients had non-Val30Met mutations,
compared to 48% of the placebo-treated patients.

Upper respiratory tract infections and infusion-related reactions were the most common adverse reactions.
One patient (0.7%) discontinued ONPATTRO because of an infusion-related reaction.
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Table 1 lists the adverse reactions that occurred in at least 5% of patients in the ONPATTRO-treated group
and that occurred at least 3% more frequently than in the placebo-treated group in the randomized controlled
clinical trial.

Table 1: Adverse Reactions from the Placebo-Controlled Trial that Occurred in at Least 5%
of ONPATTRO-treated Patients and at Least 3% More Frequently than in Placebo-treated
Patients

ONPATTRO Placebo
Adverse Reaction N=148 N=77

% %
Upper respiratory tract infections ? 29 21
Infusion-related reaction 19 9
Dyspepsia 8 4
Dyspnea © ¢ 8 0
Muscle spasms ° 8 1
Arthralgia 7 0
Erythema ° 7 3
Bronchitis © 7 3
Vertigo 5 1

a Includes nasopharyngitis, upper respiratory tract infection, respiratory tract infection, pharyngitis, rhinitis, sinusitis, viral upper

respiratory tract infection, upper respiratory tract congestion.

®Infusion-related reaction symptoms include, but are not limited to: arthralgia or pain (including back, neck, or
musculoskeletal pain), flushing (including erythema of face or skin warm), nausea, abdominal pain, dyspnea
or cough,

chest discomfort or chest pain, headache, rash, chills, dizziness, fatigue, increased heart rate or palpitations,
hypotension, hypertension, facial edema.

°Not part of an infusion-related reaction.

% Includes dyspnea and exertional dyspnea.

¢ Includes bronchitis, bronchiolitis, bronchitis viral, lower respiratory tract infection, lung infection.

Four serious adverse reactions of atrioventricular (AV) heart block (2.7%) occurred in ONPATTRO-treated
patients, including 3 cases of complete AV block. No serious adverse reactions of AV block were reported in
placebo-treated patients.
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Ocular adverse reactions that occurred in 5% or less of ONPATTRO-treated patients in the controlled

clinical trial, but in at least 2% of ONPATTRO-treated patients, and more frequently than on placebo,
include dry eye (5% vs. 3%), blurred vision (3% vs. 1%), and vitreous floaters (2% vs. 1%).

Extravasation was observed in less than 0.5% of infusions in clinical studies, including cases that were
reported as serious. Signs and symptoms included phlebitis or thrombophlebitis, infusion or injection site
swelling, dermatitis (subcutaneous inflammation), cellulitis, erythema or injection site redness, burning
sensation, or injection site pain.

6.2 Immunogenicity

The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay. In
addition, 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 to ONPATTRO in the studies described below with the incidence of antibodies in other studies or
to other products may be misleading.

Anti-drug antibodies to ONPATTRO were evaluated by measuring antibodies specific to PEG y0-C-DMG,
a lipid component exposed on the surface of ONPATTRO. In the placebo-controlled and open-label clinical
studies, 7 of 194 (3.6%) patients with hATTR amyloidosis developed anti-drug antibodies during treatment
with ONPATTRO. One additional patient had pre-existing anti-drug antibodies. There was no evidence of
an effect of anti-drug antibodies on clinical efficacy, safety, or the pharmacokinetic or pharmacodynamic
profiles of ONPATTRO. Although these data do not demonstrate an impact of anti-drug antibody
development on the efficacy or safety of ONPATTRO 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 ONPATTRO use in pregnant women to inform a drug-associated risk of
adverse developmental outcomes. ONPATTRO treatment leads to a decrease in serum vitamin A levels, and
vitamin A supplementation is advised for patients taking ONPATTRO. Vitamin A is essential for normal
embryofetal development; however, excessive levels of vitamin A are associated with adverse

11
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developmental effects. The effects on the fetus of a reduction in maternal serum TTR caused by

ONPATTRO and of vitamin A supplementation are unknown [see Clinical Pharmacology (12.2), Warnings
and Precautions (5.2)].

In animal studies, intravenous administration of patisiran lipid complex (patisiran-LC) to pregnant rabbits
resulted in developmental toxicity (embryofetal mortality and reduced fetal body weight) at doses that were
also associated with maternal toxicity. No adverse developmental effects were observed when patisiran-LC
or a rodent-specific (pharmacologically active) surrogate were administered to pregnant rats (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

Intravenous administration of patisiran-LC (0, 0.15, 0.50, or 1.5 mg/kg) or a rodent-specific
(pharmacologically active) surrogate (1.5 mg/kg) to female rats every week for two weeks prior to mating
and continuing throughout organogenesis resulted in no adverse effects on fertility or embryofetal
development.

Intravenous administration of patisiran-LC (0, 0.1, 0.3, or 0.6 mg/kg) to pregnant rabbits every week during
the period of organogenesis produced no adverse effects on embryofetal development. In a separate study,
patisiran-LC (0, 0.3, 1, or 2 mg/kg), administered to pregnant rabbits every week during the period of
organogenesis, resulted in embryofetal mortality and reduced fetal body weight at the mid and high doses,
which were associated with maternal toxicity.

Intravenous administration of patisiran-LC (0, 0.15, 0.50, or 1.5 mg/kg) or a rodent-specific surrogate (1.5
mg/kg) to pregnant rats every week 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 ONPATTRO in human milk, the effects on the breastfed
infant, or the effects on milk production. The developmental and health benefits of breastfeeding should be

12
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considered along with the mother’s clinical need for ONPATTRO and any potential adverse effects on the

breastfed infant from ONPATTRO or from the underlying maternal condition.

In lactating rats, patisiran was not detected in milk; however, the lipid components (DLin-MC3-DMA and
PEG 000-C-DMG) were present in milk.

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 >65 years old [see Clinical Pharmacology (12.3)]. A total of 62
patients >65 years of age, including 9 patients >75 years of age, received ONPATTRO in the
placebo-controlled study. 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 Hepatic Impairment

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

8.7 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/1.73m?) [see Clinical Pharmacology (12.3)]. ONPATTRO has
not been studied in patients with severe renal impairment or end-stage renal disease.

11 DESCRIPTION

ONPATTRO contains patisiran, a double-stranded small interfering ribonucleic acid (SiRNA), formulated as
a lipid complex for delivery to hepatocytes. Patisiran specifically binds to a genetically conserved sequence
in the 3’ untranslated region (3’UTR) of mutant and wild-type transthyretin (TTR) messenger RNA
(MRNA).

13
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ONPATTRO is supplied as a sterile, preservative-free, white to off-white, opalescent, homogeneous
solution for intravenous infusion in a single-dose glass vial. Each 1 mL of solution contains 2 mg of patisiran
(equivalent to 2.1 mg of patisiran sodium). Each 1 mL also contains 6.2 mg cholesterol USP, 13.0 mg
(62,92,282,317)-heptatriaconta-6,9,28,31-tetraen-19-yl-4-(dimethylamino) butanoate (DLin-MC3-DMA),
3.3 mg 1,2-distearoyl-sn-glycero-3-phosphocholine (DSPC), 1.6 mg a-(3’-{[1,2-di(myristyloxy)propanoxy]
carbonylamino}propyl)-o-methoxy, polyoxyethylene (PEG,q0-C-DMG), 0.2 mg potassium phosphate
monobasic anhydrous NF, 8.8 mg sodium chloride USP, 2.3 mg sodium phosphate dibasic heptahydrate
USP, and Water for Injection USP. The pH is ~7.0.

The molecular formula of patisiran sodium is C1, Hago N1gg Nagg Oa99 P4 and the molecular weight is
14304 Da.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Patisiran is a double-stranded siRNA 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

The pharmacodynamic effects of ONPATTRO were evaluated in hATTR amyloidosis patients treated with
0.3 mg/kg ONPATTRO via intravenous infusion once every 3 weeks.

Mean serum TTR was reduced by approximately 80% within 10 to 14 days after a single dose. With repeat
dosing every 3 weeks, mean reductions of serum TTR after 9 and 18 months of treatment were 83% and 84%,
respectively. The mean maximum reduction of serum TTR over 18 months was 88%. Similar TTR
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reductions were observed regardless of TTR mutation, sex, age, or race. In a dose-ranging study, greater
TTR reduction was maintained over the dosing interval with the recommended dosing regimen of 0.3 mg/kg
every 3 weeks compared to 0.3 mg/kg every 4 weeks.

Serum TTR is a carrier of retinol binding protein, which is involved in the transport of vitamin A in the blood.
Mean reductions in serum retinol binding protein of 45% and serum vitamin A of 62% were observed over
18 months [see Warnings and Precautions (5.2)].

12.3 Pharmacokinetics

Following a single intravenous administration, systemic exposure to patisiran increases in a linear and
dose-proportional manner over the range of 0.01 to 0.5 mg/kg. Greater than 95% of patisiran in the
circulation is associated with the lipid complex. At the recommended dosing regimen of 0.3 mg/kg every 3
weeks, steady state is reached by 24 weeks of treatment. The estimated mean + SD steady state peak
concentrations (Cnax), trough concentrations (Cyougn), and area under the curve (AUC.) were

7.15 £ 2.14 pg/mL, 0.021 + 0.044 pg/mL, and 184 + 159 pg-h/mL, respectively. The accumulation of
AUC, was 3.2-fold at steady state, compared to the first dose. In the placebo-controlled study, inter-patient
variability in patisiran exposure did not result in differences in clinical efficacy (mNIS+7 change from
baseline) or safety (adverse events, serious adverse events).

Distribution

Plasma protein binding of ONPATTRO is low, with <2.1% binding observed in vitro with human serum
albumin and human al-acid glycoprotein. ONPATTRO distributes primarily to the liver. At the
recommended dosing regimen of 0.3 mg/kg every 3 weeks, the mean + SD steady state volume of
distribution of patisiran (V) was 0.26 + 0.20 L/kg.

Elimination

The terminal elimination half-life (mean + SD) of patisiran is 3.2 + 1.8 days. Patisiran is mainly cleared
through metabolism, and the total body clearance (mean + SD) at steady state (CL) is 3.0 £ 2.5 mL/h/kg.

Metabolism

Patisiran is metabolized by nucleases to nucleotides of various lengths.

Excretion
Less than 1% of the administered dose of patisiran is excreted unchanged into urine.

15
Confidential Alnylam Japan



16 SMEICH 1T BEARREICET 5EH
KFUSUFRUDL

Specific Populations

Age, race (non-Caucasian vs. Caucasian), and sex had no impact on the steady state pharmacokinetics of
patisiran or TTR reduction. Population pharmacokinetic and pharmacodynamic analyses indicated no
impact of mild or moderate renal impairment (eGFR >30 to <90 mL/min/1.73m?) or mild hepatic
impairment (bilirubin <1 x ULN and AST >1 x ULN, or bilirubin >1.0 to 1.5 x ULN) on patisiran exposure
or TTR reduction. ONPATTRO 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 formal clinical drug interaction studies have been performed. The components of ONPATTRO are not
inhibitors or inducers of cytochrome P450 enzymes or transporters. Patisiran is not a substrate of
cytochrome P450 enzymes. In a population pharmacokinetic analysis, concomitant use of strong or
moderate CYP3A inducers and inhibitors did not impact the pharmacokinetic parameters of patisiran.
ONPATTRO is not expected to cause drug-drug interactions or to be affected by inhibitors or inducers of
cytochrome P450 enzymes.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Patisiran-LC was not carcinogenic in TgRasH2 mice when administered at intravenous (V) doses of 0, 0.5,
2, or 6 mg/kg every two weeks for 26 weeks.

Mutagenesis

Patisiran-LC was negative for genotoxicity in in vitro (bacterial mutagenicity assay, chromosomal
aberration assay in human peripheral blood lymphocytes) and in vivo (mouse bone marrow micronucleus)
assays.

Impairment of Fertility

Intravenous (1V) administration of patisiran-LC (0, 0.03, 0.1, or 0.3 mg/kg) or a rodent-specific
(pharmacologically active) surrogate (0.1 mg/kg) to male rats every two weeks prior to and throughout
mating to untreated females produced no adverse effects on fertility.
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Intravenous administration of patisiran-LC (0, 0.15, 0.50, or 1.5 mg/kg) or a rodent-specific
(pharmacologically active) surrogate (1.5 mg/kg) to female rats every week for two weeks prior to mating
and continuing throughout organogenesis resulted in no adverse effects on fertility or on embryofetal
development.

Intravenous administration of patisiran-LC (0, 0.3, 1, or 2 mg/kg) to adult monkeys every three weeks for 39
weeks produced no adverse effects on male reproductive organs or on sperm morphology or count.

14 CLINICAL STUDIES

The efficacy of ONPATTRO was demonstrated in a randomized, double-blind, placebo-controlled,
multicenter clinical trial in adult patients with polyneuropathy caused by hATTR amyloidosis (NCT
01960348). Patients were randomized in a 2:1 ratio to receive ONPATTRO 0.3 mg/kg (N=148) or placebo
(N=77), respectively, via intravenous infusion once every 3 weeks for 18 months. All patients received
premedication with a corticosteroid, acetaminophen, and H1 and H2 blockers. Ninety-three percent of
ONPATTRO-treated patients and 62% of placebo-treated patients completed 18 months of the assigned
treatment.

The primary efficacy endpoint was the change from baseline to Month 18 in the modified Neuropathy
Impairment Score +7 (mNI1S+7). The mNIS+7 is an objective assessment of neuropathy and comprises the
NIS and Modified +7 (+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 maximum
possible score was 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
18 in Norfolk Quality 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 version of the Norfolk QoL-DN that was used in the trial had a total score range
from -4 to 136, with higher scores representing greater impairment.

The changes from baseline to Month 18 on both the mNIS+7 and the Norfolk QoL-DN significantly favored
ONPATTRO (Table 2, Figure 1 and Figure 3). The distributions of changes in mNIS+7 and Norfolk
QoL-DN scores from baseline to Month 18 by percent of patients are shown in Figure 2 and Figure 4,
respectively.
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The changes from baseline to Month 18 in modified body mass index (mBMI) and gait speed (10-meter walk
test) significantly favored ONPATTRO (Table 2).

Table 2: Clinical Efficacy Results from the Placebo-Controlled Study
. ONPATTRO-
. Change from Baseline to Month
Baseline, Mean (SD) 18, LS Mean (SEM) Placebo
Endpoint® giﬁ‘(:“gﬁ?:cr:at p-value
ONPATTRO '
Ne145 P:\Tfss’o ONPATTRO | Placebo LS Mean
B - (95% CI)
Primary
mNIS+7 ° 80.9 (41.5) 74.6 (37.0) -6.0 (1.7) 28.0 (2.6) -34.0 <0.001
A Rl S S (-39.9, -28.1) p=S.
Secondary
Norfolk -21.1
QoL-DN° 59.6 (28.2) 55.5(24.3) -6.7 (1.8) 14.4 (2.7) (:27.2, -15.0) p<0.001
10-meter walk 0.31
test (m/sec) ° 0.80 (0.40) 0.79(0.32) 0.08 (0.02) -0.24 (0.04) (023, 0.39) p<0.001
d ) ) 116
mBMI 970 (210) 990 (214) 3.7 (9.6) 119 (14.5) (82, 149) p<0.001

Cl, confidence interval; LS, least squares; 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

2 All endpoints analyzed using the mixed-effect model repeated measures (MMRM) method.

® A lower value indicates less impairment/fewer symptoms.
¢ A higher number indicates less disability/less impairment.
dmBMI: body mass index (BMI; kg/m?) multiplied by serum albumin (g/L); a higher number indicates better nutritional status.
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Figure 1: Change from Baseline in mNIS+7
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A decrease in mNIS+7 indicates improvement.

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

Figure 2: Histogram of mNIS+7 Change from Baseline at Month 18
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mNIS+7 Change from Baseline at Month 18

mNIS+7 change scores are rounded to the nearest whole number; last available post-baseline scores were used.
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Categories are mutually exclusive; patients who died before 18 months are summarized in the “Death” category only.

Figure 3: Change from Baseline in Norfolk QoL-DN Score
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A decrease in Norfolk QoL-DN score indicates improvement.

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

Figure 4: Histogram of Norfolk QoL-DN Change from Baseline at Month 18

304

Better \Worse

25 1 Placebo (N=77)
Hm ONPATTRO (N=148)

[N)
]
1

Percent of Patients
7 g

D'_F T

T T T T
-110to-100 to -20 to B0to -70to -60to -50to -40to -30to -20to -10to Oto 10to 20to 30to 40to S0to GBO0to 7Oto Death Missing
Rl -81 -1 61 -51 -4 -31 -2 -1 -1 9 19 29 2] 43 ] [=Ez] 73

Norfolk QoL-DN Change from Baseline at Month 18

Norfolk QoL-DN change scores are rounded to the nearest whole number; last available post-baseline scores were used.
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Categories are mutually exclusive; patients who died before 18 months are summarized in the “Death” category only.

Patients receiving ONPATTRO experienced similar improvements relative to placebo in mNIS+7 and
Norfolk QoL-DN score across all subgroups including age, sex, race, region, NIS score, Val30Met mutation
status, and disease stage.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

ONPATTRO is a sterile, preservative-free, white to off-white, opalescent, homogeneous solution for
intravenous infusion supplied as a 10 mg/5 mL (2 mg/mL) solution in a single-dose glass vial. The vial
stopper is not made with natural rubber latex. ONPATTRO is available in cartons containing one single-dose
vial each.

The NDC is: 71336-1000-1.
16.2 Storage and Handling
Store at 2°C to 8°C (36°F to 46°F). Do not freeze. Discard vial if it has been frozen.

If refrigeration is not available, ONPATTRO can be stored at room temperature up to 25°C (up to 77°F) for
up to 14 days.

For storage conditions of ONPATTRO after dilution in the infusion bag, see Dosage and Administration
(2.3).

17 PATIENT COUNSELING INFORMATION

Infusion-Related Reactions

Inform patients about the signs and symptoms of infusion-related reactions (e.g., flushing, dyspnea, chest
pain, rash, increased heart rate, facial edema). Advise patients to contact their healthcare provider
immediately if they experience signs and symptoms of infusion-related reactions [see Warnings and
Precautions (5.1)].
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Recommended Vitamin A Supplementation

Inform patients that ONPATTRO treatment leads to a decrease in vitamin A levels measured in the serum.
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 (5.2)].

Pregnancy

Instruct patients that if they are pregnant or plan to become pregnant while taking ONPATTRO they should
inform their healthcare provider. Advise female patients of childbearing potential of the potential risk to the
fetus [see Use in Specific Populations (8.1)].

Manufactured for: Alnylam Pharmaceuticals, Inc.
300 Third Street, Cambridge, MA 02142

By: Ajinomoto Althea, Inc.

11040 Roselle Street, San Diego, CA 92121
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[FHER]
WAERDNL S, +
TRD/N 54 FZIE, ONPATTRO 2RENDEDIZERT
B1=DITHEBERTRTOFERITEELTULEL, DAEHREX
#BROZL,
ONPATTRO (/3F L5 V) lREHEAEISHA, #IH
KEIZH (T ZAEEE : 2018 F

ONPATTRO (X, F T AV A LF U 2B L T HIES T

RNA % & 7, [RADBGE N T VAP A LFUAMT In A F—

VABFEORY =2 —rAF—OIBFEICHEIS L SD (1),

A& - AR

o {KEEAY 100 kg Riili D BE TIiX, fAE 1kg 72 Y ONPATTRO
0.3 mg (HESEH &) % 3WEMIC 1 FIFFIRANHE 5925, 100 kg
Pl Eo@BE Tldm KR &EE 30mg £ 925 (2.1),

o INTFaARTUAR, TEINTI /)7, BB AZ I U %
AR L LCET 5 (2.2),

e ONPATTRO IF#G-mNZIEEH, HWRI 5 (2.3),

e ONPATTRO AR I, #8023 M2 i CEIRINZX 5-9- 5 (2.4),

i - Hidi-

NERAEA RS « BRI 1 712 10 mg/5 mL (2 mg/mL) %
Eie (3),

L

=
2L (4)

BELERUVERLDEE

o TEAITHES SIS : ARG HITEE OREEE K #5
TH5Z L, BRMICHERSGE I, EASE % F
< T D, &5%@%#6 Lo EAZHED BUS)
EERXIIEMEENTLOTHHGEEIE. TEAE
5%¢¢¢é L (5.1),

o MIEFHFEX IV AREOKRTLHREINIHHE : v
5‘/A®15ﬁ§§%@%#6 E&‘/Aki
JiE 2 RE 9 B IRIER S R BL L 7235 A I 1T IR BHE ISHE

NTBHZ L (5.2),

BMERA

ONPATTRO #5-F CThe b 2% < & S -mITEH (%
HEFO 10%LL EIZAET, 77 ER LY 3%LL EFRBULE
FENRFE - EWER) 1T, ERERY OEACEE D )
5 TH -7 (6.1),

BEEADELDH S BESIE. Alnylam Pharmaceuticals
(1-877-256-9526) X (& FDA (1-800-FDA-1088 X
[¥www fda.gov/medwatch) [ZE#&T B &,
BEAIVEYVITERISOVTIR LI R—CESE,

HET: 2018 &£ 8 B

nAERSX : B>

1 %hgk- R

2 RiE-HE
21 BEIE®
22 WMETARTEESE
2.3 FRELGE
24 FehHFik

3 Himg - Hil
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13 JEESERE:
13.1 FFEME, JERE BFEF R
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A5 TR

1 %heE - HFE
ONPATTRO (. R ADEMLME N T A A LF LT InA R—V ZABREDORY) =2 —n3F—0Dif
FRICHSE Sn b,

2 H¥E-HE

21 ®EFER
ONPATTRO (%, EREEMEZNEGTIHLERD S,

ONPATTRO 3##E (IV) T 575, HEITEREICES LD ET S,
(RN 100 kg AT DB TIX, KE 1kg H7-9 0.3 mg HELEH &) 2 3BT 1 [E#EE4 5,
{REEH 100 kg LA LD B TIL, 30 mg (HELEH &) 2 3@EMIC L& 57 5,

BRI

BIRRIEDRN D - T- B8, TE D721 F< ONPATTRO 28 595,

o FAR/K IS 3 HLLNIZ ONPATTRO 3 5- X L7256, OMEINTZ A7 ¥ 2 — 2T
LR S TR

o BHRIE% 4 HLLFRIZ ONPATTRO 23 % 5- SN 26 . £ Ll 3HEMIC 1m0 5 2 ks
T 5,

22 WERETHRIE
NS SIS (IRR) DV A7 2RI T 5728, ONPATTRO ¥ 5-8ilc, 2EEICHiHREZ I T 5
BEROMEH Eorer (5.1) &2/F], LT OFESR M Z, ONPATTRO #fRNE G- DY H | Bl 60
S UL ERNCEES 5

o INLTFaRT uA NEIRNEG (7% 2 % V2 10 mg XIiT A% )

e TEFT 27 =0 #HE (500 mg)

o HL 70 o i —ElRINEE L (V7 = > & KT X2 50 mg S IE[R%E )

o H2 7' v 1 —FfIRINEE G- (7 =F 22 50 mg XX R4 3K)

AR BN T, BIRNE G DR TREXIIERRETHLHE. RFRAROKREGE LT LU,

ONPATTROIZKI L TRRBRMERNH HBETa/LFaxT oA NOFEICEE L CRERNE U
HlE, aVFarxTaf RETFH 25 R T 5 mg 2722 £ T 2.5 mg 3ol L
H &,

IRR DY 27 2K % 72 B2 BSOS 2 38 A 2 S M &S LT T [EER O
LOEE (5.1) 2=/,

i

i

=
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2.3 AL

ONPATTRO (IFHERNCIEME, ART D Z &, FEAARIKIL, DUFOEEEBEL W CEREM SN
TR D NERDH D,

3

(2*

IR 2> & ONPATTRO ZHe 0 L, =IEIZE T, R& L7euy,

Wk IR E R O E G E HRCTERT 5, B XITEYNEFEET HHAITEHEH LR,
ommﬂﬂow HE~KEAOHLABT, HERBEKR TH D, —MRITHRIK & KFEER > D
BB T DAL TIVHEIZBWT, ABR~KEBEOa—T 4 VIR LNDGEND D,
Eé~ﬁ5é@:~74/7%% DB L RIET Z i3,

REICHES < HELEHEIZHE > T, ONPATTRO OFBEH T2 [k - HE (2.1) 2/,
1 ARKOWE TS ZF O, A TV (AAKRLLE) OENEME AND,

ONPATTRO % 0.45 uR U =—F )L A )Lk o (PES) IR E TS 28 7 4 L # — TIEl L. IE B s
DOHITHET,

g1 L 72 ONPATTRO O B8 2 B 4 #8 CIE AR HWRE13 %,
WMTFJWAmm%ﬁ®Aotﬁﬁ%@ﬂy7@¢ ZJEi# L 72 ONPATTRO % X2 AN
THRL, EFE200mLIZT 5, 7HNMEY —2—F L~F )L (DEHP) & & £ 722V i s
@A/ﬁ%ﬁﬁﬁé_&c

Ny 7 EFHNIKEESE T, BREZIRET 5, BEIERWEDIZT 5, ZOMOESE,
& DIRA TAFIT L7220,

7% o 7= A4d @ ONPATTRO I3 EZET 5,

ONPATTRO IEBiEAI 25 A LTy, FlRikix, iRz T Clc&kb5352 &, 3 <iafE
A L7a W&, ﬁﬁmwkot,ﬁﬁ&ﬂ/7%§memcwwufmf 5 16 If
W (EE5HEZED)RE T ZENTE D, HiiSERNnI L,

®E 5

ity MCEENTWEIHEAT A v (12 wR Y =T VA NVKR BRI VT A ViR T 4 v
B =) BT 5, @ity PR OT A i, DEHP 28 H LAWE D TRITIER S 72
v,

ONPATTRO DA RHEIX, HERAEAR S 7 & LTI 80 20T CTERIRIN B 5- L. #la]
NI TR 15 45720 ﬂ1MJ\&wfﬁ3MJ“;$wT%%if&ﬁfé

BeGREIT IRR ORBUC LV VBRSNS AN D D [BE K OMEH LorEE (5.1) &2/,

ONPATTRO 1IFIRT 7 B AT A &9 LT&@L@TMi&E&% B G-z i sk~

ML 570, AT EZBIZT 5, MEIMNRHOREL, & EEEREICI T 2 RS

B OFEUETEHNZIFE SN CTEET 5,

AANEANRFCBE 2B L, BRMICKNEN D D58 ITEAR VBT D [BEER O L
DIEE (5.1) 224,

FRESE TR, EEY v P ERELT R YU DA 0.9%IEHE (USP) TV T v o= LT, AAINE ST

BEIND L HICT 5,

A% - 71

NEEAE A IR - HEIEER S A 7 vic, B~KAfA, FLAAOHEEEK 10 mg/s mL (2 mg/mL) &

o
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4 HBR

5 EBERMERALEOEE

51 BEAIZHES KIS

ONPATTRO ¢ 5- B 12BN\ T, HEAILHE D K& (IRR) 2358 BT 5, KRB T, IRRDY
AV T D20, BFEREICaLVFarTal R, TERTI /720, ik A X I (HL,
H2 70 v =) IC K DR 2 36 L=, 77 AR © IRR 28 HL L 7-#BR & 1%, ONPATTRO
BERET19%, 77 v RFEGHTI% TH 72, ONPATTRO Z#5- L IRR I LT-EBED I B, 79%
1% 2[FIH O 5 F TIZ IRR %8 L7=, IRR ORI TRV L2, IRR D72 H-HIC
BT PREIL 5% TH o 7=, EEAER T, IRRD7ZDHIEIZE > T-HRE 1L 1% R TH o 72, 2
IR#ER T ONPATTRO I e b 28 < s STz (R D 2%it8) IRR OFEMK I, WAL, 155008 . S0,
fEy ., PR IR, SEIR Cd o7z [FIEH (6.1) #2471, ONPATTROYEKRT 78 A7 0 /T ADEE 1
#llZ. ONPATTRO #kIN# G-I EE ORIER & U TR ILE K Ot A4 Uiz,

ONPATTRO F#FIRNE G- H | F1EBAR 60 73 DL ERNCRIBEER 2 FEha 55 4 - HE (2.2) &2/,
HEAF, IRR OEECIER A D20, BEOREZ L<BILTS5 2L, IRR BREXT5HE
HHEZE T 50, TG LHBrL, BRI z%r%mi\zﬁﬁﬁm X, arFazxTaf R
XUNEZE DD RERRTE) it 5, 52 W L2aid, JERSEE L2 RICENEHEZELS LT
BT 5 2 L 2T 5, IRR BEE X T4 %MW¢%®T&éFA-j:owmﬂﬂo#&%¢¢
L. B L2,

IRR Z 3B L-BEDO—E T, HEAREAZELE L), BIHE IS AEOREIEA 1 BIDL FFE
THZEIZEY, ZOBDIRRDY X7 BMEJ L, BEMEEZSE O A FREMNEDN & 5 [ - /4 (2.2) &
e

52 MFEFEZ IV AREDOET LH#RBEINDIMF

ONPATTRO O 5-1%, MiFE# I AEEKTAZ 7257, ONPATTRO Z D HEEIZIL, B X
SUVADLHFFARREMAET 2 EZE LY, EL, WESHMEL ¥ I AREIZENO X
SUARBENT LD T ARWD, SN 1 HHFREABAEARE L TEE X 2
ABEDOIEFLZRADNE TR,

EX I ARZIEZ R HAEIR (KE 2 L) BB L5510, IRBIEICHEN T2 2 L,

6 BHEH
UL FOEKRARIERANERLOFRRICEHRINL TS
o TEANITHED UL [BE A OEA EoFE (5.1) 2]

6.1 HERARABRAKRE

B ERBRIIEE 2 S FCHEM I D Z & 525 ONPATTRO DGR B THIZ S - BIVERH O3B
B A B DESE S CTORRBMBE L BT 5 2 L IXTX o0, £7-. KRB CBIE SN A I EEE
e U TR WATREMED N B B

77 B AR AR K OF EMERARER Cl, Bt T A A LF BT I m A =22 (hATTR

TIvA R=YR)IZL DAY =a—a/_F—HBF 224 12 ONPATTRO 2 # 5. L7-, ZD 5% 186 f

I LAELL R, 137 Bl 2 8L b, B2 BiliE 3L L G- A kRt L7z, 77 B EERClL, 148 filiC
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ONPATTRO % 18 # A (CE¥17.7 » H) &5 L=, _"—R2 T A VEED N O FEFHFA R & 95 B
PRI, GBI CRRICFER TH o 7o, HERE OF I IEIL 62 75%. BT 74%, AAIT72%, 7
CTRIL23%., T 7V BRI 2%, FOMIT 2% TH o, N—RATA VIR =2 —m F— 2T
— Y 1 ThHOTHBRFIL 46%, AT —V 2 THHT-HBRFITL 53% Th -7z, 43%DHERF N k7 >
AP A LF U BIATIZ Val3OMet ZE 13 H U | 7D OBEERFI1TE O 38 FEIED H7p 5 s B3 B -
72. Val30Met TIZ/RWERN D - -4 #E 1. ONPATTRO & GHED 5 5 62%, 77 v REEHED H
H 48% TH - 7=,

KL AONTRERIZ., EXGERRGEFEANIHE D KIS TH 72, 14 (0.7%) BIEATHED KD
7= ONPATTRO #5- %2 H 1k L7z,

# 112, HEAELL X REER T ONPATTRO #G-EED 5%LL I U, 75 B R GEEC IR BUSE N
3%LL L@ T-RIWER 2 — &I T 5,
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#2: T T ERXRRABR T, ONPATTRO £ 54BRFE D %L LIZA L, 77 B REEGHBREIZH R
BUEEED 3%LL @0 - BIERA

ONPATTRO TSR
BlfER N=148 N=77

% %
RGE R 29 21
FEATHE D BUS 19 9
HIER R 8 4
INP-1 [ g © ¢ 8 0
A © 8 1
B © 7 0
FLBE © 7 3
KRR 7 3
[EIHAPE D F U 5 1

¢ RMHERZ, bRGERGE, ROERGE, WK, 8K, BlRER, VAR ERERE, ERED > mE AT,

bOEAICHE S BURRRICRT b OGN, ZHLIIRET S O TIEARY « B UIAR G5, B U E %
i Ete) . WIHL BIALHE OIS E AR 2 B Te) . ol MR, PRRREEOINK, M AP OO, SR, %
B, B REIMED U T DI EA SOTEME, RME, &iE, B,

¢ EAZE KSICEENRLRN B O,

O PR IR & 5 R R e,

¢ ORERR, MRER, UANAERE SR, TROERR, Mk E &,

ONPATTRO & HEEICH W T, EERRBIEHTOHLIE=ET 0 v 7 (AV) S 44 27%)AET, 20
2B 3L, BEAV TR Y Thoto, ZHUZkL, 77 v REERETII AV 70y 7 OEE
IREWERNTRE S o Tz,

7T AR ER T ONPATTRO #GHED 2%LL F 5%LA FICA L, I B AREEL  BREHHENE -
TIRESEOBIEAIL. IRFLMHE (ONPATTRO #5658 5% vs. 7 7 & REE 3%), i (3% vs. 1%), KON, il
TARFHIEY) (2% vs. 1%) T -7z,

HRIRFRBR T, I8 S H (B 72 A8 AM e HE Ol & 2 ) 13RS G- 0.5% A0 TR b, ik
SHERITIT, BRI ST MARPERIRSE . A SUTIEST I EIR . BER (BT ORIE), Mk, LB
SUTTEFTENLFEAR . SRR, SUTTEF LR 23 8 > 72,

6.2 SeEREME

PURIERR OB I1E, 7 v A ORRJE & R RTET 5, BT, 7y A THESNH
G (FFUAR S o) OREBLRIZ, 7 v A DOFHE, STV OBO N, BT NVNED X A I
7, PG, ROEEERER E, WO DOBROZELZIT LRl b5, ZoizH, BT
7D B LTz ONPATTRO HUR DI BB 4 3R g STt O FEH AL & e LT b L B 255 5 wTREMEDS
H 5D,
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ONPATTRO (259 2 i HiiA 1L, ONPATTRO DO FKJE (2 & LTV D AR 45 PEG 000-C-DMG IC
BERE PR ZIET 5 2 LIk 0 il SNz, 7T R sk BRI R ER M OGE B AR RBR I BV T
hATTR 7 2 1A R—3 AR 194 5]+ 7 4 (3.6%) T.ONPATTRO £ 5--H IZHISM PR FEA STz,
D LEIT, BHEOHUIEMIUAD RS bivle, FEEMBUAL ONPATTRO DESIREIANE, Lot~
07y AN, HDHVITEMENEFZN U IF T 0 7 7 A NA~OEBEIRT TR -T2, Th
HOT—HZ L, YR 2B W THEEMPUAR DR ELD ONPATTRO DA #hME XX e atEil s 5.
2D EERTHOTIEHRZON, BHOENTWDET—XIIROENTEY, iz rnd 2 EIETE R0,

8 FHIREMA~DOEE
8.1 i

U 27 DEHK)

ONPATTRO ZiEimIZ % 5 L7-HE ., AEREE G84) WFD ) A7 2T 57 —Z 13 HG o
VY, ONPATTRO #5013, MjEE ¥ I v AREZ(K T I E 579, ONPATTRO M4 5 BF TR L
TiX, EZ IV ADOMFENHRIND, B I AITIBIBIROIER 23 EICNETH DL, BENE
TED L RAICEE L5 25, ONPATTRO (12 L 2 BHAIME TTR OIE FRRIEICE 2 58, KO
B AREDIRIRICE X 2EBIIRTH D [FERIHPE (12.2), FHR O EoiEE (5.2) #2
.

BRBRICB T, ST 2T VIREEAE (1T VT V-LC) AR RICHIER G LTzl 25, B
BT D BEEDN DT R C RSN (BT O R OMIFREOMD) B bini, 5
7 2-LC XU - R RN BRI O S 2) Yy — M EIHRT v MG L e 25, %
PRI B BIAE Lo 2 (2B ),

KEO—REEM TIX, BERACHER SN RIS T 5 FE R KB R OB RTRED Ny 7 75
RYU Z713FNEH 2~4% L 15~20% & HEE ST\ 5, Ji)i & 7 5 BREEMICBIT 5 kR
B L BIRRFED NN 7 75 R AZITIRHTH D,

Ty

BYTcOF—4

/XFZ -LC (0, 0.15, 0.50 i 1.5 mg/kg) XIS > BERE Y CRELEMIIEED & 5) a7 — b
(1.5 mg/kg) ZMED T ~ M, AN 2HEMICHZ 0 1 [AFHER G L, TOREEER L& %
e L7z & 2 A, ZIRER OWRIR 3 AEICHE EMERIE 2D o 72,

/NF 7 -LC (0, 0.1, 0.3 X% 0.6 mg/kg) Z4Fhiz 7 ¥ 12, S B TR 1 R T&R G Lk 24,
IRBRAFFR AN EVERNI 2 o T2, BIORER TlI/8F 7 »-LC (0. 0.3, 1 XX 2 mg/kg) %. fEIEY
X, SWEERNIOE 1EERE L s 24, FHEK O EHE TR O T L ORIHRE DR
MAGIL, HEHETIIREMICE T 2EERRBD LT,

/RF L F 2 -LC (0, 0.15, 0.50 X% 1.5 mg/kg) X% - tiass BA9 9 = 47— b (1.5 mg/kg) & IR T »
MZ, R R ORI R 208 U Cl 1R FERE L& 2 A, HAERORZEICHEEEMIT R -
770
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8.2 TR

U 27 D

ONPATTRO ® bt hREFHLA~DBEITH:, BEALREOILRICH T 21EH . KORFLEAICH T A 1/EHIZET
HIEHIT 2, BBl ONPATTRO (2% A R A) =— X, ONPATTRO SUIXREHA D FLRE 72 R REAS R
HR# O E 2 DA EER & iz, BAREBOALITORE KR OEFE ORI+ ZE 3
RETh D,

BTy MG LI ZA, BILUCAT T 3t s ivie o720, IEE RS (DLin-MC3-DMA
))—,Z‘OQ\ PEGonQ-C-DMG) ﬁ)*ﬁﬂj é j/bf:o

8.4 /INRFE~DERE
NREBEIZB D22V L B RITHESL S TV7R0,

8.5 mEE~DKRE

65 LA LD BIFITIBNT, HERE TN E R [ (12.3) 2/, 77 B AR REBRTIX, 65
Ll EoWERE A 6261 (9 H 9BIE 75 5L L) (2 ONPATTRO 25 LT\ 5, b OubrE &
FHEMERE O T, ZEM IR OZI BRI HR LN -T2, 12121, ElinE O —E Ty
B PENRD SN Z LIIHETE 2,

8.6 JTE%REREE

B DOFHERERESE (Y LEY DN ULN O LELL D AST2AULN O 155415, b LITIE U L
E' 28 ULN ©>1.0~1.5 £%) SBBF T8 W T, ST E 2 [FELFE 8 (12.3) 2], ONPATTRO
X, PR T EE ONFEREREE LS TIIRE ST,

8.7 'BHmeREE

0% P U Y D B R I ER A (HME T SR BR AT 2R [eGFR] 30 LA_E 90 mL/%y/1.73m2Am) 1238V T H
BRI B 22 [FEEPE (12.3) 2248, ONPATTRO (3, HE O BEREREE IR OBHKELH
T 5 BETIIRFT STV,

11 #R

ONPATTRO (X, AFMIf~EZET D7 DITIREEGIRE L TRE S TF v 7 o (CESERS T8
RNA[siRNA]) ZEA TS, RFUT AIERKPHFER N T A A LF 2 (TTR)A v B Yy —
RNA (MRNA) @ 3FEFHFRFEIR D, BRI T S NTe > — 7 » ZTRFRINICH & T %,
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ONPATTRO [T #E 5, PIEAIERN, Be~KEa6, JLEGAOWELRFHEREAITH Y . HREIEH
DT AN T VRIS, WK1 ML BT DONRF T EREIEX2mg THD (T
FUF bU T ABET 21 mg), £/, 1mL FlZa L AT r—/L (USP) & 6.2 mg,
(6Z,92,282,312)-heptatriaconta-6,9,28,31-tetraen-19-yl-4-(dimethylamino) butanoate (DLin-MC3-DMA)
Z 130 mg . 1,2-distearoyl-sn-glycero-3-phosphocholine  (DSPC) % 33 mg .
a-(3’-{[1,2-di(myristyloxy)propanoxy] carbonylamino}propyl)-o-methoxy polyoxyethylene
(PEG2000-C-DMG) % 1.6 mg. U el U v A— MK NF 2 0.2mg, k7T~ U 7 A (USP)
Z8.8mg. U e KU U A=HEEAMEEKFI USP % 2.3 mg, X ONEST 7K (USP) 28 AT 5,
pHIZFI 7.0 TH 5,

/\09:‘:/'7 Uk U WAO)%%KKJ: C412 H430 N143 Na40 0290 P40\ ﬁj\%%‘i 14304 Da f&)éo
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122 FHF
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pg/mL, 184 + 159 ug-h/mL Tdh 7=, ETHEAIREETO AUC, D BFEIL, WK 51% & i+ 5 & 3.21%
Thole, 77 ERMERBRTIX, XF T VRRICEEREHNN &> TH IR EOFINE (N—
AT A B O mNIS+T DAL L, ZaetE (EEFS, BEERAERR) LT R oT,

aniitl

ONPATTRO D IfifE# o R 7B FEERIFIEL | invitro TOE MIET LT IO - al Bl 2
/\7ETJ:0>F/\121%MTT&>Z> ONPATTRO (ZE &I T 5, HELES D HGE (3HEIC
18, 0.3mglkg) Tix, "F T DEFKEBTOME (V) 1L, 0.26 +0.20 L/kg (*F-#4£SD) T >
77

HE

INF 2T U DOREKRHIOE R LA IE, 32518 H (F#HESD) Th D, NT VT ML EIREHTHEH &
., EHFIRETORE 7Y T 7 A (Clg) 1%, 3.0+25ml/h/kg (F¥+SD) THh 5,

1

IRFUTAIX I LT —BIZLY, FlADOREIDOX 7 VAT RIS 5,

N
PRPICRE AR E LTHH S D 8T, E5ED 1% R TH 5,
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T HZ IR To, RN o L—3 g 3R BN RE M O i 13 R S L S B O R e I (eGFR 30
LL b 90 mL/43/1.73mPAi) . SUEHRJE O FFHEREREE (B U /L E 228 ULN @ 1L LA T 2> AST 2% ULN @
12825, b LIV E LD ULN O>1.0~15/%) 1X. /NF 7 VIRETE T TTRIE T I E %
B2 LR LTS, BHEOEEEREE, RPOBED, TEEIELZONIEERSE, KO
BT A 2T T2 B 255 & LIZRHlEAT - Ty,

HYH AR

WA AR O IE 2R BER BRI IIT - TV 7Ly, ONPATTRO D43ICiE, o b7 11 i P4A50 B35 DI,
EEALFEEA LR, T TUVAR—Z—TH 7RV, NF T U0, ¥ b7 v b P40 EEED
FEETIE RV, R o b— g VERYEHREMNTCIL, SRS UIHEE D CYP3A FHEwE I EYE
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ZHRREIZ*T 9 5 1EH]

/XF 37 2-LC (0,0.03,0.1 X1 0.3 mg/kg) ST T~ s AR B GREL2AICIEYED B D) e &7 — |k (0.1
mg/kg) % . HEZ » MR OARMIM 28 UC 2 @M 1 EIFER S U, ML > LR S
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(1.5mglkg) %, MEZ » MTAZRHET 280 O R F OB TR 208 Ul 1 RIFTREG Lz 24, %
BRE SUTEIR A3 A ICHE BRI 20 o 72,
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L& 2 A, MEOEFERE KON T ORI HEER T 0o T,
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E;WIEE j [SEM]) §,]\%§z|zﬁ] o] {E
ONPATTRO SR = e iy
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#EARFEC © Alnylam Pharmaceuticals, Inc.
300 Third Street, Cambridge, MA 02142
RUEZEF  Ajinomoto Althea, Inc.

11040 Roselle Street, San Diego, CA 92121

38
Confidential Alnylam Japan



16 SMEICH 1T BEARREICET 5EH
KFUSUFRUDL

1.3 HSHPE (SmPC)
This 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
Onpattro 2 mg/mL concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each mL contains patisiran sodium equivalent to 2 mg patisiran.

Each vial contains patisiran sodium equivalent to 10 mg patisiran formulated as lipid nanoparticles.

. Excipients with known effect

Each mL of concentrate contains 3.99 mg sodium.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Concentrate for solution for infusion (sterile concentrate)

White to off-white, opalescent, homogeneous solution pH: 6.3 - 7.5

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Onpattro is indicated for the treatment of hereditary transthyretin-mediated amyloidosis (hRATTR
amyloidosis) in adult patients with polyneuropathy, with or without cardiomyopathy.

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

The recommended dose of Onpattro is 300 micrograms per kg body weight administered via intravenous
(V) infusion once every 3 weeks.

Dosing is based on actual body weight. For patients weighing > 100 kg, the maximum recommended dose is
30 mg.

Vitamin A supplementation at approximately 2500 IU vitamin A per day is advised for patients treated with
Onpattro (see section 4.4).

Required premedication

All patients should receive premedication prior to Onpattro administration to reduce the risk of
infusion-related reactions (IRRs) (see section 4.4). Each of the following medicinal products should be given
on the day of Onpattro infusion at least 60 minutes prior to the start of infusion:

. Intravenous corticosteroid (dexamethasone 10 mg, or equivalent)
o Oral paracetamol (500 mg)

. Intravenous H1 blocker (diphenhydramine 50 mg, or equivalent)
. Intravenous H2 blocker (ranitidine 50 mg, or equivalent)

For premedications not available or not tolerated intravenously, equivalents may be administered orally.

If clinically indicated, the corticosteroid may be tapered in decrements no greater than 2.5 mg to a minimum
dose of 5 mg of dexamethasone (IV), or equivalent. The patient should receive at least 3 consecutive IV
infusions of Onpattro without experiencing IRRs before each reduction in corticosteroid premedication.

Additional or higher doses of one or more of the premedications may be administered to reduce the risk of
IRRs, if needed (see sections 4.4 and 4.8).

Missed dose

If a dose is missed, Onpattro should be administered as soon as possible.

o If Onpattro is administered within 3 days of the missed dose, dosing should be continued according to
the patient’s original schedule.
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o If Onpattro is administered more than 3 days after the missed dose, dosing should be continued every 3
weeks thereafter.

Special populations

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

Hepatic impairment

No dose adjustment is necessary in patients with mild hepatic impairment (bilirubin <1 x ULN and AST

> 1 x ULN, or bilirubin > 1.0 to 1.5 x ULN and any AST). Onpattro has not been studied in patients with
moderate or severe hepatic impairment and should not be used in these patients unless the anticipated clinical
benefit outweighs the potential risk (see section 5.2).

Liver transplant
Onpattro has not been studied in patients with prior liver transplant; however, no dose adjustments are
considered necessary.

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/1.73m?). Onpattro has not been studied in patients with severe
renal impairment or end-stage renal disease and should not be used in these patients unless the anticipated
clinical benefit outweighs the potential risk (see section 5.2).

Paediatric population
The safety and efficacy of Onpattro in children or adolescents < 18 years of age have not been established.

No data are available.

Method of administration

Onpattro is for intravenous use and should be administered by a healthcare professional.

. Onpattro must be diluted prior to intravenous infusion (see instructions in section 6.6).
. A dedicated line with an infusion set containing a 1.2 micron polyethersulfone (PES) in-line infusion
filter must be used. The infusion sets and lines must be free of di(2-ethylhexyl)phthalate (DEHP).
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° The diluted solution of Onpattro should be infused intravenously over approximately 80 minutes at an
initial infusion rate of approximately 1 mL/min for the first 15 minutes, followed by an increase to
approximately 3 mL/min for the remainder of the infusion. The duration of infusion may be extended
in the event of an IRR (see section 4.4).

. Onpattro must be administered through a free-flowing venous access line. The infusion site should be
monitored for possible infiltration during administration. Suspected extravasation should be managed
according to local standard practice for non-vesicants.

. The patient should be observed during the infusion and, if clinically indicated, following the infusion
(see section 4.4).

. After completion of the infusion, the intravenous administration set should be flushed with sodium
chloride 9 mg/mL (0.9%) solution to ensure that all medicinal product has been administered.

For instructions on dilution of the medicinal product before administration, see section 6.6.

Infusion of Onpattro at home may be considered for patients who have tolerated at least 3 infusions well in
the clinic. The decision for a patient to receive home infusions should be made after evaluation and
recommendation by the treating physician. Home infusions should be performed by a healthcare
professional.

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

4.4  Special warnings and precautions for use
Infusion-related reactions

IRRs have been observed in patients treated with Onpattro. In patients experiencing an IRR, the majority
experienced the first IRR within the first 2 infusions (see section 4.8). Across clinical studies, the most
common symptoms (reported in > 2% of patients) of IRRs were flushing, back pain, nausea, abdominal pain,
dyspnoea, and headache.

To reduce the risk of IRRs, patients should receive premedications on the day of Onpattro infusion, at least
60 minutes prior to the start of infusion (see section 4.2). If an IRR occurs, slowing or interrupting the
infusion and institution of medical management (e.g., corticosteroids or other symptomatic treatment)
should be considered, as clinically indicated. If the infusion is interrupted, resumption of the infusion at a
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slower infusion rate may be considered after symptoms have resolved. The Onpattro infusion should be
discontinued in the case of a serious or life-threatening IRR.

Some patients who experience IRRs may benefit from a slower infusion rate or additional or higher doses of
one or more of the premedications with subsequent infusions to reduce the risk of IRRSs.

Vitamin A deficiency

By reducing serum TTR protein, Onpattro 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
Onpattro.

Patients receiving Onpattro should take oral supplementation of approximately 2500 U vitamin A per day to
reduce the potential risk of ocular toxicity due to vitamin A deficiency. Referral for 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.

Serum vitamin A levels should not be used to guide vitamin A supplementation during treatment with
Onpattro (see section 4.5).

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 initating Onpattro
and women of childbearing potential should practise effective contraception. If a woman intends to become
pregnant, Onpattro and vitamin A supplementation should be discontinued and serum vitamin A levels
should be monitored and returned to normal before conception is attempted.

In the event of an unplanned pregnancy, Onpattro should be discontinued (see section 4.6). Vitamin A
supplementation should be discontinued during the first trimester, unless the pregnant woman has clinical
signs of vitamin A deficiency. Thereafter, vitamin A supplementation of 2500 U per day should be resumed
in the second and third trimester if serum vitamin A levels have not returned to normal, because of the
increased risk of vitamin A deficiency in the third trimester.

Patients with advanced hATTR amyloidosis
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There are limited data on the use of Onpattro in patients with advanced hATTR amlyoidosis (stage 3
polyneuropathy).

Excipients

This medicinal product contains 3.99 mg sodium per mL, equivalent to 0.2% of the WHO recommended
maximum daily intake of 2 g sodium for an adult.

4.5 Interaction with other medicinal products and other forms of interaction

No formal clinical drug interaction studies have been performed. Onpattro is not expected to be affected by
inhibitors or inducers of cytochrome P450 enzymes or to cause drug-drug interactions, except for induction
and time-dependent inhibition of CYP2B6 in vitro. The net effect on CYP2B6 substrates (e.g., bupropion

and efavirenz) in vivo is unknown.

Vitamin A testing

Serum TTR is a carrier of retinol binding protein, which facilitates transport of vitamin A in the blood.
Treatment with Onpattro reduces serum TTR levels, which results in reduced levels of retinol binding
protein and vitamin A in the serum. However, transport and tissue uptake of vitamin A can occur through
alternative mechanisms in the absence of retinol binding protein. As a result, during treatment with Onpattro,
laboratory tests for serum vitamin A do not reflect the total amount of vitamin A in the body and should not
be used to guide vitamin A supplementation (see sections 4.4 and 5.1).

4.6 Fertility, pregnancy and lactation
Women of childbearing potential

Treatment with Onpattro 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. For this reason, pregnancy should be excluded
before initation of treatment and women of childbearing potential should use effective contraception. If a
woman intends to become pregnant, treatment should be discontinued and serum vitamin A levels should be
monitored and returned to normal before conception is attempted
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Pregnancy

There are no data on the use of Onpattro 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, Onpattro should not be used during pregnancy, unless the clinical condition of the woman requires
treatment. Women of childbearing potential have to use effective contraception during treatment with
Onpattro.

Breast-feeding

It is unknown whether Onpattro is excreted in human milk. Available toxicological data in animals have
shown excretion of small amounts of the lipid components DLin-MC3-DMA and PEG q50-C-DMG in milk
(see section 5.3).

A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from Onpattro,
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 Onpattro 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
On the basis of the pharmacodynamic and pharmacokinetic profiles, Onpattro is considered to have no or
negligible influence on the ability to drive or use machines.

4.8 Undesirable effects
Summary of the safety profile

The most frequently occurring adverse reactions reported in Onpattro-treated patients were peripheral
oedema (29.7%) and infusion-related reactions (18.9%). The only adverse reaction resulting in the
discontinuation of Onpattro was an infusion-related reaction (0.7%).

Tabulated list of adverse reactions
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The adverse reactions are presented as MedDRA preferred terms under the MedDRA System Organ Class
(SOC) by frequency. Within each frequency grouping, adverse reactions are presented in order of decreasing
seriousness. The frequency of the adverse reactions is expressed according to the following categories:

. Very common (> 1/10)

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

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

Table 1: Adverse reactions reported for Onpattro 300 micrograms per kg

System Organ Class Adverse Reaction Frequency
Infections and infestations Bronchitis Common
Sinusitis Common
Rhinitis Common
Immune system disorders Infusion-related reaction Very common
Ear and labyrinth disorders Vertigo Common
Respiratory, thoracic and mediastinal
disorders Dyspnoea Common
Gastrointestinal disorders Dyspepsia Common
Skin and subcutaneous tissue disorders Erythema Common
Musculoskeletal and connective tissue Arthralgia Common
disorders Muscle spasms Common
General disorders and administration site Peripheral oedema Very common
conditions Extravasation Uncommon

Description of selected adverse reactions

Infusion-related reactions

Symptoms of infusion-related reactions include, but are not limited to: arthralgia or pain (including back,
neck, or musculoskeletal pain), flushing (including erythema of face or skin warm), nausea, abdominal pain,
dyspnoea or cough, chest discomfort or chest pain, headache, rash, chills, dizziness, fatigue, increased heart
rate or palpitations, hypotension, hypertension, facial oedema.

In clinical studies, all patients received premedication with a corticosteroid, paracetamol, and H1 and H2
blockers to reduce the risk of IRRs. In the double-blind placebo-controlled study, 18.9% of Onpattro-treated
patients experienced IRRs, compared to 9.1% of placebo-treated patients. In Onpattro-treated patients, all
IRRs were either mild (95.2%) or moderate (4.8%) in severity. Among Onpattro-treated patients who
experienced an IRR, 78.6% experienced the first IRR within the first 2 infusions. The frequency of IRRs
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decreased over time. Few IRRs led to infusion interruption. IRRs resulted in permanent discontinuation of
Onpattro in < 1% of patients in clinical studies. For clinical management of IRRs, see section 4.4.

Peripheral oedema

In the placebo-controlled study, peripheral oedema was reported in 29.7% of Onpattro-treated patients and
22.1% of placebo-treated patients. All events were mild or moderate in severity and did not lead to treatment
discontinuation. In Onpattro-treated patients, the events decreased in frequency over time.

Extravasation

Extravasation was observed in < 0.5% of infusions in clinical studies. Signs and symptoms included
phlebitis or thrombophlebitis, infusion or injection site swelling, dermatitis (subcutaneous inflammation),
cellulitis, erythema or injection site redness, burning sensation, or injection site pain.

Immunogenicity

Anti-drug antibodies to Onpattro were evaluated by measuring antibodies specific to PEG,q0-C-DMG, a
lipid component exposed on the surface of Onpattro. In the placebo-controlled and open-label clinical
studies, 7 of 194 (3.6%) patients with hATTR amyloidosis developed anti-drug antibodies during treatment
with Onpattro. One additional patient had pre-existing anti-drug antibodies. Anti-drug antibody titres were
low and transient with no evidence of an effect on clinical efficacy, the safety profile, or the pharmacokinetic
or pharmacodynamic profiles of Onpattro.

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 for any signs or symptoms of adverse
reactions and given symptomatic treatment, as appropriate.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
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Pharmacotherapeutic group: not yet assigned; ATC code: not yet assigned.

Mechanism of action

Onpattro contains patisiran, a double-stranded small interfering ribonucleic acid (SiRNA) that specifically
targets a genetically conserved sequence in the 3’ untranslated region of all mutant and wild-type TTR
MRNA. Patisiran is formulated as lipid nanoparticles to deliver the sSiRNA to hepatocytes, the primary
source of TTR protein in the circulation. Through a natural process called RNA interference (RNAI),
patisiran causes the catalytic degradation of TTR mRNA in the liver, resulting in a reduction of serum TTR
protein and a reduction of amyloid deposition in tissues.

Pharmacodynamic effects

Mean serum TTR was reduced by approximately 80% within 10 to 14 days after a single dose with

300 micrograms per kg Onpattro. With repeat dosing every 3 weeks, mean reductions of serum TTR after 9
and 18 months of treatment were 83% and 84%, respectively. Serum TTR reduction was maintained with
continued dosing.

Serum TTR is a carrier of retinol binding protein, which facilitates transport of vitamin A in the blood. Mean
reductions in serum retinol binding protein of 45% and serum vitamin A of 62% were observed over

18 months.

Clinical efficacy

The efficacy of Onpattro was studied in a randomised, double-blind, placebo-controlled study in 225
hATTR amyloidosis patients with a TTR mutation and symptomatic polyneuropathy. Patients were
randomised 2:1 to receive 300 micrograms per kg Onpattro or placebo via intravenous infusion once every
3 weeks for 18 months. All patients received premedication with a corticosteroid, paracetamol, and H1 and
H2 blockers.

In the study, 148 patients received Onpattro and 77 patients received placebo. The median patient age at
baseline was 62 (range, 24 to 83) years and 74% of patients were male, 26% were female. Thirty-nine (39)
different TTR mutations were represented; the most common (> 5%) were V30M (43%), A97S (9%), T60A
(7%), E89Q (6%), and S50R (5%). Approximately 10% of patients had the V30M mutation and early onset
of symptoms (< 50 years of age). At baseline, 46% of patients had stage 1 disease (unimpaired ambulation;
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mostly mild sensory, motor and autonomic neuropathy in the lower limbs), and 53% had stage 2 disease
(assistance with ambulation required; mostly moderate impairment progression to the lower limbs, upper
limbs, and trunk). Approximately half (53%) of patients had prior treatment with tafamidis meglumine or
diflunisal. Forty-nine percent (49%) and 50% of patients had a New York Heart Association (NYHA) Class
of 1 or 11, respectively. The majority of patients (56%) met pre-defined criteria for cardiac involvement
(defined as baseline LV wall thickness > 13 mm with no history of hypertension or aortic valve disease).
Patient demographics and baseline characteristics were balanced between treatment groups, except that a
higher proportion of patients in the Onpattro group had a non-V30M mutation (62% vs. 48%). Ninety-three
percent (93%) of Onpattro-treated and 62% of placebo-treated patients completed 18 months of the assigned
treatment.

The primary efficacy endpoint was the change from baseline to 18 months in modified Neuropathy
Impairment Score +7 (mNIS+7). This endpoint is a composite measure of motor, sensory, and autonomic
polyneuropathy including assessments of motor strength and 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.

A statistically significant benefit in mNIS+7 with Onpattro relative to placebo was observed at 18 months
(Table 2). Benefits relative to placebo were also observed across all mMNIS+7 components. Changes were
also seen at 9 months, the first post-baseline assessment in the study, where treatment with Onpattro led to a
16.0-point treatment difference, with a mean change from baseline of -2.0 points, compared to an increase of
14.0 points with placebo. In a threshold analysis of mMNIS+7 (change from baseline of < 0 points), 56.1% of
Onpattro-treated patients versus 3.9% of placebo-treated patients experienced improvement in mNIS+7

(p <0.001). A reduced dependence on walking aids was reported for 5.4% of patients treated with Onpattro
and 0% of patients treated with placebo.

Patients treated with Onpattro experienced statistically significant benefits in all secondary endpoints
compared to patients who received placebo (all p <0.001) (Table 2).

The key secondary endpoint was the change from baseline to 18 months in Norfolk Quality of Life-Diabetic
Neuropathy (QoL-DN) total score. The Norfolk QoL-DN questionnaire (patient-reported) includes domains
relating to small fibre, large fibre, and autonomic nerve function, symptoms, and activities of daily living,
with the total score ranging from -4 to 136, where an increasing score indicates worsening quality of life. At
18 months, a benefit with Onpattro to placebo was observed across all domains of Norfolk QoL-DN, and
51.4% of Onpattro-treated patients experienced an improvement in quality of life (Norfolk QoL-DN change
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from baseline of < 0 points) compared to 10.4% of placebo-treated patients. Improvement was observed at 9
months, the first post-baseline assessment in the study.

Table 2: Clinical Efficacy Results from the Placebo-Controlled Study

Change from Baselineat | (Onpattro -
Baseline, Mean (SD) 18 months, LS Mean Placebo)
Endpoint® (SEM) Treatment | o1
Onpattro Placebo Difference,
Onpattro Placebo LS Mean
N=148 N=77 (95% CI)
Primary
mNIS+7° 80.9 (41.5) | 746 (37.0) | —6.0(1.7) 28.0 (2.6) —34.0 <0.001
: . : : .0 (1. 0 (2 (=39.9,-28.1) p<0.
Secondary
Norfolk -21.1
QoL-DN" 59.6 (28.2) | 55.5(24.3) | —6.7(1.8) 14.4 (2.7) (-27.2.-15.0) p <0.001
WP -17.9
NIS-W 32.7(25.2) | 29.0(23.0) | 0.05(1.3) 17.9 (2.0) (-223.~13.4) p <0.001
R-ODS¢ 29.7 (11.5) | 29.8 (10.8) 0.0 (0.6) —8.9(0.9) @ Og'fo 9 p <0.001
10-metre walk 0.31
test (m/sec)’ 0.80 (0.40) | 0.79(0.32) | 0.08 (0.02) | -0.24 (0.04) (023, 0.39) p <0.001
mBMI° 970 (210) | 990 (214) =3.7 (9.6) -119 (14.5) (82111649) p <0.001
SOVPASS 306 17.6) | 303(164) | -53(13) | 22(19) . 1_97'5_ 1) P00

SD, standard deviation; LS mean, least squares mean; SEM, standard error of the mean; CI, confidence interval,
NIS-W, NIS-weakness (motor strength); R-ODS, Rasch-Built Overall Disability (patient reported ability to
perform activities of daily living); 10-metre walk test (gait speed); mBMI, modified body mass index (nutritional
status); COMPASS 31, Composite Autonomic Symptom Score 31 (patient reported symptom score)

3All endpoints analysed using the mixed-effect model repeated measures (MMRM) method.

®A lower number indicates less impairment/fewer symptoms

°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; nutritional status favoured Onpattro as early as 3 months.

Patients receiving Onpattro experienced similar benefits relative to placebo in mNIS+7 and Norfolk
QoL-DN score across all subgroups including age, sex, race, region, NIS score, V30M mutation status, prior
tafamidis meglumine or diflunisal use, disease stage, and patients with pre-defined cardiac involvement
(Figure 1). Patients experienced benefit across all TTR mutations and the full range of disease severity
studied.
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Figure 1: Forest Plot of Mean Treatment Difference in mNI1S+7 (Change from Baseline to 18 Months),

by Subgroup
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In patients with pre-defined cardiac involvement, centrally-assessed echocardiograms showed decreases in
LV wall thickness (LS mean difference: —0.9 mm [95% CI —1.7, —0.2]) and longitudinal strain (LS mean
difference: —1.37% [95% CI -2.48, -0.27]) with Onpattro treatment relative to placebo. N-terminal pro-B
type natriuretic peptide (NT-proBNP) was 727 ng/L and 711 ng/L at baseline (geometric mean) in
Onpattro-treated and placebo-treated patients, respectively. At 18 months, the adjusted geometric mean
ratio to baseline was 0.89 with Onpattro and 1.97 with placebo (ratio, 0.45; p < 0.001), representing a 55%
difference in favour of Onpattro.

In the open-label extension study, efficacy was maintained following an additional 12 months of treatment in
patients previously randomised and treated with Onpattro in the double-blind 18-month study.

Paediatric population

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

The pharmacokinetic properties of Onpattro were characterised by measuring the plasma concentrations of
patisiran and the lipid components DLin-MC3-DMA and PEG y-C-DMG.

Absorption

Greater than 95% of patisiran in the circulation is associated with lipid nanoparticles. At the dose regimen of
300 micrograms per kg every 3 weeks, steady state was reached by 24 weeks of treatment. The estimated
patisiran mean + SD steady-state peak concentration (Cpax), trough concentration (Cyqugn), and area under
the curve (AUC,) were 7.15 £ 2.14 pg/mL, 0.021 £ 0.044 pg/mL, and 184 + 159 ug-h/mL, respectively.
The accumulation of AUC, was 3.2-fold at steady-state compared to the first dose.

The estimated DLin-MC3-DMA mean * SD steady-state Cax, Cirough and AUC . were 40.2 + 11.5 pg/mL,
1.75 £ 0.698 pg/mL, and 1403 + 105 ug-h/mL, respectively. The accumulation of AUC, was 1.76-fold at
steady-state compared to the first dose.

The estimated PEG ;000-C-DMG mean + SD steady-state Cpax, Cirougn and AUC, were 4.22 + 1.22 pg/mL,
0.0236 + 0.0093 pg/mL, and 145 + 64.7 pug-h/mL, respectively. There was no accumulation of AUC; at
steady-state compared to the first dose.

Distribution

Plasma protein binding of Onpattro is low, with < 2.1% binding observed in vitro with human serum
albumin and human a1-acid glycoprotein. At the dose regimen of 300 micrograms per kg every 3 weeks, the
mean + SD steady-state volume of distribution (V) of patisiran, DLin-MC3-DMA and PEG y0-C-DMG

was 0.26 + 0.20 L/kg, 0.47 = 0.24 L/kg and 0.13 + 0.05 L/kg, respectively.

Biotransformation

Patisiran is metabolized by nucleases to nucleotides of various lengths. DLin-MC3-DMA is primarily
metabolised to 4-dimethylaminobutyric acid (DMBA) by hydrolysis. There is little to no metabolism of
PEG 2000-C-DMG.

52
Confidential Alnylam Japan



16 SMEICH 1T BEARREICET 5EH
KFUSUFRUDL

Elimination
At the dose regimen of 300 micrograms per kg every 3 weeks, mean + SD steady state plasma clearance

(CLs) of patisiran was 3.0 + 2.5 mL/h/kg. The mean + SD terminal elimination half-life (t,5) of patisiran
was 3.2 = 1.8 days. Less than 1% of patisiran in the administered dose was recovered intact in urine.

The estimated DLin-MC3-DMA mean * SD steady-state CL s was 2.1 + 0.8 mL/h/kg. Approximately 5.5%
of DLin-MC3-DMA was recovered after 96 hours as its metabolite (DMBA) in urine.

The estimated PEG,000-C-DMG mean + SD steady-state CL g was 2.1 £ 0.6 mL/h/kg. In rats and monkeys,
PEG000-C-DMG is eliminated unchanged in the bile. PEG 500-C-DMG excretion in humans was not

measured.

Linearity/non-linearity

Exposure to patisiran and the lipid components (DLin-MC3-DMA and PEG »0,-C-DMG) increased
proportionally with increase in dose over the range evaluated in clinical studies (10 to 500 micrograms per
kg). Patisiran and the lipid components exhibit linear and time-independent pharmacokinetics with chronic
dosing at the dose regimen of 300 micrograms per kg every 3 weeks.

Pharmacokinetic/pharmacodynamic relationship(s)

Increasing the dose of patisiran resulted in greater TTR reduction, with maximal reductions plateauing at
patisiran exposures obtained with 300 micrograms per kg every 3 weeks dosing.

Interactions

The components of Onpattro are not inhibitors or inducers of cytochrome P450 enzymes or transporters,
except for CYP2B6 (see Section 4.5). Patisiran is not a substrate of cytochrome P450 enzymes.
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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 (non-Caucasian vs. Caucasian).

Weight
No data are available for patients weighing > 110 kg.

Elderly patients

In the placebo-controlled study, 62 (41.9%) patients treated with Onpattro were > 65 years of age and 9
(6.1%) patients were > 75 years of age. There were no significant differences in steady state pharmacokinetic
parameters or TTR reduction between patients < 65 years of age and > 65 years of age.

Hepatic impairment

Population pharmacokinetic and pharmacodynamic analyses indicated no impact of mild hepatic
impairment (bilirubin <1 X ULN and AST > 1 x ULN, or bilirubin > 1.0 to 1.5 x ULN and any AST) on
patisiran exposure or TTR reduction compared to patients with normal hepatic function. Onpattro 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/1.73m?) on patisiran exposure or TTR reduction compared to
subjects with normal renal function. Onpattro has not been studied in patients with severe renal impairment
or end-stage renal disease.

5.3 Preclinical safety data

General toxicology

Liver and spleen were the primary target organs of toxicity in both rats and monkeys. Intravenous
administration of Onpattro led to increases in serum liver markers (ALT, AST, ALP, and/or total bilirubin)
and histopathology findings in the liver (hepatocellular/single cell necrosis, inflammation, pigment
deposition, and/or monocytic infiltration) at doses > 100 micrograms per kg every 4 weeks and > 1.0 mg/kg
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every 3 weeks in rats and monkeys, respectively. In spleen, lymphoid atrophy/necrosis and histiocytosis in
the white pulp was observed in rats and hypocellularity of the red pulp was observed in monkeys.

In general, all findings observed at the end of dosing in the rat and monkey toxicity studies had either a full
recovery or were observed with reduced severity at the end of the 60-90 day recovery period, indicating at
least partial reversibility.

Genotoxicity/Carcinogenicity

Onpattrodid not exhibit a genotoxic potential in vitro and in vivo and was not carcinogenic in transgenic
rasH2 mice.

Reproductive toxicity

In rats, while there were parental decreases in serum TTR (> 90%), thyroxine (> 66%) and vitamin A
(= 75%) levels using a rat specific surrogate to patisiran, no effects were found on male or female fertility,
embryo-foetal development, or pre-/post-natal development.

In rabbits, Onpattro generated spontaneous abortions, reduced embryo-foetal survival, and reduced foetal
body weights at maternally toxic doses > 1 mg/kg (HED 3.2 times the RHD). As patisiran is not
pharmacologically active in rabbits, these effects are not due to reductions in TTR, thyroxine or vitamin A.

Intravenous administration of Onpattro had no effect on male reproductive assessments in sexually mature
cynomolgus monkeys.

In lactating rats, patisiran was not present in milk, although small amounts of the lipid components
DLin-MC3-DMA and PEG 0-C-DMG were present in milk (up to 7% of concomitant maternal plasma
concentrations). There were no adverse effects on the pups.
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

DLin-MC3-DMA ((62,97,282,317)-heptatriaconta-6,9,28,31-tetraen-19-yl-4-(dimethylamino)
butanoate)

PEG 2000-C-DMG (a-(3’-{[1,2-di(myristyloxy)propanoxy]carbonylamino}propyl)-o-methoxy,
polyoxyethylene)

DSPC (1,2-distearoyl-sn-glycero-3-phosphocholine)

Cholesterol

Disodium hydrogen phosphate, heptahydrate

Potassium dihydrogen phosphate, anhydrous

Sodium chloride

Water for injections

6.2 Incompatibilities
This medicinal product must not be mixed with other medicinal products except those mentioned in section
6.6.

6.3  Shelf life
Unopened vials

2 years.

After dilution

Chemical and physical in-use stability has been demonstrated for 16 hours at room temperature (up to 30°C).
From a microbiological point of view, it is recommended that the product should be used immediately. If not
used immediately, in-use storage times and conditions prior to use are the responsibility of the user and
should not be longer than 16 hours at either 2°C to 8°C or room temperature (up to 30°C), including infusion
time.

6.4 Special precautions for storage
Store in a refrigerator (2°C to 8°C).
Do not freeze.

If refrigeration is not available, Onpattro can be stored at room temperature up to 25°C for up to 14 days.
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For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container
5 mL concentrate in a Type | glass vial with a chlorobutyl stopper and an aluminium flip-off cap. Pack size
of 1 vial.

6.6  Special precautions for disposal and other handling
This medicinal product is for single-use only.

Onpattro must be diluted with sodium chloride 9 mg/mL (0.9%) solution prior to intravenous infusion. The
diluted solution for infusion should be prepared by a healthcare professional using aseptic technique as
follows:

. Remove Onpattro from the refrigerator. Do not shake or vortex.

. Discard vial if it has been frozen.

. Inspect visually for particulate matter and discolouration. Do not use if discolouration or foreign
particles are present. Onpattro is a white to off-white, opalescent, homogeneous solution. A white to
off-white coating may be observed on the inner surface of the vial, typically at the liquid-headspace
interface. Product quality is not impacted by presence of the white to off-white coating.

. Calculate the required volume of Onpattro based on the recommended weight-based dosage (see
section 4.2).

. Withdraw the entire contents of one or more vials into a single sterile syringe.

. Filter Onpattro through a sterile 0.45 micron polyethersulfone (PES) syringe filter into a sterile
container.

) Withdraw the required volume of filtered Onpattro from the sterile container using a sterile syringe.

° Dilute the required volume of filtered Onpattro into an infusion bag containing sodium chloride
9 mg/mL (0.9%) solution for a total volume of 200 mL. Use infusion bags that are free of
di(2-ethylhexyl)phthalate (DEHP).

° Gently invert the bag to mix the solution. Do not shake. Do not mix or dilute with other medicinal
products.

. Discard any unused portion of Onpattro. Any unused medicinal product or waste material should be
disposed of in accordance with local requirements.
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7. MARKETING AUTHORISATION HOLDER
Alnylam Netherlands B.V.

Strawinskylaan 3051

1077ZX Amsterdam

Netherlands

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/18/1320/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

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 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

Onpattro 2 mg/mL concentrate for solution for infusion
patisiran

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each mL contains 2 mg patisiran.

Each vial contains patisiran sodium equivalent to 10 mg patisiran formulated as lipid nanoparticles.

3. LIST OF EXCIPIENTS

DLin-MC3-DMA

PEG 200-C-DMG

DSPC

Cholesterol

Disodium hydrogen phosphate, heptahydrate
Potassium dihydrogen phosphate, anhydrous
Sodium chloride

Water for injections

See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
10 mg/5 mL
1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use after dilution.
Do not shake or vortex.
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Read the package leaflet before 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

Store in a refrigerator.
Do not freeze.

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.
Strawinskylaan 3051
1077ZX Amsterdam
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1320/001

13. BATCH NUMBER

Lot
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14. GENERAL CLASSIFICATION FOR SUPPLY

15.  INSTRUCTIONS ON USE

16. INFORMATION IN BRAILLE

Onpattro

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:

MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL

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

Onpattro 2 mg/mL sterile concentrate
patisiran
IV use after dilution

2. METHOD OF ADMINISTRATION

Do not shake or vortex.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot
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5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

10 mg/5 mL

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Onpattro 2 mg/mL concentrate for solution for infusion
patisiran

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.
® Keep this leaflet. You may need to read it again.
® If you have any further questions, ask your doctor or nurse.
® |[f you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. See section 4.

What is in this leaflet:

1.  What Onpattro is and what it is used for

2. What you need to know before you are given Onpattro
3. How Onpattro is given

4. Possible side effects

5. How to store Onpattro

6. Contents of the pack and other information

1. What Onpattro is and what it is used for

The active substance in Onpattro is patisiran.

Onpattro is a medicine that treats an illness which runs in families called hereditary ATTR (hATTR)
amyloidosis.

hATTR amyloidosis is caused by problems with a protein in the body called ‘transthyretin’ (TTR).

o This protein is made mostly in the liver and carries vitamin A and other substances around the body.

o In people with this illness, abnormally shaped TTR proteins clump together to make deposits called
‘amyloid’.
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° Amyloid can build up around the nerves, heart, and other places in the body, preventing them from
working normally. This causes the symptoms of the illness.

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

Onpattro is used in adults only.

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

You must not be given Onpattro

. if you have ever had a severe allergic reaction to patisiran, or any of the other ingredients of this
medicine (listed in section 6). If you are not sure, talk to your doctor or nurse before you are given
Onpattro.

Warnings and precautions

. Infusion-related reactions

Onpattro is given as a drip into a vein (called an “intravenous infusion’). Reactions to this infusion

may happen during treatment with Onpattro. Before each infusion you will be given medicines that
help to lower the chance of infusion-related reactions (see “Medicines given during treatment with

Onpattro” in section 3).

Tell your doctor or nurse straight away if you get any signs of an infusion-related reaction. These signs
are listed at the beginning of section 4.

If you have an infusion-related reaction, your doctor or nurse may slow down or stop your infusion,
and you may need to take other medicines to control the symptoms. When these reactions stop, or get

better, your doctor or nurse may decide to start the infusion again.

. Vitamin A deficiency

Treatment with Onpattro lowers the amount of vitamin A in your blood. Your doctor will measure
your vitamin A levels, and if they are too low they should have returned to normal and any symptoms
due to vitamin A deficiency should have resolved before you start treatment with Onpattro. Symptoms
of vitamin A deficiency may include:

67
Confidential Alnylam Japan



16 SMEICH 1T BEARREICET 5EH
KFUSUFRUDL

° Decrease in night vision, dry eyes, poor vision, hazy or cloudy vision

If you have problems with your vision or any other eye problems whilst using Onpattro, you should
talk to your doctor. Your doctor may refer you to an eye specialist for a check-up if it is necessary.

Your doctor will ask you to take a daily vitamin A supplement during treatment with Onpattro.

Both too high and too low levels of vitamin A can harm the development of your unborn child.
Therefore, women of child-bearing age should not be pregnant when starting treatment with Onpattro
and should practice effective contraception (see section “Pregnancy, breast-feeding and
contraception” below).

Tell your doctor if you are planning to become pregnant. Your doctor may tell you to stop taking
Onpattro. Your doctor will ensure that your vitamin A levels have returned to normal before you try to
become pregnant.

Tell your doctor if you have an unplanned pregnancy. Your doctor may tell you to stop taking
Onpattro and your vitamin A supplement. You should resume vitamin A supplementation during the
last 6 months of your pregnancy if the vitamin A levels in your blood have not yet returned to normal,
because of an increased risk of vitamin A deficiency during the last 3 months of your pregnancy.

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

Other medicines and Onpattro

Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines. It is
important to tell your doctor or nurse if you are taking any of the following medicines as your doctor may
need to change the dose:

o Bupropion, a medicine used to treat depression or to help you to stop smoking

. Efavirenz, a medicine used to treat HIV infection and AIDS

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 for advice before starting this medicine.
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Women of child-bearing age

Onpattro will reduce the level of vitamin A in your blood, which is important for normal development of
your unborn child. If you are a woman of child-bearing age, you should practice effective contraception
during treatment with Onpattro. Talk to your doctor or nurse about suitable methods of contraception.
Pregnancy should be excluded before starting treatment with Onpattro.

Pregnancy
You should not use Onpattro if you are pregnant, unless advised by your doctor. If you are of child-bearing

age and intend to use Onpattro, you should practise effective contraception.

Breast-feeding
Ingredients of Onpattro may pass into breast milk. Talk to your doctor about stopping breast-feeding or

treatment.

Driving and using machines
Onpattro is believed to have no or negligible influence on the ability to drive or use machines. Your doctor
will tell you whether your condition allows you to drive vehicles and use machines safely.

Onpattro contains sodium
This medicine contains 3.99 milligrams (mg) of sodium (main component of cooking/table salt) per
millilitre (mL). This is 0.2% of the recommended maximum daily dietary intake of sodium for an adult.

3. How Onpattro is given

How much Onpattro is given

o Your doctor will work out how much Onpattro to give you — this will depend on your body weight.

. The usual dose of Onpattro is 300 micrograms per kilogram (kg) of body weight given once every
3 weeks.

How Onpattro is given
. Onpattro will be given to you by a doctor or nurse.

o It is given as a drip into a vein (‘intravenous infusion’) usually over about 80 minutes.

If you do not have problems with your infusions in the clinic, your doctor may talk with you about a
healthcare professional giving you your infusions at home.
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Medicines given during treatment with Onpattro

Before each infusion of Onpattro, you will be given medicines that help to lower the risk of infusion-related
reactions. These include anti-histamines, a corticosteroid (a medicine that suppresses inflammation), and a

pain reliever.

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

If you are given more Onpattro than you should receive
This medicine will be given to you by your doctor or nurse. In the unlikely event that you are given too much
(an overdose) your doctor or nurse will check you for side effects.

If you miss your dose of Onpattro
If you miss an appointment to have Onpattro, ask your doctor or nurse when to book your next treatment.

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

4, Possible side effects

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

Infusion-related reactions
Infusion-related reactions are very common (may affect more than 1 in 10 people).

Tell your doctor or nurse straight away if you get any of the following signs of an infusion-related reaction
during treatment. The infusion may need to be slowed down or stopped, and you may need to take other
medicines to manage the reaction.

o Stomach pain

. Feeling sick (nausea)

. Body aches or pain, including pain in the back, neck, or joints
o Headache

) Feeling tired (fatigue)

. Chills

o Dizziness
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° Cough, feeling short of breath, or other breathing problems

. Reddening of the face or body (flushing), skin warm, or rash

. Chest discomfort or chest pain

o Rapid heart rate

. Low or high blood pressure

o Pain, redness, burning sensation, or swelling at or near the infusion site
. Swelling of the face

Other side effects
Tell your doctor or nurse if you notice any of the following side effects:

Very common: may affect more than 1 in 10 people
o Swelling of the arms or legs (peripheral oedema)

Common: may affect up to 1 in 10 people

o Pain in the joints (arthralgia)

o Muscle spasms

o Indigestion (dyspepsia)

o Shortness of breath (dyspnoea)

o Redness of the skin (erythema)

o Feeling dizzy or faint (vertigo)

o Stuffy or runny nose (rhinitis)

o Irritation or infection of the airways (sinusitis, bronchitis)

Uncommon: may occur in up to 1 in 100 infusions
o Leakage of the drug into the surrounding tissue at the site of infusion, which may cause swelling or
redness

Tell your doctor or nurse if you notice any of the side effects listed above.

Reporting of side effects

If you get any side effects, talk to your doctor 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 Onpattro

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 carton after ‘EXP’. The expiry date
refers to the last day of that month.

Store in a refrigerator (2°C to 8°C). Do not freeze.

If refrigeration is not available, Onpattro can be stored at room temperature (up to 25°C) for up to 14 days.

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 Onpattro contains

. The active substance is patisiran.

o Each mL contains patisiran sodium equivalent to 2 mg patisiran.

. Each 5 mL vial contains patisiran sodium equivalent to 10 mg patisiran.

o The other ingredients are DLin-MC3-DMA
((62,92,282,31Z)-heptatriaconta-6,9,28,31-tetraen-19-yl-4-(dimethylamino) butanoate),
PEG 2000-C-DMG (a-(3’-{[1,2-di(myristyloxy)propanoxy]carbonylamino}propyl)-o-methoxy,
polyoxyethylene), DSPC (1,2-distearoyl-sn-glycero-3-phosphocholine), cholesterol, disodium
hydrogen phosphate, heptahydrate, potassium dihydrogen phosphate, anhydrous, sodium chloride,
and water for injections (see “Onpattro contains sodium” in section 2).

What Onpattro looks like and contents of the pack
. Onpattro is a white to off-white, opalescent, homogeneous concentrate for solution for infusion.
. Onpattro is supplied in cartons containing one vial each.

Marketing Authorisation Holder
Alnylam Netherlands B.V.
Strawinskylaan 3051

1077ZX Amsterdam

Netherlands
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Manufacturer

ADOH B.V., NUMEGEN
Godfried Bomansstraat 31
Nijmegen

6543JA

Netherlands

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

Deutschland

Alnylam Germany GmbH

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

Espafa

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

France

Alnylam France SAS

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

Italia

Alnylam Italy SRL

Tel: 800902537 (+39 289732291)
medinfo@alnylam.com

Nederland

Alnylam Netherlands BV

Tel: 08002820025 (+31 203697861)
medinfo@alnylam.com

Portugal

Alnylam Portugal

Tel: 0707201512 (+351 1707502642)
medinfo@alnylam.com

Sverige

Alnylam Sweden AB

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

United Kingdom
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Alnylam UK Ltd.
Tel: 08001412569 (+44 1628 878592)
medinfo@alnylam.com

Belgié/Belgique/Belgien, Buarapus, Ceska
republika, Danmark, Eesti, EALGda, Hrvatska,
Ireland, island, Kvzpog, Latvija, Lietuva,
Luxembourg/Luxemburg, Magyarorszag, Malta,
Norge, Osterreich, Polska, Romania, Slovenija,
Slovenské republika, Suomi/Finland

Alnylam Netherlands BV

Tel/Tel/Tn\/ Simi/TIf/Puh: +31 20369786
medinfo@alnylam.com

This leaflet was last revised in MM/YYYY.
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.

The following information is intended for healthcare professionals only:

Required premedication

All patients should receive premedication prior to Onpattro administration to reduce the risk of
infusion-related reactions (IRRs). Each of the following medicinal products should be given on the day of
Onpattro infusion at least 60 minutes prior to the start of infusion:

. Intravenous corticosteroid (dexamethasone 10 mg, or equivalent)
. Oral paracetamol (500 mg)

° Intravenous H1 blocker (diphenhydramine 50 mg, or equivalent)
° Intravenous H2 blocker (ranitidine 50 mg, or equivalent)

For premedications not available or not tolerated intravenously, equivalents may be administered orally.
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If clinically indicated, the corticosteroid may be tapered in decrements no greater than 2.5 mg to a minimum
dose of 5 mg of dexamethasone (intravenous, 1V), or equivalent. The patient should receive at least 3
consecutive infusions of Onpattro without experiencing IRRs before each reduction in corticosteroid
premedication.

Additional or higher doses of one or more of the premedications may be administered to reduce the risk of
IRRSs, if needed.

Preparation of the solution for infusion

This medicinal product is for single-use only.

Onpattro must be diluted with sodium chloride 9 mg/mL (0.9%) solution prior to intravenous infusion. The
diluted solution for infusion should be prepared by a healthcare professional using aseptic technique as
follows:

o Remove Onpattro from the refrigerator. Do not shake or vortex.

° Discard vial if it has been frozen.

. Inspect visually for particulate matter and discolouration. Do not use if discolouration or foreign
particles are present. Onpattro is a white to off-white, opalescent, homogeneous solution. A white to
off-white coating may be observed on the inner surface of the vial, typically at the liquid-headspace
interface. Product quality is not impacted by presence of the white to off-white coating.

o Calculate the required volume of Onpattro based on the recommended weight-based dosage.

. Withdraw the entire contents of one or more vials into a single sterile syringe.

. Filter Onpattro through a sterile 0.45 micron polyethersulfone (PES) syringe filter into a sterile
container.

) Withdraw the required volume of filtered Onpattro from the sterile container using a sterile syringe.

o Dilute the required volume of filtered Onpattro into an infusion bag containing sodium chloride
9 mg/mL (0.9%) solution for a total volume of 200 mL. Use infusion bags that are free of
di(2-ethylhexyl)phthalate (DEHP).

) Gently invert the bag to mix the solution. Do not shake. Do not mix or dilute with other medicinal
products.

o Discard any unused portion of Onpattro. Any unused medicinal product or waste material should be
disposed of in accordance with local requirements.
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° Onpattro does not contain preservatives. The diluted solution should be administered immediately
after preparation. If not used immediately, store the diluted solution in the infusion bag at room
temperature (up to 30°C) or at 2°C to 8°C for up to 16 hours (including infusion time). Do not freeze.

Administration

Onpattro is for intravenous use and should be administered by a healthcare professional.

. Onpattro must be diluted prior to intravenous infusion.

. A dedicated line with an infusion set containing a 1.2 micron PES in-line infusion filter must be used.
The infusion sets must be free of di(2-ethylhexyl)phthalate (DEHP).

° The diluted solution of Onpattro should be infused intravenously over approximately 80 minutes at an
initial infusion rate of approximately 1 mL/min for the first 15 minutes, followed by an increase to
approximately 3 mL/min for the remainder of the infusion. The duration of infusion may be extended
in the event of an IRR.

. Onpattro must be administered through a secure and free-flowing venous access line. The infusion site
should be monitored for possible infiltration during administration. Suspected extravasation should be
managed according to local standard practice for non-vesicants.

o The patient should be observed during the infusion and, if clinically indicated, following the infusion.

o After completion of the infusion, the intravenous administration set should be flushed with sodium
chloride 9 mg/mL (0.9%) solution to ensure that all medicinal product has been administered.
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IRRD Y A7 ZAKT 5 728, Onpattro ¥R B 5- 0024 H | #1EB 46604y LL_ERTIC BT SR 2 326635 (4.2
HZM), IRRVELX 725G, EHEEZES T, B2 L, BEREOICKLETHIUE, ERE
H WX, arFaxTaef RULZOMOXHERE) 2 Retd 5, &52%E L25E. ERAE
LRI, BAEEZES LCHBETSZ L 2/R5T 5, IRR REEXIIEMEENTHOTHS
AZiE, Onpattro #i%:% F1k4 %,

IRR ZRHLLT-EEFEO T, HEAREZESE L), BIMHEISHEO &KL 1 BLLEEE
FTHZEIILEY, ZOHDIRRDOY A7 BMEB L., A2 S o5 a[REER S 5,

EZ 3 ARZIE

Onpattro # 51X MyE F 7 LV AP A LF U Z X7 d &8, MiGE¥ I A (VT —0) REKT
ZH7HT GAHESM), MG e X 2 v ARENER FIRRM THIHEAITRRETHILERH D |
B X I ARZIEICER T 2 ARER I X#EI%, Onpattro & 5-BRAGRTIZEHE L T < LER H D,

B4 I ARZIEICER T DIEAERI IR =M U A 7 2RI % 72, Onpattro £ 584 12 4 < 2 A% 2,500
WU/ H OO FREG 52179, B4 I ARZIEZRET 5 IRER (KREEK T UIKE. B
R4 74, IRORKIE, AR TEE, ABREE SOIABRSE L2 5 T) BB LI2GE1TE, 79
DT DIRBHE~ORBI BRSNS,
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Onpattro ¢ 5-HIZEX IV AR OIEEE LTiEH e I v AREAMFEH T XX Tl @53
Z ),

IERFIE 60 HRENZEBWT, EX IV ARERETETCH, KT CH, REFEO U X7 BN
W DA EEMENH D, T D7, Onpattro £ 5-BRAGHTI il & R RE ) LR U, IENR FTREZR & 1%
RN 72T 2 BT DM E NS 5, EiRE TE LTV 5 kX, Onpattro 55 & OV E & 2 > Afili
FeaEFIEL, MEPEX I AREZE=XD 7 L TIEFMHEIZRE L ThHLIERE A D,
TEIMENR DA 1TIE, Onpattro D& 5-2 1119 % (4.6 HS M), w1 s I A RZIED IR
a2 258 2RWTC, MRIFICEZ I AffiREFIET 5, Z20%, MiFEFEH I ARENIE
FAEICR O 2 WS, HREZEEICBITAEZ I ARZIED Y Z 7NN G 5 1-0, EIEFH & 0%
iz e # 2 > A 2,500 1IU/H O FE & FEIT 5,

MEAF L7 DATTR 7 3 B A F—y A& 25 25 i

HITLIZhATTR 7 2 021 R—3 R (R =a—a/"F—5 3#) 227 5 HEF 125515 %5 Onpattro {# ]
BT 57— X IR 6TV D,

Wiy

ARAENTF U w7 A 3.99mg/mL 2 & H, ZAUE WHO BHELET Bk ADoK 1 HIEERE (Y 7 A
2.g) D 0.2%IZ A4 5,

® 45 fthDEXR L DHEEERRVEDMDOEEER

PR o IEA 2 AR AR R BR 135506 S AU TR Yy, Onpattro 1, in vitro T CYP2B6 DO REf{KTT
AR R OREEZ RN T, FF 7 v b P450 BER O E UTFHER T OB 2 = 372 v . KM E
TERHOFR E 725720325 Z LidanE PEINS, Invivo T CYP2B6 B8 (Blx1E, 77 me 4
RTT 7 E LY ~DEROEBIIAATH S,

X3 ADKE

MiE b7 AL LF ULV TF ) — UGG H NV BEOFX ¥ U 7 Th Y, MF~DE X I Alnka (i
9%, Onpattro DEIL, MIE R T AV A LF UBEZBD S, MERLF ) — LG Z 8T
BROEXIVADORERKTZ207207, 2720, VF /) —iEEX I EOIFHET T, X
> A Ok K O ~DOEY AL, REOEFZNM L TR 5, ZOREHE, Onpattro #5-H1281F
HIMIEE S 2 v A DEEFREMIL, ANE X 2 v ARBRBEEZKIT 5O TIERW 2D, BEX I Al
FEOFIE & L THERT & Tl (44 HE 5.1HESR),

46 REGEE. IR UMRELIR

FEHR AT RE 70 2

Onpattro B¢ 513 IMIEHF EX IV AREZKTFIESL, EXIVAREISTICHLERTECH, BIE
DU A 7 BN B 2 W REMEN D, L2y > T, R EBEETIC TR 2 5 R & N HIRA L.
AEHR P RE 72 2R IR R R 2B i 1 2 TV 2 MR B D, 1R 2 TE L TV D e, 1aiE 2 ik L,
MEFEX I ARBELZE=Z) 7 L CTEFEICR L T LEREZ RS,

3R
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TR Z 31T % Onpattro BT 27 — X IX7FE L 72\, ASErEICB L <. +oe@iilianirb
NTWRW BI3THBM), R X I AREIZL D, IBENRMETEY A7 NAELC D720, ik
BE O RIER DGR A LI L35 X5 26 #FR\V T, Onpattro Z 4R 4R I fE 3~ & TixZ2uy,
PR AT RE 72 o ElE, Onpattro £ 5-FPIZ B RAO 72 BET L 2 V2 MR H 5,

i

Onpattro 23t M REFLFH A~ I D0 E D DEBH SN TR, BIcB W T AT LE-#ERN T —
A5, DEOIEE RS DLIn-MC3-DMA % TF PEG000-C-DMG 23 REFLFUC /W S5 Z & 3B BT
EN TV (5.3THSH),

L& IR 57, Onpattro %1 1ET 2 1 ORIER. FIRICKHT 2 RAOA R L | BHFIHT 56
BHOA L BRT S,

A:GEE

HEIZ X9 % Onpattro DFEEIZ DWW TOT — X I IFE LRV, Bl Cid, B TMED L 5E
BIXRONS 20 - 7= (5.3HBH),

S

t hAEGE
HE~DE
47 EBERUBHBREREI~AOZE

D) FHI R S OSSR B RERF 12 255 < &, Onpattro (T I30E s I IHEMERIERE /1~ DT, BT
EOREOLON, b LT ETRWEEZ LN D,

ANY

48 EI{EMA

TR T 7 7 A VDB

Onpattro #5585 Tle b @ BEE CTAH BT EIWER 13 R MEEIE (29.7%) & OV AL 9 K (18.9%) ©
& o7z, Onpattro DF L HIEIZE > 7 RBIERIX. TEAILHE D KIS (0.7%) DA Th o7,

BIfERO—EF

BIYEM Z . MedDRA Z2E BIIK 24 (SOC) ¢ MedDRA FeAGE CHRIMEENN T, FEBSEER D 7
—7NT, BEEOREWVIEICESTWS, BVEFAORBRHEEIUTORYTELTNS,

o MO T ML (1/10 LAE)

o FAEFE (1/100 LA 1 1/10 A55)

o {AHFE (1/1,000 LA 1/100 i)
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% 1 : Onpattro 300 pg/kg THE&E S -BlERA

RENXSE ElER REHE
JRYLRE S & OV A U ES TS EHE
Bl e i L
R A
G R HEAITHE D B D C i BEE
His L OBk gbe % BRI EIN i
WP, FEES K OGRS I R i
B R WA B i L
B4 L OV T Rl o5 FTBE e
s R ds L O AL kb P i3 i L
it i L
—i - AEREER X OGO kg HRY VLR 3 ~C i L
e (A
FRIZHEH 3~ Z GEH OYER
TEANZLE 2 I (IRR)
IRRERIZIRICR T D& E LA, ZHDITIRET 2 b O TR« BRI UL (8. B,
L BRI 2 de), WAL (BRMEALEE ST R R BV A B te), Bl MRV, PRI RSO3k, s N

PRECSOE R, B0, 898, BIE, FEIED v, 5. BRSO IEME, (RinE, SimE, B
T

FEREBR CIE, IRR DU X7 Z KT 5720, REFICaLvFarxTaf N, X7 E—/L, KD
H1-H2 7 & v B —IZ K D RTHEEEN FEh S, ZH 57 7 & A% e T, Onpattro #% 5-#£ D 18.9%
2V IRR 2B L7=DIZxt L, 7T 2RFE5ETIX 9.1% Th -7z, Onpattro & 5-EEIZEB N T, WTho
IRR LR JE (95.2%) X IXHLEE (4.8%) Toh 7=, IRR ZFEHL L 7= Onpattro % 5-H3E D H 5, 78.6%1%
2 [0 H OG5 £ TITHRMO IRR 23 L7-, IRR OFEIEE TR L2, IRR 234%5-thikric
DL ERIFEAERD ST, BRRER T, 2EF O 1%KHIZHB VT IRR 3L IEICE 572, IRR
DEFREBIZOWTIE, 44THESROZ &,

RIHTEZNE

77 v R R RER T ORRYPETEIE T Onpattro & 5-8£0> 29.7% & 77 B AR GHED 22.1% TS Sz,
WP B R E SIS E T, JRIETPIRICE D Z L1372 o 72, Onpattro #5RETlX, RERORIUE
FE VTR RIS I LTz,
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b/73ant

R AR C, BEHNEFHED 0.5% AT TR s biLTe, 8l &IERIZIX, FRE SOtk . A
ST S EALIENR . FEER (X T ORIE), $IR . FLBE SRS AL R AR, RS, SUTTESERAL
EIRN o7,

S S

Onpattro (2§92 HFLEEMHTIAIL, Onpattro D F & IZfE FH S 40T D IEE RSy PEG2000-C-DMG (ZHE 1Y
RPURERIET D 2 A X 0l Sz, 777 7 ARk R R PR R & OFE B RIEERABR 2B\ ) TLhATTR
TInA R—vA&E235HE 194 it 7 4] (3.6%) T. Onpattro #&5-FIZHiERMPTANEA SN
7o BIO 1HIC, BAEOHEEMPURN TR bivlz, JEERmHTRMITK . —@METH v . Onpattro ®
BRIRA A, BT a7 7 AV, b2 WIEEWEIRE TR XTI )P T v 7 7 A VW ~D %
RYET IR R o T,

BT BN D %6 DOWiE

EISOEKFEZ, BWERADNSRON DG AT HRETHZEREETH D, NIV EELORRT
U MYAITRT U AR ZmEEHEL TN ZENAREE RS, BHERRN Db 585G . EMA
Website {18k V ICIN#E SN 5 ENIRE S AT L 20 L TlET 2 L9 EREMFICESEST S,

49 BERE
WERSNEE5E. BIEAOBMESERZBIZ L, xHEFRELZEEITY Z /RN D,

5. EEZPHRNHK

5.1 ZEEZPREE
SBRERE - RERY . ATC 22— F @ REIY,

TR

Onpattro (X ~EH OIS 7TV REEER (SIRNA) THH /3T T 02 EATEY, ZOSiRNAL, £
TOERMF OB AER | F o 2% LF 2 (TTR) mRNA 3" FEFIR I O AR R AE S Uiz e 8 %
FEREITHER LT 5, RF T 0E, P TTR # 2”7 O —IRFEAEV T H 5 IFHIEIC siRNA % 3%
EIELTOORE T /R HFITH D, RNA T (RNAI) LFHIN D BRmfEEZ /T LT, NFv T
VI G TTR mRNA Ofiiftr gz 5| & 2 L, My TTR ¥ > /87 20 S8, N7 I e A4
Rt 2D S8 5,

N FHIEH

Onpattro 300 pg/kg HilEl# 5-4% 10~14 HLANIZ, FEHIMIE TTRIEK 80%IK T L7z, 3 MM mORIEEK
5T, 90 H% L 18 » HRICTHBIT H1MiE TTR O RIZZNZEIN 83% L 84% L 7o~ 7=, IiijE TTR
DOPIE, B HAkGE CRERF S LT,

Mg TTRIZVTF ) — A Z v BEDxF v ) 7 THY, P ~DeZ I A ki iEd s, 18
B AR CBIE S NZME LT ) — kS 2 X7 E O R 1T 45% T, i E ¥ 2 2 A DO
HERIT 62% T o7,
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B AR A 2

Onpattro OF ML, TTR AR L OEGEERY =2 —m/3F—%2495 hATTR 7 I v A R— A BH
225 Bl %G b LI IBEA L —EHEMR T 7 B AR X REER TRET S 4172, Onpattro 300 pg/kg #1377
BAREE (BUERMIC 18] 18 » A MEAIRNE 5-) OWT I —FHIZ 21 DR TEEA LIz, 21T 2
2TFuaA R, NI FE—/L, FOHUH2 70 v 1 —I|2 Xk DR N S BE I E i ST,

AFERTIL, 148 f517% Onpattro Dt G- %5 1F, 7T BN T T RO G232 T2, ~N—Z T A D
HROL B 6255k (RGP - 24~83), HEERE D T4% 03 BME, 26% 0 LM THh o7, I9FED R D TTRZE
BRI, b @B (5%LL 1) (2588 H 7= D13 V30M (43%), kT ATS (9%). T60A (7%). E89Q
(6%). S50R (5%) DIETIH > 7=, WERH DK 10%75 VIOM ZF 24 L, JER O R HIRIE (50 5% Ali)
BRI, R—=RT A T, WBRED 46% 1% 1 CRITICRIEZ < . 1T & A EERE ORI -
EEE - AR = 2 —m XF—N FRIC A B 5), 53%M3EE 2 W (R THBh &2 B L KB T,
R ROMRER AL IERT D PR OMRERE) Tholz, K8 (53%) OWBREN X 7 7 I VA
AT N IEY TN =Y XD RHRR 2% T e, #BRE D 49% & 50%7%, = = — = — 27 Lllig
AT (NYHA) O Z 0240 | T N EIZ S vz, #ERE O (56%) 73, FRNIED
ST DR D FENE (R— 2T A U OLEEBERE 13 mm UL b, 2o ST KENIRF R B O REE 72
L L ER) &7z LTn, BEEFEMONR—R T 1 UH:PEIL, Onpattro £ C V30M LIS DOE R 257 54
BB OEIEDE (62% vs. 48%) &) LIS, BEREFEITL < ANT AR E LTV Z, Onpattro $5¢5-#F
D 93% L T BREEEED 62%23, FIV AT Bz 18 » A ORI Z5EE LTz,

FEA MG E B X, W EARREE A 27 +7) (MNIS+) IZBIT 5 _"—2F 4 5 18 » HA £ T
DEAE Lz, BRI, EEhE - R - BEMBREOR ) =a—aXF—0@EG L L,
Z OWEEITEE ) - W, ERAE R, MR8, L ORI S E (A2 7 .
0~304 RA > b, AT REWIEEHEREREEDENZRT) & LTz,

77 /AR & LA O mNISHT IZ361T D fEEHFRICA B2 A MDY 18 » A REm CRIZE S L7z (&
2), &TO mNIS+7 HAIZIBWT, TR L L THRMEDRD biviz, ARBRIZEBIT 5 N—X
T A L EOYNEFHIRE R TH D 9 » ARFRTHEE(EDTRO B, 7T EARD 140 RA » FO¥EIE
2 LC, Onpattro $25-TIEN—Z T A4 b DOE(LDYERLH-2.0 " A > F T, 16.0 &RA > FDIREAE
(2272572, mMNIS+HT OBMESHT (R—A T A 2D OEALH 0 7R A > hARi) T, mNIS+7 ([Zk#E%
FBOT-DI, Onpattro 58T 56.1% Tdh > 7= DIk L, 7T B RBETIL 3.9% Th - 7= (p<0.001), #*
T ~OEATE ORI, Onpattro ¢ 5-#£ T 5.4%., 77 B REHRET 0% CTHE S vz,

Onpattro #&G5-FElL, 77 BARREL g L TR TORIKEHIE B2 W THREMFRICA B R A SELR
W7z (42T p<0.001) (5% 2),

F 72 EIREHMEE B 1. Norfolk QOL-FE IR A##EFE s (Norfolk Quality of Life-Diabetic Neuropathy :
QOL-DN)fR A a7 IZHIF HX—A T A 5 18 » AR £ TOZEA{b & L7, Norfolk QoL-DN & 22 (f&
TR IR, NVEERRME - RESHRAE - BARPRERERAE, JEIR. R OVAFAETEENMEICEET A (A
a7 —4~136 £ T, AT NEWIEE QOL OEALZ/RT) M D, 18 » A HEA T, 4T Norfolk
QoL-DNIA H 23\ T, Onpattro T 7 7R & kb U CTHIEMEDGR D H 172, QOL Dk:# (Norfolk QoL-DN
IZBITHX—=RAT A b DOED0RA >k AKi) 53, Onpattro % 5-#£D 51.4% TH L ALT- DIZXE L,
77 B REERETIE 104% Th - 7o, KRB OYEFEHIRE R TH 2 9 4 AR T, dEERRD bz,
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& 2: T5RABEBS o DBRKBAREDFER

18 hARRTO
R—RF53qM4 v, 1§ R—RSAVHILDELLE (_)npattro -
, (SD) (B =R I5eREBE5D
FMEER ° [SEM]) =0 P &
— ®RIN_FET
Osgiztgo 7N7=$77R Onpattro TSR (95% C1)
FEFMHEEE
b -34.0
mNIS+7 80.9 (415) | 74.6 (37.0) -6.0 (1.7) 28.0 (2.6) (-390, -28.1) p < 0.001
B R 5 1E B
Norfolk -21.1
QoL-DN’ 50.6 (28.2) | 55.5 (24.3) -6.7 (1.8) 14.4 (2.7) (272 -15.0) p < 0.001
b -17.9
NIS-W 32.7(25.2) | 29.0(23.0) 0.05 (1.3) 17.9 (2.0) (223, -13.4) p < 0.001
c 9.0
R-ODS 29.7 (115) | 29.8(10.8) 0.0 (0.6) -8.9(0.9) (70.109) | P<000L
10 A — FVHBITREA 0.31
) 0.80 (0.40) | 0.79(0.32) | 0.08(0.02) | -0.24(0.04) (023 039) | P <0001
d 116
mBMI 970 (210) 990 (214) -3.7(96) | -119 (14.5) (82, 149) p <0.001
b -7.5
COMPASS 31 30.6 (17.6) | 30.3(16.4) -5.3(1.3) 2.2(1.9) (119 -32) p <0.001

SD : fEYE(F 2, LS mean : B/ R EHE, SEM : EHEOEAERRZE . Cl: [FFEX M. NIS-W : NIS-weakness GE&) /7)., R-ODS :

Rasch-Built Overall Disability (2% 7% A # A TEBVE D BITHE I &2 H5) . 10 A — MASTRA BTHE), mBMI : #iEARFEE (2R

IRHE), COMPASS 31 : A7 AFEMERIER A 27 31 (BEIMERA 27 28 E5),

¢ ETOFMEEE A48 0 K LRERSZEET L (MMRM) 5% W CTHRRIT L7z,

P BTN S VNG EREE IERN DI D L BT

CEFNREVIT EREEE MRS RSP L ERT,

¢ mBMI (|l EAH&FEED) : BMI (kg/m?) x M7 /L7 2 2 (glL) & L. BERREWVIEERBRIEN RN L2537, FERRETZREL D
3 % AW C Onpattro T& 0 LTV,

BTCOYVT 7 —7 (s, MR, AFE, Hk, NISA=27 ., V30M AZFIRE, ¥ 77 I VAA T )L
VAT T T =PRI, EHL WNCERNIED bV g BE 2 & 1) 28175 mNIS+7
Z 27 K O Norfolk QoL-DN 2 =2 7 (23T, Onpattro #5-8F1%. 77 B R &l LT, [FAREOAHL
PEBOE (K1), B SRE RS2 TO TTRAER, WNCETORBEIEEICBW T, grEIC
HIRENGTRD DTz,

85
Confidential Alnylam Japan



16 5 BIZHITHERKRFICEETHIEH
RFLSUFRYIL

1: mNIS+7 (R—RSA UMD 18 Hh ABRETOEIL) IZHTE2HTITL—TROFEEBRED
J4 LA RFAYE

$IIN—F Onpattro- 7574 BARYHEOE P
g‘, f—— 33.99 <.0001
<65 — -30.63 <0001
65 RELE P -3855 <0001
[ 13 R — -35.10 <.0001
*gﬁ e -31.72 <0001
BA e -33.89 <.0001
BA e 23373 <.0001
itk I . | -46.95 <.0001
Pl d ] -36.80 <0001
& P 27.70 <0001
o S 28
5 — <
BEFR
%o s 4 %1
‘é;%&;’ém, 22.25 0.0017
5 ’5‘”@3;9&57» HLOBEBE I .10 <0001
> P =
710k z p—a— -38.30 <.0001
N #‘\ux p—— 2934 <.0001
2 —— 353 <081
2 [ —
t?:zw ShioDRNE
F e -37.81 <.0001
(RYAY 3 I — -30.68 <.0001
T T T T T T T T

-70 -60 -50 -40 -30 -20 -10 (0] 10
Onpattro (i 75 & REAL

HANZED N BRE 22T 2BEF BT, FREE L= 2 —#IZT, Onpattro ¥ 5T, 77
TR &l L TAREEE (LS 2 © 0.9 mm [95% CI-1.7, —0.2]) ROR#EhHM A b LA > (LS Fy
7 1 —-1.37% [95% CI -2.48, —0.27)) IZfiG/ N &R Tz, N—R T A > (ETEHE) O N K pro-B
BF b U T LFRRTF F (NT-proBNP) %, Onpattro ¥ 58 L 77 v RFEGHE T, FhFh 727 ng/L
L Tng/L CH-o72,18 H AR T MIE LI BT EHBEDOR—R T A KT 5 FH)fE ki, Onpattro
BHT0.89, 7 BAREETI1.97( : 045, P<0.001) TH Y. 55%7= T Onpattro DENHENR I T,

18 #» ARl —HEE B T Onpattro |ZEAEA L S TR E2Z 1 - #5E T, ek 53-8
B 5 12 » AMOBEME 5% AT S v,

AR

RN EFSTIX, BATIR 7 R A F—YZ/hNREM DO LY 7 E v MZIBIT 5 Onpattro DFRBRAE R %
BT BB EZRBR L CNEERICET 51HH 4.2 B2 R),

52 EDBERE

Onpattro DY ENERFE T, M/ T2 T R E KR OWEE K (DLin-MC3-DMA K U PEG000-C-DMG)
PRET A LICE VBSOS,

WU

M RFT D 95% 8IE, IEET /R FICBEET 5, 300 pgkg % 3 AMEICKREGTH L. &S
24 A% E TICEFRRBICEE L, ERREBIZBI A F VI ORERMMTRE Cu). M7 78
FE (Crrougn) K OVBHAR T IR (AUC,) D) £ EEHE(RZ(SD) 1, 24 7.15£2.14 pg/mL, 0.021+0.044
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pg/mL, 184+159 ug- himL Td -7z, AUC. DEFEIL, FllElh L ik LT, EHIREREFT 325 Th

277,

JEFRRBIZH 1 D DLIN-MC3-DMA @ Cinay Crroughs M TN AUC, D V-2 =5 HE(7E (SD) I, £41E 4 40.2
+11.5pg/mL, 1.75+0.698 pg/mL, 1,403+105 pg- h/imL T 7=, AUC. DEFfEIL, #EIF S L iz L
T, EHFIRIEREFC L1765 ThH o 72,

TEHIRABIZ 31T D PEG000-C-DMG @ Crax. Cirough« & Y AUC, D15 EAEHE(R Z2(SD) 13, £ £ 4.22
+1.22 pg/mL, 0.0236+0.0093 pg/mL, 145+64.7 pg- h/imL T - 7=, #EE G & i L -BE0E
HARRERFIZIS 1T D AUC DEREIZA BRI o T,

pAKii]

Onpattro ® MR AR A RIFE L | invitro T, & MIE7 /L7 2 0 KOV bal-BetilE % o 7 L ofE
BT 2.1%LL T Th > 72,300 pglkg 2 318 ) f |4 G- E HRRRICH 1T 5 23F 27 & DLIn-MC3-DMA,
o OF PEG 2000-C-DMG D 734 45 F8 (Vss) D15 HAEHE(R 72 (SD) 1&, £ 4£4 0.26+0.20L/kg, 0.47+0.24
L/kg . 0.13%0.05 L/kg TdH 7=,

A R 2 B

IRF T NIX I LT =Bl Lo T A R ESDOX 7 AT FIcfE &5, DLin-MC3-DMA 1%, I
KR L > TEIZA-DAF VT 2 BEEE (DMBA) IZANH S5, PEG00-C-DMG OEHHTIE E A E
RN, LR,

EEIRILN

300 pg/kg % 33 M fE (S G- EFIRBEICR T H/3F 2T oIt U 75 2 A (Clg) ¥ (£SD) i,
3.0£25 mL/hkg Th o7, /F T o ORFIERIEI (tyz,) OFH) (£SD) 1£3.21.8 HTH -
Too BEEBED/NTF VT D 1%A DR FUZARZEAL TEIL S 47z,

TEHIRREIZ BT D DLIn-MC3-DMA @ CLg ¥ (+SD) i, 2.1+0.8 mL/h/kg T - 7=, DLin-MC3-DMA
DH) 5.5%7H3, 96 FFffl# (R H ) (DMBA) & L TEIL S 47z,

TEHIRHEIZ I 1T D PEG 000-C-DMG @ CLg V¥ (£SD) 1%, 2.1+0.6 mL/hkg TH-7=, T v MR

PV T, PEGa-C-DMG 1L, JHHF CTRZ(OFEFHEH SIND, & MIEIT D PEGp-C-DMG DHE
HIZHIE SN2 hho 7=,

ELBRIEFERIE

IRF 2T o ~DOURTEE N ONEE RSy (DLIn-MC3-DMA & O} PEG 5000-C-DMG) 1%, AR #RER TR <
7o HHE DO (10~500 pg/kg) (2L L CHIN L 72, 300 pg/kg % 3 MM MICEMR G T 5L, RXFU T
> K OB R X R MK AT B 72 BRI D S BN RE 2 7 T

W EHE & K0 Bk

NFUT OHEICE Y TTR OBDIEARE <720 300 ng/kg O 3[R G- T/RF T g
WTT F—IZE L, ROBDDFED b,

A EH

Onpattro D57 1%, CYP2B6 ZBRVNT, o b7 1 A PAB0 %R UL b 7 > AR — X —OHifl e X3k
IR Tl (A5 TEHBM), RF VT 0, ¥ h7 v A PASOEROIE TlIau,
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FrokREEE

PR & N
ERREER ., EHIRIE DI ENRE N T A — & UL TTR AR W T, MRISUI AR GEA A vs HA)
DAFATRH SN2 o7z,

HHE
REDY 110 kg L EOEFICET 27 — 21356 T Ru,

EHE

7' Z AR HERER T, Onpattro % 5- 47583 62 5] (41.9%) 73 65wl =T, 961 (6.1%) 2% 75 Ll ETH
o7, EERAREOHEYERE T A — & XX TTR BTN T, 65 A DFnfE & 65 kLA EOF i
& & DICH BT o T,

Nl

S EhRE N O ) O EMEHNT OFE R, HFHRE EH#H & g LT, |MEOFEERE (B e R
ULN O 1fEEL R D> AST R ULN D 1544 5.6 L <IZE Y /L E 28 ULN O>1.0~1.5 {572 AST
DETL—R)IZLDRF T VgEGgEE XL TTRBD ~OFET RN ARSI, PEETIE
JE O PR E BB Tl Onpattro 13 EF S TUVLZR0Y,

B eI

SR ENRE K QR S O EFFRENT OFE R, BHEREIEH 2 & i LT, B T 5 o B e R &=
(eGFR : 30 LA _E 90 mL/43/1.73m° K4 12 K B /3F o T IR R UL TTR D ~ DB IR0 2 & AR
ST, HEEOEBEREREE IR 0 B RS Tl Onpattro [3RGET S AL TUL R0,

53 JEERRREMEHERAE

— i EEE R R

AElg & L, 7 v B RO VO BwIEICE T 5 ERENERE TH 5, Onpattro FARNE 513, T
R &AL TERZI 100 pglkg #8 4 3845 & 1.0 molkg B 3 M E G, I PG~ —% — (ALT. AST.
ALP, HaE U L E L DOWT I 12LL ) OB, 3 ONC AT lges BELAL RS A (e (T e/ Sk sEse, &
SE, fBREE . HERRBEOWT N 1 OLLE)oEinE 726 Lz, MigEcksW\W T, 7 v b THMEE
DY o SBEFE B AE B OMLREER RS E 2338 B, I /L TR O A28 BT,

BMLT, 7y MR AL OFEMERBRIZK T 554 TRICBIZE SN2 TORTRIE, BaREE, b
L <% 60~90 H M O# G- T el 2 B EE ORI (D72 < & bEHIZRIER) 23 BTz,
R EPE BRI S A SRR

Onpattro (. invitro & OV invivo TEBFMEZ R S 2o 721E0, BB T EA rasH2 ~ 7 A TR
DRI T,

A5 ]:K;

T MZBWT, RF VT KT H T v MERM e 7 — M2 W T, 817 > ol TTR (90%
PLE), A adr (66%LLE), ROVE X 2 A (T5%LL L) IBEE DR FRA b8, MRt A
RE. WRIRIFAE, UXHARTIN AR ESDOEBIIA LN T,
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U XTI, RMADO HFEE 1 mg/kg LA L (HED 1X RHD @ 3.2 £%) T, HARTE. G IR OEGFRIK T,
F ORFORER D DN DIz, T FICBNTARTF T ATREE A2 RS R0 2d, 29 LR
i3, TTR, VA aF v, I X Iy ADRBDICERT 5 O Tiden,

PR LT =7 A U8 T, Onpattro FrARAN$E5-1%, HED EFESRRTAMIC 2 % R S 7205
7=

BHF Ty bTIE, XFUT UEFRALPICHFEEET, P EOIREKS (DLIn-MC3-DMA K ¥
PEG000-C-DMG) N EEFLHFIZAFTE LT (RHAD MBFEHIRE D 7%LLT), FICEIERIX o7,

6.  FEAIFE

6.1 FAYX b+

DLin-MC3-DMA (6Z,9Z,28Z,31Z)-heptatriaconta-6,9,28,31-tetraen-19-yl-4-(dimethylamino) butanoate)
PEG000-C-DMG (« -(3’-{[1,2-di(myristyloxy)proponoxy]carbonylamino}propyl)-o-methoxy,
polyoxyethylene)

DSPC (1,2-distearoyl-sn-glycero-3-phosphocholine)

L A7 u—)b

U UK T R U U AEKFY

HAKY B AKEDD UL

R (vl NN

TS HIK

6.2 BEES
KEFHSLIX, 6.
6.3 FAZhHAR

REHE A TV
2 [

6 TEIZFCEL L 72 =3 MDA DEIE G LIRE L CldZe b 720,

AR

il R DAL 20 B O BRI 72 Z2 B MEIE. SRIR 30°C LA C 16 BT 7= W HEFF S D Z LV RENT
W5, WAEWFRRBLEND, HRZECICHERT 2 LRI s, ELICHER LARWES, A
F CORERR L ORE SR, HEOEMTE L, 2~8°C IR (30°C LA T) T 16 FEMLIN (1
AR & & Te) I 5,

6.4 RMELOBER

YR (2~8°C) IZPRE T 5,

BRESHERNZ L,

WS 72\ GA . Onpattro [X581E (25°C LA T) Tl 14 ARIRE T2 X TE 5,

ARG DIRE ROV TIL, 63HEAZHROZ &,
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6.5 AsE- SXHG

Z
i

P FARILREOT NI =T AW T ) v T F TR vy TEE BT T AR TV R
S5mLE&RH, YA XX 131470,

6.6 BRERUVZOMEINGIESEER

ZS

A (AT RFITH 5,

Onpattro [ ZEFARN & G-I LT R U 7 2 9 mg/mL (0.9%) &K CHIRT 5 Z ENMETH D, FEA
FRHEIE, LT OBEEEELZ AV CEREMZ SRS 2 0B N D S ¢

7.

EJE > Onpattro 20 Hi47, fRE 5 Lguy,

B LI AN, TV EBEIET D,

PR TR E e O % BRCAMRT 5, BaXITEDPFET 25AIIEEM L7, Onpattro
%, BE~IKEAOA AT, HEREKR CTH 5, —MITIRIK L KHBE S O#BGEICBIT 5310 7
ANEIZBWT, BHE~RAGO a2 —T 4 VI BRRALNDHEERD D, AO~KEGDa—T
7B O BT RE  KIET 2 L ERu,

KRBT S < HELEFBICHE > T, Onpattro DEEAH T 5 (4.2 THS M),

1 ARORETEFERO T, S T AARLLE) OENEMZ AND,

Onpattro % 0.45 pu AR Y =—7 /L Z)L7k o (PES) IREETES R 7 4 /L2 — Tl L, EA RO IR
R

T L 72 Onpattro o #2418 A PR LS #8 TIRE A0 bS53 5,

A7 ~ U v A 9mg/mL (0.9%) K DA - T2 Sl EE /S » 7 O I L 72 Onpattro 2 242 & A4l
THRL, A E200mL 2T 5, 7HEEY — 2 —=F)L~F 2L (DEHP) & & £ 722 miil e
v T ERERAT L&,

Ny 7 NS T, WREIRGT 5, IRESERWVWEIICT D, TOMOEIEN & DORA X
WA L7220,

P T AR HO Onpattro 13FEFET 5, REHOEIEN ITFEEWIL, &EH - kOB HEITHES T
oy d %,

SLERTRE

Alnylam Netherlands B.V.
Strawinskylaan 3051
1077ZX Amsterdam
Netherlands

8. MEEXIES

EU/1/18/1320/001

9. PERER/EEEHH

10. &&TH

AREISICET 2 5EMERIL, BN ERSTOR— L=V CTHETE %, http://www.ema.europa.eu
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% 1
BESRNILRUVRAXE
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HaNEICRTTSHE
%]

1. EEXROELWH

Onpattro 2 mg/mL Ui VIR FH AR IR
INF T

2. BEMESICEAT HEH

1mLiI"F v T 2mg &,

BENATMINRNTF T o U T A (IRET /R 3KI ST T 2 10 mg IFEY) 25T,

3. BmE—%

DLin-MC3-DMA

PEG000-C-DMG

DSPC

oL AT ua—)

U UEEKFE T MU U AEAKFIY
MK R T IKFH Y UL
BT Y A

S K

BINANZ B 2 IS SCE 2 2R 5 2 L,

4. BB UEEEA

AR AR R R A
10 mg/5 mL
13147 v

5. RER VGRS

AR L T HFARNI G5,
Lo L,
fEHANCIRAT SCE 2 3ite Z &,
AL,

6. FALESE : MNEOBRUVFOEIGZVERIZRE

INBDOH KR OFEOEN2WIEFTICRE T 5 2 &,
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KFUSUFRUDL

7. EOHMDFANLGES DETES)

8. {5 FRAAR

il FH IR

9. ¥R RTE

W E CIHRE 5,
WA SRz L,

10. REANGRUVERAFANMORREICRET 5HAGTIEEE AT 556)

11. SERFERE DA R U

Alnylam Netherlands B.V.
Strawinskylaan 3051
1077ZX Amsterdam
Netherlands

12. WEHRTRZES

EU/1/18/1320/001

13. Oy &S

=I5V N

14. JHERX 5

15. FRLEDEFE

16. mFPIER

Onpattro
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17. BEEF - —Xjxw/\—a—F

BRI Sz /e —a— FREEnD,

18. BB HAF - ERAIRET—4

PC:
SN :
NN :

EEOBFRICRIEREZTI HEE
NLTIL

1. EEROA TR TS5 EH

Onpattro 2 mg/mL 2 & H ik
KT T

AR L T BRI G5,

2. ®EAHE

RED LA,

3. EEFHIR

il FH IR

4, Ay +&E

=AY N

5 EE, REXEFENLYDOERE

10 mg/5 mL

6. TDh
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B. B XE
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BCE - BEMITHER
Onpattro 2 mg/mL fEA &R AR &

NFT T

V RKEHTEME=FZ Y U 7Ok L o TWET, ACETITH - LM 2 R R T
XFET, AERAZRBE LSS, BELTHLH 92 L TEOFRAIEICEDL T, BWEHOHE )
BEIZOWTIT4THEOREEZSZB L TS0,

CORMXEICEHLERICE>TEELRBIEHRSATHIDOT, COEEZFEATHHNCLLE

FALIEEL,

e NOTHLFHDDE I, ZOUEEARELTIIEE N,

o LML RNWZ ERHDHGEIL, MYEMSUIFEMICHKE L TSN,

o BIVERAMNAEUGAIE, HYEMXIIFE#MICBRALIEEN, 2B, ZoXEICRHSIh Vi
WEIWERMNAETLS Z b b 9, 4THEZR L TIIEE,

AXEOAE:

Onpattro D[Sy & #hie
i HRTOEE
ik - HE
BV 95 2E1WEM
(EEPaRrS

IE K O OO

I o A

=

Onpattro MR 5 & ¥hEE
Onpattro [Ty & LCARF VT v a2EH8 L ET,
Onpattro I %, i#f&ME ATTR (WAATTR) 7 2 124 R— 3 A LTI 5 FHEMERE B OIEHIE T,

hATTR 7 I 1A R—Y R, (KND TR T AY A LF | (TTR) & WO X U\ T EIZRERH D

7=OlckeZ Y £797,

o ZOXUNRIEIL, FIHIETEAIN., BEX I AREOMOWE Z K IziE L ET,

o ZORBNOHDLE, MERE LLETIRZ VNVENREL, [TInA R EMEHINLUED
R L ET,

o MR L., ROZTOMENOEAIN T, 7T InAf RBBEIN, EFHEEL
PiFET, 2, ZORBOIERDIRK & 720 £,

Onpattro [ZAFIE CEA SN D TTR X V3V BEOREZHD SE 52 L ET,
o ZHIZKY, TIvA REEKT HIMAD TIR Z o X7 ENRED LET,
o TIUNZDREBICEIDEELEMZ HDITHESLLET,
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Onpattro DA I AICIRE S E T,

2. {(EHRADFE

UTFIZEUT ZHE. Onpattro 2EALLENTLEELY,

o RFUTURITEDMDAFI DRI K LEET LA —REARI L2 Z 03 H5E (s 6
IC—EFRLETD), < OnbARWEAIZIL, Onpattro O FHRTIC, 524 E AT L #RI AR L
T,

ESRUERLOER

o FEAIZEE D UL
Onpattro IZFRAIRAN ~D 53 ( TATEERE] ) Ik V&5 ShvE9, Onpattro O HFIZ, FEAILEED
OB Z DA NH 0 £, FREANC, HEAE) OGORBEREZIK T SE 5720, ERLN
FH S ET (D [Onpattro D HHICE G S5 EHM ] S H),

EANCHE D BOSOBBER DI, HEECSUIFEMIAE A TSN, 29 LIEEEIZONT 4
HOBINE—FFR R L TVET,

NS BOSHRRO biicima ., HYEMXIIFEMP R GHREEZES T 50, &EETIETD
AIREMEDS & 2 1E D, SEIRZ MM A D IZOITHIDERS PG SNDHERH Y £, AL I KOG
BB Tea . HAEMSUIFEMPFEOEREZRO L GERH D 7,

o BXIVARZIE
Onpattro DG LD, MHEX I ARENEAD LET, HYEMPAEX I AREZRIEL,
K EDHEBITITEFMICRTLENH Y . Onpattro DEEG-BHIARTIC EZ 2 0 A RZIEIC K B AEIR
ZRIESETBSBERDHY £, BX IV ARZIEDIERICIILUTOL I R b0ORH Y £,
o WMHBINET., FIAT A4, BHORR, T, XIrTAHH

Onpattro O F IR T XUTE OMOIRORIEN HivE, FHHERNITHR L T 7ES W, M3
IR T, MEDTD, RBIE~DRMZZ 2L EMNSEID NS HERH Y £,

Onpattro D, HYERMNAOEZ I AT T A bamARMT L L0 RSN ET,
EXIVAREIETECHETETH, BIBICE > THEFICRD £7, £2O72D, HIRWREZR

Ein O Lo Onpattro D G- A Bildd L 7Rl THEAR T2 2 L1 £ L < 2o < BRI ZRBHIETE 28
MLTLIZEW (FRED Tk, =ILROWEHE ] OHZR),

SRIEIRT DEHED & 5551013, YEMIBA T Z SV, HYER7)> S Onpattro O]z H
T2 X0 ETONDELERH Y £, EIREARALANIE X I ARENIEFMIZEIE L2 Z
&, HYEMAHE L ET,

FEIMEIROG AT, Y ERNI s 2 TL &, Y ERIN S Onpattro X VX 2 AY 7V
AV ROERFIEEZEREINDAREERSH Y £, e I ARENSEFMEICEELTY
RV E . HERIS » ARNICBIT2EX I ARZIED Y A7 NN 57-0, HEERT6 » A M
Wbl ex Iy AfiREZHHETOILERDLD £7°,
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MNREUESE
Onpattro I % 18 s AT D /N K ONVEFIZITHER SN EH A,

ZTDDFEHF| & Onpattro

DB AZBIERM L TWD, ERALIEZZE0n3H 5, UIRA L7=2b LR ngaid, #2Y
EMSUIEEMIRZ T IEEW, LTOEAZRA L TWA5AIZIE, AFIOHEOFRES LI L
20 950, YEMIIE#EMICL TR T EE N,

o TTBYEAY ) OIROIREE TN IE,

e TT7FE LY  HIV YN N A XDIRIRIE,

MR, $RFLR VRN

PR SUIRAPT TH LA, HIRL TV SRR H 5. b L IR EZ R HE L TW 555,
F OB GFIGRTNCHEYEMNAOIEL S H - T IES VY,

SRR n] RE A i O A

Onpattro |%, EHZRIRIEORBEICHE L R5MHPEH I AREZED ST, EIRATEEFER O L
PEIL, Onpattro O FHHIZ 2RI 28T IR A i L C < 72 &V, i L 72 BRI DU Y R A S
FEMIZHZ LT 23, Onpattro O#5-PHARTZ AL 2 X RE LR T 20BN H Y £,

AR

IR LTV D AICIE, Onpattro 2 H L ClidWiF £ A, 72720, HYEMMOHRE5T 2L 285
NHLGEEREET, SRR ATRE/Z2 4 C, Onpattro 232 TETH HEEITIE. E
HY 7R E 2 LTS 7Z 80,

e

Onpattro O DB REFICBATT D AlietEn & v £3, BILUTRFEOWT AR LT 502> TH
WEATEFHRL TS TES W,

EEIEOEER UM ORE

Onpattro |2 & 2 j##s & OEERIERE /1 ~DRBIT, 70t LITEH TE2REDO LD EE X b
TWET, HRTCVERITTER L OB ECTE DIRBIZH 2008 5 o>\ T, Y ERM) OB
ZbnET,

Onpattro ®F F ) D LERIZDNT
AFNE. b U oL CBHEE AR/ EE O T 5) 3.99 mg/mL 2 & A TWET, AT A THELRE X
NOEENLOFT MY T LKL AERED 0.2%ICHY LET,

3. RE-RE

Onpattro D5 &
e Onpattro O 5-fi, Y EMSAEICE SO TRHBLET,
e Onpattro O &%, (KE 1kg H72 0 300 ug = 3BEMEIC 1 E 72> TWET,
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A% - BE

o Onpattro | X ERT X X F RT3 G- L E T,

o FRIRIN~OD A ( TGS ) ICk D EE S, @EK 800D £,

EEHEHERE T O R FHEICRIED 22 i, A EM» S, EREMARICEH2EETORGICHONTR
AN FREERSH Y £,

Onpattro DfEAPICEE Sh 5 XA

Onpattro D& EE G TEAIZEY KISED U A7 Z KBS T 2720 QAN K G5 I ET, Zhidix
e AX IV arvFaRxTaAf K (RIELZMGET 53K) . #ERANRS D F5,

Onpattro D %5 HARK
VD F T Onpattro % 5- 3 R ENIZHONWTIEL, HYEMNA LI bV ET, HYEM IR Z Pk

THEIFERBZVIRY | BEEZTIEL TEIWT ERA,
BEEBRSNRITON-ES

AFNTHGEMSUIF#EMIC L > TG ENES, 77— BERGSES ZHEAICE, HEEMXT
FAERN A BIEH 2 a8 L4

Onpattro DFEREI RS F-I5E

Onpattro D 5-T#9 HIZIREEICAT I 220 o T2 5 B iid, IRIEIO T#9 B IS DWW THE R AT il
IZH/BRTIEE,

AHOMEHIZEAL T, ©BRNI ENRHIUT, HYEMSUIFH#TFHR L TIZEIV,

4. #®IYSDHEMER
AANTMOHE & FFRICEIER 2580300 £328, fELBEBRT L2000 TEH Y FH A,

FEAITHES RIG
FEAZHE D BOSHIFFICE < AENET (10 A 1AL EOEIG TRES 2 WREMENH D 7).
BEERIC, BUFOIEANCHE D BOSHT R Z b T2 58121, (CHH G BRI S IFEERT 2 T 72

IV, BEHEZELE DD, &“Ef%fﬂlﬂitﬁ“é%%bi‘&)éﬁ% Lhiﬂi/u Fo. ZORISICXT D
BEEORAPME L D55 0H0 £,

o HIH

o R (L)

o AEYIE TR (. B, SUXBIEI O A& B L)

o GHJE

W 57 & (2 57)

o TFE

o FEIMEDEWN

o WMk, EHIAL, SUTF O MR gk E

“}

F

H
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o HiE - (KORA (IHD). FREHE. LR

o TR SN

o LMEEHEIN

o AR 3 I s i

o TENEINLUTZE OBEEALIC 31T D30, FaR, BV, SUIEIR
o ZHIEMAR

ZDHDEIER
LU DEIWEHOWF NI K AN E IS ERDSUTIF#EM AR TS Z S0,
W THIEE : 10 A 2 NLLEOEIEG TRIT 5 rREERH Y 37,

o BT TR O RERR CRAFM:E)

EBHE 10 AP 1 ALTOEEGTRIATHAEMENH Y F,

o BAHTI D A (BAEIR)

o HIEAE

o WMLEEN DIET (LR R)

o LG (PRI IR )

o JZJEFRIR (RLEE)

o DO FEVVEITIA ([RlHEM:D F )

o EFEE D XITE (BR)

o SKUE ORI T AOE R (R EER, K8 X K)

{ESERE - #5100 [BFF L [EILL FOEIE TR Z A AREMERH D 3,

o JEAESUIRMRDIEIN & 7220 5 2B EENALO & FAAR R~ D HAR H,
FEROBWEROWFANTER SN EEITIE, Y E X IIHH#EANA 2 TS,

BEAD#®E

BIEFA 2N U2 8A0E, Y EMIF#CBEA SN, 2B, ZOXEICHRHE SN TV AN
BWERDNELDHZ EbdH Y £9, EMA Website 18k VICIE, S5 ERNHE S 27 L% L CEITEM

EEZEHRE TSI L HARETY, BWEHO®mE X, RKAOLEMEICE T 5 H S iFHRoORMIIE
MHET,

5. REARE
/NRDBROFORDPRVEITICRE S D 2 &,

Mo MERMR) ICREoOMRZEECHEHA LV &, FHBRE, @I T\ A oki&H
L ET,

W (2~8°C) IR ETHZ &, HfESERVI L,
WIREN 72\ S . Onpattro [3581R (25°C LLF) T & 14 AR E T £,
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ANTFERSUIRIERE K & L TRE L7222 & BREERGED T2 SRR L 722 - 7oA, EFREE
MIZRPEFE L £,

® & BERUZDHORHR

Onpattro [CTEBE SN TSRS & X

o BRI E L TNRFUIUEERLET,

o AANT. IMLPUIARF LT F MU T (RFT 2 2mglliiY) 255 E7,

o ZE5MLAATIE, NFUTUF RITLA T TT L 10mgiHY) 254 FE T,

o £V Of4ri%, DLin-MC3-DMA
((62,92,2827,317)-heptatriaconta-6,9,28,31-tetraen-19-yl-4-(dimethylamino) butanoate)), PEG;90-C-DMG
(@ -(3"-{[1,2-di(myristyloxy)propanoxy]carbonylamino}propyl)-m-methoxy, polyoxyethylene), DSPC
(1,2-distearoyl-sn-glycero-3-phosphocholine), = L A7 1 —/ L, U VEE/KFE —F b U 7 A-LkFnd, 4
KU T AKFEAY 7L BT Y v A ROVESHKTT D [Onpattro (37 N U 7 A% E
o] zBRDOZ L),

Onpattro D5MR&E /Y I DABY
e Onpattro | A~ KEEDOF AT, ¥—7 s iR <7,
e Onpattro |% 1 /34 7 L5 A> TWET,

BLERTTEE

Alnylam Netherlands B.V.
Strawinskylaan 3051
1077ZX Amsterdam

Netherlands

HEHE

ADOH B.V., NIJMEGEN
Godfried Bomansstraat 31
Nijmegen

6543JA

Netherlands

AFNCBET D IE L, BEIRTEEA OB E RN BMVWEDESIZE N .

Deutschland

Alnylam Germany GmbH

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

Espafia

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

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

Italia

Alnylam Italy SRL

Tel: 800902537 (+39 289732291)
medinfo@alnylam.com

Nederland

Alnylam Netherlands BV

Tel: 08002820025 (+31 203697861)
medinfo@alnylam.com

Portugal

Alnylam Portugal

Tel: 0707201512 (+351 1707502642)
medinfo@alnylam.com

Sverige

Alnylam Sweden AB

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

United Kingdom

Alnylam UK Ltd.

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

Belgié/Belgique/Belgien, Barapus, Ceska republika,
Danmark, Eesti, EALGSa, Hrvatska, Ireland, Island,
Kvnpog, Latvija, Lietuva, Luxembourg/Luxemburg,
Magyarorszag, Malta, Norge, Osterreich, Polska,
Romania, Slovenija, Slovenské republika,
Suomi/Finland

Alnylam Netherlands BV

Tél/Tel/TnM Simi/TIf/Puh: +31 20369786
medinfo@alnylam.com

ALEOFIELET I MMIYYYY T,

T DD IEERIF
KFNZRE 2 3 SRIL, RONERLTFOR— L 2—DTHME TX £4 ¢ http://www.ema.europa.eu.
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16 NEICHEITHEARKRFICET 2EH
NFOS0F MDA

LU I ESRAE A 1

WL SN D EIHEEE

FEAIZEE S St (IRR) DY A7 K3 5 728, Onpattro ¢ 5-7ii2, £EREFICAIHEIEEZERT 5, DL
ToOAEZREKNEZ, Onpattro FFIRINEE S O X B, §F1EB 46 60 20 LL Eafic& 535 -

aNFaRTaA FERNERE (7% A % 2 10 mg UL RSEEE)
T K E— Lk O %5 (500 mg)

H1 7 v v h—F RN (Y7 = B T 22 50 mg iL[FI%HK)
H2 7' 1 —# RN 5 (5 =F 2 50 mg XIT A% 5)

A HEIZIB N T, FIRANR G DA ARSI ERNETH 256, RAHERLRE ARG LT Lu,
BRI RE RN D 2356, ANTFazrTuAf Fid, TxF A2 Y Uit CUIFESE) 2/ 5 mg

Iz

IRHET25mgLUL F T2 L T LV, a/FazxT oA ROFHEREEZMNET 5012, IRR DI

TEE T C, BT 3[ELL EE L T Onpattro AU EHEZAT 9,

IRR DU A7 KT 570, MHEISU T, BIMHEXIEHEORHEEL 1RV EFEGEL TH X
U,

SRR EE R O 3

AT EEE F A CH 5,
Onpattro [ ZFARPEG-ATIC AL T U &7 4 9 mg/mL (0.9%) IRIE CHIRNT 25 Z ENMETH H, it
FRHEIE, LT OEEEEE O CEREMZ SRS 2 0B8N H S ¢

IR © Onpattro ZHu Y H7-, #RE 5 L72wy,

BOE L2 A I TV R BEEET 5,

PRI E R OB % BRI CAERT 5, BOaXITEDPFET DHAIIEEH L, Onpattro
%, BE~IKBEGAOAAGT, WHRER Ch D, —MRICHRIK & KHRE D OBAHIZB T 2347
ANIHIZBWT, AA~IKAGBOa—T 4 VI RRONDGERH H, At~KAtO I —7 1
J N O EITR B R RIE T 2 LT,

IREIZHEE S < HEREH BI2HE > C. Onpattro DA E & H T 5,

1 ADWEES RO T, AT A ARLLE) OERNEYE AND,

Onpattro % 0.45 u 7~ U =—7 )L A )Lk > (PES) JAFE EH 2R 7 4 L2 — Tl L, WERHROTIE
T

g2 L 72 Onpattro 0 248 & 2 PR I 28 CIE B LRG3 5,

#AkF kU v A 9mg/mL (0.9%) FEIE DA - T2 Sl EfE /S » 7 O I L 72 Onpattro % 2 28 AL
THIRL, ERE200mLIZT 5, 7XNRY — 2 —=F )L~F )L (DEHP) % & £ 72\ i F RN
v T ERFEHT L&,

N 7 NI S, WREIRAGT 5, IRESERNE T 5, ZOMODERLN E DRA X
EARIT L7220,

B o oA H D Onpattro 1 XBEFET 5, Afl H ORI ITBFEIEMIL, MZE O EAEIZHE > TS
Do
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16 NEICHEITHEARKRFICET 2EH
NFOS0F MDA

Onpattro I XPEAIZ 5 A L TV, AL, %S ClickET2 28, <IN LRV
BTIE, FmHED N - T i iiE S 7 % =5 (30°C LLT) Xk 2~8°C T, iz 16 RFfl] (&% 5-IF
Magle)RETHILENTE S, HEIERND L,

&5
Onpattro (ZFHEN TH VY | EFEEMRICL > TRESNDILERD D,

FRRNEE 5-RITIC Onpattro Z #7925 2 EBXMETH D,

Wity MCEENTVWOIEM T A Q2u R =—=T NV ANVKR ML T VR T 4 NV E—) %
VP 5, iy NI, 7HLAEBRY — 2 — = F AT IIV(DEHP) &8 LWV b DO TRl
L7 5720,

Onpattro O ZFRIE 1L # 80 43 [ AT CTEARN IS L AR A3 13 i 0] D 15 53 B2 7= 0 9 1 mL/
S RWTHI 3 MU IZHD Ttk £ TR GT 5, HERFMIX IRROFEHIZ LY | SERENLH5E
Nd 5,

Onpattro (X HARE FOEART 78 AT A V2R L TR LTI b0, 5 R iE s~
REL D 5720, AT ZBET 5, WEINRHORWEL, FE - Mgz 2 FEIEHEIEF D
BEHETFIEIC LSV TERT 5,
AFNEARICBEZBIZZ L, BEROICKLEND DEAITEAR BT 5,

e TR, Bty AL U U A 9Img/mL (0.9%) AR TT 7 v v a2 LT, AFIDNEL T
Hans Loizd 5,
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1.7 AERMA—E
IRFOSUFRYSHL

I Qb T ek TP 1
=| /TS 2
. 3= [ O T OOTT 2
1 R Rl . et 3

R A R Rl i B s 4
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1.7 AERMR—E

RFVSUFRUSL

1 FERMR—E

FHEEREE LT, h T AP A LFUBIZEHEET I u A REY =2 —nSF—cxk LCahkE - 205
EHETDHH 77 VAT NI (FE4 - B X 7L 20mg) ORNEE - E, M - &,
B EORES A, AH L L TR LITRT,
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1.7 AERZA—E
NFOSF ML

®1-RERMA—E

—MREIALTE | NFT T T R UL BTy IVAAT VI v
i 5784 A3y b e @SR ERE 2mg/mL B H VT 7L 20mg
Ett4 Alnylam Japan £k U234k 7 7 A Y —k
AR H - 2013429 H 20 H
B X 5y - B, A5 AU BESE L
b2 G d
40- —
(351G =Um=A=—A-Cm-Cm—A—A=G—A—G~Um~A-Um-Un-Cm-Cn—A—Un-dT-dT
oy : , ‘ 40Ng'* \  /
(6-3)dT ~(T—C~A=Un=U=G—G—U—U—C—U—C—~A-Um=A—A—C=G=U=~} |
a
HELAK 1A T 17
YN SF S : 10.5mg BN ST 277 IVAAT NI 20.0mg
T TR (F7> 2 LT 10mg) (277 IYAL LT 12.2mg)
DLin-MC3-DMA 7 S T Sy E
(62,92,282,312)-heptatriaconta-6,9,28,31 65.0 mg ) Y7 RV A00, /A VA IR VES L Y
-tetraen-19-yl-4-(dimethylamino) butanoate Y Lr_— | 80
PEG2000-C-DMG (7B VKE) EZF, 77Uk, D-YILE b
(0-(3’-{[1,2-di(myristyloxy)proponoxy] NN N SN . = — LA
carbonylamino}propyl)-o- 8 .0mg /k C //1:1: Z i ﬁkﬂf%& s RO R,
EHI methoxy, polyoxyethylene) MG EREE R Y Z U Y R
dN}
DSPC
(1,2-distearoyl-sn-glycero-3-phosphocholine) 16.5mg
oL AT a—)b 31.0 mg
PING 7/ & ol R NN oy S 1LY 11.7mg
MoK Y R ZIKFEH Y UL 0.9mg
bi=X |l UMY 44.0mg
2hie - B NI UAYA VT URIFEGEET In A FRY =a—n /N "F— NI UAPA LFURFHEMNET I a0 A RARY =2 —a XF—O KM
TR 55 D HEF T
4
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1.7 EERZIA—E
INFOSUF YDA

BHEE + BRI

PR A% O BE TR 2 AR VL EMEITRESL L TV, [ERARGER

1 HEEOEWEE BTN LEREEE) (TR 565001

REE 2 W | TR AR 2] RO AMEIEHET LT, [ERRBR T RER A D 72 ]
rorE 2. M7 AVAVUF D VIOM BRI DOER AT 5 BFITE
F B AR VA ST LTV eV, [BRER 3B C o0 A 9%
BRI ]
3. NFBREHROBEICBT 2 AR O AR L TR, [
RFUER C OB REER A 720 ]
ik - & ﬁﬁ\ﬁAKm3ﬁm1@N%y?/&bfomWMg%ﬁﬁﬁ&T W RANICIEZ 77 IVAAZ LI & LT 1A 20mg 2 1 H 1[E#R
o RHE D 104kg L}lh@%\%‘ iS Wiz 1EANF T LT31.2mg | NEET 5,
BSTEHIET 5, WTRoBAIch, 70 SR (BG5BT 15 4
IXHImLI%Y %®%iﬁ3mu Y M CERET S L,
i 2R (ROBEICIBE LA L)
ARFN DRI KE LIS BUE DBEERE D & %
N EDOER | 1 BEAEANETE 1. HERS
(1) ARG L D EAHES SOE (RR) 2FHT 5 2R H 5, IRR | (ROBECEIHEICEG 95 2 L)
TICAAE 5 T 5B 2 BERILANIC 2 < E Sh T\ 5, zh | BEOIKEEREOH 584 HARRN 2V, ( DRYEE) OH
HOFEREEMRS D720, UTFONEEEAAR GO M, b | ZH) ]
<&%&5%%% CGT Bk, [ TEAARRER omzsg |2 BEIEA ) B
SAFaARTFaAL R (FFY A XYL 10mg UTFER)  (FIRNE [E N R R BRI 2 331 D 2Rl 521 10 iR, RIVER (BRARFR A
5) B AET) OFBUERIL1H] (10.0%) . HAIEIRCTH -7,
- TR RTI 7y (500mg)  (RRAE) SMEIRRFRBR I Fo 1 2 2 PEat il S 127 B, BVER  (FRRHR A
CHUEFEE (Va7 =53 v LA VRl Smg UER%GIK) (5 | ERELET) ORIVEGIL 67 #1 (528%) ThHor, EREIFRAIX
R ) T, B, RIS 1061 (7.9%) . RN 81 (6.3%) . DU 7
wh#£(77%?//2mm2iﬂ S (BRI 5) I (8.5%) Thote,  GREEI)
Ik, BEOMR, RIE i@m?i®?5£®ﬁﬁ%%ﬁﬁé r, | ZOHOEITER
(2) IRR OIERNFEH LIBAITIT, AR ORGHEE FIF 5, X35 || %Pk L~59%7 1 _L96R
%l L ) e ( & %ok L L F A 0 PR I ) 7 kR RER lﬁl%f/f%&)ib\ HEU%‘ %HEEE; J:?ﬁﬂ%
MRk, B A2 XA RBORAUTHOEAIS) 2170 2 L o IR Jo RAET, IR
%ﬁ%%bkﬁm\&5%&%?&(@&5#6:&0EE@HR%§ =
5
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1.7 AERMA—E
INFOSUFRYYHLA

FHL LGS IIARE G 2RIk 5 2 L,

(3) AFNE, MiEH b7 v AV A LF U (TTR)X VNI EEBD SEDHZ &
Wk, MEPFEZ I AL ERLS 2D, BEXZ I A &R
HEDICEFICHRE TS Z L, Jeb, 1 BHESEHEITR 2500 IU TH Y | HE
THEPHE TR LN &, [ THRBRARS RICRETRE) oEE
ZM], £72. X I ADORZICEVIRIER (B : K8) SNEHT D
BENWRHAT-DEFEETHZ L,

(4) FTURAYAVLFUREHENET S A FRY =2 —a 3 F—BEIT,
DRIESE D DERZ LD Z B Z 0, AFlE ORFEERIZH S 22Tk
RO, DEBDEEE N RE SR TWH DT, AFIEE I EMNIC
DISRERAE (ODEX, BEOIRREE 7128l
ByDHZ L,

B) AHENX T 4 V=SB LV IRENED L, A O RER T/ ]
F I U A10.5mg (NFF L LT 10mg) RiiTh b7
W, MBI, TAARSEHETLBICEET 2 L[ EA EoRE )
DIA % 2]

2. El{eR

NV A A LFUBIZHENET I u A KRR —a—a XF—EBF 2R E L

7o E RS RIS MAGABR I3 T, ReMERHlixr 5 148 6 (HAN 76125

o) ®obH. 94 B (63.5%) ICRIER#EO bz, TARESL, EACHE

o ROt (18.9%) . T (95%) . KRAHMEFIE (6.8%) M OMEJNE (6.1%)

EThHoT,

(1) EXZREIER

FEANICEES R (IRR) (18.9%) :

BEER SO (R, B, SUIRERm 2 & te). WAL (BB X

LR B A de), D, YR, PR IR SRk, B AN PR S R

SRR, B, BIE REMED E U ST, DB OIS T BN, K,

EIE, BEEFESENSObND ZEnH 5 ( TREEARLKNEE] OHES

LD

BEJRvY (0.7%)

L= K

e a—4) 2179 4

JFhig JFBEsE B IR

5 - AR VU R RAfIJE . RIS, | ARAE. AR, BETEYE
PR, APSE | M
5. MK,
Y. HEE

ik FRMERBEINAE, 41

2 E 3 APERBESR, & | Loo< b, MHIHK, K
MK EE 2% B, WP B S

JRbk%

TEERE JE SR I I, S A IHE
EWZ ey s | DMK, OB R
RifLE, FBE=ET | HIk, RENR
=4

HiLas T, Mg Bl HERER, | Bk, BBt rR s,

EREERE,
i, M,
b

BR. S5, s,
AR, JH A i
AP 1.

- MRRR | BN 5 OfF, JEREHL | BEE ., RPN M
JR, BRORMEDRIE . | REE. FRGE LR REREME
ERCR., JoMh. | BE. BRI, [ E,
PSR IR, AHRSE, FREMED
FU, FAREE
WAPRER « AEFH | RIS Gy Ny Sl LU A NE, I
& BBIE, 595, | ORI, DU
FERE B, BRIERE, 2R
2
F Dt ALTNEY | AT VE o PRRRE,

Yo, i a v 27
w—/VEIN, T A b
AT m R BRI,
Bl (RERD . R
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1.7 AERMA—E
INFOSUFRYYHLA

ARG, BEEET 0y 7 2GUREET 0y 7 BH LN LR

DT B T7IATV BREDRO bW HEI 3Rk G2z PIEd 572 8

WO EEITH Z &,
(2 ZDHnEIEA
3%LL 1 1%~ 3% 1% i
o . KERMER L, 1/ M
3 N ST s
MR = S D, RS,
ol DEME, 5 ot | LR, BRIk
e DRA Tay s, BiE. HER
R, FIEMS X AR KT
OGP 2
b e FOE R, AR R | 2R, S
B L Ok Aeniie
Py FOUR IR BE A T RE
FENEE, BRI TEF [N, AR IE,
R HEHERE . SRR LIk
e M, ANk, B, 6
JHETF. W TR
i T, RS, |VILAR . RGN, | IR, O

Bl Mg

TR, AR
VA NI SR
THEZR

R, LyFr T, W
W, B, AN
B EEEE

— - EHIEER &

ENIRESTN
T SYIE W7

Fe, Bk

A RV OEIER.
JEER PG, MofE. B
R @A, TEAHBAL
HERR, 1Bk, Sk

BT HMLORIR RAEISIEGERE. 2
PEVER. VE AR A
T
TS S TP #E

| MeveiE
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1.7 AERZA—E
NFOSF ML

BT b N EU D
SHRY, IR Pl Bask, WK,
Bk, Y s
%, BIHFAZ . WY, B,

JRYYIER L OV A R AR~ LR LB
MBS Bk, SRS
Yu o 7R BRI R
Yo REIRLE . RIS,
A TN Y R
FiE, OB R
B, fak Lo FHEE, KERIE.
&G OHE HAfE]
BovrF=v e |\ TI7=0TI TV
U752/, K | 27 =5 —E8Em, M
I, RERED BT NAVERAT 7 &
—EHhn, mHs L7
F =M, L
Wik SEEESEHEN, i
71U T NN, iR
FHNN, SEM IR BN,
MM TR
7 F—Y LR, e
BARE, JRPT Ky
BEbE, IR B
EWE, mA Y v A
JE. @bV ZURY K
A IPSENONE e MAE, ARIAERE, PLEE
TYR—VA, EHI
VDRZ., RAEEER
e, BIfR. B | BAMIRLEE ., P 5T,

=

E R LU S HRRIEL, ¥R, A5 | A E RS WA AR
L P, DU P RE R BRI, B

i BT

8
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1.7 AERZA—E

NFOSF ML

Bk, Eid L O
MR OB/EY (28
ek JORY —7%

e, EERAE

JE, WIHE

i)
FEED E | TR, aREE. | S, X2, R
v PERARIE ., AR, BH | EE. WRREE. MR
I BR, PR, APRRAR
PSR IR E P RS, BR
MRS, 7R ATRREL, R
R, K== —
0T — PR
e ARBRE i@ﬁ@\%%%%®
N - AMEEAR4Ae, R B HEREREE . JRICER,
B s L OVR s L W
EIARBIUOIE KRN A RO BB
&= ELPERT ST IR AR KOE
2/ &N FEREE K 12 EPAZEMETR B, M
Tl A, R AR 0 IR R i fi
B, Lo b
HLBE B2, BT, BREm | BBiE. Ao, FIpibE
z B, BERERE
ZIHE, BE, &HEE
578 5 KO TRk IEEIE, BRIREEE. K
fEE JEZEAE, A, 2
JENETSE, R TE S,
&S, E D FEIE, %R
BE, B
VR IRIMARIE, % | > 3 v 7. RIEMkmie
i WR7e, mifE, K | MEEIRS, 1ETh ., i

SEPER i

3. BEE~DOEE
— RIS E G E CIIAEEBENMET L TWADO T, BEDIRELZEIZE LY

3. EEEA~ORS
—RPIC E R CIXAEBEERENME T L TWD O T, BFEDIRELZBIE
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1.7 EERZIA—E
INFOSUF YDA

NoHEETH L,

4. fEh, ER, BILE~OERS

(1) WEIFXIIER L T D AEEE D & B I IiTE S LWz ENEE L
WV BEIET OB G T 5 L EMEIIMESL L TR E oL IR
REZe MRl R LT, ARAIOF G- H L OB G- 1% 12 308 1306 U 72 8¢
HEHEEITH) X ORET 528 (BHARoIMmEF TTR XidiiEF e 4
v A DIEKTRBRIBICRTTHBIIAHATH S, VXTI, BHAENE

kB EEBEZ OGNS BRNE, I BEROEGFREROKT, KO ED

WE@/HZ')%) 1 mg/kg LA LD & TERD Hiiz)

(2) AP OLMEITIIARF G IRl e# TS5 L [b NP~
@%ﬁ@*%?%é]

5. ¢E%«®&5
RBIT AN, IR,
(ﬁ%%%ﬂ&w)o

6. ERARRERRICRIZTTEERE

(1) AAIOVERMEFIC L, BT DOLF ) — R 2 o 7B/ Z
YABNEOT S, BXIVAFERLTCHLMEREX I AREITIK
TT 55, REFEETICEY EZ2 I A ORI L Bk ~DEY AL
CL95DT, MFHESX I ADBRERKRZEZICEY I ABRES
EHELBpNZ &, [ THERERWEERE] OHEE S]]

Q) AFIOIERABFIZL Y, MFFH A nx BN T52083b 5,

7. BRALEOEER

(1) ARLEDOZFE

1) AANIHFR L CTHEHATLZ &,

2) MEEMEICL Y, LFOLBYERZ2RKT L L

o AFIOREARERRIINA TV 1 ABH-Y 44mL (8.8mg) TH 5, H
- ARICHEDSEARFN OMENA T N @Ew%ﬁbmf

o BENPWINHRCHERT D, BONRHIGAIIMEA LN &, 2B,
AT ORI Béﬁ%ﬁé@@&@ﬂﬁﬂéhé%A#%éﬁ\
BUEN O SVEIZR BT IR,

SIRSF/ANRC R 2 ZaMEIdaESL LTy

Lanbkhb4252 8, MEHBRADZRV, ( TEy#ERE] OFH
M) ]
4. hbhm. PEMw. RILEE~ORE

(1) i 1,2)
IR O G BET 5 2 AMEIIHESL L TV AR WD T, I SR L
TWAAEEMED & B AMZid, B LOFRMED G A2 ER 5 &
Wr SN DLEAICOREZEETDH L, -, AFIOBEERM 2 EZE L.
AFN O G IR o e O &3 54 1 » AL, EIET 5 et o dH 5
B IITEY 7 EE WD X IciRET A2 L, iRV X%
FAWNT EBRIZIBWW T, BRRIRE RO 2.9 (FOREIC L IBIRO B
R OV B OFE A OBREER AR D v, BRI DOEFRE EED
WO LHREINTWDE, Fo, WIRKORFAY T v MEKRESED
12 UL BTS2 HEDOREIC LD . HAROAEFR K ORE D
Do VERRBADRAE, 2 - FLIEREENRO b, ]
(2) 3.0 3)

BRI P O NIIAR G IR ad T S5 2 L, [EER (7
v b)) THHFICBITT D ERHESN TN D, ]

5. /NERE~DOES

CHVAERER, Frall, LR, SR UT/NRICRH 22 ke L
Tl [ERHRERA 2]

6. WHEOEE

HERNZZ LI

PTP DAL PTP & — b Ar B H LTI 5 X 5 #8845 =

Lo [PTP > — FOREAIZ LY . FEWELA TR BRI A~HIA L. HiZ
XL ZB I L CHRIARE O EERGINEZ T2 2 L AHE S
ncnsg, ]

iSRRI

AENIEEFTICRASED Z &,
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1.7 AERMA—E
INFOSUFRYYHLA

NATNVAIRKOEREZWEY U U PICIREED , WERY) =—F L AL
Ay (PES) Vv 74— (FLAE 02um) ZHNTAE L, JREH
BINZAND, A TABICH LNT 4 A2 —% 0, ZOTFIEE R
B

WHERND, YV DT 4 VE—TAHE LIAR ZRERY , B
200mL & 72 % K9, 0.9% kT b U T AR A YD O RS TR &
NI, FTHEEENRAIT 2,

ER% OERRIZIT N CTHEET D Z &, HRERITFARZESCHICHER
T5HZ L, FRBRICRUEZGTRAT 25E121F, 15~30CTHRAF L,
BHREE 25 O T 16 RHILLNICEER 32 2 &

(2 BRELDEE

DAY TArT7 45— (fLFEL2um, PES) &kt~ b EFHHD
RIMZ7 A EEATHZ L ks, 7 XY -2-=F L~F /L (DEHP)
EEHALBRWERAYy 7 2R+ 2 L,

AARBNIFIRNICOARFEE S D2 b, iz, BHERIXENM 281221,
MEMRHNEDLDNDGAIIE, 52 FIET52 L,

3) i DO AN & OFLA IR CFHE T A CORIFFE ARG 5 Z
L,

ZIR LTINS
LEDIERAE
HH

2016 - 8 A tkiT (B 2 hi)

(e
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18 FHAXE (F)
KFLVSUF RUSL

1.8 FAXE (F)
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18 FXE (R)
RFUSUF RUSL

H X
1.8 TR (BE)  covveuuerrreeererssmsssreseeeeesssssss s ssssss AR R R AR AR R R R R RS RRRR 1
Bl T ettt R AR AR AR E R 2
Bl ettt AR AR AR RS R R R SRR AR 2
1 3 19— -~ TSR 3
2 BHEE - BNR () RUEFDEETEARBL .ooovrrreeeeeeeenneessessssssssssssssssssssssssssssssssssssssssssssssssssssssessses 9
2.1 FHEE * BHER (ZE) oottt 9
22 SHEE * FHERDERTEIRML ..ottt 9
3 i - AR () RUFBDRRTEIRBL ..oooooneeeeeereeeeerssssssseeesssssssesessssssssssssssssssssssssssssssssssasssses 13
3.1 FRIE I (ZE) oo ssmsssssse s ssssssssss s 13
32 FRE « FAEDERTEARML ...ttt 13
33 FHEHEE QBEREIT 1ED DIBIR ..ottt 14
4 FERALOFERE (B) RUFNDDIRTEABL ...cooorevrreeeeeeeseeseeseeeeeeesssssssssssssssesssssssssssssssssssssassens 17

M B X

1-FAE #EEER (001 FHER. 002 BABR K UF 005 548R) 12H1TH/3F 25 V-LNP E K TTRIEAE

EDRRIZDWTOHERET (001, 002 BTN 005 FHER)  ..ooooorveeceeieceiisereisecesisesesssese s sssse 14

2-/18F 252 -LNP 0.1~0.50 mg/kg 3 B Z & DREFESEDEEKEIZE TS TIRETRIZHE

T BDRABEIRIGEER oottt 15
2
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18 FXE (R)
RFUSUF RUSL

1T HMIXE H)
WASCE () ZUUFIORT,
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201X A= XXX FERL (5 1180

Bk - B A08ET, 2~8 C TIRAF
SEFRRARR : IR
AR : AGRREHZFAT D

1E) EAFEOMGZICEVENT L2 &

N AL LF

ey
TR EA R AR AR R
LR e i H A O B2 A 4 A
A2y B RERRE 2mg/mL [EIDE 4

H ABRAERS i 0 2 7
ARESIFIZ G A

XT3 Z ) B Y o AEFHR 2mg/mL

R (ROBEICEBRELAEWNIE)
AFNORGIRS L BE OBEEEE D & 5 A&

- Aoy v
A ¥ 2mg/mL
. 1A TV OE &
VAN
FR53 (5 mL)
. e = 105mg
7 SN SF-2 S 1
HEIRLS IFVTUF R T A (/T2 L LT10 mg)
DLin-MC3-DMA
(62,92,282,31Z)-heptatriaconta-6,9,28,31 650 mg
-tetraen-19-yl-4-(dimethylamino) butanoate
PEG2000-C-DMG
(a-(3’-{[1,2-di(myristyloxy)proponoxy]
) 80mg
carbonylamino}propyl)-o-
. methoxy, polyoxyethylene)
whn
DSPC 165 m
(1,2-distearoyl-sn-glycero-3-phosphocholine) 9
VAT Hr—)L 310mg
AN 7/ & Sl VRS oV 1L 117 mg
HERKY VEEZKFE D UL 09mg
b X (Al U 7PN 440 mg
A A,
. ” FE~ a0
M 5 .y
R LD T B
i
R
pH 63~75
12 10-11

ZEER [T X R
NT AP A VFURIERMSET I a A RARY =2—na X
5&.__.

<$hEE - HRICEEET ZERALOER>

JFRhE R O BF BT 26 MK OV M 1T fEST LT

W2, [EERRER T oM RN 720 ]
AZERUAE

WE L AT 3T 1B NF T & LT 0.3mglkg
Z SRS S, KEDS 104kg L EOBEICIX 3 I
LEVSF T e LT 3l.2mg & At 5. Wih
DEFEIZ S 70 53 LL L (5 5B A6 15 23[R 13K) 1ImL/
4r. T O%ITHKI 3mLSY) Mg THRET D L,

EREDEE

1. BEEGEERNIE

(1) AFBEC LV EASHE S RIS (IRR) 2855
AIREPEAN B D, IRR (X ENAAIF G- 33 55
a6 2 RFRLNIZZ < HiESh T g, £ b DI
IRZREL S D720, LT ORISR 2 AA G O

TNT, D LB E 60 SRNCHGT 52 &,

[ TEERZEIER) 0EASMR]

e INFaARTHRA RN (FHHY ALY 10mg X
XA (FARNE S

e 7T/ 7= (500mg)  (FRO#EH)

e Hi#EHIHK (/mr7x=F I ~L A Uik

5mg XIXFE%EEE) (RN E)
o Hy it i (7 7 £F 0 20mg L[R5 5K)
(FFIRA 2 5-)

7B, BEOIER, RIEICXVATREOR L &
DOFEEZBETDH L,

(2) IRR DIEIRMFEHL LA, ARH D F Gk
RS, AT BE 2 Hr L, w2 (B L
BRIV A ORI Y) 72 kHERTE, Bt
AH I UAL FREBR A SUTHIRIERSE) 2179
Tl JERDWHE LRI, BREHEES TS TCH
BHET 5, EED IRR BRBLL 25 IAH
BehEAERIET DL,

(3) AFNX. iFH hZ7 > AP A LF v (TTR) Z 1%
SERFOSEL LT, METEZ IS A
DDV EHL Z s, BEX IV AZMKT DX
INCARFICIEET A &, R, 1 BHESEH E13K0
25001U TH V| HERHEZBE X THHB LeWnWT &,
[ THERMRAME IO KIZT TR oEE22H], £
O EXIVADOKRZIZEY RER B KE)
ENRETHIBENNGHT-DEFEETDH I &,

4) T AYALFURIFERET I v RRY ==
—uNF—BFX, DESEOERZES Z &
MEN, ARFNE OREBELRIT S 22 TR WA,
DGR IEE NG S TWDH DT, AL F
IZEMIC O RERE (DEX, Lo a—%) 217
25, BEOREE+HSICBIET L,

(B) AFNT 7 4 NV H =B LV IEENED L, Sl
BOBRBTRERIZ/NF T F MU 74 10.5mg
(RFvZL LT 1I0mg) R THHd, S
TeNA TNAREEHET HRICEET S Z & [
HEorE) oE»BR],

2. ElfeA
NI ARG A VFUMEEET I n A FRY =2 —
nRF—EBE LG L L EBREFESE IARRICE
W, ZatER b 451 148 B (HAN 7 Gz &te)
D55, 94 (63.5%) I[ZRIEMZFRD bivl, E
HGUT, AP UG (18.9%) . T (9.5%) | K
TEPETEIE (6.8%) MOMEE (6.1%) FTh o7,
(1) EXEREHEA
FAILESRE (IRR)  (18.9%)
BRI S0 m (oM SRR . U B AR &
Ete) | WL (HAEALBE IR R E BT | &
oy RET ., PR PR Sk, o AR R S M



y SEY ' L Nhve J i A AN
{f‘ﬁ?\ EE%\ %ﬁ&é\ /D\%\ {?@Jiﬁf&bib\; ﬁ‘ij\ ’/‘_L;ﬂé‘! S%HJ: 1,\,3%*?% 1%*?%
oM OTEVE, (RILE, BT, B s
= N r 7 SPAmE= 5 [ R IR A BoVvTF= | TI7=2TI ) TR
HobNDHI ENRH DL (TEELILAVEER] DIA o vrs | 5ol e,
=) VAW K | B U kR 2P
BEJOvY (0.7%) : W, KT | 0, s LT =
= SN s Wb I L epFLE A SRR
2&%’”&5[{3&\—\ mi%£7377%5@%§7m BN M Y v s
DINHLONDZ ERNHDHDOT, BIEE I RINSICEZE S DN 27
- s oz s PEEEHN . SN R
1TV, BENBDLNGEITES 2RI 5 N5 R S L
I, WYIRLEETITO Z &y R BERARE. R
7R, B b
'9'?'1—
=]
(2) ZOHOEIHER R Lo IR, Y Y Al
3068 F 1~3%3k] 1% KRS JE. @ hYZ V'Y R
o oA oA S, RO, LT o
it £ O RBRPERL, LM Foyr, E4IDR
Y LR DR, EL BRI 5, Z. ekl
# Hih HEERE FRRA. ARG | BARRZZIE. R PEDT
P — B —— L OE AL . BAEEE | SRR RS,
N LEME, 5 | DEHE), BRIk, 2
" i | oy B B s WL W, | AR,
[P, DR | . ARIE
KM, F WE A0 5 s
b & O : n
GRS Bk, [ty ELERAE
B X OGEM
Hi LU FECHENE B | MR, T FL
Ml N, [z m (FEhas
LETE I Lo Y —
PSRN AR BB R T 7EED)
— o I | S T Ee. i HERIEE | BB E | PRI, gf T, gﬁma
1 W EERE. Sl TOME, AR | E. ORI, EIEHE
S, . . BUR. | R, AR, AR
W R Rr G R, BRI
Wbl . FRUIRE, Bk
W, KM= 2 — T
EiphEE | TR MRS, M| WHEORE. M | REEBREEL QNI —. SEEGE
L T MR, WET | k. LT, pr— — T
i e | Bk B2 O ppai bz R %qﬂwm HhiEE DR
PRk, M. | LT <
B B LR AR RAL | AR, RIE, B
3 el REA. WFE | R
;fii;“ . ?% X’r’i*i'l*ﬁ?ﬂ? MO, B | R l\n*il/;‘/@ﬁéllf’ﬁ AR ES X RHLEIA B kS
Wik s & OV e, 925 NN ORI E ERCREIRA Y WP
B G . B, EEN, 7
RE NEBEIERR, R, PEILER, RFRUETE % | BTG, Ak
L EPESIE SUCIE #h L ik R I SO ILAE G 7, L
BE, AU PRI, A Wl s 2n< b
AL SR, R
T FERES L O | ALBE WIS T | BRIE. A, BB
A 3 2 i e SRR R B, BERERE. LT
% a . BT, SEMT SRR,
BRIER L | RExk. bR MRS, MR YRR | PR P
O BE | R, R %, 1. Bk, W 25, BURMESSYE, BRI
Yo, Bige. S W, ~U =AY s — Wi RM%. E O FERE, %
% PEW 26, BRI, BRI B, %95
K, AR~ AL
BRI, BA. ikt VR IRILR | & 3 v 2 RIEME MR
EEE;%Z TZHFZPKT% iEL TR, T | BRRZE . NE T U L PR
MR, fEREE. : : :
W, AT NT Jm}T T, | I
¥R, AR AL
%
B, BHARG. BREANS. N
BLORE L] 3. SRE~DERE
PN s 4 N
b — MR R E IR AT ME T LTV 50T,

BEDINEZBIRLANOEKRETDHZ L,

4. 1E0R. EiR. BIABR~OREY

(1) 48 AR L CW B RIREMED & B otz i 5
LaWnWZ EREFE LW UERF ORGIZET 2%
AYEIIHENL L TV o F7o, AR AR A e tEIT



*F LT, AA OGP ROE G P 1% 12 @I
WY BT iR AT O L ORET A (RO
MiF$ TIR XidfmiGHh e s I A DE TR
WRIFTHEBIFRAHTHS, VXTI, BEHE
HIZk B EEBEZ OGN BRNE. - BEOATF
BOET ., RO ROEEORA D 1mg/kg LA ED
HAETRD LN

(2) P OLHEITIIAFEEPITRALEZBETIES
Z¢ [BE FRALP~OBITIZIRHTH D]

5. NREADEE
KR, FAER, LR, IRUI/NRICRT AR AE
PEIXHESL LTV (fEFAREBRA )

6. BEERBRESZRICRIZTRE >

1) AFOEFAEFICL Y, MiFEFPOLVF ) —LEEE
BZURTEROPEH IV ANEDT S, E# I
AZERLTHMFPES I v ABREIZKTT 5
N, REBEFIZLY B 2 A DOlisk b ik ~0
BYAANDELHHOT, MFPEH I ADR
EREREPREIIEZIV ABREXZE LN
Lo [ THEEAREANER) 0EEZZR]

Q) AAIDOEREFICLY ., MiFFS A 2 on
WOt arZ b s,

7. WA EOEE

1) BREOEE
1) AFNIFRLTERATLZ &,
2) EEBEICLY, UToEB ) EKigE2HAMS

HT &

o KAIOEMAGEARREIIANAS TNV 1 KD
7=V 44mL (8.8mg) TH 5, Mik - H
BIZESEABNOMBENRLTLVEE S
REDERY HT,

o BANBRVWHEMRTHERT S, 2K D
BRBFER LRI L, BB, XA TAD
PMEIZE T 2 A B K A D R 22
ENDHEHEND 50 WA O LEI IR
A

o NATIN 1 KOLEEFWH Y Ik
Y. WERY =—F ) Z)NK (PES) ¥
Vo7 40— (JL 02um) #HWTA
WL, WEBLICAND, A TIVEITH L
W7 4 E—F W, ZOFIEEZEYIET,

o WEBB/MNO VYV YT 4NE—TAEL
TeAHNZ R EZE]Y | BiEE 200mL & 725 X
9. 0.9%H kT b U 7 AT Y O RN
v ZIWCHRF 2 Ad, BNICERERMNT 5,

o FRABOBRIKITITNTEETLZL.HRE
WITAMBESCHIERT 5 Z & A%
R Z /B TRFT 255121 15~30°C TR
7L, ®E5RMZ2ED T 16 RERLANICfEH
THILE,

QB’ELDIE
) A 747 40%— (L8 1.2pm, PES) 25
DiEEy FEEROEBTIA v 2FERTS
Zlk, B, ZEANLBY2-mF AT UL

(DEHP) # 8 H LARWARMAy F2ERT5 Z

L

2) FANHIRNICOBBET B = b, 1. 25
U ASBAL 2 L L L AR AP

ek, ®#EEPIETHI L,

3) fh>EERIEANE L OB LR CHET A
Y CORBFHEAZRT S Z &,

E 20 L)L

1. mcpiReE

(1) HEEs Y
H AN BEEERL A 9 B AH] 0.05,0.15 B TF 0.3mg/kg
ZHELSFEFRNR S Lo 2 ofifEh 5T
YR U LAREHEBROCEDBENAT A —F &
PUFICRT, Mm@kt ARIc e L
THII L., ZOHEBIX 2 MtEEZ R LT,

B [B] 7 A A PR 43¢ 5 Ry D 2 143 1 3% o R E — R

10

a3
E
oo
E: 0.1
.
£ oo
®
& 0.001

--3-- 0.05 mgkg (x=3)
---&--- 0.15 mg/kg (2=3)

.,
.,
.,

—— 0.3 mg/kg (n=3)

0.(x)01|IIllll|IIIIIllllllllllllllll

0 7

14
H

21 28

A BE RERHRA RS ROMFPRNBE/ S
*A—4% (BFEARERA)

0.05mg/kg 0.15mg/kg 0.3mg/kg
aHiff 31 35 3 3 3
C
- 0.439+0.301 1.79+0.658 5.08+0.639
| (ug/ml)
Cun
0.110+0.108 0.229+0.185 0.910+0.369
(ug/mL)
tmax (h) ¥ 1.27 1.18 1.18
AUGCo- b) + +
(ug*h/mL) 24.0.14.0 319272 157+492
t12q(h) 0.173.0.390® 0.349+0.064 0.555+0.175
t12g (h) 52.0,58.0"% 53.7+487 75.4+8.99

T+ R, a) PRiE, b) BRE (F1%%=2)
Q) RiERs >
AEANBT VAL VF U RIFEREET IS F=
2 —naNF—BE 27 FIAA 0.3mgkg % 3 M
W1 EZFEEG LIE &, &5 106 B&IZBIT 58
FIFoF MY T LAOMEFEYEHRE T A —F
ETROEBY THoT-,



FHRIRERFFIRARSFROMTEPRDIE/ NS

A—4
gl{‘/: {ﬂﬁ Cmax CmaxZ tmax AUC:
Bk (ng/mL) (Hg/mL) (h)?® (Hg-h/mL)
279 | 7.15+214 | 157 +2.04 1.30 184—+159

TG AERE(R S, @) TFRAE. b) Cruax 2 Ot 1 26 1], Coner I3
23 fiil. AUC: X 24 fi

2_ ﬁﬁ 6,7)
AFIDOE FES ST A RIT 21%L FTh -
7= 7 v BT ¥C TIEHE L7~ DLIn-MC3-DMA % &
ToARFN & HEFIRN &G Lz & & gk
B 4 BB G- HETRE DK 90% D i RE DS
HE 7z,

3. K@Y
NNFTFZ U F NI AT, =X X 7 LT —ER
Ry X7 L7 —FIZ L DMk fiEE A LT
s,

4 P
H A AR A 9B E 9 Bl AHAI 0.05, 0.15 KN
0.3mg/kg Z HEIEHEFFIRNE G Lz L &, NF v
F o b U U LAOEFGREITKT 5 R P HEERIT 1%
K TH o7,

ERER Al AR ©

NI AF A LFURIZHEMET In A RRY =2 —
o RF—BE 2250 (D B HAARAN 16 6]) 255 & L,
A 0.3mg/kg (R 105kg VL D35 T 31.2mg) X
X7 7R (2112EIMHT) 2 3EMIC 1, 18 » A
e 53 2 [ERS S [F) 55 AR BR & 0 L 7=, EE R
HATH D, fEMEREE R 27 (MNIS+7) D~_— 2R
A b 18 7 HETOE{LEIZBWT, 7% F
BE L e U CARKIRE T B2 UG5 % 78 LT- (p<0.001)

KB MEDRER
18 » AR TO
RS NR=RFLPBD AH-
R— e -
. ey 9 LR 75 e RBEED
RRPRR RA=RTH | gomsmr | o
[SEM]) p
K 75 R = (95%CI)
AN TTER N wam | oew
EEFEHEA
MNIS+70 (3(1’ g) 746(370) [-60(17)| 280(26) (_39';4_28 y | <oom

LS mean : fi/h ), SD : AEHEHREZE, SEM : VEMEOFENERE, CI - SHHXE
& T ARTOFMBEA 240 IR LAERGRET L (MMRM) 52 VTt L7z,
b BFEDUN ST EBE IR I 2 L ERT,

E SyE $i

1. ERA%F ©
NRFTVFTUF M) NTIERARKEAY X7 L
FF RTHY. TTRMRNA OV V2 4 ITHEE L
TPl oD 25 B} OMF A7 TTR mRNA & 20 fif S+
%2 TIETR TTR # v 32 Ea W &, ik
~DT7 IvA REEEZMH SELZ LI2ED, b
FTUAYAVFUMBHE ST Ia A KR =a—
B RF =T BIEAE TR T EBELZLN TN,

2. EBERW
B g v 7GR F-1 8K L, b b TTRZERK
(V30OM) ZHBLT 5~ 7 RZEBWT, IFlEN TTR
mRNA £, MfiFT TTR # 37 &, fikicBir 5
TTR DLz OWA DB BT,

BHESET SE{EFNAR

— B T TF MU A

{ERR : /7 =V L-(3-55)2-0-AF L ULV jL-
(3'—=5)-7 T =V L-(3=5)-T 7 = U /L-(3'—-5")-2"-0- A
TN F U N-(3-5)2-0-AF N F VY -
(B'—=5)-7T T = N-(3'—5)-T T =Y )L-3=5)-7 T =
U L-(3—5)-7 7 = U )L-(3=5)-7 7 = U L-(3'— 5)-
2"0-AF N7 U T J-(35)-T 5 = U JL-(3'—-5")-2"
O-AF N7 Y Y N-(355)-2-0-AF L ) Y jb-
(3'—5)-2-0- A F )L F ¥ U )L-(3'—-5)-2-0- A F )L v
F TV N-(3—5)-T T = U )L-(3'-5)-2-0- A F /L7 U
U355 F IV V-3 oS)-F IV TFIY
U L-(5'=3)-F 2 VU L-(5=3)-2F ¥ U L-(5-3")-
7T =Y -(553)-2-0-AF /L7 U Y JL-(5-3)-7
U U N(5-3)-277 =V V-(5-3)-277T =1 )L-
(5'=3)-7 U P U N-(5-3)-7 U Y -(5-3)-TF ¥
U-(5'=3)-7 U P U L-(553)- F 2 U Jb-(5'-3")-
7T =Y -(553)2-0-AF L7 U Y L-(5-3)-7
T =Y N-(553)-7T T =V N-(553)-7 T =1 -
(5'=3)-7 T =V N-(5'-3)-T U VU -(553) T T
J @O RNA “HEHE U+F U v ALK

SDF : CaroHagoN14sNasO200P a0

4FE : 1430358 Da

{LHE -

40
(3-516=Un=A=~=A=Cm-Cm=A=A=~G—A—G~Um-A =Um-Um-Cm-Cm—A~Um-dT-dT
(6-3T =0T —C=A=Un=U=C=E—U—=U=C—U—C—A-Um-A—A—GC—G—U~A .

R AR A~ AROMRTH S,

Bk EDEE
R SER Nz L,
BLo Lz L,

a

FoNy hay

Xk

1) #NEE
AR

2) thEE

3) thNEE

4) HANEE
S EhRE

5) tLN&EK} -
D) E e

6) FEWNEEL : Invitro & v 87 fiEARER

7 AR Ty b RO RN AR

8) Zust, R., et al., Ribose 2'-O-methylation provides a
molecular signature for the distinction of self and non-

40Na*

WS LTo A TOVIBEIES D 2 &

R R 2mg/mL X 1

Y XE W - BIRRAICEET S
v E T2 SE B 5 i R R
W IRV 1R s A etV
H A R R A 381 % B Al B oD

HARNZGTEBFICBIT D RIE& R



self mMRNA dependent on the RNA sensor Mda5. Nat
Immunol, 2011. 12(2): p. 137-43.

9) tLNEERL: HARZ G T EREIEF S AR
10) #:PERL @ Invitro SEEEFER
1) HHNEE : P IRV 2=y 7w 2R B[N

XHEkEER 5k

Alnylam Japan #£2C2tE

AT LIV AT A—varbry—

T 100-0005 HAHS TARHXHION—TH 82 5
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ZATREE 9:00 ~ 17 : 00

(MEEH, SHAREZR ARABENLARER ET)
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18 FXE (R)
RFUSUF RUSL

2 PhEE - R (B) RUEDHRERML

21 e - HR (F)

N7V AYA VFURIZRMET S a4 AR =2 —a /35—

22 3hEE - SR DR TEIRM

IRF 2T NP TR K O AR TTR 2R RAITAER) &5 siRNA 225720 | siRNA OfiFfig~
DEEZET B T2 DITNFE T/ R AICBAUE L2 b D TH D, /3F 2T L -LNP 13T O RE AR
[CBWTEARIR OVERM TTR OEAZRBD SEHZ LICk Y, O AREBOBEHRIEREZ 5|
#2977 I v A ROMBRIEAE &2 B3 5,

RFT T NP 1E, b T AT A LF UM (hWATTR) 7 I R—3 REEZw5 L Lz,
T H M, 7T RO EEARRBRL TN 2 SORRRI R Gtk 2 3, 6 SO
B B D SRR 7 0 7T MCBWTRE SN, RIS LI BT, AR B L
k%L TEY, BHE7 D7 T A0 39 MEO TIR ERAEEN, £ 19 DEOBENE
iz, WREEQEG S A AT D EEN D, STHHC b2 LB L 5 K 5 A2 EE MBI, F 5
wR O R A T 5 BEE T, i REEEO = 2 — 0 8F—DBRFICON TR LT, H
FHDL UL, R AT A ATBN TR~ EE O DR E 2 R B, L o — ROV A
~— I — ORI MR S T,

004 RERIZT X b, “HEMR, 77 EBRMERBRTHY ., 225 L OBENEEFEIN, R ==
— B NNF—5HTHhATTIR T I 2 A R— ABRFE AR BICFEH SN RORBR TH 5,

XF T NP 0.3 mglkg Bw DI EAZ LV | BE L7 To TTIRZRIZOWT, i TTR 255
DAORFGNCIED L e, MR G% 3 LN, N—2 T A VInBIETRKRO TIR B Z5h,
FHILT 80%%EEZ D TTRIBANE 18 A RICHZ 0 | 3HEEZZ Dk 7 + 0 —7 v 7R+ & FF
fe LT\, JREMES L3 BT D TTR ORNE, kA 7o R EBER K OB ORI 8% KIT
THEA REERRRT 4y " ebTeb T,

o NFUTUANP IE=a—a /" F—EKIFIZEEE L, mMNIS+T OX—RF A )25 Month 18 F
TOVEECREIE, 7T BREHERL T34 RA v b ThHo7z (P=926x10%) , 4, 1k
Bl RE, Hg, TR Ba 78, =a—a XF—0@EEE, HERAT—, TIR UEKLE
{EAI O FAE R VMBI L 0 ER SN T 7 —T 528D, Sz 2TosEy
TIN—TIT0e 0, =a—u"F =T 53R 7 1 v RHRRBD B, TIR B ORE
I3 mNISH? Z{b i & ARBEMEZ 7R UL VARG O IR O 2 PEDN AT BTz,
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18 FXE (R)
RFUSUF RUSL

RFTZ NP 1T hATTR 7 2 B A R—Y ZADOMRER bk LTz, L7 IaA F—v R
FEEREDIEE A2 b 726 L, IR L OUGESRERE S 2 72 97, il o — K& PR T
L7l ZAh, RNFUTUANP #HETIET 7 2R L L i L CEEBEDE R DR
(-0.093mm, P=0017) L. ZE=ILEKPIRROUGE K OREITIA b LA > OUEDGRD
bivlz, BT, DARIZKDECDOTRNTTHDEEDE WA, F~—T—>D NT-
proBNP (23T, 7T &R & Helik L C 55%0D KE 228 (S BEhE LT (St
045, P=7.7x10%) ,

RFT T ANPIZE D TR hATTR 7 2 B A R—3 AD = 2 — 1 3 F— K OMHIEIC
FAZE U758 %, B8 OGRS BT Dk 2 el &2 b 726 L, BE4RMITIE, "5
T NP N SNTERE T, 7RG SN , BRI, B
REBE, BMTHED) . BIRREE, RFIRIER N QoL Ak FE L=, /3F T L -LNP @ Norfolk QoL-
DN [ZKTH_%7 ¢ v ME, 2TOVT RAL LV ROETOREY T 7 N—F12bl= 08
HHI, SHIZ, ETOBENRIRNOFIRE GRS Z LRSI,

TR RN SN ERETIE, P L2 2TOAMEEMIE B 2B\ THEEE B LR
bive, —FH, =a—m/ F— (MNIS+7 (2L FHM) LOWE (NT-proBNP) (12Xt %3
F T UANP DR T ¢y M, BiF SR EREEOSHHICHE N TA LN, LI
ST, BRI TWARWIREE TR Z 2 8ol EE b 72 DI RBOME T2 1T 57290,
PO BB CT/RF 2T L -LNP 248 59 2 MBS S D,

BRIRERER ) DR DAV EE R F R E LT, "F T -LNP IZ K DIRRIRBERMMETH D |
JFIRER & ZOERIEROSEE b2 b LGS 2 L DM OFHMEE A 2 iR S iz, T
F NP 23 18 7 A R G- SN2 B D 56%IZI1TN—A T A ATHART= 2 — a3 F =3k
F L, 5l%D B TlE QoL 3tk L7z, FEARHBRIIIBWTIE, ~TF U7 NP G S
TRED 8% TlE=a—a /X F—DA7— (PND Aa7) NhEL, —HOEBE CIIHAT
P iRk 2 LB ZRRAE D DR REOMRREIZ 72 0 | F 7o, BTREEN H 2R B ThEE
RLDIRRE L oo Tz, [FARRIZ, K9 25%0D B CIXAEEREDIE LD 2mm Z8 2 Tl L,
25%D FBRFE TIXRAA A b LA > D 2%% B2 HED TR S, DO & OFEREIZ KT
LCHBRIERZ 26T 2 LAVRES Tz, —HOBE BT DIREIERDLFENGRD H il
T2 ZliE, T T ULNP OBBESRE L & BT, EEE DD LEREIICIISEICE DA%
BOBEIHR L TR E b7 D9 alREMEASER S b,

BT L L T ME, ZEHER, 77 ERMBRBROLEONTT =X, NF T -LNP
2k D TTIR O3, hATTIR 7 2 84 R—3 ZADR Y =2 —a " F— R OBER 2 WE L, B
DR OHRIFIZ R E eflis 2 B 726 L, — O BE CIRRBIEROUFHEN A Hivie 2 & Z3EEL T
Wb, T DERRIISR T ¢ ME, TTR 25, sl & OWR B EEE O RHPHIC DTz > TRO 5
I, BT 3AERIMERF S 47z,
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1.8 RFAIXE (F)

NRNFOSUF R L

004 FERCIX, hATTR 73 1A R— ZHED 7% (16/225) NHAARANTH-7T=, AREORERIL
HARNBEE R OEREEFICBNT—E LW, 77 BRI, T T U-LNP fild=a—
B RF—IZBWTHRNIICEROH HUEE R L, /XF 7 -LNP RO BAFAR# 751X, QoL, &
EiikRe, SVIRREE, TR, REIREEK K OB AREIR 2 39 2 2 O OFHEE B 128V T h
HEMNE T2, AARNBEEHEMICEITS Norfolk QOL-DN (Zx14 2 B K& SITEREEMN L F
FRIZRE DS T2 0T TIERWD, T ERBENONN—A T4 iR L CdeEE R LTz, 2, 3F
T UALNP BRI, D a— RN TN, A~ — 1 —Toh D NT proBNP %5 oLl Z B9~ 2 Al B
IZBWTH T T BRI TUEN A DI, /~F T NP BRIV T, [ARED TTR B8
AARNBE ROV BREERICA DN, BARNEEEIT D e 7o hd, ARSI L E R HnE H
FORIREHBE B 2720 —B L TRV, £/, 2EFEMAE LB LT, HARNBEFOHMNE
Dl DL Z R LT\ D,

PUEXY, KFNZ FT AV A VFRIFEHE T I v A R =2 — a3 F—(Tk D 155K
LLTHRITHD EE R, DMEhRaiE LT,

pigey s

RNV =a—aF—%2F725 hATTIR 7 I 04 K= RA%ZRGE LT2/3F 27 »-LNP @ 004 551X
218 4 DIBFI IR 3TAFEMB G Lie, 77 R R QR kGe 538k 0 B CTHM R
fFFonTng, FlRORERTIX, 179472 12222ALLE, 100403 24 ALl L, 3240 36 AL E
Behaniz, &R0 REREHNK 4123 MEXT VA Y b« == X0@mW D REE LTIREL,
FreD Trafifls (FEHAR V10 LA L) ROvE#E (GEHIER 1/100 LA L 110 Kiif) o U 27 NI ~F
7 2 -LNP OBEFE 137 NI 1D X D IBBEEDOZ DD U A7 OFFEIC 0 Th D, BHEIRFEE
SNTZU AZIXIRR CTh D, BERE(EH Y A7 13X I ARZ,

IXF 2T VANP ORI e T a7 7 A VTR THY . AE KO SAE OFBIEIGIL, Hhik
ABRDONT T U ANPREE T T BRI CRIBE Ch o7, SHTURIFI T VT -NPHEE T T
PHCTHEBEETHY (FNEFN4T%KRNT8%) . & TOIRTOIREREE L ORRERITIBZ S <
B USRI L ST S iz, 2D OETIE, SRl n A, SRR M OV
FEWRAET D hATTIR 7 T A F— ZEFT TS LD L 9 ICEITUIBRIC BT 52 50 TH -
Too FETEHRIL, TRCRINTFETHRO FMEICFHY L TEB Y, BRFICEE LT, s
IR BERE L 72 U 2 71358 BT, i IMRIBE SO XB R BT 5 Z 20 E R0 bl
ot BRI T T 7 A IEHE L2 TOY T I —F1Thiz ) —E LTz,

BERLRBEINZU AZX IRR THY, RNF T -LNP MG SN HEED 189% K 7 7 &R
DG INT-HED 91%IZRD Bz, kb I AL ERIT, ER. WA L TH o7,
IRFL T NP R ENT-BEICRD 5N TO IRRIZERE (95.2%) XI5 (48%) TH
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1.8 RFAIXE (F)

NRNFOSUF R L

0. Z<AXBRDOMLENTRI > T, IRR D3RO HAVIZBE DIFIE 80%I1E, FHHD 2 [EILINO#EE-T
BAND IRR 58D HAL, FEBEIIR & & I L, IRR B3R GHIOJRKIC/2 5 Z L1dEh
THY, RR@tbkA?v7/qNP®%5%%ﬁ% Ik L7283 T 1% CTh o7z, IRR 2558
BLLTEGA, B GEEORGE X352 T2 2 LI K 0 ERE L., EREBICEW TRGICER
ﬁ#méﬂt%%_owf F. T VT UALNP OIEER G PN L R FE i S 4T,

IRRD Y 27 ZAKJT H72d, BT, TERIGO LIFRIFTNC, aArFaxTaAf B HLEW
H2 7'y 1 — ROV T & 2B — /L XIRESEIC K DR E 1T o7, AiEEICE b LT
axT A RE, IRRARD GNTBEITITEE L, AAMEOLRWEBEITIIRET 2 Z LA AhE

Tholz, WET 7T HIBNT, FHREEL A O—E LTT YA X 2 10mgod3w %
MIRBNZE G LT G, AT aA RIZEE L7c@E s 7 Wdsdo bivenoTe,

XF T NP OEERLEIEN Y A7 1%, TIRBDOFEER, G+ RBP LU 4 I > A3
BT HZLICiDEX IV ARZTH D, FFRRARICIN T, FUZ 9 A BEMEG L
&, EEREER LR EO TIRIBD DR IR, B I ARZIEIALNZD-T-, [
PRI, ERICIRBHMRAE 21T 5 & & bio, MRERA PR THE LA, EX¥ IV AR
Z ORI BT o A IH BRI 5Tz, B X X2 A Ok Kk ORAFEIGAZE RBP DIEFAE T
THELAZERMLN TS, BERHEBR T, BFIC1LEH- OHHEIREO L I A%Hl
DX OMR L, MICEIILEDOEEZTHT D TETH D,

BAEE I ONTLEMEICET 2 BET — 21 Dh, NF T U-LNP TR e et 7 a 7
FANEHEL, TR A LFUREMNT I a A RR) —a—a XF—BEICBIT A I L
TWAZ EDRENT,

PLEXY | RE LTRENROKRE T, AARGIC I DR EMIRGFTHD L EX D,
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18 FXE (R)
RFUSUF RUSL

3 HiE-BE (B) RUZORERL

31 R&E-RE (B

W AT 3 LR SF T v & LT 0.3mglkg % st d 5, ARED 104kg LLEDOBE I
SMIZ L[ERF T L LT 312mg 2 miiEiEd 5, WIThoHAIcs, 10 0L (B5BtA%
15 53K ImL/4y, £ D1%ITH 3mUsy) 72T TR 5 2 &,

32 H& - AE0ETERN
RF T L ALNP OHEREFE - FIEIX. 0.3 mgkg q3w O STEFHETH S, KED 104 kg LLEDOFAE
I%. 3l2mg % siHEEHET D,

BB R O G-IRR ORI, fEREERE K OB E 2 xtg & U725 T AR A OB TTAHEER (001
ABR, 005 FRER LN 002 #llER) | WWONTEE AR E LZ 1 SOEES5REE (003 #ERr) (k- T
HiT bz,

0.3 mg/kg HE DR

INTF T -LNP DJFFETH 5 ALN-18328 DR ik, TTR J8b OFLEE & O & FE5 T
B L T 7o, ALN-18328 O ImfEiggz mid, EEOEARRER (001 5k, 005 FE AN 002 #5R) (1
BTGS2/ F 2T L -LNP ORIV EHEFE  (0.01~05 mgkg) T, #EOHEIZIHI LT
B L7,

TTR DK 5 /8F 27 L -LNP @ PK KO8 PD 2 MR ERE & BE T CRIFRE CThH - 12720, &
7t 51 44 DREFREHERE K OHEFE I HOW TR ERE L OERBROOFEMT & M L, HE—TTR SOch
AR L (1), 78FTT-LNP % 001 mghkg (74) . 0.05mgkg (94:) &% 1r0.15 mg/kg

(94) ORETES Lz L &O&KK TIRBDRO T IEIT, Zh2i 30.8%, 404%K O 754% CTh
o72, TTRIBERIL, /XF T -LNP % 0.3 mglkg #%5- L7=84 (1344) 1% 87.2%, J8iE: L7-AidR
LU AV R OYEGE U7 538 C 0.3 mgkg 285 L7254 (1244) 1% 89.2%, FONZ 05 mgkg % ¢
HUESEA (14) 13 9B84% CERIREEICE L=, 0.3 mgkg %5 Tl., &K TTRIBD RO P JLEiTH)
87.2%~89.2% Ch -7z, L7~ T, HEHGT —XIHESE, /XF 7 -LNP @ 0.3 mgkg F &I,
TR AR LR VBRI 0 7 7 A VIZT TR, TTIRORKROBA S H7256 Lz,
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18 FXE (R)
RFUSUF RUSL

1- FAE g8 (001 FER. 002 BABRK Uf 005 548R) 12H 115/ 3F L5 V- LINP ERKR TTRIBADEE
DEARIZDOVNTOHF AR (001, 002 KU 005 5HER)

0 —
= ) T
= =20 : _
(] i -l Dose, maskg
E l : 0oL
&E =40 — : : [Jo.05
E . |_I_a- |:I|:.15
— 60— - 0.3
5 | [Jos
E :-ltlu.: :cﬁ
=  -B0— T - -
= B . F=:d
100 -
i | | | I | I

0.01 005 015 03 03* 05
Patisiran-LNP Dose (mo/kg)

Abbreviations: TTR=transthyretin

Note: Studies pooled include 001, 002 (first dose) and 005. n=7,9, 9, 13, 12 and 1 for 0.01, 0.05, 0.15, 0.3 mg/kg dose groups, respectively.
Note: * indicates that patients received reduced premedication.

Note: The ends of the box are the upper and lower quartiles, and the median and mean are marked by the dotted and solid line, respectively,
inside the box. The top and lower lines are the range without outliers, and the symbols are outliers.

33 B5HEE QGHEMIZ1E) DFER
AEBS-0 002 7 BRICIBUV T, 23F 27 L -LNP 0.3 mgkg @ 3 1[E] (q3w) KON 4 #E RIS

(qdw) DOFEERFRIZOW TR L7z, 2 BIH OFG%, 2 [ B OG- MFRE TR R (?“fotio%\ ~
77) O TIR R RIE, 03 mgkg q3w DiEZE (Day 42, 748%) D573, 0.3 mglkg gdw $%-5-0 5
# (Day 56, 62.8%) |ZH_TKRIEIZE N -TZ, LIzR->T, 73F 7 -LNP q3w #5013, HEMO
R TIR BV AHERF L, 5 LG5 ORTHERK TIR 2R St 5 IV T, gdw 550
HLEN TN EBZ DN, UEOZ 5, 003 3B &L O 004 5BRIZ BV CRICFHIEIZ T2 72912
NF T 2 -LNP 0.3 mg/kg q3w DEEH. LT A &I LT,

BE-TIR E7/VZHWT, /3F 7 -LNP % 0.01~05mg/kg O HEHFE T qdw #5- L7z L&D
EHARIEIZ BT D HBNIGERETET 57201 I 2 b—ya v &fTo72 (M 2) , BIORLEX
212, TIR FA D& FREAD 7 7O f?%(#ﬁéﬁﬁafiﬂ%iﬁmﬁ\ fFHihiz, 001, 005,
0.15, 0.3 X U* 05 mgkg (28T DK TTRJEADFOHIEIL, ZZE4 48.2%, 67.4%, 80.4%. 85.4%
KO 88T%ThH 5, EHRIRAEICIIT 2EHEOESHT (M7 7) TIR B HEIL, £ 348%.,
54.2%, 70.0%, 76.6%/% () 81.6% T 5,
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1.8 RAXE (%)
NNFOSUFRI)ILA

2-/8F 252 -LNP 0.1~0.50 mg/kg 3 BfE & & D REH G RO FEFIKE
RERGERE

IZEFH5 TIRETRICET S

l'tm

0
L

90% PI
sy »* Observed Study 004
- * * Observed Study 003

-40 -30 -20 -10

-80 -70 -60 -50
1

Steady state nadir TTR (% change from baseline)

-100
1

0.01 0.05 0.15 0.3 0.5

Dose levels (mg/kg g3w)

o {KH 104 kg DL EOBEIZIIT S 31.2 mglkg FH&ED 24

5 MAHRER (003 7ABR) ([Z1T DR RRELH 1T 2 HRERICESE | HBIFERBR TH S 004
PABRTIE, 1A 104 kg 8 2 5 13 31.2mg 4% G- L7z, 004 38R CIIIAE 104kg LA FOBEITHE
#1434 (966%) THY, 54 (3.38%) ILIARE 104kg R TV,

51T, 0.3 mgkg 35 S A7 AR EE 100 kg OB K O siftEBE I D 30 mg 23 G- S 47 {KH 120
kg DEFEIZINT PK LY TTR Jb & i35 72012, %ﬁ PK XKONPKPD &I 2 L—a %
It U7z, ZOfEE, KEDS 100 kg & 120 kg DEFH TIL, EFIREICH T 2 PKIgEEOZILT< b
T THY, TIRBIIFERE CTH T,

LDz &5, 001 38k, 005 35k, 002 3R, 003 3Bk OY 004 BROFEF, W T —/L S
7o RHEM PK, REER] PKIPD OFET Y V7RO R 2 b— a3 Y OFERIL, /3T T -LNP OHELE
& - HETHD 03 mgkg gdw OFEL VA LA HMTF TG, #EEITEROKEICE SN,
{REE 104 kg LA EOBEITIE, NI VAV A LFURIGHEET S a4 RRY) =2 —a T —HEF~D
R Gl e BRSNS DAL D 3L2mg A HEREH & & Lie,

o, UFIORT L 91T, 004 ARSI W TRBHEM & ik L7z, BANERIZIT PK PD
(TTRIRE) . ARMEROLZEMEZOWTERRIIZERD & D1EWITH bR T,

EFIRIEO PKIREERIL, AARNERE, 77 ANEELROCANEEH TR TH -7,
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18 FXE (R)
RFUSUF RUSL

INF T NP LR O T B RO TTIRIBEOHER I AARNEE ., 707 NEE R OER
HEMTCRETH -7,
HAR NGRS O PK OV PD 1E, A AFEREGERE O PK XOVPD 7' 7 7 A /L & —E LT 2,

HARNBEICBIT D=2 —a _"F— K OODAEIC T DAL, 2EEEAORERE—E LT
Y

AARNBEICBT D @e7n 7 7 AWk, EREFEEH & —EL T,

INHORERIT, T UAYA LFUREMET I A FRY =a—aF—BFITH LT, 3
2 1B RF T & LT 03mgkg Z R EHET D, (KEDS 104kg L EOBFIZIT 3WIZ 1ESF T
v & LT 312mg ZAEEET 2, WTHOBEAITH, 70 UL (FGBLAE 15 /i3 1mUss,
ZOH%ITKI 3MUSY) T TGS D & LI G L U A VR SN D 2 & 2 BT,
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18 FXE (R)
RFUSUF RUSL

4 [FEAHAEDEE

() RUEN L DRTERN

E BRI A, FEER IR OSSR, AR ¥EPET —4% > — | (CCDS: Company Core Data
Sheet) | KIERASCE L OWINELBEEEZ  (SmPC: Summary of Product Characteristics) % & 2 T, &

ANOTN SCEIZRBVT D R LOEF Z#E Lz,
LU EoTER () KO OBERIEZ T,

R EoEE (5

AR

[Z22 ROBEITITEREG Lz L]

b YN

BEND R RT LIsBUE DR FERE D & 2 BE

BEOZEMEERE LT, AH| CCDS %
BEICRE LT,

GhEE » DI BHE I 24 EoTEE)
JFRA I D B3 1T D AMER OV EPEIIMENT L TR
VW LERRERBR T FRRER A 2]

Wttt (FBHHER 5 Te) OBEIC
AHN B 5 LT/ 7e 0 s, Bk
DOBFIZBNTYH, AR TIRERDT
I uA ROFMHIRA~DILAE DR~ (T
1T 256060, HBHEEZOBEIIK
FID3Fe G- X2 ATHEMEI I E CTE 7\ iz
OFRE LT,

1. EERIARRER

(1) ARAFEEHIZ L0 EACHES K (TIRR) A3%BLT 25 AlHE
PR H 5, IRR L EITAFIE G- X3 5546 2 REfH
DNIZEZ LS BESNTWD, 5 DOIEIR &2 R S &
L7280, LTORigEEARFREDONZ, bl &
H¥EE 60 RN E T2 b, [ THEKZEWER OHE
% 2]
canFarRTaA R (THRFEAX Y 10mg LA
) (EARNE 5
T rT7 7=z (500mg)  (FROo#Fs)

- HiiE P (Zanrrv==7 I~ LA VEEE bmg X
IEIFEE)  (FRrRNES)

- Ho f5P13E (7 7 £F V0 20mg XIE[EI%3K)
N5

ek, BEOER, REIC X aiEEO R &OFE
EEETDH L,

(2) IRR OFERMDFEEL L2555, ARAN O HE % R
L. XEI#ESEEr L, @ (R EEARLVE
VRN OIRIE ST Y e )HER L, bie A ¥ I A
FRENGER A X PIRIEAIE) 21795 2 &, JERDTH K
L-#%ilc, #5HE2 TP CHERETHZ L, EED
IRR %8 L 7= GBI AA 52 hiE+ 5 2 &,

(3) AANL, MiEH hT7 o A¥ A 1LF > (TTR) ¥ 08
ZWAOSELZLICEY, METFEX I A OFEDE
HZ b, BX I A 26T 5 X o IcBEICIE
WML L, 7ok, 1 BHEBEHEITH 2500 IU TH
D, HRHEZBZ CTHB LAV &, [ THRBRARE
RICKITTHE) OEESMR], £/, ¥4I A OX

(R

(DIRR (ZNEEEH OFFIRN (V) B G-H11C
2D ERREINTEY, AFIOHE
HOISEIINHNN Z 4L 6 DI DRI &
o TCWAZ EEIRIBLTWS, F=,
BRI S IRRASFEH LT-Z &)

5. IRRDFEHY 27 ZHHId 572,

a)FaxFuaf R, TEINTI /7>
> R OV HUH2 SRS ISR K D R
TRE LT,

Flz, aAFazRT oA FOWEIZEL
T, BRRBRCTT X 2 %V U & IRl
H5mg £ Tl LT IRR OHEMNGE

LR oT=Z b, B EORESR
HE L CREH LT,

QEBEIRB AR ZHET S IRRD
JERMNFEBR LTS OREIC IS ERE
L7

Q@TTR OE /AR X LT /) —b
(EX#I AL LTHLBNTWS) O
wELTHL 2L THY, DR, LF
J =R S 78 (RBP) ITHEAT
L (BEXIVAEANE) . TIR v T
U b A ERLF E S L AT

17
Confidential

Alnylam Japan




18 FXE (R)
RFUSUF RUSL

LR ()

REARNL

ZiZk by IRER B ®E) F8RIATLIBThDE S
LIOEETDHI L,

RBP 2MMEE A BN, BEENHE X
¥ ABEBEIUTE UL, O RBP

EOe# v AIPFEIZIEF CTHY, vX
IV ARZDIER K MG E R S 720
7= FEEEERFRBRIZIB VT, Sz 900 A
MEMEE Lz & &, BERRER & [F1ZE 0L
o TR BB SN, X I
ARZIIFH LIRS T,

FEARRBR ClX, BEIC LB OHELE
EREOE X IV AZMKRTHZ L X

D, BEXZIARZOERKTET A
ITH BN oT-, BX I ADEIER
USHARBUAZA L RBP DIEAFIE FTHEL S
ZERMBENT WA=, EERFAR
HEELTHRELE,

@ FIFURAYAVFURIFZHET I v RARY =a—a/3F
—BEE. DIEZEODEREE D Z EMNZ0, AKEIED
IKERBIRIZEA 5 25T, DEBEE A 3RS S C
WBHDOT, AEEGHIXENOEEERE (DER, O
Ta—5) Z{7O% . HREOWEL OB T S L,

BG) AANT 7 4 VZ =D LV IEENED L. HlE D
BREREREII/NTF > F o MU U A 10.5mg (NNF 7
e LT 10mg) RiliThHDHId, MBI A T IVAEL
EHETABRICEETAZ L EA EoREE] 0EE
2],

(4) [EIBE [R5 TAHRRR J OMESE D R PRE
BRI COBBIESE A E SN TnbH 2 &
MG AEE G ANITEARZ O RERR
THEETO) BOFEMREEZITO R LE
ZRRE LT,

G)FR#E Lo EE A FHAREE & L TRl
L7z,

2. RIEM

KT o RPA LF L REMT I a4 RRY =2 —n/_F—
B G & U E BRI RIS IFERBR IS B C, 22t
K 148 451 (AARN 7HlZETe) OS5 6, 9441 (635%) 1T
BIWERDTRD BTz, FERFLIT, WAL KOS

(189%) . THI (95%) . RIEMETEE (6.8%) MK UHESE

(6.1%) HThoT,

(1) ERARENWEH

AN D B (IRR) (18.9%)

BAER SIS (R, B U B8R 2 3 Te). WAL
W, BRSO MR, B, B2, B FEiED E

WS D OBINSOIENE, R, st B
EERHODOND ZLRnH D ( THEREANEE] OES

)
BE7nv7 (0.7%)
REFEFIZ, BEEET v 7 2 G0EET ey I 03HD

D ZENRDHLDOT, BELTHIATV, BEDRRBD LI
HEEIIERGEPIET 5 8 WERLELETTO 2 L,

[EI I 55 IARRRBR THEEL L 7 E2R R
MaFif L7,

DZ OO

Il 57 [ 2 T AR B R AR THEH L 7 BIME
Mz R L7,
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1.8 RAXE (%)

RFUSUF RUSL

LR ()

REARNL

3%l L

1~3%A1s

1%

Mgk LY

SR

RERVER ML, i /b
A IE . A i BR
WDIE, i

I e DEMSE, o | DEHE, E=XT
ShfELARE | 2y 7, Rk, &£
MW7 ey, &
. Bk
SR, FiE JE AL AE
ek X OV s
PR
HEB LUK JvEEEE MR | ZeFEPEEEE, HAS
(6 AR NI N
D FE N

PNy IR

PR AR B RE AR T

MR e

fRP R, IR
1

FETHAMNE, RN
Mg, #HBEE, #
MR FLEEM T, A
W, R, 10
BT, IR E
W

T, R
L AL

HAEA R, 8
TG . T
W AR
PRk, MR
B A8
PR

MEERAE I, 1N
HEEK, Ly F
V7N 1 E N S
<O, HWNHLIEE.
I ERE

- Y
Bk O E
A DR IE

R VI
HEINNE, BT

\\\\\\\\

A RNANLIDH|
ER . I8 AR R
B, Mdm . B m
M. EE EAGS
PLRERE . B,
A By PR E SO JE
R, 2R
JEE . VRN ERA I
SR, AR IERR

JFF AR IE R

B
T

_H

REYLE B L O
FE HhUE

B

i
0 Nt

WE;

S0

A

]
e R

K
x

5
EA

=

VAL E R R
BA. PSR
7 R ERE
JE G, RERES
RSB, A7

RO

e, RUBREG

HE. hEk
L UL E G BE
{LE

HHEG. BEAI
%,
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18 FXE (R)
RFUSUF RUSL

fEH EOERE (%) REARNL
[IAER o Lv7F=|T7TI7=vTI b

Ve VT T T AT 2T —F
AP R A, T e
EEM, KE| VKA T7 742 —F
s W, s v
F=EN,
LI i K 35 1 3R 0
m. o f Uy A
Hahn,

o RN, 2R
Wy i B AN, K
KEE, N7 A
71— kLA,
A HmERE., R
TR TR

JrriesR 5
Rk L% BEE, mA )Y
HEE LAE, Y7

Ve R,
L HEAE, FLEET >
F—sz, B3
YDRZ., FHH

BIES
B RE L e, B | EERZE, A
Nk A LA B e . BEEN M| Y. AERRE.
£ B, | AEAREE ., AR
SRR . DU | BEE R AE .
I . T
BiE, BB JEE s, EERIE
PO N
DAY (%
Jmk X ORY
— 7 EETe)

TR FEWEDE | FEREE ., &) s, B, &
R, R | B IBEE. R R
MR, BUIR, | WL RRSEHIRR, b
GIEbE T8 R . R AR B
T RE, B
SRVEHE . AR
F.OEENRH, R

M= 2 — N F
—. BEEGR

bpialiaes AHRSE GRITRrE, B A&
EXOAE

B L VR K AR, | BRREEE, RK
[ JRPA. IR £ ORER
EFEA B IO ABLHIA #&, R B
HIEREE PR BAMERTSL R
RERE
RN R R E L % | 18 M BA ZE kR
B X OV IR ks Tk AL Mok, REAR R
#E DTN RE AR, L
o<
R B L OVEE | RLEE WiE ., \Bif. | BEE, KR, #
T AE AR F TR ik . FEZRK
20

Confidential Alnylam Japan




1.8 RAXE (%)
NNFOSUFRI)ILA

B FOREE

(%)

REARNL

FERE. LTI,
BE, &&MZ 9
i, BOREE . K
EE N, KA
. FEJE ass k.
g E . KE
K. ZIEIE, &
B, FE

=y
g
B
o

WE R M| gy 7 RIEM
SE. WRZ . | mARMEERRE . 1F

i, AR | T Y, SRR

FE. WL £

3. ElE~ORE
— A E R CIAEFMSENE T L TWA DT, BEDIR
REBELRNOREGTHZ L,

— AN @l IR AERRE M T L T
WD DT, EEMEE LT,

4. Wit PERS, AmE OB

(1) R SUTIRE LT D ATRENVED & D Zothicidd& G- Lsn 2
EMNEE LV GHRP OBSICEE T 2 LM LT
20N o Eo, AEERTREZR RIS LT, Ao EH
KO H- % 12 BEFIED) 28T 5542179 & o feiE
TAHZ L (BEoMES TTR XITfiETE4 I v A DK
TARBRICKIET I RHATH D, VXTI, RHEE
Prlick B EEZ N2 BRME, I8 - BIROAFROK
T, ROBRIEOEEDRAD ) 1 mgkg LA EDFHETRD S
niz) |

2 AP OLMEIIIAFE G P IIRILZRET IEDL Z L,
[t MEEELF~OBITIIRHTSH D]

1) FEEREBRIZBWT, Ty PEROY
P LB, BELERERIIZED b
oty TR T, BHAEEICKHE
FIDHEEZLNDERAE. IE - RIE
AT L OME A= 28 1 mglkg
(b FEHAE : RHD © 321%) LLEo
BHEETRO LN, BEORENESE
LT, EEMUT 57O E LT,

@ =HLT7 > bTIE, XF T -LNP

DIHABATITRO LR oT, iEmX
IR A RS L L= BRI E i LTk
59, AFIN e R HICBITT S 00T
RATH LN, BEOREMEEZBEL

T, HEEMET 572 DIERE LT,

5. N~

R, AR, LR, SISO NI 9 B e ISt
LTUWeuy (EFRRERD 720

AFNT, NI D FRRER DN
< BAMERHESL L TWRNT &b,
MM 5 72 DICERE LT,

6. BRPRARA G RIC M IT 5

(D) AROIERAFICE Y RO LT —fEE & Xy
BEROEZ I AN T5H, BZ4I A ZEBRLTYH
MFFEH I A RBEMKTFT8, RBEFIzLe
Z I A OfEEHE~OI Y IABPET S 20T,
BHEX I A OBRBEREREZEICEY I A BRELZE
FLaNWZ & [ THEEREANEE] OHEESH]

() AFNOIEAEFICL Y, MGTYA 2% N5

ZERDH D,

()AHKI CCDS # BT E L=,

QAR DOVEFMEF L v AP EE SN
5, EWRRBRICBWLTER YA
VORI D STV RN D0, P
IV T2 FERE AR SEBEEBR I BT afn
B A v O BRD LI TR
0. BRI XV IET D AlREEN T
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18 FXE (R)
RFUSUF RUSL

LR ()

REARNL

ETE 7228,

AUk L7,

8. WM EoEE
1) AR EoEE
) AFNIHEIR L CHEAT D Z &,
2) BEEMEICIV. LTOLBYEMEERISLZ L
© KK ATREREIL A TV 1 ARDHT- 0 44mL
(88mg) ThH D, ML« HEICKESEARIOMLE AL TV
Z W EJE ) HELYD
BN AR CHERRT D, BENDHDIGEIIHEH L
RNZ L, B, A TOAONRIRIC AR SIRAROR
MENBER I NDEENRH DM, FAIONEITEE T2,
NATWVIROEEZPWHET Y UICHRERY, 0237
o DOBEAR Y m—F VALK (PES) U T 4K —
(FLRO02um) ZHWTABL, WEBFHIAND, AT
VT LW T g VZ —F WV, ZOFNEERY KT,
BERZRNO, VU V7 4 VE—TAilE LT &k
THLY . RRiRE 200mL L7225 K95, 09%tE LT MU T ATEIR
AN DR S TR AFL, FFICHERENRFT 2,
FERB ORI TN CHEHEST D 2 L, MPUAIKITTRR%
HCNHEHT 2 Z &, FfRRICCL 2SR T D551
1L, 15~30°C THRAF L., BeGIER 25 T 16 RERF LI
THZ L,
@ #E5LEoOEE
) AT A4 7 4F— (fLEE12um, PES) ZE&Telfiit
v NEHAOSEMTA v EERTHZ L, B, T HAEEY-
2-TF)~F b (DEHP) ZEH LW S/ Ny 7 &2 FE A3
AT &,
2) AFNIEIRNICORRETHZ L, Fo, &EPITEA
A AL, MEIMNRHREEDN D HAICIL, K52 P
T5Z L,
3) MhOFHEMFANT & ORLE XL CHHET A > CTOREF
HEANTRET D Z L,

AFIWEON G SND Lo, AFlOfE
FZ Y72 > COEBFELATH LT,
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1.9 —RRBIFICHRLSIXE
NNFOSUFRIILA

1 —RHBWICHELIXE

1.1 JAN
Rk 28 45 7 H 14 BATSRA SRS 0714 55 2 Bl K vl S iz,

— AT (AARL) X FFF M) A
— B4 FR (F544) : Patisiran Sodium

1.2 INN
Proposed INN: WHO Drug Information Vol 27, No2, 2013
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AR O 7 14525
TRk 2 87 H 1 4H

FAERREATE (7)) & OB

JEA TR A - A A R AR AL R A B R
( N El ) i )

[ 3K D — R B2 BRI DN T

BERCICHOW TR, TEFESHO— BRI FROTIRNNIOWT (P 18 42 3 A 31 A3
R 0331001 HIEAEFBEERE M RR®EM) JECIVERVF->TNDHEZAT
bHN, A, WOAEICKT D EFEL KA (LLT DAN] &V 9H,) IZO0nT,
BT D LBV EDT=OT, MTEO L, &F TBEREEICEMG LA L < i
JEREN T2,

(M)

HARESR S — x4 57— % ~_X—Z : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIIROTEHD 95, JAN UADEFOFBRIT, M%7 —F X—ADOFR THIET
HZbELTWET,)



BEES  27-4-Bl
JAN (HAA) XFTF2FRNUTA
~JAN (38 44) : Patisiran Sodium '
40-
(3-5)G—Um—A—A—Cm-Cm—A—A—G—A—G—Um—A—Um-Um-Cm-Cm—A—Um-dT —dT
(5-3)dT —dT—C—A—Um—U=—G—G—U—U—C—U—C—A=Un—A—A—G—G—U—A

40Na*

Ca12H 40N 14sN2490290P 0

T7 Z)-(3—5)-2-0- AF )7 U 2 Jb-(3'—=5N-F F 1 J-(3—5)-F F 1) )b-(3'—>5')-2'-0'-><‘?)‘1/ F
P UNA3—=5)2-0-AF )N T F PV IN-(3—=5)-T F =1 )I/-(3'—+5')-75‘5: V=357 7 =) )b-(3—5"-
T35 T = !)')L-(3'—,>5')-2'-0->< FILT U DV Jb-(3—5)-T F 2 JL(3—5)-2-0- A F )L Y
DU I(3=5Y)2-0- A F IV T J DY J-(3—=5)2-0- A F )L S F PV J-(3'=5)-2- X F IV T F 21 JL-(3—5)-
T T ZUI35)-2-0- A F )T U DU J-3—5)-F 2 DU J-3=5)-F I EF I DY JL(5—3)-F 2
DYIA5=3)-2F DU (53T T 2V J(53)-2-0- X F )7 1) D) Jb-(5'39-7 1) 21 JL-(5'—3)-
77 2 (53T T 2V (530 1) DU JL(53)-7 ) DY) }I)-(S'—>3')-:/9::/° UIV-(5'—=3)-7 )T
1 )1/7(5'-»3')-3/:,)‘—3/“‘ D IV(5'=3Y-T7 T 2D )b-(5>3-2-0- A FJL 7 J 2 JL-(5'-3)-T F 21 Jb-(5—3)-7

FZUNA5=3)-0 T Z U I-(5—3)-7 7 =) J-(53)-"7 U DU JL(5'=3)-FF /> >0 RNA —EH 1Y
T MU LE ‘

Tetraconta sodium salt of o
RNA duplex of guanylyl—(3'->5')—2'-O-methyluridy]yl-(3'*—>5')—adenylyl-(3'-—>5')—adenylyl-(3’—>5')-2'-0-
1nethy]cytidyly]-(3‘—>5')-2‘-O—meth.ylcytidylyl-(3'—>5')-adenyly1-(3'—*5')-édenylyﬁl—(3'—*5')-guanyly]-'(3‘—>5')-
adenylyl-(3'—5")-guanylyl-(3'—5")-2"-O-methyluridylyl-(3'—5")-adenylyl-(3'—5")-2"-O-methyluridylyl-(3'—5')-2"-O-
methyluridylyl-(3'—5")-2'-O-methyleytidylyl-(3'—5")-2'-O-methylcytidylyl-(3'—5"-adenylyl-(3'—5")-2"-O-
methyluridylyl-(3'—5")-thymidylyl-(3'—5")-thymidine with thymidylyl-(5'—3")-thymidylyl-(5'—3")-cytidylyl-(5'—
3%-adenylyl-(5'—3")-2'-O-methyluridylyl-(5'—3")-uridylyl-(5'—3")-guanylyl-(5'—3"-guanylyl-(5'=>3")-uridylyl-(5'—
3')-uridylyl-(S'—>3‘)—cytidyly1—(5'—>3')-uridylyl-(S‘—>3')-’cytidylyl-(S'—>3')-adenylyl~(5'~—>3')-2'-0-methy1uridyly1-(5'—>
3")-adenylyl-(5'—3")-adenylyl-(5'->3")-guanylyl-(5'—3")-guanylyl-(5'—3"-uridylyl-(5'—>3")-adenosine



110 B8R - BIEFDHEEETEEHOF LD
NNFOSUFRIILA

110FE - BIEFOREEREEHDOFT LD
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RFUSUF RUSL

= R
11053 - BIEEDIEERBTEEHOETEED s 1
H T 2
1 BE - BREOEEEEEHODEFELD o 3
2
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1.10 &= -

BIEFOHEEEEEHNDOTLYD

RFUSUF RUSL

1 BXE - BEZDETEREHDELED
TT =Y ~(3'—=5)-2-0-AF L7 ) PV )b-(3-5)-TF =V )L-3—=5)-T T =V )L
2 . -(3'=5")-2-0-A F L F VY -(3'-5)-2-0-A F N F VU N-(3-5)-TT =V )b
w14 -3'—=5)-T T =V N-(3—>5)-T T =V -(3—=5)-T T =V )L-3—=5) -7 T =V )L
-(3'—=5")-2-0-AF 7 U U - (3'5)-T 7 = U L-(3'-5)-2-0- A F /L7 U U jL-
(3'—=5)-2-0-AF /N7 Y PV - (35)-2-0-A F /L F VY jL-(3'—5)-2'- O- A F /L
TFVUN-B-5)-T T =V -(3'5)2-0-AF 7 U Y b-(3-5)-F IV L
35T IV ETF IV NA(553)-TF I VY NA(553)-TTF VY NA(553)-T T =
U -(5'—3)-2-0-AF /L7 U U ~(53)-T7 U U -(553)-7 7 =V JL-(5'>3")-
TT =V N~(5'53)-7 U DY N~(5'53)-T7 U DY (5'53)-F Y -(5'53)-T7 U ¥
U -(5'=3)-2F P U -(5'=3)-T T = U Jb-(5'53")-2-0--A F L7 U 2V Jb-(5'3")-
TT =Y N~(5-3)-T T =V N-(5=3)-7 T = U )-(5=3)-7 T = U )L-(5'-3)-7 U o
U IL-(5'—=3")-7F /7 2> 0 RNA " EHH U-+F ~ U o A
(B« XFTFoF U T L)
= o
(3-8NG—Um—A—A—Cm-Cm—A— A—G—A—G—Um—A—Um-Um-Cm-Cm—A—Um—dT —dT .
(5-3)d7T-d7T—C—A—-Um—U—G—G—U—U—C—U—C—A-Um—A—A—G—G—U—A Aona
e %) -\ N - ey .
NZ U AY A VFURIFEBMT IaAf RRY =o—a/"F—
EE AT 3B L ESF T b LTC0.3malkg & st 5, KBS 104kg
A | L EOBFIZIE 3BEIZ 1ESF v F 2 LT 312 mg 2 8EET 5, Wihol
& Alzh. 700 E (B5B4A% 156 I 1 mL/sy. £ D%IER 3mL/sy) i
TERETHZ L,
BIHEED | —
8
HiRA KO JFEE : XTF T U oA
FHahEk | BA Ao o8y baSEEE 2mg/mL (LA T2 (5.0mL) RNFU Tl L
4y vl | CT100mg A EHET D, )
3
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110X - BIEFOEEEEEHDFLYD

RFUSUFRUSHL

PN
B By ﬁji kIR LS B B
~ A | EARPRER AR — F A 20, 30, 40 MERE - 30 W - 40

#1

(F[T)

HEIE 53 E . MR
52 AT TR A

M 2 E B % O D AR IER MZRBR O 720 0 F Rk i iR

Bt
5 BHE | BKERATZY | EEMEE -
f
DR | e | (mglkg) Ny (mg/kg) E7RPA
Z v M| 1FER] | 0.1,03,1.0 | 458z 1n] | MfEMHE - 0.1 | ffisk . AFMRIEEESE, HHak
RN 4R (2 PRAE., B PEIE IR BEH I
Frfoe E1)) AST. ALT. ALP, TBIL
n
Z v b | 1EER | 015,08, | 2382 1 (8] | iR <0.15%2 | FFiE - BURIAG, AR AL
AR 1.8,3.0 6 M (4 S ISR IR B A
K [=) L« U o SRR ZENE B
3E
Il Yt SN N30
IEVE R
2 AST. ALT #40
P | 1ERR 03,1,3 | 2@z 1a MERE - 1 | FPBE O BUMERREESE, /NEES
AR 6 M (4 DaEZERaA b, SOGPERA B
K [=) M
JERLREG : 7 AR AR A A 5T T
T, RN NERHED)
#2208 D AR 80D 0.15 mg/kg TEMEZ(EARD L2720, Z OB Tl NOAEL TR E T 7
Mol
18k
B 5 BhHEE | RERFY | EEMEE o
WV | pe | (molkg) Iy (ma/kg) AP
Z > b | 1EERT | 003,01, | 238108l | MERE: 03 | B EERAL - i AE R
IR 0.3 26 3 [H] %
Frfoe (14 [a])
Hou | 1ERRT | 0.3,1,3/2% | 33z 1[H] WERE - 1 JHME @ ZNEE RO ZE b,
AR 39 1 =R AR 5 IV i =B [ %
Ffe (14 141) A K ONR AR IR
JERLRER : 2 AR A A T AL
‘F
AST.ALT.ALP.GGT.TBIL.
LDH 0
"3:B% 4 B B AST, ALT. ALP., GGT. LDH OEEZE /BN HiLi-7=%, REROFE b B
TIEZEOBREHAEL 2 mglkg 12 FiF7=,
4
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1105 - BIEZOEEETEHOELD
RFUSUFRUSHL

H AN % & e I
RIVE e 94/148 PR A B E R B 6/148
=63.5% =4.1%
BIEF O FESE ¥ BRI s OfE
TEAAE D BUS 144 ifn. H L R K 3R SR 2
Hm
~ PHARAR IR 29 MmAFTvH Y RAT 1
R S 5 —C RN
)9 16 By LT Fo 1
U7 7 AR
e PR 14 PRAT R o BERG 1
Loo<D 10 JFBESE B 1
B[] S 1
P AT L
IRED 1
£tk | Alnylam Japan ¥k Ut
5
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INTFOSUF YDA

112 FTEH—E

Confidential Alnylam Japan



112 RiFERH—E
INTFOSUF YDA

02 R B B o oeeeeeeeereeeeeeesssuss e ssasss AR AR AR R RS R RR RS RS ES 1
B ZR s e e A R AR R e e 2
1 BIE (BEDa2—IL3) : REICET B et sssss s sss s sesesssssssens 3
2 -8 G S ey [ VIR 3 S 1 == 14
3 3R G O IR 17 32 ¢ == 35
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1.12 HfTER—E

RFLS5H b

=
=

1) L

1 EIW (EPa1—IL3) : REICEHTIXE

328 RE
BRES FE E PR FENE RN AR PHEE RS EE L
3281 —ffEHE
328.1.1 LT T MY T L) 24N FEPNER) Eali s
328.12 ik 24 R PR
32S8.13 — AR 24N FEPNER) Eali s
3282 fuik
32821 L0 S R RAfil=gas
32822 BEHFER O TR R « 3y ba—L S HNE R} RAfil=gas
32823 JFA O BR AN FENE R Al gas
328241 HETROEH AN FENE R Al gas
328242 HEPAEOEH sk PR AHIE R
32825 TakA e N F—va T a ARHE st FENE R AR
32826 BSOS TREBRATE O HIZ4S NG E AR
3283 fEtE
3283.1 2 OO RFE DR HIZ4S HNEE Rafil<gas
32832 Rt AN FENE R} FHIEE
3
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1.12 K FTEH—F

RFUSUF YD L

BRES K ENAESN FENE RN AR PHEE RS EE L
3284 JTHEOEH

32841 Bk S OGRBRIE st FENE R Rafil<yas

32542 BRI (T i) AN R PG R}

32843 RBRFE OWTHIE) O TF—va v AN R PR

32844 =N 24N FEPER) Eali s

32845 Bk K ORRBR T IE D22 1% 4N FENEE Rafil<yas
3285 FEYEGLSIIAEEME

3285 UL AR AN FENEE Bl gt
3286 AENOMREFR

3286 o B OVt R S R AR
3287 #EME

328.7.1 LEMED F & F O st FENE R Al gas

32872 TR D22 TE MRS I OVERL K OV NG AN FENEE Bl gt

32873 BT — 4 st FENE R Rafil<gas
32p #Hl

BRES B EKEst FENERHAR SRR FHLE BB E SR
32P1 HFOLS

32P.1 HUH J OS5 sk FENE R} Eali-¥as

4

Confidential Alnylam Japan



1.12 K FTEH—F

INFOSUFRI)ILA

ERRE S K& ES|aliiz 248 FEPEERH/AR SR ML RS EE R
32P2 HBUHIBHFE DR
32P2.1 BRIy ok FEPNER} S
32.P22 LA st BB AR
32P23 B3 TRED BRI D% T NG RE AT
32P24 o0 M OV iZaS PR AR,
32P25 TED 0B & LT R iz PR Rfil<get
32P26 PRI R D8R/ R & O &1 Mok PR Rfil<get
32p3 flik
32P3.1 ik EZaN PR AR,
32.P32 REALTT sk FENEEE AR
32P33 BLETREOTnEX « 3 br—L sk B R AT
32P34.1 HE TROEH (A PR AR,
32.P342 HEPRAOE P 24 FENEEE AR
32.P35 Tat A - N F =g v/ 7 ak A 24 B Bali-gas
32P4 WMAIOER : aL AT u—L
32P41 RS e OB 1 sk N R Bfil<gt
32PA42 mEBR s (T ) sk N R Bfil<gt
32P43 RS OWTHE) O TF—va v AiZ4N FENEEEE AR,
32P44 BUkg M ORI 15D 2 41 st BB AHmE R
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1.12 K FTEH—F

=

RFUSUF YD L

ERRE S K& ES|aliiz 248 FEPEERH/AR SR ML RS EE R
32P4 INIAIOEEL : PBS

32P4.1 FUkE M OB 1 ok FEPNER} S

32P42 RETIE (TR Mok PR Rfil<get

32P43 R TE (WTE) o) TF—va v sk PR AR,

32P44 Bkg M OSBRI D 24 1 sk PR AR,
32P4 IRIAIOE L : DSPC

32.P4.1 Bk K OB I7 15 st FENE R AR

32P42 BRI (T i) EZaN PR AR,

32P43 RS (TR o) TF—va sk PR AR,

32P44 Bk K ORI D 224 1 sk PR Refil<gt
32P4  IINAI O H

32P45 b N XUIE IR O T R AT

32P46 B AN sk PR Refil<gt
32P5 HAIOE

32P5.1 Biks K OB 1% sk NG R AR,

32P52 BRI (O ) sk N R Bfil<gt

32.P53 RBRITE (T 7E) o) TF—va v 24 B BREli-gas

32P54 =y hoHT EZAN NG R AR,

32P55 AN DR 24N FEPNER R AR,
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1.12 K FTEH—F

RFUSUF YD L

ERRE S K& ES|aliiz 248 FEPEERH/AR SR ML RS EE R
32P.5.6 Biks K OSBRI IE D 22 1 sk FEPNER} S
32P6 FRUEMSUIAEEYE
32P6 TEHE T S AZAE L s PR Rfil<get
32P7 A OISR
32P7 A M OVt R iZaS R AR,
32P8 &wEME
32.P8.1 REMDE & D KO st FENE R AR
32P82 T DL TEMERABREHE D VER K OVFENE (A R AR,
32P83 TEMWT — X sk R AT
32A ZOfh
32.A.1 Bk K O N - i2 &R L sk R AR,
32.A2 I RMETEG M E D22 M EZaN R AR,
32.A3 WAL - MC3
— I sk FEPEEE Bfil<gt
B EZAN NG R AR,
12 A3 BEHER T rE R « 3y ha—L sk FEPEEEE Bfil<gt
JERA LD B sk N R Bfil<gt
HE TR OEEEROE P sk NG R AR,
FakA e NYF—g v/ T ak A s NG R PG A
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112 R TEH—F
INFOSUF YDA

HRE S K& ErAEs- FEPRRH AR SR FHE 2 E
RS TRROBRATE O TZaN TR A
W12 DD R DfR A st FENEE A
AHA) st FENE R AR
Fiks K OSRBR D7 15 iZ4S B R AT
R TiE (O I7iE) {iZ4S B R AT
B FE (TR O TF—a v st FENEE AHmEE
7 bAoA st FENE R AR
FE K OSRBR T 15D 2% 4k HIZ4S FENEE AT
FRES SUTAFEYE B AN FENEE AT
gm M OMitiAe: % 24 FENEEL AR
LEMED F & KO AN B R AT
THRGERR D2 TE PERABRET I DVERR K OV HE HIZ4S FENEE AT
LEMT — 2 24 FENEEL AR
32.A3 #SIA - PEG
— AR 74N FENE R AT
BhEE 24 R BEli-gas
32.A3 fEFEL TR A - 2 he—)L 24 R BREli-gas
A B ER {24 FENE R AT
HEE TR N OV B [ R oD B st BB AHmE R
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1.12 K FTEH—F

RFUSUF YD L

HEEE K& EPAEs FEPRRH AR SR FHE 2 E
TrR R NYTF—=a /T a ZEH HEZAS PR A
BLE TR OB DA HEZAS L Al
38 2 OO RHEDfEI sk HPER APl
AR sk PR AFAmE
TR K OB 5 15 sk PR AEAmE
AR TTiE (ot J5ik) s HNER AP
RERTE (GIE) O F—a s HPER APl
By bt sk PR AT
Biks M OSBRI IED 241 sk PR AT
TRYE S ST E sk NG R APl
B M Ok R sk PR AT
LEMED E & KO sk PR AT
HRGERR D22 E PR OVER K% O i sk NG R APl
LENT —4 24N R APl
M32R FROZLRER U ERR L
9
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1.12 K FTEH—F
NFOSUFRYSDL

33 BEIR (TITSEBERD

_— - HWEEDESE
EEE S FM | | YeHES —pis
% 5 HH TG (EPEH)
331 Akinc A, Zumbuehl A, Goldberg M, Leshchiner ES, Busini V, Hossain N, et al. A combinatorial library of lipid-like materials for delivery of RNAi sk
o therapeutics. Nat Biotechnol. 2008;26(5):561-9.
330 Akinc A, Querbes W, De S, Qin J, Frank-Kamenetsky M, Jayaprakash KN, et al. Targeted delivery of RNAI therapeutics with endogenous and exogenous it
o ligand-based mechanisms. Mol Ther. 2010;18(7):1357-64.
Andersson L, Kiihler T, Nilsson M. Preparation of 3Carboxy N,N,N -trimethylpropanaminium Chloride (y-Butyrobetaine Hydrochloride). Synthesis June N
333 | 1981:468469. i
Baer E, Stanacev NZ. Phosphonolipids : II. SYNTHESIS OF DIALKYL L-o-GLYCERYL-(2-AMINOETHYL) PHOSFHONATES. J Biol Chem. N
334 aZAS
1965;240(1):44-48.
335 Banyay M, Sarkar M, Graslund A. A library of IR bands of nucleic acids in solution. Biophys Chem. 2003;104(2):477-88. YN
336 Bowie AG, Unterholzner L. Viral evasion and subversion of pattern-recognition receptor signalling. Nat Rev Immunol. 2008;8(12):911-22 N
337 Chonn A, Semple SC, Cullis PR. Association of blood proteins with large unilamellar liposomes in vivo. Relation to circulation lifetimes. J Biol Chem. ik
" 1992;267(26):18759-65.
338 n-Alkane Category:decane, undecane, dodecane(CAS Nos. 124-18-5, 1120-214, 112-40-3) Voluntary Children’s Chemical Evaluation Program (VCCEP) it
o Tier 1 Pilot Submission. June 17, 2004: Docket Number OPPTS —00274D
339 Cullis PR, Chonn A, Semple SC. Interactions of liposomes and lipid-based carrier systems with blood proteins: Relation to clearance behaviour in vivo. Adv it
" Drug Deliv Rev. 1998;32(1-2):3-17.
3.3.10 Cullis PR, Hope MJ. Lipid Nanoparticle Systems for Enabling Gene Therapies. Mol Ther. 2017;25(7):1467-1475. HEs
3.3.11 Dekant W, Klaunig JE. Toxicology of decamethylcyclopentasiloxane (D5). Regul Toxicol Pharmacol. 2016;74 Suppl:S67-76. 4N
33.12 Fiirtig B, Richter C, Wohnert J, Schwalbe H. NMR Spectroscopy of RNA. Chembiochem. 2003;4(10):936-62. HEs
Gabizon A, Papahadjopoulos D. Liposome formulations with prolonged circulation time in blood and enhanced uptake by tumors. Proc Natl Acad Sci U S A. 5
33.13 ) 24N
1988;85(18):6949-53.
3314 Hafez IM, Maurer N, Cullis PR. On the mechanism whereby cationic lipids promote intracellular delivery of polynucleic acids. Gene Ther. 2001;8(15):1188- sk
- 96.
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1.12 K FTEH—F
NFOSUFRYSDL

N o g HEEOESE
B K | 8 | YolGs (EEN
Heyes J, Palmer L, Bremner K, MacLachlan I. Cationic lipid saturation influences intracellular delivery of encapsulated nucleic acids. J Control Release. 5
3.3.15 ; ] sk
2005;107(2):276-87.
3316 Heyes J, Hall K, Tailor V, Lenz R, MacLachlan 1. Synthesis and characterization of novel poly(ethylene glycol)-lipid conjugates suitable for use in drug it
" delivery. J Control Release. 2006;112(2):280-90
3317 Holland JW , Cullis PR, Madden TD. Poly(ethylene glycol)-lipid conjugates promote bilayer formation in mixtures of non-bilayer-forming lipids. it
o Biochemistry. 1996;35(8):2610-7.
3318 Jayaraman M, Ansell SM, Mui BL, Tam YK, Chen J, Du X, et al. Maximizing the potency of siRNA lipid nanoparticles for hepatic gene silencing in vivo. st
- Angew Chem Int Ed Engl. 2012;51(34):8529-33.
3319 Jefts LB, Palmer LR, Ambegia EG, Giesbrecht C, Ewanick S, MacLachlan I. A scalable, extrusion-free method for efficient liposomal encapsulation of it
- plasmid DNA. Pharm Res. 2005;22(3):362-72.
3320 Jenke D, Castner J, Egert T, Feinberg T, Hendn‘ckgr A, Houston C. et al. Extractablgs characterization for five materials of construction representative of it
o packaging systems used for parenteral and ophthalmic drug products. PDA J Pharm Sci Technol. 2013;67(5):448-511.
3391 Johnson W Jr, Bergfeld WF, Belsito DV, Hill RA, Klaassen CD, Liebler DC, et al. Safety assessment of cyclomethicone, cyclotetrasiloxane, ik
o cyclopentasiloxane, cyclohexasiloxane, and cycloheptasiloxane. Int J Toxicol. 2011;30(3 Suppl):149S-227S.
Kates M, Chan TH, Stanacev NZ. Aliphatic diether analogs of glyceride-derived lipids. 1. Synthesis of d-o,B-dialkyl glyceryl ethers. Biochemistry. 5
3322 19632:394-7. st
Koynova R, Tenchov B, Wang L, Macdonald RC. Hydrophobic moiety of cationic lipids strongly modulates their transfection activity. Mol Pharm. 5
33231 9009:6(3):951-8, 7
3324 Kretschmer M, Lavine G, McArdle J, Kuchimanchi S, Murugaiah V, Manoharan M. An automated algorithm for sequence confirmation of chemically ik
o modified oligonucleotides by tandem mass spectrometry. Anal Biochem. 2010;405(2):213-23.
3395 Lasch J, Berdichevsky VR, Torchilin VP, Koelsch R, Kretschmer K. A method to measure critical detergent parameters. Preparation of liposomes. Anal ik
" Biochem. 1983;133(2):486-91.
3326 Leung AK, Hafez IM, Baoukina S, Belliveau NM, Zhigaltsev IV, Afshinmanesh E, et al. Lipid Nanoparticles Containing siRNA Synthesized by sk
o Microfluidic Mixing Exhibit an Electron-Dense Nanostructured Core. J Phys Chem C. 2012;116(34):18440-18450.
LiJ, Wang X, Zhang T, Wang C, Huang Z, Luo X, et al. A review on phospholipids and their main applications in drug delivery systems. Asian J Pharm Sci. 5
3327 ok
2015;10:81-98.
3328 Lv H, Zhang S, Wang B, Cui S, Yan J. Toxicity of cationic lipids and cationic polymers in gene delivery. J Control Release. 2006;114(1):100-9. HEs-
3329 17\/(I)CLuckey SA, Van Berkel GJ, Glish GL. Tandem mass spectrometry of small, multiply charged oligonucleotides. J] Am Soc Mass Spectrom. 1992;3(1):60- sk
11
Confidential Alnylam Japan




1.12 K FTEH—F
NFOSUFRYSDL

_— - HWEEDESE
EERE S ) EH | Peilak =
3330 Mui BL, Tam YK, Jayaraman M, Ansell SM, Du X, Tam Y, et al. Influence of Polyethylene Glycol Lipid Desorption Rates on Pharmacokinetics and sk
- Pharmacodynamics of siRNA Lipid Nanoparticles. Mol Ther Nucleic Acids. 2013;2:¢139
3331 Murugaiah V. 12. Determination of Extinction Coefficient : Bonilla JV, Srivasta GS, editors. Handbook of Analysis of Oligonucleotides and Related it
o Products. Boca Raton : CRC Press ; 2011. p.351-359
3330 Norwood DL, Nagao LM, Stults CL. Perspectives on the PQRI Extractables and Leachables "Safety Thresholds and Best Practices" Recommendations for it
- Inhalation Drug Products. PDA J Pharm Sci Technol. 2013;67(5):413-29.
3333 Ogawa T, Beppu K. Synthesis of 3-O-Glycosyl-1,2-di-O-tetradecyl-sn-glycerol. Agric Biol Chem. 1982;46(1):255-62 N
3334 Parr MJ, Ansell SM, Choi LS, Cullis PR. Factors influencing the retention and chemical stability of poly(ethylene glycol)-lipid conjugates incorporated into ik
o large unilamellar vesicles. Biochim Biophys Acta. 1994;1195(1):21-30.
3335 Paskiet D, Jenke D, Ball D, Houston C, Norwood DL, Markovic 1. The Product Quality Research Institute (PQRI) Leachables and Extractables Working ik
o Group Initiatives for Parenteral and Ophthalmic Drug Product (PODP). PDA J Pharm Sci Technol. 2013;67(5):430-47.
3.3.36 Ranjbar B, Gill P. Circular dichroism techniques: biomolecular and nanostructural analyses- a review. Chem Biol Drug Des. 2009;74(2):101-20. S
3337 Roy R, Letellier M, Fenske D, Jarrell HC. Regio- and Stereo-selectively Deuteriated Sialyl Glycerolipids for Dynamic Studies by 2H NMR Spectroscopy. J it
o Chem Soc Chem Commun. 1990;5:378-80.
3338 Sato S, Habe H, Fukuoka T, Kitamoto D, Sakaki K. Synthesis of dilinoleoyl-D-glyceric acid and evaluation of its cytotoxicity to human dermal fibroblast and 9
o endothelial cells. J Oleo Sci. 2011;60(9):483-7.
3339 Semple SC, Akinc A, Chen J, Sandhu AP, Mui BL, Cho CK, et al. Rational design of cationic lipids for siRNA delivery. Nat Biotechnol. 2010;28(2):172-6. HEs
Silverstein RM, Webster FX, Kiemle DJ. Chapter 2: Infrared Spectrometry, Spectrometric Identification of Organic Compounds, 7th edition. New York : 5
3.3.40 ) s
JohnWiley ;2005. p72-126.
Stone MP, Winkle SA, McFarland GD, Yoo MC, Borer PN. *C-NMR of ribosyl A-A-A, A-A-G, and A-U-G. Synthesis and assignment. Biophys Chem. 5
3341 s
1985;23(1-2):129-38.
3342 Varani G, Aboul-ela F, Allain FH. NMR investigation of RNA structure. Prog Nucleic Magn Reson Spectrosc. 1996;26:51-127. -
3343 Webb MS, Saxon D, Wong FM, Lim HJ, Wang Z, Bally MB, et al. Comparison of different hydrophobic anchors conjugated to poly(ethylene glycol): sk
- effects on the pharmacokinetics of liposomal vincristine. Biochim Biophys Acta. 1998;1372(2):272-82.
3344 Whitehead KA, Langer R, Anderson DG. Knocking down barriers: advances in siRNA delivery. Nat Rev Drug Discov. 2009;8(2):129-38. HEs
12
Confidential Alnylam Japan




1.12 K FTEH—F
NFOSUFRYSDL

S - . HEDESH
YRS S et
3.345 Wijmenga SS, van Buuren BN. The use of NMR methods for conformational studies of nucleic acids. Prog Nucl Magn Reson Spectrosc. 1998;32:287-387 HEs
3.3.46 Wu J, McLuckey SA. Gas-phase fragmentation of oligonucleotide ions. Int J Mass Spectrom. 2004;237:197-241 YN
3347 Zimmermann TS, Lee AC, Akinc A, Bramlage B, Bumcrot D, Fedoruk MN;, et al. RNAi-mediated gene silencing in non-human primates. Nature. ik
" 2006;441(7089):111-4.

13
Confidential Alnylam Japan




1.12 K FTEH—F

INFOSUFRI)ILA

2 HAM (E¥a—N49) : FEREBRBESE
421 FIEFER
ERRE S AR5 K& ES|a 248 FEPERH AT SCHR FHEE RSB E R
42.1.1 W) AT 2Rk
Identification of ALN-18328: A Potent and Specific . P S0 vl
42.1.1-1 BIO09003 SIRNA Targeting Human Transthyretin sk FEPNE R Ralilges
Analysis of Human Transthyretin for Polymorphism o P~ S v
42.1.12 BIO09004 Variations in Support of ALN-TTRO1 1S FEPEEL AP
Bioinformatic Analysis of Potential ‘Off-Target’
42.1.13 BIO09005 Interactions of ALN-18328: The Transthyretin- st FENEE A
Targeting siRNA Component of ALN-TTRO1
In Vitro “Off-Target” Analysis of ALN-18328, the
42.1.14 BIO09025 Transthyretin-Targeting siRNA Component of 4N FENE R FEA B
ALN-TTRO1
ALN-18328 in Vitro Activity Study: Analysis of 5 . S v
42.1.1-5 BIO12014 WT and Mutant TTR Allele Suppression sk PR R TAM
In Vitro TTR mRNA Reduction Activity of Potential
42.1.1-6 BIO17012 Patisiran DS Antisense Strand (A-32346) Terminal A FENE R FEA B
Truncation Metabolites
Regression of TTR Deposition in Peripheral Tissues
of Human HTTR V30M/HSF-1 KO (Null) . - S s
42117 BIOIO1I8 Transgenic Mice Following Treatment withALN- 7 FEPYSDRY AP
TTRO1
Reduction in TTR Liver mRNA Levels by a Single
421.1-8 BIO09009 Intravenous Administration of ALN-TTRO] in Non- 4N tNE R R Rk
human Primates
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42119

BIO10026

Reduction of Liver TTR mRNA and Serum TTR
Protein Levels by a Single Intravenous
Administration of AF-011-18328 and AF-023-
18328 in Non-human Primates

sk

HNER

BAIN-vE:

42.1.1-10

BIO11002

Reduction of TTR Serum Protein Levels by a Single
Intravenous Administration of LNP09-18328,
LNP11-18328, or LNP13-18328 in Non-human
Primates (Macaca Fascicularis)

HNER

FEATEE

42.1.1-11

BIO11003

Reduction of TTR Serum Protein Levels by a Single
Intravenous Administration of LNP11-18328 or
LNP12-18328 in Non-human Primates (Macaca
Fascicularis)

PR

AR

42.1.1-12

20031783

A 24-Week Pharmacodynamic Study of ALN-
TTRO2 Administered by Intravenous Infusion to
Cynomolgus Monkeys Followed by a 12-Week
Dose-free Period

sk

HPNE R

FEAE

42.1.1-13

BIO18014

PATISIRAN-LNP (ALN-TTRO02): siRNA Selection
and Off-Tartget Activity Assessment

sk

HPNE R

FEAE

4212 FIREERIEFEER

42.1.2-1

BIO16041

Evaluation of Retinol Binding Protein in Serum
From Non-Human Primates Treated with ALN-
TTRO1

NG

BRI -vEs

4213 ZepEREERR

4.2.1.3-1

LD-NCD10-016

Effect of AF-011-1955 on Cloned hERG Potassium
Channels Expressed in Mammalian Cells

sk

PR

FPAZR

42132

TTR02-NCD10-003
(20002866)

A Safety Pharmacology Study (with Evaluation of
Cardiovascular, Respiratory, and Central Nervous
Systems) of ALN-TTR02 Administered to
Cynomolgus Monkeys by Intravenous Infusion

sk

PR

FPAZR
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4221 HWTERONRY = g R E
Determination of ALN-18328 the siRNA Component
422.1-1 TSLS10-135 of ALN-TTRO2 in Rat Plasma (K;EDTA) by IZAN FENE R FEATE
LC/MS/MS
Determination of ALN-18328 the siRNA Component
42212 TSLS10-136 of ALN-TTR02 in Monkey Plasma (K;EDTA) by s+ FENE R FTAMEE A
LC/MS/MS
Determination of ALN-18328, the siRNA component
422.1-3 TSLS13-131 of ALN-TTR02, in Mouse Plasma (K;EDTA) by HEF- HNEER FHmE R
LC/MS-HRAM
Determination of ALN-18328, the siRNA component
42214 TSLS15-065 of ALN-TTR02, in Rabbit Plasma (K;EDTA) by ok FENE R FTAMEE A
LC/MS-HRAM
Quantitation of AD-18534, the surrogate siRNA
422.1-5 TSLS15-159 Component of AF-011-18534, in Rat Plasma HEF- tNE R FEA & R
(K2EDTA) by LC/MS-HRAM
Determination of DLin-MC3-DMA in Mouse Plasma 5 e =
422.1-6 TSLS13-132 (K:EDTA) by LCMS/MS N tNE R R
Determination of DLin-MC3-DMA in Rat Plasma 5 s S s
422.1-7 TSLS10-039 (K:EDTA) by LOMS/MS 24N FENE R R
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Determination of DLin-MC3-DMA in Rabbit Plasma 5 s = fr ol
422.1-8 TSLS15-067 (KsEDTA) by LOMS/MS ok B R R R
Determination of DLin-MC3-DMA in Monkey 5 s S ol
422.19 TSLS10-040 Plasma (KGEDTA) by LC/MS/MS Mz NG R RTAREEE
Determination of DLin-MC3-DMA In Monkey N s I
4.22.1-10 TSLS11-042 Plasma (KsEDTA) by LO/MS/MS (High Range) HIZAS BB RIS
Determination of PEG2p00-C-DMG in Mouse Plasma N s I
4.22.1-11 TSLS13-130 (KsEDTA) by LCMS/MS HIZAS BB R A
Determination of PEG000-C-DMG in Rat Plasma 5 - S v
422.1-12 TSLS10-047 (KsEDTA) by LCMS/MS ok NG R RTAREE R
Cross Validation of an ELISA Method for the
422.1-13 TSLS15-253 quantitation of TTR in Cynomolgus Monkey Serum 24N FENE R FEATE R
using purified monkey TTR as reference material
Determination of PEG2000-C-DMG in Rabbit Plasma 5 T S s
422.1-14 TSLS15-068 (K:EDTA) by LCMS/MS HIZAS FENEEE RS
Determination of PEG2000-C-DMG in Cynomolgus 5 T S s
422.1-15 TSLS10-048 Monkey Plasma (K;EDTA) by LC/MS/MS ZaS FENEE RS
Cross Validation of an ELISA Method for the
422.1-16 302834 Quantitation of TTR in Cynomolgus Monkey Serum TN FENE R ST E R
using Purified Monkey TTR as Reference Material
Validation of an ELISA Method for the Detection of N . S s
422.1-17 281821 Anti-PEG IaG/lgM Antibodies Present in Rat S S FEPEERE R HA R
Validation of an ELISA Method for the Detection of
422.1-18 281818 Anti-PEG IgG/IgM Antibodies Present in Monkey TN FENE R ST E R
Serum
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422.1-19

30257

Validation of an ELISA Method for the Quantitative
Determination of complement C3a in Cynomolgus
Monkey K> or K3 EDTA Plasma using the MicroVue
C3aPlus EIA Kt

iz

HNER

BAIN-vE:

422.1-20

27873

Validation of an ELISA Method for the Detection of
Bb fragment in Cynomolgus EDTA Monkey Plasma

sk

HNE R

BN -vE:

422.1-21

27556

Validation of a Multiplex Luminex Method for the
Quantitative Detection of IL-18, IL-2, IL4, IL-6, IL-8,
IL-10, TNF-a, GM-CSF and IFN-y in Cynomolgus
Monkey Serum

A

HNER

BN -vE:

422.1-22

27813

Validation of Additional Standard Curve Ranges for
Quantitative Detection of IL-18, IL-2, IL4, IL-6, IL-8,
IL-10, TNF-0, GM-CSF and IFN-y in Cynomolgus
Monkey Serum Using a Multiplex Luminex Method

e

NG

BAGN-vE:

422.1-23

30250

Validation of a Luminex Method for the Quantitative
Detection of IL-18, IL-1RA, IL-2, IL-4, IL-5, IL-6, IL-
8, IL-10, IL-13, IL-12/23, IL-17, G-CSF, GM-CSF,
IFN-0 and TNF-y in Cynomolgus Monkey Plasma

sk

HPNE R

FEA

422.1-24

30271

Validation of a Luminex Method for the Quantitative
Detection of IL-1RA in Cynomolgus Monkey Serum

sk

HPNE R

FEA

422.1-25

27812

Validation of an ELISA Method for the Quantitation
of IFN-a in Cynomolgus Monkey Serum

st

FENE R

BRI -vE:

422.1-26

30196

Validation of an ELISA Method for the Quantification
of C-reactive Protein (CRP) in Cynomolgus Monkey
Serum

sk

PR

FPAZ R

4222 WY

DR L

Confidentia

18

Alnylam Japan




1.12 K FTEH—F
NFOSUFRYSDL

ERES RRE S FKE EAAES FEPERH AT SCHR FHIlE B B
4223 53
Binding of Rat Serum Albumin, Human Serum )
4223-1 BA11010 Albumin, and Human a(1)-Acid Glycoprotein to AN HNEE R R
ALN-TTRO2
The Pharmacokinetics of ALN-TTR02 in Male and )
42232 TTR02-NCD10-006 Female Sprague-Dawley Rats After a Single IV Bolus s &R FEATE
Administration
Discovery Tissue Distribution by Micro-
Autoradiography Following a Single Intravenous 5 s I
42233 319D-1202 Administration of [“CJALN-TTRO2 in Sprague 24N FEPNE R Ralilges
Dawley Rats
The Pharmacokinetics and Pharmacodynamics of )
42234 TTR02-NCD10-018 ALN-TTRO2 After a Single Intravenous 2N FENE R PTG E R
Administration to Cynomolgus Monkeys
In Vitro Protein Binding Determination for PEG2gp0-C- 5 . S ol
42235 I 319N-1815 DMG in Human Plasma using Equillibrium Dialysis 7 FEPYEEEY AAE
4224 ARG
In vitro Metabolic Stability of ALN-18328 in Mouse, s P S v
4224-1 TTR-ST10-008 Rat, Monkey and Human Liver Cytosol iz PR R T
In vitro Metabolic Stability of ALN-TTRO2 as
Determined by the Stability of the siRNA Component 5 . S T
42242 TTR-ST10-002 AILN-18328, in Mouse, Rat, Monkey and Human I HEAETR AT
Serum
In vitro Metabolic Stability of ALN-TTRO2 as
Determined by the Stability of the siRNA Component 5 s =7 fr ol
42243 TTR-ST10-001 ALN-18328, in Mouse, Rat, Morkey and Human 24N FENE R R
Liver Cytosol
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42244

BA16027

In Vitro Metabolic Stability and Metabolic Profiling of
ALN-18328 in Mouse, Rat, Monkey, and Human
Serum and Liver S9 Fractions

iz

HNER

BAIN-vE:

42245

I 319N-1001

Investigation of Metabolic Stability of DLin-MC3-
DMA Using Liver Microsomes and Liver S9
Fractions from CD-1 Mice, Sprague Dawley Rats,
Cynomolgus Monkeys, and Human

s+

PR

AR

42246

I 319N-1002

Metabolite Profiling and Identification of DLin-MC3-
DMA Using Liver Microsomes and Liver S9
Fractions from CD-1 Mice, Sprague Dawley Rats,
Cynomolgus Monkeys, and Human

s+

PR

FEACER

4224-7

I 319D-1304

Metabolite Profiling and Identification of DLin-MC3-
DMA Using Human Supersomes: CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2CI19,
CYP2D6, and CYP3A4

iz

NG

FEATEEEH

42248

I 319N-1305

Metabolic Stability and Metabolite Profiling and
Identification of PEGa00-C-DMG Using Liver
Microsomes and S9 Fractions from CD-1 Mice,
Sprague Dawley Rats, Cynomolgus Monkeys, and
Humans

iz

NG

FEATEEEH

42249

I 319N-1616

Evaluation of Potential Human Cytochrome P450
Isoforms Involved in the Metabolism of ALN-18328
using cDNA Expressed Enzymes

sk

PR

AR

4224-10

I 319N-1615

Evaluation of Potential Human Cytochrome P450
Isoforms Involved in the Metabolism of PEG2g-C-
DMG using cDNA Expressed Enzymes

sk

FENE R

BRI -vE:

4224-11

I 319N-1004

Evaluation of the Inhibitory Potential of siRNA ALN-
18328 Against Five Principal Human Cytochrome
P450 Isozymes using Human Liver Microsomes

sk

PR

FPAZ R
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422.4-12

I 319N-1003

Evaluation of the Inhibitory Potential of DLin-MC3-
DMA against Eight Principal Human Cytochrome
P450 Isozymes Using Human Liver Microsomes

iz

HNER

BAIN-vE:

4224-13

I 319N-1303

Evaluation of the Inhibitory Potential of PEGyg00-C-
DMG against Eight Principal Human Cytochrome
P450 Isozymes Using Human Liver Microsomes

s

PR

AR

4224-14

I 319N-1306

Evaluation of the Potential of ALN-18328 to Induce
CYP1A2, CYP2B6 and CYP3A4 in Cultured Human
Hepatocytes

sk

HNE R

BN -vE:

4224-15

I 319N-1307

Evaluation of the Potential of DLin-MC3-DMA to
Induce CYP1A2, CYP2B6 and CYP3A4 in Cultured
Human Hepatocytes

s+

PR

AR

4224-16

I 319N-1308

Evaluation of the Potential of PEG20-C-DMG to
Induce CYP1A2, CYP2B6, and CYP3A4 in Cultured
Human Hepatocyes

iz

NG

BAGN-vE:

4224-17

I 319N-1105

Evaluation of ALN-TTRO2 Effects on Cytochrome
P450 and UGT Enzyme Activities in Liver
Microsomes from Cynomolgus Monkeys Treated with
ALN-TTR02

sk

HPNE R

FEAE

4224-18

TTR02-DSM17-002

Metabolic Profiling Study of ALN-18328 and
PEG2000-C-DMG Following a Single Intravenous
Bolus Injection of Patisiran to Male and Female
Sprague Dawley Rats

sk

PR

FPAZ R

4224-19

I 319N-1201

Identification, Profiling, and Quantitation of ['4C]-
DLin-MC3-DMA and Metabolites in Rat Plasma,
Urine, Bile, Feces, and Tissues; and Bioanalysis of
ALN-18328 in Rat Plasma, Plasma Ultrafiltrate, and
Tissues

sk

FENE R

BRI -vEs
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422420

I 319N-1807

ALN-18328, DLin-MC3-DMA, and PEGag-C-
DMG: In Vitro Inhibitory Potential Towards Multiple
Human Cytochrome P450 Isoforms

iz

HNER

BAIN-vE:

422421

I 319N-1808

Evaluation of the Potential of PATISIRAN-LNP to
Induce the Expression of Human Hepatic CYP
Isoforms (CYP1A2, CYP2B6, and CYP3A4) in
Primary Human Hepatocyte Cultures

s+

PR

AR

4225 HEmt

4225-1

I 319-1103

Excretion Mass Balance and Tissue Distribution via
Quantitative Whole-Body Autoradiography in Male
Sprague Dawley and Long-Evans Rats Following a
Single Intravenous Bolus Administration of
[“C]ALN-TTR02

A

HNER

BN -vE:

42252

TTR02-DSM16-013

Absorption, Metabolism, and Excretion of “C-ALN-
TTRO2 Following Intravenous Administration to
Monkeys

e

NG

FEATEEEL

4226 FWENRETFROFMMEEIER  GEERER)

422.6-1

Alnylam 0| S

In vitro Interaction Studies of ALN-18328,
DLinMC3DMA, PEG2000CDMG, and 4-
Dimethylaminobutyric Acid with the human MDR1,
BCRP and BSEP ABC (efflux) Transporters, and with
human OATP1B1, OATP1B3, OCT1, OCT2, OAT],
OAT3, MATEI and MATE2-K Uptake Transporters

st

FENE R

BRI -vE:

4227 FOfhoIYERE R

422.7-1

TTRO2-NCD13-001

ALN-TTRO2: A Single Dose Intravenous Infusion
Bridging Pharmacokinetic, Pharmacodynamic, and
Safety Study in Cynomolgus Monkeys

st

FENE R

BRI -vE:
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4231 HiFGmEERARR
An Acute Intravenous Injection Toxicity Study of
423.1-1 TTR-NCD09-004 ALN-18328 (With a 14-day Observation Period) in the %N FENE R A A
Cynomolgus Monkey
4232 pAEHG R
A Multi-dose (Once Bi-weekly x 4 Doses) Study of
4232-1 TTR02-NCD10-005 ALN-TTRO2 by Intravenous Infusion in the Albino Rat st FEPNE R ZEE L
with a Minimum 60-day Recovery Period
A 2-dose (Once Monthly for 2 Months) Intravenous
42322 TTR02-NCD11-002 Infusion Toxicity Study of ALN-TTRO02 in the Albino %N FENE R SEERL
Rat
ALN-TTRO2: A 26-week Chronic Toxicity and
42323 TTR02-NCD12-003 Toxicokinetics Study in Sprague Dawley Rats with a AN tNEE R
12-week Recovery Period
Patisiran: (ALN-TTRO02): A Repeat Subcutaneous Dose 5 T Sk
42324 TTR02-NCD14-001 Tolerability Study In Male Sprague Dawley Rats 24N FENEEE SE LR
A Multi-dose (Once Bi-weekly x 4 Doses) Study of
42325 TTR02-NCD10-011 ALN-TTRO2 by Intravenous Infusion in the ok FENE R FEATE R
Cynomolgus Monkey with a 60-day Recovery Period
ALN-TTRO02: A 39-week Chronic Toxicity and
42326 TTR02-NCD12-001 Toxicokinetics Study in Cynomolgus Monkeys with a 4N tNEE FTAmE
13-week Recovery Period
Patisiran(ALN-TTRO02): A 10-Week Intravenous
Infusion Toxicity, Toxicokinetic, and 3 R SRS
42327 TTR02-GLP17-007 Pharmacodynamic Study in Cynomolgus Morkeys 24N FENE R Ak
with Different Batch Processes
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4233 BisEMERER
42331 InVitro i Bk
4233.1-1 TTR02-NCD10-015 ALN-TTR02: Bacterial Reverse Mutation Assay TZdS FENE R FEATE R
4233.12 TTR-NCD10-016 ALN-TTRO2: In Vitro Mammalian Chromosome WS PR AR
Aberration Test
42332 InVivo il
423301 TTRO2-NCD12-006 ALN—TTR02: Mammalian Erythrocyte Micronucleus ik H R SR
Test in Mouse Bone Marrow
4234 MBAFEMRER
42341 EMIRAEMERER 4B R L
42342 SISO THAD A LR R
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42342-1 TTRO2-NCD14-003 Range-Finding Tolerability And Toxicokinetics Study 24N FENEE PTG AR
In C57BL/6 Mice
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423422 TTR02-NCD14-004 Injection Range-Finding Toxicity and Toxicokinetic TN FENE R FEATE R
Study in Wild Type and HemizygousTgRasH2 Mice
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42351 ZHREEM OVEIR £ COYIMTS A BE 3 2 R
Patisiran (ALN-TTRO02) and AF-011-18534: An
4235.1-1 TTR02-GLP15-035 Intravenous Fertility and General Reproduction Study in 4N &R FEAT A
Male Sprague-Dawley Rats
ALN-TTRO02: An IV Dose Range-Finding
423512 TTR02-NCD13-003 Development Toxicity Study in Rats Including a 24N FEPNE R PR AR
Toxicokinetic Evaluation
Patisiran (ALN-TTRO02) and AF-011-18534: An
423513 TTR02-DSM15-015 Intravenous Dose Range-Finding Embryo-Fetal s &R FEAT A
Development Study in Sprague Dawley Rats
Patisiran (ALN-TTRO02) and AF-011-18534: An
423514 TTR02-GLP15-031 Intravenous Fertility and Embryo-Fetal Development HES B R AR
Study in Sprague Dawley Female Rats
42352 W& - JRIEFRAEICEET HaER
Patisiran (ALN-TTRO02) and AF-011-18534: A Dose
Range-finding Embryo-Fetal Development Study by ; P S vl
423521 TTRO2-DSMIS-012 Intravenous Infiision in Rabbits, including a Preliminary 7 FEPYEEEY AFAETR
Evaluation in Non-Pregnant Rabbits
Patisiran (ALN-TTR02): An Embryo-Fetal 5 . S o el
423522 TTRO2-GLP15-034 Development Study by Intravenous Infusion in Rabbits 15} FEPYEEEY AT
42353  HAERTKR O AR OIEAEI N RHAROEREIC B 2 55k
Patisiran (ALN-TTR02) and AF-011-18534: An
Intravenous Developmental and Perinatal/Postnatal 5 . S o el
423531 TTR02-GLP16-003 Reproduction Toxicity Study in Rats, Including a A PR R
Postnatal Behavioral Functional Evaluation
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42372 SufEmIEAR
Evaluation of Interferon-Alpha and Tumor Necrosis
Factor-Alpha Secretion By Human Peripheral Blood 5 P = v
4.23.72-1 BIO09006 Mononuclear Cells Following Transfection of Human e FEPYERDEY APAEDR
TTR-Targeting siRNA (ALN-18328)
Evaluation of the Secretion of Cytokines/Chemokines
by Human Peripheral Blood Mononuclear Cells
423722 BIO09042 Following Transfection of ALN-18328, the 24N FEPNE R Pt A
Transthyretin-Targeting siRNA Component of ALN-
TTRO1
An Exploratory Study of Immune Stimulation in CD-1
423723 TTRO2-NCD11-001 Male Mice After a Single IV Dose of Either ALN- 24N FEPNE R Pt A
TTRO1 or ALN-TTRO02
42373 FMERBLOMFICEET 2B - 4B R e L
42374 (RIEMERRER : 4R L
42375 REMOEERER BN ERR L
42376 A O TN
SAR438027 (Patisiran drug product) - In Silico 5 . S s
4.23.76-1 MAROO45 Mutagenicity Hazard Assessment of Impurities =0 FEPYSERY APA DL
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SAR438027 (Patisiran drug product) Update - In Silico

423762 MARO0051 Mutagenicity Hazard Assessment of Impurities in - HNEE P& R
PEG2000-C-DMG
SAR438027 (patisiran durg product) — In Silico )

423.7.6-3 MARO0055 Mutagenicity Hazard Assessment of Impurities in s &R FEAT A
ALN-18328

423764 TTRO2-DSM17-015 E;ﬁfn Report on Genotoxic Impurities in the Patisiran- Yok KPR SR

42377 ZOHhoORER

In Vitro Evaluation of the Influence of ALN-TTRO2 on

423.7.7-1 TTR-NCD10-017 Human Whole Blood Hemolysis and Plasma HES B R AR
Flocculation

423772 PCS02-NCD10-006 DLin-MC3-DMA: Bacterial Reverse Mutation Assay TN FENERE FEATE

423773 PCS02NCD10-007 | DHANMC3-DMA:In Vitro Mammalian Chromosome WAL FEN R At ZERH
Aberration Test

423774 TTR02-NCD10-009 PEGa0on-C-DMG: Bacterial Reverse Mutation Assay 4N FENE R FEAT A

423775 TTRO2-NCD10-008 PEGzooq-C-DMG: In Vitro Mammalian Chromosome ok KGR S
Aberration Test

423776 TTRO2-DSM17-010 Eatlslr.an—LNP: Toxicological Evaluation of Lipid Wik KGR SR
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