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%, SHRLLE 12 BRI O B IS 2 AR T 5 72 O DAY RIAEGE A TGS (SBLA) 23,
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THIEOMBRIE] ZWNE S LT, BT A REEEIZ L Y EVKEEZA® & 9 lIR5E4 C 2023 4F 9
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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

Evkeeza 150 mg/ml concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each ml of concentrate for solution for infusion contains 150 mg of evinacumab.

One vial of 2.3 ml of concentrate contains 345 mg of evinacumab.
One vial of 8 ml of concentrate contains 1 200 mg of evinacumab.

Evinacumab is produced in Chinese hamster ovary (CHO) cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Concentrate for solution for infusion (sterile concentrate)

Clear to slightly opalescent, colourless to pale yellow sterile solution with a pH of 6.0 and an
osmolality of approximately 500 mmol/kg.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Evkeeza is indicated as an adjunct to diet and other low-density lipoprotein-cholesterol (LDL-C)
lowering therapies for the treatment of adult and adolescent patients aged 12 years and older with
homozygous familial hypercholesterolaemia (HoFH).

4.2 Posology and method of administration

Before treatment initiation of evinacumab the patient should be on optimal LDL-C lowering regimen.

Treatment with evinacumab should be initiated and monitored by a physician experienced in the
treatment of lipid disorders.

Posology

The recommended dose is 15 mg/kg administered by intravenous infusion over 60 minutes once
monthly (every 4 weeks).

If a dose is missed, it should be administered as soon as possible. Thereafter, treatment with
evinacumab should be scheduled monthly from the date of the last dose.

The rate of infusion may be slowed, interrupted or discontinued if the patient develops any signs of
adverse reactions, including infusion-associated symptoms.

Evkeeza can be administered without regard to lipoprotein apheresis.
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Elderly
No dosage adjustment is required for elderly patients (see sections 5.1 and 5.2).

Renal impairment
No dose adjustment is required in patients with renal impairment (see section 5.2).

Hepatic impairment
No dose adjustment is required in patients with hepatic impairment (see section 5.2).

Paediatric population

No dose adjustment is required for paediatric patients aged 12 to 17 years (see sections 4.8, 5.1 and
5.2). The safety and efficacy of Evkeeza in children aged less than 12 years have not been established.
No data are available.

Method of administration

Evkeeza is for intravenous infusion use only.

Administration

o If refrigerated, allow the solution to come to room temperature (up to 25 °C) prior to
administration.

. Evinacumab should be administered over 60 minutes by intravenous infusion through an

intravenous line containing a sterile, in-line or add-on 0.2-micron to 5-micron filter. Do not
administer evinacumab as an intravenous push or bolus.

. Do not mix other medicinal products with evinacumab or administer concomitantly via the same
infusion line.

The rate of infusion may be slowed, interrupted or discontinued if the patient develops any signs of
adverse reactions, including infusion-associated symptoms.

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

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

Hypersensitivity and infusion reactions

Hypersensitivity reactions, including anaphylaxis, and infusion reactions have been reported with
evinacumab (see section 4.8). If signs or symptoms of serious hypersensitivity or serious infusion
reactions occur, discontinue treatment with evinacumab, treat according to the standard-of-care and
monitor until signs and symptoms resolve.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed. No interacting mechanisms between evinacumab and
other lipid-lowering medications have been observed.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should use effective contraception during treatment with evinacumab
and for at least 5 months after the last dose of evinacumab.

Pregnancy

There is a limited amount of data from the use of evinacumab in pregnant women. Studies in animals
have shown reproductive toxicity (see section 5.3). Human IgG antibodies are known to cross the
placenta barrier; therefore, evinacumab has the potential to be transmitted from the mother to the
developing foetus. Evinacumab may cause foetal harm when administered to a pregnant woman and it
is not recommended during pregnancy and in women of childbearing potential not using effective
contraception unless the expected benefit to the patient outweighs the potential risk to the foetus.

Breast-feeding

It is unknown whether evinacumab is excreted in human milk. Human IgGs are known to be excreted
in breast milk during the first few days after birth, which decrease to low concentrations soon
afterwards; consequently, a risk to the breast-fed infant cannot be excluded during this short period.
Afterwards, Evkeeza could be used during breast-feeding if clinically needed.

Fertility

No human data on the effect of evinacumab on fertility are available. Animal studies do not indicate
harmful effects with respect to male and female fertility (see section 5.3).

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

Summary of the safety profile

The most frequently occurring adverse reactions are nasopharyngitis (13.7%), influenza like illness
(7.7%), dizziness (6.0%), back pain (5.1%) and nausea (5.1%). The most serious adverse reaction is
anaphylaxis (0.9%).

Tabulated list of adverse reactions

Table 1 lists the incidence of adverse reactions in the pooled controlled clinical trials of evinacumab
therapy involving 117 patients with HoFH and persistent hypercholesterolaecmia. Adverse reactions are
listed by system organ class (SOC) and by frequency. Frequencies are defined as: very common

(> 1/10); common (> 1/100 to < 1/10); uncommon (= 1/1 000 to < 1/100); rare (= 1/10 000 to

< 1/1 000); very rare (< 1/10 000); not known (cannot be estimated from available data). Within each
frequency grouping, adverse reactions are presented in the order of decreasing seriousness.
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Table 1: Adverse reactions
MedDRA System organ class Preferred term Frequency
categories
Nasopharyngitis Very Common
Infections and infestations Upper respiratory tract | Common
infection
Immune system disorders Anaphylaxis Uncommon
Nervous system disorders Dizziness Common
Respiratory, thoracic and mediastinal disorders Rhinorrhoea Common
Nausea Common
Gastrointestinal disorders Abdominal pain Common
Constipation Common
Back pain Common
Musculoskeletal and connective tissue disorders
Pain in extremity Common
Influenza like illness Common
Asthenia Common
General disorders and administration site conditions Infusion related Commmon
reaction
Infusion site reactions Common

Description of selected adverse reactions

Hypersensitivity reactions
Anaphylaxis was reported in 1 (0.9%) patient treated with evinacumab (see section 4.4).

Infusion reactions
Infusion reactions (e.g. infusion site pruritus) were reported in 9 (7.7%) patients treated with

evinacumab and in 2 (3.7%) patients treated with placebo.

Paediatric population

The safety profile observed in 13 adolescent patients with HoFH aged 12 to 17 years treated with
evinacumab 15 mg/kg IV every 4 weeks was consistent with the safety profile of adult patients with
HoFH. The safety of evinacumab in paediatric patients aged less than 12 years has not been
established (see section 5.1).

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

There is no specific treatment for evinacumab overdose. In the event of an overdose, the patient should
be treated symptomatically, and supportive measures instituted as required.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other lipid modifying agents, ATC code: CI0AX17

Mechanism of action

Evinacumab is a recombinant human monoclonal antibody, which specifically binds to and inhibits
ANGPTL3. ANGPTL3 is a member of the angiopoietin-like protein family that is expressed primarily
in the liver and plays a role in the regulation of lipid metabolism by inhibiting lipoprotein lipase (LPL)
and endothelial lipase (EL).

Evinacumab blockade of ANGPTL3 lowers TG and HDL-C by releasing LPL and EL activities from
ANGPTLS3 inhibition, respectively. Evinacumab reduces LDL-C independent of the presence of LDL
receptor (LDLR) by promoting very low-density lipoprotein (VLDL) processing and VLDL remnants
clearance upstream of LDL formation through EL-dependent mechanism.

Clinical efficacy and safety

Homozygous familial hypercholesterolaemia (HoFH)

Study ELIPSE-HoFH

This was a multicentre, double-blind, randomised, placebo-controlled trial evaluating the efficacy and
safety of evinacumab compared to placebo in 65 patients with HoFH. The trial consisted of a 24-week
double-blind treatment period and a 24-week open-label treatment period. In the double-blind
treatment period, 43 patients were randomised to receive evinacumab 15 mg/kg IV every 4 weeks and
22 patients to receive placebo. Patients were on a background of other lipid-lowering therapies (e.g.
statins, ezetimibe, PCSK9 inhibitor antibodies, lomitapide, and lipoprotein apheresis). The diagnosis
of HoFH was determined by genetic testing or by the presence of the following clinical criteria:
history of an untreated TC > 500 mg/dl (13 mmol/l) together with either xanthoma before 10 years of
age or evidence of TC > 250 mg/dl (6.47 mmol/l) in both parents. Patients regardless of mutation
status were included in the trial. Patients were defined as having null/null or negative/negative variants
if the variations resulted in little to no residual LDLR function; null/null variants were defined as
having < 15% LDLR function based on in vitro assays and negative/negative variants were defined as
having premature termination codons, splice site variations, frame shifts, insertion/deletions or copy
number variations. In this trial, 32.3% (21 of 65) of patients had null/null variants and 18.5% (12 of
65) of patients had negative/negative variants.

The mean LDL-C at baseline was 255.1 mg/dl (6.61 mmol/l) and in the subset of patients with
null/null variants was 311.5 mg/dl (8.07 mmol/l) and with negative/negative variants was 289.4 mg/dl
(7.50 mmol/l). At baseline, 93.8% of patients were on statins, 75.4% on ezetimibe, 76.9% on a PCSK9
inhibitor antibodies, 21.5% on lomitapide, and 33.8% were receiving lipoprotein apheresis. The mean
age at baseline was 42 years (range 12 to 75) with 12.3% >65 years old; 53.8% women, 73.8% White,
15.4% Asian, 3.1% Black and 7.7% Other or not reported.

The primary efficacy endpoint was percent change in LDL-C from baseline to Week 24. At Week 24,
the LS mean treatment difference between evinacumab and placebo in mean percent change in LDL-C
from baseline, was -49.0% (95% CI: -65.0% to -33.1%; p < 0.0001). For efficacy results see Table 2.
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Table 2: Effect of evinacumab on lipid parameters in patients with HoFH in study
ELIPSE-HoFH
Baseline LS mean percent change or Difference P-value
(mean), change from baseline at Week24 | from placebo
mmol/l evinacumab placebo (95% CI)
(N =65) (N=43) (N=22)
LDL-C 6.6 -47.1% +1.9% -49% <0.0001
(percent (-65.0to -33.1)
change)
LDL-C 6.6 -3.5 -0.1 -3.4 <0.0001
(absolute (-4.5t0-2.3)
change)
(mmol/l)
ApoB (g/1) 1.7 -41.4% -4.5% -36.9% <0.0001
(-48.6 to -25.2)
Non-HDL-C 7.2 -49.7% +2.0% -51.7% <0.0001
(-64.8 to -38.5)
TC 8.3 -47.4% +1.0% -48.4% <0.0001
(-58.7 to -38.1)
TG 1.4 -55.0% -4.6% -50.4% <0.0001?
(-65.6 to -35.2)
HDL-C" 1.2 -29.6% +0.8% - -

 nominal p-value since TG is not a key secondary endpoint

® Mean percent change at Week 24 results are presented based on the actual treatment received in safety
population (evinacumab, n=44; placebo, n=20); there is no formal statistical testing in safety population

After the double-blind treatment period, 64 of the 65 randomised patients who entered the open-label
treatment period received evinacumab. The mean percent change in LDL-C from baseline to Week 48
ranged from -42.7% to -55.8%. Figure 1 shows the LDL-C mean percent change from baseline for the
double-blind and observed mean percent change for the open-label treatment periods across patients
who were on evinacumab or placebo during the double-blind treatment period.
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Figure 1: Calculated LDL-C LS mean percent change from baseline over time through
Week 24, and observed mean percent change from Week 28 through Week 48 in
study ELIPSE-HoFH

At Week 24, the observed reduction in LDL-C with evinacumab was similar across predefined
subgroups, including age, sex, null/null or negative/negative variants, concomitant treatment with
lipoprotein apheresis, and concomitant background lipid-lowering medications (statins, ezetimibe,
PCSKO9 inhibitor antibodies, and lomitapide). The effect of evinacumab on cardiovascular morbidity
and mortality has not been determined.

Study ELIPSE-OLE

In an ongoing multicentre, open-label extension study 81 patients with HoFH showed a 43% decrease
in LDL-C at 24 weeks of exposure following evinacumab treatment 15 mg/kg IV every 4 weeks on
top of other lipid-lowering therapies (e.g., statins, ezetimibe, PCSK9 inhibitor antibodies, lomitapide,
and lipoprotein apheresis). Patients regardless of mutation status were included in the trial, including
patients with null/null or negative/negative variants.

Paediatric population

In ELIPSE-HoFH, 1 adolescent patient received 15 mg/kg IV of evinacumab every 4 weeks and
1 adolescent patient received placebo, as an adjunct to other lipid-lowering therapies (e.g. statins,
ezetimibe, PCSK9 inhibitor antibodies and lipoprotein apheresis). Both adolescent patients had
null/null variants in the LDLR. At Week 24, the percent change in LDL-C with evinacumab was
- 73.3% and with placebo +60%.
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In ELIPSE-OLE, 13 adolescent patients received 15 mg/kg IV of evinacumab every 4 weeks as an
adjunct to other lipid-lowering therapies (e.g. statins, ezetimibe, PCSK9 inhibitor antibodies and
lipoprotein apheresis). Two patients entered after completing the ELIPSE-HoFH study and 11 patients
were evinacumab-naive. The mean baseline LDL-C in these adolescent patients was 310.3 mg/dl
(8.04 mmol). The mean age was 14 years (range: 12 to 17 years), with 61.5% males and 38.5%
females. At baseline, all patients were on a statin, 69.2% on ezetimibe, 46.2% on PCSK?9 inhibitor,
and 61.5% were receiving lipoprotein apheresis. Four (30.8%) patients had null/null variants and

4 (30.8%) patients had negative/negative variants for LDLR mutations. At Week 24, the percent
change in LDL-C with evinacumab was -52.4% (n=9).

The European Medicines Agency has deferred the obligation to submit the results of studies with
evinacumab in one or more subsets of the paediatric population in the treatment of homozygous
familial hypercholesterolaemia (see section 4.2 for information on paediatric use).

This medicine has been authorised under ‘exceptional circumstances’. This means that due to the
rarity of the disease it has not been possible to obtain complete information on this medicinal product.

The European Medicines Agency will review any new information which may become available every
year and this SmPC will be updated as necessary.

5.2 Pharmacokinetic properties

Absorption

Evinacumab is administered intravenously to patients with HoFH. Based on population PK modelling,
at the end of infusion at steady-state, Cmax is 689 £ 157 mg/1 following a dose of 15 mg/kg every
4 weeks. The accumulation ratio is 2. Mean steady-state trough concentration is 241 £+ 96.5 mg/1.

Distribution
The total volume of distribution estimated by population PK analysis in a typical individual weighing
74.1 kg was approximately 4.8 L and scales with body weight, indicating that evinacumab is

distributed primarily in the vascular system.

Biotransformation

The specific metabolism studies were not conducted because evinacumab is a protein. As a human
monoclonal IgG4 antibody, evinacumab is expected to be degraded into small peptides and amino
acids via catabolic pathways in the same manner as endogenous IgG.

Elimination

Evinacumab elimination is mediated by parallel linear and nonlinear pathways. At higher
concentrations, evinacumab elimination is primarily through a non-saturable proteolytic pathway,
while at lower concentrations, the non-linear saturable ANGPTL3 target-mediated elimination
predominates. Elimination half-life is a function of evinacumab concentrations in serum and is not a
constant.

After the last steady-state dose of 15 mg/kg IV every 4 weeks, the median time for evinacumab
concentrations to decrease below the lower limit of detection (78 ng/ml) is 19 weeks.

Linearity/non-linearity

Due to nonlinear clearance, a slightly greater than dose proportional increase was observed, with a
4.3- fold increase in area under the concentration-time curve at steady-state (AUCayss) for a 3-fold
increase in dose from 5 mg/kg to 15 mg/kg IV every 4 weeks.
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Pharmacokinetic/pharmacodynamic relationship(s)

The pharmacodynamic effect of evinacumab in lowering LDL-C is indirect, and mediated through the
binding to ANGPTL3. Concentration of total ANGPTL3 increases from baseline upon administration
of evinacumab and the increases plateau when target saturation is approached. When target is
saturated, further increase in evinacumab concentrations is not expected to result in a further LDL-C
reduction.

Special populations

A population PK analysis conducted on data from 183 healthy subjects and 95 patients with HoFH,
suggests that the following factors have no clinically significant effect on the exposure of evinacumab:
age (12 to 75 years), gender, body weight (42 to 152 kg), race. Apheresis did not appear to
substantially influence the pharmacokinetics of evinacumab.

Paediatric population

There were 2 patients age 12 to 17 years with HoFH receiving evinacumab at 15 mg/kg IV every
4 weeks, steady-state trough and end of infusion concentrations were within the range observed in
adult patients. The pharmacokinetics of evinacumab in paediatric patients less than 12 years of age
with HoFH have not been established.

Renal impairment

Evinacumab is not expected to undergo significant renal elimination. Observed trough concentrations
at steady-state were comparable between patients with mild or moderate renal impairment and patients
with normal renal function. No data are available in patients with severe renal impairment.

Hepatic impairment
Evinacumab is not expected to undergo significant hepatic elimination. No data are available in
patients with hepatic impairment.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology and repeated dose toxicity.

Carcinogenicity and mutagenicity

Carcinogenicity and genotoxicity studies have not been conducted with evinacumab. Monoclonal
antibodies are not expected to alter DNA or chromosomes.

Reproductive toxicology

No effects on surrogate markers of fertility in male and female reproductive organs were observed in a
6-month chronic toxicology study with sexually mature cynomolgus monkeys. In animal reproduction
studies, evinacumab was administered subcutaneously to pregnant rabbits every 3 days from gestation
day 7 until gestation day 19 during organogenesis. Maternal toxicity (premature neonatal death, foetal
loss and/or premature delivery) was observed at all doses and foetal findings (soft tissues and skeletal
malformations) were observed at all but the lowest dose (1 mg/kg). Mean systemic exposure measured
during the gestation period in rabbits was below that measured at maximum recommended human
dose (MRHD) of 15 mg/kg every 4 weeks. Because the lipid profile of rabbits differs significantly
from that of humans, particularly during pregnancy, the clinical relevance of these results is uncertain.

There were no effects on embryo-foetal development when rats were subcutaneously administered
evinacumab every 3 days from gestation day 6 to gestation day 18 during organogenesis. Mean
systemic exposure measured during the gestation period in rats was below that measured at MRHD of
15 mg/kg every 4 weeks.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Proline

Arginine hydrochloride

Histidine hydrochloride monohydrate

Polysorbate 80

Histidine

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 vial

3 years

After dilution

From a microbiological point of view, the product should be used immediately. If not used
immediately, it is the responsibility of the user to follow the in-use storage times and conditions prior

to use.

If the diluted solution is not administered immediately, it may be stored temporarily either:

. under refrigeration at 2 °C to 8 °C for no more than 24 hours from the time of infusion
preparation to the end of the infusion

or

. at room temperature up to 25 °C for no more than 6 hours from the time of infusion preparation
to the end of the infusion.

6.4 Special precautions for storage

Unopened vial

Store in a refrigerator (2 °C - 8 °C).

Store in the original carton to protect from light.
Do not freeze.

Do not shake.

For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

2.3 ml of concentrate in a 3 ml clear Type 1 glass vial with a grey chlorobutyl stopper with coating
and a seal cap with a flip-off button containing 345 mg of evinacumab.

Pack size of 1 vial.

8 ml of concentrate in a 20 ml clear Type 1 glass vial, with a grey chlorobutyl stopper with coating

and a seal cap with a flip-off button containing 1 200 mg of evinacumab.
Pack size of 1 vial.
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Not all pack sizes may be marketed.
6.6 Special precautions for disposal and other handling

Preparation of solution

Evkeeza is supplied as a single use only. During preparation and reconstitution a strictly aseptic
technique should be used.

. Visually inspect the medicinal product for cloudiness, discolouration or particulate matter prior
to administration.

o Discard the vial if the solution is cloudy or discoloured or contains particulate matter.

o Do not shake the vial.

o Withdraw the required volume of evinacumab from the vial(s) based on patient’s weight and

transfer into an intravenous infusion bag containing sodium chloride 9 mg/ml (0.9%) or
dextrose 50 mg/ml (5%) for infusion. Mix the diluted solution by gentle inversion.

o The final concentration of the diluted solution should be between 0.5 mg/ml to 20 mg/ml.
o Do not freeze or shake the solution.
o Discard any unused portion left in the vial.

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

7. MARKETING AUTHORISATION HOLDER

Ultragenyx Germany GmbH

Rahel-Hirsch-Str. 10

10557 Berlin

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1551/001

EU/1/21/1551/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 17 June 2021

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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ANNEX 11

A. MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE
SUBSTANCE(S) AND MANUFACTURER(S) RESPONSIBLE
FOR BATCH RELEASE

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

C. OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

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

E. SPECIFIC OBLIGATION TO COMPLETE POST-
AUTHORISATION MEASURES FOR THE MARKETING
AUTHORISATION UNDER EXCEPTIONAL
CIRCUMSTANCES
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A. MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE SUBSTANCE(S) AND
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) of the biological active substance(s)

Regeneron Pharmaceuticals, Inc.
81 Columbia Turnpike
Rensselaer, NY 12144

United States

Name and address of the manufacturer(s) responsible for batch release

Ultragenyx Netherlands B. V.
Evert van de Beekstraat 1, Unit 104
1118 CL Schiphol

Netherlands

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

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

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

e Periodic safety update reports (PSURs)

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

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

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

¢ Risk management plan (RMP)

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

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

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

E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
FOR THE MARKETING AUTHORISATION UNDER EXCEPTIONAL
CIRCUMSTANCES
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This being an approval under exceptional circumstances and pursuant to Article 14(8) of Regulation
(EC) No 726/2004, the MAH shall conduct, within the stated timeframe, the following measures:

Description

Due date

Non-interventional post-authorisation safety study (PASS): In
order to evaluate the long term safety outcomes in patients with
Homozygous Familial Hypercholesterolemia (HoFH ) who are

> 12 years old and treated with evinacumab as well as the
frequency and outcomes of pregnancy in female patients with
HoFH treated with evinacumab and to evaluate the
atherosclerosis process over time in patients with HoFH who are
treated with evinacumab and undergo cardiac imaging, the MAH
should conduct and submit the results of a study based on data
from a registry in patients with HoFH.

Annual study reports will be
submitted with the annual
reassessment.
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ANNEX IIT

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

Evkeeza 150 mg/ml concentrate for solution for infusion
evinacumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each ml of concentrate for solution for infusion contains 150 mg of evinacumab.
One vial of 2.3 ml of concentrate contains 345 mg of evinacumab.
One vial of 8 ml of concentrate contains 1 200 mg of evinacumab.

3. LIST OF EXCIPIENTS

Excipients: proline, arginine hydrochloride, histidine, histidine hydrochloride monohydrate,
polysorbate 80 and water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion

345 mg/2.3 ml
1 200 mg/8 ml
1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use.
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.
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Store in the original carton to protect from light.
Do not freeze.
Do not shake.

APPROPRIATE

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Ultragenyx Germany GmbH
Rahel-Hirsch-Str. 10

10557 Berlin

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1551/001
EU/1/21/1551/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS
VIAL LABEL

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

Evkeeza 150 mg/ml sterile concentrate

evinacumab

v
‘ 2. METHOD OF ADMINISTRATION
3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

345 mg/2.3 ml

1 200 mg/8 ml

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

Evkeeza 150 mg/ml concentrate for solution for infusion
evinacumab

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 start using 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.

This medicine has been prescribed for you only. Do not pass it on to others. It may harm them, even if
their signs of illness are the same as yours.

If 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 Evkeeza is and what it is used for

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

4. Possible side effects

5. How to store Evkeeza

6. Contents of the pack and other information

1. What Evkeeza is and what it is used for

What Evkeeza is

Evkeeza contains the active substance evinacumab. It is a type of medicine called a ‘monoclonal
antibody’. Monoclonal antibodies are proteins that attach to other substances in the body.

What Evkeeza is used for

Evkeeza is used to treat adults and children aged 12 years and older with very high cholesterol caused
by a condition called ‘homozygous familial hypercholesterolaemia’. Evkeeza is used with a low-fat
diet and other medicines to bring down cholesterol levels.

Homozygous familial hypercholesterolaemia runs in families and it is usually passed down by both
father and mother.

People with this condition have extremely high levels of LDL-cholesterol (‘bad cholesterol’) from
birth. Such high levels can lead to heart attacks, heart valve disease or other problems at an early age.

How does Evkeeza work?

Evinacumab, the active substance in Evkeeza, attaches to a protein in the body called ANGPTL3 and
blocks its effects. ANGPTL3 is involved in controlling the production of cholesterol, and blocking its
effect reduces the production of cholesterol. In this way, Evkeeza can lower blood levels of
LDL-cholesterol and so prevent problems caused by high LDL-cholesterol levels.
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2. What you need to know before you are given Evkeeza

You should not be given Evkeeza if:
. you are allergic to evinacumab or any of the other ingredients of this medicine (listed in
section 0).

Warnings and precautions
Talk to your doctor or nurse before you are given Evkeeza.

Look out for serious side effects

Evkeeza can cause serious allergic reactions.

o Tell your doctor or nurse immediately if you get any symptoms of a severe allergic reaction.
The symptoms are listed in “Serious side effects” in section 4.

Children
Evkeeza is not recommended for children below the age of 12 because there is not yet enough
information on its use in this group of patients.

Other medicines and Evkeeza
Tell your doctor if you are taking, have recently taken or might take any other medicines.

Pregnancy and contraception

If you are pregnant, think you may be pregnant or are planning to have a baby, ask your doctor for
advice before taking this medicine.

. Evkeeza may harm your unborn baby.

. Tell your doctor immediately if you become pregnant while you are being treated with Evkeeza.

If you are able to become pregnant, you should use effective contraception to avoid becoming
pregnant.

. use effective contraception while you are being treated with Evkeeza and

. use effective contraception for at least 5 months after the last dose of Evkeeza.

Talk to your doctor about the best contraception method for you during this time.

Breast-feeding

o If you are breast-feeding or plan to breast-feed, ask your doctor for advice before you are given
this medicine.
. It is not known if Evkeeza passes into the breast milk.

Driving and using machines
Evkeeza is not likely to affect you being able to drive, use any tools or machines.

3. How Evkeeza is given

How much Evkeeza is given

Your doctor will work out how much of the medicine to give you. The amount will depend on your
weight.

. The recommended dose is 15 milligrams for every kilogram you weigh.

. You will be given the medicine around once a month.

How Evkeeza is given
Evkeeza is usually given by a doctor or nurse. It is given as a drip into a vein (‘intravenous infusion’)
over 60 minutes.
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If you miss your dose of Evkeeza
If you have missed an appointment to receive Evkeeza, talk to your doctor or nurse as soon as
possible.

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.

Serious side effects

Severe allergic reactions (uncommon: may affect up to 1 in 100 people)

Tell your doctor or nurse immediately if you get any of the following symptoms of a severe allergic
reaction (anaphylactic reaction). The drip will be stopped immediately and you may need to take other
medicines to control the reaction:

o swelling — mainly of the lips, tongue or throat, which makes it difficult to swallow or breathe
breathing problems or wheezing

feeling dizzy or fainting

rash, hives

itching.

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 symptoms of the common cold, such as runny nose (nasopharyngitis).

Common (may affect up to 1 in 10 people)

feeling dizzy

sore throat or sinus infection (upper respiratory tract infection)
feeling sick (nausea)

stomach pain

constipation

back pain

pain in your hands or feet (pain in extremity)

symptoms of flu

feeling tired or weary

infusion reaction, such as itching where the drip is given.

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.

5. How to store Evkeeza

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 and vial 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. Do not shake.
Store in the original carton to protect from light.

Confidential Page 31 of 112



T — W R R TR 345mg Ultragenyx Japan fR =23 f
1.6 S ENZ 381 2 A RIS B3 % B0k

Do not use this medicine if you notice it is cloudy, discoloured or contains particulate matter.

Do not store any unused portion of the infusion solution for re-use. Any unused portion of the infusion
solution should not be re-used and should be disposed in accordance with local requirements.

6. Contents of the pack and other information

What Evkeeza contains
. The active substance is evinacumab.
Each 1 ml of concentrate for solution for infusion contains 150 mg of evinacumab.

Each vial contains either 345 mg of evinacumab in 2.3 ml of concentrate or 1 200 mg of evinacumab
in 8 ml of concentrate.

. The other ingredients are proline, arginine hydrochloride, histidine hydrochloride monohydrate,
polysorbate 80, histidine and water for injections.

What Evkeeza looks like and contents of the pack
Evkeeza concentrate for solution for infusion is a clear to slightly opalescent, colourless to pale yellow
solution.

It is available in packs containing either 1 glass vial of 2.3 ml of concentrate or 1 glass vial of 8 ml of
concentrate.

Marketing Authorisation Holder
Ultragenyx Germany GmbH
Rahel-Hirsch-Str. 10

10557 Berlin

Germany

Manufacturer

Ultragenyx Netherlands B. V.
Evert van de Beekstraat 1, Unit 104
1118 CL Schiphol

Netherlands

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

BE, BG, CZ, DK, DE, EE, IE, EL, ES, HR, IT, CY, LV, LT, LU, HU, MT, NL, AT, PL, PT, RO,
SI, SK, FI, SE, XI

Ultragenyx Germany GmbH, DE

Tel/Tél/Ten./Tf/TnA/Puh/Simi : + 49 30 20179810

FR
Ultragenyx France SAS, FR
Tél: +33 185 653761 ou 0800 91 79 24 (numéro vert)

This leaflet was last revised in <month year>

This medicine has been authorised under ‘exceptional circumstances’. This means that due to the
rarity of the disease it has not been possible to obtain complete information on this medicinal product.
The European Medicines Agency will review any new information which may become available every
year and this SmPC will be updated as necessary.

Other sources of information
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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:

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

Instructions for use

Preparation of solution
Evkeeza is supplied as a single use only. During preparation and reconstitution a strictly aseptic
technique should be used.

o Visually inspect the medicinal product for cloudiness, discolouration or particulate matter prior
to administration.

o Discard the vial if the solution is cloudy or discoloured or contains particulate matter.

o Do not shake the vial.

o Withdraw the required volume of evinacumab from the vial(s) based on patient’s weight and

transfer into an intravenous infusion bag containing sodium chloride 9 mg/ml (0.9%) or
dextrose 50 mg/ml (5%) for infusion. Mix the diluted solution by gentle inversion.

o The final concentration of the diluted solution should be between 0.5 mg/ml to 20 mg/ml.
o Do not freeze or shake the solution.
o Discard any unused portion left in the vial.

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

After dilution
Once prepared, administer the diluted solution immediately. If the diluted solution is not administered
immediately, it may be stored temporarily either:

o under refrigeration at 2 °C to 8 °C for no more than 24 hours from the time of infusion
preparation to the end of the infusion

or

. at room temperature up to 25 °C for no more than 6 hours from the time of infusion preparation
to the end of the infusion.

Administration

. If refrigerated, allow the solution to come to room temperature (up to 25 °C) prior to
administration.

o Evinacumab should be administered over 60 minutes by intravenous infusion through an

intravenous line containing a sterile, in-line or add-on 0.2-micron to 5-micron filter. Do not
administer evinacumab as an intravenous push or bolus.

o Do not mix other medicinal products with evinacumab or administer concomitantly via the same
infusion line.

The rate of infusion may be slowed, interrupted or discontinued if the patient develops any signs of
adverse reactions, including infusion-associated symptoms.
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AREITBME=H Y T OB EI>TND, BIE=XY 7280, Fii- 72 Z 2R
DOHGEARHERNARETH D, BHERAN LN HAIILTHMET 5 2 L, BIERAWRE HIEIC
DONTIT 4.8 5,

1. P i

Evkeeza #iljii s iE AR B H 150 mg/ml JE#E 1K

2. EMERY, EEATREAR

AT AT FHER R R R CHY . ImLIZTEF 7~ 7 & 150mg & AT 5.

i3

B 23 ml AV SA TV I RIZee ST 7 ~T7 % 345mg 5H T D,
EHER 8mI AV ASA TV I RIFZEF 7 ~T % 1200mg & HT 5,

il

e

TEF I =T Fr A =—ANLAX—FIE (CHO) #ifid %z I THLZ i 2. DNA it T
I,

EWRMFOV A MT 6.1 25,

3. e

P L VAR B P A (DB TR 1)

E%~bfﬂﬁ$@%&\ﬁé~%ﬁé@ﬁﬁ%ﬁomme\Eé&ﬁ%ﬂMmngé
Do

4. e PR B L B I

4.1 IS

Evkeeza |3, SEHBOIRFEEM S 2 L AT 10—/ LIME (HOFH) DA K O 12 5B LA 4E

BEICHT 2 RBFRIELNEOMOMKILEY REH = L A7 2 —/(LDL-C) 1K F#IL OB
ELTHWD,

42 HE-HE

BEIH LT, =7~ 7R ERGRTNC i E O LDL-C R MRIEZ 17T 5 2 &,

TET 7= 7 REE IREEFHROBREE REMPFRLE=2Y) 75 L,

F
fein

HEEHE L LCiE, 15mgkg 2 H 18] @4 B2 1[E]), 60 32 TAMEEHET D,

Bh 2 SN AT RESCNICERE L, CORORGEIRKREGHNOA 1RET 5,
BENT S D ORIER IR GEABREIER 2 &2 Te) 28I LG8, AiHEE 2B LT
D, HTEGEZTWSUITIET S,
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Evkeeza X, VAREHAT 7 = L — ADETICRE DL LT ETE 5,

B
B IR A FEEI ISR (5.1 LTV 5.2 BR),

EREREN &
PR RE IR R I 2 B EN LB (5.2 2 ),

Vig: =
PR RE RS 7 B (269~ 2 BRI L Z 0 (5.2 2 ),

P[]
12~17 ik O/NEBFITKRT 2 HEREIIL R (4.8, 5.1, 5258), 12Kl 0/NEIC
B ADIAEOLGZEMEEFIMEIMLEINTE LT, T—2NE6 TR,

e IR
AT ATRFHEREH TH 5,
K

. TR 7 I L2600, BGANC=IRICE T 2 & (25°CLLT),

o RIL, 02~5um OWHET A LN XUTBINT 4V H —5HE5 UT-§ET A > 2 H
L. 603723 TRUEHET 2 2 &y ARFELFFIRNIER L2, R—F 25 LZY L
AR

o AHEAMHLIEE LD, RUHET A o THAIE FRICEE LD L2 &,

BT S O RITEH B GEABREAEIR 2 3 Te) 23583 LG8, AiiEE 28 b8/
N SR MU T A EtR e YN

B HRTOARIEAIRFTIEIZ DN TIL 6.6 S,
4.3 e

BRIES XAE 6.1 FLA O TNIIFN 33 2 W HBUE,
44  BHIREBERVEMA LOER

Fb—HEVT 4

EYFRANZONTIE, FL—YE VT 2%ET LD, HERGOLHEn Y NEE
ZIAREICREERT D 2 &,

WHRER AV T a—a VT gy

T ;I =T OGN, BEUES (TF 74 T7F v —2G) NOA T a—Ta
T varPREINTND G8E), HEERBEUEXIIERERA Y Ta—Ta 7
Va VOBBESUTIERNP BB LIZGAIE, e~ 752 %1 U UEERIEZITV., 4
fBe - FERDPER T HETHET L2 L,

4.5  fuAl & OMEEA RO OMOFEEEM
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MAEEARBRIII TR Wiy, =87 ~7 Lo RER FEROMABEREF I 5T
1,\7331/\0

4.6  EFAE, ERK UL
BENR AT RE 7R

SRR PTRE 7R RN, AR G R ORI e B 5 AR e 5 0 AL, A0 70 051 T 24T 9
&,

IR

ARG LT —Z 3RO TV D25, BFERIC L 0 ARSI RSN T D
(5328, t b IgGHEITMEEMAZEET 5 ZENMONTND 2D, AEIIRE LR
RICBATT D REMED D D0 AIOIEIRITR G T DR EGIIMILICHE L 2D /IREMER H 5 72
O, HEHRF R O 57 515 CHEIT A AT © TV WAEIR TR e e~ D 5%, B 1T &
NHARMEDIR VISR S fabtt 2 LR S 2 0RY HELE S i,

i

TEFI=TRE FREATICAWSNLNE I DIFAHTH L0, iR NOER AR, t
N 1gG ARFLTIC MW S, T ORBIIF TERREIEKTF2 2 EhmonTWD, it-

T, ZORITEHIM T AR T DfERIENTE T 2V, TO®RIE, BRMICKETH
NERAT b AEZRETELEEZERAOND,
w2

KIEN b N OIFFEMEIZ RIE TR OWTIET — DRV, B EERC©. MEET A2 %t
THHEEERITREINTWARN (5.3 2R),

4.7 B BB EERRE 71 K O ERERE I ~ D&
AFEN [ B BIERLRE S O ERE T I TR I ), TER TX B,
4.8 HELL2WEH

T a7 7 A )L DBEL

b @A ISR UZBIWER X, EWEHEESE (13.7%). 1~ 7V o PRER R (7.7%). 8
DE (6.0%). FEVE (5.1%) L OV (5.1%) Thotz, b EERBWERIIT 7407 %
2 —(0.9%) TH -7z,

AIVEA — B

HoFH } OVttt L AT a— )VIED BF 117 fl e x5 & Li-EEO =) 7 ~ 7 g
RHREER (RS T — &) IZBIT 2EWEARELE A £ 11T, BWERIZZREBIKSEE (SOC) &
CHEERNRLTERY, SHER, O TEMEE (Z1/10), SHEE (=1/100~<1/10), K48
FE (Z1/1000~ < 1/100). £ (=1/10000~<1/1000), =T EI (<1/10000), R (AF
AIRER T — A M OHEEARRE) EER L TWD, FHEIL—7NTIX, RWERZEEEOE
WIRIZZR LTV 5,
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#F1: BIER
MedDRA 258 B K548 HARFE BWELT I —
ERUFIERS X TEHEE
BRYLE B L OVE A BIE — —
A R e
I REE TFrT74T7F— A
TR R EE FEIMED E W T A
RS, MERR K ONERRrREE S A
BT e
BEE JE A
R R e A
I R
HEKRREB LA ERREE —
DU i 9fe S
A VTN o RER R =N s
40 ) i A
—f% - 2FEEDS L O S OREE — - —
HENTPE S BUG B
FENEAL S = HE

7R BRI 2

T
161 (0.9%) TAREEZGHRT T 7 4 T7F 0 —D0DHESINTWVD (4.4 2),

S T2 =g T g
RIS GTE O 6] (7.7%) R OT TR GRE26] (3.7%) T, A v T a—Tar U7 rvay
(ENTOLE 9 FEREE) s ST b,

12~17 B D4 HoFH B8 13 flic = B2 ~ 7 15 mg/kg & 43812 1 [RIEFIRNEE G L7z & &
DOEEMT a7 7 A iE, A HoFH BEICB T L7 n 7 7 AV ERI%ETH -T2, 12
AT O/NREBRFICBIT D=7 ~ 7 O EMEIIHEL STV (5.1 &),

RIVEH L Bt bh - RO

R GAAGBRICREHORWEZHRET D2 Z LITEETHY . T Lo TEELOARMEL
FERRIED N T o 2 Z kAN AR D T E RIS AR D, EIRIEHH(TIR, ATk VICREHE L
ZENEE S AT 22 LT, HoWHRNEMORVWEZRET D2 ENRDLENTND,

4.9 BERSE

TUEF I v THERG IS DR ROGRIET RV, WERES LG IIHEREIC L DTG
WL, REITS CTSFRRRET 9,
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5. SRH LR RRME
51 EFHRHE
oA OMITEEMA], ATC =— R: C10AX17

Uik 153

T B/ <71, ANGPTL3 I[TIBIRMICHES L, TNELET A e hE/ 7 n—F
APURTH D, ANGPTL3 1T T L L TAFICBW TR L TWA T U AR F U EEEA T 7
RV—0—>T, VFREAV/—E (LPL) KOMENKZ Y —8 (EL) #fHET L Z LIk
DIEEAETREICE S LT b,

T B~ 7 H ANGPTL3 # K425 &, ZOMEIZL > TLPL & EL NS, T2
AUZ L > TTG & HDL-C BME T 5, =8 F 27 ~71d, LDLAKD Eiticd 5 BIKHEY
R 37 (VLDL) 7rt 7 & VLDL L AF v MMEH % ELRFERORET 2 L TS
% Z Lk, LDL Z %k (LDLR) DA MEIZREH 59 LDL-C # K F &¥ %,

BRI HY A M e OV 2k

TR KSR = L R 72— L4 (HoFH)

ELIPSE-HoFH 7%

ARBR L., HoFH BE 65 BB W T F 7~ T OFME L etz 7T v R & i, 7
L7, ZhaskdkFE, “HER, BIEAL. 77 R BRCThH-o7m, RBIL 2400 &
B G L 24 HWOIEEMRBG IR CEk S v, “EERE SR, 485lz=E
F 7 ~7 15 mg/kg 4 8 1 [BIFFIRNE 5RE, 22 61% 7 T 2 R EGRHICEERE O 1T Lz, &
FITi, HRIBFEE Lol EIR FREM TSN T\ (RAZF v, = 8BFI 7,
PCSK9 PRESIR, mI X R, UREHT 7 = L —3 A%), HoFH O2Wri, Eia i
[ZEDHED, XUTERRIEERE, T 70 b RIGHKF TC 73 500 mg/dl (13 mmol/l) % # % Tk
0. 2 10 EANSEHAMEN RSO HAL TV D 0 X BLD TC 23 250 mg/dl (6.47 mmol/l) %
A TCWD WY LTEGEE L L, BFIT, REOREBIZEHLL TARRBRGSR L Lz, AR
12k 0 7EfF LDLRESRENIE & A Y, TRk TWD EBEE %, null/null B X %-/-7 &
EFE L7-. null/null 4% in vitro 7 > A T LDLR #BED 15% A0 T H5E . -/-HIT B
a Ry, AT TENER, 7L—A 7 b, FBARENTaC—BERND D
BAELEFR LT, ARBRTIE 32.3% (65 617 21 ) O HE DS null/null . 18.5% (65 4 12
i) D BE R/ T o 77,

R—=2 T A NZH % ¥ LDL-C 1% 255.1 mg/dl (6.61 mmol/l) T, null/null B EE Tl
311.5 mg/dl (8.07 mmol/l), -/-4EF TiX 289.4 mg/dl (7.50 mmol/l) TH o7z, N—AT A T
BWT, B8UDBEFETAXF | T54%DBEETTEF I T, 76.9%0DHBFH T PCSKI LEHT
R, 215%DEE TR IXE RRHELEINTEY, 3B38%DEEFETIREAT 7= L—T AN
AT ST W o, RN—=R T A BT D FHR T 42 5% (HFH: 12~755%) TH Y | 12.3%H
65 MLl BT, 53.8% MM, T3.8% N AN, 154%MNT T Fy 31%DNEN. 7. 7% F DA X
72 L Th o7,

TEAMERMBER X, N—RA T4 15 24 H % TO LDL-C 216K (%) & L7, 24 H
IZBIT D= T A b DY LDL-C bR O F 7 v THEE 7T v RBEO £ (B
Fe ) 1%, -49.0% (95% CI: -65.0%~-33.1%, p<0.0001) Toh-o7=, HIIMEDOREFITE 2
%Z/%H'\E\o
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#*2: HoFH BE DIEE /NI A —ZIZxT 5= F 27 <7 OIEA (ELIPSE-HoFH 3
L)
R=RFGALY | R=RFALUDDL2UBEET | 7T7RLD P fE
(FH), mmoll | DEALEIUIEE B/ R #
(N=65) FEHIE) (95% CI)
= < B 0 7R
(N =43) (N=22)

LDL-C (1t 6.6 -47.1% +1.9% -49% <0.0001

. %) (-65.0~-33.1)

LDL-C (%1t 6.6 3.5 -0.1 3.4 <0.0001

B) (-4.5~-2.3)

(mmol/l)

ApoB (g/1) 1.7 -41.4% -4.5% -36.9% <0.0001
(-48.6~-25.2)

JE HDL-C 72 -49.7% +2.0% -51.7% <0.0001
(-64.8~-38.5)

TC 8.3 -47.4% +1.0% -48.4% <0.0001
(-58.7~-38.1)

TG 1.4 -55.0% -4.6% -50.4% <0.0001°
(-65.6~-35.2)

HDL-CP 1.2 -29.6% +0.8% -

@ TG IXFRENKFHIE B T4 H pfE
b 24 3 B ORI HRIX, BRMiHER CEBICHIT SN &E G (e 7~ T fin=44, 77 &R
FE:n=20) ([ZHADZFEH L TV D, LaMFHIER TOIEXLRBE FIRBEITIT > TR,

T HEERBEGRK TR, BEAEIM LT 65 Bl IEE M G WIMICEAT 64 Blic v
<~ TR I, N—=AT A 5 481 B F TOYY) LDL-C 213 1%-42.7%~ -55.8% C
bol-, —EHEMRKGHRPICZ YT/~ XIIT 7 RBELG SN BEO _HEHRES
HIRNZB T B _X—=Z2 T A4 b O LDL-C 2R L . FEEREBEGHIFICI T 5 88t

TREAMEZ X 11287,
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1: R—ZR54 b 248 B £ TO LDL-C £{bLR B/ _REHIE) & 28
BB D 488 B F TOEHELR (EHE) (ELIPSE-HoFH 3§R)

30

= e a2y

1 —A—

% 20+ -O-=EFI<7

’% ]0- ’ \

I/] // \‘\\ //} \\\

& ’% + l

&

®

1p

L

&

{im

)

U

B

=]

S

S

£

&

BN

V

N

< :

7 CEERE S | IR R SR

-70 | 1 1 1] L] L ; 1 1] 1 1 1 1
024 8 12 16 20 24 28 32 36 40 44 48

|

BEXK
220920 20 20 20 20 20 19 19 18 19 19 16

43 38 43 42 42 40 43 43 41 42 42 41 39 42
IR/ mF <7

0B BICBEEINE T V< THOLDL-CETEIZ, O ULOEEBLEY T I A—T
(%Efe. 5. nullnull BH-/-BiH VAREAT 7 L—Y ALK A 0FERE, RFZF -
TBFIT -PCSKIHERUE - v I ZV FEDOIREEKTRICL 2ERIGHEIH) O TER

ehholz, LIMERBRBEBRLECRIIXNT I T 77 OERIZFAITWH RN,

ELIPSE-OLE 3%

BEETH OZ MR ERIEERILAHERIC IV T, HoFH B3 81 filizxt L THLDAEE K T 5
BEREF, =BFIT, PCSKOMENHK, uIFZ R, VREAT7 7=V —YRE) (T
ERE LTS 7 ~7 15mgkeg % 4812 1 B#IRNTZES L 25, 24BHEICBNT
LDL-C 25 43%{ETF L7, ZORERIZIZ. BEFREIERORKREBIZ L I»DLTHEAANLNT
(nulV/null # & /B % EEe),

A

ELIPSE-HoFH B Tix, HERF 16l 7 ~7 15mgkg 23 482 1 B, fhoFHFHER
HI1HNZT T RN, tMOIBEETRE (RZFr, =¥FI7, PCSKIMHEHEK, VRE
B7 7x L—YRE) OfiBh & L TRIRNKE S Sz, Th b FEBEIXTVTHH LDLR 23
mllmll BERTH-7-, 24BBEIZBWT, = F 7 <=7k b LDL-C BILRIZ-73.3%. 7
7RI L BELERITH60%TH -7,
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ELIPSE-OLE i BR Cix, HHAEE 1341, MOFER TEIE (R4 TFr, =BT I 7,
PCSK9 FREFA, URBEAT 7= L— 2% O LT+ 27 ~7 15 mgkg 7% 4 HIC
1 [EFIRNZ S-Sz, 20 9 5 2 4ili% ELIPSE-HoFH iBA#K T4 I8k S - BE T, 11
Bz S 7 ~TRERBEN o, TROFEBREFEDOR—AT A Y LDL-C I

310.3 mg/dl (8.04 mmol) T o7, FHJHEHHIT 14 5% (FiFH: 12~17 %) T, 61.5%0 FE,
385%UMN M TIHoT=, N—=RAT A IZBWT, ZHINAZF L 692% N F I 7,
46.2%75 PCSK9 [HEIEDE G-, 61.5% NV REHT 7 = L— A %% Tz, LDLR 25
1% 4 1 (30.8%) 73 null/null Y, 4 3] (30.8%) 23-/-FLTH 7=, 24 B IZBNT, =& Fr~7
(2 X % LDL-C £t (1X-52.4% TH > 7= (n=9) ,

R E L FFIE, R EBEOEREEME S 2 L AT 0 — VIEDIRIRIZ BT 5 —o Ll Eo/NEE
Y7k y hCoOTEF 7 <7 ORMBRABER BB LT LTV D (MNE~OREIZET S
I 4.2 ),

AL RIS FTTARSNALTWS, 2O L. ZOEBRHDTH LD, AR
BT 2R ERN I NETIETE TRV EEZERL TV D, BN EES T I3 EE
BN FEREHER L, LIS U TAK SmPC 2 H7 5,

52  EYERFRRME

WX

T b7~ 7L HoFH BF ITEIRNE G- S 5, REERERMEIREET Y 76 15 mg/kg
Z 4B 1 B G L & SRR TREOEFIRBIZIEIT 5 Crnax 13 689 £ 157 mg/l, #EFE
i 2, EHEIREEICBIT D FH ~ T 7IREIL 241 £96.5mg/l TH D,

/\ﬁ

N

REEHUEYENREARTIC & 0 #HEE L7, RE 74.1 kg O MAIRYEHE 21T D6 g S
48L T, ELEBITEINT L2 LD, T 7 ~T7 R EL LTIERIIOMT S
DRESN TN D,

AR A A

TEF I TIIEATH L0, REERBIIHCITOL TV, = F 7~ 7iEe ME S
7 a—F ) 1gGa PR TH D728, WIRYE 1gG & R BALRREE T/ T F R e T 2 BRI
RIS ETIRIND,

HEi:

T BT~ T O, BRI & FERIERREE TWAT L CiThbi b, BiEE oS~
THRMIIZE E U TR Z R SRVVE AR I K 0 iThi, IKIEE TIX. ANGPTL3 £/
ZAr LT fafn 2 m IR S R & 72 5, ISR E R e 7~ TR L 5
TEDLY, —ETIE72W,

TEFIRRET 15 mg/kg % 43812 1 [BIFFIRNICER G- L7256, kEGRIc= T 7 <~ 7 REN
B T BR (78 ng/ml) % TlE1 % £ TOHIR (hkefi) 1X 19 B TH %,
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I FERIEE

7 UT T APIRIE T 21D HEIFIBR Z 0T 70 BRI S 8MBFEO b, 'L S
mg/kg 705 15 mg/kg . 43I 1 EFRARNEGIZ 35 E L & & EFIREIZI T 2 RERE
el HE B T I FE (AUCuss) 1 4.3 i IZHIN L 72,

FWENRE & ) D BAFR

LDL-CIK FIZHiF p =T 7~ 7 O3 IJFHIERILHEERN T, ANGPTL3 ~OfiG %/ L=
HLDOTHDH, TEF I ~T 5T 5 L ANGPTL3 IBEN—RA T A BN L ., H=Y
RIS S < NI LT 5, BEEFIE T, “v /7 REZILICEASHE
TH LDL-C OZNLL EDOIE T IZITEEL W E TSNS,

R AE ]

TR PRERE 183 il & HoFH & 95 (|0 F — X (2D THT - 1= RHE ISR EhREARITIC L 0 |
il (12~757%), MR, KE 42~152kg), AT )7 ~T7 ORBEEICHERVIICARE
WHINIAN T LOVRIBEI TN D, T 7 = L— Y AL B ~ T O EhRE |k X A
ERIEE W EEZ BT,

N

TEF 7 ~7 15mgkg & 418IT 1 FEFIRNIE G L7z 12~17 5% D HoFH 23 2 fildh > 7
2, EFEREBICEIT D N7 7RE L REK TRREIIRNEE THAONIZHIFANICH > 72,
12 3% A O /N HoFH BFIZEB 1T 2 = v 7 <~ 7 OFEWENREIIMENL STV R0,

BRERErE 77

BENOABREBEOTE T 77Nt SN 5 Z LiTRnE RIS, EFREIZETD b
7 7 IR SERAMEL, BT PR R RE R E B L BB LR A CTR%E Th oo, BHE
R REIR B TIX T — 2 R LN TR0,

Vig: =3

b BEEREOZEF 77N SN Z Lidhene PRI S, ITHERERE CIT
T = A BPE LTV,

5.3 HiGRZ &t T — &

WH ORER (MR K OB R G B I K D H R T — 2 T, & MIxd 5%
BIZR GBI 5 2MZ 72 > TR,

08 AU JENE R OVZE B JE

T BT~ T ON AR & B EEERBRIII T TV RN, B 7 a—FLHRT
DNA YRR Z L SR E PRI,

A g EE

PERNCRRA LT =7 A v Tz 6 0 ABMEEERERIC W T, Mk, MEMEAETEZR O
A2t~ — =Sk DB IR O b o T, BaE VAR T, —v )7
< T PERE XIS E R H AR T BB LR 19 BB £ T3 I 1 EIE &
&z, BHEEMN (R AR, BIRER LY UTRE) DETOHETRD LI,
FEVEAT AL (R AR M OV R 7)) 13 & (1 mg/kg) DAV ETCOHE TR b, U
X OMIRMBEFICHE S B2y BEEEIX. b Mym#ESEH & (MRHD, 15 mgkg % 4
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W 1 EE) THIESIEE Thl>7z, U XORET v 7 7AW, (FrCEIRTI)
EFERESLSERDLTED, ZNDDOREDERIZE T 5ERITIAHATH D,

TSI~ THETy MCBREEAHOFE 6 A BOIFE IS HE £ T3 A 1 [EK &S
Lizé &, B IBEBRBICEEIRDONR o2, T v FOFEEMPICHIE S -
HFFE L. MRHD (15 mg/kg % 4 812 1 A3 5) THIE S 7-E% Flal- 7=,

6. BRI R RFE

6.1 BmIE—&

A=) NS

TILX = R R

b AF U RS — KT

AUV L— |k 80

ERAF

FES 7K

6.2 [[EgaY=)

6.6 CEMINTWVDLHDERE, AIEEMAILIRA L IR SR,

6.3 £ F#ARR

KBE DA TV

3
R t%

WAEDFIBIRN D, ARFELICHEAT~ETHD, EOICHEMA LW, #fHET
DIRAFRE & RAFRIFEOBT 2 EHFHDOBEE L T 5,

FREEZEDICERE LW AIE, ROWTIDORMETRIICHREL TELIAR
Uy,

. TEANRIE TR SN S TEARR T £ T 2°C~8°C Dk F T 24 BEEILIN
pdEs

TENRHR L S 2 VR AR T £ T 25°C LT O=IE T 6 IR LA
6.4 BRIFICEET 2 RRI 72 EE

RKEAE DO AL TV

WIS 5 2 & (2°C~8°C),
SMFRIC AL, EERIRIECTIRIFT D 2 &,
B SN &,
ROIEERNZ &,

AT DRAFRIFC SN TIE, 6.3 2B,
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6.5 REBOHEREOHNE

TEF =T 345 mg HEA T DM 23 ml AY D 3mlBEHS A T 1T AL T, =
—T A ITMEIK T an T T, T v T AT RI U MFE =Xy v T,
BEEY A R LTIV LR

TEF /<7 1200mg ZEAHTHIEMER 8Sml AV D20 mlBHL A T 1 HTANRLT IV, =
—T 4 I EIRO T ea T Tk, 7Y v T FTRE U MPE LTy v T,
YA X XA TR

ETOREEY A XRWIEIND EIFR G720,
6.6 FREZICEITHI/HREE
VAR L

Evkeeza [ZHiRIfFEH M CTH 5, AR K OVERIT, BB ICEEMIZITY 2 &,

o RIRE., B, PRRITRRVNE D M, EERNICBRRET 5,

o RIRICIRE. B IMKI T80 5N D56, Uik A TIVITBEET 5,

. AT NERRELIRNT &,

. BEOREICKESE, WEEOZEST I/ ~T 2N A TANLKREERY, H#Elt v v
% 9 mg/ml (0.9%) XIiTT ¥ A b ur—A% 50 mg/ml (5%) & A9 5 gt v 72k
AT D, Ny 7 EFNICREE S THINERZ RS T 5,

. FFRIAIR D B AR EETT 0.5 mg/ml 205 20 mg/ml & TE 3%,

. AHRITERE LT VIRV IEEZ0 LianZ &,

o  NATNHOIIEITHERET D,

RAFH O EFGOBETED 1T, MO BEIEITIEVFERET D 2 &,

7. BUEIRTEAR G EE

Ultragenyx Germany GmbH
Rahel-Hirsch-Str. 10

10557 Berlin

Germany

8. BGEIR AR

EU/1/21/1551/001
EU/1/21/1551/002

9. FEARRA - AREHA
WIE&ZRH 2021 £ 6 A 17 H

10. ALHETH
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ARINCBAT A FEM G, BRINEIESTO Y =734 b http://Wwww.ema.europa.eu % 2 i D
L,
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AT ERHI
A. AMFREEEREEE RO e v M RERGEES
B. ke B OMSE F S 3149
C. L BLEIR FE AT D T DAt S B VB
D. LHRERBORE - AT 5 R SUIHIK

E. BSOS T CORNEIRFEAGRICAE ) ABB OB LZE T
VSN oY PY=RiN:SE 573
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A. AMEEEMEREERE RO r v M REREES
AW A ROTEVE S I S D 4 R Je OSFIT(E

Regeneron Pharmaceuticals, Inc.
81 Columbia Turnpike
Rensselaer, NY 12144

United States

2 v b AT AR RGE S D40 B M O TEH!

Ultragenyx Netherlands B. V.
Evert van de Beekstraat 1, Unit 104
1118 CL Schiphol

Netherlands

B.  fbika R OME Sl S IA
BLTTHRIIR ORI G & 72 % RER A (RATERIE B R M. 4.2 )

C. W S BUEIR TR KGR D F DS B OB
o TEHINZE2MFFHE (PSUR)

AFIZ B9 HPSURIE H #8543, Directive 2001/83/EC D Article 107¢(7) S ORI [ 35T ™7
2T R—=Z NV TRARINTNDLEDOHOEFAFICHESE, EUBKHA Y 2 MEURDY &
M RSN TN D,

RGN E AR GRIG S (MAH) 13, RAIDOPSURZ AFAKZE%L6H H LUNICIRIN T2 60 &
T 5,

D.  UBEEROZE - AHEMICET SRR EH
o VX7 EEEE (RMP)

FLEIRFEAGRIUGHEE (MAH) 13, BUENGEARDEY 2 — V18 2ITREN TV DO EE
FUIZRMP K OV D4 A7 S U EH I REIE &, R ST 2 RG22 2 EREARTS
LRI AEITI> DO ET S,

FHTRRMP X IR OFE S Tl 5,
o BINEFHLTMHERO BN & X,
o URIVEHKFINELEIND & XIEILTIRRETD FFIZ, 2710y MU AT T
T ANDREREFINCORNDATREMEN S DT RIERNBATFENTFERL L
T, XITEE R (EEMNZEMWER LY 27 f/Mb) ~ A VA b — A2 BIzE LTz i
RELTEEEIND LX),

E. BISHIZAM T TORGEIRFTEARRICH 5 ABREBE LT T 51O DEMAHERS

ZAUTBIAMISRAE T CTOEGR TH D . &R KR IS 31X Regulation (EC)
No 726/2004 @ Article 14(8) (ZHEHL L | IROIEE Z 5L O WIFRNIZAT S D & T 5,
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N

HiA

FEN ANBERB R AMERBR (PASS): =BT 7 = 7. &
NTVD 125 EORERARFRIEE 2 L 2T 15—
MJE (HoFH) fE DRIIZ AR O B 7 ~ 7 0 e 5. &
TN D &M HoFH B T I8 1) D ATURMEE & il 2 AT AM 9
A7, SLICIETEF I~ TN B EILDEE 22T C
V"% HoFH & ICR1T HRRIFIN T 7 n— AL 7 v 2 %
M9 720, BUE AT KRR IS 3 13 HoFH /B E B k7
—ZIZESVTHIE ATV, fR TR D,

FERMPFES &, IR
fi& & bR 5,
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AN EEDFINEIH
ANl

1L FER4L

Evkeeza s iR T LA 150 mg/ml JEHE R
TEF I~

2. EwEe

ST ERERGRA A EAER IlmliZo e~ T & 150 mg AT 5,
BRER 23ml A R TV I RiTo e 7 ~T7 % 345mg BT D,
BHEESmIAD XA T I RFZEF 7 ~7 % 1200mg & HT 5,

3. W

WK ey, PTAX=UHERE, B 2AFV0 . v 2AF D UHERRE— /Ky,

AN— | 80 M ONEST K

ANURIZ

4. FRROESE

ST BV A P TR v

345 mg/2.3 ml
1200 mg/8 ml
INAT IV AR

5. TEHERCERGRERE

EilNakacns
RN ET SCE 2Rt 2 Ly
ARSI H A dn T

(6. mRIREE (REETHOBICAHNT., FORMRVEFCRET S L)

FLELDORICHNT, FOmBPRVGITTRET D Z L,

7. ZOMOBNREE (LER)

(8. &PHE

EXP

9. BRIRBELME
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WIRECRIFT 5 2 &,

SAFRIZ AL, EREECRAFT D 2 &
s S RnZ L,
RVIBERW &,

10.  REAEERMLUINHERDICHKTIREEY (b)) 2BEET D LETORHI
REE

|11, B ARBEES 4 R OFHER

Ultragenyx Germany GmbH
Rahel-Hirsch-Str. 10

10557 Berlin

Germany

(12, BBRAARES

EU/1/21/1551/001
EU/1/21/1551/002

‘ 13. oy hEE

Lot

|14, —BEaoHE

(15 fERFE

|16,  AFEEH

BFIERN R VEBEZENTE LV,

[17.  EABHIT — 2®kmAA—a—F

[E AR T D 2 RIeN—a—FaFn D,

‘ 18. EAZAF — b FEHT—X

PC
SN
NN
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BEEO/NIEERMICERRNT D RIEROEE
AT IVFG )L

(1. ERARURERE

Evkeeza 150 mg/ml Ji # R AR

TEF I~

w5

(2. wm5HE

(3. #HIE

EXP

4. 2y S

Lot

(5. NEE (EE CFEUIHMD
345 mg/2.3 ml

1200 mg/8 ml

6. Z DAt
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B 3GE: BERHRE

Evkeeza S EHERAEA 150 mg/ml JEHEKR
TSI~

VoS mame=2 U o ZORE L hoTWET, BIME=ZY L2 Ic k0. ks

PERE O A TR FTRE T, BIEFIAREL L a. ZhalEds - & Thil- b2
AVEEROMRICH S & 3, BWEHHE FIEICHSON T, 48ORBEBB LTS

Uy,

AXFIIIHRIICE o TEERERILEHEINTVL DT, AEEMA LB T DRTICARE

WCHEB L THATLZENY,

o  AICEEIRUNIHRE L TIEEW, MAETHENELLINE LIVEE A,

o  THMNH DL EITTERESHEMICEHNAIIZIN,

o AHEIHLTTZFITLT ENTHLOTT, MONIESTZY LTS ZEN, REK
RGHRTERLIZELTH, IAICE - TIFLERDZLDBHY £,

o  RAIWEAMNRILLIEGAIT, ERENEEMICH LH T2, ACERICR#H S TY
ROEIWEROEEWRH 556 AR TY, 4823,

AXEDONE:

1.  Evkeeza & 312>, Evkeeza (30D 7= DIZfEH S5 M
2. Evkeeza DG Z T HHNIH > T N&E 2 &

3.  Evkeeza ®# 5 5k

4.  EZVELEIEH

5.  Evkeeza DIRIFITE

6. WIEONEWY L ZOMIEHR

1. Evkeeza & 13{a[)>, Evkeeza XD 7-OIZfEH I b H

Evkeeza & i%fi %>

Evkeeza |ZIE, ARG CTHLH T 7 ~TREENTWET, ZuL £/ 7 e—F
K] LIEEND X A T OERNTT, £/ 7 a—F A8k, KNOMOWEIZHEST D%
YNIETY,

Evkeeza |3 D 7= DIZfERH Sh 5 )»

Evkeeza |%. [HEEAKRFHEMEG I VAT E—/LMIE] L WHIERDEZHIL AT T —)L
DIENIEFITE W AR 12 5 LA EO/NR 2R T 2 HIVICHW GV E T, Evkeeza I%, K5
MELa v AT — /MEZK T I EAMOEEEE O THWOILET,

RERERFBEIER 2 VAT 01— VIEIIFBERNICH B, @EITmER»LEELET,

CORBOBRESATIZ, LDLaLbzxFao— ( [EEalL AT a—/1] ) BHAERNS X
DOTEWMEEZ/RLET, 207D, (KFEER TOIRBMES IR IEEZ OMOEBIZHND
AREMERH D T,

Evkeeza (3 ¥ D X 5 \Z/EAT 5 >

Evkeeza DA ThHDH=EF 7~ 71X, KN T ANGPTL3 & FETIL 5 & N7 EITHE G
L. Zof@x%2H%ELEd, ANGPTL3 |2 L A7 a— LEAREICES L TWAD T, %
D EZHETNEZ VAT e — LEAENED LET, Evkeeza X2 D X 9z LTl
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LDL 2 L A7 a0 —/MEZETF X, mWLDL 2 L A7 o —/UENFRRK & R A%EELZ TR L
\iﬁqo

2. Evkeeza D 52T HRNCH - TR R&EZ &

Evkeeza D5 2% 1F 5 & TidWEE
. TSI~ T XIIAREOMOR Sy (6 HIZFEHRH) 2T 27 LAX¥—0b 5545

BEROER EOEE
Evkeeza D 5-% 51T HRIC. EIREIZH#EMICHZE L T ZEW,

ERREIFHOER

Evkeeza (Z X W EHERT LAX—ISHEE D[RR H V £7,

o  HEDT LAF—IUSOIERNENTIGET, EHICHRESUTFEH#MICH LEHTL
ZEV, ZRHORERIE, 48 TEERAER] ISRERShTHET,

/IR
12 AR D/INRA~D B FAZ DN TUE 072 R E LG LT 2N, 12 AT D/
WaIZxI9 5 Evkeeza I H-13HERE I N FH A,

L DEIKS L Evkeeza
MOEFKLDEEINTWDS, IKEG I, UIkEINH20E Ll2WiEalt, 18
EIZHH LT 7ZE0,

AR K ONGEEAT

HRFCTH D, FIELZ0E LRV, UTERZHE L T D581, AEOR G5 2217
HENZEREICHFZRDTIIEI N,

. Evkeeza [FNEIRICE o THERZENDH Y 77,

. Evkeeza O 5-HFUTIEYR L2 35A 1%, EHIZEBREICH LTI 7230,

IR AT RE 72 PRI, IR A RET D T2 O A2 TIEIC X DRHE 21T > T2 S0,

. Evkeeza % 5-% 5\ CW D A XA %N 72 71 L DREEZ TV,

. Bt D Evkeeza #5750 72 < &b 5 W ARNIA N2 HIEIZ L DBEHTE AT TL 2 &
U,

ZOWIMR ORHTE & LTI R D L WDIZ oW T, EBEICTHRL I EW,

=3

o AL TS, IRAEZFE L TV A5, REOERE 25T HENZ EIREICE)
SHEROTLITEEN,

o Evkeeza WRFFLHFIZ WM I IDE N E 9 T oo TWEREA,

H BB &R & OMER D #
Evkeeza |3, HBEhELEISEE OB E - BB OBERR NI EBEZ LTSN EB XN ET,

3. Evkeeza D551

EORBREDED Evkeeza N5 I 50

EDREDED Evkeeza & H 72721 GT 200, FRENMRELET, REERITORT-D
KEIZEX>TEDLY £7°,

. HEEREH EIX, HR7-OFRE 1 kgdH72Y 15mg T,
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. BEIZ1 AL EITFDORET,

Evkeeza D5 )51
BeGITmE ., EROFEEMNPITOET, BGIEFIR~O S (R ERE) 12XV 60 5303 F T
1IThihvETd,

Evkeeza DEEZZ o =55
Evkeeza & 5O TR Z BN HEIL,. TX AT B [E XITHEEMIZERL L T EEN,

KRIEDEGAZHOWT ZHLSMIEERI R & 255613, BREXIIFEMICESRITZS 0,

4. EZVEDEIER

ED XD REFHMLTHZ ) TR, AEPKRE SO NZRITER N 5 ATRENED &
nET,

HERRIER

HEOT LAX—RUL (KA & T 100 619 1 41)

BEOT VAKX =G (T 7 4 7F—Kb) R TIROWT I OERNTENT-HE, £
BEIIFEHAMIEDIZH LH TS Z S, AEIZELIZHE SN E TR, 7 LrF—Kk
ay hua— T Ll DMOIENNELRDLZENHY 7,

o flEL — FELTE, &, OF, ZIUTLD LOBMAARIIL < 7o 720 FENL 238 L
<720 ET

TR PR P

DEV, Kpf

WL, FHIWE

Dip Ix

D EIIEH
ROBIERNT TR DN GBI EIRESUTFEHEMICH LI T2 &0,

bW THEBEE (10 Bl 1§28 2 5 HE)
. SR8 EDDERER (EWHERZK).

BEBEEE (s C 10 1 1 43))

. HFEN

. D EDTE I, Bl mEREGe (EX0E YY)

. KT ORI (HEL)

. IR

. (A

. R

. F R DI 7 (ML)

. AT U WRER

. AT a—2ary T 7y ay (RO NS ITe L)

BIVER o#E

BIERNBIN =563, ERETFEEMICA LE T E I, ALECTHH I WD
BHEH DR\ 556 bR TT, BWEHOHEIT, ik VBl OENRE S AT A% i#
CCHESETH) ZEbTEET, BIEHZMET 22 & T, bR AREDOLEMEICET 58
TR EMOREICH T 5 ENTEET,
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5. Evkeeza DIR1EITiE

AIIZ, FELOBIZHNT, FOBMPRVIETTHREL T ZEE 0,
HENHABR (M & N4 7LD EXP D% IZELH) 2l X7 AREITMEH LW T ZEn, AR
WIRRIZ, BRENTWDHDOKRKA L LET,

TR TR LT L 72 &0 (2°C~8°C),

B SERWnWZ b, RVIBERW &,

SFEICATL, EEREETHRF L T E &0,

IR, B IR+ RNEO N 5GAEIFMEH L 2N T EN,

Fo T R FHERIL 2 A7 L TR L2V TS 723V, FR o 7o A e g L i
T HIROIEEICHEVFEIEL T EE W,

6. BERNRY L OMIER

Evkeeza D45y
. BRI e 7 ~7 T3,
ST ERE IR AR I ml XS 7~ 7 & 150 mg A L TWET,

NATIVIARIL, BRfER 23 mlC )7 ~7 % 345 mg, XIXEMEK Smlic=t o ~7
Z 1200 mg A L TWET,

. INUSNDORGE, Ta )y, TAX=UERBE, e AT Y UERE— KR, R
YR— |80, B AF VU KOEHHAAKTT,

Evkeeza DAVEL L HENEY
Evkeeza s i A A B HIRAG IR I, BH~D T REH TR~ A ORI T,

AL, BRI 23 ml DA T AL TV 1| AR TENEIE 8 ml D T AL TV 1 KN A
TWVWET,

BUEARGEAR VG EE
Ultragenyx Germany GmbH
Rahel-Hirsch-Str. 10

10557 Berlin

Germany

REEE

Ultragenyx Netherlands B. V.
Evert van de Beekstraat 1, Unit 104
1118 CL Schiphol

Netherlands

ARFIZBT D WIS OV T, RERFKGBIUGHEA OISR £ TEHWEbELZE
Uy,

BE, BG, CZ, DK, DE, EE, IE, EL, ES, HR, IT, CY, LV, LT, LU, HU, MT, NL, AT, PL, PT, RO,
SI, SK, FI, SE, XI

Ultragenyx Germany GmbH, DE

Tel/Tél/Ten./TIf/TnA/Puh/Simi : + 49 30 20179810
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FR
Ultragenyx France SAS, FR
Tél: + 33 185 653761 ou 0800 91 79 24 (numéro vert)

AXEORKEKET: <H., &>

AT TFINISERME) TTERRBINTWET, ZOZ &, ZORERHFILRLDOTHHTZ
DA T HRERERN INETIWETE TV EEZERLTWET, BHEELN
T I 2 RN R S TR Ly B U TR SmPC B3 EHT S vk 7,

Z DA IR
RIS B BRI I, IO ESRRIT O ¥ = 79 A R CAFARETT,

http://www.ema.europa.eu

DT OBRIIEREEE DL Z2 RS LI D TT,

hL—Hey 7y

AEPERRIAID N L—Y e T4 EET L0, FHEREOATRE vy MRS A IR
FrL TS 723N,

ik

IB5IB D Y

Evkeeza |[ZHilalffE 5 C9, AR KR OVAMEIT, BB ICEEIICITo T EE W,

. TR, B, PRI 720 E ), BEERICBRMBRAE LT,

o IR IR, 2O IR0 bV EIE, YA TNV EEEL TS
AN

. WA TNERGLIRNTL 0,

. BEOKREICESE, WEBOTEF 7~ T2, TIAMBKREEY , k- )
L% 9 mg/ml (0.9%) XIXFTF A bu—R% 50 mg/ml (5% &ATDEMHEEFTE Ny S
WCEALET, Ny V2N SE THIERZIRE LET,

o Z ORI DO AR EIL 0.5 mg/ml 75 20 mg/ml £ TELET,

. Z OFRBEWITHAE L2 VIRV IREZ0 LN T E &0,

. NA TR OFEREITBER L T EE W,

ARAE A ORISR T, MO IEEITIEVEIE L TS 7Z S0,

TR
TR OFRBRTIE HICEEG L TLEEN, BEHIZES LaWEATE., ROWThnosk
P C—FRFE L TELEZH Y TR A,

. TEARR TR S S TEARK T £ T 2°C~8°C DEE T T 24 BEEILIN
X
o FEARUGRRLEF S HIEAK T FT25°C LL T OEIET 6 R LN

K5
. AHURIR 2 e L 7235 5 13 SR EIRICRE LT 2 S0V (25°CLLT),
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o AKFET. 02~5um OWE T A CNIUTBIN T 4 NV Z —Z 355 LTofE T A v & fEH]
Ly 60 320 THREFHET 2 2 &0 AREATIRNIER L2 R—F 2E LY L
A AR

o AHEMAILIEELIY, RUHET A THAIE RIS L) LI &,

AT OO BINEM R GEABREER 25 Te) NREH LG EE, AHEZE Y7
v, TEGEPWESOIPIEL £,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

EVKEEZA® (evinacumab-dgnb) injection, for intravenous use
Initial U.S. Approval: 2021

———RECENT MAJOR CHANGES —M
Indications and Usage (1) 03/2023

———— INDICATIONS AND USAGE
EVKEEZA is an angiopoietin-like 3 (ANGPTL3) inhibitor indicated as an
adjunct to other low-density lipoprotein-cholesterol (LDL-C) lowering
therapies for the treatment of adult and pediatric patients, aged 5 years and
older, with homozygous familial hypercholesterolemia (HoFH). (1)
Limitations of Use:

The safety and effectiveness of EVKEEZA have not been established in
patients with other causes of hypercholesterolemia, including those with
heterozygous familial hypercholesterolemia (HeFH). (1)

The effects of EVKEEZA on cardiovascular morbidity and mortality have
not been determined. (1)

DOSAGE AND ADMINISTRATION

The recommended dosage of EVKEEZA is 15 mg/kg administered by
intravenous (I'V) infusion once monthly (every 4 weeks). (2.1)

See the Full Prescribing Information for preparation instructions for the
intravenous infusion. (2.2)

Administer the diluted solution via IV infusion over 60 minutes through an
IV line containing a sterile, in-line or add-on, 0.2-micron to 5-micron
filter. (2.3)

Do not mix other medications with EVKEEZA or administer other
medications concomitantly via the same infusion line. (2.3)

The rate of infusion may be slowed, interrupted or discontinued if the patient
develops any signs of adverse reactions, including infusion or
hypersensitivity reactions. (2.3)

DOSAGE FORMS AND STRENGTHS
Injection: 345 mg/2.3 mL (150 mg/mL) and 1,200 mg/8 mL (150 mg/mL)
solution in single-dose vials. (3)

CONTRAINDICATIONS
History of serious hypersensitivity reactions to evinacumab-dgnb or to any
of the excipients in EVKEEZA. (4)

WARNINGS AND PRECAUTIONS

Serious Hypersensitivity Reactions: Have occurred with EVKEEZA in
clinical trials. If a serious hypersensitivity reaction occurs, discontinue
EVKEEZA, treat according to standard-of-care and monitor until signs
and symptoms resolve. (5.1)

Embryo-Fetal Toxicity: EVKEEZA may cause fetal harm based on animal
studies. Advise patients who may become pregnant of the risk to a fetus.
Consider obtaining a pregnancy test prior to initiating treatment with
EVKEEZA. Advise patients who may become pregnant to use
contraception during treatment and for at least 5 months following the last
dosage. (5.2, 8.1, 8.3)

ADVERSE REACTIONS
Common adverse reactions (>5%) were nasopharyngitis, influenza-like
illness, dizziness, rhinorrhea, nausea, and fatigue. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Regeneron at
1-833-385-3392 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 03/2023

FULL PRESCRIBING INFORMATION: CONTENTS*

INDICATIONS AND USAGE

DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

2.2 Preparation Instructions for Intravenous Infusion
2.3 Administration Instructions for Intravenous Infusion
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS

WARNINGS AND PRECAUTIONS

5.1  Serious Hypersensitivity Reactions

5.2 Embryo-Fetal Toxicity

ADVERSE REACTIONS
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8.4  Pediatric Use

.5  Geriatric Use
ESCRIPTION

LINICAL PHARMACOLOGY

2.1 Mechanism of Action

2.2 Pharmacodynamics
2.3 Pharmacokinetics
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FULL PRESCRIBING INFORMATION

1

INDICATIONS AND USAGE

EVKEEZA is indicated as an adjunct to other low-density lipoprotein-cholesterol (LDL-C)
lowering therapies for the treatment of adult and pediatric patients, aged 5 years and older, with
homozygous familial hypercholesterolemia (HoFH).

Limitations of Use:

2.1

2.2

The safety and effectiveness of EVKEEZA have not been established in patients with
other causes of hypercholesterolemia, including those with heterozygous familial
hypercholesterolemia (HeFH).

The effects of EVKEEZA on cardiovascular morbidity and mortality have not been
determined.

DOSAGE AND ADMINISTRATION

Recommended Dosage

The recommended dosage of EVKEEZA is 15 mg/kg administered by intravenous (IV)
infusion over 60 minutes once monthly (every 4 weeks).

If a dosage of EVKEEZA is missed, administer as soon as possible. Thereafter,
EVKEEZA should be scheduled monthly from the date of the last dosage.

Assess LDL-C when clinically appropriate. The LDL-lowering effect of EVKEEZA
may be measured as early as 2 weeks after initiation.

Preparation Instructions for Intravenous Infusion

Calculate the dose (mg), total volume (mL) of EVKEEZA required, and the number of
vials required based on the patient’s current body weight.

Visually inspect the solution for cloudiness, discoloration, and particulate matter prior
to administration. EVKEEZA is a clear to slightly opalescent, colorless to pale-yellow
solution. Do not administer if the solution is cloudy or discolored or contains
particulate matter.

EVKEEZA vials are single-dose containers and do not contain a preservative. Observe
aseptic technique when preparing EVKEEZA.

Do not shake the vial. Withdraw the required volume from the vial(s) of EVKEEZA
and transfer into an IV infusion bag containing a maximum volume of 250 mL of
0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, USP. Mix the diluted
solution by gentle inversion; do not shake.

The final concentration of the diluted solution should be between 0.5 mg/mL and
20 mg/mL depending on the patient’s current body weight.

Confidential Page 64 of 112



7 % — I S K 345mg Ultragenyx Japan #RaU AL
1.6 SMENZ I T D AR I B9~ 5 &kt

e Administer the diluted solution immediately after preparation and discard any unused
portion left in the vial.

e If not used immediately, store the diluted solution refrigerated at 2 °C to 8 °C (36 °F to
46 °F) for no more than 24 hours from the time of preparation OR at room temperature
up to 25 °C (77 °F) for no more than 6 hours from the time of infusion preparation to
the end of the infusion. Do not freeze the diluted solution.

2.3 Administration Instructions for Intravenous Infusion
o Ifrefrigerated, allow the diluted solution to come to room temperature prior to
administration.

e Administer EVKEEZA diluted solution via IV infusion over 60 minutes through an IV
line containing a sterile, in-line or add-on, 0.2-micron to 5-micron filter.

e Do not mix other medications with EVKEEZA or administer other medications
concomitantly via the same infusion line.

e The rate of infusion may be slowed, interrupted or discontinued if the patient develops
any signs of adverse reactions, including infusion or hypersensitivity reactions [see
Warnings and Precautions (5.1) and Adverse Reactions (6.1)].

e EVKEEZA can be administered without regard to the timing of lipoprotein apheresis.

3 DOSAGE FORMS AND STRENGTHS

EVKEEZA is a clear to slightly opalescent, colorless to pale yellow solution available as
follows:

e Injection: 345 mg/2.3 mL (150 mg/mL) and 1,200 mg/8 mL (150 mg/mL) in single-
dose vials.

4 CONTRAINDICATIONS

EVKEEZA is contraindicated in patients with a history of serious hypersensitivity reaction to
evinacumab-dgnb or to any of the excipients in EVKEEZA. Serious hypersensitivity reactions,
including anaphylaxis, have occurred /[see Warnings and Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Serious Hypersensitivity Reactions

Serious hypersensitivity reactions, including anaphylaxis, have occurred with EVKEEZA [see
Adverse Reactions (6.1)]. If signs or symptoms of serious hypersensitivity reactions occur,
discontinue EVKEEZA infusion, treat according to the standard-of-care, and monitor until signs
and symptoms resolve. EVKEEZA is contraindicated in patients with a history of serious
hypersensitivity reaction to evinacumab-dgnb.
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5.2 Embryo-Fetal Toxicity

Based on the findings in animal reproduction studies, EVKEEZA may cause fetal harm when
administered to pregnant patients. Administration of evinacumab-dgnb to rabbits during
organogenesis caused increases in fetal malformations at doses below the human exposure.
Advise patients who may become pregnant of the risk to a fetus. Consider obtaining a pregnancy
test prior to initiating treatment with EVKEEZA. Advise patients who may become pregnant to
use effective contraception during treatment with EVKEEZA and for at least 5 months following
the last dosage of EVKEEZA [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:

e Serious Hypersensitivity Reactions [see Warnings and Precautions (5.1)]

6.1 Clinical Trials Experience

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

Adverse Reactions in Adult and Pediatric Patients (aged 12 to 17 years) with HoFH

Safety data are based on pooled results from two randomized, double-blind, placebo-controlled
trials that included 81 patients treated with EVKEEZA. The mean age of EVKEEZA-treated
patients was 48 years (range: 15 to 75 years), 52% were women, 5% were Hispanic, 82% were
White, 7% Asian, 3% Black or African American, and 9% other races. Forty-four (54%)
EVKEEZA-treated patients had HoFH. Patients received EVKEEZA as add-on therapy to other
lipid-lowering therapies, including maximally tolerated statin, ezetimibe, proprotein convertase
subtilisin kexin type 9 (PCSKD9) inhibitors, lomitapide, and apheresis.

Adverse reactions led to discontinuation of treatment in 1 (2%) patient who received placebo,
and 2 (2%) patients treated with EVKEEZA, including 1 case of anaphylaxis. The most common
adverse reactions (reported in greater than 3% of EVKEEZA-treated patients and more
frequently than in placebo) are shown in Table 1.
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Table 1: Adverse Reactions Occurring in >3% of Adult and Pediatric Patients Aged
12 to 17 Years Treated with EVKEEZA and Greater than Placebo in 24-
Week, Pooled, Placebo-Controlled Trials

Pain in extremity

Adverse Reactions Placebo EVKEEZA
(N =54) (N=381)

% %
Nasopharyngitis 13 16
Influenza like illness 6 7
Dizziness 0 6
Rhinorrhea 0 5
Nausea 2 5

0 4

0 4

Asthenia

Other adverse reactions occurring in less than 3% of patients treated with EVKEEZA and greater
than placebo included constipation, upper respiratory tract infection, nasal congestion, and
abdominal pain.

Transient, mild to moderate decreases in diastolic blood pressure and increases in heart rate
occurred in clinical trials of EVKEEZA infusion but did not require intervention and resolved
post-infusion.

Serious Hypersensitivity Reactions

Anaphylaxis was reported in 0% patients who received placebo and 1 (1%) patient treated with
EVKEEZA.

Infusion Reactions

Infusion reactions were reported in 2 (4%) patients who received placebo and 6 (7%) patients
treated with EVKEEZA. The following infusion reactions occurred in EVKEEZA-treated
patients: infusion site pruritus, pyrexia, muscular weakness, nausea, and nasal congestion.

Adverse Reactions in Pediatric Patients (aged 5 to 11 years) with HoFH

Safety data are based on pooled results from a three-part, open-label trial in 20 pediatric patients
with HoFH (aged 5 to 11 years) with a median treatment duration of 50 weeks. Part A was a trial
of 6 patients who received a single intravenous dose of EVKEEZA 15 mg/kg to determine the
dosage for the rest of the trial. Part B was a single-arm, 24-week trial of EVKEEZA 15 mg/kg
given intravenously every 4 weeks in 14 unique patients /see Clinical Studies (14)]. Part C was a
48-week extension trial of EVKEEZA 15 mg/kg given intravenously every 4 weeks that
consisted of 20 patients who entered directly from Parts A or B. The mean age was 9 years
(range: 5 to 11 years); 60% females; 70% White, 10% Asian, 5% Black or African American,
5% American Indian or Alaska Native, and 10% other races. The safety profile of EVKEEZA
observed in these patients was consistent with the safety profile observed in adults and pediatric
patients aged 12 years and older, with the additional adverse reaction of fatigue. Fatigue was
reported in 3 (15%) patients
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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on data from animal reproduction studies, EVKEEZA may cause fetal harm when
administered to pregnant patients. Available human data are insufficient to evaluate for a drug-
associated risk of major birth defects, miscarriage or adverse maternal or fetal outcomes.
Evinacumab-dgnb is a human IgG4 monoclonal antibody /see Description (11)], and human IgG
is known to cross the placental barrier; therefore, evinacumab-dgnb has the potential to be
transmitted from the mother to the developing fetus.

Subcutaneous administration of evinacumab-dgnb to pregnant rabbits during the period of
organogenesis resulted in fetal malformations (domed head, hydrocephalus, and flexed limbs) at
doses below the maximum recommended human dose (MRHD). No adverse embryofetal effects
were observed with subcutaneous administration of evinacumab-dgnb to pregnant rats during the
period of organogenesis at doses below the MRHD. Measurable evinacumab-dgnb serum
concentrations were observed in fetal rabbit and rat sera at birth, indicating that evinacumab-
dgnb, like other IgG antibodies, crosses the placental barrier (see Data). Advise pregnant women
of the potential risk to a fetus.

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

If a patient becomes pregnant while receiving EVKEEZA, healthcare providers should report
EVKEEZA exposure by calling 1-833-385-3392.

Data
Animal Data

In an embryo-fetal development study in pregnant rabbits, evinacumab-dgnb was administered
subcutaneously at doses of 1, 5, 10 and 30 mg/kg every 3 days (Q3D) during the period of
organogenesis from gestation day 7 to day 19. Evinacumab-dgnb was teratogenic in rabbits,
causing domed head, dilation of the lateral and third ventricles of the brain, and flexed fore/hind
paws at maternal evinacumab-dgnb exposures below human exposure at the MRHD of 15 mg/kg
every 4 weeks, based on AUC. Other fetal malformations, consisting of irregular and abnormal
ossification in the skull, palate, and metacarpal, and enlarged anterior and/or posterior
fontanelles occurred and were consistent with significant maternal toxicity (including early
deaths due to abortion and premature delivery at all doses, reduction in maternal body weight
gains, and reduced maternal food consumption). Increased incidences of post-implantation
losses, resorptions (total, early, and late), and decreased fetal body weight were also consistent
with maternal toxicity. Evinacumab-dgnb was present in the sera of fetuses born from mothers at
10 and 30 mg/kg/Q3D at levels higher than in maternal serum.

In an embryo-fetal development study in pregnant rats, evinacumab-dgnb was administered
subcutaneously at doses of 5, 10, 30 and 100 mg/kg/Q3D during the period of organogenesis

Confidential Page 68 of 112



7 % — I S K 345mg Ultragenyx Japan #RaU AL
1.6 SMENZ I T D AR I B9~ 5 &kt

from gestation day 6 to day 18. Maternal exposures to evinacumab-dgnb were below the human
exposure measured at the MRHD. Evinacumab-dgnb resulted in unexplained maternal deaths at
100 mg/kg/Q3D. Evinacumab-dgnb crossed the placenta and was present at ratios
(Cretal/CMaternal) ranging from 0.42 to 0.65. No adverse effects on embryofetal development were
observed at any dose.

In a combined fertility, embryofetal, and pre- and postnatal development study, female rats were
administered evinacumab-dgnb via subcutaneous injection at doses of 30 and 100 mg/kg/Q3D
beginning 2 weeks prior to mating and continuing to gestation day 21 or lactation day 21. Mean
maternal systemic exposures were below the human exposure at the MRHD throughout the
study. No maternal or developmental toxicity was observed.

8.2 Lactation
Risk Summary

There are no data on the presence of evinacumab-dgnb in human milk or animal milk, the effects
on the breastfed infant, or the effects on milk production. Maternal IgG is known to be present in
human milk. The effects of local gastrointestinal exposure and limited systemic exposure in the
breastfed infant to evinacumab-dgnb are unknown. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for EVKEEZA and any
potential adverse effects on the breastfed infant from EVKEEZA or from the underlying
maternal condition.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Consider pregnancy testing in patients who may become pregnant prior to starting treatment with
EVKEEZA [see Warnings and Precautions (5.2) and Use in Specific Populations (8.1)].

Contraception

Females

Based on animal studies, EVKEEZA may cause fetal harm when administered to pregnant
patients [see Use in Specific Populations (8.1)]. Patients who may become pregnant should use
effective contraception during treatment with EVKEEZA and for at least 5 months following the
last dosage of EVKEEZA.

8.4 Pediatric Use

The safety and effectiveness of EVKEEZA as an adjunct to other LDL-C-lowering therapies for
the treatment of HoFH have been established in pediatric patients aged 5 years and older. Use of
EVKEEZA for this indication is supported by evidence from adequate and well-controlled trials
in adults with additional efficacy and safety data in pediatric patients aged 5 years and older /see
Adverse Reactions (6.1) and Clinical Studies (14)]. The safety profile of EVKEEZA in pediatric
patients aged 5 to 11 years was similar to the safety profile in adults and pediatric patients aged
12 years and older, with the additional adverse reaction of fatigue.
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The safety and effectiveness of EVKEEZA have not been established in pediatric patients with
HoFH who are younger than 5 years old.

8.5 Geriatric Use

Clinical studies of EVKEEZA did not include sufficient numbers of patients 65 years of age and
older to determine whether they respond differently from younger adult patients.

11 DESCRIPTION

Evinacumab-dgnb is an angiopoietin-like protein 3 (ANGPTL3) inhibitor monoclonal antibody
(IgG4 isotype) produced by recombinant DNA technology in Chinese hamster ovary (CHO) cell
suspension culture. Evinacumab-dgnb has an approximate molecular weight of 146 kDa.

EVKEEZA (evinacumab-dgnb) injection is a sterile, preservative-free solution for intravenous
use. The solution is clear to slightly opalescent, colorless to pale-yellow, and free from visible
particles.

Each vial contains 345 mg/2.3 mL or 1,200 mg/8 mL. Each mL contains 150 mg of evinacumab-
dgnb, and L-arginine hydrochloride (14.8 mg), L-histidine (0.74 mg), L-histidine
monohydrochloride monohydrate (1.1 mg), L-proline (30 mg), polysorbate 80 (1 mg) and Water
for Injection, USP. The pH is 6.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Evinacumab-dgnb is a recombinant human monoclonal antibody that binds to and inhibits
ANGPTL3. ANGPTL3 is a member of the angiopoietin-like protein family that is expressed
primarily in the liver and plays a role in the regulation of lipid metabolism by inhibiting
lipoprotein lipase (LPL) and endothelial lipase (EL). Evinacumab-dgnb inhibition of ANGPTL3
leads to reduction in LDL-C, high-density lipoprotein cholesterol (HDL-C), and triglycerides
(TG). Evinacumab-dgnb reduces LDL-C independent of the presence of LDL receptor (LDLR)
by promoting very low-density lipoprotein (VLDL) processing and clearance upstream of LDL
formation. Evinacumab-dgnb blockade of ANGPTL3 lowers TG and HDL-C by rescuing LPL
and EL activities, respectively.

12.2 Pharmacodynamics

Administration of evinacumab-dgnb in HoFH patients resulted in reductions in LDL-C, total
cholesterol (TC), HDL-C, apolipoprotein B and TG [see Clinical Studies (14)].

12.3 Pharmacokinetics

The pharmacokinetic parameters described in this section are presented following administration
of evinacumab-dgnb 15 mg/kg intravenously every 4 weeks, unless otherwise specified.

Steady-state is reached after 4 doses, and the accumulation ratio is 2. According to population
pharmacokinetic modeling, the mean (standard deviation) steady-state trough concentration is
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266 (120) mg/L in adult patients, whereas the mean (standard deviation) Cmax at the end of
infusion is 718 (183) mg/L in adult patients. Due to non-linear clearance, a 4.3-fold increase in
area under the concentration-time curve at steady-state (AUCtauss) for a 3-fold increase in
evinacumab-dgnb dose up to 15 mg/kg IV every 4 weeks was predicted in patients with HoFH.

Distribution

The steady-state volume of distribution estimated via population pharmacokinetic analysis was
approximately 4.7 L in adult patients.

Elimination

Evinacumab-dgnb elimination is mediated via parallel linear and non-linear pathways. At higher
concentrations, evinacumab-dgnb elimination is primarily through a non-saturable proteolytic
pathway, whereas at lower concentrations, the non-linear, saturable ANGPTL3 target-mediated
elimination predominates. The elimination half-life is a function of serum evinacumab-dgnb
concentrations and is not a constant.

Based on a population pharmacokinetic analysis, the median time for serum evinacumab-dgnb
concentrations to decrease below the lower limit of quantitation (78 ng/mL) is approximately
20 weeks after the last steady-state dose of 15 mg/kg IV every 4 weeks.

Metabolism

The exact pathway through which evinacumab-dgnb is metabolized has not been characterized.
As a human monoclonal IgG4 antibody, evinacumab-dgnb is expected to be degraded into small
peptides and amino acids via catabolic pathways in the same manner as endogenous IgG.

Excretion
Evinacumab-dgnb, a monoclonal antibody, is not likely to undergo renal excretion.

Specific Populations

A population PK analysis conducted on data from 183 healthy subjects and 95 patients with
HoFH suggests that the following factors have no clinically significant effect on the exposure of
evinacumab-dgnb: age (12 to 75 years), gender, body weight (42 to 152 kg), and race (White,
Asian, Black or African American, and other races).

Pediatric Patients

Three (3) patients aged 12 to 17 years with HoFH received evinacumab-dgnb at 15 mg/kg IV
every 4 weeks. Steady-state trough and end-of-infusion concentrations were within the range
observed in adult patients.

Twenty (20) patients aged 5 to 11 years with HoFH received evinacumab-dgnb at 15 mg/kg IV
every 4 weeks. According to population pharmacokinetic modeling, the mean (standard
deviation) steady-state trough concentration is 174 (74.1) mg/L in pediatric patients, whereas the
mean (standard deviation) Cmax at the end of infusion is 444 (111) mg/L in pediatric patients.
Steady-state trough and end-of-infusion concentrations were lower but within the range observed
in adult patients.
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Patients with Renal Impairment

Observed trough serum evinacumab-dgnb concentrations at steady-state were comparable
between patients with mild or moderate renal impairment and patients with normal renal
function. No data are available in patients with severe renal impairment.

Patients with Hepatic Impairment
No data are available in patients with hepatic impairment.

Drug Interaction Studies

Drug interaction studies have not been conducted with evinacumab-dgnb. In a clinical trial, the
concentrations of statins (atorvastatin, rosuvastatin, simvastatin) were not meaningfully altered in
patients taking statins prior to and post administration of evinacumab-dgnb. Concentrations of
evinacumab-dgnb were comparable in patients with HoFH taking or not taking background lipid-
lowering therapy.

12.6 Immunogenicity

The observed incidence of anti-drug antibodies is highly dependent on the sensitivity and
specificity of the assay. Differences in assay methods preclude meaningful comparisons of the
incidence of anti-drug antibodies in the trials described below with the incidence of anti-drug
antibodies in other trials, including those of EVKEEZA or of other evinacumab-dgnb products.
During the 24-week treatment period in the trials in:

e Adult and pediatric patients aged 12 years and older with HoFH (Trials 1 and 2) /see
Clinical Studies (14)], the incidence of anti-evinacumab-dgnb antibody formation was
0% (0 of 56) in EVKEEZA-treated patients.

e Pediatric patients aged 5 to 11 years with HoFH (Trial 3) /see Clinical Studies (14)], the
incidence of anti-evinacumab-dgnb antibody formation was 5% (1 of 20) in EVKEEZA-
treated patients. In the one patient that developed anti-evinacumab-dgnb antibodies, there
were no effects on efficacy or evinacumab-dgnb concentrations.

e Because of the low occurrence of anti-evinacumab-dgnb antibodies, the effect of these
antibodies on the pharmacokinetics, pharmacodynamics, safety, and/or effectiveness of
evinacumab products is unknown.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis and Mutagenesis

Carcinogenicity studies have not been conducted with evinacumab-dgnb. The mutagenic
potential of evinacumab-dgnb has not been evaluated; however, monoclonal antibodies are not
expected to alter DNA or chromosomes.
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Impairment of Fertility

There were no adverse effects on surrogate markers of fertility (estrous cyclicity, testicular
volume, ejaculate volume, sperm motility, total sperm count per ejaculate, and histology of
reproductive organs) in a 6-month chronic toxicology study in sexually-mature male and female
monkeys subcutaneously administered 10, 30, or 100 mg/kg/week (0.2, 1, and 3-fold MRHD
based on AUC, respectively) and intravenously administered 100 mg/kg/week (4-fold MRHD,
based on AUC).

In a combined fertility and early embryonic and pre-and postnatal development study in female
rats administered evinacumab-dgnb via subcutaneous injection at dosages 30 and

100 mg/kg/Q3D beginning 2 weeks prior to mating, no adverse effect on female fertility were
observed at any dosage. Exposures to evinacumab-dgnb represented less than the human
exposure at the MRHD, based on AUC. No effects on male fertility were observed with
evinacumab-dgnb administration to male rabbits for 40 days prior to mating with treatment-naive
females. Evinacumab-dgnb was administered to male rabbits intravenously at 100 and

300 mg/kg/Q5D, representing exposures 2- and 5-times, respectively, the human exposure at the
MRHD, based on AUC.

14 CLINICAL STUDIES

Adult and Pediatric Patients Aged 12 Years and Older with HoFH

Trial ELIPSE-HoFH (NCT03399786; Trial 1) was a multicenter, double-blind, randomized,
placebo-controlled trial that evaluated the efficacy of EVKEEZA compared to placebo in
65 patients with HoFH (63 adult patients and 2 pediatric patients). During the 24-week, double-
blind treatment period, patients were randomized to receive EVKEEZA 15 mg/kg given
intravenously every 4 weeks (n=43) or placebo given intravenously every 4 weeks (n=22). After
the double-blind treatment period, 64 of 65 patients entered a 24-week open-label extension
period in which all patients received EVKEEZA 15 mg/kg given intravenously every 4 weeks.

Patients were on a background of other lipid-lowering therapies, including maximally
tolerated statins, ezetimibe, PCSK9 inhibitor antibodies, lomitapide, and lipoprotein apheresis.
Enrollment was stratified by apheresis status and geographical region. The diagnosis of HoFH
was determined by genetic testing or by the presence of the following clinical criteria: history of
an untreated total cholesterol (TC) >500 mg/dL and either xanthoma before 10 years of age or
evidence of TC >250 mg/dL in both parents.

Baseline Disease and Demographic Characteristics

In this trial, 40% (26 of 65) patients had limited LDL receptor (LDLR) function, defined by
either <15% receptor function by in vitro assays or by genetic variants likely to result in minimal
to no LDLR function by mutation analysis.

The mean LDL-C at baseline was 255 mg/dL (in patients with limited LDLR function, the mean
LDL-C at baseline was 307 mg/dL). At baseline, 94% of patients were on statins, 75% on
ezetimibe, 77% on a PCSK9 inhibitor antibody, 22% on lomitapide, and 34% were receiving
lipoprotein apheresis. The mean age at baseline was 42 years (range 12 to 75) with 12%
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>65 years old; 54% females, 3% Hispanic, 74% White, 15% Asian, 3% Black or African
American, and 8% other races or race was not reported.

Endpoint Results

The primary efficacy endpoint was percent change in LDL-C from baseline to Week 24. At
Week 24, the least squares (LS) mean treatment difference between the EVKEEZA and placebo
groups in mean percent change in LDL-C from baseline was —49% (95% confidence interval:
—65% to —33%; p <0.0001). After 24 weeks of open-label EVKEEZA treatment (Week 24 to
Week 48), the observed LDL-C reduction from baseline was similar in patients who crossed over
from placebo to EVKEEZA and was maintained in patients who remained on EVKEEZA for
48 weeks. For efficacy results see Table 2.

At Week 24, the observed reduction in LDL-C with EVKEEZA was similar across predefined
subgroups, including age, sex, limited LDLR activity, concomitant treatment with lipoprotein
apheresis, and concomitant background lipid-lowering medications (statins, ezetimibe, PCSK9
inhibitor antibodies, and lomitapide).

Table 2: Lipid Parameters in Patients (63 Adults and 2 Pediatric Patients) with HoFH
on Other Lipid-Lowering Therapies in Trial ELIPSE-HoFH (Trial 1)

LDL-C ApoB Non-HDL-C TC TG* HDL-C*

Baseline 255 171 278 322 124 44
(mean),

mg/dL
(N=65)

LS Mean: —47% —41% ~50% —47% ~55% ~30%"
EVKEEZA

(N=43)

LS Mean: +2% ~5% +2% +1% ~5% +1%P
Placebo

(N=22)

LS Mean —49% -37% ~52% —48% ~50% g
Difference
from Placebo | (—65t0—33) | (-49t0—25) | (-65t0—-39) | (=59 t0o—-38) | (~66 to—35)

(95% CI)

*Neither TG nor HDL-C were pre-specified in the hypothesis testing

®Mean percent change, based on safety population (EVKEEZA, n=44; placebo, n=21); HDL-C is presented for
completeness but was not an efficacy endpoint that was statistically analyzed.

One subject in the placebo group discontinued the trial before Week 24. The treatment difference and 95%
confidence interval (CI) were estimated using a mixed model repeated measures analysis.

Abbreviations: HoFH=homozygous familial hypercholesterolemia, IT T=intent-to-treat, LS mean=least squares
mean, N=number of randomized patients, CI=confidence interval

The LS mean LDL-C percent changes over time are presented in Figure 1.
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Figure 1: Calculated LDL-C LS Mean Percent Change from Baseline Over Time
Through Week 24 in Patients (63 Adults and 2 Pediatric Patients) with
HoFH in Trial ELIPSE-HoFH (Trial 1)

Abbreviations: LS mean=least squares mean, HoOFH=homozygous familial hypercholesterolemia, DBTP=double-
blind treatment period, SE=standard error

Pediatric Patients (aged 12 to 17 years) with HoFH

In an open-label trial (Trial 2), 13 pediatric patients with HoFH (aged 12 to 17 years) received
15 mg/kg of EVKEEZA given intravenously every 4 weeks as an adjunct to other lipid-lowering
therapies (e.g., statins, ezetimibe, PCSK9 inhibitor antibodies and lipoprotein apheresis) for a
median treatment duration of 33 weeks. The mean percent change from baseline in LDL-C at
Week 24 was —52% in the 9 patients who completed treatment and had a lipid assessment at
Week 24. Overall, the effect of EVKEEZA on lipid parameters in pediatric patients aged

12 to 17 years with HoFH was generally similar to that seen in adults with HoFH.

Pediatric Patients (aged 5 to 11 years) with HoFH

Trial R1500-CL-17100 (NCT04233918; Trial 3) was a multicenter, three-part, single-arm, open-
label trial in pediatric patients aged 5 to 11 years with HoFH /see Adverse Reactions (6.1)]. Part
B of this trial evaluated the efficacy of EVKEEZA 15 mg/kg given intravenously every 4 weeks
as an adjunct to other lipid-lowering therapies (e.g., statins, ezetimibe, lomitapide, and
lipoprotein apheresis) for 24 weeks in 14 patients with HoFH.
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Baseline Disease and Demographic Characteristics
In Part B, the mean LDL-C at baseline was 264 mg/dL.

At baseline, 86% of patients were on statins, 93% on ezetimibe, 14% on lomitapide, and 50%
were receiving lipoprotein apheresis.

The mean age at baseline was 9 years (range 5 to 11); 57% females; 0% Hispanic; 57% White,
14% Asian, 7% Black or African American, 7% American Indian or Alaska Native, and 14%
other races. Mean body weight was 40 kg. Body mass index (BMI) was 20 kg/m?.

Endpoint Results

The primary efficacy endpoint was percent change in calculated LDL-C from baseline to
Week 24. At Week 24, the mean percent change in calculated LDL-C from baseline was —48%
(95% confidence interval: —69% to —28%). For efficacy results see Table 3. HDL-C and TG
reductions observed in this trial were similar to changes seen in Trial 1, see Table 2.

At Week 24, the reduction in LDL-C with EVKEEZA was similar across baseline
characteristics, including age, sex, limited LDLR activity, concomitant treatment with
lipoprotein apheresis, and concomitant background lipid-lowering medications (statins,
ezetimibe, and lomitapide).

Table 3: Lipid Parameters in EVKEEZA-Treated Pediatric Patients (aged 5 to
11 years) with HoFH Who Received Concomitant Lipid-Lowering Therapies

(Trial 3)

LDL-C ApoB Non-HDL-C TC
Baseline 264 168 282 316
et me/d me/dL me/dL meld
Percent -48 -41 -49 -49
g::e‘;ﬁfef;?m (-69 to -28) (-39 to -24) (-68 to -30) (-65 to -33)
Week 24
(95% CI)

Abbreviations: HoFH=homozygous familial hypercholesterolemia, N=number of randomized patients,
Cl=confidence interval

16 HOW SUPPLIED/STORAGE AND HANDLING

EVKEEZA (evinacumab-dgnb) injection is a clear to slightly opalescent, colorless to pale yellow
solution. It is supplied as one single-dose vial per carton.
e  345mg/2.3 mL (150 mg/mL) NDC 61755-013-01

e 1,200 mg/8 mL (150 mg/mL) NDC 61755-010-01
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Storage

Store in a refrigerator at 2 °C to 8 °C (36 °F to 46 °F). Store the vial in the original carton to
protect from light. Do not freeze. Do not shake.

EVKEEZA does not contain a preservative. If not used immediately, store the diluted solution
refrigerated at 2 °C to 8 °C (36 °F to 46 °F) for no more than 24 hours from the time of
preparation OR at room temperature up to 25 °C (77 °F) for no more than 6 hours from the time
of infusion preparation to the end of the infusion [see Dosage and Administration (2.2)].

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Hypersensitivity Reactions

Inform patients that hypersensitivity reactions have occurred with EVKEEZA. Advise patients to
contact their healthcare provider immediately if they experience signs or symptoms of a
hypersensitivity reaction [see Warnings and Precautions (5.1)].

Embryofetal Toxicity

Advise pregnant patients and patients that may become pregnant of the potential risk to a fetus
and to inform their healthcare provider of a known or suspected pregnancy. Advise patients who
may become pregnant to use effective contraception during treatment with EVKEEZA and for

5 months after the final dosage. Encourage patients who become pregnant to report their
pregnancy to 1-833-385-3392 [see Warnings and Precautions (5.2) and Use in Specific
Populations (8.1, 8.3)].

Manufactured by:

Regeneron Pharmaceuticals, Inc.

777 Old Saw Mill River Road

Tarrytown, NY 10591-6707

U.S. License No. 1760

EVKEEZA is a registered trademark of Regeneron Pharmaceuticals, Inc.
All rights reserved.

© 2023, Regeneron Pharmaceuticals, Inc.
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WIFTEHRES

ZDEEFIZIX. EVKEEZA #RENSADERT A -DICLERE
TOFBBIE TN TWAB DI Tid/ev, EVKEEZA DG E#HEX %
BROZ L,

EVKEEZA™ (= £} 7 < 7 dgnb) #1EH
KEYIEAZE: 2021 6
BEDERERR

ZhHE « ZhE®) 202343 A
ZheE - 2HR
EVKEEZA 137 > VAR F VEEH 3 (ANGPTL3)FHEIR T, A K
V5 MDA EO R EHEAERF S 2 L 2T 10—/ LffE (HoFH) 1
KT BHMOEEEE Y RE A 2 L AT v—/L (LDL-C) & FHEO M) &
LCOfHZ#EIGET D, (1)
f PRI R
o MOFRICL D E L AT B — VIERSE (~T 0 AR S
2 L A7 v—/VIJE (HeFH) 84 2 & T0) (231 5 EVKEEZA D%
Atk & BT REL S ATV R, (1)
o LMERBRRERE L CFICKT D EVKEEZA OBITHH <5
TR, (1)

- A&

o HELEAEIT 15 mgke, H 1[E @ HEIC 1) SFEFE (2.1)

o JTHMHIER ORI FTEIZ OV TIAFIERELEBR, (2.2)

o FWRIEE, TA CNULBMPBIE 7 4 V4 — (0.2~5um) 35
BT A 2 AL, 60 5 TRIEFET 5, (2.3)

o AMAMAILIRALIZV ., FUET A > Tl & RIFHCES L
=0 LRnzZ b, (23)

o BEIWMODDORWERBIE (L7 2—Yar )77 ar, B
JERG & ) ARHLLTCE A, AREEL LT, K%
P UET T 5, (2.3)

AR - &
o [N B S 7 VA D 345 mg/2.3 mL (150 mg/mL) &K &
1,200 mg/8 mL (150 mg/mL) 5 (3)

e T EF 7 <7 dgnb Xi% EVKEEZA IO W3 25 B
TR BUE SOGIE,  (4)

E¥EROHEHLELORER

o FELIBHESOS: BERRBRIZ 35UV T EVKEEZA O 51T EWIEL
LCW5, EERBEIESSIE L= E1X. EVKEEZA O#
Bl U ORI 2TV, 8 SRR 2SR T2 & THZE S
%, (5.1

o JE - JEIE I B FEER T, EVKEEZA BN BIRICHE TH B wrhelk:
MWRIBENTWS, EIROAHEMEN & 5 B8 LTRSS
T AR E T 5 2 &, EVKEEZA ¥5-BUARTIC IR 4
1THZ L &2BETDH, WROFREMEND 2 BE IR LT, #5
PR O G5 RAK S D AT T 5 X585 T52 &, (5.2,
8.1,8.3)

BIVER
EEEORIER (Z5%) (X BIHEEZK ., A4 > 7 L= o FERRE, wEitED
FU, BIE, BELEOES ThoT-, (6.1)

BIERRSRDILIZH-A1E, Regeneron (1-833-385-3392) Xi% FDA (1-
800-FDA-1088 X% www.fda.gov/medwatch) IZ#&T 5 =2 &,

BERPAEHRL O FDA ABEFBEMITERIL 1T 23K,

RFT: 202343 B

WHEREI: HEK*

1 ZhHE - 2R 8.3 G R RE2R
2 s - & 8.4 AN RNE 252
2.1 HESE & 8.5 Al ~ D5
22 R SR BT v 11 PR
23 RURERE A 12 RSB
3 Al - & 12.1 1E R
4 IS 12.2 )
5 e o DM E oS 123 Sy Ehne
5.1 TR 72 B BBUE B 12.6 o g
5.2 IR - i e T 13 FEREIR FE
6 wI1EA 13.1 MAEPE, BB, ARl
6.1 TRBR T OREER 14 i A R
8 FEEMNICRT 5 16 LT S OB D A
8.1 I 17 AEEAHRR TG
8.2 e
LG ERECTHB SN TWAIEE I LTy,
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A5 18 3T
1 ZNEE - DR

EVKEEZA X, AKX S 5L EOREREAIRERMER 2 L AT 20—/ LILJE (HoFH) &
F\ T A OREEEE Y RE [ 2 L 27 1 —/L (LDL-C) (& FEOMiB) & LT offi

ZHEISET D,
A5k A PR

o MMDFKIZLDE I L AT v — VIIJERE (~T M REE 2 L AT 1
— VIILE (HeFH) 835 % & 1e) (281 5 EVKEEZA 07224 & HRhIE ML S
LT 0,

o DMIEYRBFEHRER LT RICKTT D EVKEEZA ORI ST,
2 A% - AE
2.1 HREAE

o HEREHEIL 15mgkg, H 1E@HEIZ 1E), ZhE 60 50 CRliErET 2,

o BEZENIHEITAIMIESNIKREG L. TORITEKEGHNGA 1EO
&G LT 5,

o [HARMIMEMIZIS U T LDL-C #IET 5, AFEKD LDLAK TFEMIZ, #5546
BB QM) ICALNLD ETREEND,

2.2 RIREHERRET

o BEDOEHAREIZESE, FNITKLERARIEDHE (mg) & AR (mL) LN
AT NEEHET D,

o IMIKIZIRE. ., RN nE 50, BERNCERET S, KK ITSE
B~ DT AR FE A CHEA~HEE A DORIKR TH 5, IRHE. 20 IR 1238
DOENDLEGEITREG LW &,

o EVKEEZA O3 A T/WTHEEHARZRTH Y . RFEAIZRINS L TH R, K
FIHRUT, BEREAIIAT O 2 &,

o NATINERVIEERNZ L, REONRATNANLMLEEZREZIEDY . 0.9%1E
B HEEAET N U o A USP XUT 5% 78 T 5 A b — & USP 23 250 mL A
S T2 HEEFEN y ZTWHEANT D, Ny 7 & #HIC R S THRRERZIRE
5o IRVIBE 2N &,

o MR DOFBAIREIT, BHORFHFEIZIE T T 0.5 mg/mL~20 mg/mL &4
Do
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o MRIHITITBRE DITHREG L. A TR ORIIIFEIET D,

o EBITMHHLARWEES, FIRIEIKEIL 2~8 °C (36~46 °F) D% F T 24 Wi,
XIE25°C (77°F) L FO=RIE T 6 Kffil £ TlRAFTE 5 (WIThuh ., EEETGH
B 75 O IR T £ CORR) . AREERITER S vz &

2.3 R EE T E

o Wik EWIE LTIZSAE., BERIC=EIRIZRET,

e EVKEEZA #WRREZ. 74 N XUTBIBE 7 4 V2 — (0.2~5um) HEEF
ETA R L. 6050 TRt 5,

o AIAMAKILEAS LIV, FUEHET A CTHAI L RFICESG LY Lanz
i

o HEITMOLLORIERMEEE (7 2—Yar )77y, BEUERGES
) RNRBAL-HAT., SHREEZESY-Y, &5 2P I k3 5 5
R OMEH |- D/EE (5.1) K OF BITEM (6.1) 2],

o AL VHREAT 7= —VARATOLA IV TITPPOLTHRETE D,

3 K - &

AFITHZEHA~ DT PIIAREH TEA~BRADRKE TH Y . IROFFETHIG SN D,
o JEHHIE: 345 mg/2.3 mL (150 mg/mL) &% % 1,200 mg/8 mL (150 mg/mL) . W91 %
BEEH A T LAY

4 =Y

AEIT, =B F 7 <7 dgnb UTARIETMAIOWT N3 5 H S el HUE St O BE
OB L EE R LT 5, BEELBEUERS (7T 74 77X —250)BBUENH
D [ OME F 078 (5.1) 2],

5 BEROERA EOER

5.1 EHFE 72 1B BUE Rk
REEDORH N, 7T 7 4 7 X% — %GO EBEMABMERISRIENR S 5 [HFER
(6.1) 4], 72 BUE NG OBE XATIER AR L7285 13, EVKEEZA i #e 5

ik U TSR 21TV, s EIEIRNE AT D TR 5, =827~ 7 dgnb
V%19 2 B 2 BUE SO OBEEE 2N 3 5 E 381X EVKEEZA 225 Cdh 5
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5.2 R - fRIREM

W& T AR ER OFE 5725 . EVKEEZA 1 IHRBE TR E L-5E. BIRICEE
THHAREERD D, BEEEMO I F /7~ 7 dgnb &5 L7-EX, E b
FEam e el HE TRILEESEM LTz, RO RN H 5 B T3 L TRk
XD fatE a2 a4 b Z &, EVKEEZA BEBRAFNIIIHIRRE 21T Z L 2% E T
%o MEMROAIRENEDN 8 5 BT LTl AER G PR OEKEGH&KS DAM. A
NI TTETHRIEZAT O KBS T 52 & [FFEEMICX T3R5 (8. 1, 8 3) M),

6 EIYEH

FRIRIERD H DR OENWER A, FRDEIZHH SN TN D,
o HEEIMBBMENIS [BHER O LOEE (6. DM

6.1 1BBR CORRBR

BRPTONLOI RIS ESETH L7720, & HEFRMLOIBERTH S REIERRBLR
ZHOEERSDOIGERICR T 2RIEHRIR CERLK T2 Z L3 T, £, £hn
WRRBLS CH OO IBIRZ MY 5 & BIRG R0,

A OVNE (12~17 %) @ HoFH BRF 2 BT S EIVEH

HRMT — 2%, 2o EER, ZEHER, 77 B RAREBROET —% (BF 81
BillZ EVKEEZA % #%5) 1235\ C 5, EVKEEZA £ 541D 445 R 1T 48 17% (#a1H:
15~757%) T. 52%03 M, 5%t A= 7%, 2%NAN. T%0NT VT %, 3%
BANFREIT 7V HRT AV AN, 9%NBFDOMAFETH 7=, EVKEEZA #5151 44 {5
(54%) 7 HoFH T& -7z, EVKEEZA O 5.1, thOIREIK TH#ELE G NiitmEn A 2 F
v, TRF T TuEAGBBEEY T F U - Ry 9 (PCSK9) FHESK, ¢
IHAER, 77z b—YRE) 2 EEE L UTON,

77 v AREE 16 (2%) KON EVKEEZA ¢ 5-2 6 2%, 777 4 7% > —1 & 5E1p)
T, AERH OO Z2F 1L LTz, &b @EHEE TH->ZRIEH 3% EVKEEZA #5-
FICHE I, 77 EARHIVLEHETHoT-H D) 2R IR,
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x1: EVKEEZA ## 5 L7z 12~17T DR AR O/NEBE D 3%BTHEE L
7RI bEHEETH-ENER Q4B 7 R RRROHE
BIYER 78R EVKEEZA
(N=54) (N=81)
% %
IRUEFEDS 13 16
ATV PR 6 7
FEEIPED F U 0 6
S 0 5
L 2 5
i3 0 4
T )9E 0 4

EVKEEZA #5610 3%A0 CHRIE L, 77 BRI L EHE CTh > 72 Z LSO
TEF L LCid, R, E5oEEYge, SR OERIH -7,

BEREE 7)n B A FE D — @ PR AE R M AR T & O 2% EVKEEZA AU OB
BOWTEBELTWAR, ZRHIEINAZETL O TIEARL . SMETHIEL L,

TR ABEE SR

TFT74T7F% =1, 7T EREEHETIZI0% THo7-H DD, EVKEEZA ¥ H#T 1
Bl (1%) & S 47z,

ST 2= g T g

AT a—=Var T rvariy, 77 vREER 26 (4%) &N EVKEEZA 58 6
Bl (7%) THE S TW5bD, EVKEEZA B GBI TRIEL LA > T a—Ta VT 7=
NE. FEAEALE O R, RBEN FVRT, BEOLKERATH ST,

/A HoFH 22 (5i~11%) BT D EIEH

et — 2 1%, /N HoFH & 20 6 (5~115%) x4 L L7z 3 itk oIE sk
B 7 — N Lo T — XIS b O T, IR P REIX S0 CTH -T2, 23— b
A TIIEFE 6 Fl2 £ 79 EVKEEZA 15 mg/kg Z HEIF RN G L, £ O®%IKROHEEZ RE
L7z 73— F Bid, =—7 7283 14 1l EVKEEZA 15 mg/kg % 4 ¥ 1 [RIEFRN % 5-
THHBE 24 WA Ch o To [kl (14) 244 . /S— F ClE, N— M A F7T
=k BIOEHEBAT LTEBE 20 255 & L. EVKEEZA 15 mg/kg % 4 J[#IZ 1 ]
RN G- 5 48 MIIE R SR T, BE FHFENL 9k (FiPH - S~1153%) | %tk
60%. HAT70%, 77T % 10%, BANERIET 7V BRT AV DA%, 7 AV BAfE
RELET 7 ADHER 5%, TOMAFEN 10%TH-o7-, ZNHEFTHED LN
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EVKEEZA OZ&M7 v 7 7 A4 id, AR 120 Eo/NRERE T I N 24
M7e 77 A E =KL T\, EHPBEER N EBINENTZ, FHIL3I AN (15%) O
BETHE SN,

8 g T AR5
8.1 PaR I

U 27 OB

A DT AR O T — % )5 . EVKEEZA IIIFIRBE ICEEG LI SA B IRIc A E
THOHAREERH D, E P TINETIZELNTWDLT—XIIAR+HoTHY ., FEWHRL
KRB, HiE, RHRCIRIBICE T 28 E 2RI B3 2 FAIBEE Y X 7 135 T 7
VW, TEF I ~7 dgnbidt F1gG4E ) Fu—FNHURTH Y [MHR (1), & K

IgG TR 2 i3 2 LN 6N TNWA =D, =) 27~ 7 dgnb IZEHE B R
WIZBATT D RIREMED B 5,

BERIICH DFE T XICo )7~ 7 dgnb 2 F&RE L7z & &, b Mgmftld
& (MRHD) % F[al 5 & CRIEETE (F—A8E, /KEEAE, DO %) 23588 L7z,
WEIHRICH HITET » M=) 27 ~7 dgnb % MRHD % F[EI5H& TR FHK5 L
AT, IRRR IR 2 HEMEAILRD b oz, HAEKOTYX - v M
RIMyEICB W CTRIERTRER MG EED= ) 7~ 7 dgnb WAL= Z Lid, =)
7 <7 dgnb MO 1gG Hifk & [FRRICIHEEM 2 8iM 3 5 2 L2 R L TW5, (7F—F=
M), W IR S T A a2 R T 5 2 L,

IG5 FRRERIERF L REOHEE = A7 IIAATH D, KEIZKT
2 —fRARM TIE, BRARAYICEEA S AV IR IS 1 £ W20 S RME AR & WRPE D HEE
U ZZFZNZN 2~4% L DY 15~20%Tdh %,

EVKEEZA £ 5-FICBFE DR U256, EREMSE 13 EVKEEZA 8% % i (1-833-
385-3392) THETHZ &,

74

BYy=—#

R X2 HOTIE - IR ERBRICBW T, =) 7 ~7dgnb 1, 5, 10 KO

30 mg/kg ZULHR 7~19 B B O BT 3 BIZ 1\ (Q3D) K F# 5 L7, =t )7~
7 dgnb IX 7Y FIZH T, MRHD (15 mg/kg 4 12 1 [A1#5) 1175 b MRFEEE T
B8] 5 RHART B 7 ~ 7 dgnb BE#E B (AUC X— R) THEEAFEIEEZ /R L, R—A8E, RN
- 3 MEILR K ORI R ORI & 72572, RIBAFRIZZ UM b A BT
(FHZE - NFE - FFRFOAKAKROEFE A, KEMEOSUINEMOIER), 2 bl
e RHAEMSE (R TCOHBEIZBIT AE L FREIC L2 BT, REORERINE
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B BEM OREFRERD 2 ETe) IC - L, BREEL, W (&, BEE O
B K OWRRARERD OB G fHAEMEIC — L=, 10 & T 30 mg/kg/Q3D R D EEH)
YimbAENTRIBOMEF T, =87~ 7 dgnb DWRHMKMIEF LV & ERETH

77,

HWEZ v b ERAWER - IBIERERRCTIX., =7 ~7dgnb 5, 10, 30 XY

100 mg/kg/Q3D Z#EHR 6~18 H H OIRE MK TG Lz, BEo-eFr~7
dgnb ZFE EIX. MRHD [CBWTHIE SNzt FEBEEIY LD 7ehoTz, =8I~
7 dgnb 1% 100 mg/kg/Q3D IZHB W TR OB C L ERL LT, =) 7 ~<T

dgnb (I 2 L, 0.42~0.65 @ Cretat/CMatenal )L THIH 72, WTNLOHETE,
IR - BRI ISR T 2 A FEETR O 6o Tz,

PR, IR - BRIRIEAE KR O HARTRE BT ICET 2GRN T, M7 v Moz
7~ 7 dgnb 30 2 OY 100 mg/kg/Q3D % A3 )2 2 WA HATHR 21 H B IR A 21 HE £
TR FEHICE VS L, BEo L2y 2T, RBP4 0T MRHD 128
T5E MERBERE TR, RHARMECRAEFIHITGEED b7z,

8.2 B3l o

U 27 OWFEL

b N XFEOAHFIZBIT S5 ~ 7 dgnb OF ., FEALEE R O TS
BN OHHFEAICKTT DB ONTIL, T—F N0, FHMERIgG At hELHFIZ
FAIET D Z LMo TWLHR, REETOARICE TS, =T 7~ 7 dgnb ~D
JRPTEILE ZECIRER 7 25 2% ST 2 BIIAHTH 5, BE L OEEEICKH LT
BHITAERTH DD, [FFEFIC EVKEEZA IZ% 2 REB OGRS, & ST 3LRE
75 EVKEEZA X3 REB O R RN L EEELZ T L2 B ET 5 Z & bMET
H5,
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8.3 FESERTRE 7R 55 4

SENRAR A

AR DO RIREMEDN & 5 A TlX. EVKEEZA ¥ 5-BMGRIIEIRME 21T 5 Z L 28T 5
& [EEER OMEI - DMEE (5.2) KON FFEEMNIC ST S B5(8.1) 2],

HERE:
LAt
Y EBROFEF )5 . EVKEEZA OFIRERE ~DOFKEIIRIRICHEETH D /RN H 5

[FFEZETIZA TS B4 (8.1) B, AARD A GEHER & 5 8214, EVKEEZA $%5-1 &%
O 5% AR S W A, A7 FIE TR AT 9 R&ETh D,

8.4 INR~DEE

HoFH {& #1238 Tl od LDL-C K F#iE & OFH L 72 & & O EVKEEZA O & %)
PEIE. SR EO/NREBFE CHENL S LTV D, Z Ol T EVKEEZA O AL, #
Ot zE & LB ENTERAMGRBO BT U AL > TEMT L TED,
S5k Lh EO/NREBFEICBIT 26839 & BEMEOBINT — 2 B500TW D [FITER (6.1)
K OF kit (14) 206, 5~11 i O/NUEFITI T 5D EVKEEZA ODERME7T v 7 7 A
JATRRA R DN 12 LA E /NS LR T, 2 EIER & L GBS vz,

5 A O /N HoFH (23 T, EVKEEZA OZ2Mk & AR IR STV R0,

8.5 HEE~ORE

EVKEEZA DOERABRIZIT A3 7250 D 65 il LD @l #H 23E Eh T iRipo 7oz,
DX BRBEVERE L RRDLOCETRTNE I DI AHTH S,

11 PR

TEF 7= 7 dgnb 137 VAR F AR A 3 (ANGPTL3) fAEE / 7 v —FLffk
(gG4 T A VB A TF) T, F¥A=—RANLAZ—PUH (CHO) MaiZ s34 AT
FLAHE 2 DNA ATz L v X s, =27 <7 dgnb O &I 146 kDa TH
Do

EVKEEZA (=t 7 <7 dgnb) §iEHIZRAFAIIERIN O F RN 15 5 IR E R K T &
Do ZOWRITER~DTNTAREN, EE~HEHE T, AIEABRL 2580720,
NA T 1 ARKOE R 345 mg/2.3 mL 3IE 1,200 mg/8 mL, ®iE 1 mL i) 7 ~~7
dgnb 150 mg, L-7 /L ¥ = (148 mg), L-t AF T (0.74mg), L-t AF T —
SERRM KR (1.1 mg), L-7'm U > 30 mg), AU Y /b— b 80 (1 mg) K OVER K
USPEEH L, pHIZ6 TH S,
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12 b R S

12.1 YEFE

T B 7~ dgnb X, ANGPTL3 IZHEG LENEAET LA e €/ 71—
NMHUETH D, ANGPTL3 IZEL LTHIZEBWTHREL TWA T v IR F U HEA
77V —0—>T, UAREHY —F (LPL) K OMAE N Y S—+¥ (EL) #fLET S
ZEIC LV IREMRHOMENCE S L TW\Wb, ANGPTL3 Nt 27~ dgnblZ L~ T
fHZE X5 &, LDL-C, mEE Y REHaL 27—/ (HDL-C) X O'rV ZU& U K
(TG) MEF9 2%, =EF 7 ~7 dgnbld, LDLAKRD Lz Hh H@BIREE Y R Ry
(VLDL) D7ty o 7 L ez RitEd 5 2 L2k v, LDL Z &K (LDLR) DA 2B
b5 LDL-C #K F&¥ 5, =+ 27 ~7 dgnb 2 ANGPTL3 % JiEl#r4 % & LPL & EL
OIEMENILE SN 2D ZTNEFNIZE > TTG & HDL-C ME 9%,

12.2 I
T b7 <7 dgnb & HoFH BB 1IC# 54 % &, LDL-C, # =L X5 1—/L (TC), HDL-
C. 7R IUNREHABMOTG WME T D [HL#E (14)2/4],

12.3 FEE) R

ARIETIRAR DY ENREXT A —F 1T, FRIW S 720 RY . =7~ 7 dgnb 15 mg/kg
Ze 43I 1 [E, FRIRNE G- L7cEE DL DO TH D,

EFIRREICIT 4 [ G554 CRE L, ST 2 Th o, BEMEYEEET U Ik
UL, EFIREBICBIT D2 NEE O T 7IREEE BEHERZS) 13 266 (120) mg/L T
HOIK L, B GHET RO RN EE O Croax (FEHEMR ) (X 718 (183) mg/L Th
e ZUT T UANHEMIETH D=0, HoFH BEIZBW TS 7 ~7 dgnb O &
 3EHEE L 15 mg/kg 4 B2 1 [EIFFIRNER G- & Lo & & TREIND EFIREICBIT 55
JEE B R AR T RS (AUCuuss) OEIINE, 4315 TH -7,

paxiil

RHEE SR B REFRATIC K 0 HEE L 72 ERIRRBIZ R 1T DR A BE O A B FEIL, F4.7L
Thoi-,

=S

T B <7 dgnb X, BRIZARES & IERIERREE CIAT L CIHRT 5, miRE TOHERIZ
T & L TfMZ RS RWEANIRKIC L 2 b 0T, (KIEBE T, ANGPTL3 EH %/

L. fafnz r~d IERIBEEAN TR E 725, HREHIIMETR = 2 <7 dgnb R
WZE o TEDPY, —ETIEZ2V,

RHEMERYEBIEMRITIC L v . MET )27 ~ 7 dgnb IBENEE FIR (78 ng/mL) % F
[ % £ TOMRK (FRff) 1X, THFARIET 15 mg/kg & 4812 1 BIFRIRNICES L5
A PG ZR20TH B,
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e

TS <7 dgnb O EMRRBIREIIFE SN TWRY, =S 7~ 7 dgnblit ME
J 7 a—F )V IgGAHURTH D720, NIRME 1gG & [RIARIZ BRI T/h_TFF R ET 2
BRI NG LTRSS,

HEMH
E/ 77— APRTHL S 7~ 7 dgnb i, BLHEES W EEB X HLD,

Frik 70 S

e BR A 183 5] & HoFH 35 95 il DT — X IO\ THT » 7= REE SR Eh REfEAT 12 K
D, AR (12~75 %), PERI, KE 2~152kg) KOAFE (AN, 7TVT %, BAELIT
T7YVHRT AV I AKOZEDOMAFE) 1T= 7~ 7 dgnb D55 BRI E
TRRENIPNT ENRIBEI N TV D,

PEEE

12~17 7% HoFH #3& 3 lic, =&~ ~ 7 dgnb 15 mg/kg % 4|2 1 [EIEARNEES L
oDy, EFIRRBIZBIT D T TIRE & &G TRFOIREIIMABE THLHMN T
ol

5~11 % HoFH B3 20 #llZ, =B} 7~ dgnb 15 mg/kg % 432 1 [AIFFRINEES- L
7m. RHEEHEYEEET U 7k d &, NREFIZB T VY (BEEFEZE) EF b
TR 174 (74.1) mg/L, FEAKTEFEY) (BEUERZE) Cnadd 444 (111) mg/L Th
Do EFIRE LT 7IRE R OVEAK TRHEEIIRABET TROONTCEELVIKETH
STZR, EOHPHNTH - 7=,

BReREl B

T BT~ dgnb OEFIRFEIZIIT HMIEF F 7 7IRESEHME IR, 8B A AL
FEREREE R BB L BB CRIZE CTHh o7, HEEBMEEEELSE ClIIT— 2 NG5
LTV,

Vi e
JTHSREIE B TIET — 2 M EF b TnRuy,

FEWAE BAE R

TEF 7~ dgnb IZ W T, MM AERBRII TR TORY, MRICKEWNT, =
B 7 <7 dgnb B ERIRICAZ F 2 (T MANRAZTF o BANRREZ T T /NA
5 F ) IR LTV BE TR Y F R ERD 5 5 ELE T S Rinote, T5iE
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BIKTEEEZZ T W HoFH B #E L+ 9 Thlvo - HoOFH BE C, =7~ 7
dgnb REIZFETH -T2,

12.6 o R

PUEMPARRBLRIL, JIERE & FFREICRE KFT 5, DATICR#ET 23R & |
EVKEEZA F 72132 Ofh &) 7 <7 dgnb 85 Ot O FUER TIIEH L 72 PRl E LR
RIp D20, T OB THIE S NWZHUEMHUEARBRIZOWTITER D & L LKA T
TR, T HRBRD 24 B &5 HRH

NN 12 B oo/ HoFH (B3 (R 1 KOV 2)  [HKath# (14) 4] T
I%. EVKEEZA #%5-8F DOH =) 7 ~ 7 dgnb HFUAIITLRIT 0% (56 %1 0 4)
ThH-oT,

o 5~11%kD/NR HoFH 8% GRER 3) [Hk#EE (14) /) 2B 5507
<7 dgnb HifAJEHE KT, EVKEEZA #5BH T 5% Q0T 14]) Thot-, Hi
TEF 77 dgnb HABKI L2 0 16 TR, APER T BTS2 < 7 dgnb
RE~OREIIR bR o T,

T BT <7 dgnb FURITFHHRNMEN 2D, 2T 7 v~ TR O ERE, 4R
5 BEEARD (L) AT 2 2 ORBIIANTH D,

13 FERR R M

13.1 DAJEME, BRI, AHESE
DY AJEUE J OV LR U

T B 7 <7 dgnb O AFEHERERI I T TV R, =T <7 dgnb D2 EIFMEIT
FHl S TR WDS E 7 B —FLHURIT DNA Rk 2 2 S e n e PIERSh
2o

A b

PERIIZAREA LT HiERE ) = 7 1 /112 10, 30 324 100 mg/kg/ll 0 B F 4% 5 (AUC 1263
X MRHD OZNZ1 02, 1 X345, KT 100 mg/kg/iH OFEARNE G- (AUC IZFD X
MRHD 0 4 {i%) 217572 6 7 BB BRIV T, 2O R~ — 7 — (15
B, ORSILRRE. KL, RS TSEEIME . SRS 1 RN 72 0 RS TR R OVE I SR A T
R TR 2 EEEIIRD b o T,

WEZNE, RIS R OHVERTR RS (ST 2 HARBUC BN T, T v Moo e s
~ 7 dgnb 30 XU 100 mg/kg/Q3D % A28 2 WM A2 H R THHIC L V&5 Lz & x| i
B ORI K5 BB TROMET LR SNAD T, ZEFI <7
dgnb BERIT. AUC_R—ATMRHDICHITHE NEBERL D b/INShol-, VX
(CZZRRT40 AR v 7~ 7 dgnb 85 L, HEBEO/ROME L 2R S L & JEH
W OIEZEVEIC S BITIRRD Do T, HEV YRI5 v 7 <7 dgnb 5 RiX
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100 X T8 300 mg/kg/Q5D  (FEARNHX5.) T, Z D & X D&EFE&EIX AUC ~X— AT MRHD
IZBITSHE FERBEREOEZNEN 2MHL DS ETHoT,

14 i PR 3R

AR ON 12 5% L Fo/NR HoFH B3

ELIPSE-HoFH (NCT03399786 ; #lfi 1) akliki%, HoFH £ 6541 (A 63 5l OV
250) 1238 T EVKEEZA DFIWER 7T R & el sl L7-, SfikdkFE, —&HE
B, BiEAL, 77 R ERBRCH o7z, 2480 " EEREGHMEYS, BEIL
EVKEEZA 15 mg/kg 4 BT 1 RIEFARNE GHE (n=43) X7 7R EHEHE (0=22)
BAELSEIVAT Lz, ZoOEHERKEGHEE TR, 6561T 64 #1205 24 @ OIFEMRIL
KikBrIZHE A, 24112 EVKEEZA 15 mg/kg % 4 3812 1 [BIEFRN S L7,

BEITIE, WRAR E U TOIRER FFRIENETT S LTV e kK &ED A % F
v, T¥F T PCSKOPHEPUA, nIZ R, UKREAT 7 = L — A%), JEF
AR, 77 = b— 3 AJidTOF L #ilc L - CTERHE L=, HoFH O2 kL., #&in
TRRAEIC X DHED, ITEROIERE, b bRIBERFOKR 2 L AT 1 —/L (TC) A
500 mg/dl Z 2 THE Y . 2 10 AN HAEDFED HIL TV A2 UTH B O TC 73
250 mg/dl 22 TWDH, IZEY LTIEE & L,

N—=X Z 4 BR[O F7FHIFFE

AFERTIL, 40% (65 B 26 i) 23 LDL & 45K (LDLR) #4EE(X TR HE (in vitro 7 v &
A TZRHERED 15% AR CTh D, XIFZEIRE BT C LDLR BERE DK T UL R KT
BLEBRAONDEBEBETERNO LA LIER) ThoT,

NR—2 T A AZBIT 5 LDL-C 1% 255 mg/dL T, LDLR BEREIK FHRED—R T 1
YY) LDL-C X 307 mg/dL Th o7z, N—AT A NZBNT, 94%DEHETAHXF
Y. T5% T EF IT, 77% T PCSKI FAEFESUAR, 2% Tr I X RRKREEINATED,
3% TUREAT 7 = L—Y ARMIT SN TN, RN—R T A NZBT 5 EHHEEm I
42 5% (FEPH: 12~757%) o 12%03 65 ik LA . 54% 032t 3%75 A/ N= v 7 R, T4%1
FIAL 15%MBT VT R, 3%BNERAIT 7 U ART AU TN, 8%NZE O FE 1T
HRLThoT,

FEME H 12 B3 7

TEAEFREE L, N—AT A4 U5 24 H £ TO LDL-C 2163 (%) & L=, 24
BEHIZBT DRX—AT A Db O LDL-C {30 EVKEEZA #f & 77 REED 7
(/N IR 13, -49% (95% (5 HE X H: -65%~-33%. p<0.0001) TdH o7, 24D
FEE M EVKEEZA $¢5- 24~48 ) %, X—A T A /5O LDL-C K FEREIX, 77
RN 6 EVKEEZA (27 v A4 — 33— L7z BF TENR <, EVKEEZA 7 48 B[ 5
SNTBETHHER SN, AMEORRITER 2 25 M,

241 H © EVKEEZA |Z X % LDL-C X Fid, 4Ffm, M5, LDLRIGMESIR, UARERT
7 L= AP, WRIEEIR TEE (RFF . =¥F I 7, PCSKI FHLERIR, m
SHER) S, TORELEZY 77 —TFRTENR -T2,
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1.6 SMENZ I T D AR I B9~ 5 &kt

% 2: ELIPSE-HoFH RERGEER DIZBW CTHOIEEE TRENEI TS T\
HoFH % (A 63 IR UV/NE 2 61) DOIFENT A —~F
LDL-C ApoB #E HDL-C TC TG* HDL-C*
N—=RATAL V¥ 255 171 278 322 124 44
(E#)). mg/dL
(N=65)
/N —47% —41% ~50% —47% —55% —30%"
f: EVKEEZA
(N=43)
/N R +2% ~5% +2% +1% ~5% +1%"
fE: IR
(N=22)
;’? é R ;; —49% -37% ~52% —48% ~50% .
DE/N_".
T (—65~-33) | (—49~-25) | (-65~—39) | (=59~-38) | (-66~-35)
(95% CI)

“TG, HDL-C & 1T, REUE CTIXFRHEE ST Rho Tz,
b2 P 2 N — R & U2 2R LR (EVKEEZA: n=44, 77 & R:n=21), etz + 5720
HDL-C Z5C# L TV DS, ZAVUTHFH ARSI L 7o AR IE B ClI2zh o7z,
T RAREO 1FIT224EE LY ANCRBRA T LS, BEFZE L 95%EHEXH (C) IXREET VIXKIE
BEA AT & 0 #HEE LT,

78 HoFH="R TR F MR = L A7 17— VIE, 1TT=intent-to-treat, LS “FHfE=f/ —Fe FEIfE,
N=ME(E 2RI BE . CI=EH XM

LDL-C ZE{b=R (/) 3R P fE) OHERB 21X 11277
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T 7% — Y S HIER 345mg Ultragenyx Japan £ &4t
1.6 AAEIC BT D EARREICE T 5286

1: ELIPSE-HoFH B (BB 1) 1233175 HoFH A& (KA 634, /MR 2
Bl) DR—RF A 95 24 B E TO LDL-C (LR (F/h _RFHE)
DHB
30+ @ 7SR
—h—

20+
10+ { } } """""""""""""" }
,{’/ \\\\\ ) \$ 2

R—=A T A b OELRCEERRS HIMH: /R FH{#E+SE)

-60+
-70 1 1 1 1 | | 1
0 2 4 8 12 16 20 24
BEK A
TR 22 19 20 21 20 20 20 21
43 38 43 42 42 40 43 43

B&RE: LS V) fEi=f/h R FHE, HoFH= R EHESHRFEEES 2 VAT n—/VliE, DBTP=_EERE 5
HiR. SE=tEMERE

/2 HoFH 8% (12~17 #%)

FEBRRABR (B 2) TiX, /R HoFH &BE 1361 (12~175%) (2, MOEEE THRIE
(REFv, =mBFIT, PCSKIMETE, VAEBRAT 7= —T 2% OffiBhL LT
EVKEZA 15 mg/kg % 482 1 E#EARNE S Lz (GRFMIM P RE : 338) . 248EIC
BIFBAR—RF7A4 U bOYH LDL-C L IX, BFEEET L, 2438 B ICAEE 5
AN IBFIIBWNT-52%ThHo7-, &KL LT, 12~17% D/ HoFH BE DIEE
T A—ZZx 5 EVKEEZA DEAIZ—RRIZHR A HoFH BE TH LN D L ENR
Notz,

/N HoFH % (SrE~11 %)
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Bk R1500-CL-17100 (NCT04233918 ; #BR 3) (%, 5~11 D/ HoFH B3 & %5 &
L7=%haak, 3 EbiEnk. Bt FEEMRBR CTh 7= [FI/EH (6.1) /], ZORERD
sN— h BTl HoFH FBF 14 4 & x5 L L, OIREIKTEE (AZ2 T, mﬁ%\
7. uIZER, UREAT 7 = L— RO & LT EVKEZA 15 mg/kg % 438

1 [BIEFARAN P G- L. 24 B OFZIMEZ FRGE L 72,

N—X Z o R N I
=k BIZBIFDHR—RT A O] LDL-C 1% 264 mg/dL TH - 7=,

NR—=2 T A4 VFITIE, BED 86%UIZAXTF L BUIZZEFIT, 4% IcaI X Ki
BhH. S0%ICY REAT 7= L— A& EM LTV -,

R T A HEOFEERIT O FPH 5~117%) T, LME57%. v 2= 7 0%,
FAN57%. 7T % 14%, BAERET 7IVDRT AV DN T%., T AV DERE
PAET T AA AR 1%, £ OMATE 14% Th - 7=, FHREIL 40kg, RTF 1~ A8
¥ (BMI) 20kg/m?> TdH -7z,

AR 12595 7R

FEANMER L, XR—RA T A5 24 H £ TO LDL-C D& bR L Liz, 241
HDNX—RF A 5O LDL-C #HHEAE T AIEALR1T-48% (95%FHEX M @ -69% ~
28%) Toh o7, AMEICET A EICOWTIEE I 2R, ZoRBRTHZEIN:
HDL-C & TG O/ 1%, Bk 1 TRONEZEBILEEN 2o T- (E25H) |

ML \ZHIZ S 72 EVKEEZA |2 X % LDL-C & ik, 4Efn, 5], LDLR iEMEHIR .,
EY7IV~v%ﬁ% YEEEIKTA (AZ2Fr, = BFIT, nIXENR)
ﬁﬁ EDR—RA T A R LD ER R N )ho T,
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#3: JEEETHZBH L. EVKEEZA 235 L7- HoFH/NEBRHE ~11%) I8
FAREENRT A—Z (KRB 3)

LDL-C ApoB #F HDL-C ¢
R—ZF 264 168 282 316
CEHIE) mg/dL mg/dL mg/dL me/dt
(N=14)
24 BHOR—2 -48 1 » -
TAUDBBOE | (691028) (-59 to -24) (-68 o -30) (-65 to -33)
=R
(95% CI)

W53E © HoFH=mAREBEAERFHEM R = U AT 1 —/VillfiE, N=B{EAEIF BT, Cl=F
FE X [

16 TIEE/ Bk B OVEL D ;v
EVKEEZA (=t} 2 ~ 7 dgnb) #EHITEI ~ DT DI AFEH] CHEA A~ A O %K
Thod, RIEFT1HICHBEFER AL T VI ARAAD TS,

e 345mg/2.3 mL (150 mg/mL) NDC 61755-013-01

e 1,200 mg/8 mL (150 mg/mL) NDC 61755-010-01
IIREA
IRIBHN T 2~8 °C (36~46 °F) TIRIFT 2 T Lo /3 T/WISMAIC AIL, HLIRAE TR
FT5H2 &, HWESERW, IBVREERVWI &

EVKEEZA [3RFHIERIMCTH 5, HRERZBEHIZER L2WEETE, 2~8°C 36~
46 °F) D FC 24 IEfH, XX 25°C (77 °F) L FO=E T 6 R £ THRAFTZ 5 (W T
AU A E A LR S0 © U EREAK T TORER) [ - A (2.2) R,

17 BERRAFER

BEITX L. FDA KGR O BE MZoR (BEWMITER) 2ih L2575 2 &,
M BOE S

BFITK L, EVKEEZA O G EVIRHUER G BE L TWAH Z 235, 1@
BCE B s DB ROEIR DS H 72 A I B AT )V DT OJRPElCEK T 5 L 9B ET 452
& B R OMES L DVEE (5.1) 2],

I - e e EE

IEIREE K O AR D Al REME N & D BTkt L. BRI T B EMRIEZ LB L. iR b
MoTo V) OGS I DT ORI LD X 28535, RO A[aEMED
b HEFITIX, EVKEEZA 59 e D& 544 5 1 HIE, A2h 72 515 CREE 29T 5 &
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IET D, IR LZEEICIL, TOE% 1-833-385-3302 ICHE 5 L o189 [ZE K
CMES F-DIEE (5.2) KON FFEEFNICHS TS K5 (8.1, 8.3) S/,

RlEA

Regeneron Pharmaceuticals, Inc.

777 Old Saw Mill River Road

Tarrytown, NY 10591-6707

U.S. License No. 1760

EVKEEZA™PSFEHER|F : Regeneron Pharmaceuticals Inc.
All rights reserved.

© 2023, Regeneron Pharmaceuticals, Inc.
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T U — SR ERER 345mg
1.7 [RIFE [ — 2%

Ultragenyx Japan &4k

1.7.1

RERMA—RER

[FfEFEZA E LT, mIZE RADARME (Vv 7 A2y K7 &/ 5me,/ R 10 mg[F] 20
mg) ZIBE L, £, A EORMCEZRMA L,

*® 1.7.1-1 ARG —ER

WR7E4 T 7 % — W R R 345me VX ALYy N7 E/L5mg
Vx J ALy N7 &1 10mg
V¥ ALYy R 7/ 20mg

— i TSI =7 (s Z) 2 I XY RA VIR

e s Ultragenyx Japanik 2t LalZT 4« LT « F40—X -

Ty NSRS

BIRE ST R

RNEBESERFEEEEGa L AT —)L
ME

RNEBESRFEESa L AT —)L
ME

I SCESGT A

2022411 H &RT (BB 1hR)
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20224F11 HeZsT (55 1 W)

H AR HE RS T 3 B
87218
B & IR
BhEAR : 3664 1
ATV 5mg | 7 ENVI0mg | T EN20mg
ARG | 22800AMX00704000 | 22800AMX00705000 | 22800AMX00706000
WiE G 20164121
= A8 M fE & A A

OIFZERADIVEEBIEH T IV

S IXZEY R, 7/ 5 mg
S IXZEY R, AZE/L10mg
S IRIEY R, 7E/L20mg

Juxtapid. Capsules

MK, LA
) T ~ BRSO MRS & ) BT 5 =

i3

=23

AERE(C LY, FFREESIRET 570, FHEERE
FOTHREFICITV. BERICEVWTHBRSHBIS 1 F
. HEFSH LB 1 EOWThh B ICFF#EE
BRE (DB EHASTEALT) 2XETHE, 2B
RIS ESHIHBICIEPDEEFICELTREZE
WeBE, FEEREEOREIEDSNAIGEICETZ
DREERVERERICEL T, REX I BEFIEEET &
WB#HEDE, [7.1, 7.2, 8.1, 8.4, 11.1.1 &EE]

= FASICN

®2 (ROBEICIFB/ELAENE)

2.1 I AIIEIR L T 2 W REME D & % 201 [9. 4.9.5 S ]
2.2 MREREIUIEEEOFHRIER T O & 2 B3 L i b 7

VAT I F—YEEAEE L Tw s EE [9.3.1, 16.6.1

Z ]

2.3 AR CYP3ARLEAE I 2 A ¥ % 365 &2 x5

oEF [10.1 2]

2.4 BHN DKV UBBIE OB RED H 5 B H

3. fEBL - IR

3.1 #%
W% 4 VY7 AZEY R | VX7 AFEY F | V¥ 27 AFEY K
e H7EN5mg | A TEN0mg | HFEN20mg
1A 7knvdica | 17 7kvduca | 147 7kvdica
% 4 IFERRAYNVEE | IFERAVVER | IS ER XD VER
AT 5 69mg (1 3 4 | Hi1139mg (23 % | 4i2277mg (23 %
ErELT5mg) | ¥ F&LTI0mg) | ¥ F& L T20mg)
AR, LT — A, MAGT VT 7 —{bF v
wom AT, Ty Ty ) a—vEEF MY oA BEmEKS

A AFTY VBT ATV A

3.2 RHOMRK

W% 4 VY I AZEY R | VX7 AFEY F | VX2 AFEY K
e A7EN5mg | #7ENM0mg | %71 20mg
mrft (BEER) | B (BEED) | A (BEE) A
e W) o | At (R8) of | & () o6
fo - HIB|BES T EVAHL | A TEVHL TA| 7 72 VAL TA
[A733] %O [5 | 733] K U [10mg] | 733 &% O°[20mg ]
mg] OREET | OEREBEHT O R ET

v v @D | @ | (ol
S ox x FE194mm FA194mm FA194mm
LR 6.9mm LR 6.9mm AR 6.9mm

S s #176mg #1276mg #1276mg
k=~ A733/5mg A733,/10mg A733,/20mg

. RHRER (3R R

R EEAHFREMS L X7 0O—)VIEE

CRIEERIRHRICEHET B E

MR CIREAR T3 CRURA T3 I EF SRR RS E12
KA G- OEGZRETT 5 2 &

RERVRAE

WE. A, THIMS &% 2MIU LS T, v3y
¥ NELTO5mgOREIIR G- OS5, DAELICHEL %
<o BIERA TR 2 BRI Lo MR %Z &1 T10mgic
BT 5, SOICWMEILELREAICIE. 4 M Lo
TR ZMERL 2275 BREIZ20mg. 40mgllHim$ 5 2
LNTE S,

RAERVAERICEEYT X8R

70 AR 2B GHIZIMTE P 7 Y A7 I F— LRz ROy
& o TR L ORI A O EIER I LT 2 21247
9Tk, [1., 81, 8.4, 11.1.1 2]

AST XX ALTAH ik L IR A D JE T

A IR 345 | (1) 1AL T 2 965 %o

YL EAo 5 5E0 | (2) SR SN ITMEELITV. o
A (T VAV FRA 775 —E, &
VYN Y, 70 ha v U b E g i
I [PT-INR] #oillw) %179,

(3) MFlANTREREmR A 2 FEhE L. HFHERESLE (€
VLY Y EREPTINRIER) %728
A M NS AT I F— Bl

MR 565 % 88 2 728G, i 4 R AR R #E
L CHARMEM LR 352 TR S &
FIIRET 20

(4) M b > 273 F—BrHEEM LR
3fERME TR L =%, RHO%RY %
BT 286, WMEETHET 5L L IR
et % & 0 BN I M 5 2 &

FHEME ERo 5% | (D) %52k L. o liFtimd (7rrn

Phk RAT 7y —¥, EY LY, PTINRE
OWE) 2479,

(2) MmNy 2A7 I F— Ll EHEME LR
AR T - A B5omH% 48
T 5. HET YA Bk HE
I v RTEGEEZHGT2 L LD IS
PR RE A % X D IS FEET 2 2 Lo

7.2 L b7 ¥ AT 35— EHEO LADIRRRE R E O B E
WCEG, Wk, R, JE8G BH, WBIR, 4 7 rTa >y
PRAEIRE) 210 Ha, b L CI3EMEM RO 2 #5001
DE NI E Y AHEITEIFR R 2 ) BE I3 AH
oG ERILT S L, [1., 8.1, 11.1.1 2]

—
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TAHZLIZED, B R O/NERBNIC BT Y 7
k) FETEBEELYEY RV BOEEENET 5,
ZFORER, WM TcoOVLDLR /MG Tcohr 1 a3 »
O Y OB EHES 5, VLDLOBEAHE S h b & VLDL
DONFIEAD & O3 WAMET Ly 4P LDL-CI#EMME T3 %,

19. BRI CE Y 2 IE{EZMFNR

—HRE9EFR : 0 I ¥ ¥ R A Y OVERE (Lomitapide Mesilate)

£ % % : N-(222-Trifluoroethyl)-9-[4- ( {4-[4"-
(trifluoromethyl) biphenyl-2-yl] carboxamido}
piperidin-1-yl) butyl]-9H-fluorene-9-
carboxamide monomethanesulfonate

B F R CuHyFN,0, - CHO,S

S F E 78983

i3 RO~ FLALHROMKTH S, pH2~5D

KEHHETIC v TR MY, 28—V R
CRAY )= VIZHETFRT L, 2275 =, ¥
s7uu Xy YROTE M P VIRREBEITR
T 1475 =V RO2-Tusx ) — )Ll R
' (& ~ATH

FIZ< L, BERR T F VICETIC
CIFEAEBET R,

O « H=C—SOH

20. BV EDEE
20.1 FHERIE. F vy 7M. min. 2t
Z&,
20.2 MW IRETOLE
PAHCH B LT &

21, A& M

TIRET 5

PEERL TV, JBRe

211 B3 ) A 7 R 2 g O b BRI A 2 Lo

21.2 N CTOBRBIEBIAHO TIRONTWE Z L b, Bk
ﬁﬁ%fé’:‘ —EBDIERNARD T — I HBEHEN D L TOH
SR T 0 RAS IR R 2 ET 52 & 12X D,
2&%’]@1%)13%%0)“"5 TRz itET 2 & L bis, AHlo%z
VR OHMEICE S 57— 5 2 B UE L‘ AFH D 38
IS E R EEZH LT Lo

22. A%k
5 mg#H
10mgHLH] -
20mg#iH

23. TEXB
DR 1 BMS960397 v FRELIEGIC X B0 - falE
W5 BB (20164F 9 H28H7KRE. CTD26.6.6.2.2)
2) AR BMS97008/F 4k 7 = L vy MIBITH17TH MO
bR (201647 9 28 HIKFE, CTD2.6.6.6.2.6)

147 72V A D i
147 72V A D i
147 72V A D i

4

20mg. 40mgllHET 52 LN TE 5] TH 5D,

3)# %+ AEGR-733PC0031%0# 7 v M2 BT 590 H ik
CI%5-38% (20164F 9 28 H K&, CTD26.6.64.2)

L FNEFR © AEGR-733PC0003= ™7 A 10438 [Hl 56 T4 5- 4% A J5i
PEEBE (20164F 9 H28H&#E, CTD26.65.1.1)

5) ¥ %R © AEGR-733PC00027 v k10438 B 4% 5-7%5 A J5
PEEBE (20164F 9 H28H &#E, CTD26.65.1.2)

G)FENER : BV AT O — VMRS R e LT

AEBE (20164F 9 H28H &#E, CTD2.7.223.1)

VAR 1 CV145-00384 + 7 X4 7 €Y 7 4 3Bk (2016
49 H28H K. CTD27.2.234)

8) 4k Py : BMS-910060036.1L 4E 45 1 55 4

28H &, CTD2.64.4.2)

9) #E & HE: AEGR-733PCO009HT-HINE 2 Fl v 7244 AE%E (2016
49 H28HKF. CTD264.54)

10)# &R © AEGR-733-0107%% 18 5- g o443 5l (20164F
9 H28 A&, CTD27.224.2)

1D4EE A - AEGR-733-0170F b fEbE £ %2 49 % B & 10 B
B A R OV SR B RE (20164E 9 A28 H K 2. CTD
272251)

12) 4P H © AEGR-733-021 B b fEbE 2 4 4 2 B & 10 B
B At R OV SR B RE (20164E 9 H28H &K 2. CTD
272252)

1&&Wﬁﬂ'p@a@£%ﬁﬁﬁmaﬁ(mw¢9ﬁ%aﬁ
#. CTD27.221.10)

14) ffi N % ¥l : AEGR-733PC00211% #f ¥ O P-4500 B 5 %
(20164F 9 A28 H KGR, CTD27.2218)

15)#: N % © AEGR-733-018% b 5V — v & O E A
M (20164F 9 A28 H KR, CTD27.2.264)

16) #: % HF : AEGR-733-0247 M VN ¥ F > & O #MHH
B (20164F 9 H28 H 7K. CTD2.7.2.2.6.6)

17) 4N H 1 AEGR-733-029= 2 N5V F — v/ J Vo7 AF
A — MNEFHIE OSEWAIEAEMN (20164 9 A28 &%, CTD
272267)

18) #: & # 1 AEGR-733-101€ ¥ 7 4 =)V & DY HEAEH
(20164F 9 A28 H KGR, CTD2.7.2.26.8)

19) %k & A AEGR-733-0023 ¥ 41 B (20164F 9 F 28 H
738, CTD27226.1)

20) 4L R 1 AEGR-733-0137 V7 7 1) ¥ & WA HAEH
(20164F- 9 H28 HZ&#. CTD2.7.2.26.2)

21) 4P %R © AEGR-733-0301%] P9 i A 3B (20164E 9 A28 H
&, CTD276.32)

22) %L N % B 1 UP1002/ AEGR-733-00531 44 B PR 3tk (20164F
9 H28 K%, CTD27.6.21)

24. XBEKRERVHWEDEE
LaVysa - L7 - 74 V=R - Puos s rAatt
T102:0082 HLHET-ACH X — 7N 107 Hs 2
TEL 03-4510-2922

26. EERTTEEE
26.1 BLEERSETT (BAA)
LN T A LT TAI—XTvIN R At
T102-0082 HERBFAEX—FH10F#2

AR (2016419 H

RRD]J-02-05
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TvFr~7 (GBI Z)

* RATOWMNLEZSRT L2 L,

2065 X 1 IEre (55 10 & MESt ANGPTLS &/ 7 0 — Uil FAR IR b 1 R 5
xeFrvT GEETEL) e

Rgi’f : W (2~8°C) TR T % — O SR 345mg AR B

FEHIM : 36 % A EVKEEZA® for Intravenous Infusion Wb

AL,

PRE

1) EE-EMEOLGEZICLVEMRTDSZL

223 (ROBHEIZFHRELLENI L)
ARAND ey (0 UBBUE DR D & % B

3. #ARL - K
3.1 #8RE
7
76 | =Ux — PR EEIR 345mg
4
P
2 {147 (23mL) T
| =v s ~7 (BB FHERZ) * 345mg
ﬁj\
134 7/ (23mL)
" L-EAFV 1.7mg
55 L-t 2 F VR K 2.5mg
) ARY V_— | 80 2.3mg
L-7u ) 69mg
L-7 L = et 34mg

*TEF I TIETF v =— AN AR F—IIEMEE AT
wMEINB,

3.2 "HEID MR

W5E4 =% — Y SR ALK 345mg

Fil TEHA (AT )

PR A~ A OBA~LAE BT 5]

pH 57~6.3

BHEER | 17~21

4. EER TR
REHAERFGNER 2 L AT v —/VfUE

5. ShEER LR ICBEHET 5 E

5.1 HMG-CoA 3% St P EH TRRA 00 MIFBABFEN AR
R2RGE AR G- OBEE i 2 2 L,

5.2 5 i UL 15 kg Rl O BH IR 5600, &
AVEITHENL LT 70,

CONFIDENTIAL

6. RiERUHE
WE, TErr~T (BIETHEBEZ) L LT 15mgke &
43I 1], 60 4y Lh BT CAERRIET S,

7. BERUAZICEET 5FE
HMG-CoA 2 tEE R L EAIE I X 21BN S 72V GE
R MORERTERE AT Z L,

8. ERLGERNIR
5T PR 2 E IR ISR L. AANCXT D K
JEBSFRO DNARVH ARG ETIET 52 L,

QL. KBENERERTVBEHICHT HIE

9.4 &FEREEET HF
IFHRES D ATREVED & % 2oz, ARFIR G-t f OV #k
H#P7< Eb 5y A, @Y BT RE VD XD
WHRETLZE, [95. 1522H]

9.5 ittm

B0 SATIENR L QW D ATREME D B 2 Iethicid, 1 Lo
HistEDNERIEE ElE 5 LR S DGA IOz ET
52k, UK EROEAMBEAREERBRICB O TIRE
DOFFERRD HILTEY | FE O I AR R E O
CERELEEBLEZ LN TS, 2B, MERO YY)
X TIEARIOFRIER IR L CREZERE L, YT
Dt h~OIMFEITENEEZ BN D, b b IgGIdh
AWET 5 ERMOLNTVS, [94, 152 58]

B EOF KRR ORARBOGIRELBE L, FALO
i Tk 2 RErd 5 Z &, AAIOE BT A~DB
fTIEARHATH D, b b IgG Tt HFICBITT 5 2 & 03m
HILTWA,

9.7 INR

B, LR, 5 UIIRE 15 kg R OS2 x5
& LRRRBRITER L Ty, [16.62 5]

1. Bl4EH
WORWER R HSbND Z ENHBHDT, BEE TSI
TV, BENRO NG EIITHREE2PIET 57 Chi
Ul LiE 54T 5 2 &,

Page 1
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1.1 EXGEIER
11.1.1 Infusion reaction (4.8%)
TFT7 4 TF—, HEATAE S PR % F T infusion

reaction 3 bHOND ZENH LD T, RENRBO LT

LA, BAREORGE, £5oFWUIPIEL, #
Y7 LE %175 2 L,

1.2 ZDHDEIER

1~10%Am | AHEEARH
JRYER L O RE | EIHgES
TR R FEED W
) &N S SRGON i3 ¥
(e
H I b, 8. {8

i

kSRR KON AR R
TR E
—i% - EHEEL IV A TN W
B R VARYINIS FREE R

4. BREDEE

14.1 ERBRIHOTE
1411 SEBREIC & 0 ARID S 7 1700 2B R B 5 IR

0. AEBEEIT 5% N UESRHE O RS v 7S

EAT 5, iy 7N imEfiREf U, #RiK 0K
HEIREX 0.5~20 mg/mL &5, ANy Z13kE 5 L
NI &

14.1.2 FRBITES IR T 5 2 &, WK ERTFT D

Bier. Wi (2~8°C) fRAF TIEaiid» o 24 BFHILIN, =
I (G 25°C) RAFTITRED B 6 R LINIC R 5258

Tz L, MRRERE 2~8C) RifLIchaiE

F (F&m25C) WRLThbEET L2 L, ﬁ%ﬁ«ﬁz%‘:

W SR Nz &y

1413 RKFN DA T 1RV THY | REFRIZE E

720, BAERITERLCAIRL . RIS D 2 &,

14.2 EFIILEHOFE

14.2.1 B H5ANCE Y OB G, REREMRL 2302 & & H
FICL VR L, WY, BEXIREERBL 2780 5
NAGEIIMER LN &,

1422 AFNE, BMEHDOA > TA LT 4 NE =TT R4~

RD02~53 70 DT 4 NVE—2ET Nl TA v &
AL TEEET 200 L L, IV v ¥ o bk Tad

ETHEEG LN &,

1423 KH MDA ZIRE LR &, Fo, RU AR
FTA U EROTHOIER & FRFCEE L2 &,

15. ZOHDEE

15.1 BRERERIZE D < 1H#R

12 U EOREBESIEFENM S 2 L AT a— ViifE (UL
. [HoFHJ ) BEZXEG & L EERILFEFBUFEE &
HEREICBWNT, 1.7% /116 ) (&K 53 5 Hidy
PURR RO BTz, 5ELLE 11 5L T @ HoFH B & %
G2 b Ui S Io/IIERBRICB W T, 5% (120 61) 124

FNZxt 3 2 PUEmMPE IR b,

CONFIDENTIAL

Page 2

TvFr~7 (GBI Z)

15.2 JEEREREBRICE D < 15§k
R FIER 7B 2D 19 AR ETAAIE 1, 5
10, 30mg/kg AT T3 BIC 1 EE FHEE Lz, 73COH
FHETHEE - i ARSI L D% O REE) FMEA RO
Hav, BRI IR OAFFRIRT - Ja R /R K OIGHERE D AF
WEOBF O RIT RIS AR (Imgkg) %R TXTO
HETHED Tz, U FICHKA 1 mgkg %5 U 7ok
BROVHNT, & N CORGHEIEARETH 5 AK4)
15mg/kg % 4 HIZ 1[BBG L7236 D 2.0x10°F Th -
2o BT 77 ALY HF L b TRIBIZEARD
(FRIEIRMIR ) 728, Zh 6 OfE ol FFE A B
FARHTHL Y, [94, 955

16. EWEIEE

16.1 M iRE

16.1.1 BEIH 5
TG =l (150 mg/dL LA E 450 mg/dL BLF) KOV X%
LDLCHW (100 mg/dL LA E) DREAIZAA] 5~20 mg/kg

® A HEEFRNR S (R5RMIT60) L&k

FIO BN HE R T A — & F O P EHERS 1L TR O
THOEEY Thole VMEAT—%) . E£iz, REH
SEMERERATIC L 0 . R HoFH B ICAH 15 mg/kg %
HA[RERIRIN S (B GRERTIT 60 9)) L7z & & D Cpa DHE
FEAIE 453 £96.7 mg/L (CFEJE HIFHERZE) Th ol

2,

/j:) AR OAGEHEIT 15 mgkg TH D,
F 1 AHAZ HEIFIRNR S LT & & O3pERE T 2

—X
PG|, Crnax AUCo.us Cl
(mg/kg) iz (mg/L) (mg- (L/day/kg)
day/L)
5 10 | 177£23.0 | 1093170 |0.00466=0.000620
10 9 | 313+43.0 | 3261775 |0.00320=£0.000774
20 11 | 591£71.9 | 77061512 |0.00259£0.0004487
PR E (R
a: 10 5

1000

MmyEHERE (mg/L)

LLOQ: 0.078]

—O—-;mgl:gl\(N m) ----- lOmglgN(h 9) -=-a--- Omg,'l.gl\(]'\ 11)

T
0 7 14 1..83 4 49 66] 70 778491 98 lU 11 ]l9l6

LLOQ : Efit e
Fe 541 (Days)
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16.1.2 R1EHRS
RHE K BIREREHTIC L 0 . AR HoFH B ICAH
15mg/kg % 4 M 1 BIEFFAIRN G (35-REH] 1E 60
) LIk EOEYBRE T A—HIZTEDEBY Th
Sl EHARIBIIT 4B S HICBE L, ERINEIC
BT D Coa [ IHNEE GEFOK 25T o723,

£ 2 A RERIRNERE Lo & & O RIBIZR T
2 MR T A — Z OHEEE
TQ ’?i @J;ﬁ( Chnin Crax ca\/t_:] A(Umcg;a_u
(mg/kg) (mg/L) | (mg/L) | (mg/L) day/L)
15 84 |266+120|718+183[401+139(11222+3887
PR AT
16.3 7370

RHEE MR B REART I J 0 #EE L 72 E HRRE D /3 AR
IFRABE TR ATL TH D . AFNZEICIAE RIS HAMT
HLEZLND,

16.4 X34
AFlite b 1gG4 €/ 7 u—FAFIKRTH Y . AR G
RS, BUERE AN L TRTF FROT 2V BRICHY
fEsns BN,

16.5 Pttt
KRFNTHTE B OFERRTERR L O F I L Wk 5, i
FECIE, ABNLEICIERFPED BALRRIE 2/ LTIk
L. KB CIEEICEN (ANGPTL3) & OIERIE OfaF
PERE A ZI LT 5, RHEMBEMEEMITIC LY |
AHI 15mg/kg & 4 W8IZ 1 EIREFHARNE S L, EFIRE
WZHE LT, e 5050 & A DY FE D3 gt R
(78ng/mL) ARiMIIK T2 & TOFEHMITHK 21 @ H
EHER ST,

166 HENERZHTHESE

16.6.1 BHHEEE
#%E  (eGFR60mL/43/1.73 m? LL_E~90mL/43/1.73 m> A
) MO EEE (eGFR30mL/%y/1.73 m? BL_E~60mL/%y
/173 m? A5ii5) DR BERERE A & RS IEF e R
L ORIT, A 15 mg/kg % 43812 1 [BIKEFIRNES L
T2 EDOEFIREICBITD T 7REIRZETH-T-Y
GMEAT—%)

16.6.2 /MR
FHE RS B REFRAT 2 ONRESE RIS BN RE 3601 2T O
FERL 12U E 17U RO HoFH B (14 f51)) (2AH|
15mg/kg % 4 T2 1 RIKE IR S LT L & OEFIKEE
BT N7 7RERNR—RF A /50 LDL-C O
TOREILKA HoFH B & K& < B b LHEE S
iz, Fio. 5L E 11 LN HoFH B3 (20 41) 12
A 15mglkg % 4 TIC 1 RIKEFIRNEE G LT & & DFE
FARRBICRIT B b7 7RI HoFH B3 L 0 LKW
EHEE ST, RN—RAT A 5O LDL-C DK T OfE
FEITRRA HoFH BBE L v b REWEHiE shizd, [9.7
%]

17. BRERRLHR

171 BVHER VR EHEICET S8

17.1.1 ERHERIE I#EKE (R1500-CL-1629 i{ER)
RKIMARTD OfFEE FIIEEZ T T D 12 Lo
HoFH HB#H™ 6561 (AARN 1061% &) Z5Ic, &
VEZ AL — S MO AT RER i BR & M L 7=, ARRBR
1, 24RO _EEREGHM L 24 BRI OIEEREGH

CONFIDENTIAL

Page 3

TvFr~7 (GBI Z)

Motk Sz, —EHERBEGHH T, AHF 15 mgkg

XIX7 7R % 4382 1 BIEFARNE S Ui,

FREIZOWNT, FEFHMEEE & Shi-& 5 24 %O

LDL-C DRX—AF A VInHDOELRITTFTRDOEFHY Th

o7, 9

W) BARERED LI, Mk 5 TRe ok A =,

1 2) LUF &z /B,

e A7 Y —=2 WD LDL-C 7 70 mg/dL LA E

« SRR OFSERTHE LDL7 7 = LY A %S
te) ZZIFT05

e A7 V== 7 D3 H AL ERHIHDSLDLY 7 = LY A
TN, SEMULERINASLDLTY 7 = L A
(MBI TR ) OEMBENLE L TWD, X
A8 WL F CREL CEMTEDLZ ENTHETED

#3 524 H%D LDL-C DRX—Z T A )6 DEE{LR
(ITT 4£[4])

77 v R AHI
N—RFA 22 141 43 1
HEM (mg/dL) @ 246.5+153.71 | 259.5+172.40
P 5 24 % 2141 43 3l
WEME (mg/dL) @ |227.9 £ 150.95| 1226 + 79.65
AR (%) © 19 * 6.5 —471 + 46
Bl () OF TR ~ ~49.0
#E L D [95%CI] [-65.0, —33.1]
p fiE - p <0.0001

a: PR R, — %N ET

b /N RS S AENERRGE (BB, B{EA(LRROSE
BIKT (LDL7 7 = LY AOEMOAE, K OME (A
ARG ) | FEMREAL 5 L FEMRE AR O A
1EH. EAVEALREO ERIIK 1 & FFmbE R O A2 B AEH % (&
ENF, _XN—AF A D LDL-C, _—AFA >0 LDL-C
LRI R O B AR 2 5B L L7 MMRM, #5RE N
RO EATHNZ X Unstructured & V=, )

"EERBEGHIME TR, FERESHEICBIT L 64
Bz, AHKI 15 mgkg % 412 18], FRNFEE Lz, —
HEERBEGHMOEBRE 4L E TOR—AT L INHOD
LDL-C OZAtROHBIITRO LBV TH-o7-,

304 :

O PIuRE
A A

204

FRYIE +FEHERL )

-0 cEmmEsMOTSER
o N S AEE OB
104 . L
r} } il.‘)
\
i
Y
4

SR TS i B OERE ()

SEE RIS 1 FETRIESHR

-70

LI T T T T L L T T T
024 8§ 12 16 20 24 28 32 36 40
BEY Weeks

~EFRESHMO T
SeRERsOBFE 2219200 21 20 20 2 21 19 19 18 19 19 16

—EF#RSENO
RS ORI

43 38 43 42 42 40 43 43 41 42 42 41 39 42
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LDLR D15 BN AAEI O G IME ] 1F
TAERIZ, TROLEBY THoTZ,

THREEREL

# 4 LDLR & EMR|O# 5. 24 ##% 0 LDL-C DX
—ATA UbOEFE (TT M)
RS INIER IR T 4 7R
T 4 TGS b
WIFNPERTD | Wb a2
7R e | 7R .
7;]% AFHIRE 7;% AFIRE
1 I
(941 (17 1) (13 1) (26 )
N—RF A fE| 289.0+ | 317.0+ | 217.2+ | 2219+
(mg/dL) 167.18 | 153.93 142.9 176.2
o4 2017+ | 1592+ | 180.1+ | 98.7+
&(’i 2;%@% 169.30 84.75 12151 67.50
MK’“E ooy ¢ | 154% | 428+ | —78% | —501x
zefe=s (% 10.2 75 8.6 6.0
b= (%) O —58.2 —42.2
TIRERBEED — [—828 —| — |[[—63.0, —
7% © [95%Cl] 33.6] 21.5]
SERMEHE RS, —  ESET

a : LDLR X|ILDLRAP B+ DR OREF, LDLR iGME
DIRIEIR (15%LLF) THHH O
b REEEEIED Ry, ZL—AY T b, AT T A AEL
DA, KINOFEN/KE, o & —Hw
(CNV) %@LDLR S IZLDLRAPI {57 DA RO
B, LDLR X751 B 5 O#RERIE (LOF) 2%
P éﬂ‘é %)0)
¢ : R/ TIREHE AR ERASE (B HRE. IEALREOE
BIAY (LDL7 7= L3 ADOEMOAE M, MK OHk
(BA/HBALSL) ) . LDLR EaFERA (W Fh
MERTD /DT A SR | FHER S, B5RE
LAMIRE R O AR, BEEALRE O JE BIK 1 & Al
RO HAEM, LDLR R1-28 B & SR R D22
HAER, #57 & LDLR #5174 BA 022 A AR % [E
ENFE, _XR—=2F A DLDL-C, XR—ATA D
LDL-C &FHERF SO BEEfA 2 IR L Uiz
MMRM, )

CEEREGHEICB T 2 AEFFLORBEIS L. A
HET659% (29/44 1) | 77 &AREET81.0% (17/21 #i)
Tholz, KEBED 5%L BTG S, 7T vRES b
L CEWVEECRB LIEAEFRLRIE, A7V
ERIEER 11.4% (5/44 451) | &R 6.8% (3/44 ) Tdh -
7=

FERBEGHMIZBIT 2B HEFGEORBIES L, 2T
73.4% (47/64 f5) . —HEEREGHIBOREEEN D OF
17T 79.5% (35/44 ) . “EHEHBGHBMO IR
BEDS S OBATHIT 60.0% (1220 45) Thot-, FAE
FHORBEISIL, FHER LK OSERE TE T 9.4%
(6/64 ) . —HEHREGHMOARFEE) S OBITHIT
ENEN 114% (5444 . —EHEMREEHHOT 7€
REEN S OBITHI TENTIN 5.0% (1204]) TH-o7z,

17.1.2 #8454 55 1 b/II#AEER (R1500-CL-17100 SHER)
SELLE 11 3 LLF O HoFH B 2 X4, FEEMIERIR
R M L, ARBRIT S— b A~C THERR S h, 8
—PMAXIIBZEET LEAFII - CIZBITTHZ L
MNraRg & ENiz, /S—k A (661]) 1IAHAI 15 mgkg & H
FI#ARNEES, 2S— R~ B (14 61) 13AH] 15 mg/kg % 48
121 [E] 24 WREFRNEE S, 2S— K~ C (0] : 7S— K A
B DOBATH 4% 23—k B SOBATH 16 1) 1IAHI
15 mg/kg % 4 3IZ 1 [A] 48 38 BIFFARN I 5- L 7=,

CONFIDENTIAL
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TvFr~7 (GBI Z)

HEIZOWT, 23— BOEEFMIEH & S5
24 % D LDL-C DX—A T A VD DELEIX, FEO
LB ThHot, 7

£S5 %5 24H%OD LDL-C DR_X—RA T A b OE[ER
(ITT 4£1H)
23—~ B (14 1)
R—2AT7 A fE 263.7 £90.97
(mg/dL)
524 8% (mg/dL) 131.8 + 109.83

25428 [95% CI] # —48.3[—68.8~—27.8]

A il A U R

a : LDL-CO XKML, TEFEHIMH o985 o KNz
MARZEE, 1R & Ik U7 B o KN
LDL-CDON—R T A » Z2AE LT2 % B AL

(pattern-mixture model) (Z XV ffise 52L& &h

Too MHSEE D100 HOT—4 & v MIx LT, #5524
I8 #% DLDL-C @«Lx FTA I OEALEROFE
FHRHELT, S5 2 Rubind J7iEIC ct D ﬁ?/\
L7, 728, &“524 1% OLDL-CHELZ R ANE
nighoi-,

LAEMEIZONWT, 2S— | BEOCOHAMITICEIT 58
ERLORREAIL, 95.0% (19204]) THo7t=, T
HEFELIL, COVID-1975.0% (1520 f31]) . FEEA 25.0%
(520%1) THoT=,

18. FExhEE
18.1 1E RS

ANGPTL3 1L FICHFIBICHER S 57 o VAR =F Uk F v
WNIBT77IV—D12THY, VRZ T YR—F
FONE D =B EAET D2 L L IREREOME
ICHBERBE A BT, b MR L&
BT, ANGPTL3 ICHRERERAE RO H HE L, TN bHD
PERMN NG & Bl LT LDL-C, HDL-C & X TG DA
K<, WHIREERDOY 27 MENZ ERREShTVD
9, AKX, ANGPTL3 IZRRMICHES L CIET 2 #Es
THfix e NE/ 7 a—FABETHY . ANGPTL3 OFH
EIZLV VR 7 Y R—=B RO R—B &5
{E L. LDL D LifichrE 3 DB E Y R & 23y
DI VT T AT L2 L2k 9, LDLZ/ED
HHE L BR7< LDL-CEZIE T &85,

18.2 mHAEEE TR

Inviro RBRIZBWT, =7 ~7, ffaxfle +
ANGPTL3 [Z@BIRIICHES L CRfrfigitEsk (Kdm) 1
03~13nmol/L) . ANGPTL3 IZX VW IHESNZY RZ
R Y R—B KON R—E DlgHiENE 2 ER S

77o Ldlr-I-<= 7 ZIZBNWT, = F 7~ 7 OHEFEEIZ X
5 IMiEH LDL-C #2E O T3 iz,

19. EMRSTICE T S EIEFMAR

—HAFR e F s =T (B Z)  (JAN)
Evinacumab (genetical recombination)

TEFI~TE, B NT VAR T RS
/X278 3 (ANGPTL3) |Zxtd @5z &
b IgG4E/ 7 u—F LGk THY, HHH 234 F
BO7 I BEEEN ProlCETA SN TS, —
BTk, Ty A = — AL A X I
IZ L VEAIND, =7 ~T %, 453 &
DT X ) WFEENS D HE (48D 2 KK
204 OT X/ BRIEENS D L (k81 24

Y :



18 W3 ()

THERESNDHER V08 (HFR K
149,000) Tk 5,

20. WLV ELDEE

20.1 HifE&ET, 2~8°C TIRIEFET A Z &,
20.2 AAFEBRER I L CIRIFT D 2 &
203WLIEE D LRV &,

21, AEREH

211 EHG Y A7 BEEE AR ED b, MO EET 5 Z
L,

212 EAN TOBRBIEF DD TROHNTWD Z &k,
WERFE. —EROIEGNARD T — 2 BNERB SN D £ T
DOfIE. BRERE xS ARG 2 FEhi 45 Z &1
L0 AHOFEREEOE RIEREMIET D L L BHIT,
AEN DL R O IECBIT 57— & & Rl
L. AROBIEMERICVEREELHE LD &,

22 ‘@it
< % — SR 345mg>
23mL X 134 7 )L

23. EER

1) #ENE R} - AR (CTD 2.6.6.6.2.3)

2) fENE R} - RHEN] PK B S E (CTD 2.7.2.2.4.2)

3) #hNEEL - BHERA PKRBRIREE (CTD 2.7.2.2.4.1)

4) tENEEE - BHER PK BRI EE (CTD 2.7.2.3.1.6.6)

5) fNER - REEMN] PK RBR S E (CTD 2.7.2.2.4.2)

6) FEPNE R} : R1500-CL-1629 3tk ERESILRE 45 [ AR5

(CTD 2.7.6.2.6)
7) #EPNEEL : R1500-CL-17100 788k / HES 2 1 b/ FH7RER
(CTD 2.7.6.2.10)

8) #EN¥E £} : Cardiovascular Risk and Other Clinical
Phenotypes in People with Loss-of-Function Genetic
Variants in ANGPTL3

9) #:PNE K} : LDL-CAX TEH OREE (CTD 2.6.2.3.2.3)

24, XEERERUVBLEDE X
Ultragenyx Japan #R =023
BT HRERN
T 135-0063 HRETHREAH =TH 7% 26 5
HHZ T 47 BN BELO RS
7Y —HA ¥ :0120-635-111
ZATRER 0 9:00~17:00 (4= - B « fLH R OEHAIKH 2 BR
<)

26. WERTREF

26.1 EiEHR5ET
Ultragenyx Japan £ =24k
T 135-0063 FABITIREAN=TH 7% 26 5
HFHZ7arT 7L B9
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

8. RANE ()
82. HRAIXE (R) 1B HRERN
821  MEXEFHMR (R) RERL

8.2.1.1. DEXIFHR (F)

REEA RGNS 2 L 2T g — LIiE

8.2.1.2. MEEREHME () DOFRTRM

FiEMEm = L AT o —UififiE (FH) 1%, LDL &K E 72132 OB EE R O /28 a A RIC L
STHIERZ IND A TV REERER & E 2 5 T\W5, FHEHEEE T (LDLR,
LDLRAP1, APOB, PCSK9) ® " H/KIEZERIZ L W RIET 2 R EHESHREHEIERS 2 VAT 1 — v
JiE (HoFH) 13, FHIZ/ES D,

HoFH [T THE DR T, Ea L AT o— VIIEIT ) A& AR & mEo S OfF LDL-C 7 U
TITUADE LWL ORERTH D, 9 LR LDL-CIEBENEL b L, HAERG ME D
TEREZRY - BERERIPEE N Z 5,

ZO XD RIMAEREND DA L AT v — LVERK TR REEARIEROIRR & e 503, ZAUTEE . A&
% AELNICRIET 5, DNEEMIZB T UIE LIRS SN2 RAOBFER T, HEHOAETH
Do HARMWNOIEE DEET 7 v — MMEEREE(LIE (ASCVD) (3. FHIEEIRIEIZ D723 2 " HE
PERd 5, FEFEITHNEOLEE ., BRI D2 EdBREE (CAD) 237:< Th, EBEREEAL
ERIETHZENHDH, ZO XD RENRELIEEIL. FH ASCVD & ElnE O MmEA < R Y A
7 FRORIAE 725, BIREECIEEDGEL & U COIISEBIRNBEHEIE (cIMT) 880235 0 . cIMT
VXIE 72 SR Ik DR 2 5 DB THEIT4 5, HoFH B x4 & L@t oid, L L meg
AR N DIRPNSFEILT D FEHEERN 2078 CTH D 2 VR ENTz, FEEL HoFH 2 R L7-/hESe
FAEL, BT TIOKET D & B3 ASCVD DU A7 b Tl 720 . Fapm< b, iz
X, 39 AD HoFH /NEEE % 84 7 + v —7 v 7 L7HEWiiOmFIE T, 16 il Lo BE O 88%.
16 AT D BE D 9% T ASCVD BHBLL TV 5D, Fo, THDEEFIZBWT T+ —7 v 7T
BARL Y (F721%) KEMRFBESEIT L, 4 40 BHHE 2 L8 L L= Z &b, /i HoFH
BT, RO AR TRE (4. IREUCERIELMT]) ARETH DL Z ENRIh
77

HOFH IZ X 2B TIEH T 70 L5 O/NETHHE STV D, 2mFH FOIETHE TIk, JEMARMH
DFER, WAT LI REIRIEH T 7 1 — & & REIRF R L RO T D, £720D7 5 3% HoFH &
FIZBWT, SBICED DHEENRE SN TV DHIED, 450 HoFH BE (BIR) <k, AEEk
D 98U IRARN L DZERENME SN TN D, I BT, 45T 5 BOER GV LM5

CONFIDENTIAL Page 2 of 16



1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

1EDOFETIX, 5RO HoFH BRE 1231 5 ASCVD 12 &k 2 RHIZE T ICEE 4 2 BN & 7 1R 255
LTWa,

HoFH OJREIIMA &/NEBRIC Th D7), EHHLDIRETEH LDL-CA Nif 2 Z &4l H
L%, & LDL-CIEIXAEER< 728, ASCVD OIIE %S T8 £ 721 3BIE X & 5720, AlREZRERY
FHNCREMRA 72 2 L AT v — UK FRIEZ BT 2 0ER & 5, Wi E OICIRER T#REZ Bl
T 52 & OEBEMET, BEOIFEK T LY A A LDL-CEIR T & RAFRERIFIZORDB D Z L &
RLTZV ha AT T 4 Tlrar— FRBRICBOW TS TV D

TSI TEEEE MR/ Zu—FAHURT, T UF R F £k 3 (ANGPTL3) (ZHRFEMIC
fAaELTInNalEL, LDL-CE R Z7UkY K (TG) RELAKFESEL, =7 ~7ITLb
ANGPTL3 23fH#E S5 & LDL-C, m&EE Y REH =2 L A7 11—/ (HDL-C) | TG 2383 573,
Z4UE ANGPTL3 OFSREA B L (LOF) #E Z L7zt h CEHIZR IR EREM 2 KK LT
%, TEF 7 <7 X LDLEAD B CEBIREE Y REH (VLDL) OWLERE 7 )T T v A &Rk
52 L&D, LDLZAEIK (LDLR) &IFERILRIC LDL-C AR F ¥ 5, =) 7 ~7Nn
ANGPTL3 Z W92 & VU REH U =B L NE U X—BOiEERE bIZRE L, ZHick v TG &
HDL-C MK F 9%,

ZOBRFEMIEFEERESNS LDL-CIK FEICIE, A% T, =BFIT, Lor, 2L TR
TIXPCSKIMHESRR (T Vnr~7, mAhns~7%) |  aIXERRERH D, ZOL D RIGEE
MWHDHIZH b 5T, HOFH B 1T HEE LDL-CIZRE TE W\ ENZ ), ZiUE LDL &R0
ERICHERE LW, 2D OFEFNIKTT DS L2 . BUS LR 272035720 Th
%o /IR HOFH ORI, ERICERICE s THEA Y Lo ~Thd, ¥R b, 1ZEALEDNE

B FRIBITEESCHRA~OHEH LOVER SN TE LT, 6 mAMOMEOIBRICITAR S LT
RV Th D,

HOFH XA VIR TH S 729, HOFHIRRIZBIT 2 =7 ~ 7 OF N2 R34 E A 5E L
H—D RV 3R (R1500-CL-1629) 72545 H ALz D LR, FFlT R1500-CL-1629
24 [ DBTP X, AR OFFEEFICBIT DA FHEREMIT Lo TS, £z, TDk 24
WRID OLTPIZ LV, AIMEOEHGEIEI R EN TN D, T E BT DR, HoFH B % &5
& L7= POC #kBr > OL 4y Td» 5 R1500-CL-1331 3Bk, R1500-CL-1629 stBRD OL #14y, — b F 2
~ TR D & DN OVFHEBE S IERIEO 720 BH % &1 OL 3Bk TH 5117 ¢ R1500-CL-
1719 7R K OV RS 2 kP8 & L TN L 72 R1500-CL-17100 #BR > 515 HL T b,

IR FELOERAD HOFH BE N OLHE N7 — X1, =7 ~7 (15 mg/kg QAW #iE) 23
HoFH FBEIZXI T 2 BIFNEHR CTH Y . TRlOEKRRT U Ay MAT 4 NV =—RTKIETEDL Z
ELETRTHEDOTH D,
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

o TVF T h N EES ﬁ77?fﬁ%ﬁ%(REWCmeDHW)T
1L, AL ON12 LA EOFHE HoFH BBE 2B W T, 24 BICH B ORKINERDO H

% LDL-CIX F 23R b Tz,

e R1500-CL-1629 ik DBTP O#E 1%, &EHK 188 BHFLL L) OFfih A~ L
72 R1500-CL-1629 7kl > OLTP & ONE/EEETT HH 0> R1500CL-1719 #BRfs iz K - CTHER
ShTwb

o /NEZXGE U725 3R (R1500-CL-17100 Part B) 128\ C, b F 7/~ 1x k%
OB T LDL-CE%Z 50% B T &7z, £/t 27~ ApoB. I HDL-C,
TC. Lp (@) %, CV U A7 HINCEIE 35 2 kﬂﬁ%ﬂf%é@@)f%g@ﬁﬁﬁﬁ

HPFEIR T S, 5~11sO/NEEFEICH T 2 AL, BUET B )7 < 7 HKR
éhfwé%ﬁfmkﬁwﬁﬁﬁﬁ_kwfﬁ%éhk%mkﬁ%faéo

o BT EREOEEIINID T, LDL-C N THYHH 50%IE T L=A, ZuIfo
REEIR FIRE CTIRER SN TV R W TH D, T BT 7~ T 25BN FiEE & A
L7=5E. 2O FH BB OHESRIENA RTA U 2ERT 50, TNEB25 b
DE o7,

o LDL-C DEHIK 50% DX Nk, WRORER THRE (T 72 Ly RA%2ET) Zhbb
7, 2 TR b7, R1500-CL-1629 DBTP & /)i Z x4 & L 7= R1500-CL-17100 &
BRCHRONTT =200, eI TICLAIREICLY T 72 LU ABE L Z DN
PE2S. KIE O FH I GBI/ B F 72 1R A Bk % ££ 5 LDL-C 300 mg/dL LA &
721Z LDL-C 160 mg/dL LA k) JOYEU (23517 % per protocol 7 7 = > A FE#E (LDL-C 160
mg/dL 8 [1 & FB5] F721X 120 mg/dL B [2 &k FBL] ) ICiE->THREE LT & 2 A, B
FIRFRIEICR D Z R NT,

o TTu—AiMEYRERSLApoB, FHHDL-C, TC, TGHDFE T A —# %, #EFKS
#%2BEMIBELS bAENOBRENEROS LI TE2R L, TOR LM SN,

e TUF/~7ICk% ANGPTL3BH X, ANGPTL3 LOF Rk AT A2 KICR LN D
fEE FHA % )95 LDL-C, TG, HDL-C, ZDOMMODOFE T A —2 KN REHA%
A SELN, 2D i, ANGTPL3 LOF IC AL D MEEIERR = v/~ 7o &
HIEHIC L > TH b b INDATREMEZ RZ L TV D,

TV~ TERIRNEE 5B IR 223 4 C, MRIEREEIMIL 4825.1 - A (4021 FBEAE) Tho
2o B ~7 15mglkg IV Q4W % 52 R LL EF¢ 5 L7- HoFH B3 133t 113 A (95.0%) T, Z
DHH 28 N (23.5%) (ZiX 156 L. L Lic, &KL LT =T 07T a7 7 41
BRI THY , BEMELREN ol ZOREMT 07 7 A VTN, FF, /NEonTFho
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

EMCHIBEEEB 2 OND, HANEMATOLREMEICET2BSIIMREINTELT, BAREED
AT — Z T T a— SR DT — & L FER 2o T,

Vb, meF 7~ K D765 T HoFH B3 @ LDL-C IZKRIEICIE T L, £ DY A7 (XFFRHPHN
Tholz, BAEEOAANBREICTEF 7~ T 2G5 LIEBE0OE 2488 (ROTRLUKE) O
LDL-C DRX—RAF A b DR FIE, ZOMOHIE O = )7 ~ 7 5 B3E O GAEM AR &
WL CENRDS T2, TNHT—H I, TS 7 ~7 )0 HoFH BEIRIROEE L THY . K&
T Ay N AT 4T == R IHKHLTE D LA MERT DD TH D, FI2EF HOFH B
ZXET DHMPERR O TND Z &0, KREEEAZBE LGS, v 77~ I3 oo i
DIEFE=— RE 2 D AN L 525, 2O, T 7 ~7 1% IR EHEARE N
B L AT —/VIAE] OIREEE L TAITH D LB O, TNEDREUIDE (RB) L LT
RETDHLDOTHD,
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

8.2.2. At - AE () HTEHEN

8.2.2.1. B - Az (¥)

W, T~ (EafHHaz) & LT 15mglkg Z 43812 110, 60 2y LA s CoaiiiEd
%

8.2.2.2. A& - = () {[TEENL

B 3MHBRICk A~ T Ok - AR, B LHEROE 2 FHRBROAE, ZetEk )
PK T —HIZHESWTIRE LTz, ZHREBERENS ., HoFH Z 3 E & LA ol 2 Ak - H
# & LT 15 mglkg QAW 3R S 417z, HOFH B A xtge e L-illiR e LTk, T E CRH 4Dl
RaBR (55 2 F83U5% 1 14 (R1500-CL-1331) K OV 3 fH#ER 3 #f (R1500-CL-1629, R1500-CL-
1719, R1500-CL-17100) ] MFEMEIN T\ D, ZH5HE 3FHERRRER B Gk S L7z B OFERE T
LFowEY Th b,

o kA (18mELLE)
o FHE (12 ~18 i Ali)
o NE (5RE~12 mEARM)

31EDE L ARFRER CREM S - g & & B 551K, 5~20 mg/kg HEIEFREE 5. 5~20 mg/kg
SAEE RS- (Q4W) | 75~250 mg Hiln] SC #5-, 150~450 mg & SC # 5 (QW) Th o7, =
NHHEREFETHONTZPK - PD 7T =261, —H LT, faf LRWEIRIHE LEER 2 LT3k
WIBEROT a7 7 A VDR ENT, TEF 7~ BERZN LT 2 fafn S8 5123+ 7
KEEOLES, BEEIHEREY ERZHNEZR L, 27 ~TORFREN, ENENT D
BRI Z R ST DI TR EREDOERA. T O PKIZME CHEICRAIT 2EmICH 72, =S
7~ 7 DRGREDIE PK 2T 5 DIC+0705681E, RRKOERTEH D ANGPLT3 D523
RO BNz, ZO), LDL-CIE FiX, =7~ 7 HE PK 23R LRI K E 7257, DL
En ., 2RI 2B EHIER, BERBICBWTIRIE PK 72 7 7 A V3R S hu, 2
DERKRBOFERBI G231 D, ZORER, RRRO PD RN HELND L O ITRIRS iz,

TEF I~ T OIKBEE T 0 7T L&k R— N8 2RI 3FEmINTBY, 25 24
I% HoFH IS OB #FE (FERER bV 7 U & Y FiE&R OEHAMES = L AT v —ViffE) OBE
HKHERNZE LT LD ThoT, 25 30 28R (R1500-CL-1331) [FIEEMFE T, HoFH
B 94412 15 mg/kg & T 20 mg/kg % Z 40 Q12W CHIRNER G- L=k Th 7=, Z OB T
1%, 300 mg QW & 450 mg QW & SC #¢5- & 274 L 7=,

R1500-CL-1331 %5 Cl% HoFH B2 TRME 72 LDL-C IR T3R80 Hiv, HEARLSMICEET 584
W72 o tzi=, AMOEHEFEE xS E L-5 3B (R1500-CL-1629 & (Y R1500-CL-1719 7
BR) TiX 15 mglkg IV #5438 L7, 5 1B (R1500-CL-1321 & U R1500-HV-1214) TiX 15
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

mg/kg % 4 FNC LEEARNE G925 Z LIS K VR PK 70 7 7 A VHERFAIC 0 e 2B IR ER S
NieZ L1cHES% 5 3M#3ER (R1500-CL-1629 &% UF R1500-CL-1719) Tl 4 Ji ] o> 4% 5- S /315
RENT, ZH PKIPD 7 —4 & HoFH fJBF A x5 & L7z POC# 5 (R1500-CL-1331) DA ZhHET
— X6, 15 mglkg & FRNE G LT 86 . AR 2009 5 188K O fa ik iE 4 4 38 [ o £ G- kg O
HEFE L, ZORE R G HIE OB R KEOERB] G- & PD 2 AlfRICT D= B 7 ~ 7 O IMiEE wiRE
NELID ETREINT,

FRA M OFAE 2 5 52 & L= %5 375k  (R1500-CL-1629 &% U} R1500-CL-1719) DiEHEMN 5. A
R OEAEEMN T D) 75 51 L LT 15 mglkg IV QAW 2R L=, % 3R CTH 5
R1500-CL-1629 3R Tix, 15 mg/kg IV QAW (2 LV | X=X T A )b 24 H B £ T FIIIICAE
MOBRIRBIEFRZD D LDL-CIE TR b, =77 v 7RG L 77 ARG O LDL-
C Df/N "3 (LS) ‘F¥#IX, -49.0% (95% Cl: -65.0%~-33.1% ) Th o7z, =7 ~T7HHR
TRO LN ZOIKTHEIL, LDL-C Offaxt 2 k& & L THI-134.7 mg/dL (-3.48 mmol/L) [ZFHY
T5, TEF I~ TI2ED LDL-CK FIZRL bR_R—R T A VHEMORERE 2BEH) ([c#lgss
AU, 24 FEH D DBTP Z i L CHERF 47z, 55 3R (R1500-CL-1719) {28\ TH, 15 mglkg IV
QAW 5%, N—RA T A L nb 24 H £ TOEALFEN-43.6% L 720 | HelFHIA B DOEKIE
FDH 5 LDL-C DIK TR b=,

% 3MHFER (R1500-CL-1629) DT — & % FI\ = BREE A AT Tlx. 15 mg/kg QAW % 5.7 fikisi L
et BHREE RO RN & IR O LDL-CAX FRIZEN L O ho Tz Z Lk,
FVEVIBEEIAECHDH Z EAVRENT (R1500-CL-1629-CP-02V1)

X— |k B T, /MNEEMIc= B2 ~7 15 mglkg Q4W % 24 @2 7= 0 EERIFRIRINEE 5 L7z
LA, BEIREOT TS 7~ T REIIR ALK T DIRE & L CRIRE & 72 o7, IRHERE
MEVERNZ b BT, NRERIZEIT 5 243 H O LDL-C K FERIZAA D 47.1%I2%F L
48.3%C, /NERFIZB T D EFIREO T B 7 ~ 7 RE IR KENRE 5#RIc 0 Th Db Z &
TR STz,

R D HoFH B TR H LT b O & [R5 ORGRRI R OFRHFNER D H S LDL-CIK T, 7
5N PKF—# OV ANGPTL3 5 — & 7265, 15 mglkg QAW ORI 5-28 Z oo/ NI Y ¢
HH T LRI N,

S~11iDEHITBIT 22X, MAROEFEEETROLNIZ LD EEN -T2, FHiiZ
WS SN ADR Th oS R, NEH70 75 AT, ZNETHRA - HEHA T2 7T 5T
BINTWRWERMEFT IR SR o T,

IHRBETRIIRAET D L. NRERICEIT S LDL-CIETHE LTl & L LT, 15 mg/kg IV
QAW ZEIRTHZ LA HFTHHLDTH D,
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

FHE LMHABRTH S (RI500-CL-1642) TiX, HARALBAANEZXHR L LT EF I~ T DOR4E
PE, PK XOVPD Z5Ffli L7z, ZORERTIE, ZAEMEICET 2SR ERERFED B
ANEHAARNTIE, 15mglkg IVQWAEHIZ LD =7~ TIRBERICENRWI EDNRENT, &
DT —H|ZHSE | R1500-CL-1629 FBRIZH AN (n=10) BENBERKINDLZ L Lo Te,

R1500-CL-1629 (2 &gk S 7= AARNEFE (n=10) OFT — X &, AARALII O BH K OGRBRE M4
{z!: & b UCHEAT L7285 5L, 15 mg/kg 2 QAW CTEHIRNE G- L7256 0B/ 2, 2tk N PK 7 —
WZFERRNT LR ENT,

R1500-CL-1719 (2 & HAR ABE DB SR I 472, 15 mglkg & QAW THEHIRINEE 5- L7256, BARNE
HLIEAARNREORTEF 7~ TREICH O M RETRL, _mﬁg%lf LD BT [RIERDO A %)
PEFTRL & —F LTV, ZORBRICEE SN ARANFFEET 242857~ 7 REX
FLT 7 =Ly RREORNEE 2K L 20370 < it_h%$%fﬁghtumCﬁTk ﬁb
776

R1500-CL-17100 #kB&1Z H A A 1388 STV 720 A8, 15 mglkg & QAW CTHHIRN G- L7-15
HAOTEF 7T O PKIZ, HRANEIEARNNEEMAB TENRNWEE X HiLd, R1500-CL-
17100 FRBRICH SR S T2 2 N T U7 NNRBE L, IET V7 NBE RO PK L OVESMEZ /R L
776

TEF 72 TIXCYPASO LR N TV AR—F —AER L7 nE ) 7 —F APk THDH 2
EMD, INLRERIISARE LTSI ~7 0 PKICREZ TRV E W) THEE—HT 5,

/-, IhGFTRIISEON=Ze T a7 s A0 e & bic, AARAN HoFH BRE M 231 5 LDL-
CIK Tz 72 &% 15mg/kg IV QAW ITFRET D E WO BN Z X FRT25H0TH D,
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

8.2.3. FRLEDIFE (F) REEN

8.2.3.1. B ROBHEIZIFTERELEWNI E)

AHFND R xF UIRBUE O REFRED & 5 B

8.2.3.2. B2E () OFTEHREN

TEF I TNEE ) T a—F PR TH D720, LS (BEEEREZETe) NRET L0
MRS D, TEFI7~TIE, TF 74 9% RO, v T7a—Tar 77 ay (FEAEMNL
T D FEREE) A E TR E SO IE ST\ D, EEZRREUE RS OEIER ABLN TS
T, T I T &G R IE L THEEREAITVD., BESERNPEAT S E TR 2#EZET 5,
TSI TOREPET—2 32— (CCDS) ([l x, BEOLZEMEEE L (AT ARE
L7z,

8.2.3.3. MEE - HRICET HFEEE

51 HMG-CoA iZ tEsF L ER] THEAR T4 UIABMHEN R R R EAICARIR G OBES Z fatd
AHZ L&,

5.2 5 gl XITIRE 15 kg Kl D BF (2B T 2 G530 M, LML LT,

8.2.3.4. shee - HRICEEIT HTEZHDR TR

HoFH &R B, AIREZRBR D B/ 5 LDL-C 2K F &, CVDRIED A7 Z{K F&HHZ &
Th Y, BRECERB T T A KT A 2 2022 FERCIE, LN HEMAY 72 LDL-C K k% 5=
fid s Z EnHEREN TS, Fo, THRAFEEEG 2 VAT v — VlEZHR AT A K7 4 2 2022)
IZBWT, BRI RAZF v (T IRREF o B ARREF o VU NRAZF) THY .
AL F 2 HROTIRKI A & E TN L7221, =857, PCSKO FREA|, v ¥ v KNELE
ANTHZEEEn, UNEFEEEFEa L AT o — VIEZRTA K742 2022] (2B TH, EY
PIEIIAZ T UNBRET 5 &SN TS, LLAans, AXF 2 KROPCSKI LEAITWT LD
TEFBE T2 LDLR VEVEICIKF T 272, LDLR {EPEDMEV Y HOFH TIXIRIE D RUSHEIMELS . 2 & F
e BT I T OO TH4r72 LDL-C DK F 283G 5415 HoFH BBF IR G5 2 & @& S Twn
5, 72, v X NIIFSEEESCHIBEEORWEAOBEE G NEL, HHTX2BEDRD
N5, IHIZ, /WAEO HoFH BTk LT, BARER CHZMWENHER S SEmiEn 72 < 1A
BRI AR O TV D, EWFIELSAOIRIEERIE L L TLDL 7 7 = LY AR STV D
N, REMERH Y BEAHEBBOBLSND, LDLT 7 = LY ZADEMBE LS T LN TE D
RPN EL INTWVD,

5.1 A#Z. LDLR JEEIFAIIC LDL-C Z X F &2 8A L L CHEENT-, HANMHAEOREKT
PRIEZ T T D 5kl B HoFH B 2t & L 72l ER  (CL-1629 7Bk & 1Y CL-17100 55%)
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

IZBWT, REDOFIMER LB R S, AR EITE Y LDL-C O # HAEEIZEIE L7
BHRD HNTZZ DD, AKFNL, 5kl B HoFH BE ORISR W Ol 28R RIS 22 5 L
RCT&E D, £z, BANX, A ¥ F U EOIRE MEIE THRA+4 72 HoFH IBEIZIBW T, BEfFD
IRER FREE O THER SN2 b D EE XD, 72k, RO LBV | HoFH BEIIBEFONRE
K NREEZBERARDE THL+aRRPEONRNT ENZNT Lnb, RERBGIZHITL T
2B F DA DIEEIRTAI O EXIZLDL 7 7 = L ADRifT 2 A LT HLEITRWEEZ BN
Do

5.2 5 A IR 15 kg A OB X B 7 ~ 7 ORERRBRICH AL TRV,

8.2.3.5. AERUVHEEIZET 53IE

HMG-CoA & TR L ERGIC L A2 1RENE S WIS 2R E . tholFEIK TEEL T
Nl

8.2.3.6. RZERVRAEICEY 5 ETEDRERNL

71 ERRBRICBWNT, A FURMABETIX, 277~ T7EERI#% TR T VIBEICEERE
{EIM R oo T, MOIRER FRIERITREE &% 9 TRUVWHOFH B TH, 7 <~7 0
EIIRZETH -7,

RS O RE M TIX P L7238 Y . R1500-CL-1629 RBA T &, (ZIE42 T O B ISR
mfﬂbok#\iki%%%%&@bfntom%ﬁmﬁgmmwiﬁiﬁgﬁTﬂf%oko
NREREEM (R1500-CL-17100) TiE. #S— F B OERE N, RERGIRK I 1 EEU Lo ot %
A LT\ e, b ERABEEO@mOEANIREEMAI T, 20 biRbERINZOZ=EFIT
(92.9%) Th-otz, IFEETAIE LTIEAZF >, PCSKIPHLER, —=¥FI7, nIXL R, JE
BT 7L ARERB T,

T~ T L OBERNEAMRAERICOWTIE, e ~T 2 EHED E LI-GE L RE L
LG a0l G EsMi Lz, &/ 7ue—F AR Thor )7 ~713XF 7 v—L P450 (CYP)
BERICL RSN, CY £/ b7 v AR—F —LHEERAT L Z Lidnne &z
b, iz, TOEMAKENS, =7 ~<71 3 A b IA VLV EREITHZ EI2E D,
CYP DR EITIENEEZ LS L Z LIV EB 2 DD, T8 7~ T I3ENE N LI (KN
REA R L, BER Fes 2k (FeRn) EABEAEAT 223, FeRn ZFEF L2V | %I L iRNE)
BRI BT 2 L STV B3I HOFH BB ICB W T EN D Z L I3 Th 5,

JBET 7 =LA, AXF L PCSKO PHEAIZEDIREIR FRIENT B 7 <=7 O PKIZKIETIE
TEM B % | 15O NIRRT — 4 & PopPK EHTIZ ISV CTRII L7z, F£7-. HoFH A& CHFH &S
LIZAXF U OMIGEREICRT o7~ 7 OB GG LT,
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

HOFH BF 2 X R L LT WTHOFE IHRART —# T, 772 LV RIZEV 7 v TRE
MEFRIERO S HAREDKR T2 RT Z L3R, T7 o LV ARIET 7 = UV AZ ORI L
7o 5 O MIEREFEMR T RITN 20% Th o 7o, HHTRERIL, 772V AL T, By
F 7 =7 X0 %< O ANGPTL3 23BRE SFu, il 1 OMIERIIREE 23 50%) L= Z & Th b,

R1500-CL-1629 iR (ZI51F 5 24 T H D T 7 JERLR AT T, @imE A 2 F o 2 kH L Twn
% HoFH 3 L IR L TW R WEBFE ORI 22T R e o 7o, PCSKI FHEAIGUA (77U 1
r~7, ZARus~7%) RAEBHEEHERABETH, REROERENRO DN, 1FEETORSE
METREA 2 F o 2R L TWcizd, ARBR TSI SNIEAZF U THDH R ANRZF L
T MR AGTF R BICA S T AR T DT O 7~ T OBl LT, me T~ T
HRil (R=R T4 V) Lo/~ 7 MIERENEFREBIELZ I6EEORET —2 15, =
EF I TERENALZ TFUREIZERD® D508 % RET 2 & 28T 25HUISE b o T,
PopPK fi##T Clidk, —H LT, PCSKIFHEAIDOHF A G R F 7~ 7 D PKIZxT 5 A BRI &
THDHERENDZ Eldienotc, AXF Lz 7 ~7, S5I21% PCSKI BLEAIEE L e
7 <7 O PKHASERIZOWTIIEF R A THY . 2 HFEb ) & O PopPK T o fk i3 48 &
B ThHoT,

8.2.3.7. BEELEXRNEFE

G- P AR B A E IR ICHRA L. AFNSK T 5 BOGDR0 b W aidk b 2 ik
THZE,

8.2.3.8. BEELEXRMTEDHRTIEN

8.1 RRRIBR CIIAIIE G LV 072G M8 SR VVER S —EEERD 5TV A T2 DA
I EANZ L0 AIMERTRD B2 WA, BREBEZGE T RE TRV b, KEOKRE
PP IR 2 EHAICRE L, AR TAENED B WA G 211425 K9
EEMETZNLEND D,
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

8.2.3.9. BRENERERISBEICHILIESE

9.4 EIERER BT HE

R 2 ATREMED 3 B eI iE . AR G- R O ik e 5% 072 < &b 5 o HRIE. @b 722kET
EEHAWAL X9 ETHZ L, [95, 15.2 58]

95  Ith

TEI TSN LTV 2 FTREME D & 5 eI, 1R L oA iR faliE 2 RS &Hr S i 2 %
ACOBREEGT 52 L, v XE AW AR AEBERRICB O TBREOGFERRD L TE
D, BEWOMPIFEREORICER LIZEELEZ LN TWD, 2P, HRPO Y ¥ Tl
AFNOFEIERNT 0 L TSR <. YREPTROE hA~DSFMEITRWEE 2 b b, & b
IgG 1 ZfF 2 @il 5 Z E A bNTW5, [94, 152 5]

9.6 3L

BR LOAIEMER ORFREOARMELBE L, RAOHMG TP ILEZHFT5 2 &, AFloe
L HFA~OBITIIAATH D, & b IgGITHAHTIZBITT D 2 ERMmb TV D,

9.7 AN

BRI, LR, SERA TR 15 kg RGOS 25t 5 & U7 BRR BRI T30 L TV 7220,
[16.6.2 &1 ]

823.10. HENEREATHIEBICHT I IEDRERM

9.4 bk IgG HURITIGRBIM 28T 5 Z LML TWD o), =B F 7 v TIERHAN L RE
TORRIATT DD D D, =BT 7~ 7 % MW T BRRRER TR 5 i Sz s,

BOMEROWE « I REEERR0 b uE, RIS HE Sz, =) 7 <=7 2w c&ks
L7et. RIRICAHEE LR D WREMN H 5720, BRAIRIZR SR Y 227 & LRI GR0IRY | 4
WRT D LR N 72 T UE TR AT > TOIRWEEIR FIRE 2R e~ D B ITHELE S 472\,

HoFH &= v )27 <7 16 mg/kg % 4 12 1A E RN S L7256 . PopPK fifbT it K Tl
EFIREE CHREERE LRIl 7~ T OLERENTEE FIRMELZ FRIZBEIIKTFT5ETH
19 M5 EHEE SN S,

95 T UEFITEMMICEE LT —XIFR LT\ 5, BAERERER T, ET O T ¥
OLETEMRY FR7HEENS19HEET) ot )7 ~7% 3 HIZ1H 30 mg/kg £ TOHET
SC#h Uiz, RHAEM (REHAENELT, BEIAR O XIIRE) 32 TOMET, BEATA

(B X OV RS A7) 1 TRAR A & (1 mglkg) LSO R TOHETRD biviz, v F OMEIRH
HICIE SN ER S RE L, b MREHETEHE CTH 5 15 mg/kg QAW CTHIE S L7l % Rl
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

o, VBXOIRE T v 7 7 A Vde b EREERD (RrlZEIRT) 720, Zh BRFEROERRRY
ERIITATH D,

TbEF /T EER6BENS I8 HEHETT v MBS 3 HIZ 18], 100 mg/kg & THH
BCTSCHELIESGE, B IBIERBICHEEIITREO NNz, 7 v b ORI FIZHIE S
T e RFEEIL. b MrEHERHE (15 mg/kg Q4W) THIE SN 7-EE FlEl- 7=,

9.6 T b =T7 e NHFICBITT 25E. IEHEE ISR D RPmRE L OELIRICBIT 5
AR IRERIIRE D REN E L b D THAHNIRHTH 5,

9.7 SR IIIARE 15 kg RO IIT= B F 7 ~ T OERHBRICHAN TV 20,

8.2.3.11. gI1EF

WORWERNRH 5D Z RO T, BIEEZHDITITV., BEIRD LN GAICTHkE%
Hik9 27 EE B AT Z &,

111 ERRIE

11.1.1 Infusion reaction (4.8%)

TFT 4 TR — FEAEMLE D FE A G e infusion reaction 235 S d Z ENBHH DT, BE
DR LN GE I, EAREORIE, BEOPWIIPI L, EURAEZIT) Z &,

112 ZOMoEIEH

1~10%A i BEEE A
JRYSEFS L OV R BUE NS ES
PR R P FEENMED
PR AR, Fashds K OWERmR I & R
A e ol 8. 1EH
5B M ks L OV AR Rk e T HBIR
—% - RHEER X OB ORE AT R

8.2.3.12. Bl{ERA DR ERHL
111 ERZENWEA

CL-1629 #Hk & Tf CL-17100 #BR I\ T, infusion reaction (X, =t 7 ~ 7 IV & 5.8 84 5+ 4
Bl (4.8%) THE STz, 2HILL s Sz TEAE 1%, TEAEMIZ S CTH o 7= (84 il 2 43
(2.4%) ) .
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

112 ZOMoRIER

CL-1629 3Bk & (X CL-17100 3BRICBW T, =T 7~ 7 IV 2G5 BE 84 #t 9 f5] (10.7%) I
TRERKER M TEAE 23380 B iz, 2 BILL B &7z TEAE X, EAENLE 9 FER M OV ENREE %%
B4AfIH% 24 (24%) ) ThHhoT-,

8.2.3.13. BEARALDOIFE

141  EHFHERFFOEE

14.1.1 EEEAEIC L D RFIOAAL TANOMEEZFEIY | AR L 5% N U REER
D EH Ny TWNICHEANT D, SNy 7 25 ENRR L, f R ORI % 0.5
~20mg/mL & T %, A/ SNy ZI3RE 5 LN &,

14.1.2 FARBITESCOIMHEN T2 2 &, AR ERAFET D56, Wik (2~8C) RIETITFE)
B 24 WL, =R (i 25°C) RTECITFIRN S 6 REHLINICIRR G2 T35 2 &,
AR & mi (2~8°C) IRAF L7 aiE, =R (k@ 25°C) IWRL T eHEET5 2
& AR Z Bk SERNW T &,

14.1.3 AREIONSA T AT LEENEID TH Y | REHIZ S E 720, BIERZITESHCHIR L, 7%
WITBEIEST L2 L,

142 FEAIBGREOEE

14.2.1 FEHRNCE D PLE M, RRMERR 7237202 E 2 BHIC L VR L. Y . O UIRGE
PSR 723380 LD AT Lanwz &y,

1422 KHNX, HEDOA L TA L T4 NE—XIT FAEL XD 02~5I 70 D7 4 VX —%
G TA VEFH L TCHEBHTTA250L L, IV vy aETAERETHRE L
AR

1423 AKHEMOIERNZRE L2 &, £72, FUART A &2 T 3RA & [FIRF 2355
LWz &,

8.2.3.14. EALEDEEDRERM
141  FEAFREREOEE

1411 fERFOZEN: L MEEINT — 2 2 2 EAMERROMRIT, =) 7 v 7 REIEMHR L %
DIVEGEZFFTDHHDOTH D,
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

14.1.2 HHPOLEMN L MEEET — % 2 G0l aRBR o R, v~ 7R 5HGHRL . £
DIVEGEZLZFRTH2HLOTHD,

1413 AFNIHEEFERSTH O, BEANIIAES STV,

1421 AANIBICRZ DR IROEE2 ST, Ba~MEAOERA~LAEE 2T 5 TRITN
X722 5780,

1422 TEF 7 <71, HoFH BEIZ 1M 2 20T T IV ARG LI28A. T OREIXEAK T
RCE—ZIZHET 5, HoFH B2 15 mglkg % IV T QAW £t 5 L7234 O E R EYIHEE Crax 13
89 mg/lL T D, FHFOLENE L MBI T — % 2 &0l a RO I, —v )7 ~7#5
Wi E 2D WV EEEZIFFTL5HDTh D,

14.2.3 AKH| LMAIDIENT A L TOM AR ORI L TiE, FEATT O TNz,
ZoEEEEZBMLL,

8.2.3.15. ZDHhDEE
15.1  EREREEAICIE S <

12l Lo REBEAREEYE o L AT o — U IiiE (LLF. [HoFH) ) BEZ%4 s LzHE
B I [ AR R B3 G5 BR I B T 1.7% (2/116 ) (CAFNT 6 2 PR 720 S
7o BRELA L 11 LU R O HoFH B 2 %t 5 & L7-3sk 1 b/MERERIZH\VN T, 5% (1/20 fi) 12AH
W2 2 HUEERMHUR D T BTz,

15.2  FEERIRRBRICES < B

AR DY ICAR 7 B H 25 19 H B £ CARAIA 1, 5, 10, 30mg/kg ODHET 3 BHIZ 1[I T #
H U7, T XTOMETHE - i PIREREORD S OB BEENR O Hiv, IRIRIROALFR
KT - BR VD IE K QMR RR DA% O IRATF O FT RIT AR & (Imglkg) ZBR< TR TOMHET
B BTz, UV FITARA 1 mglkg &5 L7ZEEROFEIL, b FTORSHRHAE CTH LA
#l 15mglkg & 4 B2 1 ARG L7850 20X105 (5 Ch o7, IBE v 77 A vidv¥¥ L e
TRIBICEZ 2 (FREHRMT) 7290, Zh b ORROBKRBEEMEIIRHTH D, [9.4,
9.5 ]

8.2.3.16. ZFDDEEDHRTERL
15.1  FRRFERICES < IFH

TSI T G LEEBRIZEBW T, IRIERICAE L7 ADA GEE . K040 AMESEE TR
SN, INHRBEETIE, e r~T7oReltt, Aok, BEICKHT2H N EEIIRD
N o7,
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1.8 IvfI3CE (%) TEF =7 (BiafH#RZ)

15.2  FEEERRBRICES < HH#H

15.2.1 e KR QMR A G DI D PRI LT, AFNIERIR L oA RRIEN B fERME 2 LE 55
BCHEETRETH D, AANCIHERITRG LT —ZIER ATV DA, B FERIC LV e
PRENTWD, b b IgG kTR z@ind 5 Z ENM BN TN D120, KANIRHAD B IR
PICBATT D RN B 5, AAN ORI G 2% G135, BIBICAE L LD TRERH 5,

8.2.4. SZ Xk
A Rcarh
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A FKFE I 0109 F 1 &
S f 2 44FE 1 A 9 H

FAERREATE (7)) & OB

ZAEGBE RS - AR AR R S R A B R
( N Ffl ) S )

[ 3K D — R FRIZ DWW T

BERCIZ DWW T, TR O — RO B M OWT (K 18 423 A 31 H 3
BFEGF 0331001 SEAFGBEEERE L FREM) FCIVRVFE>TNDHLIAT
T Ak, BAEICET D EELDO—RAFR (LLT TJAN] &Wv9,) IZ2W T, 8T
ToAZRHIRD E BV ED =D T, WTHO L, BE TEMREEIAT LA L HEE
AV E T

(ZH)

HARER S — 4T —ZX—Z :URL http://jpdb. nihs. go. jp/jan/Default. aspx
BUIRDIERD 5 B JAN UAOEFOFEHRIL, YiLkT —F X—ADERTHILT D
ZLLELTVWET)



IS
(BF 1) INN & DEAMENRKSNDAREEDH D H D
(“FRk 18 47 3 A 31 HIRARFAIF 0331001 =245 @E ER AN AFEEEHME BN THIEL)
BHékds  301-3-A3

JAN (HAA) : ~a M TR E -y NERREKFY)
JAN (3£ #4) : Berotralstat Hydrochloride Hydrate

CN
H HN
\Q/\NHz _\>

C3oH26F4NgO * 2HCI « H20

¢ 2HCI * H,0

Iz

\
F N—N

1-[3-(7 X 7 AF )7 = = V]N-B{(1R)-(3-> 7 / 7 = = V)[(¥/ m TR EN AT )T I )] AFNY}-2-7
NAB T 2= )3 (b T AA B AFIV)IH-E' T Y — bR F T N R K

1-[3-(Aminomethyl)phenyl]-N-(5-{(1R)-(3-cyanophenyl)[(cyclopropylmethyl)amino]methyl}-2-fluorophenyl)-
3-(trifluoromethyl)-1H-pyrazole-5-carboxamide dihydrochloride monohydrate



(BIIZE 2) INN ([ZUE S 7= H OBNEIC I T A B3 — 4 #r
(CFRk 18 4F 3 A 31 H I AFA T 0331001 52 A 784 3 A i /R A S B R @ anIoR 953 2)

BHékd5  30-6-B14
JAN (HA&4) : TEv L RAn (GBI FHEZ)
JAN (F= 4) : Abicipar Pegol (Genetical Recombination)

VA il

GSDLDKKLLE AARAGQDDEV RILMANGADV NARDSTGWTP LHLAAPWGHP
EIVEVLLKNG ADVNAADFQG WTPLHLAAAV GHLEIVEVLL KYGADVNAQD
KFGKTAFDIS IDNGNEDLAE ILQKAAGGGS GGGSC

C135 : PEG{L AT

RYZF Lo 7Y a—LokEaER
o o]
/O\L/\ N )k/\
HaC °l H bﬂS*—Cys

*CysiEEDOHERTF
Ce17Ho69N1730190S2 (& > /X7 'EHEH43)

TEI UL NROVTPEGILENT-EIn L Z o878 (F R $934,0000 THY, b MLENE
AR SEIR A (VEGF-A) IZFEAT 27 o) ) B— M%L%ﬁ@“é BRI, 135 E T
X RFRILIN D720, C RS Cys 12 PEG (CE¥4y -8 ¢ £20,000) 23U > 1 —% A L THEG LTV AD.

Abicipar Pegol is a pegylated recombinant protein (molecular weight: ca. 34,000) containing ankyrin repeats binding
to human vascular endothelial growth factor A (VEGF-A). The protein moiety consists of 135 amino acid residues,

and a PEG (average molecular weight: ca. 20,000) is attached to the C-terminal Cys via a linker.



BokF 5 301-2-B6
JAN (HAA) : A A7V I G
JAN (3%  4) : Imeglimin Hydrochloride

H CHs,

C6H13N5 * HCI

H

B

(6R)-N2N26-~ U AF1-36-P & Fr-135-h ) 7V -24-UT7 2 —if

(6R)-N?,N?,6-Trimethyl-3,6-dihydro-1,3,5-triazine-2,4-diamine monohydrochloride



Bekds  301-2-B7
JAN (HA%) : =7 ~7 (BaH#az)

JAN (& 4) : Evinacumab (Genetical Recombination)

T2 BRI RN AV T 4 REES

L &4

DIQMTQSPST

ASSLESGVPS

GTKLEIKRTV

DNALQSGNSQ

LSSPVTKSEN

H 4

EVOLVESGGG

ISGDGGSTYY

RNTIFGVVIP

LGCLVKDYFP

SLGTKTYTCN

PKPKDTLMIS

QFNSTYRVVS

EPQVYTLPPS

PPVLDSDGSF

LGK

HEHEL: frpie e 7 v& 2 Wk ; H$H4 N303 « HEEHAS S ; H 8 K453 :
L $4 C214 — H #1C140, H$4 C232 - H #1C232, H#4C235-H &4 C235 :

LSASVGDRVT

RESGSGSGTE

AAPSVFIFPP

ESVTEQDSKD

RGEC

VIQPGGSLRL

ADSVKGREFTI

DAFDIWGOGT

EPVTVSWNSG

VDHKPSNTKV

RTPEVTCVVV

VLTVLHQODWL

ITCRASQSIR

SWLAWYQQOKP

FTLTISSLQP

SDEQLKSGTA

STYSLSSTLT

SCAASGETED

DDFATYYCQQ

SVVCLLNNEY

LSKADYEKHK

DYAMNWVRQG

GKAPKLLIYK

YNSYSYTEGQO

PREAKVQWKV

VYACEVTHQG

PGKGLEWVSA

SRDNSKNSLY

MVTVSSASTK

ALTSGVHTFP

DKRVESKYGP

DVSQEDPEVQ

NGKEYKCKVS

LOMNSLRAED

GPSVFPLAPC

AVLQOSSGLYS

PCPPCPAPEF

FNWYVDGVEV

NKGLPSSIEK

QEEMTKNQVS LTCLVKGEFYP SDIAVEWESN

FLYSRLTVDK SRWQEGNVES CSVMHEALHN

TAFFYCAKDL

SRSTSESTAA

LSSVVTVPSS

LGGPSVFLEP

HNAKTKPREE

TISKAKGOPR

GOPENNYKTT

HYTQKSLSLS

AN e s A/
JCANT 4 REEE



Fuc(o.1-6)
(B1-4)GIcNAC(B1-2)Man(c.1-6)

Galy, Man(B1-4)GcNAC(B1-4) GcNAC
(B1-4)GcNAC(B1-2)Man(a.1-3) ~~

Coas0Ho992N171602042Sa6 (& > /X 7 'EER 5y, 4 AEH)
H 84 Cao0sH3393Ns810682S17
L #H  CiosrH1607N2770337S6

TSI TNE, B NT UV RTF RS 3 E 3 (ANGPTL3) [T 28 (s FH#iz v | 19gG4 £
J7a—F VPR THY, HE 234 FHOT I EEFRIED Pro ICEHA SN TWD., =7 ~71%, TF%
A == ANLAF—JNRHIIC LV EAESND. =27~ T, 463 DT 2 ERFREEN G725 H $H (v4
B2 AKX 214 DT I/ BRIRED B 72 5 LEH (x $0) 2 R THERL S D B8 2 3 7 8 (438 1K) 149,000)
Th5b.

Evinacumab is a recombinant human IgG4 monoclonal antibody against human angiopoietin-like 3 (ANGPTL3),
whose amino acid residue at position 234 is substituted by Pro in the H-chain. Evinacumab is produced in Chinese
hamster ovary cells. Evinacumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains)
consisting of 453 amino acid residues each and 2 L-chains (x-chains) consisting of 214 amino acid residues each.



BokF 5 301-2-B9
JAN (HA%) : =A% I IR
JAN (3 #4) : Esketamine Hydrochloride

* HCI

|
CHs

C13H16CINO -+ HCI

(28)-2-(2-7 v 7 = = )2 A FNT I )y aaFHY ) v R

(2S)-2-(2-Chlorophenyl)-2-(methylamino)cyclohexanone monohydrochloride



Bk m  301-3-B1
JAN (AARL) : AV~ bh—RA8E gk
JAN (¥ 4) : Ferric Derisomaltose
Fex(CsH1105[CsH1005]aC6H1305)y

it 8kt AR Y [a-D-Z Va2t T ) 2 b-(1-6)]-D-7 /L3 b —/L & OEAEIK

Poly[a-D-glucopyranosyl-(1—6)]-D-glucitol complex of iron(111) oxide



BokF 5 301-3-B2
JAN (AARA) : 7V arvo=y L VKR
JAN (& 4) : Glycopyrronium Tosilate Hydrate

<

’— N\§CH3 . /©/ e H,O
\ OH CH, HaC

O RUHRBEMK

C19H26NO3 * C7H703S + H20

(8RS)-3-[(2SR)-(2-> 7 X F)L-2-& Ra X -2-7 == V7 v F ) A FU]-1L1-UAF AR Ur-l-A
UL (G- AT NN S RVR V) K

(3RS)-3-[(2SR)-(2-Cyclopentyl-2-hydroxy-2-phenylacetyl)oxy]-1,1-dimethylpyrrolidin-1-ium
mono(4-methylbenzenesulfonate) monohydrate



BokF 5 301-3-B5
JAN (HAL) : A AN LFT AV e EmE Ky
JAN (& #4) : Omecamtiv Mecarbil Hydrochloride Hydrate

P /M\ N\»/J e 2HCI * H,0

C20H24FN5O3 + 2HCI - H20

A-[(2-7 A B 3{[N-(6-A FILE Y P -3-A I NANREANV]T R /Y7 2= WA FERT D -1-D v
RUBEAF IV R — K

Methyl 4-[(2-fluoro-3-{[N-(6-methylpyridin-3-yl)carbamoyl]amino}phenyl)methyl]piperazine-1-carboxylate
dihydrochloride monohydrate



BokF 5 301-3-B6
JAN (HAA) : RAZ~F=7F U v LKf
JAN (3% 4) : Fostamatinib Sodium Hydrate

||DO3N82
© F
R '
o) N N N N
|
ho © \\r/ e 6H,0
3
HN o)
“CHj
O/CH3
o)
“CH,

Ca3H24FNeNa,OgP - 6H,0

VU657 N AR 2-BA5- U A RFLT =Y JYEY I DA N]T R }22-V AF 34 F -
23-Ut RE-4H-t'Y R[32-b][LAIAFH bt M AF L F U oA AAFIY

Disodium (6-{[5-fluoro-2-(3,4,5-trimethoxyanilino)pyrimidin-4-ylJamino}-2,2-dimethyl-3-oxo0-2,3-dihydro-
4H-pyrido[3,2-b][1,4]oxazin-4-yl)methyl phosphate hexahydrate



Bk 301-3-B7
JAN (HA%) : = A7 Fa—/LKFfi
JAN (3 #4) : Estetrol Hydrate

C18H2404 * H2O

T A K 7-1,35(10)- b U = -3,15a,160,17B-7 b1 —/L  —/KFIH

Estra-1,3,5(10)-triene-3,15a,16a,17p-tetrol monohydrate

% JAN LA OTE®RIZ, 2B L L TRELELE,
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10. 5 - BIRFOEEZTEEHDFT LY

v r~7 (&

I/ Z)

10.1. HE -BXRZFDREEEEEHDFELD

%4 - hil4 — AT e~ 7 GBI Z)
AE
TEFI=TIE, B T UARET R Z 7 E 3 (ANGPTL3)
Xt HEfa iz bk 1gG4 €/ 7 a—FAFURTH Y, HEH 234
ZBHOT I JBIREEN Pro IZEWHESNL TS, =7 ~7E, T
A == ANLAZ—INEMIC XV EAIND, BT T~ TIE,
453 [HOT I JEEERIEN S HE (y4 80) 2 ARV 214 HOT X/
MRFR I D70 D LB («81) 2ARTHER SN DNEX V30 (T8
#149,000) Th 5,

& HRED EFB Y

Zhie - B REEAIREEME 2 L AT 0 — VIIE

L - & WE, e ~7 ErEfz) LT 15mgkeg A 1[F (408
e WEI DR ERT] 2E A A

BSSE DR E

=
ERs
e
é\t

ik 2 F 7 ~7 (BinFfi#z)
) - =T — Y R EE 345 me (1234 77 /L 345mg &)

Bz =
T F
3

o=

HE$ 5 i
KAE -

Pt | G | BGREE 55 A E2RET R
vk 5 J iv 10 - 100 mg/kg 100 mg/kg N/A
5 M sc 100 mg/kg 100 mg/kg N/A
Wz 5 3 fH] iv 10 - 100 mg/kg 100 mg/kg N/A
5 3 sc 100 mg/kg 100 mg/kg N/A
13 or 26
7 v b . sc 10 - 100 mg/kg 100 mg/kg N/A
T H
13 or 26
. iv 100 mg/kg 100 mg/kg N/A
T H
13 or 26
V% R sc 10 - 100 mg/kg 100 mg/kg N/A
A
13 or 26
. v 100 mg/kg 100 mg/kg N/A
T H
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T s =7 (En A z)

RV DEARHRRBRIC I 1T B EIVER o | DFEX GABRICIS 1T 2 AR R A 5
[R1500-CL-1629 (DBTP) K X 1643 (DBTP O B Ef) ]
R1500-CL-1643 ( DBTP @ B
) kA FEHLE
- P TI=2T i‘/ [N 0.9%
- A7 = Z—PHM (1/117)
FmEPEZE 13.7% o U g 0.9%
(16/117) (11117)
ATV YRR 7.7%
PR (9/117)
FEMED F 6.0%
(7/117)
L 5.1%
(6/117)
I 5.1%
(6/117)
SEIVER &%, TRBRIE & O R R BfR D
BETERVHERZEZ VD
Eayan Ultragenyx Japan #REUfE 841« dig A

2% VR 104E 3 H 18 HIEHEGENS 268 5 ( [ROKEEZER | — [MEaHtha) )
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1.10 FE3K - B

BIHE

7

141

F
B
plilS

DIOMTQSPST
ASSLESGVPS
GTKLEIKRTV
DNALQSGNSQ

LSSPVTKSFEN

H #4

EVOLVESGGG
ISGDGGSTYY
RNTIFGVVIP
LGCLVKDYFP
SLGTKTYTCN
PKPKDTLMIS
QFNSTYRVVS
EPQVYTLPPS

PPVLDSDGSF

LGK

LSASVGDRVT

RFSGSGSGTE

AAPSVFIFPP

ESVTEQDSKD

RGEC

VIQPGGSLRL

ADSVKGRFTI

DAFDIWGQGT

EPVTVSWNSG

VDHKPSNTKV

RTPEVTCVVV

VLTVLHQDWL

QEEMTKNQVS

FOREFRAEROE L

J BERRA e DN AV T 4 RS

IT?RASQSIR

SWLAWYQQKP

FTLTISSLQP
SDEQLKSGTA

STYSLSSTLT

S?AASGFTFD

I
DDFATYYCQQ
SVVCLLNNFEY

LSKADYEKHK

DYAMNWVRQG

TEF <=7 (

GKAPKLLIYK

YNSYSYTFGQ

PREAKVQWKV

VYACEVTHQG

PGKGLEWVSA

SRDNSKNSLY

MVTVSSASTK

ALTSGVHTFP

DKRVESKYGP

DVSQEDPEVQ

NGKEYKCKVS

LTCLVKGFEFYP

LOMNSLRAED

GPSVFPLAPC

AVLQSSGLYS

PCPPCPAPEF

FNWYVDGVEV

NKGLPSSIEK

SDIAVEWESN

FLYSRLTVDK SRWQEGNVEFS CSVMHEALHN

TAFFY&AKDL
SRSTSESTAA
LSSVVTVPSS
LGGPSVFLEP
HNAKTKPREE
TISKAKGQPR
GOPENNYKTT

HYTQKSLSLS

b
=S

T/ Z)

HE{EL : fie m 7 v & I Wk HEH N303 : FESHRS & ; HEH K453 : iy a7 LEH C214
-H#4C140, H#4 C232-H#4C232, HH4C235- HEH C235 : VAL 7 ¢ RfEE
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LR FESHOHEEAE

Fuc(al-6)
(B1-4)GIcNAc(B1-2)Man(a1-6)
Galo- Man(B1-4)GlcNAc(B1-4)GIcNAc
(B1-4)GlcNAc(B1-2)Man(al-3)

CoasoHo00oN 17160204286 (% > /X7 E iRy, 4 AEH)
H#{  CoosH3s03N5810684517
L#{  CiosrH1607N2770337S6

TEF I~ b T VA REF RS 2 3 (ANGPTL3) (2% 5 sz b b
IgG4E / 7/ u—FNAHRTH Y, HEH 234 FH O T I/ FEFRIED Pro lCEHR ST\ b, =7
~ 71X, T A =— AN Z =PRI KV EASND, S~ TiE, B30T I ik
BB b HEH (ya8H) 2ROV 214 DT 2 BB S5 L (c84) 2 K THERR S 2 Bt
L R0 (Gr 1R K9 149,0000 TH D,
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10.2. AYHEXHEGRIFEENHERELOIEEEHDTE LD

CONFIDENTIAL Page 6 of 10



1.10 7 - BIBRFOREHFEEGOE L O TS =7 (BaFHRZ)

BIATERF 1
AW RS ST E A SRR O EE B O £ &
—fk4 v ~7 (BETFHEZ)
HRoe4 T % — Y R R 345mg
HEEE Ultragenyx Japan #E=02 4t
RIRE « AR REHESEZEE 2 L AT v — Vil
L - & W, T s <7 (BarfHiz) & LT 15 mgkg & 1

B (43 11 miEEET 5,
AYHCREREOMHEHOFE | BEH— 1L TO 25813 oMz it A

O

R U 7= A | SRR Ob Fickfd - #fk. Ov bl (MK, R, €0
fin) . WMEEEMAE - MRk, OB H kRS (g, € o
fttL)

B4  Fr A =—X « NAZRX—FJIEM (CHO #ix)

W SRJFCRFEE OfE B Y WE MR, O ng. 0% oo ® & AR,
OfFGsIY, O oM ()

FRSEORKE RS e b B | B 2 2R
MDA ) —=2 7 « D

NE

A SR JFCBME 2% B RTE | BIHE 1 B R
{LALERAE DN

A INAR T YT T ARG | B2 B
OB -

METREROME (7e—F v | K 12K
— )

(ATEAC AL BRI IE T 2 A
L. WHE M2 BEICR
i)
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HIlEARC 2

TEFr~7 (BiaTH#Z)

i L 72 A0 F R IURESE D 40 B

F XA ==X« NAAZ =PI (CHO #Hf)

i L 7 AW H R IURFSE D 4548

Ot hfiEHR Sy, Ot Mgk, O MIRERR .
Ot hEkRs (g, Mg OTRZR<b0) | OK

BE Ry, BB, D8 hkksy., 00
fi ()
AW HRIFCRFE O H B 1Y OFZhAsy. BE M, ORIy, O oo RS

BEE () . O8GRI, O<co ()

FEWHORIFEE OBk E 2D B
N BYMORI Y =T
BLONE

TSI ~T (BT z) ofLEICHEHT H MCB KDY
J—X 7NNy (WCB) ORI, BT 5 ICH &
A RT7A4ZE-> THONIIFF I TWSD. MCB KT
WCB 1%, M, #lE, ~A a7/ 7 X<, Skigertmg
K OUEGE L b o A LV ATHEY STV N 2 & g
LTCWa,

D

R ORIE RIS D A L 2D | %S L
AEAL S OBk BV DN
BYETEROME (7a—Fv— | HIK 1SR
)

(RIEAL L OBRZEALER 2 1T AR
AL, SofF 2 BARRYICELED)
TANRZRT VT T RRERE R | B2 2R
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IR 1
BETEOHE (7O0—Fr¥—h)
T A NV AREC K OBRELE 2 T TR,

Cell culture process fifEks 2 T2

| weB |
|

b
=S

Step 1: expansion culture TF2 1 : B PLk

B flask culture [l 7 7 A 2155
!

I cu'ture N
[
bioreactor culture /A AU 7 U X —kza%

!

Step 2: production culture G
T 2 : ek

bioreactor culture
NAF VT 7 X —155%

Purification process and | Process
[ AREYqS)  ENE

I/ Z)

Step 3: harvest
T3 A—_ZX |k

Step 4: S chromatography / S
Yy = CERavasrrE [ 2 |

=

Step 5: N chromatography [
BRI T 2 PARAVEds |

S

Step 6: | Chomatoqraphy

Lo M -7 -

Step 7: virus retentive filtration |G
T 7 oA ZBRE SN

Step 8: concentration G

T8 ¢
TR0 —

Step 9: ] concentration
T2 9 : A

|

Step 10: I
T 10 :

T

Step 11: dispensing, testing and storage of il
T2 11 : g O, B DR
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1.10 HE - FEEFOREFERHOE LD TEFr7<7 (BizFHE#x)

B 2
DAINRY YT S O ARBREROBE

TS 7= 7B FRABZ) DR TRICONVWT, 4BEOEF LA VX [RiEfERME~ T X
HIWE YA VA (X-MuLV) , YUAYAf =2— A VA (MVM) , VFTUANVZ3E (Reo-
3) , RMEFERFIA VA (PRV) ] ZHVWTOANRZ VT 7 ARBREZEK LT-, ELEOVA
WAZ VT T 2558 (LRF) RO TUANAZ VT 7 A EEE TRIZRT,

DAIWNARI VTS ORARBRERDOHE

WM TR X-MuLV MVM Reo-3 PRV

HmE v v AREL) I I I | CEEa
B =~ 77 1 1 | 32N  BE | 8§ 2@
EE - -~ F7774— | I I I

T AN ARFFSHIE ¢ "HEEN | CHEE  CEEE | e
BIANZRIZ VTS A >16.3f > 12.68 >16.2 >20.9

MVM. minute virus of mice : ¥V A A =a2— 7 A LA

PRV, pseudorabies virus; : {RIEIERIF 7 A /LA

Reo-3, reovirus Type 3 : LA A /LR 3 Bl

X-MuLV., xenotropic murine leukemia virus : 2R~ 7 2 BlFE 7 A LR

? ! |
Jr

* I e S
I

?

!

< I

fX-MuLV OffPH Y &L LTMVM DY A VARFFS1EO LRF Q) < X-Mulv o7 V77 R
EWETIHE. X-MULVORZ V7 T A3 > logl0 B TH 5.

* I e Y e

I e N

I
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FIE (EP1—IL3) : REICEHTHIXE

3.1 3% (EPa1—IL3) BX

BARE

3.2.S

bz I setg | M

3.2.8.1
3.2.8.1.1 |Nomenclature 24N Bl
3.2.8.12  [Structure st it
3.2.8.1.3 |General Properties o Bl
3.2.8.1.3 |Extinction Coefficient Report o Bl

3282
3.2.8.2.1 |Manufacturers 24N Bl
3.2.5.2.2 |Description of Manufacturing Process and Process Controls 24N FEAT
3.2.8.2.3 |Control of Materials - Raw Materials 24N Bl
3.2.8.2.3 |Control of Materials - Cell Substrate Stability 24N R
3.2.8.2.3 |Control of Materials - Master Cell Bank 24N Bl
3.2.8.2.3 |Control of Materials - Working Cell Bank o Bl
32823 _ Toxicological Risk Assessment o Bl
3.2.8.2.4 |Control of Critical Steps and Intermediate o Bl
3.2.8.2.5 |Process Validation and or Evaluation - Analytical Methods s R
3.2.8.2.5 [Process Validation and or Evaluation - PPQ HEF- A
3.2.8.2.5 |LIVCA Protocol PV-PTCL-019727 ok it
32.8.25 |Cell Culture Mfg. PPQ Protocol PV-PTCL-019625 |l iz Al
32.8.25 |Purification Mfg. PPQ Protocol PV-PTCL-019626 |} iz Al
3.2.8.2.5 |Cell Culture Mfg. PPQ Protocol PV-PTCL-024156- 2N R
3.2.8.2.5 |Purification Mfg. PPQ Protocol PV-PTCL-0241 57- N R
3.2.8.2.5 |Addendum to Cell Culture Mfg. PPQ Protocol PV-ADD-024651 o Bl
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3.2.82.5 |LIVCA Report PV-SR-024867 sk At
32525 |FDS PPQ Report PV-SR-024683 [l st ATt
32825 |FDS PPQ Report PV-SR-027899 ||} st ATt
32825 _ Sanitization Report PV-SR-017559 WS A
32825 - Storage Report PV-SR-022710 WS S
32825 _ Sanitization Report PV-SR-016722 sk A
32825 _ Storage Report PV-SR-022712 sk A
32825 _ Sanitization Report PV-SR-022714 sk At
32825 _ Storage Report PV-SR-022713 sk At
3.2.8.2.5 - Production Scale Resin Lifetime Protocol PV-PTCL-029365 o BTG
3.2.8.2.5 _ Production Scale Resin Lifetime Protocol PV-PTCL-029366 o BTG
32825 h Production Scale Resin Lifetime Protocol PV-PTCL-029367 o BTG
3.2.8.2.6 |Manufacturing Process Development sk A
3.2.8.2.6 |Evinacumab Global Process Development Report stk ST
3.2.8.2.6 |Evinacumab Quality Attribute Risk Assessment sk A
32526 [ Comparability Report - R1500-MX-17056-SR-01V 1 S48 ST
3.2.8.2.6 |Harvest PAR Report PE-SR-027958 sk A
3.2.82.6 |Cell Culture Model Qual Report PE-SR-024701 st ST
3.2.8.2.6 _ Model Qual Report PE-SR-024732 s A
3.2.82.6 _ Model Qual Report PE-SR-025140 sk A
3.2.82.6 h Model Qual Report PE-SR-024758 sk A
3.2.8.2.6 |Virus Retentive Filtration Model Qual Report PE-SR-026432 st ST
3.2.8.2.6 |TFF Model Qual Report PE-SR-023257 sk AT
32.8.2.6 |Seed Expansion PAR Report — [JJj Flask PE-SR-024720 iz ATt
3.2.8.2.6 [Seed Expansion PAR Report —- units PE-SR-024719 sk A
3.2.8.2.6 [Seed Expansion PAR Report —- units PE-SR-025663 sk At
3.2.8.2.6 |Production Bioreactor PAR Report PE-SR-026865 stk ST
3.2.8.2.6 _ and Viral Inactivation PAR Report PE-SR-025440 st ST
3.2.82.6 _ PAR Report PE-SR-025471 sk At
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3.2.82.6 h PAR Report PE-SR-025375 sk A
3.2.82.6 |TFF PAR Report PE-SR-025505 sk A
3.2.8.2.6 _ Lab Scale Resin Lifetime Report PE-SR-026080 HIZ4N AT
32826 _ Lab Scale Resin Lifetime Report PE-SR-025142 stk ST
32826 _ Lab Scale Resin Lifetime Report PE-SR-026114 stk ST
3283
3.2.8.3.1 |Elucidation of Structure and Other Characteristics st A
3.2.8.3.1 |Characterization of] - Species Report R1500-MX-18199 st ST
3.2.8.3.1 |Characterization of] - Species Report R1500-MX-19003 st ST
3.2.8.3.1 [Characterization of Secondary and Tertiary Structure Report R1500-MX-18136 o AT
3.2.8.3.1 |Cross Validation of Purity Release Assays Report R1500-MX-18137 st FFA
3.2.83.1 [SV-AUC Report R1500-MX-18139 sk A
3.2.8.3.1 |Characterization of] _ Report R1500-MX-18075 st ST
3.2.83.2 |Impurities sk A
3.2.8.32 _ Toxicological Risk Assessment sk A
3.2.8.32 _ Toxicological Risk Assessment stk A
3.2.8.3.2 _ Toxicological Risk Assessment sk A
3.2.8.3.2 - Toxicological Risk Assessment sk A
3.2.8.3.2 - Toxicological Risk Assessment sk A
3.2.8.32 _ Toxocological Risk Assessment sk A
3.2.8.3.2 - Toxicological Risk Assessment sk A
3.2.8.3.2 - Toxicological Risk Assessment sk At
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32854
3.2.8.4.1 [Specification sk At
3.2.8.4.2 |Analytical Procedures sk At
3.2.8.4.3 [Validation of Analytical Procedures sk At
3.2.8.4.4 [Batch Analyses sk A
3.2.8.4.5 |Justification of Specification sk A
3285
3.2.8.5 |Reference Standards or Materials sk At
3.2.8.5 |Reference Standard - Test Method Descriptions sk ST
3.2.8.5  |Qualification Report for REGN1500 Reference Standard TD-QC-03240 stk ST
3.2.8.6
3.2.8.6  |Container Closure System st ST
3.2.8.7
3.2.8.7.1 [Stability Summary and Conclusions sk A
3.2.8.7.1 |Forced Degradation Report TD-QC-03408 sk A
3.2.8.7.2 |Post Approval Stability Protocol and Stability Commitment stk At
3.2.8.7.3 [Stability Data sk A
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b U =T (EEETHBZ)

3.2.P
bR # st | T
32.P.1
3.2.P.1 |Description and Composition of the Drug Product sk AT
32.P2
3.2.P.2.1 [Components of the Drug Product sk AT
32.P2.2 |Drug Product sk AT
3.2.P.2.3 [Manufacturing Process Development -- sk AT
3.2.P.2.3 |[Filter Certificate of Quality stk FEAT
3.2.P.2.4 [Container Closure System stk FEAT
3.2.P.2.5 [Microbiological Attributes sk AT
32.P2.6 |Compatibility sk AT
32.P3
3.2.P.3.1 [Manufacturers sk AT
3.2.P3.2 [Batch Formula s BRL
3.2.P.3.3 |Description of Manufacturing Process and Process Controls - Secondary Packaging WS R
3.2.P.3.3 [Description of Manufacturing Process and Process Controls -- stk AT
3.2.P.3.4 [Control of Critical Steps and Intermediates sk AT
3.2.P.3.5 |Process Validation and or Evaluation - Aseptic Processing -- st FEAT
3.2.P.3.5 [Process Validation and or Evaluation - PPQ (345 mg) st FEAL
3.2.P.3.5 [Process Validation and or Evaluation - PPQ (1,200 mg) st FEAML
3.2.P.3.5 |DP PPQ Report 1,200 mg vial - 302-21-04-004-SR 1 sk AT
3.2.P.3.5 |Attachment - DP PPQ Report 345 mg vial -302-21-04-007-SR1A1 RiZ4 AT
32.P3.5 |DP PPQ Report 345 mg vial -302-21-04-007-SR1A2- TOR addendum st A
3.2.P.3.5 |Attachment - Shipping Validation Summary Report 1,200 mg vial SV-SR-026159 A AT
3.2.P.3.5 |Attachment - Shipping Validation Summary Report 345 mg vial SV-SR-031470 st FEAML
m Ship Process Tech Assessment - UX858 Drug Product from sk STl
3.2.P.3.5 [Microbial Retention Validation Report st FEAT
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32.P4
3.2P4.1 [Specifications sk At
3.2.P.42 |Analytical Procedures sk At
3.2.P.4.3 [Validation of Analytical Procedures sk At
3.2.P.4.4 |Justification of Specifications sk A
3.2.P.4.5 |[Excipients of Human or Animal Origin sk A
3.2.P.4.6 [Novel Excipients sk A
32.P5
3.2.P.5.1 [Specifications sk At
3.2.P.5.2 |Analytical Procedures sk At
3.2.P.5.3 [Validation of Analytical Procedures sk A
3.2.P.5.4 [Batch Analyses sk At
3.2.P.5.5 |[Characterization of Impurities st FEATh
3.2.P.5.5 [Rabbit Pyrogen Test Report sk At
3.2.P.5.6 [Justification of Specifications sk At
3.2.P.6
3.2.P.6 |Reference Standards or Materials sk Bl
32.P7
3.2.P.7 |Container Closure System stk ST
32.P8
3.2.P.8.1 [Stability Summary and Conclusion sk At
3.2.P.8.2 [Post Approval Stability Protocol and Stability Commitment stk At
3.2.P.8.3 [Stability Data sk A
3.2.P.8.3 [Stability Data - Photostability sk A
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3.2A ZDith
CID& 5/ ; I
; %
32.A1
3.2.A.1 |Facilities And Equipment -- sk AT
3.2.A.1 |Facilities And Equipment -- sk AT
32.A.1  [Layout of | | I (RE-G-1101-E-1] 2N FEAT
32.A.1 |Layout of Building [81 RE-BId81-Inspect] sk AT
32.A.1 |Layout of Building 85 [RE-BId85-Inspect] sk AT
3.2.A.1 |Room Classifications Within PA1 [RE--Inspect] st FEAL
3.2.A.1 |Room Classifications Within PA2S [RE--Inspect] st FEAL
3.2.A.1 |Personnel Flow Within PA1 [RE--Inspect] st FEAL
3.2.A.1 |Personnel Flow Within PA2S [RE- -Inspect] st FEAL
32A.1  [Product Flow Within PA1 [RE JJJj-Tnspect] S Al
32A.1  [Product Flow Within PA2S [RE JJJjjjj-Inspect] HESH Al
32.A.1  [Raw Material Flow Within PA1 [RE JJJJj-Tnspect] HESH Al
32.A.1  [Raw Material Flow Within PA2S [RE JJJJjjj-Inspect] S Al
32.A.1  [Solid Waste Flow Within PA1 [RE JJjjJj-Inspect] M Al
32.A.1  [Solid Waste Flow Within PA2S [RE JJJjjj-Inspect] M Al
3.2.A.1 |Liquid Waste Flow in Building 81 [PF-BLD81-Liquid Waste-Inspect] N Bl
32A1 Personnel, Equipment, Material Flow, and Room Classification Within SA 1 N T
[RE-SA1-Inspect]
32A1 Personnel,. Equipment, Material Flow, and Room Classification Within SA 2 N ST
[RE-85-Disp-Inspect]
32A1 Personnel, Equipment, Material Flow, and Room Classification Within SA 4 N T
[RE-SA4-Inspect]
32A1 Personnel,. Equipment, Material Flow, and Room Classification Within SA 5 N T
[RE-85-Disp-Inspect]
32A1 Personnel, Equipment, Material Flow, and Room Classification Within SA 6 N T
[RE-SAG6-Inspect]
32A1 Personnel, Equipment, Material Flow, and Room Classification Within SA 7 N T
[RE-SA7-Inspect]
32A1 Personnel, Equipment, Material Flow, and Room Classification Within SA 8 N ST
[RE-SAS8-Inspect]
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32.A2
3.2.A.2 |Adventitious Agents Safety Evaluation g5k A
3.2.A2 Lot 23718 TSE and Viral Safety Assessment HEFh FFAh

32.A2 — Lot 65633 TSE and Viral Safety Assessment Ak FFAh

32.A2 Lot 930813 TSE and Viral Safety Assessment st ST

3.2.A2 - Lot 1001556 TSE and Viral Safety Assessment st FEATh

32.A2 Lot 1116563 TSE and Viral Safety Assessment st FEATh

32.A2 |LIVCA EPC Testing Reports — 8209300013 sk A

32.A2 - TSE and Viral Safety Assessment sk A

3.2.A.2 |Unprocessed Bulk Testing Reports stk FEATh

3.2.A.2 |Viral Clearance Validation Summary Report PV-SR-026751 st ST
32.A3

3.2.A.3  |Excipients - 150 mg/ml g5k A

32R BBDEKREH

R L
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B4 (EVa—IL4) : FERREERIEE

4.2 HERREE
4.2 1 FIBHRER

4211 NN ZEEBM T SHHER

YERHE 5 AT K-S THAR s | P
Determination of Equilibrium Dissociation Constants for
42.1.1-1 R1500-PH-18158 the Interaction of Evinacumab (REGN1500) with the sk TAl

Neonatal Fe¢ Receptor from Human and Non-Human
Species

The effect of anti-ANGPTL3 mAbs on top of high
intensive cholesterollowering treatment using the
42.1.1-2 R1500-PH-19099 combination of a statin and anti-PCSK9 mAb 4N S
alirocumab on established atherosclerosis in
APOE*3Leiden.CETP transgenic mice

Evinacumab-Mediated Inhibition of ANGPTL3 Leads to
42.1.1-3 R1500-PH-19183 Reduction of Low-Density Lipoprotein (LDL) Cholesterol 1S+ HEh]
through LDL Receptor-Independent Mechanism

42.1.1-4 REGN1500-MX-12022 CharacFer.lzatlf)n of admlnls.tr.atlon. of REGN1500 to sk A
normolipidemic and hyperlipidemic rodents

42.1.1-5 REGN1500-MX-12023 |In Vitro Functional Characterization of REGN1500 7998 Hhi

Determination of the Equilibrium Binding Constant for
the Interaction of REGN1500 with Angiopoietin-Like 3
from Human, Cynomolgus Monkey, Rabbit, Rat, and
Mouse

42.1.1-6 REGN1500-MX-12024 sk A

42117 REGN1500-MX-14032 Effect of REGN 1500 on /.\NGPTL3-med1ated inhibition sk ST
of endothelial lipase activity

Evaluation of ANGPTL-3 Angiogenic Potential in

4.2.1.1-8 REGN1500-MX-16158 Rodent Ophthalmology Models

2

To evaluate the effect of REGN1500 on atherosclerosis ; -
4.2.1.19 REGN1500-PH-17081 development in APOE*3Leiden.CETP mice. st ¥

4.2.1.2 BIREIZEIR A ER

BRES PR R - T RTHAR E N A aﬂ;ﬂﬁ%/
4212 REGN1500-MX-12025 |Evaluation of Fc Effector Functions for REGN1500 YN A
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4.21.3 REMHEEHER

MR L
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4.2.1.4 BENFHREYEEERRR

R L
4.2.2 EYERERER
4221 GHERUVNY T2 a VREE
VORI R 0 - TR mviissh | L
Validation of a Bioanalytical Method for Detection of
4.2.2.1-1 regn846-av-10006 Anti-REGN846 Antibodies in Acid Treated Monkey 99N S
Serum using Electrochemiluminescence
Validation of a Bioanalytical Method for Detection of
422.1-2 regn846-av-10009 Anti-REGN846 Antibodies in Acid Treated Rat Serum M99 ST
using Electrochemil uminescence
Validation of a Bioanalytical Method for the Quantitative N -
42213 regnl500-av-12017 Measurement of Total REGN1500 in Monkey Serum LG ¥ i
Validation of a Bioanalytical Method for the Quantitative N -
42214 regn1500-av-12018 Measurement of Total REGN I 500 in Rat Serum i} ¥l
Validation of a Bioanalytical Method for the Quantitative N -
42.2.1-5 regn!500-av-14091 Measurement of Total REGN1500 in Rabbit Serum i at i
4.2.2.2 RN
R eV Kl - ST moviish | L
Phannacokinetic Evaluation of REGN1500 Following a . -
4222-1 regn1500-pk-11088 Single Dose in the Monkey ZAN G
inetic Evaluati f REG 1 Followi N -
42292 regn1500-pk-12005 Pharmacokm.etlc valuation of REG 1500 Following a yash SE(l
Single Dose in the Rat
4223 5
WU L
4.2.2.4 R
AR L
4.2.2.5 it
AR L
CONFIDENTIAL Page 10 of 31




L12 BT8R —5 T ~7 (Bl )

4.2.2.6 EVMEEZMEVHEEER GEERK)
MR L
4227 ZDMDEYHRESER

RS RBRE S - RN [ P/ H;;iﬂﬁ%/

Evinacumab: Estimation of Exposure in Sprague Dawley
Rats and in Humans to Provide Exposure Multiples in

4.2.2.7-1 RI500-PM-20031 Support of Clinical Dosing Regimen for Patients with At i
Homozygous familial hypercholesterolemia (HoFH)
4.2.3 AR
4.2.3.1 AR5 EMEHER
LB L
4.2.3.2 RERSHEHER
EORHR B IR R TR s | AL

A 5-Week Intravenous and Subcutaneous Toxicity Study
423.2-1 regn1500-tx-11072  |with REGN1500 in Cynomolgus Monkeys with a 10- 99 2
week Recovery Period

A 5-Week Intravenous and Subcutaneous Toxicity Study
42322 regn1500-tx-11073  |with REGN1500 in Sprague-Dawley Rats with a 10-week Tk HEh]
Recovery Period

A 13-Week Intravenous and Subcutaneous Toxicity Study
42323 regn1500-tx-12061  |with REGN1500 in Cynomolgus Monkeys with a 13- 99N S
week Recovery Period

A 13-Week Intravenous and Subcutaneous Toxicity Study
423.2-4 regn1500-tx-12062  |with REGN1500 in Sprague Dawley Rats with a 13-week Tk HEh
Recovery Period

REGN1500: 26-Week Subcutaneous and/or Intravenous
Toxicity and Toxicokinetic Study with REGN1500 in

- -tx- i =1
4.2.3.2-5 regn1300-tx-14006 Sexually-Mature Cynomolgus Monkeys with a 13-Week s ¥l
Recovery Phase
4233 BEHEMHER
AEEE R L
4.2.3.4 BNAREERER
RS RBRE S - RN [ P/ iiﬂﬁ%/
Carcinogenicity Risk . T .
42341 Assessment_v1.0 (C;;c(l}r;\(l);gggz)c)lty Risk Assessment of Evinacumab sk s
(VV-RIM-00008098)
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4.2.3.5 EEREFEHER
4.2.35.1 ZRERVERFE COMIMERLEICET SR
B 5 B S - TP mviissh | L

REGN1500: An Intravenous Male Fertility and Early
4.2.3.5.1-1 R1500-TX-17095 Embryonic Development to Implantation and 4N S
Toxicokinetics Study in Pregnant Rabbits

423521 - BRIRFRAICEHT 55088

YR 5 BT HR - TP s |

REGN1500: A Subcutaneous Female Fertility and
Early Embryonic Development to Implantation Study

_ _ _ N ENR
4.2.3.5.2-1 RIS00-TX-17096 Combined with Prenatal and Postnatal Development in o ¥l
Rats.
REGN1500: An Intravenous and Subcutaneous Dose
423522 REGN1500-TX-14016 |Range-finding Embryo-Fetal Development Study in Tk HEh]

Pregnant Rabbits

REGN1500: A Subcutaneous Embryo-Fetal Development
423.5.2-3 REGN1500-TX-14092 |[Study in Pregnant iT99 8 S
Rabbits (REGN1500-TX-14092)

REGN1500: A Subcutaneous Embryo-Fetal
4235.2-4 REGNI1500-TX-14149 |Development Study in Pregnant Sprague-Dawley - R
Rats (REGN1500-TX-14149)

42353 HERIERUVHAERDEE L VICEAEOKEEZET 55058

LR L

42354 FrERZEHA-HER

BERHR WA SR - TR moviish | L

423541 R1500-TX-17093 RISQQ: An Intre.wenous.(Slow Push) Injection Juvenile sk Pl
Toxicity Study in Rabbits
R1500: A Subcutaneous or Intravenous (Bolus) Injection ; =

423.5.4-2 R1500-TX-17094 . .. . i Eia

33 500 709 Juvenile Toxicity Study in Sprague Dawley Rats it ¥

A Pilot Subcutaneous or Intravenous (Slow Push)

423.5.4-3 R1500-TX-18035 Injection Juvenile Toxicity Study of REGN1500 in iT99 8 B
Rabbits

4.2.3.6 BFTRIBERER

MR L
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4.2.3.7 ZDhOEEHER
4.2.3.7.1 fulREEAER

B R L

4.2.3.7.2 RESEHER

B R L

42373 SHRBEOHKFICET SHER
B R L

4.2.3.7.4 IREFIERER

B R L

4.2.3.7.5 KEHOHEMEHER
B R L

4.2.3.7.6 HEH DM
B R L
42377 T O

RS mBRE S - AN [ P/ H;;iﬂﬁ%/

Tissue Cross-Reactivity of REGN1500 with Human,

4.2.3.7.7-1 REGN1500-TX-11074 . .
07 Cynomolgus Monkey, and Rat Tissues In Vitro

e |
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33145 | REGN1500 Neutralizing Antibodies in Human Serum - R1500-AV-19071-VA-01V1|  Regeneron A PSR %
REGN727-AV-11051: Specificity of the Total REGN727 Bioanalytical Method
5.3.1.4-6 (BMP-PCL2914) in the Presence of Additional Monoclonal Antibody Therapeutics - Regeneron HE &R 5 fia
REGN727-AV-11051-SP01-SR-01V1
REGN1500-MX-15070: Long-term Stability(LTS) Assesment of Total AngPTL3 in N —— . "
33147 Clinical Serum Samples - REGN1500-MX-15070-SR-01V 1 Regeneron At FEPIER %5
REGN1500-AV-13001: Specificity of the Total REGN1500 Bioanalytical Method
5.3.1.4-8 (BMP-PCL3192) in the Presence of Additional Monoclonal Antibody Therapeutics - Regeneron Ik HNEE 5% Fii3
REGN1500-AV-13001-SP01-SR-01V1
5.3.2 ErEXREHZAV-EYBREREEOHRREE
5.3.2.1 MFELRSHABRKREE
R L
5.3.2.2 FREERUCEMHEEERRRE
MG L
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5.3.2.3 fthd £ EFEE ERAVHABRREEE
BRI L
5.3.3 ERIREMERE (PK) REBRBEE

5.3.3.1 BEFEREICE T HPKEUVPHEBHARKRES

YRR SR A EleVgizg ﬁff}%/ wHil 25 Eﬁﬁgﬂfg ga

R1500-CL-1642: A Randomized, Double-Blind, Placebo-Controlled, Study to
5.3.3.1-1 Investigate the Safety, Tolerability and Pharmacokinetics of Evinacumab in Healthy Regeneron HES PR F1Ah f
Japanese and Caucasian Subjects

R1500-HV-1214: Randomized, Double-Blind, Placebo-Controlled, Ascending
5.3.3.1-2 Single-Dose Study of the Safety, Tolerability, and Bioeffect of Subcutaneously or Regeneron st N B BE flic
Intravenously Administered REGN1500

5.3.3.2 BEICETHPKRUNMZBMEHBRBESE

G D F e EIoVa 2 %Qﬁg;f B $ﬁ§§;§&

R1500-CL-1321: A Randomized, Double-Blind, Placebo-Controlled, Multiple
5.3.3.2-1 Ascending Dose Study of the Safety, Tolerability, Pharmacokinetics, Regeneron HESH FENER HE flic
Immunogenicity, and Pharmacodynamic Effects of REGN1500

53.3.3 ANEMERERE L -PKRBREE
MR L
5.3.34 NEMERZERE L-PKHBHREE

MR L
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5.3.3.5 REaL—% 3 VPKEREBRIESE
2 SEeE
VR 7 S E O R il A I L e
R1500-PK-19141: Population Pharmacokinetics/Pharmacodynamics Analysis of
533.5.1 Evinacumab (REGN1500) in Patients with Homozygous Familial Regeneron g T i .

Hypercholesterolemia (HoFH) using Data from Phase II (R1500-CL-1331) and Phase
I (R1500-CL-1629, R1500-CL-1719) Studies - R1500-PK-19141-SR-01V1

R1500-PK-19139: Population Pharmacokinetics Analysis and Simulation of
5.3.3.5-2 Evinacumab (REGN1500) in Healthy Volunteers and Patients with Homozygous Regeneron HES- P& B A H
Familial Hypercholesterolemia (HoFH) - R1500-PK-19139-SR-01V1

R1500-PK-22070: Population Pharmacokinetics Analysis of Evinacumab in Pediatric
5.3.3.5-3 Patients 5 to 11 Years of Age with Homozygous Familial Hypercholesterolemia Regeneron I PN Rk A H
(HoFH) - R1500-PK-22070-SR-01V1

R1500-PM-23041: Population Pharmacokinetic and
5.3.3.5-4 Pharmacokinetic/Pharmacodynamic Analyses of Evinacumab in Pediatric Patients Regeneron s tNE R A i
with Homozygous Familial Hypercholesterolemia - R1500-PM-23041-SR-01V1

534 BEERE D% (PD) HEifEE
5.3.4.1 BEEEBERE (CH 1T HPDEER R UPK/PDEERERESE
M EE e L

5.3.4.2 EEIZEITBHPDIRER KR UPK/PDRERES

o R ORE e N e i sy | TR S

R1500-CL-1643: A Randomized, Double-Blind, Placebo-Controlled Study of the
Safety and Efficacy of Varying Doses and Dose Regimens of Evinacumab in Patients
with Persistent Hypercholesterolemia Despite Maximally Tolerated Lipid Modifying
Therapy (R1500-CL-1643 OLTP)

53421 Regeneron 51 HNER #HAT #
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R1500-CL-1643: A Randomized, Double-Blind, Placebo-Controlled Study of the
Safety and Efficacy of Varying Doses & Dose Regimens of Evinacumab in Patients

5:3:4.2-2 with Persistent Hypercholesterolemia Despite Maximally Tolerated Lipid Modifying Regeneron i PR ki A
Therapy (R1500-CL-1643 DBTP)
53.5 AR UVRE RIS ZE [indication: Homozygous familial hypercholesterolemia (HoFH)]
5.3.5.1 BRiEY DEICEICET DB BHBRREE
YR B F Bk VS N il el B 1V R T

R1500-CL-1629: A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group
5.3.5.1-1 Study to Evaluate the Efficacy and Safety of Evinacumab in Patients with Regeneron N HEFE P& R A a
Homozygous Familial Hypercholesterolemia (CL-1629 DBTP)

R1500-CL-1629: A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group
5.3.5.1-2 Study to Evaluate the Efficacy and Safety of Evinacumab in Patients with Regeneron W st tNE B FTAh H
Homozygous Familial Hypercholesterolemia (CL-1629 OLTP)

5.3.5.2 EX BRI EE

FEHHE 5 B O HE % CTAVZE 7 B ¢ O BTV B A

R1500-CL-1719: An Open-Label Study to Evaluate the Long-Term Safety and
5.3.5.2-1 Efficacy of Evinacumab in Patients with Homozygous Familial Hypercholesterolemia Regeneron E N, Sk &R A H
(CL-1719 OL)

R1500-CL-1331: An Open-Label, Single-Arm, Proof-of-Concept Study to Evaluate
5.3.5.2-2 the Safety and Efficacy of Single and Multiple Doses of REGN1500 in Patients with Regeneron N sk HNE R S e
Homozygous Familial Hypercholesterolemia

R1500-CL-17100: A Three-Part, Single-Arm, Open-Label Study to Evaluate the
5.3.5.2-3 Efficacy, Safety, And Pharmacokinetics Of Evinacumab in Pediatric Patients with Regeneron S+ &L EEi] ey
Homozygous Familial Hypercholesterolemia
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5.3.5.3-1 Integrated Summary of Clinical Pharmacology Regeneron N,/ sk HNE R S
5.3.5.3-2 Integrated Summary of Safety Regeneron [EWN, HEF+ PN B AT
5.3.53-3 Independent Data Monitoring Committee Regeneron [EWN, HEF: PN Rk AT fiid
5.3.5.3-4 Summary of Japanese specific analysis Regeneron W PN R AT fild
5.3.5.4 ZDMDEERHBRBES
pady ShAE 7 o
TR DR =3 P, *%ffg%{ N AT
Cardiovascular Risk and Other Clinical Phenotypes in People with Loss-of-Function N - % -
33341 | Genetic Variants in ANGPTL3 - ANGPTL3-GENETICS-STUDY-REPORT Regeneron o PR &%
5.3.5 AUHERUVREMRAERIREE indication: Hypertriglyceridemia (HTG)]
5.3.5.1 HEEY DB EICET BN RHBRHREE
Py Ern——
VORI W O F 5% s | SO e osy | FEEET S
R1500-HTG-1522: A Phase 2, Randomized, Placebo-Controlled Study of Safety and
5.3.5.1-1 Efficacy Following Repeat-Dose Administration of Evinacumab (Anti-ANGPTL3) in Regeneron S PRk 5 pia
Patients with sHTG at Risk for Acute Pancreatitis (HTG-1522 sHTG)
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