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11 A Limitations of Use
® NUCALA is not indicated for treatment of other
eosinophilic conditions.
® NUCALA is not indicated for the relief of acute
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NUCALA is for subcutaneous (SC) use only.
The recommended dose of NUCALA is 100 mg administered
once every 4 weeks by SC injection into the upper arm, thigh, or
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Nucala should be prescribed by physicians experienced in the
diagnosis and treatment of severe refractory eosinophilic asthma.

Adults

The recommended dose of mepolizumab is 100 mg administered
subcutaneously once every 4 weeks.

Nucala is intended for long-term treatment. The need for
continued therapy should be considered at least on an annual
basis as determined by physician assessment of patient’s disease
severity and level of control of exacerbations.

Special populations

Paediatric population

The safety and efficacy of Nucala in children and adolescents
under 18 years of age has not yet been established. Very limited
data are currently available in children 12 to 18 years old
therefore no recommendations can be made.

Elderly patients
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No dose adjustment is required for elderly patients.

Renal and hepatic impairment

No dose adjustment is required in patients with renal or hepatic
impairment.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

NUCALA (mepolizumab) for injection, for subcutaneous use
Initial U.S. Approval: 2015

--------------------------- INDICATIONS AND USAGE
NUCALA is an interleukin-5 antagonist monoclonal antibody (IgG1 kappa)
indicated for add-on maintenance treatment of patients with severe asthma
aged 12 years and older, and with an eosinophilic phenotype. (1)

Limitations of Use:

e Not for treatment of other eosinophilic conditions. (1)
o Not for relief of acute bronchospasm or status asthmaticus. (1)

----------------------- DOSAGE AND ADMINISTRATION -------meemmmmeemmaev
100 mg administered subcutaneously once every 4 weeks. (2)

e See Full Prescribing Information for instructions on reconstitution of
lyophilized powder, and preparation and administration of the
injection.

--------------------- DOSAGE FORMS AND STRENGTHS----------===-===-----
For injection: 100 mg of lyophilized powder in a single-dose vial for
reconstitution. (3)

CONTRAINDICATIONS
History of hypersensitivity to mepolizumab or excipients in the
formulation. (4)

----------------------- WARNINGS AND PRECAUTIONS ---cenmmmceemmmccenes

e Hypersensitivity reactions (e.g., angioedema, bronchospasm, hypotension,
urticaria, rash) have occurred after administration of NUCALA.
Discontinue NUCALA in the event of a hypersensitivity reaction. (5.1)

e Do not use to treat acute bronchospasm or status asthmaticus. (5.2)

e Herpes zoster infections have occurred in patients receiving
NUCALA. Consider varicella vaccination if medically appropriate
prior to starting therapy with NUCALA. (5.3)

o Do not discontinue systemic or inhaled corticosteroids abruptly upon
initiation of therapy with NUCALA. Decrease corticosteroids
gradually, if appropriate. (5.4)

e Treat patients with pre-existing helminth infections before therapy
with NUCALA. If patients become infected while receiving treatment
with NUCALA and do not respond to anti-helminth treatment,
discontinue NUCALA until parasitic infection resolves. (5.5)

ADVERSE REACTIONS
Most common adverse reactions (incidence greater than or equal to 5%)
include headache, injection site reaction, back pain, and fatigue. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: 11/2015
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

NUCALA® is indicated for the add-on maintenance treatment of patients with severe asthma
aged 12 years and older, and with an eosinophilic phenotype. [See Clinical Studies (14).]

Limitations of Use

e NUCALA is not indicated for treatment of other eosinophilic conditions.

e NUCALA is not indicated for the relief of acute bronchospasm or status asthmaticus.

2 DOSAGE AND ADMINISTRATION

2.1  Recommended Dosage

NUCALA is for subcutaneous use only.
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The recommended dose of NUCALA is 100 mg administered once every 4 weeks by
subcutaneous injection into the upper arm, thigh, or abdomen.

2.2 Preparation and Administration

NUCALA should be reconstituted and administered by a healthcare professional. In line with
clinical practice, monitoring of patients after administration of biologic agents is recommended
[see Warnings and Precautions (5.1)].

Reconstitution Instructions

1. Reconstitute NUCALA in the vial with 1.2 mL Sterile Water for Injection, USP, preferably
using a 2- or 3-mL syringe and a 21-G needle. The reconstituted solution will contain a
concentration of 100 mg/mL mepolizumab. Do not mix with other medications.

2. Direct the stream of Sterile Water for Injection vertically onto the center of the lyophilized
cake. Gently swirl the vial for 10 seconds with a circular motion at 15-second intervals until
the powder is dissolved.

Note: Do not shake the reconstituted solution during the procedure as this may lead to
product foaming or precipitation. Reconstitution is typically complete within 5 minutes after
the Sterile Water for Injection has been added, but it may take additional time.

3. If amechanical reconstitution device (swirler) is used to reconstitute NUCALA, swirl at
450 rpm for no longer than 10 minutes. Alternatively, swirling at 1,000 rpm for no longer
than 5 minutes is acceptable.

4. Visually inspect the reconstituted solution for particulate matter and clarity before use. The
solution should be clear to opalescent and colorless to pale yellow or pale brown, essentially
particle free. Small air bubbles, however, are expected and acceptable. If particulate matter
remains in the solution or if the solution appears cloudy or milky, discard the solution.

5. If the reconstituted solution is not used immediately:
e store below 30°C (86°F),
e do not freeze, and

e discard if not used within 8 hours of reconstitution.
Administration

1. For subcutaneous administration, preferably using a 1-mL polypropylene syringe fitted with
a disposable 21- to 27-G x 0.5-inch (13-mm) needle.

2. Just before administration, remove 1 mL of reconstituted NUCALA. Do not shake the
reconstituted solution during the procedure as this could lead to product foaming or
precipitation.

3. Administer the 1-mL injection (equivalent to 100 mg mepolizumab) subcutaneously into the
upper arm, thigh, or abdomen.
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3 DOSAGE FORMS AND STRENGTHS

For injection: 100 mg of lyophilized powder in a single-dose vial for reconstitution.

4 CONTRAINDICATIONS

NUCALA should not be administered to patients with a history of hypersensitivity to
mepolizumab or excipients in the formulation.

5 WARNINGS AND PRECAUTIONS
5.1  Hypersensitivity Reactions

Hypersensitivity reactions (e.g., angioedema, bronchospasm, hypotension, urticaria, rash) have
occurred following administration of NUCALA. These reactions generally occur within hours of
administration, but in some instances can have a delayed onset (i.e., days). In the event of a
hypersensitivity reaction, NUCALA should be discontinued [see Contraindications (4)].

5.2  Acute Asthma Symptoms or Deteriorating Disease

NUCALA should not be used to treat acute asthma symptoms or acute exacerbations. Do not use
NUCALA to treat acute bronchospasm or status asthmaticus. Patients should seek medical
advice if their asthma remains uncontrolled or worsens after initiation of treatment with
NUCALA.

5.3 Opportunistic Infections: Herpes Zoster

In controlled clinical trials, 2 serious adverse reactions of herpes zoster occurred in subjects
treated with NUCALA compared with none in placebo [see Adverse Reactions (6.1)]. Consider
varicella vaccination if medically appropriate prior to starting therapy with NUCALA.

54 Reduction of Corticosteroid Dosage

Do not discontinue systemic or inhaled corticosteroids abruptly upon initiation of therapy with
NUCALA. Reductions in corticosteroid dose, if appropriate, should be gradual and performed
under the direct supervision of a physician. Reduction in corticosteroid dose may be associated
with systemic withdrawal symptoms and/or unmask conditions previously suppressed by
systemic corticosteroid therapy.

5.5 Parasitic (Helminth) Infection

Eosinophils may be involved in the immunological response to some helminth infections.
Patients with known parasitic infections were excluded from participation in clinical trials. It is
unknown if NUCALA will influence a patient’s response against parasitic infections. Treat
patients with pre-existing helminth infections before initiating therapy with NUCALA. If
patients become infected while receiving treatment with NUCALA and do not respond to
anti-helminth treatment, discontinue treatment with NUCALA until infection resolves.
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6 ADVERSE REACTIONS

The following adverse reactions are described in greater detail in other sections:
e Hypersensitivity reactions [see Warnings and Precautions (5.1)]

e Opportunistic infections: herpes zoster [see Warnings and Precautions (5.3)]
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 with rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

A total of 1,327 subjects with asthma were evaluated in 3 randomized, placebo-controlled,
multicenter trials of 24 to 52 weeks’ duration (Trials 1, 2, and 3). Of these, 1,192 had a history of
2 or more exacerbations in the year prior to enrollment despite regular use of high-dose inhaled
corticosteroids plus an additional controller(s) (Trials 1 and 2), and 135 subjects required daily
oral corticosteroids in addition to regular use of high-dose inhaled corticosteroids plus an
additional controller(s) to maintain asthma control (Trial 3). All subjects had markers of
eosinophilic airway inflammation [see Clinical Studies (14)]. Of the subjects enrolled, 59% were
female, 85% were white, and subjects ranged in age from 12 to 82 years. Mepolizumab was
administered subcutaneously or intravenously once every 4 weeks; 263 subjects received
NUCALA (mepolizumab 100 mg subcutaneous [SC]) for at least 24 weeks. Serious adverse
events that occurred in more than 1 subject and in a greater percentage of subjects treated with
NUCALA (n = 263) than placebo (n = 257) included 1 event, herpes zoster (2 subjects vs. 0
subjects, respectively). Approximately 2% of subjects receiving NUCALA withdrew from
clinical trials due to adverse events compared with 3% of subjects receiving placebo.

The incidence of adverse reactions in the first 24 weeks of treatment in the 2 confirmatory
efficacy and safety trials (Trials 2 and 3) with NUCALA is shown in Table 1.
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Table 1. Adverse Reactions with NUCALA with Greater than or Equal to 3%
Incidence and More Common than Placebo in Subjects with Asthma (Trials 2

and 3)
NUCALA
(Mepolizumab 100 mg
Subcutaneous) Placebo
(n =263) (n =257)
Adverse Reaction % %
Headache 19 18
Injection site reaction 8 3
Back pain 5 4
Fatigue 5 4
Influenza 3 2
Urinary tract infection 3 2
Abdominal pain upper 3 2
Pruritus 3 2
Eczema 3 <1
Muscle spasms 3 <1

52-Week Trial

Adverse reactions from Trial 1 with 52 weeks of treatment with mepolizumab 75 mg intravenous
(IV) (n = 153) or placebo (n = 155) and with greater than or equal to 3% incidence and more
common than placebo and not shown in Table 1 were: abdominal pain, allergic rhinitis, asthenia,
bronchitis, cystitis, dizziness, dyspnea, ear infection, gastroenteritis, lower respiratory tract
infection, musculoskeletal pain, nasal congestion, nasopharyngitis, nausea, pharyngitis, pyrexia,
rash, toothache, viral infection, viral respiratory tract infection, and vomiting. In addition, 3 cases
of herpes zoster occurred in subjects treated with mepolizumab 75 mg 1V, compared with 2
subjects in the placebo group.

Systemic Reactions, including Hypersensitivity Reactions

In Trials 1, 2, and 3 described above, the percentage of subjects who experienced systemic
(allergic and non-allergic) reactions was 7% in the placebo group and 10% in the group receiving
NUCALA. Systemic allergic/hypersensitivity reactions were reported by 2% of subjects in the
placebo group and 1% of subjects in the group receiving NUCALA. The most commonly
reported manifestations of systemic allergic/hypersensitivity reactions reported in the group
receiving NUCALA included rash, pruritus, headache, and myalgia. Systemic non-allergic
reactions were reported by 2% of subjects in the group receiving NUCALA and 3% of subjects
in the placebo group. The most commonly reported manifestations of systemic non-allergic
reactions reported in the group receiving NUCALA included rash, flushing, and myalgia. A
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majority of the systemic reactions in subjects receiving NUCALA (5/7) were experienced on the
day of dosing.

Injection Site Reactions

Injection site reactions (e.g., pain, erythema, swelling, itching, burning sensation) occurred at a
rate of 8% in subjects treated with NUCALA compared with 3% in subjects treated with placebo.

Long-Term Safety

Nine hundred ninety-eight (998) subjects have received NUCALA in ongoing open-label
extension studies, during which additional cases of herpes zoster have been reported. The overall
adverse event profile was similar to the asthma trials described above.

6.2 Immunogenicity

Overall, 15/260 (6%) of subjects treated with NUCALA developed anti-mepolizumab antibodies.
The reported frequency may underestimate the actual frequency due to lower assay sensitivity in
the presence of high drug concentration. Neutralizing antibodies were detected in 1 subject
receiving mepolizumab. Anti-mepolizumab antibodies slightly increased (approximately 20%)
the clearance of mepolizumab. There was no evidence of a correlation between
anti-mepolizumab antibody titers and change in eosinophil level. The clinical relevance of the
presence of anti-mepolizumab antibodies is not known.

The data reflect the percentage of patients whose test results were positive for antibodies to
mepolizumab in specific assays. The observed incidence of antibody positivity in an assay is
highly dependent on several factors, including assay sensitivity and specificity, assay
methodology, sample handling, timing of sample collection, concomitant medications, and
underlying disease.

7 DRUG INTERACTIONS

Formal drug interaction trials have not been performed with NUCALA.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Exposure Reqistry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
NUCALA during pregnancy. Healthcare providers can enroll patients or encourage patients to
enroll themselves by calling 1-877-311-8972 or visiting www.mothertobaby.org/asthma.

Risk Summary

The data on pregnancy exposure from the clinical trials are insufficient to inform on
drug-associated risk. Monoclonal antibodies, such as mepolizumab, are transported across the
placenta in a linear fashion as pregnancy progresses; therefore, potential effects on a fetus are

6
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likely to be greater during the second and third trimester of pregnancy. In a prenatal and
postnatal development study conducted in cynomolgus monkeys, there was no evidence of fetal
harm with IV administration of mepolizumab throughout pregnancy at doses that produced
exposures up to approximately 30 times the exposure at the maximum recommended human
dose (MRHD) of 100 mg SC [see Data].

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

Clinical Considerations

Disease-Associated Maternal and/or Embryo-Fetal Risk: In women with poorly or moderately
controlled asthma, evidence demonstrates that there is an increased risk of preeclampsia in the
mother and prematurity, low birth weight, and small for gestational age in the neonate. The level
of asthma control should be closely monitored in pregnant women and treatment adjusted as
necessary to maintain optimal control.

Data

Animal Data: In a prenatal and postnatal development study, pregnant cynomolgus monkeys
received mepolizumab from gestation days 20 to 140 at doses that produced exposures up to
approximately 30 times that achieved with the MRHD (on an AUC basis with maternal 1V doses
up to 100 mg/kg once every 4 weeks). Mepolizumab did not elicit adverse effects on fetal or
neonatal growth (including immune function) up to 9 months after birth. Examinations for
internal or skeletal malformations were not performed. Mepolizumab crossed the placenta in
cynomolgus monkeys. Concentrations of mepolizumab were approximately 2.4 times higher in
infants than in mothers up to day 178 postpartum. Levels of mepolizumab in milk were less than
or equal to 0.5% of maternal serum concentration.

In a fertility, early embryonic, and embryo-fetal development study, pregnant CD-1 mice
received an analogous antibody, which inhibits the activity of murine IL-5, at an IV dose of
50 mg/kg once per week throughout gestation. The analogous antibody was not teratogenic in
mice. Embryo-fetal development of IL-5—deficient mice has been reported to be generally
unaffected relative to wild-type mice.

8.2 Lactation

Risk Summary

There is no information regarding the presence of mepolizumab in human milk, the effects on the
breastfed infant, or the effects on milk production. However, mepolizumab is a humanized
monoclonal antibody (IgG1 kappa), and immunoglobulin G (IgG) is present in human milk in
small amounts. Mepolizumab was present in the milk of cynomolgus monkeys postpartum
following dosing during pregnancy [see Use in Specific Populations (8.1)]. The developmental
and health benefits of breastfeeding should be considered along with the mother’s clinical need
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for NUCALA and any potential adverse effects on the breastfed infant from mepolizumab or
from the underlying maternal condition.

8.4 Pediatric Use

The safety and efficacy in pediatric patients younger than 12 years have not been established. A
total of 28 adolescents aged 12 to 17 years with asthma were enrolled in the phase 3 studies. Of
these, 25 were enrolled in the 32-week exacerbation trial (Trial 2) and had a mean age of

14.8 years. Subjects had a history of 2 or more exacerbations in the previous year despite regular
use of high-dose inhaled corticosteroids plus an additional controller(s) with or without oral
corticosteroids and had blood eosinophils of greater than or equal to 150 cells/mcL at screening
or greater than or equal to 300 cells/mcL within 12 months prior to enrollment. [See Clinical
Studies (14).] Subjects had a reduction in the rate of exacerbations that trended in favor of
mepolizumab. Of the 19 adolescents who received mepolizumab, 9 received NUCALA and the
mean apparent clearance in these subjects was 35% less than that of adults. The adverse event
profile in adolescents was generally similar to the overall population in the phase 3 studies [see
Adverse Reactions (6.1)].

8.5 Geriatric Use

Clinical trials of NUCALA did not include sufficient numbers of subjects aged 65 years and
older that received NUCALA (n = 38) to determine whether they respond differently from
younger subjects. Other reported clinical experience has not identified differences in responses
between the elderly and younger patients. In general, dose selection for an elderly patient should
be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency
of decreased hepatic, renal, or cardiac function and of concomitant disease or other drug therapy.
Based on available data, no adjustment of the dosage of NUCALA in geriatric patients is
necessary, but greater sensitivity in some older individuals cannot be ruled out.

10 OVERDOSAGE

Single doses of up to 1,500 mg have been administered intravenously to subjects in a clinical
trial with eosinophilic disease without evidence of dose-related toxicities.

There is no specific treatment for an overdose with mepolizumab. If overdose occurs, the patient
should be treated supportively with appropriate monitoring as necessary.

11 DESCRIPTION

Mepolizumab is a humanized IL-5 antagonist monoclonal antibody. Mepolizumab is produced
by recombinant DNA technology in Chinese hamster ovary cells. Mepolizumab has a molecular
weight of approximately 149 kDa.

NUCALA is supplied as a sterile, white to off-white, preservative-free, lyophilized powder for
subcutaneous injection after reconstitution. Upon reconstitution with 1.2 mL of Sterile Water for
Injection, USP [see Dosage and Administration (2.1)], the resulting concentration is 100 mg/mL
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and delivers 1 mL. Each single-dose vial delivers mepolizumab 100 mg, polysorbate 80
(0.67 mg), sodium phosphate dibasic heptahydrate (7.14 mg), and sucrose (160 mg), with a pH
of 7.0.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Mepolizumab is an interleukin-5 antagonist (IgG1 kappa). IL-5 is the major cytokine responsible
for the growth and differentiation, recruitment, activation, and survival of eosinophils.
Mepolizumab binds to IL-5 with a dissociation constant of 100 pM, inhibiting the bioactivity of
IL-5 by blocking its binding to the alpha chain of the IL-5 receptor complex expressed on the
eosinophil cell surface. Inflammation is an important component in the pathogenesis of asthma.
Multiple cell types (e.g., mast cells, eosinophils, neutrophils, macrophages, lymphocytes) and
mediators (e.g., histamine, eicosanoids, leukotrienes, cytokines) are involved in inflammation.
Mepolizumab, by inhibiting IL-5 signaling, reduces the production and survival of eosinophils;
however, the mechanism of mepolizumab action in asthma has not been definitively established.

12.2  Pharmacodynamics

The pharmacodynamic response (blood eosinophil reduction) following repeat doses of
mepolizumab administered subcutaneously or intravenously was evaluated in subjects with
asthma and blood eosinophil levels greater than 200 cells/mcL. Subjects received 1 of 4
mepolizumab treatments (administered every 28 days for a total of 3 doses): 12.5 mg SC, 125 mg
SC, 250 mg SC, or 75 mg V. Sixty-six (66) of the 70 randomized subjects completed the trial.
Compared with baseline levels, blood eosinophils decreased in a dose-dependent manner. A
reduction in blood eosinophil levels was observed in all treatment groups by Day 3. On Day 84
(4 weeks post-last dose), the observed geometric mean reduction from baseline in blood
eosinophils was 64%, 78%, 84%, and 90% in the 12.5-mg SC, 75-mg IV, 125-mg SC, and
250-mg SC treatment groups, respectively. The model-predicted SC doses providing 50% and
90% of maximal reduction of blood eosinophils at Day 84 were estimated to be 11 and 99 mg,
respectively. These results, along with the clinical efficacy data from the dose-ranging
exacerbation trial (Trial 1) supported the evaluation of mepolizumab 75 mg IV and 100 mg SC in
the confirmatory trials [see Clinical Studies (14)]. Following SC administration of mepolizumab
100 mg every 4 weeks for 32 weeks (Trial 2), blood eosinophils were reduced to a geometric
mean count of 40 cells/mcL, which corresponds to a geometric mean reduction of 84% compared
with placebo. This magnitude of reduction was observed within 4 weeks of treatment and was
maintained throughout the treatment period.

12.3 Pharmacokinetics

Following SC dosing in subjects with asthma, mepolizumab exhibited approximately
dose-proportional pharmacokinetics over a dose range of 12.5 to 250 mg.
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Absorption

Following 100-mg SC administration in the upper arm of subjects with asthma, the
bioavailability of mepolizumab was estimated to be approximately 80%.

Following repeat SC administration once every 4 weeks, there was approximately a 2-fold
accumulation at steady state.

Distribution

The population central volume of distribution of mepolizumab in patients with asthma is
estimated to be 3.6 L for a 70-kg individual.

Metabolism

Mepolizumab is a humanized IgG1 monoclonal antibody that is degraded by proteolytic enzymes
widely distributed in the body and not restricted to hepatic tissue.

Elimination

Following SC administration of mepolizumab, the mean terminal half-life (t;) ranged from 16
to 22 days. The population apparent systemic clearance of mepolizumab in patients with asthma
is estimated to be 0.28 L/day for a 70-kg individual.

Specific Populations

Race and Gender: A population pharmacokinetics analysis indicated there was no significant
effect of race and gender on mepolizumab clearance.

Age: A population pharmacokinetics analysis of subjects ranging in age from 12 to 82 years
indicated there was no significant effect of age on mepolizumab clearance.

Renal Impairment: No clinical trials have been conducted to investigate the effect of renal
impairment on the pharmacokinetics of mepolizumab. Based on population pharmacokinetic
analyses, mepolizumab clearance was comparable between subjects with creatinine clearance
values between 50 and 80 mL/min and patients with normal renal function. There are limited
data available in subjects with creatinine clearance values less than 50 mL/min; however,
mepolizumab is not cleared renally.

Hepatic Impairment: No clinical trials have been conducted to investigate the effect of hepatic
impairment on the pharmacokinetics of mepolizumab. Since mepolizumab is degraded by widely
distributed proteolytic enzymes, not restricted to hepatic tissue, changes in hepatic function are
unlikely to have any effect on the elimination of mepolizumab.

Drug-Drug Interactions: No formal drug interaction studies have been conducted with NUCALA.
In the population pharmacokinetics analyses of the phase 3 studies, there was no evidence of an
effect of commonly coadministered small molecule drugs on mepolizumab exposure.

10
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term animal studies have not been performed to evaluate the carcinogenic potential of
mepolizumab. Published literature using animal models suggests that IL-5 and eosinophils are
part of an early inflammatory reaction at the site of tumorigenesis and can promote tumor
rejection. However, other reports indicate that eosinophil infiltration into tumors can promote
tumor growth. Therefore, the malignancy risk in humans from an antibody to IL-5 such as
mepolizumab is unknown.

Male and female fertility were unaffected based upon no adverse histopathological findings in
the reproductive organs from cynomolgus monkeys treated with mepolizumab for 6 months at 1V
doses up to 100 mg/kg once every 4 weeks (approximately 70 times the MRHD on an AUC
basis). Mating and reproductive performance were unaffected in male and female CD-1 mice
treated with an analogous antibody, which inhibits the activity of murine IL-5, at an IV dose of
50 mg/kg once per week.

14 CLINICAL STUDIES

The asthma development program for NUCALA included 3 double-blind, randomized,
placebo-controlled trials: 1 dose-ranging and exacerbation trial (Trial 1) and 2 confirmatory trials
(Trials 2 and 3). Mepolizumab was administered every 4 weeks in all 3 trials as add-on to
background treatment. All subjects continued their background asthma therapy throughout the
duration of the trials.

Dose-Ranging and Exacerbation Trial

Trial 1 was a 52-week dose-ranging and exacerbation-reduction trial in subjects with asthma
with a history of 2 or more exacerbations in the previous year despite regular use of high-dose
inhaled corticosteroids plus an additional controller(s) with or without oral corticosteroids.
Subjects enrolled in this trial were required to have at least 1 of the following 4 pre-specified
criteria in the previous 12 months: blood eosinophil count greater than or equal to 300 cells/mcL,
sputum eosinophil count greater than or equal to 3%, exhaled nitric oxide concentration greater
than or equal to 50 ppb, or deterioration of asthma control after less than or equal to 25%
reduction in regular maintenance inhaled corticosteroids/oral corticosteroids. Three IV doses of
mepolizumab (75, 250, and 750 mg) administered once every 4 weeks were evaluated compared
with placebo. Results from this trial and the pharmacodynamic study supported the evaluation of
mepolizumab 75 mg IV and 100 mg SC in the subsequent trials [see Clinical Pharmacology
(12.2)]. NUCALA is not indicated for 1V use and should only be administered by the SC route.

Confirmatory Trials

A total of 711 subjects with asthma were studied in the 2 confirmatory trials (Trials 2 and 3). In
these 2 trials subjects were required to have blood eosinophils of greater than or equal to
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150 cells/mcL at screening (within 6 weeks of dosing) or blood eosinophils of greater than or
equal to 300 cells/mcL within 12 months of enrollment. The screening blood eosinophils of
greater than or equal to 150 cells/mcL criterion was derived from exploratory analyses of data
from Trial 1. Trial 2 was a 32-week placebo- and active-controlled trial in subjects with asthma
with a history of 2 or more exacerbations in the previous year despite regular use of high-dose
inhaled corticosteroids plus an additional controller(s) with or without oral corticosteroids.
Subjects received mepolizumab 75 mg IV (n = 191), NUCALA (n = 194), or placebo (n = 191)
once every 4 weeks for 32 weeks.

Trial 3 was a 24-week oral corticosteroid-reduction trial in subjects with asthma who required
daily oral corticosteroids in addition to regular use of high-dose inhaled corticosteroids plus an
additional controller(s) to maintain asthma control. Subjects in Trial 3 were not required to have
a history of exacerbations in the prior year. Subjects received NUCALA (n = 69) or placebo

(n = 66) once every 4 weeks for 24 weeks. The baseline mean oral corticosteroid use was similar
in the 2 treatment groups: 13.2 mg in the placebo group and 12.4 mg in the group receiving
NUCALA.

The demographics and baseline characteristics of these 3 trials are provided in Table 2.

Table 2. Demographics and Baseline Characteristics of Asthma Trials

Trial 1 Trial 2 Trial 3

(N =616) (N =576) (N =135)
Mean age (yr) 49 50 50
Female, n (%) 387 (63) 328 (57) 74 (55)
White, n (%) 554 (90) 450 (78) 128 (95)
Duration of asthma, mean (yr) 19 20 19
Never smoked, n (%) 483 (78) 417 (72) 82 (61)
Baseline FEVy, L 1.88 1.82 1.95
Baseline % predicted FEV; 60 61 59
Baseline % reversibility 25 27 26
Baseline post-SABA FEV,/FVC 0.67 0.66 0.66
Geometric mean eosinophil count at 250 290 240
baseline, cells/mcL
Mean number of exacerbations in 3.6 3.6 3.1
previous year

FEV: = Forced expiratory volume in 1 second.

SABA = Short-acting beta,-agonist.
FVC = Forced vital capacity.
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Exacerbations

The primary endpoint for Trials 1 and 2 was the frequency of exacerbations defined as

worsening of asthma requiring use of oral/systemic corticosteroids and/or hospitalization and/or
emergency department visits. For subjects on maintenance oral corticosteroids, an exacerbation
requiring oral corticosteroids was defined as the use of oral/systemic corticosteroids at least

double the existing dose for at least 3 days. Compared with placebo, subjects receiving
NUCALA or mepolizumab 75 mg IV experienced significantly fewer exacerbations.

Additionally, compared with placebo, there were fewer exacerbations requiring hospitalization
and/or emergency department visits and exacerbations requiring only in-patient hospitalization

with NUCALA (Table 3).

Table 3. Rate of Exacerbations in Trials 1 and 2 (Intent-to-Treat Population)

Exacerbations per Year

Rate Ratio
Trial Treatment Rate Difference | (95% CI)
All Exacerbations
Trial 1 Placebo (n = 155) 2.40
Mepolizumab 75 mg IV (n = 153) 1.24 1.16 0.52
(0.39, 0.69)
Trial 2 Placebo (n =191) 1.74
Mepolizumab 75 mg IV (n = 191) 0.93 0.81 0.53
(0.40,0.72)
NUCALA 100 mg SC (n = 194) 0.83 0.91 0.47
(0.35, 0.64)
Exacerbations requiring hospitalization/emergency room visit
Trial 1 Placebo (n = 155) 0.43
Mepolizumab 75 mg IV (n = 153) 0.17 0.26 0.40
(0.19, 0.81)
Trial 2 Placebo (n =191) 0.20
Mepolizumab 75 mg IV (n = 191) 0.14 0.06 0.68
(0.33,1.41)
NUCALA 100 mg SC (n = 194) 0.08 0.12 0.39
(0.18, 0.83)
Exacerbations requiring hospitalization
Trial 1 Placebo (n = 155) 0.18
Mepolizumab 75 mg IV (n = 153) 0.11 0.07 0.61
(0.28, 1.33)
Trial 2 Placebo (n =191) 0.10

Feb 09 2016 06:41:07

13




Mepolizumab 75 mg IV (n = 191) 0.06 0.04 0.61
(0.23, 1.66)

NUCALA 100 mg SC (n = 194) 0.03 0.07 0.31
(0.11,0.92)

The time to first exacerbation was longer for the groups receiving NUCALA and mepolizumab
75 mg IV compared with placebo in Trial 2 (Figure 1).

Figure 1. Kaplan-Meier Cumulative Incidence Curve for Time to First Exacerbation

(Trial 2)
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Trial 1 data were explored to determine criteria that could identify subjects likely to benefit from
treatment with NUCALA. The exploratory analysis suggested that baseline blood eosinophil
count of 150 cells/mcL or greater was a potential predictor of treatment benefit. Exploratory
analysis of Trial 2 data also suggested that baseline blood eosinophil count (obtained within

6 weeks of initiation of dosing) of 150 cells/mcL or greater was a potential predictor of efficacy
and showed a trend of greater exacerbation benefit with increasing blood eosinophil count. In
Trial 2, subjects enrolled solely on the basis of the historical blood eosinophil count of

300 cells/mcL or greater in the past 12 months, but who had a baseline blood eosinophil count
less than 150 cells/mcL, had virtually no exacerbation benefit following treatment with
NUCALA compared with placebo.

The Asthma Control Questionnaire-5 (ACQ-5) was assessed in Trials 1 and 2, and the St.
Georges Respiratory Questionnaire (SGRQ) was assessed in Trial 2. In Trial 1, the ACQ-5
responder rate (defined as a change in score of 0.5 or more as threshold) for the 75-mg IV
mepolizumab arm was 47% compared with 50% for placebo with odds ratio of 1.1 (95% CI:
0.7, 1.7). In Trial 2, the ACQ-5 responder rate for the treatment arm for NUCALA was 57%
compared with 45% for placebo with odds ratio of 1.8 (95% CI: 1.2, 2.8). In Trial 2, the
SGRQ responder rate (defined as a change in score of 4 or more as threshold) for the

14
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treatment arm for NUCALA was 71% compared with 55% for placebo with odds ratio of 2.1
(95% CI: 1.3, 3.2).

Oral Corticosteroid Reduction

Trial 3 evaluated the effect of NUCALA on reducing the use of maintenance oral corticosteroids.
The primary endpoint was the percent reduction of oral corticosteroid dose during Weeks 20 to
24 compared with baseline dose, while maintaining asthma control. Subjects were classified
according to their change in oral corticosteroid use during the trial with the following categories:
90% to 100% decrease, 75% to <90% decrease, 50% to <75% decrease, >0% to <50% decrease,
and no improvement (i.e., no change or any increase or lack of asthma control or withdrawal of
treatment). Compared with placebo, subjects receiving NUCALA achieved greater reductions in
daily maintenance oral corticosteroid dose, while maintaining asthma control. Sixteen (23%)
subjects in the group receiving NUCALA versus 7 (11%) in the placebo group had a 90%to
100% reduction in their oral corticosteroid dose. Twenty-five (36%) subjects in the group
receiving NUCALA versus 37 (56%) in the placebo group were classified as having no
improvement for oral corticosteroid dose. Additionally, 54% of subjects treated with NUCALA
achieved at least a 50% reduction in the daily prednisone dose compared with 33% of subjects
treated with placebo (95% CI for difference: 4%, 37%). An exploratory analysis was also
performed on the subgroup of 29 subjects in Trial 3 who had an average baseline and screening
blood eosinophil count less than 150 cells/mcL. Five (29%) subjects in the group receiving
NUCALA versus 0 (0%) in the placebo group had a 90% to 100% reduction in their dose. Four
(24%) subjects in the group receiving NUCALA versus eight (67%) in the placebo group were
classified as having no improvement for oral corticosteroid dose. The ACQ and SGRQ were also
assessed in Trial 3 and showed results similar to those in Trial 2.

Lung Function

Change from baseline in mean forced expiratory volume in 1 second (FEV1) was measured in all
3 trials and is presented in Table 4. Compared with placebo, NUCALA did not provide
consistent improvements in mean change from baseline in FEV;.

Table 4. Change from Baseline in FEV; (mL)

Difference from Placebo in Mean Change from Baseline FEV; mL (95% CI)
Trial Week 12 Week 24 Weeks 32/52
1° 10 (-87, 108) 5 (-98, 108) 61 (-39, 161)°
2° 52 (-30, 134) 76 (-6, 159) 98 (11, 184)°
3° 56 (-91, 203) 114 (-42, 271) NA

% Dose =75mg IV.
> FEV, at Week 52.
¢ Dose =100 mg SC.
¢ FEV; at Week 32.
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The effect of mepolizumab on lung function was also studied in a 12-week, placebo-controlled
trial enrolling patients with asthma on a moderate dose of inhaled corticosteroid with evidence of
symptoms and lung function impairment. Enrollment was not dependent on a history of
exacerbations or a pre-specified eosinophil count. Change from baseline in FEV; at Week 12
was numerically lower in the mepolizumab treatment groups than the placebo group.

16 HOW SUPPLIED/STORAGE AND HANDLING

NUCALA is supplied as a sterile, preservative-free, lyophilized powder for reconstitution and
subcutaneous injection in cartons of 1 single-dose glass vial and a flip-off seal. The vial stopper
is not made with natural rubber latex. NUCALA is available as:

100-mg single-dose vial (NDC 0173-0881-01).
Store below 25°C (77°F). Do not freeze. Store in the original package to protect from light.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Hypersensitivity Reactions

Inform patients that hypersensitivity reactions (e.g., angioedema, bronchospasm, hypotension,
urticaria, rash) have occurred after administration of NUCALA. Instruct patients to contact their
physicians if such reactions occur.

Not for Acute Symptoms or Deteriorating Disease

Inform patients that NUCALA does not treat acute asthma symptoms or acute exacerbations.
Inform patients to seek medical advice if their asthma remains uncontrolled or worsens after
initiation of treatment with NUCALA.

Opportunistic Infections: Herpes Zoster

Inform patients that herpes zoster infections have occurred in patients receiving NUCALA and
where medically appropriate, inform patients varicella vaccination should be considered before
starting treatment with NUCALA.

Reduction of Corticosteroid Dosage

Inform patients to not discontinue systemic or inhaled corticosteroids except under the direct
supervision of a physician. Inform patients that reduction in corticosteroid dose may be
associated with systemic withdrawal symptoms and/or unmask conditions previously suppressed
by systemic corticosteroid therapy.

Pregnancy Exposure Registry

Inform women there is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to NUCALA during pregnancy and that they can enroll in the Pregnancy
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Exposure Registry by calling 1-877-311-8972 or by visiting www.mothertobaby.org/asthma [see
Use in Specific Populations (8.1)].

NUCALA is a registered trademark of the GSK group of companies.

Manufactured by
GlaxoSmithKline LLC
Philadelphia, PA 19112
U.S. License Number 1727

Distributed by

GlaxoSmithKline
Research Triangle Park, NC 27709

©2015 the GSK group of companies. All rights reserved.

NCL:1PI

PHARMACIST—DETACH HERE AND GIVE PATIENT INFORMATION TO PATIENT

Patient Information
NUCALA® [new-ka’la]
(mepolizumab)
for injection, for subcutaneous use

What is NUCALA?

NUCALA is a prescription medicine used with other asthma medicines for the maintenance treatment of
asthma in people aged 12 years and older whose asthma is not controlled with their current asthma
medicines. NUCALA helps prevent severe asthma attacks (exacerbations). Medicines such as NUCALA
reduce blood eosinophils. Eosinophils are a type of white blood cells that may contribute to your asthma.
e NUCALA is not used to treat other problems caused by eosinophils.

e NUCALA is not used to treat sudden breathing problems.

It is not known if NUCALA is safe and effective in children under 12 years of age.

Do not use NUCULA if you are allergic to mepolizumab or any of the ingredients in NUCALA. See the

end of this leaflet for a complete list of ingredients in NUCALA.
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Before receiving NUCALA, tell your healthcare provider about all of your medical conditions,
including if you:

have a parasitic (helminth) infection

have not had chickenpox (varicella) or the chickenpox vaccine

are taking oral or inhaled corticosteroid medicines. Do not stop taking your corticosteroid medicines

unless instructed by your healthcare provider. This may cause other symptoms that were controlled

by the corticosteroid medicine to come back.

are pregnant or plan to become pregnant. It is not known if NUCALA may harm your unborn baby.

e Pregnancy Registry. There is a pregnancy registry for women who receive NUCALA while
pregnant. The purpose of the registry is to collect information about the health of you and your
baby. You can talk to your healthcare provider about how to take part in this registry or you can
get more information and register by calling 1-877-311-8972 or go to
www.mothertobaby.org/asthma.

are breastfeeding or plan to breastfeed. You and your healthcare provider should decide if you will

use NUCALA and breastfeed. You should not do both without talking with your healthcare provider
first.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-
counter medicines, vitamins, and herbal supplements.

Do not stop taking your other asthma medicines unless instructed to do so by your healthcare
provider.

How will | receive NUCALA?

A healthcare provider will inject NUCALA under your skin (subcutaneously) 1 time every 4 weeks.

What are the possible side effects of NUCALA?

NUCALA can cause serious side effects, including:

allergic (hypersensitivity) reactions. Serious allergic reactions can happen after you get your
NUCALA injection. Allergic reactions can sometimes happen hours or days after you get a dose of
NUCALA. Tell your healthcare provider or get emergency help right away if you have any of the
following symptoms of an allergic reaction:

e swelling of your face, mouth, and tongue e breathing problems
e fainting, dizziness, feeling lightheaded (low blood pressure) e rash
e hives

Herpes zoster infections that can cause shingles have happened in people who received NUCALA.

The most common side effects of NUCALA include: headache, injection site reactions (pain, redness,
swelling, itching, or a burning feeling at the injection site), back pain, and weakness (fatigue).

These are not all the possible side effects of NUCALA.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-
1088.
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General information about the safe and effective use of NUCALA.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information Leaflet.
You can ask your pharmacist or healthcare provider for information about NUCALA that is written for
health professionals.

What are the ingredients in NUCALA?

Active Ingredient: mepolizumab.
Inactive Ingredients: polysorbate 80, sodium phosphate dibasic heptahydrate, and sucrose.

For more information, call GlaxoSmithKline (GSK) at 1-888-825-5249 or visit www.NUCALA.com.
NUCALA is a trademark of the GSK group of companies.

Manufactured by:
GlaxoSmithKline LLC, Philadelphia, PA 19112, U.S. License No. 1727

Distributed by:

GlaxoSmithKline, Research Triangle Park, NC 27709
©2015 the GSK group of companies. All rights reserved.
NCL:1PIL

This Patient Information has been approved by the U.S. Food and Drug Administration. ~ Approved: November 2015
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

NUCALA (mepolizumab) for injection, for subcutaneous use
Initial U.S. Approval: 2015

-------------------------- INDICATIONS AND USAGE
NUCALA is an interleukin-5 antagonist monoclonal antibody (IgG1 kappa)
indicated for add-on maintenance treatment of patients with severe asthma
aged 12 years and older, and with an eosinophilic phenotype. (1)

Limitations of Use:
e Not for treatment of other eosinophilic conditions. (1)
*  Not for relief of acute bronchospasm or status asthmaticus. (1)

-—----eeer-—-DOSAGE AND ADMINISTRATION - -
100 mg administered subcutaneously once every 4 weeks. (2)

*  See Full Prescribing Information for instructions on reconstitution of
lyophilized powder, and preparation and administration of the
injection.

----—--————-— DOSAGE FORMS AND STRENGTHS----—--—--————
For injection: 100 mg of lyophilized powder in a single-dose vial for
reconstitution. (3)

CONTRAINDICATIONS
History of hypersensitivity to mepolizumab or excipients in the
formulation. (4)

-—---—-ereere—-- WARNINGS AND PRECAUTIONS -----—meeemem e

* Hypersensitivity reactions (e.g., angioedema, bronchospasm, hypotension,
urticaria, rash) have occurred after administration of NUCALA.
Discontinue NUCALA in the event of a hypersensitivity reaction. (5.1)

* Do not use to treat acute bronchospasm or status asthmaticus. (5.2)

e Herpes zoster infections have occurred in patients receiving
NUCALA. Consider varicella vaccination if medically appropriate
prior to starting therapy with NUCALA. (5.3)

* Do not discontinue systemic or inhaled corticosteroids abruptly upon
initiation of therapy with NUCALA. Decrease corticosteroids
gradually, if appropriate. (5.4)

e Treat patients with pre-existing helminth infections before therapy
with NUCALA. If patients become infected while receiving treatment
with NUCALA and do not respond to anti-helminth treatment,
discontinue NUCALA until parasitic infection resolves. (5.5)

ADVERSE REACTIONS
Most common adverse reactions (incidence greater than or equal to 5%)
include headache, injection site reaction, back pain, and fatigue. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: 11/2015

FULL PRESCRIBING INFORMATION: CONTENTS*
1 INDICATIONS AND USAGE
2  DOSAGE AND ADMINISTRATION
2.1  Recommended Dosage
2.2 Preparation and Administration
3 DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
5.1  Hypersensitivity Reactions
5.2 Acute Asthma Symptoms or Deteriorating Disease
5.3 Opportunistic Infections: Herpes Zoster
5.4  Reduction of Corticosteroid Dosage
5.5  Parasitic (Helminth) Infection
6 ADVERSE REACTIONS
6.1  Clinical Trials Experience
6.2  Immunogenicity
7 DRUG INTERACTIONS
8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy

8.2

EN

Fretatiom

8.4  Pediatric Use

8.5  Geriatric Use
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

12.2  Pharmacodynamics

12.3  Pharmacokinetics
13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION
*Sections or subsections omitted from the full prescribing information are not
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WGE (230
1 RheE - ZhR

NUCALA®IZ. 12 5L b0 B3 0> EfE hp e Ek e

Kk (1418 Z 2/
R 7 ) SR I

BN 2B IIMERFIRIE 2 WIS & 9%, [Hi

e NUCALAZL, & OMAFRERERMIER OIRE OB IT 720,

e NUCALAIZ., AMERAE i 3 B3 EEM OB OmE a7,

2 A& - A&
21 HREAE

NUCALA X FiEH & LTCoRrEETHZ &,
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HESEF 2 Cdh 5 NUCALA 100 mg % 4 BRI 18], BRI, KBRS SIS 2 T8¢
545,

22 HEFERVERE

NUCALA [XEBIEFFHE DM LG5 52 &, BKZEO R & L TAEMFRREIR 5% 0 B3

DR B HELES 5 [ B R OMEH [0 E(5. 118 225/,

IR 1

. T&EF2~3mLy Y RO — 282 W T, 7S 7 /LN DO mepolizumabiy K 2 {E5H K
K12 mLCHEMET 5, % OmepolizumabiE F£1E 100 mg/mLCToh 5, MOIEAERA L2
W2 &,

2. ESPEREAKITER R O FLIC AT TEREISES 2 &, WHFTIEIANA T2 =RRICE S, HR
RS 2 F T ISHB T 10BN T vz, Hafl< &2 #ncEd,

TEE: T BB U BB CHDB D S7/28, Z DEMETIZIEAE L 72 IR 5 2000 2 &,
BN, BEKZ W2 TS5 DLNCIBAEDE T 9505, ENEFH 2 E TS558 D5,

3. WfRAEE (RS & H\W T mepolizumab Z i A 35451%, 450 rpm TR L. KEEI 10
NEBZRNZE, B LIX 1000 ipm, 5 UINOIEFRETE LU,

4. AN ESAR L 72 mepolizumab D HEIK D B FRA A ATVVRLFIRE 23 72 < I TH 2 it 4
52l BWIRGEOFRITBHA~HL AL RET D, BE~HEEGIIRBAORETHY . HIC
RAZDRLADBH-> L7 b7, 727 L, WS RXIANEENTWDL I ENRH DN, ZiudE
LEz 72\, HRITRL TIRE R R > TV HIEAC, IREXITAB L TWDIEAT, ks B
FTHZL,

5. &fE L7z mepolizumab D3 23 IZEEH LaWIG&13 -

* 30°C(R6°F)LL FTRIFT HZ &
s WESHRNZ L
o IEfRf% 8 RERMLINICHE R LAaWIGAI3BERT o 2 &,

?“%
&

FTFHETHEHA1FE, TENFEImLAY Fa e L ol ) o D221~27 7 —Ux0.54 »F (13
mm) OEWEETHERFNEHZID 1T THERT 5 Z &,

B HERNC, %E L 7-mepolizumab® g % 1 mLERELT 5, AN BN AL D82
NRHLTD, ZOBERICER LICEKREZIRO 7202 &y

3. VEHW 1 mL (mepolizumab 100 mg (ZFHY) % EREl, KBRS IIMEEIC R F#E-7 5,

N
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3 HEROEE
S BB S A 77 L O Mepolizumab100 mg S RZ 80 K TR L THEA 3 5,

4 =

Mepolizumab SCIFENINT 64 2 BUE DREED & 2 BEIZITMEH L2 &,

5 B2ERMER EOEE
5.1 BEUERG

NUCALA #5-1%% \@BUER S (IS TR, AU SO, ﬁmr HIZ., BB L) RO LN
TW5, _n%@)ir“ia_%&“ﬁfﬁa}ﬁﬁ#?wm TEZAN, BT EHEIW) BETIHELD
%, BBUERIGSAFRD HNT-HAICIE. NUCALA OG- 2Hik45 Z L [2£2 418 22/,

52 e ERERSUIRBOE(L

NUCALA % 2 BIER T AR OB I L2\ Z & NUCALA % AR SR
I BREERBOIREICITMEA L7222 & NUCALA #5BMG% S, mEN Y ha—L S
WA IEE LGA1T. EOREE%T5 L9 BFIHEET L Z &,

53  BFIREG: R0

7' AR HERER BT, NUCALA B G RHCEEAERFRCThLOITIEEN 2RO 6, 7
TV REHIIRO DN o T2, [AIERH (618 22/, NUCALA & 5-BMERTOKE D 7 F
BENEFEMICE L TWAIERSIT., V7 F o BEE2EETH L,

54 RAT7uA FEOBE

NUCALA & 5-B01h%10, 25 UIMART a4 REEEZZCPIEd 25 2 L idfesE S,
AT aA REOHEWENLERGE L, EBRIOBEE FChAIEETH L, AT a4 FERE
B2, 2EMEERER L O LRI OEF M AT 1 4 REE T S WO IER BN Ein
HIENRD D,

55 FHAEHR (EBh) BRYL

BFFRERIT—ER O UE UG 3H3 B SR AT G L CW D ABEEDS & 5, A UG 0 BB AE 130G
KRR DB IND SRS LTz, NUCALA M4 BURYIC T D UGB E 52 5008 5 D IEAR
HHCH D, BEICERRIEICEY LT 5 BE X NUCALA 5 2 Bth T palncipiFE+ o 2 L, BH
23 NUCALA B 5 H &Y U C, HilE Kz X 21BN R 22 A0k, R mEd 5% C
NUCALA 5.0 —Whifia2 B E+ 25 2 &,
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6 I EA

TROBEMIZ, MEBEICZOFEMATH SN TND ¢

o WBUESS[ZEER O LOVEESHE (5.1 1K) 2/

o HFNSLEGL: WIS B AR OEH LOIEESH (5.3 1]) 2]
6.1  FERAREABR

B SBR IR, SR FCEBS N T D70, & 5 BAI0 R SABIC 51 5 EIER
FHEIT, BIORFIOBRRRO B R & EHHET 5 2 L3 CE ., £-BRBEE TORE
S M LR ATREME b 8 5,

711,327 4 OWi BB & 24~52 ] O " B 2 sk oo FRERAGRER 3 3R GRBR 1, R 2, R

BR3) THatLz, 2055 LINAITEHERART v A REBMEEEL EHOICHEHRL TV
L2663, RBRSMATEI 2 B EOSEREEOBEENH Y Gl 1, 3R 2) | 135 41%,
Wiy A BHERF O 72 OICBFMEH L T A mHERART v A FIEHBMEFHREOMHBITMZ, O

2AT7 A NEZ#EAFERT20ERNH 72 GRER3) . 2REF ICHBRERERE RGO~ — 1 — %7

D[l (14 H) #207], BERERIT 59%N Mk, 85%M AN, it 12D 82 Th

572, Mepolizumab |% 4 BREIC 1 [B], BTG UIERIRNEE G- Sz 5 263 403070 < &b 2408

ffl. NUCALA (mepolizumab 100 mg, FZF) O# 5%, BE 14U ENST T REE (n=

257) £V & NUCALA &58f (n=263) TZL@BOOLNTEEAEFRIT, fIREEZ (NUCALA

WHE24, T REELIL) D1FEORLTH-T-, HAEFRO-DEKRER) S HE LB

IZX NUCALA 5HETRI 2%23, 7T BRET3I% TH -7,

NUCALA DA 20K OVZ e PE O farakBr 2 35 GRBR 2 OBk 3) Tl D 24 B3 EL L7-E
TEROME % 1 1TRT,
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£ 1A EHRE D NUCALA BEIZBWTHEREN 3% MO 7RBEL Y LENo
BIVER (BRBR 2 RUEAER 3)

NUCALA
(Mepolizumab 100 mg
ET) Placebo
(n =263) (n=257)
BlYEH % %o
G 19 18
TESHAL SO 8 3
IR 5 4
st 5 4
A7 3 2
PR S G 3 2
e 3 2
Z 9 FEIE 3 2
iz 3 <1
7 R 3 <1
52 i FER

Bk 1 @ 52 HH[# mepolizumab 75 mg FlRX G-8F (n=153) RO ZEHRHE (n=155) 2BV T,
FEBLEN 3%LL LT T EARBEL Y bENoRWER AR LITR LTz R, 7 LA —PERk,
B, KUESR, M. REED E 0 PEIRAEE, HEYL, Bk, TROERGE, BRI,
L 1E NV ST ﬁb WHBEZS . FREN, F&95. B, WA VR, A L AMERGERYE . K OVE
i, Mepolizumab 75 mg FkE G-RED 3 SEGNZHRIREIZ DR B AFRO T2 77 B ARRETIL 25EFI T
HoT,

WBUES 78 & O 25 M RU%

FRLICEIR U723 1, B2, BB 3 Tagtt (7 LA —MSUIIET L —E) KOS EREL
L7-RBEOREIXT 7 EAREET 7%, NUCALA 58T 10% Tholz, 2FMW%T LV —M /i
JER & 388 L2 B OBIA1T 7 7 B ARREEE T 2%, NUCALA %5/ T 1% Th -7, NUCALA
BHRHCBWT, b @ WEE TG SN 25 T LS —ME RBBUERS OFT ITRE . %
IPEIE, R, MOWIWER EThote, RHMIET LLX —MRIS &2 58 LI BE OFIEIX

NUCALA #5F£D 2%, 77 B REED 3% Th -7z, NUCALA % 5BEICHB VT b B W THE
SNTBHMEIET LAX—MRUCOFTRIZ, 2, WL, KO & Th o7, NUCALA #
HREBE OREMIEDIEEAE (5/7) 3, HERIZEIL T\,

SO SUS

FESHRAL RO (IR, ALBE, JEAR. & 98, JHEUE/R E) 73 NUCALA 58D 8%, 77 RS
BED 3%ICHBL LT,
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PEg U e AN N B

NUCALA 5% %17 7= 998 £ DABE NS L TV Dkl OIEERERABRICB W T, #Rkfsn
BAER & LT ST, AEES 0 7 7 A VO, FEICER U7-mE BB OS5 L Ak
ThH-o7,

6.2 SR

NUCALA # 5% 51772 151260 (6%) @B IZH mepolizumab HLiANFEEL L 7=,

10 SR E DAFAE F COMTEEMENME L 72 o722 & L0 | ERBURITEBRORBLFE L 1K)
7o FIREMED 8> %, Mepolizumab D 5% 5215 72 1 44 D BF I PRIFUAI M S 772, T mepolizumab
UKL mepolizumab D7 V7 7 o A& A+ (K] 20%) A E72, HT mepolizumab HUAAM & AF R EK
BAEOEENEEMEN H D T BT v A TR LR > 72, T mepolizumab HUIALELE O Fg R A R
PIIRHTH 2,

T Z VIR AT OFER, mepolizumab HFUREGNETH > 7= BEDEIS Z KL TS, ks RD
PURBGPESRIT, AT, oTRrRrE, AT 1A, BIROEY v, MAESREEI, OFHEE, &
ORBIE R EOBELZEDORE LT 5,

7 FEKAMEAEIEA

ANFD NUCALA FEHIFE A AR FER X550 L T,

8 K5l 72
8.1 IHR
AR PR R bk

AEAR I NUCALA (ZHRFR U 7= B ORI IR 2 B2 3 DAL IR TP IRER B G1 O 5, [RIFEIEEH ILEE
BRI D, ITREBHICEELTHH O X HBEEId 5, BEIE - Eif 1-877-311-8972 XL

www.mothertobaby.org/asthma.

VA H<—

AT ARG R DIERIBRENE Y X 7 A CE 212 8D, +o 7R BRRBRT — #2372, Mepolizumab 72 &
DE /7 aF—AFURIE, ERSET IS ONIEE A B LEENICBITT S ; oo, 2EH, 3E
HOMHRECHRIICH 2 BN RKE L RDIAEEN S D, I=7 A FMTBWTHER, HEKD
FERRNER SN, b hoRkEHEEAE (MRHD) THh 5 100 mg SC DFI 30 5 DIRFE D
mepolizumab ZiERIIMIH 208 U CERIRIE G- L7223, RSB Z 52 5287 AR b
Sl (T—HBH)

K(EOBEERENICBONT, R AZ I HERTEOEIAIL 2% ~ 4%, BRI HER SN 7-iE
WEDFREDEIEIL 15% ~20% T 5,
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i

..I

BRI 5 5%

IR BIED BB R O RITPE NG IE Y 2 2 2 Wi RAE BRI R UL TH 5 iz T, REBLO
TR ATE K ORI ARHERTE, RIS USRS NS Wi D) 27 EABPRD b,

PERF DL Ol BAE PR BB 2 EER S BIR L. I EFENRB 2 HEFF 9 2 72 O BTG U TR
Br11o52 &,

T—X

BYFERRT—5 =7 A YL OHEERT, HEROFRERRIZEBW T, MRS 20 B ~IEIRE 140 H
(2227 T, MRHD OF) 30 i OUg#E & (AUC 5, REEWW) ORIk G- B3 4 BRI 1R ks
100 mg/kg) @ mepolizumab % % 5- L 72, Mepolizumab (2 £ %, JEIEXITHAE% 9 » A £ ToHAER
DFEE (FIERE L ) (ST 2 BITRO bR o T, WEAHE - BHATEORAEILE M L
oty A= AFNOT—HIZL D, mepolizumab (FHHE A BIE T 5 Z LRSI TV S,
Mepolizumab & IXHFER 178 H £ TRHEMW L 0 & AR DT K 24 (& D> T2, FHiFH O
Mepolizumab i B X REENY) O MIEHREE D 0.5% UTE LT Th -7z,

SZHRHE. P, R OUWR SRR ERBRIC BV T AR CD-1 R X 22 IL-5 36 2 [ E 3 2 5t
K%, 50 mg/kg . 1S 1A, 4RI T 208 U CiRBE G- Lz, 2 X JIZEBPBUAIZ L S 8E
TAAERIERRD B o, IL-5 KR R THIT HIE SRR EIIHEDF R I LT 5 &
BRI N ERWEEINL TN D,

82 &Y

YAZ Y~ —

t NAYH O mepolizumab fF(E, AP OLNIIZE 2 258 UTHIHERKIZH 2 2 BICBT 21
WX, LU 5 mepolizumab (Xt NE /7 v —/Liifk (IgGl kappa) THV, mEra >
UG (IgG) 1Ihx7nbe NIHITHEET D, W=7 A FEIRBIE P O 5%, HEEZ O
HH1Z mepolizumab MR STz [F#EGI0ZEH (8.1 HH) 2],

FEBLOBFRH) NUCALA O EE, mepolizumab Mz OMEE O JLfEE FBIZ K D RFLNIRICH 2 HRE L |

BHNRIC G2 DR ER A RMEEBETHZ &,
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8.4 INR

12 BRLL T O/ T DB RV R A RIS ST TV, FHEBO 12~17 i Tong B ARE
5t 28 AN IMHRBRICHAAN DN, ZDH B 25 A 32 HEHERE GRBR2) A An S,
R 148 CTh o 72, BEIL. BHBRARAT 04 FEHBENEHELZ EHOICHEHRL TS
CH b 5T, RBRBMORMAEIZ 2 BILAEOEREEOAEN S O . MHPLFRERN AV —=2 2
IFIZ 150 /uL LA, SUTERBRSANRTO 12 # H LAWIZ 300 /u LA ETH - 12 BE Th - Iz [tk (14
) &M, Mepolizumab $¢ 58 IZHERIGEORUME R 3588 H 172, Mepolizumab D52 521772
HEHD 194D 5 6 94705 NUCALA O 5525210 W T OFEREIBIIMNBE Lk LT 35%
Kinole, BEMBEOEEFRR T 07 7 A /WXE 3 HERBROWER LAk Th > T [FI1EH (6.1 H)
&2,

8.5 TEERE

NUCALA BEARFER Tl HFEEE L OURDZEZRFTTE 515778 65 Ll Lo @i E s ie s
o7 (n=38) . MOERKHE D OILEmEER & HFEF L OBIIIEDEITRD Loz, #HE,
EEE 6D HEERUTEE A B L, %iﬁl®wﬁ%£mgﬁﬁéﬁﬁb FNFREREIR T, B
FEREIR T, O ﬁT F I APHESCHOFAIRILIC LV BEIND, ANFT—2ICES< &, milm
BEICxT 2 HE %1w£@w&%x%né#\ﬁmiémﬁﬁﬁﬁﬁﬁﬁézkméﬁfgﬁwo

10 RS

& B R R B CAFBRERPER BB O -BE 121500 mg F T4 HEIEARNE 5- L7203, HEEFIEOEFEETFED 5
72 0r o 72, Mepolizumab Dt &5 512 %19 2 Rl 72 iaiiE ey, sHEFREA Ei L, MBS U CEl
RBIEEITH 2 b,

11 R
Mepolizumab (%, & hA ¥ —vAF 25 (IL-5) (&7 5k MEE/ 7 va—FAHKTHD,

Mepolizumab (%, FHH#LZ DNA HIIZ LD F v A =— XL R X =PRI CREA SN D,
Mepolizumab OHEERR /> &% 149 kDa Th 5,

NUCALA TGN, AfR~F 7R T A MORAFAZ RN L TOZRWERE R R T, B IRk
BN R VB 5T 5, BWRITESIREK 1.2 mL 2T 5/ 4% - HE 2.1 H) #24], RO
? mepolizumab 1T 100 mg/mL TH Y, 1 mL 2T 5, FHEIH/ 31 7 /113 mepolizumab 100 mg,
RNY Y _X—| 80 (0.67mg) . U EAKFET FY LK (714mg) | KOy r—2 (160
mg) &AL, pH7.0 Th b,

12 o PR S B

121 {ER#&F

Mepolizumab (FA > % —v A ¥ 5 HEHK (1gGl kappa) T D, IL-5 IZLFBEEROBGE, /b, B8,
TEMEAL R ORI 53 2 E2 e A A > Toh %, Mepolizumab 1 IL-5 & f5A LT 100 pM % il
L. AFEEERMaZRm o IL-5 SHREESEO a IS T2 O %S 2 Z & T IL-5 OEWIEE 2 [5E

8
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T 5, RIEFWHEREOEERER TH S, SHEOMEE (B, 4FREEk, ek, ~7e >
7=, VKR E) ROAT 4 =—4— (eRXHZ I, =Af a4 K afabl=y ¥A
N A 72 E) IFRIEICEE LT\ 5, Mepolizumab 1 IL-5 & 7 V& fLET 2 2 & T, 4FERERD A
e OVEGFZRDEZES ; L LR s, wEICXT 5 mepolizumab O FEAMEFITMES S LTV,

12.2  FEHZFERIEA

Mepolizumab fZ F XL ENRA AR 5% OFEI7FEHER (A AFERER B ) % ifn Hr A e ER S IE 200
/uL LLEolg B BRFICB W TR Lz, BFIZLL T O mepolizumabd &5 | HEICL 2854221
7= (28 HRIB X IZE 3 HENEE S7-) 1 12.5mgSC, 125mg SC, 250 mg SC, XIiX 75mglv,
EZ i & 72 70 41 66 B3R A T2 T Ui, M HIFEREREE X, RX—RA T A L s 25 &
BIKFHEORDBRD b, 2HEM T3 HHETIC, MPLFEBEREOBD 25807, 84 BH (k
W G506 4 RI%) PRI DR —A2 T A 2026 O KM 1T 12.5-mg SC#E, 75-mg IV
B, 125-mg SC B, 250-mg SC B CTZENZIL 64%, 78%. 84%. 90% T -7, 84 H H DIl PAFFEERF
KIBA D 50% K 90%E RIAFNDET/VSCHELZFHRT 2L, £ZNEN 11 mg K9 mg ThH-
oo ZORERLOH B ENERR GUR 1) OFMET —% 725, mepolizumab75 mg IV 2 Y
mepolizumab100 mg SC DMRFEAER TR S 4L 5 2 & & 38 LT [zt (14 1H) &2,
Mepolizumab (SC. 100 mg, 4 MM 1[0]) % 32 @[M&EG L=t GRER2) | mHLERER 0T 40 /ul
S P E T L, 2T 7R &l 5 & 84%D M EX R ICIET D, & O RIEA A 1E
B GBbA D 4 AR LINICERD H v, 548 U ClERF S 47z,

123 EKYEhe

Mg BB 12 T 5 L7z & & mepolizumab 1% 12.5~250 mg O f &&FHIZ 72 > TUXIFH
I GIPEOEERE A R LTz,

LI

M7 B B Dl mepolizumab 100 mg % 2 T4 5- L 7= & X | mepolizumab DFfxIH) /A 3T XA Z &Y 7
413K 80% T o7, 4BMICKER TG LTz L & EFIRE TR 2 RBOERBRD ik,

pAKil]

Wi B FBE L2381 % mepolizumab D754 O RHEM O HRfEIX, (KHE 70kg DEF T36L ThoTe,
Y]]

Mepolizumab (£, FFHEARIZIR O T RHIZIR AT DX XV BRI LV afESh b e M
IgGl £/ 7 a—F PR TH 5,

DEd

Mepolizumab % i T 5- L7z & & ONWRHTE IR (t,) 13 16~22 H TH o7z, i BB REEHHK
WyBNREMEAT CHEE 4172 mepolizumab OREH 7 V7 T A%, {KEH 70kg DEHT. 028 L/H TH o7z,

Rl 2R 4R
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NFER OERY- REEE 3R B REMFAT CTlL. mepolizumab DI ENREIZ 592 ANFH L OMAER D 522 T8 8

Y AAS/ATY
Fhih: RHEZRYENREMZAT TlX. mepolizumab OFEWENREIZ T2 12 i ~82 ik D HBF T TER
ORI T,

B RENFEZ : Mepolizumab O FEMENREIZ 592 B REIR T OB 4 MG 5 IEAR BRI 3 L T
R, RHERISREIREMT IS &, 2 LT F =07 U T T2 A 50~80 mL/min D HEE & EHE
KERERE OMICEITRD BN hoTe, 7 VT F =07 VT 7 2 AEN 50 mL/min i D BF IO
TIERONTZT =% LELILTUW ey - L2y L, mepolizumab [ XE & TR S u72 0,

HFHEREN# A Mepolizumab O SEMBNREIZ 37~ 5 FFHERERE F OB L MFtd 5 IET@?EQE%@%‘?E@ [PRQAYAS
VY, Mepolizumab (F/HHEFRIZIR D TR 04 L TWD X U R B REERIC L D oS b 7=, Tk
HEDZE{LAY mepolizumab DIH B A 5 2 5 AlREMEIFIRWE B X b D,

K 4 EAH: NUCALA O ERR B BAEHFBRIZIENG L T, & 3 FEERER R I Sy Bh e Mt I
S &L N EEFNE OOF G- mepolizumab OWEFRIZEL 52 o= B F A TFE O L v

-7,

13 RRENE

13.1 AN, BRFEE, ZBEES

Mepolizumab OB 23 A JFIERRBR 33206 L TV 72, BMET VAR L7 AFRSGRICE D &
IL-5 & A PR BRI 56 AL O FIIRIE SO D —E8 T, ISR (RET 5 2 LR S L7z, L

L7226 AFRRER DN AV AT & | IEHIE AR ET D L WO thoRE L H D, ZHITED,
PUAED S mepolizuma D K 9 72 IL-5 D ANIZH- 2 HEEMEY A7 IR TH D,

Mepolizumab (IV, @5 & 100 mg/kg, 4LW%:1E) MUC@%fkaD®%7M$ g
Lo =7 A YL OAFEREREMRR > & | W EARR PRI R E T RITER O bR To 2 SIS F
BYER O EMEDZIEREICE 2 BT e o T2,

ms%ﬁ%miiéﬁu#%% 1B 11EL 50 mg/kg THERE G- L 72K QD CD-1 2 XX DAL
B X OVEFEBSRRIC - % D BT o T,

14 e PR R

AEAL —EERIL T 7 B AR NUCALA W BB 7' 1 77 A5Bk 3 5kl « 1. &5t e
B 1) | 2. FEEaBr GRER2, 5 3) . &2 3RBRICBW\ T, fﬁﬁ:ﬁof%é/ﬁfﬁ(ﬁ@nﬁﬂﬂﬂ"ﬂﬁ

% & LT mepolizumab % 4 W MEIZ 1 B#G L7, sBBEIRT ., 2E& IBUET > TV 50 Binik %

Hfoe L 7=,

B e AR

B LIIEHERART oA REHBENEIE WART oA REHY | 72L) ZEHMICER LT
HICH D BT, FIEIC 2 [BILL EOSEREEOREE RN H - 72 SEBE 25t & U7- 52 W B e,

HAEER DB Ch - 7o, RRBRICHAAONTZRBEIX 12 » AUNICLLTO 4 EHED S5 b7 kb 1

10
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DL LTV D MERH T
EFRPEHED 50 ppb LA L, SUIMART 1A FE/REO AT 1A NEIZ KD MERPRIED 25%LL T
L., R 2> b —/LOEED 517, Mepolizumab3 & (75 mg, 250 mg, 750 mg) @ 4 F[F 1
M, #kEEG L. 77 eRkE &k U, AR OS2 O R KLV . mepolizumab75 mg
& & . mepolizumab 100 mg % 2 N5 L7=5
KEFS NI [HARFERE (122 7)) 22/, MEMAwﬁ%&ﬁ Bl & STz, RTREDR

it [cra=N Dyt

(R R ' 225 R RPN

FRRERAER

it 711 4 O BRERE DRGERER 2 B CRFt s vz GRUBR 2,
TRV —= T W (FGBMEG 6 B LIN) O i aFEREREL A 150/ L LA E X%

ISP AR EREL S 300/ w LEL |

HULN O I A ERER S DS 300/ u LLA ETH D MERH -7,

A7) == JREO MG EREAS 150 /n L &) BLvEI
ﬁ$2ﬂ\%%%%AX?H4F£+EW%@£(&AX?D4F£%U
2 AL EDFERIEEEDBEE N & - 7

TR EEEOKEREBR TH o7z, HF L mepolizumab 75 mg IV (n = 191)
X7 7R (n=191) OWTrgk, 4]

LTWAIZHE b 53, BifEIC

KER 31X, B
P%@@H&%%M%&Lt

FEHEIX 2 BRI CRIECH - 7= -

75 R

I 1=, 321

BIZOWTIRORER CTHETT 5 Z &2

HER3) ., D2

ﬁﬁ%&@t@L%@mﬁ%&A27m4F£+ﬁm BEKIZNZ
IZRT 5 24 RN AT oA NEERBR CH -7, B3 D
BEIE, ARIERE OB EN & 5 LB IX 20 o 72, BFIEINUCALA (n=69) XiE77&R (n
=66) OWT LA 4 BFEIC LA, 24 BEEGEZ T, X=X 7 A VREOFERAOAT oA R

13.2 mg, NUCALA & 5H£TIE 124 mg TH o7z,

3B D A OEH RIS S R — R T A S A 2 12T,

X 2. i BERARRBRON—Z 7 A4 VEOANAFERRHFE

R AFIEER S 3%LA |

Rz 5 BHE
BRI 12 4

. RER 1 OERRENT DRI Sz,

ﬁb)%ﬁ%%:ﬁ%
25 32 @M T
NUCALA (n = 194).
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# 3.3 1 R OUGAER 2 OEER  (Intent-to-Treat Population)

Exacerbations per Year
Rate Ratio
Trial Treatment Rate | Difference | (95% CI)
H
Trial 1 | Placebo (n = 155) 2.40
Mepolizumab 75 mg IV (n = 153) | 1.24 1.16 0.52
(0.39, 0.69)
Trial 2 | Placebo (n = 191) 1.74
Mepolizumab 75 mg IV (n = 191) | 0.93 0.81 0.53
(0.40, 0.72)
NUCALA 100 mg SC (n = 194) 0.83 0.91 0.47
(0.35, 0.64)
ABtZ B L7 HEE /AR E TOBE
Trial 1 | Placebo (n = 155) 0.43
Mepolizumab 75 mg IV (n = 153) 0.17 0.26 0.40
(0.19, 0.81)
Trial 2 | Placebo (n = 191) 0.20
Mepolizumab 75 mg IV (n = 191) | 0.14 0.06 0.68
(0.33, 1.41)
NUCALA 100 mg SC (n = 194) 0.08 0.12 0.39
(0.18, 0.83)
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ABRZE LR
Trial 1 | Placebo (n = 155) 0.18
Mepolizumab 75 mg IV (n = 153) 0.11 0.07 0.61
(0.28, 1.33)
Trial 2 | Placebo (n = 191) 0.10
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NUCALA 100 mg SC (n = 194) 0.03 0.07 0.31
(0.11, 0.91)
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U.S. License Number 1727

Distributed by
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PHARMACIST—DETACH HERE AND GIVE PATIENT INFORMATION TO PATIENT

Patient Information
NUCALA® [new-ka' la]
(mepolizumab)
for injection, for subcutaneous use
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What is NUCALA?

NUCALA is a prescription medicine used with other asthma medicines for the maintenance treatment of
asthma in people aged 12 years and older whose asthma is not controlled with their current asthma
medicines. NUCALA helps prevent severe asthma attacks (exacerbations). Medicines such as NUCALA
reduce blood eosinophils. Eosinophils are a type of white blood cells that may contribute to your asthma.
= NUCALA is not used to treat other problems caused by eosinophils.

= NUCALA is not used to treat sudden breathing problems.

It is not known if NUCALA is safe and effective in children under 12 years of age.

Do not use NUCULA if you are allergic to mepolizumab or any of the ingredients in NUCALA. See the
end of this leaflet for a complete list of ingredients in NUCALA.

17
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Before receiving NUCALA, tell your healthcare provider about all of your medical conditions,
including if you:

have a parasitic (helminth) infection

have not had chickenpox (varicella) or the chickenpox vaccine

are taking oral or inhaled corticosteroid medicines. Do not stop taking your corticosteroid medicines

unless instructed by your healthcare provider. This may cause other symptoms that were controlled

by the corticosteroid medicine to come back.

are pregnant or plan to become pregnant. It is not known if NUCALA may harm your unborn baby.

« Pregnancy Registry. There is a pregnancy registry for women who receive NUCALA while
pregnant. The purpose of the registry is to collect information about the health of you and your
baby. You can talk to your healthcare provider about how to take part in this registry or you can
get more information and register by calling 1-877-311-8972 or go to
www.mothertobaby.org/asthma.

are breastfeeding or plan to breastfeed. You and your healthcare provider should decide if you will
use NUCALA and breastfeed. You should not do both without talking with your healthcare provider
first.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-
counter medicines, vitamins, and herbal supplements.

Do not stop taking your other asthma medicines unless instructed to do so by your healthcare
provider.

How will | receive NUCALA?

A healthcare provider will inject NUCALA under your skin (subcutaneously) 1 time every 4 weeks.

What are the possible side effects of NUCALA?

NUCALA can cause serious side effects, including:

allergic (hypersensitivity) reactions. Serious allergic reactions can happen after you get your
NUCALA injection. Allergic reactions can sometimes happen hours or days after you get a dose of
NUCALA. Tell your healthcare provider or get emergency help right away if you have any of the
following symptoms of an allergic reaction:

< swelling of your face, mouth, and tongue *  breathing problems
= fainting, dizziness, feeling lightheaded (low blood pressure) * rash
* hives

Herpes zoster infections that can cause shingles have happened in people who received NUCALA.

The most common side effects of NUCALA include: headache, injection site reactions (pain, redness,
swelling, itching, or a burning feeling at the injection site), back pain, and weakness (fatigue).

These are not all the possible side effects of NUCALA.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-
1088.

18
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General information about the safe and effective use of NUCALA.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information Leaflet.
You can ask your pharmacist or healthcare provider for information about NUCALA that is written for
health professionals.

What are the ingredients in NUCALA?
Active Ingredient: mepolizumab.
Inactive Ingredients: polysorbate 80, sodium phosphate dibasic heptahydrate, and sucrose.

For more information, call GlaxoSmithKline (GSK) at 1-888-825-5249 or visit www.NUCALA.com.
NUCALA is a trademark of the GSK group of companies.

Manufactured by:
GlaxoSmithKline LLC, Philadelphia, PA 19112, U.S. License No. 1727

Distributed by:

GlaxoSmithKline, Research Triangle Park, NC 27709
©2015 the GSK group of companies. All rights reserved.
NCL:1PIL

This Patient Information has been approved by the U.S. Food and Drug Administration. Approved: November 2015
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ANNEX I
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of new
safety information. Healthcare professionals are asked to report any suspected adverse reactions. See section
4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Nucala 100 mg powder for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains 100 mg mepolizumab. After reconstitution, each ml of solution contains 100 mg
mepolizumab.

Mepolizumab is a humanised monoclonal antibody produced in Chinese hamster ovary cells by recombinant
DNA technology.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Powder for solution for injection.

Lyophilised white powder.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications

Nucala is indicated as an add-on treatment for severe refractory eosinophilic asthma in adult patients (see
section 5.1).

4.2 Posology and method of administration

Nucala should be prescribed by physicians experienced in the diagnosis and treatment of severe refractory
eosinophilic asthma.

Posology

Adults
The recommended dose of mepolizumab is 100 mg administered subcutaneously once every 4 weeks.

Nucala is intended for long-term treatment. The need for continued therapy should be considered at least on
an annual basis as determined by physician assessment of the patient’s disease severity and level of control

of exacerbations.

Special populations

Paediatric population

The safety and efficacy of Nucala in children and adolescents under 18 years of age has not yet been
established. Very limited data are currently available in children 12 to 18 years old (see sections 4.8, 5.1 and
5.2) therefore no recommendations can be made.
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Elderly patients
No dose adjustment is required for elderly patients (see section 5.2).

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

Method of administration

Nucala is for subcutaneous injection only and should be administered by a healthcare professional. It may be
injected into the upper arm, thigh, or abdomen.

The powder should be reconstituted prior to administration and the reconstituted solution should be used
immediately. For instructions on the reconstitution 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

Nucala should not be used to treat acute asthma exacerbations.

Asthma-related adverse events or exacerbations may occur during treatment. Patients should be instructed to
seek medical advice if their asthma remains uncontrolled or worsens after initiation of treatment.

Abrupt discontinuation of corticosteroids after initiation of Nucala therapy is not recommended. Reduction
in corticosteroid doses, if required, should be gradual and performed under the supervision of a physician.

Hypersensitivity and administration-related reactions

Acute and delayed systemic reactions, including hypersensitivity reactions (e.g. urticaria, angioedema, rash,
bronchospasm, hypotension), have occurred following administration of Nucala. These reactions generally
occur within hours of administration, but in some instances have a delayed onset (i.e., typically within
several days). These reactions may occur for the first time after a long duration of treatment (see section 4.8).

Parasitic infections

Eosinophils may be involved in the immunological response to some helminth infections. Patients with pre-
existing helminth infections should be treated before starting therapy. If patients become infected whilst
receiving treatment with Nucala and do not respond to anti-helminth treatment, temporary discontinuation of
therapy should be considered.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed.

Cytochrome P450 enzymes, efflux pumps and protein-binding mechanisms are not involved in the clearance
of mepolizumab. Increased levels of pro-inflammatory cytokines (e.g. IL-6), via interaction with their
cognate receptors on hepatocytes, have been shown to suppress the formation of CYP450 enzymes and drug
transporters, however, elevation of systemic pro-inflammatory markers in severe asthma is minimal and
there is no evidence of IL-5 receptor alpha expression on hepatocytes. The potential for drug-drug

interactions with mepolizumab is therefore considered low.

4.6 Fertility, pregnancy and lactation
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Pregnancy
There is a limited amount of data (less than 300 pregnancy outcomes) from the use of mepolizumab in
pregnant women.

Mepolizumab crosses the placental barrier in monkeys. Animal studies do not indicate reproductive toxicity
(see section 5.3). The potential for harm to a human fetus is unknown.

As a precautionary measure, it is preferable to avoid the use of Nucala during pregnancy. Administration of

Nucala to pregnant women should only be considered if the expected benefit to the mother is greater than
any possible risk to the fetus.

Breast-feeding

There are no data regarding the excretion of mepolizumab in human milk. However, mepolizumab was
excreted into the milk of cynomolgous monkeys at concentrations of less than 0.5% of those detected in
plasma.

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

Fertility

There are no fertility data in humans. Animal studies showed no adverse effects of anti-IL5 treatment on
fertility (see section 5.3).

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

Summary of the safety profile

In clinical studies in subjects with severe refractory eosinophilic asthma, the most commonly reported
adverse reactions during treatment were headache, injection site reactions and back pain.

Tabulated list of adverse reactions

A total of 915 subjects with severe refractory eosinophilic asthma have received either a subcutaneous or an
intravenous dose of mepolizumab during clinical studies of 24 to 52 weeks duration. The table below
presents the adverse reactions from the two placebo controlled studies in patients receiving mepolizumab
100 mg subcutaneously (n=263).

The frequency of adverse reactions is defined using the following convention: 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); and not known (cannot be estimated from available data). Within each frequency grouping,
adverse reactions are presented in order of decreasing seriousness.

System Organ Class Adverse Reactions Frequency
Infections & infestations Lower respiratory tract infection Common
Urinary tract infection
Pharyngitis
Immune system disorders Hypersensitivity reactions (systemic Common
allergic)*
4
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System Organ Class Adverse Reactions Frequency
Nervous system disorders Headache Very common
Respiratory, thoracic and Nasal congestion Common
mediastinal disorders
Gastrointestinal disorders Abdominal pain upper Common
Skin and subcutaneous tissue | Eczema Common
disorders
Musculoskeletal and Back pain Common
connective tissue disorders
General disorders and Administration-related reactions (systemic Common
administration site conditions | non allergic)**

Local injection site reactions

Pyrexia

* Systemic reactions including hypersensitivity have been reported at an overall incidence comparable to that
of placebo. For examples of the associated manifestations reported and a description of the time to onset, see
section 4.4.

** The most common manifestations associated with reports of systemic non-allergic administration-related
reactions were rash, flushing and myalgia; these manifestations were reported infrequently and in <1% of

subjects receiving mepolizumab 100 mg subcutaneously.

Description of selected adverse reaction

Local injection site reactions

In 2 placebo-controlled studies the incidence of local injection site reactions with mepolizumab 100 mg
subcutaneous and placebo was 8% and 3%, respectively. These events were all non-serious, mild to
moderate in intensity and the majority resolved within a few days. Local injection site reactions occurred
mainly at the start of treatment and within the first 3 injections with fewer reports on subsequent injections.
The most common manifestations reported with these events included pain, erythema, swelling, itching, and
burning sensation.

Paediatric population

The clinical trial data currently available in paediatric patients is too limited to characterise the safety profile
of mepolizumab in this population (see section 5.1). However, the frequency, type and severity of adverse
reactions in the paediatric population are expected to be similar to those seen in adults.

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 clinical experience with overdose of mepolizumab.

Single doses of up to 1500 mg were administered intravenously in a clinical trial to patients with eosinophilic
disease without evidence of dose-related toxicities.

There is no specific treatment for an overdose with mepolizumab. If overdose occurs, the patient should be
treated supportively with appropriate monitoring as necessary.

Further management should be as clinically indicated or as recommended by the national poisons centre,
where available.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for obstructive airway diseases, other systemic drugs for obstructive
airway diseases, ATC code: not yet assigned .

Mechanism of action

Mepolizumab is a humanised monoclonal antibody (IgG1, kappa), which targets human interleukin-5 (IL-5)
with high affinity and specificity. IL-5 is the major cytokine responsible for the growth and differentiation,
recruitment, activation and survival of eosinophils. Mepolizumab inhibits the bioactivity of IL-5 with
nanomolar potency by blocking the binding of IL-5 to the alpha chain of the IL-5 receptor complex expressed
on the eosinophil cell surface, thereby inhibiting IL-5 signalling and reducing the production and survival of
eosinophils.

Pharmacodynamic effects

Following a dose of 100 mg administered subcutaneously every 4 weeks for 32 weeks, blood eosinophils
were reduced from a geometric mean count at baseline of 290 to 40 cells/uL at week 32 (N=182), a reduction
of 84% compared to placebo. This magnitude of reduction was observed within 4 weeks of treatment.

Immunogenicity

Consistent with the potentially immunogenic properties of protein and peptide therapeutics, patients may
develop antibodies to mepolizumab following treatment. In the placebo-controlled trials, 15/260 (6%) of
subjects treated with 100 mg dose subcutaneously developed anti-mepolizumab antibodies after having
received at least one dose of mepolizumab. Neutralising antibodies were detected in one subject. Anti-
mepolizumab antibodies did not discernibly impact the pharmacokinetics and pharmacodynamics of
mepolizumab in the majority of patients and there was no evidence of a correlation between antibody titres
and change in blood eosinophil level.

Clinical efficacy

The efficacy of mepolizumab in the treatment of a targeted group of patients with severe refractory
eosinophilic asthma was evaluated in 3 randomised, double-blind, parallel-group clinical studies of between
24-52 weeks duration, in patients aged 12 years and older. These patients either remained uncontrolled (at
least two severe exacerbations in the previous 12 months) on their current standard of care, including at least
high doses of inhaled corticosteroids (ICS) plus an additional maintenance treatment(s), or were dependent
on systemic corticosteroids. Additional maintenance treatments included long-acting beta, -adrenergic
agonists (LABA), leukotriene modifiers, long-acting muscarinic antagonists (LAMA), theophylline, and oral
corticosteroids (OCS).

The two exacerbations studies MEA 112997 and MEA115588 enrolled a total of 1192 patients, 60% females,
with a mean age of 49 years (range 12— 82). The proportion of patients on maintenance OCS was 31% and
24%, respectively. Patients were required to have a history of two or more severe asthma exacerbations
requiring oral or systemic corticosteroid treatment in the past 12 months and reduced lung function at
baseline (pre-bronchodilator FEV,<80% in adults and <90% in adolescents).The mean number of
exacerbations in the previous year was 3.6 and the mean predicted pre-bronchodilator FEV, was 60%.
Patients continued to receive their existing asthma medicine during the studies.

For the oral corticosteroid-sparing study MEA115575, a total of 135 patients were enrolled (55% were

female; mean age of 50 years) who were being treated daily with OCS (5-35 mg per day), and high-dose ICS
plus an additional maintenance medicine.
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Dose-ranging efficacy MEA112997 (DREAM) study

In MEA112997, a randomised, double-blind, placebo-controlled, parallel-group, multi-centre study of

52 weeks duration in 616 patients with severe refractory eosinophilic asthma, mepolizumab significantly
reduced clinically significant asthma exacerbations (defined as worsening of asthma requiring use of
oral/systemic corticosteroids and/or hospitalisation and/or emergency department visits) when administered
in doses of 75 mg, 250 mg or 750 mg intravenously compared to placebo (see Table 1).

Table 1: Frequency of clinically significant exacerbations at week 52 in the intent to treat population

Intravenous Mepolizumab Placebo
75mg 250mg 750mg
n=153 n=152 n=156 n= 155
Exacerbation rate/year 1.24 1.46 1.15 2.40
Percent reduction 48% 39% 52%

Rate ratio (95% CI)

0.52 (0.39, 0.69)

0.61(0.46, 0.81)

0.48 (0.36, 0.64)

p-value

<0.001

<0.001

<0.001

Exacerbation reduction (MEA115588) MENSA study

MEA115588 was a randomised, double-blind, placebo-controlled, parallel-group, multi-centre study which
evaluated the efficacy and safety of mepolizumab as add-on therapy in 576 patients with severe refractory
eosinophilic asthma defined as peripheral blood eosinophils greater than or equal to 150 cells/pL at initiation
of treatment or greater than or equal to 300 cells/puL within the past 12 months.

Patients received mepolizumab 100 mg administered subcutaneously, mepolizumab 75 mg administered
intravenously or placebo treatment once every 4 weeks over 32 weeks. The primary endpoint was the
frequency of clinically significant exacerbations of asthma and the reductions for both mepolizumab
treatment arms compared to placebo were statistically significant (p<0.001). Table 2 provides the results of
the primary and secondary endpoints for patients treated with subcutaneous mepolizumab or placebo.

Table 2: Results of primary and secondary endpoints at week 32 in the intent to treat population
(MEA115588)

Mepolizumab 100 mg Placebo
(subcutaneous) N=191
N=19%4

Primary endpoint
Frequency of clinically significant exacerbations
Exacerbation rate per year 0.83 1.74
Percent reduction 53% -
Rate ratio (95% CI) 0.47 (0.35, 0.64)
p-value <0.001

Secondary endpoints

Frequency of exacerbations requiring hospitalisations/emergency room visits
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Exacerbation rate per year 0.08 0.20
Percent reduction 61% _
Rate ratio (95% CI) 0.39 (0.18, 0.83)
p-value 0.015
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Mepolizumab 100 mg

Placebo

(subcutaneous) N=191
N= 194
Frequency of exacerbations requiring hospitalisation
Exacerbations rate per year 0.03 0.10
Percent reduction 69% _
Rate ratio (95% CI) 0.31(0.11,0.91)
p-value 0.034
Pre-bronchodilator FEV, (mL) at week 32
Baseline (SD) 1730 (659) 1860 (631)
Mean Change from Baseline (SE) 183 (31) 86 (31)
Difference (mepolizumab vs. placebo) 98
95% CI (11, 184)
p-value 0.028
St. George’s Respiratory Questionnaire (SGRQ) at week 32
Baseline (SD) 47.9 (19.5) 46.9 (19.8)
Mean Change From Baseline (SE) -16.0 (1.1) -9.0 (1.2)
Difference (mepolizumab vs. placebo) -7.0
95% CI (-10.2, -3.8)
p-value <0.001

Reduction of exacerbation rate by baseline blood eosinophil count

Table 3 shows the results of a combined analysis of the two exacerbation studies (MEA112997 and
MEA115588) by baseline blood eosinophil count. The rate of exacerbations in the placebo arm increased
with increasing baseline blood eosinophil count. The reduction rate with mepolizumab was greater in

patients with higher blood eosinophil counts.

Table 3: Combined analysis of the rate of clinically significant exacerbations by baseline blood

eosinophil count in patients with severe refractory eosinophilic asthma

Mepolizumab Placebo
75 mg IV/100 mg SC N=346
N=538
MEA112997+MEA115588
<150 cells/pL
n 123 66
Exacerbation rate per year 1.16 1.73
Mepolizumab vs. placebo
Rate ratio (95% CI) 0.67 (0.46,0.98) ---
150 to <300 cells/pL
n 139 86
Exacerbation rate per year 1.01 1.41
Mepolizumab vs. placebo
Rate ratio (95% CI) 0.72 (0.47,1.10) ---
300 to <500 cells/pL
n 109 76
Exacerbation rate per year 1.02 1.64
Mepolizumab vs. placebo
Rate ratio (95% CI) 0.62 (0.41,0.93) ---
2500 cells/pL
n 162 | 116

Feb 10 2016 17:02:49
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Mepolizumab Placebo
75 mg IV/100 mg SC N=346
N=538
Exacerbation rate per year 0.67 2.49
Mepolizumab vs. placebo
Rate ratio (95% CI) | 0.27 (0.19,0.37) -

Oral corticosteroid reduction study MEA115575 (SIRIUS)

MEA115575 evaluated the effect of mepolizumab 100 mg administered subcutaneously on reducing the
requirement for maintenance oral corticosteroids (OCS) while maintaining asthma control in subjects with
severe refractory eosinophilic asthma. Patients had a blood eosinophil count of >150/uL at baseline or a
blood eosinophil count of >2300/uL in the 12 months prior to screening. Patients were administered
mepolizumab or placebo treatment once every 4 weeks over the treatment period. Patients continued to
receive their existing asthma medicine during the study with the exception of their OCS dose which was
reduced every 4 weeks during the OCS reduction phase (Weeks 4-20), as long as asthma control was
maintained.

A total of 135 patients were enrolled: mean age was 50 years, 55% were female, and 48% had been receiving
oral steroid therapy for at least 5 years. The baseline mean prednisone equivalent dose was approximately
13 mg per day.

The primary endpoint was the percent reduction in daily OCS dose (weeks 20-24), whilst maintaining
asthma control by defined dose reduction categories (see Table 4). Predefined categories included percent
reductions ranging from 90-100% reduction, to no decrease in the prednisone dose from the end of the
optimisation phase. The comparison between mepolizumab and placebo was statistically significant

(p=0.008).
Table 4: Results of the primary and secondary endpoints in MEA115575
ITT Population
Mepolizumab Placebo
100 mg N=66
(subcutaneous)
N=69

Primary endpoint

Percent reduction in OCS from baseline (weeks 20-24)

90% - 100% 16 (23%) 7(11%)
75% - <90% 12 (17%) 5 (8%)
50% - <75% 9 (13%) 10 (15%)
>0% - <50% 7 (10%) 7(11%)
No decrease in OCS/lack of asthma 25 (36%) 37 (56%)
control/ withdrawal from treatment
Odds ratio (95% CI) 2.39 (1.25,4.56)
p-value 0.008
Secondary endpoints (weeks 20-24)
Reduction in the daily OCS dose 10 (14%) 5 (8%)
to 0 mg/d
Odds ratio (95% CI) 1.67 (0.49, 5.75)
p-value 0.414
Reduction in the daily OCS dose 37 (54%) 21 (32%)
to <5Smg/day
Odds ratio (95% CI) 2.45(1.12,5.37)
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ITT Population
Mepolizumab Placebo
100 mg N=66
(subcutaneous)
N=69
p-value 0.025
Median % reduction in daily OCS 50.0 (20.0, 75.0) 0.0 (-20.0, 33.3)
dose from baseline (95% CI)
Median difference (95% CI) -30.0 (-66.7, 0.0)
p-value 0.007

Paediatric population

There were 25 adolescents 13 girls and 12 boys, 9 aged 12 -14 years and 16 aged 15-17 years enrolled in
study MEA115588. Of the total 25 subjects: 9 received placebo, 9 received mepolizumab 75 mg
intravenously, and 7 received 100 mg subcutaneously. The same proportion of subjects (3/9) receiving
placebo and mepolizumab intravenously reported clinically significant exacerbations; no exacerbations were
reported in those receiving mepolizumab subcutaneously.

5.2 Pharmacokinetic properties

Following subcutaneous dosing in patients with asthma, mepolizumab exhibited approximately dose-
proportional pharmacokinetics over a dose range of 12.5 mg to 250 mg.

Absorption

Following subcutaneous administration to healthy subjects or patients with asthma, mepolizumab was
absorbed slowly with a median time to reach maximum plasma concentration (T ) ranging from 4 to 8
days.

Following a single subcutaneous administration in the abdomen, thigh or arm of healthy subjects,
mepolizumab absolute bioavailability was 64%, 71% and 75%, respectively. In patients with asthma the
absolute bioavailability of mepolizumab administered subcutaneously in the arm ranged from 74-80%.
Following repeat subcutaneous administration every 4 weeks, there is approximately a two-fold
accumulation at steady state.

Distribution

Following a single intravenous administration to patients with asthma, mepolizumab distributes into a mean
volume of distribution of 55 to 85 mL/kg.

Biotransformation

Mepolizumab is a humanized IgG1 monoclonal antibody degraded by proteolytic enzymes which are widely
distributed in the body and not restricted to hepatic tissue.

Elimination

Following a single intravenous administration to patients with asthma, the mean systemic clearance (CL)
ranged from 1.9 to 3.3 mL/day/kg, with a mean terminal half-life of approximately 20 days. Following
subcutaneous administration of mepolizumab the mean terminal half-life (t1/2) ranged from 16 to 22 days. In

the population pharmacokinetic analysis estimated mepolizumab systemic clearance was 3.1 mL/day/kg.

Paediatric population
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There are limited pharmacokinetic data available in the paediatric population (59 subjects with eosinophilic
esophagitis, 19 subjects with severe asthma). Intravenous mepolizumab pharmacokinetics was evaluated by
population pharmacokinetic analysis in a paediatric study conducted in subjects aged 2—17 years old with
eosinophilic esophagitis. Paediatric pharmacokinetics was largely predictable from adults, after taking into
account bodyweight. Mepolizumab pharmacokinetics in adolescent subjects with severe eosinophilic asthma
included in the phase 3 studies were consistent with adults (see section 4.2).

Special populations

Elderly patients (=65 years old)

There are limited pharmacokinetic data available in elderly patients (=65 years old) across all clinical studies
(N=90). However, in the population pharmacokinetic analysis, there were no indications of an effect of age
on the pharmacokinetics of mepolizumab over the age range of 12 to 82 years.

Renal impairment

No formal studies have been conducted to investigate the effect of renal impairment on the pharmacokinetics
of mepolizumab. Based on population pharmacokinetic analyses, no dose adjustment is required in patients
with creatinine clearance values between 50-80 mL/min. There are limited data available in patients with
creatinine clearance values <50 mL/min.

Hepatic impairment

No formal studies have been conducted to investigate the effect of hepatic impairment on the
pharmacokinetics of mepolizumab. Since mepolizumab is degraded by widely distributed proteolytic
enzymes, not restricted to hepatic tissue, changes in hepatic function are unlikely to have any effect on the
elimination of mepolizumab.

5.3 Preclinical safety data

As mepolizumab is a monoclonal antibody, no genotoxicity or carcinogenicity studies have been conducted.

Animal toxicology and/or pharmacology

Non-clinical data reveal no special hazards for humans based on conventional studies of safety
pharmacology or repeated dose toxicity studies in monkeys. Intravenous and subcutaneous administration to
monkeys was associated with reductions in peripheral and lung eosinophil counts, with no toxicological
findings.

Eosinophils are thought to be associated with immune system responses to some parasitic infections. Studies
conducted in mice treated with anti-IL-5 antibodies or genetically deficient in IL-5 or eosinophils have not
shown impaired ability to clear parasitic infections. The relevance of these findings for humans is unknown.

Fertility

No impairment of fertility was observed in a fertility and general reproduction toxicity study in mice
performed with an analogous antibody that inhibits IL-5 in mice. This study did not include a littering or
functional offspring assessment.

Pregnancy

In monkeys, mepolizumab had no effect on pregnancy or on embryonic/fetal and postnatal development
(including immune function) of the offspring. Examinations for internal or skeletal malformations were not
performed. Data in cynomolgus monkeys demonstrate that mepolizumab crossed the placenta.
Concentrations of mepolizumab were about 1.2-2.4 times higher in infants than in mothers for several
months post partum and did not affect the immune system of the infants.

11
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sucrose

Sodium phosphate dibasic heptahydrate

Polysorbate 80

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products.
6.3  Shelf life

2 years.

After reconstitution

Chemical and physical stability of the reconstituted medicinal product have been demonstrated for 8 hours
when stored below 30°C.

From a microbiological point of view, unless the method of reconstitution precludes the risk of microbial
contamination, the product should be used immediately. If not used immediately, in-use storage times and
conditions are the responsibility of user.

6.4 Special precautions for storage

Store below 25°C.
Do not freeze.
Keep the vial in the outer carton in order to protect from light.

For storage conditions after reconstitution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Clear, colourless 10 mL type I glass vial, with bromobutyl rubber stopper and a grey aluminium overseal
with a plastic flip-cap containing 100 mg powder for solution for injection.

Pack sizes:
1 vial
Multipack comprising 3 (3 packs of 1) vials

Not all pack-sizes may be marketed.
6.6  Special precautions for disposal and other handling

Nucala does not contain a preservative therefore reconstitution should be carried out under aseptic
conditions.

Instructions for reconstitution

1. Reconstitute the contents of the vial with 1.2 mL of sterile water for injection preferably using a 2 to
3 mL syringe and a 21G needle. The stream of sterile water should be directed vertically, onto the centre
of the lyophilised cake. Allow the vial to sit at room temperature during reconstitution, gently swirling
the vial for 10 seconds with circular motion at 15-second intervals until the powder is dissolved.

12
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Note: The reconstituted solution must not be shaken during the procedure as this may lead to product
foaming or precipitation. Reconstitution is typically complete within 5 minutes after the sterile water has
been added, but it may take additional time.

2. If a mechanical reconstitution device (swirler) is used to reconstitute Nucala, reconstitution can be
accomplished by swirling at 450 rpm for no longer than 10 minutes. Alternatively, swirling at 1000 rpm
for no longer than 5 minutes is acceptable.

3. Following reconstitution, Nucala should be visually inspected for particulate matter and clarity prior to
use. The solution should be clear to opalescent, and colourless to pale yellow or pale brown, free of
visible particles. Small air bubbles, however, are expected and acceptable. If particulate matter remains
in the solution or if the solution appears cloudy or milky, the solution must be discarded.

4. The reconstituted solution, if not used immediately must be :

e Protected from sunlight
e Stored below 30°C, not frozen
e Discarded if not used within 8 hours of reconstitution

Instructions for administration

1. For subcutaneous administration a 1 mL polypropylene syringe fitted with a disposable needle 21G to
27G x 0.5 inch (13 mm) should preferably be used.

2. Just prior to administration, remove 1 mL of reconstituted Nucala. Do not shake the reconstituted
solution during the procedure as this could lead to product foaming or precipitation.

3. Administer the 1 mL injection (equivalent to 100 mg mepolizumab) subcutaneously into the upper arm,
thigh, or abdomen.

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

7. MARKETING AUTHORISATION HOLDER
GlaxoSmithKline Trading Services Limited

Currabinny

Carrigaline

County Cork

Ireland.

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1043/001
EU/1/15/1043/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT

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

MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

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

Name and address of the manufacturer of the biological active substance

GlaxoSmithKline LLC
893 River Road
Conshohocken,

PA 19428

United States

Name and address of the manufacturer responsible for batch release

GlaxoSmithKline Manufacturing S.P.A.
Strada Provinciale Asolana N. 90,
Torrile, 43056,

Italy

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

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

The marketing authorisation holder shall submit the first periodic safety update report for this product
within 6 months following authorisation.

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

e Risk Management Plan (RMP)

The 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:
e 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.
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ANNEX III
LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (INDIVIDUAL PACKS INCLUDING BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Nucala 100 mg powder for solution for injection
mepolizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 100 mg mepolizumab (100 mg/ml after reconstitution)

3. LIST OF EXCIPIENTS

Excipients: Sucrose, sodium phosphate dibasic heptahydrate and polysorbate 80

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for solution for injection
1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use after reconstitution.
Read the package leaflet before use.

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

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

For single use only.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store below 25°C.
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Do not freeze.
Store in the original container to protect from light.

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Ltd.
Currabinny

Co. Cork

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1043/001

13. BATCH NUMBER

Lot

I 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted
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PARTICULARS TO APPEAR ON OUTER PACKAGING

MULTIPACK CARTON (3 PACKS OF 1 VIAL - WITH BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Nucala 100 mg powder for solution for injection
mepolizumab

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 100 mg mepolizumab (100 mg/ml after reconstitution)

| 3. LIST OF EXCIPIENTS

Excipients: Sucrose, sodium phosphate dibasic heptahydrate and polysorbate 80

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for solution for injection
Multipack: 3 (3 packs of 1) vials

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use after reconstitution.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE REACH AND SIGHT 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 below 25°C.
Do not freeze.
Store in the original container to protect from light.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Ltd.
Currabinny

Co. Cork

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1043/002

| 13. BATCH NUMBER

Lot

’ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (MULTIPACK ONLY WITHOUT BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Nucala 100 mg powder for solution for injection
mepolizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 100 mg mepolizumab (100 mg/ml after reconstitution)

3. LIST OF EXCIPIENTS

Excipients: Sucrose, sodium phosphate dibasic heptahydrate and polysorbate 80

4. PHARMACEUTICAL FORM AND CONTENTS

Component of a multipack, not to be sold separately.
Powder for solution for injection
lvial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use after reconstitution.
Read the package leaflet before use.

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

Keep out of the sight and reach of children.

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

For single use only.

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store below 25°C.
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Do not freeze.
Store in the original container to protect from light.

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Ltd.
Currabinny

Co. Cork

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1043/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

’ 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted
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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

Nucala 100 mg powder for solution for injection
mepolizumab

SC
2. METHOD OF ADMINISTRATION
3. EXPIRY DATE
EXP
4. BATCH NUMBER
Lot
5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT
100 mg

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

Nucala 100 mg powder for solution for injection
mepolizumab

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, pharmacist or nurse.

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

What is in this leaflet

1. What Nucala is and what it is used for

2. What you need to know before you use Nucala
3. How to use Nucala

4. Possible side effects

5.  How to store Nucala

6. Contents of the pack and other information

Step-by-step instructions for use
1. What Nucala is and what it is used for

Nucala contains the active substance mepolizumab, a monoclonal antibody, a type of protein designed to
recognise a specific target substance in the body. It is used to treat severe asthma in adults.

Some people with severe asthma have too many eosinophils (a type of white blood cell) in the blood and
lungs. This condition is called eosinophilic asthma — the type of asthma Nucala can treat.

Nucala can reduce your number of asthma attacks, if you are already using medicines such as high dose
inhalers, but your asthma is not well controlled by these medicines.

If you are taking medicines called oral corticosteroids, Nucala can also help reduce the daily dose you need
to control your asthma.

Mepolizumab, the active substance in Nucala, blocks a protein called interleukin-5. By blocking the action of
this protein, it limits the production of more eosinophils from the bone marrow and lowers the number of
eosinophils in the bloodstream and the lungs.

2. What you need to know before you use Nucala

Do not use Nucala:
- if you are allergic to mepolizumab or any of the other ingredients of this medicine (listed in section 6).

=>» Check with your doctor if you think this applies to you.

Warnings and precautions
Talk to your doctor before using this medicine.

Asthma exacerbations
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Some people get asthma-related side effects, or their asthma may become worse, during treatment with
Nucala.

=> Tell your doctor or nurse if your asthma remains uncontrolled, or gets worse, after you start
Nucala treatment.

Allergic and injection site reactions
Medicines of this type (monoclonal antibodies) can cause severe allergic reactions when injected into the
body (see section 4, ‘Possible side effects’).

If you may have had a similar reaction to any injection or medicine,

=> Tell your doctor before you are given Nucala.

Parasitic infections

Nucala may weaken your resistance to infections caused by parasites. If you already have a parasitic
infection; it should be treated before you start treatment with Nucala. If you live in a region where these
infections are common or if you are travelling to such a region:

=> Check with your doctor if you think any of these may apply to you.

Children and adolescents
This medicine is not intended for use in children or adolescents below the age of 18 years.

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

X Don’t suddenly stop taking your preventer medicines for your asthma once you have started
Nucala. These medicines (especially ones called corticosteriods) must be stopped gradually, under
the direct supervision of your doctor and dependant on your response to Nucala.

Pregnancy and breast-feeding
If you are pregnant, if you think you may be pregnant or are planning to have a baby, ask your doctor for

advice before using this medicine.

It is not known whether the ingredients of Nucala can pass into breast milk. If you are breast-feeding, you
must check with your doctor before you use Nucala.

Driving and using machines
The possible side effects of Nucala are unlikely to affect your ability to drive or use machines.

3. How to use Nucala

Nucala is given to you by a doctor, nurse or healthcare professional, as an injection just under the skin
(subcutaneously).

The recommended dose for adults is 100 mg. You will be given 1 injection every four weeks.

If a dose of Nucala is missed
Contact your doctor or hospital as soon as possible to re-schedule your appointment.

Stopping treatment with Nucala
Do not stop receiving injections of Nucala unless your doctor advises you to. Interrupting or stopping the

treatment with Nucala may cause your asthma symptoms and attacks to come back.

If your asthma symptoms get worse while receiving injections of Nucala
=> Call your doctor.
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If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.
4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. The side effects
caused by Nucala are usually mild to moderate but can occasionally be serious.

Allergic reactions

Some people may have allergic or allergic-like reactions. These reactions may be common (they can affect
up to 1 in 10 people). They usually occur within minutes to hours after the injection, but sometimes
symptoms can start up to several days later.

Symptoms can include:

chest tightness, cough, difficulty breathing

fainting, dizziness, feeling lightheaded (due to a drop in blood pressure)
swelling of your eyelids, face, lips, tongue or mouth

hives

rash

=> Seek medical attention immediately if you think you may be having a reaction.

If you may have had a similar reaction to any injection or medicine,

=> Tell your doctor before you are given Nucala
Other side effects include:

Very common side effects
These may affect more than 1 in 10 people:
e headache

Common side effects
These may affect up to 1 in 10 people:
e chest infection- symptoms of which may include cough and fever (high temperature)
urinary tract infection (blood in urination, painful and frequent urination, fever, pain in lower back)
upper abdominal pain (stomach pain or discomfort in the upper area of the stomach)
fever (high temperature)
eczema (itchy red patches on the skin)
injection-site reaction ( pain, redness, swelling, itching, and burning sensation of the skin near where
the injection was given)
back pain
e pharyngitis (sore throat)
e nasal congestion (stuffy nose)

=> Tell your doctor or a nurse immediately if you get any of these symptoms.

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 Nucala

Keep this medicine out of the sight and reach of children.
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Do not use Nucala after the expiry date which is stated on the label and carton after EXP. The expiry date

refers to the last day of that month.

Store below 25°C.
Do not freeze.

Store in the original package to protect from light.

6. Contents of the pack and other information

What Nucala contains

The active substance is mepolizumab. Each vial contains 100 mg of mepolizumab.
After reconstitution, each ml of solution contains 100 mg mepolizumab.

The other ingredients are sucrose, sodium phosphate dibasic heptahydrate and polysorbate 80.

What Nucala looks like and contents of the pack

Nucala is a lyophilised white powder supplied in a clear, colourless glass vial with a rubber stopper.

Nucala is available in a pack containing 1 vial, or in multipacks with 3 individual vials.

Marketing Authorisation Holder

GlaxoSmithKline Trading Services Limited

Currabinny
Carrigaline
County Cork
Ireland

Manufacturer

GlaxoSmithKline Manufacturing S.P.A
Strada Provinciale Asolana, 90

43056 San Polo di Torrile, Parma

Italy

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

Authorisation Holder:

Belgié/Belgique/Belgien
GlaxoSmithKline Pharmaceuticals s.a./n.v.
Tél/Tel: + 32 (0) 10 85 52 00

Bwarapus
I'makcoCvutKnaiin EOOJI
Tem.: +3592953 10 34

Ceska republika
GlaxoSmithKline, s.r.o.
Tel: +420222 001 111
cz.info@gsk.com

Danmark

GlaxoSmithKline Pharma A/S
TIf: + 4536 3591 00
dk-info@gsk.com

Feb 10 2016 17:02:49

Lietuva

GlaxoSmithKline Lietuva UAB
Tel: +370 5264 90 00
info.lt@gsk.com

Luxembourg/Luxemburg
GlaxoSmithKline Pharmaceuticals s.a./n.v.
Belgique/Belgien

Tél/Tel: + 32 (0) 10 85 52 00

Magyarorszag
GlaxoSmithKline Kft.
Tel.: +36 1 225 5300

Malta
GlaxoSmithKline (Malta) Limited
Tel: +356 21 238131
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Deutschland Nederland

GlaxoSmithKline GmbH & Co. KG GlaxoSmithKline BV

Tel.: + 49 (0)89 36044 8701 Tel: + 31 (0)30 6938100

produkt.info@gsk.com nlinfo@gsk.com

Eesti Norge

GlaxoSmithKline Eesti OU GlaxoSmithKline AS

Tel: + 372 6676 900 TIf: +47 2270 20 00

estonia@gsk.com firmapost@gsk.no

EArada Osterreich

GlaxoSmithKline A.E.B.E. GlaxoSmithKline Pharma GmbH

TnA: +30210 68 82 100 Tel: +43 (0)1 97075 0
at.info@gsk.com

Espaiia Polska

GlaxoSmithKline, S.A. GSK Services Sp. z 0.0.

Tel: + 34 902 202 700 Tel.: + 48 (0)22 576 9000

es-ci@gsk.com

France Portugal

Laboratoire GlaxoSmithKline GlaxoSmithKline — Produtos Farmacéuticos, Lda.

Tél: +33 (0)1 39 17 84 44 Tel: + 351214129500

diam@gsk.com FL.PT@gsk.com

Hrvatska Romania

GlaxoSmithKline d.o.o. GlaxoSmithKline (GSK) S.R.L.

Tel: +385 1 6051999 Tel: + 4021 3028 208

Ireland Slovenija

GlaxoSmithKline (Ireland) Limited GlaxoSmithKline d.o.o.

Tel: + 353 (0)1 4955000 Tel: + 386 (0)1 280 25 00
medical . x.si@gsk.com

island Slovenska republika

Vistor hf. GlaxoSmithKline Slovakia s. 1. 0.

Simi: + 354 535 7000 Tel: +421 (0)24826 11 11
recepcia.sk@gsk.com

Italia Suomi/Finland

GlaxoSmithKline S.p.A. GlaxoSmithKline Oy

Tel: +39 (0)459218 111 Puh/Tel: + 358 (0)10 30 30 30
Finland.tuoteinfo@gsk.com

Konpog Sverige

GlaxoSmithKline (Cyprus) Ltd GlaxoSmithKline AB

TnA: + 35722397000 Tel: + 46 (0)8 638 93 00

gskeyprus@gsk.com info.produkt@gsk.com

Latvija United Kingdom

GlaxoSmithKline Latvia SIA GlaxoSmithKline UK Ltd

Tel: +371 67312687 Tel: +44 (0)800 221441

lv-epasts@gsk.com customercontactuk@gsk.com
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This leaflet was last revised in
Other sources of information

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

31

Feb 10 2016 17:02:49



The following information is intended for healthcare professionals only:

Step-by-step instructions for use and handling, reconstitution, and administration

Nucala is provided as a lyophilised, white powder in a single-use vial for subcutaneous injection only.
Nucala does not contain a preservative therefore reconstitution should be carried out under aseptic
conditions.

Once reconstituted, Nucala will contain a concentration of 100 mg/mL mepolizumab. The solution for
injection can be stored between 2°C to 30°C for no more than 8 hours. Any unused concentrate or solution
remaining after 8 hours must be discarded.

Instructions for reconstitution

1. Reconstitute the contents of the vial with 1.2 mL of sterile water for injection preferably using a 2 to
3 ml syringe and a 21G needle. The stream of sterile water should be directed vertically, onto the centre
of the lyophilised cake. Allow the vial to sit at room temperature during reconstitution, gently swirling
the vial for 10 seconds with circular motion at 15-second intervals until the powder is dissolved.

Note: The reconstituted solution must not be shaken during the procedure as this may lead to product
foaming or precipitation. Reconstitution is typically complete within 5 minutes after the sterile water has
been added, but it may take additional time.

2. If a mechanical reconstitution device (swirler) is used to reconstitute Nucala, reconstitution can be
accomplished by swirling at 450 rpm for no longer than 10 minutes. Alternatively, swirling at 1000 rpm
for no longer than 5 minutes is acceptable.

3. Following reconstitution, Nucala should be visually inspected for particulate matter and clarity prior to
use. The solution should be clear to opalescent, and colourless to pale yellow or pale brown, free of
visible particles. Small air bubbles, however, are expected and acceptable. If particulate matter remains
in the solution or if the solution appears cloudy or milky, the solution must be discarded.

4. The reconstituted solution, if not used immediately must be:

e Protected from sunlight
e Stored below 30°C, not frozen
e Discarded if not used within 8 hours of reconstitution

Instructions for administration

1. For subcutaneous administration a 1 mL polypropylene syringe fitted with a disposable needle 21G to
27G x 0.5 inch (13 mm) should preferably be used.

2. Just prior to administration, remove 1 mL of reconstituted Nucala. Do not shake the reconstituted
solution during the procedure as this could lead to product foaming or precipitation.

3. Administer the 1 mL injection (equivalent to 100 mg mepolizumab) subcutaneously into the upper arm,
thigh, or abdomen.

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

requirements.
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ANNEX I
SUMMARY OF PRODUCT CHARACTERISTICS
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MEA112997 3B (@“ﬁ%ﬁ&ﬁzmﬂﬁ@ 1616 Bl A xfge L L7z 52 RO EER (L —EHEMR T 7 B AT

#Fﬁttix%ﬁ@a&i@ﬂ%ﬂﬁ) BT, mepolizumab £ (75 mg, 250 mg Xi% 750 mg, #RxG) 13777

TARREE T D L i% (o 2HMAT oA NEEE RO/ UIABRR O T aa =
DZBEET D EE ) %Eﬁﬂ?ﬁﬁﬁiﬁ W sHz, (FR1ESR)

Fz 1: 52 WREDOEBERIICEE 2 BHEEOHE (Intent-to-Treat M)

Intravenous Mepolizumab Placebo

75mg 250mg 750mg

n=153 n=152 n=156 n= 155
AR5 72 0 Ol B 8 AR A 1.24 1. 46 1.15 2. 40
B
T2 48% 39% 52%
JEEE DHR (95% CI) 0.52 (0. 39, 0. 61 (0. 46, 0. 48 (0. 36,

0_69) 0 81) 0 64)

p fi& <0. 001 <0. 001 <0. 001 -

(MEA115588) MENSA study (M BHEIEDE/L)

MEA1155885 R 1%, HAEAF IR ER M S AR 57661 2 XI5 & L CiBINRE & LT Dmepol i zumab® A 24 K&
W4 i?ﬁ:*ﬁﬁ L7 IBAEA L —EEMR Y 7 AR IR TREM e 2 i I [FRBR T - 7=, FEIELFER
Bl FEITBEG-BHAAREE O R i P AFBRER B A3 150/uL. LA b 30 212 5 A [ C AR i i e Bk Ek
75§300/uLL)J:é: L7,

BT LT, mepolizumab 100 mgi F#¢5- (SC) . mepolizumab 75 mgiRRNIEE- (IV) X7 o7&
AP Z A RS 1B T2 AT - 72, BERHE B IXERRAVIC B2 e SR OMEE L L,
mepolizumabffiE 77 B ARE & bl U C, EEFHlE B 265 A BICED 872 (p<0.001)
72212, mepolizumab FZ NG X377 R DG %% 1) 72 BFE O EEFNLTE B & OEIKAHGIE B OfG

RE2RT,
2 32 HERO FEIHE B L OBIRIEHMEE OfER (Intent to Treat ££H]) (MEA115588)
Mepolizumab 100 mg Placebo
(subcutaneous) N= 191
N= 194
FEFHmEH
R EE s S E O E
LAY 72 0 O B EEAE 0.83 1.74
T 2 53% -
BEE DR 0. 47(0. 35, 0. 64)
(95% CI)
p & <0. 001
B FHEE B
ARt/ BN kZ2 e LE LT M EMEOHEE
LAY 72 0 O B EEAE 0. 08 0. 20
ek =2 61% _
BE DR 0.39 (0.18,0.83)
p & 0.015
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Mepolizumab 100 mg Placebo
(subcutaneous) N= 191
N= 194

A% LE &3 A0 B EDOHE
12472 ) Ot B EAE 0. 03 0. 10
k=R 69% _
BAFE DL (95% CI) 0.31 (0.11, 0.91)
p fE 0.034
32 BRF DK E X ILIEEE 5 /IO FEV, (mL)
NX—2F A1 (SD) 1730 (659) 1860 (631)
NR— 2T A LD DN L (SE) 183 (31) 86 (31)
7 (mepolizumab %f 7 7t R) 98
95% CI (11, 184)
p & 0.028
32 BRFOMERZE BN BE+ 2 E = (SGRQ)
_X—=XF A (SD) 47.9 (19. 5) 46.9 (19.8)
R— R 5 A DL & (SE) -16.0 (1.1) -9.0 (1.2)
7 (mepolizumab %77 & R) -7.0
95% CI (-10.2, -3.8)
p & <0. 001

i S DD R (N—R T A il PAFREEREIC K D)

£ BNIR—RA T A VI HFAFBERERENC X B 2 ROBEHEGER (MEA112997 K& ONMEA115588) D F&M#AT Dk
RErmd, N—=R2AT7 A UHEFMPHFBRERENEETH HIEE T T RO EMERII EH L2, /-,
I FAFEREREL DS il T db o 72 BB E T £ mepolizumab #5012 X A g BHEERD R BN KX o7,

* 3. EEMGBRERMNG EEEDOR—R T A Vil PHRERENC X D BRNICER O H i BIEER

DOEE YT
Mepolizumab Placebo
75 mg 1V/100 mg SC N=346
N=538

MEA112997+MEA115588
<150 cells/uL
BEK 123 66
14 7= 1) oD 4 A 1.16 1.73
Mepolizumab %~ 7 &R
=R (95% CT ) 0.67 (0.46,0.98) -
150 to <300 cells/uL
B 139 836
122572 0 O BB T 1.01 1.41
Mepolizumab %~ 7 &R
e (95% CT ) 0.72 (0.47,1.10) -
300 to <500 cells/pL
B 109 76
1 AR 7= 1) oD i B B T 4 1.02 1.64
Mepolizumab %f~" 7 &R
b= (95% CT) 0.62 (0.41,0.93) -
=500 cells/uL
BEK 162 | 116

8
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Mepolizumab Placebo
75 mg 1V/100 mg SC N=346
N=538
1 AR 72 1) s 8 L T 0.67 2. 49

Mepolizumab %f~7° 7 &R
bR (95% CD) |

0.27 (0.19,0.37) -

BOAT oA R MEAL15575 (SIRIUS)

MEA115575 FRER TiX, FIEMHMEERMMmBEE 234 L LT, B ba— L aHER: L7ehs DHERPRIE
ELTORDATaA K3 (0CS) DFEHEEZMET S I L12%9 % mepolizumab 100 mg SC DZhHE %
Rt L7e, BEIEL, N—RA T A VRO M LFREERELDS 150/ul LETH D, A7V —=VTHi12 » A
Iz i A AFFEEREL Y 300/l LA ETH -7z, BFEIZH LT, mepolizumab XX 7 7 R DWT I & 1GH#
7z - T 4 BWREIC 1 BIEE LT, BE TR B 45 H 2MT > TU 7l S a5 &kt L TiT -
7= (0CS i (4~20 ) ITHgE 2 b — A BHEEF SN TV AIEEITD A 0CS 5 8% 4 B EIC
W% 0CS 1XRV )

AR CTILEF 135 Bl AT, HBE OFHERIT 50 5% T, 55903 TH V. 48%78 5 ELL Bk
AT FEEZFERALTEY, R—RT7 A4 VO L R= VBN 1 BRESEITN 13 mg Thoio,

THEAHMAEE X, HEREED 7T TV —CEZSNEME 2 b — L a2H#EREF L7222 B T& 72 0CS @
1 HEGEORESR (20~24) Tholz (F4%22M) , BENSERSNIE AT Y —F, 90-100%
I B D optimisation HIDRKEEFEMNL 7L R=Y VABTORER L CORAZRE LT,
Mepolizumab &£ & 7T B ARRE L O LIRICH IR B Z 2RO T (p=0. 008) .

£ 4 FERHAE R & OBIKFHEEE OfER ( MEA115575 FAER)

ITT
Mepolizumab Placebo
100 mg N= 66
(subcutaneous)
N=_69
FEFMEEAB
20~24 JEED 0CS D_X—R T A D> bDOWER (%)
90%LL F100%LL 16 (23%) 7(11%)
75%LL_90%ATi 12 (17%) 5
50%LL_E75%AiE 9 (13%) 10 (15%)
0%AB50% AT 7 (10%) 7(11%)
0CS gL L/ TE=ay ha—L 25 (36%) 37 (56%)
AR/ BGHIk
A XH. (95% CI) 2.39 (1.25, 4.56)
p f 0. 008
BIWRFHMEERE (20~2438)
0CS ™ 0 mg/H~DJHE 10 (14%) 5 (8%)
A Xk (95% CI) 1.67 (0.49, 5.75)
p & 0. 414
0CS @ 5 mg/HLL F~DJH&E 37 (54%) 21 (32%)
A Xk (95% CI) 2.45 (1.12, 5.37)

Feb 10 2016 17:02:49




ITT Population
Mepolizumab Placebo
100 mg N= 66
(subcutaneous)
N=_69
p fE 0. 025
R—=2AF A b DORER 50.0 (20.0, 75.0) 0.0 (-20.0, 33.3)
(%) O HRAE (95% CI)
ZZDHIE (95% CI) -30.0 (-66.7, 0.0)
p fill 0. 007
NGRSl

HAERE 05 5] (Wi 134, 4E 1240, 12 14 5% : 95, 15-17 &% : 16 f41) 73 MEA115588 XB&IZ
AN SN, 2B FOBREDH L IFHN T TR, 94578 mepolizumab (75 mg, IV) . 7 s
mepolizumab (100 mg, SC) D¥EZ=F7=, 77 HR & mepolizumab (IV) D#H %5 1F 7= HE& AR
CEIAT (3/9) ERRAICERRPIHEAZHE L7- : mepolizumab (SC) DI 5% 3% 7~ BE OEEDH
Hix o7,

5.2 RMBERFRIME

MR B ICE TES L& %, mepolizumab % 12.5~250 mg O HEHFIZH - > TIRTHEHAIMED
HBNRE A~ LT,

P

TR BRI BB IC R THE G L7 & X mepolizumab OWLIITAEIE T 0 . e i 5 e 5 gk
B (T,,) OFRfEIX4~8 HTH -T2,

TR BRE OIEHER, KBRS, Mol HE TS L7z & &, mepolizumab O/ SA 4T XA F Y T
LITENE 64%, T1%, T5% Th o7z, WEEFORICE THE Lz & & D mepolizumab Okt A
ﬁ?NgZ;U?4m7%%%T%oko4@%%Kﬁ@ﬁT&§Lt&%\Eﬁﬁ%?%2ﬁ@§%
MR -

A
Mg BB I AR RN P G- L7- & X . mepolizumab O ¥ SA ST 55~85 ml/kg ThHh - 7=,

ERNZEAE

Mepolizumab (%, FFHLRRIZER ST RTINS AT 2 X X7 BRI L D oS b b M 161
T/ 7a—F PR TH D,

e

M B EBSE 1T mepolizumab & BARIEEIRNEE G- L7 L & 027 V7 F A (CL) 11X

1.9~3.3 mL/ A /kg. FHTEIARNHIAITHK 20 H TH o7, B2 FHEG Lz & & O AR -5
(t1/2) 1X16~22 H CTh o7z, RHEFIEYENREMHNT CTHEE S A7 mepolizumab O 7 V7 F A%

3.1 mL/H/kg THo7=,

>
\
[t
i
=]
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NREMICE T 28 EEIX, RoN7=T —% LGOI T (GFERERMERIESR « 59 B, HAEM
B 196) . Mepolizumab OEWEhEEIL, 2~17 EOHFFRERIERTER/NLEE 2 X% & Lo HENEY
B REFENT TG S Tz, /NEROEYENREIX, IR A DR GEREEZZBE L TTHINFRETH 5,

FEEAFERER MM B AR BB 1281 D mepolizumab DOIKMENEEA 55 3 FFRBR CRAST L7245 8. A L [F
—Tholz 4.2THSR) .

HERI 7o SE

BB (65 %)

2ERRBRZE L (N=90) &g 65mE) ([COWVWTOEYEREIL, Roh-T—F% LG5 T
2V, L L7 D, RHEM S ENREMEAT TIE. mepolizumab® I ENEEIZ 5t~ 5 4EHE (12~825%) D
WO N ho Tz,

B RENE 2
Mepolizumab OIEMENREIT k3 2 BHEREREE OB A faat 7 5 B3 BRIT T L Tuhevy, REER
HYFNREMNTICIEE DX, 7 LT F =07 U T T 2 AEM 50~80 mL/min O BHF TR 2 HERENIIA
EThDH, JLTF= 7T 5 ZEN 50 mL/min KFOBEFICHOWTIEELNT-TFT—Z LvED
LT,

N R
Mepolizumab ™ HEW)ENAEIZ %9~ 2 S RERR = O Z Fiatd 2 IER e i BR IF 540 L TR,
MepolizumabiZAFREFRIZIE & T IAL 5 L TWB X U XV B fRIFRIZ L D oS ihva 729, FFERED
At mepolizumabDH I EA 5 2 D a[REMEITIRW B 2 5D,

5.3 RiIGKRZEMET—#

Mepolizumab (3E / 7 0 —F LHETH D728, BIEEMERER L O AJJFMERERIZSEMR L Tz,

[ILZ IS SR RAY: = QO FE S

Pob e AT L 706k O 2 MR HERB U I ME R G- m BRI L S & | FEIRIRT — 2226k b
X9 DRI ERRITEBD SR, YT DR R OB G2 K0 | R 1 e OVl O 4 R ER
Bespgib Uiz s, smtEpr IR bhvian o7,

FFERER I — ¥R D T A HUBYR IS D RIE R DOINE & DEENRRD 5 TW5D, $TIL-5 Hilkz K5 LT
~ A% L <X IL-5 IR RN IEEAIIC KB L TS~ A2 AW TEM L7-HER Tk, HFAEHRK
P RETIRDOBETIIRENTHARY, ZhbDETR.E B & OREMEIZIARHTH 5,

% MG hE

KA

~ 7 AD IL-5 ZRET HHLPURZE VTS Lz~ 7 A DOZIEHE K O — A TEE R B )
T, ZREREITRO DR Tz, ARRERIZEMW O 0tk T AEREOKRGTHI T Hh -
77

SR

PUTIE, R, BRI AR O AR O A% O34 (REERE % 5Tr) (2% % mepolizumab @
HEITRO b ole, WEHE - BETEOREIIFER L2 o7, W=7 APFNLOT—ZITLD,
mepolizumab [XARAE A IR T 5 Z & DR EILTUV D, Mepolizumab X ERS » BTV f8E)
I L HAEROITRK 1L 2~2. 4 5@ T=08, HAEROGERICEEL MIE S 2o T,

11
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6. BGHIRE

6.1 Hnpm—5H

L S3Eb i

UINT v/ el VRV VS ovi @ 1L 7
AUV _— k80

6.2 BEEE
AFNIMOEIES SIRE LTI 5720,
6.3 fRTFHIM

2 4F

Valies

W% DAANL, 30° CLATCIRAFL7Z5E. 8 b PRI M O BRI L E T 5 Z & 3FEY]
SNTN5,

IAIRIR 2 VERR T DB, M L A1 DIERIEN D Lo AW RRBlLE L 0 | ISR IR
R IEAT2 2, T <ITEA LW O aTRE A R FERR . K OMRTRIRRR 13 A
BFEOELET B,

6.4 RELOEE

25° CLLFCIRIET D Z &

W SERNnI L,

WD T2 DA T IAIAFEIZ AN TRGTT D Z &,

R OARFNOBRAF TR 6.3 THESRDO Z &,

6.5 ZaOEEKUVANEY

B OHEH 10 nl type T T ANL T [BALTFLITLE (5F v 7 A7) —) | R

BOT NI =T LA —NR— = VR OT TAF vy 78T Y v 7 Xy v 7 & ] ITENERAO
100 mg YR ZE Lo,

TEEEAT
HEH 1A T v
< )VF R 7 HBEIFAL T X3 (A FHIC 3 A T IL)

ATOEIEBEANTHR SN D SRS 220,

6.6 BEELORKHREERVEOMOEHZN

NUCALA IHMETFR Z TN EN TV W, EESEE T CIRMEITH 2 &

12
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R T

1. TEhiE2~3nl >V P RkN2 =8 ANT, XA TAORE ZENBEK 1.2 oL T
BT 5, WREAKITEGEERS ORI CEEICES Z &, WIS T ERRICE
X, MAENEMRTHETISHEZIC 10 AL T AEHERHi KO IZFHENICEIRIE 5,

TEREL : JA DU U S BTN PD S0, Z DESETIZIEAE L R E RO RN &,
WHNL, WK ENAZ T EGENEIBAED T T 955, ENEFHZET SHE5 D5,

2. RAETE (BEERER) Z MW T Nucala ZfET 2356 1%, 450 rpm, 10 53 AN OR#R ClafES
HZENTES, B LT 1000 rpm, 5 4 LINOEHETEH LUy,

3. IRfE%. BT DTS Nucala ORI O B RRA 21TV B IRWE 23 2 <TEH TH 5 0 iR
T L, WIHEEOERKIIEH~LAAEZ 2L, BO~BEAUIRBEDEKTH Y HIZA
ADRLF R D> TUEIRBIRN, 722U, /DNERFEPEENTNWDZENRH DN, ZhiFAEL
XRIRY, FRITRL KA D> T L GE0, IRESUIAE L TV DEE1E, kxR
T5HZ L&,

4, VR UT-IIEE T I LAaWgEAE
o YT HZ L
o 30CLFCHRIFL, BAE LN &
o IRt 8 FEILIPNICHE A La W AITREET L Z &,

B 5751k

1. RTH5TA581F, CXUT 1L al AU a8l ) oDz 21~27 F— U X0.5 A
F (13 mm) DFEWETEHNGZ Y (T CTEHTSZ L,

2. F5EANC, WMEL7Z NUCALA O3 % 1 ml BRET 5, S HOMEN AU s8N
NHDH1-H, ZOFREPICEMRLI-ERBZIRES WD &

3. MEHE 1 mL (mepolizumab 100 mg (ZARXY) % Efail. RERES SUIMEERIC R THRE9 5,

BE

ARAE OB SUI B TS E O BFIHE - THIET D Z &,

7. IREABESE

GlaxoSmithKline Trading Services Limited
Currabinny

Carrigaline

County Cork

Ireland

8. WA ER
EU/1/15/1043/001
EU/1/15/1043/002

9. FIMEAFRHE AREHEHH
10. ETEA

AREZHGIZET 25 RIIRNEIERSLTO 7 = 7% 1 b http://www. ema. europa. eu "CHEE A HE
Thb,

13
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1.7, [FfERBh S — T2

1.7. FERMSE—ERX
FRERZhS E LT, Y L7 R R 75me, [A 150mg ORNEE « 2has. ML - &, 1
EOEESEEARA EREL TE 1.7-1 (TRT,

Feb 15 2016 13:52:41 1.7-p. 1



L¥'2g:€l 9102 GI 994

zd-711

— 4 ARY A~T Glis T Z) A~V X~7 (E5THHZ)
IR 5E4 X —7 Z B F1EA 100mg VLT R R 75mg
(&4t40) (57« 2327 T4 M) VLT R T 150mg
(7T 4 A 77—~ E)
TR A A — 2009 41 A 21 H,72012 49 A 20 A
HHFEFEAR | — —
BiMiEAR | — —
FiLI X 5y — AR BIZE, A7 A ESK
LEREER |4 ARY A~7 (@i fz) —fg4 A~V X~7 (GBI Z)
Mepolizumab (Genetical Recombination) Omalizumab (Genetical Recombination)
Y AR A= 70, BloFfize MEE/ 7 vo— 1575 2 59 149,000
TAPURTH Y, wTAPLE M F—m AT bk B b M v AHiE b IgE %/ 7 0 —FASURIC RS
5 PR OFMMERER, W e b IgGl D7 L— BIEEE (CrousH1600N2780350S6 3 2 T H : 23,895.03) L&
LU= HROEHENE 2D, ARY A= 8 (Ca204H33590Ns350673S 15 5 7011 1 49,372.00) %=1 —
X, Ty A =— AN LA —BIEIC &0 EEE T 2% DNA DEAIZ L) F ¥ A =— R LA X —FH
SND, ARV A=T1E, 449 HD7 I/ Fepkh: JaCRaAE S B REE e
WH7D HE (vl 81) 2 KK 220 8D 7T 2 /R
BN D LEH (k8H) 2 AR TR SN DS v
NI (O K 149,000) Th D,
5313 1 CoarsHio0saN173002028S4s BB 73 22 5 E 72 10)
53 F & 1 K 149,000
B R OVE B [SORS R 5 79 UG 2 A5 A

I XA TAHFRARY XA~T (BE T Z) 144mg

75mg : 1 A TthA~ ) <7 GEIsf#H#L %) 129.6mg
150mg : 1 XA TuthAd~ ) <7 GEIs## %) 202.5mg

LT

L]

[p(
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o
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L¥'2g:€l 9102 GI 994

gd-/1

— A

ARY A=7 (Bisf#HZ)

F= ) A~=7 (BlnH#LZ)

ZHRE - DR

SAETmER (BEFBRRICE > ThgBIERZ > b —L
TERWEHRDOERFIZRD)

e « FRICBES 2 H EoEE

(1) BHEOWART O A RELZOMORHEREL
BHHLTE, REMAT oA FEOBESN VT
Mg VL X o T FICAR 2 BN L TR G152
Es

(2) & 5-HiOI HEFBERERELAS 2\ M E EARK] OKE 3 M S,
R ﬁ#ém%w%ﬂk%w@ﬁﬂ D 5
TWo, £, T—XIFROENTWDH R, BERID
A ERER BN D 7 D ERE T, e KB S R
HEMSI RIS G DN WATREMER S 5, AFIDOIE
FHRS R K OV R 3B TR B 7= $% 5-RiT oD i H i i
Bt & AONEDBIR A T HR L. B ol 4r
FRERE A BB LT BT, WISEEOBINEITH) 2 &
( [ERRAARR] DB

SR (BEAARRIC L > CHMEJERE 2> b — L T&
IRWEHBE D BAITIRD)

(hRe SUFh R EE T A A Lo R

EHEORAART v A REROEE O EIRREZ AL TH

FER DN ZEE T, BEERAGURICK L THEEZ R L, REK

OWI[EI e 5-Fif i iE e IgE RN R G B HE CERIN DL

YR T HAICARZBMLTHERETS 2 L,

JERNZE LRV &1L, FRROEROWT NN E L2

L ERT,

EE}\OD EIA\

o MHEITERT D 5 NRIFREREOIR T (FEV, 0 23 THIE
FAIZ KT L 80%A)

o  HHMWBIERVBIZEIND
o 1ML EEFIERDPBZESND
INRDEE

. @IEUL&WfﬁﬁE XD
o 1ML ERFEENEEIND

M - HE

W AR 12 L EO/NRIZIZARY X~7 GBIET
ﬁﬁz)&bflﬁmm@%4 B Z &R P IS
o

WHE, A~V A~7 BlaHiz) & LT1[E 75~600mg %
2 F 4 EEEICE TICERT 2, 1 Ed7 0 oG &I N #&
GIRRIE, FIE Rl o M5 8 IgE R K OMAREIZ S X
TRORLGEMERICIVERET D,

0T

L]

[p(

_ oo
=

F



L¥'2g:€l 9102 GI 994

pd-21

— A

ARY A=7 (Bisf#HZ)

F= ) A~=7 (BlnH#LZ)

ik - &

ik - HEICBET 268 H EoEE

1 XA T VHT20 1.2mL @ H S HK THEREM LT
MTsaze, (TEALEOER] OEBMH)

Wi ImL N AR ) XA~7 GEB i z) o5&
100mg (ZAH Y5,

hEHER (1 EREGE)
4 A g -

B 5110
JiIR= R ek
IgE )%
(IU/mL)

RE

(kg)

>20
~25

>25 | >30

>40

>50

>60
~70

>70
~80

>80

>90
~125

>125
~150

>30~100

75mg

75mg | 75mg

150mg

150mg

150mg

150mg

150mg

300mg

300mg

>100~200

150mg

150mg|150mg

300mg

300mg

300mg

300mg

300mg

450mg

600mg

>200~300

150mg

150mg|(225mg

300mg

300mg

450mg

450mg

450mg

600mg

>300~400

225mg

225mg(300mg

450mg

450mg

450mg

600mg

600mg

>400~500

225mg

300mg[450mg

450mg

600mg

600mg

>500~600

300mg

300mg[450mg

600mg

600mg

>600~700

300mg

450mg

600mg

>700~
800

>800~
900

>900~
1,000

>1,000~
1,100

>1,100~
1,200

>1,200~
1,300

>1,300~
1,500

4 BB G OFL

it

B LARWEGEITIE

2R G ORI T L L

0T

PG R (AT 21



L¥'2g:€l 9102 GI 994

gd-.

— XA ARY A~7 (BinfHA# %) I~ A=7 (Bis )
ME - H&E 2 AR
FeLmio FE (kg)
Mg [ >20 | >25 [ >30 [ >40 | >50 | >60 [ >70 [ >80 | >90 [>125
IgE #efe | ~25 | ~30 | ~40 [ ~50 | ~60 | ~70 | ~80 | ~90 [~125|~150
(IU/mL)
>30~100
>100~200
>200~300 2 R G ORITEY LRWEEICIE 375mg
>300~400 4 HR R ORIIENV KRG T 52 L 450mg|525mg
>400~500 375mg|375mg|525mg|600mg
>500~600 375mg|450mg|450mg|600mg
>600~700 225mg 375mg|450mg|450mg|525mg
>78%%N 225mg |225mg|300mg|375me |450mg|450me|525me|600me
>800~
900 225mg [225mg|300mg|375mg|450mg|525mg|600mg
>900~
1.000 225mg [300mg|375mg|450mg|525mg|600mg
>ﬂﬁf 225mg |300mg|375mg|450mg|600mg TR N
>11’12%%N 300mg |300mg|450mg|525mg|600mg
>1,200~
1300 300mg [375mg|450mg|525mg
>1,300~
1500 300mg [375mg|525mg|600mg

Pe G BHE R T,
B P53 0.016mg/kg/[TU/mLILL E (4 BRMMEE F#GE) 25k o &5
ERFEREINTND,

AFOEERHELEHETH 5 0.008mg/kg/[TU/mL1LAE (2 #RIRIFE

0T

PG R (AT 21



L¥'2g:€l 9102 GI 994

9d-/1

— A

ARY A=7 (Bisf#HZ)

F= ) A~=7 (BlnH#LZ)

ik - &

RER OHRICBE I 6 LR
1.

75mg /XA TV 1 3 T v 0 0.9mL @ B RS HAKT
VR %, TR 0.6mL N A~ Y X~7 (BIETHELZ) O
Beh B 75mg (ZFIY 95,
150mg /XA TV 2 1 23 T v 729 1.4mL O H RES K
TR 5, WK 1.2mL A~ U X~7 GE{E T Z)
OFeH-F 150mg (ZAHYS T 5,

(17, @A EDOER) OESMH)
B G- E NI BRI, IR 5-AT O Mg i 1gE REE
K OMREREAZ I, REEBRRERICIVREL, KEEHRRE
RITHEY LBRWEE~OREII TR &,
ARFN G- U KRIB ISR E SN L 72356100, ARAIORGK
HESEH &N G- SN WAREMER S D O T, BhHEHEE
ICESNWTIRGEIT NI GRIREZBRETHZ &, R
AT, BRI REOHINCER T2 2 &,
AP EAZ XD 1gE OIHFAARIANIER L, MG H# IgE
WD EAT 25 O ARG HICHIE U7z s i 1gE =
FEWZ XD - HEOFEE I TORN &, £, KA
B 5 1 RN S PR IgE R E O LR T 58
BRHDHDOT, | BRI 2 BT 25613, &IOH
B ERHICH S U I TE e IgE 1RSI RSV TR B A
ETHIE, 2L, AFOEGFEHIRN 1 L B
Al MEPHR IGEREAFRIEL TH L, (e, FRK
AR R KIE T DEESR)

0T

L]

[p(

_ oo
=

F
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Ld-/.71

— 4 ARY X~T (&5 %) F~ ) RX~7 (BETHBZ)
Mk - HE 5. AL EIEROUENRD b HEITB N T
b, HEERERICLVBESINEGEEZET LN
Sl
it L ooEE

& 2] ROBEIZIEREGE LRV L)
AAN D FAT % L BUE DBEERE O & 2 /B

[

o ROBFIZITERE LN L) ]

AAN D FAT % L BUE DBEERE O & 2 /B

1. EHEREARWEER

(1) AFOFEIT, KE SN EOIRRIFEE L T\ 5 EA
DHETITHZ &,

(2) AFNIBEITE X T2 58 30 B OFERRER & 30
T T D HH TR VDT, AMEOFEITHT LT
ITEHA L7 &y,

(3) AAIOF G WM H IR BB U 72 F5 % O B oD
ERBND Z 03D D, AHNOF GBI EAER
Nary ka—LRKETH-7Y, BlLLIEEAEIZIT,
EMOBEREZ T D L) BEIIEET S L,

4) EWATaA MEEEZZT TOLERFICBWT, AF)
BHBRBHBRICAT A FELZQICHIELRNZ &, A
T A REOWENVLERIGEICIX, EMOEHRTT
WaIZITH 2 &

(1)

2)

R AR

KRN OEL, KETMBEOIREITEEBEL TWAHEMD L
ETITH Z &,
AFNOBHIZLOV v ay s, THT74 7% =081 5
AREEN S D=0, BIEE+mIATH 2k, Fz, BEN
RO OLNIGEICIT G AR IE L, BEHICHEY) e L& &2 1T
A, BB, vavy, TFHFT 47X —IARKIEK 5%
2 FELANICHBLT 5 Z & M3, 2 IRFRLL g LT
LRUTLHZ DD, Fo, BHROEHE5%ICE
WTHHRBLT L2 083 b D, KEIEG®IZYayr, TF
TA TR BLT LN DD Z L KOEDOEE
RIERIZOWTREFIC S L, BEIRD N5 E
Wi, DT Y EANGERET D L O, BEERYET S
e, (20 BWER (1) ERZEWEH] KO 8. Z£oft
DOEEL (1) OEZRR)

() AANTRELILIEK, AT a4 P, e 2g I sl

LT
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gd-/1

— A

ARY A=7 (Bisf#HZ)

F= ) A~=7 (BlnH#LZ)

i EoEE

(5) AAlxe bAoA & —umA x5 (IL-5) EfEA L, IL-S
DOREREZ ILET D 2 LI & v M AR ER M 2 i) S &
Do HREERIT—ERORAER (BFEhR) YT 0%
ISEZEA G LTV D ATEEMED B D, BRI I IR
LT 2 BE AR 5% BRAGHTIZIE dUge 2 15 % 9
HZ b, BEDPAKIEGHICEY L, PufBRIEIZL D
RN RN 2256 2IE, ARAI G- O— R Ik 2 B g T
HZ &,

(4)

)

(6)

()

)

)

H7p 0 3T Z o TW A FIERIEIR 2 30 3
LHENTIE VWO T, BFEICHZUI L TB LERH
Do

EES A PN E NN A NN Y (e N ek de o i K g
KPR S DI AT u A REE RS THILERD D,
FEMAT 04 MIRIEEZIT TS ERET, AFIEREICLY
AT A REOWEZIINDGEITIT 072 T Clhx
IZ1TH 2 &,

AFN - O BAEE TN T, 7 LL Pk A ZEENE M
B (Churg-Strauss JEMERE) Db OLONLZ ENHY, Z
NHDOL IO AT oA RAIOJRE - HIERFZREEL L T
W5, ARFIERAREL, AR OHER K OFZ, ek O
B (WMooiRME) | LIEEOHE (DK% . =a—n8
W= DOMAERIERITERET D Z &,

AR OEEHILIZ I Y | @E, BEHE IgE R E K OYER DTG
PERTOIRREIZ R D,
FEROHEEBY 16 EREMEH L THRIENRD bivlen
e, BREBEEZFT VWL ITEET L2 L,
AR EAFIZD E N, Y7, KpR EHIRRH S D Z &
Do DT2, B ENHEOEIRE IR A1 O i OB EIC S
THLAIIT P oICEESEL 2 L,

(10) AANX IgE L EEEREZTEE L, 78 IgE Z b 8%, IgE

(T FF A G o 5 g BB EREIC B 5 I F o 1o
EZEZOLNTND ZLnn, FAREIRO U 27 D3m0
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ARY A=7 (Bisf#HZ)

F= ) A~=7 (BlnH#LZ)

i EoEE

2. HEIfEH

HRENG B EE xR & Lo EERE

E[F 55 I FH R BR

(MEA115588) K ONEAMEGRRER (MEA115575) (28 W©

T, AH 25 <7263 % (328

(BAN

F9) ) L 60 % (23%)

S5 S 7= 194 5]
L 24 BREE SN 69 B (BARNG
(G R FR Al B & & TeRIEH

17 Bl & Te)

WA SN Tce T OERS OIFIEFHBALSOER 21 4

(8%)
(FKEREE)

. BEE 14 61 (5%) . i

BUE 6 5l 2%) Tdh o7,

WICHITT 258 ICITEET D 2 &,
2. BEIEH
E N TR RUE 3 BB 2 5t 5 & U TN S U7 BRI 284
B 134 B (47.2%) (CEWER (BERMAEMER T 2 51e) Do
%ntoi@%%ﬁ%m\@%%mﬂ%$@U0m%)\&%
WAL Z O FERK 26 B (9.2%) | VESHEALMERR 24 61 (8.5%) .
GHERATIETE 20 B (7.0%) . TESFERALEVE 14 6] (4.9%) | 1 %
TBALAEAS 13 1] (4.6%) | VESHBALHM 12 1] (4.2%) | Z=HERZ

AR S B (1.8%) % THh o7z,

(Bl NTRGRIRE £ C D4R

[N T/ RAUE S BB 22 x4 & U T S A7 B AR R 38
B 10 1 (26.3%) ICEWER (BRIRIRAERT 2 51e) 23588
DT, EREERIERIX, 58 4 6] (10.5%) | JESHSAESE 3
B (7.9%) . VEFHIALALEE, EGERAAENR 4F%%zm(
53%) HTHoT, NRAREREE CTOHERD)

(1) FERARIEH

av s, 7%74?%v~(%ﬁ?%) SUE SIS R
REE, MEART, Jorh, SRS, HiRE, D&@@ WA - BgH
RSO g v 7, 7%747%/~#%%b%5 EnHDH
DT, BEE+IIITV., BENRD ONT-HEICII®R 5 %2 h
ib\ﬁ%_%@@m%%ﬁakg

LT
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[p(
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— 4 ARY A~T Glis T Z) A~V X~7 (E5THHZ)
il LorEE [ZofhorRIfER 2) FofoRIEH
5%LL 1 1%LLE 5%A00 | 1%ATE | A5 AT N 591 LD 1%'\;;10)/091@% 1% Syt D)
BT B G (O _ _
BRI . LA TR i1 HH 1. - - I/ N D
W, S5, RS MR |BEERGE, et _ S IR, D FEN
SRR i PR
) MRS [P L = — o
&Y TROBR [FEFZ%, R ppa TSR, TR
i |k wmro [ eI - -
R R | SR b PSR SO g
I £ . MESHVEE
T FrEEE o T%*TJ REER _ _ ‘(:ﬁﬂﬁKELé\ i
R i35 ﬁ?m«, S L
S a0 e fﬂ% i - I, %5 -
BHREE e E Yﬁ(ﬁ‘ FESE. F&5
R [ g [CPOBREG B - -
(&g, #L T —
M, JEIE. % e L A — — —
55, 1 . PIFIIER
) %ﬁ%m\4‘ AR B, W
YE) MEAI15588 B O MEA115575 SRBR0> 100mg /& PRt HRECa || S P %{;giyﬁ B Z}f@ﬂ%ﬂg‘ #
W & TR VRN SV CHEBEEERR & L, R :
e fHE, MR, |BuE. R: |55, .
N Y=Y VT, R
FERAL PR i . LUHUR.
AR
Zofh  |FE RS — — —

1) ERNTEEEZMRICER SN2 TORKRBRNOHEM L,
E2) MALEHESISTH Y BER X OBMETR., %2 EE U3 ot
DIFIB) | TR U EIEIRE RS T 5,
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ARY A=7 (Bisf#HZ)

F= ) A~=7 (BlnH#LZ)

i EoEE

3. mimE~ORE

B TR RE MK T L QW5 0T, EEIC

BHETHZ L,

4. IEh | PEl IR E~ OG-

(1) ARENOIEYRF OBH BT % 2T LT
VN, B STEER LT D ATREME O & Dl NI, 6
W LA RMENERMEEZ ER D LRk SR B EEICO
AT DL, (P TARY X~ 73R % @i
THZERHEIN TS, )

Q) AANOEI T OREIZET 5 LI LT
WV, IR o ACK LT, BEICKT D AKIOE
P2 G U2 ETRILOTP LD D WIIARA O E A
HikdsZ &, (VA TIEARY X~ TR ~b
TNIRATT HZ e HESN TS, )

5. /NEFEA~ORE.

R ARENT, BN AL, SR E 12 ARl o/ R

KDL AVEITHENT LTy (BEFRRBR S 22 0N)

3. mimE~ORE

B CIE— I A EERE (BB, HFHERE. et ) 8

KFLTWLOT, HEIIEEGTDHZ L,

4. IEh | pEl IR E~ OG-

(1) R SUTHEIR LTV 5 fREMEO & D NI2iE, 1R EOF
WHENEMMEE ERID SR SN DG AICOREET5H 2
& [EER (L) TARADVEEAZBEET D Z & 05w
HIRTWD, ]

Q) AP OMMMNITEG ZRET D Z ERLEE LV, S0 xE
TRETL2HAIIRAEZRT ST L, ([EWFER
() THIHF~OBITHRIME SN TN D, )

5. /NEFE~DERE

(1) ARHAEER, AR, LR 6 Ao EIZxT 5
LRI LTy (B FRRBR AN 220N

(2) NREERRBRIZ W TEDE, BE. FEHREIZRDH
NTW5b,

6. REIRIRARE SR M T 58

AFNTMH IgE EEAERETERT 5720, IgE OIEIHIHE

R L. MiET# IgE IREN EH-3 2, 16> T, AFlEEGH O IgE

MEMEZ, AL AREOERTIITHAW RN &, £72, & IgE

MAEZ R IIRE (7 LV —MRE 7 A~V )L AJiES)
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i EoEE

(1)

2)

WHEORE

B HRRRE
AFNOBHIT, RS, RS ST~ D T 5
DHEFTHZ L,

i

1)
2)

3)

BTGk

AFNOVEFRIIE B REF AR EERT L Z &,
21 F— VRS AEE LT 2~3mL ) v U E
WT, 1A T T 0 RS /K E 1.2mL £RHL
L. A TANOKRRICIEA L, WiFT 5, WiE
% ORFNRIE L 100mg/mL TH 5,

S HRAKITB RO T TREICES Z &,
IR A TV ERIRICE S RN 5
EFTIC IS HBEIC 10 BEAA TV E2MZ#i< X
INTEHNICEHR S E 5, WAL HRNENET 5%

DW= T L L — DOl B OIG I R OZE OMRAL & L TH
WIRNZ &,

7.
(1)

2)

€)

WHEORE
G0
AR OEEIX, R TFHRGOHE L, FIRN L OFHRAN~D
BHII TR &,
FRBLRT O W
B G-8DN 150mg 48 2 D5 S TEER DO NA T a2
([ @) &k gExEE—ER Z2R) . 20546, &
B OFEFE L O E (18 77—, 25 7 —) 2HET
5k,
AR
1) AHIOERIL A FERHAKSSMIER L22n 2 &,
2)  BRRITIE
D18 7 — Y DRt & 258 LT iR R 2 VT, 13
AT NHT=0 HREFEFHKE 75mg 231 T LDEE
0.9mL, 150mg /A 7 /L DGHE 1.4mL 280U, A
TIAVRNORRIZDND X HIZEAL, A TIVESL
TIRREETRI 1 pfifa i< Lo IS ¥ 5, 2
DOEINRA T IR 72 0 - FFNICEI L, JNrr-
NE T EHI L,
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i EoEE

()

TN H LT, BAERICER IR 2N &
BRI, EHHAKZENZ 5 5 UNICIEMGET 205,
BN EZET 5605 5,

4)  IERREEE A O CARRI AR T 5556 1%. 450rpm
. 10 3 DIN O & 5\ 1000rpm, 5 43 LA
DTS2 2 &,

5) R, T2 BICER L nWgEAITIE, 30CLLT
TERAF L. 8IFHILANICEER T2 2 &, 8 RFEILIN
R L2V A ITERET 2 2 &, 2. S
S AN

B 5

1) B OFEFREMOERG EIRE LN &,

2)  MEHENC BRBRAEZITV, RLRE D e < &
ThdZELailRT 5,

3) 2127 =V O EEE L) TR
T, BWGERNCEM LG % ImL 8RET 5 =
Lo VAN HBROIEENAE L HABENRH DD,
TEFIZERIRZ IR G722 &,

3)

@QW\NTHI 5 I 5~10 BRI NA T v &zEI L, 524
ICHREER S5,

OUEFRIZITA 15~20 DRREZFF 575, 20 0 LL L)
LSabbb, TOHE. WRPIZT VIROKL)
Rz £ TOQOEMEL Y KT, 40 53 ANIC
W L2 EITIER Lz &, F7, iR
N BN RLND Z ERH D,

IR ISR D 2 e T 45 2 &, EHICfH

A L72WGATE, 2~8CTRAFL., 8 REELAPNIZAE 3

D2l HERBORRKITER LN &y

@) HroE

1)
2)

3)

SN 258 O T2 A I L2 2 &y

TR GRE - EREDEZIT, LBAA T IV R
L. BHICER R GIREL 18 7 — U OiEH 2%
7 LT ERE 2 ORI 5,

75mg /A TV L RFN 1N, TV H RS K 0.9mL
VMR U T2 18K 0.6mL 284~ ) XA~ 7 GEAs -/ 2
) OeHE 75mg IZHYS T 5,

150mg /A TV 2 RHF 134 T V% BIRERAK 1.4

mL R U728 1.2mL 34~ U A~ 7 GB{G R
Z) OFHE 150mg ([N T 5,

BREU% 25 7A=Y OVESEHIATHA L. RS 5, B
WRITHEEDR B D72, ERT DI 5~10 B2 %S5

BEnd 5,
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i EoEE

4) 1[Ez>o& 12mL (150mg) B2 THRETDHHEAIC
I, 1EITH7Z0 1.2mL 22 720K 9D IZENL % 5y 1)
THEETLHZ L,

B HRE— R

I~V X~7 (s | BTV (ARG DEH) oA .

TR Z) BER | 75mg NA TV | 150mg /34 T L LR
75mg 1A — 0.6mL
150mg — 1K 1.2mL
225mg 1R 1A 1.8mL
300mg — 2R 2.4mL
375mg 1 AR 2K 3.0mL
450mg — 3K 3.6mL
525mg 1R 3R 4.2mL
600mg — 4 K 4.8mL

(1)

)

Z DD R

AT 0.1% (7 %1/5,367 1) . /INRT 02% (1 f51/624 )
Thotz, o, WHTHREKEOBRFE BT, 757

UTXR—ROTF 7 4 TH—DAHEMED & 5 IBBUE K
DR IL, D LB 02% EHESH., FD 9 bH

30%IIAHIPE S 2 BERLARRIC B L T,

#1/1,000 A « 4 (11 $1/2,474 N\ « 4E) ThHo7- (GERBIEE

ENEERRBRICBWNT, 777 4 7F > —I3HmE S Tn
RV MR RSB IC B W TS ST 0 RRBUFEEE T

VRS O RRBISEE L, BN KON OEES{L T T 'R
KR B R RBRIC BV T, ARAIRE 4,254 41T 4.14 4
/1,000 A« 4F (14 /3,382 N\ « ) | XFHEHEE 3,178 i T 4.45
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i EoEE

€)

b 0.93 [95%EHE XM : 0.39, 2.27] ) . F7=, SHFEMDIE
BRI 24T o 7oA O TR ZBIEMISEIC IV T, ARHIRE
5,007 5T 16.01 /1,000 A - 4% (295 14/18,426 A\ - 4F) |
ST HREE 2,829 B117C 19.07 ££/1,000 A - 4 (190 14/9,963 A -
) Thotlm (BBHELL : 0.84 [95%EHEIXH : 0.62,
1.13] ) . 728, AAZEMEEE OV A7 RNEuviiE (B
s, BUEE) (ER LA ORI TH D, A
F DD AJEERER T, — A AR &b
~YUAKRDT v D IgE LR LARNWZ &b, FEiZih
TR,

R MARZERE A N S OFBUBHE X, BN LN O S-
AR 8 ERILL EEEAVEA L 7T 2 AR R B AR
BT, AFIRE 3,342 41T 2.69 #1/1,000 A + 4 (5 1/1,856
N« 4E) | KPRRRE 2,895 f517C 2.38 $411/1,000 A+ 4 (4 i/
1,680 A\ « ) Tho7z (FEBUBHELL @ 1.13 [95%F XM
10.24, 5711 ) o WERIE, ARAIEECTOLAEIEN 2 1], MHzs
. RNZEPIE, — MM MBEDE i 1 6], xf
HEHE T M B82S 3 B, RNZZERLEN 1 I CTh o7, F
7oy SAEMOBYTRE E1T - A O TH IR B ZEIC B )
T, AHIBE 5,007 51T 7.52 44/1,000 A - 4 (115 {4/15,286
A - 4F) | xPEREE 2,829 51T 5.12 ££/1,000 A - 4E (51 14/
9,963 A\ *4F) TH D X—RF A »OOME fERRIK 1 CHi%s
L7e AN TIE, ~Y— R 1.32 [95%E#HIXH -
091, 1.91] THhotz,
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i EoEE

4)

©)

(6)

AFNOEEARTERIT, FE PR ERARER T 48 [, ER/NE

BRIRRABR C 24 T, MR BRI RRER C 5 4R, st NR
FRRGBR C 3 EM E TOMM TEBSNTHY, Zhbo
IR % B8 2 T AR ORI G- D22 BRI L T 7R
[N

B T AR TR GatERIC kW T, =74+
JVTIE 15mg/kg/ AL E (PEE) KO 30mg/kg/# LA
(RREENY)) DORET, F o780 P —Tld 250mg/kg/iH ORET
M/ MRER DR D PSS ST D,

AEPEGIZL Y PiA~ ) XA~ THEPEET 52 L0 H
%

ZMR LTz
WA

2015 4 3 HikET (BB 8 i)

(e

0T

L]

[p(
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1.8.1. WftcE (B

1.8. FHIXE (¥
1.8.1. FBEXE (F)

TIRITE () BEBEEREOLEDTHD,
RO NEZBHT AL,

* BT HRGR I AR BERE (R

1.8 -p. 1



£ Qe 31RO

RIS

H ABRERS dh 0 S

E MeH IL-5 £/ Y O—F Lk

X—H SR T XA 100mg

Nucala® for s.c. injection
ARV A~T (BT BUA

0p o W B AT T, DL, 2~8CThRAF
SRR « mdEIc &R

TR

AU A
HRFEBRA F£ A
B A

€ B] (kom#FicidgsLiaensy)
RN O A5t U BOE O BE:IE D & 2 B

[$8R% - HE1K]
1. $R%
ARFNE, 1S TR TRLAST - D RE ST 5 BASTEES A
T, AR, BRESAKCEML THWS,

X—=A7
MR 784 BTN
100mg
ARV A~7 (BEBETHEMRZ)
72U, AF OB ERICES
By | &, BRERAK 1.2mL IZER L 144mg
TEBR ImL I B Eh 5 &l
100mg TH b, *
R g 230.4mg
N DING 7/ & bl RV VNS v/ G L) 10.29mg
g ARY VY _— | 80 0.96mg
ZOMmEEY & U< pH fifiifl 2 543 5,
Pk AEOE—RIT, BiRtiT, B~ E
W EOBI I AN E BT DK
pH 6.5~7.5 (VM%)
BEE 575~900mOsnvkg (FAf##%)

KHNL, FrA=—ANL22Z—PiEMaz AW CiliEs b,
ARY X=T7 (GBETFHEEZ) OB T ORRICHERT 555
MRy ORGEIZ BN T, T Y HKRRY (DABRF L RTFZ—E
B) KO L OREEHKESy (R 7)) ZEHL WD,

*EFHRE SR O Z BB L, 1 31 705 100mg % EHT 5
WD EEHERT D -DICEETRTAINTWS,

[%hE - ZhR]
KB IR BEFRRIC L > THIEIERZ 2> ba—L Tk
WERBDBFIZIR D)
Zhek - BIRICEET A LOER
(1) BHEOWAAT oA FIELZOMOEHEHIE L HFH
LTh, 2HMRAT v A FEO 55 )08 70 B E 4
EhTRECARAZBMLTRGTHZ L,
(2) BHRIO M LFERERE DS 2\ M F LA & 30 B
FEHUZ T D IHI R R EVVHAARO LN TWD, £
oy TR OEN TV DA, BERTO M P ERER SR A D
TRVRE TR, o A & SO B TE IR RS S s
WRIBEMEDS & 5, AFIOMEFABT L OERRRBR TRO b
7= B 5l o0 1 P A EREREL & AN O BIR & o3 ISR AR L |
BE O MBI 2 Z 8 L2 BT, ISR E ORIRZ1T
5z L ([EEE] OEBM)

Feb 15 2016 06:07:03

(A% - HE]
WE. AR 2R EO/NRITIZARY 2~7 GGk
%) L LTC1[H 100mg % 48 &I FICERT 2,

A% - ARICEET 2EALEDER

1 XA T V&7=Y 1.2mL O B RS K CRARERE L TR
52 &, (A EOEE] OHESR)

WK ImL B ARY X~7 GEETH#Z) Of5R 100mg 12

L EERD

[ERALEDEE]

1. EEGERNEE

(1) ARFlOEHIL, [ENMEOERICHEBRL TWAERMOS &
TITH 2 &k,

(2) AANTEEICE & T 5 & 30 B O FEAERAEIR Z IR0 iR
T DHAN TRV DT, BMHEOREICK L TIIEMR Ly
Ze&,

(3)  AFKIOEE 5 i B BE U 7= B4 e O L D BB L AV,
nNoZendbd, REIOEGMBHICHBIERS 2> ha—
NARRTHo72Y, BALLZEGAILIE, EMOBEELZITD
romFIRET L L,

4 EWIAT oA FREELZT TV LBEICRNT, KA 56
WBICAT v A REEZAIHFIELARANZ &, AT A FED
WEDLELRG ST, EMOFER T THRAITY 2 &,

5) AKAlZe vA v Z—mAF5 (IL-5) EFEA L, IL-5 O
MEAPAET 2 2 LT L0 M afieekia s S8 5, AFEk
WL O FAER (FEd) YK 2 IS E IS L Twn
5 ARt 5, BEIZIE BTG L W D A IARAI 5
Z PRI R 20T 5 2 &, BB DARFNE 5
Je L., HUd I X DIRMA I 2G5, AR G0 —
B2 EBET 52 L,

2. Bl¢ER

EIENG SR ARG & U [EER LR S IAEFER (MEA115588)
ROVESMEEAR RS (MEAL15575) I2RBW T, AFlIZERE Iz
263 5l (32 WL S7= 194 Bl (AARN 17 filETe) | 24 K
BehEniz 69 6 (EARANEET) ) H. 60 B (23%) IZEGHR
AR 2 SRIERNERE S, TOFER S O EFRAL
Bt 21 1 (8%) B9 14 1 (5%) . W@EUE 6 Bl 2%) TH
ofz,  UKFEIN)



FOHDEIER
o) 1s 1% E SERH
5%LLE e 1%k )
BERGE SR E
I (R
7. mE
TRAE, R
B, [E
PR N
1B L)
B TXGE MHEE % |
JRYE R Y
L It
Bx
FER 3R 3
B mE g
g Ji
AL | 15
= ECRiitn
ES
e 5 E L
B
B 5|
fiz PSS
(=
Ji. KL
Bk, JE
IR, &
I PE.
S
1)

) MEA115588 #BR K Y MEA115575 kB> 100mg fz F#% 58T
D BILTWRWENERIZ DWW TIISEE R & Lz,

3. AlE~DEE
Rl E T RACEBEERESME T LTV 0T, MRS
THZL,

4. 1R, ER. BARE~ORE

(1) ARANDOWEYEHF OF GBI 2 L AMEITHEL L TV, Ik
SOUTHERR LT\ 5 ATREME D B Dt AT, 169 EOFIRIEN
falgttx L2 LS 25 B o EET 528,
NTARY AT BEERET S ERRE I T
%, )

(2) AAIOEHLFOEG T HLREMETMESL LT e, #3250
o ANTx LT, BEICHT AR OEEEZEE Lz
ETEAOFIES ZWVIEAFOR G E T IS, (b
TIEHARY A= T PRI FA~DTNICITT D Z ERHE S
nTns, )

5. PNRE~DHRE
IR, FER, IR, ST 12 Ao/
LLAENMEIIMEL L TR (R 2200

6. HALDXE
(1) &5 -
AEIOEE X, s, KESSUIEH~O K TGO H &
T5HZ L,
(2) WS
1) ARFNOEMRIE A RERAAKEERTLZ L,
2) 21 F— VSRS EIE L2 2~3 mL VU U EHAWT, 13
A TNBHIZ0ERAKE 1.2 mL 8E L., A T ANOBEKIC
AL, RS 2, WR%OARFINEIL 100 mg/mL Th 25,
3) EHAKIEBm RO PO CERECES Z &, BRI
NA TNV EERICEES HRDEMRT 2 ETIZ 15 BB EIZ 10
FRIANA TN EMEHT XD IR S 5, b0
BRELDBENN D L7, BETICHERERS RN &,
WEIE, HEHAKEINZ 5 UNICEEMRT 25, IBINRER] 2 52
T2H56bH5,
4) TRIRAEE 2 AV CARRI AT 235813, 450 rpm. 10 532X
WNOFEE, & 2E 1000 tpm, 5 3 LAN OB CIEfET 2 2 &,

Feb 15 2016 06:07:03

5) W, = BICH A LaaWnEaicid, 30CLLFTHRFEL.
8 MEMILAPICHE 92 Z &, 8 BERILAPICHE A LA WA 1T
FTFTH L, o, BRESERNT &

(3) LR
1) W% OESRZ M OEIRMN LIRS L2 &,
2) fEARNC BRBRAEZITV, R RPER2EATHL Z
L xRS 5,
3) 2127 =Y OEHEEEE LYY U EHWT, &E5E
BICYAME L= 3% 1 mL $3REUT 2 2 &, 1AL 0B E T
DBENRD D20, BAEPICEKIRERS 202 &,

[EMmEE]
1. MR
(1) FEFERRA
DA E AR R A
SRE AR AIZ AR Y X< 7 250 mg % HEIRE Fi5 L7z
LExomEFREHEEZUTIORT (K1) , AKRY X~7
% LI HE R TG Lz & & ORI T _A T
VT 1% 15% CTholz (£-1) . EaiB, KEREESUIREEIC
KT h Uiz & & BHELR OMt A AT <A T Y
T A DETNE NPT,
50

40
30

20

MR (ug/mL)

10

0 1‘4 2‘8 4‘2 5‘6 7‘0 SI4

R CED
X-1 SEAERERAIC AR Y X~ 7 250 mg % FREEIc BEEE T
Beh Lz b & omiEd AR Y X~ T REHRE CEXE+SD, 12
i)

#-1 HEAERERRAIC AR Y =7 250 mg & HEfE T XITHIR
WG Uiz & & OIEYBIE T A — X

HHERE T A —H B #E FRN G-

() (RiTBEFHEIR)
(12 i) (12 51)

AUC(0-inf) 1238 (228) 1557 (250)

(ng- day/mL)

Cinax (ng/mL) 34.9(7.3) 109 (17)

toax =0 (H) 5.0 (3.0-14.0) 0.08 (0.02-0.2)

tys (F) 20.4 (2.6) 18.5(2.3)

HERTH) S A FT A 0.75 (0.66, 0.86) NA

S YT D

“FEE (SD)
TE1) TRpE (REPH)
2) RHEEME (0% FIHIXTH)




2) AARNEEERA
HARNBERER A 35 Fla KGRI AR Y X~7 10, 75, 250 K&
W, 750 mg & HEIFARNIRS L1z & & ORYBE T A —

-5 FAANRE (GBRG 1~6 B (Z31) % i aFEReRkE
D i S DB

ZEUTICRT (%2) . KA 100mg BE| 77 & AREE
(194 151) (191 f51)
#2 BARAMEHERAIC AR Y X~ 7 & HEFIRNER S L2 &0 gk 35 21
HNINE ST X — 5 150l (W EREOBE (55 120 131
SR HE 10 mg 75 mg 250 mg 750 mg Helits 75 Rk B LD 0.91
RS A — A (6 B) (6 1) (7 #) (7 1) [95%{Z X 2 ] [0.44, 1.90]
AUC(0-inf) [ 54.63 (12.27)| 49336 1698.66 4495 64 1S B 19 39
(ug* day/mL) (41.07) 7217 | (#1379 Db WEMEEORE (ul/4p) 0.62 1.28
Conax 2.87(0.27) | 26.46 (1.81) |79.26 (11.60) 253.65 300/pL 75 & RBEC kI B HED 0.48
e (28.25) Kil | Cosoufamin ] [0.27. 0.86]
B0 | 0.042(1%) | 0.104 2.5%) | 0.042(1%) | 0.021 (0.5% —= e YR
(H) (0.02-0.04) | (0.04-0.17) | (0.02-0.08) | (0.02-0.33) 300/uL {%@&E _
2 (H) | 27.43 (10.36) | 19.80 (2.42) [36.14 (11.30)| 22.65 (2.32) ?O(ﬁ;L Tif;;ﬁ%;gﬁ? D 8;712 Lol
Vss (L) | 6.52(0.77) | 4.40(0.69) | 5.65(1.35) | 4.98(0.54) s [9750/ {’3‘* E[£;%7TZ> 1 [0.26. 0.89]
CL (mL/hr) | 7.87 (1.68) | 6.37(0.55) | 6.19(0.63) | 7.01(0.74) > /ol AR inkicha
FISHE (SD) TGP o1 %
ﬂz l) EPTJ[E (%ﬁ@) 500/},[]., uﬁ%‘HLE%@EE <E/£:F) 0.47 2.26
* BAAT IR Uk i i A NS e RPN A 0.21
[95% =42 ] [0.12,0.36]
Q) HEHiEmm S AE 1) AREIRE 7T R
HIENG SBEICARY <7 100mg % 4 BE T EITET#E E2) MM OxEE A7 vy NMEHK, BHRE BRI, X

5 LT 2 & OREHRIECE T 2 EWBIE/ ST A — 5 O REH
SEOBIHERRITIC 36 < HETE g 2.3 107,

£3 EEMEBBEICARY A~T 100mg 2K FE5 L&D
EHIRRE TOEMBRE T A — & (BEFSEY BRI LS <
HETEAH)

FhyEhhe AN PAESPN
NG A—H (16 #1) (175 51)

Cmax ss 20048.5 (5513.72) 17162.3 (5014.53)

(ng/mL)

AUC ss 405.9 (145.78) 359.1 (121.66)
(ng-day/mL)

FHIE (SD)

2. R
ARY X~T71Te ME IgGl £/ 7 u—FAFETHY | KHIC
IR AT 2 EAA SRR CTHMSh D LHEES RS,

(73079

ER#FAENERR (AXAEED) "

12 UL EoEEREEE (FGREOWART a1 FEEKOZED
O BHEBEEZIH L TV AR EL X RE T, m
FRAFBRER IS SRR BRAAIE (2 150/ul BA Lo B, JTiEE 12 » A
R 300/ul LA E2SEB® L) 576 B (AANEE 50 Bi%
) ERBICER LT T v RAR EEREERRICED
T, BEFIBIRIC B3t U CAHI 100mg % 4 B[ Z L 10k TG
L7ziEo 32 W OFEGHMIZHT i EHE (2aExTa s
RIRIZ K DM, ABL, XITBENKZ 2 % LT L T 5 EAE
ROTEA) OBEZ M L7z, TORER, WiEBEEOBE IR
FIFEICIBWNT 0.83 [AE, I BREECHWNT 174 BEAETHD .
AFIBETT T B ARBECH LA BICHESEE RN D o7 (F4)
F 7o MATRE R OV 5-BRAAREIZ F5 1T 2 i A BRER 2L B D 5
LTS RITR -5 ROEK-6 D@V ThoTo,

-4 Wi BIEE O

AF 100mg Ff 75 Rk
JE 194 191
N SO (EI/AF) 0.83 1.74
7T AR T D HED 0.47
[95%IFIEX ™ 2] | p | [0.350.64] .
2) P<0.001

W) AR 7 T 2 R

H2) B OxEE A7y NESK, RS, B, <
— AT A VFEO FEV, O TRHEICK T 2E1EG, BOAXAT a4 RED
OF F O 1 K ONRBRBALART 1 AR 31T 2 i BT O S % 3628
e L, AO 2 HEMERNZE LIz —RLIEET L

Feb 15 2016 06:07:03

— AT A VD FEV, O FRIMEICK T 5EE, ROAT7 oA FERO
OF T DA K ONARBRBAAET 1 £ I8 1T 2 Wi B O 41 )% % 4078
e L, AO2HEERDAMEE Lz —RtETT v

-6 BG5BT I 1T 2 i B A ER ER B o> i B B OO B

AF 100mg Bt | 77 &R EE
(194 1)) (191 1)
JE I 39 32
150/ul | BHEEOMEE ([al/4F) 1.15 1.92
S 7T B REH D HED 0.60
[95%(EHE X [H 2 ] [0.32,1.13]
150/uL  PEFIEK 53 51
LAk, M S OB (Ja]/4F) 0.67 1.02
300l [T REEC KT 5 D 0.66
At [95% IS X "2 ] [0.34, 1.29]
300l EBIE 34 40
Lk, M S OB (Ja]/4E) 0.80 1.66
500/ul |75 B AREHC %45 LD 0.48
Al [95% MK AT ] [0.23, 1.00]
JEFIEL 66 66
500/l (Wi B RO ([E]/4) 0.54 2.11
Uk 75 B RBEHCHT B HED 0.25
[95% (SR 2 ] [0.15,0.43]

1) KAWL Z & REE

E2) BHHEOXEEA 7y NS, BGRE, BRI, <
— AT A VD FEV, O FRIMEIC T 5EE, ROAT oA FRO
B DA} ONRBRBAAART 1 4RI F5 1) 2 Wi B8 oD S S % 628
BE L, A0 2 HEBERNAMEE L RtETT v

€ -3E-35) |

) fERAFF
AFNTE A2 —a A %5 (IL-5) loxt U CRERIICHS
AL, FREROMBEmICER L WD IL-5 ZRE o #H~
D IL-5 FEEEEETDHZLITEY ., IL-5 OLFERERIEIET
PS5,

(2) HERERICKIT H1ER VD)9
AENOBEEIZXY, H=I A FADT AH Y APETHRM A
F T AT I T K OV SN e o o b B ER BN I8
YL, £, ARIOFKEICL Y, EEREBRF BV T
AR RO OV TV R IR BR L =2 3 i L 7z,




[(B%E5 1B 5 BIEFHMAR]
e 2 ARY R~ T GG Z)
Mepolizumab (Genetical Recombination)

AE : ARY) X< 7E, EariEz e Met /7 m—F
RTHY, ~TAPIE hA v F—n A F -5 FUEOMMHNE
PEE, SWNTE b IgGl D7 L— LT — 7 EROVEEE
Mo7eb, ARV AT, T A4 =—RANAAZ I
MBIC XLV EEASND, ARY X~T1E, 449 BO7 2/
o720 HEH (1 80) 2 KRN 220 O X/ 5%
oA L (c ) 2 ATHR SN Y v 08

(578 1 £9149,000) TH D,
53T 1 CoargHioosaN 173202008846 (FESHIER /0 & & £ 72 1N)
53 TH : 49 149,000

[a&]
X—71 7 B FEM 100mg : 1 /31 7V

[EExXH]
1) Ortega H, et al. : N Engl J Med, 371 (13): 1198-207 (2014)
2) Bel E, et al. : N Engl J Med, 371 (13): 1189-97 (2014)
3) Hart TK, et al. J Allergy Clin Immunol, 108, 250-7 (2001)
4) Pavord ID, et al. : Lancet, 380: 651-9 (2012)

[&EHEkRE]

TV AI AT T A RS

T 151-8566 HURAREA X TFEK 7 4 4-6-15
TAR— o 7T« B H—
TEL : 0120-561-007 (9:00~18:00,/ + H L B L OV Y4 #H4K3E A % &
<)
FAX : 0120-561-047 (24 BFRZZAT)

T30 - RSRY 54 ket
T151-8566
FOHER X TE - 554 —-6—-15
http://jp.gsk.com
® : BRI
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1.8.2. ZhEE - R KOZF O TR

1.8.2.  ZhiE - HRRVZORERN

1.8.2.1. PRk - R
Wk - SR
S SONE (BEAFIBHIC Ko THMEJEREZ 2 hr— L TEARVWEEADBHICRS)

BRE - PP S L oER

D EHEOWRART vA FELEZOMOEMEHELZHFHL T, 2HMEAT AR
OB 55PN E o BIEE 2 S 7o T RAICAAN BN L TREGT 5 2 &,

2) BRI M P AFEREREL S 2\ ME E A O KAE S BIEEFEHR I3 D HIHIR R AN K
SUVMHA DD b TWD, o, T—ZEMEN TN D05, BEATO M T 4FREER
B DI B T, 4y 7 &R S BRI HI R MG S AR W AT REMED B B
AENONE BT K OB TR & AT 5-FiT OO i FAFRRER KL & A 2PE DB %
TOCER L, BE OM P FRRERE A B L BT, BISEH OBIREITH 2 &
( [HRRpAE]l DHEBM)

1.8.2.2. REE - R DOEERR

RAESNEE (LAT, BE) OIRBIZE W T, £ < Ol BB IIHER S Tun 2 BRI
TBHE[JGL, 2012; GINA, 2014; NIH, 2007)i2 L ¥ +43i2=2 > hr—/LHRETH D, LirL, —
HOBFTIIRAERAARAT B A RE (ICS) AOZOMoOEHEHEOJHEIC L 2ME =
Yhe—nERAETH, 2 b= RRTHY, FiizRigEEEZLEL LTS, Zb
DRBRETIHERN Y Fr— L ARETHDH E EHIT, WMERELZMHERNIIEY KL, AIF0-
(QOL) METFT 5, £7o. Z< OEA, WEHEITH L TR AT v A NEIZ L D165
EPNELE L, AL TUIARELE LT 5D,

ARV A~7 (BT z) (AT, ARV RX~7) (difn b M ONEGER O iR ER % FH
THERYA MIA L ThDHE MU F—a A X5 (IL-5) (ZEVRRFME K OSBRI T
ATHHHROHTILS A TH D, ARY X~ TNLIL-5 ZHEET5Z LIk v, (FleEkE
FZRBT D IL-5 ZBERBEEERD o 412 IL-5 BFEART DD ZHIE L, IL-5 DY 7 FIUGE,
A ONZ AR i H B OSEAR HP AP ERER D PE A TLEE A TR I3 %, IL-5 OFEATLEIL, WEZETe
Kk % 72 i BRER MR B0 B3 Tl s S 41TV S [Robinson, 1992; Sur, 1995],

KHFEDMEET —H 8 r—IZB T, 1.8222127R Lz K 9 ICHFBRERMERSE 2 £ © &
SEMG S B (EEMBERMEN ERE) ICRT 2 AR AT OFMEN RSN, £, B’
TRIELIR DR B A it L2 3, 1.822.10R L2 K ) ICREZEITEO b T, EERILFRR
Brh BIRE T HRRGEDIRRT — 2 Xy r—U oAb ERIE, BAANCS TS Z
ENARETH D EEZ DN, Lo T, AICBITHHHE - hE%E [KELmE (BEAFRR
IZ R THMmEIER A 2 h e — A TERWEHROBFITRS) | ERE LT, LUNIZEEM
BT,

Feb 12 2016 11:45:34 1.8.2-p. 1



1.8.2. ZhEE - R KOZF O TR

1.8.2.2.1. RENERORE

M 2O E R M NRFEREHIENA CREETH D (2.5.1.1., 25.12)

AARNEERE RN 265 & U725 TARRIREER (MEA115705 3lR) Z#FEfi L, AANICE
AR AT ORENERFT DL EHIT, SMEAN (SB-240563/018 #ER) & AN L
DIFEYERE (PK) ZHE Lo, ZORE, AARNERR A TRBE & 7 2 220 p /IEER
HHENT, SAEANEBARATOARY X<T7 D PK /8T A —Z T L NREEEITR LR
WwWeEZz oz (2533)

DT Enn, WAV THER L7 H R E R MEA114092 K& TN MEA112997 #RBR OF5 5 X
DERL7-fE - IR THD AR X~7 100mg 2 F#4E (SC) K75 mg FARPN#E S
(IV) % FCEEAERER M BB 128 5 A 2h M & OV2E 4 % FEl 9~ 2 [E BRIE R 26 110
FIFABR CTd 5 MEAL15588 iR, L OE DA —7 0 T ~ULIE R 53885 CTH 5 MEA115661
AR (100mg SC DFA) 12 12 A EEXIG L LTHANLSIML, ARY XA~ 7 OHME.
LZAaME, PK R OSEIIFAER (PD) 12k 2 REMZER O EEIZ OV TRE LTZ, ZOfE
R, 2544, 25581, k1272342077 L 912, 100mg SC X 75 mg IV IZBWTH
KRN EBPRFELEFA DK TRARY X~ 7 DFENMER NZ BV —BHERRD Hiv, PK LD
PD & &8 CRIEZAITRD biv/einoTz,

INoDZ L, EERELFERBRE TR E T 5 BIEAFERERMN EABE 2 x5 L LI ARHEE
DEFRT —Z2 Ry r—=U oG oAk, Za8M, PK XOVPD OFERIZHARANIZSH T
IXHDHZEMARETHDL EBEZHLND,

1.8.2.2.2. 2hRE - R OBRFERI L 7 o T-ERER R AL

FE /2B NMEREMEER T 5 MEA115588 &L TN MEA112997 3B CliX, 12 bl Lo @ &
ICS K N DD R EFRIEOTERRIC K o T H L & 7o T \mIE AR ER VNG BB /2 A
. ARV X~ 7 HAEAEIEHIC LR Lo R V22 E2 Bt Lz, £ ok
. MEA115588 iABRICEB W T, AR Y X<=7 100 mg SC KT 75 mg IV (100 mg SC (ZHH
M) T &V BHIEABERMENG EEFICBWT, I TR L i U CEERHMEEE Th S R
AN 2 7 iy B R OB E OFEHFANCAE (W T d p<0.001) | 2 OREKRAYICE R
Do DWW (FIFEI 53%, 47%) DbV (2.543.2.1) . F72. MEA112997 & k|2
BT, ARV X=7 75mglIVICL V., 7F78AR &L CEEEER T DRI
L B O BB OFGHFANCA R (p<0.001) | 2 ORERIIZERD H 5D
(48%) MEOBLNTZ (25432.1) . ZOd, KFOEE - 1R %2 [RELnE BEfF
BRICE > ChIEJERZ a2 F o — )L TERWHHRDBREICRS) | LERE LT,

Fo. UTITRTZDOMOANMEDRERIL., KHIDONEE - WROFRELXXFFTHHDTH

ST,

e  MEAI115588 BRIV T, AKRY X~7 100mg SC BT 7 vAREEL el LT, ARz
ITREA K DOZ L e B L T DM R EORBFEE OF E Y (61%., p=0.015) .
WONZ AP 2 232 &3 2 B O R BURE O F E Y (69%. p=0.034) 23588 5
Nz,

Feb 12 2016 11:45:34 1.82-p.2



1.8.2. ZhEE - R KOZF O TR

e MEA115588 iBRIZISUN T, Week 32 OXVE HLIRHEEK Ga10 1 & (FEVI) OX—2
TAUPEDOELEIX, 77 BRI L TAKRY X<~7 100 mg SC # T 98 mL K&
<. WEHEICERBREZNBD L (p=0.028) .

e MEA115588 FRBRICEB VT, AKRY X~ 100mg SC BETT 7 BARREL bl LT,
Week 32 @ QOL % #Afli 9~ 2 FERZRE I B3 2 E 2 (SGRQ)  (p<0.001) . EAZ
< OFEHIZET 77—k (ACQ-5) (p<0.001) . WONZEM L OWERE 1L DR
BN T DRAFHE (O 34D p<0.001) IZHERHFIICH B /RUGEENGRO bz,

e MEA115588 SBRICIBWV T, AR Y X< 7 100 mg SC Ff T AR EREL | i R B9 5 38
D& B R 72D 3780 B v, BEBIAE OFIETRIER (Week 4) T 60 /uL (1
) 129 L, Week 32 £ CRific L7z, ZHUCK L TF 7B ARBETIIEMARD b/
Mmool

e MEA112997,/ MEA115588 iR D A # 7 F U AW T, AR Y X~7 100 mg SC~
75 mg IV JFAEECT 7B ARRE L bl UC, BRPRIAIC 55 272 Wiy 2.4 FE 0D FE B oD i)
(49%. p<0.001) . ABEXITRESINRDZ 2 % B L 3 5 i S O R B DR
(47%., p=0.007) K OABEZ 2EE L3 250 BHEEOIBUEE O (50%, p=0.018)
MED BT,

o HJEMMAERMENGEAEE AR E LTRAAT v A R (0CS) D251l L 7=
MEA115575 S BRICEBWT, 7T BARBRICHE LT, AR Y X~<7 100 mg SC #£ Thir S
ay b —LEHERF L7 ETOOCS D 1 HEHEDX—RAT A Vinb OJER (%
FHEE) ICHEERICE B R EDEO bz (p=0.008) , OCS O &E=R (HJufE)
IZARY X~ THET50%, 77 BRHETO%TH-7= (p=0.007) , OCS D 1 H#& 5 &
23 5 mg L FICHE LI BRE OFIA 1T, AR Y XA~ TRETIE 54%, 77 ARBETIE
2% Th o7z (p=0.025) ,

e MEA112997 K% TX MEA115588 3ABRICIUNT, 52 3 M M OF 32 B O HeI M 48 L C A
RN A= T OFRMENRFe L. ZEROBGHIFED e hoTz,

1.8.2.3. Zhik - 2R ICEET S A LOEE DR TERI

1.8.2.3.1. I iFERER 3

MEA115588 SBRICIHB VN TF 1.8.2-1 ODIEYEIT Y T E A BEAMAANT R, 1.82.2.12
RUTE XD ICHEMEDRHERR S Tz, £72. MEA112997 3BR O/ S AT OFE R, 1 4
FREREX DA AFUBREIZ 150 /uL L ETH D SULRERBALART 12 » A2 300 /uL LA ETH - 7=
BE TN BHEEORIBEE OWD N RKE W EAVRES A, M AFFRRERELAS 150 /ul R
i T, M OIRBRBALART 12 » A MIC 300 /uL L ER—E RO ONRWEZ TIEARY X~
T OHEMIEIIA S TIE AR o7 (2.7.3.33.15)

F72. MEAL1SS88 RERD A T U —= 2 TR R O — R T A L RED I AT FRERE D 43
LR 2 £ L7z & 2 A, LTORRPIGELN (1.13) .

27 Y == TREO M FAFFREREN O E MR OFER NS, 7T B ARBETKT D AR
U X~ 7 100 mg SC #EDFRIR A B EE 70 iy S O R B DA R, A AF R ERE DS
150/uL K OHERE T 9% (AR Y X~7 100 mg SC BEL VT 7 B RBEENZ 4 35 Bl L Y

Feb 12 2016 11:45:34 1.82-p.3



1.8.2. ZhEE - R KOZF O TR

21 %, LAFREAR) . 150/ul LIk 300/ul A3 OWERE T 52% (49 B KT 59 f51]) . 300/uL LA
= 500/uL AT OYLERE T 52% (45 Bl LT 48 i)} UY 500/ul LA EDO#HERTE T 79% (61 5]}
W60 fl) THoT-,

N2 T A REO LR AFEEEREN O AR OFER NG, 7T B ARBECH T2 ARY
A<7 100 mg SC #f D BRI AIZ B2 720 EIERE OB O L, P arie ek
150/uL ATl OHERE T 40% (39 Fl KT 32 f51]) | 150/uL BA | 300/uL Awii OHLERE T 34%
(53 B KT 51 ) . 300/uL LA E 500/ul Ajil§i OHEERF T 52% (34 B KL O 40 fi) J Y
500/uL LL_E DR T 75% (66 B &L TN 66 f5l) Th o7z,

TIHD T ENSARIOIRES G E EWYNRINT 5720, 2hRe - ShRICBET A EH Lo
RIS T G-RTO M AFFEERER A 2\ E EARH 0 KU 3 B R BLIZ - 2 B 2h 3 3 K
TWHAIPBD DN TWD, o, T—XIFRONTWAHD, BHATO M AFERERE ) D 70
WEBE TIE, 07 &S s BB M D W ATEEME R B D, ARAIOIE RS &
O IREABR TR b - B G-AT O ML P arie kg & A RMEORR A+ o8 L, B& oMt
IFIRERE 2 B8 L7 B¢, @NBRFEORREZITS 2 & ( [HREE] oms8|) | L

7=,
# 1.8.2-1 MAPIFBRMICEHT IHANLILE

PR P A RRER B B 5 B AL L TE

MEA115588 SERBHLART 12 » A RS, MBI B U C i P AFRRERELAY 300 /uL BAECTdh o 7=,
SOTTAAAFUREI M B B U Cifl P A FRER SR AS 150 /uL BL =T 2

1.8.2.3.2. HBARERUVEREE

MEA112997 K U MEA115588 FRABRICEBUTF 1.8.2-2 DIEEYEIZY CidF 2 BE 2 A AN
AR, 18221 Lt X Y ICHMEN R S -, AFIOREE - 20513 TRE e (BE
FIERIZE > THMmEIEREZ 2 he— L TEXRWEHEDEEIZIRD) | ThHH, 5%
G MUNTRINT 572 OIZ8hhE - 2VRICBEST 24 FoERlc TEHEORAAT A R
WeZOMOEMEHELZIH L CTH, 2 MHAT a4 NEO®RGEDLE /2N BH L X
T RFICAKZEMLTEET 22 L) WG L, 2B, ARAIOIERMRITITETEA
TuA REOBHEOFEIM DR,
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£ 1822 ICSRUZDMDOEEEEICAEATIMANEAE

RBRE 5 ICS RO Z DR HIE BRI DAL
MEA112997 R EOBETTIALT Y T r et BT ATV (FP) 880 ug/HLLE (ex-

actuator) XITZFNERIZEED ICS ZH L TRV, ICS SO EMEEEK DB
EHZMNE LT HEE, B, BRORT A FEEEOFE IRV,

ARERBALAET 12 » AMIC, mAED ICS KOEMEBHEAMH A L T 3I2h b
57, BAONXITEEMEAT oA REIZK AR E LI LT 20 BHEEN 2 [
bol=Z ENFERENDHHRE, ESHED ICS HORBIEHIRICMZ T, HEERE
L LTOCS #FEGZNTWeHEIE, M EHER D OCS # 5 &M HERHRIE Cff
HALTWAHED 2FELL ETRITFIUIR B2,

MEA115588 18 LOBEIITNTF Y T et A7/ (FP) 880 ug/HLL L (ex-
actuator) XIEZA & FIEED ICS [HA : FP 800 pug/H L EXITZ4 & FI%ERED
ICS] . 12~17EPDHRFILFP 440 pg /A LLE (ex-actuator) XidZih & [A%HED
ICS (A7 : FP 400 pg /A LA EXITZEN & R%EED ICS) ZfEHL TRV, ICS L
SOEMEIEEOBMNER 20T E 588, B, ROAT7TaA RERFOH
MITE D20,

AERBHAARAT 12 » AR, BHEDICS ZHEHA LT Db b bd, gk
TuA N (HRNEL, BIRNEES, BO#E) ICXERELEETOMME
BEEEN 2 AP Edho7n Z E ARSI NDBE, MEERIELE LTOoCS 53T
WA, WEEEERF D OCS - B0 MEFHRIE CHEMA L TW A HED 2 58k
TRITE R B0,

E £ P

GINA. Global Initiative for Asthma, Global Strategy for Asthma Management and Prevention
Revised 2014. Available at URL (2015.04):
http://www.ginasthma.org/local/uploads/files/GINA_Report 2014 _Augli2.pdf. 2014..

IGL. Wit BFhh « BEET A 74 2 2012 (fEkES, Wit BF « BT A N7 422012, %1
W ed. BORC:HAFOAETE); 2012,

NIH, National Heart, Lung, and Blood Institute (NHLBI). National Asthma Education and Prevention
Program. Expert Panel Report 3: Guidelines for the Diagnosis and Management of Asthma. NIH
publication no. 07-4051. 2007:.

Robinson DS, Hamid Q, Ying, S, et al. Predominant TH2-like bronchoalveolar T-lymphocyte
population in atopic asthma. N Engl J Med. 1992;326(5):298-304.

Sur S, Gleich GJ, Swanson MC, et al. Eosinophilic inflammation is associated with elevation of
interleukin-5 in the airways of patients with spontaneous symptomatic asthma. J Allergy Clin Immunol.
1995;96(5 Part 1):661-8.
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1.8.3. HE - HEEAOZE ORERIL

1.8.3. Fik - ARERUEORERR

1.8.3.1. A% - AR

ik - HE
BHE, RARO 12 L EO/NRIZIZARY X~7 GEaHHZ) & LT 1[0 100mg %
4B T LI TFICENT S,

ML - HEICBE T S EoEE
1 A7 H720 1.2mL O B RER K CTHRFER L CEAT 52 &, ( TEH Lo
B DEEMR)

W AmL B AR Y X~7 (Bis i z) OG- 100mg (2N 35,

1.8.3.2. A% - AROBREER

AFNORE - HEE, FICHEARNEER A TOSE 1 HEGRIEIERE (MEA115705 35 |
WEANEF TAHERIRIEBRGER  (SB-240563/018 #liR) | Zf Ila #H PK/PD EfIRFER (MEA114092 X
Br) M OVH EaERBR Chd 555 b/ FHERARER (MEA112997 385R) . HAOZMLT-
[EI RS IL[A 26 T FHER R 3BR (MEA115588 #BR) KO — 70 T~ R % 5780k

(MEA115661 &%) »DAF AL ANE, 2ot FEYERE (PK) LU FRIEH

(PD) IZHADWTHELZ, 2D HH MEA112997, MEA115588 } TN MEA115661 #6# Tl
12 kL EOGFERERMERIE & £ 5 By B8 (FHIEAF Rk BEE) X5 s L CTE
L7,

F7o. 1822 1UTFEH L@ . ARY X~T DM, 224, PK LOVPD IZB W TR
R ER OFBIIRD Doz Z L b, EEELFERERZ TR E LI ARREEORRIKT —
KR =T HWCERE L2 - AR 12 L o B AR N O BEIE LB ER M SR
HTIEDHDZ ENRAREEZ 2 BT,

ek, Ak - HEOBRERILE 72 o - R RBR AR I3 ) T, %%H}RW&%&U&T&“%
DFERZIR AL, BE R RNEFREFEOFEEZZE L, ARGEICB T 2 HEIR TS
IR LT,

LIFIZ, HE - HEOBRERILE 7 - 7= BERHER G 2 fid 7 5,

1.8.3.2.1. % - AROBRTERIE 73 - I-KRREA BRI
1.8.3.2.1.1. B 5 MM

HME NAZEEBRBRENZ AR Y X~ 7 250 mg & # AR M O F#¢5-, BFIT 250 mg & FZ
THE Lz & E2ofifEd AR Y X~ 7 O (t1/2) ib\#n@&ﬁﬁgﬁﬂf HK 3 EET
HoT- (271211, 27.1.2.1.2) .

&R ERERTH 2 5F U/ FHERRFER (MEA112997 #ER) 128\ T, AR Y X~7
75 mg., 250 mg &N 750 mg & 4 BEEICERIRNE G L72RER. WThoHEIZB W TH I
IR DI D3 FfgE Lo, — . &G0 8 % Th 2 % BIE KL TIL, 75 mg K&
250 mg FERNE G (IV) B, WNZZEN L D RBREE > 72 b DD, 750 mg IV HEIZE

Feb 09 2016 07:01:37 1.8.3-p. 1



mf@¢ﬂ@ﬁﬁﬂN~x§4yKE@o
FRaFRR R A MERF T D 1T
k=3t &5Lt_ne@w¢n@m£
g
100 mg BZ T4 (SC) XX 75 mg IV % 4 i
OWYIFfE LTz (2.7.3.3.2.5) &

LEDOFERMNS, AR X~ 7 O HM

-
=N

& 1 AHERRRBR (MEA115588., MEA115575 & O MEA115661 #%5k)

1.8.3. HE - HEEAOZE ORERIL

SHY (X 1.83-1) . 75 mg FHARNEE 512 & 0 ifn

ORGP VLETH D Z RSz, £z, 48

BOTHHEMENER ST,
(b STANEN
A WO GHETHREG Lo & & M A iRekE

b2 4 A & RROE LT,

w
R g
% ".I' '-II- — } T % = g E E .?:J
:'r'; 05 - il - %
3 _ b oL
g 025 - 1; : 1 I I I -8
et e L S I
5 012 L= T M_El-:"_rfdf T ] I I -2
B
0063 | L
T T T T T T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 5 5 16 32 5 56

o Placebo

& Mepolizumab 75mg
+  Mepolizumab 250mg
*  Mepolizumab 750mg

Source Data: MEA112997 CSR Figure 6.23
Note: Vertical bars represent 95% Cls
Note: Time on x-axis represents weeks

time
-~ & Mepolizumab 75mg - Placebo

—-—-—--+ Mepolizumab 250mg - Placebo

Mepolizumab 750mg - Placebo

Note: Where a result of zero was recorded, a small value (i.e., minimum all nonmissing results/2) was added prior to log

transformation.

B 1.8.341

(MEA1
1.8.3.2.1.2. AR
HEANEE T FHEGRAER  (SB-240563/018

NAFTRAZTEV T 4130 75% L H S
THEZEZ LN,

H 7E PK/PD #Bk Cd 5 MEA114092
250 mg SC X V75 mg IV (2 & 0 | ifn Hp4ffig
1.83-2) (2.722.1.125) , F7=,
HRHTIZ LY | AP aFRRERERD D 90%H0)
niz,

=N
EpxX

mPFMRYM (GIL) DF|EBRNDR—RSM VITHT S0 REAESH

12997 ABR, ITT SkH)

WBR) OFER IV, ARV X~ T EFRSOHx

AU (2.7.1.2.1.1) | 100 mg SC % 75 mg IV [ZAH

RERIZBWT, 4 MO AR X<=7 125~
EREOWANTHBERIGEIRN RSN (K

i P AFFREREUZ ZES W THESE L - BEPRUS | 7 /WS 365

& (ID90) 134 100 mg SC TH D Z LAURE

MEA112997 iRBR T L NI Fr kRN 5RO T — X Z B AbE 5 Z & Tk OE T VX

FREE S AL, MR NRA AT XA Z Y T ¢
ZEnRENTE (K 1.8.3-2)
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1.8.3. %L - HEAUZ OBEMRIL

T, MEA115588 5BRICK VT, AR Y X~7 75mgIV & 100 mg SC Tl 4R ER %X D
BONFRRE CTH D 2 EDNRSI, MR AL 3T XA Z 80T ¢ OFFREZICEFRIRNE S &
O TG5O PD IXFEETH D Z LRS- (X 1.83-2) .

Blood Eosinophil Log10 Ratio/Baseline Day 84

0 200 400 600 800 1000
Dose
Predicted Mean ———— Lower95% CI ———— Upper95% CI =+ 092data O log092
P 997 mean (95% CI) O 588 mean (95% CI)

Source Data: ISE Figure 3.018

Note: Geometric Mean +/- Standard Error

Note: IV dose displayed=SC dose equivalent (i.e. IV dose/0.75 based on assumed bioavailability (estimate from study 018))
Note: 'log092'=Baseline-adjusted least square mean estimate (95% CI) from 092 study.

Note: Data from MEA112997 and MEA 115588 superimposed

E 1.8.3-2 MmPFRREOLANRBO ShIBEABRBEICEH (TSNP IFRERBODR—
RS54 VIcHTIARRGHE (MEA114092, MEA112997 B U MEA115588 EREA.
ITT M)

FEIEAFRRERMEN BB 255 & L7z MEA112997 i ABRICEB W T, AR Y X~ 7 75 mg,
250 mg, 750 mg IV @ 3 M & Tl P AFRERERE O 2 FH EROCBIRR RO B2y, £ D7
TN Thole (M 1.83-1) , FEFHEHEHE Th L ERIRAYIZ E 2 0 B O I8 B
IZBWTIE, 75mg, 250 mg, 750 mg IV HEWTHICENTH 77 B R E HEE LT, #at+
FICAE (W T s p<0.001) 7 ORRRIICERDOHHIKT (39~52%) RO L (F
1.83-1) . F7=, Mt LI-HEEM (75~750mg) IZBWTARY A~TOLEMET a7 7
ANVTFETH Y . BEMEIRGFTH T,

Feb 09 2016 07:01:37 1.83-p.3



1.8.3.

ML - HEXR O OBGERL

® 1831 BRERNICEECHRBEEBORTFE (MEA112997 R, ITT SkE)
Placebo Mepolizumab Mepolizumab Mepolizumab
N=155 75 mg IV 250 mg IV 750 mg IV
N=153 N=152 N=156
n 155 153 152 156
Exacerbation rate/year 2.40 1.24 1.46 1.15
p-value for linear test for trend’ <0.001
Comparison vs. placebo
Rate ratio (mepolizumab/placebo) - 0.52 0.61 0.48
95% CI - (0.39, 0.69) (0.46, 0.81) (0.36, 0.64)
p-value - <0.001 <0.001 <0.001

Source Data:  MEA112997 CSR Table 10
1. Linear test for trend tests change in exacerbation rate with increasing dose of mepolizumab, with placebo assigned

as dose zero

PLEDORER NG 12 UL E O EIEFFRER M S BE 2%t 5 & U756 I ARG PR AR
(MEA115588, MEA115575. MEA115661 } X MEA115666 #&Ek) THWAHE - &L L
T, ARV X7 75mg IV LT 100 mg SC Z i E L7,

AoEoER

MEA115588 FABROFE R, AR U X~ 7 100 mg SC BEL N 75 mg IV #E T 7 & AREE & Lok
L CHEFHBIE A T o % BRI B2 20 B OFE B D 53% K% O 47% DD 53780
iz, ZiuL, FeATRER TH D MEA112997 iBRIZEBWT AR U X~ 7 75~750 mg % iif
RN G- U 72 BR DSBS E D 39~52% Db & —FH LT -, F72, MEA112997,
MEA115588 & TN MEA115575 ABROFER, 1 ONZ MEA112997,/MEA115588 3B D A % 7
UL AZBNWT, FeOFMEDRERI G DI,

e  MEA115588 BRICEBWVT, AKRY X~7 100mg SC BT 7 wARBEL el LT, ARz
TR R DOZZ e LB L T 50 B EORBIMEE OB B2 (61%, p=0.015)
W NZ B & 6B &3 2 B O R BURE O A E 2B (69%. p=0.034) 23588 6
i,

e MEAI115588 iBRICEHUV T, Week 32 DEE
TA D DOEEIX, 7T EREHI L TAKRY X~ 100 mg SC #£ T 98 mL KX
<, FRHEMICHEERENBD b (p=0.028)

e MEA115588 iBh| _:mef\ ARY X~7 100 mg SC BT T ARREL ik LT,
Week 32 DATEDE (QOL) Z iHilid™ 2 FEk a2 B+ 2 EMZE (SGRQ)

SRR GRTO 1 & (FEVD) O~N—2

(p<0.001) . FAZL OFEICBET LT 7 —F (ACQ-5) (p<0.001) . A ONZEEHT
R OERAE (2 K DR RIS EI T D67l (W3 p<0.001) IZHERHFAIICA E 7R

URENFRO LT,

e MEA115588 SBRICBW T, AR Y X< 7 100 mg SC Ff T AR ER KL | i R B9 5 38
D& D FHGE 2B D FE O B v, BHBIAE OFERIER (Week4) T 60 /uL (CEH
i) 12 L, Week 32 & THiE L7z, ZAUTK LT 7B RRETIIZE(LDRD e
Mol

Feb 09 2016 07:01:37
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1.8.3. L - ABNOZF O EMRIL

e MEA112997,/ MEA115588 iR D A X 7 F U » AITEBWNT, AR Y X~7 100 mg SC~
75mg IV JFERECT T BARRE L ol U CL BRPRAIZ B 270 W D 0D FE B L DD
(49%. p<0.001) . ABEXIIREIRDZ2 % B L T 5 i S E O R B DR
(47%., p=0.007) K OABEA VB &3 20 B O I B O (50%, p=0.018)
DRRD BT,

o HJEAFMAERMENGEAEE Z XL E LTRAAT v A R (0CS) D231l L 7=
MEA115575 S BRIZEBWT, 7T BABEICHE LT, AARY X<7 100 mg SC #£ Thir S
ay b — L EHERF L7 ETOOCS D 1 HEHEDRX—RA T A Vinb OJiER (%
FHIEE) ICHEFERICE B R EDREO bz (p=0.008) , OCS O &E=R (HJufE)
IZARY A~ THET50%, 77 BRHETO%TH-72 (p=0.007) , OCS ® 1 H#& 5 &
73 5 mg LA PIZHE L2 BRE OFIGIL, ARV A~ THETIL 54%, 77 BREETIT
32% Th o7z (p=0.025) ,

e MEA112997 %X MEA115588 3ABRICIUNT, 52 3 M M OF 32 B ORI M & L C A
RN A= T OFR/MENFe L. ZIEROBEIIFED b iehroTz,

RLHEOER
MEA112997 /MEA115588,” MEA115575 3Bk D F ST IZIB W T, Tl O MEOFEE A
HEohi-,

o HEFROBIMEEITT 7RI (82%) . AKRY X~7100mg SC B (79%) . K
75mg IV B (83%) TRIBE CTH o7z, ERAFFLIIN (F 78R, AR X~
7 100 mg SC #EH N 75 mg IV BECTENEH 18, 20 K11 23%) KR OEIRTAZE (ZhEh
19, 16 &KUY 23%) Tholo, ERIGHREL OREBEENS L2 HEFRIT. 77 BREE,
AR Y X<7 100 mg SC BER V75 mg IV BEWT ISRV T H ., BER M OVESHEAL SO
ThHoTl,

o TOMOEESRAEES L E2RL) ORBMEE L. 77 BREE15%, AKRY X<v7
100 mg SC &£ 6%, KON 75mgIVEE10%TH Y, 7T BREEE I L TAR Y X~ 7 #
T o 7o, Fiz, BEIEOE G I TR T ILICE > A FEFROBBBE TR,
7T R REE 3%, ARY X~ 100 mg SC #E 1%, KO 75mg IV B 1% THh - 7=,

e ARY ZX<7 100mg SC FEL TN 75 mg IV BEICIBW T, B MA I & OV BRI % L,
ARY A= TREIZ L DHBIIRD RN Tz,

o ARVASTHHIBNWT, B L DRRERLEH L LT T 7 4 7% —I1%
Wi Eng, ARV Xw T EEIC X VIRBUEZ SRS ERIEO RN Y A7 X B L
o, Fio, RFTERISIIIEEE, B IIHEE T, Ko OFZIIHA LRI
miE L7,

o ARV RS TRHIBNT, EERBRYYE KOV H & e 2 & To e, EEEE O U R
71X EH Lirinoiz,

o ARVATTRIZBNT, BEERLMER, MEEREROEMEDOERDY X7 (134
AR o T2,

Feb 09 2016 07:01:37 1.83-p.5



1.8.3. HE - HEEAOZE ORERIL

o ARV AXTORERMEITIRNEZZ BTz, AKRY XA~T7% | [BILLERE L-#%OH
ARY X~ THUROBMEGNL, AR Y X<7 100 mg SC FEZHE W T 6% &K< . BBt
R—IETH T Z b, ARV A TERERZRIZHARY A T7HRIC L 2 HEES
X% PK/PD DZEALZE YD ARG O U A 7 1R & B3R ST,

o FERBIDOE LM (12~17 5%, 18~64 1%, 65mkLAE) IZBWT, 12~17 k. K1V 65
m%i@%‘%l@ﬁ%ﬁi@mmf%ot# AR Y A< 7 100 mg SC FE R Y
75 mg IV BEIC BT Da B AR O R EFROBBUHE X 2gERE £ H & B rhaFkk
ThHoT,

FH#GREOREMEIC OV TIE, MEA112997,/MEA115588  MEA115575 5Bk D (F & f#AT
Je O MEA115661 slBRAEFRICIHBWT, AEFREEREUFIRNCHRE LIofER, R GIZX
0B ERROFEBSEE L OFESEMNT 5 Z & i3 hoiz,

F£7-. MEA115588 (X MEA115661 ikBRICIH VT, AAANEMIC 52PN T
B 72 BEMERRO b7,

12 LA EO/NRIC BT 2 AFIO A « HRIZOWTIE, —RIZZh S OFERBOBRE T
IS O RE, ER K ONREEDS A & IZIEFEER TH U [JGL, 2012; JPGL, 2011; GINA, 2014],
BRELOFEDRA L K& B S 720 2 & [SGRRFEE, 2014], WONS 12 5% 2L BN %
BUBKRRBROBRELY (2.54.623.) | WS L RIBRICERA &R C AL - HEE &5 A6
HHEZEZONDZENBRRE LT,

UbEDZ b, 12 sl Lo BEELFFREER MR BB TR 2 A% o HiE - HEIEL 100 mg,
4R Z & &?&ﬁéﬁmfé EVREYTHDEE X, AROME - HEEY TlE, K
AR OR12 5 EO/NRIZIZARY X~7 (Bis##2) & LT 1[E 100mg % 4 8K Z &
W TICERT 2, | EE LT,

1.8.3.3. A& - ARICESEY SEALOIROBEIRM

AHNTER GBI L CORERBEIMTOATEY , 12 T Abi= 0 BRES L LTAR
J A< 144 mg NHEEEN TS (23P.12) , KK 1AL 7S HRBEFHAK 12mL %
M THNEREEIET D Z LIk, ARY X~ 7 O 100 mg/mL ISR S, Z0
1 mL BN AR A~ T OFKGE100mg (IS T 5720, TOEELH LT,

E £ P

GINA. Global Initiative for Asthma, Global Strategy for Asthma Management and Prevention
Revised 2014. Available at URL (2015.04):
http://www.ginasthma.org/local/uploads/files/GINA_Report 2014 _Augli2.pdf. 2014..

JGL. BB Flh « BT A N7 422012 {ERKZEH, M B T8 « BETA NZ74 2 2012. %1
Wi ed. HORC:HA A4 2012.
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1.8.3. L - ABNOZF O EMRIL

JPGL. AANET LAF =325, /NEKUE X BIE0 - HHIA FZ7 422012, %5 1) ed
O AR I 2011,

SCHEFFAE. R 26 R FARIRGERT F 0 A (M E H). Available at URL (2015.04):

http.://www.mext.go.jp/component/b_menu/other/ _icsFiles/afieldfile/2015/03/27/1356103 3.pdf.
2014:.
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1.8.4. FHEDEE () KUZEDOHTHERIL

1.8.4. @RALOEE () RUETORTEIEN

FERLOER (X

BER S

[BR] KoBEIZITEELRNZE)
ARFND /3 12 x; Ui BUE O BEERE D & 25 B3

RGO —RAEEFIHE L
TE# L7,

PR - HRICEET HEALDIEE

(1) BHEOWMAAT A RIELZOMOEHEHRELIH L
ThH, BHMAT v A FEORGEP VI B A X
T BEICARZ BN TRET DL,

(2) BEG-RTO M P EFEREREL AN\ ME & AH 0 558 S i B 1 R
BT DS RN RS VA AR D 5 TW5, £
7o, T—HIIR BN TWA D, FE-RTO I I FREkE s D
TRVBRFE T, o e R S BRI R G e
WRTREMED B D AAIOAE BT X ORI ER TR B
Te e RO M AF R Bk S & A 2 0 BAfR A 43 ICBRAR L |
BE O M AP RERE A B8 LT T, IS EBE OFIR AT
22 & ([ERREGRE] oEBH)

(1) AHNZ L BIRFER G % W
HElZT D2 DITREL
7=

Q) FEERAFICESE . AH
2 R DR R HNF T
ERAPSE Lot ol e Y
OIRTE LT,

% - ARICEET 2EALOER

1L AT V720 1.2mL @ H RER K CTHIREME L CEH T
L2k, (NHEHLEOEE) OESMR)

IR 1mL 8 AR Y X~ 7 (BIsH#Z) D55 100mg (2
Y35,

R % 1 59~ 2 BROVRFRUE D
i B % BAREIC T 5 72 O 50k
L7z,
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1.8. 4.

M EOER (8) KU OBERL

ERLOIE (XK

BER N

1.
(D

2

€)

4)

)

[(ERLDZEE]

ERGERNER
AR OE G, JE

SUE S B OTREIZHEE L TV A ERTO §
ETITHZ &,

AFNIBEICE X TV ARE
BT 5 3EAC
AN

S B D FEVEREIR 2 1M
IR D T, BEDFIEICK L TIEER L

AT D F G- 391 T P LS B L 2 P Lf:%%&(ﬁﬂﬂ”%‘%@%ﬂmi
BN Z b s, ﬁ%@%%%ﬁ% i BAEIR 2N =2 >

H—AARRTh-o720, BAL LSBT, EMOREL
2oL BEITHRET L L,

EMAT o4 NEEEZZIT TWHEBEICRBNT, AKIESE
BIEIZIC AT oA REE2IZHIEL2nwWZ &, AT A R
HOWENVELRGAITIE, EMOEHET TRAIZITO Z
ko

AT A v Z—m A x5 (IL5) EfEA L. IL-5 D
BEREZ PHE T 5 Z LT X 0 i AR ER SR 2 b S & %, 4F
FRERIT—F D &A R (BEh) YR 2 i &I 5
LTWDAIREED B 5, BEITHR BRI G L TV 5 B
ARFINP G- O BBARTNI G REG 21E T 5 2 &, BEDAK
PG ARG U, Pl BRI X D TRIR DN RN e AT,
AFNB G- O—R L E2EETDHZ L,

(D

2

€)

4)

)

AR O ITES ORE
i%@wﬁ @%h fifi
M OEA (kT
VLN iﬂ B.DiE
A B L“Cb\é%gﬁ
NHDHZEMBFLH L
776
AFNFEEIZHBLL TV D
i S IEAECREAR 2 307
(ZHRI S 5 FEHI T e
W2, At DFEITT
LCiE, AFNERET
W) 72 FH TR 5 440
TWNHDLIEMNOLRTEL
776
CCDS #&&1Z, KAl
Bz SRR = > b
0 —/VARRIZR ST
DVEZFIZHOWTEE L
776
AT v A REEO K
EEFHLLT, A7
A REDOWED M2
AL, R OB
CHZEDRNEDITH
IREE T THR AT
VENH D Z LB
L7,
UFBRER T 726 UG 12 56t
T HREINEICEET 5
AREMERH D Z &b,
FAEBRBYLTWDHE
B AREIOH
FTHEREMER D D Z LD
ORLE L7z,

- B 98]
\— = {Elrs
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1.8.4. FHEDEE () KUZEDOHTHERIL

EREDERE (X) BERH
2. BIER
N BB kR L U R 45 AR 35 ARF OO [ BRI 5 AR

(MEA115588) KOs MG R#ER (MEA115575) cds\y  |OMBSMERIRAER DFE RIS
T, AHIZRG S 263 B 2 BRI S Sh- 104 ) | SEERRBEEZRH L

(AAN 17 fl&de) | 24 BEHRE SN 69 61 (AARAN |72 Fio. B2 BRofs

EEP) ) . 60 (23%) ICHRMA R & & RIfE R, CCDS IZEDE LT OO
s Sz, 207 b OREREALRE 21 5 RITER 2 30E LTz,

(8%) . 5% 14 15 (5%) . WBUE 6 ] 2%) ThH -
7o GERRF)

ZfoRWER
1%L 5% | 1%k | EEFR
5%ELE
b3 ] i &
BEE U S
EFZRZN
A5 VR
BB, JE
SRR A
1)
FRYE TAROE | WEEA
JRYYIE | %, R
IR Yy
e | g
£
PR 2% B
HipkEE R
i
R RS
ERHR LRI
LHEE SEEN
BEWA | AT
ot (&
WMo, A
5. JE
. &9
FE. BB
J%)

) MEA115588 7l 2 08 MEA115575 #BR > 100mg 2 F#%5-
FETRRO ATV RWENERIZOWTIIEE R & LT,
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1.8. 4.

M EOER (8) KU OBERL

ERLOIE (XK

BER N

wBiRE~OERE
A Tl RANCAFEENE T L TWA DT, [EHEIS
BH5T5Z L,

A ORI L, ik
FEEHRHEE L Citd L,

(D

2

R, EiR. RILBE~ORS

AR DI O$ GBI T D L AMEITHEL L T, 4T
I SUTIHR L C D alREME O B 2@ N iE, 1B LR
PEREBNEE ERID W S5 HICOREETH 2

Lo (WA TRARY X~ T 13 E2@Rd 5 2 L AHES
nacnsd, ]

AR ORI O GIBT D LML L T, 2
FH ot NICx LTk, BEFICKT 2 AREOBEENEZ B E
L7z ECRADOFIEDH DWVEIAF O G2 IET 52 &,
(PATEARY AT RAHF~DTNNIBITTHZ L
DEENTND, )

(CYNN®))

I KX ORIk 5 il
IRARBR AR 13 70 < e MEITHE
SELTWRnZ e, BN
FERRIRAREBR CA LT AT LIS
BEOERE LI,

INRE~ADEE
ERHZAENRER, B, LR, ST 12 ki o/
kP A AMEITMEST LTy (IR ER S 200N

12 AT O /NI D A
Ko HEBRIT 2R <, RaetE
VIHENL L TN E B R
E LT,

Feb 15 2016 06:07:03

1.84-p.4




1.8.4. FHEDEE () KUZEDOHTHERIL

ERLOIE (XK

BER N

(0

2

€)

BALEDIEE

588

AR OEEX, EBEE, KB SUIME~D T 50 7
ETHT L,

AR

1) REIOEMIT A RESAKEERT 2 L,

2)21 F—TERE RS LT 23 mL v U U EHWT,
1 XA T VBHT=0ENEKE 12mLERL, /N1 TLND
MRITIEAL., BT 5, W% OARAIIREEX 100 mg/mL
Thb,

3) FHEHHKIIm RO AT CREIZES Z &, BE
FIIANA TN ZERICES, MRPEHTL2ETITISH
B0 PMAL 7224 < X5 ISR S &
Do VNLHRRENE L DBENNH D720, BfEic3k
WERD WD &, I, HEHAKENZ 5 5 PNICE
fR9 50, BMEMEET 255055,

4) RIREEE 2 O CARBIZ RS 55615, 450 rpm, 10
SYCINOREE, & 5T 1000 rpm. 5 53 LA OIB#R TR
T52 L,

5) IR, 7272 I L WgAicid, 30°CLL T T
7L, SEFRILINICHER T 5 2 &, 8 RERMLIANICfEA L7e
WEAIIBEET 2 2 L, Fo, kS ERNT &,

B 5

1) ViR OISR Z MO EIRS EIRE LN &,

2) EHANC BHEMREZITV, R IRWER 2B TH
HZ LR T D,

3)2127 =Y DEREEZEE L) VR HWT, &
BN L7362 | mLERERT 5 2 &, s b0k
AT rBENN LT, BERICEREZIRO RN
L

M. @, 3)
Fht S A7 B IREAER . CCDS
B BE\IARRBEREOFES
T2 Fodk L7,
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1.9, —mIARRCIRD CE

1.9. —REHAMICRIXE

1.91. JAN
TR 26 45 11 H 26 BRI 1126 55 1 Fl2 X v immani-,

JAN (BA%)  ARY A~ GRIZ7HEHZ)
JAN (3% #4) : Mepolizumab (Genetical Recombination)

1.9.2. INN
WHO Recommended International Nonproprietary Names: List43 (WHO Drug Information ,

Vol.14, No.1, 2000){Z mepolizumab & L CTNFEH STV 5,

May 13 2015 14:02:13
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1.10. 3K - BEREOREFAEROE LD

1.10. HE - IRFOHEEEFERHOFTLY

b4 - B4 | ARY X<~71%, @z e Mt/ Za—FaAHiikchy, ~ 7 AHE
b 2= A %S5 GUROFRMMERER, WNTE b I[gGl D7 L—Ah T —7
HMEREFEEHNORD, ARV AT, Fr A =—A AR F =i
KEESND, ARY X~T1%, 49HOT 2 JBEFEENS/25 HEH (y1
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Step X-MuLV LRV (+ 95% Confidence)
Run1 Run 2 Cycled Resin

Mapm 004 -7 o6
-pH Treatment -i 0.26 -i 0.33 N/A
-Chromatography S =0.17 >-i 0.11 >-J_r 0.08
7 ctent > 0.10 > 0.29 N/A
- > 0.22 = 0.28 N/A
Cumulative >24.58
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®2 PPVICHTEIVALRI VTS VRABBROBRDFELD
Step PPV LRV (+ 95% Confidence)
Run1 Run 2 Cycled Resin
Chromatogachy - 027 | HOE | ERE
-+ Treatment N/A N/A N/A
-Chromalography -J_r 0.07 -i 0.10 -i 0.12
B T eatrent N/A N/A N/A
- tration o >l = 0.16 N/A
Cumulative >8.95
£ 3 Reo3IZHTIVINRINTSIVABBOBRDOELD
Step Reo-3 LRV (+ 95% Confidence)
Run1 Run 2 Cycled Resin
Chromatography - 0.2 B0 - 02
- Treatment N/A N/A N/A
I Chromatography s EXAP > 0.19 S 0.09
B 7 catment N/A N/A N/A
I citr=tion S 0.08 > 0.10 N/A
Cumulative >13.58
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Step PrV LRV (+ 95% Confidence)
Run 1 Run 2 Cycled Resin

Chromatograchy - 000 o - oo
Il - Treatment S 015 Sl 021 N/A
- Chromatography >-i 0.10 >-i 0.03 -ir 0.40
-Treatment >-i 0.19 >-i 0.20 N/A
-t S 0.16 S 021 N/A

Cumulative > 24 47
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Test Results

WCBs EPCB
Purpose Test ""A%%f‘%ﬂf}g' SB-WCB-ACC-WCB-104 Limit of IVCA
SB-MCB-ACC-454-100-05
In—ViIqu Assay for
Adventitious Viruses None detected None detected None detected
. and
Adventitious
Viral Testing In-Vitro Assay for
Minute Virus of Mice None detected None detected None detected

(vviv) (D
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1.10. 73K - BB ORERELEROE L
Test Results
WCBs
P Test MCB SB-WCB-ACC-WCB- EPCB
urpose es SB-MCB-ACC- 104 Limit of IVCA
454-100 SB-MCB-ACC-454-
100-05
IN-VITRO ASSAYS FOR RETROVIRUS
A-type particles and C-type
Type A retrovirus particles were
) N refroviral detected. No other viruses
TEM for Virus Particles? . N/A o :
particles or virus like particles,
detected mycoplasma, fungi, yeasts
or bacteria were observed
Scanning Electron /A
Microscopy for None detected NIA Test performed as part of
TEM
and
Extended XC Flaque None defected NIA /A
Assay
Exlended 5*L- Focus None detected N/A N/A
Forming Assay
Reverse Transcriptase
Endogenous Activity None detected NIA NIA
and
Adventitous et Iranscrplase .
Viral Testing ivity Quantification NIA None detected
and[i]

IN-VITRO ASSAYS FOR RETROVIRUS FOLLOWING CO-CULTIVATION

- Mone detected N/A NiA

[ | None detected N/A NiA

- Mone detected N/A NiA

B None detected NA NIA

[ ] None detected NA N/A
[ ] N/A NA None detected
e N/A NA None detected

1.10 - p. 12
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1.1
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Test Results
WCBs
b Test MCB SB-WCB-ACC-WCB- EFCE
urpose es SB-MCB-ACC- 104 Limit of IVCA!
454-100 SB-MCB-ACC-454-
100-05
IN VIVO ADVENTITIOQUS VIRUS AGENT TESTING
In Vivo Adventitious NIA for SB-WCB-ACC-
Viruses: adult mice WCB-104
T o Mone detected None detected for None detected
g e g
’ 454-100-05
SPECIES-SPECIFIC VIRUS TESTING
Mouse Antibody N/A
Production Assay (MAP) Mone detected None detected
Hamster Antibody N/A
Produclion Assay Mone detected None detected
None detected
Assay for Bovine in WCB SB-WCB-
Adventitious Viruses None detected ACC-454-104a% None detectedac
( N/A for SB-MCB-ACC-
454-100-05
Assay for Bovine
Polyomavirus (BPyV) None detected NIA None detected
Assay for Porcine None detecteds for
v WCB SB-WCB-ACC-
Panovirus {PdEVJ None detected? 454-104 None detected®
.‘”ﬁ)'” icator NIA for SB-MCB-ACC-
454-100-05
Note:

1

2

5.2 3 Raw Materials contains addifional description of results.

CHO cell lines that are used to prepare a broad range of recombinant biopharmaceuticals are known to express
endogenous, non-infecious Retrovirus Like Particles (VLP) therefore detection of particles (type A and C) is not
unexpected during testing.
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, , . 199641 ~ GSK-UM . " -
CH2005/00951/00 |In vitro species specificity 200844 /] CRE) st &R Bl
SB-240563/RSD- L . . . 19964F11 H ~ GSK-UM N - -
100XMR/] |Imtravenous Pharmacokinetic and Pharmacodynamic Study in Rabbits 19994E3 i CKE) MiZAs FANE R AT
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Preliminary Pharmacokinetics of a Humanized Monoclonal Antibody 199648 H ~
SB-IZ(;‘SES;ESD_ Directed to Interleukin-5, SB-240563, in Female Cynomolgus Monkeys 199746 H G(sz)M s+ NE R G
Following a Bolus Intravenous Dose of 1 mg/kg (1997411 H 24RT)
SB-240563/RSD- |Subcutaneous Pharmacology, Irritancy and Antigenicity Study in Female 1998411 H ~ GSK-UM ; S =
e 248 PR sl il
100ZHH/1 Cynomolgus Monkeys 1999476 H CKIE)
SB-240563/RSD- |Repeat Dose Intravenous Toxicity and Pharmacology Study in Cynomolgus 199647 H ~ GSK-UM : e =7
100KN9/1  [Monkeys 1997476 CKIE) e HARS i
19974E3 1 ~
B-240563/RSD- . . K-UM ; e =
S 100XOL /ZS 6 Month Toxicity Study in Cynomolgus Monkeys 1999474 H G(S}K ) HEF- FNE R AEA
(20084F:3 H 27 T)
SB-240563/RSD- . . e ; s =5
L013L8/1 An efficacy study in a model of asthma in cynomolgus monkeys 199947 H ¥t CKIH) IZYN FANE R AEA
CD2005/00631/00 ?}/;?Iizlt;)uiﬁ?sﬁz;lsle efficacy of a test article in a model of asthma in 20084E6 H 2% Wit R SE Al
CKIE)
The effect on antigen-induced airway eosinophilia in guinea pigs by 2B6 199444 H ~ GSK-UM N i -
CH2005/00956/00 monoclonal antibody directed at interleukin-5 200845 H CKIE) 4 PR i
o 19974E3 A ~
SB-240563/RSD- |Intravenous Dose Study to Assess Pharmacokinetics, Pharmacology and GSK-UM ; e =
100MZP/2 Antigenicity in Female CD-1 Mice 19974123 CKE) 4 FEPIEERY i
g y (200943 H 2&ET)
4213
SB-240563/RSD- . . 19974£10H ~ GSK-UM . - -
100SHZ/1 General pharmacological study in cynomolgus monkeys 19984E0 i CKIH) MIZYN LN B AT
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4222
Preliminary Pharmacokinetics of a Humanized Monoclonal Antibody 199648 H ~
SB_IZSSE?;ZSD_ Directed to Interleukin-5, SB-240563, in Female Cynomolgus Monkeys 1997426 A G(Sjé;\/l AN FEPN BB il
Following a Bolus Intravenous Dose of 1 mg/kg (1997411 H 243ET)
SB-240563/RSD- | .. - . 1996474 H ~ GSK-UM . s -
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19974E3 A ~
SB_IZSS;%ZZSD_ 6 Month Toxicity Study in Cynomolgus Monkeys 199944 H G(Sjé;\/l AN FEPN BB il
(200843 H 243T)
Pharmacokinetic Comparability Assessment of Two Commercial Scale Lots
of SB-240563 with Different Non-Glycosylated Heavy Chain Content 20064F3 A ~ GSK-UM N e g
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100KGT/1 Immunocytochemical Analysis of Binding to Normal Human Tissues 19974E2 CER) AN FEPN BB G i
SB-240563/RSD- . C e . 199641 H ~ GSK-UM ; el
100DBX/2 Immunolocalization of Interlaukin-5 in Drosophila cells 19974E12 CKE) AN FEPN BB %
SB-240563/RSD- [Subcutaneous Tolerability and Pharmacokinetic Study in Female Monkeys 199745 H ~ GSK-UM st R sz
100PLM/1 with the Medi-Jector Choice Needle-Free Injector 199841 H CKE) - =
SB-240563/RSD- |Pharmacokinetic and Pharmacodynamic Subcutaneous Study in Male 1997410 H ~ GSK-UM st NG sz
100TV7/1 Monkeys with the Medi-Jector ChoiceTM Needle-Free Injector 199847 H CKIE) - -
PHARMACOKINETICS OF HUMANIZED Mab (SB-240563, anti-IL5) IN 199748 ] ~
3 s %
CD2008/00299/00 [CYNOMOLGUS MONKEYS FOLLOWING A SINGLE INHALATION 1998455 A CKIE) 24 B R =

EXPOSURE
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5.3.1.1
An open, randomised, parallel group study to assess the bioavailability
following administration at 3 subcutaneous sites and 1 intramuscular site 20014E2 H ~ SmithKline 5 [ -
SB-240363/018 relative to intravenous administration of single 250 mg doses of SB-240563 200146 A Beecham 1St FEPIERE ¥l
to healthy volunteers
5.3.1.4
L . L SmithKline
SB-240563/RSD- |Determination of SB-240563 in Human Plasma by Electrochemiluminescent 1996410 H ~ ; S =
Beecham sk PR R
100HMG/1 Immunoassay 1996412 H
(UM)
L . . SmithKline
SB-240563/RSD- |Determination of SB-240563 in Human Plasma by Time-Resolved 1998411 H ~ ; T =
Beecham sk PR R
100Z8D/1 Fluorescent Immunoassay 1999411 4 (UM)
The Validation of a Method for the Determination of SB240563 in Human 2010429 H ~ GSK 5 S =7
2010N107803_00 Plasma (range 50.0 - 2500.0ng/mL) using a Chemiluminescent Immunoassay 20104104 (UM) 15t FEPIERE AFi
Validation of an ELISA Method for the Quantification of SB-240563 in 201141 H ~ 5 S =7
201IN113224 02 Heparin Human Plasma (Assay Range 50 — 5000 ng/mL) 201243 H CKIE) st FEPIERE il
Validation of an ELISA Method for the Quantification of SB-240563 in 201141 H ~ 5 S =7
2012N133378 02 Heparin Human Plasma (Assay Range 50 — 5000 ng/mL) 201449 H CKIE) 15t FEPIEORE il
VALIDATION REPORT - QUANTIFICATION OF FREE INTERLEUKIN GSK N [ -
2014N193972_01 |+ i N SERUM BY MSD IMMUNOASSAY 20114F11 A UM) MiZAs FENE R 5%
VALIDATION REPORT - QUANTIFICATION OF TOTAL GSK N [ -
2014N193975_01 INTERLEUKIN 5 IN HUMAN SERUM BY MSD IMMUNOASSAY 2011F1LA (UM) 5 PR 2%
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53.2.2
An In Vitro Evaluation of the Effect of Mepolizumab (SB-240563) and 20104121 ~ GSK
2011N121217_00 |Cytokines IL-5 and IL-6 on the mRNA Levels of Cytochrome P450 3A4 in A HNEE FEAM
2011478 H (Ware)
Cultured Human Hepatocytes
5332
A double blind, placebo controlled, dose rising study to assess safety,
pharmacokinetics and effect on the early and late phase response to allergen 199745 H SmithKline N - S
SB-240363/001 challenge of SB-240563 in male patients with mild asthma ~ 199844 H Beecham 1St FEPIERE 25
A double blind, placebo controlled, dose rising study to assess safety and N . .
SB-240563/035 |pharmacokinetics of SB-240563 in male patients with mild asthma 1997473 SmithKline N &R B
199841 A Beecham
A double-blind, placebo controlled, parallel group study to assess tolerability N . .
SB-240563/017 |and pharmacokinetics of three 250 mg subcutaneous doses of SB-240563 in 1999%5 A SmithKline sk L& B 2%
. . 200041 H Beecham
male and female patients with asthma
53.3.5
RM2007/00874/00 A Population An.aly51s ‘of Intravenous Mepolizumab Pharmacokinetics and 200848 A 1 GlaxoSmithK line st N s
Pharmacodynamics Using Pooled Data
2014N210473_00 Populat19p pha@acoklnetlcs of mepolizumab in paediatric eosinophilic 2014459 F GlaxoSmithKline st N s
esophagitis patients
5.3.4.1
A single blind, placebo controlled, parallel group, single ascending
intravenous dose study to assess safety, tolerability, pharmacokinetics and 2011428 H ~ T30« AIR T -
— N E| 2 =312
MEAT15705 pharmacodynamics of SB-240563 (mepolizumab) in healthy Japanese male 20124F4 A 7 A RS £ FEPIERE ¥l
subjects.
53.4.2
A multicenter, open-label, dose ranging study to determine the
pharmacokinetics and pharmacodynamics of mepolizumab administered 2011452 H ~ . . N o -
MEAT14092 intravenously or subcutaneously to adult asthmatic subjects with elevated 201243 A GlaxoSmithKline i FEPIEDR ¥l

blood eosinophil levels.
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A Double Blind, Placebo Controlled, Parallel Group Study to Assess the
Effect of 750 mg SB-240563 (Anti-IL-5) on Clinical Features, Cutaneous 20004E1 H ~ SmithKline . .
$B-240563/036 Late-Phase Reactions and Bronchial, Nasal, Skin, Bone Marrow and Blood 20014-8 H Beecham 7 YRR =
Eosinophils in Male and Female Patients with Atopic Asthma
A randomized, double-blind, parallel group clinical trial to assess safety,
tolerability, pharmacokinetics, and pharmacodynamics of intravenous 20064E9 A 11 [ ~
MEE103219  [mepolizumab (SB-240563) (0.55mg/kg, 2.5mg/kg or 10mg/kg) in pediatric GlaxoSmithKline g5+ &R 5%
. . L e 20084F11 H25H
subjects with eosinophilic esophagitis, aged 2 to 17 years (Study
MEE103219)
5.3.5.1
A multicentre, randomised, double-blind, placebo-controlled, parallel group, 2009411 HOH ~
MEA112997  |dose ranging study to determine the effect of mepolizumab on exacerbation GlaxoSmithKline N HNEE FEAMG
. . . 2011412 H5H
rates in subjects with severe uncontrolled refractory asthma.
MEA115588 A randomised, double-blind, double-dummy, placebo-
controlled, parallel-group, multi-centre study of the efficacy and safety of 2012410 H 8 H ~ . . N o .-
MEATIS588 mepolizumab adjunctive therapy in subjects with severe uncontrolled 201441 H 18H GlaxoSmithKline 4 FEPIEDRE ¥
refractory asthma
MEA115575: A Randomized, Double-Blind, Placebo- 2012410 429 H ~
MEA115575 |Controlled, Parallel Group, Multicenter Study of Mepolizumab Adjunctive 20134121 12 1 GlaxoSmithKline A HNEE FEAM
Therapy to Reduce Steroid Use in Subjects with Severe Refractory Asthma
5352
MEA115661: A multi-centre, open-label, long-term safety study of zaﬁéiq Hz 7.EI EN
MEA115661  |mepolizumab in asthmatic subjects who participated in the MEA115588 or — GlaxoSmithKline HES NE R B
; - (CamE
MEA115575 trials (Interim Report) 7 H)
MEA115661: A multi-centre, open-label, long-term safety study of 20134E5 H 27 [ ~
MEA115661 |mepolizumab in asthmatic subjects who participated in the MEA 115588 or GlaxoSmithKline NYAN HNE B SEAM

MEA115575 trials (Final Report)

20154E3 413 H
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MEA115666: A multi-centre, open-label, long term safety study of zaﬁﬁgi% ﬂz 8.EI EN
MEA115666 |mepolizumab in asthmatic subjects who participated in the MEA112997 trial (F— T R GlaxoSmithKline HES NE R »E
(Interim Report) 7 H)
5353
- Integrated Summary of Efficacy - GlaxoSmithKline 1ok HNEE B
) Integrateq Summary of Sjafet.y for Mepolizumab (Severe ) GlaxoSmithK line Wit R s
Eosinophilic Asthma Indication)
- ESA output - GlaxoSmithKline s+ & B 5%
53.5.4
ZM2008/00095/00 A cross stufiy analysis of the effect of mepolizumab on the 200848 A 1 GlaxoSmithK line sl R s
electrocardiogram:QTc assessment
2014N216074_00 [Integrated Summary of Immunogenicity for Mepolizumab 20144F10H #45 | GlaxoSmithKline sk FANE R B
2014N214861 01 A Meta-A.nalys.ls of Mepohgumab WelghtTBasefl Dose Response for 201543 F GlaxoSmithK line s TR s
Exacerbations in Patients with Severe Eosinophilc Asthma
MEA114092 [MEA114092-Supplemental-Figure 20144F11 H#45 | GlaxoSmithKline |  #E4% FENE R 2%
A Multicenter, Double-blind, Randomized, Placebo-controlled, Parallel- 199942 F 16 H ~
SB-240563/006 |group Study to Evaluate the Safety and Efficacy of Intravenous SB 240563 GlaxoSmithKline N HNEE B

(250 mg and 750 mg) in Patients with Asthma

19994:10H5A
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A Multicenter, Randomized, Double-blind, Placebo-controlled, Parallel
Group Phase III Study to Evaluate Corticosteroid-reduction and -sparing
Effects of Mepolizumab 750mg Intravenously in Subjects with 200443 H23 H ~ . . N o g
MHET00185 Hypereosinophilic Syndrome (HES), and to Evaluate the Efficacy and Safety [ 20064F3 A 1H GlaxoSmithKline 4 FEPIEDRE 55
of Mepolizumab in Controlling the Clinical Signs and Symptoms of HES
over Nine Months
An Open-label Extension Study to Study MHE100185, to Evaluate Long- 20044E9 F 30 [ ~
MHE100901 |term Safety, Efficacy and Optimal Dosing Frequency of 750 mg Intravenous GlaxoSmithKline sk NE R B
. . . . o 20104E9H 29 H
Mepolizumab in Subjects with Hypereosinophilic Syndrome
[Initial CU
Program]
20014F4 H ~2003
F4H
[Current CU
Program(7 — & X
—2AAN® )]
MHE104317 A Compas§10nat§ Use Qpen-Label S.tudy of Anti IL-5 (Mepolizumab) 200549 A t- GlaxoSmithKline st N s
Treatment in Patients with Hypereosinophilic Syndrome fﬁlﬂ . H(Z—7%#
By NATH)
[Current CU
Program(7 — &
—AAA7 V)]
2005441 ~ ||}
il -~
J RATH)
A Randomised, Double-Blind, Placebo-Controlled, Single-Center Study to
MEE103226 Provide a Preliminary Evaluation of Pharmacokinetics, Pharmacodynamics, |20054F12H 13H ~ GlaxoSmithKline Wit R s

Safety and Tolerability of Intravenous Anti-Human Interleukin-5
(mepolizumab) in the treatment of Eosinophilic Esophagitis in Adults

20074E3 H27H
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A randomized, double-blind, parallel group clinical trial to assess safety,
tolerability, pharmacokinetics, and pharmacodynamics of intravenous 200649 A 11 H ~

MEE103219  |mepolizumab (SB-240563) (0.55mg/kg, 2.5mg/kg or 10mg/kg) in pediatric GlaxoSmithKline HES NE R 5%
. . . o e 2008411 H25H

subjects with eosinophilic esophagitis, aged 2 to 17 years (Study
MEE103219)

SB-240563/045 Preliminary Evaluation of the Effectiveness of 2 x 750 mg doses of SB- 200242 H 18 H ~ GlaxoSmithKline YAk HNGE Bz

240563 (Mepolizumab) in the treatment of Atopic Dermatitis

20024F7H 19H
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