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This clinical study will be conducted in accordance with current Good Climical Practice (GCP) as directed
by the provisions of the International Council for Harmomisation (ICH); United States (US) Code of
Federal Regulations (CFR), and European Union (EU) Directives and Regulations (as applicable in the
region of the study); national country legislation; and the sponsor’s Standard Operating Procedures
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Original Version Date: 22 December 2020
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I have read the protocol with Amendment 01 and approve the design of this study.

Sponsor’s Authorized Signature Date
Representative

I, Clinical

Development

Executed signature pages are maintained separately within the Trial Master File
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INVESTIGATOR AGREEMENT
Clinical Study Protocol with Amendment 01
Study TV53275-A5-20033

A Phase 2, Multicenter, Randomized, Double-Blind, Placebo-Controlled, Parallel-Group
Study to Assess the Safety, Efficacy and Pharmacodynamics of TEV-53275 Administered
Subcutaneously in Adult Patients with Persistent Eosinophilic Asthma

Original Version Date: 22 December 2020
Protocol with Amendment 01 Version Date: 18 November 2021

Principal Investigator:

Title:

Address of Investigational Center:

Tel:

I have read the protocol with Amendment 01 and agree that 1t contams all necessary details for
carrying out this study. I am qualified by education, experience, and traiming to conduct this
clinical research study. The signature below constifutes agreement with this protocol and
attachments, and provides assurance that thus study will be conducted according to all
stipulations of the protocol, including all statements regarding confidentiality, and according to
national or local legal and regulatory requirements and applicable regulations and guidelines.

I will make available the protocol and all information on the investigational medicinal product
(IMP) that were furnished to me by the sponsor to all physicians and other study personnel
reporting to me who participate in this study and will discuss this matenial with them to ensure
that they are fully informed regarding the IMP and the conduct of the study. I agree to keep
records on all patient information, IMP shipment and return forms, and all other information
collected duning the study, in accordance with national and local GCP regulations as well as all
other national and international laws and regulations.

Principal Investigator Signature Date

Executed signature pages are maintained separately within the Trial Master File
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CLINICAL STUDY PROTOCOL SYNOPSIS
with Amendment 01
Study: TV53275-AS-20033

Title of Study: A Phase 2, Multicenter, Randomized, Double-Blind, Placebo-Controlled,
Parallel-Group Study to Assess the Safety, Efficacy and Pharmacodynamics of TEV-53275
Admimistered Subcutaneously in Adult Patients with Persistent Eosinophilic Asthma

Sponsor: Teva Branded Pharmaceutical Products R&D, Inc.

Investigational New Drug (IND) Number: 138687 EudraCT number: 2021-001439-22
EMA Decision number of Pediatric Investigation Plan: Article 45 or 46 of 1901/2006 does
not apply

Name of Test Investigational Medicinal Product (IMP): TEV-53275

EudraVigilance (EV) code for the IMP, if applicable: Not applicable

Active Substance: Fully human IgG4 monoclonal antibody that blocks the biological function of
Interleukin 5 (IL-5)

Type of Study: Safety and Efficacy

Phase of Clinical Development: 2

Indication: Mamtenance treatment of asthma in adult patients with an eosinophilic phenotype

Is this study conducted to investigate the New Use of an approved, marketed product? No
Number of Investigational Centers Planned: The study 1s planned to be conducted in
approximately 80 investigational centers depending on feasibility.

Countries Planned: The study 1s planned to be conducted in the United States (US), Canada and
elsewhere internationally, pending feasibility assessments.

Planned Study Period: The study 1s planned to begin in approximately Quarter (Q)2/2021 and
complete in approximately Q4/2022 (end of the follow-up period).

Number of Patients Planned (total): Approximately 860 patients will be screened to achieve
300 randonuzed patients. The number of evaluable patients 1s planned to be approximately 255.
Adjustments may be made following the interim analysis.

Study Population: Female or male patients =18 years of age with persistent asthma and an
eosmophilic phenotype.

Study Objectives and Endpoints: The objectives of this study are to evaluate the safety and
efficacy of TEV-53275 comparing 2 dose strengths to placebo in patients with persistent asthma
and an eosmophilic phenotype. The primary and secondary study objectives and endpoints are
presented below.
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Study Objectives and Endpoints

Study TV53275-AS-20033

Objectives Endpoints
The primary objective of the study The primary endpoint is the change from baseline in clinic-based
15 to evaluate the efficacy of standardized baseline-adjusted trough (pre-bronchodilator) morning forced

TEV-53275 administered
subcutanepusly (sc) in adult patients

expiratory volume in 1 second (FEV) at week 12

with persistent asthma and an

eosinophilic phenotype compared to

placebo

A secondary objective of the study The secondary efficacy endpoints are:

is to evaluate the efficacy of = overall weekly well-controlled asthma status defined by the
TEV-53275 oomp:m:d_m placebo asthma control composite score and weekly asthma control status
as:'ﬁsadhjrhmgﬁmctlpﬂ,gsﬂma (Yes versus No) from week 1 through 12 and overall weekly
sytaptots, rescue medication use. well-controlled asthma status from week 1 through 16

and quality of life measures

overall changes from baseline in the weekly average of daily
morning trough (pre-rescue bronchodilator) FEV) as measured by
a handheld device over 12 weeks from week 1 through 12 and
over 16 weeks from week 1 through 16

overall changes from baseline in weekly average of rescue
medication use over 12 weeks from week 1 through 12 and over
16 weeks from week 1 through 16

changes from baseline in percentage of asthma control days (no
symptoms and no rescue medication use) over 12 weeks from
week 1 through 12 and over 16 weeks from week 1 through 16
change from baseline in clinic-based standardized
baseline-adjusted morning trough FEV) at week 16

proportions of patients who achieve clinic-based FEV: =80%
predicted at weeks 12, 16, and at endpoint

proportions of patients who achieve forced expiratory flow at 25%
to 75% of forced vital capacity (FEFas.7s) =70% predicted at
weeks 12, 16, and at endpoint

time to first clinical asthma exacerbation (CAE) throughout the
study

changes from baseline in Asthma Control Questionnaire (ACQ-6)
at weeks 12 and 16

changes from baseline in Asthma Control Test (ACT) at weeks 12
and 16

changes from baseline in Standardized Asthma Quality of Life
Questionnaire (AQLQ[S]) at weeks 12 and 16

proportions of patients who achieve FEV1:FVC (forced vital
capacity) ratio =0.80 at weeks 12, 16, and at endpoint

A secondary objective of the study is
to evaluate the safety and tolerability
of TEV-53275 admunistered sc in
adult patients with persistent asthma
and an eosinophilic phenotype
compared with placebo

The secondary safety and tolerability endpoints are:

frequency of adverse events
changes from baseline in clinical laboratory test results (serum
chemisiry, hematology, and urinalysis) thronghout the study

changes from baseline in vital signs (blood pressure, pulse rate,
respiratory rate, and body temperature) throughout the study

changes from baseline in 12-lead electrocardiogram (ECG)
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Objectives Endpoints
findings throughout the study

« use of concomitant medication
* local tolerability

* number (%) of patients who did not complete the study due to
adverse evenfs

A secondary objective of the study is
to evaluate the immunogenicity of
TEV-53275 administered sc in adult
patients with persistent asthma and an

eosinophilic phenotype

The immmnogenicity will be assessed by measuring the development
anfi-dmg antibodies (ADA), and the titer and neutralizing activity of the
ADA at baseline and throughout the study
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Objectives Endpoints
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General Study Design: This 15 a multicenter, randonuzed, double-blind, placebo-controlled,
parallel-group study to evaluate the safety and efficacy of TEV-53275 admumistered
subcutaneously (sc) at doses of 600 mg and 1200 mg or placebo in adult patients with moderate
to severe asthma with an eosinophilic phenotype.
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Patients may be eligible to participate if they have a diagnosis of asthma for at least 6 months
and their current asthma maintenance therapy has been stable for at least 1 month and includes
1 of the following:

e medmum or high dose mhaled corticosteroid (ICS)+another controller

e any fixed dose combination ICS (low, medium or high) with a long-acting
p-adrenergic agomist (LABA Hanother controller

The patient will continue on this asthma mamtenance therapy throughout the treatment period
(visit [V9]). For patients taking once-daily inhaled treatment, 1t must be taken in the morming to
enable trough lung function assessments. If a patient requires a change in the fiming of dosing, 1t
1s allowable as long as the mvestigator believes there 1s no inherent harm in changing the timing
of the dose and the patient agrees to such change.

The study will consist of 4 periods:
e screemng period of up to approximately 2 weeks
e run-in period of approximately 14 days
e double-blind treatment period of 16 weeks

e follow-up period of approximately 14 weeks beginming at the end of the double-blind
treatment period

After obtamnmg informed consent, a screening period of up to approximately 2 weeks 1s allowed.
Patients may be evaluated for inclusion into the run-in period during the screening period. An
absolute eosinophil count of =300 cells/pL 1s requred to participate in the study. A complete
blood count (CBC) will be obtained and may be repeated once during the screening period to
demonstrate an absolute eosinophil count of =300 cells/pL (a total of 2 attempts during the
screequng period). Other laboratory testing, medical history assessments, blood collection for
biomarkers, physical examination, and other assessments will be completed during the screening
period and may be conducted at more than one visit.

Formal pulmonary function testing (spirometry and reversibility testing) will be conducted in the
mormng between 0530 and 1100 hours using the study-provided spirometry equipment. Testing
will be performed in the clinic unless specified as by handheld device. Patients are required to
withhold asthma mamtenance medications prior to any formal pulmonary function testing. If the
patient has taken asthma mamtenance medication within 2442 hours for medication dosed once
daily (QD), or within 12+2 hours for medications dosed more frequently than once daily or has
taken short-acting B;-adrenergic agomist (SABA) rescue medication within 6 hours or mhaled
corticosteroid in combination with long-acting pz.ademergic agonist (ICS/LABA) used as rescue
medication within 12 hours of the planned pulmonary function testing, the visit must be
rescheduled. Patients who meet the pre-albuterol/salbutamol lung function requirements may
undergo reversibility testing approximately 30 nunutes after 4 inhalations of albuterol/salbutamol
hydrofluroalkane (HFA) mnhalation aerosol (90 pg ex-actuator or equuvalent). Patients who
demonstrate reversibility =12% and a =200 mL increase in forced expiratory volume in 1 second
(FEV1) from baseline may enter the run-in period if they meet other eligibility requirements as
specified.
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Patients who meet the criteria for inclusion and none of the exclusion criteria may enter mto the
run-1n period at V2 and will continue the current asthma maintenance medication. The patient’s
current rescue medication will be discontinued and the patient will be provided with albuterol
sulfate (117 pg per inhalation) electronic multidose dry powder inhaler (albuterol/salbutamol
eMDPI) (ProAir® Digihaler™") or equivalent albuterol/salbutamol (dry powder or aerosol
formulations are acceptable) for use as needed as rescue medication to control asthma symptoms.
Patients will be provided and trained on the use of an electronic diary and handheld device to
measure daily FEV1 and peak expiratory flow (PEF). During the mun-in period, patients will
measure FEV; and PEF each morning using the handheld device prior to the use of rescue
medication (whenever possible) and prior to the morming dose of asthma maintenance
medication(s). Patients will also record asthma (daytime or mght-time) symptom score and
rescue medication (number of puffs) twice daily whether used or not. Patients may be evaluated
for randomization mto the study after a nunimum of 14+2 days after entering the run-in period.

The randonuzation visit (V3) will occur after a munimum of 14+2 days after entering the min-in
period. At this visit the patient’s diary data should be reviewed prior to formal lung function
testing, laboratory testing and the various questionnaires to ensure compliance with diary entries
and to determune if lung function, symptoms and rescue medication use meet the randonuzation
critenia. If the patient fails to meet the diary requurements, the patient will be considered a
randonuzation failure. Further procedures for V3 will only be conducted for patients who meet
the diary requirements.

Patients who meet all of the randonuzation criteria will be stratified based on maintenance
therapy (ICS and low dose ICS/LABA will be stratified separately from the medmm and high
dose ICS/LABA [2 separate strata]), absolute eosinophil count determined at screemng (300 to
<400 or =400 cells/pL) into 1 of 2 treatment groups or placebo via an interactive response
technology (IRT) system:

e TEWV-53275 600 mg sc
« TEV-53275 1200 mg sc
# Placebo sc

Approximately 90 patients who have been maintained on medium or high dose ICS or low dose
ICS/LABA and approximately 210 patients (may be adjusted based on the interim analysis) on
medium or high dose ICS/LABA will be randomized and stratified across all freatment arms.
Screening may be adjusted as needed to meet these criteria as much as possible.

Patients who meet the requurements for randomization, after the procedures for specimen
collection and other testing have been completed, will be randonuzed via the IRT. Each patient
will recerve a total of 4 sc injections in the abdomen at V3, adninistered by a qualified health
care provider (according to local regulations) who 15 prepared to manage anaphylaxis, as
described m the study reference manual The kit number and location will be recorded in the
source documents and entered in the case report form (CRF) for each of the 4 mjection site
locations along with any mnjection site reaction for each site, evaluated at approximately 1 hour

! ProAir® Digihaler™ is a registered trademarks of Teva Pharmaceutical Industries Ltd.
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after dosing. If the patient develops clinical symptoms, vital signs should be recorded and the
patient should be assessed for anaphylaxis/hypersensitivity reactions. Patients will be observed
for a munimum of 1 hour after dosing. Before leaving the clinic, patients will additionally be
advised of symptoms/signs for which they should seek medical advice or medical treatment. At
all other visits, patients will be free to leave the climic when all procedures have been completed.

Durmng the treatment period (baseline/day of randomization [DoR, V3] through week 16 [V9]),
patients will perform morning lung function assessments (FEV1 and PEF) by handheld device
prior to morning asthma maintenance medication and prior to rescue medication use (whenever
possible), assess and record daylime and mght-time asthma symptom scores, record rescue
medication use (number of puffs) twice daily and confirm (in the evening) that they have taken
that day's asthma mamtenance medication. During the treatment period visits, formal pulmonary
function testing (as required) will be completed in the morming between 0530 and 11001 hour
on the study-provided spirometry equupment. If a patient has taken rescue medication within

6 hours of the planned pulmonary function testing or has taken the morning dose of asthma
maintenance medication, the testing should be cancelled, and the wvisit should be rescheduled. All
formal pulmonary function testing should be conducted at approximately the same time of day
+1 hour of the time it was conducted at baseline/DoR (V3).

Patients who complete week 16 (end of treatment visit [EoTV; V9]) will enter the follow-up
period. The handheld device and diary, along with study provided rescue medication will be
collected. The investigator should determine and implement appropnate asthma therapy
(including rescue treatment) to be used during the follow-up period. Medication started for the
purpose of ongomg asthma treatment will not be considered a protocol violation, provided it 1s
started after the final spirometry assessments are completed at week 16 (V9). Patients will be
contacted approximately monthly by telephone to assess CAEs, adverse events, and concomitant
medications. A final follow-up visit will occur at approximately week 30 for final assessments. A
CAE 1s defined as worsening asthma requiring treatment with a systemic corticosteroid for

=3 days, emergency room visit resulting in systemic corticosteroid treatment or hospitalization
due to asthma. All instances of a CAE should be recorded n the CRF.

Alert critenia for ndividual patients who develop worsening asthma have been designed to
ensure patient safety. If any of the criteria listed below are met, the investigator will determine
whether the patient’s overall climical picture 1s consistent with worsening asthma and 1f the
patient should be placed on additional asthma maintenance therapy in the mterest of patient
safety. Meeting 1 of these criteria does not automatically requure a patient to be placed on
alternative asthma therapy; rather it requires a clinical evaluation to determune if the patient’s
asthma can continue to be managed on the current regimen per the study or necessitates a change
in asthma maintenance therapy:

¢ mormng FEV:1 by handheld spirometer, as measured at home, falls below the FEV1
stability limit (FEV1 <80% of the screening visit FEV) measurement that was
measured m the clinic during the screeming period) for the run-in period and the
baseline value (by handheld device) determined at the randommzation visit (V3) for

the treatment period on 4 or more days out of any 7-day period. These values are
based on the handheld device.

11
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e FEV1, as measured at the study center, 15 below the FEV) stabilify linit value
calculated at the randonuzation visit (V3) (<80% of baseline by climic-based

spirometry).
¢ based upon a review of patient diary data, the patient has experienced any of the
following during any 7-day period (the days need not be consecutive and may overlap
visits):
— 3 or more days mn which 12 or more mhalations/day of rescue medication
(albuterol eMDPI or equivalent albuterol/salbutamol) were used

— 3 or more days with a mght-time asthma symptom score of 3 or hugher.

e patients who, by the assessment of the investigator, are identified as having
experienced a climcally meamngful worseming of their asthma warranting a change in
their asthma treatment (based on the investigator’s judgment) will start appropnate
treatment. A patient may be deemed by the investigator as having a chnically
meaningful worsening of their asthma even when they do not meet the alert criteria
above.

Patients who requure a change in background asthma maintenance treatment should complete
assessments as outhined for V8 and continue to participate in all laboratory and safety
assessments lung function, completion of questionnaires and daily diary assessments. (If a
patient requures a change in medication between V8 and V9, the procedures for V9 should be
completed. If a change of medication occurs within 2 weeks of the next planned wisit, that visit
may be skipped). Patients who withdraw consent or are withdrawn from participation in the
study should complete the procedures for the Early Withdrawal Visit (EWV).

Method of Randomization and Blinding: This 1s a randomized, double-blind,
placebo-controlled, parallel-group study. Patients will be randomly assigned to 1 of 2 treatment
groups or placebo in a 1:1:1 ratio and will be stratified by prior asthma maintenance therapy (ICS
and low dose ICS/LABA, or medium and high dose ICS/LABA) and absolute eosmophil count
(300 to <400 cells/pL, =400 cells/uL). Approximately 90 patients who have been maintained on
medium or high dose ICS or low dose ICS/LABA and approximately 210 patients (may be
adjusted based on the interim analysis) on medium or high dose ICS/LABA will be mncluded and
screemng will be adjusted as needed to meet these critenia.

Investigational Medicinal Products: Dose, Pharmaceutical Form, Route of Administration,
and Administration Rate: The sc route of adoumistration was chosen because 1t 15 the intended
human therapeutic route. The lowest proposed dose (600 mg) was chosen based on the sponsor’s
intention to explore potential efficacy of 2 doses of TEV-53275. A placebo control design 1s
scientifically appropriate as placebo will be compared to TEV-53275 as add-on therapy in
patients with moderate to severe eosmophilic asthma

12
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IMP name Test IMP Placebo IMP

Trade name and INN, if TEV-53275 TEWV-53275 Placebo

applicable, or company-assigned

number

Formulation I

|
.

Unit dose strength(s)/Dosage 300 mg/vial Vehicle buffer absent of protein

level(s)

Route of administration sc injection sc injection

Dosing instructions/Dosing As instructed in the climical protocol | As instructed in the clinical protocol

schedule/Titration and pharmacy manual and pharmacy manual

periods/Treatment periods

Packaging Type 1 glass vial with butyl ubber | Type 1 glass vial with butyl rubber
stopper and crimp seal with a plastic | stopper and crimp seal with a plastic
flip-off cap flip-off cap

Manufacturer Teva Branded Pharmaceutical Teva Branded Pharmaceutical
Products R&D, Inc., West Chester, Products R&D, Inc., West Chester,
Pennsylvania, USA Pennsylvania, USA

Storage conditions 2°C to 8°C (36°F to 46°F) and 2°C to 8°C (36°F to 46°F) and

protected from light. Do not freeze

protected from light. Do not freeze

IMP=investigational medicinal product; INN=international nonproprietary name; sc=subcutaneous; USA={Inited

States of America.

Duration of Patient Participation and Maximal Exposure to IMP: The total duration of
patient participation in the study 1s planned to be approximately 34 weeks including up to an
approximate 2-week screening period, approximately a 2-week run-in period, a 16-week
treatment period, and a follow-up wvisit 14 weeks after the final treatment visit.

Study Duration: Approximately 16 months, from Q2/2021 to Q4/2022_

End of Study: End of study 1s defined as the last visit of the last patient at the follow-up visit.

Plans for Treatment or Care after the Patient Has Ended Participation in the Study: No
TEV-53275 treatment 1s planned after the end of the study.

Selection of Patients/Study Population
Inclusion Criteria: Patients may be included in the study only if they meet all of the following

criteria

The patient 1s capable of giving signed mnformed consent.

b. The patient 1s an adult female or male =18 years of age. Note: Age requirements are
as spectfied or allowed by local regulations.

c. [Rewvision 1] The patient has a diagnosis of asthma for at least 6 months as defined by
the National Institutes of Health (NIH) and has been stable without exacerbation or
change mn medications for at least 1 month.

13
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d. The patient has an absolute blood eosinophil count =300 cells/uL. demonstrated
during the screeming period. Note: Rounding of the value (count) is not permitted.

e. Seventy of Disease: The patient has persistent asthma, with a trough FEV1 >40% and
<85% of the value predicted as per the National Health and Nutrition Exanunation
Survey (Hankimnson et al 1999, NHANES IIT 1998) and adjusted for ethmeity
(Hankinson et al 2010). Note: Patients who do not qualify for the study due to
failure to meet baseline spirometry or fail to achieve spirometry consistent with
the American Thoracic Society (ATS)/European Respiratory Society (ERS)
criteria (Miller et al 2005) will be permitted to perform repeat spirometry
during the screening period on 1 occasion and if criteria are not met, will be
considered to have failed screening.

f  Reversibility of Disease: The patient has demonstrated reversibility of =12%
(increase) of FEV) and a mimmum 200 mL merease from pre-albuterol/salbutamol
FEV, approximately 30 minutes after 4 inhalations of albuterol/salbutamol
hydrofluoroalkane (HF A) metered-dose inhaler (MDI) (90 pg ex-actuator) or
equivalent during the screeming period.

g. [Rewvision 1] Current Asthma Therapy: The patient has been maimntained for at least
1 month on stable doses of:

— medium or high dose ICS+another controller.

— any fixed dose combination ICS (low, medium, or high) with LABA+another
controller.

h Women of non-childbearing potential who are either surgically (documented
hysterectomy, bilateral cophorectomy, or bilateral salpingectomy) or congenatally
sterile as assessed by a physician, or 1-year postmenopausal (no menses for at least
12 months without an alternative medical cause plus an increased concentration of
follicle stimmlating hormone [FSH] of more than 35 U/L 1 women not using
hormonal contraception or hormonal replacement therapy). Women of childbearing
potential must have a negative B-human chorionic gonadotropm (B-HCG) test result
and practice a highly effective method of birth control (methods that can achieve a
failure rate of less than 1% per year when used consistently and correctly) prior to
IMP adnmimistration and 30 weeks after the dose of IMP. Highly effective
contraception mcludes:

— combined estrogen and progestogen hormonal contraception (oral, intravaginal,
transdermal) associated with inhibition of ovulation; these should be mmtiated at
least 7 days before the first dose of IMP

— progestogen-only hormonal contraception (oral, injectable, implantable)
associated with inhibition of ovulation; these should be imitiated at least 14 days
before the first dose of IMP

— ntrauterine device (IUD) and intrauterine hormone-releasing system (IUS) need
to be 1n place at least 2 months before screening

14
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1

— bilateral tubal occlusion, except for hysteroscopic bi-tubal ligation for which a
hysterosalpingogram (HSP) 1s required 3 months post procedure to assess surgical
success

— vasectomized partner provided he 15 the sole sexual partner and has recerved
medical assessment of the surgical success

— sexual abstinence 1s only considered a highly effective method if defined as
refraiming from heterosexual intercourse in the study period.

The patient must be willing and able to comply with study restrictions and to remain
at the investigational center for the requuired duration duning the study period and the
follow-up procedures and assessments as specified, and be willing to return to the
mvestigational center for further visits, as applicable.

The patient, as judged by the investigator, 1s able to continue their current asthma
maintenance medications throughout the study.

Exclusion Criteria: Patients will be excluded from participating i this study 1if they meet any of
the following critenia:

a. Life threateming asthma, defined as a history of asthma episode(s) requiring

intubation and/or associated hypercapnea, respiratory arrest, hypoxic seizures, or
asthma-related syncopal episode(s).

The patient has a suspected bacteral or viral infection of the upper or lower
respiratory tract, sinus, or nuddle ear that has not resolved at least 2 weeks before the
screeqng period. Note: Patients who develop an upper respiratory infection/lower
respiratory infection (URI/LRI) during the run-in period may rescreen 2 weeks after
symptoms resolve and undergo coronavirus disease 2019 (COVID-19) testing as
outlined in exclusion criteria “d™.

Patients with a confirmed infection with COVID-19 within 3 months prior to the
screemng visit.

Patients with clinical symptoms that may indicate COVID-19 infection, and/or
patients who in the investigator’s opinion were at high risk of exposure to COVID-19
within 4 weeks before screeming or during screeming/run-in, will be tested for active
COVID-19 infection and will only be mncluded if they test negative for COVID-19.
The patient has an eosinophilic condition including hypereosmophilic syndrome,
eosimophilic pneumonia, eosinophilic granulomatosis with polyangutis (EGPA
[Churg Strauss syndrome]), or allergic bronchopulmonary aspergillosis.

The patient has an active helminthic or parasitic infection currently or within the last
6 months.

The patient has a history of malignancy other than fully resected basal cell carcinoma
of the skin.

The patient has any chinically significant, uncontrolled medical or psychiatric
condition (treated or untreated) that would interfere with the study schedule or
procedures, interpretation of efficacy results, or compromise the patient’s safety.
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(Note: Chronic obstructive pulmonary disease [emphysema], bronchiectasis requiring
treatment, cystic fibrosis, chronic bronchitis, and other diseases of the lung that may
complicate mterpretation of the study results are prohibited).

The patient has known history of, or a positive test result for, hepatitis B surface
antigen (HBsAg), hepatifis C virus (HCV) antibodies (Ab), or human
immunodeficiency virus (HIV) Types 1 or 2 Ab (according to 4th generation serology
testing).

The patient 1s a pregnant or lactating woman, or plans to become pregnant during the
study.

The patient has taken prohibited prior medications withun the washout period.
Prohibited medications are listed in the protocol with the appropriate washout periods
(see Appendix G).

The patient has previously participated in a study with TEV-53275.

The patient has participated in another study of an IMP (or a medical device) within
the previous 30 days or 5 half-lives of the IMP (whichever 1s longer) or 1s currently
participating in another study of an IMP (or a medical device).

[Revision 1] The patient has been treated with a monoclonal antibody used to treat
asthma or other inflaimmatory conditions within the washout period (5 half-lives), has
demonstrated hypersensitivity or anaphylaxis to a monoclonal antibody

(Appendix G), or 1s currently using or has used a systemic immunosuppressive
medication within the last 6 months. NOTE: Prior depemokimab exposure 1s
prohibited without exception.

The patient has a known hypersensitivity to any components of the IMP stated or
study supplied rescue medication.

The patient has a listory of chronic aleohol or drug abuse within the previous 2 years.

q. [Rewvision 1] The patient currently smokes or has a smoking history of 10 pack years

I.

or more (a pack year 15 defined as smoking 1 pack of cigarettes [20 cigarettes]/day for
1 year), OR the patient used tobacco products within the past year (eg, cigarettes,
cigars, chewing tobacco, or pipe tobacco), OR the patient has smoked marijuana
within 1 month, OR the patient has a lustory of “vaping™ tobacco, marijuana, or any
other substance within 24 months.

Vulnerable patients (eg, people kept in detention).

Randomization Criteria:
The following criteria must be fulfilled at the randonization visit (day 0):
a. The patient continues to be 1 general good health, meeting the entry critena.
b. The patient’s average of 5 most recent highest daily trough values (from 3 attempts)

for morning FEV obtained at home (by handheld spirometry) over 7 days prior to V3
1s within 40% to 80% predicted for age, height, sex, and race (Hankinson et al 1999,
Hankinson et al 2010, NHANES III 1998). If rescue medication was taken within

4 hours of the FEV assessment, or asthma maintenance medication was taken before
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the measurement, the data from that day should be excluded and data from a previous
day during the 7-day period should be mcluded.

c. The patient has an FEV as assessed by clinic-based pulmonary function testing that 1s
within 40% to 85% or the value predicted for age, height, sex, and race (Hankinson et
al 1999, Hankmson et al 2010, NHANES III 1998).

d. The patient has demonstrated FEV1 reversibility as required during the screening
period.

e. The patient’s ACQ-6 score assessed on V3 day 015 =1.5.

f.  The patient has remamed on background asthma maintenance medication without
changes during the run-in period other than study rescue medication (albuterol
eMDPI [ProAir Digihaler for use as needed or equuvalent albuterol/salbutamol
depending on availability]) and albuterol/salbutamol used for reversibility testing.

g. The patient has had no exacerbation of asthma during the run-in peniod, defined as
any worsening of asthma requiring significant treatment other than rescue medication
(albuterol eMDPI [ProAir Digihaler for use as needed or equivalent
albuterol/salbutamol depending on availability]). Sigmificant treatment includes any
of the following: use of systemic corticosteroids or the addition of ICS-containing
asthma medications, LABA  long-acting muscarimc antagomst (LAMA), biologic or
other non-corticosteroid asthma medications, emergency room/urgent care visit, or
hospitalization for asthma Note: A single dose of nebulized albuterol/salbutamol
will not meet the criteria for an asthma exacerbation. Emergency room/urgent
care clinic visits where the treatment is limited to a single dose of nebulized
albuterol/salbutamol will not meet the criteria of an asthma exacerbation.

h  The patient has complied with home spirometry and diary entry on at least 5 of the
last 7 days prior to the visit including:

— completion of daytime and night-time asthma symptom scores

— completion of daytime and night-time rescue medication use, whether used or not
— completion of the mormng FEV1 and PEF by handheld device

— confirmed daily use of asthma mamtenance medication as prescribed

1. The patient has not had an upper respiratory infection (URI) or lower respiratory
infection (LRI) during the min-in period. Patients who develop a URI or LRI during
the mn-m period may be discontinued from the study and allowed to rescreen
2 weeks after resolution of symptoms. They must have a negative test for COVID-19
active mfection.

j. The patient has used rescue medication or had a daytime or mght-time asthma
symptom score =1 on 3 or more days in the 7 days prior to the randomization visit as
reported in the patient diary.
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Statistical Considerations

Sample Size Rationale: The sample size 1s calibrated based on simulation studies to assess the
operating characteristics of the following Bayesian success criterion for the final analysis of the
primary efficacy endpoint: adjusted mean change from baseline at week 12 in trough FEV1:

Analysis Sets

Intent-to-Treat Analysis Set: The intent-to-treat (ITT) analysis set will include all randonized
patients.

In the ITT analysis set, patients will be assigned to the treatment they were randonuzed,
regardless of which treatment they actually recerved.

Modified Intent-to-Treat Analysis Set: The modified intent-to-treat (mITT) analysis set 1s a
subset of the ITT analysis set including only patients who receive at least 1 dose of IMP.

The mITT analysis set will serve as the pnimary analysis set for efficacy analyses.

Safety Analysis Set: The safety analysis set will include all randomized patients who recerve at
least 1 dose of IMP.

In the safety analysis set, patients will be assigned to the treatment they actually recerved
regardless of which treatment they were randonuzed, unless otherwise specified.

Per-Protocol Analysis Set: The per-protocol (PP) analysis set 1s a subset of the mITT analysis
set including only patients without important protocol violations. Important protocol violations
will be deternuned before unblinding and will include mcorrect IMP received by a patient.

The PP analysis will serve as a supportive analysis for the primary efficacy analysis as well as
the secondary efficacy analysis.

Pharmacokinetic Analysis Set: The pharmacokinetic analysis set will include those patients in
the safety analysis set who have at least 1 available serum concentration value.

! CINQAIR" is a registered to Teva Pharmaceutical Industries Ltd.
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Anti-drug Antibody Analysis Set: The ADA analysis set (for anti-TEV-53275 antibodies) will
include those patients treated with TEV-53275 1n the safety analysis set.

Efficacy Analysis

Primary Efficacy Analysis: An esiimand, in general, includes 4 inter-related attributes —
population of interest, variable (endpoint) of interest, inter-current events (ICE) along with the
strategy for handling ICE, and population-level summary for the endpoint.

The estimand selected for the primary efficacy endpoint will assess the change from baseline in
morning trough FEV: at week 12 due to the mitially randonmzed treatment as actually taken
(Mallinckrodt 2013) in the mITT population. This estimand assesses the treatment efficacy at
week 12 attributable to the mitially randommzed medication.

Inter-current events (ICEs) that are expected to affect the efficacy endpoint will include:

1. Instances where a patient experiences worsemng of asthma or an asthma exacerbation
and the patient 1s placed on systemuc corticosteroids, or additional asthma therapy
treatment. In such cases, the investigators will be instructed to encourage the patient to
continue in the study and return for planned visits until study completion in order to
collect safety data after additional maintenance treatments are used. However, for these
patients, improvement in FEV1 would be expected as rapidly as 1 day after treatment
with ICS (Kerwin et al 2019) and within 1 week after a patient receives the ICS/LABA
treatment (Corren et al 2007, Pearlman et al 1999). The inclusion of data after a patient
recerves alternative medications would potentially bias the treatment response estimates
due to imtially randonuzed study medications. Therefore, for the primary analysis, the
strategy to handle these ICEs will be to exclude observations after the use of asthma
maintenance medications (regardless of availability of data obtained afterwards).

2. Confirmed COVID-19 infections: Since COVID-19 1s a known respiratory disease which
can adversely affect lung functions, as a result, the same strategy for handling such ICEs
will be applied in the primary analysis. Observations that occurred after the diagnosis of
COVID-19 infections will not be used in the primary analysis.

The population-level summaries would be the Bayesian estimates of (posterior) mean changes

from baseline at week 12 for the treatment groups and corresponding 95% credible intervals, as
well as posterior probability of treatment effect between each of the TEV-53275 treatment

groups vs placebo being greater than 0, 1e:

19

VV-00057349 v3.0



Placebo-Controlled Safety and PD Study—Persistent Asthma
Chmnical Study Protocol with Amendment 01 Study TV53275-AS-20033

Table 1: Prior Parameters for the Longitudinal Model
He Tg Hg Tg a, b,
All visits 0 5 0 5 0.5 0.02

The priors for the strata parameters will be provided in the statistical analysis plan.

The postenior 1s evaluated using Monte Carlo Markov Chain (MCMC) with individual
parameters updated by Metropolis Hastings (or Gibbs sampling where possible), using only the
y; and y;, data available at the time of the update.

Using the posterior for each treatment group, the Bayesian estimates of mean changes from
baseline at week 12 for the freatment groups and corresponding 95% credible intervals can be
derived. Furthermore, we calculate the following posterior probability for each TEV-53275 dose
group:

Posterior probability (TEV-53275 treatment effect vs placebo =0)

Bayesian Final Analysis Success Rule: A TEV-53275 treatment group 1s considered to have
promusing efficacy if it meets the following criterion at the final analysis:
Posterior probability (TEV-53275 1200 mg treatment effect vs placebo >0 at final analysis)
=0._85.
Supportive Analysis: The frequentist approach will be used for analyzing the primary efficacy
endpoint as a supportive analysis. The same estimand with respect to study population, efficacy
endpoint and ICEs along with the same handling strategies will be apphed. The population-level

summary statistics will be the least squares means in the treatment groups derived from the
mixed-effects model for repeated measures (MMRM).
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The MMRM model will include baseline morning trough FEV1, the randomization stratification
factor (prior therapy use), baseline eosinophil count visit (weeks 2, 4, 8, 12, and 16), treatment
group, and visit-by-treatment group interactions. Contrasts for pairwise treatment comparisons of
interest will be constructed. The unstructured covanance matrix will first be used; however, in
case of convergence 1ssues, the compound symmetry covanance matrix structure will be used
mstead.

Missing data are expected to occur due to early dropouts from study or “analysis dropouts™
resulting from the use of additional or alternative medications and COVID-19 mnfections, as
mentioned above. We plan to use the reference-based multiple imputations method (Mallinckrodt
et al 2017) to handle the missing data problem. This approach imputes nissing data based on
regression models from the placebo-treated patient data, representing a missing not at random
(MNAR) mechamism_ It 1s expected to yield a conservative treatment effect estimate as compared
to the estimate obtained from multiple imputations (MI) under a mussing at random (MAR.)
mechanism. This approach has recently been successfully applied 1 a Phase 3 pediatric trial
comparmng fluticasone propionate multidose dry powder inhaler (MDPI) with fluticasone
propionate/salmeterol MDPI (Study FSS-AS-30003). More details on implementing the
reference-based MI will be provided in the protocol and statistical analysis plan.

The Rubin’s method will be used to combine estimates from multiply-imputed datasets. The final
estimated treatment differences will be presented together with the 2-sided 90% confidence
mtervals (CI) and p-values.

Sensitivity Analyses: The primary efficacy analysis and supportive analysis will be repeated
using the PP population.

Other sensitivity analyses will be conducted by evaluating the impact of nussing data on the
supportive MMRM analysis using a 2-dimensional “tipping-point”, multiple-imputation
approach under the MNAR. assumption. Shifts to the distnibutions of missing observations in
both the placebo and active treatment arms will be applied to represent different degrees of effect
losses. More details will be provided in the statistical analysis plan.

Sensitivity analysis using all data, including retrieved observations following alternative
medication use will be run to assess the robustness of study results to a different estimand.

Secondary Efficacy Analysis: For the overall weekly asthma control status from week 1
through 12, the weekly binary endpoints from week 1 through 12 will be analyzed using the
repeated measures logistic regression with treatment group, baseline status, prior therapy use,
week, and week-by-treatment group interactions in the model and with an unstructured
covariance matrix. In the case of convergence 1ssues with the unstructured covanance form, the
exchangeable covariance matrix will be used. The overall probability estimate of weekly asthma
control over 12 weeks in each treatment group, as well as the overall estimate of odds ratio of
weekly asthma control over 12 weeks, companng each TEV-53275 treatment group versus
placebo with corresponding 95% CI and p-value will be derived.

Using the mITT analysis set, each of the following secondary efficacy endpoints will be
summarized descriptively and analyzed using a MMRM including baseline value, randonuzation
stratification factors, visit/week, treatment group, and visit/week -by-treatment group interactions
1n the model with an unstructured covanance matrix:
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e overall changes from baseline in weekly average of daily moming trough (pre-rescue
bronchodilator) FEV; as measured by handheld device over 12 weeks from week 1
through 12 and over 16 weeks from week 1 through 16

e overall changes from baseline in weekly average of rescue medication use over
12 weeks from week 1 through 12 and over 16 weeks from week 1 through 16

e changes from baseline in clinic-based standardized baseline-adjusted morming trough
FEV1 at week 16

e changes from baseline in ACQ-6 at weeks 12 and 16

e changes from baseline in ACT at weeks 12 and 16

e changes from baseline in AQLQ(S) at weeks 12 and 16
For weekly binary endpoints, such as the following:

e proportions of patients who achieve climc-based FEV; =80% predicted at weeks 12,
16, and at endpoint

e proportions of patients who achieve forced expiratory flow at 25% to 75% of forced
vital capacity (FVC) (FEF2s.75) =70% predicted at weeks 12, 16, and at endpoint

. W?imms of patients who achieve FEV1-FVC ratio >0.80 at weeks 12, 16, and at
endpomt

The repeated measures logistic regression model with treatment group, corresponding baseline
parameter value, prior therapy use, week, and week-by-treatment group interactions in the model
and with an unstructured covariance matrix will be used. In the case of convergence 1ssues with
the unstructured covariance form, the exchangeable covanance matrix will be used. The weekly
probability estimates of achieving the improvement criterion 1 each treatment group, as well as
the estimates of weekly odds ratios comparnng each TEV-53275 treatment group versus placebo
with corresponding 95% CI and p-values will be derived.

All repeated measures model will be mun including measurements at all visits/weeks through
week 16.

For changes from baseline in weekly average of rescue medication use over 12 weeks from
week 1 through 12 and over 16 weeks from week 1 through 16, and changes from baseline in
percentage of asthma control days (no symptoms and no rescue medication use) over 12 weeks
from week 1 through 12 and over 16 weeks from week 1 through 16, Wilcoxon rank-sum test
will be used stratified on randommzation stratification factors.

The frequency of CAEs will be analyzed using a negative bmonual regression method including
randonuzation stratification factors and treatment group in the model and the logarithm of
follow-up time as an offset vanable. The ratio of CAE rate between the treatment groups and its
95% CI will be estimated from the negative binomial regression model. Treatment effects will be
tested using the likelihood-based Chi-square test.

The Kaplan-Meier method will be used to estimate and compare the distributions of time to the
first CAE between treatment groups. Distribution difference will be compared by a log rank test
adjusting for the randonuzation stratification factors.
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Multiple Comparisons and Mulfiplicity: No adjustments will be made for the preplanned
multiple comparisons/endpoints.

Safety Analyses: The safety of TEV-53275 will be assessed throughout the study by evaluating
adverse events, clinical laboratory test results, vital signs measurements, electrocardiogram
(ECG) findings, physical examination results, local tolerability and pain, and concomitant
medication usage. Protocol-defined adverse events of special mterest (PDAESI) include systemic
severe reactions (including anaphylaxis), injection site findings, opportunistic infections,
helminth infections, and malignancies.

Safety analyses will be performed on the safety analysis set.

All adverse events will be coded using the Medical Dictionary for Regulatory Activities
(MedDRA). Each patient will be counted only once in each preferred term or system organ class
(SOC) category for the analyses of safety. Summaries will be presented for all treatment-
emergent adverse events (overall and by seventy), adverse events determuned by the investigator
to be related to test IMP/non-IMP (1e, reasonable possibility) (defined as related or with missing
relationship) (overall and by seventy), serious adverse events, and adverse events causing
withdrawal from the study. Summaries will be presented by treatment group and for all patients.
Patient listings of all adverse events, serious adverse events and adverse events leading to
withdrawal will be presented.

Values and changes from baseline i clinical laboratory, ECG, and vital signs measurement data
(including the mcidence of abnormalities) will be summarized descriptively.

Local tolerability at the injection site (erythema, ecchymosis, induration, tenderness, warmth,
and swelling, and pain) will be assessed using standardized scales and summanized descriptively.

The vse of conconutant medications will be summarized by therapeutic class using descriptive
statistics.
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For confinuous variables, descriptive statistics (n, mean, standard deviation [SD], standard error,
median, mmmum, and maximum) will be provided for actual values and changes from baseline

to each time point. For categorical variables, patient counts and percentages will be provided.

Pharmacokinetic Analysis: Summaries of TEV-53275 serum concentrations will be presented
by nominal time point and dose. Plots of individual TEV-53275 serum concentrations will be
presented by actual day (linear and log scales). Plots of mean or median TEV-53275 serum
concentrations will be presented by nominal day (linear and log scales).

Pharmacodynamic/Biomarker Analysis: Blood eosinophil count and serum IT-5 (free and
total) levels will be summarized by treatment and time point using descriptive statistics.
Individual data will be listed.

Immunogenicity Analysis: Anti-TEV-53275 antibody information, number and percent of
patients positive for ADA and their antibody titers, and the number of ADA positive patients
who are positive for neutralizing antibody, will be described. The impact of the presence of ADA
on pharmacokinetics, efficacy, and clinical safety will be evaluated, 1f appropnate, and results
will be provided in the climiecal study report.

Ancillary Studies Analysis: During the run-in and treatment periods of this study, patients wall
be supplied with ProAir Digihaler. Data from these mhalers will be collected centrally. JJj

Planned Interim Analysis: The final pnmary efficacy analyses will be performed when all
patients have completed V9 (week 16) or withdrawn from the study. An unblinded interim
analysis 1s planned, when approximately 120 patients (40 patients per arm) have completed the
week 8 visit or withdrawn from the study, to assess the early efficacy data. The objectives of the
unblinded mterim analysis are 1) to detect an early efficacy success signal; 2) to conduct a
formal futility analysis, and; 3) to evaluate early stoppmg critena.

It 15 of note that meeting the interim efficacy success criterion will not result in ternunating the
study early. The early efficacy success result, combined with satisfactory safety data, may assist
with preparation / mitiation of further safety and efficacy studies, and enable commumications
with regulatory agencies regarding further climical development. However, meeting the study
futility criterion may result in early termiunation of the study due to futility.

At the time of the interim analysis, a blinded safety analysis will be conducted. If there 1s any
safety signal of concern at the time of the interim analysis, unblinded safety analyses may be

warranted. |
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Further, due to challenges in patient enrollment in the face of the COVID-19 pandemic, the
feasibility of an early stopping of the trial with smaller sample sizes may also be evaluated
during the interim analysis. The feasibility analysis will be described 1n the statistical analysis
plan.

For the early efficacy success and futility analysis, the week 8 efficacy endpommt, 1e, change from
baseline at week 8 in morning trough FEV1, will be analyzed. The same Bayesian analysis for
the final primary efficacy analysis will be applied, and both the early success and futility criteria
will be based on the derived posterior probability of the TEV-53275 dose group performing
better than the placebo mn improving the week 8 endpomt.
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The execution of the unblinded interim analysis

The unblinded mterim analysis will be conducted by independent, unblinded statistician(s) and
programmer(s) who are not part of the study team, following the pre-specified algorithms and
rules. An mdependent unblinded data review comnuttee will be set up to review the unblinded
interim efficacy analysis results. A group of the sponsor’s management team who are not a part
of the study team, may have access to the unblinded interim analysis results. In order to maintain
the study blind and the study conduct integnity, a data review charter will be finalized prior to the
mnterim analysis, which specifies the processes for securely unblinding the interim analysis
results. The processes will be followed to ensure that the study blind will be maintained in the
blinded study personnel who are mmvolved in managing the study activities until the study 1s
unblinded at the final analysis. This charter will also detail the blinded safety review.
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LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS

Abbreviation Term

B-HCG beta lmman chorionic gonadotropin

ACQ Asthma Control Questionnaire

ACT Asthma Control Test

ADA anfi-dmg antibody/antibodies

AFSI adverse event(s) of special interest

ALP alkaline phosphatase

AIT alanine aminotransferase

AQLQ(S) Standardized Asthma Quality of Life Questionnaire

AST aspartate aminotransferase

ATS American Thoracic Society

AUC area under the concentration-time curve

AUCp 234 area under the concentration-time curve from time 0 to 28 days

AUC - area under the concentration-time curve from time 0 to infinity

AUCp area lmder_the concentration-fime curve from fime 0 to the time of the last measurable
concentration

AUC; area under the concentration-time curve during a dosing inferval

BP blood pressure

CAE clinical asthma exacerbation

CBC complete blood count

CDC Centers for Disease Control and Prevention

CDMS clinical data management system

CFR Code of Federal Regulations (US)

CI confidence interval

CIOMS Council for International Organizations of Medical Sciences

CL/F apparent clearance

Cmm maxinmum observed drug concentration

CMV change of medication visit

COVID-19 coronavirus disease 2019

CPE creatine phosphokinase

CRF case report form

CRO Clinical Research Organization

CRSwNP chronic rhinosinusitis with nasal polyposis
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Abbreviation Term

CSR clinical study report

D day

DNAUC,, dose normalized area under the concentration-fime curve from time 0 to the time of the last
measurable concenfration

DNAUCp= dose normalized area under the concentration-time curve from time 0 to infinity

DNCrmax dose normalized maxinmm observed drug concenfration

DoR day of randomization

DEF dose-range finding

ECG electrocardiography, electrocardiogram

EDN eosinophil-derived neurotoxin

EGPA eosinophilic granulomatosis with polyangiifis (Churg-Stranss syndrome)

eMDPI electronic nmltidose dry powder inhaler

EoTV end of treatment visit

EQ-5D-5L European Quality of Life 5-dimension health state utility index (5-level version)

ERS Furopean Respiratory Society

ET early termination wisit

EU Furopean Union

EV EudraVigilance

Fc crystallizable fragment

FDA Food and Drug Administration (US)

FEF:5.35 forced expiratory flow at 25% to 75% of FVC

FEV: forced expiratory volume in 1 second

FSH follicle stimmlating hormone

FVC forced vital capacity

GCP Good Clinical Practice

GINA Global Initiative for Asthma

GLP Good Laboratory Practice

GM-CSF gramilocyte macrophage colony-stimmlating factor

GPSP Global Patient Safety and Pharmacovigilance

HBsAg hepatitis B surface antigen

HCV hepatitis C virus

HEENT head, eyes, ears, nose, and throat

HFA hydrofluoroalkane

HIV human immumedeficiency vims
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Abbreviation Term

HSP hysterosalpyngogram

1B Investigator's Brochure

ICs concenfration resulting in 50% reduction of maximal inhibitory effect
ICa concentration resulting in 40% reduction of maximal inhibitory effect
ICF informed consent form

ICH International Conference on Harmonisation
ICS inhaled corticosteroids

IEC Independent Ethics Committee

Ig immmoglobulin

IL-5 interleukin 5

II-5Ra interleukin 5 receptor subunit a

ncz group 2 innate lymphoid cells

miP investigational medicinal product

IND Investigational New Dmg

NN international nonproprietary name

IRB Institutional Review Board

IRT interactive response technology

ITT intent-to-treat

IUD infrauterine device

s intrauterine hormone-releasing system

v mfravenous

Eo equilibrium dissociation constant

LABA long-acting B agonist

LAMA long-acting muscarinic antagonist

LRI lower respiratory infection

LSO local safety officer

mAb monoclonal antibody

MAD multiple ascending dose

MAR missing at random

MDI metered-dose inhaler

MDPI multidose dry powder inhaler

MedDERA Medical Dictionary for Regulatory Activities
MI multiple imputations

MID minimal important difference
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Abbreviation Term

mlTT modified intent-to-freat

MMEM mixed-effects model for repeated measures

MNAFR missing not at random mechanism

N/n mumber of patients

NIAID/FAAN Joint National Institute of Allergy and Infectious Disease/Food Allergy and Anaphylaxis
Network

NIH National Institutes of Health

NOAEL no observed adverse effect level

NES-11 11-point pain intensity numerical response scale

PDAESI protocol defined adverse event(s) of special interest

PEF peak expiratory flow

P1 Prescribing Information

PP per protocol

Q Quarter

Q12w every 12 weeks

RSI reference safety information

RT-PCR reverse transcription polymerase chain reaction

RTSM Randomization and Trial Supply Management

SABA short-acting B agonist

SAD single ascending dose

SAEPDAESI serious and protocol defined adverse event of special interest

SAP statistical analysis plan

SC subcutaneous/subcutaneously

SEM standard error of the mean

[ |

SMP serious adverse event management plan

[ I

sS0C system organ class

SOP standard operating procedure

SPR surface plasmon resonance

SUSAR suspected unexpected serious adverse reaction

ta half-life

TCE fissue cross reactivity

Tz fime to maxinmm observed drug concentration
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Abbreviation Term
ULN upper limit of the normal range
URI upper respiratory infection
US(A) United States (of America)
vV visit
vC videoconference
Vo F apparent volume of distribution
W week
WHO World Health Organization
WOCBP women of childbearing potential
ML Extensible Markup Language
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1. INTRODUCTION AND BACKGROUND INFORMATION
1.1. Introduction

1.1.1. Interleukin 5

Interleukin 5 (IL-5) 1s a homodimeric cytokine produced primanly by T helper 2 T cells, group 2
mnate lymphoid cells (ILC2), mast cells, natural killer T cells, and eosmophils (reviewed 1n
Bagnasco et al 2017). It signals via a heterodimeric receptor consisting of an alpha subumit,
IL-5Ra (CD125), umque to IL-5 and a beta subumt, Be (CD131), shared with IT-3 and
granulocyte macrophage colony-stimulating factor (GM-CSF). In humans, the IL-5 receptor 1s
primanly expressed on eosimnophils and basophuls. IL-5 signaling induces proliferation,
differentiation, and activation of eosinophils (Fulkerson and Rothenberg 2013), and
differentiation and priming of basophils (Stemer et al 2016).

1.1.2. TEV-53275

TEV-53275, a fully-human immunoglobulin (Ig)G4 monoclonal antibody (mAb), 15 a new
biological entity being developed by Teva for the treatment of asthma patients with an
eosmophilic phenotype. TEV-53275 1s a neutralizing anfi-human IT-5 mAb specifically
engmeered to enhance its serum half-life (t::) and, as such, may allow for less frequent dosing
and a sigmificantly lower treatment burden over existing biologic therapies for the maintenance
treatment of asthma. It 15 a hinge-stabilized crystallizable fragment (Fc) modified IgG4 (lambda)
antibody that blocks the biological function of IL-5 which 1s responsible for the maturation,
recruitment, and activation of eosmophils from marrow to end-organ tissue, thereby reducing
circulating and tissue eosimophils.

1.1.3. TEV-53275 and Asthma

Approximately half of patients with asthma can be classified as eosinophilic based on airway or
peripheral blood cellular profiles (Carr et al 2018). Airway eosmophilia has been associated with
a reduction in lung function and risk for developing exacerbations in asthma patients (Green et al
2002, Jatakanon et al 2000, Leuppi et al 2001, Louis et al 2000, Miranda et al 2004, ten Brinke et
al 2001). Blood eosinophil levels are accepted as a more practical biomarker (compared to
sputum eosmnophil levels) for identifying patients with active arway eosmophilia who could
benefit from anti-IT-5 therapy. Patients with asthma and elevated eosmophils have a higher risk
of exacerbation in the next 12 months compared to those with lower eosinopluls (Tran et al 2014,
Zeiger et al 2014) and patients with penipheral eosinophil counts 400 cells/pL tend to be less
well-controlled and have more frequent and severe exacerbations. Higher peripheral blood
eosimophils have been associated with higher rates of exacerbation (Price et al 2015).

Treatment of severe eosinophilic asthma with anti-1T.-5 mAbs (1e, mepolizumab and reshizumab)
results in reductions n eosinophil levels, as well as i climeally significant reductions in asthma
exacerbations, improved lung function and improved quality of life measures (Castro et al 2015,
Pavord et al 2012, Ortega et al 2014). Treatment with a mAb targeting the IL-5Ra (anti-IL-5Ra
directed cytolytic mAb, 1e, benralizumab) results in a near complete elimination of eosinophils
and basophils, a reduction in exacerbations, and improvement mn lung function and quality of life
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measures (FitzGerald et al 2016, FitzGerald et al, 2018). Each of these agents 1s indicated for the
add-on mamtenance treatment of patients with severe asthma with an eosinophilic phenotype.

1.14. Purpose of the Study

The purpose of this study 1s to evaluate the safety and efficacy of 2 dose levels of TEV-53275 n
patients with persistent eosmophilic asthma defined as asthma in patients with a baseline
absolute eosmophil count of =300 cells/puL. Treatment with TEV-53275 will be assessed as
“add-on treatment™ in patients who have been maintained on medium or high dose inhaled
corticosteroid (ICS) medications or any dose of ICS mn combination with a long-acting B> agomst
(LABA).

1.2. Findings from Nonclinical and Clinical Studies

Brief summaries of nonclinical pharmacology, pharmacokinetic, toxicology, and clinical studies
are provided m the following sections. More detailed information 15 provided in the current

version of the Investigator’s Brochure (IB).
1.21. Nonclinical Studies

1.2.1.1. Pharmacology

1.2.1.2. Pharmacokinetics
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1.2.1.3. Nonclinical Safety
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1.2.2. Clinical Studies

1.2.2.1. Study TV33275-PK-10152

TV53275-PK-10152 15 an ongoing Phase 1 study with a randomized, double-blind,
placebo-controlled, single ascending dose (SAD) part (Part A) and an open-label,
non-randomized, multiple ascending dose part (Part B) to assess the safety, tolerability,
pharmacokinetics, pharmacodynamics, and immunogenicity of TEV-53275 admimistered sc in
adult healthy volunteers. As of the date of this protocol, the SAD part (Part A) of the study had
successfully dosed 59 healthy subjects with single doses of TEV-53275 at 50, 150, 450, 900, or
1800 mg, and 10 subjects received placebo. The final data analysis 1s ongoimng. In the multiple
ascending dose (MAD) part (Part B) of the study, TEV-53275 was adnunistered sc every 28 days
3 times at dose levels of 450 or 900 mg. Part B of the study 1s complete and the analysis 1s
ongoing.

1.2.2.1.1. Single Ascending Dose Pharmacokinetics

TEV-53275 concentrations increased with increased dose across all 5 SAD cohorts (50, 150,
450, 900, and 1800 mg). Median tmax values ranged from ] The Cwax and total

42

VV-00057349 v3.0



Placebo-Controlled Safety and PD Study—Persistent Asthma
Clhimical Study Protocol with Amendment 01 Study TV53275-AS-20033

exposure (AUCy., area under the concentration-time curve from time 0 to infimity [AUCq-])
values increased with each dose level after admimstration of TEV-53275. The mean t:; values
ranged fron{j I across all treatment cohorts. TEV-53275 concentrations appeared
to decrease 1n a bi-exponential fashion following sc admimstration of TEV-53275. The rate of
elimination appeared similar across dose levels. Dose normalized exposure parameters (dose
normalized maximum observed drug concentration [DNCuax], dose normalized area under the
concentration-time curve from time 0 to the time of the last measurable concentration
[DNAUC)+], dose normalized area under the concentration-time curve from time 0 to mfimty
[DNAUC;...]), apparent clearance (CL/F), and apparent volume of distnibution (V./F) were
similar across the doses studied in the SAD part of the study (Part A).

Dose proportionality of TEV-53275 was evaluated over the dose range of 50 to 1800 mg using a
power model. Across tested exposure parameters (Cmax and AUCq-), the estimated slope was
close to 1 and the 90% confidence interval (CI) for the slope contamned 1, indicating that the
mcrease in TEV-53275 exposure 1s dose proportional

1.2.2.1.2. Single Ascending Dose Pharmacodynamics

Reduction in blood eosimnophils was dose and time dependent and observed as early as 2 days
after dosing m all active treatment cohorts. Eosinophil counts decreased from baseline values to
a maximum effect value within approximately 1 week from dosing after adnmimistration of 50,
150, 450, 900, and 1800 mg TEV-53275. Mean eosmophils began to return to baseline values
from around 85 days (50 mg cohort), 113 days (150 mg cohort), 141 days (450 mg cohort), and
169 days (900 mg cohort) after adnunistration of TEV-53275._ At the hughest dose level

(1800 mg), mean eosmophil counts began to slowly return to baseline values from 225 days after
admimistration of TEV-53275, although remained markedly lower than baseline, and lower than
that for the other cohorts, at last sampling (267 days).

1.2.2.1.3. Single Ascending Dose Safety

As of the date of this protocol, no deaths, serious adverse events, or withdrawals due to adverse
events have been reported. Sixteen (27%) of the 59 subjects recerving TEV-53275 and 3 (30%)
of the 10 subjects recerving placebo in the SAD part (Part A) of the study experienced
treatment-emergent adverse events.

All adverse events, with the exception of 2 headaches (mild and moderate in intensity), were
considered by the mvestigator as not related to study drug. The most common adverse event
reported (7 subjects recerving TEV-53275 and 1 subject recerving placebo) was asymptomatic
transient blood creatine phosphokinase (CPK) increased (preferred term).

One adverse event of special mnterest (AESI) of diarrhea was reported in cohort 2 (150 mg
TEV-53275). Injection site findings were mainly mild transient erythema. There were no AESIs
of opportunistic infections, helminth infections, systemic severe reactions, malignancy, or severe
hypersensitivity reactions.

Four pregnancies were reported during the SAD part (Part A) of the study: 3 in subjects
recerving TEV-53275 and 1 1n a subject recerving placebo. One case was a biochemical

pregnancy and in the other 3 pregnancies, all subjects elected to undergo early ternunation and
were discontinued.
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No anfti-TEV-53275 antibodies have been detected in any of the 59 subjects recerving
TEV-53275 m the SAD part of the study (Part A). No clinical signs suggesting immunogenic
properties were 1dentified in the subjects dosed with TEV-53275.

The MAD part of the study (Part B) 1s ongoing and no multiple dose immunogenicity data are
available.

Overall, the safety profile of the study drug has indicated a high level of tolerability in terms of
any adverse events and no safety signals have been identified.

1.3. Known and Potential Benefits and Risks to Patients

1.3.1. Known and Potential Benefits and Risks of the Test Investigational Medicinal
Product(s)

Overall, based on the results from the Phase 1 study (TV53275-PK-10152) and other ant1-IT-5
compounds, there are no expected unmanageable risks for the study population.

Given the targeted action of TEV-53275 on IL-5, and considering that the product 1s a mAb,
immunosuppression, hypersensitivity, and immunogemicity may be considered potential class
effect risks of TEV-53275; however, this human antibody 1s expected to have a reduced
tendency to elicit an unwanted immune response climcally. Currently, there have been no
systemuc hypersensitivity reactions or immunogenicity associated with the adnumistration of
TEV-53275.

Based on its molecular structure (recombinant mAb), TEV-53275 1s not expected to be
mutagenic. Furthermore, the currently available scientific literature on the role of IL-5 and
eosmophils in tumor development or anti-tumor immumnity (Leung et al 2017, Roufosse 2018,
Zaynagetdinov et al 2015), along with nonclinical and climical data from 3 approved mAbs
targeting mhibition of IL-5 or IL-5 receptors, does not indicate an increased nisk for
malignancies following IT-5 pathway blockade. In patients with severe asthma receiving
anti-IT-5 mAb treatment, cancers occurred in sinular numbers amongst anti-IL-5 treated patients
compared with placebo controls, and the types of cancers were simular to those occurring
generally in people no matter what medicines they take. There are also recently described
immunomodulatory roles of eosinophils in tumor surveillance that have benefited from anti-IT-5
mADb therapy (Zaynagetdinov et al 2015).

Chinical trnials with TEV-53275 and other anti-IL-5 mAbs did not demonstrate an increased nisk
for helminth and or opportumstic infections in patients treated with anti-IT.-5 mAbs compared to
placebo. However, in view of the possibility of an immunomodulatory role of decreased
eosimophils in infections, and specifically in helnunth infections, these are considered potential
risks for anfi-IL-5 treatment.

In the current study, TEV-53275 will be administered via the sc route and nonserious mnjection
site reactions may be seen. In the SAD part (Part A) of Study TV53275-PK-10152 mjection site
findings were all mild except for 1 subject in the 1800-mg dose group who expenienced moderate
mjection site erythema and induration which resolved over 4 hours. The most common mjection
site finding was nuld erythema seen at 20 minutes after mjection.

Older adults and people of any age who have serious underlying medical conditions, mchuding
moderate to severe asthma, may be at higher risk for a more severe coronavirus disease 2019
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(COVID-19) course when infected (Centers for Disease Control and Prevention [CDC]
Coronavirus [COVID-19]). Testing of patients asymptomatic for COVID-19 active infection
may be conducted at the discretion of the mvestigator within 72 hours of any visit where
sprrometry assessments are to be conducted or as required by health authonties, local ethics
commuttees, or study center SOPs. The testing may be conducted by the central laboratory or
locally depending on feasibility. Those patients at nsk for COVID-19 infection should be
evaluated with testing and by the mvestigator to establish whether the patient should participate
in the study. Other measures are outlined in Appendix N.

Additional information regarding potential risks to patients may be found in the IB.

1.3.2. Overall Benefit and Risk Assessment for This Study

In thus study patients will maintain their asthma maintenance therapy and will receive one of

2 doses of IMP (600 mg or 1200 mg) or placebo for IMP. The current study 1s designed to
monitor safety during the run-in period, at the time of IMP admimistration (including the
monitormg of mjection site reactions), and throughout the study, including close daily remote
monitormg of each patient’s safety electronically with predefined alert criteria to capture patients
with worsemng asthma by daily lung function measurements, rescue medication use, and asthma
symptoms allowing for early recognition of asthma worsening and intervention.

Treatment of asthmatics and exposure to healthy volunteers has demonstrated the safety of the
anti-IT-5 mAb class (CINQAIR [reslizumab] Prescribing Information [PI] 02/2020, NUCALA
[mepolizumab] PI 09/2019, CINQAIR [reslizumab] Product Monograph, 03/2017; Tsukamoto et
al 2016) with adverse reactions generally simuilar between freated and untreated subjects. Both
anti-IT-5 mAbs are approved in USA Europe and Canada, and are being used to safely treat
patients with severe asthma and other conditions. Mepolizumab recently gained approval in
children with safety similar to that seen in the adult program (NUCALA [mepolizumab] PI
09/2019). The safety profile of TEV-53275 thus far demonstrated in Study TV53275-PK-10152
1s consistent with the overall profile of both reslizumab and mepolizumab. In addition, no ADA
has been detected in the SAD part (Part A) of the study. Taken together, the safety profile of the
class and the demonstrated safety of TEV-53275 1n line with the approved molecules suggest a
positive benefit-risk assessment for this study.

The results of this study may facilitate the development of TEV-53275, with potential benefits
for patients with moderate to severe eosinophilic asthma as an add-on therapy in patients with
severe exacerbation-prone eosimnophilic asthma.
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2. STUDY OBJECTIVES AND ENDPOINTS

2.1. Primary and Secondary Objectives and Endpoints

The primary and secondary study objectives and endpoints are:

Objectives Endpoints

The primary objective of the study The primary endpoint is the change from baseline in clinic-based

15 to evaluate the efficacy of standardized baseline-adjusted trough (pre-bronchodilator) morning forced
TEV-53275 administered expiratory volume in 1 second (FEV1) at week 12

subcutanepusly (sc) in adult patients

with persistent asthma and an

eosinophilic phenotype compared to

placebo

A secondary objective of the study The secondary efficacy endpoints are:

is to evaluate the efficacy of *  overall weekly well-controlled asthma status defined by the
TEV-53275 compared fo placebo asthma confrol composite score and weekly asthma control status
assessed by lung function, asthma (Yes versus No) from week 1 through 12 and overall weekly
symptoms, rescue medication use, well-controlled asthma status from week 1 through 16

and quality of life measures

overall changes from baseline in the weekly average of daily
morning trough (pre-rescue bronchodilator) FEV, as measured by
a handheld device over 12 weeks from week 1 through 12 and
over 16 weeks from week 1 through 16

overall changes from baseline in weekly average of rescue
medication use over 12 weeks from week 1 through 12 and over
16 weeks from week 1 through 16

changes from baseline in percentage of asthma control days (no
symptoms and no rescue medication use) over 12 weeks from
week 1 through 12 and over 16 weeks from week 1 through 16
change from baseline in clinic-based standardized
baseline-adjusted morning trough FEV) at week 16

proportions of patients who achieve clinic-based FEV: =80%
predicted at weeks 12, 16, and at endpoint

proportions of patients who achieve forced expiratory flow at 25%
to 75% of FVC (FEFas.75) =70% predicted at weeks 12, 16, and at
endpoint

time to first clinical asthma exacerbation (CAE) throughout the
study

changes from baseline in Asthma Control Questionnaire (ACQ-6)
at weeks 12 and 16

changes from baseline in Asthma Control Test (ACT) at weeks 12
and 16

changes from baseline in Standardized Asthma Quality of Life
Questionnaire (AQLQ[S]) at weeks 12 and 16

proportions of patients who achieve FEV - FVC (forced vital
capacity) ratio =0.80 at weeks 12, 16, and at endpoint
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Objectives

Endpoints

A secondary objective of the study is
to evaluate the safety and tolerability
of TEV-53275 admunistered sc in
adult patients with persistent asthma
and an eosinophilic phenotype
compared with placebo

The secondary safety and tolerability endpoints are:

frequency of adverse events

changes from baseline in clinical laboratory test results (serum
chemisiry, hematology, and urinalysis) thronghout the study
changes from baseline in vital signs (blood pressure, pulse rate,
respiratory rate, and body temperature) throughout the study
changes from baseline in 12-lead electrocardiogram (ECG)
findings throughout the study

use of concomitant medication

local tolerability

number (%) of patients who did not complete the study due to
adverse evenfs

A secondary objective of the study is
to evaluate the immunogenicity of
TEV-53275 administered sc in adult
patients with persistent asthma and an

eosinophilic phenotype

The immmnogenicity will be assessed by measuring the development
anfi-dmg antibodies (ADA), and the titer and neutralizing activity of the
ADA at baseline and throughout the study

2.1.1.

Justification of Primary Endpoint

Change from baseline in climic-based standardized baseline-adjusted forced expiratory volume in
1 second (FEV) 15 a well-established endpoint used to assess the efficacy of asthma therapies.
Additionally, 12-week duration climical tnials with FEV) as pnmary efficacy endpoint have been
accepted by FDA as the pivotal design in programs evaluating asthma.

2.2.

I
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3. STUDY DESIGN
3.1. General Study Design and Study Schematic Diagram

This 1s a multicenter, randomuzed, double-blind, placebo-controlled, parallel-group study to
evaluate the safety and efficacy of TEV-53275 adnunistered subcutaneously (sc) at doses of
600 mg and 1200 mg or placebo in adult patients with moderate to severe asthma with an
eosmophilic phenotype.

Patients may be eligible to participate if they have a diagnosis of asthma for at least 6 months
and their current asthma maintenance therapy has been stable for at least 1 month and includes
1 of the following (see Appendix F):

e medmum or high dose mhaled corticosteroid (ICS)+another controller

e any fixed dose combination ICS (low, medium or high) with a long-acting
p-adrenergic agomist (LABA Hanother controller

The patient will continue on this asthma mamtenance therapy throughout the treatment period
(V9). For patients taking once-daily inhaled treatment, 1t must be taken in the morning to enable
trough lung function assessments. If a patient requires a change in the timing of dosing, 1t 1s
allowable as long as the investigator believes there 1s no inherent harm mn changing the timmng of
the dose and the patient agrees to such change.

The study will consist of 4 periods:
e screemng period of up to approximately 2 weeks
e run-in period of approximately 14 days
e double-blind treatment period of 16 weeks

e follow-up period of approximately 14 weeks beginming at the end of the double-blind
treatment period

After obtamnmg informed consent, a screening period of up to approximately 2 weeks 1s allowed.
Patients may be evaluated for inclusion into the run-in period during the screening period. An
absolute eosinophil count of =300 cells/pL 1s requred to participate in the study. A complete
blood count (CBC) will be obtained and may be repeated once during the screening period to
demonstrate an absolute eosinophil count of =300 cells/pL (a total of 2 attempts during the
screeqng period). Other laboratory testing, medical and asthma history assessments, physical
examination and any other assessments as noted in Table 2 will be completed during the
screequng period and may be conducted at more than one visit.

Formal pulmonary function testing (spirometry and reversibility testing) will be conducted in the
mormng between 0530 and 1100 hours using the study-provided spirometry equipment. Testing
will be performed in the clinic unless specified as by handheld device. Patients are required to
withhold asthma mamtenance medications prior to any formal pulmonary function testing. If the
patient has taken asthma mamtenance medication within 2442 hours for medication dosed once
daily (QD), or within 12+2 hours for medications dosed more frequently than once daily or has
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taken short-acting P2-adrenergic agomist (SABA) rescue medication within 6 hours or mhaled
corticosteroid in combination with long-acting p, ademergic agonist (ICS/LABA) used as rescue
medication within 12 hours of the planned pulmonary function testing, the visit must be
rescheduled. Patients who meet the pre-albuterol/salbutamol lung function requirements may
undergo reversibility testing approximately 30 nunutes after 4 inhalations of albuterol/salbutamol
hydrofluroalkane (HFA) mnhalation aerosol (90 pg ex-actuator or equuvalent). Patients who
demonstrate reversibility =12% and a =200 mL increase in forced expiratory volume in 1 second
(FEV1) from baseline may enter the run-in period if they meet other eligibility requirements as
specified.

Patients who meet the criteria for inclusion and none of the exclusion criteria may enter into the
run-1n period at (visit [V] 2) and will continue the current asthma maintenance medication. The
patient’s current rescue medication will be discontinued and the patient will be provided with
albuterol sulfate (117 pg per inhalation) electromic multidose dry powder mhaler
(albuterol/salbutamol eMDPT) (ProAir® Digihaler™") or equivalent albuterol/salbutamol (dry
powder or aerosol formulations are acceptable) for use as needed as rescue medication to control
asthma symptoms. Patients will be provided and trained on the use of an electronic diary and
handheld device to measure daily FEV; and peak expiratory flow (PEF). During the run-in
period, patients will measure FEV1 and PEF each morning using the handheld device prior to the
use of rescue medication (whenever possible) and prior to the moming dose of asthma
maintenance medication(s). Patients will also record asthma (daytime or night-time) symptom
score and rescue medication (number of puffs) twice daily whether used or not. Patients may be
evaluated for randomization into the study after a munimum of 1442 days after entering the
run-1n period.

The randonuzation visit (V3) will occur after a munimum of 14+2 days after entering the mun-in
period. At this visit the patient’s diary data should be reviewed prior to formal lung function
testing, laboratory testing and the various questionnaires to ensure compliance with diary entries
and to determune if lung function, symptoms and rescue medication use meet the randonuzation
critenia. If the patient fails to meet the diary requurements, the patient will be considered a
randonuzation failure. Further procedures for V3 will only be conducted for patients who meet
the diary requirements.

Patients who meet all of the randonuzation criteria will be stratified based on maintenance
therapy (ICS and low dose ICS/LABA will be stratified separately from the medium and high
dose ICS/LABA [2 separate strata]) and absolute eosinophil count determined at screening

(300 to <400 or =400 cells/uL) mto 1 of 2 treatment groups or placebo via an mteractive

response technology (IRT) system:
« TEV-53275 600 mg sc
« TEV-53275 1200 mg sc
e Placebo sc

! ProAir® Digihaler™ is a registered trademarks of Teva Pharmaceutical Industries Ltd.
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Approximately 90 patients who have been maintained on medium or high dose ICS or low dose
ICS/LABA and approximately 210 patients (may be adjusted based on the interim analysis) on
medium or high dose ICS/LABA will be randomized and stratified across all freatment arms.
Screening may be adjusted as needed to meet these criteria as much as possible.

Patients who meet the requurements for randomization, after the procedures for specimen
collection and other testing as described in Appendix B, will be randomized via the IRT. Each
patient will recerve a total of 4 sc injections in the abdomen at V3, admimistered by a qualified
health care provider (according to local regulations) who 15 prepared to manage anaphylaxis, as
described m the study reference manual The kit number and location will be recorded in the
source documents and entered in the case report form (CRF) for each of the 4 mjection site
locations along with any mnjection site reaction for each site, evaluated at approximately 1 hour
after dosing. If the patient develops clinical symptoms, vital signs should be recorded and the
patient should be assessed for anaphylaxis/hypersensitivity reactions as detailed in Appendix H.
Patients will be observed for a mimimum of 1 hour after dosing. Before leaving the clinic,
patients will additionally be advised of symptoms/signs for which they should seek medical
advice or medical treatment. At all other visits, patients will be free to leave the chinic when all
procedures have been completed.

During the treatment period (baseline/day of randomization [DoR, V3] through week 16 [V9]),
patients will perform morning lung function assessments (FEV1 and PEF) by handheld device
prior to morning asthma maintenance medication and prior to rescue medication use (whenever
possible), assess and record daytlime and might-time asthma symptom scores, record rescue
medication use (number of puffs) twice daily and confirm (in the evening) that they have taken
that day's asthma mamtenance medication. During the treatment period visits, formal pulmonary
function testing (as required) will be completed in the morming between 0530 and 11001 hour
on the study-provided spirometry equupment. If a patient has taken rescue medication within

6 hours of the planned pulmonary function testing or has taken the morning dose of asthma
maintenance medication, the testing should be cancelled, and the wvisit should be rescheduled. All
formal pulmonary function testing should be conducted at approximately the same time of day
+1 hour of the time 1t was conducted at baseline/DoR (V3). Other procedures for each visit are
outlined 1n Table 2.

Patients who complete week 16 (end of treatment visit [EoTV; V9]) will enter the follow-up
period. The handheld device and diary, along with study provided rescue medication will be
collected. The investigator should determine and implement appropnate asthma therapy
(including rescue treatment) to be used during the follow-up period. Medication started for the
purpose of ongomg asthma treatment will not be considered a protocol violation, provided it 1s
started after the final spirometry assessments are completed at week 16 (V9). Patients will be
contacted approximately monthly by telephone to assess CAEs, adverse events, and concomitant
medications. A final follow-up visit will occur at approximately week 30 for final assessments. A
CAE 1s defined as worsening asthma requiring treatment with a systemic corticosteroid for

=3 days, emergency room visit resulting in systemic corticosteroid treatment or hospitalization
due to asthma. All instances of a CAE should be recorded in the CRF.

Alert critenia for ndividual patients who develop worsening asthma have been designed to
ensure patient safety. If any of the criteria listed below are met, the investigator will deternune
whether the patient’s overall climical picture 1s consistent with worseming asthma and if the
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patient should be placed on additional asthma maintenance therapy in the mterest of patient
safety. Meeting 1 of these criteria does not automatically requure a patient to be placed on
alternative asthma therapy; rather it requires a clinical evaluation to determune if the patient’s
asthma can continue to be managed on the current regimen per the study or necessitates a change
in asthma maintenance therapy:

e morning FEV; by handheld spirometer, as measured at home, falls below the FEV;
stability limit (FEV1 <80% of the screening visit FEV) measurement that was
measured m the clinic during the screeming period) for the run-in period and the
baseline value (by handheld device) determined at the randommzation visit (V3) for
the treatment period on 4 or more days out of any 7-day period. These values are
based on the handheld device.

e FEV1, as measured at the study center, 15 below the FEV; stabilify linit value
calculated at the randonuzation visit (V3) (<80% of baseline by climc-based

spirometry).
¢ based upon a review of patient diary data, the patient has experienced any of the
following during any 7-day period (the days need not be consecutive and may overlap
visits):
— 3 or more days mn which 12 or more inhalations/day of rescue medication
(albuterol eMDPI or equivalent albuterol/salbutamol) were used

— 3 or more days with a mght-time asthma symptom score of 3 or hugher.

e patients who, by the assessment of the investigator, are identified as having
experienced a climcally meamngful worseming of their asthma warranting a change in
their asthma treatment (based on the investigator’s judgment) will start appropnate
treatment. A patient may be deemed by the investigator as having a chnically
meaningful worsening of their asthma even when they do not meet the alert criteria
above.

Patients who requure a change in background asthma maintenance treatment should complete
assessments as outhined for V8 and continue to participate in all laboratory and safety
assessments lung function, completion of questionnaires and daily diary assessments. (If a
patient requuires a change in medication between V8 and V9, the procedures for V9 should be
completed. If a change of medication occurs within 2 weeks of the next planned wisit, that visit
may be skipped). Patients who withdraw consent or are withdrawn from participation in the
study should complete the procedures for the Early Withdrawal Visit (EWV).

The end of study 1s defined as the last visit of the last patient at the follow-up visit.

The assessments and procedures performed during each study visit are detailed in Table 2 and
Appendix B.
The study schematic diagram 1s presented in Figure 1.
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Figure 1: Overall Study Schematic Diagram
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ADA=anti-dmg antibody;, PK=pharmacokinetics.
For details of the management of study activities during COVID-19 outbreaks, see Appendix N.

3.2. Planned Number of Patients and Countries

Approximately 860 patients will be screened to achieve approximately 300 randonuzed patients
which may be adjusted based on an interim analysis. Details on the definition of evaluable
patients and sample size are given in Section 9.

The study 1s planned to be conducted in the US, Canada and elsewhere internationally, pending
feasibility assessments, in approximately 80 investigational centers. The study 1s expected to
start in approximately Q2 2021 and last until approximately Q4 2022 (end of follow-up period).

2

3.3. Justification for Study Design and Selection of Population

This 1s a study to evaluate the safety, efficacy and pharmacodynamucs of TEV-53275 when
admimistered to patients with uncontrolled asthma as “add-on treatment™ to the patient’s current
asthma maintenance regimen.

The critenia for inclusion and exclusion along with the randonuzation criteria allow for selection
of a patient population with persistent asthma that 1s uncontrolled. The criteria also allow for
selection of patients who have asthma with an eosinophilic phenotype as defined by elevated
peripheral blood eosinophils. Patients with asthma and elevated blood eosmophils are more
likely to be uncontrolled and suffer exacerbation of asthma. The study population includes
patients who have moderate to severe asthma based on current asthma treatment and fall into
Global Imtiative for Asthma (GINA) steps 3, 4, and 5 (GINA 2020), but do not meet the critenia
of severe difficult-to-treat asthma based on multiple exacerbations in the previous 12 months,
need for systemuc corticosteroids, or have required biologicals to control asthma (GINA 2020,
Chung 2018). Patients with other lung conditions including smoking-related disease, other
eosmophilic conditions, malignancy, and recent parasitic infection are excluded. It 1s anticipated
that the patient population selected 1s well-suited for targeted monotherapy with anti-IT-5
mAb-directed therapy to control underlying eosinophilic inflammation.

Safety will be monitored during the run-in period, at the time of IMP adnumistration (including
the monitoring of injection site reactions), and throughout the study. There will be close
assessment of vital signs for any adverse event occurring within 1 hour of dosing as well as
mspection of the injection site to detect signs of injection site reaction. In addition to the on-site
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scheduled evaluations, close daily remote monitoring of each patient’s safety will be performed
electronically with predefined alert criteria to capture patients with worsening asthma by daily
lung function measurements, rescue medication use, and asthma symptoms allowing for early
recognition of asthma worsening and intervention. The study will also employ standard safety
monitormg including adverse event reporting, physical examinations, clinical laboratory testing,
vital signs assessments, concomitant medication monmitoring, and immunogenicity assessments,
at predefined scheduled visits. Additionally, protocol-defined adverse events of special mnterest
will include systemic severe reactions (mncluding anaphylaxis), injection site findings,
opportunistic infections, helminth infections, and malignancies. The safety follow-up visit 1s
anticipated to allow for ADA detection when TEV-53275 1s low or non-detectable by the current
assay based on the Phase 1 program and to assess for any adverse event that may develop over
tume.

The duration of this placebo-controlled study 1s not unlike many other studies conducted
successfully without this level of momtoring (Lotvall et al 2014, Busse et al 2014, Amar et al
2016, Sher et al 2017, Bernstein et al 2017, Raphael et al 2018). The overall design of the study
1s well accepted and Teva has significant expertise and experience in placebo-controlled asthma
studies of simular duration (Amar et al 2016, Sher et al 2017, Raphael et al 2018).

The sc route of adnumistration was chosen because 1t 15 the intended human therapeutic route.

The lowest proposed dose (600 mg) was chosen based on the sponsor’s intention to explore
potential efficacy of lower doses of TEV-53275.

The primary efficacy endpoint (standardized baseline-adjusted trough [pre-bronchodilator]
mormng FEV; at week 12) 1s a well-established, climcally relevant endpoint and 1s standard in
most asthma studies. The 12-week endpoint was selected based on the pharmacodynanuc effects
demonstrated in the SAD part (Part A) of Study TV53275-PK-10152 1n which the
pharmacodynamic effect was evaluated based on the change 1n absolute eosmophil counts. A
secondary endpomt 1s included to assess the pharmacodynamic effect at week 16 given the
pharmacodynamic effect was prolonged when increasing doses were given to healthy volunteers.

Formal pulmonary function testing at weeks 2, 4, 8, 12, and 16, and daily FEV) testing, will
allow full characterization of the response to TEV-53275 across the various doses and time
pomts. The sponsor believes that longer duration of the study 1s unwarranted as the FEV)
response, as well as improvements in other clinically relevant endpoints, 1s observed and
achieves its maxumum effects within weeks of the first drug admimistration, as has been
demonstrated for this mechamsm of action and all mAbs that belong to this class of drugs
(Castro et al 2015, Ortega et al 2014). Finally, 12-week duration climical trials with FEV) as
primary efficacy endpoint have been accepted by FDA as the pivotal design in programs
evaluating asthma therapies and therefore meet the rigor generally required of to Phase 3 clinical
programs. Further continuation of the efficacy assessments in the study beyond 16 weeks wall
not add further to the pharmacodynamics assessment in this population.

The secondary efficacy measures are designed to support the primary outcome measure to
evaluate TEV-53275 and confirm the effects on asthma control and lung function over 12 and
16 weeks, including weekly well-controlled asthma status, daily assessment of FEV, assessing
asthma control by daily symptom scores and rescue medication use, time to clinical asthma
exacerbation (CAE), and standardized questionnaires that assess asthma control and quality of
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life. In addition, formal pulmonary function testing will be conducted at week 16 to evaluate for
efficacy beyond 12 weeks.

Blood eosmophil levels are accepted as a more practical biomarker (compared to sputum
eosimophil levels) for identifying patients with active arway eosinophilia who could benefit from
anti-I1-5 therapy. Patients with asthma and elevated eosimnophils have a higher risk of
exacerbation in the next 12 months compared to those with lower eosmnophals (Tran et al 2014,
Zeiger et al 2014) and patients with peripheral eosmophil counts =400 cell/pL tend to be less
well-controlled and have more frequent exacerbations, and exacerbations increased as the
peripheral blood eosinophil counts increase (Price et al 2015).

3.4. Stopping Rules for the Study

There are no formal rules for early termination of this study. During the conduct of the study,
serious adverse events will be reviewed (Section 7.1.5) as they are reported from the
mvestigational centers to identify safety concerns.

The study may be termunated by the sponsor for any reason at any time. For example, the
sponsor should terminate the study in the event of:

e new toxicological or pharmacological findings or safety 1ssues that invalidate the
earlier positive benefit-risk assessment

e discontinuation of the development of the IMP

If the whole study or arms of the study are stopped, the patients that are termunated early will be
followed according to Withdrawal Criteria and Procedures for the Patient (Section 4.4).

3.5. Schedule of Study Procedures and Assessments

Study procedures and assessments with their time points are presented in Table 2. Detailed
descriptions of each method of procedures and assessments are provided i Section 6 (efficacy
assessments), Section 7 (safety assessments), and Section 8 (pharmacokinetics, immunogemicity,
biomarkers, and pharmacogenetics). Study procedures and assessments by wvisit are listed in
Appendix B. For details of the management of study activities during COVID-19 outbreaks, see

Appendx N.
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Table 2: Study Procedures and Assessments

Study period Pretreatment Double-blind treatment period Follow-up period Follow-
up*

Visit number V1k Vie Vad V4 Vs Vé V7 Vi Vo EWVt Telephones V1o

(EoTV)

Day and allowed time Uptol 14£2 Day 0 Day | Day Day Day Day Day NA Day Day Day Day

windows weeks days 322 | 1422 282 562 842 11242 140+2 | 168+2 | 1962 | 2105

Procedures and assessments Screening | Run- | Baseline/ | W1 w2 W4 Wws Wiz Wla NA Wi W4 Wi Wi

in DoR

Informed consent® X

Demographics X

Inclusion and exclusion criteria X X X

Randomization criteria X

Perform randomization and X

treatment assignment in IRT

Medical history X

Asthma historyd X

Current asthma medication X

assessment®

Prior medication and treatment X

history!

Full physical exammation™ X X X

Bnef physical examination® X X X X X X

Height (cm) X

Weight (kg) X X X

Pulmonary finction testing X

with reversibility®

Pulmonary function testing? X X X X X X X X

Hematology (CBC with X X

differential?)
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Study period Pretreatment Double-blind treatment period Follow-up period Follow-
up*

Visit number V1k Vi- Vad V4 Vs Vé V7T V8 Vo EWVt Telephonez V1o

(EoTV)

Day and allowed time Uptol 14£2 Day 0 Day | Day Day Day Day Day NA Day Day Day Day

windows weeks days 322 | 1422 282 562 842 11242 140+2 | 168+2 | 1962 | 2105

Procedures and assessments Screening | Run- | Baseline/ | W1 w2 W4 Wws Wiz Wla NA Wi W4 Wi Wi

in DoR

Hematology (blinded CBC X X X X X X X X

with differential?)

Serum chemistry* X X X X X X X X

Opticnal blood sample for X

biomarker banking!

Blood sample for Hepatitis B, X

Hepatitis C and HIV testing®

Blood sample for Phadiatop X

allergy test and total IgE

Blood sample for X

pharmacogenetic testing™ ™

Blood sample for serum X X X X X X X X X

concentration of IMP™

Blood sample for ADA™ X X X X

Blood sample for serum X X X X X X X X X

biomarker (TL-5) analysis™

Urinalysis X X X X

Unne pregnancy test for X X X X X X X X

WOCBP (B-HCG)

FSH= X

12-lead ECG¥ Xz

Vital signs measurement™ X X X X X X X X

E—— X X X
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Study period Pretreatment Double-blind treatment period Follow-up period Follow-
up*

Visit number V1k Vie Vad V4 Vs Vé V7 Vi Vo EWVt Telephones V1o

(EoTV)

Day and allowed time Uptol 14£2 Day 0 Day | Day Day Day Day Day NA Day Day Day Day

windows weeks days 322 | 1422 282 562 842 11242 140+2 | 168+2 | 1962 | 2105

Procedures and assessments Screening | Run- | Baseline/ | W1 w2 W4 Wws Wiz Wla NA Wi W4 Wi Wi

in DoR

ACQ-6< X X X X X X X

ACT X X X X

AQLQ(S)™ X X X X

C x x x

Dispense handheld device and X

diary

Conduct training for handheld X X

device and diary use!

Eeview compliance with diary X X X X X

and handheld device™

Collect handheld device and X X

diary

IMP dosing™ X

Injection site evaluation®® X

Dispense rescue medication™ X X X X X X X

Collect rescue medication® X X X X X X X X

CAE inquiry® X X X X X X X X X X X X X

Adverse events inguiry X X X X X X X X X X X X X

Concomitant medication X X X X X X X X X X X X X

inquiry

Perform COVID-19 symptoms X X X X X X X X X X X X X X

inquiryd
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2 The study 15 completed when the last patient completes the follow-up visit.

® The screening visit will take place not more than approximately 4 weeks before the baseline/DoR visit (V3) and is limited to approximately 14 days duration. It
15 understood that not all procedures can be completed on the same day. In particular, the patient may need to refurn for repeat CBC testing as needed or to
satisfy the medication wash out for pulmonary function testing or to undergo repeat pulmonary function testing.

© V2 is the beginning of the mn-in period. The run-in period should be approximately 14+2 days in duration with allowances made for scheduling Patients will
be trained on proper use of the handheld device and electronic diary with emphasis on proper use and compliance with procedures.

4 V3 should be held after the patient has completed 12 days at minimmum in the run-in period. Assessment of randomization criteria should be completed prior to
taking blood samples or administering IMP to ensure that the patient qualifies to enter the treatment period. Daily lung function and diary compliance will be
calculated electronically and should be assessed for compliance. At this visit the patient’s diary data should be reviewed prior fo formal lung function testing,
laboratory testing and the various questionnaires to ensure compliance with diary entries and to determine if lung function, symptoms and rescue medication
use meet the randomization criteria or if the patient should be considered to have failed randomization Once all of the randomization criteria are met, the blood
samples will be collected prior to randomization in the IRT system and IMP dosing.

® VO 15 the last visit during the double-blind treatment period. Patients who complete this visit should be advised regarding ongoing asthma maintenance
treatment. Study provided rescue medication should be collected (albuterol/salbutamol). Patients who require a change in medication due to a CAE or to
maintain asthma control (see alert criteria for worsening asthma) should complete V8 procedures prior to the change in medication whenever possible and these
patients should confinue participation for collection of lung function testing, questionnaires, blood samples and safety monitoring until the end of the study. Ifa
change occurs after V8, the VO procedures should be completed and the patient should enter the follow-up period.

f Patients who withdraw consent or cannot participate in the remaining study assessments.

£ Results from the telephone follow-up calls should be recorded on the CRF and noted within the patients’ source documents.

® Informed consent should be obtained prior to any other study procedures.

! Randomization via the IRT system should not be done until all lung function, questionnaires and clinical assessments have been completed to ensure that

~ patients meet the study requirements and are appropriate for dosing.

1 The patient's history of asthma should be evaluated including duration. current medication, and history of exacerbations in the last year.

¥ The patients asthma maintenance medication should be evaluated based on ICS dose. Medium or high dose ICS (without LABA) and low dose ICS/LABA
together and medinm or high dose ICS/TLABA combination will be grouped together and entered into the IRT system at V2.

! Any prior or concomitant therapy, medication, or procedure a patient has had up to 30 days before screening will be recorded in the source documentation and
in the CRF.

™ The full physical examination will include HEENT, chest, cardiovascular, abdominal, skin, extremity and neurological examinations.

I The brief physical examination will include, at mininmm  chest, cardiovascular, abdominal, and skin examinations.

? Pulmonary function testing (spirometry) and reversibility testing will be conducted in the morning between 0530 and 1100 hours using the study-provided
spirometry equipment. Patients are required to withhold asthma maintenance medications for approximately 24 hours prior to lung function testing for once
daily medications, 12 hours for twice daily or more frequently dosed medication If the patient has taken asthma maintenance medication within 24=2 (daily
dosed) or 12+2 hours (dosed twice daily or more frequently) or SABA rescue medication within 6 hours of the planned pulmonary function testing or
ICS/LABA used as rescue medication within 12 hours of the planned pulmonary finction testing, the wisit mmst be rescheduled. Patients who meet the
pre-albuterol/salbutamol lung function requirements and demonsirate reversibility =12% and a 200 mL increase from pre-albuterol/salbutamol FEV)
approximately 30 minutes after 4 inhalations of albuterol/salbutamol HF A MDI (90 pg ex-actuator) or equivalent may enter the min-in period if they meet other
eligibility requirements as specified. Patients may repeat pulmonary function testing (spirometry) and reversibility testing once during the screening period as
needed to qualify.
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P Pulmonary funcfion testing (spirometry) will occur in the morning between the hours of 0530 to 1100 at V3. For subsequent visits, testing should be within
approximately 1 hour of the time the testing occurred at baseline/DoR (V3), ie 0530-1100=1 hour. The patient should withhold asthma maintenance medication
for 2422 (daily dosed) or 12+2 hours (dosed twice daily or more frequently) or SABA rescue medication within 6 hours of the planned pulmonary function
testing.

9 CBC with differential including an eosinophil count during screening to establish safety and minimum eosinophil count. To be included in the study, the
eosinophil count mmust be =300 cells/pL. Testing may be repeated once during screening. No rounding of the result is permitted.

I Blinded CBC with differential count will be drawn at wisits after V3 onward to mainfain study blinding. The eosinophil and monocyte counts will not be
reported to the study personnel.

* Serum chemistry assessments should be drawn with the patient fasting for at least 8 hours prior to testing at V3 and V0.

t A blood sample for biomarker banking should be drawn from all subjects at screening who have provided informed consent for the storage and potential future
testing of samples in this or other asthma programs, or other diseases that may be explored by the sponsor.

" Testing for Hepatitis B surface antigen, Hepatitis C and HIV are required to participate in the study. Patients must provide consent and reporting will follow
local regulations.

¥ Blood for pharmacogenetic testing will be obtained specifically to test 2 gene variants HSD3B1-({1245A) and HSD3B1-(1245C) which may predict
corficosteroid sensitivity in asthma Informed consent nmst be obtained for this testing.

" Date and time of sample collection will be recorded. Instructions for the proper collection, handling, labeling, and shipping of the samples are available in the
study reference mamual

* FSH only for women to confirm post-menopausal state.

¥ Standard 12-lead ECG will be performed with the patient in the supine position using standardized equipment and will be reviewed locally and centrally.

® ECG will be performed in triplicate on DoR. Each ECG will be taken within 1 to 5 minutes of the previous one.

#Vital signs should be taken with the patient seated, semi-recumbent or supine after approximately 5 minutes rest. Vital signs should include blood pressure
{systolic/diastolic), pulse rate, respiratory rate, and body temperature. The same position and arm should be used for blood pressure readings as mmuch as
possible. If the opposite arm is used it will not be collected as a protocol deviation

;—
Patients should be trained on the proper use of the handheld device to measure lung function including performing readings prior to taking daily asthma

El
maintenance medication and prior to taking rescue medication within 6 hours of testing (as possible). The patient should be retrained at each visit as indicated.

#Review compliance with handheld device measurements and with diary entries, including the proper use in relafion to asthma maintenance medication and
rescue medication use/timing.

& patients who meet the requirements for randomization, after the procedures for specimen collection and other testing, will each receive 4 sc injections in the
abdomen administered by a qualified health care provider (according to local regulations) who is prepared to manage anaphylaxis, as described in the study
reference manual The kit number and location will be recorded in the source documents and entered in the CRF for each of the 4 injection site locations along
with any injection site reactions evaluated at approximately 1 hour after dosing. If the patient develops clinical symptoms, vital signs should be recorded and
the patient should be assessed for anaphylaxis/hypersensitivity reactions. Before leaving the clinic, patients will additionally be advised of symptoms/signs for
which they should seek medical advice or medical treatment.

EZFEvaluation of injection site for reaction will be performed at approximately 1 hour after dosing using the injection site CRF. Injection site findings will not be
captured as adverse events unless they fulfill characteristics that are beyond those in the specified forms/scales (eg, necrosis, abscess, efc.) or flfill senousness
criteria; if fulfilled, they nmst be recorded and reported.
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R escue medication: Albuterol sulfate inhalation powder 117 pg (albuterol eMDPT) or equivalent albuterol/salbutamol will be distributed to patients at the start
of the mn-in period and throughout the study as needed. Patients may be given a second inhaler for work or school if required. Rescue medication will not be
provided after week 16 (V9). Rescue medication should be collected when a patient completes week 16 (V9) and intermittently throughout the study whenever
a patient requires a refill The inhaler dose counter should be inspected, and the dose counter should be recorded, at each visit Patients who require a new
inhaler to maintain supply should return the current inhaler device, the dose counter should be recorded, and the inhaler stored for refurn as outlined in the

_ study reference manual. Accountability for non-IMP rescue medication is required.

" In the event of a CAE during the treatment period, Pulmonary function testing should be obtained if the investigator deems it is safe to do s0. Blood samples to
test TEV-53275 serum concentration, ADA and free and fotal serum IT.-5 levels should be collected if possible and study procedures as outlined in V8 should
be completed. CAFs that occur during the follow-up period should be noted and recorded but no further testing is indicated other than those at V10.

1 If a patient exhibits clinical symptoms during the study that may indicate COVID-19 infection, the patient will be tested for active COVID-19 infection.
Additionally, testing of patients who are asymptomatic for COVID-19 active infection may be conducted at the discrefion of the investigator within 72 hours of
any visit where spiromefry assessments are to be conducted or as required by health authorities, local ethics committees, or study center SOPs. The testing may
be conducted by the central laboratory or locally depending on feasibility. PCR testing should be conducted to confirm any positive test for antigen (rapid
testing).

B-HCG=beta human chorionic gonadotropin, ACQ-6=Asthma Control Questionnaire; ACT=Asthma Control Test; ADA=anti-dmyg antibody;

AQLQ(Sy=Standardized Asthma Cuality of Life Questionnaire; CAF=clinical asthma exacerbation; CBC=complete blood count; COVID-19=coronawirus 2019;

CRF=Case Report Form; CRSwNP=chronic rhinosimusitis with nasal polyps; DoR= day of randomization; ECG=electrocardiogram; eMDPI=electronic

multidose dry powder inhaler; EoTV=end of treatment visit; EWV=early withdrawal visit; FEV =forced expiratory volume in 1 second; FSH=follicle stinmlating

hormone; HEENT=head, eyes, ears, nose, and throat; HF A=hydrofluoroalkane; HIV=human immmunodeficiency virus; ICS=inhaled corficosteroid;

IgF=immunoglobulin E; IT.-5= interlenkin 5; IMP=investigational medicinal product; IR T=interactive response technology; LABA=long-acting B adrenergic

agonist; MDI=metered-dose inhaler; SAB A=short-acting B-adrenergic agonist; sc=subcutaneous;

I S CP—standard operating procedure; V=visit; W=week, WOCBP=women of child-bearing potential
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4. SELECTION AND WITHDRAWAL OF PATIENTS

Prospective waivers (exceptions) from study inclusion and exclusion criteria to allow patients to
be randomized/enrolled are not granted by Teva.

4.1. Patient Inclusion Criteria
Patients may be included in this study only if they meet all of the following criteria:
a. The patient 1s capable of giving signed informed consent.

b. The patient 1s an adult female or male =18 years of age. Note: Age requirements are
as specified or allowed by local regulations.

c. [Rewvision 1] The patient has a diagnosis of asthma for at least 6 months as defined by
the National Institutes of Health (NIH) and has been stable without exacerbation or
change mn medications for at least 1 month.

d. The patient has an absolute blood eosinophil count =300 cells/uL. demonstrated
during the screeming period. Note: Rounding of the value (count) is not permitted.

e Seventy of Disease: The patient has persistent asthma, with a trough FEV; >40% and
<85% of the value predicted as per the National Health and Nutrition Exanunation
Survey (Hankimnson et al 1999, NHANES IIT 1998) and adjusted for ethmeity
(Hankinson et al 2010). Note: Patients who do not qualify for the study due to
failure to meet baseline spirometry or fail to achieve spirometry consistent with
the American Thoracic Society (ATS)/European Respiratory Society (ERS)
criteria (Miller et al 2005) will be permitted to perform repeat spirometry
during the screening period on 1 occasion and if criteria are not met, will be
considered to have failed screening.

f  Reversibility of Disease: The patient has demonstrated reversibility of =12%
(increase) of FEV; and a mimmum 200 mL merease from pre-albuterol/salbutamol
FEV1 approximately 30 munutes after 4 inhalations of albuterol/salbutamol
hydrofluoroalkane (HFA) metered-dose inhaler (MDI) (90 pg ex-actuator) or
equivalent during the screeming period.

g. [Rewvision 1] Current Asthma Therapy: The patient has been maimntained for at least
1 month on stable doses of:

— medium or high dose ICS+another controller.

— any fixed dose combination ICS (low, medium, or high) with LABA+another
controller.

h Women of non-childbearing potential who are either surgically (documented
hysterectomy, bilateral cophorectomy, or bilateral salpingectomy) or congenitally
sterile as assessed by a physician, or 1-year postmenopausal (no menses for at least
12 months without an alternative medical cause plus an increased concentration of
follicle stimmlating hormone [FSH] of more than 35 U/L 1 women not using
hormonal contraception or hormonal replacement therapy). Women of childbearing
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4.2.

potential must have a negative B-human chorionic gonadotropm (B-HCG) test result
and practice a highly effective method of birth control (methods that can achieve a
failure rate of less than 1% per year when used consistently and correctly) prior to
IMP adnmimistration and 30 weeks after the dose of IMP. Highly effective
contraception mcludes:

— combined estrogen and progestogen hormonal contraception (oral, intravaginal
transdermal) associated with inhibition of ovulation; these should be mtiated at
least 7 days before the first dose of IMP

— progestogen-only hormonal contraception (oral, injectable, implantable)
associated with inhibition of ovulation; these should be mmtiated at least 14 days
before the first dose of IMP

— ntrauterine device (IUD) and intrauterine hormone-releasing system (IUS) need
to be 1n place at least 2 months before screening

— bilateral tubal occlusion, except for hysteroscopic bi-tubal ligation for which a
hysterosalpingogram (HSP) 1s required 3 months post procedure to assess surgical
success

— vasectomized partner provided he 15 the sole sexual partner and has recerved
medical assessment of the surgical success

— sexual abstinence 1s only considered a highly effective method if defined as
refraiming from heterosexual intercourse in the study period.

The patient must be willing and able to comply with study restrictions and to remain
at the investigational center for the required duration during the study period and the
follow-up procedures and assessments as specified, and be willing to return to the
mvestigational center for further visits, as applicable.

The patient, as judged by the investigator, 1s able to continue their current asthma
maintenance medications throughout the study.

Patient Exclusion Criteria

Patients will be excluded from participating in this study if they meet any of the following

criteria

a. Life threateming asthma, defined as a history of asthma episode(s) requiring

intubation and/or associated hypercapnea, respiratory arrest, hypoxic seizures, or
asthma-related syncopal episode(s).

. The patient has a suspected bacterial or viral infection of the upper or lower

respiratory tract, sinus, or nuddle ear that has not resolved at least 2 weeks before the
screequng period. Note: Patients who develop an upper respiratory infection/lower
respiratory infection (URI/LRI) during the run-in period may rescreen 2 weeks after
symptoms resolve and undergo coronavirus disease 2019 (COVID-19) testing as
outlined in exclusion criteria “d”™.
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C.

d.

Patients with a confirmed infection with COVID-19 within 3 months prior to the
screemng visit.

Patients with clinical symptoms that may indicate COVID-19 infection, and/or
patients who in the mvestigator’s opinion were at hugh risk of exposure to COVID-19
within 4 weeks before screeming or during screeming/run-in, will be tested for active
COVID-19 infection and will only be mncluded if they test negative for COVID-19.
For details of the management of study activities during COVID-19 outbreaks, see
Appendx N.

The patient has an eosinophilic condition including hypereosmophilic syndrome,
eosimophilic pneumonia, eosinophilic granulomatosis with polyangutis (EGPA
[Churg Strauss syndromel]), or allergic bronchopulmonary aspergillosis.

The patient has an active helminthic or parasitic infection currently or within the last
6 months.

The patient has a listory of malignancy other than fully resected basal cell carcinoma
of the skin.

The patient has any chinically significant, uncontrolled medical or psychiatric
condition (treated or untreated) that would interfere with the study schedule or
procedures, interpretation of efficacy results, or compromise the patient’s safety.
(Note: chronic obstructive pulmonary disease [emphysema], bronchiectasis requuring
treatment, cystic fibrosis, chronic bronchitis, and other diseases of the lung that may
complicate mterpretation of the study results are prohibited).

The patient has known history of, or a positive test result for, hepatitis B surface
antigen (HBsAg), hepatitis C virus (HCV) antibodies (Ab), or human
immunodeficiency virus (HIV) Types 1 or 2 Ab (according to 4th generation serology
testing).

The patient 1s a pregnant or lactating woman, or plans to become pregnant during the
study.

The patient has taken prolubited prior medications within the washout period.
Prohibited medications are listed in Appendix G with the appropnate washout
periods.

The patient has previously participated mn a study with TEV-53275.

The patient has participated in another study of an IMP (or a medical device) within
the previous 30 days or 5 half-lives of the IMP (whichever 1s longer) or 1s currently
participating in another study of an IMP (or a medical device).

[Revision 1] The patient has been treated with a monoclonal antibody used to treat
asthma or other inflammatory conditions within the washout period (5 half-lives), has
demonstrated hypersensitivity or anaphylaxis to a monoclonal antibody (Appendix G)
, or 15 currently using or has used a systemic immunosuppressive medication within
the last 6 months. NOTE: Prior depemokimab exposure 1s prohibited without
exception.
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4.3.

0.

The patient has a known hypersensitivity to any components of the IMP stated or
study supplied rescue medication.

The patient has a listory of chronic aleohol or drug abuse within the previous 2 years.

q. [Rewvision 1] The patient currently smokes or has a smoking history of 10 pack years

or more (a pack year 15 defined as smoking 1 pack of cigarettes [20 cigarettes]/day for
1 year), OR the patient used tobacco products within the past year (eg, cigarettes,
cigars, chewing tobacco, or pipe tobacco), OR the patient has smoked marijuana
within 1 month, OR the patient has a listory of “vaping™ tobacco, marijuana, or any
other substance within 24 months.

Vulnerable patients (eg, people kept in detention).

Randomization Criteria

The following criteria must be fulfilled at the randonization visit (day 0):

a.

b.

The patient continues to be 1 general good health, meeting the entry criteria.

The patient’s average of 5 most recent highest daily trough values (from 3 attempts)
for morning FEV obtained at home (by handheld spirometry) over 7 days prior to V3
1s within 40% to 80% predicted for age, height, sex, and race (Hankinson et al 1999,
Hankinson et al 2010, NHANES III 1998). If rescue medication was taken within

4 hours of the FEV assessment, or asthma maintenance medication was taken before
the measurement, the data from that day should be excluded and data from a previous
day during the 7-day period should be mcluded.

The patient has an FEV1 as assessed by clinic-based pulmonary function testing that 1s
within 40% to 85% or the value predicted for age, height, sex, and race (Hankinson et
al 1999, Hankmson et al 2010, NHANES III 1998).

The patient has demonstrated FEV reversibility as required during the screening
period.

The patient’s ACQ-6 score assessed on V3 day 015 =1.5.

The patient has remamed on background asthma maintenance medication without
changes during the run-in period other than study rescue medication (albuterol
eMDPI [ProAir Digihaler for use as needed or equuvalent albuterol/salbutamol
depending on availability]) and albuterol/salbutamol used for reversibility testing.

The patient has had no exacerbation of asthma during the min-in peniod, defined as
any worsening of asthma requiring significant treatment other than rescue medication
(albuterol eMDPI [ProAir Digihaler for use as needed or equivalent
albuterol/salbutamol depending on availability]). Sigmificant treatment includes any
of the following: use of systemic corticosteroids or the addition of ICS-containing
asthma medications, LABA  long-acting muscarimc antagomst (LAMA), biologic or
other non-corticosteroid asthma medications, emergency room/urgent care visit, or
hospitalization for asthma Note: A single dose of nebulized albuterol/salbutamol
will not meet the criteria for an asthma exacerbation. Emergency room/urgent
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4.4.

care clinic visits where the treatment is limited to a single dose of nebulized
albuterol/salbutamol will not meet the criteria of an asthma exacerbation.

h  The patient has complied with home spirometry and diary entry on at least 5 of the

last 7 days prior to the visit including:

— completion of daytime and night-time asthma symptom scores

— completion of daytime and night-time rescue medication use, whether used or not
— completion of the mormng FEV1 and PEF by handheld device

— confirmed daily use of asthma mamtenance medication as prescribed

1. The patient has not had an upper respiratory infection (URI) or lower respiratory
infection (LRI) during the mn-in period. Patients who develop a URI or LRI during
the mn-m period may be discontinued from the study and allowed to rescreen
2 weeks after resolution of symptoms. They must have a negative test for COVID-19
active mfection.

j. The patient has used rescue medication or had a daytime or mght-time asthma

symptom score =1 on 3 or more days in the 7 days prior to the randomization visit as
reported in the patient diary.

Withdrawal Criteria and Procedures for the Patient

Each patient 15 free to withdraw from the study at any time, without prejudice to their continued
care. Patients must be withdrawn from the study if any of the following events occur:

1.
2
3.

Patient withdraws consent or requests withdrawal from the study for any reason.

Patient develops an 1llness that would interfere with his/her continued participation.
Patient 1s noncompliant with the study procedures and assessments in the opmion of the
nvestigator.

Patient takes prohibited concomutant medications as defined in this protocol. The decision
to withdraw a patient should be discussed with the sponsor, for example, medications to
treat an asthma exacerbation may not require that the patient be withdrawn from
continued participation.

A female patient has a confirmation of pregnancy duning the study from a positive
pregnancy test.

The sponsor requests withdrawal of the patient.

Patient experiences an adverse event or other medical condition which indicates to the
mvestigator that continued participation 1s not in the best interest of the patient.

Patients should be treated with standard of care after withdrawal from or termination of the study
as appropnate.

Investigators should attempt to obtain information on patients in the case of withdrawal from the
study. Results of any evaluations and observations, together with a narrative describing the
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reason(s) for withdrawal from the study, must be recorded in the source documents. The CRF
must document the primary reason for withdrawal from the study.

If a patient exiubits climical symptoms that may mdicate COVID-19 infection after entering the
study, the patient should be tested for active COVID-19. If the patient tests positive for active
COVID-19 (positive antigen tests must be confirmed by reverse transcription polymerase chain
reaction [RT-PCR] testing), he/she may continue for scheduled wvisits when recovered (1e, after
10 days from the onset of symptoms, remains afebrnile for 24 hours without using anti-pyretics
and other symptoms are improving) (see Appendix G and Appendix N).

If the reason for withdrawal from the study 1s an adverse event and/or clinically sigmificant
abnormal laboratory test result, monitoring will be continued as applicable (eg, until the event
has resolved, stabilized, or returned to baseline; or until the patient 1s referred to the care of a
health care professional, or until a determination of a cause unrelated to the IMP or study
procedure 1s made). The specific event or test result (including repeated test results, as
applicable) must be recorded both on the source documentation and in the CRF; both the adverse
events page and the relevant page of the CRF will be completed at that time_

The mvestigator must inform the sponsor’s medical expert as soon as possible of each patient
who 1s bemg considered for withdrawal due to adverse events. Additional reports mmust be
provided when requested.

If a patient 1s withdrawn from the study for multiple reasons that also include adverse events, the
relevant page of the CRF should mndicate that the withdrawal was related to an adverse event. An
exception to this requirement will be the occurrence of an adverse event that in the opinion of the
mvestigator 15 not severe enough to warrant discontinuation but that requires the use of a
prohibited medication, thereby requuning discontinuation of the patient. In such a case, the reason
for discontinuation would be “need to take a prohibited medication”, not the adverse event.

In the case of patients lost to follow-up, attempts to contact the patient must be made and
documented m the patient’s medical records and transcribed to the CRF. See Appendix E for
information regarding how the study will define and address lost to follow-up patients to help
linit the amount and impact of missing data.

4.5. Replacement of Patients

A patient who 1s randomuzed but does not complete the treatment period will not be replaced. For
details of the management of study activities duning COVID-19 outbreaks, see Appendix N.

4.6. Rescreening

The screeming visit will take place not more than approximately 4 weeks before the baseline/DoR
visit (V3) and 1s limited to approximately 14 days duration. It 1s understood that not all
procedures can be completed on the same day. In particular, the patient may need to return for
repeat CBC testing as needed or to satisfy the medication wash out for pulmonary function
testing or to undergo repeat pulmonary function testing.

A patient who screen-fails may be pernutted to rescreen once after 30 days duration 1f there 1s a
reasonable expectation that this patient will become eligible for the study, including
requirements for eosmophil counts and/or spirometry. The sponsor may grant permission to
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rescreen more than once under extenuating circumstances and only with the approval of the
sponsor’s medical expert or delegate. Note: Patients who develop a URI/LRI during the run-in
period may rescreen 2 weeks after symptoms resolve and after appropriate COVID-19 testing
has been completed as specified. Additionally, patients who fail randomization for reasons other

than spirometry requirements may be rescreened once.

4.7. Screening Failure

Screen failure occurs when a patient who consents to participate in the clinical study 1s not
subsequently entered into the min-in period because that patient did not meet inclusion critenia,
met exclusion criteria, or withdrew consent. Patients who enter the run-in period but who do not
meet the critena for randomuzation or withdraw consent will be considered randomization
failures.

Selected information about patients who screen-fail or fail randomization will be collected to
comply with reporting and publishing requirements. This information may mclude, but is not
limited to, demography, screeming failure details, eligibility criteria, and any serious adverse
events.
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5. TREATMENTS

Investigational medicinal products m this study mnclude TEV-53275 (test IMP) and matching
placebo (placebo IMP). Patients will receive 4 mjections (3 ml each) of test IMP and/or placebo
IMP, adnumistered by a qualified health care provider (according to local regulations) who 1s
prepared to manage anaphylaxis, to aclueve the following doses administered on a smgle
occasion:

e TEV-53275 600 mg sc
« TEV-53275 1200 mg sc

# Placebo sc

Detailed information about the composition of the test IMP and placebo IMP can be found in the
following sections.

Other study provided medications (short-acting bronchodilators) are considered non-IMP 1n this
study (see Section 5.4 for details).

5.1. Investigational Medicinal Products Used in the Study

Investigational medicinal product i1s defined as the test IMP and matching placebo IMP.

5.1.1. Test Investigational Medicinal Product

TEV-53275 1s provided as a liquid solution with a nominal concentration of 100 mg/mL. Refer
to Table 3 for specific details regarding TEV-53275. Additional details may be found in the
pharmacy manual and in the IB for TEV-53275.

5.1.2. Placebo Investigational Medicinal Product

Placebo IMP 1s provided as a liqud solution in the same formulation as TEV-53275, except for
absence of active protein. Refer to Table 3 for specific details regarding placebo IMP.
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Table 3: Investigational Medicinal Products Used in the Study

IMP name Test IMP Placebo IMP

Trade name and INN, if TEV-53275 TEWV-53275 Placebo

applicable, or company-assigned

number

Formulation I I
- @
I .
|

Unit dose strength(s)/Dosage 300 mg/vial WVehicle buffer absent of protein

level(s)

Route of administration sc injection sc injection

Dosing instructions/Dosing As instructed in the climical protocol | As instructed in the clinical protocol

schedule/Titration and pharmacy manual and pharmacy manual

periods/Treatment periods

Packaging Type 1 glass vial with butyl ubber | Type 1 glass vial with butyl rubber
stopper and crimp seal with a plastic | stopper and crimp seal with a plastic
flip-off cap flip-off cap

Manufacturer Teva Branded Pharmaceutical Teva Branded Pharmaceutical
Products R&D, Inc., West Chester, Products R&D, Inc., West Chester,
Pennsylvania, USA Pennsylvania, USA

Storage conditions 2°C to 8°C (36°F to 46°F) and 2°C to 8°C (36°F to 46°F) and

protected from light. Do not freeze

protected from light. Do not freeze

IMP=investigational medicinal product; INN=international nonproprietary name; sc=subcutaneous; USA={Inited

States of America.

5.2.
IMPs

5.2.1.

Storage and Security

Preparation, Handling, Labeling, Storage, and Accountability for

The mnvestigator or designee must confirm appropriate temperature conditions have been
maintained for all IMPs received and any discrepancies are reported and resolved before use of

the IMPs._

The IMPs (TEV-53275 and placebo IMP) must be stored at a controlled temperature (2°C to
8°C) 1n a secure area. The site should have a process for momtoring the storage temperature of

unused IMP.

5.2.2. Labeling

Supplies of IMPs will be labeled according to the current International Council for
Harmomisation (ICH) gmidelines on Good Clinical Practice (GCP) and Good Manufacturing
Practice and will include any locally requured statements. If necessary, labels will be translated

mto the local language.
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5.2.3. Accountability

Each IMP shipment will include a packing slip listing the contents of the shipment, return
mstructions, and any applicable forms.

The investigator 1s responsible for ensuring that deliveries of IMPs and other study materials
from the sponsor are correctly received, recorded, handled, and stored safely and properly in
accordance with the CFR or national and local regulations, and used n accordance with this

protocol.

Only patients enrolled in the study may receive IMPs and only authorized staff at the
mvestigational center may supply or adnunister IMPs. All IMPs must be stored in a secure,
environmentally controlled, and momitored (manual or automated) area in accordance with the
labeled storage conditions or appropriate instructions with access limited to the mvestigator and
authorized staff at the investigational center.

The mvestigator, institution, or the head of the medical institution (where applicable) 1s
responsible for IMP accountability, reconciliation, and record mamtenance (ie, receipt,
reconciliation, and final disposition records).

A record of IMP accountability (1e, IMP and other study materials recerved, used, retamed,
refurned, or destroyed) must be prepared and signed by the principal investigator or designee,
with an account given for any discrepancies. Empty, partially used, and unused IMP will be
disposed of or returned to Teva or its designee.

Further gimudance and information (mncluding non-IMP rescue medication) are provided in the
pharmacy manual.

5.3. Justification for Investigational Medicinal Products

5.3.1. Justification for Dose of Test Investigational Medicinal Product

The doses admimistered i this study (600, 1200 mg TEV-53275) were selected on the basis of
pharmacokinetic and safety data from the healthy volunteer Phase 1 study, TV53275-PK-10152
(Section 1.2.2.1), in which single sc doses of TEV-53275 up to 1800 mg admimstered in Part A,
and dose levels of 450 or 900 mg administered sc every 28 days 3 times in Part B, were shown to
be well tolerated; the available anti-IT.-5 mAb data; and the modeling and simulation of
TEV-53275 pharmacokinetic and pharmacodynamic data obtamned in

Study TV53275-PK-10152.

To support the proposed dose selection, a pharmacokinetic/pharmacodynamic analysis was
conducted to characterize the TEV-53275 exposure/blood eosinophil suppression data collected
from Study TV53275-PK-10152.

Firstly, a potential therapeutic dose was estimated from the pharmacokinetic/pharmacodynamc
data collected mn Study TV53275-PK-10152. After treatment with TEV-53275, the blood
eosmophils from all treated cohorts were reduced by approximately 75% from baseline. The
lowest levels were reached within 1 week with a dose-dependent duration of eosmophil
suppression, from which the blood eosinophil counts rebounded earlier in individuals from lower
dose cohorts than higher dose cohorts. The data were characterized by an indirect-response
model (ePD Report #0220-2). The ICso was estimated (1.11 pg/mL) with acceptable precision
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(15.3% standard error of the mean [SEM]), and with a serum concentration resulting i 90%
reduction of maximum mhibitory effect (ICqg) of TEV-53275 of 10 pg/mL. The efficacious dose
projection strategy aimed to mamtain TEV-53275 concentrations in 90% of the patient
population above the ICq for the study duration, and was estimated to be a 600-mg dose every
12 weeks (Q12W).

In a second step, insights from reslizumab were used to gmde the selection of the proposed high
dose, 1200 mg Q12W. An exposure-response relationship has been demonstrated for
reslizumab-treated patients (Bjermer et al 2016). For example, reslizumab 3.0 mg/kg 1v
mmproved lung function and various measures of asthma control and quality of life to a greater
degree than reslizumab 0.3 mg/kg, even though both doses demonstrated a significant reduction
in eosinophil counts compared to placebo. In addition, treatment of moderate to severe asthma
with reshzumab 3.0 mg/kg 1v demonstrated reduction in asthma exacerbations, improvement in
lung function, and a reduction in eosinophils (Castro et al 2015); however, when evaluated by
the sc route, reshizumab 110 mg sc dosing failed to demonstrate a sigmficant reduction in
exacerbations even though eosinophil reductions and improvements in lung function, asthma
control, and quality of hfe measures (Bernstem et al 2020) were demonstrated. Overall, data
show that while suppression of eosmophils can be achieved with mimimal dose levels of
reslizumab, clinically meaningful improvement in lung function, asthma control, quality of life,
and reduction of exacerbations in patients with severe eosinophilic asthma required significantly
higher and increasing exposures to reslizumab.

5.3.2. Justification for Use of Placebo Investigational Medicinal Product

Advantages of placebo-controlled trials are summarized mn the ICH E10 Choice of Control
Group and Related Issues in Clinical Trials Gudeline and mclude miminizing investigator and
patient bias. Studies may use a placebo-controlled design when the nisk of serious harm
including death or ureversible morbidity (ICH E10) 1s low and the patient’s full informed
consent 1s obtained.

A placebo control design 1s scientifically appropriate as placebo will be compared to TEV-53275
as add-on therapy i patients with moderate to severe eosinophilic asthma  The study includes
close daily remote monitoring of each patient’s safety electromically with predefined alert criteria
to capture patients with worseming asthma by momitoring daily lung function measurements,
rescue medication use, and asthma symptoms. In addition, only patients for whom 1t 1s
considered safe to participate in the study, in the opimion of the investigator, will be pernutted to
participate.

5.4. Other Medicinal Products/Non-Investigational Medicinal Products

Note that other medicinal products, 1e, rescue medication (albuterol eMDPI [ProAir Digihaler or
equivalent albuterol/salbutamol depending on availability]), are mandated for use m this study;
however, for the purposes of this study it 1s considered a non-IMP. In addition, patients will
maintain their usual asthma maintenance medication.

5.5. Treatment After the End of the Study

At week 16 (EoTV; V9), the investigator will discuss with the patient the return to appropnate
medical care and medication as part of standard of care provided by the patient’s pnmary
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physician and specialists. No additional extension or compassionate use of TEV-53275 1s
planned after completion of this study.

5.6. Restrictions
Patients will be requured to comply with restrictions detailed below.

56.1.  Activity

Patients must remain seated, semu-recumbent, or supine as needed for assessments or other
procedures, including dosing.

Patients are not to engage i strenuous exercise within 5 days prior to the dose of IMP and
should avoid strenuous exercise for 48 hours prior to any clinic visit.

5.6.2. Tobacco

Use of tobacco products will not be allowed from screening until after the final follow-up visit.
Patients are not eligible to participate if they have used tobacco products within the year prior to
screening.

5.6.3. Blood Donation
Patients may not donate blood during the study.

3.7. Prior and Concomitant Medication or Therapy

Any prior or conconmutant therapy, medication (including prior asthma medication), or procedure
a patient has had from 30 days before screening through the end of the study will be recorded in
the source documentation and in the CRF. Trade name and INN (if available), indication, dose,
and start and end dates of the admimstered medication or treatment will be recorded. The
sponsor will encode all therapy and medication according to the World Health Orgamization drug
dictionary (WHO Drug).

Prohibited and restricted medications are listed in Appendix G.

At each visit at the investigational center after the screeming visit, the investigator will ask
patients whether they have had any change in mamntenance medication (including asthma
maintenance medication), taken any other medications, including over-the-counter medications,
vitamins, or herbal or nutritional supplements, since the previous visit.

Concomuitant medication and treatment will be recorded until the follow-up visit.
For details of the management of study activities during COVID-19 outbreaks, see Appendix N.

5.8. Procedures for Monitoring Patient Compliance

The mnvestigator will be responsible for monitoring patient compliance with this protocol from
the start of the screeming/run-in period through the follow-up visit. If the investigator or the
sponsor determunes that the patient 1s not in compliance with the study protocol, the investigator
and the sponsor should determine whether the patient should be withdrawn from the study. The
Independent Ethics Committee/Institutional Review Board (IEC/IRB) should be notified if
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required by local regulation. Compliance with the patient diary will be deemed adequate 1f 80%
of the data 1s captured through V9.

5.9. Randomization and Blinding
This 1s a randonuzed, double-blind, placebo-controlled, parallel-group study.

Patients and mvestigators will remain blinded to IMP assignment during the study. Patients who
meet all inclusion criteria, none of the exclusion critena and all of the randommzation criteria will
be randomly assigned to 1 of 2 treatment groups or placebo mn a 1:1:1 ratio and will be stratified
by prior asthma maintenance therapy (ICS and low dose ICS/LABA will be stratified separately
from the medium and high dose ICS/LABA [2 separate strata]) and absolute eosinophil count
(300 to <400, =400 cells/uL). Approximately 90 patients who have been maintained on medium
or lhigh dose ICS or low dose ICS/LABA and approximately 210 patients (may be adjusted based
on the interim analysis) on medium or high dose ICS/LABA will be included and screening may
be adjusted as needed to meet these critenia. This system 15 used to ensure a balance across
treatment groups; no effort will be made to maintain a balance among treatment groups within an
mvestigational center.

Patients will be randomly assigned to treatment groups by means of a computer-generated
randonuzation list. The specifications for randomuzation will be under the responsibility and
oversight of Teva Global Statistics.

The sponsor’s clinical personnel (and delegates) involved mn the study will be blinded to the
1dentity of the IMPs until the database 1s locked for analysis and the IMP assignment 1s known.
However, if a prioritized sample analysis 1s needed, bioanalytical and/or clinical pharmacology
personnel may be unblinded.

The randonuzation list will be assigned to the relevant treatment groups through a qualified
service provider, eg, via the Randomization and Trnial Supply Management (RTSM) system. The
generation of the randomization list and management of the RTSM system will be done by a
qualified service provider under the oversight of the responsible function at Teva.

5.10. Maintenance of Randomization and Blinding

5.10.1. Maintenance of Randomization

Patient randonization codes will be maintained in a secure location at the service provider
contracted to generate the codes. At the time of analysis (after the last patient completes V9),
after receiving unblinding request from Teva statistician, the service provider will provide the
unblinded IMP assignments according to the processes defined in the relevant SOP. An mtenim
analysis 15 planned for this study. The details for mamntaining the study blind will be outlined in
the charter for the interim analysis.

5.10.2.  Blinding and Unblinding

Blinded pharmacokinetic and immunogenicity data may be assessed during the study. For
patients who have pharmacokinetic or immunogenicity sample bioanalysis or data analysis
conducted, the individuals responsible for sample bioanalysis and other responsible personnel
will know who recerved test IMP and who received placebo IMP during the study (of those
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patients only). Personnel responsible for bioanalysis will be provided with the randommzation
code to facilitate the analysis. However, the personnel responsible for sample bioanalysis and
pharmacokinetic data analysis will not have access to clinical safety and efficacy data, and will
provide concentration data to other personnel in a manner that will not identify individual
patients (1e, a dummy patient identifier will be linked to the concentration data of an individual
patient).

In case of an emergency, serious adverse event, or pregnancy (see Section 7.1.5 and Section 7.2),
or in cases when knowledge of the IMP assignment 1s needed to make treatment decisions, the
mvestigator may unblind the patient’s IMP assignment as deemed necessary, manly in
emergency situations. Individual randomization codes, indicating the IMP assignment for each
randonuzed patient, will be available to the mvestigator(s) or pharmacist(s) at the investigational
center via the RTSM system, both via telephone and internet. Breaking of the treatment code can
always be performed by the investigator without prior approval by the sponsor; however, the
sponsor should be notified following the breaking of the treatment code. The patient’s IMP
assignment should not be revealed to the sponsor.

When a blind 1s broken for safety reasons, the patient will be withdrawn from the study and the
event will be recorded on the CRF. The circumstances leading to the breaking of the code should
be fully documented in the mvestigator’s study files and in the patient’s source documentation.
Assignment of IMP should not be recorded i any study documents or source document.

For an adverse event defined as a suspected unexpected serious adverse reaction (SUSAR) (1e,
reasonable possibility; see Section 7.1.4), Global Patient Safety and Pharmacovigilance (GPSP)
may independently request that the blinded code be broken (on a case-by-case basis) to comply
with regulatory requirements. The report will be provided in an unblinded manner for regulatory
submussion. If this occurs, blinding will be maimntained for the investigator and for other
personnel involved in the conduct of the study, and analysis and reporting of the data.

5.11. Total Blood Volume
The total blood volume to be collected for each patient in this study 1s approximately 157.5 mL.

Details on blood volumes to be collected duning the study are provided in the informed consent
form (ICF) and study reference manual
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6. ASSESSMENT OF EFFICACY

Data from any efficacy assessments performed after the specified time will not be collected on
the CRF; in the event, however, that such data are collected, these data will not be analyzed. For
details of the management of study activities duning COVID-19 outbreaks, see Appendix N.

6.1. Assessments of Efficacy

Refer to Table 2 for the tining of assessments and procedures. See Appendix B for a detailed
description of assessments and procedures.

6.1.1. Pulmonary Function Testing

Pulmonary function testing (spirometry and reversibility testing) will be conducted in the
mormng between 0530 and 1100 during the screeming period and V3, and 0530-1100+1 hour
(subsequent visits) on study-provided spirometry equipment. Testing will be performed in the
clinic unless specified as by handheld device, which will be provided to patients upon entering
the rmun-m period for the assessment of lung function.

Lung function will be measured using standard spirometry consistent with ATS/ERS 2005
procedural guidelines (Miller et al 2005). The FEV] 1s the volume of air that can be forcibly
exhaled from the lungs in the first second, measured in liters. The forced vital capacity (FVC) 1s
the volume of air that can be forcibly blown out after full inspiration, measured in liters. The
FEF3s5.75 1s the forced expiratory flow at 25% to 75% of FVC. The National Health and Nutrition
Survey ITI reference equations (NHANES IIT 1998) will be used with adjustments for ethnicity
(Hankimson et al 1999, Hankinson et al 2010).

At the screeming visit, FEV; will be measured immediately before and 30 (£15) nunutes after
admimistration of 4 inhalations of albuterol/salbutamol HFA MDI (90 pg ex-actuator) or
equivalent. The spirometry equipment will provide the reversibility as a percent value. This
value should not be rounded. FEV reversibility >12% and a 200-mL increase from baseline
FEV1 1s required.
The FEV1 stability linit (clinic-based spirometry) will be calculated from each patient at the
randonuzation visit (V3) using the following equation:

¢ best pre-albuterol/salbutamol FEV x 80%

This value will be used for the remainder of the study and will be used to determine alert criteria
for worsening asthma. The FEV; stability linut 1s automatically calculated and stored in the
spirometry software. If a patient falls below the FEV1 stability linut, an alert will be generated.

The FEV; stability linit for the handheld device will be 80% of the value obtained at the
screequng visit (using the climc-based equipment value) and for the mun-in period and 80% of the
baseline value as determuned by the handheld device for the treatment period.

FEV1 and PEF in between visits will be measured using the handheld device (as above) each
mormng before the patient takes their asthma maintenance medication. Patients should avoid
taking morning rescue medication within 6 hours of the measurement whenever possible. PEF 1s
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the maximum speed of exhalation. PEF will be measured by the patient and will be recorded
automatically i the database.

6.1.2. Clinical Asthma Exacerbation

For this study, a CAE 1s defined as worsening asthma requiring treatment with a systemic
corticosteroid for =3 days, emergency room visit resulting i systemic corticosteroid treatment,
or hospitalization due to asthma

Worsening asthma includes new or increased symptoms or signs that either worry the patient, or
are related to an asthma-specific alert (if available through the electronic diary'handheld
sprrometer) and requuire the addition of maimntenance medications (other than systemic
corticosteroids) to control the patients asthma symptoms based on the investigator’s judgment.

A patient who meets criteria for an asthma exacerbation will be treated per the local standard of
care. Additional medication and/or medical mtervention that would satisfy the definition of
asthma exacerbation occurring within 7 days of the last day of a prior asthma exacerbation event
will be considered as part of the same event for analysis purposes.

The asthma exacerbation start and stop dates will be collected in order to determune the
exacerbation duration. The start date of an asthma exacerbation will be the start date of the initial
medical intervention (1e, use of systemic corticosteroids [oral or mjection] asthma-specific
hospital admission, or asthma-specific emergency department visit resulting i systemic
corticosteroid treatment, whichever comes first). The stop date 1s the last day of systenuc
corticosteroids or the last day of an asthma-specific hospitalization whichever 1s later.

In the event of a CAE, FEV1 and PEF measurements should be obtained if 1t 1s safe to do so in
the mvestigator’s opinion. Blood samples to test TEV-53275 serum concentration, ADA  and
free and total serum IL-5 levels should be collected 1if possible.

6.1.3.  Asthma Control Days

An asthma control day 1s defined as a day on which the patient uses zero puffs of inhaled SABA
has no mght-time awakenings, and experiences no asthma exacerbations.

6.1.4. Asthma Control Test

The Asthma Control Test (ACT) 1s a patient self-administered tool for identifying those with
poorly controlled asthma comprising 5 items, with 4-week recall (on symptoms and daily
functioning) (Nathan et al 2004, Schatz et al 2006). It assesses the frequency of shortness of
breath and general asthma symptoms, the use of rescue medications, the effect of asthma on
daily functioming, and the overall self-assessment of asthma control measured on a 5-point scale
(for symptoms and activities: 1=all the time to 5= not at all; for asthma control rating: 1=not
controlled at all to 5=completely controlled). Total scores range from 5 (poor control of asthma)
to 25 (complete control of asthma), with higher scores reflecting greater asthma control. An ACT
score >>19 indicates well-controlled asthma.

6.1.5. Asthma Symptom Score

The asthma symptom score will be determined from the information recorded in the asthma
control diary. A Likert-style scale will be used to quantify symptomatology. This scale has been
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used previously to assess changes in asthma symptoms in response to novel asthma treatments
(Shapiro et al 2000).

Asthma symptom scores should be determined twice daily, in the morming and evening:
Daytime Symptom Score (determined in the evening)
0=No symptoms during the day
1=Symptoms for 1 short period during the day
2=Symptoms for 2 or more short periods during the day
3=Symptoms for most of the day which did not affect my normal daily activities
4=Symptoms for most of the day which did affect my normal daily activities
5=Symptoms so severe that I could not go to work or perform normal daily activities
vight-time Symptom Score (determined in the morning)
0=No symptoms during the mght
1=Symptoms causing me to wake once (or wake early)
2=Symptoms causing me to wake twice or more (including waking early)
3=Symptoms causing me to be awake for most of the mght
4=Symptoms so severe that I did not sleep at all
Symptom-free days are defined as 24-hour peniods with asthma symptom score of 0.
Asthma control days are defined as 24-hour periods with asthma symptom scores of 0 and no
rescue medication use.
6.1.6. Asthma Rescue Medication Use

The number of times asthma rescue medication (number of inhalations/puffs) 1s used will be
assessed (eg, by reviewing the electronic diary or if required due to nussing data m the diary, by
site fracking of the inhalation counter on the inhaler). Note: SABA therapy used for reversibility
testing should not be included n this measure.

6.1.7. Asthma Control Compaosite Score

The weekly asthma control composite score will be based on the following, modified from
O’Byme et al (2018) to include daily morning FEV) instead of PEF:

1. Two or more of the following criteria are fulfilled
e <2 days with a daily asthma symptom score >1

e <2 days of albuterol/salbutamol used as rescue medication up to a maximum of
4 occasions per week (multiple occasions per day are counted as separate occasions)

¢ mormng FEV1 =80% predicted for each day (by handheld device)
And
2. Both of the following criteria are fulfilled:
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e no mght-time awakemings due to asthma
* 1o use of asthma maintenance medications

6.1.8. Standardized Asthma Quality of Life Questionnaire

The Standardized Asthma Quality of Life Questionnaire AQLQ[S]) (patients =18 years of age
version) will be self-admimistered by patients. The questionnaire 1s a tool to measure the impact
of asthma on a patient’s quality of life (physical, emotional, social, and occupational). The aim
of the questionnaire 1s to evaluate the problems that are most troublesome to patients in their day
to day lives. The questionnaire contains 32 items with a 2-week recall period and uses a 7-point
Likert scale (7=not impaired at all to 1=severely impaired). Scores range from 1 to 7, with higher
scores indicating better quality of life.

6.1.9. Asthma Control Questionnaire

The ACQ-6 15 a validated asthma assessment tool that has been widely used (Juniper et al 1999).
The 6 questions are self-assessments (completed by the patient). Each item on the ACQ-6 has a
possible score ranging from O to 6, and the total score 1s the mean of all responses.

6110 I

6.1.11.
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7. ASSESSMENT OF SAFETY

In thus study, safety will be assessed by qualified study personnel by evaluating reported adverse
events, local tolerability at the injection site, clinical laboratory test results, vital signs
measurements, electrocardiogram (ECG) findings, physical examination findings, and use of
conconutant medications. Refer to Table 2 for the tinung of assessments and procedures. For
details of the management of study activities duning COVID-19 outbreaks, see Appendix N.

7.1. Adverse Events

7.1.1. Definition of an Adverse Event

An adverse event 1s any untoward medical occurrence in a patient or clinical investigation
subject adnunistered a pharmaceutical product and which does not necessarily have to have a

causal relationship with this treatment.

In thus study, any adverse event occurring after the patient has signed the ICF through the end of
the study should be recorded and reported as an adverse event.

An adverse event can, therefore, be any unfavorable and umintended physical sign, symptom, or
laboratory parameter that develops or worsens in severity during the course of this study.
Development of a new condition or the worsening of a pre-existing condition will be considered
an adverse event, whether or not considered related to TEV-53275. Stable chronic conditions
(such as arthritis) that are present before study entry and do not worsen during this study will not
be considered adverse events.

Accordingly, an adverse event can include any of the following:
¢ nfer-current illnesses
e physical mjuries
e events possibly related to concomitant medication

e significant worsening (change in nature, severity, or frequency) of pre-existing
conditions
(Note: A condition recorded as pre-existing that 1s intermittently symptomatic [eg,
headache] and that occurs during this study should be recorded as an adverse event)

¢ drug mteractions

e events occurring during diagnostic procedures or during any washout phase of this
study

¢ laboratory or diagnostic test abnormalities, that result in the withdrawal of the patient
from the study, are associated with climical signs and symptoms or a serious adverse
event, or require medical treatment or further diagnostic work-up, or are considered
by the investigator to be climcally sigmificant
(Note: Abnormal laboratory test results at the screening visit that preclude a patient

from entering the study or recerving study treatment are not considered adverse
events)
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Asthma mamfestation, worseming and exacerbation are an efficacy vanable for this study and
should be captured on the asthma exacerbation CRF; accordingly, asthma exacerbations should
not be recorded as adverse events unless they meet the criteria for a serious adverse event.

7.1.2. Recording and Reporting of Adverse Events

For recording of adverse events, the study period 1s defined for each patient as the time period
from signature of the ICF to the end of the study. The period for reporting treatment-emergent
adverse events 1s defined as the period after the first dose of IMP 1s admimistered until the end of
the study.

All adverse events that occur during the defined study period must be recorded both on the
source documentation and the CRF, regardless of the seventy of the event or judged relationship
to the IMP. For serious adverse events, the serious and protocol defined adverse event of special
mnterest form (SAE/PDAESI form) must be completed and the serious adverse event should be
reported within 24 hours of when the mvestigator becomes aware of the serious adverse event
(Section 7.1.5.3.1). The investigator does not need to actively monitor patients for adverse events
after the study period defined above (defined period).

At each contact with the patient, the investigator or designee must question the patient about
adverse events by asking open-ended questions such as “Have you had any unusual symptoms or
medical problems since the last visit? If yes, please describe.” A precise diagnosis should be
recorded whenever possible. When such a diagnosis 1s made, all related signs, symptoms, and
any test findings will be recorded collectively as a single diagnosis on the CRF and, ifit1s a
serious adverse event, on the serious adverse event form. Reported or observed signs and
symptoms that are not manifestations of a known diagnosis should be reported mndividually.

The clinical course of each adverse event will be momifored at suitable intervals until resolved,
stabilized, or returned to baseline; or until the patient 1s referred for continued care to a health
care professional; or until a determination of a cause unrelated to the IMP or study procedure 1s
made.

The onset and end dates, duration (in case of adverse event duration of less than 24 hours), action
taken regarding IMP, treatment admimistered, and outcome for each adverse event must be
recorded both on the source documentation and the CRF.

The relationship of each adverse event to IMP and the severnity and seriousness of each adverse
event, as judged by the investigator, must be recorded as described below.

Further details are given in the Safety Monitoring Plan.

7.1.3. Severity of an Adverse Event

The seventy of each adverse event must be recorded as 1 of the following:
Mild: No hnutation of usual activities

Moderate: Some linitation of usual activities

Severe: Inability to carry out usual activities
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7.1.4. Relationship of an Adverse Event to the Investigational Medicinal Product
The relationship of an adverse event to an IMP suspect, as applicable in the report, will be
captured separately. Determination of this relationship will be made according to the criteria in
Table 4.

Table 4: The Relationship of an Adverse Event to the IMP Suspects

Term Definition Clarification

No reasonable | This category applies to adverse The relationship of an adverse event may be considered
possibility events that, after careful “no reasonable possibility™ if it is clearly due to

(not related) consideration, are clearly due to extraneous causes or if at least 2 of the following apply:

extraneous causes (disease,

environment. etc.) or to adverse ®* Tt does not follow a reasonable temporal sequence

events that, af ful medical ﬁnmthﬂadn?lmmnunufthﬂm[?. _
consideration at the time they are ® It could readily have been produced by the patient’s
evaluated, are judged to be unrelated clinical state, environmental, or toxic factors, or other
to the IMP. modes of therapy administered to the patient.
®* Tt does not follow a known pattern of response to the
IMP.
® Tt does not reappear or worsen when the IMP is
re-administered.
Reasonable This category applies to adverse The relationship of an adverse event may be considered
possibility events for which, after careful “reasonable possibility™ if at least 2 of the following
(related) medical consideration at the time apply:

they are evaluated, a connection with
the IMP/non-IMP administration
cannot be ruled out with certainty.

# Ti follows a reasonable temporal sequence from
admuinistration of the IMP.

® Tt cannot be reasonably explained by the known
characteristics of the patient’s clinical state,
environmental or toxic factors or other modes of
therapy administered to the patient.

® Tt disappears or decreases on cessation or reduction in
dose. There are important exceptions when an
adverse event does not disappear upon
discontimation of the IMP_ yet an IMP relationship
clearly exists.

# Tt follows a known pattern of response to the IMP.

IMP=investigational medicinal product.
7.1.5. Serious Adverse Events

For recording of serious adverse events, the study period 1s defined for each patient as that time
period from signature of the ICF to the end of the follow-up period. Serious adverse events
occurring in a patient after the end of the follow-up period should be reported to the sponsor 1f
the mvestigator becomes aware of them, following the procedures described in Section 7.1.5.3.1.
7.1.5.1.  Definition of a Serious Adverse Event

A serious adverse event 1s an adverse event occurring at any dose that results in any of the
following outcomes or actions:

o results in death
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e 15 life-threateming adverse event (1e, the patient was at nisk of death at the time of the
event); it does not refer to an event which hypothetically might have caused death 1f 1t

were more severe

e requires inpatient hospitalization or prolongation of existing hospitalization, which
means that hospital inpatient adnission or prolongation of hospital stay were required
for freatment of an adverse event, or that they occurred as a consequence of the event.

Hospitalizations scheduled before the patient signed the ICF will not be considered
serious adverse events, unless there was worsening of the pre-existing condition

during the patient’s participation i this study.
e results in persistent or significant disability/incapacity (refers to a substantial
disruption of one’s ability to conduct normal life functions)

e 15 a congenital anomaly/birth defect

e an important medical event that may not result in death, be life-threateming, or require
hospitalization, but may jeopardize the patient and may require medical intervention
to prevent one of the outcomes listed 1n this definition. Examples of such events are
intensive treatment in an emergency room or at home for allergic bronchospasm;
blood dyscrasias or convulsions that do not result in hospitalization, or the
development of drug dependency or drug abuse. Note: Any suspected transmuission of
an mnfectious agent via a medicinal product 1s considered an important medical event.

e all occurrences of possible drug-induced liver injury that meet Hy’s law critenia,
defined as all of the below, must be reported by the investigator to the sponsor as a
serious adverse event:

— alamine aminotransferase (ALT) or aspartate aminotransferase (AST) increase of
>3 x upper limit of normal (ULN)
— total bilirubin increase of >2 x ULN

— absence of mmitial findings of cholestasis (1e, no substantial increase of alkaline
phosphatase [ALP])

An adverse event that does not meet any of the criteria for seriousness listed above will be
regarded as a nonserious adverse event.

Asthma mamfestation, worseming and exacerbation are an efficacy vanable for this study and
should be captured on the asthma exacerbation CRF; accordingly, asthma exacerbations should
not be recorded as adverse events unless they meet the criteria for a serious adverse event.

7.1.5.2. Expectedness

In thus study, the reference safety mformation (RSI) for determination of expectedness of
suspected serious adverse reactions for the IMP 1s included in the IB. A serious adverse event
that 1s not included in the relevant RSI by 1ts specificity, severity, outcome, or frequency is
considered an unexpected adverse event.

The sponsor’s GPSP will determine the expectedness for all serious adverse events.
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For the purpose of SUSAR reporting, the version of the IB at the time of occurrence of the
SUSAR applies.

7.1.5.3. Reporting a Serious Adverse Event

7.1.5.3.1. Investigator Responsibility

To satisfy regulatory requirements, all serious adverse events that occur during the study,
regardless of judged relationship to admimistration of the IMP, must be reported to the sponsor
by the investigator. The event must be reported within 24 hours of when the investigator learns
about 1t. Completing the serious adverse event form and reporting the event must not be delayed,
even 1f not all the information 1s available. The investigator does not need to actively momtor
patients for adverse events once this study has ended.

Serious adverse events occurning to a patient after the last adnumistration of IMP to that patient
has ended should be reported to the sponsor if the investigator becomes aware of them.

The serious adverse event form should be sent to the local safety officer (LSO) or designee, 1e, a
Clinical Research Organization (CRO) 1n a country without a sponsor LSO (the email address
will be provided on the SAE report form).

The following mformation should be provided to record the event accurately and completely:
e study number
e nvestigator and investigational center identification
e patient number
e onset date and detailed description of adverse event

e nvestigator’s assessment of the relationship of the adverse event to the IMP (no
reasonable possibility, or reasonable possibility, as described in Table 4)

Additional information mncludes:
e age and sex of patient
e date of first dose of IMP
e date and amount of last adnimstered dose of IMP
e action taken
s outcome, if known
e seventy
e explanation of assessment of relatedness

e concomitant medication (mncluding study-provided inhalers, doses, routes of
admimistration, and regimens)

e treatment of the event
e pertinent laboratory or other diagnostic test data
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e medical history

e results of dechallenge/rechallenge, if known

e for an adverse event resulting in death
— cause of death (whether or not the death was related to IMP)
— autopsy findings (if available)

Each report of a serious adverse event will be reviewed and evaluated by the mvestigator and the
sponsor to assess the nature of the event and the relationship of the event to the IMP.

Additional information (follow-up) about any serious adverse event unavailable at the initial
reporting should be forwarded by the imvestigator within 24 hours of when 1t becomes known to
the same address as the mnitial report.

For all countries, the sponsor’s GPSP will distribute the Council for International Orgamizations
of Medical Sciences (CIOMS) form/Extensible Markup Language (XML) file or MedWatch of
SAEs to the LSO/CRO for submission to the competent authorities, IEC/IRBs and mvestigators,
according to local regulations. The mvestigator must ensure that the IEC/IRB 1s also informed of
the event, 1n accordance with national and local regulations.

The sponsor’s GPSP will submut the XML of SUSARS to the EMA in an unblinded manner,
when applicable and according to local regulations. Submission of SUSARSs to the FDA using
MedWatch forms 1s done by the Regulatory Affairs department upon receipt from the LSO.

Blinding will be maintained for all study personnel. Therefore, in case of a SUSAR, only the
LSO/unblinded personnel from the CRO will receive the unblinded report for regulatory
submussion; the others will recerve a blinded report.

Further details regarding reporting of SAE/PDAESI will be given in the safety management plan
(SMP).

7.1.5.3.2. Sponsor Responsibility

If a serious unexpected adverse event 1s believed to be related to the IMP or study procedures,

the sponsor will take appropnate steps to notify all investigators participating in sponsored
clinical studies of TEV-53275 and the appropriate competent authorities (and IEC/IRB, as

appropriate).
In addition to notifying the investigators and competent authorities (and IEC/IRB, as
approprnate), other action may be required, including the following:
e altering existing research by modifying the protocol
e discontimung or suspending the study
e modifying the existing consent form and informing all study participants of new
findings
e modifying listings of expected toxicities to include adverse events newly identified as
related to TEV-53275
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7.1.6. Protocol-Defined Adverse Events of Special Interest for Reporting to the Global
Patient Safety & Pharmacovigilance Department

For the purposes of this protocol, the following are considered PDAESI for expedited reporting
to the GPSP department:

e systemuc severe reactions (including anaphylaxis) that follow the diagnostic criteria
for anaphylaxis as outlined by the 2006 Joint National Institute of Allergy and
Infectious Disease/Food Allergy and Anaphylaxis Network (NIAID/FAAN) Second
Symposmum on Anaphylaxis (Sampson et al 2006, [ Appendix H]).

e opportumstic infections as listed in the Panel on Opportumstic Infections in
HIV-Infected Adults and Adolescents gmidelines for the prevention and treatment of
opportunistic infections in HIV-infected adults and adolescents: recommendations
from the Centers for Disease Control and Prevention, the National Instifutes of
Health, and the HIV Medicme Association of the Infectious Diseases Society of
America (Appendix I).

¢ helminth infections

e malignancies (including non-melanoma skin cancer)

The process for reporting these PDAESI 1s the same as that for reporting a serious adverse event
(see Section 7.1.5.3). These events can be either serious or nonserious, according to the criteria
outlined in Section 7.1.5.1.

7.1.7. Protocol-Defined Adverse Events of Special Interest that do not Require
Reporting to the Global Patient Safety & Pharmacovigilance Department

Injection site findings will be assessed using a standardized scale as described in Section 7.8.
Injection site findings will not be captured as adverse events unless they fulfill charactenistics
that are beyond those in the specified forms/scales (eg, necrosis, abscess, etc.) or fulfill
seriousness criteria; 1f fulfilled, they must be recorded and reported as specified in Section 7.1.2.

7.1.8. Protocol Deviations Because of an Adverse Event

If a patient experiences an adverse event or medical emergency, deviations from the protocol
may be allowed on a case-by-case basis. To ensure patient safety, after the event has stabilized or
treatment has been admimistered (or both), the investigator or other physician in attendance must
contact the CRO medical momitor as soon as possible to discuss the situation. The investigator, in
consultation with the sponsor, will decide whether the patient should continue to participate in
the study.

7.2. Pregnancy
Any female patient becoming pregnant during the study will be discontinued from the study.

All pregnancies of women participating in the study that occur duning the study, or within

5 half-hives after IMP admunistration, or 1s reported to the investigator, are to be reported
immediately to the CRO medical monitor, and the imnvestigator must provide the sponsor (LSO)
with the completed pregnancy form. The process for reporting a pregnancy is the same as that for
reporting a serious adverse event (Section 7.1.5.3.1) but using the pregnancy form.
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The mvestigator 1s not required to report patients who are found to be pregnant between
screequng and baseline, provided no protocol-related procedures were applied.

All female patients who become pregnant will be monitored for the outcome of the pregnancy
(including spontaneous, elective, or voluntary abortion). If the pregnancy continues to term, the
outcome (health of the infant up to 8 weeks of age), including details of birth and presence or
absence of any birth defect, congemtal abnormalities, or maternal and newbom complications,
will be reported to the sponsor. Any complication of pregnancy duning the study and any
complication of pregnancy that the mnvestigator becomes aware of after withdrawal from the
study will be reported as an adverse event or serious adverse event, as appropriate.

Since there 1s no evidence of reproductive risk, human mutagenicity or genotoxicity for thus IMP,
female partners will not be asked to sign an ICF to monitor the outcome of the pregnancy.

If the pregnancy in the woman participating in the study does not continue to term, 1 of the
following actions will be taken:

e for a spontaneous abortion, report as a serious adverse event.

e for an elective abortion due to developmental anomalies, report as a serious adverse
event.

e for an elective abortion not due to developmental anomalies, report on the pregnancy
form; do not report as an adverse event.

7.3. Medication Error and Special Situations Related to the
Investigational Medicinal Products

Any admimistration of IMP that 1s not in accordance with the study protocol should be reported
as a protocol deviation and in the patients’ source documents, regardless of whether or not an
adverse event occurs as a result. When meeting important protocol deviation criteria, all
mstances of mcorrect IMP admimistration should be categorized as “Noncompliance to
Investigational Medicinal Product (IMP).”

The following are types of medication errors and special situations:
e medication error: Any unintentional error in the prescribing, dispensing, or
admimistration of a medicinal product while in the control of the healthcare
professional, patient, or consumer.

e overdose: Admumstration of a quantity of a medicinal product given per
admimistration or cumulatively which 1s above the maximum recommended dose
according to the protocol or authorized product information as applicable. Clinical
judgment should always be applied. Any dose of IMP (whether the test IMP or
placebo IMP), whether taken intentionally or umintentionally, in excess of that
prescribed must be immediately reported to the sponsor.

e nususe: Any mtentional therapeutic use of a drug product in an inappropnate way or
opioid use contrary to the directed or prescribed pattern of use, regardless of the
presence or absence of harm or adverse effects. Examples: under usage, erratic or
disorgamized use, mappropriate use (for anxuety), use in conjunction with alcohol or
illegal substances, overuse.
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e abuse: Any intentional, nontherapeutic use of a drug product or substance, even once,
for the purpose of achieving a desirable psychological or physiological effect, or
intentional use of an opioid for a nonmedical purpose, such as euphoria or altering
one’s state of consciousness.

e off-label use: Situations where an IMP 15 intentionally used for a medical purpose not
in accordance with the protocol or authorized product information as applicable.

e occupational exposure: Exposure to an IMP, as a result of one’s professional or
non-professional occupation.

e breastfeeding: Suspected adverse events which occur i infants following exposure to
a medicmal product from breast nulk.

7.4. Clinical Laboratory Tests

All clinical laboratory test results outside the reference range will be judged by the investigator
as belonging to one of the following categories:

e abnormal and not chnically sigmficant
e abnormal and climically sigmificant

A laboratory test result that 1s judged by the mvestigator as climcally significant will be recorded
both on the source documentation and the CRF as an adverse event, and monitored as described
i Section 7.1.2. A laboratory or diagnostic test abnormality (once confirmed by repeated testing)
that results in the withdrawal of the patient from the study; the temporary or permanent
withdrawal of IMP or medical treatment, or further diagnostic work-up may be considered
adverse events. If further diagnostic work-up of an abnormal laboratory result leads to the
mvestigator concluding that the imtial abnormality was not climcally significant, 1t 1s at the
mvestigator's discretion whether or not the result triggering the work-up 1s an adverse event.
(Note: Abnormal laboratory or diagnostic test results at the screening wvisit that preclude a patient
from entering the study or receiving IMP are not considered adverse events.)

Details of clinical laboratory tests will be included in the study reference manual
For details of the management of study activities during COVID-19 outbreaks, see Appendix N.

7.4.1. Serum Chemistry, Hematology, and Urinalysis

Clinical laboratory tests (serum chemustry, hematology, and urinalysis) will be performed at the
time points detailed in Table 2. Clinical laboratory tests will be performed using the central
laboratory. Details are provided in Appendix A. Specific serum chenustry, hematology and
coagulation laboratory tests to be performed are listed mn Table 5.
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Table 5: Clinical Laboratory Tests
Serum Chemistry Hematology and Coagulation
Calcium (Ca) Hematocrit (Het)
Phosphorous Hemoglobin (Hb)
Sodmm (Na) Red blood cell (RBC) count
Potassmm (K) White blood cell (WBC) count
Chloride (C1) Platelet count
Creatinine Mean corpuscular hemoglobin (MCH)
Creatinine phosphokinase (CPEK) Mean corpuscular hemoglobin concentration
Glucose (MCHC)
Blood urea nitrogen (BUN) Mean corpuscular volume (MCV)
Alanine aminotransferase (ALT/SGPT) Mean Platelet Volume (MPV)
Aspartate aminotransferase (AST/SGOT) Red Cell Distribution Width (RDW)
Gamma-glutamyl transpeptidase (GGT) CBC. Nucleated RBC (%, abs)
Alkaline phosphatase (ALP) WBC Differential
Bicarbonate - Basophils (%, abs)
Protein, total - Eosinophils (%, abs)
Albumin - Immature granulocyte (%o, abs)
Bilirubin, total - Lymphocytes (%, abs)
- Monocytes (%o, abs)
- Neutrophils, Total (%, abs)

7.4.2. Other Clinical Laboratory Tests

7.4.2.1. Serology Tests

At screeming, patients will be tested for HBsAg, antibodies to HCV, and HIV Types 1 and 2.
Patients with confirmed positive results will not be eligible to participate in the study.
7.4.2.2.  Follicle Stimulating Hormone

At screeming, women who have been amenorrheic for at least 1 year without an alternative
medical cause will have a serum FSH assessment to confirm postmenopausal status (an increased
concentration of FSH of more than 35 TU/L in women not using hormonal contraception or
hormonal replacement therapy).

7.4.2.3. Human Chorionic Gonadotropin Tests

B-HCG tests in urine will be performed for women of childbearing potential as detailed in
Table 2.

7.4.2.4. COVID-19 Testing

Testing of patients asymptomatic for COVID-19 active infection may be conducted at the
discretion of the investigator within 72 hours of any visit where spirometry assessments are to be
conducted or as required by health authorities, local ethics commuttees, or study center SOPs.
The testing may be conducted by the central laboratory or locally depending on feasibility. The
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testing may be conducted by the central laboratory or locally depending on feasibility. Positive
tests that measure COVID-19 antigen must be confirmed by RT-PCR_

For details of the management of study activities during COVID-19 outbreaks, see Appendix N.

7.5. Physical Examinations

Physical examinations will be performed at the time points detailed in Table 2. Height in
centimeters and weight in kilograms will be recorded at screeming. Weight only will be measured
at other times specified. Body mass index will be determined.

A full physical examunation will include, at a mimmum, head, eyes, ears, nose, and throat
(HEENT), chest, cardiovascular, abdominal, skin examination and abbreviated neurological
examination imncluding cramal nerves, deep tendon reflexes and strength. A brief physical
examination will include, at a mimmum, chest, cardiovascular, abdominal, and skin
examinations.

Any physical examination finding that 1s judged by the investigator as clinically sigmficant
(except at the initial screeming visit, which will be captured as medical history) may be
considered an adverse event, recorded on the CRF and the source document, and monitored as
described mn Section 7.1.2.

For details of the management of study activities during COVID-19 outbreaks, see Appendix N.

7.6. Vital Signs

Vital signs (pulse rate, blood pressure [systolic/diastolic], respiratory rate, and body temperature)
will be measured at the time points detailed in Table 2. All vital signs results outside the
reference ranges will be judged by the investigator as belonging to one of the following

categories:
e abnormal and not chnically sigmficant

e abnormal and climically sigmificant

Before blood pressure and pulse are measured, the patient must rest 1n a supine, semi-recumbent
or seated position for at least 5 minutes. The same position and arm should be used as much as
possible each time vital signs are measured for a given patient. If the opposite arm 1s used 1t will
not be collected as a protocol deviation. For any abnormal vital signs value, the measurement
should be repeated as soon as possible. Any vital signs value that 1s judged by the investigator as
chinically significant will be recorded both on the source documentation and the CRF as an
adverse event, and monitored as described i Section 7.1.2.

For details of the management of study activities during COVID-19 outbreaks, see Appendix N.

7.7. Electrocardiography

A 12-lead ECG will be recorded at the time points detailed in Table 2. Where triplicate
measurements are required (DoR.), each ECG will be taken within 1 to 5 nunutes of the previous
one.

Standard ECGs parameters will be recorded using a centralized process and the ECG will be
mnterpreted locally by the principal mvestigator (or qualified physician). Additionally, a qualified
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central reader will nterpret all ECG. In cases of disagreement, the interpretation by the central
reader should be used. All ECG results outside the reference ranges will be judged by the

mvestigator (or qualified physician) as belonging to one of the following categories:
e abnormal and not chnically sigmficant
e abnormal and climically sigmificant

Any ECG finding that 1s judged by the investigator (or qualified physician) as climcally
significant (except at the screeming visit) will be considered an adverse event, recorded on the
source documentation and in the CRF, and momnitored as described in Section 7.1.2.

For details of the management of study activities during COVID-19 outbreaks, see Appendix N.

7.8. Assessment of Local Tolerability and Pain

Local tolerability at the injection site (erythema, ecchymosis, induration, tenderness, warmth,
swelling, and pain) will be assessed using standardized scales. Patient reported pain at the
mjection site will be reported using a standardized 11-point pain mtensity numencal response
scale (NRS-11) where 0 1s “No pain” and 10 1s “Worst possible pain”; patients will be asked to
respond to the following question: “How much pain do you feel at the drug injection site, where
015 “No pain’ and 10 15 “Worst possible pain’?™.

The assessments will be performed at approximately 1 hour after dosing (Table 2).

Severity of local tolerability symptoms should be assessed as described in Table 6. Erythema,
ecchymosis, and induration will be considered only 1f they reach a diameter of at least 5 mm.

The surface diameter in millimeters will be recorded and erythema, induration, and ecchymosis
at the injection site will be graded according to the diameter measurements: Absent, 5 to <50 mm
(muld), =50 to <100 mm (moderate), and >100 mm (severe). Induration must be assessed by
careful superficial palpation avoiding pressuring or squeezing the injection site.

In cases where symptoms do not resolve, assessments will proceed at each ambulatory visit.
Appropnate treatment may be provided if necessary, in which case 1t must be recorded as
conconutant medication. In case the site(s) of injection need visual representation, 1n addition to
comments in the source documents, the mjection site(s) may be photographed along with a
metric ruler and patient identification number for later review. Any features that could be used to
1dentify the patient will not be captured on the photograph.
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Table 6: Severity Assessment of Local Tolerability

Test Response
Erythema - Absent

- Erythema surface diameter 5 to =50 mm (mild)
- Erythema surface diameter =50 to <100 mm (moderate)
- Erythema surface diameter =100 mm (severe)

Ecchymosis - Absent

- Ecchymosis surface diameter 5 to =50 mm (mild)

- Ecchymosis surface diameter =50 to <100 mm (moderate)
- Ecchymosis surface diameter =100 mm (severe)

Induration - Absent

- Induration surface diameter 5 to =50 mm (mild)

- Induration surface diameter =50 to <100 mm (moderate)
- Indurations surface diameter =100 mm (severe)

Tenderness - None

Warmth - Mild

Swelling - Moderate
- Severe

Injection site findings will not be captured as adverse events unless they fulfill charactenistics
that are beyond those in the specified forms/scales (eg, necrosis, abscess, etc.) or fulfill
seriousness criteria; 1f fulfilled, they must be recorded and reported as specified in Section 7.1.2.
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8. ASSESSMENT OF PHARMACOKINETICS, IMMUNOGENICITY,
BIOMARKERS, AND PHARMACOGENETICS

For details of the management of study activities during COVID-19 outbreaks, see Appendix N.

8.1. Pharmacokinetic Assessment

Blood samples will be collected via vemipuncture at the time points detailed in Table 2 for
measurements of serum concentration of TEV-53275. The dates and times of IMP admimistration
and the date and time point (24-hour clock time) of each pharmacokinetic sample will be
recorded both on the source documentation and the CRF.

Samples will be analyzed for concentration of TEV-53275 using an appropnate validated
method. Blood samples from patients who received placebo may not be analyzed.

Blood volumes are provided in the ICF and study reference manual.

Details on sample handling, storage, shipment, and analysis are given in the study reference
manual.

32

8.3. Immunogenicity

Blood samples (12 mL) for assessment of ADA response will be taken at the time points
mndicated in Table 2.

Additionally, efforts should be made to collect ADA samples when a severe hypersensitivity
reaction (eg, anaphylaxis) 1s suspected, or an asthma exacerbation, a serious adverse event, or an
immunogenicify-related adverse event 1s observed, as close to the onset of the event as possible,
at the resolution of the event, and at 30 days following the event onset, if possible. Antibodies to
TEV-53275 will be evaluated in serum samples of patients treated with TEV-53275. All samples
collected for detection of antibodies to TEV-53275 may also be evaluated for TEV-53275 serum
concentration to facilitate interpretation of the antibody data. Antibodies may be further
characterized including evaluation of TEV-53275-neutralizing antibodies (1f possible).

When a number of assessments are to be conducted at the same time pomnt, the immunogenicity
blood sample should be taken after other assessments. The date and time of IMP administration
and the date and time point of each immunogenicity sample will be recorded both on the source
documentation and the CRF.

The detection and characterization of antibodies to TEV-53275 will be performed using
validated methods by or under the supervision of the sponsor. Blood samples from patients who
recerved placebo may not be analyzed for the presence of ADAs.
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Samples may be stored, if permitted by the ICF and local regulations, after the last patient’s last
visit for the study at a facility selected by the sponsor to enable further analysis of immune
responses to TEV-53275.

Details on sample handling, storage, shipment, and analysis are given in the study reference
manual.

8.4.

8.4.1.

8.5. Pharmacogenetic Assessment

Whole blood (2.5 mL) will be collected at baseline/DoR.. More details regarding
pharmacogenetic analyses are provided in Appendix J and the study reference manual

Pharmacogenetic data will be kept confidential and stored separately.

HSD3BI1 genetic alleles (associated with steroid resistance/responses) will be studied to
determune the relative frequency of allele status in randonuzed patients and to assess the
differential effect of IMP with respect to HSD3B1 allele status.

This testing requures informed consent to be obtained. Patients may decline this testing while stall
participating in the study.

Pharmacogenetic analyses may be presented in a separate analytical plan and report at the end of
the study.
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9. STATISTICS

This section describes the statistical analysis as foreseen at the time of planning the study.
Changes, additions, and further details about the analyses will be described in the statistical
analysis plan. After finalization of the statistical analysis plan, any additional analyses or
changes to analyses that may be required will be fully disclosed in the clinical study report
(CSR).

For details of the management of study activities during COVID-19 outbreaks, see Appendix N.

9.1. Sample Size and Power Considerations

The sample size 15 calibrated based on simulation studies to assess the operating characteristics
of the following Bayesian success criterion for the final analysis of the pnmary efficacy
endpoint: adjusted mean change from baseline at week 12 in trough FEV1:

Data from previous internal clinical studies of another anti-IL5 biologic treatment (CingAir®") in
patients with persistent eosinophilic asthma were used to derive the expected range of treatment
effects of TEV-53275 versus placebo and the standard deviation estimate of 0.350 L for the
primary efficacy endpoint, when TEV-53275 1s given as an add-on maintenance therapy on top
of the background ICS or ICS/LABA tfreatments.

The statistical software FACTS v6.4 was used for conducting the simulations assuming a 15%
dropout rate for the placebo group and an 8% dropout rate for each of the TEV-53275 treatment

groups.
9.2. Analysis Sets
0.2.1. Intent-to-Treat Analysis Set

The intent-to-treat (ITT) analysis set will include all randomized patients.

In the ITT analysis set, patients will be assigned to the treatment they were randonuzed,
regardless of which treatment they actually recerved.

! CingAir® is a registered to Teva Pharmaceutical Industries Ltd.
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9.2.2. Modified Intent-to-Treat Analysis Set

The modified mtent-to-treat (mITT) analysis set 15 a subset of the ITT analysis set including only
patients who receive at least 1 dose of IMP.

The mITT analysis set will serve as the pnimary analysis set for efficacy analyses.

9.2.3. Safety Analysis Set

The safety analysis set will include all randomized patients who recerve at least 1 dose of IMP.
In the safety analysis set, patients will be assigned to the treatment they actually received
regardless of which treatment they were randonuzed, unless otherwise specified.

9.2.4. Per-Protocol Analysis Set

The per-protocol (PP) analysis set i1s a subset of the mITT analysis set including only patients
without important protocol deviations. Important protocol violations will be deternuned before
unblinding and will include incorrect IMP received by a patient.

The PP analysis will serve as a supportive analysis for the pnmary efficacy analysis as well as
the secondary efficacy analysis.

9.2.5. Pharmacokinetic Analysis Set

The pharmacokinetic analysis set will include those patients in the safety analysis set who have
at least 1 available serum concentration value.

9.2.6. Anti-drug Antibody Analysis Set

The ADA analysis set (for anti-TEV-53275 antibodies) will mnclude those patients treated with
TEV-53275 m the safety analysis set.

9.3. Data Handling Conventions

9.3.1. Handling Withdrawals and Missing Data

For all vanables, only the observed data from the patients will be used in the statistical analyses,
1e, there 1s no plan to estimate missing data, unless otherwise specified. Detailed data imputation
rules will be described in the statistical analysis plan.

9.4. Study Population

The ITT analysis set (Section 9.2.1) will be used for all study population summaries unless
otherwise specified. Summaries will be presented by treatment group and for all patients.
9.4.1. Patient Disposition

Data from patients screened, patients screened but not randonuzed, patients randonuzed to
treatment 1n the study, patients randomized but not treated, patients in the safety analysis set,
patients in the PP analysis set, and patients who complete the study (see Section 3.1 for
definition of end of study) will be summarized. Data from patients who withdraw from the study
will also be summarized by reason for withdrawal using descriptive statistics.
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9.4.2. Demographic and Baseline Characteristics

Patient demographic and baseline characteristics, including but not imited to medical history,
prior medications and therapies, and ECG findings, will be examined to assess the comparability
of the treatment groups and will be summanzed using descriptive statistics. The presence of
restrictive alleles will be summanzed by treatment group using patient counts and percentages.

Generally, for continuous vanables, descriptive statistics (number [n], mean, standard deviation,
median, mummum, and maximum) will be provided. For categorical vanables, patient counts and
percentages will be provided. Categories for missing data will be presented if necessary.

9.5. Efficacy Analysis

9.5.1. Primary Efficacy Endpoints

The primary endpont 1s the change from baseline 1n clinic-based standardized baseline-adjusted
trough (pre-bronchodilator) morning FEV at week 12

9.5.2. Secondary Efficacy Endpoints

The secondary efficacy endpoints are:

e overall weekly well-controlled asthma status defined by the asthma control composite
score and weekly asthma control status (Yes versus No) from week 1 through 12 and
overall weekly well-controlled asthma status from week 1 through 16

e overall changes from baseline in the weekly average of daily morning trough
(pre-rescue bronchodilator) FEV1 as measured by a handheld device over 12 weeks
from week 1 through 12 and over 16 weeks from week 1 through 16

e overall changes from baseline in weekly average of rescue medication use over 12
weeks from week 1 through 12 and over 16 weeks from week 1 through 16

e changes from baseline in percentage of asthma control days (no symptoms and no
rescue medication use) over 12 weeks from week 1 through 12 and over 16 weeks
from week 1 through 16

e change from baseline in clinic-based standardized baseline-adjusted morming trough
FEV1 at week 16

e proportions of patients who achieve climc-based FEV1 =80% predicted at weeks 12,
16, and at endpoint

e proportions of patients who achieve forced expiratory flow at 25% to 75% of FVC
(FEFs.75) =70% predicted at weeks 12, 16, and at endpoint

e time to first CAE throughout the study
e changes from baseline 1n Asthma Control Questionnaire (ACQ-6) at weeks 12 and 16
e changes from baseline in ACT at weeks 12 and 16

e changes from baseline in Standardized Asthma Quality of Life Questionnaire
(AQLQIS]) at weeks 12 and 16
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. pr{:ipoﬁons of patients who achieve FEV1-FVC ratio >0.80 at weeks 12, 16, and at
endpoint
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9.54. Planned Method of Analysis

The mITT and PP analysis sets will be used for the efficacy analyses. The mITT analysis set will
serve as the pnmary efficacy analysis population, while the PP analysis set will serve as the
supportive population for the primary efficacy endpoint as well as the secondary efficacy
endpoints.

Descriptive statistics (n, mean, standard deviation, standard error, median, mimmum, and
maximum for continuous variables, and patient counts and percentage for categorical variables)
will be provided for each efficacy vanable by visit or week, as appropniate. Summanes will be
presented by treatment group.

All statistical tests will be conducted at the two-sided 0.05 sigmificance level.

Unless otherwise specified, baseline value 15 defined as the last available value before the
administration of IMP.

9.54.1. Primary Efficacy Analysis

Primary Efficacy Analysis: An estimand, in general includes 4 mter-related attributes —
population of interest, variable (endpoint) of interest, inter-current events (ICE) along with the
strategy for handling ICE, and population-level summary for the endpoint.

The estimand selected for the primary efficacy endpoint will assess the change from baseline in
morning trough FEV: at week 12 due to the mitially randonmzed treatment as actually taken
(Mallinckrodt 2013) in the mITT population. This estimand assesses the treatment efficacy at
week 12 attributable to the mitially randommzed medication.

Inter-current events (ICEs) that are expected to affect the efficacy endpoint will include:

1. Instances where a patient experiences worsening of asthma or an asthma exacerbation
and the patient 1s placed on systemic corticosteroids, or additional asthma therapy
treatment. In such cases, the investigators will be instructed to encourage the patient to
continue in the study and return for planned visits until study completion in order to
collect safety data after additional maintenance treatments are used. However, for these
patients, improvement in FEV; would be expected as rapidly as 1 day after treatment
with ICS (Kerwin et al 2019) and within 1 week after a patient receives the ICS/LABA
treatment (Corren et al 2007, Pearlman et al 1999). The inclusion of data after a patient
recerves alternative medications would potentially bias the treatment response estimates
due to imtially randonuzed study medications. Therefore, for the primary analysis, the
strategy to handle these ICEs will be to exclude observations after the use of asthma
maintenance medications (regardless of availability of data obtained afterwards).

2. Confirmed COVID-19 infections: Since COVID-19 1s a known respiratory disease which
can adversely affect lung functions as a result, the same strategy for handling such ICEs
will be applied in the primary analysis. Observations that occurred after the diagnosis of
COVID-19 infections will not be used in the primary analysis.
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The population-level summaries would be the Bayesian estimates of mean changes from baseline
at week 12 for the treatment groups and corresponding 95% credible mtervals, as well as
posterior probability of treatment effect between each of the TEV-53275 freatment groups vs
placebo being greater than 0, 1e:

FI_
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0.54.2. Sensitivity/Supportive Analysis

0.5.4.2.1. Supportive Analysis

The frequentist approach will be used for analyzing the primary efficacy endpoint as a supportive
analysis. The same estimand with respect to study population, efficacy endpoint and ICEs along
with the same handling strategies will be applied. The population-level summary statistics will
be the least squares means in the treatment groups derived from the mixed-effects model for
repeated measures (MMRM).

The MMRM model will include baseline morning trough FEV;, the randomization stratification
factors (prior therapy use and baseline EOS levels), visit (weeks 2, 4, 8, 12, and 16), treatment
group, and visit-by-treatment group interactions. Contrasts for pairwise treatment comparisons of
interest will be constructed. The unstructured covanance matrix will first be used; however, in
case of convergence 1ssues, the compound symmetry covanance matrix structure will be used
mstead.

Missing data are expected to occur due to early dropouts from study or “analysis dropouts™
resulting from the use of additional or alternative medications and COVID-19 mnfections, as
mentioned above. We plan to use the reference-based multiple imputations method (Mallinckrodt
et al 2017) to handle the missing data problem. This approach imputes nissing data based on
regression models from the placebo-treated patient data, representing a missing not at random
(MNAR) mechamsm_ It 1s expected to yield a conservative treatment effect estimate as compared
to the estimate obtained from multiple imputations (MI) under a mussing at random (MAR.)
mechanism. This approach has recently been successfully applied 1 a Phase 3 pediatric trial
comparing fluticasone propionate multidose dry powder inhaler (MDPI) with fluticasone
propionate/salmeterol MDPI (Study FSS-AS-30003). More details on implementing the
reference-based MI will be provided in the protocol and statistical analysis plan.

The Rubin’s method will be used to combine estimates from multiply-imputed datasets. The final
estimated treatment differences will be presented together with the 2-sided 90% CI and p-values.
0.5.4.2.2. Sensitivity Analyses

The primary efficacy analysis and supportive analysis will be repeated using the PP population.

Other sensitivity analyses will be conducted by evaluating the impact of nussing data on the
supportive MMRM analysis using a 2-dimensional “tipping-point”, multiple-imputation
approach under the MNAR assumption. Shifts to the distributions of nussing observations in
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both the placebo and active treatment arms will be applied to represent different degrees of effect
losses. More details will be provided in the statistical analysis plan.

Sensitivity analysis using all data, including retrieved observations following alternative
medication use will be run to assess the robustness of study results to a different estimand.

9.5.4.3. Secondary Efficacy Analysis

For the overall weekly asthma control status from week 1 through 12, the weekly binary
endpoints from week 1 through 12 will be analyzed using the repeated measures logistic
regression with treatment group, baseline status, prior therapy use, week, and week-by-treatment
group mteractions in the model and with an unstructured covariance matrix. In the case of
convergence 1ssues with the unstructured covariance form, the exchangeable covariance matrix
will be used. The overall probability estimate of weekly asthma control over 12 weeks in each
treatment group, as well as the overall estimate of odds ratio of weekly asthma control over 12
weeks, comparing each TEV-53275 treatment group versus placebo with corresponding 95% CI
and p-value will be derived.

Using the mITT analysis set, each of the following secondary efficacy endpoints will be
summarized descriptively and analyzed using a MMRM including baseline value, randonuzation
stratification factors, visit/week, treatment group, and visit/week -by-treatment group interactions
1n the model with an unstructured covanance matrix:

e overall changes from baseline in weekly average of daily moming trough (pre-rescue
bronchodilator) FEV1 as measured by handheld device over 12 weeks from week 1
through 12 and over 16 weeks from week 1 through 16

e overall changes from baseline in weekly average of rescue medication use over
12 weeks from week 1 through 12 and over 16 weeks from week 1 through 16

e changes from baseline in clinic-based standardized baseline-adjusted morming trough
FEV1 at week 16

e changes from baseline n ACQ-6 at weeks 12 and 16

e changes from baseline in ACT at weeks 12 and 16

e changes from baseline in AQLQ(S) at weeks 12 and 16
For weekly binary endpoints, such as the following:

e proportions of patients who achieve climc-based FEV; =80% predicted at weeks 12,
16, and at endpoint

e proportions of patients who achieve forced expiratory flow at 25% to 75% of FVC
(FEF2s.75) =70% predicted at weeks 12, 16, and at endpoint

e proportions of patients who achieve FEV:FVC ratio =0.80 at weeks 12, 16, and at
endpoint

The repeated measures logistic regression model with treatment group, corresponding baseline
parameter value, prior therapy use, week, and week-by-treatment group interactions in the model
and with an unstructured covariance matrix will be used. In the case of convergence 1ssues with
the unstructured covariance form, the exchangeable covanance matrix will be used. The weekly
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probability estimates of achieving the improvement criterion 1 each treatment group, as well as
the estimates of weekly odds ratios comparing each TEV-53275 treatment group versus placebo
with corresponding 95% CI and p-values will be derived.

All repeated measures model will be mun including measurements at all visits/weeks through
week 16.

For changes from baseline in weekly average of rescue medication use over 12 weeks from
week 1 through 12 and over 16 weeks from week 1 through 16, and changes from baseline in
percentage of asthma control days (no symptoms and no rescue medication use) over 12 weeks
from week 1 through 12 and over 16 weeks from week 1 through 16, Wilcoxon rank-sum test
will be used stratified on randommzation stratification factors.

The frequency of CAEs will be analyzed using a negative bmonual regression method including
randonuzation stratification factors and treatment group in the model and the logarithm of
follow-up time as an offset vaniable. The ratio of CAE rate between the treatment groups and its
95% CI will be estimated from the negative binomial regression model. Treatment effects will be
tested using the likelihood-based Chi-square test.

The Kaplan-Meier method will be used to estimate and compare the distributions of time to the
first CAE between treatment groups. Distribution difference will be compared by a log rank test
adjustmg for the randonuzation stratification factors.
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9.6. Multiple Comparisons and Multiplicity
No adjustments will be made for the preplanned multiple comparisons/endpoints.
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9.7. Safety and Tolerability Analysis
The secondary safety and tolerability endpoints are:
e frequency of adverse events

e changes from baseline in climical laboratory test results (serum chemustry,
hematology, and urinalysis) throughout the study
e changes from baseline in vital signs (blood pressure, pulse rate, respiratory rate, and
body temperature) throughout the study
e changes from baseline in 12-lead electrocardiogram (ECG) findings throughout the
study
¢ use of concomitant medication
e local tolerability
e number (%) of patients who did not complete the study due to adverse events
Safety analyses will be performed on the safety analysis set (Section 9.2 3).
Safety assessments and time points are provided in Table 2.

All adverse events will be coded using the Medical Dictionary for Regulatory Activities
(MedDRA). Each patient will be counted only once in each preferred term or system organ class
(SOC) category for the analyses of safety. Summaries will be presented for all treatment-
emergent adverse events (overall and by sevenity), adverse events determuned by the investigator
to be related to test IMP (1e, reasonable possibility) (defined as related or with missing
relationship) (overall and by seventy), serious adverse events, and adverse events causing
withdrawal from the study. Summaries will be presented by treatment group and for all patients.
Patient listings of all adverse events, serious adverse events and adverse events leading to
withdrawal will be presented.

Values and changes from baseline i clinical laboratory, ECG, and vital signs measurement data
(including the mcidence of abnormalities) will be summarized descriptively.

Local tolerability at the injection site (erythema, ecchymosis, induration, tenderness, warmth,
swelling, and pain) will be assessed using standardized scales and summarized descriptively.

The vse of conconutant medications will be summarized by therapeutic class using descriptive
statistics.

For confinuous varables, descriptive statistics (n, mean, standard dewviation, standard error,
median, mmmum, and maximum) will be provided for actual values and changes from baseline
to each time point. For categorical variables, patient counts and percentages will be provided.

If any patient dies during the study, a listing of deaths will be provided and all relevant
information will be discussed in the patient narrative included 1 the CSR_

9.8. Pharmacokinetic Analysis

Summaries of TEV-53275 serum concentrations will be presented by nominal time point and
dose. Plots of mdividual TEV-53275 serum concentrations will be presented by actual day
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(linear and log scales). Plots of mean or median TEV-53275 serum concentrations will be
presented by nominal day (linear and log scales).

9.9, Pharmacodynamic/Biomarker Analysis

Blood eosmophil count and serum IT-5 (free and total) levels will be summarized by treatment
and time point using descriptive statistics. Individual data will be listed.

9.10.

9.11. Immunogenicity Analysis

Anti-TEV-53275 antibody mnformation, the number and percent of patients positive for ADA and
their antibody titers, and the number of ADA positive patients who are positive for neutralizing
antibody, will be described. The impact of the presence of ADA on pharmacokinetics, efficacy,
and climical safety will be evaluated, if appropnate, and results will be provided mn the CSE.

9.12. Ancillary Studies Analysis

During the mun-in and treatment periods of this study, patients will be supplied with ProAir
Diagihaler. Data from these inhalers will be collected centrally. || GGG

9.13. Planned Interim Analysis

The final primary efficacy analyses will be performed when all patients have completed V9
(week 16) or withdrawn from the study. An unblinded interim analysis 1s planned, when
approximately 120 patients (40 patients per arm) have completed the week 8 wvisit or withdrawn
from the study, to assess the early efficacy data. The objectives of the unblinded mterim efficacy
analysis are: 1) to detect an early efficacy success signal; 2) to conduct a formal futility analysis,
so that the study may be terminated early if both TEV-53275 dose groups are futile, 1e, meet the
futility criterion., and; 3) to evaluate early stopping critenia. The statistical analysis and the
success and futility criteria are specified in Section 9.13.1 below.
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Further, due to challenges in patient enrollment in the face of the COVID-19 pandemic, the
feasibility of an early stopping of the trial with smaller sample sizes may also be evaluated
during the interim analysis. The feasibility analysis will be described in the statistical analysis
plan.

0.13.1. The Unblinded Interim Efficacy Analysis

For the early efficacy success and futility analysis, the week 8 efficacy endpommt, 1e, change from
baseline at week 8 in morning trough FEV; will be analyzed. The same Bayesian analysis for the
final primary efficacy analysis will be applied and both the early success and futility criteria will
be based on the derived posterior probability of the TEV-53275 dose group performing better
than the placebo group i improving the week 8 endpoint.

Early efficacy success

The early efficacy success will be assessed i the TEV-53275 1200 mg treatment group with the
success defined as meeting the following criterion:

Posterior probability (TEV-53275 1200 mg treatment effect vs placebo >0 at interim analysis)
=0.95.

The early success threshold value of 0.95 1s set higher than the final analysis success threshold of
0.85 to demonstrate an unequivocal evidence of TEV-53275 1200 mg treatment efficacy success
compared to placebo at the interim analysis.

Other efficacy endpoints, such as changes from baseline m mormng trough FEV; at weeks 1, 2,
4, 12 and week 16 will be summanzed descriptively by treatment group to provide supportive
data.

It 15 of note that meeting the interim efficacy success criternon will not result in terminating the
study early. The early efficacy success result, combined with satisfactory safety data, may assist
with preparation / mitiation of further safety and efficacy studies, and enable commumications
with regulatory agencies regarding further clinical development.
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Meeting the study futility criterion may result in early termination of the study due to futility.
The execution of the unblinded interim analysis

The unblinded mterim analysis will be conducted by independent, unblinded statistician(s) and
programmer(s) who are not part of the study team, following the pre-specified algorithms and
rules. An independent unblinded data review comnuttee will be set up to review the unblinded
interim efficacy analysis results. A group of the sponsor’s management team who are not a part
of the study team, may have access to the unblinded interim analysis results. In order to maintain
the study blind and the study conduct integrity, a data review charter will be finalized prior to the
interim analysis, which specifies the processes for securely unblinding interim analysis results.
The processes will be followed to ensure that the study blind will be maintained in the blinded
study personnel who are involved in managing the study activities until the study 1s unblinded at
the final analysis. This charter will also detail the blinded safety review.

9.14. Reporting Deviations from the Statistical Plan

Dewiations from the statistical plan, along with the reasons for the dewiations, will be described
in protocol amendments, the statistical analysis plan, the CSR, or any combination of these, as
appropriate, and i accordance with applicable national, local, and regional requirements and
regulations.
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10. QUALITY CONTROL AND QUALITY ASSURANCE

Refer to Appendix C for nformation regarding quality control and quality assurance. This
includes information about protocol amendments, deviations, responsibilities of the investigator
to study personnel, study momitoring, audit and mspection.

Refer to Appendix K for the defimtion of a clinical product complaint and investigator
responsibilities in the management of a climical product complaint.

For details of the management of study activities during COVID-19 outbreaks, see Appendix N.
Details are given in the study reference manual

11. COMPLIANCE STATEMENT

This study will be conducted in full accordance with the ICH Harmomised Tripartite Gudeline,
Guideline for Good Clinical Practice E6 and any applicable national and local laws and
regulations (eg, Title 21 Code of Federal Regulations [21CFR] Parts 11, 50, 54, 56, 312,

and 314, Directive 2001/20/EC of the European Parliament and of the Council on the
approximation of the laws, regulations and adnimstrative provisions of the member states
relating to the implementation of Good Clinical Practice in the conduct of clinical trials on
medicinal products for human use). Any episode of noncompliance will be documented.

The investigator 1s responsible for performing the clinical study in accordance with this protocol
and the applicable GCP puidelines referenced above for collecting, recording, and reporting the
data accurately and properly. Agreement of the investigator to conduct and adnunister this
clinical study 1n accordance with the protocol will be documented in separate climical study
agreements with the sponsor and other forms as required by national competent authonities in the
country where each investigational center 1s located.

The investigator 1s responsible for ensuring the privacy, health, and welfare of the patients during
and after the clinical study; and must ensure that trained personnel are immediately available in
the event of a medical emergency. The mvestigator and the involved clinical study personnel
must be fanuliar with the background and requirements of the study; and with the properties of
the IMPs as described 1n the IB or prescribing information.

The principal investigator at each investigational center has the overall responsibility for the
conduct and admimstration of the climcal study at that investigational center and for contacts
with study management, with the IEC/IRB, and with competent authorities.

See Appendmx D for the ethics expectations of informed consent or assent, competent authorities
and IEC/IRB, confidentiality regarding study patients, and requirements for registration of the
clinical study.
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12. DATA MANAGEMENT AND RECORD KEEPING

See Appendmx L for information regarding data management and record keeping. This includes
direct access to source data and documents, data collection, data quality control, and archiving of
CRFs and source documents.

13. FINANCING AND INSURANCE

A separate chnical study agreement, including a study budget, will be signed between each
principal mmvestigator and the sponsor (or the CRO designated by the sponsor) before the IMP 15
delivered.

The patients in this climical study are insured in accordance with applicable legal provisions. The
policy coverage 1s subject to the full policy terms, conditions, extensions, and exclusions.
Excluded from the insurance coverage are eg, damages to health, and worsening of previous
existing disease that would have occurred or continued if the patient had not taken part in the
clhinical study.

The policy of Clinical Trials Insurance will be provided to the investigational centers by the
SpOnSor.

For covered clinical studies (see 21CFR54), the investigator will provide the sponsor with

financial information required to complete FDA3454 form. Each investigator will notify the
sponsor of any relevant changes during the conduct of the study and for 1 year after the study has

been completed.

14. PUBLICATION POLICY
See Appendix M for information regarding the publication policy.
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16.

16.1.

SUMMARY OF CHANGES TO PROTOCOL

Amendment 01 Dated 18 November 2021

The primary reason for this amendment 1s to modify the entry/eligibility criteria to assist with
recruitment rates; to clarify that study sample size may be adjusted based on the results of an
interim analysis, using unblinded efficacy data; and to clarify that the interim analysis will
mnclude an unblinded futility analysis. Additionally, the amendment contains a clanfication of
collection of bhinded/unblinded blood counts at baseline and updates to the COVID-19
monitormg criteria. All major changes to the protocol body are listed below in the table and are
reflected in the synopsis, as applicable. Minor editorial changes (eg, typos and punctuation) have
been made to the protocol (and protocol synopsis, as appropnate). Table 2 has been revised to

reflect the described changes.
Changes to the Protocol
Original text with changes shown New wording Reason/Justification
for change
Title Page
EudraCT number: Net-Apphicable 2021- EudraCT number: 2021-001439-22 Added EudraCT study
001439-22 identifier.
3 Study Design
3.1 General Study Design and Study Schematic Diagram
Patients may be eligible to participate if they | Patients may be eligible to participate if | Updated to improve
have a diagnosis of asthma for at least 6 they have a diagnosis of asthma for at patient enrollment.
months and their current asthma maintenance | least 6 months and their current asthma
therapy has been stable for at least 3-mensths | mainfenance therapy has been stable for
1 month and includes 1 of the following (see | at least 1 month and inclndes 1 of the
Appendix F). following (see Appendix F).
Approximately 90 patients who have been Approximately 90 patients who have Clanfication.
maintained on medium or high dose ICS or been maintained on medium or high
low dose ICS/LABA and approximately dose ICS or low dose ICS/LABA and
210 patients (may be adjusted based on the | approximately 210 patients (may be
interim analysis) on medium or high dose adjusted based on the inferim analysis)
ICS/LABA will be randomized and stratified | on medmm or high dose ICS/TABA will
across all treatment arms. Screening may be | be randomized and stratified across all
adjusted as needed to meet these critena as treatment arms. Screening may be
much as possible. adjusted as needed to meet these criteria
as much as possible.
3.2 Planned Number of Patients and Countries
Approximately 860 patients will be screened | Approximately 860 patients will be Clanfication.

to achieve approximately 300 randomized
patients, which may be adjusted based on
an interim analysis. Details on the
definition of evaluable patients and sample
size are given in Section 9.

screened to achieve approximately 300
randomized patients, which may be
adjusted based on an interim analysis.
Details on the definifion of evaluable
patients and sample size are given in
Section 9.
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Original text with changes shown New wording Reason/Justification
for change
Table 2: Study Procedures and Assessments
See new wording column Table 2 (Study Procedures and Correction.
Assessments) has been revised as
described below:
* Hematology (CBC with
differential) — assessment
added to V3
* Hematology (blinded CBC with
differential) — assessment
deleted from V3
Footnote b: The screening visit will take Footnote b: The screening visit will take | Clarification
place not more than approximately 4 weeks | place not more than approximately 4
before the baseline/DoR. visit (V3) and is weeks before the baseline/DoR. visit
limited to approximately 14 s2-days (V3) and is limited to approximately 14
duration_ It is understood that not all days duration It is understood that not
procedures can be completed on the same all procedures can be completed on the
day. In particular, the patient may need to same day. In particular, the patient may
retumn for repeat CBC testing as needed or to | need to return for repeat CBC testing as
satisfy the medication wash out for needed or to satisfy the medication wash
pulmonary function testing or to undergo out for pulmonary function testing or to
repeat pulmonary function testing. undergo repeat pulmonary function
testing
Footnote r: Blinded CBC with differential Footnote r: Blinded CBC with Correction.
count will be drawn at visits fess after V3 differential count will be drawn at visits
asd onward to maintain study blinding. The after V3 onward to maintain study
eosinophil and monocyte counts will not be blinding. The eosinophil and monocyte
reported to the study personnel. counts will not be reported to the study
personnel.
4 Selection and withdrawal of patients
4.1 Patient Inclusion Criteria
c. [Revision 1] The patient has a diagnosis of | c. [Revision 1] The patient has a Updated to improve
asthma for at least 6 months as defined by diagnosis of asthma for at least 6 months | patient enrollment.
the National Institutes of Health (NIH) and as defined by the National Institutes of
has been stable without exacerbation or Health (NIH) and has been stable
change in medications for at least 3-menths without exacerbation or change in
1 month. medications for at least 1 month
g. [Revision 1] Current Asthma Therapy- g. [Revision 1] Current Asthma Updated to improve
The patient has been maintained for at least 3 | Therapy: The patient has been patient enrollment.

seaths 1 month on stable doses of

maintained for at least 1 month on stable
doses of:

- medmm or high dose ICS+another
controller. - medmm or high dose ICS+another
- any fixed dose combination ICS (low, controller.
medium, or high) with LABAzanother - any fixed dose combination ICS
controller. (low, medium, or high) with
LABAsanother controller.
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Original text with changes shown New wording Reason/Justification
for change
4.2 Patient Exclusion Criteria
n. [Revision 1] The patient has been treated | n [Revision 1] The patient has been Updated to improve
with a monoclonal antibody used to treat treated with a monoclonal antibody used | patient enrollment.
asthma or other inflammatory conditions | to treat asthma or other inflammatory
within the washout period (5 half-lives), conditions within the washout period (3
has demonstrated hypersensitivity or half-lives), has demonstrated
anaphylaxis to a monoclonal antibody hypersensitivity or anaphylaxis to a
{Appendix G),or is currently using or has monoclonal antibody (Appendix G), or
used a systemic iMMUNOsUpPpressive 1s currently using or has used a systemic
medication within the last 6 months. NOTE: | immrmnosuppressive medication within
Prior depemokimab exposure is the last 6 months NOTE: Prior
prohibited without exception. depemokimab exposure is prohibited
without exception.
g. [Revision 1] The patient currently smokes | q. [Revision 1] The patient currently Clarification.
or has a smoking history of 10 pack years or | smokes or has a smoking history of 10
more (a pack year is defined as smoking 1 pack years or more (a pack year is
pack of cigarettes [20 cigarettes]/day for 1 defined as smoking 1 pack of cigarettes
year), OR the patient used tobacco e [20 cigarettes]/day for 1 year), OR the
manana products within the past yvear (eg, | patient used tobacco products within the
cigarettes, cigars, chewing tobacco, or pipe past year (eg, cigarettes, cigars, chewing
tobacco), OR the patient has smoked tobacco, or pipe tobacco), OR the patient
marijuana within 1 month, OR the patient | has smoked manjuana within 1 month,
has a history of “vaping™ tobacco, manjuana, | OR the patient has a history of “vaping”
or any other substance within 24 months. tobacco, marijuana, or any other
substance within 24 months.
4.4 Withdrawal Criteria and Procedures for the Patient
If a patient exhibits clinical symptoms that If a patient exhibits clinical symptoms Updated to align with
may indicate COVID-19 infection after that may indicate COVID-19 infection current guidelines.

entering the study, the patient should be
tested for active COVID-19. If the patient
tests positive for active COVID-19 (positive
antigen tests must be confirmed by reverse
transcription polymerase chain reaction
[RT-PCR] testing), he/she may continue for

.iE',

after entering the study, the patient
should be tested for active COVID-19. If
the patient tests positive for active
COVID-19 (positive antigen tests nmst
be confirmed by reverse transcription
polymerase chain reaction [RT-PCR])
testing), he/she may continue for
scheduled visits when recovered (ie,
after 10 days from the onset of
symptoms, remains afebrile for 24 hours

snelndino peaof dicallomed madicabon without using anti-pyretics and other
after 10 days from the onset of symptoms, | symptoms are improving) (see
remains afebrile for 24 hours without Appendix G and Appendix N).
using anti-pyretics and other symptoms
are improving) (see Appendix G and
Appendix N.
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for change
4.6 Rescreening
A patient who screen-fails may be permitted | A patient who screen-fails may be Updated to improve
to rescreen once after 30 days duration if permitted to rescreen once after 30 days | pafient enrollment.
there is a reasonable expectation that this duration if there is a reasonable
patient will become eligible for the study, expectation that this patient will become
including requirements for eosinophil eligible for the study, including
counts and/or spirometry. The sponsor may | requirements for eosinophil counts
grant permission to rescreen more than once | and/or spirometry. The sponsor may
under extenuating circumstances and only grant permission to rescreen more than
with the approval of the sponsor’s medical once under extenuating circumstances
expert or delegate Note: Patients who and only with the approval of the
develop a URL/LRI during the mn-in period | sponsor’s medical expert or delegate.
may rescreen 2 weeks after symptoms Note: Patients who develop a URI/'LRI
resolve and after appropriate COVID-19 during the run-in period may rescreen
testing has been completed as specified. 2 weeks after symptoms resolve and
Addirtionally, patients who fail after appropriate COVID-19 testing has
randomization for reasons other than been completed as specified.
spiromeiry requirements may be Additionally, patients who fail
rescreened once. randomization for reasons other than
spirometry requirements may be
rescreened once
5 Treatmenis
5.8 Procedures for Monitoring Patient Compliance
The investigator will be responsible for The mvestigator will be responsible for | Clanification.
monitoning patient compliance with this monitoring patient compliance with this
protocol from the start of the protocol from the start of the
screening/mn-in period through the screening/mun-in period through the
follow-up visit. If the investigator or the follow-up wisit. If the investigator or the
sponsor determines that the patient is not in sponsor determines that the patient is not
compliance with the study protocol, the in compliance with the study protocol,
investigator and the sponsor should the investigator and the sponsor should
determine whether the patient should be determine whether the patient should be
withdrawn from the study. The Independent | withdrawn from the study. The
Ethics Committes/Institntional Review Independent Fthics
Board (IEC/IRB) should be notified if Committee/Institutional Review Board
required by local regulation. Compliance (IEC/TRB) should be notified if required
with the patient diary will be deemed by local regulation Compliance with the
adequate if 80% of the data is capiured patient diary will be deemed adequate if
through V9. 80% of the data is captured throngh V@
5.9 Randomization and Blinding
Patients who meet all inclusion criteria, none | Patients who meet all inclusion criteria. | Correction for
of the exclusion criteria and all of the none of the exclusion criteria and all of | consistency within the
randomization criteria will be randomly the randomization criteria will be protocol and
assigned to 1 of 2 treatment groups or randomly assigned to 1 of 2 treatment clarification sample size
placebo in a 1:1:1 ratio and will be stratified | groups or placebo m a 1:1:1 ratio and may be adjusted based
by prior asthma maintenance therapy (ICS will be stratified by prior asthma on interim analysis.

and low dose ICS/LABA will be stratified
separately from the medium and high dose
ICS/LABA [2 separate strata]) and absolute

maintenance therapy (ICS and low dose
ICS/LABA will be stratified separately
from the medium and high dose
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for change
eosinophil count (300-e-400-calleiul—400 | ICS/TABA [2 separate strata]) and
callsiul-300 to <400 cells/pL., absolute eosinophil count (300 to
=400 cells/pL). Approximately 90 patients =400 cells/pL., =400 cells/uL).
who have been maintained on medium or Approximately 90 patients who have
high dose ICS or low dose ICS/LABA and been maintained on medium or high
approximately 210 patients (may be dose ICS or low dose ICS/LABA and
adjusted based on the interim analysis) on | approximately 210 patients (may be
medium or high dose ICS/TABA will be adjusted based on the inferim analysis)
included and screening #&ll may be adjusted | on medmm or high dose ICS/TABA will
as needed to meet these criteria. be included and screening may be
adjusted as needed to meet these criteria.
5.11 Total Blood Volume
The total blood volume to be collected for The total blood volume to be collected Correction for
each patient in this study is approximately for each patient in this study is miscalculation of the
18351575 ml. approximately 157.5 ml.. total blood volume
collected for each
patient.
7 Assessment of Safety
7.4.2.4 COVID-19 testing
Testing of patients asymptomatic for Testing of patients asymptomatic for Clarification.
COVID-19 active infection may be COVID-19 active infection may be
conducted at the discretion of the conducted at the discretion of the
investigator within 72 hours of any visit investigator within 72 hours of any visit
where spiromefry assessments are to be where spiromefiry assessments are to be
conducted or as required by health conducted or as required by health
authorities, local ethics committees, or study | authonties, local ethics committees, or
center SOPs. The testing may be conducted study cenfer SOPs. The testing may be
by the central laboratory or locally conducted by the central laboratory or
depending on feasibility. based-ea-Bl-RCE. | locally depending on feasibility. The
asabmis-la-patient-has-a pPositive tests testing may be conducted by the central
that measure COVID-19 anfigen {esi-the laboratory or locally depending on
sesuli must be confirmed basad-as by RT- feasibility. Positive tests that measure
PCR-anabypsis. COVID-19 antigen must be confirmed
by RT-PCE
9 Statistics
9.1 Sample Size and Power Considerations
I | . | Clarification.
I |
I I
I | A
I |
] I
I I
I |
| |
9.5.4.1 Primary Efficacy Analysis
where "IG"(a,b) is the inverse gamma where "IG"(a.b) is the inverse gamma Clarification.
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Original text with changes shown New wording Reason/Justification
for change

distribution. To handle missing data with a | distribution To handle missing data with

multiple imputation approach, Fthe linear | a nmltiple imputation approach, the

regression model which fits a simple linear linear regression model, which fits a

model from the data at previous visits (yi,) simple linear model from the data at

will be used: where t=baseline 2410 previous visits (yi,), will be used:

Yilyir ~ ac + Bryic +1s
Yi|yier ~ @r + Be¥ie + 75 + N(0,43),
2
+ N(0, 4z), where T=12 and s represents the

where T=12 and s represents the stratification variables. The priors for

siratification variables. The wath priors for | regression model parameters are:

regression model parameters are:

9.13 Planned Interim Analysis
]
L
]
.
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Original text with changes shown New wording Reason/Justification
for change

|

]

I

I

I

I

]

|

[

9.13.1 The Unblinded Interim Efficacy Analy

See new wording column

[a—
[
L
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Appendix A. Clinical Laboratories and other Departments and Institutions

See new workings column Appendix A (Clinical) has been revised | Updated the contacts for
as described below: Sponsor Medical Expert
=  Sponsor’s Medical and o
Fxpert/Contact Point .. Further | Pharmacogenetics/Biom
Information on the Study - arker Evaluation.
Added:

. Respiratory R&D
Teva Branded Pharmaceutical
Products R&D, Inc

Email:

Evalation — Added:
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GENEWIZ
111 Corporate Boulevard Suite
H Loading Dock South
Plainfield,
NI 07080 USA
Appendix B. Study Procedures and Assessments
2. Procedures During the Run-in Period 2. Procedures During the Run-in Period | Correction for
(Visit 2; 14=2 Days) (Visit 2; 1422 Days) consistency within the
= patient fo complete the Asthma « patient to complete the Asthma | Protocol; ACQ-6 score
Control Questionnaire (ACQ-6) to Control Questionnaire (ACQ-6) | ©f=1.5 1s not required at
mibilitie visit 2. Per the
H—S—s—raqmd-} randomization criternia,
B this is a requirement at
visit 3.
3 Procedures Durning Baseline Visit for 3 Procedures During Baseline Visit for Clanfication.
Double-Blind Treatment Period (Visit 3 Day | Double-Blind Treatment Period (Visit 3
)] Day )
*  hematology (blinded CBC with * hematology (CBC with
differential analysis) differential analysis)
Appendix D. Ecthics
Informed Consent Not applicable; text was deleted. Removed due to conflict
Adult patientswith o legallv-acceptable with Inclusion Criterion
representative-should provide-informed a, the patient is capable
of giving signed
informed consent.

Appendix G. List of Prohibited Medications

See new wording column Appendix G (List of prohibited Provides consistency
medications) has been revised as with exclusion criteria
described below: and clarifies that

- leukotrienes are
* Monoclonal antibody therapy — ; -
Washout period update to; permitted during the
Prohibited within 5 half-lives | STudy-
* Leukotrine modifiers (eg,
montelukast, zileuton) —
removed from table
* Inhaled marijuana — Washout
period update to; 1 month
Footnote b Patients with history of Updated to provide
hypersensitivity/anaphylaxis to any consistency with
o monoclonal antibody are excluded from | exclusion criteria.

Patients with history of
hypersensitivity/anaphylaxis to any
monoclonal antibody are excluded from
participating. Monoclonal antibodies used
to treat non-inflammatory or non-
malignant conditions (ie, migraine

headache) may be allowed after

participating. Monoclonal antibodies
used to treat non-inflammatory or non-
malignant conditions (ie, migraine
headache) may be allowed after
consultation with the study medical
monitor. Note: previous depemokimab
exposure is prohibited without
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consultation with the siudy medical exception.
monitor. Note: previous depemokimab
exposure is prohibited without exception.
Appendix N. Management of Study Activities During COVID-19 Outbreaks
Section 1.3.1 Enown and Potential Benefits | Section 1.3.1 Known and Potential Updated to align with
and Risks of the Test Investigational Benefits and Risks of the Test current guidelines.
Medicinal Product(s) Investigational Medicinal Product(s)
The protocol also states that if a patient The protocol also states that if a patient
exhibits clinical symptoms that may indicate | exhibits clinical symptoms that may
COVID-19 infection after entering the study, | indicate COVID-19 infection after
he/she should be tested for active entering the study, he/she should be
COVID-19_If the patient tests positive for tested for active COVID-19. If the
active COVID-19 (positive antigen testing | patient tests posifive for active
must be confirmed by reverse COVID-19 (positive antigen testing
transcription polymerase chain reaction mmust be confirmed by reverse
[RT-PCR]), he/she may contimme for transcription polymerase chain reaction
scheduled visits when recovered (ie, aftera [ET-PCR]), he/she may confinue for
segative-R - R -testfor-CONID-1010 days | scheduled visits when recovered (1e, 10
after onset of symptoms, is afebrile for 24 | days after onset of symptoms, is afebrile
hours without use of anti-pyretics and for 24 hours without use of anti-pyretics
demonsirates improvement in other and demonstrates improvement in other
symptoms), assuming he/she has no protocol | symptoms), assuming he/she has no
violations including use of disallowed protocol violations including use of
medications (see Section 4.4). disallowed medicafions (see Section
44).
Section 3.1 General Study Design and Study | Section 3.1 General Study Design and Updated to align with
Schematic Diagram; Section 3.5. Schedule of | Study Schematic Diagram; Section 3.5, | current guidelines.

Study Procedures and Assessments;
Appendix B. Study Procedures and
Assessments by Visit

If the patient tests positive for active
COVID-19, he/she may contimie for
scheduled visits when recovered, as
specified above Ge—afertestingnagative-for
ackve-COLID10Y assuming he/she has no
protocol viclations including use of
disallowed medications (see Section 4.4).
Where appropriate, remote assessment of
safety via telephone and/or videoconference
(VC). with VC being the preferred method,
15 recommended until the patient attends
his/her next scheduled visit. All other tests
{including safety laboratory tests,
pharmacokinetics, ADA_ and biomarkers) are
to be conducted once the patient can return to
the study center for his'her next scheduled
visit unless collected at a local laboratory or
home murse visit depending on availability
and local repulation Samples from patients
with known active COVID-19 infection

Schedule of Study Procedures and
Assessments; Appendix B. Study
Procedures and Assessments by Visit

If the patient tests positive for active
COVID-19, he/she may confinue for
scheduled visits when recovered, as
specified above, assuming he/she has no
protocol violations including use of
disallowed medications (see Section
44).

Where appropriate, remote assessment
of safety via telephone and/or
videoconference (VC), with VC being
the preferred method, 15 recommended
until the patient attends his‘her next
scheduled visit. All other tests (including
safety laboratory tests,
pharmacokinetics, ADA and
biomarkers) are to be conducted once
the patient can return to the study center
for his'her next scheduled visit unless
collected at a local laboratory or home
murse visit depending on availability and
local repulation. Samples from patients
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for change
should not be collected. with known active COVID-19 infection
should not be collected.
Section 4.4 Withdrawal Criteria and Section 4.4 Withdrawal Criteria and Updated to align with
Procedures for the Patient Procedures for the Patient current guidelines.
If a patient exhibits clinical symptoms that If a patient exhibits clinical symptoms
may indicate COVID-19 infection after that may indicate COVID-19 infection
entering the study, the patient should be after entering the study, the patient
tested for active COVID-19. If the patient should be tested for active COVID-19. If
tests positive for active COVID-19 the patient tests positive for active
(confirmed by RT-PCR). he/she may COVID-19 (confirmed by RT-PCR),
contime for scheduled visits when he/she may contime for scheduled visits
recovered, as specified above {ie—tests when recovered, as specified above,
npesative-foractive COVID10} assuming assuming he/she has no protocol
he/she has no protocol viclations including violations including use of disallowed
use of disallowed medications (Appendix ). | medications (Appendix G).
Section 7 Assessment of Safety Section 7 Assessment of Safety To provide clarification
Active COVID-19 cases will be monitored | Active COVID-19 cases will be secondary to updated
throughout the study. If a total number of | monitored throughout the study. If a FDA COVID-19
COVID-19 infections are confirmed in total mumber of COVID-19 infections guidance.
randomized patients who received IMP are confirmed in randomized patients
{placebo or TEV-53275) and related to an | who received IMP (placebo or TEV-
SAF to reach a minimum threshold (based | 53275) and related to an SAF to reach a
on total randomized patients, detailed in minimum threshold (based on total
the medical monitoring plan), the randomized patients, detailed in the
Pharmacovigilance physician in medical momitoring plan), the
consultation with the Clinical Study Pharmacovigilance physician in
Physician will determine if an unblinded consultation with the Clinical Study
review of the cases is warranted to ensure | Physician will determine if an unblinded
patient safety. Any unblinded review will | review of the cases is warranted to
be conducted by appropriate personnel ensure patient safety. Any unblinded
that are not connected with the stmdy. review will be conducted by appropriate
personnel that are not connected with the
study.
Section 7.4.2 4 COVID-19 Testing Section 7.4.2. 4 COVID-19 Testing Updated to align with
Testing of patients asymptomatic for Testing of patients asymptomatic for current guidelines.
COVID-19 active infection may be COVID-19 active infection may be
conducted at the discretion of the conducted at the discretion of the

investigator within 72 hours of any visit
where spiromefry assessments are to be
conducted or as required by health
authorities, local ethics committees, or study
center standard operating procedures
{SOPs). The testing may be conducted by the
central laboratory or locally depending on
feasibility. Positive tests that measure
COVID-19 antigen must be confirmed by
RT-PCER.

investigator within 72 hours of any visit
where spiromeiry assessments are to be
conducted or as required by health
authorities, local ethics committees, or
study cenfer standard operating
procedures (SOPs). The testing may be
conducted by the central laboratory or
locally depending on feasibility. Positive
tests that measure COVID-19 antigen
mmust be confirmed by RT-PCE.
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16.2. Administrative Letter 01 Dated 23 March 2021

teva

ADMINISTRATIVE LETTER 01 |
Study number; TV53275-A8-20033

Clinical Smdy Protocol

A Phase 2, Multicenter, Randomized, Double-Blind, Placebo-Controlled, Parallel-Group Study
to Assess the Safety, Efficacy and Pharmacodynamics of TEV-53275 Administered
Subcutaneously in Adult Patients with Persistent Eosinophilic Asthma

Version date 22 December 2020
IND number: 138687 EudraCT number: 2021-001439-22
23 March 2021
Drear Investigator:

The purpose of this letter is to provide the EudraCT number for this study and to correct for
inconsistencies/editorial errors in the protocol related to duration of patient participation,
stratification of absolute blood eosinophil counts, total blood volume, Asthma Control
Questionnaire 6 (ACQ-6) score at Visit 2, and informed consent procedures.

[able 1 below summarizes the relevant sections and page numbers to be revised, the existing
protocol text and the new wording, and the reason for the change. Where applicable, the actual
changes to the text are shown (revisions and additions are shown in bold and underhne: deletions
are shown in strikethrough).

These changes will be incorporated into the protocol during the next amendment, as applicable.
Please ensure that this letter is maintained with the study protocol. Also, please provide a copy of
this letter to vour IRB/IEC for review and acknowledgement.

Please feel free to contact the study Global Clinical Operations (GCO) project manﬂger.-
-m_or it you have any questions

or concerns regarding this letter,
Sincerely,
I

mal Development

Respiratory

Teva Pharmaceuticals 145 Brandywine Parkway | West Chester, PA 19380 'I'cl.--.l.-.n-.,- tevapharm,com
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teva

Table 1: Revisions and Clarifications to the TV53275-A5-20033 Clinical Study Protocol - Administrative Letter 01
Ttem Ttem SectionTable/Fage Current Wording New Wording Reason for Change
Number Number(s)
| Fudral T number I’;lg«.: 1 and Fudral’T number; et EudralT numbser; Avdcled EwdractCT stly identifier,
Symopsis, Page 5 Anphisible 20211143422
o 30

b

Tonal duration of
palient parlicipation

Synopsis, Page 13

Thee otal duration of
patient participation in
thee study is planned 10 be
;lprm:-mrn;h:ly I#E
weeks ingluding up tooan
approximate T-week
scTeening period,
approximately a 2- -
week run-in period, a
l6-week treatment
period, and a follow-up
visit 14 weeks after the
final Ineatment visit,

The wtal duration of

patient participation
i the study 15
planmed o be
approximately

M weeks including
up o an
approximate 2-weoek
sereening period,
approximasely a
Toweek run-in
period, a 1a-week
treatment period,
and & ﬁ1|l-:m-|||;| yisil
14 weeks after the
final treatment visit

Correction for consistency within the
protocod; the duration of the Rim-in period
1% 2 weeks, with a wal study duration of
o weeks,

i Stratification of
absadute blood
epsinophil counts

Synopsis, Page 12,
and Secton 5.9, Page
74

absolute eosinophil count

ahaolute eosinophil
el {300 e
=i cellspl.,
=400 cellz'pl).

Correction for consistency within the
protocol; the blood essinophil count strala
are defined as 300 w0 <400 cellaipl. and
=400 cells'pl..

1 Tonal blood volume

Section 5.11, Page 75

The tetal Blood volume
1o e collected for each
patient in this study is
;||'|r«'m:-'«:1rn;:h:|3,I RE SR
JFT.E mL.,

Thi wotal bloed
voluime to be
collected Tor each
patient in ihs '\1'|'|IIJ:_|.'
15 approximately
157.5 mL.,

Correction for miscalculation of the woial
Blood volume collected for each patient.

Teva Fharmsacewticals 145 Brandywine Parkway | West Chester, PA 19380 | Il.'l.- woaw levaphanm.gom
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teva

Ttem Item SectionTable/Page Current Wording New Wording Reason for Change
Number Number(s)
5 Aathma Control Appendix B, Page 117 | Patient o complete the Patient to complete | Correction for consistency within the
Custhionnaire & Asthma Control the Asthma Control | protocel; ACQ-6 score of =1.5 15 not
(ALC6) soone al Cuestonnare { AC{0) Clsestionmaire required al Visil 2, Per the randomization
YWasin 2 wmhm—ehg&hlh{-}-r [ACT =0, criter, this s a ruquiwmml al Visat §,
[ S PR SN B
R
[ Informed consent for Appendix [, Page B R e B fexn was Removed due 1o conflict with Inclusion
adul patiemts with 127 Artiben i eyl delered. Criverion a, The patient is capable of giving
legally aceeptahle Ap| i e e b signed informed consent
representative J T
atcalarne e bk el
lowal-reuirements:

Teva Fharmacenticals 145 Brandywire Parkway | West Chester, PA 19380 | [l.'l.- woww levaphanm.com
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APPENDIX A. CLINICAL LABORATORIES AND OTHER
DEPARTMENTS AND INSTITUTIONS

Sponsor’s Authorized Representative ]
Teva Branded Pharmaceutical Products R&D, Inc.
IR - Cliical Development
Phone:
Cell- I
Email
Sponsor’s Medical Expert/Contact Point designated | INGNG_—
by the Sponsor for Further Information on the I - Respiratory R&D
Study Teva Branded Pharmaceutical Products R&D, Inc
For serious adverse events: I
Send by email to the address of the local safety Email S
officer/contract research organization (L.SO/CRO)
provided on the SAFE report form. In the event of
difficulty transmitting the form contact an email
address as indicated in the safefy management plan
(SMP).
Contract Research Organization ICON Clinical Research
South Country Business Park
Leopardstown
Dublin 18, Ireland
Central Clinical Laboratory PPD Clinical Labs
2 Tesseneer Dnive
Highland Heights, Eentucky, 41076
USA
Central Spirometry, eDiary, Central eResearch Technology GmbH
Elecirocardiogram Evaluation Sieboldstrasse 3
07230 Estenfeld
Germany
Bicanalytical Pharmacokinetics Evaluation Teva Branded Pharmaceutical Products R&D, Inc.
Bioanalytical Immunogenicity Evaluation Teva Branded Pharmaceutical Products R&D, Inc.
Pharmacogenetics/Biomarker Evaluation GENEWIZ )
111 Corporate Boulevard Suite
H Loading Dock South Plainfield,
NI 07080 USA
Randomization and Trial Supply Management Parexel
{RTSM) vendor 2520 Meridian Parkway
Research Triangle Park
Suite 200, Durham NC 27713
USA
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APPENDIX B. STUDY PROCEDURES AND ASSESSMENTS BY VISIT

The following study procedures and assessments by visit are a summary of the specific
requirements listed in Table 2 and associated footnotes.

1. Procedures for Screening (Visit 1; Up to 2-week Period)

The screemng visit (V) (V1) will take place not more than approximately 4 weeks before the
baseline visit (V3). The following procedures will be performed at V1:

obtain signed and dated informed consent before any study-related procedures are
performed

demographics

review inclusion and exclusion criteria

medical history

asthma history, including duration, current medication, and history of exacerbations
in the last year

prior medication and treatment history. Note: any prior or conconutant therapy,

medication, or procedure a patient has had 30 days before screeming will be recorded
in the source documentation and m the case report form (CRF)

brief physical examination mcluding (at mummum) chest, cardiovascular, abdominal
and skin exanunations

record height in centimeters

record weight i kilograms

pulmonary function testing with reversibility:

pulmonary function testing (spirometry) and reversibility testing will be conducted in
the morning between 0530 and 1100 hours. Patients are requured to withhold asthma
maintenance medications for approximately 24 hours prior to lung function testing for
once daily medications, 12 hours for twice daily or more frequently dosed
medications. If the patient has taken asthma maintenance medication within

2442 hours (daily dosed) or 12+2 hours (dosed twice daily or more frequently) or
SABA rescue medication within 6 hours of the planned pulmonary function testing or
ICS/LABA used as rescue medication within 12 hours of the planned pulmonary
function testing, the visit must be rescheduled. Patients who meet the
pre-albuterol/salbutamol lung function requirements and demonstrate reversibility
>12% and a 200 mL increase from pre-albuterol/salbutamol FEV) approximately

30 minutes after 4 mhalations of albuterol/salbutamol HFA MDI (90 pg ex-actuator)
or equivalent may enter the run-in period if they meet other eligibility requirements as
specified. Patients may repeat pulmonary function testing (spirometry) and
reversibility testing once during the screening period as needed to qualify

hematology (CBC with differential analysis)
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serum chemistry

Note: an absolute eosinophil count of =300 cells/puL 1s required to be included in the
study. Given the known vanability in this measure, the eosmophil count (CBC) may
be repeated once during screening (total of 2 attempts during screening period), at the
discretion of the investigator i order to fulfill this inclusion criterion. Historical
eosmophil counts will not qualify a patient to participate.

Laboratory testing, medical history assessments, serum collection for biomarkers,

physical examination, and other assessments as noted in Table 2 will be completed
during the screeming period and may be conducted at more than one visit.

obtain a blood sample for serum biomarker banking from patients who provided
informed consent

obtain a blood sample for serology testing (Hepatitis B, Hepatitis C, and human
immunodeficiency virus [HIV] testing)

urmalysis

urine pregnancy test for women of clhuldbearing potential (B HCG)

serum follicle stimulating hormone (FSH) test, as applicable

obtain vital signs

COVID-19 symptoms inquiry. Testing of patients asymptomatic for COVID-19
active infection may be conducted at the discretion of the mvestigator within 72 hours

of the wisit or as required by health authonties, local ethics commuttees, or study
center SOPs

2. Procedures During the Run-in Period (Visit 2; 14+2 Days)

Vistt 2 1s the beginning of the run-in period. The following procedures will be performed
during the run-in period:

confirm eligibility to enter the run-in (inclusion/exclusion critenia)

measure and record vital signs

patient to complete the Asthma Control Questionnaire (ACQ-6)

distribute handheld device and electronic diary

conduct training for handheld device and electronic diary use

dispense rescue medication

inquire about clinical asthma exacerbation (CAE) during the screening period
mquire about adverse events

inquire about concomitant medications

COVID-19 symptoms inquary
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3. Procedures During Baseline Visit for Double-Blind Treatment Period (Visit 3,
Day 0)

The baseline/randomization visit (V3) will occur after a minimum of 14+2 days after
entering the run-mn period. Patients who meet the inclusion and exclusion criteria to enter the
run-1n period will contimue to V3, when baseline assessments will be conducted.

At thus visit the patient’s diary data should be reviewed prior to formal lung function testing,
laboratory testing and the various questionnaires to ensure comphance with diary entries and
to determune if lung function, symptoms and rescue medication use meet the randonuzation
critenia. If the patient fails to meet the diary requurements, the patient will be considered a
randomuzation failure. Further procedures for V3 will only be conducted for patients who
meet the diary requirements.

The following procedures will be performed:

review inclusion and exclusion criteria
review randomzation criteria
review compliance with diary and study randomuization requirements

full physical exanmination (to include, at a munimum, head, eyes, ears, nose, and throat
[HEENT], chest, cardiovascular, abdominal, skin, and neurological examination)

pulmonary function testing (spirometry)

hematology (CBC with differential analysis)

fasting serum chenustry tests

obtain a blood sample for Phadiatop Allergy Test and Total IgE

obtain a blood sample for pharmacogenetics (confirm patient has provided informed
consent for this procedure)

obtain a blood sample for pharmacokinetics (serum IMP concentration)
obtain a blood sample for serum anti-drug antibody (ADA) assay
obtain a blood sample for biomarker interleukin 5 (IL-5) analysis
urmalysis

urine pregnancy test for women of childbearing potential (B HCG)

12-lead electrocardiogram ([ECG) in triplicate. Each ECG will be taken within 1 to 5
minutes of the previous one.

vital signs measurements
-
|

complete ACQ-6

Asthma Control Test (ACT)
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Standardized Asthma Quality of Life Questionnaire (AQLQ[S])
|
conduct training on handheld device and review diary use and compliance

perform randonuzation and treatment assignment m interactive response technology
(IRT) after confirming ehigibility including diary and pulmonary function testing,
ACQ 6 score and the remaining randomuization criteria have been met.

mvestigational medicmal product (IMP) dosing (Note: dosing may not occur until all
clinical laboratory samples, and questionnaires have been completed). Doses will be
admimistered by a qualified health care provider (according to local regulations) who

1s prepared to manage anaphylaxis
postdose observation period of 1 hour
mnjection site evaluation

dispense rescue medication (if needed)
collect rescue medication

assess CAEs

mquire about adverse events

inquire about concomitant medications

COVID-19 symptoms inquary

4. Procedures During Double-Blind Treatment Period (Visits 4 through 7)

Visit 4 (Week 1 [Days 3+2])

The following procedures will be performed:

b.

pulmonary function testing (spirometry)

hematology (blinded CBC with differential analysis)

obtain a blood sample for pharmacokinetics (serum IMP concentration)
obtain a blood sample for serum biomarker (IL-5) analysis
dispense/collect rescue medication (1f needed)

assess CAEs

mquire about adverse events

inquire about concomitant medications

COVID-19 symptoms inquary

Visit 5 (Week 2 [Day 14+2])

The following procedures and assessments will be performed:
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C.

brief physical examination (to include, at a mumimum, chest, cardiovascular,
abdominal, and skin examinations)

pulmonary function testing (spirometry)

hematology (blinded CBC with differential analysis)

obtain a blood sample for pharmacokinetics (serum IMP concentration)
obtain a blood sample for serum biomarker (IL-5) analysis

vital signs measurements

complete ACQ-6

review compliance with diary and study requirements

dispense/collect rescue medication (1f needed)

assess CAEs

mquire about adverse events

inquire about concomitant medications

COVID-19 symptoms inquiry

Visit 6 (Week 4 [Day 28+2])

The following procedures and assessments will be performed:

brief physical examination (to include, at a mumimum, chest, cardiovascular,
abdominal, and skin examinations)

pulmonary function testing (spirometry)
hematology (blinded CBC with differential analysis)

serum chemistry tests

obtain a blood sample for pharmacokinetics (serum IMP concentration)
obtain a blood sample for biomarker (IL-5) analysis

urine pregnancy test for women of childbearing potential (B HCG)
vital signs measurements

complete ACQ-6

complete ACT

review compliance with diary and study requirements

dispense/collect rescue medication (1f needed)

assess CAEs

mquire about adverse events

inquire about concomitant medications
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COVID-19 symptoms inquary

d. Visit 7 (Week 8 [Day 56+2]):
The following procedures and assessments will be performed:

brief physical examination (to include, at a mumimum, chest, cardiovascular,
abdominal, and skin examinations)

pulmonary function testing (spirometry)

hematology (blinded CBC with differential analysis)

serum chemistry tests

obtain a blood sample for pharmacokinetics (serum IMP concentration)
obtain a blood sample for biomarker (IL-5) analysis

urine pregnancy test for women of clhuldbearing potential (B HCG)
vital signs measurements

complete ACQ-6

complete ACT

review compliance with diary and study requirements

dispense/collect rescue medication (1f needed)

assess CAEs

mquire about adverse events

inquire about concomitant medications

COVID-19 symptoms inquary

5. Procedures During Visit 8 (Week 12 [Day 84+2])
The following procedures will be performed:

brief physical examination

pulmonary function testing

hematology (blinded CBC with differential analysis)

serum chemistry tests

obtain a blood sample for pharmacokinetics (serum IMP concentration)
obtain a blood sample for biomarker (IL-5) analysis

urine pregnancy test for women of chiuldbearing potential (B HCG)

vital sign measurements
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complete ACQ-6
complete ACT
complete AQLQ(S)

I

review compliance with diary and study requirements
dispense/collect rescue medication (1f needed)

assess CAEs

mquire about adverse events

inquire about concomitant medications

COVID-19 symptoms inquary

6. Procedures During Visit 9 (Week 16 [Day 112+2]) (End of Treatment Visit)
The following procedures will be performed:

full physical examination (to include, at a mummum HEENT, chest, cardiovascular,
abdominal, skin, and neurological examination)

weight (kg)

pulmonary function testing

hematology (blinded CBC with differential analysis)

fasting serum chenustry tests

obtain a blood sample for pharmacokinetics (serum IMP concentration)
obtain a blood sample for serum anti-drug antibody (ADA) assay
obtain a blood sample for biomarker (IL-5) analysis

urmalysis

urine pregnancy test for women of clhuldbearing potential (B HCG)
12-lead ECG

vital sign measurements

complete ACQ-6

complete ACT

complete AQLQ(S)

collect handheld device and electronic diary

collect rescue medication

discuss ongoing asthma treatment
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assess CAEs
mquire about adverse events
inquire about concomitant medications

COVID-19 symptoms inquiry

7. Procedures During Telephone Follow-up (Weeks 20 [Day 140+2], 24 [Day 168+2],
28 [Day 196=+2])

Patients will be contacted approximately monthly by telephone to inquire about CAEs,
adverse events, concomitant medications and COVID-19 symptoms.

&. Procedures During Visit 10 (Week 30 [Day 210+5]) (Follow-up Visit)

Patients will return to the investigational center, whereupon the following procedures will be
performed:

brief physical examination (to include, at a mumimum, chest, cardiovascular,
abdominal, and skin examinations)

hematology (blinded CBC with differential analysis)

serum chemistry tests

obtain a blood sample for pharmacokinetics (serum IMP concentration)
obtain a blood sample for ADA assay

obtain a blood sample for biomarker (IL-5) analysis

urine pregnancy test for women of clhuldbearing potential (B HCG)
vital signs measurements

assess CAEs

mquire about adverse events

inquire about concomitant medications

COVID-19 symptoms inquary

9. Unscheduled Visits

An unscheduled visit may be performed at any fime duning the study at the patient’s request
and as deemed necessary by the investigator. The date and reason for the unscheduled visit
will be recorded on the CRF as well as any other data obtained from procedures and
assessments.

Procedures performed during unscheduled visits may include:

vital signs measurement
assess CAEs
mquire about adverse events
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inquire about concomitant medications

COVID-19 symptoms mquiry

Other procedures and assessments may be performed at the discretion of the investigator.
10. Early Withdrawal Visit

Patients who withdraw consent or patients who are unable to continue participation in the
study should participate in the Early Withdrawal Visit (EWV) whenever possible.

Procedures performed during the EWV may include:

full physical examination

weight (kg)

pulmonary function testing

hematology (blinded CBC with differential analysis)

serum chemistry tests

obtain a blood sample for pharmacokinetics (serum IMP concentration)
obtain a blood sample for ADA assay

obtain blood for serum biomarker (IL-5) analysis

urmalysis

urine pregnancy test for women of clhuldbearing potential (B HCG)
12-lead ECG

vital signs measurement
.
complete ACQ-6

complete ACT

complete AQLQ(S)

I

collect handheld device and electronic diary

collect rescue medication

assess CAEs

mquire about adverse events

inquire about concomitant medications

COVID-19 symptoms mquiry
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APPENDIX C. QUALITY CONTROL AND QUALITY ASSURANCE
Protocol Amendments and Important Protocol Deviations
Protocol Amendments

No changes from the final approved (signed) protocol will be imtiated without the prior written
approval or favorable opmion of a wnitten amendment by the IEC/IRB and national and local
competent authorities, as applicable, except when necessary to address immediate safety
concerns to the patients or when the change involves only logistics or adnumistration. The
principal mmvestigator at each investigational center, the coordinating investigator (if applicable),
and the sponsor will sign the protocol amendment.

Important Protocol Deviations

Any dewviation from the protocol that affects, to a significant degree, (a) the safety, physical, or
mental inteprity of the patients in the study and/or (b) the scientific value of the study will be
considered an important protocol deviation. Important protocol deviations may include
nonadherence on the part of the patient, the investigator, or the sponsor to protocol-specific
mnclusion and exclusion criteria, primary objective variable criteria, or GCP gmdelines;
noncompliance to IMP admimistration; use of prohibited medications. Important protocol
deviations will be 1dentified and recorded by investigational center personnel All important
protocol deviations will be reported to the responsible IEC/IRB, as requured.

When an mmportant protocol deviation 1s reported, the sponsor will determine whether to
withdraw the patient from the study or permut the patient to continue m the study, with
documented approval from the medical expert. The decision will be based on ensuring the safety
of the patient and preserving the mtegrity of the study.

If a patient experiences an adverse event or medical emergency, deviations from the protocol
may be allowed on a case-by-case basis. To ensure patient safety, after the event has stabilized or
treatment has been admimistered (or both), the investigator or other physician in attendance must
contact the physician identified in the Clinical Study Personnel Contact Information section of
this protocol as soon as possible to discuss the situation. The investigator, in consultation with
the sponsor, will decide whether the patient should continue to participate in the study.

Changes in the inclusion and exclusion critenia of the protocol are not prospectively granted by
the sponsor. If investigational center personnel leamn that a patient who did not meet protocol
inclusion and exclusion criteria was entered mn a study, they must immediately inform the
sponsor of the important protocol deviation. If such patient has already completed the study or
has withdrawn early, no action will be taken but the deviation will be recorded.

Information to Study Personnel

The investigator 1s responsible for giving information about the study to all personnel members
mvolved in the study or in any element of patient management, both before starting the study and
during the course of the study (eg, when new personnel become mnvolved). The mvestigator must
ensure that all study personnel are qualified by education, expenence, and traiming to perform
their specific task. These study personnel members must be listed on the mvestigational center
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authonization form, which includes a clear description of each personnel member’s
responsibilities. This list must be updated throughout the study, as necessary.

The study monitor 1s responsible for explaiming the protocol to all study personnel, mcluding the
mvestigator, and for ensuring they comply with the protocol.

Study Monitoring

To ensure compliance with GCP gmdelines, the study monitor or representative 1s responsible
for ensuring that patients have signed the informed consent form and the study 1s conducted
according to applicable SOPs, the protocol, and other wntten instructions and regulatory
guidelines.

The study monitor 1s the primary association between the sponsor and the investigator. The main
responsibilities of the study monitors are to visit the investigator before, during, and after the
study to ensure adherence to the protocol, to ensure that all data are correctly and completely
recorded and reported, and to confirm that informed consent 1s obtained and recorded for all
patients before they participate in the study and when changes to the consent form are warranted,
n accordance with IEC/IRB approvals.

The study monitors will contact the mvestigator and visit the investigational center according to
the momitoring plan. The study monitor will be pernutted to review and venfy the various
records (CRFs and other pertinent source data records, including specific electronic source
document relating to the study) to venfy adherence to the protocol and to ensure the
completeness, consistency, and accuracy of the data being recorded.

As part of the supervision of study progress, other sponsor personnel may, on request,
accompany the study monitor on visits to the investigational center. The investigator and

assisting personnel must agree to cooperate with the study monitor to resolve any problems,
errors, or possible misunderstandings concerming the findings detected during the course of these
monitormg visits or provided in follow-up written communication.

Audit and Inspection

The sponsor may audit the investigational center to evaluate study conduct and compliance with

protocols, SOPs, GCP gmdelines, and applicable regulatory requirements. The sponsor’s Global
Clhimical Quality Assurance, independent of Global Specialty Development, 1s responsible for
determuning the need for (and timing of) an mvestigational center audit.

The mvestigator must accept that competent authorities and sponsor representatives may conduct
mspections and audits to verify compliance with GCP gmdelines.

For details of the management of study activities during COVID-19 outbreaks, see Appendix N.
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APPENDIX D. ETHICS
Informed Consent

The mnvestigator, or a qualified person designated by the mvestigator, should fully inform the
patient of all pertinent aspects of the study, including the wntten information approved by the
IEC/IRB. All wnitten and oral information about the study will be provided in a language as
nontechnical as practical to be understood by the patient. The patient should be given ample time
and opportunity to inquire about details of the study and to decide whether or not to participate in
the study. The above should be detailed in the source documents. Informed consent may be
conducted by an electronic platform (ie, eConsent) if allowed by local regulation and as
implemented duning the study.

Written mformed consent will be obtained from each patient before any study specific
procedures or assessments are done and after the aims, methods, anticipated benefits, and
potential hazards are explamed. The patient’s willingness to participate i the study will be
documented mn the nformed consent form, which will be signed and personally dated by the
patient and by the person who conducted the informed consent discussion. The investigator will
keep the origmal informed consent forms, and copies will be given to the patients. It will also be
explained to the patients that the patient 1s free to refuse participation in the study and free to
withdraw from the study at any time without prejudice to future treatment.

Competent Authorities and Independent Ethics Committees/Institutional Review Boards

Before this study starts, the protocol will be submuitted to the national competent authonity and to
the respective IEC/IRB for review. As requured, the study will not start at a given imnvestigational
center before the IEC/IRB and competent authority (as applicable) for the investigational center
give written approval or a favorable opinion.

Confidentiality Regarding Study Patients

The mvestigator must ensure that the privacy of the patients, including their identity and all
personal medical information, will be maintained at all times. In CRFs and other documents or
image material submutted to the sponsor, patients will be identified not by their names, but by an
1dentification number.

Personal medical information may be reviewed for the purpose of patient safety or for venifying
data in the source and the CRF. This review may be conducted by the study momtor, properly
authorized persons on behalf of the sponsor, Global Quality Assurance, or competent authorities.
Personal medical information will always be treated as confidential.

Registration of the Clinical Study

In compliance with national and local regulations and in accordance with Teva standard
procedures, this clinical study will be registered on trials registry websites.
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APPENDIX E. LOSTTO FOLLOW-UP

A patient will be considered lost to follow-up if he/she repeatedly fails to return for scheduled
visits and 1s unable to be contacted by the investigational center.

The following actions must be taken 1f a patient fails to return to the investigational center for a
required study visit:
e the investigational center must attempt to contact the patient and reschedule the
missed visit as soon as possible and counsel the patient on the importance of

maintaimng the assigned visit schedule and ascertain whether or not the patient
wishes to and/or should continue 1n the study.

e 1n cases m which the patient 1s deemed lost to follow-up, the investigator or designee
must make every effort to regain contact with the patient (where possible, 3 telephone
calls and, 1f necessary, a certified letter to the patient’s last known mailing address or
local equivalent methods). These contact attempts should be documented in the
patient’s medical record.

e should the patient continue to be unreachable, he/she will be considered to have
withdrawn from the study with a primary reason of ‘lost to follow-up’.
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APPENDIX F. LIST OF INHALED CORTICOSTEROID THERAPY
REQUIRED FOR INCLUSION INTO THE RUN-IN

PERIOD

Asthma maintenance therapy?

Daily dose (mcg/day)

Daily dose (mcg/day)

Medium dose High dose
Fluticasone propionate HFA pMDI =250 mcg (metered doseb} =500 meg (metered dose)
=220 mcg (delivered dose) = 440 mcg (delivered dose)
Fluticasone propionate DPI =250 mcg (metered dose) =500 meg (metered dose)
Fluticasone propionate DPI 226 mcg (metered dose) 464 mcg (metered dose)
(Amonair®/AirDuo™)
Fluticasone furoate DPI 100 mcg 200 meg
Beclomethasone dipropionate DPI =500 mcg (metered dose) =1000 meg (metered dose)
(EASYHAIFR®¥) (Orion
Corporation)
Beclomethasone dipropionate HFA | =200 mcg (metered dose) =400 meg (metered dose)
pMDI (QVARE) =160 mcg (delivered dose) =320 mcg (delivered dose)
Budesonide DPI =400 mcg (metered dose) =800 meg (metered dose)
=320 mcg (delivered dose) =040 mcg (delivered dose)
Mometasone furoate DPI 200 mcg 400 meg
Mometasone furoate HF A pMDI =200 mcg =400 mcg
Ciclesonide HFA pMDI =160 mcg (delivered dose) =320 meg (delivered dose)

Source: Adapted from Global Initiative for Asthma (2020).
* Does not include ICS/LABA used as rescue medication.
® Consult prescribing information to determine metered or delivered dose if required.

DPl=dry powder inhaler HF A=hydrofluoroalkane (HFA); ICS=inhaled corticosteroid; pMDI=pressurized metered

dose inhaler; L. ABA=long-acting B agonist.
NOTE: low dose ICS/LABA fixed dose combinations are allowed.
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APPENDIX G. LIST OF PROHIBITED MEDICATIONS

Type of Medication or Drug*

Washout Period before Study Visit V2 (Unless
Otherwise Specified)

Monoclonal antibody therapy® Prohibited within 5 half-lives

Any other investigational dmg 30 days or 5 half-lives (whichever is longer)
Inhaled or oral cromolyn 14 days

Corticosteroids (oral, iv, infra-articular, or intranmscular) | 30 days

Topical dermatologic corticosteroids (infermediate to high | 14 days

potency, eg. CUTIVATE® [PharmaDerm]. ELOCON®
[Schering Corporation] or triamcinolone cream. lotion or
ointment)*

Decongestants (eg, pseudoephedrine,
phenylpropanolamine, or phenylephrine)

Discontinue 24 hours before any visit where
pulmonary function will be assessed

Immumosuppressive therapy (eg, methotrexate, gold, or
arathioprine)

6 months

Immmumotherapy?

Initiation within 90 days or clinically meaningful
change in dose within 30 days

Inhaled anticholinergic (anti-mmscarinic) medication (eg,
tiotropinm, umeclidinium, glycopyrrolate)

7 days prior to lung function testing during the
screening period and through week 16 (V9)

Oral B2-agonists (tablets, syrup)

7 days

Oral or nasal antihistamines (eg, loratadine,
diphenhydramine, or cetirizine)

Chronic stable doses are allowed and are anticipated to
remain stable throughout the treatment period
(week 16 [V9])

Inhaled marijuana

1 month

Vaping nicotine/marijuana or any other substance

24 months

# Medications prohibited during the study through week 16 (V9) and required washout periods are listed. Patients
who require addition of asthma medications during the study to control asthma prior to the week 16 visit (V) are

allowed but will be recorded as a protocol deviation.

® Patients with history of hypersensitivity/anaphylaxis to any monoclonal antibody are excluded from participating.
Monoclonal antibodies used to treat non-inflammatory or non-malignant conditions (ie, migraine headache) may
be allowed after consultation with the study medical monitor. Note: previous depemokimab exposure is

prohibited without exception.

¢ Low-potency topical corticosteroids are allowed and may include (as examples) hydrocortisone cream 2.5% or
lower, Desonide gel or foam 0.05%, fluocinolone acetonide cream or solution 0.01%, or alclometasone

dipropionate (.05% cream or ointment.

4 Patients who have been treated with immunotherapy and the treatment is expected to remain stable during the

study may participate in the study.

ICS=inhaled corticosteroid; iv=intravenous; LAB A=long-acting p-adrenergic agonist; V=visit.
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APPENDIX H. CLINICAL CRITERIA FOR DIAGNOSING
ANAPHYLAXIS

As detailed by Sampson et al 2006, anaphylaxis 1s broadly defined as, “a serious allergic reaction
that 1s rapid in onset and may cause death ™ Diagnostic critenia defined by the National Institute
of Allergy and Infectious Disease/Food Allergy and Anaphylaxis Network during the second
symposmum on the defimtion and management of anaphylaxis, modified from Sampson et al
2006, are as follows:

Anaphylaxis 1s highly likely when any 1 of the following 3 critena 1s fulfilled:

1. Acute onset of an illness (minutes to several hours) with involvement of the skin,
mucosal tissue, or both (eg, generalized hives, pruritus or flushing, swollen lips-tongue,
uvula) and at least 1 of the following:

— resprratory compronuse (eg, dyspnea, wheeze-bronchospasm, stridor, reduced
peak expiratory flow [PEF], hypoxemua)

— reduced blood pressure (BP) or associated symptoms of end-organ dysfunction
(eg, hypotoma [collapse], syncope, incontinence)

2. Two or more of the following that occur rapidly after exposure fo a [ikely allergen for
that patient (munutes to several hours):

— mvolvement of the skin-mucosal tissue (eg, generalized hives, itch-flush, swollen
lips-tongue-uvula)

— resprratory compronuse (eg, dyspnea, wheeze-bronchospasm, stridor, reduced
PEF, hypoxemua)

— reduced BP or associated symptoms (eg, hypotoma [collapse], syncope,
incontinence)

— persistent gastromntestinal symptoms (eg, crampy abdomunal pain, vomiting)

3. Reduced BP after exposure fo a known allergen for that patient (nunutes to several
hours):

— adults: systolic BP of <90 mm Hg or >30% decrease from that person’s baseline

In the event of suspected severe hypersensitivity (imncluding anaphylaxis), vital signs, including
oxygen saturation and respiration rate, will be measured. Other assessments will be performed at
the discretion of the investigator.
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APPENDIX 1. LIST OF EXAMPLES OF OPPORTUNISTIC
INFECTIONS

¢ Bactenal enteric infections

¢ Bartonellosis

e Candidiasis (excluding vulvovaginal candidiasis)
e Chagas disease

e Coccidioidomycosis

e Cryptococcosis

e Cryptosporidiosis

e Cystoisosporiasis (formerly 1sosporiasis)
e Cytomegalovirus disease

e Hepatitis B

e Hepatitis C

e Herpes simplex

e Histoplasmosis

e Human herpesvirus-8

e Human papillomavirus

¢ Leishmamasis

e Malana

e Microspondiosis

¢ Mycobacterium avium

e Mycobacterium tuberculosis

¢ Pneumocystis pneumonia

e Progressive multifocal leukoencephalopathy/JC virus infection
e Syphilis

e Talaromycosis (formerly penicilliosis)

e Toxoplasma gondii

e Varicella-zoster

Any suspected opportunistic infections (1e, infections that occur more frequently and are more
severe than expected) are to be reported.
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Further details are available in “Gwmdelines for Prevention and Treatment of Opportumstic
Infections in Adults and Adolescents with HIV™. Available at:

https://aidsinfo mh gov/guidelines/html/4/adult-and-adolescent-opportumistic-infection/0).
Accessed 20-May-2020. Commumity-acquired pneumoma and vulvovaginal candidiasis were
removed from the list above as they may be expected in the study patient population.
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APPENDIX J. PHARMACOGENETIC ASSESSMENTS

Blood samples (2.5 mL) for pharmacogenetic assessments will be collected at the randomization
visit (V3) from all patients in the study who signed the informed consent form (ICF) for the
pharmacogenetic assessments. Each patient will sign a separate ICF for the genetic assessment.
Participation in the genetic research 1s optional. Patients who do not wish to participate in the
genetic research may still participate m the study. Pharmacogenetic data will be kept confidential
and stored separately.

Pharmacogenetic assessment potentially includes the association of DNA varniations in the IT-5
gene with clinical responses to TEV-53275 (eg, efficacy, pharmacokinetics, tolerability, and
safety features or disease susceptibility and seventy features).

IL-5 sequence may be studied in addition to other potential genes in relation with respiratory
disease or with the TEV-53275. The final list of genes that mght be investigated will be selected
at a later stage before the analysis to allow the list to be updated with new scientific information.
Genetic analysis could also include a sequencing of the whole genome 1f requured.
Pharmacogenetic assessment may be performed based on study results. Samples will be used
only for mvestigations related to respiratory diseases and/or response to related mvestigational
drugs. Pharmacogenomic assessment may occur after this climical study 1s completed.

Details on processes for collection and shipment of these samples can be found in the study
reference manual.
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APPENDIX K. PRODUCT COMPLAINTS

Clinical Product Complaints

A chimcal product complaint 1s defined as a problem or potential problem with the physical
quality or characteristics of climical IMP supplies or clinical device supplies used 1n a clinical
research study sponsored by Teva. Examples of a product complaint include but are not limted
to:

e suspected contamination
e questionable stability (eg, color change, flaking, crumbling, etc.)
e defective components

e nussing or extra umits (eg, primary container 1s received at the mvestigational center
with more or less than the designated number of umits mside)

e ncorrect packaging, or incorrect or missing labeling/labels
e unexpected or unanticipated taste or odor, or both
e device not working correctly or appears defective in some manner

Each mnvestigational center will be responsible for reporting a possible clinical product complaint
by completing the product complaint form provided by Teva and emailing 1t to
clinical productcomplaints@tevapharm com within 48 hours of becoming aware of the 1ssue.

For complaints involving a device or other retrievable item, it 1s required that the device (or
item) be sent back to the sponsor for investigative testing whenever possible. For complaints
mvolving an IMP, all relevant samples (eg, the remainder of the patient’s IMP supply) should be
sent back to the sponsor for investigative testing whenever possible.

1. Product Complaint Information Needed from the Investigational Center

In the event that the product complamnt form cannot be completed, the investigator will provide
the following information, as available:

e nvestigational center number and principal investigator name
e name, phone number, and address of the source of the complamt
e clinical protocol number

e patient identifier (patient study number) and corresponding visit numbers, 1f
applicable

e patient number, bottle, and kit numbers (1f applicable) for double-blind or open-label
studies

e product available for return Yes/No
e product was taken or used according to protocol Yes/No
e description or nature of complamt
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» associated serious adverse event Yes/No
e clinical supplies unblinded (for blinded studies) Yes/No
e date and name of person receiving the complaint

Note: Reporting a product complaint must not be delayed even 1f not all the required information
can be obtained immediately. Known information must be reported immediately. The sponsor
will collaborate with the investigator to obtain any outstanding information.

2. Handling of Investigational Medicinal Product(s) at the Investigational Center(s)

The investigator 1s responsible for retaining the product mn question in a location separate from
the mvestigator’s clinical study supplies. The sponsor may request that the mvestigator return the
product for further evaluation and/or analysis. If this 1s necessary, the chinical study monitor or
designee will provide the information needed for returming the IMP_

If 1t 15 determined that the investigational center must return all IMP, the sponsor will provide the
information needed to handle the refurn.

The integrity of the randomization code and corresponding blinded clinical supplies will be
maintained whenever possible. A serious adverse event or the potential for a product quality

problem existing beyond the scope of the complaint may be a reason to unblind the clinical
supplies for an affected patient.

3. Adverse Events or Serious Adverse Events Associated with a Product Complaint

If there 1s an adverse event or serious adverse event due fo product complaint, the protocol
should be followed for recording and reporting (Section 7.1.2 and Section 7.1.5.3, respectively).

4. Documenting a Product Complaint

The mnvestigator will record mn the source documentation a description of the product complaint,
and any actions taken to resolve the complamnt and to preserve the safety of the patient. Once the
complaint has been investigated by the sponsor and the mvestigator, if necessary, an event
closure letter may be sent to the investigational center where the complaint originated or to all
mvestigational centers using the product.

Medical device incidents, including those resultmg from malfunctions of the device, must be
detected, documented, and reported by the investigator throughout the study.
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APPENDIX 1.. DATA MANAGEMENT AND RECORD KEEPING
Direct Access to Source Data and Documents

All patient data must have supportive onginal source documentation in the medical records, or
equivalent, before they are transcribed to the CRF. Data may not be recorded directly on the CRF
and considered as source data unless the sponsor provides written instructions specifying which
data are permuitted to be recorded directly to the CRF.

If data are processed from other institutions or by other means (eg, clinical laboratory, central
mmage center, or electronic diary data) the results will be sent to the investigational center, where
they will be retained but not transcribed to the CRF, unless otherwise noted in the protocol.
These data may also be sent electronically to the sponsor (or orgamization performing data
management).

The medical experts, study monitors, auditors, IEC/IRB, and inspectors from competent
authornity (or their agents) will be given direct access to source data and documents (eg, medical
charts/records, laboratory test results, printouts, videotapes) for source data venification, provided
that patient confidentiality 1s maintained in accordance with national and local requirements.

The mvestigator must mamtam the onginal records (ie, source documents) of each patient’s data
at all times. The mvestigator must mamntain a confidential patient identification list that allows
the unambiguous identification of each patient.

Data Collection

Data will be collected using CRFs that are specifically designed for this study. The data collected
on the CRFs will be captured in a climcal data management system (CDMS) that meets the
technical requirements described m 21CFR Part 11 (USA) and documents of other concerned
competent authonties. Before using the CDMS, 1t will be fully validated and all users will
recerve framing on the system and study-specific traimming. After they are trained, users will be
provided with individual system access rights.

Data will be collected at the investigational center by appropniately designated and trained
personnel, and CRFs must be completed for each patient who provided informed consent. Patient
1dentity should not be discermible from the data provided on the CRF.

If data are processed from other sources (eg, central laboratory, bioanalytical laboratory, central
image center, electronic diary data, electronic patient-reported outcome [ePRO] tablet), these
data will be sent to the investigational center, where they will be retained but not transcribed to
the CRF, unless otherwise noted mn the protocol. These data may also be sent electromically to the
sponsor (or organization performing data management). All patient data must have supportive
original source documentation i the medical records, or equivalent, before they are transcribed
to the CRF. Data may not be recorded directly on the CRF and considered as source data unless
the sponsor provides written instructions specifying which data are permutted to be recorded
directly to the CRF.

For patients who enter a study but do not meet entry critenia, at a mummum, data for screening
failure reason, demography, and adverse events from the time of informed consent will be
entered mn the CRF.
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Data Quality Control

Data Management 1s responsible for the accuracy, quality, completeness, and internal
consistency of the data from this study. Oversight will be carried out as descnibed in the
sponsor’s SOPs for climcal studies. Day to day data management tasks for this study are
delegated to a contract orgamization, and these functions may be carried out as described in the
SOPs for chinical studies at that organization. These SOPs will be reviewed by the sponsor before
the start of data management activities.

Data will be venified by the study monitor using the data source, and reviewed by data
management using both automated logical checks and manual review. Data identified as
erroneous, or data that are missing, will be referred to the investigational center for resolution
through data quenies. Any necessary changes will be made in the clinical database, and data
review and validation procedures will be repeated as needed. Data from external sources will be

compared with the information available in the CDMS and any discrepancies will be queried.
Applicable terms will be coded according to the coding conventions for this study.

At the conclusion of the study, the CDMS and all other study data will be locked to further
additions or corrections. Locking the study data represents the acknowledgement that all data
have been captured and confirmed as accurate. All data collected will be approved by the
mvestigator at the investigational center. This approval acknowledges the investigator’s review
and acceptance of the data as being complete and accurate.

Archiving of Case Report Forms and Source Documents

Sponsor Responsibilities

The original CRFs will be archived by the sponsor. Investigational center-specific CRFs will be
provided to the respective investigational centers for archiving.

Investigator Responsibilities
The mvestigator must mamtam all wrnitten and electronic records, accounts, notes, reports, and

data related to the study and any additional records required to be maintained under country,
state/province, or national and local laws, including, but not limited to:

o full case histories

¢ signed mformed consent forms

e patient identification lists

e case report forms for each patient on a per-visit basis

e data from other sources (eg, central laboratory, bioanalytical laboratory, central image
center, electronic diary)

e safety reports
e financial disclosure reports/forms

e reports of receipt, use, and disposition of the IMPs
e copies of all correspondence with sponsor, the IEC/IRB, and any competent authornty
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The mvestigator will retain all records related to the study and any additional records required, as
indicated by the protocol and according to applicable laws and regulations, until the CRO or
sponsor notifies the mstitution n writing that records may be destroyed. If, after 25 years from
study completion, or earlier in the case of the mvestigational center closing or going out of
business, the investigator reasonably determunes that study record retention has become unduly
burdensome, and sponsor has not provided written notification of destruction, then the
mvestigator may submut a written request to sponsor at least 60 days before any planned
disposition of study records. After receipt of such request, the sponsor may make arrangements
for appropnate archival or disposition, including requining that the investigator deliver such
records to the sponsor. The investigator shall notify the sponsor of any accidental loss or
destruction of study records.
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APPENDIX M. PUBLICATION POLICY

All unpublished mformation given to the mvestigator by the sponsor shall not be published or
disclosed to a third party without the prior written consent of the sponsor.

The results of this study may be published or presented at scientific meetings. If this 1s foreseen,
the mvestigator agrees to submut all manuscripts or abstracts to the sponsor before submission.
This allows the sponsor to protect proprietary mnformation and to provide comments.

The sponsor will comply with the requirements for publication of study results:
“Recommendations for the Conduct, Reporting, Editing, and Publication of Scholarly Work in
Medical Journals™” (www_ICMIJE org). Publication of the results will occur in a timely manner
according to applicable regulations. In accordance with standard editorial and ethical practice,
the sponsor will generally support publication of multicenter studies only in their entirety and not
as individual investigational center data. In this case, a coordinating investigator, if applicable,
will be designated by mutual agreement.

Authorship will be determuned by mufual agreement and in line with International Committee of
Medical Journal Editors authorship requirements:

e substantial contributions to the conception or design of the work; or the acqusition,
analysis, or interpretation of data for the work

e drafting the work or revising 1t critically for important intellectual content
e final approval of the version to be published

e agreement to be accountable for all aspects of the work i ensuning that questions
related to the accuracy or integrity of any part of the work are appropnately
mvestigated and resolved

The publications commuttee established by the sponsor will oversee this process. Additional
publications may follow. Policies regarding the publication of the study results are defined in the
financial agreement.

No patent applications based on the results of the study may be made by the investigator nor may
assistance be given to any third party to make such an application without the written
authorization of the sponsor.
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APPENDIX N. MANAGEMENT OF STUDY ACTIVITIES DURING
COVID-19 OUTBREAKS

This appendrx addresses the modifications in study conduct during coronavirus disease 2019
(COVID-19) outbreaks.

The changes will be effective for the period of the COVID-19 outbreaks and will be
implemented exclusively at the sites impacted by COVID-19. When the situation at specific
sites/countries allows the return to regular study activities, the full protocol will govern the study
for all sites including those who were impacted by COVID-19.

The following sections of the protocol are affected:

Section 1.3.1. Known and Potential Benefits and Risks of the Test Investigational
Medicinal Product(s)

In the event of an emergency situation (eg, COVID-19 outbreaks), the sponsor, in close
collaboration with the mvestigators, will determune if the benefit-risk assessment remains
positive as a whole, and will assess any additional risks on a patient-by-patient basis. The
measures outlined in this appendix are aimed at further mtigating the additional risks in an
emergency situation.

It should be noted that patients diagnosed with COVID-19 will be excluded from entening mmn-in
period and will not be randomized into the study as they would meet exclusion criterion “d”,
which excludes patients with “clinical symptoms that may indicate COVID-19 infection, and/or
patients who in the mnvestigator’s opinion are at high risk of exposure to COVID-19 within

4 weeks before screeming or during screeming/mun-in”. Such patients will be tested for active
COVID-19 infection and will only be included 1if they test negative for COVID-19. Furthermore,
exclusion criterion “c” stipulates:

e The patient has a suspected bactenial or viral infection (including COVID-19) of the
upper or lower respiratory tract, sinus, or middle ear that has not resolved at least
2 weeks before the screening period. Note: Patients who develop an upper respiratory
infection/lower respiratory infection (URI/LRI) during the run-in period may rescreen
2 weeks after symptoms resolve and undergo COVID-19 testing as outlined in
exclusion criteria “d”™.

Older adults and people of any age who have serious underlying medical conditions, mcluding
moderate to severe asthma, may be at higher nisk for a more severe COVID-19 course when
infected (Centers for Disease Control and Prevention [CDC] Coronavirus [COVID-19]).

The protocol also states that 1f a patient exhibits clinical symptoms that may mdicate COVID-19
infection after entering the study, he/she should be tested for active COVID-19. If the patient
tests positive for active COVID-19 (positive antigen testing must be confirmed by reverse
transcription polymerase chain reaction [RT-PCR]), he/she may continue for scheduled visits
when recovered (1e, 10 days after onset of symptoms, 1s afebnle for 24 hours without use of anti-
pyretics and demonstrates improvement in other symptoms), assuming he/she has no protocol
violations mncluding use of disallowed medications (see Section 4.4).
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Section 3.1. General Study Design and Study Schematic Diagram; Section 3.5. Schedule of
Study Procedures and Assessments; Appendix B. Study Procedures and Assessments by
Visit

In the event of an emergency situation (eg, COVID-19 outbreaks), in case a patient cannot return
to the clinic for the scheduled visits (eg, due to quarantine, 1solation, patient’s concern, active
COVID-19 mnfection, or closure of the site clinic), the patient will continue with daily hand-held
sprrometry measurements and e-diary completion, and scheduled adverse event and concomutant
medication monitoring. Patient questionnaires may be completed with the assistance of study
center personnel where pernutted by licensing agreements. If the patient tests positive for active
COVID-19, he/she may continue for scheduled visits when recovered, as specified above,
assumung he/she has no protocol violations mcluding use of disallowed medications (see
Section 4.4). Where appropriate, remote assessment of safety via telephone and/or
videoconference (VC), with VC being the preferred method, 1s recommended until the patient
attends his/her next scheduled visit. All other tests (including safety laboratory tests,
pharmacokinetics, ADA  and biomarkers) are to be conducted once the patient can return to the
study center for his/her next scheduled visit unless collected at a local laboratory or home nurse
visit depending on availability and local regulation. Samples from patients with known active
COVID-19 mfection should not be collected.

In the event that a patient completes the min-in but cannot come to the site for the day of
randomuzation (DoR)) visit for randomization (eg, due to quarantine, 1solation, patient's concern,
or closure of the site clinic), 1t may be possible to extend the duration of mun-in on a case-by-case
basis, followimng discussion between the mvestigator and the sponsor study physician.
Rescreening of the patient will also be allowed.

Modifications to other procedures and assessments (electrocardiogram [ECG], laboratory sample
collection, pharmacokinetic sampling, etc.) will be performed per implemented contingency
measures according to sponsor mstructions and the corresponding manual  For example, 1f
central laboratory samples cannot be collected for safety assessments, sites may have patients
visit a local reference laboratory or dispatch a home health nurse to perform the assessments, but
only after consultation with the sponsor and as allowed by local regulation.

These measures will be implemented on a case-by-case basis, and only when and where they are
warranted due to the emergency situation. Preferably, the original protocol instructions will be
followed whenever the modified mnstructions are not required.

Section 4.2 Patient Exclusion Criteria; Section 4.3. Randomization Criteria; Section 5.7.
Prior and Concomitant Medication or Therapy

In the event that new COVID-19 therapies or vaccines become available during the study, the
eligibility criteria and list of prolubited medications can be updated to reflect these
developments. If a patient receives new COVID-19 therapies not in comphance with the
eligibility criteria and list of prolubited medications current at the time of the patient’s
participation in the study, the investigator and sponsor will discuss how to proceed on a
case-by-case basis.
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Section 4.4. Withdrawal Criteria and Procedures for the Patient

If a patient exiubits climical symptoms that may indicate COVID-19 infection after entering the
study, the patient should be tested for active COVID-19. If the patient tests positive for active
COVID-19 (confirmed by RT-PCR.), he/she may continue for scheduled visits when recovered,
as specified above, assunung he/she has no protocol violations mncluding use of disallowed
medications (Appendix G).

Where appropriate, remote assessment of safety via telephone and/or VC, with VC beimng the
preferred method, 1s recommended until the patient attends his/her next scheduled visit. All other
tests (including safety laboratory tests, pharmacokinetics, ADA | and biomarkers) are to be
conducted once the patient can refurn to the study center for his/her next scheduled visit.

Section 4.5 Replacement of Patients

In the event of an emergency situation (eg, COVID-19 outbreaks), if the proportion of patients
who termunate the study early due to reasons other than loss of asthma control exceeds the
anticipated 15%, the number of patients to be randomized may be increased to ensure the
targeted number of completers per arm.

Section 6. Assessment of Efficacy

In the event of an emergency situation (eg, COVID-19 outbreaks), if a patient cannot return to
the clinic for the scheduled visits (eg, due to quarantine, 1solation, patient’s concern, active
COVID-19 infection, or closure of the site clinic), remote assessment of efficacy via telephone
call and/or VC, with VC being the preferred method, may be allowed. Uploaded electronic diary
data for rescue medication usage, daytime and night-time asthma symptom scores, and uploaded
hand-held spirometry data will be reviewed remotely. Telephone/VC assessment by the
mvestigator will be assessed at the scheduled visit. Clinic-based forced expiratory volume in

1 second (FEV1) assessments will not be possible unless a satisfactory home spirometry device
that 1s generally equivalent can be implemented. The results of the clinical asthma exacerbation
(CAE) inquury will be entered directly into the CRF per the usual process. Questionnaire data
will be completed and entered into the CRF per the usual process or will be collected by
validated paper questionnaire and entered into the database by the study personnel.

Preferably, the original protocol mstructions will be followed whenever the new instructions are
not required.

These measures will be implemented on a case-by-case basis, and only when and where they are
warranted due to the emergency situation. Preferably, the original protocol instructions will be
followed whenever the modified mnstructions are not required.

Section 7. Assessment of Safety

In the event of an emergency situation (eg, COVID-19 outbreaks), if a patient cannot return to
the clinic for the scheduled visits (eg, due to quarantine, 1solation, patient’s concern, active
COVID-19 mnfection, or closure of the site clinic), remote assessment of safety (as well as

inquiries regarding adverse events and use of concomutant medication) via telephone call and/or
VC, with VC bemg the preferred method, may be allowed. The results will be directly entered
mto the CRF per the usual process.
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Modifications to other procedures and assessments (ECG, laboratory sample collection,
pharmacokinetic sampling, etc.) will be performed per implemented contingency measures
according to sponsor instructions and the corresponding study reference manual. For example, 1f
central laboratory samples cannot be collected for safety assessments, sites may have patients
visit a local reference laboratory or dispatch a home health nurse to perform the assessments, but
only after consultation with the sponsor and as allowed by local regulation.

These measures will be implemented on a case-by-case basis, and only when and where they are
warranted due to the emergency situation. Preferably, the original protocol instructions will be
followed whenever the modified mnstructions are not required.

Active COVID-19 cases will be momtored throughout the study. If a total number of COVID-19

infections are confirmed in randonuzed patients who received IMP (placebo or TEV-53275) and
related to an SAE to reach a mimimum threshold (based on total randomized patients, detailed in
the medical monitoring plan), the Pharmacovigilance physician in consultation with the Clinical

Study Physician will determine 1f an unblinded review of the cases 1s warranted to ensure patient
safety. Any unblinded review will be conducted by approprnate personnel that are not connected

with the study.

Section 7.4. Clinical Laboratory Tests

If central laboratory samples cannot be collected for safety assessments, sites may have patients
visit a local reference laboratory or arrange a home health visit to perform the assessments after
discussion with and approval by the sponsor and as allowed by local regulation.

Section 7.4.2.4. COVID-19 Testing

Testing of patients asymptomatic for COVID-19 active infection may be conducted at the
discretion of the investigator within 72 hours of any visit where spirometry assessments are to be
conducted or as required by health authorities, local ethics commuttees, or study center standard
operating procedures (SOPs). The testing may be conducted by the central laboratory or locally
depending on feasibility. Positive tests that measure COVID-19 antigen must be confirmed by
RT-PCE.

Section 7.5. Physical Examinations; Section 7.6. Vital Signs; Section 7.7.
Electrocardiography; Section 7.8. Assessment of Local Tolerability and Pain

After consultation with the sponsor and as allowed by local regulation, at home health visits may
be used to perform safety assessments such as physical examinations, vital signs, ECG, and local
tolerability, and nursing assessments to determine any new adverse events. The patient will

continue with daily hand-held spirometry measurements and e-diary completion during this time.

Section 8. Assessments of Pharmacokinetics, Immunogenicity, Biomarkers, and
Pharmacogenetics

If pharmacokinetic, immunogenicity, and/or biomarker samples cannot be collected due to
limitations in the ability to carry out the procedure or limitations in storage and shipments, the
samples will not be collected for those respective visits. Study samples collected from confirmed
COVID-19 positive patients during the study, with confirmation either before or after the sample
collection, will be kept at the central laboratory and will not be shipped to Teva bioanalytical
laboratories nor analyzed. Teva bioanalytical laboratories will be informed by the sponsor within
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approximately 1 week of any patients confirmed COVID-19 positive after samples have been
collected.

Section 9. Statistics

Sensitivity and supplementary analyses may be conducted to evaluate the impact of the change to
remote monitoring (telephone calls and VC wisits) and the impact of COVID-19 outbreaks on
study endponts, eg, as follows:

1. A sensitivity analysis which will include eligible home-based efficacy assessment values
for those who cannot be remotely evaluated due to outbreak emergency situations.

2. A sensitivity analysis which will treat the efficacy assessment values collected through
remote evaluation as missing and apply the usual missing data handling approach
(reference-based multiple imputation).

In addition, the amount of home-based efficacy assessments and nussing data due to the outbreak

will be monitored continuously and the sample size will be re-assessed to ensure sufficient study
power.

Details of the supplementary and sensitivity analyses will be presented in the statistical analysis
plan or addendum thereof, following a blinded review meeting prior to database lock.

Section 10. Quality Control and Quality Assurance

Dewiations from the study conduct due to emergency situations (eg, COVID-19 outbreaks),
mcluding implemented contingency measures and their impact (eg, patient discontinuation from
the study, alternative procedures used to collect critical safety and/or efficacy data, etc.), will be
described i the appropriate sections of the clinical study report (CSR) as applicable.

Appendix C. Quality Control and Quality Assurance
Important Protocol Deviations

Dewiations from the study conduct due to emergency situations (eg, COVID-19 outbreaks),
mcluding implemented contingency measures and their impact (eg, patient discontinuation from
the study, alternative procedures used to collect critical safety and/or efficacy data, etc.), will be
described 1 the appropnate sections of the CSR as applicable.

Study Monitoring

In case of an emergency sifuation (eg, COVID-19 outbreaks), monitors may not be able to access
the mvestigational centers for on-site visits i a timely manner. A remote momitoring risk
mitigation plan will be utilized for sites where on-site monitoring visits are not permutted due to
an mcreased public health nisk, i accordance with IRB/TEC approval Details will be provided in
the momitoring plan.
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