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1 PROTOCOL SUMMARY

1.1 Synopsis

Protocol Title: A Postmarketng, Phase 4, Multicentre, Prospective, Smgle-arm Study to Assess
the Safety of Fasenra® (Benralzimab) m Adult Patients of Severe Asthma With Fosmophilic

Phenotype m India

Short Title:

Postmarketmg, Phase 4. Safety Study of Fasenra® (Benralizumab) m India

Rationale:

The treatment options for patients with severe asthma with eosmoplulic phenotype who remain
uncontrolled on mhaled corticosteroids (ICS) and long-actmg beta-agomsts (LABA) are Imuted.
Fasenra (benralizumab) 15 a humanised. afucosylated, monoclonal antibody that bmds specifically
to the human miterleukm-5 (I1.-5) receptor alpha subunit (TL-5Ra) of eosmophils and basophils.
Admmistration of benralizumab results m rapid and near-complete depletion of eosmophils m the
peripheral blood and m the arways with associated clmical mprovement m patients with severe
eosmophilic asthma. Benraltmmab was approved as an add-on mamtenance treatment for patients
of severe asthma with an eosmophilic phenotype by the Umted States (US) Food and Drug
Admmistration (FDA) m November 2017 (for those aged 12 vears and older), and by the European
Medicmes Agency (EMA) m January 2018 (for adult patients). As on August 2020, benralzumab
has been approved n 58 countries.

The recent European Respratory Socety/Amernican Thoracic Society guidance recommends anti—
IL-5 and antr+IL-5Ro agents for severe uncontrolled adult eosmophilic asthma phenotypes, and
recognises the long-term safety of these therapies. The Global Initiative for Asthma (GINA) 2020
enidelines recommend add-on anti-I1.-5 and anti-1L-5Ra treatment for severe eosmophilic asthma
that 15 uncontrolled on step 4-5 treatment (Evidence level A). The safety of benralzumab 15 well
estabhshed based on the pvotal SIROCCO, CALIMA, and ZONDA trials. Integrated analyses
(BORA) of approximately 1600 patients with asthma (about 1000 of whom were exposed to
benralizumab for up to 2 vears) suggest that eosmophil depletion by benralizumab treatment does
not merease risk of mfections or mahgnancies. The MELTEMI study (open-label safety extension
study of BORA) reported that benralizumab was well tolerated and the most frequently reported
treatment-emergent adverse events (TEAEs) were nasopharyngitis, asthma, headache, viral upper
respwatory tract mfection, and bronchitis, reported by 131 (29.4%), 55 (12.3%), 53 (11.9%), 48
(10.8%), and 45 (10.1%) patients, respectively(MELTEMI D3250C00037 chmical study report
[CSR], 2020). The cumulative worldwide post-approval patient exposwure to benraliznmab smce
launch 15 estmmated to be 79307 patient-years, and the combmed analyses of the cumulative
efficacy and safety data available contmme to mdicate a positive benefit-risk balance of
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benralizumab (Periodic Benefit-Risk Evaluation Report, 2020).

Fasenra (benraliaumab) has been recently approved m India with the condition to conduct a Phase
4 postmarketmg study m the Indian population, as previous studies did not mchide patients from
India. This prospective postmarketing safety study s planned to meet the regulatory mandate and
assess the safety of benralziimab treatment m adult patients of severe asthma with eosmophilic
phenotype over a period of 24 weeks. Tlis mterventional study will provide msights mto the
potential risks of eosmophil-lowermg therapies when used m routme clmical care m India. The
study will also evaliate the effectiveness of benralimumab m reducmg asthma exacerbations.

Objectives and Endpoints
Primary Objective Primary Endpoints
To assess the safety and tolerability of Fasenra » percentageof AFs*, SAFEs, and TEAEs

(benralimumab) in adult patients of severe asthma

! : : : o pature. incidence, and severity of AEs, inclnding
with eos mophilic phenotype overa period of

unexpectedadverse drugreactions

24 weeks . .

o percentageofpatients with AEs that lead to
study treatment discontinuations or
modifications

Secondary Objective Secondary Endpoints

To assess the effectiveness of Fasenra (benralizumab) | time to first asthma exacerbation®
m adult patients of severe asthima with eosinophilic
phenotype overa period of 24 weeks

o annualised exacerbation rate

s overallinvestigator’s assessment onthe outcome
of the treatment: “well controlled™, “partly
controlled”, “uncontrolled”

o change in blood eosinophil levels frombaseline
at Weeks 4, 16, and 24

Abbreviations: AE = adverse event; SAE = senious adverse event; TEAE = treatment-emergent adverse event
* AEsthat are reported and observed

b where an asthma exacerbation is defined by a worsening of asthma requiring

s  Use of systemic corticosteroids (or a temporary inerease in a stable oral corticosteroid backprounddose) for at least
3 days; a single depot-injectable dose of corticosteroids will be considered equivalent to a 3 day course of
corticosteroid OR.

«  An emergency room/urgent healtheare visit (defined as evaluation and treatment for <24 hours in an emergency room
orurgent care centre) doe to asthma that required systemic corticosteroids (as per above) OR

= An inpatient hospitalisation due to asthma (defined as admission to an inpatient facility and or evaluation and treatment
in a healtheare facility for =24 hours).

Overall Design

Thus 15 a prospective, smgle-arm, nmlticentre, mterventional, Phase 4 study mvestigatmg the
safety, tolerabihty, and effectiveness of Fasenra (benralzumab) m adult patents of severe
asthma with eosmophilic phenotype over a period of 24 weeks.
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Disclosure Statement: This is a single-arm, postmarketing safety, tolerability, and effectiveness

study with no maskmg.

Number of Participants:

Considermg a dropout rate of 5%. a total of 147 participants from 10 centres across India will be
enrolled mto the study, for the purpose of obtammg data from at least 139 participants.

(Refer to Section 9.2 for details).

Inclusion Criteria

Patients are eligible to be mchided m the study only if all of the followmg criteria apply:

1.

2.

T

Male or female patients 18 to 75 vears of age mchisive, atthe time of signmg the mformed
consent

Patients with physician’s confirmed diagnosis of severe asthma with an eosmophilic
phenotype, ie, a diagnosis of severe asthma m precedmg at least 12 months, with an
eosinophil count of =300 cells/ul. at screening, requiring treatment with high-dose ICS
(=500 pg fluticasone propionate dry powder formulation, or =800 pg budesonide dry powder
fornmlation, or equivalent total daily dose) and a LABA as maintenance treatment for at
least 3 months prior to enrolment

A decreased hmg fimction with prebronchodilator (Pre-BD) forced expmratory volime m 1
second (FEV1) of <80% predicted, demonstrated by sprometry at screenmg
At least 2 documented asthma exacerbations m the preceedmgl? months, except n 30 days

before the date of mformed consent, that requred the use of a systemuc corticosterond or
temporary merease from the patient’s usual mamtenance dose of oral corticosteroid (OCS)

Documented postbronchodilator (post-BD) reversibility m FEV1 of >12% and =200 mL m

FEV1 withm 12 months before fost dose. If lustorical documentation 15 not available,
reversibility must be demonstrated and documented at screenmg or Day 1 before first dose

Benralizumab naive patients who have not previously received benralhzamnab prior to the
start of this study

Patients who are willng and capable of giving signed mformed consent as described in
Appendx A, which mchides complance with the requrements and restrictions bsted m the
mformed consent form (ICF) and m this protocol.

Exclusion Criteria

Patients will be excluded from the smdy if any of the followmng ecriteria apply:

L.

Clinically mportant pulmonary disease other than asthma (eg, active hmg nfection, chronic
obstructive pulmonary disease, broncluectasis, pulmonary fibrosis, cystic fibrosis etc.) or
ever been diagnosed with pulmonary or systemuc disease, other than asthma, that are
associated with elevated perpheral eosmophil counts (eg, allergic bronchopulmonary
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aspergillosis/mycosis. Churg-Strauss syndrome, hyvpereosmophilic syndrome), which can
confound the outcome assessment

2. Patients currently enrolled m an mterventional chical study m parallel melidmg those with
any biologic treatment

3. Patients who have recetved any biologic within 30 days prior to the date of mformed consent.

4. Known history of allergy or reaction to the benraleumab fornmlation or excipients
(L-histidme, T-histidme hydrochloride monohydrate, u-trehalose dihydrate, polysorbate 20,
water for mjection)

5. History of anaphylaxis to any biologic therapy

6. A helmmth parasiic mfection diagnosed withm 24 weeks before the date mformed consent
is obtamed that has not been treated with, or has failed to respond to, standard of care therapy

7. Acufe asthma exacerbation 30 days before the date mformed consent

8. Acute asthma exacerbation between screenmg and first dose of study dose admmustration.

9. Acute upper or lower respratory mfections requormg antibiotics or antviral medication
withm 30 days before the date mformed consent

10. Patients with malignancy withm 35 years prior to enrolment, with the exception of adequately
treated n-sim carcmoma of the cervix, utery basal, or squamons cell caremoma or non-
melanomatous sk cancer with active or recent malignancy

11. Any clnically significant abnormal findings m physical exammation, wital signs,
haematology, clnical chenustry. or urmalysis, which, m the opmion of the mvestigator, may
put the participant atrisk because of his'her participation in the smdy

12. History of current alcohol, drug, or chemical abuse or past abuse that would mpar or rsk
the participant’s full particpation m the study, m the opmion of the mvestigator

13. Female patients who are pregnant or lactating or planning a family during the study period.

Intervention Groups and Duration:

Adult patients of severe asthma with eosmophilic phenotype requirmg high dose of ICS phis
LABA. who are prescribed Fasenra (benralzumab) 30 mg, subcutaneously, asan add-on therapy
m Ime with the local prescribmg mformation and are scheduled to mitate treatment with Fasenra
(benralrumab) within 2 weeks will be enrolled m the smdy. The recommended dose of Fasenra
(benralziumab) s 30 mg administered once every 4 weeks for the first 3 doses, and then once every
8 weeks thereafter by subcutaneous mjection mto the upper arm, thigh, or abdomen as per local
prescribmg mformation (Appendx D). The study drug, Fasenra (benralizumab), will be provided
by AstraZeneca Pharma India Ltd. for the duration of the study.

The total study duration will be 24 weeks, melmdmng 16 weeks of study treatment.

s Screenmg duration: 2 weeks

e Smdy period: 24 weeks
o Treatment duration (4 doses): 16 weeks (Day 1, Week 4, Week 8, and Week 16)
o Post-treatment follow-up duration: 8 weeks (Week 24)
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Data Monitoring Committee : No

Statistical Methods

Statistical analyses will be primanly descriptive m nature. Data from all participatmg  sites will be
pooled for analysis. Standard method of imputation will be applied for any missing/partial dates.

Accordmg to the objectves, the relevant parameters wil be summarised descriptvely with
appropriate statistical methods: categonical varables will be presented usmg frequencies,
percentages, and coresponding 95% confidence mtervals (CTs) (usmg Clopper-Pearson exact
method, where appropriate) and contmuous variables usig number of observations, arthmetic
mean, standard deviation (SD), median, 25% and 75% percentiles, and mminmm and maximum
values. The last measurement prior to first dose of study treatment will serve as the baselme
measurement.

The safety parameters mchiding AEs, deaths, treatment discontimation/modification, patient
discontmuiation, laboratory data, etc. will be reported using safety analysis set.

The time-to-event endpomt shall be summarised usmg Kaplan-Meier (KM) method along with the
corresponding 95% CTs (as appropriate) and the KM curve will be plotted.
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1.2 Schema
Figure 1 Study Design
Adult patients of severe asthma with eosinophilic
phenotype requiring high dose of inhaled
corticosteroid plus long acting beta agonist
EOS
Visit 1 2 3 4 5
—— 2 weeks —F— 4 weeks 4 weeks — 8 weeks 8 weeks
——8creening—
Day 1 Week 4 Week 8 Week 16 Week 24
(Day 28+2) (Day 5612) (Day 112+2) (Day 16827)
* Study treatment LS Followup >

EOS = end of study
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1.3 Schedule of Activities
The schedule of activities 1s provided m Table 1.

Table 1 Schedule of Activities
Screening Intervention Period Follow-up
(Up to 14 Days (Last EOS
Procedure Before Day 1) Day 1 Week 4 Week 8 Dose)Week 16 Week 24
Day 28+2 Day 5642 Day 11242 Day 168+7
Visit 1 2 3 4 5
Informed consent X
Inclusion and exclusion criteria® X
Demography, anthropometry mchiding BMI X
Signii-icam medical history X
["Clinical salety [ADOratory assessents’ X A
Semmyurine pregnancy test monl}'}" X X X X X X
Vital signs® X X X X X X
ECG X X X
Targeted physical examination X X X X X X
Blood eosnophil count X X X X
Prebronchodilator FEV X
Pos tbronchodilator FEV1® X
Administration ofbenralimmab X X X X
Recording Use ofconcomitant asthma X X X X X
medication (OCS/ICS/LABA)
Adverse events and Senous adverse events’ X X X X X X
(reported® and observed)
Assessentofasthma exacerbantons X X X X X X

Abbreviations: BMI = body mass mdex; EOS = end of study; ECG= Electrocardiogram; FEV] = forced expratory volume m one second:; ICS = mhaled corticosteroad:
LABA = long-acting beta-agonist; OCS = oral corticosteroid; UPT =urine pregnancy test; WOCBP =women of childbearing potential (after menarche)
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3 Recheck elinical status before first dose of benralizumab,

t Clinical safety laboratory assessment will inchude clinical chemistry, haematology, andurinalysis. Clinical chemistry will inchade sermm alkaline phosphatase, alanine
aminotransferase, aspartate ammotransferase. gamma-ghtamyl transferase, lactate dehydrogenase, total protein. total bilirubin, allinin, and serum ereatinine. Haematology wall
melude haematoerit, levcocyte comnt, levcocyte differential coumt (absolute count), platelet count, and haemoglobin, Urinalysis (dipstick) will assess urine
haemoglobin/erythrocytesblood, protein/albumin, and glucose.

€ Serum pregnancy test will be done at baseline and UPT will be done at Day 1. Week 48,16, 24.

¢ The vital signs (pulse, blood pressure, respiration rate, and body temperature) will be taken before benralizumab adwinistration, and, if possible, blood drawing and usual asthma
controller medication. If it 15 not logistically possible, sufficient time as per clinician discretion should be allottedbetween phlehotomy and v ital signs assessment, For details,

please refer to Section 8.1.3,
* When historical proof of postbronchodilator reversibility in FEV] is not documented wathin 12 monthsbefore Visit 1, the reversibility test by spirometry wall need to be

performed either during screening or on Day 1 before first dose.

fWhile on study drg treatment and within 2 months after the end of study treatment /‘discontinmation of the study drug,

EParticipants will be provided a patient diary to record any undesirable health-related experience or adverse events ocowrring during the study. Adverse events and serious adverse
events mentioned both in the patient diary and verbally communicated by the participant will be recorded.
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2 INTRODUCTION

Benraltmmab is a lmmanised, afucosylated. monoclonal antibody that bnds specifically to the
human mterhikm-5 (T1.-5) receptor alpha subumt (IL-5R«) of target cells such as eosmophils and
basophils (Takatsu etal, 1994; Toba etal, 1999; Pelaia et al, 2020).

Interlukm-5, major pro-mflammatory cytokme, bmds to IL-5R and results m an mcreased
eosmophilic recrutment and activation resulimg m arway mflammation (Takatsuetal, 1994; Toba
etal 1999; Pelaia etal 2020). Targetmg IL-5R by monoclonal antibodies such as benralizumab 1s
anovel way to decrease eosmophilic arway mflammation (GINA, 2020).

Severe eosmophilic asthma accounts for over 50% of cases with severe asthma, and is associated
with mcreased disease severity, exacerbation frequency, and decreased hmg function (Pavord,
2013; Walford et al, 2014; Gonzalez et al, 2019). Current guidelines recommend the addition of
anti-IL-5 therapies such as mepolzumab or reslzmmab or anti-I1-5 receptor therapy such as
benralznmab for patients with severe eosmophilic asthma (GINA. 2020). Benralnmab was
approved as an add-on maintenance treatment for patients of severe asthma with an eosmophilic
phenotype by the United States (US) Food and Drug Admmistration (FDA) m November 2017
(for those aged 12 vears and older) (Fasemra® [bemraliammab] United Stated Prescribng
Information [USPI], 2017), and by the European Medicines Agency (EMA) in January 2018 (for
adult patients) (Fasenra™ [benralimmab] Summary of Product Characteristics [SmPC], 2019). As
on August 2020 1t has been approved m 58 countries.

Bemnralizumab was generally well tolerated by patients m chnical trials, with no apparent safety
CONCELIS.

2.1 Study Rationale

The treatment options for patients with severe eosmoplulic asthma who remam uncontrolled on
mhaled corticosteroids (ICS)/long-actmg beta-agomsts (LABA) are extremely lmuted. In clmical
studies, benrahzmumab admmustration resulted m rapid and npearly complete depletion of
eosmophils m the peripheral blood and m the arways of patients with severe eosmophilic asthma,
with associated mmprovements m clmical symptoms and hing fimction (Kolbeck et al 2010
Bleecker et al 2016; Fitzgerald et al 2016; Busse etal 2019).

The recent European Respiratory Society/American Thoracic Society guidance recommends anti—
IL-5 and anti-I1.-5Ra agents for severe uncontrolled adult eosmophilic asthma phenotypes, and
recognises the long-term safety of these therapies. The Global Initiative for Asthma (GINA) 2020
guidelnes recommend add-on anti-T1.-5 and anti-TL-5Ra treatment for severe eosmophilic asthma
that 15 uncontrolled on step 4-5 treatment (Evidence level A). The safety of benralizumab s well
estabhished based on the pivotal SIROCCO, CALIMA, and ZONDA trials. Integrated analyses
(BORA) of approximately 1600 patients with asthma (about 1000 of whom were exposed to
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benraliznmab for up to 2 vears) suggest that eosimophil depletion by benralzimab treatment does

not mcrease rsk of mfections or malgnancies. (Jackson et al 2020). The recently completed
MELTEMI study (open-label safety extension study of BORA) reported that benralzumab was
well tolerated and the most frequently reported muld to moderate treatment-emergent adverse
events (TEAEs) were nasopharyngitis, asthma, headache, viral upper respmratory tract mfection,
and bronchitis, reported by 131 (29.4%). 55 (12.3%), 53 (11.9%). 48 (10.8%), and 45 (10.1%)
patients, respectively(MELTEMI D3250C00037 CSR. 2020). The cumulative world-wide post-
approval patient exposure to benralzimab smce launch s estumated to be 79,307 patient-vears,
and the combmed analyses of the cunmlative efficacy and safety data available contmue to mdicate
a positive benefit-risk balance of benralimunab (Periodic Benefit-Risk Evaluation Report, 2020).
An ongomg prospective, observational, pregnancy registry (D3250R00026) will examme
pregnancy and infant outcomes in women with asthma exposed to benralzimab anytime during
pregnancy, and an ongoing malignancy post-authorisation safety smdy (D3250R00042) will assess
mcidence of mahgnancies m severe asthima patients recervimng benralizumab compared with those
recerving non-benralizumab biologics and those not receiving biologics.

Fasenra (benralimmab) has been recently approved m India with the condition to conduct a
Phase 4 postmarketmg study m the Indian population, as previous studies did not mchide patients
from India. The current prospective, mterventional, postmarketmg safety study s planned to

meet the regulatory mandate and assess the safety of benraliaunab over a period of 24 weeks m
adult patients of severe asthma with eosinophilic phenotype in India.

2.2 Background

Asthma affects about 339 milion people worldwide and anestimated 5% to 10% have disease that
remams severe and uncontrolled despite maxmnal treatment with ICS and LABA (Chung et al,
2014; GINA, 2020). Patients who suffer from severe or uncontrolled asthma have a reduced quality
of life, with mecreased risk of hospitalisation and mortality, m addition to mcreased health care
costs (Roghani et al 2020). The cwrrent approach to anti-mflimmatory controller therapy in
asthma is based on a step-wise mtensification of a daily mantenance regimen and primarily centres
on ICS, tiotropmum, leukotriene receptor antagomsts with addition of LABA m severe asthma
(GINA, 20200). Despite treatinent management as per guidehnes, a significant mumber of patients

have asthma that s not well controlled, and therem les the ummet medical need withm this
therapeutic area.

With identification of specific biomarkers for different asthma phenotypes. biological digs are
currently mdicated for severe eosmophilic asthma not controlled on maxmnal doses of ICS phus
LABA (GINA. 2020). By targetmg mflamumatory molecules, these novel monoclonal antibodies
are proven to reduce asthma exacerbations, mamtam symptom control and reduce use of systemic
steroids (Rogliani et al, 2020).
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Benralmmab i an anti-eosinophil, hnmanised afucosylated, monoclonal antibody (IgGl, kappa).

Benralzumab bmds to the alpha subunit of the lmman mterleukm-5 receptor (IL-5Ra) with lugh
affmity (16 pM) and spectficity. The IL-5 receptor 5 specifically expressed on the surface of
eosmophils and basophils. The absence of fucose m the Fc domam of benralizimab results m high
affmity (45.5 nM) for FeyRITI receptors on mumme effector cells such as natural killer (NK) cells
leadmg to apoptosis of eosmophils and basophils through enhanced antibody-dependent cell-
mediated cytotoxicity (ADCC) (Benralizumab India package msert (PT)).

The safety and efficacy of benralizumab have been demonsirated m 3 Phase 3 randonmsed tnials,
SIROCCO, CALIMA, and ZONDA. Bemalzwmab was well tolerated as shown by low
discontimuiation rate (2%) m both the pwotal SIROCCO and CALIMA smdies, with 90%
of patients assigned to benralimmab still recewmng treatment at 48 weeks m SIROCCO. The
long-term efficacy and safety of benralmumab was evalnated m a Phase 3, 56-week extension trial,
BORA., and the MELTEMI trial (open-label safety extension study of BORA). The reduction n
annual rate of asthma exacerbations observed m SIROCCO and CALIMA were mamtained over
the second year of treatment. In addition, no new consequences of long-term eosinophil depletion
occurred, and mcidences of AE mehiding opportunistic infections were similar durmg the second
year (Busse et al, 2018).

However, previous studies did not mchule patients from India. Fasenra has been recently approved
m India with the condition to conduct a Phase 4 postmarketing study m the Indian population. This
prospective postmarketmg safety study will generate safety data to meet the regulatory mandate
India.

A detailed description of the chemistry, pharmacology, efficacy, and safety of benralimmab s
provided i the PL

2.3 Benefit/Risk Assessment
2.3.1 Risk Assessment

Benralizumab has been well tolerated, with the most frequently observed adverse events (AEs)
from the Phase 3 controlled studies bemg generally reflective of asthmatic patient population.

Potential risks of benralzumab are as follows:

+ Senous mfections have been reported for benralzumab. A relationship between eosmophil
depletion and serous mfection has not been established.

¢ Mahgnancies have been reported at a low meidence m the completed and ongomg studies
of benralizumab. Eosmophils have been found m association with solid tumowrs, especially
fumours of epithelial origm (breast and colon), and may play an active role m twmour
defence by modulatng host defences, or may be a bystander effect. However, the cause
and consequences (ie, pro-tumourigenic versus anti-tumourigenic) of eosinophil
recruitment and accumulation mnto tumours are unclear (Jacobsen et al 2012). The overall
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mcidence of malgnant neoplasms AEs m benralizumab-treated patients dwrmg the

SIROCCO/CALIMA studies and the BORA extension was low (< 1%), with no apparent
trends m organs or tissue types affected. (Jacksonetal 2020). Risk minmisation measures
mchide exchision of patients with active or recent malignancy and routme
pharmacovigilance actvities.

¢ Serious hypersensitivity reactions (mchulmg anaphylaxis) are anidentified risk of biologic
therapy, mchding benralzumab. Anaphylaxis may be life-threatenmg. Risk minimisation
mchides observation period at the clmical site followmg benralizumab admmistration in
Ime with clmical practice for the appearance of any acute drug reactions.

¢ Development of antidrug antibodies (ADA) to benralzumab has been documented.
Theoretical risks of developmg ADA may mchide decreased dmg efficacy and
hypersensitivity reactions (e.g. anaphylaxis or mnmune complex disease). There was no
apparent mpact of ADA on overall benralumab safety or etficacy m the previous Phase-3
studies in severe eosmophilic asthma patients.

¢ Fosmophils are a promment feature of the mflammatory response to helminthic parasitic
mfections. Therefore, there 15 a theoretical nisk that prolonged eosmoplil depletion may
dmmish the abiity to defend agamst helmmthic parasites. Risk mmmusation measures
mchide exchision of patients with an unireated parasitic mfection, m conunction with the
performance of routme pharmacovigilance actmities.
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2.3.2 Benefit Assessment

Patients with severe uncontrolled asthma. enrolled m this trial are expected to benefit from the
benraliznmab therapy for symptomatic relief, improved hmg function, fewer exacerbations and
fewer hospital visits. For enrolling m this smdy, the physician wonld have already determined the
eligibility of the patient who would be prescribed and derive benefit from benralizmmab. The cost
of the study treatment will be bome by AstraZeneca for 4 doses. Data generated from this study
will help evalnate the safety of benralumab m clmical settmgs m India. It will help provide a
safer alternative to patients with severe uncontrolled asthma, reduemg their dependency on high
doses of long-term systemic steroids.

2.3.3 Overall Benefit: Risk Conclusion

Taking into account the overall benefit-risk profile of benralizumab, and the mnmet need of
the patients of severe asthma with eosinophilic phenotype, the anficipated benefits outweigh the
risks for the participants m the study.
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3 OBJECTIVES AND ENDPOINTS
Objectives and endpomts are provided m Table 2.

Table 2 Objectives and Endpoints
Primary Objective Primary Fndpoints
To assessthe safetyand tolerability of Fasenra o percentageof AFs * SAFEs, and TEAEs

(benralizumab) in adult patients ofsevere asthma

e pature, mecidence, and seventy of AEs mchidin
with eos mophilic phenotype overa period of " £

unexpected adversedmgreactions

24 weeks
o percentage of patients with AFEs that lead to
study treament discontinuations or
modifications
Secondary Objective Secondary Endpoints

To assess the effectiveness of Fasemra (benraliunmb) | time to first asthma exacerbation®
m adult patients of's evere asthima with eosinophilic

phenotypeovera period of 24 weeks

« annuahsed exacerbation rate

o overallimvestigator’s assessment on the outcome
of the treatment: “well controlled™, “partly
controlled”, “uncontrolled”

¢ change n blood eosinophil levels frombaseline
till Weeks 4, 16, and 24

Abbreviations: AE = adverse event; SAE = serious adverse event; TEAE = treatment-emergent adverse event
* AFsthat are reporied and observed
b where an asthma cxacerbation is defined by a worsening of asthma requiring
=  Usc of systemic corticosteroids (or a temporary increase n a stable oral corticosteroid back groumd dose) for at least
3 days; a single depot-injectable dose of corticosteroids will be considered equivalent to a 3 day course of
corticosteroid OR.

*  An emergency room/urgent care visit (defined as evaluation and treatment for<24 howsin an emergency room or
urgent care centre) due to asthma that required systemic corticosteroids (as per above) OR

*  An mpatient hospitalisationdue to asthma (defined as admission to an inpatient facility and or evaluation and treatment
in a healtheare facility for =24 hours).
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4 STUDY DESIGN

4.1 Overall Design

This is a Phase 4, smgle-arm, prospective, mulficentre, mterventional stdy, designed to assess the
safety. tolerability, and effectveness of benralizumab m adult patients of severe asthma with
eosmophilic phenotvpe m India. The study 15 planned to meet the postapproval commutment asa
regulatory requmement.

Ten centres across India will participate m this study. The nvestigators will be pulmonologists or
chest physicians treatmg asthma patients. Informed consent will be obtamed from all the patients
at screenmg before any study-related procedures are performed. Adult patients of severe asthma
with eosmophilic phenotype, who are prescribed benralizumab as an add-on therapy by the treatmg
physician, will be enrolled i the smdy.

The total study duration will be 24 weeks, mchidmg 16 weeks of study treatment, and 8 weels
follow-up (Fizure 1).

e Screenmg duration: 2 weeks

¢ Study period: 24 weeks
o Treatment duration (4 doses): 16 weeks (Day 1, Week 4, Week 8, and Week 16)
o Post-treatment follow-up duration: 8 weeks (Week 24)

Benralzumab will be provided by AstraZeneca Pharma India Ltd. for the duration of the study.

Participants will be mamtamed on thewr cwrently prescribed therapies mchdmg ICS-LABA
therapv(ies), throughout the smdy duration.

4.2 Scientific Rationale for Study Design

This proposed Phase 4 smgle-arm study will fulfil the regulatory requrement as a postmarketing
study to assess the safety of 30-mg benralzumab admmistered subcutaneously m Indian patients
of severe asthma with eosmophilic phenotype who remam uncontrolled on high doses of ICS plus
LABA. Owmg to the recent marketmg approval, there are no data available from real-life studies
m the Indian population. Participants mclided m this study will be as per the mdicated patient
profile m the local prescribmg mformation, specifically takmg mto consideration the
contramdications, wammgs. and special precautions for use.

4.3 Justification for Dose

The study will enrol patients who have been prescribed benraliammab as per the local prescribing
mformation. The recommended dose 15 30 mg administered once every 4 weeks for the first 3

doses, and then once every 8 weeks thereafter by subcutaneous mjection mto the upper arm, thigh,
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or abdomen by the study physician. Four doses of benralziimab will be administered as part of the

study.

4.4 End of Study Definition

A participant 1s considered to have completed the study when he/she has completed luis/her end of
study (EOS) wisit at Week 24, 8 weeks after end of treatment (EOT), as per the schedule of
activities (SoA) in Section 1.3.

The EOS 5 defned as the last expected visit of the last participant undergomg the study.

See Appendmx A for guidelines about dissemmation of study results.
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S STUDY POPULATION

Smdy population will mchide adult (18 to 75 years of age) male or female patients who have
severe asthima with eosmophilic phenotype requirmg high dose of ICS and LABA.

Each participant should meet all the mchision criteria and none of the exchision criteria to be
g¢hgible for the study. Under no corcumstances can there be exceptions to this rule. Participants
who do not meet the entry requrements are screen failures, refer to Section 5.4.

“Emrolled” means aparticipant's, or thew legally acceptable representative’s, agreement to
participate in a clnical smdy after completion of the mformed consent process. Prospective
approval of protocol dewiations to recruitment and enrolment criteria. also known as protocol
waivers or exemptions, is not permitted.

5.1 Inclusion Criteria
Patients are eligible to be mcluded m the study only if all of the followmg criteria apply:

1. Male or female patients 18 to 75 vears of age mchisive, at the time of siznmg the mformed
consent

2. Patients with physician’s confirmed diagnosis of severe asthma with an eosmophilic
phenotype, e, diagnosis of severe asthma m precedmg at least 12 months, with an eosmophil
count of =300 cells/pl. at screening, requirmg ftreatment with high-dose ICS (=500 pg
fluticasone propionate dry powder formulation, or =800 pg budesomde dry powder
formulation, orequivalent total daily dose) anda LABA asmamtenance treatment for at least
3 months prior to enrolment

Ll

A decreased hmg function with prebronchodilator (Pre-BD) forced expratory volume in
1 second (FEV1) of <80% predicted, demonstrated by sprometry at screenmg

4. At least 2 documented asthma exacerbations m the preceedmgl2 months, except m 30 davs
before the date of mformed consent, that required the use of a systemic corticosteroid or
temporary increase from the patient’s usual mamtenance dose of OCS

5. Documented postbronchodilator (post-BD) reversibility m FEV1 of >12% and =200 mL in
FEV1 withn 12 months before fust dose. If historical documentation s not available
reversibility mmst be demonstrated and documented at screenmg or Day 1 before first dose

6. Benralzumab namve patients who have not previously recewed benralzumab prior to the
start of this study

7. Patients who are willmg and capable of gvng signed mformed consent as described in
Appendx A, which mchides compliance with the requirements and restrictions listed mn the
mformed consent form (ICF) and m this protocol.

5.2 Exclusion Criteria
Patients will be excluded from the smdy if any of the followmng ecriteria apply:
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1. Chnically mportant pulmonary disease other than asthma (eg. active hmg mfection. chronic
obstructive pulmonary disease. bronchiectasis, pulmonary fibrosis, cystic fibrosis etc.) or
ever been diagnosed with pulmonary or systemic disease, other than asthma, that are

associated with elevated perpheral eosmophil counts (eg, allergic bronchopulmonary
aspergillosis/mycosis, Churg-Strauss syndrome, hypereosmophilic syndrome), which can
confound the outcome assessment

2. Patients currently enrolled m an mterventional chnical study m parallel mehiding those with
any biologic treatment

3. Patients who have receved any biologic withm 30 days prior to the date of mformed consent.

4. Known hstory of allergy or reaction to the benralzumab formulation or excipents
(L-histidine, L-histidine hydrochloride monohydrate, o-trehalose dihydrate, polysorbate 20,
water for injection)

5. History of anaphylaxis to any biologic therapy

6. A helmmthic parasitic mfection diagnosed within 24 weeks before the date mformed consent
15 obtamed that has not been treated with, or has failed to respond to, standard of care therapy

7. Acute asthma exacerbation 30 days before the date mformed consent

8. Acufe asthma exacerbation between screenmg and fist dose of study dose admmustration.

9. Acute upper or lower respiratory mfections requrmg antibiotics or antiviral medication
withm 30 days before the date mformed consent

10. Patients with malignancy within 5 years prior to enrolment, with the exception of adequately
treated m-situ carcmoma of the cervix, utery basal, or squamous cell carcmoma or non-
melanomatous skm cancer with active or recent mahgnancy

11. Any chmcally sigmficant abnormal fmdmgs m  physical exammation, wital signs,

haematology, clinical chemistry, or urinalysis, which, in the opmion of the mvestigator, may
put the participant atrsk because of huis/her participation m the study

12. History of current alcohol, dmg, or chemical abuse or past abuse that would mmpawr or risk
the participant’s full participation m the study, m the opmion of the mvestigator

13. Female patients who are pregnant or lactatmg or plannmg a famuly durmg the study perod.

5.3 Lifestyle Considerations

No restrictions are required.

5.4 Screen Failures

Screen faihwes are defmed as participants who consent to participate m the clmical study but are
not subsequently entered m the study. Ammimal set of screen failhwe mformation is required to
ensure transparent reporting of screen faihwe participants to meet the Consolidated Standards of
Reporting Trials (CONSORT) publishng requirements and to respond to queries from regulatory
authorities. Minimal mformation inchides demography, screen faihwe details, eligibility criteria,
and any serious adverse event (SAE).

For patients who were excluded due to asthma exacerbation, rescreenmg can be done post 30

CONFIDENTIAL AND PROPRIETARY 23 of 67



Clinical Smdy Protocol AstraZeneca
Drug Substance; Fasenra® (Benralimmab)

Study Code: D3250C00093

Version: 1.0 Dated 09 Mar 2021

days of completion of treatment of asthma exacerbation provided other inchision criteria are met.

Bescreened participants should be assigned the same participant number as for the mitial
SCIEEImE

6 STUDY INTERVENTION

6.1 Study Intervention Administered

6.1.1 Study Drug
Study drug mformation 1s provided m Table 3.

Table 3 Study Drug
Intervention name Benralirnmab
Type Biologic
Daose formmlation Prefilled syringe
Unit dose strength 30 mg/mL
Dosage levels 30 mg admimistered once every 4 weeks for the first 3 doses and thenonce every
8 weeks thereatter

Ronte of administration | Subcutaneous injectioninto thearm, upper arm, thigh, orabdomen

Sonrcing Benralimmab will be provided by AstaZenecaPharma India Lid. for the duration
of the study (4 doses)

Packaging andlabelling | Benralizummb will be provided in single-dose prefilled s yringe. Each syringe will
be labelled m accordance with Good Mamufacturing Practices (GMP) Annex 13 and
as per Indian regulatory requirement

Current/former names Fasenra®, MEDI-563

All doses of the study drug will be admmustered at the study cliucs. Serwous hypersensitivity
reactions (mchwdng anaphylaxis) are an identified risk for benralizumab. After admmistration of
the study dmg, the patients will be observed at the chnical site m lme with clinical practice for
the appearance of any acufe drmg reactions.

6.2 Preparation/Handling/Storage/Accountability

1. The mvestigator or designee mmst confirm appropriate temperature conditions have been
maintaned durmg transit for all study intervention receved and any discrepancies are
reported and resolved before use of the study mtervention.

Only participants enrolled m the study may receve study mtervention and only authorsed
site staff may supply or admmister study mtervention. All study mtervention must be
stored in a secure, environmentally controlled, and monitored (manual or automated) area

m accordance with the labelled storage conditions with access limited to the mvestigator
and authorised site staff.

[
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-

3. The mvestigator, mstiution, or the head of the medical mstitution (where applicable) is

responsible for study mtervention accountability, reconciliation. and record mamtenance
(ie, receipt, reconciliation, and final disposition records).

4. Benralizumab is to be stored at the study centre m a secured facility with lmited access

and controlled temperature. The temperature should be monitored on a daily basis and
documented m the temperature-monitormg log,

5. Benralzumab mwust be kept m the origmal package and under conditions specified on the
label (between 2°C to 8°C (36°F to 46°F). protected from the hight).

6. The syrmge may be kept at room temperature up to 25°C for a maximum of 14 days. After
removal from the refrigerator, benralziimab nmst be used withn 14 days or discarded.

7. Before admmistration, warm the syrmge by leavmg carton at room temperature generally
for 30 mmutes. Visually mspect for particulate matter and discolouration and if cloudy and
discolowred, should not be used.

8. Do not use m the followmg cases:
e temperafire excursion on receipt or during storage at the study
e damaged kit on receipt
e damaged syringe
The centre staff should not use affected benralzmmab and should mmediately contact an
AstraZeneca representative for further puidance.

More detalled mformation about the dosage, preparation, and admmstration of benralzimmab
may be found m the abrnidged prescribmg mformation of benralzumab (Appendx D).

6.3 Measures to Minimise Bias

This 5 an open-label study:; potential bias will be reduced by enrollng consecutive participants
fittmg mto the mclision criteria from the respective sites m an effort to reduce the selection bias.

If a participant withdraws from the study, they will not be replaced.

AstraZeneca or designee may access participant level data for monitoring purposes.

6.4 Limitations ofthe Study

This smdy has no control group and will follow about 147 patients during the period of 24 weeks.
Given these conditions, the safety and effectiveness data available for collection mav be lnmted
compared with randomised chnical trials. The data generated by the study will be used to meet the
post-approval commitment and presented m descriptive way. The descriptive data will be
published only locally, This study will generate results from a wider range of data than those
previously derived from the more limited clinical trial settmg. This study will provide mformation
on the Indian patient population that is treated with Fasenra.
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6.5 Study Intervention Compliance

The admmustration of the study mtervention should be recorded m the appropriate sections of the
electronic case report form (eCRF).

The study mtervention will be admumustered at the study centre on treatment visits and withm visit
wmdows as specitfied m Table 1. Participants will recerve study mtervention dwectly from the
mvestigator/designee, under medical supervision. The date and time if applicable, of dose
admmistered in the clinic will be recorded in the source documents and recorded in the eCRF. The
dose of smdy mfervention and study participant identification will be confirmed at the time of

dosmg by a member of the study site staff other than the person admmistermg the study
mtervention.

6.6 Concomitant Therapy

Information about any treatment in the 3 months before the date of mformed consent, and all
concomitant treatments mchiding ftreatment/medications for asthma that the participant s
recerving at the time of enrolment or receves durmg the study, mmst be recorded i the eCRF
along with:

s reason for use
e dates of admmustration mchudmg start and end dates
¢ dosage mformation mchdmg dose and frequency

The smdy physician should be contacted if there are any questions regarding concomitant or prior
therapy.

6.6.1 Background Medication

Participants m the study are required to be freated with high-dose ICS (=500 pg fhiticasone
propionate dry powder formmlation, or =800 pg budesonide dry powder formmlation, or equivalent
total daily dose) and a LABA as mamtenance for at least 3 months prior to enrohment. Systenmc or
ICS should not be abruptly discontmued upon mitiation of therapy with benralizumab. Reduction
m corticosteroid doses, if appropriate, should be gradual

The am of this study 5 to review the safety and effectiveness of benralizumab as add-on therapy
m up to 147 patients m India m the postmarketmg settmg. Therefore, the backgroumd asthma
controller medications should be mamtamed at a stable dose from Visit 1 until the end of the study.
If changmg the ICS-LABA dose 5 udged as necessary by the mvestigator, the ustification should
be documented m the source and the change m the doses should be reflected m the eCRE.

Background medication will not be provided by AstraZeneca.
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Additional controllers that are labelled for asthima and allowed as per protocol will not be
provided by AstraZeneca.
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7 DISCONTINUATION OF STUDY INTERVENTION AND
PARTICIPANT DISCONTINUATION/WITHDRAWAL

7.1 Discontinuation of Study Intervention
It mav be necessary for a participant to permanently discontmue (defmitive discontmuation) the
study mtervention. If study mtervention 1s permanently discontmued, the participant will remain
m the study to be evaliated for safety and effectveness parameters. Evaluations and safety
assessments at the time of discontmuation of study mtervention may be performed as per study
physician discretion.

Note that discontmuation from study mtervention s NOT the same thmg as a withdrawal from the
study. Participants will be discontmued from benralizumab m the followmg situations:

¢ Participant 1 free to discontmue treatment at any pomt of tmme, without prejudice to finther
treatment (see Section 7.2)

¢ Development of any study-specific criteria for discontmuation:
a. anaphylactic reaction to benraliumab requning admmustration of epmephiine
b. development of helmnth parasitic mfestations requiring hospitalisation

¢. mtensive care unlt admussion with prolonged mtubation and mechanical ventilation
for asthma-related event

¢ Severe non-comphance to study protocol ncluding if any dose of benralizumab is missed
during the course of the study

e Elgibility requmrement found not to be fulfilled (see Section 5.1, Section 5.2)

e Pregnancy (see Section 8.2.5)

¢ Lost to follow-up

Before a decision to discontimie a participant from benralimmab mstinted, the mvestigator should
carefully consider whether contmuation on benralzumab or discontmuation of benralizumab  will
be m the best mterest of the patient, and whether the ssue can be mitigated by postponmg or

skippmg the dose. It is highly recommended that the AstraZeneca study physician be consulted
before the benralzmmab discontmmuation transaction takes place. In case of safety concerns

benralzumab admmistration may be mumediately withheld until the final decsion s made.

See the SoA for data to be collected at the time of mtervention discontmuation and follow-up and
for any further evaluations that need to be completed.

CONFIDENTIAL AND PROPRIETARY 28 of 67



Clinical Smdy Protocol AstraZeneca
Drug Substance; Fasenra® (Benralimmab)

Study Code: D3250C00093

Version: 1.0 Dated 09 Mar 2021

7.2 Participant Withdrawal From the Study

s A participant may withdraw from the study at any tumme at his’her own request, or may be
withdrawn at any time at the discretion of the mvestigator for safety, behavioural,
comphance, or admmstrative reasons. This 5 expected to be uncommon.

e A participant who considers withdrawmg from the study must be mformed by the
mvestigator about modified follow-up options (eg, telephone contact, a contact with a
relattve or treating physician, or information from medical records).

e If the participant withdraws consent for disclosure of future information, the Sponsor may
retan and contime to use any data collected before such a withdrawal of consent.

s [If a participant withdraws from the study, it should be confrmed if he/she still agrees for
existmg samples to be used m Ime with the origmal consent. If he/she requests withdrawal
of consent for use of samples, destruction of any samples taken and not tested should be
carried out m lne with what was stated m the mformed consent and local regulation. The
mvestigator nmst document the decision on use of existing samples m the site study records
and mform the Sponsor.

Discontmuation of specific sites or of the study as a whole are handled as part of Appendix A.

7.3 Lostto Followup

Participant is considered lost to follow-np when any of the followmg attempts of contact have
failled: 3 attempts of telephone calls, faxes, or emails; havmg sent 1 certified mai: one

unsuccessful effort to check the vital status of the participant usmg publicly available sowrces, if
allowed by local regulations.

At that visit, participants should be encouraged to remain in the study to complete all subsequent
study visits, procedures and assessments or alternatively agree to be contacted by phone calls
at monthly mtervalk to collect AEs/SAEs, changes m concommtant medication, health care
utiisation, and asthma exacerbation mformation.

Reasons for withdrawal of benrahzumab should be recorded m the eCRE.
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8 STUDY ASSESSMENTS AND PROCEDURES

o Study procedures and them timmg are summarised m the SoA. Protocol waivers or
exemptions are not allowed.

e The mvestigator will ensure the accuracy and completeness of the data recorded on the
eCREF.

e The mvestigator will sign the completed eCRF. A copy of the completed eCRF will be
archived at the study site.

¢ Adherence to the study design requmrements, mchuding those specified m the SoA. is
essential and required for study conduct.

e All screenmg evaluations must be completed and reviewed fto confrm  that
potential participants meet all eligibility criteria. The mvestigator will mamtam a screenmg
log to record details of all participants screened and to confrm ehgibility or record reasons
for screenmg failure, as apphcable.

* Blood sample collection and pregnancy test will be performed as per SoA.

¢ Postbronchodilator sprometry will be performed at sereenmg for participants without prior
documentation (documentation within 12 months before Visit 1) of reversibihity.

¢ Procedures conducted as part of the participant’s routme chnical management (eg, blood
count) and obtamed before signing of the ICF may be used for screening or baseline
purposes provided the procedures met the protocol-specified eriteria and were performed
within the time frame defmed in the SoA.

8.1 Safety Assessments

Planned time pomts for all safety assessments are provided m the SoA.

8.1.1 Physical Examinations

e A targeted physical exammation will be performed inchiding assessments of the
follbwing: general appearance, respiratory, cardiovascular, abdomen, skin, head and neck
(mchidmg ears, eves, nose, and throat), lymph nodes, thyroid, musculoskeletal (mchidmg
spme and extrenuties) and neurclogical systems.

¢ Any new findmg(s) or aggravated existmg findmg(s), mdged as chnically sigmficant by
the mvestigator, will be reported as an AE as described m Section 8.2.2 and Section
8.2.3.

Physical exammation will be performed at time pomts as specified m the SoA.

8.1.2 Vital Signs
Vital signs (pulse, blood pressure, respiration rate, and body temperature) and electrocardiogram
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(ECG) will be obtamed n accordance with schedule provided m Table 1.

The vital signs will be taken before benralizumab admmastration, and, if possible, blood drawmg
and usual asthma controller medication.

Any new finding(s) or aggravated existing finding(s), mdeed as clnically significant by the
mvestigator, will be reported as an AE as described m Section 8.2.2 and Section 8.2.3.

8.1.3 Clinical Safety Laboratory Assessments

Blood and urine samples for determmation of clinical chemistry, haematology, and urmalysis will
be collected at screenmg and at EOS (Day 165+7) as mdicated m the SoA.

Clmical chemustry will mchude serum alkalme phosphatase, alanme ammotransferase, aspartate
ammotransferase, gamma ghitamyl transferase, lactate dehvdrogenase, total protem, total
bilrubin, albumm, and serum creatmme. Haematology will mehide haematocrit, leucocyte count,
leucocyte differential count (absohite count), platelet count, and haemoglobm. Urmalysis
(dipstick) will assess urme haemoglobin/erythrocytes/blood, protem/albumin, and ghicose.

Additional safety samples may be collected if clinically mdicated at the discretion of the

mvestigator. The date, time of collection, and results (values. units, and reference ranges) will be
recorded on the appropriate eCRF.

The clmical chemustry, haematology, and wmalyss will be performed at a local laboratory at or
near the mvestigator site. Sample tubes may vary dependmg on laboratory method used and routme
practice at the site.

8.1.4 Other Safety Assessments
Not apphcable.

8.1.5 Adverse Events and Serious Adverse Events

The Prmcipal mvestigator 1s responsible for ensurmg that all staff mvolved m the study are fanuhar
with the content of this section.

The definitions of an AE or SAE can be found in Appendx B.

Adverse events will be reported by the participant (or when appropriate by a caregiver, surrogate,
or the participant's legally authorised representative). Participants will be provided a patient diary
to record any undesirable health-related experience or adverse events occurring during the study.
Adverse events and serious adverse events mentioned both m the patent diary and verbally
comnmumicated by the participant will be recorded.

The mvestigator and any desienees are responsible for detecting, documenting, and recording
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events that meet the definition of an AE.

8.1.6 Time Period and Frequency for Collecting Adverse Event and

Serious Adverse Event Information

Adverse events and serious adverse events will be collected from time of signature of the ICF,
throughout the treatment period and mehidng the follow-up period (Week 24).

If the mvestigator becomes aware of any SAE with a snspected causal relationship to
benralizumab that occurs after the end of the clmical study m a participant treated by him or her,
the mvestigator shall without undue delay, report the SAE to the sponsor.

8.2 Follow-up of Adverse Events and Serious Adverse Events

Any AFEs that are unresolved at the follow-up mn the study are followed up by the mvestigator for
as long as medically indicated, but without further recording in the eCRF. AstraZeneca retams
the right to request additional mformation for any participant with ongoing AE(s)/SAE(s) at the
end of the study, if udeged necessary.

Adverse Event Variables
"The following wvariables will be collected for each AE:

s adverse event (verbatim)

¢ the date when the AE started and stopped

s maxmum mtensity of the AE

e whether the AE 15 serious or not

e mvestigator causality rating agamst Fasenra (benraliznmab) (yes or no)
# action taken with regard to Fasenra (benralzumab)

s adverse event caused participant’s withdrawal from study (ves or no)

* Qutcome

In addition, the followmg variables will be collected for SAEs:

e date AE met criteria for SAE

¢ date mvestigator became aware of SAE
e adverse event i serious due to

¢ date of hospitahsation

s date of discharge

¢ probable cause of death
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¢ date of death
¢ aufopsy performed
s causality assessment m relation to study procedure(s)

¢ causality assessment to other medication

8.2.1 Causality Collection

The mvestigator should assess causal relationship between Fasenra (benralzumab) and each AE
and SAE, and answer ‘ves’ or ‘no’ to the question ‘Do you consider that there 15 a reasonable
possibility that the event may have been caused by Fasenra (benraliznmab)?”

A guide to the mterpretation of the causalty question s found m Appendrx B to the Clmical Study
Protocol.

8.2.2 Adverse Events Based on Signs and Symptoms

All AEs spontaneously reported by the participant or reported m response to the open question
from the study site staff: ‘Have vou had any health problems smce the previous visit/you were last
asked?’, or revealed by observation will be collected and recorded m the eCRF. When collecting
AEs, the recordmg of diagnoses 15 preferred (when possible) to recordmg a list of signs and
symptoms. However, if a diagnosis 1s known and there are other signs or symptoms that are not
generally part of the diagnosis, the diagnosis and each sign or symptom will be recorded separately.

8.2.3 Adverse Events Based on Examinations and Tests

The results from the Clmcal Study Protocol mandated laboratory tests and vital signs will be
summarised m the CSR.

Deterioration as compared to baseline in protocol-mandated laboratory valies, vital signs should
therefore only be reported as AEs if they fulfil any of the SAE criteria, are the reason for
discontmuation of treatment with Fasenra (benralizumab) or are considered chmically relevant as
judged by the mvestigator (which may mchide but not hmited to consideration as to whether
treatment or non-planned visits were required or other action was taken with the study infervention,
eg, dose adpstment or dmg mtermption).

If deterioration m a laboratory vahe/vital signs is associated with clinical signs and symptoms, the
sign or symptom will be reported as an AE and the associated laboratory result/vital signs will be
considered as additional mformation.

8.24 Reporting of Serious Adverse Events

All SAEs have to be reported. whether or not considered causally related to the benralinmmab, or
to the study procedure(s). All SAEs will be recorded m the eCRE.
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If any SAE occurs in the course of the study, investigators or other site personnel will mform the

appropriate AstraZeneca representatives withm one day e, mumediately but no later than
24 hours of when he or she becomes aware of 1it.

The designated AstraZeneca representative will work with the mvestigator to ensure that all the
necessary information is provided to the AstraZeneca Patient Safety data entry site within
one calendar day of mifial receipt for fatal and life-threatening events and within
5 calendar days of initial receipt for all other SAEs.

For fatal or life-threatening AEs where important or relevant information is missing, actve follow -
up will be undertaken mmediately. Investigators or other site personnel will mform AstraZeneca
representatives of any follow-up mformation on a previously reported SAE withm one
calendar day, i, mmediately but no later than 24 hours of when he or she becomes aware of 1t.

Once the mvestigators or other site personnel mdicate an AE i serious mn the electronic data
captwe (EDC) system, an automated email alert 5 sent to the designated AstraZeneca
representative or mvestigator/delegated study site staff reports a SAE to the appropriate
AstraZeneca representative by telephone.

The AstraZeneca representative will advise the mvestigator/study site staff how to proceed.

The reference document for defmition of expectedness/hstedness is the Investigator’s Brochure
for the AstraZeneca drug.

8.2.5 Pregnancy

All pregnancies and ontcomes of pregnancy should be reported to AstraZeneca except for the study
participant whose pregnancy is discovered before receiving any study diug.

8.251 Maternal Exposure
If aparticipant becomes pregnant durmg the study, benralzumab should be discontinued
mmediately.

Pregnancy itself is not regarded as an AE unless there is a suspicion that benralzmmab may have
mterfered with the effectiveness of a confraceptive medication. Congenital abnormalities/birth
defects and spontaneous muscarriages should be reported and handled as SAEs. Electwve
termmation of pregnancy without complications should not be handled as AEs. The outcome of all
pregnancies (spontaneous miscarriage, elective termination, ectopic pregnancy, normal birth or
congenital abnormality) should be followed up and documented even if the participant was
discontimied from the study.

It any pregnancy occurs m the cowrse of the study, then the mvestigator or other site personnel
mforms the appropriate AstraZeneca representatives withm 1 day, ie, mumediately but no later

CONFIDENTIAL AND PROPRIETARY 34of67



Clinical Smdy Protocol AstraZeneca
Drug Substance; Fasenra® (Benralimmab)

Study Code: D3250C00093

Version: 1.0 Dated 09 Mar 2021

than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with the mvestigator to ensure that all relevant
mformation 1s provided to the AstraZeneca Patient Safety data entry site within 1 or
5 calendar days for SAEs (see Section 8.2.4) and within 30 days for all other pregnancies.

The same tunelnes apply when outcome mformation 1s avaiable.

8.2.5.2 Paternal Exposure
Pregnancy of the participant’s partners will not be considered an AE. However, the outcome of

all pregnancies (spontaneous miscarriage, elective termmation, ectopic pregnancy, normal birth,
or congenital abnormality) shonld be followed up and documented m the Pregnancy Report

Form. Consent from the partner must be obtamed before the Pregnancy Report Form s
completed.

8.3 Effectiveness Assessments
8.3.1 Assessment of Asthma Exacerbations

For the protocol. an asthma exacerbation will be defmed as a worsenmg of asthma that leads to
any of the followmg:

s Use of systenuc corticosteroids (or a temporary merease m a stable OCS background dose)
for at least 3 days: a smgle depot-mjectable dose of corticosteroids will be considered
equivalent to a 3-day course of systennc corticosteroids.

¢ An ER/Urgent care visit (defmed as evaliation and treatment for <24 hours m an
emergency department or wrgent care cenire) due to asthma that requmred systemic
corticosterouds (as per above).

e An mpatient hospitalisation (defmed as admission to an mpatient facility and/or evahation
and treatment m a healthcare faciity for =24 hours) due to asthma.

Tme to fwst asthma exacerbation will be calculated from baselme (Day 1) to tmme of fwst
exacerbation. The start of an exacerbation s defmed as the start date of systemic corticosteroids,
ER or urgent care visits reqummg systemic corticosteroids. or hospital adnmussions due to asthma,
whichever occurs earlier. The end date 15 defmed as the last day of systemic corticosteroids or
ER/Urgent care/hospital discharge, whichever occurs later.

In order to calculate the mumber of exacerbations experienced by a patient during the study period,
the followmg rule will be apphed. The start of an exacerbation 15 defmed as the start date of
systemic corticosteroids or start date of a temporary mcrease m a stable OCS background dose, or
start date of hospital admission, whichever occurs earlier. The end date is defmed as the last day
of systemic corticosteroids or the last day of a temporary increase in a stable OCS backgronnd
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dose, or the date of discharge from a hospital whichever occurs later. Additional systemic

corticosteroid treatments, ER/urgent care visits requrmg use of svstemuc corticosteroids, or
mpatient hospitabisation due to asthma occurrmg durmg an exacerbation should not be regarded as
a new exacerbation. In order to be counted for as a new exacerbation it must be preceded by at
least 7 days m which neither criterion is fulfilled.

Maximum follow-up tume for a participant is approximately 24 weeks; defined as the time from
enrolment to the date of EOS wisit. For a participant lost to follow- up, this will be defmed as the
time from enrolment to the tmme pomt after which an exacerbation could not be assessed, (ie, the
last contact date). Any exacerbations after this time pomt will not be mchided m analyses.

Proportion of participants with > 1 asthma exacerbation(s) between baselme and end of study will
be sumumarised.

8.3.2 Prebronchodilator FEV1 Through Spirometry

Pre-BD FEV1 will be recorded by sprometry and performed at screenmg to confirm the
diagnosis of severe asthma.

8.3.3 Change in Blood Eosinophils

Change m blood cosmophil levels from baselme at Week 4, Week 16, and Week 24 will be
assessed.

8.34 Medication Error

If a medication error occurs m the course of the study, then the mvestigator or other site
personnel informs the appropriate AstraZeneca representatives withm 1 day, ie, immediately but
no later than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with the mvestigator to ensure that all relevant
mformation is completed withm 1 (Tmitial FatalLife-Threatenmg or follow-up FatalTLife-
Threatenmg) or 5 (other serious mitial and follow-up) calendar days if there is an SAE
associated with the medication error (see Section 8.2.4) and within 30 days for all other
medication errors.

The defmition of a medication error can be found m Appendix B.

8.3.5 Device Constituent Deficiencies

¢ Inacombmation drug-device study drug (e.g. accessonsed prefilled syrmge), the device
constiuent deficiency 1s an madequacy of a device constituent with respect to its identity,
quality, durability, reliability, safety, or performance. These deficiencies mchide
malfunctions, use errors, and mformation supplied by the manufacturer.
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¢ For device constituent deficiencies. it is very mportant that the mvestigator describes any
corrective or remedial actions taken to prevent recurrence of the deficiency.

¢ A remedial action is any action other than routme mamtenance or servicmg of a device
constituent where such action is necessary to prevent recurrence of a device constituent
deficiency. This includes any amendment to the device constiuent design to prevent
reciurrence.

¢ The mvestigator is obligated to perform or arrange for the conduct of supplemental
measurements and/or evaluations as medically mdicated to elicidate the nature and/or
causality of the device constiment deficiency as fully as possible. This may mchide
additional laboratory tests or mvestigations, histopathological exammations, or
consnltation with other health care professionals.

8.4 Overdose

For this study, any dose of benralizumab greater than 30 mg withm 4 weeks will be considered
an overdose. As benralzumab s given by a healthcare professional m a medical settmg, an
overdose is mnlikely to occur.

¢ Anoverdose with associated AEs is recorded as the AE diagnosis/symptoms on the
relevant AE modules i the eCRF and on the Overdose eCRF module.

¢ Anoverdose without associated symptoms is only reported on the Overdose eCRF
module.

It an overdose on an AstraZeneca study mtervention occwurs m the course of the study, the
mvestigator or other site personnel nmst mform appropriate AstraZeneca representatives

mmediately, but no later than 24 hours of when he or she becomes aware of 1t.

The designated AstraZeneca representative works with the mvestigator to ensure that all relevant
mformation 1s provided to the AstraZeneca Patient Safety data entry site within one or

5 calendar days for overdoses associated with an SAE (see Section 8.2.4) and within 30 days
for all other overdoses.

There s no specific treatment for an overdose with benralimmab. If overdose occurs, the patient
shonld be treated supportively with appropriate monitoring as necessary.

8.5 Human Biological Samples

Instmctions for the collection and handling of biological samples will be provided m the

study- specific laboratory manual Samples should be stored m a secure storage space with
adequate measures to protect confidentiality. For further details on Handlmg of Human
Biological Samples see Appendmx C.
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8.5.1 Pharmacokinetics
Pharmacokmetic parameters will not be evaliated m this study.

8.5.2 Immunogenicity Assessments

[nmmmogenicity assessments will not be done m this study.

8.5.3 Pharmacodynamics

Pharmacodynamic parameters will not be evaliated m this study.

8.6 Collection of Human Biological Sample Biomarkers

Biomarkers will not be evaluated m thus study.

8.7 Collection of Optional Genomics Initiative Sample

Optional Genomics Tmtiative researchis not applicable to this study.

8.8 Health Economics OR Medical Resource Utilisation and Health
Economics

Health Economics/Medical Resource Utilisation and Health Economics parameters will not be
evaluated m this study.

CONFIDENTIAL AND PROPRIETARY 38 of 67



Clinical Smdy Protocol AstraZeneca

Drug Substance; Fasenra® (Benralimmab)
Study Code: D3250C00093
Version: 1.0 Dated 09 Mar 2021

9 STATISTICAL CONSIDERATIONS

9.1 Statistical Hypotheses
There s no statistical hypothesis to be tested in this study.

9.2 Sample Size Determination

The primary objective of this study is to assess safety and tolerability of benralzmmab m adult
(18 to 75 years of age) male or female patients who have severe asthma with eosmoplulic
phenotype requirmg high dose of ICS and LABA. Based on the literature review, the below table
is created for listing the key AEs (headache, pyrexia, pharyngitis and mjection site reactions) and
hypersensitivity reactions (e.g. anaphylaxis, angioedema, wrticaria, urticaria papular, rash) which
were mchided m the USPL SmPC and the India PL all m the range of 1% to 10%.

Incidence Rate (%)

Key AE Terms SmPC/ India label USPI SIROCCO
Headache 8% T%-9%
Pharyngitis 5% %9-6%

Pyrexia Common (1%-10%) 3% 3%o-4%
Injection site reactions 2.2% 2%-4%
Hypersensitivity 3% 3%
4 —
effectiveness n = y

where n = calculated sample size, 7 = tabulated Z statistic value for o level of confidence,

P = expected proportion of AEs and d = absohite precision level (half-width of the confidence
mterval [CI]).

Considering the maximmm hmit of the incidence rate of AEs to be 10%, approximately 139
evalable participants will be required to present 95% CI around the estimated AE incidence rate
with absolute precision level of 0.05. Considermg dropout rate of 5%, a total of 147 participants
will be requmed to be enrolled mto the study.

9.3 Populations for Analyses

For purpose of analysis, the followmg populations/analysis sets are defmed, as presented m Table
4

CONFIDENTIAL AND PROPRIETARY 39o0f67



Clinical Smdy Protocol AstraZeneca
Drug Substance; Fasenra® (Benralimmab)

Study Code: D3250C00093

Version: 1.0 Dated 09 Mar 2021

Table 4 Populations for Analysis
Population/Analysis set Description
Enrolled "Enrolled" means a participant's, or therr legally authoris ed representative s,

agreement by signing the ICF to participate in a clinical study following
completion ofthe mformed consent process.

Assigned to study mtervention | Potential participants who fulfil the eligibility criteria and are assigned with
the study identification number.

Evaluable All participants assigned to study intervention andreceiving at least 1 dose of
study mtervention and provide at leastone post baseline assessment.

Safety All participants assigned to study intervention and who take at least 1 dose of
study intervention.
Abbreviation: ICF= Informed Consent Form

9.4 Statistical Analyses

The statistical analysis plan (SAP) will be finalised before data base lock. It will mchide a more

techmical and detalled description of the statistical analyses described m this section. This section
is a summary of the planmed statistical analyses of the most mportant endpomts mchdmg
primary and key secondary endpomts.

9.4.1 General Considerations
Statistical analyses will be primarily descriptive m nature. All tabulations, figures, and listings
will be produced using the Statistical Analysis Software (SAS) System (Version 9.2 or higher).
Data from all participating sites will be pooled for analysis. Standard method of mputation will
be apphied for any mussmg/ partial dates.

Accordmg to the objectives, the relevant parameters will be summarised descriptively with
appropriate statistical methods: categorical variables will be presented using frequencies,
percentages and correspondmg  95% Cl (usmg Clopper-Pearson exact method, where
appropriate) and contmuous variables usmg number of observations, arthmetic mean, standard
deviation (SD), median, 25% and 75% percentiles, and mmmmum and maxmmm valies. The last
measurement prior to first dose of study treatment will serve as the baselme measurement.

The safety parameters mcludmg AEs. SAEs. deaths. treatment
discontmuation/modification. patient discontmuation. laboratory data, etc. will be reported usmg
safety analysis set.

The tme-to-event endpomt will be summarsed usmg Kaplan-Meler (KM) method along with
the comrespondmg 95% Cls (as appropriate) and the KM curve will be plotted.
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9.4.2 Safety

9421 Primary Endpoints
In order to assess safety and tolerability of benralimumab m participants with severe eosmophilic
asthma, following results will be presented:

Frequency, percentage, and 95% CTs (usmg Clopper-Pearson exact method) will be reported for
the followmng:

e AEs

e SAFs

o TEAEs

s Participants with inexpected Adverse Drug Reactions (ADRs)

¢ Participants with AEs that lead to study treatment discontmuations or modifications.

The AE profiles m participants will be presented as summanes showmg the number

of participants (n, %) along with number of events by System Organ Class and Preferred Terms
assigned to the event by Medical Dictionary for Regnlatory Activities (MedDRA) for the
following:

e TEAEs

* SAEs

# Related and non-related TEAEs

¢« Serwous and non-serious TEAEs

¢« TEAESs based on severity (Mild, Moderate, Severe)

¢ Unexpected ADRs based on severity (Mild, Moderate, Severe)

The physical exammation, vital signs, and laboratory parameters (if available) will be
summarised descriptively for actual valies and change from baselme values for each visit usmg
the nmumber of observations, arthmetic mean, SD, median, 25th and 75th percentiles, and
mmimum and maxmum vales.

9422 Other Safety Endpoints
None

92.4.3 Effectiveness

In order to assess effectiveness of benralizumab m participants of severe asthma of eosmophilic
phenotype, following results will be presented using Evalable Analysis Set:

Anmmualised exacerbation rate per 24-week period will be reported as percentage, and 95% C1
(exact Poisson method), and will be presented m the SAP.
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The proportion of participants with =1 asthma exacerbation during the study period will be

described usmg the frequency and the percentage. The proportion of such participants will be
calculated as: (number of participants with =1 asthma exacerbation durmg the 24 week study
period)/(total number of participants m the study).

Overall mvestigator’s assessment on the outcome of smdy treatment will be summarised using
frequency and percentage.

Tme from first dose of study treatment to the first asthma exacerbation will be calculated as
follows: Start Date of first asthma exacerbation mims Date of first dose of study treatment phis
1. The tme to first asthma exacerbation for participants who do not experience an asthma
exacerbation durmg the study period will be censored at 24 weeks, or at the tome pomt after
which an exacerbation could not be assessed (for lost-to-follow-up participants). The data will be
simmarised through median tme to the first asthma exacerbation along with the 95% CT of
median (as per availability of data) and displayed graphically usmg a KM plot.

The absolute values of blood eosmophil levels and the change from baselne at Week 4, Week 16,
and Week 24 will be siunmarised descriptively usmg number of observations, arthmetic mean,
SD, median, 25th and 75th percentiles, and mmmmm and maxmum vahes.

9.4.4 Other Analyses
None
9.5 Interim Analyses

No mtermm analyses s planned for this study.

9.6 Data Monitoring Committee
Not applicable
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10 SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS

Appendix A Regulatory, Ethical, and Study Oversight Considerations

A1l Regulatory and Ethical Considerations

e This study will be conducted m accordance with the protocol and with the following:

— Consensus ethical primciples derived from international giidelines mehiding the
Declaration of Helsmki and Council for Infernational Organizations of Medical
Sciences (CTOMS) International Ethical Guidehnes

— Apphcable International Council for Harmonisation (ICH) Good Clnical Practice
(GCP) Gudelnes
— Applicable laws and regnlations

e  The protocol, protocol amendments, ICF, prescribmg information, and other relevant
documents (eg, advertisements) must be submitted to an Instimtional Review Board
(IRB)/Independent Ethics Committee (IEC) by the mvestigator and reviewed and approved
by the IRB/IEC before the study 15 mitiated.

e Any amendments to the protocol will requre TRB/TEC and apphicable Regulatory Authority
approval before mplementation of changes made to the study design, except for changes
necessary to elimmate an mmediate hazard to study participants.

e AstraZeneca will be responsible for obtaining the required aunthorisations to conduct the
study from the concerned Regnlatory Authority. This responsibility may be delegated to a
CRO but the accountability remams with AstraZeneca.

» The mvestigator will be responsible for providmg oversight of the conduct of the study at
the site and adherence to requirements of 21 Code of Federal Regulations, TCH guidelnes,
the IRBAEC, and all other applicable local regulations.

Regulatory Reporting Require ments for Serious Adverse Events

e  Prompt notification by the mvestigator to the sponsor of a SAE is essential so that legal
obhgations and ethical responsibilities towards the safety of participants and the safety of a
study mtervention under clmical mvestigation are met.

» The sponsor has a legal responsibility to notify both the local regulatory authority and other
regulatory agencies about the safety of a study mtervention under clmcal mvestigation. The
sponsor will comply with country-specific regulatory requirements relating to safety
reporting to the regulatory authority, IRB/TEC, and mvestigators.

e For all studies except those utilising medical devices, mvestigator safety reports must be
prepared for snspected unexpected serious adverse reactions (SUSAR) according fo local
regulatory requmrements and sponsor policy and forwarded to mvestigators as necessary.
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e An mvestigator who receives an mvestigator safety report describmg a SAE or other specific
safety mformation (eg, summary or listmg of SAEs) from the sponsor will review and then
file it along with the Investigator’s Brochure or Prescribing Information and will notify the
IRB/EC, if appropriate according to local requirements.

A2 Financial Disclosure

Investigators and sub-mvestigators will provide the sponsor with sufficient, accurate fmancial
mformation as requested to allow the sponsor to submut complete and accurate fimancial
certification or disclosure statements to the appropriate regulatory authorities. Investigators are
responsible for providng mformation on financial interests during the study and for 1 vear after
completion of the study. AstraZeneca 1s responsible for furmishmg the details of the contract with
the mvestigator about fmancial support, fees, honorarmm and payvments made m kmd, to the
appropriate regulatory authorites.

A3 Informed Consent Process

e  The mvestigator or his’her representative will explam the nature of the study to the participant
or lns/her legally authorised representative and answer all questions regardmg the study.

¢ Participants must be mformed that ther participation s vohmtary and they are free to refuse
to participate and may withdraw them consent at any time and for any reason drmg the study.
Participants or ther legally authorised representatrve will be required to sign a statement of
mformed consent that meets the requirements of, local regulations, ICH gumidelines, where
applicable, and the IRB/TEC or study centre.

¢ The medical record must melnde a statement that written mformed consent was obtamed

before the participant was enrolled m the study and the date the wriiten consent was obtamed.
The authorised person obtammg the mformed consent must also sign the ICF.

e Participants must be re-consented to the most cwrent version of the ICF(s) durmg their
participation in the study.

e A copy of the ICF(s) nmst be provided to the participant or the participant’s legally authorised
representative.

A4 Data Protection

» Participants will be assigned a unique identifier by the sponsor. Anv participant records or
datasets that are transferred to the sponsor will contam the identifier only; participant names
or any mformation which would make the participant identifiable will not be transferred.

e  The participant must be mformed that lus/her personal study-related data will be used by the
sponsor m accordance with local data protection law. The level of disclosure and unse of their
data must alko be explamed to the participant m the mformed consent.
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e  The participant must be mformed that lns/her medical records may be exammed by Clinical
Quality Asswrance auditors or other authorised personnel appomted by the sponsor, by
appropriate IRB/TEC members, and by mspectors from regnlatory authorities.

AS Committees Structure

The safety of all AstraZeneca clinical studies s closely monttored on an ongomg basis by

AstraZeneca representatives m consultation with Patient Safety. Issues entified will be
addressed; for mstance, this could mvolve amendments to the Clmical Study Protocol and letters
to mvestigators.

A6 Dissemination of Clinical Study Data

A description of this clinical trial will be available on http:/astrazenecaclinicaltrials.com and
http/etrime. m/Clmicalrials/loginphp as will the summary of the study results when they ame
avallable. The clmical trial and/or summary of the study results may also be available on other
websites accordmg to the locally prevalent regulations m India.

A7 Data Quality Assurance

e  All participant data relating to the study will be recorded on eCRF mnless transmitted to the
sponsor or designee electronically (eg. laboratory data). The mvestigator 15 responsible for
verifying that data entries are accurate and correct by electronically signing the eCRF.

e The mvestigator must mamtam accurate documentation (source data) that supports the
mformation entered m the eCRF.

» The mvestigator mwust permut studv-related momtormg, audis, [RB/AEC review, and
regulatory agency mspections and provide direct access to source data documents.

o Montormg details describmg strategy, methods, responsibilities and requrements, mchiding
handlmg of noncomphance ssues and montormg techmques (central, remote, or on-site
monitormg) are provided m the momtormg plan.

e  The sponsor or designee is responsible for the data management of this study mehwulmg quahity
checking of the data.

e  The sponsor assumes acconntability for actions delegated to other mdividuals (eg, Contract
Research Organisations).

o  Study monitors will perform ongomg source data verification to confirm that data entered mto
the eCRF by authorised site persomnel are accurate, complete, and verfiable from source
documents; that the safety and rights of participants are bemg protected: and that the study 1s
bemg conducted m accordance with the cwrently approved protocol and any other study
agreements, [CH GCP, New Dmgs and Clnical Trial Rules 2019, and all apphcable
regulatory requirements.
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¢ Records and documents, mchuling signed ICFs, pertammg to the conduct of this study must
be retamed by the mvestigator for 10 vears after study completion unless local regulations or
mstimtional policies require a longer retention period. No records may be destroyed during
the retention period without the written approval of the sponsor. No records may be transferred
to another location or party without written notification to the sponsor.

A8 Source Documents

» Source documents provide evidence for the existence of the participant and substantite the
mtegrity of the data collected. Source documents are filed at the mvestigator’s site.

» Data entered m the eCRF that are transcribed from source documents mwust be consistent with
the sowrce documents or the discrepancies must be explamed. The mvestigator may need fo

request previous medical records or transfer records, dependmg on the study. Also, current
medical records mmst be available.

A9 Study and Site Start and Closure

The study start date 15 the date on which the clmical study will be open for recrutment
of participants.

The first act of recruitment is the first site mitiation visit (SIV) and will be the study start date.

The sponsor designee reserves the right to close the study site or termimnate the study at any time
for any reason at the sole discretion of the sponsor. Smdy sites will be closed on study completion.
A study site 15 considered closed when all requred documents and study supphes have been
collected and a study-site closure visit has been performed.

The mvestigator may mitiate study-site closure at any time, provided there is reasonable cause and
sufficient notice is given i advance of the mtended termmation.

Reasons for the early closure of a study site by the sponsor or mvestigator may mchide but are not
limited to:

e Failuwre of the mvestigator to comply with the protocol the requirements of the IRB/TEC or
local health authorities, the sponsor's procedures, or GCP gnidelines

e Inadequate recrutment of participants by the mvestigator
o Discontmuation of further study mtervention development

It the study 15 premanmely termmated or suspended, the sponsor shall promptly mform the
mvestigators, the IECs/IRBs, the regulatory authorities, and any CRO(s) used m the study of the
reason for termmation or suspension, as specified by the applicable regulatory requirements. The
mvestigator shall promptly mform the participant and should assure appropriate participant
therapy and/or follow-up.
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Participants from terminated sites will be discontmued from the study and will be provided with

standard of care as determmed appropriate by the study mvestigator.

A10 Publication Policy

e The results of this study may be published or presented at scientific meetings. If this is
foreseen, the mvestigator agrees to submut all manuscripts or abstracts to the sponsor before
submission. This allows the sponsor to protect proprietary mformation and to provide
comments.

¢  The sponsor will comply with the requirements for publication of study resuls. In accordance
with standard editorial and ethical practice, the sponsor will generally support publication of
nulticentre smidies only m their entrety and not as mdmvidual site data. In this case, a
coordinating nvestigator will be designated by mmtual agreement.

e Authorship will be determined by nmimual agreement and i line with Infernational Committee
of Medical Journal Editors authorship requirements.
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Appendix B Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting

B1 Definition of Adverse Events

An adverse event (AFE) s the development of any untoward medical occurrence mn a patient or
clnical study participant admmistered a medicmal product and which does not necessarnly have a
causal relationship with this treatment. An AE can therefore be any unfavourable and unmtended
sign (eg, an abnormal laboratory finding), symptom (for example nansea, chest pamn), or disease
temporally associated with the use of a medicinal product, whether or not considered related to the
medicmal product.

The term AE is used to mchide both serious and non-serious AEs and can melude a deterioration
of a pre-existmg medical occurence. An AE may occur at any time, mchidmg run-m or washout
periods, even if no smdy mtervention has been administered.

B2 Definition of Serious Adverse Events

An SAE s an AE occurrmg during any study phase (ie, mn-in, treatment, washout, follow-up),
that fulfils one or more of the followmg criteria:

e Resulis m death

e Is mmediately life-threatening

» Requres m-participant hospitalisation or prolongation of exsstmg hospitahsation
e Results m persistent or signmficant disability or mcapacity

e Is acongenital abnormality or buth defect

e Is an important medical event that may jeopardise the participant or may require medical
treatment to prevent one of the outcomes listed above

Adverse events for malignant tumours reported durmg a study should generally be assessed as
Serious AEs. If no other seriousness criteria apply, the “Tmportant Medical Event’ criterion should
be used. In certam situations, however, medical mdgement on an individual event basis should be
applied to clarify that the malignant tumour event should be assessedand reported as a non-serious
AE. For example, if the umour is inchided as medical history and progression occurs during the
study, but the progression does not change treatment and/or prognosis of the mahgnant tumour,
the AE may not fulfil the attributes for bemg assessed as serous, although reportmg of the
progression of the malignant mmour as an AE s valid and should oceur. Also, some types of
malignant fumours, which do not spread remotely after a routine treatment that does not require
hospitalisation, may be assessed as non-serious; examples m adults mchide Stage 1 basal cell
carcmoma and Stage 1A1 cervical cancer removed via cone biopsy.
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Life-thre atening
‘Life-threatening’ means that the participant was at mmediate risk of death from the AE as it
occurred or it is suspected that nse or contimied use of the product would result m the participant’s

death. ‘Life-threatenmg” does not mean that had an AE occurred m a more severe form it mught
have caused death (eg, hepatitis that resolved without hepatic failure).

Hospitalisation

Outpatient treatment m an emergency room (ER) is not in itself a serious AE, although the reasons
for t may be (eg, bronchospasm, larvngeal oedema). Hospital admmssions and/or surgical
operations plamned before or durmg a study are not considered AEs if the illness or disease exsted
before the participant was enrolled m the study, provided that it did not deferiorate m an
uexpected way durmg the study.

Important Medical Event or Medical Tre atme nt

Medical and scientific udgement should be exercised m decidmz whether a case 5 serous In
situations where important medical events may not be immediately hfe- threatenmg or result in
death, hospitalisation, disability or mcapacity but may jeopardise the participant or may requme
medical treatment to prevent one or more outcomes listed m the defmition of serious. These should
usually be considered as serious.

Simply stopping the suspect dmg does not mean that it is an mportant medical event; medical
mdgement nmst be nsed.

e  Angioedema not severe enough torequire mtubation but requiring intravenouns hydrocortisone
treatment

e Hepatotoxicity caused by paracetamol (acetamimnophen) overdose requiring treatment with N-
acetylcysteine

» Intensive treatment m an ER or at home for allergic bronchospasm

» Blood dyscrasias (eg, neutropenia or anaemia requumg blood transfusion, etc.)or convulsions
that do not result m hospitalisation

¢ Development of drug dependency or dmg abuse

Intensity Rating Scale:
Assessment of Severity

The mvestigator will be asked to provide an assessment of the severity of the AE usmg the
follbwmg categories:

e Mild: Usnally fransient and may require only minimal treatment or therapeutic infervention.
The event does not generally mterfere with usual activities of daily living,
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¢ Moderate: Usually alleviated with additional specific therapeutic mtervention. The event
mterferes with usual activities of daily ving, causing discomfort but poses no significant or
permanent risk of harm to the subject.

e Severe: Inferrupts usual activities of daily iving, or significantly affects clinical status, or may
require intensive therapeutic mtervention.

It 15 mmportant to distmguish between serious and severe AEs. Severity is a measwre of mtensity
whereas seriousness 15 defmed by the criteria m Appendix B. An AE of severe miensity need not
necessarily be considered serious. For example, nausea that persists for several hours may be
considered severe nausea, but not a SAE unless it meets the criteria shown n Appendm B. On the
other hand, a stroke that results m only a lmmted degree of disability mayv be considered a mild
stroke but would be a SAE when it satisfies the criteria shown m Appendx B.

B3 Definition of Treatment-emergent Adverse Event

A treatment-emergent adverse event (TEAE) is defined as any event not present prior to the
mitiation of the dmg treatment or any event already present that worsens m etther mtensity or
frequency following exposure to the drug treatment.

B4 A Guide to Interpreting the Causality Question

When makmg an assessment of causality consider the followmg factors when decidmg if there 5
a ‘reasonable possibility” that an AE may have been caused by the drug.

» Tme Course. Exposure to suspect drug. Has the particpant actually recewved the suspect
drug? Did the AE occur m a reasonable temporal relationship to the admmistration of the
suspect drug?

e Consistency with known drg profile. Was the AE consistent with the previous knowledge of
the suspect dmg (pharmacology and toxicology) or dmgs of the same pharmacological class?
Or could the AE be anticipated from its pharmacological properties?

¢ De-challenge experience. Dil the AE resolve or mmprove on stoppmg or reducmg the dose of
the suspect dig?

e No alternative cause. The AE cannot be reasonably explamed by another aetiology such as the
underlymg  disease, other drugs, other host or environmental factors.

¢ Re-challenge experience. Did the AE reoccur if the suspected dmg was remtroduced after
havmg been stopped? AstraZeneca would not normally recommend or support a re-challenge.

e Laboratory tests. A specific laboratory mwvestigation (if performed) has confumed the
relationship.

In difficult cases, other factors could be considered such as:
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e [s this a recogmsed feature of overdose of the drug?

¢ Is there a known mechanism?

Causality of ‘related’ s made if after a review of the relevant data, there 15 evidence for a
‘reasonable possibility’ of a causalrelationship for the mdmidual case. The expression ‘reasonable

possibility” of a causal relationship 15 meant to convey, m general, that there are facts (evidence)
or arguments to suggest a causal relationship.

The causality assessment is performed based on the available data mehiding enough information

to make an mformed mudgement. With no avaiable facts or arguments to suggest a causal
relationship, the event(s) will be assessedas “not related’.

Causal relationship m cases where the disease under study has deteriorated due to lack of effect
should be classified as no reasonable possibility.

BS Medication Error

For the purposes of this clmical study a medication error is anunmtended faihwe or nustake m the
treatment process for an AstraZeneca study mtervention that causes harm to the participant or has
the potential to cause harm to the participant.

A medication error is not lack of efficacy of the drug, but rather a human or process related faithre
while the dmg is in control of the study site staff or participant.

Medication error meludes siuations where an error.

s  Occured
o  Wasdentified and mtercepted before the participant recemwved the drug
¢  Did not occur, but crcumstances were recognised that could have led to an error

Examples of events to be reported in clinical studies as medication errors:

¢  Dmg name confusion

e Dispensing error eg, medication prepared mcorrectly, even if # was not actually given to
the participant

*  Drug not admmistered as mdicated, for example, wrong route or wrong site of admmistra tion

»  Drug not taken as mdicated eg, tablet dissolved m water when it should be taken as a solid
tablet

»  Drug not stored as mstructed eg, kept m the fridge when 1t should be at room temperature
e  Wrong participant received the medication
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e  Wrong dmg admmistered to participant

Examples of events that do not require reporting as medication errors n clinical stdies:
e Participant accidentally missed drug dose(s) eg, forgot to take medication

e  Accidental overdose (will be captured as an overdose)

e Participant failed to return wmsed medication or empty packaging

» Ermrors related to background and rescue medication, or standard of care medication m open-
label studies, even if an AstraZeneca product

Medication errors are not regarded as AEs but AEs may occur as a consequence of the medication
€ITOL.
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Appendix C Handling of Human Biological Samples

C1 Chain of Custody
A full chain of custody s mamtained for all samples throughout their lifecyele.

The mvestigator at each centre keeps full traceability of collected biological samples from
the participants while in storage at the centre until shipment or disposal (where appropriate) and
records relevant processing nformation related to the samples whilst at site.

The sample receiver keeps full traceability of the samples while m storage and dwing use until
used or disposed of or until further shipment and keeps record of recept of amrival and onward
shipment or disposal

AstraZeneca or delegated representatives will keep oversight of the entwe Iife cycle through
mternal procedures, monitoring of study sites, auditing or process checks, and contractual
requirements of external laboratory providers

C2 Withdrawal of Informed Consentfor Donated Biological Samples

If a participant withdraws consent to the nse of donated biological samples, the samples will be
disposed of/destrovedrepatriated, and the action documented. If samples are already analvsed,
AstraZeneca s not obhged to destroy the results of this research

Following withdrawal of consent for biological samples, further study participation should be
considered m relation to the withdrawal processes outlned m the informed consent.

The mvestigator:

e  Ensures participant’s withdrawal of mformed consent to the use of donated samples is
highlighted mmmediately to AstraZeneca or delegate.

e  Ensures that relevant human biological samples from that participant, if stored at the study
site, are immediately identified, disposed of as appropriate, and the action documented.

*  Ensures that the participant and AstraZeneca are mformed about the sample disposal

AstraZeneca ensures the organisation(s) holdng the samples is/are informed about the withdrawn
consent immediately and that samples are disposed of or repatriated as appropriate, and the action
1s documented and study site s notified.
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Appendix D Benralizumab, prefilled syringe (India-specific package insert)
Fasenra™

Therapeutic indications

Fasenra™ is mndicated as an add-on mamfenance treatment for severe asthma with an eosmophilic
phenotvpe m adult patients.

Posology and me thod of adminis tration

Posology

The recommended dose s 30 mg of Fasenra™ by subcutaneous mjection every 4 weeks for the
first 3 doses, and then every 8 weeks thereafter.

Elderly patienis

No dose adustment 15 requred for elderly patients (see Section 5.2).

Renal and hepatic impairment

No dose adustment 15 requmred for patients with renal or hepatic mpamrment (see Section 5.2).
Adminis tration

Fasenra™ 15 admmistered as a subcutaneous mjection by a healthcare professional In lme with
clnical practice, momtormg of patients after admmustration of biologic agents 5 recommended.

Admmister Fasenra™ mto the upper arm, thighs, or abdomen. Do not admmuster mto areas where
the skm 5 tender, bruised, ervthematous, or hardened (Appendx D).

Contraindications

Fasenra™ 1s contramdicated m patients who have known hypersensitivity to benralzumab or any
of its excipients.

Special warnings and special precautions for use

Fasenra™ should not be used to treat acute asthma exacerbations.

Patients should be mstructed to seek medical advice if ther astlmma remams uncontrolled or
worsens after mitiation of treatment.
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Abrupt discontimation of corticosteroids after mitiation of Fasenra™ therapy s not
recommended. Reduction m corticosteroid doses, if appropriate, should be gradual and performed

under the supervision of a physician.

Hvpersensitivitv reactions

Hypersensitivity reactions (e.g. anaphylaxis, angioedema, urticaria, urticaria papular, rash) have
occurred after admmustration of Fasenra™. These reactions may occur withm howrs of
admmistration, but m some mstances, have a delayed onset (i, days).

In the event of a hypersensitivity reaction, Fasenra™ should be discontmued.

Parasitic (Helminth) Infection

Eosmophils may be mvolved m the mmmmological response to some helmmth mfections. Patients
with known helmmth mfections were excluded from participation m clical trials. [t 5 inknown
if Fasenra™ may mfluence a patient’s response agamst helmmth mfections.

Treat patients with pre-existing helminth infections before mitiating therapy with Fasenra™.
If patients become mfected while receiving treatment with Fasenra™ and do not respond fo
antihelmmth treatment, discontmue treatment with Fasenra™ until mfection resolves.

Effects on ability to drive and use machines
Fasenra™ has no or negligible mfluence on the ability to drive and use machmes.
Special precautions for storage

Store m a refrigerator (2°C to 8°C). Store the prefilled syringe m the origmal package to protect
from light. Do not freeze.

Nature and contents of container

One mL sohition in a sterile, single-use prefilled syringe made from type I glass with a staked 29
gauge 'z mch stamless steel needle, rizid needle shield, and Fluorotec-coated stopper m a passive
safety device.

Fasenra™ is available m a pack contammg 1 smgle dose prefilled syrmge.
Instructions for use, handling and disposal

Do not shake. Do not use if frozen.

Instructions for admmistration
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Before admmistraton, warm Fasenra™ by leavmg carton at room temperature. This
generally takes 30 mmutes. Admmister withm 24 hours or dscard mto sharps contamer.

Instructions for Prefilled Svrinee with Needle Safety Guard

Refer to figure below to wentify the prefilled syrmge components for use m the
administration steps.

Figure:

Needle guard Syrmge Label with Needle cover
activation clips  body expration date

Phinger — d )

head

Phmger Fmger Viewmg Needle

Do not touch the needle gnard activation clips to prevent premature activaton of the needle
safety guard.

1 Grasp the syringe body, not the phinger, to remove prefilled syrmge from the tray.
Check the expwation date on the syringe. Visually mspect Fasenra™ for particulate matter and
discobration before admmistration. Fasenra™ is ckar, coburkss to yellow, and may contam
transhicent or white to off-white partcles. Do not use Fasenra™ if hquid is cloudy, discobured.
or if it contams large particles or foreign particulate matter. The syrmge may contam a small
ar bubble; this 1 normal Do not expel the ar bubble before admmustration.

2 Do not remove needle cover until ready to mect. Hold
the syymge body and remove the needle cover by pulling
straight off. Do not hold the phmger or phmger head
o . al PP while removing the needle cover or the phnger may
~ 3 move. If prefilled syrmge 15 damaged or contammated

3 {—@7\ (for example, dropped without needle cover m place),
/7 i discard and use a new prefilled syringe.

3 Gently pmch the skm and msert the needle at the
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recommended mjection site (e, upper arm, thigh, or
abdomen)

Tmect all of the medication by pushing m the phnger
all the way wmtll the phmger head = completely
between the needle guard activation chps. This s

necessary to activate the needle guard.

After mjecton, mamtam pressure on the plnger head
and remove the needle from the skm. Release pressure
on the phinger head to allow the needle guard to cover
the needle. Do not re-cap the prefilled syringe.

6 Drscard the used syrmge mfo a sharps contamer.
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Appendix E Coronavirus Disease-19 Vaccination Guidance

In response to the current pandemic and approval’'emergency use authorzation (EUA) of novel
SARS-CoV-2 (COVID-19) vaccies, AstraZeneca has developed the followmg guidance for
benraliznmab (Fasenra) trials:

e The trials contime as per approved Clnical Study Protocol

¢ Ongomg participants i clinical trials may receve an approved EUA COVID-19 vaccine
when made available to them.

* Vaccme admmistration mwst be at least 7 days apart from [P mjection, longer mterval s
advised when possible. If needed, IP dose can be re-scheduled to allow for sufficient
mterval prior/post COVID vaccmation.

e Subsequent IP dose should be given a different location from the vaccme.

e Patients who received COVID-19 vaccmation prior to the study start should not be
randomized until =30 days after the last vaccme dose.

¢ (COVID vaccmation mmst be recorded on Concomitant Medication module in eCRF clearly
mdicatmg the vaccme brand. That apphes to any COVID-19 vaccme recemwved prior to or
durmg the study.

* Use of expermmental and/or non-approved and /or non-authorsed COVID-19 vaccmes 5
disallowed.

¢ The decksion to vaccinate should be based on the risks and benefits for each mdividunal
patient and on what s m the patient’s best interest according to the Investigator’s clinical
mdgement.

e Any questions should be addressed to the study Medical Team through the QA log, or direct
commmumication 1f urgent.
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Appendix F  Abbreviations

AstraZeneca

Abbreviation or special Explanation
term
ADA antidmg antibody
ADR adversedmigreaction
AE adverseevent
I confidence interval
COPD chronic obstructive pulmonary disease
CRO contractresearch organisation
ECG electrocardiogram
EDC electronic datacapture
ER Hrergency Room
eCRF electronic case report form
EOS End of Study
FEVI forced expiratory volume in 1 second
GCP Good Clinical Practice
GINA Global Initiative for Asthim
ICS inhaled corticosteroid
ICF nformed consent form
ICH International Council for Harmonisation
IEC Independent Ethics Conumittee
IL-5 interhikin-3
IL-5Rax interhikin-5 receptor alpha subunit
VP Investigational Medicmal Product
IRB Institutional Review Board
EM Kaplan—Meier
LABA long-actingbeta-agonist
OCs 8.1.steroid
Pl Package Insert
Pre-BD prebronchodilator
Post-BD postbronchodilator
SAE serious adverse event
5D standard deviation
SAP statistical analysis plan
SmPC Surmnary ofproduct characteristics
SoA schednle ofactivities
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Abbreviation or special Explanation
term
TEAE treatment-emergent adverse event
USPI United States Prescribing Information
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