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1. Background information on the procedure

Pursuant to Article 7.2 of Commission Regulation (EC) No 1234/2008, GlaxoSmithKline (Ireland) Limited
submitted to the European Medicines Agency on 8 February 2023 an application for a group of variations
following a worksharing procedure according to Article 20 of Commission Regulation (EC) No 1234/2008.

The following changes were proposed:

Variations requested Type Annexes
affected
C.I.13 C.1.13 - Other variations not specifically covered Type II None

elsewhere in this Annex which involve the submission of
studies to the competent authority

C.l.4 C.I.4 - Change(s) in the SPC, Labelling or PL due to new Type II I, ITIA and
quality, preclinical, clinical or pharmacovigilance data IIIB
C.I.13 C.1.13 - Other variations not specifically covered Type II None

elsewhere in this Annex which involve the submission of
studies to the competent authority

Grouped application consisting of 1) Update sections 4.2 and 5.1 of the SmPC to include results from
study HZA107116. This is a randomised, double-blind, parallel group, multicentre, stratified, study
evaluating the efficacy and safety of once daily fluticasone furoate/vilanterol (FF/VI) inhalation powder
compared to once daily FF inhalation powder in the treatment of asthma in participants aged 5 to 17
years old (inclusive) currently uncontrolled on inhaled corticosteroids. The Package Leaflet and Labelling
are updated accordingly. The RMP version 12.0 has also been submitted. In addition the MAH took the
opportunity to implement editorial changes to the SmPC; 2) Submission of final report from Phase 2b
study HZA106855 (FF dose ranging) which gives information regarding the dose selection for FF
combination in study HZA107116; 3) Submission of final report from Phase 2b study HZA106853 (VI dose
ranging) which gives information regarding the dose selection for VI combination in study HZA107116.

The requested grouped worksharing procedure proposed amendments to the Summary of Product
Characteristics, Labelling and Package Leaflet and to the Risk Management Plan (RMP).

2. Overall conclusion and impact on the benefit/risk balance

The requested grouped worksharing procedure is mainly proposing amendments to the Summary of
Product Characteristics (sections 4.2 and 5.1, to include results from study HZA107116). The Package
Leaflet and Labelling are updated accordingly. The WS documentation also includes an updated Risk
Management Plan (RMP, version 12.0). In addition the MAH took the opportunity to implement editorial
changes to the SmPC. The documentation also includes the final report of the Phase 2b study HZA106855
(FF dose ranging) and HZA106853 (VI dose ranging). These dose ranging studies were conducted to
guide the doses of FF and VI to be used in study HZA107116.

Study HZA107116 is the pivotal study supporting SmPC changes. It was a randomised, double-blind,
parallel group, multicentre, stratified, study evaluating the efficacy and safety of once daily fluticasone
furoate/vilanterol inhalation powder compared to once daily fluticasone furoate inhalation powder in the
treatment of asthma in participants aged 5 to 17 years old (inclusive) currently uncontrolled on inhaled
corticosteroids. Study randomisation was stratified by age as follows: participants from 5 to 11 years
were randomly (1:1) allocated to receive FF/VI 50/25 micrograms OD or FF 50 micrograms whereas
participants from 12 to 17 years were randomly (1:1) allocated to receive FF/VI 100/25 micrograms or FF
100 micrograms. Study HZA107116 was designed to meet different requirements for the EMA and the
FDA, as regards of the population of interest (5 to 11 years old for the EMA and 5 to 17 years old for the
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FDA) and their list of endpoints. The study design, which was based on advice received from the EMA
SAWP and subsequently agreed with the PDCO via a modification to the PIP, is considered acceptable.
FF/VI was well tolerated and no new safety issues were identified, which is in line with the results
reported in adults and adolescents aged 12 years and older. However, the study did not show a
statistically significant improvement in its primary efficacy endpoint of morning PEF in the 5 to 11 years
old population.

According to the obtained data from the phase 3 study, the MAH is not seeking an indication for FF/VI in
asthmatics aged 5 to 11 years old in the EU. This approach is endorsed based on the results of the
studies. However, the initially proposed changes to the product information were rather extensive and
some of them were not directly related to this WS. As no improved efficacy was observed when compared
with FF, the CHMP requested that section 4.2 states that the product should not be used in children less
than 12 years of age. The applicant amended the PI according to CHMP requests (see final product
information attached).

Finally, ICS/LABA combination products currently available for children include fluticasone
propionate/salmeterol, mometasone/formoterol and budesonide/formoterol. Therefore, it could be
concluded that these patients are covered by several treatment alternatives in the EU.. No future
development to establish the use of RELVAR/REVINTY Ellipta in this 5-11 year old population in the EEAA
is foreseen, according to the MAH.

The MAH has provided an updated environmental risk assessment (ERA). Nevertheless, since the pivotal
study HZA107116 that supports the indication extension did not reach statistical significance and an asthma
indication extension from 12 years of age down to 5 years is not being proposed, additional ERA studies
are not deemed necessary for this application. A summarized table of the ERA relevant endpoints is
enclosed.

The benefit-risk balance of Relvar Ellipta, Revinty Ellipta, remains positive.
Information on paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision
P/202/2009 on the agreement of a paediatric investigation plan (PIP).

At the time of submission of the application, the PIP P/202/2009 was completed. The PDCO issued an
opinion on compliance for the PIP P/202/2009.

3. Recommendations

Based on the review of the submitted data, this application regarding the following changes:

Variations requested Type Annexes
affected
C.I.13 C.1.13 - Other variations not specifically covered Type II None

elsewhere in this Annex which involve the submission of
studies to the competent authority

C.l.4 C.I.4 - Change(s) in the SPC, Labelling or PL due to new Type II I, ITIA and
quality, preclinical, clinical or pharmacovigilance data I11B
C.I.13 C.1.13 - Other variations not specifically covered Type II None

elsewhere in this Annex which involve the submission of
studies to the competent authority
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Update of sections 4.2, 4.8, 5.1 and 5.2 of the SmPC based on results from studies HZA107116,
HZA106853 (VI dose ranging) and HZA106855 (FF dose ranging). Study HZA107116 was a randomised,
double-blind, parallel group, multicentre, stratified, study evaluating the efficacy and safety of once daily
fluticasone furoate/vilanterol inhalation powder compared to once daily fluticasone furoate inhalation
powder in the treatment of asthma in participants aged 5 to 17 years old (inclusive) currently
uncontrolled on inhaled corticosteroids. Results from the Phase 2b study HZA106855 (FF dose ranging)
gives information on the dose selection for FF combination in study HZA107116; Results from the Phase
2b study HZA106853 (VI dose ranging) are also provided and support the dose selection for VI
combination in study HZA107116.

The Package Leaflet and Labelling are updated accordingly.
In addition, minor comments are introduced to bring the PI in line with the current QRD template.

The RMP has also been adopted (version 12.0).

Xis recommended for approval.

Paediatric data

Furthermore, the CHMP reviewed the available paediatric data of studies subject to the agreed Paediatric
Investigation Plan P/202/2009 and the results of these studies are reflected in the Summary of Product
Characteristics (SmPC) and, as appropriate, the Package Leaflet.

Amendments to the marketing authorisation

In view of the data submitted with the grouped worksharing procedure, amendments to Annex(es) I, IIIA
and IIIB and to the Risk Management Plan are recommended.

4. EPAR changes

The table in Module 8b of the EPAR will be updated as follows:
Scope

Please refer to the Recommendations section above

Summary

Please refer to Scientific Discussion ‘Relvar Ellipta-H-C-Product 2673-WS-2438’ or ‘Revinty Ellipta-H-C-
Product 2745-WS-2438’

This grouped application concerns the submission of the final study reports from 3 clinical studies. The
studies HZA106855 and HZA106853 informed the dose selection for fluticasone furoate/vilanterol
combination (FFVI) in study HZA107116. The study HZA107116 was pivotal and evaluated the efficacy
and safety of once daily treatment of FF/VI combination in children 5 to 11 years old with asthma. FF/VI
was well tolerated and no new safety issues were identified, which is in line with the results reported in
adults and adolescents aged 12 years and older. However, the study did not show a statistically and
clinically significant improvement in its primary efficacy endpoint of morning PEF in the 5 to 11 years old
population. Consequently, the SmPC is updated to include results from study HZA107116 and to inform
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that it should not be used in children less than 12 years of age.
Additionally, an updated RMP has been adopted in this procedure.

For more information, please refer to the Summary of Product Characteristics.
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Annex: Rapporteur’s assessment comments on the type 11
variation
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5. Introduction

Asthma is a chronic disease of the lungs characterized by airway inflammation, bronchoconstriction and
increased airway responsiveness. Patients with asthma typically present with cough, episodic shortness of
breath, and wheezing, and these clinical features are seen in school aged children, adolescents, and
adults. The goal of asthma treatment is to achieve and maintain asthma control and to reduce the future
risk of exacerbations [GINA, 2022].

ICS is considered the most effective anti-inflammatory treatment for all severities of persistent asthma
including mild intermittent asthma [NIH, 2007;Di Cicco, 2021; GINA, 2022] in children. The benefits of
ICS include control of asthma symptoms, improvement in lung function, decrease in airway hyper-
responsiveness and possibly, prevention of airway wall remodelling and prevention of asthma
exacerbations [Pedersen, 1997; Fanta, 2009, Jackson, 2021]. The dose of ICS is selected based on the
severity of asthma and with the aim of minimizing the dose, to reduce the risk of steroid side effects.

There is a ceiling effect of low-dose ICS in children [Lemanske, 2010; GINA, 2022]. To achieve
improvements in asthma control, the addition of a different class of medication is often required. For
patients who become symptomatic or remain symptomatic on a low-mid dose of an ICS, the addition of a
long-acting beta-2 agonists (LABA) has shown to be usually more beneficial than doubling the ICS dose
[Lemanske, 2010]. Indeed, a LABA, in combination with an ICS, is advocated by the guidelines as
treatment for children aged 5-11 years when a medium dose of ICS alone fails to achieve control of
asthma [GINA, 2022]. LABAs act on the beta2-adrenergic receptor causing smooth muscle relaxation,
which results in dilation of bronchial passages. The addition of a LABA to an ICS improves symptom
scores, decreases nocturnal asthma symptoms, improves lung function, and reduces the number of
asthma exacerbations [Ducharme, 2010]. ICS/LABA combination products currently available for children
include fluticasone propionate/salmeterol, mometasone/formoterol and budesonide/formoterol.

Non-adherence to asthma treatment is a significant risk factor for mortality, morbidity, hospitalizations,
and reduced quality of life, while optimal adherence is associated with reduced exacerbation rates, and
lower mortality rates [Stern, 2006]. Most ICS/LABA combination products currently available for children
require twice-daily administration. A significant need exists in children for a once daily ICS/LABA
combination product that will help to improve patient compliance and overall disease management by
providing sustained 24-hour efficacy [Drouin, 2022].

Inhaled Fluticasone furoate (FF) powder is a glucocorticoid approved in the United States (US) on 20
August 2014, for the maintenance treatment of asthma as prophylactic therapy in patients aged 12 years
and older at a dose of 100 mcg and 200 mcg, and on 17 March 2018 for use as a once daily inhaled
corticosteroid (ICS) for the maintenance treatment of asthma in patients aged 5 to 11 years at a dose of
50 mcg, as well as in four further countries (Arnuity Ellipta). It is also the ICS component of once daily
ICS/Long-Acting Beta Agonist (LABA) combination inhaler (fluticasone furoate/vilanterol). Neither FF nor
vilanterol (VI) is currently available at the UE as an individual component for oral inhalation.

On 13th November 2013, Relvar Ellipta (fluticasone furoate/vilanterol [as trifenatate] Inhalation Powder
[FF/VI]) was approved by the European Commission (EC) as a pre-dispensed multi dose dry powder for
oral inhalation in strengths of 100/25 micrograms and 200/25 micrograms for "the regular treatment of
asthma in adults and adolescents aged 12 years and older where use of a combination product (long-
acting beta2-agonist and inhaled corticosteroid) is appropriate". The combination FF/VI 100/25
micrograms was also approved for "the symptomatic treatment of adults with chronic obstructive
pulmonary disease (COPD)".

Currently, FF/VI has been approved at the 100/25 micrograms (mcg) and 200/25 mcg doses for once
daily treatment of asthma in adults and adolescent patients of 12 years of age and over in all EEA
countries, the United Kingdom (UK) and Japan, as well as over 70 further countries. Furthermore, FF/VI is
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approved in the United States of America (US) (tradename Breo Ellipta) at doses of 100/25 mcg or
200/25mcg for the treatment of asthma in adults 18 years and older. FF/VI is also approved for the
treatment of COPD at a dose of 100/25 mcg in over 70 countries.

In line with the EU paediatric investigation plan (PIP) agreed to FF/VI for the condition asthma (Procedure
No.: EMEA-000431-PIP01-08-M12), which included a waiver in children under 5 years of age, the MAH
has conducted a single Phase 3 study to address the post-approval commitment to evaluate once daily
treatment of FF/VI in children 5 to 11 years old with uncontrolled asthma (study HZA107116, EMA Follow
Up Scientific Advice, 2016: Procedure No.: EMEA/H/SA/1073/1/FU/2/2016/PED/II).

HZA107116 was a Phase 3 randomized, double-blind, parallel-group, multicenter, stratified study to
evaluate the efficacy and safety of once daily fluticasone furoate/vilanterol (FF/VI) inhalation powder
compared to once daily FF inhalation powder in the treatment of asthma in participants 5 to 17 years old
inclusive currently uncontrolled on ICS. Study randomisation was stratified by age (5 to 11 and 12 to 17).

Study HZA107116 was designed to meet different requirements for the EMA and the FDA. For the EMA,
the study included participants aged 5 to 11 years old. To meet the requirements for the FDA, the study
also included a cohort of patients aged 12 to 17 years old. Each age group in the study used different
strengths of investigational product. The population of interest for the FDA (5 to 17 years old) had a
different list of endpoints.

This type II variation submission is based on study HZA107116 alone. The submitted results from the
study are limited to the EMA population of interest (5 to 11 years old).

For this grouped application, the MAH has also submitted final reports from two Phase 2b dose ranging
studies (HZA106853 and HZA106855) which gives information regarding the dose selection in the 5 to
less than 12 years age group for each of the components of combination in study HZA107116.
HZA106853 evaluated 3 doses of VI [6.25 mcg, 12.5 mcg, 25 mcg on a background of ICS], whereas
HZA106855 evaluated 3 doses of FF [25 mcg, 50 mcg, 100 mcg]). Both phase 2b studies are also part of
the EU PIP No.: EMEA-000431-PIP01-08-M12.

6. Non-Clinical aspects

6.1. Introduction

The MAH has submitted this type II variation to update the label in line with the outcome of study
HZA107116, in which the primary endpoint did not reach statistical significance and therefore an asthma
indication extension from 12 years of age down to 5 years is not being proposed.

Only new data related to environmental risk assessment (ERA) for fluticasone furoate and vilanterol
trifenatate have been submitted by the MAH. No additional non-clinical information (pharmacology,
pharmacokinetics or toxicology) has been provided.

Previously to the ERA data currently submitted, an updated Module 1.6.1 ERA was submitted to the
European Medicines Agency (EMA) on 2016 to assess the potential of FF as an endocrine active substance.

6.2. Pharmacology

NA
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6.3. Pharmacokinetics

NA

6.4. Toxicology

NA

6.5. Ecotoxicity/environmental risk assessment

An updated Module 1.6.1 ERA was previously submitted to the European Medicines Agency (EMA) on 29th
April 2016 under procedure number: EMEA/H/C/002745/WS/0957/1IB/1 to provide the results of an
Extended Fish Early Life Stage study conducted with FF. In addition to the presentation of results of the
extended OECD 210/0OECD 234 study, the Phase I calculation was updated and further, a Phase II tailored
risk assessment was presented on FF to evaluate its potential as an endocrine active substance. Phase I
calculations of the Predicted Environmental Concentration (PEC) for FF and vilanterol trifenatate gave
calculated PEC values of 0.001pg/L and 0.0005 pg/L, respectively, indicating that no further evaluation of
environmental fate and effects for these compounds is required.

In addition, FF was considered as a potential endocrine active substance and therefore the potential
endocrine activity of this compound was investigated in an appropriate chronic test system with relevant
end points. GSK has conducted a fish early life-stage test, as per OECD 210, as a range-finder to set
concentrations for an extended early life-stage test, exposing newly fertilised embryos until they reached
sexual maturity (OECD 234). This study concluded that no statistically significant effects were observed
between the controls and any of the test concentrations in terms of hatching success, post-hatch survival,
growth or spawning ability. The overall NOEC and LOEC values were therefore considered to be 3.2 and
>3.2 pg/L, respectively, based on nominal concentrations and 0.58 and > 0.58 pg/L, respectively, based
on geometric mean measured concentrations.

According to the current Guideline on the environmental risk assessment of medicinal products for human
use, an update of the evaluation of the environmental impact should be made if there is an increase in the
environmental exposure. In the current type II variation, the MAH intention was to extend the asthma
indication from 12 years of age down to 5 years; therefore, an updated ERA has been submitted. The
updated ERA is summarized below.

Phase II Tier A estimation of exposure. Calculation of PEC using refinement of the market
penetration factor (Fpen)

According to the current guidance the PECsurracewater may be refined with information on the sales forecast
of the product.

Accordingly:

CONai [mgxyear~1]x100
Fpen [%] = —— mg-year ] -
DDD[mg+d~1xinhab]*inhabitants*365+year—1

Where:
Fpen [%] = Percent of market penetration.

CONai Maximum predicted amount of active ingredient used per year in the EU + UK in any of the
next 5 years

DDD = Daily defined dose (200 ug/day)
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Inhabitants Population of EU + UK (514.081 Million)

By resolving the equations for calculation of PECsurracewater and Fpen, from above:

CONai [mg*year~1]¥100
Fpen [%] = — . . -
DDD|[mg*d~1xinhab]*inhabitants=365+year—1

Doseai*Fpen CONai [mgxyear~1]x100
PEC[mg/L]= PLTPE ok S A -
WASTEWinhab+Dilution DDD[mgxd~'xinhab]*inhabitants*365+year—1

CONai [mg=year—1]
365+year—1xinhabitant*WASTEWinhabx*Dilution

PECsurracewaTer[Mg/L]=

Where:

CONai Maximum predicted amount of active ingredient used per year in the EU in any of the next
5 years

Inhabitatants Population of the EU + UK (514.081 Million)
WasteWinhab [L/inh-1 /d-1 ] = Amount of waste water per inhabitant per day (assumed to be).
Dilution = Dilution factor (assumed to be 10 for Phase I assessments).

The manufacturing forecast for all GSK registered products for the 5th year of sales up to 2027 in the EU
+ UK has been revised in light of this submission and a worst case (i.e., stretch scenario) of an increase in
10% drug substance volume over previous estimates has been assumed, given a total of 204.94 kg of FF.

Therefore:
PECsurracewaTer [ug/L] = 204.94 x 10° / 365 x (5.14 x 108) x 200 x 10
PECsurracewaTer = 0.00055 ng/L

In this estimate it has been assumed that all the drug substance taken by patients is excreted unchanged
into the sewage treatment plant (STP). Furthermore, this calculation is based on the assumption that there
is no removal of fluticasone furoate in the STP, thus 100% of drug substance enters the sewage treatment
plant unchanged and passes through into the aquatic environment. In the above equation, based on the
predicted worst possible case (i.e., stretch scenario) amount of FF entering the environment (204.94
kg/year), the calculated PECsurracewater would be 0.00055 pg/L. This PEC is used to inform a more realistic
- compared with the Fpen default (dose dependent) derived PEC - evaluation of risk characterisation ratios
(PEC/PNEC) further (see Section 5.2.5, below). As FF is currently on the EU market a total PEC has also
being calculated for total market volumes of this API sold in the EU in 2021 (IQVIA data).

In 2021 the total sales of FF in all medical products in the EU was 131.80 kg (IQVIA 2021).
Therefore:
PECsurracewaTer [ng/L] = 131.80 x 10° / 365 x (5.14 x 108) x 200 x 10

PECsurracewater = 0.00035 pg/L

The manufacturing forecast for all GSK registered products for the 5th year of sales up to 2027 in the EU
+ UK has been revised for this submission giving a total of 61.79 kg of VI.

Therefore:
PECsurracewaTer [ug/L] = 61.79 x 10° / 365 x (5.14 x 108) x 200 x 10

PECsurracewaTer = 0.00017 ng/L
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In this estimate it has been assumed that all the drug substance taken by patients is excreted unchanged
into the sewage treatment plant (STP). Furthermore, this calculation is based on the assumption that there
is no removal of FF in the STP, thus 100% of drug substance enters the sewage treatment plant unchanged
and passes through into the aquatic environment.

In the above equation, based on the predicted worst possible case of VI entering the environment (61.79
kg/year), the calculated PECsurracewater Would be 0.00017 nug/L.

This PEC is used to inform a more realistic - compared with the Fpen default (dose dependent) derived PEC
- evaluation of risk characterisation ratios (PEC/PNEC) further.

As VI is currently on the EU market a total PEC has also being calculated for total market volumes of this
API sold in the EU in 2021 (IQVIA data).

In 2021 the total sales of VI in all medical products in the EU was 33.10 kg (IQVIA 2021).
PECsurracewater [ng/L] = 33.10 x 10° / 365 x (5.14 x 108) x 200 x 10

PECsurracewaTer = 0.000088 ug/L

Fluticasone furoate Phase II Tailored Environmental Risk Assessment. PECsurRrFaCEWATER/
PNECwaTer

The PNECwarter is based on the lowest NOEC result from the base set of aquatic toxicity tests. In accordance
with EU Guidance, the PNEC for aquatic organisms is calculated by applying an AF of 10 to the values
resulting from tests on the environmental compartment of concern.

PNECwater = 0.058 pg/L
For the PECsurracewaTer/PNECwaTer ratio calculated using the worst case Phase I PEC value (0.001 pg/L):
PECsurracewaTer/ PNECwater = 0.001/0.058 = 0.017

For a more realistic PECsurracewateR/PNECwaTer ratio calculated using the refined CONai based on marketing
sales (IQVIA) in 2021 (0.00035 pg/L):

PECsurracewaTer/ PNECwaTer = 0.00035/0.058 = 6.03E-3

For a more realistic PECsurracewater/PNECwarter ratio calculated using the refined CONai based on marketing
sales forecast in 2027 (0.00055 pg/L):

PECsurracewaTeEr/ PNECwaTer = 0.00055/0.058 = 9.50E-3

The PECsurracewater/PNECwaTer ratio is below 1, therefore further testing in the aquatic compartment will
not be necessary and it can be concluded that the drug substance and/or its metabolites are unlikely to
represent a risk to the aquatic environment.

6.6. Discussion on nonclinical aspects

According to the current Guideline on the environmental risk assessment of medicinal products for human
use (EMA/CHMP/SWP/4447/00 corr 21*), an update of the evaluation of the environmental impact should
be made if there is an increase in the environmental exposure. Therefore, in the current type II variation,
the MAH intention was to extend the asthma indication from 12 years of age down to 5 years; therefore,
an updated ERA has been submitted. Nevertheless, the pivotal study HZA107116 that supports the
indication extension did not reach statistical significance and an asthma indication extension from 12 years
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of age down to 5 years is not being proposed. Therefore, submitting an updated ERA is not deemed
necessary.

Relative to the updated ERA, according to the Question n4 of the document Questions and answers on
'Guideline on the environmental risk assessment of medicinal products for human use'
(EMA/CHMP/SWP/44609/2010 Rev. 1), 'market research data cannot be used for the refinement of Fpen
as they take into account competitive products and therefore do not assume treatment of 100% of the
patients in the relevant disease'. Therefore, the refinement of the Fpen and the calculated PECsurracewATER
and PECsurracewater/PNECwater ratios are not accepted,since the Fpen should have been refined using
disease prevalence data or taking the worst-case treatment regime and worst-case number of treatment
repetitions into consideration

All the ERA relevant endpoints of the environmental risk assessment are provided in the table below:

Table 1. Summary of main study results for fluticasone furoate

Substance (INN/Invented Name): Fluticasone furoate (GW685698) /

CAS-number : 397864-44-7

PBT screening Result Conclusion
Bioaccumulation potential- log OECD107 2.61 Potential PBT
Kow (N)
PBT-assessment
Parameter Result Conclusion
relevant for
conclusion
Bioaccumulation log Kow 2.61 not B
Persistence DT50 or | = 3% in 64 days Considered to be
ready persistent.
biodegradabil
ity
Toxicity NOEC or CMR | 4.2 pg/L (unfiltered 48 h) No significant
0.012 pg/L (filtered 48 h) toxicity.

PBT-statement:

The compound is not considered as PBT nor vPvB

Phase I
Calculation Value Unit Conclusion
PEC surfacewater , default or refined | 0.001 ug/L > 0.01 threshold
(e.g. prevalence, literature) (N)
Phase II Physical-chemical properties and fate
Study type Test Results Remarks
protocol
Adsorption-Desorption OECD 106 ... | Koc = 3,800 to 16,000mL/g
(mean 9,600mL/g)
Kocdes = 5,400 to 22,000mL/g
(mean 13,000mL/qg)
Ready Biodegradability Test OECD 302C Not inherently Biodegradable
Phase IIa Effect studies
Study type Test Endpoint value Unit Remarks
protocol
Acute Toxicity to Daphnia OECD 202 NOEC 4.2 pg/L Species: Daphnia
(unfilter
ed 48h)
0.012
(filtered
48h)
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Fish Sexual Development Test OECD 234 NOEC 0.58 Mg/L Species:
Pimephales
promelas (fathead
minnow)

Activated Sludge, Respiration OECD 209 EC >1,000 | pg/L

Inhibition Test

Phase IIb Studies

Earthworm, Acute Toxicity Tests | OECD 207 NOEC >1,000 mg/kg | LCso (14 days) =
1,000 mg/kg

Table 2. Summary of main study results for vilanterol trifenate

Substance (INN/Invented Name): Vilanterol trifenate (GW642444M) /

CAS-number (if available): 503070-58-8
PBT screening Result Conclusion
Bioaccumulation potential- | OECD107 ... 0.092 (to pH 5) Potential PBT
log Kow 1.354 (to pH 7) (N)
1.390 (to pH 9)
PBT-assessment
Parameter Result Conclusion
relevant for
conclusion
Bioaccumulation log Kow 0.092 (to pH 5) not B

1.354 (to pH 7)
1.390 (to pH 9)

PBT-statement :

The compound is not considered as PBT nor vPvB

Phase 1

Calculation

Value

Unit

Conclusion

default or
prevalence,

PEC surfacewater
refined (e.g.
literature)

0.00013

ng/L

> 0.01 threshold (N)

Phase Ila Effect studies

Study type

Test protocol

Endpo | value

int

Unit

Remarks

Algae, Growth Inhibition

Test/Species

OECD 202

NOEC Yield (72 hr)
EyCso= 910
NOEC= 95.4
Growth Rate
(72 hr)

ErCso = 5910
NOEC =977
Biomass

(72 hr)
EbCso = 1080
NOEC = 95.4

Hg/L

Species:
Pseudokirchneriella
subcapitata

Daphnia sp.
Test

Reproduction

OECD 211

NOEC Reproduction
(21 days)
ECso > 12500
LOEC > 12500
NOEC =
12500
Growth (21
days)

ECso > 12500
LOEC = 12500
NOEC = 6250

Hg/L

Fish, Early Life
Toxicity Test/Species

Stage

OECD 210

NOEC Hatching
LOEC > 10000
NOEC (28
day)= 10000
Larvae
Survival

ECso (28

days)> 10000

Hg/L

Species: Pimephales
promelas
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LOEC > 10000
NOEC (28
days)= 10000
Length and
Weight

LOEC = 1111

NOEC (28
day)= 370

6.7. Conclusion on nonclinical aspects

In the current type II variation, the MAH intention was to extend the asthma indication from 12 years of
age down to 5 years; therefore, an updated ERA has been submitted. Nevertheless, the pivotal study
HZA107116 that supports the indication extension did not reach statistical significance and an asthma
indication extension from 12 years of age down to 5 years is not being proposed. Therefore, submitting an
updated ERA is not deemed necessary.

7. Clinical Pharmacology aspects

Not applicable. There are no new clinical pharmacology data in this application.

8. Clinical Efficacy aspects

8.1. Methods - analysis of data submitted

Clinical study number HZA106855 titled A dose-ranging study of fluticasone furoate (FF)
inhalation powder in children aged 5-11 years with asthma”.

Study HZA106855. Overview of Design

HZA106855 was a phase IIb, multicentre, stratified, randomised, double-blind, double-dummy, parallel-
group, placebo- and active-controlled study (with rescue medication) to evaluate the dose-response,
efficacy and safety of three doses of FF inhalation powder administered once daily (OD) in the evening
(PM) to children aged 5 to 11 years with persistent uncontrolled asthma over a 12-week treatment
period.

Study HZA106855 was designed to show a statistically significant difference between FF (ICS
monotherapy) and placebo for the endpoint of interest.

Total duration of study participation was up to a maximum of 17 weeks: a 4-week run-in period, a 12-
week treatment period and a follow-up period.

Subjects meeting all of the entry criteria at screening (Visit 1) entered a 4-week run-in period during
which they continued their existing asthma medication. Baseline safety evaluations and measures of
asthma status were completed during the run-in period. All subjects were provided with
albuterol/salbutamol to be used as needed for symptomatic relief of asthma symptoms during both the
run-in and treatment periods. A review of compliance with daily diary and run-in medication was
performed during the run-in period (Visit 2). At randomisation (Visit 3), subjects who met the eligibility
criteria and remained uncontrolled despite baseline therapy were stratified based on pre-screening
inhaled corticosteroid (ICS) use (had used ICS/had not used ICS) and randomised to one of five
treatments for the duration of the 12-week treatment period: FF 25 OD, FF 50 OD, FF 100 OD, fluticasone
propionate (FP) 100 twice daily (BD) or placebo. Subjects attended 4 on-treatment visits, Visits 4, 5, 6
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and 7 (Weeks 2, 4, 8 and 12, respectively). A follow-up contact was performed 1 week after completing
study medication.

An overview of the study design is provided in Figure 01.

Figure 01. Schematic Diagram - Study HZA106855

— Flacebo (ELLIPTA and DISEUS) b
—] FP 100 DISEUS/ACCUHALEER -
Fun-In on
Current FF 23 ELLIPTA — Follow-up
Medication
- FF 30 ELLIPTA -
- FF 100 ELLIFTA 1
Wisit'Contact:1 z 3 4 5 & 7 g
Week: 4 -2 0 2 4 3 12 13

ELLIPTA mhaler administered once daily
in the evening

DISEUS/ACCUHALEER administered
twice daily (moming and evening)

It was calculated that a total of 575 randomised subjects (115 subjects per arm) would ensure 90%
power, assuming a difference of 12 L/min in AM PEF in the gatekeeper comparison between the average
of the two higher FF doses (FF 100 and FF 50) and placebo or in the comparisons between any active
dose and placebo. This assumed a standard deviation (SD) of 28 L/min and significance declared at the
two-sided 5% level.

Study HZA106855. Subject Population

Inclusion criteria

Eligible subjects for this study were male and pre-menarchial females with uncontrolled asthma, aged
between 5 and 11 years, with at least a 6-month history of asthma and who had been receiving stable
asthma therapy (short-acting beta2-agonist [SABA] alone, SABA with leukotriene modifying agent or
SABA with ICS [total daily dose <FP 250 mcg or equivalent]) for at least 4 weeks prior to Visit 1
(Screening). Subjects had to have a pre-bronchodilator peak expiratory volume (PEF) of 260% to <90%
of their best post-bronchodilator value and, in subjects able to perform the manoeuvre, demonstrate a
>12% reversibility of forced expiratory volume in 1 second (FEV1) within approximately 10 to 40 minutes
following 2 to 4 inhalations of albuterol/salbutamol inhalation aerosol. Subjects were required to
demonstrate the ability to use the study provided inhalers under supervision of their parent/carer.

At the end of the run-in period (Visit 3), subjects eligible for randomisatio<<n had to have a pre-
bronchodilator PEF of 260% to <90% of their best post-bronchodilator value, have demonstrated
symptoms of asthma (a score of =1 on the daytime or nighttime asthma symptom scores) and/or daily
use of albuterol/salbutamol on at least 3 of the last 7 consecutive days of the run-in period, have
demonstrated compliance with daily controller run-in medication on at least 4 of the last 7 consecutive
days of the run-in period (not applicable for subjects on SABA alone) and have demonstrated compliance
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with completion of the Daily Diary reporting, defined as completion of all questions on 4 out of the last 7
days during the run-in period.

Exclusion criteria

Subjects could not have had a history of life-threatening asthma, have experienced an asthma
exacerbation requiring the use of systemic corticosteroids (tablets, suspension, or injection) for at least 3
days or a depot corticosteroid injection within 3 months prior to screening or required hospitalisation for
asthma within 6 months prior to screening, have had evidence of concurrent respiratory disease, or have
had any other clinically significant medical conditions.

Subjects could not have had any changes in asthma medication since screening (Visit 1), have
experienced an exacerbation, defined as deterioration of asthma requiring the use of systemic
corticosteroids (tablets, parental, or depot) for at least 3 days or requiring hospitalisation or emergency
department visit for asthma between screening (Visit 1) and randomisation (Visit 3), have evidence of
concurrent respiratory disease, have had any unresolved clinically significant laboratory results from
screening (Visit 1), or have had other clinically significant medical conditions (including candidiasis).

Study HZA106855. Efficacy Endpoints

Primary Endpoint

e Mean change from baseline in daily pre-dose AM PEF from the patient electronic daily diary
averaged over the 12-week treatment period.

Secondary Endpoints

¢ Change from baseline in evening clinic visit trough (pre-bronchodilator and pre-dose) FEV1 at the
end of the 12-week treatment period in children who could perform the manoeuvre.

e Change from baseline in the percentage of rescue-free 24-hour periods during the 12-week
treatment period.

e Change from baseline in daily pre-dose PM PEF averaged over the 12-week treatment period.

e Change from baseline in pre-dose AM PEF at Endpoint (defined as the mean over the last 7 days
of the treatment period).

e Change from baseline in pre-dose PM PEF at Endpoint.

e Change from baseline in the percentage of symptom-free 24-hour periods during the 12-week
treatment period.

¢ Number of withdrawals due to lack of efficacy throughout the 12-week treatment period.

Study HZA106855. Efficacy Analyses

Analysis Sets

Total Population

The Total Population comprised all subjects screened and for whom a record existed on the study
database and was used for the tabulation of reasons for withdrawal before randomisation.

Intent-to-Treat (ITT) Population
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The Intent-to-Treat (ITT) Population comprised all subjects randomised to treatment and who received at
least one dose of study medication. Randomised subjects were assumed to have received study
medication unless definitive evidence to the contrary existed. This constituted the primary population for
all analyses of efficacy and safety measures (excluding urinary cortisol analyses). Outcomes were
reported according to the randomised treatment allocation.

Per Protocol (PP) Population

The Per Protocol (PP) Population consisted of all subjects in the ITT Population who did not have any full
protocol deviations. Protocol deviations were either full or partial.

Subjects with only partial deviations were considered part of the PP Population but from the date of their
deviation onwards, their data was excluded. The decision to exclude a subject or part of their data from
the PP Population was made prior to breaking the blind. The primary comparisons for the primary
endpoint were supported by the PP Population.

Methods

The analysis of the primary efficacy endpoint of change from baseline in daily pre-dose AM PEF averaged
over the 12-week treatment period was performed using an analysis of covariance (ANCOVA) model
allowing for the effects due to baseline AM PEF, region, pre-screening ICS use, sex, age, and treatment
group. In order to account for multiplicity across treatment comparisons for the primary efficacy
endpoint, a step-down closed testing procedure was applied whereby inference for FF 100 versus placebo
and for FF 50 versus placebo was dependent upon statistical significance having first been achieved for
the average of the two higher doses versus placebo. Similarly, inference for FF 25 versus placebo was
dependent upon statistical significance having first been achieved for both the FF 100 versus placebo and
the FF 50 versus placebo.

Statistical analyses of the secondary efficacy endpoints of change from baseline in trough FEV1, change
from baseline in PM PEF averaged over the 12-week treatment period, change from baseline in AM and
PM PEF at Week 12 (last observation carried forward [LOCF]), percentage of symptom-free 24-hour
periods and percentage of rescue-free 24-hour periods were performed using an ANCOVA model with
effects due to baseline, region, sex, age, and treatment group. The secondary endpoint of withdrawals
due to lack of efficacy was analysed using Fisher’s Exact test. Statistical analysis of log transformed 24
hour urinary cortisol excretion was performed using an ANCOVA model with effects due to baseline,
region, actual pre-screening ICS use, sex, age and treatment group. No formal statistical hypothesis
testing was performed for the other safety parameters. Summary statistics were provided for AEs,
laboratory tests, severe asthma exacerbations and vital signs.

Clinical study number HZA106853 titled “A dose-ranging study of vilanterol (VI) inhalation
powder in children aged 5-11 years with asthma on a background of inhaled corticosteroid
therapy”.

Study HZA106853. Overview of Design

HZA106853 was a phase IIb, multicentre, randomised, double-blind, parallel-group, placebo-controlled
(with rescue medication) study to evaluate the dose-response, efficacy and safety of three doses of VI

inhalation powder administered once daily (OD) in the evening (PM) in children aged 5 to 11 years with
persistent uncontrolled asthma who were symptomatic on ICS.

Study HZA106853 was designed to show a statistically significant difference between VI (LABA
monotherapy) and placebo for the endpoint of interest.
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Total duration of study participation was up to a maximum of 9 weeks: a 4-week open-label run-in
period, a 4-week double-blind treatment period, and a 1-week follow-up period.

Subjects meeting all of the entry criteria at screening (Visit 1) entered a 4-week run-in period for
completion of baseline safety evaluations and to obtain baseline measures of asthma status. Subjects
replaced their current short-acting beta2-agonist (SABA) and inhaled corticosteroid (ICS) asthma therapy
with open-label fluticasone propionate 100 mcg twice daily (FP 100 BD) for the run-in period and the
duration of the treatment period. All subjects were provided with albuterol/salbutamol to be used as
needed for symptomatic relief of asthma symptoms during both the run-in and treatment periods. A 12-
lead electrocardiogram (ECG) and a review of compliance with daily diary and run-in medication were
performed during the run-in period (Visit 2).

At randomisation (Visit 3), subjects who met the eligibility criteria were randomly assigned to receive
(1:1:1:1) one of placebo OD, VI 6.25 OD, VI 12.5 OD or VI 25 OD as double-blind treatment in addition
to continuing open-label FP 100 BD for the duration of the 4-week treatment period. Subjects attended 2
on-treatment visits, Visits 4 and 5 (Weeks 2 and 4, respectively). Morning (AM) and evening (PM) peak
expiratory flow (PEF) were measured daily using an electronic Peak Flow Meter issued to subjects at
screening (Visit 1).

A follow-up contact was performed 1 week after completing study medication.

An overview of the study design is provided in Figure 02.

Figure 02. Schematic Diagram - Study HZA106853

— Flacebo OO+ FP 100 BD —

— Wl 6.25 00+ FP 100 BD =
FP 100 BD

M Follow-up

Ruriln — 41 12.5 OD + FP 100 BD —

— Wl 250D+ FP 100 BD —

Open-label FP administered twice daily
(morning and evening) via

Cl3KUS/ACCUHALER

Blinded treatrment administered once daily

inthe eveningvia the ELLIPT & inhaler

The sample size calculation for the randomised subjects was based on the primary efficacy endpoint of PM
PEF. The planned 460 randomised subjects (115 subjects per arm) would ensure 90% power assuming a
difference of 12 L/min between VI and placebo in PM PEF. This assumed a standard deviation (SD) of 28
L/min and significance declared at the two-sided 5% level.

Study HZA106853. Subject Population

Inclusion criteria
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Eligible subjects for this study were male and pre-menarchial females with uncontrolled asthma, aged
between 5 and 11 years, with at least a 6 month history of asthma and who had been receiving a stable
dose of a short acting beta2-agonist (SABA) plus ICS (total daily dose of FP between 200 mcg and 250
mcg or equivalent) for at least 4 weeks prior to screening (Visit 1) (-4 Wk). Subjects had to have a pre-
bronchodilator PEF of >50% to <90% of their best post-bronchodilator value. Subjects were required to
demonstrate the ability to use the study provided inhalers under supervision of their parent/carer.

Written informed consent had to be obtained from at least one parent/legal guardian of each subject prior
to the performance of any study-specific procedures. If applicable, subject had to be able and willing to
give assent to take part in the study according to the local requirements.

At the end of the run-in period (Visit 3), subjects eligible for randomisation had to have a pre-
bronchodilator PEF of >50% to <90% of their best post-bronchodilator value, have demonstrated
symptoms of asthma (a score of =1 on the daytime or nighttime asthma symptom scores) and/or daily
use of albuterol/salbutamol on at least 3 of the last 7 consecutive days of the run-in period, have
demonstrated compliance with run-in medication on at least 4 of the last 7 consecutive days of the run-in
period and have demonstrated compliance with completion of the Daily Diary reporting, defined as
completion of all questions on 4 out of the last 7 days during the screening period.

Exclusion criteria

Subjects could not have had a history of life-threatening asthma, have changed their asthma medication
within 4 weeks of screening (Visit 1), have experienced an asthma exacerbation requiring the use of
systemic corticosteroids (tablets, suspension, or injection) for at least 3 days or a depot corticosteroid
injection within 3 months prior to screening (Visit 1) or requiring hospitalisation for asthma within 6
months prior to screening (Visit 1), have had evidence of concurrent respiratory disease, or have had any
other clinically significant medical conditions. Moreover, subjects also had to have a negative
oropharyngeal examination (no candidiasis) at screening (Visit 1), could not have been exposed to VI in a
previous Phase II clinical pharmacology study, could not have been using tobacco products prior to
screening (Visit 1), have had a severe milk protein allergy or specific drug allergies, or have used
prohibited medications within the specified time periods.

Between screening (Visit 1) and randomisation (Visit 3), subjects could not have experienced an
exacerbation, defined as deterioration of asthma requiring the use of systemic corticosteroids (tablets,
parental, or depot) for at least 3 days or requiring hospitalisation or emergency department visit for
asthma, have had evidence of concurrent respiratory disease, or have had other clinically significant
medical conditions (including candidiasis). Subjects could not have had any unresolved clinically
significant laboratory results from screening (Visit 1) or have had evidence of a significant abnormality in
the 12-lead ECG performed prior to randomisation (Visit 3).

Study HZA106853. Efficacy Endpoints

Primary Endpoint

e Mean change from baseline in daily pre-dose (i.e. dosing trough) PM PEF from patient electronic
daily diary averaged over the 4-week treatment period.

Secondary Endpoints

¢ Change from baseline in evening clinic visit trough (pre-bronchodilator and pre-dose) forced
expiratory volume in 1 second (FEV1) at the end of the 4-week treatment period in children who
could perform the manoeuvre.
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e Change from baseline in the percentage of rescue-free 24-hour periods during the 4-week
treatment period.

e Change from baseline in daily morning (AM) PEF averaged over the 4-week treatment period, the
change from baseline in PM PEF at Endpoint (defined asthe mean over the last 7 days of the
treatment period).

e Change from baseline in AM PEF at Endpoint.
e Change from baseline in the percentage of symptom-free 24-hour periods during the 4-week

treatment period.

Study HZA106853. Efficacy Analyses

Analysis Sets
For purposes of analysis, the following populations were defined:

Total Population

The Total Population comprised all subjects screened and for whom a record existed on the study
database and was used for the tabulation of reasons for withdrawal before randomisation.

Intent-to-Treat (ITT) Population

The ITT Population comprised all subjects randomised to treatment and who had received at least one
dose of study medication. Randomised subjects were assumed to have received study medication unless
definitive evidence to the contrary existed. This was the primary population for all analyses of efficacy
and safety measures.

Per Protocol (PP) Population

The Per Protocol (PP) Population consisted of all subjects in the ITT Population who did not have any full
protocol deviations. Protocol deviations were either full or partial.

Subjects with only partial deviations were considered part of the PP Population but from the date of their
deviation onwards, their data was excluded. The decision to exclude a subject or part of their data from
the PP Population was made prior to breaking the blind.

This population was used for confirmatory analysis of the primary efficacy endpoint only.

Methods

The analysis of the primary efficacy endpoint of change from baseline in daily pre-dose PM PEF averaged
over the 4-week treatment period was performed using an analysis of covariance (ANCOVA) model
allowing for the effects due to baseline PM PEF, region, sex, age, and treatment group. In order to
account for multiplicity across treatment comparisons for the primary efficacy endpoint, a step-down
closed testing procedure was applied whereby inference for VI 12.5 versus placebo was dependent upon
statistical significance having first been achieved for VI 25 versus placebo. Similarly, inference for VI 6.25
versus placebo was dependent upon statistical significance having first been achieved for the VI 12.5
versus placebo.

Statistical analyses of the secondary efficacy endpoints of change from baseline in trough FEV1, change
from baseline in AM PEF over Weeks 1 to 4, change from baseline in PM and AM PEF at Week 4 (last
observation carried forward [LOCF]), percentage of symptom-free 24-hour periods and percentage of
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rescue-free 24-hour periods were performed using an ANCOVA model with effects due to baseline, region,
sex, age, and treatment group.

Clinical study humber HZA107116 titled “"A randomised, double-blind, parallel group,
multicentre, stratified, study evaluating the efficacy and safety of once daily fluticasone
furoate/vilanterol inhalation powder compared to once daily fluticasone furoate inhalation
powder in the treatment of asthma in participants aged 5 to 17 years old (inclusive) currently
uncontrolled on inhaled corticosteroids”.

Study HZA107116. Overview of Design

HZA107116 was a phase 3, randomised, double-blind, stratified, parallel group, multicentre study to
evaluate the efficacy and safety of once daily (OD) fluticasone furoate/vilanterol inhalation powder
(FF/VI) compared to once daily fluticasone furoate inhalation powder (FF) in the treatment of asthma in
participants aged 5 to 17 years old (inclusive) currently uncontrolled on inhaled corticosteroids. Study
randomisation was stratified by age (5 to 11 and 12 to 17).

Study HZA107116 was designed to show a statistically significant difference between FF/VI (ICS/LABA
combination therapy) and FF alone (ICS monotherapy) for the endpoint(s) of interest.

This study was conducted over a total duration of approximately 29 weeks: a 4-week open-label run-in
period where all participants received fluticasone propionate (FP) 100 micrograms twice daily as
momotherapy, a 24-week double-blind treatment period where participants received FF/VI or FF as
described above, and a 1-week follow-up period. Participants received a short-acting beta agonist (SABA)
(i.e., salbuterol/salbutamol) as needed throughout the entire study period as rescue medication for
symptomatic relief of asthma symptoms.

Eligible participants for randomisation aged 5 to 11 years were randomly (1:1) allocated to receive FF/VI
50/25 micrograms or FF 50 micrograms whereas eligible participants from 12 to 17 years were randomly
(1:1) allocated to receive FF/VI 100/25 micrograms or FF 100 micrograms. The doses of each of the
components of FF/VI were selected from the results of 2 Phase IIb dose ranging studies (HZA106853 for
VI and HZA106855 for FF) in asthmatic participants aged 5 to 11 years of age (inclusive). In participants
aged 12 to 17 years of age, FF 100 ug was selected for this study as this is the starting dose currently
approved by the FDA for FF monotherapy in asthmatic participants aged 12 years of age and older. FF/VI
100/25 mcg is the approved starting dose in all EEA countries and the United Kingdom (UK).

An overview of the study design is provided in Figure 03.

Figure 03. Study HZA107116 Schematic
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Abbreviations: FF = fluticasone furoate; FF/VI = fluticasone furoate/vilanterol; FP = fluticasone propionate; FU = follow-up visit;
OD = once daily; n= number of participants; R = randomization; TC = teleconference; Wk = week

Study HZA107116 was designed to meet different requirements for the EMA and the FDA. For the EMA,
the population of interest included participants aged 5 to 11 years old. To meet the requirements for the
FDA, the study also included a cohort of patients aged 12 to 17 years old. Each population of interest (5
to 11 years old and 5 to 17 years old) had a different list of endpoints (see sub-section “Study
HZA107116. Efficacy Endpoints”).

Approximately 2900 participants, enrolled in clinical sites located worldwide, were to be screened to
achieve a total of 870 participants to be randomised in a ratio of 1:1 giving 435 randomised participants
per arm in the 5 to 17 years old population. There were to be 652 randomised participants who were 11
years old or less at screening (and at least 163/652 [25%] were to be aged 5 to less than 8 years),
giving 326 randomised participants per arm in the 5 to 11 years old population, and 218 participants in
the 12 to 17 years old population. A 70% screening failure rate was expected.

The sample size calculation for the 5 to 11 years old population was based on the primary efficacy
endpoint of AM PEF and on the nominated powered secondary endpoint of change from baseline in
rescue-free 24-hour periods. The planned 652 randomized participants allowed for up to 4% of
participants to not contribute to the primary endpoint giving a minimum of 312 evaluable participants per
arm. The planned sample size had 91% power for the primary endpoint of AM PEF, based on a true
population difference of 8 L/min and significance declared at the two-sided 5% significance level. There
was 99% power for the powered secondary endpoint of change from baseline in rescue-free 24-hour
periods, based on a true population difference of 10% and significance declared at the two-sided 5%
significance level. The overall power across both endpoints was 90%.

Study HZA107116. Subject Population

The inclusion/exclusion criteria ensured selection of participants that were representative of the intended
population who will receive FF/VI in clinical practice.

Inclusion criteria

Participants were males and females, aged 5 to 17 years (inclusive), with a history of symptoms
consistent with a diagnosis of asthma for at least 6 months prior to Visit 1 (-4 Wk) and a pre-
bronchodilator forced expiratory volume in 1 second (FEV1) at Visit 1 (-4 Wk) of >50% to <100% of

Assessment report
EMA/499751/2023 Page 26/72



predicted normal value. Participants were required to demonstrate lung function reversibility, defined as
an increase of 212% FEV1 within 15 to 40 minutes following 2 to 4 inhalations of albuterol/salbutamol
aerosol (or 1 nebulised treatment with albuterol/salbutamol solution), and must have had a Childhood
Asthma Control Test (cACT) or Asthma Control Test (ACT) score of <19.

To be eligible for the study, participants were required to have been receiving stable asthma therapy
(short-acting beta agonist [SABA] or short-acting muscarinic antagonist (SAMA) inhaler plus inhaled
corticosteroid (ICS; total daily dose <fluticasone propionate ([FP]) 250 mcg or equivalent) for at least 4
weeks prior to Visit 1 (-4 Wk) and must have been able to replace their current SABA/SAMA treatment
with salbutamol/albuterol aerosol inhaler at Visit 1 (-4 Wk) for use as needed for the duration of the
study. Patients must have been symptomatic (i.e., remain uncontrolled) on their existing asthma
treatment as a main inclusion criterion. Written consent had to be provided from at least 1 parent/care
giver and an accompanying assent from the participant (where the participant was able to provide
assent) prior to study admission.

Exclusion criteria

A participant was not eligible for inclusion in this study if they had a history of lifethreatening asthma. The
participant was not eligible for inclusion if he/she had any asthma exacerbation requiring the use of oral
steroids within 6 weeks of Visit 1 (-4 Wk), systemic or depot corticosteroids within 3 months of Visit 1 (-4
Wk), emergency room attendance within 3 months of Visit 1 (-4 WKk) or hospitalisation within 6 months of
Visit 1 (-4 WK). The participant was not eligible for inclusion if he/she had a culture-documented or
suspected bacterial or viral infection of the upper or lower respiratory tract, not resolved within 4 weeks
of Visit 1 (-4 Wk) and led to a change in asthma management, clinical visual evidence of oropharyngeal
candidiasis at Visit 1 (-4 Wk), a fasting blood glucose (FBG) >100 mg/dL, BMI above 99th percentile or
any significant abnormalities or medical condition identified at Visit 1 (-4 Wk). The participant with
evidence of clinically significant abnormality in the 12-lead ECG was not eligible.

Administration of other asthma leukotriene receptor antagonists (LTRAs), ketotifen, nedocromil sodium,
orally inhaled sodium cromoglycate, SABA/SAMA combinations, and inhaled corticosteroids (except for
fluticasone propionate [FP], which was given during the run-in) was prohibited during the study.
Administration of theophyllines, oral or inhaled long-acting beta-2 agonists (LABAs), combination
products containing inhaled LABAs, inhaled long-acting anticholinergics potent cytochrome P450 3A4
(CYP3A4) inhibitors or prescription or over-the-counter medication that would significantly affect the
course of asthma or interact with study drug were prohibited within 4 weeks prior to Visit 1 (-4 Wk) and
during the study). Administration of oral corticosteroids was prohibited within 6 weeks prior to Visit 1 (-4
WKk) and during the study. Administration of systemic or depot corticosteroids, anti-immunoglobulin E
(IgE) and anti-interleukin (IL)5 immunosuppressive medications was prohibited within 12 weeks prior to
Visit 1 (-4 WK) and during the study (immunotherapy for the treatment of allergies was allowed during
the study provided it was initiated at least 4 weeks prior to Visit 1 (-4 Wk) and the participant remained
in the maintenance phase throughout the study).

Study HZA107116. Efficacy Endpoints

The efficacy endpoints from the study HZA107116 presented in this report are those defined to the EMA
population of interest (5 to 11 years old).

Primary Endpoint

The EMA-specific primary endpoint for the 5 to 11 years old population was:

e Change from baseline, averaged over Weeks 1 to 12 of the treatment period, in pre-dose (i.e.,
trough) morning peak expiratory flow (AM PEF), captured daily via electronic patient diary.
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Secondary Endpoints

The EMA-specific secondary efficacy endpoints for the 5 to 11 years old population were:

e Change from baseline in the percentage of rescue-free 24-hour periods over Weeks 1 to 12 of the
treatment period, captured daily via electronic patient diary. This was a powered secondary
endpoint for 5 to 11 years population.

e Change from baseline in the percentage of symptom-free 24-hour periods over Weeks 1 to 12 of
the treatment period, captured daily via electronic patient diary.

e Change from baseline in AM FEV1 in participants who can perform the manoeuvre at Week 12.
e Change from baseline in ACQ-5 at Week 24.
e Weighted mean FEV1 (0 to 4 hours) at Week 12.

This was the primary endpoint for the population of interest for the FDA (5 to 17 years old).

e Incidence of exacerbations over the 24-week treatment period.

Other endpoint

e Change from baseline, averaged over Weeks 1 to 12 of the treatment period in PM PEF, captured
daily via electronic patient diary.

Study HZA107116. Efficacy Analyses
Analysis Sets

For purposes of analysis of the EMA population of interest, the following populations were defined:

Total Population

The Total Population comprised all participants screened and for whom a record existed on the study
database and was used for the tabulation and listings of reasons for withdrawal before randomization.

ITT (5 to 11 Years Old) Population

The ITT (5 to 11 Years OIld) Population consisted of all randomized participants 11 years old or younger at
screening (Visit 1) (-4 Wk) who received at least one dose of study treatment. Outcomes were reported
according to the randomized treatment allocation. This constituted one of the 2 primary populations for
all efficacy measures and safety measures.

Methods

Demonstration of efficacy was based on a hypothesis testing approach, whereby the null hypothesis was
that there is no difference between treatment groups for the endpoint of interest and the alternative
hypothesis was that there is a difference between treatment groups (FF/VI versus FF alone).

A 2-sided 5% risk associated with incorrectly rejecting any of the null hypotheses (significance level) was
considered acceptable for this study. As the comparisons on the 5 to 17 years old population and the 5 to
11 years old population were being made for different purposes, they each had distinct multiple testing
strategies which were assessed separately.
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In order to account for multiplicity across the key endpoints, a step-down closed-testing procedure was
applied to the inequality comparison of FF/VI versus FF, whereby this comparison was required to be
significant at the 0.05 level for the primary endpoint in order to infer on the secondary endpoints and
inference for a test in the predefined hierarchy of secondary endpoints was dependent upon statistical
significance having been achieved for the previous comparison in the hierarchy of secondary endpoints. If
a given statistical test failed to reject the null hypothesis of no treatment difference at the significance
level of 0.05, then all tests lower down in the hierarchy were interpreted as descriptive only.

The treatment comparisons defined as part of the multiple testing strategy were limited to the specified
key comparisons shown in Table 01. Analyses of other efficacy measures in either population for the
FF/VI versus FF treatment comparison were nested under the secondary efficacy measures and no
multiplicity adjustment was planned for these other efficacy endpoints.

Table 01. Statistical Testing Strategy for the 5 to 11 Years Old Population (Study HZA107116)
Testing of each endpoint was dependent on significance at the 0.05 level having been
achieved on the previous endpoint in the hierarchy.

Primary Efficacy Endpoint

1) AM PEF: FF/VI versus FF
Secondary Efficacy Endpoints

2) Rescue-free 24-hour periods: FF/VI versus FF
3) Symptom-free 24-hour periods: FF/VI versus FF
4) AM FEV1: FF/VI versus FF
5) ACQ-5: FF/VI versus FF
6) Weighted mean FEV1 (0 to 4 hours): FF/VI versus FF

Abbreviations: ACQ = asthma control questionnaire; AM = ante meridiem (before noon); FF = fluticasone furoate; VI = vilanterol;
FEV1 = forced expiratory volume in 1 second; PEF = peak expiratory flow.

To address the primary effectiveness-type estimand, the primary analysis on the ITT (5 tol1 years old)

population included all available AM PEF data from Weeks 1 to 12, regardless of whether the participant
had been still on-treatment at the time of the measurement. Missing data was assumed to be missing at
random (MAR) in the primary analysis.

To address the secondary efficacy-type estimand, the analysis was repeated using only on-treatment
data.

The primary endpoint of change from baseline in AM PEF averaged over Weeks 1 to 12 was calculated for
each participant using only data that were from the first 84 calendar days after randomisation.

The primary analysis as performed using an analysis of covariance (ANCOVA) model with effects due to
baseline AM PEF, region, sex, age and treatment group. The adjusted means for each treatment and the
estimated treatment differences for the treatment comparison were presented together with 95% ClIs for
the difference and a p-value for the treatment comparison.

To address the secondary efficacy-type estimand, the analysis was repeated using only on-treatment
data.

The baseline values for the PEF, symptom and rescue-use related endpoints were derived from the last 7
days of the daily diary prior to the randomization of the participant. The baseline value for the FEV1
related endpoints was the Visit 2 clinic visit assessment (run-in). The baseline value for the ACQ-5
endpoint was the Visit 3 clinic visit assessment (Day 0).
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8.2. Results

Study Populations

Study HZA106855

The study was conducted at 73 centres in 12 countries. The study was initiated on 28 March 2012 and
completed on 24 September 2014.

A t