FINAL STUDY REPORT (FSR)

1. Contents of The Final Study Report
1.1 Title Page

. study title: EFFICACY OF NEBULISED BECLOMETASONE VERSUS PLACEBO
PREVENTING VIRAL WHEEZING IN PRE-SCHOOL CHILDREN

. name of test drug or medical devicebeclometasone, Clefiiber aerosol (AIC 023103132)
. non pharmacological treatment:placebo
. brief description of study design

The study was designed as a two phase study: amaped controlled trial (phase 1) followed by a
prospective observational study (phase 1l) Thst phase had the aim to evaluate the effectiveness
of beclometasone in preventing viral wheezing remae and in reducing symptom severity, while
the second phase (observational follow-up) hastjective to monitor the incidence of viral
wheezing recurrence and the different therapepiicaaches used by physicians.

A randomized, double blind, parallel group desigrswsed to perform the phase | study.
Pre-school children with a history of viral wheaggttending family paediatricians for a viral upper
respiratory tract infection were checked for in@asand exclusion criteria. Children who fulfilled
these criteria and whose parents agreed to patecibe study were randomly assigned to receive
beclometasone 400 mcg (study drug) or placebo tdadg for 10 days. The primary endpoint was
the percentage of children with wheezing diagndsepaediatricians and occurring during the 10
day treatment period.

. codice FARM: FARM7RANLZ

. EudraCT: 2009-011116-38

. Phase: IV

. Date of contract: 16/01/2009

. Date of Ethic Committee approval:04/08/2009
. Period covered:12/10/2010-2/10/2012

. Name of report author(s): Antonio Clavenna, Marco Sequi, Massimo Cartabiggnfena
Fortinguerra, Marta Borghi, Livio Garattini, and M&io Bonati

. name, status and affiliation of principal / co-ordnating, investigator Antonio Clavenna, MD,
PhD, Researcher, Laboratorio per la Salute Mateimfantile, IRCCS - Istituto di Ricerche
Farmacologiche “Mario Negri”, Milano

The study was conducted in compliance with thequait following the instructions and
procedures described in it, and adhering to thecgies of Good Clinical Practice
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1.2  Study Administration and Investigators

. name and affiliation of principal investigator Antonio Clavenna, Laboratorio per la Salute
Materno Infantile, IRCCS - Istituto di Ricerche Feacologiche “Mario Negri”, Milano

. name, affiliation and role in the study of all othe investigators - 40 family paediatricians
working in 9 local health units (3 in the Northin3the Centre, and 3 in the South of Italy) were
involved in the study as investigators. See Appehtbr details.

. name and affiliation of laboratories used in the stdy : Not applicable

. name and affiliations of all members of any committes involved with the studye.g.-
steering committee independent review committeesgecific parameters such as ECGs, X-rays,
CT scans etc.

Steering Committee (scientific coordinatioAntonio Clavenna, Maurizio Bonati,
Laboratorio per la Salute Materno Infantile, IRCE&tituto di Ricerche Farmacologiche
“Mario Negri”, Milano ; Livio Garattini,Centro di Economia Sanitaria Angelo e Angela
Valenti, Ranica (BG)Michele Gangemi, Paolo Siadissociazione Culturale Pediatri

Research Monitoring Committe&iancarlo BiasiniCentro Salute del Bambinbauca De
Fiore,ll Pensiero Scientifico EditordRoberta Di TuriServizio Farmaceutico ASL RM/A,;
Federico MarchettiJnita Operativa di Pediatria e Neonatologia, AziandSL di Ravenna
Gaia MarsicolUniversita degli Studi di Padoy&ossella MiracapilloDsservatorio Farmaci
e Salute, Movimento Consumatdgttore Napoleondsederazione lItaliana Medici Pediatri;
Pietro Paneilstituto Superiore di Sanit&rancesca Rocchigenzia Italiana del Farmaco e
PDCO EMAGiacomo Toffol, Associazione Culturale Pediatri

name and affiliation of contract pharmaceuticalsearch organisations: Unita di Gestione e
Monitoraggio della Ricerca Clinica, Consorzio MaNegri Sud, Santa Maria Imbaro (CH):
. name and address of relevant Sponsor study persei@ee appendix |

The CV of the Principal Investigator is includedAgspendix Il. CVs of investigators are available
for review on request.
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2 SYNOPSIS

Title of Study: Efficacy of nebulised beclometasone versus plageipoeventing viral
wheezing in pre-school children

Investigators: Principal Investigator: Dr. Antonio Clavenna, Laskory of Mother and
Child Health, Department of Public Health, IRCCIStiuto di Ricerche
Farmacologiche “Mario Negri”, via Giuseppe La Md€a 20156 Milano

Study centre location
9 Italian local health units (40 family paediataics)

Study period (years) 2010 —2012

PhaselV

Name of the finished product:Clenil® per aerosol, Chiesi Farmaceutici SpA

Name of the active ingredientBeclometasone

Objectives of the study.

Primary

To evaluate the efficacy of beclometasone in prengmwheezing in respiratory tract
infection.

Secondary

To evaluate:

- the efficacy of beclometasone in reducing sympsewerity

- the efficacy of beclometasone in reducing browidator and/or corticosteroid use
- the efficacy of beclometasone in reducing virddeezing recurrence (during folloy
up)

- treatment compliance

- parental opinion on the treatment

- the cost-efficacy ratio of prophylactic treatmeuitth beclometasone.

<
1

Methodology

The study was designed as a two phase study: amapeld controlled trial (phase 1)
followed by a prospective observational study (eh#s

A randomized double blind controlled parallel graigsign was used for the phase |
study.

Enrolled patients were randomly allocated to ontheffollowing treatment groups:

- beclometasone suspension 400 mcg twice daily

- placebo twice daily

Active drug and placebo were administered througbklaulizer, in the morning and in
the evening.

The duration of the treatment was 10 days.

A 6-month observational follow up was performedrtonitor the recurrence of
respiratory tract infections and viral wheezing.

Three visits were scheduled: the entry visg)(The end of treatment visit {IL1 days),
the final visit (To.180 days).

Number of subjects (planned, analysed): 576 planned (minimum 5209, &2alysed

Inclusion/exclusion criteria.

Inclusion criteria

- Outpatient children 1-5 years old.

- Presence of any viral upper respiratory traaatibn (URTI) symptoms
- At least one episode of viral wheezing (diagnobgda physician) in the last 12
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months.
- No, or minimal, asthma-like symptoms in betwseparate airway infections.

Exclusion criteria

- Steroid hypersensitivity

- Inhaled and/or oral corticosteroid use in thecpdgng month

- Chronic respiratory disease (e.g. cystic fibrogrencho-pulmonary dysplasia)
- Presence of wheezing at the entry visit

Experimental drug: Beclometasone nebulised suspension 400 mcg adereistwice
daily (in the morning and in the evening) throughedulizer

Duration of treatment: 10 days

Reference therapy:placebo

Outcome measures

Primary

a) % of children with wheezing (diagnosed by thedpatrician) during the URTI
episode.

Secondary

b)% of patients with moderate/severe wheezing ésee? rated by paediatrician);
c) % of patients needing medical care during teattnent period;

d) % of patients receiving rescue medication dutiregtreatment period,;

e) % of patients admitted to an emergency depattch@ing the treatment period,;
f) % of patients with an asthma-like symptom sqoaged by parents) 7;

g) % of parents who consider the treatment helpful;

h) Duration of the respiratory tract infection ejls;

i) Mean asthma-like symptom score for each child;

[) Time to the first viral wheezing episode aftee nd of the treatment;

m) Frequency of respiratory tract infection episodaring the 6 month follow-up
period;

n) Frequency of viral wheezing episodes duringaimeonth follow-up period,;

0) % of patients fully adherent to therapy

p) average cost per patient

Statistical methodology

Analyses included all randomized children (intentio treat population).

The primary outcome measure, as well as the otitegorical variables, were
compared using the Chi-square test. Patients viiextified according to the number o
previous viral wheezing episodes (<=1 in the pdeag6 months; > 1 in the precedin
6 months).

The proportion of children with no symptoms of resfory tract infection were
compared using the Kaplan-Meier method. Repeatexsunes analyses of variance w
performed to analyse change in the daily asthmeadikmptom score. The number of
respiratory tract infection episodes and the nunaolbeecurrences of viral wheezing
during the 6 month follow up period were comparsth@ Poisson regression. Time t¢
first viral wheezing episode after treatment waaleated using the Nelson-Aalen
cumulative hazard function..

A p value <0.05 was considered as statisticallgiScant.

f

as

Results
Efficacy
Wheezing was diagnosed by paediatricians in 4 dml (9.0%; 95%CI 6.7-11.3%),

with no statistically significant differences bewvetreatment groups (6.8%; 95%CI

FARM7RANLZ Final Study Report, 18 April 2013 Pag. 8 of 54



4.2-10.4 in the beclometasone versus 11.1%; 95%C15.4% in the placebo group).
No statistically significant differences were fouenken after stratification for the
number of wheezing episodes in the 6 months pregdte entry visit (Mantel-
Haenszel Relative Risk=0.61; 95%CI 0.35-1.08). (a)

Only 7 children (15% of those with wheezing) hadepisode rated as moderate by the
paediatrician, 2 in the beclometasone and 5 ipkaeebo group (p=0.43) (b)

In all 75 children (14%) required an extra visitidg the 10 day treatment period, wit
no differences between the two groups (rate: 13%arbeclometasone versus 16% it
the placebo group; p=0.35) (c)
The percentage of children receiving rescue meaditatas 6.5% in the placebo grou
and 4.2% in the beclometasone group (p=0.23) (d)
No differences were found concerning the rate ofrg@ncy department attendance (2.3
in the beclometasone vs 1.5% in the placebo gnoa@.76) (e)
For a total of 80 children (15%) parents the paestore was >6 in at least one day of
the treatment period, with no differences betwéentivo groups (12% in
beclometasone vs 15% in placebo group; p=0.34) ()

In all, 62.7% of parents rated the treatment atuysgith no differences between
beclometasone and placebo (64 vs 61%, respectp=e0/46) ()

No differences were found also for the other seaopdutcome measures.

On the average, the cost paid by National HealtkiGewas estimated in 16.50 € per
child treated with beclometasone versus 6.35 €lpéat treated with placebo. (p)

- 0

OJ

Safety
In all, for 195 children (37%) parents reportedeaist one adverse drug events (AEDS).
No differences were observed in the incidence obABetween beclometasone and
placebo. Hoarseness and diarrhoea were the moshaoiynreported AEDs (13% and
12%, respectively).

Two serious AEDs were reported, both unrelatedtig dse.

Conclusion.

Our findings confirm that inhaled steroids hadditbenefit in preventing viral
wheezing, and no effect in reducing URTI symptofiieese drugs may have a greater
efficacy in children with recurrent episodes ofaviwheezing, but this need to be
furtherly investigated.

Date of report: 18 April 2013
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3 Ethics

3.1 Independent Ethics Committee (IEC)

The study protocol and all informed consent docusarere approved by the ethics committee of
all the 9 local health units of the paediatriciamsolved as investigators. See Appendix Il fot lis
of IECs

3.2 Ethical Conduct of the Study

The study was conducted in the accordance witlotineevision of Declaration of Helsinki “Ethical
Principles for Medical Research Involving Human f8aty, approved in the October 2008 by the
59th World Medical Association General AssemblySeoul, Korea.

3.3  Subject/ Patient Informed Consent

Paediatricians were invited to inform all parent®ligible children about the study and its scopes
before the beginning of the trial. Information wasvided during ad hoc meeting, or during a visit
not necessarily related to ENBe study. A postehwitbrief explanation of the ENBe study was
provided to all participating paediatricians todi®wn in their offices (see appendix 1V)

During the entry visit (Visit 1), if inclusion anexclusion criteria were fulfilled, paediatricians
proposed parent the participation to the study.yTihtormed the parent(s) about the aims of the
study, the procedures, benefits and risks, provithedinformation leaflet, and asked to sign the
informed consent form (see appendix V)

No deviation from the informed consent procedurs vegorted.

4 Investigational Plan

4.1 Introduction

Viral wheezing (intermittent episodes of wheezingluced by viral infection of the upper
respiratory tract) is a common condition in preesdlchildren. Its incidence is estimated between 6
and 30% and varies depending on criteria, diagnesid age definition used [1]. A prospective
study performed by a group of Italian paediatrisiagported that 19% of children under 18 months
had had at least one episode of wheezing assoamatedan upper respiratory tract infection. In
40% of the cases the wheezing recurred in thevilig episodes of respiratory tract infection [2].
A prevalence of 45% of children aged 1-5 years ntamg recurrent days with cough, wheeze or
breathlessness in the preceding 6 winter monthsreyasted in a telephone survey involving 300
Italian households [1]. Viral wheezing, howeverdifferent from atopic asthma, since in 60% of
cases symptoms disappear before the age of 6 [BhH. efficacy of drug treatments in the
prevention and/or treatment of viral wheezing istooversial; short acting beta 2 agonists are often

FARM7RANLZ Final Study Report, 18 April 2013 Pag. 10 of 54



considered first choice therapies even if evideéa@Earce [5] The usefulness of inhaled steroids is
also debated: no benefits are documented for nrainte with low dose inhaled corticosteroids,
while their episodic use at a high dose may haweodest improvement in symptoms [6-10]. A
systematic review by the Cochrane Collaboratiorardigg the use of episodic high dose inhaled
steroids as acute treatment of viral wheezing eatexd, on the basis of the results of 2 cross-over
RCTs, that inhaled steroids were preferred by thiklen's parents over placebo (RR=0.64, 95%
Cl: 0.48-0.87) and that a trend for a reduced reguent of oral corticosteroids was observed
(RR=0.53, 95% CI: 0.27-1.04).[11-12] No differencssre observed concerning hospitalization
rate or bronchodilator use [9]. A prospective, @mded controlled trial included in the Cochrane
review reported that episodic high dose budesorgdaced the asthma symptom score, but, in the
same study, no differences were observed conceenmgygency room attendance, hospitalization
rate or bronchodilator use [13] Despite the scaittemce, however, nebulised steroids in particular
beclometasone, are widely prescribed in Italy agplpylaxis or treatment for viral wheezing [14-
17]. Beclometasone is the second most prescribegl idr Italian children among the medications
reimbursed by the National Health Service, with ravplence estimated around 15% (9-22%
depending on the setting).[16-17] Beclometasonegbkeace is highest in children 1-4 years old
(23%). In 60% of cases it is prescribed occasign@dl box/patient/year only) and in 98% it is
prescribed as a nebulised suspension.[16] Becl@metais the fourth drug in order of expenditure,
and represents 7% of the paediatric pharmaceuwiqgadénditure in charge of the National Health
Service [16]. The annual national health servicpeexliture related to paediatric prescriptions of
this drug can be estimated around 24 million EuBsspite the publication of an open letter in
2001 warning paediatricians about the overuse isf dhug, [18] no changes were observed in
beclometasone prevalence rate in the 2000-2006chavioreover, an analysis of the prescriptions
dispensed during 2005 by 1,165 paediatricians & ltlombardy region found that all the
paediatricians prescribed nebulised beclometasorieaat one time. A median number of 80
children were prescribed beclometasone by eachigiae@dn.[19] In such a context, a rigorous
evaluation of current practice is fundamental.

4.2  Study Objectives

4.2.1 Primary objective.
To evaluate the efficacy of beclometasone in prengrwheezing in respiratory tract infection.

4.2.2 Secondary objectives.
To evaluate:
- the efficacy of beclometasone in reducing sympteuesty
- the efficacy of beclometasone in reducing brondadai and/or corticosteroid use
- the efficacy of beclometasone in reducing viral ezieg recurrence (during follow-up)
- treatment compliance
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- parental opinion on the treatment
- the cost-efficacy ratio of prophylactic treatmeritimbeclometasone.

4.3  Study Design

The study was designed as a two phase study: amarneld controlled trial (phase 1) followed by a
prospective observational study (phase Il) Tha fahase had the aim to evaluate the effectiveness
of beclometasone in preventing viral wheezing remae and in reducing symptom severity, while
the second phase (observational follow-up) hadadibjective to monitor the incidence of viral
wheezing recurrence and the different therapepiicaaches used by physicians.

A randomized, double blind, parallel group desigrswsed to perform the phase | study.
Pre-school children with a history of viral wheagmttending family paediatricians for a viral upper
respiratory tract infection were checked for inasand exclusion criteria. Children who fulfilled
these criteria and whose parents agreed to pateifne study were randomly assigned to receive
beclometasone 400 mcg (study drug) or placebo tdadg for 10 days.

Paracetamol for fever and/or pain, nasal salingaition and antibiotics if needed were the only
concomitant drugs allowed

It was planned to enroll 576 children (minimum: 520

The scientific coordination of the study was guéead by the Steering Committee. An independent
Research Monitoring Committee, composed by healtifepsionals and lay people, was also
involved with the aim to monitor the managementheftrial.

Both the Committees were regularly updated conngrihe progress of the study and the data
analyses.

Only a non substantial amendment was applied ttopot due the delay in study approval by the
Ethics Committee, the enrollment period was chanfiedn October 2009-March 2010 to
September 2010-May 2011. The amended version gpribi@col and of the synopsis was sent to
the Ethics Committee on the l8December 2009. The enroliment period was subséiguen
extended to March 2012 due to some unexpectedculiffts in enrolling children. Five
investigators abandoned the study in July 2011 wede replaced by other 5 paediatricians,
working in the LHUs yet involved in the study.

In all, 40 family paediatricians working in 9 lodaalth units (3 in the North, 3 in the Centre, 8nd
in the South of Italy) were involved in the studyiavestigators.

No interim or exploratory analyses were performed.

The study protocol, The Case Report Form, The Dlaand 2, and the Flow Chart of the study are
attached as appendices (see appendix VI-X)
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4.4  Selection of Study Population

Target population
Pre-school children with a history of viral wheegipresenting to family paediatricians for a
respiratory tract infection.

a) Inclusion criteria
- Outpatient children 1-5 years old.
- Presence of any viral upper respiratory tract imndecsymptoms
- At least one episode of viral wheezing (diagnosgd physician) in the last 12 months.
- No, or minimal, asthma-like symptoms in betweerasae airway infections.
b) Exclusion criteria
- Steroid hypersensitivity
- Inhaled and/or oral corticosteroid use in the pdegg month
- Chronic respiratory disease (e.g. cystic fibrasisncho-pulmonary dysplasia)
- Presence of wheezing at the entry visit
c) Reasons for Withdrawal / Replacement of Study Sijects
Study subjects were replaced only if the parentsdeed to withdraw the consent before opening the
medication package and administering the treatneethieir child. In these cases the investigator
was instructed to give the medication packageeddhowing eligible child.
In all other cases of withdrawal subjects wereraptaced.

45  Study Materials

. name of drug, (generic and trade name, if approprite): beclometasone, Clefiiper aerosol

. formulation: nebulised suspension

. dose (including, frequency and duration of adminigtation): 400 mcg twice daily for 10 days
. route of administration: nebulizer

. storage requirements:none

Active drug and placebo were administered by parémmbugh a pneumatic nebulizer (Nef5ulair
Liquid Medical System), in the morning and in thesing. In administering the drug, 1 mL of
suspension was diluted with 1 mL of saline solutibhne nebulizer and the saline solution (20 vials
containing 1mL of solution) were provided as pdrthe study materials and given to parents by the
paediatricians at the entry visit (visit 1) togethath the medication package.

No diagnostic test was scheduled in the protodolndeded, paediatricians were allowed to
prescribe tests (e.g. C-reactive protein, throatgwhat may be helpful for the diagnosis.

4.6 Methods for Assigning Subjects to Treatment Grups

. method for generation of randomisation codesPatients were allocated to each group
according to a computer generated randomizatidn(dise appendix XlI). A central randomized
block randomization procedure stratified by paedi@ns was performed with a block size of 4.
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Each paediatrician received 12 to 16 medicatiok@agach identified by a code. The paediatricians
were instructed to give to parents of the enrolbadient the medication pack with the lowest
available number.

. holders of the randomisation codes:

The randomization list with the treatment assigmativas kept by dr Guido Bertolini, head of the
Laboratory of Clinical Epidemiology at Mario Nednstitute, a researcher not involved in the
study. The treatment assignments were unconcealbd after the completion of the analyses
regarding the (primary and the secondary) endpaiitected during the experimental phase of the
study.

. any code breaks and reasons for the code brealkspne
4.7 Dosage Regimen

Beclometasone suspension 400 mcg (Clenil® persagr@hiesi Farmaceutici SpA) and placebo
were administered twice daily, for 10 days.

The dosage regimen was consistent with the regiraeommended in the Summary of Product
Characteristics.

4.8 Study Blinding

The identity of the active and placebo treatmengsewconcealed by the use of study drugs that
were all identical in packaging, labeling, schedwle administration and appearance. Each
medication pack contained a total of twenty ideadtilc mL ampoules and was identified by a code.
A person not involved in the study evaluation lablethe medication packages. The statistical
analyses were performed by investigators unawatieedreatment allocation.

4.9 Drug Accountability

A Standard Operative Procedure (SOP) was set upeébZoordinating Centre (CC) of the clinical
study concerning drug handling and accountabilgge( appendix Xll) to ensure that the drug
management was compliant to GCP and followed tlgirements of the relevant regulatory
authority, in collaboration with the pharmaceuticampany, the pharmacy departments of the
Local Health Units (LHUs) and local investigatats;ough a system of templates (annexes to SOP
5) for notifying and documenting the traceabilifyttoe drug used in the clinical trial.

The pharmaceutical company Chiesi FarmaceuticiAS.was committed by the Coordinating
Centre (CC) to manufacture and supply the investigal medicinal product (IMP) for the clinical
study according to GMP and to communicate its abdity to the CC. Then the CC committed the
designed forwarder to pick up the drug packs framrhanufacturer’'s warehouse and send them to
the pharmacy departments the LHUSs, through a fo@rdihe di Invio Farmaco Sperimentale —
Tabella Riassuntiva” (Appendix XII, Annex 1).
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Upon the request of the CC, the forwarder deliveheddrug packs to each pharmacy departments
using the form “Ordine di Invio Farmaco SperimeatalConsegna alla Farmacia ASL” (Appendix
XII, Annex 2), in which is clearly indicated thestiof local investigators (identified with a centre
code number) and their assigned patient codest{figéeinby the randomization code).
The forwarder notified the CC of the successfulgdielivery by faxing a signed copy of the Annex
2.
Subsequently the pharmacist of the each LHU
- Checked the drug packages, verifying the correspocelof the contents with the packing
slip;
- Stored and managed the drug in accordance witkaime standards as licensed medicines;
- Dispensed all drug packs to each local investigaigicated by the CC, filling the required
data in the form “Dettaglio Farmaco Sperimental&irfex 3) provided by the CC,;
- Faxed a copy of Annex 3, notifying the CC of thecassful delivery of the all drug packs to
the local investigators, and archived it.

After the notification of all drug packs’ deliverthe CC invited (by e-mail or phone call) the local

investigators to pick up the assigned drug packiseat HU’s pharmacy departments.

Each local investigator managed and stored thegrasdi drug packs in his ambulatory, in

accordance with the procedure indicated by CC.

During the enrollment period the investigator régisd in an appropriate form “Inventario del

Farmaco Sperimentale” (Appendix Xll, Annex 4):

- the drug packs assigned to each patient recrintdte clinical study (randomization number);

- the number of unused vials for all drug packs retdrby each enrolled patient at the end of the 10
days of treatment (visit 2).

At the end of the enroliment period the local irtigegtor:

- faxed a copy of the fulfilled “Inventory of the lastigational Drug” to the CC, and archived it;

- collected any unused medication vial from the dadopatients and returned them to the LHU’s
pharmacy departments.

The pharmacy department informed the CC aboutdtugrr of unused medication through the form
"Dettaglio del Farmaco Sperimentale Reso” (Appendix Annex 5).

Upon request of the CC, the forwarder picked uputhigsed medication from the pharmacies and
delivered it to the site designated by pharmacalutismpany for the drug disposal.

On July 2011, 56 medication packages were retuinoed investigators who abandoned the study,
re-labeled and distributed to the 5 investigatakssquently involved. The re-labeling of
medication packages was performed by the CC, iardaace with the SOP “Redistribuzione
farmaco” (see appendix XIII)
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4.10 Treatment Compliance
Each day parents had to record on the diary thebruwf doses administered to their child.
Moreover, at the end of the treatment period paremre asked to return paediatricians the vials
not administered to child. The number of missededagas reported by paediatricians on the CRF.
4.11 Prior and Concomitant Medication
Children receiving inhaled or oral steroids in thenth preceding the baseline visit were excluded.
No medications were allowed during the 10 day tnegit period, with the following exceptions:

» Paracetamol as symptomatic treatment for feveroamuin

* Nasal saline irrigation.

* Antibiotics, if needed.
If viral wheezing occurred during the 10 day treatinperiod, paediatricians were allowed to
prescribe as rescue medications:

* nebulised salbutamol

* nebulised beclometasone

» oral steroids.
During the follow up period (observational phasagdgiatricians were allowed to treat children with
viral wheezing according to their routine practice.
5 Study Assessments (including efficacy and safergriables)

5.1 Primary Variables

Percentage of children with wheezing (diagnosethbypaediatrician) during the URTI episode.
5.2 Secondary Variables

- % of patients with moderate/severe wheezing ése@ rated by paediatrician);

- % of patients needing medical care during thatinent period;

- % of patients receiving rescue medication dutiregtreatment period,;

- % of patients admitted to an emergency departmembg the treatment period,;

- Duration of the respiratory tract infection episo

- % of patients with an asthma-like symptom scoated by parents) 7;

- Mean asthma-like symptom score for each child;

- Time to the first viral wheezing episode aftee £nd of the treatment;

- Frequency of respiratory tract infection episodesng the 6 month follow-up period,;
- Frequency of viral wheezing episodes during tmeodith follow-up period;

- % of parents who consider the treatment helpful;

- % of patients fully adherent to therapy

- average cost per patient
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5.3 Measurements / Assessments
Study plan
Three visits were scheduled: the entry visit (Visitay 0), the end treatment visit (visit 2, day 1
with a tolerance of 2 days), and the end followpepod visit (visit 3, day 180 with a tolerance2of
days) (see the Flow Chart of the study, appendix X)
At visit 1, each paediatrician had to:

» explain the aim of the study,

» assess inclusion/exclusion criteria

» collect informed consent form signed by the pasgnt(

 visit the child and collect demographic, anamneatid clinical data.

* give parent(s) the medication packs

» give parent(s) the nebulizer and the saline saiutio

* (give parent(s) the diary number 1
At visit 2 each paediatrician had to:

* visit the child and collect clinical data

» collect diary number 1 and check the data for ¢qalind completeness

» collect the medication not administered

* (give parent(s) diary number 2
At visit 3 each paediatrician had to:

* visit the child and collect clinical data

» collect diary number 2 and check the data for ggaind completeness.
Besides these scheduled visits, paediatricians wegeested to visit the children in case of
wheezing and/or lack of improvement within 72 hoafghe start of the therapy (extra visit, visit
1A). Paediatrician had to visit the child within Bdurs from the parent request.
During the follow up period all the visits perforthdéor upper respiratory tract infections were
recorded (visit 2A, 2B.).

Clinical evaluation performed by paediatricians.

At the entry visit (visit 1) the paediatrician &l in a case report form (CRF, appendix VII)
collecting demographic, anamnestic, clinical datd aformation regarding familiarity for asthma
or allergy. During the treatment period, in casevbeezing and/or lack of improvement within 72
hours from the start of therapy, paediatriciansukhwisit the child, evaluate the presence of
wheezing and rate it (extra visit or visit 1A). Aheeze score was assigned as follows: 0 = no
wheezing, 1 = end-expiratory wheeze only (mild)z 2vheeze during entire expiratory with or
without inspiratory phase, audible with stethoscoply (moderate), 3 = inspiratory and expiratory
wheezing audible without stethoscope (severe).
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At the end of the treatment period (visit 2) pawdians visited the patients and evaluated the
presence of URTI symptoms and of wheezing, and @#ected information concerning treatment
compliance through an interview with the parents.

A visit was also be performed at the end of thedhitim follow up period (visit 3). During this visit
the paediatricians recorded information concertimgnumber of times he/she visited the patient,
the number of emergency department visits and taligaitions, and the drugs and laboratory tests
prescribed to the patient.

During all the visit performed for upper respirgtdract infections during the follow up period
(visit 2A, 2B...) data concerning symptoms, preseacée severity of wheezing, drug used before
the visit, drugs prescribed by paediatricians veoaleected.

Evaluation performed by parents.

During the 10 day treatment period, symptoms wecended by parents on a diary (diary number
1, appendix VIII). The parents scored the asthika-Bymptoms subjectively. Symptoms were
divided into cough, wheeze, noisy breathing andthiessness and were scored daily along a 4-
graded scale (none=0; mild=1; moderate=2; severeH8% scale was used in other clinical trials
evaluating the efficacy of steroids in viral wheeggi[11-13]. The presence (yes/no) of URTI
symptoms (fever, blocked nose, runny nose, soreathrwatery eyes), the number of night
awakenings and the number of doses administerttetohild were also recorded daily. At the end
of the treatment period, the parents expressedgejuent on the treatment (Helpful, Not helpful).
Adverse events and the use of other medications vemorded on the diary by the parents. Diary
cards were collected by the paediatricians at titea# the treatment period. On that occasion, the
paediatrician checked the data for quality and detepess with the parents.

During the follow up period parents recorded onaayd(diary number 2, appendix 1X) the number
of respiratory tract infection episodes and theiration, the presence (yes/no) of cough, wheeze,
noisy breathing and breathlessness, the numberaedigtrician visits, emergency room Vvisits,
hospitalizations, and the medications administécethe child. Diary cards were collected by the
paediatricians at the end of the follow up periedi{ 3). On that occasion, the paediatrician
checked and validated the data.

Cost analysis
The health care costs were estimated from the |safidational Health Service) perspective. Costs

were assessed using per-patient resource consumg#iobserved in the study, and national tariffs
and prices as unit costs of resources (table 1.cbsts of drugs were estimated on the basis of the
costs reported in the National Formulary (Prontud&armaceutico Nazionale ) at 31 December
2011. For the cost of the extra visit was an esgémssed in a previous study involving General
Practitioners. For the Emergency Department vigits fees reported in th8istema Tariffario
Ospedalierovere applied.
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The following unit costs (€) were applied:

€
Beclometasone 11.69
Placebo 0
Other drugs*
Amoxicillin 2.57
Amoxicillin+clavulanic acid 14.65
Azithromycin 7.93
Clarithromycin 11.69
Salbutamol 7.70
Extra visit 12.32
Emergency Department 28.13
Diagnostic tests*
C-reactive protein 5.8
Throat swab 6.3

* Only most commonly prescribed drugs or tests wepsrted as an example

Definition of adverse event, adverse drug readdiot serious adverse event

Adverse events (AE)

An AE is any untoward medical occurrence in a pdtier clinical investigation subject
administered a pharmaceutical product and whicls ame necessarily have a causal relationship
with this treatment.

An AE can therefore be any unfavorable and unirgdnsign (including an abnormal laboratory
finding, for example), symptom, or disease temppraksociated with the use of a medicinal
product, whether or not considered related to tediamal product.

Adverse drug reaction (ADR)

All noxious and unintended responses to a medignaduct related to any dose were considered
adverse drug reactions (ADRs). The phrase “resgotosa medicinal product” means that a causal
relationship between a medicinal product and anié\&t least a reasonable possibility i.e. the
relationship cannot be ruled out.

Serious adverse event or reaction/experience
A serious AE (experience) (SAE) or reaction (SARainy untoward medical occurrence that at any
dose:
- Results in death
- Is life-threatening event in which the patient veasisk of death at the time of the event; it
does not refer to an event which hypothetically higave caused death if it were more
severe
- Requires in-patient hospitalization or prolongatodrexisting hospitalization
- Results in persistent or significant disabilitydpacity
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- Is an important medical event
Medical and scientific judgment should be exercigedleciding whether expedited reporting is
appropriate in cases of important medical everdas iy not be immediately life-threatening or
result in death or hospitalization but may jeopaedihe patient or may require intervention to
prevent one of the other outcomes listed in thendein above. These should also usually be
considered serious.
Examples of such events are intensive treatmeinimergency room, or at home for allergic
bronchospasm; blood dyscrasias or convulsiongdiaiot result in hospitalization.
Methods of recording and assessing adverse events
All adverse events occurring during the 10 daytinest period were recorded by the parents on the
diary. Data were checked by the paediatriciansnduthe visit 2.
Procedure for reporting serious adverse events
In the event of the occurrence of any clinical AEabnormal laboratory test value that was serious
or medically important during the course of thedgtor the post-treatment period, irrespective of
the treatment received by the patient, the invasiighad to immediately inform the coordinating
centre.
Following a report by phone, written informationdhto be sent by fax or e-mail. For written
reports, the SAE report Form should have been (sssdappendix XIV for details).

6 Data Quality Assurance

Data were collected through a web based electrof@RF available at
http://giviti2.marionegri.it/war/ENBe.html

A data validation plan was used in order to chéekdonsistency, completeness and accuracy of the
data entered and data clarification forms (DCFsjevgent to the investigators. Each participating
investigator was responsible for ensuring dataityual

Two monitoring visits were performed by clinical mitmrs belonging to the Unita di Gestione e
Monitoraggio della Ricerca Clinica, Consorzio MaNegri Sud, Santa Maria Imbaro (CH). Each
visit involved all the investigators of the samedbhealth unit. A SOP was set up to describe how
to plan, conduct and document the activities paréa during monitoring visits (see Appendix XV)
In particular, the monitor checked:

- the registry of the enrolled patients;

- the inform consent of all enrolled patients;

- all returned diaries for parents;

- the electronic Case Report Forms;

- the unresolved DCFs;

- the Investigator’s Study File (ISF) and any othtedg documents;

- the management and storage conditions of the ligadisinal Drug;

- the inventory of the Investigational Drug.
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During the visit the monitor discussed with thedbinvestigators of any deviation or violation from
the protocol or any other issue related to theystahduction, advised them to take the appropriate
measures to avoid their recurrence and helped tbewlve the requests.

After the monitoring visit, the monitor compiledetfimonitoring report”, documenting all actions
taken during the visit; the report was sent to@@ within a week; in addition, a letter was sent to
each local investigator, which summarizes the digs/carried out during the monitoring visit.

7 Data Management Procedures

Data were collected through an electronic Case Reporm, available at the address
http://giviti2.marionegri.it/war/ENBe.html

The Case Report Form was developed in JAVA langusgeg Google Web Toolkit and the
database was hosted on a server based in the Magio Institute.

Paediatricians could access the eCRF after loggingth username and password. The username
was provided by the coordinating centre, whilelet first access paediatricians had to reset the
password. Password should have been composediéngsaB characters, with at least two numeric
variables. Paediatricians were forced to change plassword every 3 months.

Appendix XVI reports the handbook of the eCRF.

To ensure that operators had the right to perfoertam actions, a privilege system was
implemented by defining user roles (clinical invwgators, data managers, and system
administrators).

Specific checks were implemented to guarantee italid data (e.g. existence of date of birth, sex,
and informed consent at the time of new patiergringnclusion and exclusion criteria), and
warnings for values outside the normal range.

In case of mistake, investigator could change thleesinserted in the eCRF. Every change was
recorded together with the timestamp, the user flthe person doing the operation, the old and
new values of the changed field, and the reasothé®omodification.

All database instances were scheduled for dailkigac

8 Statistical Considerations

8.1 Planned Statistical Methods

Analyses included all randomized children (intentio treat population).

No interim analyses were performed.

The primary outcome measure, as well as the otitegorical variables, were compared using the
chi-square test. For the analysis concerning timegry endpoint, patients were stratified according
to the number of viral wheezing episodes in theripres 6 months<{ 1versus > 1).

The proportion of children with no symptoms of riesfory tract infection were compared using the
Kaplan-Meier method. Repeated measures analysesiahce was performed to analyse change in
the daily asthma-like symptom score. The "last oletéon carried forward method" was used to
deal with the missing data, when applicable.
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The number of respiratory tract infection episoded the number of recurrences of viral wheezing
during the 6 month follow up period were comparsthg@ Poisson regression. Time to first viral
wheezing episode after treatment was evaluated tissmnNelson-Aalen cumulative hazard
function.

A Kruskal Wallis non parametric test was perforn@dompare the costs between the two groups.
A p value <0.05 was considered as statisticallgiBmant, with the exception of the evaluation of
costs (in that case the level of significance vedsas p-value< 0.005).

8.2 Determination of Sample Size

The risk of recurrent viral wheezing in children avhad one or more episodes was estimated
around 40%. [2] At least 260 children per groupemvirerefore needed to detect a 30% reduction of
the risk of viral wheezing (from 40% to 28%), wdlstatistical power of 0.8 and a two sided alpha
error of 0.05.

Taking into account a 10% drop-out rate, it wasnip&d to randomize 576 children.

9 Changes in the Conduct of the Study or Planned Aatysis

A few subgroup analyses, not originally plannedremgerformed in the cohort of children enrolled

during the autumn season (between October and Dmseol each year). The main objective of

these analyses was to monitor the incidence anduhwer of the wheezing recurrences during the
entire 6 month study period in an homogeneous santiven the seasonal variations in the
incidence of URTIs, and consequently of the riskwdfeezing recurrence, it may important to

monitor children in the same period.

In particular, a comparison between demographic andmnestic characteristics of children

presenting versus non presenting wheezing recwgréadng the entire study period was performed
to identify factors that could be associated tinaneased risk of viral wheezing.

10 Results
10.1 Study Subjects / Patients
a) Disposition of Subjects

From October 2010 to March 2012, 1,371 childremait history of viral wheezing were visited by
paediatricians for an URTI.

In all, 714 (52%) were not eligible mainly for theesence of wheezing at the baseline visit (63% of
not eligible children) and/or the use of sterom$hie 30 days before the visit (53%) (Figure 1)

Of the 657 provisionally eligible children, the pats of 132 (20%) declined participation,

and 525 children were enrolled: 264 have been mama to beclomethasone and 261 to placebo.
Of the enrolled children, 172 lived in the Nortf72lin the Centre and 181 in the South of Italy.
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The parents of 2 children withdrew the consentrdfte randomization, and 2 children were lost at
follow-up (see Appendix XVII). Thus, a total of 5patients were visited at the end of the
treatment period (visit 2).

In all, 507 were visited at the end of the obseovet follow up phase (visit 3): 259 in the
beclometasone and 248 in the placebo group, sihchildren were lost at follow-up.

b) Protocol Deviations

Protocol deviations were observed for 274 child(®2% of the enrolled children): 137 in the

beclometasone and 137 in the placebo group.

In particular, 204 children did not complete thertipy (lack of compliance), 109 were visited more
than 2 days after the end of the therapy (lackdbiegence with the timing of the scheduled visit),
and 20 took a not allowed drug during the 10 dagttnent period.

Appendix XVIII reports the listings of protocol dations for individual subjects.

10.2 Efficacy Evaluation

a) Data Sets Analysed

The analyses concerned all the 525 enrolled sub{gdention to treat population).

Only for data collected during the observationdlofe-up period the analyses concerned the 507
children who completed the study and were visiteti@end of the 6 months period (visit 3).

b) Demographic and Other Baseline Characteristics

Table 1reports the characteristics of the enrolled chiideg treatment group. No differences were
found between the two groups, with the exceptiorttie percentage of children treated with drugs
in the 30 days preceding the baseline visits (36%lacebo versus 27% in beclomethasone group;
p=0.02), but similar rates were found when compgasingle drug classes.

C) Treatment Compliance

In all, 208 children (40%) did not complete theientherapy: 102 children were randomized to
beclometasone and 106 to placebo (chi-square=p4@.66). The mean number of administered
doses was 18.3 (SD: 3.8) in beclometasone groupusel7.6 (SD: 4.4) in placebo group,
respectively (p=0.06).

A total of 471 children (90%) received at least dut of 20 doses (7 day therapy): 243 in the
beclometasone and 228 in the placebo group (p=0OlhOhalf of the cases the non complete
adherence was due to difficulties in performing uligation, mainly for child refusal or scant
cooperation

Appendix XIX reports the information for each suttjeegarding the compliance to treatment and
the number of missed doses.
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d) Efficacy Results

Primary and secondary outcome measures

Wheezing was diagnosed by paediatricians in 4@l (9.0%; 95%CI 6.7-11.3%), with no
statistically significant differences between treant groups (6.8%; 95%CI 4.2-10.4% in
beclometasone versus 11.1%; 95%CI 7.7-15.4% irepagroup) (table 2).

No statistically significant differences were fouenkn after stratification for the number of
wheezing episodes in the 6 months preceding thg eisit (Mantel-Haenszel Relative Risk=0.61;
95%Cl 0.35-1.08).

No differences were found also when considering'plee protocol population”: the number of
children with wheezing were 5 out of 125 (4%) itloenetasone group versus 6 out of 122 (5%) in
placebo group (p=0.73)

A different incidence of wheezing was observechm 3 geographic areas, ranging from 6.1% in the
South to 11.6% in the Centre of Italy. No statastic significant differences were found between
incidence of wheezing in the beclometasone vetsaplacebo group after stratification for
geographic area of residence (Mantel-Haenszel Qiie=2.95; p=0.09)

In 40 cases the wheezing was scored by the paediatas mild, in 7 as moderate. For 26 children
the wheezing was diagnosed during an extra visibpeed in the 10 day treatment period, for 21
after its end, during visit 2.

No differences were found for all the secondaryonte measures (table 3).

Parental perception of symptom severity and treatrefficacy

In all, 62.7% of parents rated the treatment atuljs&ith no differences between beclomethasone
and placebo (table 3).

At day 1 the overall mean score was 2.85 (SD 2rD#h)e beclometasone group and 2.94 (SD 2.06)
in the placebo group. At the end of the therapy (3 it decrease to 1.20 (1.66) and to 1.53 (2.01)
in beclometasone and placebo groups, respectiMelgtatistically significant differences were
found, also when evaluating each symptom (cougisyriweathing, breathlessness, wheezing).
(figure 2)

A slightly higher percentage of children had altstare > 6 for one or more days in the placebo
group compared to beclometasone group (14.9% véfksido; p=0.34).

At the end of the treatment period for 48% of dt@tdin both groups parents did not report any
symptom of upper respiratory tract infection. Ntiedences were found in the distribution of the
proportion of symptom-free children by group durthg treatment period (Beclomethasone vs
placebo: Hazard Ratio = 1.02; 95% CI 0.86 — 1.88u(e 3).

Cost analysis
On the average each child treated with beclometas@muld cost to the National Health Service

16.50 euro vs 6.35 euro of each child receivingcegit@ (p<0.001: Table 4) Nearly all of this
difference was due to the cost of beclometasone. st for other drugs prescribed during the
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extra visit was slightly higher in the placebo gro{8.89 vs 2.55€), while, independently from
statistical significance, the differences were mgglgle for the other variables (Table 4).

Follow up period (phase II)

Phase Il was an observational follow-up study. &halyses concerned the 507 children visited at
the end of the 6 month period (visit 3). Childrerer&v grouped according to the treatment
(beclometasone versus placebo) received duringhhbse |.

In all, 249 (49%) children had at least one visitdn URT]I episode after the completion of phase I,
with an identical prevalence in the two groups I@¢ab). Of these, 116 had one or more viral
wheezing recurrences: 56 (22%) in the beclometagooep and 60 (24%) in the placebo group
(Table 5). The number of children with wheezinguwced exclusively during the follow-up period
was 99 (51 in beclometasone and 48 in placebo grespectively, table 6).

On the average, each child was visited 2.4 timedJRTIs. The mean number of viral wheezing
recurrence was 1.50 (SD 0.89) in the beclometagomg and 1.60 (SD 1.03) in the placebo group
(p=0.58).

No statistically significant differences were oh&zt in wheezing severity between children
assigned to beclometasone and those assignedcbpléchi-square=0.88; p=0.64; Table 7). In all,
55% of the children had at least one episode ¢ledsis moderate or severe.

A total of 48 children were admitted to an emergethepartment during the follow-up period, 14 of
which for wheezing: 5 (2%) in beclometasone and%)(in placebo group (p=0.37) (Table 5)

The mean interval before wheezing occurrence waé @D 47.9) days in beclometasone versus
53.1 (SD 43.5) in placebo group. (p=0.33)

No differences were found in the cumulative incickerof viral wheezing recurrence between
beclometasone and placebo (HR adjusted for enrdlpemod = 0.84, 95%CI 0.58 — 1.21; p =
0.35). (Figure 4)

In all. 68% of the parents administered drugs wrthhildren with URTIs before the physician’s
visit (Table 8). The most commonly drugs administieby parents were paracetamol (23% of the
URTI episodes), salbutamol (16%) and beclometa&d¥tg (Table 9).

A total of 219 (88%) children with URTIs receivetll@ast one drug prescription (Table 10). Drugs
most commonly prescribed in cases of URTIs wersusaimol (25% of the URTI episodes), saline
solution (24%), amoxicillin (13%), and beclometas¢h3%) (Table 11).

In all, 96% of children with viral wheezing reced/at least one drug prescription (Table 12).
Salbutamol was the drug most commonly prescribechtiolren with wheezing (71% of wheezing
episodes), followed by betamethasone (26%) andesé2i4%) (Table 13).

Beclometasone was prescribed in 21% of the casebeézing.

The rate of children with viral wheezing treatedhwbeclometasone was higher in those previously
assigned to placebo compared to those assignetudy drug (39 versus 16%; chi-square:=7;
p=0.01; Table 14). Beclometasone was prescribeddyut of 25 paediatricians who visited
children with viral wheezing during the follow-ugnod.
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Considering the entire study period (phase | + @HBsthe number of enrolled children with one
wheezing recurrence was 145 (29%) (Table 15). Hte was slightly higher in children who
received placebo in the experimental phase comparttibse assigned to beclometasone (31 versus
26%; chi square=0.96; p=0.33).

Focus on children enrolled between October and iDbee

Given the seasonal variation of the incidence ofTdRand consequently of the risk of viral
wheezing occurrence, we performed a subgroup aeabyschildren enrolled during the autumn
(October-December) period, and therefore followpdiuring winter and spring.

The number of children enrolled in the above penas 258, 251 of which were visited at the end
of the study.

In this group, the incidence of viral wheezing dgrthe phase | study was 12.7%, consistent with
those observed in the overall cohort (Table 16)diferences were found between children treated
with beclometasone and those treated with placklamiel-Haenszel chi-square= 0.82; p=0.36).
The rate of wheezing recurrence during the entudysperiod (independently from the phase) was
41% (37 versus 44% in beclometasone versus plagehg; Mantel-Haenszel chi-square= 1.25;
p=0.27) (Table 17). In particular, the rate of meence in children who had more than 1 wheezing
episode before the entry visit was 50%.

Fourty-four percent of the children were visitedranore times during the follow-up period (Table
18)

In all, 38 out of 251 children (15%) had 2 or mavbeezing recurrence during the 6 months
observation period (Table 19).

Finally, a comparison was performed between theodgaphic and anamnestic characteristics of
children with and without wheezing recurrence, with aim to identify determinant or risk factors.
No statistically significant differences were foufa the analysed variables. Only for the time
since the last wheezing episode before the ensiy (@ 3 versus > 3 months) a p value of 0.05 was
estimated (Table 20).

e) Statistical Issues

Analyses included all randomized children (intentio treat population).

Results regarding “per protocol” population areamtgd only for the primary endpoint.

No interim analyses were performed.

The primary outcome measure, as well as the otitegorical variables, were compared using the
Chi-square test. For the analyses of the main ouwtameasure, patients were stratified according to
the number of viral wheezing episodes in the previ® months< 1versus > 1).

The proportion of children with no symptoms of rieafory tract infection were compared using the
Kaplan-Meier method. Repeated measures analysesiahce was performed to analyse change in
the daily asthma-like symptom score. The "last olmtéon carried forward method" was used to
deal with the missing data, when applicable.
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The number of respiratory tract infection episoded the number of recurrences of viral wheezing
during the 6 month follow up period were comparsthg@ Poisson regression. Time to first viral
wheezing episode after treatment was evaluated tissmnNelson-Aalen cumulative hazard
function.

A Kruskal Wallis non parametric test was perfornmeecompare the costs between the two groups.
A p value <0.05 was considered as statisticallgiBant, with the exception of the evaluation of
costs (in that case the level of significance vedsas p-value< 0.005).

f) Drug Dose, Drug Concentration and Relationshipa Response
Not pertinent

0) Drug-drug and drug-disease interactions
Not pertinent

h) Efficacy Conclusions

No statistically significant differences were foumetween children receiving beclometasone and
those receiving placebo for all the endpoints efttral.

Wheezing occurred in a lower percentage of childnethe beclometasone group compared with
the placebo group, in particular when taking intocunt those with a recent history of recurrent
episodes, but with no statistically significantfeliEnces.

We estimated that on the average each child witifIUfRated with beclometasone would cost to
the Italian National Health Service 10 € more tohiddren receiving placebo (i.e. saline solution).
This difference is nearly almost due to the coghefdrug.

10.3  Safety Evaluation
All 525 children randomized were considered fordhéety evaluation.

a) Extent of Exposure
The mean number of administered doses was 18.3 3HD:in beclometasone group versus 17.6
(SD: 4.4) in placebo group, respectively.

b) Adverse Events

In all, for 195 children (37%) parents reportedeaist one adverse drug events (AEDs) (table 21)..
No differences were observed in the incidence gpe of AEDs between beclometasone and
placebo. Hoarseness and diarrhea were the most aoiyneported AEDs (13% and 12%,
respectively).

C) Deaths
None observed

d) Other Serious Adverse Events
Two serious adverse events were reported by paedias: one hospital admission for urinary tract
infection in the beclomethasone group (a 21 mootgirl, ID code 561) and one hospitalization
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for adenoidectomy and tonsillectomy in the placgboup (a 71 months old boy, ID code 548).
None of them was drug related.

e) Adverse Events Leading to Withdrawal

None.

f) Other Significant Adverse Events

None

0) Narratives

Not applicable

h) Clinical Laboratory Evaluations

Not applicable

)] Vital Signs, Physical Findings and Other Observions Related to Safety

Not applicable

)] Safety Conclusions

Beclometasone nebulised suspension has been nthikelialy for more than 20 years, has been
administered to hundreds of thousands childremanshfety concerns have ever been raised.

In this regard, the safety evaluation was not anroajective of this study.

In our study no differences in the incidence ofeade events were found between children treated
with beclometasone and those treated with placBiearly all AEs were mild and expected (i.e.
reported in the Summary of Product Characteristios)y two serious AEs were reported, but none
of them was drug related.

11 Discussion and Overall Conclusions

This is the first NHS funded randomized double dbloontrolled trial performed in the pediatric
primary care setting in Italy and, to the bestwf knowledge, one of the few performed all over the
world.

It can be considered a pragmatic trial, since @l@ated the efficacy of the beclometasone in the
real life context. The prescription of beclometasonchildren with URTI is a widespread

“attitude” in Italy, and in this regard the studietl to address a relevant topic.

No statistically significant differences were foumetween children receiving beclometasone and
those receiving placebo for all the endpoints efttial.

Wheezing occurred in a lower percentage of childnethe beclometasone group compared with
the placebo group, in particular when taking intocunt those with a recent history of recurrent
episodes, but with no statistically significantfeliences.

In our study, we observed a lower incidence of wimegthan expected. In a previous observational
study a risk of recurrence of 40% was reportecdhiants who had at least one episode of viral
wheezing. [2] In our study only 11% of childrentive placebo group developed wheezing. We
estimated the sample size with the aim to obsereelaction of at least 30% (from 40 to 28%) in
the risk of wheezing recurrence, and it is posdide the study is not adequately powered. With a
sample of 525 children and a rate of 11% it isspgme to detect a relative risk differenee45%,
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that is clinically relevant. Moreover, accordingaior results, the number needed to treat with
beclometasone for obtaining an additional benetfit lse estimated in 23, therefore the efficacy of
the drug prophylaxis appears small, independentin fthe statistical significance.

It should be considered that during the experimgaitase we monitored only one single episode of
URTI. When looking at the 6 month observation payibe rate of recurrence was 29%. From this
point of view, children enrolled in this study aret different from children at risk of viral

wheezing. [1,2]

One of the main strengths of this study was to agoethe clinical evaluation of paediatricians with
the perception of parents. Previous studies reggrtiie prevention of episodic viral wheezing used
outcome measures almost exclusively based on phsadres and/or symptoms recorded on a
diary. [11-13]

Since scores depend greatly on subjective perceptid differences exist in parents understanding
of what wheezing means [19,20] we decided to usteoager primary endpoint: the incidence of
wheezing diagnosed by paediatricians. It is possliit some cases of children with wheezing were
missed because not visited by paediatricians,Hausame occurs in the daily practice. In this
regards, it should be underlined that 21 out of46P6) cases of wheezing were not recognized by
parents and were detected by paediatricians &feeerid of treatment, during visit 2.

The parental score was used as a secondary outoeasire, but also when considering the
parents’ perception of the severity of asthma-ikmptoms few differences were found.

A greater preference by the children's parentsfwailed steroids versus placebo was previously
found in cross-over trials. [11,12] On the contranyour study the percentage of parents who
considered helpful the treatment were similar mtilio groups.

Many Italian paediatricians prescribe beclometasonénely as treatment of URTI symptoms (e.g.
cough, sore throat), besides from wheezing preeeijfi4] In this regard, our findings prove that
the duration of symptoms are similar in childreceiging beclometasone and placebo, and that
48% had one or more symptoms after 10 days ofnexatt, independently from the drug taken.

It should be considered that for each individuahtment with beclometasone there would be a 10
euro difference in the costs for the National He&8lervice compared with saline solution treatment.
A low compliance was observed. Only 6 out of 1Qdrien completed all the 10 day therapy. In
nearly half of the cases the non complete adheneasedue to difficulties in performing
nebulization, mainly for child refusal or scant peaation. This should be taken into account by
paediatricians when prescribing drugs that shoalddministered through a nebulizer.

In our opinion, also the observational phase ofstney provided useful findings. Our results
confirm that the rate of recurrence is relevarghiidren with a recent history of viral wheezingtn
only in the younger ones. The risk resulted greaténose with frequent episodes, in particular
during the winter season, with 50% of them havimgaurrence.

Moreover, our findings confirm that most childretwJRTI received drugs both administered by
parents and prescribed by paediatricians. Conagthmwheezing treatment, salbutamol was
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prescribed by paediatricians in % of the wheezawgimrences, even if also for this drug the
evidence of efficacy are debated. [5]

In conclusion, our findings confirm that inhaledrstids had scant benefit in preventing viral
wheezing, and no effect in reducing URTI symptoms.

Despite some limitations, clinical trials performadprimary care setting can provides useful
evidence for health professionals, regulatory aigsnand national health service officers, with the
aim to improve rational drug use in children.
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12 Tables, Figures and Graphs

Figure 1 -Flow Diagram

Enroliment ] Assessed for eligibility

(n=1371
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«  Wheezing at the baseline visit (n=452)
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No wheezing in the last 12 months (n=41)
Recurrent wheezing (30)
«  Other (7)
Declined to participate (n=132)
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Table 1 -Baseline patient characteristics by groufdata are reported as number, percentage,

unless otherwise specified).

Characteristic Beclometasone Placebo o value
N = 264 N =261
Age (mean+ SD) 2.05+1.03 2.05+1.03 0.73
Male gender 161(61) 158(60) 0.92
Delivery
natural 15458.3) 147(56.3) 0.64
cesarean 11(11.7) 114(43.7) -
Gestational age (weeks)
<37 58(21.6) 43(16.5) 0.13
>37 206(78.0) 218(83.5) -
Atopic dermatitis (Yes) 6424.2) 68(26.1) 0.63
Allergic Rhinitis (Yes) 134.9) 8(3.1) 0.28
At least one case with allergy in family (Yes) 1(36.5) 130(49.8) 0.70
At least one case with asthma in family (Yes) (B7.4) 59(22.6) 0.46
At least one smoker in family (Yes) 1040.5) 97(37.2) 0.43
Enroliment period:
October-December 1298.9) 129(49.4 0.91
January-March 10(B7.9) 101(38.7)
April-September 3%10.6) 31(10.7)
N. Upper respiratory tract infections in the last 3.1 +2 3+£19 0.66
12 months (mean = DS)
N. wheezing episodes in the last 12 months 2.06 £1.09 2.04 £1.07 0.10
(mean = DS)
N. wheezing episodes in the last 6 months
0 91(34.5) 77(29.5) 0.40
1 98(37.1) 110(42.1) -
>1 75(28.4) 74(28.4) -
Time (months) from the last wheezing episode
1-3 137(51.9) 137(52.5) 0.74
4-6 46 (17.4) 51(19.5) :
7-9 45(17.0) 45(17.2) :
10-12 36(13.6) 28(10.7) -
Children using drug in the preceding month (Z22.3) 95(36.4) 0.02
Kind of infection at baseline visit
Rhinitis 233(88.3) 230(88.1) 0.51
Pharyngotonsillitis 8%32.2) 73(28.0) -
Laringite 41(15.5) 40(15.3) -
Otitis 25(9.5) 37(14.2) -
Others 7428.0) 70(26.8) -
Fever in the last 12 hours (Yes) &2.0) 69(26.4) 0.23
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Table 2 - Children (N, %) with an occurrence of vial wheezing during the study period

i i ) ) Treatment group
Wheezing episodes in the preceding 6

Beclometasone Placebo p value
months
<1 13/189 (6.9) 20/187 (10.7) 0.19
>1 5/75 (6.7) 9/74 (12.2) 0.25
Overall 18/264 (6.8) 29/261 (11.1) 0.09

See Appendix XX for the listings of primary endpbynindividual subject
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Table 3 - Secondary outcome measures (concerningetexperimental phase of the study)

Beclometasone Placebo p value Relative Risk
(N=264) (N=261) (95%Cl)
Extra visits, n (%) 34 (12.9) 41 (15.7) 0.35 0.82 (0.54-1.25)
Wheezing moderate/severg(%) 2 (0.8) 5(1.9) 0.43 0.40 (0.08-2.02)
Prescription of rescue drugs(%o) 11 (4.2) 17 (6.5) 0.23 0.64 (0.31-1.34)
Emergency room attendance(%o) 6 (2.3) 4 (1.5) 0.76 1.48 (0.42-5.19)
Children fully adherent to therapy (%) 162 (61.4) 155 (59.4) 0.68 1.03(0.90-1.19)
Children with URTI symptoms at visit 2,(%) 108 (41.2) 115 (44.4) 0.46 0.93 (0.76-1.13)
Parents who rated the treatment as helpf(#p) 170 (64.4) 160 (61.3) 0.46 1.05 (0.92-1.20)
Parental score 7,n (%) 31 (11.7) 39 (14.9) 0.34 0.79 (0.51-1.22)

See Appendix XXI for the details of subjects witlexra visit during the 10 day treatment period
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Table 4 - Mean cost per patient (€)

Beclometasone Placebo
N=264 N=261 p-value’

Drug treatment 11.69 0
Other drugs 2.55 3.89 0.0081
Extra visit 1.60 1.98 0.0001
Emergency department attendance 0.64 0.43 0.0001
Lab tests 0.02 0.05 0.0001
Overall cost 16.50 6.35 0.0001

8§ Kruskal-wallis test
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Figure 2 - Day-by day scores (Mean and 95%onfidence Interval) (Beclometasone¢- ;
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D) Noisy breathing
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Figure 3 - Proportion of children with symptoms ofupper respiratory tract infection

during the 10 day treatment period
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OUTCOME MEASURES EVALUATED DURING THE OBSERVATIONAL

FOLLOW -UP PERIOD

Table 5 — Secondary endpoints (measured during fav-up period)

Group
Beclometasone Placebo Overall p-value
N=259 N=248 N=507
Children with URTI visits* 128 @49%) 121 49%) 249 @49%) 0.96
Children with > 1 wheezing 56 22%) 60 24%) 116 3% 0.49
episode*
Visits for URTI
N 313 275 588 0.20
meanzSD 2.5%£1.6 2.3t1.5 2.4+1.6
median 2 2 2
N. URTI episodes (reported by
parents)
N 786 719 1505 0.93
mean+SD 3.0+1.6 2.9+1.6 3.0+1.6
median 3 3 3
Wheezing recurrence
N 85 97 182 0.22
mean+SD 1.5+0.9 1.6£1.0 1.6£1.0
median 1 1 1
Lenght of interval before
wheezing occurrence (days)
meant SD 61.4+47.9 53.1+43.5 57.0£45.6 0.33
median 51 48 51
Emergency Department 23 (9) 25 (10) 489) 0.76
attendance*
ED attendance for wheezing* 5(2) 9(4) 14 @) 0.37
Hospitalized children* 10 (4) 6 (2) 163 0.50
Children hospitalized for wheezing* 2(1) 1(1) 3(1) 1
“N (%)
** Difference between the date of first wheezingureence and end of the treatment period.
"Poisson Regression analysis, adjusted for enrolfrperiod
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Figure 4 — Cumulative incidence of viral wheezing ecurrence during the

follow-up period
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C) Children enrolled between February and May
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Beclometasonevs Placebo (adjusted for enrollment period): HR .84 (95%CI 0.58 — 1.21);

p=0.35
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Table 6 — Children with wheezing occurred ONLYduring the follow-up period

Wheezing episodes in the preceding

6 months Beclometasone Placebo Overall
<1 35/187 19)* 32/176 (9)* 67/363 (L8)*
>1 16/72 22) 16/72 @2) 32/144 @2)
Overall 51/2597%0) 48/248 (9 99/507 20)
*N (%)
Table 7 — Wheezing severity
Beclometasone Placebo Overall
N=56 N=60 N=116
Wheezing severity
End-expiratory wheeze only 28Q)* 27 45* 53 46)*
Wheeze during entire expiratory phase 27 (48) 27 @5) 54 @7)
Wheezing audible without stethoscope 305) 6 (10 9(@8)
*N (%)
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Table 8 — N. children visited for URTI who were adnmistered drugs before the visit

Group
Beclometasone Placebo Overall
N=128 N=121 N=249
Drug use
No 38 @0)* 42 35* 80 32*
Yes 90 (70) 79465 169 68)
*N (%)

Table 9 — Drugs most commonly administered by parda before the URTI visit

Group
Beclometasone Placebo Overall
N=313* N=275* N=525*
Drug
Paracetamol 8L7)** 54 (20)** 138(23)**
Salbutamol 4314) 48(17) 93(16)
Beclometasone 2®) 23(8) 49(8)
Bethametasone 18) 15(5) 33(6)

*N. of URTI visits; **N (%)
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Table 10 — Children with at least one drug prescribd by paediatricians for URTI

Group
Beclometasone Placebo Overall
N=128 N=121 N=249
Drug prescription
No 14 A 1)* 16 @3)* 30 (L2)*
Yes 114 89) 105 87) 219 89
*N (%)
Table 11 — Drugs most commonly prescribed by paedricians for URTI
Group
Beclometqsone Placebo Overall
N=313 N=275* N=588*
Drug
Salbutamol 6621)** 80(29)** 146(25)**
Saline 80(26) 60(22) 140(24)
Amoxicillin 41 (13) 35(13) 76(13)
Beclometasone 331) 43(16) 76(13)
Betamethasone 49) 29(11) 56 (10)
Paracetamol 287) 15(5) 38(6)
Amoxicillin+Clavulanic Acid 16(5) 13(5) 29(5)

*N. of URTI visits; **N (%)
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Table 12 — N. Children with wheezing recurrence wit at least one drug prescribed by
paediatrician

Group Overall
Beclometasone Placebo N=116
N=56 N=60
Drug prescription
No 2 @)+ 3 B)* 5 @)*
Yes 54 06) 57 @5 111 Q6)

*N (%)

Table 13 - Drugs most commonly prescribed by paealiricians to children with wheezing

Group
Beclometasone Placebo Overall
N=85* N=97* N=182*
Drug

Salbutamol 5868)** 72(74)** 130(71)**

Betamethasone 425) 26 (27) 47(26)

Saline 1720) 26 (27) 43(24)

Beclometasone al 29(30) 38(21)

Amoxicillin+Clavulanic Acid 8(9) 10(10) 18(10)

*N. of wheezing recurrences; **N (%)
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Table 14 — N. children with wheezing who received ldeclometasone prescription

Group Overall
Beclometasone Placebo N=116
N=56 N=60
Beclometasone prescription
No 47 8A* 37 62* 84 (712)*
Yes 9(@6) 23 (39 32 (28)

*N (%)

Table 15 — Children with at least one wheezing emsde in the entire study period
(experimental+observational phases)

Group Totale
Beclometasone Placebo

Wheezing episodes in the preceding
6 months

<1 48/187 p6)* 51/176 R9*  99/363 R7)*

>1 21/72 @9 25/72 @85) 46/144 82)
Overall 69/259 P6) 76/248 81)  145/507 R9)

*N (%)
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FOCUS ON THE COHORT OF 258 CHILDREN ENROLLED DURING THE
OCTOBER-DECEMBER PERIOD.

Results presented in tables 16-20 regard only & ¢hildren enrolled in the october-december
period. In all, 251 of them completed the study.

Table 16 — Children with wheezing occurred during lhe 10 day treatment period

Wheezing episodes in the preceding Group S
6 months Beclometasone Placebo
<1 11/104 10.6* 14/99 (4.1)* 0.44
>1 3/25 (2.0 5/30 (16.7) 0.72
Overall 14/12910.9 19/129 (4.7 0.36
*N (%)

Table 17 — Children with >1 viral wheezing episode occurred during the entirstudy period
(experimental+observational phases)

Wheezing episodes in the precedinc

6 months Group
Beclometasone Placebo Overall
<1 37/102 86.3* 38/95 @40)* 75/197 88)
>1 10/25 40) 17/29 68.9 27/54 60)
Overall 471127 37) 55/124 44.4) 102/251 41)
*N (%)
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Table 18 — Distribution of children by number of ugper respiratory tract infection episodes
occurred during the entire study period

Group
Beclometasone Placebo Overall
N=127 N=124 N=251
N. URTI episodes
1 44 34.6* 36 @9* 80 31.9
2 28 22 31 @5 59 23.5
3 9(7.) 21 (16.9 30 (12)
4 24 (18.9 12 0.7 36 (14.3
>4 22 (17.3 24 (19.9 46 (18.3
*N (%)

Table 19 — Distribution of children by number of vral wheezing episodes occurred during
the entire study period (experimental+observationaphases)

Group
Beclometasone Placebo Overall
N=127 N=124 N=251
N. wheezing episodes
0 80 63)* 69 65.9* 149 69.4*
1 29 22.8 35 (8.2 64 (25.5
2 14 11.0 10 8.2) 24 9.6)
>3 4 (3.1 10 8.1 14 6.6
*N (%)
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Table 20 — Demographic and anamnestic characteris of children with versus without
wheezing recurrence during the entire study periodindependently from the phase)

Wheezing recurrence

Yes No
N=102 N=149 p value
Age (months)
mean = SD 37.3+15.1 36.3+16.8 0.65
median 33.5 34 -
min - max 12 - 69 12-71 -
Gender
M 67 (66)* 88 B69)* 0.29
F 35 34) 61 @1 -
Delivery
natural 61 60) 87 69) 0.82
cesarean 41 (40) 62 42 -
Gestational age (weeks)
<37 11 1)) 139) 0.59
>37 91 89) 136 Q1)
Atopic dermatitis (Yes) 28 (27) 42 (28) 0.90
Allergic Rhinitis (Yes) 8 (8) 7 () 0.30
At least one case with allergy in
family (Yes) 48 47) 78 62) 0.41
At least one case with asthma in
family (Yes) 29 28) 28 (19 0.07
At least one smoker in family (Yes) 45 (44) 52 (35) 0.14
N. Upper respiratory tract infections in the
preceding 12 months
mean + SD 28+1.38 25+1.8 0.18
median 2 2 -
min -max 0-11 0-10
N. wheezing episodes in the
preceding 12 months
mean = SD 26+1.7 22+1.6 0.06
median 2 2 -
min - max 1-8 1-8
N. wheezing episodes in the last 6
months
<1 75 (74) 122 @82 0.15
>1 27 @6) 27 (18 -
Time (months) from the last wheezing episode
<3 48 @7) 52 (35) 0.05
>3 54 @2) 97 65) -
*N (%)
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Table 21— Adverse events (AE) reported by parents ¢ghe end of the treatment period

Beclometasone* Placebo* p-value
(N=264) (N=261)
Any AEs 97(37) 98(37) 0.86
Hoarseness 3A.3) 34(13) 0.97
Diarrhea 2710) 35(13) 0.30
Skin eruption 197) 22(8) 0.69
Vomiting 19(7) 20(8) 0.95
Candidosis 125) 15(6) 0.65
Restlessness 12 (5) 73 0.36
Perioral dermatitis 1(0.4) 6 (2) 0.12
Others 12 (5) 13 (5) 0.98

*N (%)
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Appendices
The Final Study Report of the ENBe study was originally submitted to the Italian Medicines Agency

(Agenzia Italiana del Farmaco, AIFA) on the 24" April 2013.

Here are attached only the appendices (XVI1I-XXI) relevant for reporting the results of the study.



APPENDIX XVII - LISTING OF WITHDRAWALS

Subjectswithdrawn before the end of the treatment visit (not presenting to visit 2)

o o Ageat the
Randomization | Pediatrician | LHU basdlinevisit | Gender Group R n
code code code ease
(months)
253 16 04 20 F | Beclometasone | <onsent
withdrawal
Consent
294 19 05 20 M Placebo withdrawal
527 33 09 17 M Beclometasone | Lost to follow up
637 40 05 65 M Placebo Lost to follow up

Subjects withdrawn before the end of the observational follow up (not presenting to visit 3)

o . Ageat the
Randomization | Pediatrician | LHU bas?elinevisit Gender Group Reason
code code code
(months)

30 02 01 64 M Placebo Lost to follow up
167 11 03 18 M Placebo Lost to follow up
200 13 04 49 F Placebo Lost to follow up
268 17 05 60 M Placebo Lost to follow up
279 18 05 24 M Beclometasone | Lost to follow up
280 18 05 24 F Placebo Lost to follow up
303 19 05 71 F Placebo Lost to follow up
384 24 06 50 M Placebo Lost to follow up
420 27 07 24 F Beclometasone | Lost to follow up
434 28 07 38 M Beclometasone | Lost to follow up
438 28 07 25 M Placebo Lost to follow up
459 29 08 29 F Placebo Lost to follow up
614 38 08 27 M Placebo Lost to follow up
639 40 05 29 M Placebo Lost to follow up




APPENDIX XVIII - LISTING OF THE PATIENTSWITH PROTOCOL DEVIATIONS
(C=abstent; 1=present)

138

Beclometasone

Random Ther not | Visit 2 after | Not allowed

code PEE_ D0l A DILE com%FI)Zted 13 days drug use
11 1 1 Beclometasone 1 1 0
17 2 1 Beclometasone 1 1 0
19 2 1 Placebo 0 0 1
20 2 1 Beclometasone 1 0 0
21 2 1 Placebo 0 0 1
22 2 1 Beclometasone 1 0 0
24 2 1 Placebo 1 0 0
25 2 1 Beclometasone 1 0 0
27 2 1 Placebo 0 1 0
28 2 1 Beclometasone 1 1 0
29 2 1 Beclometasone 0 0 1
30 2 1 Placebo 0 1 0
32 2 1 Placebo 1 0 0
33 3 1 Beclometasone 0 0 1
52 4 1 Placebo 1 0 0
54 4 1 Beclometasone 0 1 0
65 5 2 Placebo 1 0 0
66 5 2 Beclometasone 1 0 0
71 5 2 Beclometasone 1 0 0
74 5 2 Placebo 1 1 0
75 5 2 Beclometasone 1 0 0
77 5 2 Placebo 1 0 0
83 6 2 Placebo 1 0 0
95 6 2 Beclometasone 1 0 0
99 7 2 Beclometasone 1 0 0
103 7 2 Placebo 0 1 0
104 7 2 Beclometasone 0 0 1
108 7 2 Placebo 1 0 0
111 7 2 Placebo 1 1 0
112 7 2 Beclometasone 1 1 0
115 8 2 Placebo 1 0 0
116 8 2 Beclometasone 1 0 0
117 8 2 Placebo 1 0 0
119 8 2 Beclometasone 1 0 0
122 8 2 Beclometasone 1 0 0
126 8 2 Beclometasone 1 0 0
127 8 2 Beclometasone 1 0 0
128 8 2 Placebo 0 0 1
130 9 3 Placebo 1 0 0
135 9 3 Beclometasone 1 0 0
9 3 1 0 0




142 9 3 Beclometasone 1 0 0
144 9 3 Beclometasone 0 1 0
148 10 3 Placebo 0 1 0
149 10 3 Placebo 0 1 0
153 10 3 Placebo 0 1 0
154 10 3 Beclometasone 0 1 0
155 10 3 Placebo 1 1 0
156 10 3 Beclometasone 0 1 0
157 10 3 Beclometasone 1 1 0
158 10 3 Placebo 1 1 0
163 11 3 Placebo 1 0 0
164 11 3 Beclometasone 1 1 0
165 11 3 Placebo 0 0 1
167 11 3 Placebo 1 0 0
178 12 3 Beclometasone 1 0 0
181 12 3 Beclometasone 1 0 0
182 12 3 Placebo 1 0 0
185 12 3 Beclometasone 1 0 0
186 12 3 Placebo 1 1 0
189 12 3 Beclometasone 1 0 0
190 12 3 Placebo 1 1 0
191 12 3 Placebo 1 0 0
192 12 3 Beclometasone 1 0 0
193 13 4 Beclometasone 1 0 0
196 13 4 Placebo 1 1 0
198 13 4 Beclometasone 1 1 0
200 13 4 Placebo 1 0 0
203 13 4 Beclometasone 1 0 0
204 13 4 Placebo 0 1 0
206 13 4 Beclometasone 1 0 0
211 14 4 Beclometasone 0 1 0
241 16 4 Placebo 0 0 1
243 16 4 Beclometasone 1 0 0
244 16 4 Placebo 1 1 0
245 16 4 Placebo 1 0 0
247 16 4 Beclometasone 1 0 0
248 16 4 Placebo 1 0 0
249 16 4 Placebo 1 0 0
250 16 4 Beclometasone 1 0 0
252 16 4 Beclometasone 1 1 0
254 16 4 Placebo 1 0 0
255 16 4 Placebo 1 0 0
260 17 5 Placebo 1 0 0
261 17 5 Beclometasone 0 0 1
263 17 5 Beclometasone 0 0 1
265 17 5 Placebo 1 0 0




268 17 5 Placebo 1 0 0
270 17 5 Placebo 1 0 0
271 17 5 Placebo 1 0 0
272 17 5 Beclometasone 0 1 0
275 18 5 Placebo 0 0 1
276 18 5 Beclometasone 1 1 0
277 18 5 Placebo 1 0 0
278 18 5 Beclometasone 1 0 0
279 18 5 Beclometasone 1 0 0
280 18 5 Placebo 1 1 0
282 18 5 Placebo 1 0 0
283 18 5 Placebo 0 0 1
284 18 5 Beclometasone 1 0 0
285 18 5 Placebo 1 0 0
289 19 5 Placebo 1 1 0
290 19 5 Beclometasone 1 0 0
291 19 5 Beclometasone 1 0 0
293 19 5 Beclometasone 1 0 0
295 19 5 Placebo 1 0 0
296 19 5 Beclometasone 0 1 0
298 19 5 Beclometasone 1 1 0
299 19 5 Placebo 1 1 0
300 19 5 Beclometasone 1 0 0
301 19 5 Beclometasone 1 0 0
302 19 5 Placebo 1 0 0
303 19 5 Placebo 1 0 0
304 19 5 Beclometasone 1 0 0
307 20 5 Placebo 1 1 0
313 20 5 Beclometasone 0 1 0
320 20 5 Placebo 0 0 1
322 21 6 Placebo 1 0 0
327 21 6 Beclometasone 1 1 0
328 21 6 Placebo 0 1 0
331 21 6 Beclometasone 1 0 0
338 22 6 Placebo 1 0 0
340 22 6 Beclometasone 1 0 0
341 22 6 Beclometasone 1 0 0
342 22 6 Placebo 1 0 0
343 22 6 Beclometasone 1 0 0
344 22 6 Placebo 0 1 0
346 22 6 Beclometasone 1 1 0
352 22 6 Beclometasone 0 0 1
353 23 6 Beclometasone 0 0 1
354 23 6 Placebo 1 1 0
355 23 6 Placebo 1 1 0
356 23 6 Beclometasone 1 1 0




358 23 6 Placebo 1 0 0
361 23 6 Placebo 1 0 0
362 23 6 Beclometasone 1 0 0
363 23 6 Placebo 1 1 0
369 24 6 Placebo 1 0 0
370 24 6 Beclometasone 1 0 0
371 24 6 Beclometasone 1 0 0
373 24 6 Beclometasone 1 0 0
374 24 6 Placebo 1 0 0
375 24 6 Placebo 1 1 0
376 24 6 Beclometasone 1 0 0
377 24 6 Placebo 1 0 0
378 24 6 Beclometasone 1 0 0
382 24 6 Beclometasone 0 1 0
383 24 6 Beclometasone 1 0 0
384 24 6 Placebo 1 0 0
385 25 7 Beclometasone 0 1 0
387 25 7 Placebo 0 1 0
388 25 7 Beclometasone 0 1 0
393 25 7 Beclometasone 0 1 0
394 25 7 Placebo 1 0 0
395 25 7 Beclometasone 1 0 0
397 25 7 Placebo 1 0 0
398 25 7 Beclometasone 0 1 0
399 25 7 Beclometasone 0 1 0
401 26 7 Beclometasone 1 0 0
402 26 7 Placebo 1 0 0
403 26 7 Beclometasone 1 0 0
405 26 7 Beclometasone 1 0 0
417 27 7 Beclometasone 1 0 0
418 27 7 Placebo 1 0 0
421 27 7 Placebo 1 0 0
422 27 7 Beclometasone 1 0 0
423 27 7 Placebo 1 0 0
425 27 7 Beclometasone 1 1 0
426 27 7 Placebo 1 0 0
427 27 7 Beclometasone 1 1 0
428 27 7 Placebo 1 0 0
429 27 7 Placebo 1 1 0
430 27 7 Beclometasone 1 0 0
432 27 7 Placebo 1 0 0
433 28 7 Placebo 1 0 0
435 28 7 Placebo 0 1 0
438 28 7 Placebo 1 0 0
439 28 7 Placebo 1 0 0
452 29 8 Placebo 0 0 1




453 29 8 Beclometasone 0 1 0
457 29 8 Placebo 0 1 0
458 29 8 Beclometasone 1 1 0
461 29 8 Placebo 1 0 0
462 29 8 Beclometasone 0 1 0
463 29 8 Placebo 0 1 0
465 30 8 Beclometasone 1 1 0
466 30 8 Placebo 1 0 0
467 30 8 Beclometasone 0 1 0
468 30 8 Placebo 1 0 0
469 30 8 Placebo 0 1 0
470 30 8 Beclometasone 0 1 0
471 30 8 Beclometasone 0 1 0
472 30 8 Placebo 1 0 0
476 30 8 Placebo 1 0 0
479 30 8 Placebo 1 1 0
480 30 8 Beclometasone 1 1 0
482 31 8 Placebo 1 0 0
483 31 8 Placebo 1 0 0
484 31 8 Beclometasone 1 0 0
485 31 8 Placebo 1 0 0
4389 31 8 Beclometasone 1 0 0
491 31 8 Placebo 0 0 1
493 31 8 Placebo 1 0 0
495 31 8 Placebo 1 1 0
498 32 8 Beclometasone 1 0 0
499 32 8 Beclometasone 0 1 0
500 32 8 Placebo 1 0 0
501 32 8 Beclometasone 1 0 0
503 32 8 Placebo 0 1 0
504 32 8 Beclometasone 1 0 0
506 32 8 Placebo 0 0 1
507 32 8 Beclometasone 1 1 0
508 32 8 Placebo 1 0 0
510 32 8 Beclometasone 1 0 0
511 32 8 Beclometasone 1 0 0
512 32 8 Placebo 1 0 0
513 33 9 Placebo 1 1 0
514 33 9 Beclometasone 0 1 0
515 33 9 Placebo 1 1 0
516 33 9 Beclometasone 1 0 0
517 33 9 Placebo 0 1 0
518 33 9 Beclometasone 1 0 0
519 33 9 Placebo 1 1 0
521 33 9 Beclometasone 1 0 0
522 33 9 Placebo 1 1 0




524 33 9 Beclometasone 1 0 0
526 33 9 Beclometasone 1 0 0
528 33 9 Placebo 0 1 0
531 34 9 Beclometasone 0 1 0
536 34 9 Placebo 1 1 0
537 34 9 Placebo 1 0 0
538 34 9 Beclometasone 0 1 0
539 34 9 Placebo 1 1 0
540 34 9 Beclometasone 1 1 0
541 34 9 Beclometasone 0 1 0
542 34 9 Placebo 0 0 1
543 34 9 Beclometasone 1 1 0
545 35 9 Placebo 1 1 0
546 35 9 Beclometasone 0 1 0
547 35 9 Beclometasone 0 1 0
548 35 9 Placebo 1 1 0
550 35 9 Beclometasone 1 1 0
551 35 9 Placebo 0 1 0
552 35 9 Beclometasone 1 0 0
555 35 9 Placebo 1 1 0
556 35 9 Beclometasone 1 1 0
558 35 9 Placebo 1 1 0
559 35 9 Placebo 0 0 1
560 35 9 Beclometasone 1 1 0
561 36 9 Beclometasone 1 1 0
563 36 9 Placebo 1 1 0
564 36 9 Beclometasone 1 1 0
569 36 9 Placebo 0 1 0
570 36 9 Beclometasone 1 0 0
571 36 9 Placebo 1 1 0
572 36 9 Beclometasone 1 1 0
576 36 9 Placebo 1 1 0
601 37 2 Beclometasone 1 0 0
602 37 2 Placebo 1 0 0
605 37 2 Beclometasone 1 0 0
607 37 2 Placebo 1 0 0
608 37 2 Placebo 1 0 0
609 37 2 Beclometasone 1 0 0
610 37 2 Placebo 1 0 0
611 37 2 Beclometasone 1 0 0
612 38 8 Beclometasone 0 1 0
614 38 8 Placebo 1 0 0
615 38 8 Beclometasone 0 1 0
616 38 8 Placebo 0 1 0
617 38 8 Beclometasone 0 1 0
634 39 5 Beclometasone 1 0 0




636 40 5 Beclometasone 0 1 0
639 40 5 Placebo 1 0 0
642 40 5 Placebo 1 0 0




APPENDIX XIX — EVALUATION OF SUBJECTS COMPLIANCE

. Age at entr N.
Randomization| " visit ’ Gender Drug U2y missed
code completed
(month) doses

1 56 F Beclometasone Y 0
2 34 F Placebo Y 0
3 16 F Placebo Y 0
4 70 F Beclometasone Y 0
5 45 F Beclometasone Y 0
6 24 M Placebo Y 0
7 28 M Beclometasone Y 0
8 438 M Placebo Y 0
9 38 M Beclometasone Y 0
10 57 M Placebo Y 0
11 16 M Beclometasone N 1
12 12 F Placebo Y 0
13 68 M Placebo Y 0
14 36 M Beclometasone Y 0
15 65 M Beclometasone Y 0
16 36 M Placebo Y 0
17 32 M Beclometasone N 1
18 27 M Placebo Y 0
19 49 M Placebo Y 0
20 28 M Beclometasone N 1
21 28 M Placebo Y 0
22 65 M Beclometasone N 1
23 56 M Beclometasone Y 0
24 29 M Placebo N 3
25 15 M Beclometasone N 1
26 14 M Placebo Y 0
27 33 F Placebo Y 0
28 49 M Beclometasone N 1
29 49 M Beclometasone Y 0
30 64 M Placebo Y 0
31 23 F Beclometasone Y 0
32 22 F Placebo N 2
33 41 F Beclometasone Y 0
34 60 F Placebo Y 0
35 45 M Beclometasone Y 0
49 36 M Placebo Y 0
50 19 M Beclometasone Y 0
51 19 M Beclometasone Y 0
52 51 F Placebo N 5
53 12 F Placebo Y 0
54 29 M Beclometasone Y 0




55 23 F Beclometasone Y 0
65 49 F Placebo N 6
66 13 M Beclometasone N 4
67 29 M Placebo Y 0
68 50 M Beclometasone Y 0
69 46 F Beclometasone Y 0
70 46 M Placebo Y 0
71 41 M Beclometasone N 2
72 49 F Placebo Y 0
73 29 F Beclometasone Y 0
74 31 M Placebo N 1
75 19 F Beclometasone N 1
76 31 M Placebo Y 0
77 438 F Placebo N 1
78 39 M Beclometasone Y 0
79 59 F Beclometasone Y 0
80 438 M Placebo Y 0
81 57 M Beclometasone Y 0
82 26 M Placebo Y 0
83 17 M Placebo N 11
84 17 M Beclometasone Y 0
85 39 F Placebo Y 0
86 57 F Beclometasone Y 0
87 37 F Beclometasone Y 0
88 21 M Placebo Y 0
89 45 F Placebo Y 0
90 53 M Beclometasone Y 0
91 12 F Placebo Y 0
92 16 F Beclometasone Y 0
93 20 M Placebo Y 0
94 20 M Beclometasone Y 0
95 45 F Beclometasone N 2
96 a7 F Placebo Y 0
97 57 M Placebo Y 0
98 29 M Beclometasone Y 0
99 47 M Beclometasone N 1
100 33 F Placebo Y 0
101 51 F Placebo Y 0
102 23 M Beclometasone Y 0
103 55 F Placebo Y 0
104 47 M Beclometasone Y 0
105 51 M Placebo Y 0
106 16 F Beclometasone Y 0
107 13 M Beclometasone Y 0
108 54 F Placebo N 3
109 36 F Placebo Y 0




110 60 M Beclometasone Y 0
111 26 M Placebo N 3
112 32 M Beclometasone N 3
113 30 M Beclometasone Y 0
114 15 M Placebo Y 0
115 17 M Placebo N 3
116 32 F Beclometasone N 1
117 31 M Placebo N 2
118 31 M Beclometasone Y 0
119 57 F Beclometasone N 4
120 22 M Placebo Y 0
121 63 M Placebo Y 0
122 23 M Beclometasone N 15
123 46 F Placebo Y 0
124 52 M Beclometasone Y 0
125 54 M Placebo Y 0
126 16 M Beclometasone N 2
127 71 M Beclometasone N 1
128 50 M Placebo Y 0
129 27 M Beclometasone Y 0
130 22 M Placebo N 10
131 67 M Beclometasone Y 0
132 15 M Placebo Y 0
133 23 F Placebo Y 0
134 30 M Beclometasone Y 0
135 34 F Beclometasone N 2
136 33 M Placebo Y 0
137 55 F Placebo Y 0
138 25 M Beclometasone N 10
139 17 F Beclometasone Y 0
140 42 M Placebo Y 0
141 18 M Placebo Y 0
142 17 M Beclometasone N 6
144 21 F Beclometasone Y 0
145 62 M Placebo Y 0
146 35 M Beclometasone Y 0
147 37 M Beclometasone Y 0
148 24 M Placebo Y 0
149 12 M Placebo Y 0
150 33 M Beclometasone Y 0
153 20 M Placebo Y 0
154 17 F Beclometasone Y 0
155 14 M Placebo N 1
156 21 M Beclometasone Y 0
157 52 F Beclometasone N 10
158 28 M Placebo N 17




161 34 F Placebo Y 0
162 15 M Beclometasone Y 0
163 16 F Placebo N 2
164 19 M Beclometasone N 2
165 32 M Placebo Y 0
166 15 F Beclometasone Y 0
167 18 M Placebo N 5
177 28 M Placebo Y 0
178 37 F Beclometasone N 1
179 17 F Placebo Y 0
180 54 F Beclometasone Y 0
181 54 M Beclometasone N 16
182 59 M Placebo N 2
183 14 M Beclometasone Y 0
184 53 F Placebo Y 0
185 29 F Beclometasone N 4
186 12 M Placebo N 1
187 51 M Placebo Y 0
188 18 F Beclometasone Y 0
189 31 M Beclometasone N 1
190 29 F Placebo N 10
191 14 M Placebo N 1
192 19 M Beclometasone N 1
193 30 M Beclometasone N 1
194 40 F Placebo Y 0
195 66 M Beclometasone Y 0
196 63 M Placebo N 1
197 42 F Placebo Y 0
198 72 F Beclometasone N 1
199 52 F Beclometasone Y 0
200 49 F Placebo N 16
201 43 F Placebo Y 0
202 28 F Beclometasone Y 0
203 20 M Beclometasone N 1
204 22 M Placebo Y 0
205 49 F Placebo Y 0
206 44 F Beclometasone N 2
207 50 F Beclometasone Y 0
208 27 M Placebo Y 0
211 59 F Beclometasone Y 0
212 22 M Placebo Y 0
241 65 M Placebo Y 0
242 30 M Beclometasone Y 0
243 28 F Beclometasone N 1
244 71 F Placebo N 16
245 62 F Placebo N 3




246 28 M Beclometasone Y 0
247 34 M Beclometasone N 13
248 23 M Placebo N 1
249 68 F Placebo N 1
250 36 M Beclometasone N 2
251 64 F Placebo Y 0
252 27 M Beclometasone N 1
253 20 F Beclometasone N 20
254 17 M Placebo N 2
255 65 M Placebo N 3
256 16 F Beclometasone Y 0
257 50 M Placebo Y 0
258 54 M Beclometasone Y 0
259 23 M Beclometasone Y 0
260 64 M Placebo N 1
261 18 M Beclometasone Y 0
262 35 M Placebo Y 0
263 44 M Beclometasone Y 0
264 45 M Placebo Y 0
265 59 M Placebo N 1
266 50 M Beclometasone Y 0
267 47 M Beclometasone Y 0
268 60 M Placebo N 14
269 50 M Beclometasone Y 0
270 24 F Placebo N 1
271 70 M Placebo N 2
272 50 F Beclometasone Y 0
273 38 M Beclometasone Y 0
274 12 M Placebo Y 0
275 39 M Placebo Y 0
276 19 F Beclometasone N 7
277 12 M Placebo N 18
278 31 M Beclometasone N 3
279 24 M Beclometasone N 17
280 24 F Placebo N 18
281 22 M Beclometasone Y 0
282 31 F Placebo N 1
283 15 F Placebo Y 0
284 23 M Beclometasone N 1
285 16 M Placebo N 1
286 20 M Beclometasone Y 0
287 40 M Beclometasone Y 0
288 28 M Placebo Y 0
289 28 F Placebo N 3
290 16 M Beclometasone N 4
291 14 F Beclometasone N 5




292 42 M Placebo Y 0
293 18 F Beclometasone N 2
294 20 M Placebo N 15
295 23 M Placebo N 6
296 30 F Beclometasone Y 0
297 15 M Placebo Y 0
298 15 M Beclometasone N 16
299 43 M Placebo N 5
300 19 M Beclometasone N 3
301 45 F Beclometasone N 2
302 24 F Placebo N 4
303 71 F Placebo N 16
304 32 F Beclometasone N 4
305 43 M Placebo Y 0
306 33 M Beclometasone Y 0
307 55 M Placebo N 4
308 17 F Beclometasone Y 0
309 25 M Placebo Y 0
310 41 M Beclometasone Y 0
311 14 M Beclometasone Y 0
312 37 M Placebo Y 0
313 18 M Beclometasone Y 0
314 43 F Placebo Y 0
315 21 M Beclometasone Y 0
316 56 M Placebo Y 0
317 35 F Beclometasone Y 0
318 21 M Placebo Y 0
319 21 M Beclometasone Y 0
320 22 M Placebo Y 0
321 12 F Beclometasone Y 0
322 58 F Placebo N 2
323 16 F Beclometasone Y 0
324 32 F Placebo Y 0
325 37 F Beclometasone Y 0
326 24 F Placebo Y 0
327 31 M Beclometasone N 2
328 22 M Placebo Y 0
329 33 F Beclometasone Y 0
330 33 M Placebo Y 0
331 32 F Beclometasone N 1
332 50 F Placebo Y 0
333 36 M Beclometasone Y 0
334 46 F Placebo Y 0
335 19 F Placebo Y 0
336 32 M Beclometasone Y 0
337 50 F Beclometasone Y 0




338 59 M Placebo N 2
339 43 M Placebo Y 0
340 58 M Beclometasone N 2
341 45 M Beclometasone N 1
342 35 F Placebo N 3
343 69 M Beclometasone N 4
344 30 M Placebo Y 0
345 20 M Placebo Y 0
346 68 M Beclometasone N 6
347 46 M Placebo Y 0
348 38 F Beclometasone Y 0
349 20 M Placebo Y 0
350 59 M Beclometasone Y 0
351 19 M Placebo Y 0
352 56 M Beclometasone Y 0
353 58 M Beclometasone Y 0
354 32 F Placebo N 6
355 44 F Placebo N 2
356 51 M Beclometasone N 1
357 45 M Beclometasone Y 0
358 23 F Placebo N 1
359 65 M Beclometasone Y 0
360 70 M Placebo Y 0
361 22 F Placebo N 8
362 50 M Beclometasone N 6
363 37 M Placebo N 9
364 33 M Beclometasone Y 0
365 64 F Beclometasone Y 0
366 27 M Placebo Y 0
367 32 F Beclometasone Y 0
368 43 F Placebo Y 0
369 24 F Placebo N 10
370 34 F Beclometasone N 1
371 55 M Beclometasone N 2
372 50 M Placebo Y 0
373 48 M Beclometasone N 1
374 26 F Placebo N 1
375 43 F Placebo N 2
376 35 M Beclometasone N 2
377 35 M Placebo N 10
378 29 M Beclometasone N 4
379 46 M Beclometasone Y 0
381 55 M Placebo Y 0
382 61 F Beclometasone Y 0
383 19 M Beclometasone N 2
384 50 M Placebo N 5




385 29 F Beclometasone Y 0
386 19 M Placebo Y 0
387 29 F Placebo Y 0
388 63 F Beclometasone Y 0
389 45 M Beclometasone Y 0
390 59 F Placebo Y 0
391 40 F Placebo Y 0
392 14 M Beclometasone Y 0
393 25 M Beclometasone Y 0
394 36 F Placebo N 5
395 43 M Beclometasone N 4
396 45 M Placebo Y 0
397 35 M Placebo N 9
398 60 F Beclometasone Y 0
399 72 F Beclometasone Y 0
400 41 F Placebo Y 0
401 26 F Beclometasone N 1
402 36 F Placebo N 5
403 24 M Beclometasone N 2
404 42 M Placebo Y 0
405 18 M Beclometasone N 1
417 40 M Beclometasone N 2
418 35 M Placebo N 8
419 23 M Placebo Y 0
420 24 F Beclometasone Y 0
421 23 M Placebo N 2
422 38 M Beclometasone N 7
423 42 M Placebo N 2
424 60 M Beclometasone Y 0
425 33 M Beclometasone N 3
426 31 M Placebo N 1
427 38 M Beclometasone N 1
428 57 M Placebo N 3
429 18 M Placebo N 4
430 15 F Beclometasone N 3
431 38 F Beclometasone Y 0
432 27 F Placebo N 2
433 13 M Placebo N 7
434 38 M Beclometasone Y 0
435 21 F Placebo Y 0
436 21 M Beclometasone Y 0
437 18 M Beclometasone Y 0
438 25 M Placebo N 3
439 23 F Placebo N 3
449 19 F Placebo Y 0
450 438 F Beclometasone Y 0




451 37 F Beclometasone Y 0
452 23 M Placebo Y 0
453 14 M Beclometasone Y 0
454 22 F Placebo Y 0
455 69 F Placebo Y 0
456 44 F Beclometasone Y 0
457 14 F Placebo Y 0
458 13 M Beclometasone N 8
459 29 F Placebo Y 0
460 14 M Beclometasone Y 0
461 59 M Placebo N 3
462 58 M Beclometasone Y 0
463 54 M Placebo Y 0
464 23 M Beclometasone Y 0
465 24 M Beclometasone N 1
466 26 M Placebo N 1
467 55 F Beclometasone Y 0
468 20 F Placebo N 6
469 55 M Placebo Y 0
470 33 M Beclometasone Y 0
471 a7 M Beclometasone Y 0
472 20 F Placebo N 4
473 16 M Beclometasone Y 0
474 28 F Placebo Y 0
475 33 M Beclometasone Y 0
476 53 M Placebo N 3
477 28 M Beclometasone Y 0
478 59 F Placebo Y 0
479 39 M Placebo N 3
480 22 M Beclometasone N 2
481 67 F Beclometasone Y 0
482 35 F Placebo N 1
483 70 M Placebo N 12
484 29 M Beclometasone N 1
485 41 M Placebo N 2
486 65 M Beclometasone Y 0
487 30 F Placebo Y 0
488 23 M Beclometasone Y 0
489 35 M Beclometasone N 3
490 63 M Placebo Y 0
491 47 M Placebo Y 0
492 46 M Beclometasone Y 0
493 17 M Placebo N 1
494 72 M Beclometasone Y 0
495 14 F Placebo N 4
496 43 F Beclometasone Y 0




497 36 M Placebo Y 0
498 a7 M Beclometasone N 12
499 58 M Beclometasone Y 0
500 15 M Placebo N 19
501 56 F Beclometasone N 18
502 24 M Placebo Y 0
503 45 M Placebo Y 0
504 52 F Beclometasone N 19
505 40 F Beclometasone Y 0
506 34 M Placebo Y 0
507 34 M Beclometasone N 3
508 34 M Placebo N 4
509 57 F Placebo Y 0
510 19 F Beclometasone N 2
511 70 F Beclometasone N 1
512 40 F Placebo N 5
513 36 M Placebo N 16
514 52 F Beclometasone Y 0
515 51 F Placebo N 2
516 50 M Beclometasone N 2
517 27 F Placebo Y 0
518 43 F Beclometasone N 2
519 34 M Placebo N 13
520 40 M Beclometasone Y 0
521 53 M Beclometasone N 11
522 49 M Placebo N 3
523 19 M Placebo Y 0
524 69 M Beclometasone N 13
525 27 M Placebo Y 0
526 34 F Beclometasone N 14
527 17 M Beclometasone N 17
528 42 M Placebo Y 0
529 14 F Beclometasone Y 0
530 35 F Placebo Y 0
531 45 M Beclometasone Y 0
532 54 F Placebo Y 0
533 17 F Beclometasone Y 0
534 a7 M Placebo Y 0
535 22 M Beclometasone Y 0
536 37 F Placebo N 10
537 52 F Placebo N 5
538 45 M Beclometasone Y 0
539 49 M Placebo N 10
540 19 M Beclometasone N 15
541 16 M Beclometasone Y 0
542 13 F Placebo Y 0




543 25 M Beclometasone N 12
545 68 F Placebo N 10
546 53 M Beclometasone Y 0
547 63 M Beclometasone Y 0
548 72 M Placebo N 8
549 64 M Placebo Y 0
550 17 F Beclometasone N 1
551 48 M Placebo Y 0
552 23 M Beclometasone N 2
553 49 F Placebo Y 0
554 45 F Beclometasone Y 0
555 24 M Placebo N 9
556 56 M Beclometasone N 4
557 21 F Beclometasone Y 0
558 69 M Placebo N 14
559 23 M Placebo Y 0
560 40 F Beclometasone N 5
561 21 F Beclometasone N 6
563 44 F Placebo N 17
564 27 F Beclometasone N 1
565 27 M Placebo Y 0
566 41 M Beclometasone Y 0
567 38 M Placebo Y 0
568 22 F Beclometasone Y 0
569 27 F Placebo Y 0
570 64 F Beclometasone N 2
571 25 F Placebo N 4
572 29 M Beclometasone N 2
574 53 F Beclometasone Y 0
575 36 M Beclometasone Y 0
576 38 F Placebo N 5
600 21 M Placebo Y 0
601 16 F Beclometasone N 1
602 29 M Placebo N 2
603 a7 F Beclometasone Y 0
604 21 F Placebo Y 0
605 23 F Beclometasone N 7
606 31 F Beclometasone Y 0
607 19 M Placebo N 7
608 33 M Placebo N 6
609 25 F Beclometasone N 1
610 39 F Placebo N 1
611 14 M Beclometasone N 1
612 59 F Beclometasone Y 0
613 20 M Placebo Y 0
614 27 M Placebo N 13




615 16 F Beclometasone Y 0
616 43 F Placebo Y 0
617 50 F Beclometasone Y 0
618 13 F Beclometasone Y 0
619 17 M Placebo Y 0
620 16 M Placebo Y 0
621 33 M Beclometasone Y 0
622 72 F Placebo Y 0
623 15 M Placebo Y 0
624 22 F Beclometasone Y 0
625 70 F Placebo Y 0
634 56 F Beclometasone N 1
635 39 M Placebo Y 0
636 30 F Beclometasone Y 0
637 65 M Placebo N 20
638 58 F Beclometasone Y 0
639 29 M Placebo N 17
640 19 F Placebo Y 0
641 15 M Beclometasone Y 0
642 31 M Placebo N 1
652 15 M Placebo Y 0
653 53 F Beclometasone Y 0
654 51 F Placebo Y 0
655 38 M Beclometasone Y 0




APPENDIX XX - LISTING OF THE PRIMARY ENDPOINT (WHEEZING OCCURRENCE
DURING THE 10DAY TREATMENT PERIOD) BY INDIVIDUAL SUBJECTS

Randomization AGSEL Fh_e N TIEEZINg Wheezing
code entry visit |Gender | Treatment inthelast 6 (Yes/No)
(months) months*

1 56 F B <1 No
2 34 F P >1 No
3 16 F P <1 No
4 70 F B <1 No
5 45 F B <1 No
6 24 M P <1 No
7 28 M B <1 No
8 48 M P >1 No
9 38 M B <1 No
10 57 M P <1 No
11 16 M B <1 No
12 12 F P <1 No
13 68 M P <1 No
14 36 M B <1 No
15 65 M B <1 No
16 36 M P >1 No
17 32 M B <1 No
18 27 M P <1 No
19 49 M P >1 Yes
20 28 M B <1 No
21 28 M P >1 Yes
22 65 M B >1 No
23 56 M B >1 No
24 29 M P >1 No
25 15 M B <1 No
26 14 M P >1 No
27 33 F P <1 No
28 49 M B <1 No
29 49 M B <1 Yes
30 64 M P <1 Yes
31 23 F B >1 No
32 22 F P <1 No
33 41 F B >1 No
34 60 F P >1 No
35 45 M B <1 No
49 36 M P >1 No
50 19 M B <1 No
51 19 M B <1 No
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625 70 F P <1 No
634 56 F B <1 No
635 39 M P <1 No
636 30 F B <1 No
637 65 M P <1 No
638 58 F B <1 No
639 29 M P <1 No
640 19 F P >1 No
641 15 M B >1 No
642 31 M P >1 No
652 15 M P <1 No
653 53 F B <1 No
654 51 F P <1 No
655 38 M B <1 No

* N. of wheezing episodes in the 6 months preceding the entry visit. B=Beclometasone, P=Placebo



APPENDIX XXI - DETAILSOF THE 75 CHILDREN WITH AN EXTRA VISIT (VISIT 1A) DURING THE EXPERIMENTAL

PHASE OF THE STUDY
ID_number .. . Rescie
(ranaomization Group | Gender Ageat theentry visit | Wheezing er_Jg _ Salb Beclo OCs
code) (months) score prescription | (Yes/No) | (Yes/No) (Yes/No)
(Yes/No)

4 B F 70 0 N N N N

6 P M 24 0 N N N N

7 B M 28 0 N N N N

9 B M 38 0 N N N N
12 P F 12 0 N N N N
14 B M 36 0 N N N N
16 P M 36 0 N N N N
19 P M 49 1 Y Y N N
21 P M 28 1 Y Y N N
29 B M 49 1 Y Y N N
52 P F 51 1 Y Y N N
54 B M 29 0 N N N N
74 P M 31 1 Y Y N N
98 B M 29 0 N N N N
101 P F 51 0 N N N N
103 P F 55 0 N N N N
104 B M 47 1 Y Y N N
112 B M 32 0 N N N N
113 B M 30 0 N N N N
114 P M 15 0 N N N N
122 B M 23 1 Y Y N N
124 B M 52 0 N N N N
128 P M 50 2 Y Y N N
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31

23
14
22
47

17
72
43
36
36

53
23
21

23
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29
31

25
27

16
17

421
426
452
453
454
491
493
494
496
497
513
519
521
552
557
559
600
602
606
609

614
615
619

Beclometasone, P=Placebo.

B
Salb

Salbutamol, Beclo=Beclometasone, OCS=Oral Corticosteroids (Prednisone, Betamethasone)



