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Abstract

Background

Chronic obstructive pulmonary disease (COPD) is a long term condition
characterised by progressive narrowing of the airways and premature ageing
of the lungs. By 2020, it is estimated to be the third biggest cause of death in
the UK, after heart disease and stroke. COPD imposes a large financial
burden on health services and is among the most costly diseases in the UK.
Inhalation therapies are central to the management of COPD; they include
pressurised metered dose inhalers (pMDIs), dry powder inhalers (DPIs), and
nebulisers. Although, findings from previous studies reveal suboptimal use
and a wide range of problems with inhaler handling among COPD patients,
very little is known about how and why problems arise. Therefore, the aim of
this study was to examine how older patients made decisions regarding the
use of inhalers especially when combination of inhalation devices were used
at home, how those decision and difficulties contributed to suboptimal

outcomes and treatment failures.

Method

A cross-sectional study design using semi-structured face to face interviews,
observations of inhalation device users, with patients in their own homes,
was conducted with 46 patients. Based on previous studies among patients
with respiratory diseases, it was anticipated that the sample of 60 patients
would enable us to achieve the study objectives and would be able to reach
saturation level, additionally, this sample size was achievable within the time
and resources of the study. Patients were recruited from Pinn Medical Centre
and identified by the staff through patients’ medical notes. All COPD patients,
registered at Pinn Medical Centre, and prescribed a combination of at least
two different inhalation devices were invited to participate. The practice
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population includes patients of different ages, duration and experience of
inhalation therapies, ethnicity and disease severity. The data were audio
recorded for verbatim transcription. Qualitative and quantitative analysis were
conducted using Nvivo and SPSS programme, respectively. The study was
approved by Newcastle & North Tyneside 2 Research Ethics Proportionate
Review Sub-Committee.

Results

46 patients have been interviewed. Male (N=24) and female (N=22), the
mean age was 77 years (63-100). Two-thirds of participants (N=31), 67%,
used a combination of both pMDIs and DPIs, 10 participants (22%), used a
combination of DPIs, three participants (7%) used three different kinds of
inhalation devices (pMDIs, DPIs, and nebulisers), whereas the least used
group was a combination of pMDIs with just two participants (4%). Differing
expectations of treatment (e.g. regarding immediacy and extent of response),
and preferences for different type of device were expressed. Treatment
failures were of concern to patients who had experienced multiple episodes
of exacerbation. The study identified factors which were potential contributors
to treatment failures. These included adherence decisions which were
influenced by their beliefs about inhalation therapies and concerns of side
effects, especially with the long term such as steroids, and willingness to use
devices in public. The study findings also revealed practical and technical
issues in manipulation and cleaning the inhalation devices especially with the

use of DPIs.

Discussion and Conclusion

Treatment failures are a major concern for COPD patients. Most patients
experienced problems with inhalation devices used at home. To improve

treatment, continuous education and follow up needs to be done for COPD
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patients in order to provide all the necessary assistance in the future tailored
to each patient who is at high risk of treatment failures and/or experiencing

problems.



Table of Contents

1 Chapter One: Literature review and background ..............ccccceeiiiiiiinnnn, 21
1.1 The rationale for conducting this study ...........cccccevriiiiiiiiiiniiieiiinns 21
11,1 WHY COPD?..ceee et 21
1.1.2 Why study the use of medication among COPD patients?....... 22
1.1.3 Why study the use of devices among USers? ...........ccccevevernnns 25
1.1.4 Why study the informal care provided for COPD patients? ...... 28

1.2 Definition of chronic obstructive pulmonary disease............cc.......... 31

1.3 Pathophysiology and aetiology of chronic obstructive pulmonary

(0 1K= L =T STPPPPPPUPPPPR 31
1.4 Classification of chronic obstructive pulmonary disease................. 33
1.5 Management of chronic obstructive pulmonary disease ................. 35
1.5.1 Pharmacological management............cccoeeeveeeiiiiiinnieeeeeiiiiinnnn 37
1.6 Inhalation devices used for the treatment of COPD........................ 41
1.7 The aerosol delivery SYStem .........coooviiiiiiiiiiiieeeee e 43
1.7.1 Pressurized metered dose inhalers (pMDIS) .......cccoeeeeeiivieiiinns 43
1.7.2  SPACEIS ..ttt e 47
1.7.3 Breath-actuated metered dose inhaler .............ccccooooiiiiiinnnnnn. 48
1.7.4  Dry powder iNNAlEIS .........ccoeeiiiiieeiie e e e 49
1.7.5 NeBUNSErs ..o 53

2 Chapter Two: Review of the literature regarding medications and

BVICES USE ...ttt ettt bbbttt e bbbttt e s et e ee e 56
2.1 MEENOUS ... ————- 56
2.1.1 Search strategy and eligibility criteria...........ccccceeeeeiiiiiiiieennnn. 56



2 N B T | 7= WY 0 10 | (o <Y YT 57
2.1.3 Process of data eXtraClioN ......c..veieiie e 58
2.2 RBSUIS et 58

2.2.1 Measures employed for data collection on medication-taking

DB AVIOUN .. e 60
2.2.2 Non-adherence rates among patients with COPD ................... 61
2.2.3 Patients’ identification as adherent/ non-adherent.................... 62

2.2.4 Factors contributing to medication use among COPD patients 62

2.2.5 Problems encountered with the use of inhalation devices in

regards to the inhalation technique...............ccooiiiiiiiii s 63
2.2.6  CheckKlists for the inhalation technique assessment................. 63
2.2.7 Definition of inadequate inhalation technique...........ccccccccccne.. 64

2.2.8 Deviations and problems encountered by COPD participants

when using their inhalation deVviCes ...........coovviiiiiiiiiii e, 65
P2 T I 1~ o B = [ o S REEPUPR 67
2 S O] o od 1] o] o S RRRUPP 68

3 Chapter Three: Preliminary fieldwork and discussion with Pinn Medical

CeNLre SEAT.... ettt e 70
3.1 The StUdY @IM ... 70
3.2  The study ODJECHIVES .......uveiiiiiiee e 70
3.3 Preliminary field work and discussion with Pinn Medical Centre..... 71

3.3.1 The aim of preliminary field Work.............ccoeviiiiiiiiiiin e, 71

3.3.2 Meeting with healthcare professionals at Pinn Medical Centre 72

3.3.3 The impact of the preliminary fieldwork on the development of

LTSS L0 o Y 72
4  Chapter Four: Research context and methodology .........c.ccevvvvvvvvnnnnnn. 74
4.1 The StUAY @M ...cooiee e 74



7 S (8 [0 V0 (=11 o | o [T 75
4.3 Rationale for the chosen methods .......coooveieeiei i 76

4.3.1 Rationale behind choosing mixed methods approach (Qualitative

and qQUANTILALIVE) .....coeeeeeeeeee e e 76

4.3.2 Rationale behind choosing face-to-face semi-structured

INTEIVIEW MEINOM. ... e e 78

4.3.3 Rationale behind choosing self-reported Morisky 8-items

medication adherence scale (MMAS) .........cooiiiiiiiiiiiiiii e, 83

4.3.4 Rationale behind choosing Beliefs about Medicines

Questionnaire (BMQ) .......oeuuuuuiiiieiee e et e e 87
4.3.5 DireCt 0DSErvatioN .........c.eeeveiiiiiiiiiiiiie e 89
Y (1 [0 V8= 1 1] o 92
4.5  Sampling Strat@gy .......uuuiiiiiieeiiieieeii e 93
4.5.1  INCIUSION CHEEIIA ..eeeeiiiiiiieeieeee e e 94

4.5.2 Sampling procedure and recruitment of participants from primary

(7= 1 (<Y * Lo

4.6 The interview topIC gUIAE ........cooiiiiiiiiiiiiie e 96
4.7 Permission to use the qUeSHIONNAITES .........cccuvveiiiiiieeeeiieeeieie e, 97
4.8 Ethical approval ... 97
4.9 Data COlIECHION .....cooeeieeeeeeee e 98
4.10  Data ProteClioN ........uuuueiiiiee e e e e 100
4.11  Use of computer SOftWare..........ccceeeeeeeieeeiiieiii e 100
4.12  Analysis and presentation of the interview data......................... 100

4.12.1  Transcription of the data .............ccccevvvvvviiiciin e 100

4.12.2  Thematic framework ..........ccccoocimmiiieeiiii e 101

4.12.3 Data management using a case- and theme-based

APPIOACKI . . e 103



4.12.4  The validity and reliability of the data.............ccoevvviiiiinnnne. 106

5 Chapter Five: Characteristics of participants, their disease and
MEAICINES ...ttt e e e e 112
5.1  RESPONSE TALE ...ceviiiiiiiieeite et et e e e e ees 112
5.2 Characteristics of the sample............viiiiiiiiic e, 113
5.3 Participants’ disease characteristiCS ..........ccccvvvvvvvvvviiiiieee i, 113
5.4 Characteristics of participants’ mediCines..........ccccceeveeeeeeerveeennnnnn. 115
5.4.1 Inhalation therapy.....cccccoeeeeiiiiiieeiies e e e eeaaen s 115
5.4.2  Inhalation deVICES.........cciiiiiiiiiiiiiiee e 116

5.5 Characteristics of the non-participants...............uuuviiiiineeeeeeiinnnnn. 118

6 Chapter Six: The use of inhalation devices by patients with COPD.... 120
6.1 A description of the inhalation devices..........ccccuvuiiiiiiinieiien. 120

7

6.2 Sequence of using the inhalation devices and the reason behind

CACKN SEOUEBNCE ...ttt et e e e et a e e e e e e e e e eeeaaneae 123
6.3 Comparing inhalation devices in terms of operation ..................... 125
6.4 Issues encountered by participants using inhalation devices........ 129
6.4.1 Pressurised metered dose inhalers............ccccoeeeeiiiiicnnee 129
6.4.2  SPACEI DEVICES ....ovviiiii it e a e s 132
6.4.3  NEDUISEIS ....ooeiiiiie e 135
6.4.4 Dry Powder Inhaler DeVICES.........ccevviiiieeiiiiiiiiii e e 139
6.5 Device handling ........cooouuuiiiiiiii 143
6.5.1 Issues with the Accuhaler devices:...........cccooiiiiiiiiiiiiiin e, 143
6.5.2 Problems with the Turbohaler device ..............ccooooiiiiiiiiien. 147
6.5.3 Problems with the Handihaler device ...............ccoooiiiiiiiiien. 150
6.6 Cleaning inhalation deviCes ..............uuuuiiiiiiiiii e, 158
Chapter Seven: The use of medicines in the management of COPD. 163

11



8

7.1 The use of multiple inhalation therapies by patients in the

management oOf their CONAITION .........cooviiiii i 163

7.2 Factors affecting patients’ decision to use the inhalation therapy . 168

7.2.1 The presence of SyMpPtOMS .........uuceeiiiieieiiiiiiiiii e 168
7.2.2 Actual/perceived effectiveness of medication.............cc.......... 170
7.2.3 Actual/perceived safety of medication...........cccceeeeeeeeeiveennnnnnn. 171
7.2.4 Embarrassment at using inhalers...........cccccccceeeeiiini e, 171
7.2.5 Medication regimen-related factors ..........cccccceeeeeieeeeeeeeeeceennn, 172
7.2.6  EMOLIONal diSrESS ......uvvviiieiiiiiiiiiiice e 172

7.3 Participants’ views and experiences regarding actual and perceived

efficacy and safety of the inhalation therapy .........cccoviviiiiiiin, 174
7.3.1 Perceptions regarding treatment efficacy ............cccceeeevverrinnnns 174
7.3.2 Perceptions regarding treatment safety.........cccccoeeeeeiiiveennnnnn. 182

7.4 Experience of COPD medication: alterations over time................. 187

7.5 Strategies in fostering appropriate medication use among COPD

QT2 V1= KPP USSRPPP 188
7.6 Participants’ beliefs about COPD mediCines.........ccccceeeeevvvvvevnnnee. 191
Chapter Eight: The care and services provided for patients with

8.1 The informal care provided for COPD participants with their

01210 1ol [T 195

8.2 The priorities and concerns for patients in the context of current and

potential future SErviCe ProViSION ...........ccceeeiivieeiiiiiiin e e e 199
8.2.1 Accessing healthcare ServiCes ..........cccccvvvvvriiiiiiiiiiieviiiinn, 199
8.2.2 Satisfaction with healthcare system and its service................ 199

8.2.3 Obtaining information, prescriptions and/or medicines about

MEdICINES AN TS SOUICES ... cn et ae s 201



8.2.4 Faith in healthcare professionals...........ccccevviiiiiiinieiiiiinn. 202

8.2.5 Patients’ participation in decision-making in regards to their

COPD MEAICINES ... e 203

9 Chapter Nine: General diSCUSSION ...........uuuuiiiiieieeeiiiiiieiieeeeeeeeeeeeeanannns 205
9.1 MethodologiCal ISSUES........ciiiiiieeiieieeeiiicr e e e 205
9.1.1 Sampling and reCruitment ..........ccccceeveeeeeeeiiiiiiee e 205
9.1.2 Response rate and participants’ characteristics...................... 206

9.2 Key findings of the StUdy..........ccooviiiiiiiiiiie e 207

9.2.1 The use of multiple inhalation devices used in combination by

COPD patients in the management of their condition. ........................ 207

9.2.2 COPD patients’ use of their medication and decision-making
regarding using the inhalation therapy, beliefs and perceived

effectiveness and safety of therapy. .......ccccooevviiiiiiiiiiiii s 210

9.2.3 The frequency and range of problems experienced by COPD
patients in technical aspects that may lead to suboptimal care or
treatment fallure...........eeiii i 217

9.24 The role of carers and the assistance with medicines that

PALIENTS FTECEIVE ... uuuuii i i e et ettt e e e e e e e e e e et e e e e e e eeeeeeeeannes 223

9.2.5 The priorities and concerns for patients in the context of current

and potential future Service ProviSion .........ccccceeevvveeeeiiiiiineeeeeeeeinn 224
9.3  Limitations Of the StUAY ........cooeeiiiiiiiiiiiiii e 225

9.4 Contribution to existing knowledge and implication for future
21SToT= T of o [PPSR 226

9.5 Considerations of the study results in regards to the current
010 101 228

9.6 Implication of the study findings and recommendations for practice

AN POLICY ..o a e e e e aaaaraan 231

10 Chapter Ten: The CONCIUSION.........uiiiiiiiiiii e 239



List of Tables

Table 1-1: Classification of airflow obstruction in COPD according to different

guidelines. Values shown are all FEV1%predicted and in all categories post

bronchodilator FEV1/ FVC<0.7. Source: NICE, 2010.........ccccvvviiiiiiinieeeeeeens 34
Table 1-2: Severity of COPD based on the Dyspnoea scale. Source: NICE,
122 0 O PR RRRPP 34

Table 1-3: Inhalation technique for standard and breath-actuated pMDIs ... 45
Tablel-4: Advantages and disadvantages of standard pMDIs. Adapted from:

Newman, 2005 and Taylor, 2013 ........coouuiiiiiieee e a7
Table 1-5: Advantages and disadvantages of breath-actuated pMDIs.
Adapted from: Berger et al., 2009 .........coouiiiiiiiiiii e 49
Table 1-6: Advantages and disadvantages of DPIs. Adapted from: Broeders
et Al., 2009 ... e 50
Table 1-7: Examples on the most used dry powder inhalers devices by
COPD participants in thisS StUAY .......ccoovieeeiiiiieeiiiiis e e e 51
Table 1-8: Jet NeDUIISErS. ... 53
Table 4-1: Summary of the used Methods ..., 76
Table 4-2: The coding themMES ......ccoiii i e 104
Table 5-1: Characteristics of the participants and participants’ disease (N=46)
................................................................................................................... 113
Table 5-2: The COPD medications prescribed for use by participants to
manage their condition (N=46)..........uuiiiiiiiiieiiiii e e e 115
Table 5-3: The number of participants who used each type of device (N=46)
................................................................................................................... 117
Table 5-4: Characteristics of non-participants to the participants............... 119
Table 6-1: Summary of inhaler characteristiCs..........ccccvvvviiiiiiei e, 121

Table 6-2: Participants who made at least one deviation (error) when using
INNAIALION AEVICES ...t 127
Table 6-3: Participants who made at least one deviation/error when using dry
POWAET INNAIETS......cciiieeee e e e e e e e e 127

Table 6-4: The number of mistakes made by participants per step............ 128

14



Table 6-5: Technical problems reported by COPD participants with the DPIs

................................................................................................................... 143
Table 6-6: Frequency of cleaning inhalation devices ............cccceeeevvvvevnnnee. 160
Table 6-7: Method of cleaning inhalation devices ...........ccccceeveeiieeevveeennnnnn. 161

Table 7-1: The most commonly reported adverse effects with the use of
INNAIALION tNEIAPY .. .o 184
Table 7-2: Mean scores and ranges of participants’ beliefs using BMQ-
SPECITIC SCAIES.....eeeeeieiiii e e e e e e e e e 192
Table 8-1: Types, frequencies, and percentages of assistance provided for
COPD partiCipants (N=14) ....cooiieiiiiiiiiiiee e eeeeeees 197
Table 8-2: Services accessed by COPD participants during the last year. 199

15



List of Figures

Figure 1-1: Step-care pharmacotherapy in COPD. Source: British National
Formulary (BNF), 2013, ... e 37
Figure 1-2: Inhalation devices currently available ..............cccccciin 42
Figure 1-3: Schematic of a typical standard pressurized metered-dose
inhaler. Source: Lavorini, 2013. .......oooiiiiiiiiiiiiiiieee e 43

Figure 1-4: Spacer devices prescribed for COPD participants. Source: Global

Initiative for Asthma (GINA), 2013, ... e 48
Figure 3-1: Methodological design employed for the main study. ................ 73
Figure 5-1. The percentage of participants who used different types of
inhalation devices in their home (N=46)...........oooiiiiiiiiii e 117
Figure 6-1: Ease of use and operation of the inhalation devices. .............. 137

Figure 6-2: Technical problems reported by participants with multiple-dose
VIS .ttt bttt it e e e s e 144
Figure 6-3: Technical problems reported by participants with the Handihaler,
SINGIE-00SE UEVICE ....uuiiiiii ettt e e e e e e e e e eeeaanne 152
Figure 7-1: The total adherence score of the MMAS scale..............cccc....... 166
Figure 7-2: Factors which affected patients’ decision to use their inhalation
L1 =1 2P 168
Figure 7-3: Percentage of participant’s responses to individual items of the 5-
items BMQ-specific necessity subscale ... 193
Figure 7-4: Percentage of participant’s responses to individual items of the 5-

items BMQ-specific concerns subscale ...............ouveiiiiiiiieeeciiiiieee e, 194

16



List of Appendices

Y 0] o L= T [ 252
APPENIX 2 ..t r e 256
Y o] o 1=] T [5G TP 262
Y o] o L= T [ 265
Y o] o L= T [5G 266
APPENIX B ettt 279
Y o] o 1= T [ G AT PPPTTTRR 283
Y o] o L= T [ S 284
Y o] o L= T [5G 286
Y o] o 1= T [ 0 TSP 287
Y o] o 1= T [ I TSP 288
APPENIX L2 it e e e e e 300
Y o] o L= T [ T U 302

17



ASH
ATS
BLF
BMQ
BNF
BTS
CFC
COPD
DH
DPI
ERS
FEV1
FEV1/ FVC
FVC
GOLD
HFA
ICS
LABA

LAMA

Abbreviations

Action on Smoking and Health

American Thoracic Society

British Lung Foundation

Beliefs about Medicines Questionnaire

British National Formulary

British Thoracic Society

Chlorofluorocarbon

Chronic Obstructive Pulmonary Disease
Department of Health

Dry Powder Inhaler

European Respiratory Society

Forced Expiratory Volume

Forced Expiratory Volume/ Forced Vital Capacity
Forced Vital Capacity

Global Initiative for Chronic Obstructive Lung Disease
Hydrofluoroalkane

Inhaled Corticosteroids

Long Acting [32-agonist

Long-acting Muscarinic Antagonist

18



MDI
MMAS
MRC
NHS
NICE
PEFR
PFTs
p-MDI
QOF
SABA
SAMA

WHO

Metered Dose Inhaler

Modified Morisky Adherence Scale
Medical Research Councll

National Health Service

National Institute for Health and Care Excellence
Peak Expiratory Flow Rate
Pulmonary Function Tests
Pressurized Metered Dose Inhaler
Quality and Outcomes Framework
Short Acting B2-agonist
Short-acting Muscarinic Antagonists

World Health Organization

19



List of Publications

(1) Alhomoud, F., Robertson, T., Smith, F.J., Taylor, K. (2013).
Successful strategies in fostering medication-taking among COPD
patients. International Journal of Clinical Pharmacy; 35 (6): 44.

(2) Alhomoud, F., Robertson, T., Taylor, K., Smith, F.J. (2013). The use
of multiple inhalation devices for chronic obstructive pulmonary
disease: a study of patients in primary care. International Journal of
Pharmacy Practice; 21 (Suppl 1): 32.

List of Presentations

(1) Alhomoud, F., Robertson, T., Taylor, K., Smith, F.J., Problems
experienced by patients in technical aspects of the operation, cleaning
and maintenance of inhaler equipment. Presented at UCL PhD
research day, London, United Kingdom, 4™ April, 2014.

List of Posters

(1) Alhomoud, F., Robertson, T., Smith, F.J., Taylor, K. (2013).
Successful strategies in fostering medication-taking among COPD
patients. Presented at 42" Annual conference of European Society of
Clinical Pharmacy (ESCP) symposium on clinical pharmacy, Prague,
Czech Republic, 16-18 October, 2013.

(2) Alhomoud, F., Robertson, T., Taylor, K., Smith, F.J. (2013). The use
of multiple inhalation devices for chronic obstructive pulmonary
disease: a study of older patients in primary care. Presented at 19"
Annual conference of Health Services Research and Pharmacy
Practice (HSRPP) symposium, Preston, United Kingdom, 9-10 May,
2013.

(3) Alhomoud, F., Robertson, T., Taylor, K., Smith, F.J. (2013). The use
of multiple inhalation devices for chronic obstructive pulmonary
disease: a study of patients in primary care. Presented at UCL PhD
research day, London, United Kingdom, 14" December, 2012.

(4) Alhomoud, F., Robertson, T., Taylor, K., Smith, F.J. (2013). The use
of multiple inhalation devices for chronic obstructive pulmonary
disease: a study of older patients in primary care. Presented at 6%
Saudi Scientific International Conference (SIC), London, United
Kingdom, 11-14 October, 2012.

20



Chapter 1 - Literature review and background

1 Chapter One: Literature review and background

This chapter outlines the process of developing and informing the research
questions and discusses the rationale for conducting this study among the
group of patients selected. It also provides an introduction to chronic
obstructive pulmonary disease (COPD) including its definition, classification

and management.

1.1 The rationale for conducting this study

1.1.1 Why COPD?

COPD is one of the most prevalent diseases in the world, and its prevalence
is increasing every year not only in the UK but also around the world. As
reported by the Quality and Outcomes Framework (QOF) (DH, 2010), in
England in 2008, 15.4 million people had a long-term condition, including
COPD which was the third most common after coronary heart disease and
diabetes. By 2020, COPD is estimated to be the third biggest cause of death
in the UK, after heart disease and stroke (Mannino et al., 2006; BTS, 2008).
In the UK, it has been estimated that there are about three million patients
with diagnosed COPD, plus a further half million who have the condition
without diagnosis (BLF, 2008). There are about 900,000 patients with
diagnosed COPD in England and Wales. After allowing for under-diagnosis,

the true number of individuals is likely to be about 1.5 million (BLF, 2008).

COPD imposes a large financial burden on health services and is among the
most costly diseases in the UK. COPD is the second largest cause of
emergency admission in the UK (Healthcare Commission, 2006), with one in
eight (130,000) acute adult medical admissions per year. It is estimated that

the direct cost of COPD is almost £500 million a year; more than half of this
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Chapter 1 - Literature review and background

cost relates to the provision of care in hospital (NICE, 2011). In addition,
COPD and other lung conditions cost business 24 million working days in
sick leave, while the indirect costs from lost productivity are £3.8 billion (DH,
2011).

Given the high prevalence of COPD and the healthcare costs, it was decided
to conduct this study among COPD patients in the UK to determine the
needs of this patient group, consider how to optimise their use of medicines,
and identify ways to reduce risks of treatment failures and financial costs to

the NHS due to unnecessary GP visits, hospital readmission and care.

1.1.2 Why study the use of medication among COPD patients?

Adherence to therapy is usually an important aspect of medication use,
specially the treatment of chronic conditions such as COPD (Chisholm-Burns
et al.,, 2003). The World Health Organisation (WHO) offers a definition of
adherence: "The extent to which a person’s behaviour taking medications,
following a diet, and/or execution of life style changes corresponds with
agreed recommendations from a health care provider” (WHO, 2008).
Medication non-adherence has been identified as a major public health
problem that imposes a considerable financial burden on healthcare services
(Vermeire et al., 2001). This burden has been estimated worldwide to cost
$100 billion each year (Vermeire et al., 2001). The WHO estimates that the
average non-adherence rate is 50% among those with chronic illnesses
including COPD (Chisholm-Burns et al., 2003). Non-adherence to inhalation
therapy was identified in more than 50% of COPD participants in seven
different studies (Melani et al., 2001; Boyter et al., 2005; George et al., 2005;
Mehuys et al., 2010; Trivedi et al., 2012; Huetsch et al., 2012; Cecere et al.,
2012). Among lung diseases, patients with COPD have significantly lower
adherence to treatment than asthmatic patients (James et al., 1985; Dolce et
al.,, 1991; Cochrane., 1992; Haupt et al., 2008). Strategies to improve
22
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adherence to inhalation therapy among patients (e.g. patient instruction and
education) have been shown to work among patients with asthma (Put et al.,
2003; Onyirimba et al., 2003), whereas, in COPD patients, these strategies
were less successful (Rand, 2005; Restrepo et al.,, 2008). Therefore,
adherence is a recognised problem among this group of patients, which may
lead to suboptimal outcomes and treatment failures.

Despite the sufficient evidence found in the literature supporting the fact that
medication taking among COPD patients was found to be suboptimal,
caution must be taken before drawing a conclusion due to the wide
differences in the estimated rate of non-adherence of COPD patients, which
range from 28% to 80% (see Chapter two: a review of the literature for more
details). This variation may be due to differences in patient populations,
definition of non-adherence, methods employed, disease status, or
respiratory conditions included in each study, as some studies included a
variety of lung diseases such as asthma and COPD (see Chapter two: a

review of the literature).

Non-adherence to medication remains an unresolved problem despite
decades of research, and is a factor resulting in suboptimal clinical outcomes
and poor disease control. Therefore, it was decided to study in detail whether
COPD patients are taking their inhaled drug regimens at home as directed or
not. If not, why they do not adhere, what beliefs they have about their
medicines which may affect medication taking. In addition, what problems
are faced by patients that may make them stop taking their medicines as

recommended, and how can this be resolved.
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What are the differences between this study and previous studies and
what are the gaps in the knowledge in regards to medication use?

The difference between this study and all other previous studies is that,
although all methods of adherence measurements have their advantages
and disadvantages (see Chapter two: a review of the literature), adherence in
these studies was evaluated mainly quantitatively, by measuring the amount
of medicine taken over a given time period (Van Grunsven et al., 2000;
Melani et al., 2001; Barta et al., 2002; Boyter et al., 2005; George et al.,
2005; Mehuys et al., 2010; Agh et al., 2011; Trivedi et al., 2012; Huetsch et
al., 2012; Cecere et al., 2012; Khdour et al., 2012); whilst this study is one of
very few studies that has measured and examined medicine taking and how
patients make decisions to use their inhalation therapy quantitatively and
qualitatively — quantitatively, to determine either adherence/non-adherence
behaviours to COPD medicines and qualitatively to examine patients’ health
decision-making processes and the reasons for these decisions, thereby
contributing answers to questions that were not clearly addressed by

quantitative data.

Almost all studies in adherence research among patients with COPD have
measured patients’ adherence using only one self-report questionnaire on
medication utilisation (Melani et al., 2001; Barta et al., 2002; George et al.,
2005; Mehuys et al., 2010; Agh et al., 2011; Cecere et al., 2012; Huetsch et
al.,, 2012; Khadour et al., 2012), whilst this study combined different
approaches, tools and methods to gather the data from different sources to
maximise the validity of the findings. These tools were the previously
validated self-report adherence measure (Morisky) and open/close-ended

guestions in regards to medication consumption.

One of the most striking reasons for the lack of progress in adherence

research is the absence of the patient’s perspective (Vermeire et al., 2001).
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Therefore, this study will examine the use of inhalation therapy from patients’
perspectives, which has been understudied in previous research (Vermeire
et al., 2001).

This study is unique in examining the relationship between using multiple
inhalation therapies of all medication classes and/or devices and medication
adherence and decision to use the therapy together, which will enable
examining patterns to different medication classes used within the same
patient. Studies that have examined adherence to inhaled medications have
been restricted to only one (van Grunsven et al., 2000) or three medications
(Cecere et al.,, 2012; Huetsch et al., 2012). Additionally, many previous
studies of medication adherence in COPD patients were performed prior to
the common use of long-acting medications, and included only short-acting
medications (Dolce et al., 1991, Rand et al., 1995; Turner et al., 1995;
Corden et al., 1997).

The potential benefits of this research into the use of medications

Examining how patients made decisions regarding the use of inhalers
especially when a combination of inhalation devices was used at home, and
how those decisions and difficulties contributed to suboptimal outcomes and
treatment failures will help in recognising that collaboration should occur
between healthcare professionals and patients to improve patients’ use of
their medicines in order to achieve optimal health outcomes and minimise the

number of treatment failures and healthcare costs.

1.1.3 Why study the use of devices among users?

In regards to the devices used by patients in their homes, the review of the

literature in Chapter two reveals that incorrect use of inhalation devices is
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very common among patients with COPD, being frequently associated with
the use of pressurised metered dose inhalers (pMDIs) and dry powder
inhalers (DPIs) (Lenney et al., 2000; Hesselink et al., 2001; Khassawneh et
al.,, 2008; De Moraes Souza et al., 2009; Rootmensen et al., 2010).
Suboptimal inhalation technique will lead to suboptimal drug delivery.
Therefore, users may receive lower benefits from their treatment, which may
result in the prescription of unnecessarily high doses and higher healthcare
costs. It has been estimated that $5 to $7 billion in the United States is
wasted every year because of inhaler misuse (Fink and Rubin, 2005). The
rate of incorrect inhalation technique with the use of inhalation devices
reported in five past studies ranged from 2.9% (Ho et al., 2004) to 94.2% in
previous studies (De Moraes Souza et al., 2009). The review reveals
suboptimal use and a wide range of problems with inhaler handling.
However, very little is known about how and why problems arise and what
practical and technical issues COPD patients faced when using multiple
inhalation devices in combination. Therefore, there is a need for more studies
to examine how patients practically use their inhalation devices and what are
the frequency and range of problems experienced by patients in terms of the
technical aspects of inhaler use, cleaning and maintenance of devices that

may lead to suboptimal care or treatment failure.

What are the differences between this study and previous studies and

what are the gaps in the knowledge in regards to devices’ use?

The majority of past studies (N=6) have assessed the inhalation technique
among patients with a number of lung diseases, including asthma and COPD
(Hesselink et al., 2001; Ho et al.,, 2004; De Moraes Souza et al., 2009;
Rootmensen et al., 2010; Hammerlein et al., 2011; Melani et al., 2011),
whereas this study is one of very few studies (N=3) that included only
patients with COPD, to focus on their problems and specific needs, which
may differ from those of patients with asthma (Lenney et al., 2000; Wilson et

al., 2007; Khassawneh et al., 2008). In addition, other past studies have
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included only one class of devices in the assessment process, i.e. pMDIs
only (Ho et al., 2004) or DPIs only (Wilson et al., 2007). This study included
all classes of inhalation devices, including nebulisers, which have not been

assessed previously in studies of COPD patients’ use of devices.

The decision to include only patients with COPD in the assessment process
in this study was because, despite the fact that both asthmatic and COPD
patients are prescribed multiple inhalation therapies to be used daily or when
required, the characteristics of COPD as a disease and its treatment differ.
For example, in asthma patients the airflow limitation is reversible with the
use of therapy, whereas this limitation is irreversible in COPD patients even
with the use of medication, which may affect patients’ use of their therapy.
Unlike COPD, asthma is episodic and is rarely a life-threatening disease.
These factors, including the nature of the disease and the treatment, were

found to influence patients’ use of inhalation therapy (Horne et al., 1999).

Previous studies have reported that incorrect inhalation technique was
common among both asthmatic and COPD patients. However, three
previous studies reported that COPD patients made or were more likely to
make more deviations from the recommended inhalation technique when
using their inhalers than those with asthma (Buckley, 1989; De Morales
Souza et al., 2009; Melany et al., 2011), and that up to 94% of inhalation
devices users with COPD used their devices incorrectly (De Moraes Souza
et al.,, 2009), which may result in suboptimal drug delivery and therefore

treatment failures.

Additionally, all previous studies have only measured the practical errors or
deviations made by COPD patients when performing the inhalation

technique, without paying attention to the technical issues experienced by
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users with the device itself (i.e., if there is a problem in the device itself or its
manufacture that may affect the drug delivery and therefore patients’ choices
and use). In addition, no study has been focused on examining inhalation
technique among patients with COPD using nebulisers. Previous studies
have considered only certain devices and included one aspect of
assessment, which is the inhalation technique. Since adequate disease
control relies on the appropriate use of the inhalation therapy or devices,
there is a need for more studies to examine how these patients practically

use their devices.

The potential benefits of this research into the use of devices

To our knowledge, this is the only study that has examined and described the
problems encountered by COPD participants with all aspects of the use of
multiple inhalation devices, including technical and practical issues of the
operation, cleaning and maintenance of inhaler equipment for all classes of
devices, including pMDIs, DPIs and nebulisers. By highlighting these issues,
which may affect patients’ use of their medicines, information will be
available which will help inform healthcare professionals in their support of
these patients in their use of such medicines at home, and therefore optimise

medicines’ use.

1.1.4 Why study the informal care provided for COPD patients?

Managing COPD can be complex because it usually occurs with other
chronic illness, each of which may require following pharmacological and
non-pharmacological recommendations (Pinto et al., 2007). In addition,
COPD mainly affects people over the age of 40 and becomes more common
with increasing age. The average age when it is formally diagnosed is around
67 years (Trivedi et al., 2012). This age can be associated with physical and
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functional limitations which may affect the use of medication among these
patients, suggesting an important role for carers.

The terminology used to refer to carers is unclear (Barnes et al., 2006). For
example, the phrase “family caregiver’” was coined by Houts, et al. (1996)
and refers to the people who provide some assistance or help at home for
patients and are not getting paid by any caregiving services (Houts et al.,
1996). In 2006, the Department of Health in the United Kingdom adopted and
employed the term ‘carer’ to distinguish between the formal care provided by
health and social care professionals and the informal care provided by family

members, friends and neighbours (DH, 2006).

The majority of care that is delivered to patients with chronic illnesses
including COPD has shifted from secondary care (e.g. hospitals) towards
patients’ homes, as a result of the trend towards community-based care
(Spence et al., 2008). Assets and Health Dynamics among the Oldest Old
(AHEAD) data suggest that most caregivers are family members (informal
carers) (72%) (Clipp and Steinhauser, 2003). The care value provided by
informal carers such as family members has been estimated to exceed the
cost of care from nursing homes and paid healthcare (Schreiner et al., 2006).
It is estimated by the Office of National Statistics that about five million
individuals are providing informal care in the UK (The Information Centre for
Health and Social Care, 2010).

In 2011, the Department of Health published a report entitled ‘An Outcomes
Strategy for People with Chronic Obstructive Pulmonary Disease and
Asthma in England’ to ensure that people with COPD receive safe and
effective care which reduces the disease progression and enhances their

independence (DH, 2011). However, the few existing studies that have
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examined the informal care provided for COPD patients have focused on
carer experiences and needs (Bergs 2002; Simpson and Rocker, 2008;
Spence et al., 2008; Caress et al., 2009), and have neglected the needs of
the patients and the important role of informal carers in disease
management. Therefore, the nature of informal support provided for COPD
patients with their medication in their homes remains understudied. There is
a need to know if COPD patients are getting the required help or assistance
with their medicines, and how the carer helps — in which activity or tasks and

how often.

The potential benefits of this research into the care provided for
patients with COPD

Understanding the range and extent of care provided by informal caregivers
in relation to the use of inhalation therapy at home is crucial to support and
empower carers to fulfil their roles, and to ensure the effective use of COPD

medication by patients.
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1.2 Definition of chronic obstructive pulmonary disease

Chronic obstructive pulmonary disease (COPD) is a long-term condition
characterised by progressive narrowing of the airways and premature aging
of the lungs. The obstruction of the airways may be partially reversible or
irreversible (BTS, 2008). The World Health Organisation (WHO) defines
COPD as “not a single disease but an umbrella term used to describe
chronic lung diseases that cause limitations in lung airflow, such as

emphysema and chronic bronchitis” (WHO, 2008).

Emphysema is characterised by destruction of the lung tissue, mainly air
sacs (alveoli). The smallest airways also narrow, lose their elasticity, and
tend to collapse during exhalation (Barnes, 2004; Porth, 2005). Chronic
bronchitis is an inflammation of the airways causing the glands that line the
airways to produce an excessive amount of thick mucus, which in turn
causes further obstruction of breathing. The result is often a chronic cough
that produces mucus or sputum and shortness of breath (Barnes, 2004,
Porth, 2005). The more familiar terms 'chronic bronchitis’ and 'emphysema’
are no longer officially used, but are now included within the COPD diagnosis
(WHO, 2008).

1.3 Pathophysiology and aetiology of chronic obstructive pulmonary
disease

The mechanisms involved in the pathogenesis of COPD usually are multiple

and include inflammation and fibrosis of the bronchial wall, hypertrophy of the

submucosal glands and hypersecretion of mucus, and loss of elastic lung

fibores and alveolar tissue. All these changes cause mismatching of

ventilation and perfusion. Destruction of the alveolar tissue decreases the

surface area for gas exchange and loss of elastic fibres, which normally
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provide traction and hold the airways open, impairs the expiratory flow rate,
increases air trapping, and predisposes to airway collapse (Barnes, 2004,
Porth, 2005).

Cigarette smoking is the most important etiological factor in the development
of COPD. Smoking is suggested to account for 90% of cases, and while
decline in lung function after the age of 35 is part of the aging process, the
decline is two times faster among ‘at risk’ smokers (Alhadad, 2011). In the
UK, smoking is attributed as the main cause of COPD in 87% of males and
84% of females (Smeltzer and Bare, 2010). Smoking depresses the activity
of scavenger cells and affects the respiratory tract's ciliary cleaning
mechanism, which keeps breathing passages free of inhaled irritants,
bacterial and other foreign matter. When smoking damages this cleaning
mechanism, airflow is obstructed and air becomes trapped behind the
obstruction. The alveoli greatly distend, diminishing lung capacity. Smoking
also irritates mucus glands, causing an increased accumulation of mucus,
which in turn produces more irritation, infection, and damage to the lung
(Smeltzer and Bare, 2010).

Although genetic factors have been suggested to play a role in developing
COPD among smokers, previous studies on these factors have not provided
full, clear explanations (Alhadad, 2011). The well-documented genetic risk
factor is deficiency of alpha-1 antitrypsin (A1AT) which is an enzyme inhibitor
that protects the lung parenchyma form injury. This deficiency of alpha-1
antitrypsin predisposes young people to rapid development of emphysema,

even if they do not smoke (Smeltzer and Bare, 2010).

Age and gender are other risk factors of COPD. The frequency of COPD

increases with age, with prevalence rates of 2% in men aged 45-65 years
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and 7% in men over 75. Men are more likely to be affected than women
(Smeltzer and Bare, 2010). The prevalence of COPD is 1.7% in men
compared to 1.4% in women. However, in some European countries there is
no gender difference in prevalence rates because these rates for women are
rising more rapidly than for men. This is in part related to the change in their
smoking habits and it also appears that women are more susceptible to
tobacco smoke. Women who smoke are estimated to be 13 times more likely
to develop COPD than a non-smoker (Smeltzer and Bare, 2010). Other risk

factors include: certain jobs with occupational risk factors and air pollution.

1.4 Classification of chronic obstructive pulmonary disease

This section describes the classifications of COPD based on disease
severity, in order to identify patients who were enrolled in this study as mild,
moderate, severe and very severe, based on the chosen classification from
the guidelines. The assessment of the severity is based on the FEV1 value
and has implications for therapy and prognosis.

In clinical practice, there are different classification methods used to
categorise the stages of COPD and its severity. Firstly, the severity of airflow
obstruction in COPD can be categorised according to the degree of reduction
in FEV1% predicted, which is defined as the maximum amount of air that can
be expired in one second following a full inspiration (NICE, 2010). However,
there is no international agreement in terms of classification of severity and
classifications and guidelines to follow are different between countries — for
instance the National Institute for Health and Care Excellence CG101 for
COPD, which is used in the UK (NICE, 2010), and the Global Initiative for
Chronic Obstructive Lung Disease (GOLD), which is used within Europe, and
the American Thoracic Society (ATS) and European Respiratory Society

(ERS) classifications, which are used in the USA and Europe respectively.
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The similarities and differences between the guidelines are shown in
Table 1-1.

Table 1-1: Classification of airflow obstruction in COPD according to different
guidelines. Values shown are all FEVi%predicted and in all categories post

bronchodilator FEV1/ FVC<0.7. Source: NICE, 2010
ATS/ERS GOLD NICE
{2004) {2013} {2070)
FEV:% Post-bronchodilator Severily of airflow obstruction
Predicted FEVwFVC
(The maximum amount of air (The percent valime of
that can be expired in 1 second | air that can be expired fn
Tedlowing a full inspiration) 1 sacond refative o the
maxhmm expiration )
= B0% =07 Stage 1 - Stage 1 -
il hiled™
50—Te% <0.7 hild Stage 2 — Stage 2 —
Moderate Modarate
A0-49% =0.7 Modarata Stage 3 - Staga 3 -
Severe Severe
< 30% < 0.7 Severe Stage 4 — Stage 4 —
Veary Very
savera™ sevara™

“With compatible symptoms or symptoms should present to diagnose COPD in people with mild
airfiow obstruction,
“0r when FEV < 50% with respiratory failure.

Another classification for the disease severity is the Dyspnoea scale, which is
a method of recording patients’ self-report of activities that cause them
breathlessness (see Table 1-2). The Dyspnoea scale is the most widely used
scale of activity limitation resulting from breathlessness, and was developed
by the Medical Research Council (MRC) (NICE, 2010). This particular tool is
graded from 1 to 5 and allows the patients to rate their breathlessness
according to the level of exertion required to induce their breathlessness
(NICE, 2010).

Table 1-2: Severity of COPD based on the Dyspnoea scale. Source: NICE, 2010

Severily | Score Degree of Breathlessness Related to Activities

Mone 1 Mol troubled with breathlessness except with strenuous exerclsa

Miid 2 Troubled by shortness of breath whan hurrying or walking up a
slight hill

Moderate | 3 Walks slowar than people of the same age dus 10 breathlessness
of has to stop for breath when walking at own pace on the level

Sovere 4 Stops for breath after walking approximately 100 meters or after
a few minutes en the level

Vary 5 Too breathless to leave the house or breathless when drassing or

| severa undressing
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The Dyspnoea scale is an easy tool to use and record but each grade is fairly
broad and may not be sensitive enough in some cases to measure the effect

of a treatment (Smeltzer and Bare, 2010).

In order to determine the severity of the disease of each participant enrolled
in this study, patients’ medical records in Pinn Medical Centre were accessed
to obtain this information (if specified, mild, moderate, severe and very
severe). If the disease severity was not specified by Pinn Medical Centre
staff, the FEV1% predicted or FEV1/FVC ratio were obtained, in order to
identify patients who were enrolled in this study as mild, moderate, severe
and very severe, based on the NICE guidelines classifications. The NICE
guidelines classifications were used in this study because the guidelines
were recently published in 2010 when the study was started in 2011, and the
guidance outlines recommended therapy for COPD within the National
Health Service (NHS) in the UK.

1.5 Management of chronic obstructive pulmonary disease

Despite the fact that COPD imposes a large financial burden on patients,
carers and healthcare system, it remains under-treated (BTS, 2008).
Although COPD cannot be cured, optimal disease management can provide
control of symptoms and slow the progression of the disease (Kaplan et al.,
2005; Rodriguez-Roisin et al.,, 2005). Effective disease management is
crucial to combat the huge impact of this condition on patients, carers and

healthcare system.

One of the objectives set out in the ‘Outcomes Strategy for Chronic

Obstructive Pulmonary Disease’ was to assure that safe and effective care is

35



Chapter 1 - Literature review and background

delivered to individuals with COPD, in order to reduce the progression of the
disease and encourage independence (DH, 2011). It is therefore advised in
the Outcomes Strategy to initiate treatment through evidence-based use of
pharmacological and non-pharmacological interventions that are tailored to
the patient’s choice and are often reviewed. In order to meet this goal;
implementing evidence-based guidelines on the effective management of
COPD is recommended. The National Institute for Health and Care
Excellence (NICE) in 2004 first issued clinical guidelines to treat patients with
COPD. These guidelines were reviewed and replaced with an updated
version (NICE, 2010). In 2010, the National Institute for Health and Care
Excellence (NICE) issued guidelines on the care and management for
patients with COPD. Pharmacological and non-pharmacological approaches
are recommended. The pharmacological strategy mainly consists of
bronchodilators and/or corticosteroids (Figure 1-1), whereas a non-
pharmacological strategy includes smoking cessation, influenza vaccinations,
oxygen therapy and pulmonary rehabilitation programmes. This study has
focused on the pharmacological strategy of managing COPD, as previous
studies have shown suboptimal use and a wide range of problems with
inhaler handling among COPD patients, and very little is known about how
and why such problems arise. Therefore, in this section the pharmacological
aspect of managing COPD will be discussed in detail to outline the therapies
available for the management of COPD, and the current policies and

guidelines implemented in the UK.
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Figure 1-1: Step-care pharmacotherapy in COPD. Source: British National Formulary

(BNF), 2013.

1.5.1 Pharmacological management

1.5.1.1 Bronchodilators

# Pt g 11 el e

Inhaled bronchodilators are the mainstay of treatment in COPD because they

reduce breathlessness and

improve exercise capacity (Clark, 2004;

Howland, 2006). They include short- and long-acting therapy, such as [32-

agonists and antimuscarinic agents. 32-agonists bind to the [B2-adrenoceptor

which is present in the cell membrane of a number of airway cells including

smooth muscle cells, causing relaxation of the airway smooth muscles

(Howland, 2006). Antimuscarinic agents are muscarinic receptors’ (e.g. M1

and Mzs) antagonist, which inhibit cholinergic reflex bronchoconstriction,
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causing bronchodilation. In addition, antimuscarinic agents reduce mucus

hypersecretion by inhibiting M3 receptors (Howland, 2006).

A. Short-acting inhaled bronchodilators

Short-acting bronchodilators are the most commonly used therapy for COPD
(NICE, 2010; BNF, 2013). Bronchodilators relax the muscles in the airways
(bronchioles), causing the airways to open and dilate. They include [2-
agonists (e.g. salbutamol and terbutaline), which have been the mainstay
bronchodilator agents used for the management of COPD, and anti-
cholinergic agents (e.g. ipratropium).

These drugs have a rapid onset of action (usually within five to 10 minutes)
and duration of action of three to four hours, and are given to be used when
needed for quick relief of symptoms. They can also be used before exercise
to increase exercise tolerance or to relieve breathlessness (Clark, 2004;
Howland, 2006; BNF, 2013).

Some older patients may become less responsive to [32-agonists and may
achieve better improvement with anti-cholinergic agents. Short-acting anti-
cholinergic agents have a slower onset of action (15-30 minutes) than short
acting B2-agonists (five minutes) but the results of most comparative studies
suggest that they are equally effective in achieving symptom relief (Clark,
2004; Howland, 2006; BNF, 2013). In addition, they are both well tolerated,
but may cause tremor of the hands or palpitations (rapid and irregular
heartbeat) (BNF, 2013).
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B. Long-acting bronchodilators

Long-acting bronchodilators have similar effects on lung function to those of
short-acting bronchodilators. However, they are more effective in maintaining
relief from breathlessness than short-acting bronchodilators; their effect
continues for 12 hours compared with up to four hours for the short-acting
agents. Long-acting agents reduce breathlessness and give better exercise
tolerance (Clark, 2004; Howland, 2006; Beier and Beeh, 2011; BNF, 2013).
They are recommended to be given to people with stable COPD who remain
breathless or have exacerbations (exacerbations often occur where there is a
rapid and sustained worsening of symptoms beyond normal day-to-day
variations) despite using short-acting bronchodilators as required (NICE,
2010). Patients should be also given long-acting beta agonists (LABAs:
formoterol or salmeterol) or long-acting muscarinic antagonists (LAMAS:
tiotropium) as maintenance therapy especially if the FEV1 > 50% predicted
(NICE, 2010). Long-acting bronchodilators are usually safe. However, some
adverse effects may emerge with the use of these therapies, including
palpitation, tremor, headache, muscle cramps and low potassium level in the
bloodstream, which are usually caused by LABAs, whereas dry mouth,
nausea, palpitation, headache and visual difficulties are caused by LAMAS
(BNF, 2013).

1.5.1.2 Inhaled steroids

Inhaled steroids (ICS) should be considered in those with more advanced
disease and repeated exacerbations (NICE, 2010). Although these therapies
do not have a big impact upon improving lung function or symptoms, they
may reduce the frequency of exacerbations. The most commonly used
inhaled steroids in COPD are beclometasone, budesonide and fluticasone
(BNF, 2013).
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Inhaled steroids can cause adverse effects to appear within the mouth and
throat such as oral thrush or alteration in voice quality (e.g. voice
hoarseness), which can be avoided by gargling or brushing the teeth after
using them or using a spacer device, which will be described later. In
addition, prolonged use of high doses of steroids may cause the skin bruising
and osteoporosis (BNF, 2013).

1.5.1.3 Inhaled combination therapies of LABAs and ICS

ICS should not generally be used alone in COPD; they are most often given
along with a LABA in a single inhaler. According to the NICE guidelines, the
addition of long-acting bronchodilators (LABA) to inhaled corticosteroids
(ICS) (in a combination inhaler) should be considered in people with COPD
who remain breathless or have exacerbations. Despite using SABAs as
required, patients should be given a combination therapy of LABA with an
ICS in one inhaler as maintenance therapy, especially if FEV1<50% is
predicted (NICE, 2010). Combined therapy may produce greater
improvements in exercise tolerance and a greater degree of bronchodilation
than either drug used separately (NICE, 2010). In addition, patients may find
this more convenient and adherence may be enhanced (Clark, 2004;
Howland, 2006).

1.5.1.4 Oral corticosteroids

The NICE guidance recommends that oral corticosteroids (e.g. prednisolone)
are only indicated for the treatment of exacerbations of COPD as they have
been found to reduce the severity and the duration of the episode (NICE,
2010). They should be considered in the following cases: firstly, in the
absence of significant contraindications, oral corticosteroids should be given
in addition to other therapies to all patients admitted to hospital with an

exacerbation, or in patients in the community who have an exacerbation with
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a significant increase in breathlessness which interferes with daily activities.
However, in these cases, the dose of oral corticosteroids should be kept as
low as possible and the therapy should be monitored for the development of
any side effects such as osteoporosis (NICE, 2010). Steroid tablets may be
prescribed for one or two weeks to deal with exacerbations and reduce
inflammation. They should not be used on a maintenance basis (Clark, 2004,
Howland, 2006; NICE, 2010).

1.6 Inhalation devices used for the treatment of COPD

Inhalation therapies are central to the management of COPD. A broad range
of inhaler devices is available in practice, generally categorised pressurised
metered dose inhalers (pMDIs), dry powder inhalers (DPIs), and nebulisers,
according to the method used for drug dispersion (see Figure 1-2).
Figure 1-2 includes inhalation devices which were most used by participants

in this study.
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Pressurised meterad Dry powder inhalers MNebulisers
dose inhalers (DPIs)
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Handihaler Accuhaler

Turbohaler

Figure 1-2: Inhalation devices currently available

The pMDI is the most commonly used and prescribed inhaler compared to
dry powder inhalers (DPIs) and nebulisers (Child et al., 2002; Chystyn et al.,
2003; Rees, 2005; Taylor, 2013). When choosing a suitable inhaler, a
patient’s ability to use a device should be assessed as it forms an important
factor which determining the choice (Barrons et al., 2011), as successful
disease management totally relies on the patient’s ability to use the
inhalation devices properly and efficiently (Lannefors, 2006). There is great
variation between the available inhalers in the design and functionality, each
of which has advantages and disadvantages, which are considered below.
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1.7 The aerosol delivery system

1.7.1 Pressurized metered dose inhalers (pMDIs)

The component parts of the pMDI

The standard pressurized metered-dose inhaler (Figure 1-3) is the most
commonly used device for delivering inhaled drugs, especially
bronchodilators (BNF, 2013; Taylor, 2013), and in 2002 approximately 500
million were produced and their production is increasing annually (Brown,
2002). pMDIs contain a drug that is either dissolved or suspended in a
propellant under pressure which is manually actuated (Beaucage and

Nesbitt, 2002). Therefore, a good inhalation technique is required.

Farmulation

Mctive drug

Compoments

Container

Propellants

Actuaton

s Cosolvents
e als

Melering
witlve

Actuator
noxzhe

Metering of Pressing the stem disconnects Diischarge of the dose
asingle dose the metering chamber from the metering chamber

4

Vitlye - 0 — '{L ; & |.-' Spray orifice
slem groove of l Valve 1 I_Z
=lem orifice | |k

g —

Figure 1-3: Schematic of a typical standard pressurized metered-dose inhaler. Source:
Lavorini, 2013.

The pMDI comprises several components, each of which is important to the
success of the whole device. These components are container, propellants,

drug formulation, metering valve, and actuator (Newman, 2005; Lavorini,
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2013). In pMDils, the drug is either dissolved or suspended in liquid
propellant(s) such as hydrofluoroalkanes (HFAsS) or chlorofluorocarbons
(CFCs), together with other excipients, liquid surfactants, and presented in a
pressurized canister fitted with a metering valve. A predetermined dose is
released as a spray on actuation of the metering valve. When released from
the canister, the formulation undergoes volume expansion in the passage
within the valve and forms a mixture of gas and liquid before discharge from
the orifice. The high-speed gas flow helps to break up the liquid into a fine
spray of droplets (Taylor, 2013). Table 1-3 gives more information about how

a pMDI device is operated and the optimal inhalation technique.
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Table 1-3: Inhalation technique for standard and breath-actuated pMDIs

Correct technique pMDI type Explanations and referances
1. Remaove the cap All Mone
2. Shake inhaler (the canister) well | Al Some formulations are in a suspension, and when nat In use, the particles within it separate or
betore use. settle. Therefore, it is very Important to shake before each use 1o ensure a homogeneous and
uniform dose. Some products which are in the form of soluions do nol require shaking
{Beaucage, 2002; Fink et al., 2005)
3. Afttach a spacer or valved holding | Only pMDls Mone
chamber (pMDI with spacer only) to | with a spacer
the pMD| or vaived
holding
chamber
4. Holds inhaler upright (p-MDIs), {p- | Al The device should be held upright to get an adequate dose (Beaucage, 2002) and prevent the
MDis with spacer); with index finger oropharyngeal drug disposition which may cause side-effects (Colombe, 2012}
on top and thumb on the bottom,
support the spacer with other hand.
5. Prepara the device according to the | Breath MNone
manufacturer's instructions actuated
phiDHs
6. Breath out before firing All MNone
7. Place mouthpiece/ or the spacer | All Mone
between teeth and close the lips
around It
B. Actuate while breathing in deeply | All Actuation before 1 second of inspiration decreases the inhaled mass and the drug deposition
and slowly, desp in the lungs. Similarly, actuation after the Inhalation can lead to exhalation of drug befors it
can enter the target airways (Fink, et al., 2005; Colombo, 2012). If a patient breathes in too
quickly, the drug will kit the back of the throat and mouth instead of reaching the airways due to a
tendency to impact in the upper girways.
8. Continue to inhale after firing. All Mone
10. Hold breath for about 5-10 seconds | All Breath holding increases the residence time of particles In the lungs, thus Increasing drug
deposition by means of sedimentation and ditfusion (Beaucage, 2002)
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Advantages and limitations of the conventional pMDIs

pMDIs have the practical benefits of small size, portability, convenience and
they are relatively inexpensive. In addition, pMDIs are multi-dose which
means that a dose is immediately available when required. A dose can be
delivered in a few seconds, unlike nebulisation therapy, which typically takes
several minutes to be inhaled. Since the inhaler is pressurized, the contents
are protected from the entry of both moisture and pathogens. These factors
provide powerful reasons why the pMDI has been successful for a long
period of time (Beaucage and Nesbitt, 2002; Newman, 2005; Karotkin, 2011).

Conversely, the limitations of pMDIs have also been recognised for decades.
One of the main disadvantages of the pMDIs is that the drug delivery is
highly dependent on the patient’s inhalation technique. Reports of pMDI
misuse are commonplace in the literature, and failure to co-ordinate or
synchronise actuation with inhalation is said to be the most common problem
patients have with the use of pMDIs, which can result in a very poor drug
delivery, leading to suboptimal outcomes (Giraud and Roche, 2002; Karotkin,
2011; Lavorini, 2013). Another problem with some pMDIs is that, even with
good inhalation technique, the drug disposition in the lungs from the pMDIs is
less than 20% of the dose, with most of the dose being deposited in the
oropharynx (Newman, 1991; Karotkin, 2011). High oropharyngeal deposition
of some medication can cause localised adverse effects (Newman, 1991;
Karotkin, 2011). See Tablel-4 for more information about the main

advantages and disadvantages of the pMDIs.

46



Chapter 1 - Literature review and background

Tablel-4: Advantages and disadvantages of standard pMDIs. Adapted from: Newman,
2005 and Taylor, 2013

Advantages Digadvantagas

Small. porlable, Loabliusivg Ciffiull o dgliver high doses

tAuick o Use Crug delivery highly dependent
Canvenisn” o good inhalsr echnigle

More than 100 dases cartaired Possible to get noe drag in lungs
Lsually inexpens ve with very bad techniguea

Fressurization of coqtents protects Most products have low lung deposition

against air moisture and micracrganisms
Mast products have high cre-pharyngeal
depositian

1.7.2 Spacers

Spacers are generally prescribed to enhance drug delivery from pMDls for
those who find it difficult to coordinate inhalation with actuation (Taylor,
2013). Spacers make the pMDIs easier to use, because both coordination
and ‘cold Freon’ problems (Freon is the registered trademark of CFCs, in
which the arrival of the cold propellant spray on the back of the throat causes
the patient to stop inhaling) are reduced. The dose of pMDI is discharged
directly into the reservoir prior to inhalation. This reduces the initial droplet
velocity, large droplets may be removed by impaction, and efficient propellant
evaporation occurs and the need for actuation/inhalation coordination is
removed (Taylor, 2013). Additionally, this may reduce adverse effects of
inhaled steroids such as oral thrush. The disadvantage of traditional spacers
is that they may be cumbersome due to their large volume, e.g. Volumatic®
and Nebuhaler®, although smaller, medium-volume spacers are now

available, e.g. Aerochamber Plus® (Taylor, 2013) (Figure 1-4).
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Habuhaler SPACEr; th
Mebuhaler spacer is pear-shaped
cormesponding to the shape of the
aerosol cloud emerging from the
pMDI.

Volumalic spacar; the
Volumatic spacer is symmetrical
in outline and shorter than the

MNebuhaler
z \_\ Aerochamber spacer: it has oval
shape, and lexible vet resilient
\ material.
)

/”f_,
5

Figure 1-4: Spacer devices prescribed for COPD participants. Source: Global Initiative
for Asthma (GINA), 2013.

1.7.3 Breath-actuated metered dose inhaler

These devices are alternatives to the standard pMDIs. They were introduced
to improve coordination of actuation of standard pMDIs with inhalation. They
are designed to actuate automatically as the patient inhales through them,
e.g. Autohaler and Easi-Breath (Newman, 2005; Karotkin, 2011; Grammer et
al., 2012).

The concept of a breath-actuated metered dose inhaler is good, because it
automatically releases the drug when a patient is inhaling, which resolves the

problem of patient coordination of actuation with inhalation (O’Callaghan and
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Wright, 2002). Patients seem to find breath-actuated MDIs easier to use than
standard pMDIs and may prefer them over other devices (Lenney et al.,

2000). This will be discussed in later chapters.

Advantages and limitations of breath-actuated pMDIs

Because some patients may have difficulty coordinating inhalation and
device actuation, breath-actuated pMDIs were developed to overcome this
problem. Table 1-5 gives more information about the advantages and
drawbacks of breath-actuated pMDIs (Berger, 2009).

Table 1-5: Advantages and disadvantages of breath-actuated pMDls. Adapted from:
Berger et al., 2009

Advantages Disadvaniages

Given for patients wko are Lnable to os&  Patients may incorectly stop nhalatian at actaat on.
standard pMMs cr coordinate inkalation

and actyation,

Way bo particularly usetul in the gldarly. Paticntz should b abc to porfarm a maximal
cxFalation “p lowed itk a slow inhalation.
Improves lung disposit on. cannot bo uscd with spacer dovicos

1.7.4 Dry powder inhalers

In the dry powder inhaler (DPI) system, the drug is inhaled as a cloud of fine
particles. The drug is either preloaded in an inhalation device or filled into
hard gelatine capsules or foil blister discs which are loaded into the device
prior to use. These devices are propellant-free and usually do not contain any
excipient, other than a carrier, which is usually lactose (Taylor, 2013). They
are breath-actuated, avoiding the problems of inhalation/actuation

coordination encountered with pMDIs (Taylor, 2013).
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Advantages and limitations of the dry powder inhalers

DPIs comprise both single and multi-dose models (Table 1-7). All currently
marketed DPIs are breath-actuated and no propellants are needed to
generate the aerosol (Smyth, 2003). In general, DPIs are very portable and
quick to use. In addition, spacers are not necessary with DPIs. Multi-dose
DPIs incorporate dose counters and are easier to use than pMDIs (Broeders
et al., 2009). Table 1-6 gives more information about the main advantages
and drawbacks of the DPIs. Table 1-7 demonstrates some examples of the
most used DPI devices by COPD participants in this study.

Table 1-6: Advantages and disadvantages of DPIs. Adapted from: Broeders et al., 2009

Advaniages Disadvantages

2mal and porshlo Noods maoderate to ~igh nspiratory flow roquired
Brealh-aclualed  svailable Tor most  Nols.ilable [ delivering larpe doses

substances and cacvenient {muli-dose

devices)

Lo ne: congin propellants, 3o lgss paticnt WMay ~of bo appropriato for cmergo-ey sit.atioss ard
co-o-dination reg.ired and usus ly highos ma-y patie~ts carnot usc -hem correet y (0.0, capsuls
lung depositio- than a phd0| handling problems fo- o dorly)

Shaorl realmenl Lime Mos, Ivpes are nisislure sensilive
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Table 1-7: Examples on the most used dry powder inhalers devices by COPD participants in this study

DPls The Accuhaler & The Turbohalerd The Handihaler®
Diagram of CLOSED thpiece
the device Hmwﬂ m:ﬂ

—— Attached cover channels

. Thumb grip

 Atached cover Inhalation channel
et coupdas One metened dode

, Thu Rotating dosing disk..
P Drug resenvoir
Air inlet

Dose
o releuse lever Turning grip —
The componenis of the Accuhaler; source: The components of the Turbohaler; source: The components of the Handihaler; source:
GlaxoSmithKline AstraZeneca Plizer

Description | A multi-dose DPI: it contains several singla | A mulii-dose DPI: it contains a bulk supply | A single-dose DPI in which sach dosa is loaded
doses which are individually sealed and | of drug from which individual doses are | before use. The singie-dose device contains the
discharged each time the device is actuated | released  with  each actuation, The | drug which s formulated as a micronised
without the need to manually replace spent | Turbohaler conlains the drug which s | powder in a lactose exciplent and Is suppliad in
cartridges or capsulas, The Accuhaler contains | located within this inhaler and is formulated | individual single-dose gefatine capsules which
the drug with additional lactose excipient. as a pellet of a soft aggregate of micronized | must be inserted into the inhaler before use.
drug which may be formulated with or
without lactose excipient.

'T:Irugs Ei“-agnnlsts and corticosteroids separately and EE-agnnlsls and corticosterolds separately | Antimuscarinic agents such as tiotropium,
available in combination. and in combination.
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Table 1-7 continued.

DPls The Accuhaler & The Turbohaler® The Handihaler®

Operation The Accuhaler device comprises 5 paris; the | The Turbohaler device comprises 4 parts; | The Handihaler device comprises difforent parts;

and loading covar that slides to open, a thump grip that | the cover, a coloured grip to load the dose, | the cover, mouthpiece, base, green piercing

the device uncovers the dose-release lever, the dose- | a mouthpiece and a dose counter. To load | button and cantre chambaer,
release lever, a mouthpiece and a dose | the device; unscrew the cap; twist the | Open the cover, Separate only one of the
counter. To load the device; hold the Accuhaler | colored grip of the Turbohaler; twist it all the | blisters from the blister card; then open the
at its base using one hand; put the thumb of | way back until it clicks and now it is ready to | blister; insert the capsule and close the
the other hand on the grip; open the Accuhaler | use (Taylor, 2013). mouthpiece firmly against the grey base until
by pushing the thumb grip around until it elicks; you hear a click; press the green piercing bulton
slide the lever untll it clicks (Taylor, 201 3). once until it is flat against the base, then release

(Taylor, 2013).
Inhalation = Haold inhaler in correct orientation. Held inhalar in correct origntation. = Held inhaler in correct orientation,
technigue « Breathe out away from the inhaler as Breathe out away from the inhaler. + Breathe out away from the inhaler.

gxhaling into the device will introduce
humidity Into the system, lsading to
obstruction, This is because of contact
between the powder and humidity, the
result being that subsequent doses will be
inexact or unobtainable. In addition, the
dose may be lost if insufficient breathing
rate was used (Beaucage et al., 2002).
Place the mouthpiece between the teeth
and close the lips around it,

Breathe in gquickly and deeply to create
turbulent flow to break up the particles
(Beaucage et al.. 2002).

Hold the breath for about 5-10 seconds.

= Place the mouthpiece between the
teeth and close the lips around it.

s Breathe in quickly and deeply.

= Hold the breath for about 5-10 seconds.

= Place the mouthpiece between the teeth and
close the lips around It

= Breathe in quickly and deeply.

= Hold the breath for about 5-10 seconds.
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1.7.5 Nebulisers

Nebulisers deliver relatively large volumes of drug solutions and suspensions
and are frequently used for drugs that cannot be conveniently formulated into
pMDIs or DPIs, or where the therapeutic dose is too large for delivery with
these alternative systems (Taylor, 2013). Nebulisers also have the advantage
over pMDI and DPI systems in that the drug may be inhaled during normal
tidal breathing through a mouthpiece or facemask, and thus they are useful
for patients who cannot use pMDIs or DPIs (Murphy, 2007). Although there
are different types of nebulisers, including jet, ultrasonic and mesh
nebulisers, this study has been focused only on the Jet nebuliser, as
participants in this study used only this type. Therefore, it will be discussed in
greater detail in this chapter. Table 1-8 gives information about jet nebulisers.

Table 1-8: Jet nebulisers.

Nebistsar Jet retulissr

Diagram of the E
device o _.. P .ul-m-

(TR A el R T B

ol
ar

del nehifiser. Boueen: Lavorini. 3013

Description Jut netalgers ust compressad gas falr o ceygant rom a compressed ges oinger, hogplal G-ing o eleciical comprasior 1o convert 8 kguid (Lsualy
an afuaols solullon] o 3 tpray [Tavor, 2013, }
Drugs avnilable | Brenchodialon, corticostersds and srfibiolics

Operation and | The |1 of high-velacky gas Is passed BFrough a narmow Yandun nozze. An aras of negaive pressure. whers he & |8 emenges, causes lquid fo be drasn |
!miw the up & besd (ube from & Muid reseriol, Liguld émarges as fing Slaments, which collapss imo dropiets as a resul of surface tension (Tido, 2013)

2]
Inhgiatan +  Plaoe the netuiser on & steady borzomial surfice. To comply wifh e menufactires's instucions and ansure roiong fie e span and preven: &
lechrigua from fling and breaing
v Aespmble the nebulser apparatus and plug i poes sorae,

+  Plans medicing In e speciid dose in the nebulser chamber (he medication (ack) and clen &

« \sng adiuent or mo'e tham one nebede B $e same nebulser chamer, ¥ required. Most of the frequendy preserbed nepulized scheions are
compathia and thersfane can ba mized togsther i the nabuliser cup 88 brg 25 e racommendsd capacly ol the rebulissr utad is ol engeeded
Examples of compatiole solidons inchide satbutamel, pralropilem bromids, and budesonids (Beaucage 8 28, 2002,

Aitlzch the bop portion ol nebidier chamber ko mouthpiece o bo mask.

Connadl tha boltom of rebuliger chamiber with futing o the #r compressoe

Plega mask over fzog o mouthpieca in jo mouth. Masks should Al properly %0 prevant loss of medicafion (Beaucage =1 2l., 2002}

Tum ot the compressar,

St upright, To ensuse madmum deug dairfbulon wihin Be Legs s rduee the guartly of medication (al & dopesind within o nese and uppes
dirwiys |Baaucage &l al. 2007,

Brealha frough tha #culh.

v Compiete the emiment o en off e compeessar. The treatment duration tor & gingl dosa of medication is aporsmaisly 10 minutes whereas

mudigi medicatons may 3 up o 20 misutes to administor (Beautage o 8., 2002

= 8 5 8 ®

®
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Advantages and limitations of the nebulisers

When comparing nebulisers to pMDIs and DPIs, the nebulisers offer some
advantages including: they are independent of patient inhalation technique.
Thus, they are generally recommended for use by elderly patients who are
unable to use hand-held devices correctly and in case of emergency with
confused patients (Boe et al., 2001; Murphy, 2007). In addition, COPD
patients who are too ill will be able to self-administer drug therapy via a
nebuliser. Moreover, nebulisation delivery system is still the preferred
administration route in some situations. According to the Nebuliser Project
Group of the British Thoracic Society Standards of Care Committee and the
Quebec Pharmacology Advisory Board (Boe et al., 2001; Beaucage and
Nesbitt, 2002; Murphy, 2007), nebulisers are indicated for the following

circumstances:

For those patients who are unable to use other types of inhalation
devices, for example, those who suffer from physical or cognitive
deficits.

In hospital settings for severe dyspnoea and when high doses of
medication must be administered.

Nebulisers can administer other drugs such as antibiotics which are
not available in other inhalers.

Despite their advantages, nebulisers have some drawbacks including:
nebulisation therapy is more expensive than treatment with hand-held
devices. Other disadvantages include: high maintenance of the nebuliser
device is required; it is a time-consuming process; nebulisers are usually
noisy, depend on outside power sources (electricity), and are less portable
than pMDIs and DPIs (Boe, et al., 2001; Murphy, 2007).

To summarise, this chapter has provided information about the background
and literature review of COPD which was done to build up the case for

conducting this study. It has defined the disease and illustrated the type of

54



Chapter 1 - Literature review and background

medications’ devices available for the management of COPD to help the
reader later on to understand the outcomes and the issues that have
emerged in this study. However, this was not sufficient. Therefore, the
researcher decided to conduct a review aiming to identify and select the
research evidence and provide a basis to refine the research objectives.
Another reason for conducting a review is that the identified articles and
evidence may allow the researcher to establish a theoretical framework in
relation to what has been done in this area, and help her in designing the
methodology of the study and in the selection of research tools which will be

used to meet the study objectives.
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2 Chapter Two: Review of the literature regarding

medications and devices use

The aim of this chapter is to review the research into how COPD patients use
inhalation devices to manage their disease in the context of their daily lives.
The objectives were, firstly, to establish the extent to which COPD patients’
behaviour regarding adherence to inhalation therapy has been studied and
review evidence regarding how they make decisions about the use; and,
secondly, to identify all research evidence relevant to problems COPD
patients have with inhalation devices in the operation, cleaning and
maintenance of inhaler equipment and to identify behaviours which may lead

to treatment failures or exacerbations.

2.1 Methods

2.1.1 Search strategy and eligibility criteria

The articles were selected through their titles and abstracts by the
researcher. The criteria for relevant studies were: (1) patients with COPD;
using multiple inhalation devices; in primary care; (2) studies reported in the
English language. The inclusion criteria were generated in order to achieve
the aim of the review and to help the researcher to determine the most
appropriate articles to best address the review questions. Therefore, only
articles that addressed the review questions and met the inclusion criteria

were included.

The review commenced with three main keywords/phrases: ‘chronic
obstructive pulmonary disease’, ‘inhalation devices’, and ‘adherence’ (or)
‘COPD’ (or) ‘inhalation technique’ (or) factors. Lists of search terms
associated with each keyword were generated from MeSH (medical subject

heading) terms in PubMed and term mapping database in Embase (Ovid), to
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provide a consistent way to retrieve information that may use different
terminology for the same concept, for instance ‘chronic obstructive
pulmonary disease’ and/or ‘COPD’ and/or ‘bronchitis’. ldentifying COPD
studies was challenging due to different terms used to describe COPD.
Moreover, some studies described the use of respiratory medicines for a mix
of respiratory diseases including COPD and asthma in the same study, which
makes the analysis and data extraction challenging. As a result, the first
attempt was to identify suitable search terminologies; therefore, a number of
terms were required for searching, including: ‘chronic obstructive pulmonary
disease’, ‘COPD’, ‘bronchitis’, ‘emphysema’, ‘inhalation devices’, ‘puffer’,
‘pressurised metered dose inhaler’, ‘pMDI’, ‘dry powder inhaler’, ‘DPI,
‘nebuliser’, and ‘vaporiser’. Keywords not listed as MeSH or Map Terms were
searched as phrases using the free text search mode. To ensure a scientific

evidence base this review includes only peer reviewed journal articles.

2.1.2 Data sources

Electronic databases of PubMed (Medline), Embase (Ovid) and International
Pharmaceutical Abstract (Ovid) were conducted for the period from 2000 to
2013, as this period witnessed the introduction of many therapeutic agents
and higher technological devices for inhalation therapy, especially with the
introduction of the patient-friendly devices DPIs. In addition, there was a
systematic review published in 2001 by Brocklebank, comparing the
effectiveness of inhaler devices in asthma and chronic obstructive airways
disease. Therefore, the researcher decided to take this review further to find
out how COPD patients and their behaviours have changed with regard to
their use of their medicines or devices since that review (Brocklebank et al.,
2001). The selected databases are large multidisciplinary bibliographic and
citation databases with extensive journal coverage especially in behavioural

medicine and modern respiratory treatment, including inhalational therapies.
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2.1.3 Process of data extraction

Electronic databases were searched and duplicate articles were removed. All
articles were reviewed manually by title, abstract and/or full-text for
relevance. The reference lists of retrieved articles were manually examined
for further applicable studies. Full text manuscripts were retrieved either
electronically or as hard copy for assessment. Information was extracted into
a proforma which included: primary author name and date of publication,
country of the study, study settings, sample, methods employed, measures
used and results. Studies of medication-taking behaviours of multiple
inhalation therapy and the technical aspects of operation of the inhalation
devices studies among COPD patients are attached as Appendix 1 and

Appendix 2 respectively.

2.2 Results

The electronic database search retrieved a total of 326 articles of which 29
were duplicates. Screening of titles, abstracts and/or full texts for the
remaining 297 identified that 19 were related to the review questions. A hand
search of retrieved articles from the electronic database and journals led to
identification of a further four articles. Therefore, a total of 23 studies were
included in this review. Of those, 12 studies examined patients’ behaviour
regarding adherence to inhalation therapy (Van Grunsven et al., 2000; Melani
et al., 2001; Barta et al., 2002; Boyter et al., 2005; George et al., 2005;
George et al.,, 2006; Mehuys et al., 2010; Agh et al.,, 2011; Trivedi et al.,
2012; Huetsch et al., 2012; Cecere et al.,, 2012; Khdour et al.,, 2012)
(Appendix 1). Eleven studies examined the aspects of operation of inhalation
devices and showed the frequency and range of problems experienced by
COPD patients when using their inhalation devices (Lenney et al., 2000;
Hesselink et al., 2001; Molimard, et al., 2003; Ho et al., 2004; Sestini et al.,
2006; Wilson et al., 2007; Khassawneh et al., 2008; De Moraes Souza et al.,
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2009; Rootmensen et al., 2010; Melani et al., 2011; Hammerlein et al., 2011)
(Appendix 2).

These studies were mostly based in outpatient clinics (N=11) (Lenney et al.,
2000; Hesselink et al., 2001; George et al., 2005; Khassawneh et al., 2008;
De Moraes Souza et al., 2009; Rootmensen et al., 2010; Agh et al., 2011,
Melani et al., 2011; Huetsch et al., 2012; Cecere et al., 2012; Khdour et al.,
2012), and patients’ home (N=6) (Van Grunsven et al., 2000; Melani et al.,
2001; Barta et al., 2002; Boyter et al., 2005; George et al., 2006; Sestini et
al., 2006). Others were based in community pharmacies (N=3) (Mehuys et
al., 2010; Trivedi et al., 2012; Hammerlein et al., 2012). Most of these studies
were conducted in Europe, especially the UK (N=6) (Lenney et al., 2000;
Barta et al., 2002; Ho et al., 2004; Boyter et al., 2005; Wilson et al., 2007;
Khdour et al., 2012), followed by Italy (N=3) (Melani et al., 2001; Sestini et
al., 2006; Melani et al., 2011), and the Netherlands (N=2) (Van Grunsven et
al., 2000; Rootmensen et al., 2010), Belgium (N=1) (Mehuys et al., 2010),
Hungary (N=1) (Agh et al., 2011), France (N=1) (Hesselink et al., 2001),
Germany (N=1) (Hammerlein et al., 2011), the USA (N=3) (Cecere et al.,
2012; Huetsch et al., 2012; Trivedi et al., 2012), Australia (N=2) (George et
al., 2005; George et al., 2006), Brazil (N=1) (De Moraes Souza et al., 2009)
and Jordan (N=1) (Khassawneh et al., 2008). The majority of studies that
measured and examined medication-taking behaviours were conducted
among patients with COPD alone (N=10) (Melani et al., 2001; Barta et al.,
2002; Boyter et al., 2005; George et al., 2006; Mehuys et al., 2010; Agh et
al., 2011; Cecere et al., 2012; Huetsch et al., 2012; Khdour et al., 2012;
Trivedi et al., 2012), or a mix of lung diseases including COPD, asthma,
bronchiectasis and other lung conditions (N=2) (Van Grunsven et al., 2000;
George et al., 2005). The studies that examined the aspects of operation of
inhalation devices and identified the frequency and range of problems
experienced in their use were conducted mostly among patients with asthma
and COPD (N=8) (Hesselink et al., 2001; Molimard et al., 2003; Ho et al.,
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2004; Sestini et al., 2006; De Moraes Souza et al., 2009; Rootmensen et al.,
2010; Hammerlein et al., 2011; Melani et al., 2011), or COPD only (N=3)
(Lenney et al., 2000; Wilson et al., 2007; Khassawneh et al., 2008).

2.2.1 Measures employed for data collection on medication-taking
behaviour

Adherence among COPD patients has been found to be suboptimal.
However, caution must be taken before drawing conclusions due to the wide
variation in the estimated rates of non-adherence reported in previous
studies, which ranged from 28% (Van Grunsven et al., 2000) to 80%
(Huetsch et al., 2012). As a result, treatment failures were a major concern
for patients with COPD. However, this variation regarding the rate of non-
adherence could be due to the differences in patient populations, definition of
non-adherence, methods employed, disease status, or respiratory conditions
included in each study, as some studies included a variety of lung diseases
such as asthma and COPD.

The majority of research that has investigated medication-taking behaviours
(adherence) among COPD patients has employed quantitative approaches
(N=11) (Van Grunsven et al., 2000; Melani et al., 2001; Barta et al., 2002;
Boyter et al., 2005; George et al., 2005; Mehuys et al., 2010; Agh et al.,
2011; Trivedi et al., 2012; Huetsch et al., 2012; Cecere et al., 2012; Khdour
et al., 2012), by measuring the amount of medicine taken over a given time
period. There is a paucity of qualitative studies (N=1) that have investigated
patients’ adherence to their COPD medications; they have done so by
considering variables such as adherence decisions which were influenced by
patients’ beliefs about inhalation therapies and concerns of side effects
(George et al., 2006).
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There are a number of ways to measure adherence among patients with
COPD, and each method has its strengths and limitations. Most studies
focused on assessing medication adherence using self-report questionnaires
on medication utilisation (Melani et al., 2001; Barta et al., 2002; Boyter et al.,
2005; George et al., 2005; Agh et al, 2011; Khdour et al., 2012); others used
prescription refill rate by reference to pharmacy records of dispensed
prescription or manual recording of collected prescriptions (Mehuys et al.,
2010; Cecere et al.,, 2012; Huetsch et al., 2012; Trivedi et al., 2012). One
study used a semi-structured questionnaire (George et al., 2006) to explore
factors associated with adherence from COPD patients’ perspectives. To
measure the adherence, these studies included either multiple COPD
medications (Van Grunsven et al., 2000; Melani et al., 2001; Barta et al.,
2002; Boyter et al., 2005; George et al., 2005; George et al., 2006; Mehuys
et al., 2010; Agh et al., 2011; Khdour et al., 2012), or certain drugs such as
long-acting beta-agonists (Trivedi et al., 2012; Huetsch et al., 2012; Cecere
et al., 2012), corticosteroids (Huetsch et al., 2012; Cecere et al., 2012), or
ipratropium bromide (Huetsch et al., 2012).

The most commonly used self-report methods to measure the COPD
medication adherence were the Morisky scale (Agh et al., 2011; Khdour et
al., 2012) and the Medication Adherence Rating Scale (MARS) (George et
al., 2005), which are well-validated tools used widely for all chronic conditions
including COPD (see Chapter four for more information about the strengths

and weaknesses of different approaches and methods).

2.2.2 Non-adherence rates among patients with COPD

Previous reports have identified non-adherence to inhalation therapy in more

than 50% of COPD participants in seven different studies (Melani et al.,

2001; Boyter et al., 2005; George et al., 2005; Mehuys et al., 2010; Trivedi et

al., 2012; Huetsch et al., 2012; Cecere et al., 2012), whereas four studies
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reported adherence at >50% of the sample (Van Grunsven et al., 2000; Barta
et al., 2002; Agh et al.,, 2011; Khdour et al., 2012). As a result, treatment
failures might be a concern for patients with COPD.

2.2.3 Patients’ identification as adherent/ non-adherent

Three studies defined adherence to COPD medication as taking 80% of
doses as prescribed (Appendix 1) (Trivedi et al., 2012; Huetsch et al., 2012;
Cecere et al., 2012). Another method was based on the definition used by
previously validated questionnaires such as 4-item Morisky (patients scoring
3 or above were classified as ‘adherent’) (Agh et al., 2011; Khdour et al.,
2012), or the MARS score (a score of 25 indicates perfect adherence)
(George et al., 2005).

2.2.4 Factors contributing to medication use among COPD patients

The use of inhalation therapy was found to be influenced by patients’
decision, which in turn was guided by many factors. The most frequently
reported factors that influenced the use of medicines among COPD patients
were actual and perceived efficacy and safety of the inhalation therapy (Barta
et al., 2002; George et al., 2005; Huetsch et al., 2012; Cecere et al., 2012;
Khdour et al., 2012), socio-demographic factors, including age (Mehuys et
al., 2010; Agh et al., 2011; Trivedi et al., 2012; Huetsch et al., 2012; Cecere
et al., 2012), educational level (Cecere et al., 2012), and ethnicity (Cecere et
al., 2012), in addition to the complexity of drug regimen (George et al., 2006;
Mehuys et al., 2010; Agh et al., 2011; Cecere et al., 2012). Other reported
factors include: smoking status (Agh et al., 2011; Cecere et al., 2012; Khdour
et al., 2012); disease severity (Huetsch et al.,, 2012; Cecere et al., 2012;
Khdour et al., 2012); presence of other co-morbidities (Huetsch et al., 2012,
Khdour et al., 2012); running out of medications (George et al., 2006);
forgetfulness (Melani et al., 2001); and presence of symptoms (Barta et al.,

2002; Cecere et al., 2012); in addition to social supports (Trivedi et al., 2012).
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All these factors were found to have an influence on patients’ decisions on
not to use the inhalation therapy, which might put patients with COPD at risk

of treatment failures.

2.2.5 Problems encountered with the use of inhalation devices in
regards to the inhalation technique

Eleven studies were found in the literature examining and identifying the
frequency and range of problems experienced by COPD patients in terms of
operation of the inhalation devices and performing the inhalation technique,
including: pMDIs alone or with large-volume spacers (Ho et al., 2004), DPIs
alone including Accuhaler, Turbohaler, Handihaler, and Aerolizer (Wilson et
al., 2007), or a combination of both pMDIs and DPIs (Lenney et al., 2000;
Hesselink et al., 2001; Sestini et al., 2006; Khassawneh et al., 2008; De
Moraes Souza et al., 2009; Rootmensen et al., 2010; Melani et al., 2011;
Hammerlein et al., 2011). In all studies, COPD patients were found to be
using a combination of inhalation devices either from the same class (Ho et
al., 2004; Wilson et al., 2007), or different classes (Lenney et al., 2000;
Hesselink et al., 2001; Sestini et al., 2006; Khassawneh et al., 2008; De
Moraes Souza et al., 2009; Rootmensen et al., 2010; Melani et al., 2011;
Hammerlein et al.,, 2011). These devices were commonly used to deliver
mainly the following: salbutamol by pMDlIs, salmeterol/fluticasone by
Accuhalers; terbutaline and formoterol/budesonide by Turbohalers;
salbutamol, salmeterol/beclometasone or fluticasone by Accuhaler;
formoterol by Aerolizer and tiotropium by Handihaler.

2.2.6 Checklists for the inhalation technique assessment

Most previous studies have adopted checklists for the inhalation technique
assessment among COPD patients. They have been based on previously
published checklists or by using checklists given by pharmaceutical
companies or medical leaflets (Lenney et al.,, 2000; Molimard, et al.,
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2003;Sestini et al., 2006; Wilson et al., 2007), or previously published criteria
by Newman checklist, 2005 (Melani et al., 2011), or Van der Palen and
Beerendonk checklists in 1995 and 1998 (Rootmensen et al., 2010), or Plaza
et al., 1998; Steier et al., 2003; Molimard et al., 2003; Muchéo et al., 2008
(De Moraes Souza et al., 2009), or Connolly, 1995 (Ho et al., 2004). Two
other studies developed their own checklists, based on information from the
drug information centre of the German Association of Pharmacists
(Hammerlein et al., 2011), or the Dutch Asthma Foundation (Hesselink et al.,
2001).

2.2.7 Definition of inadequate inhalation technique

The majority of studies (N=9/11) defined the essential steps for optimal
delivery of the active drug into the lungs for each device. When one or more
deviations were made regarding these essential steps, the inhalation
technique was defined as inadequate or incorrect, potentially resulting in
suboptimal drug delivery to the lungs (Lenney et al., 2000; Hesselink et al.,
2001; Molimard, et al., 2003; Ho et al., 2004; Sestini et al., 2006; Wilson et
al., 2007; Khassawneh et al., 2008; Rootmensen et al., 2010; Melani et al.,
2011). Despite the importance of defining the adequate inhalation technique,
past studies have not used validated instruments when assessing the
inhalation technique. Only one study (Rootmensen et al., 2010) used a
validated scoring method, which involved viewing and assessing a video-
recorded inhalation demonstration by participants using device-specific
checklists and mutually agreed scoring rules by raters. Many past studies
have assessed inhalation technigue among patients with a number of lung
diseases including asthma and COPD (Hesselink et al.,, 2001; Ho et al.,
2003; De Moraes Souza et al., 2009; Rootmensen et al., 2010; Hammerlein
et al., 2011; Melani et al., 2011). Two of those have shown that COPD
patients made or were more likely to make more deviations from the
recommended inhalation technique when using their inhalers than those with
asthma (De Moraes Souza et al., 2009; Melani et al., 2011). Some other past
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studies have included only one class of device in the assessment process,
such as pMDiIs only (Ho et al., 2004) or DPIs only (Wilson et al., 2007). No
previous study assessed the inhalation technique using all three classes of
inhalation devices to examine what device was associated with more errors

or deviations when assessing the technique.

To maximise the accuracy of the findings, some studies included more than
one rater in the assessment process (Lenney et al., 2000; Molimard et al.,
2003; Sestini et al., 2006; Wilson et al., 2007; Rootmensen et al., 2010;
Melani et al., 2011), whilst others included only one rater (Ho et al., 2004; De

Moraes Souza et al., 2009; Hammerlein et al., 2011).

2.2.8 Deviations and problems encountered by COPD participants
when using their inhalation devices

In past studies, participants using pMDIs and DPIs were found to handle their
inhalation devices erroneously as the percentage of participants with COPD
who made at least one deviation from the recommended technique ranged
from 2.9% (Ho et al., 2004) to 94.2% (De Moraes Souza et al., 2009). The
percentage of COPD participants who made at least one deviation from the
recommended inhalation technique was greater among pMDIs users than
DPIs users (Lenney et al., 2000; Hesselink et al., 2001; Khassawneh et al.,
2008; De Moraes Souza et al., 2009; Rootmensen et al., 2010). However,
different studies by Melani et al (2011) and Ho et al (2004) reported that
pMDIs were correctly used by most patients, especially with large volume
spacers (Ho et al., 2004; Melani et al., 2011). Three studies found no
significant difference between the pMDIs and DPIs; therefore, they were
handled similarly by all patients (Lenney et al., 2000; Ho et al., 2004;
Hammerlein et al., 2011). Examining the inhalation technigue among COPD
patients with different devices is important, to detect whether users are using

them effectively or not, as suboptimal techniques affect the drug delivery and
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moderate the efficacy of the therapy and are a cause of treatment failures

and poor clinical outcomes (Rootmensen et al., 2010).

For the pMDIs, the steps concerning shaking inhaler (the canister) well
before use and actuating while inhaling deeply and slowly were the most
frequently performed incorrectly, with the inhaler not being shaken (N=7)
(Hesselink et al., 2001; Molimard, et al., 2003; Ho et al., 2004; Sestini et al.,
2006; Khassawneh et al., 2008; Rootmensen et al., 2010; Melani et al.,
2011), or the device being fired before start of inhalation or after end of
inhalation (N=4) (Ho et al., 2004; Sestini et al., 2006; Khassawneh et al.,
2008; Rootmensen et al., 2010). For the DPIs, the most common errors were
in not exhaling away from the inhaler before inhalation or exhaling into the
mouthpiece (N=5) (Molimard, et al., 2003; Sestini et al., 2006; Rootmensen
et al., 2010; Melani et al., 2011; Hammerlein et al., 2011), and no/short
holding of breath for less than five seconds (N=4) (Molimard, et al., 2003;
Sestini et al., 2006; Melani et al., 2011; Hammerlein et al., 2011).

Further studies of inhalation technique in DPIs (Accuhaler, Turbohaler,
Aerolizer, Handihaler and Diskhaler), reported that the percentage of COPD
participants who made at least one deviation from the recommended
inhalation technique when using DPIs was more when using single-dose
DPIs such as Handihaler (Wilson et al., 2007) and Aerolizer (Wilson et al.,
2007; Khassawneh et al., 2008; De Moraes Souza et al., 2009) than when
using the multiple-dose DPIs such as Turbohaler and Accuhaler. These
findings were contradicted by two other studies documenting that the
essential errors which compromise treatment efficacy were made more
among Turbohaler users than other DPI users using Aerolizer and Accuhaler
(Molimard et al., 2003) or Handihaler and Accuhaler (Melani et al., 2011).
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2.3 Discussion

This review brought together the information in the current literature
regarding how COPD patients use inhaled medicines or inhalation devices. In
previous studies, medicine taking or adherence to COPD medicines was
found to be suboptimal, influenced by several factors, such as patients’
perceptions about the efficacy and safety of the inhalation therapy. However,
careful attention must be paid before coming to such a conclusion because of
the wide discrepancy reported in the rates of non-adherence to COPD
medication, which ranges from 28% to 80%. This variation can be explained
by the dissimilarities in COPD population (e.g. age, disease severity,
smoking history, etc.), the differences in adherence/non-adherence definition
and the variation of methods employed. The results are also limited by the
duration of some studies, which ranged from two weeks (Boyter et al., 2005)
to six months (Cecere et al.,, 2012; Huetsch et al.,, 2012), and 12 months
(Mehuys et al., 2010). Although a number of instruments and methods have
been used to measure adherence, there was no gold standard method for
measuring medicine taking due to the advantages and disadvantages of
each method. For example, the easiest way to measure medicine taking is to
collect information from the patients themselves through questionnaires.
However, self-reporting methods may overestimate adherence (Smith, 2010).
Therapeutic drug monitoring also may overestimate adherence because
some patients tend to comply better for a short period of time before the drug
test (Smith, 2010).

The use of inhalation therapy was found to be influenced by patients’
decisions, which in turn were guided by many factors. However, the most
frequently reported factor that influenced the use of medicines among COPD
patients was actual and perceived efficacy and safety of the inhalation
therapy. However, there were some contradictory results among these
studies. For example, in four studies, it was found that, as complexity of the
medical regimen increases (e.g. the number of medications, frequency of
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dosage, etc.), medicine taking decreases (George et al., 2006; Mehuys et al.,
2010; Agh et al., 2011; Cecere et al., 2012), whereas the same factor was
not a significant predictor of non-adherence in George et al.’s, study (2005).
Other studies have shown that disease severity or the decline in the FEV1%
may be either not (Agh et al., 2011) or negatively (Cecere et al., 2012;
Khdour et al., 2012) related to medicine taking. Others have shown that
adherence is related to age: some authors found that, among adults, older
age had a positive association with medicine taking (Mehuys et al., 2010;
Agh et al., 2011), while others (Mehuys et al., 2010; Agh et al., 2011; Trivedi
et al., 2012; Huetsch et al., 2012; Cecere et al., 2012) found that older age
had a negative association with medicine taking due to risk of memory loss
and cognitive impairment, which are associated with age and may adversely

affect adherence.

This review demonstrates that incorrect use of inhalation devices is very
common among patients with COPD and is more frequently associated with
the use of pMDIs than DPIs. This review reveals suboptimal use and a wide
range of problems with inhaler handling among COPD patients. However,
very little is known about how and why problems arise. Therefore, there is a
need for studies that examine how patients make decisions regarding the use
of inhalers especially when a combination of inhalation devices is used at
home, and how those decisions and difficulties may contribute to suboptimal

outcomes and treatment failures.

2.4 Conclusion

Despite the extensive research, the review has illustrated that adherence to
COPD medications was suboptimal among COPD patients. Therefore,
COPD patients might be at risk of treatment failures, as the non-adherence
misuse of inhalation therapy remains an unresolved problem. Most published

studies have found that patients had many problems with inhalation
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technique, but this is different based on the used device. Therefore, the

research questions of the main study were:

How do COPD patients use their multiple inhalation devices in the
management of their condition?

How do they use their COPD medication in the context of their daily
lives and what beliefs and perceptions do they have in regards to the
efficacy and safety of the inhalation therapy.

What are the frequency and range of problems experienced by COPD
patients in technical aspects of the operation, cleaning and
maintenance of inhaler equipment that may lead to suboptimal care or
treatment failure?

What is the role of carers and what are the types of assistance with
medicines provided for COPD patients by family and friends.

What are the priorities and concerns for patients in the context of
current and potential future service provision?

In addition to the evidence provided by previous research which informs the
research questions, preliminary fieldwork and discussion with Pinn Medical
Centre staff about this study were conducted, to identify the initiatives that
will be focused on in this study to contribute to the existing literature in
regards to the use of multiple inhalation devices by COPD patients in their
homes and to highlight the priorities and concerns of healthcare prescribers

in regards to the use of COPD medicines by COPD patients.
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3 Chapter Three: Preliminary fieldwork and

discussion with Pinn Medical Centre Staff

This chapter describes the preliminary fieldwork which was conducted to
identify the priorities and concerns of healthcare prescribers in regards to the

use of COPD medicines and/or devices by patients.

3.1 The study aim

The study aim was to examine the use of multiple inhalation devices by
COPD patients in the management of their disease in the context of their
daily lives and to consider how patients may most effectively be supported.

To achieve this aim five objectives were written.

3.2 The study objectives

To examine the use of multiple inhalation devices used in
combination by COPD patients in the management of their
condition.

To examine COPD patients’ use of their medication in the context
of their daily lives, information requirements, beliefs and
perceived effectiveness and safety of therapy.

To identify the frequency and range of problems experienced by
COPD patients in technical aspects of the operation, cleaning and
maintenance of inhaler equipment that may lead to suboptimal
care or treatment failure.

To document the role of carers and the assistance with medicines
that patients receive from family and friends.
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To identify the priorities and concerns for patients in the context of
current and potential future service provision.

Before the study was formally designed preliminary fieldwork was done,
included discussions with professionals from the Pinn Medical Practice. The
discussion concerned some of the issues identified in the literature or in
practice relating to the use of inhalation therapy by COPD patients and the
feasibility of conducting the study.

3.3 Preliminary field work and discussion with Pinn Medical Centre

This work is in partnership with Pinn Medical Centre.

3.3.1 The aim of preliminary field work

The aims of the preliminary fieldwork were the following:

To consider healthcare professionals’ views, thoughts and concerns
on the proposed subject when designing the work.

To review the study aim and objectives and/or suggest any other
aspects of which the researcher was unaware to build up the study
aim and objectives, as healthcare prescribers may have rich
experience of the issues that COPD patients had in the past which
would help to raise the researcher’s awareness of the possible issues.

To identify the number of COPD patients who are registered at Pinn
Medical Centre and are currently using multiple inhalation devices at
home including pMDIs, DPIs and nebulisers.

To obtain some information on what inhalers were the most commonly
prescribed or used by patients at home.

To discuss the feasibility of conducting the study and inform on
suitable methods for collecting data and recruiting participants from
the perspective of potential participants.

To help the researcher in preparing and reviewing the documentation
such as the invitation letters, the questionnaire and the reply slip.
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3.3.2 Meeting with healthcare professionals at Pinn Medical Centre

The respiratory specialist at Pinn Medical Centre, Dr. Tricia Robertson, was
contacted by the researcher and a formal meeting was arranged with her and
the research team at Pinn Medical Centre on the 7" of September 2011.
Discussions at the meeting were focused on the following: the total number
of COPD patients who are registered at Pinn Medical Centre and are
currently using multiple inhalation devices at home including pMDIs, DPIs
and nebulisers, in addition to approaches to recruit COPD patients, the data

collection process, and the selection and assessment of COPD patients.

3.3.3 The impact of the preliminary fieldwork on the development of
the study

The preliminary fieldwork informed the development of the study methods
(Figure 3-1) and the instruments that should be used in this study to meet the
study objectives. After consulting with academics and the respiratory
specialist, it was decided to recruit COPD patients from Pinn Medical Centre
as it is considered as a large medical practice that serves 20,000 patients
and covers a large geographic area of North West London. It includes people
of different different age groups, ethnicity, disease status and smoking
history. This would confer some generalizability. Preliminary discussion with
collaborators and medical staff indicated that Pinn Medical Centre has 116
patients with COPD who are prescribed a range of inhalation devices and are
eligible for this study. Therefore, it was decided to target those who are using
a combination of pMDIs, DPIs, and nebulisers. Based on the information
obtained on the day of the meeting, the most appropriate way to approach
these COPD patients was to send an invitation letter to their home address
asking them to take part in this study. In addition to that, interviewing COPD
patients in their homes was seen as the most suitable method for data
collection and this will be described in depth in the next chapter. Therefore,
the preliminary fieldwork along with the literature review helped in developing

the study objectives and informing the choice of methods.
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Methodological design: A mixed methods cross-sectional study
Settings: Primary care
Primary care trust (PCT)
(Ethical approval granted before the conduction of this study)
Sampling and recruitment: Sampling strategy from the primary care
Pinn Medical Centre, Pinner
{Invitation letters wera sent to 116 patients with COPD)
Reply slip were received

Data collection: Conducted at patients’ homes

¥

Interviews (Semi-structured)
and
Observations of participants

Figure 3-1: Methodological design employed for the main study.
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4 Chapter Four: Research context and methodology

This chapter lists the aim and objectives of the main study and explores what
methods were the most appropriate to be used to meet the study aim and
objectives. In addition, it discusses the different methods used for data
collection and highlights the purpose of selecting a specific method over
others, followed by a discussion of how the data collection process was
carried out and the approaches taken to data analysis.

4.1 The study aim

From the review of the available literature, the study aim was to examine the
use of multiple inhalation devices by COPD patients in the management of
their disease in the context of their daily lives and to consider how patients
may most effectively be supported. To achieve this aim, five objectives were

written. These are:

To examine the use of multiple inhalation devices used in
combination by COPD patients in the management of their
condition.

To examine COPD patients’ use of their medication in the context
of their daily lives, information requirements, beliefs and
perceived effectiveness and safety of therapy.

To identify the frequency and range of problems experienced by
COPD patients in technical aspects of the operation, cleaning and
maintenance of inhaler equipment that may lead to suboptimal
care or treatment failure.

To document the role of carers and the assistance with medicines
that patients receive from family and friends.
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To identify the priorities and concerns for patients in the context of
current and potential future service provision.

4.2 Study design

The study was undertaken during the period between February 2011 and
May 2014. This was a cross-sectional study design that took a mixed
methods approach using qualitative and quantitative methods and
observations of inhalation devices’ use with patients in their own homes. The
qualitative method included conducting semi-structured interviews with
COPD patients, in order to examine how patients make decisions regarding
the use of inhalers especially when a combination of inhalation devices were
used at home, and how those decisions and difficulties may contribute to
suboptimal outcomes and treatment failures to optimise medicine use,
therefore improving treatment outcomes. The quantitative method involved
administering questionnaires to measure the extent or the rate of non-
adherence (8-item MMAS) among COPD patients, patients’ beliefs about
their COPD medicines (BMQ), and inhalation technique assessment for each
patient individually using device-specific checklists. A retrospective review of
patients’ medical records in the surgery, including patients’ clinical data, was
also conducted to complement and validate the results obtained from the
face-to-face interviews. The data were collected from May 2012 to December
2012. Table 4-1 shows a summary of the methods used to fulfil research

objectives.
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Table 4-1: Summary of the used methods

Method Determinant Rationalisation

question{s)
Trianguiation method | Q2,03 To get an overviow of what COPD medicafions
WwWas used: palients use lo manage their condition, what they
Semi-structured are using at the moment, for what and what they
interviews using a had been using in the past, to manage their
guestionnaire. condition,
Patient's GP records
review
Trangulation method | G2,03,04,05, To find out how patients feel aboul using different
was used: Q6,07 Q9. devices, what they like or dislike about them, how
Semi-struciured 210, Morisky they make decision about the use, and what
interviews using scale, Boliefs problems did thay have in the past, what works and
questionnaire. about what does nof work and to understand why some
Morisky scale and medicines patients act in a certain way. For example, why
Bellets about guestionnaire some patients do not take thelr medicines as
medicines (B scale) prescribed and what kind of problems do they face
guestionnaire (BMO that stop them from taking thelr drug regimen as
scala) recommended.,
Triangulation method | Q8,03 Looking for problems experenced by GOFD
was ussd: patients In technical aspects of the opsration,
Semi-structured cleaning and maintenance of inhaler equipment that
imerviews using may lead to sub-optimal care ar treatmeant fallure
questionnaira
Observational method
using inhalation
echnigue and
cleaning check-lists
with comment boxes.
Semi-structured Q14,015 Locking for kind of assistance received by COPD
interviews using patient from family and friends and any other
quastionnaire. assistanca or help with medicings that COPD

patient's need.

Seml-structured Summary of all | Looking for the priorites and concerns  from
interviows using questions. patients’ perspectives in the context of current and
guestionnaire. potential future service provision.

4.3 Rationale for the chosen methods

4.3.1 Rationale behind choosing mixed methods approach (Qualitative
and quantitative)

The term “mixed methods research” refers to the type of research in which a
researcher combines elements of qualitative and quantitative research
approaches (Smith, 2010). Using a mixed method approach in a study was
useful because it enables generation of new knowledge and enhances the
validity of the research by, firstly, collecting the data from a variety of sources
qualitatively and quantitatively, which leads to greater validity than when
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either was used alone (Richey and Klein 2007); and, secondly, by answering
the research questions from a number of perspectives and confirming that
there was no gap in the data collected which cannot be met with the use of
one method (Smith, 2010; Hunter, 2011).

A mixed methods approach was used in this study in order to collect
gualitative and quantitative viewpoints, data and techniques for the reason of
developing broadness and a more complete knowledge and understanding of
the use of multiple inhalation devices by chronic obstructive pulmonary
disease patients in primary care, in order to develop or test theories,
compare groups or make strong predictions about the reasons for treatment
failures. This method was selected when the researcher and her team
believed that neither qualitative nor quantitative approach alone would

answer the research questions. Therefore, one method will inform the other.

A mixed method approach to research was referred to as triangulation. In the
construction of this research, the data were triangulated after collecting the
information from different sources, to ensure the validity of the data and allow
more accurate assessment (Smith, 2010; Hunter, 2011). In research this was
referred to as ‘triangulation’, which is defined as the use and comparison of
two or more methods of data in the same study, to make sure there was
enough evidence to make valid claims (Smith, 2010).

A triangulation was used in this study by collecting data through the following
sources: semi-structured interviews using a questionnaire comprising open
and closed questions, patients’ GP records’ review, and observational
method using inhalation technique and cleaning checklists with comment
boxes. When conducting this study, participants were observed and asked

questions to provide different perspectives on a set of issues related to the
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study aim and objectives. For example, it was aimed to examine how COPD
participants use and operate their inhalation devices, what they like or dislike
about them, what kind of problems they had with different inhalers, what
worked and what did not work, and how they clean and store their inhalers.
Therefore, to answer these questions, COPD participants were asked and
observed by the researcher to operate their devices and conduct the
inhalation technique, and to show and explain how these devices were
usually cleaned and stored using device-specific checklists with comment
boxes to be filled out by the researcher, to identify whether these participants
have any difficulties or problems when operating their devices. In addition to
this, participants were asked different questions through a questionnaire
about how they use their inhalers and whether they have/had experienced

any problem when using their devices in their homes.

Another example for triangulation was that when participants were asked
about their current COPD medicines and what they had been using in the
past, the data obtained from the interviews were compared with data
obtained from medical notes in the GPs’ surgery to see if participants were
accurate about what they had said. Moreover, in regards to patients’
adherence and beliefs about their COPD medicines, the data obtained from
interviews were compared to the data obtained from the self-reported
guestionnaires such as Morisky scale and BMQ to ensure data validity by
comparing data on the same variables that have been obtained in different

ways, which enables more reliable estimates to be made (Smith, 2010).

4.3.2 Rationale behind choosing face-to-face semi-structured interview
method

Although there are a diversity of methods and approaches involved in
collecting qualitative data, interviews seemed to be the most appropriate

method to meet the aims and objectives of this research. Face-to-face
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interviews are an efficient and practical way of obtaining data about things
which cannot be easily noticed such as how people use their inhalers in real
life and in action (e.g. when assessing the inhalation technique). The
interviews provide direct contact between the interviewer (the researcher)
and the participants (respondents), making it easier to build a relationship
with the respondents and obtain more meaningful, detailed information and
considered responses. Moreover, these direct interactions could have
allowed the interviewer to gain direct access to participants who might not
otherwise have been willing or able to take part due to the severity of their
disease or the existence of other illnesses which may have prevented their
participation. As an example, if a patient was given a survey or a structured
instrument to complete, literacy problems would have had to be addressed
(Scanlan, 2002). Further, it is recognised by Hunter (2011) and Smith (2010)
that this method generally has high validity through allowing the respondents
to talk about their use of medicines and any problem they have with their
COPD medicines in detail and depth (Hunter, 2011), and because the data
obtained from respondents were ‘first hand’, which means they did not
depend on others’ reports of what they see or do, which might or might not
be accurate (Smith, 2010). In addition, it was also recognised by Bowling and
Ebrahim (2005) that interviews may have a higher response rate than
questionnaires as they are a less formal method and allow immediate data

collection (Scanlan, 2002).

Another advantage of this type of interview is that it is often conducted in a
natural setting (patients’ homes), which allows important detailed valuable
information to be gathered because patients will be more comfortable talking
about their medicines if they are sitting at home. In addition, the response
rate is known to be generally higher with face-to-face interviews, compared to
telephone interviews or surveys that are sent through the post (Hunter,
2011). Receiving a questionnaire through the mail can be ignored due to lack
of personal touch (Hunter, 2011). Moreover, semi-structured interview can
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make use of prompts: questions which were used in this study to clear up
any confusion or misunderstandings about complex questions. Furthermore,
it allows the interviewer (researcher) to act as an observer, giving him/herself
the opportunity to focus on non-verbal cues and to record the interview using
audiotapes (Hunter, 2011).

Like any other methods, face-to-face interview has disadvantages: firstly, it
depends on the interviewer’s skills and his/her ability to question during the
interview and follow. Secondly, although this method has high validity
because the information is obtained directly from its original source (the
patient), the interviewer has no real way of knowing if the respondents
answered truthfully. However, respondents may not intentionally misinform
but they may have imperfect recall. For example, if they were being asked to
remember what COPD medicine(s) they used in the last 24 hours, they might
remember very little about what happened, thus giving inaccurate and
incomplete information (Hunter, 2011). Thirdly, in terms of reliability, in this
project the data were gathered on one occasion because it was sometimes
difficult to do the interview more than once with the same focus group using
face-to-face interview and also the sample size of this kind of method is
usually not big, ranging from 30 to 60 participants. Fourthly, this research
was conducted in the Pinner area (Zone 5 in London). The travel time was
between 40 and 50 minutes and the travel ticket cost more than £8 per day;

thus, it was expensive and time consuming.

Interviews were then selected as the most suitable method to examine the
use of multiple inhalation devices by COPD patients in the management of
their disease in the context of their daily lives, from their perspectives, and to

consider how patients may most effectively be supported.

80



Chapter 4 - Research context and methodology

There are a variety of methods that can be used for data collection in a
qualitative approach such as in-depth structured, semi-structured and
unstructured interviews which can be used in interviews, group discussion or
focus groups, and participant and non-participant observational studies
(Bowling and Ebrahim, 2005). However, the semi-structured research
technique was seen as the most appropriate method to be used to meet the
study objectives. Semi-structured instruments consisted of pre-prepared
guestions related to domains of interest (COPD disease and medicines)
applied to a representative sample of COPD participants to identify factors or

variables to be analysed (Smith, 2010).

The reason for choosing a semi-structured technique was because this
technique is the most commonly used qualitative method as it is a flexible
tool which enables the researcher to set an agenda for the interview to
discuss interesting replies further and to clarify points of ambiguity in
participants’ answers to any given question (Pope and Mays, 2006). Another
reason for selecting a semi-structured instrument was because, firstly, it can
make use of both close-ended questions (quantitative data) (e.g. Do you
sometimes forget to take your regular COPD medicines?) and open-ended
questions (qualitative data) (e.g. How many times in the last week have you
missed a dose of your regular COPD medicines and why?), which allows
guantitative and qualitative analysis to be undertaken. In this project this
method was considered to gather information about respondents’ adherence
and beliefs about COPD medicines using predetermined structured
measures (close-ended questions) and more detailed examination of how
COPD patients use their current inhalation therapy to manage their condition,
what they were using at the moment or what they had been using in the past,
what they feel about using different devices used in combination, what they
like or dislike about them, how they make decision about the use, what
problems did they have in the past with different inhalers, what works and

what does not work, using predetermined unstructured measures (open-
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ended questions). Qualitative approaches (open-ended questions) are known
to be the most appropriate for ‘how’ and ‘why’ questions (Smith, 2002). It
helps to illustrate the way people act and think; additionally, it explores
patterns and barriers in people’s thoughts and behaviours. This sharply
contrasts with quantitative research, in which the researcher may be testing a
hypothesis, or explaining phenomena by collecting numerical data that are

analysed using mathematically based methods (Seidman, 2012).

Secondly, this method is used in exploratory studies to collect a substantial
amount of information by setting up an interview and talk (like a conversation)
following an interview schedule, which draws on principles of qualitative and
quantitative approaches (Smith, 2002). All questions in the interview guide or
interview schedule were prepared in advance; however, some of which may
raised by respondents during the interview. Therefore, the actual direction
and content of the interview, in terms of issues discussed, were determined
by the respondents’ viewpoints and answers. Thus, the researcher was
prepared to consider new issues and ask questions throughout the interview
process, in order to get a deeper understanding of phenomena of interest in
context of patients circumstances or environment and with their reasoning
(Smith, 2010; Seidman, 2012), emphasising the point that semi-structured
interviews allow the researcher to observe and ask questions that lead to a
deeper understanding of phenomena (e.g. How many times in the last week
have you missed a dose of your regular COPD medicines?/Why do you miss
a dose of your regular medicines?) in the context of which they occur and to
clarify any unclear responses (Smith, 2010). In regards to this study, this
flexibility from the semi-structured instrument would not have been obtained if
a structured interview or self-completion questionnaire had been used and a
totally unstructured interview approach would not have ensured that the

same topics were discussed and covered by all participants (Scanlan, 2002).
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4.3.3 Rationale behind choosing self-reported Morisky 8-items
medication adherence scale (MMAS)

Eight-item Morisky was chosen in this study in order to evaluate the extent
and rate of non-adherence to the inhalation therapy among patients with
COPD and therefore provide recommendations and feedback to healthcare
professionals first and patients second and the required interventions for the
purpose of maximising patients’ adherence especially that adherence plays
an important role in determining the successful disease management, since
inadequate adherence can lead to treatment failures, suboptimal health
outcomes and increase healthcare costs. Therefore, accurate assessment of
adherence behaviours to COPD medicines is an essential component for

successful management of the condition.

Various self-report tools have been used in previous studies to measure
adherence behaviours and associated health beliefs and attitudes in both
general and specific patient populations. However, there is no *“gold
standard” measure of medication adherence (Kim et al., 2000), but in the last
20 years the most commonly used tool to measure patients’ adherence to

medication is perhaps the 4-item original Morisky scale (Lichtenberg, 2010).

Although a direct self-report method such as a questionnaire may
overestimate adherence and may be subject to memory biases, it was
chosen as the method for assessing adherence in this study due to its
simplicity and feasibility for most settings including home settings (Smith,
2002). According to Horne et al., when selecting a self-report tool for
adherence assessment, a readily reliable and valid questionnaire must be
used because it is the most efficient, cost-effective, and time-saving method
of assessing adherence, related beliefs and attitudes (Horne et al., 1999).
From a clinician’s point of view, self-reports are the most workable and useful

measures of adherence (Turner et al., 1995), as they can identify the reasons
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behind non-adherence along with its detection, which could then help in
addressing those underlying issues. When self-report and clinical
observations are combined, they have been shown to have better accuracy
than self-report alone (George et al., 2006).

From the researcher's point of view, each method has advantages and
disadvantages; some are preferred in one setting than others. For example,
using direct measures which use drug metabolite in the urine or blood can be
useful in hospital settings where the laboratory can be accessed easily to
obtain the result, whereas prescription refill rate might be good for pharmacy-
setting studies where the patients’ drug history can be accessed as well.
Others such as patient self-reports and pill count can be more useful in
home-setting studies that involve treatment that the patient carries out at
home, by asking the patient several questions about medicine taking to get
the answer or counting the medication left in the patient's drug bottle.
However, using patient self-report method or pill count does not guarantee
the accuracy of the result because some patients may want to please the
healthcare professional or the researcher by giving them incorrect
information about medicine taking maybe deliberately or in-accidentally.

This study was conducted in patients’ homes; therefore, the patient self-
report method was considered. Although pill count seems more reliable than
self-report method because the researcher will count the medication left
without relying on patients’ stories, it is a time-consuming process and there
IS no assurance that the medicines missing from the inhalers were actually
taken by patients. As a result, it was decided to use the patient self-report

method to gather the information on adherence (Fairly et al., 2005).
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Having chosen self-report as the preferred method for assessing adherence,
the next step was to select which self-report questionnaire to include. Various
self-report tools have been used for studying adherence behaviours, and
associated health beliefs and attitudes in both general and specific patient
populations. However, it was decided to use the Morisky scale to measure
adherence as it is the most commonly used measure of adherence and can
distinguish between intentional and non-intentional non-adherence (George
et al., 2006). Moreover, the Morisky scale has shown to be correlated with
other measures of adherence (O’'Donohue and Levensky, 2006) such as pill

count (Haynes et al., 1980) and pharmacy records (Fairly et al., 2005).

The Morisky scale was developed by Morisky and colleagues in 1986. It was
originally developed to measure adherence to antihypertensive medications
using a validated 4-item scaled questionnaire. After that, it has been used to
evaluate adherence across a wide variety of health conditions including
asthma and COPD (Agh et al., 2011). The Morisky instrument was validated
in a number of studies and shown to have good psychometric properties, and
adequate internal consistency (0=0.61), sensitivity (81%), and specificity
(44%) (Morisky et al., 1986). The four-item scale consists of the following

questions:

1. "Do you ever forget to take your medicine?"

2. "Are you careless at times about taking your medication?"

3. "When you are feeling better, do you sometimes stop taking your
medications?"

4. "Sometimes if you feel worse, do you stop taking your medications?"

To score the Morisky scale, each question that is answered with a "no"
receives a score of 1 and each "yes" answer receives a score of 0. The
possible scoring range is therefore 0 to 4. Patients who answer "no" to four of
these questions are classified as high adherence; those with two to three
"no" responses are classified as medium adherence; and those who answer

"no" to none or one of these questions are classified as low adherence.
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Although the original Morisky scale illustrated the ability to predict adherence,
it was not formed to describe patient’s long-term continuation of therapy,
which is considered to be an essential factor in the long-term management of
chronic diseases. Also, the Morisky scale was not originally designed to
categorise patients into a low/high continuum for motivation and knowledge.
As a consequence, additional items were added to better capture barriers
surrounding adherence behaviour (Morisky et al., 2008). A new 8-item self-
report Morisky Medication Adherence Scale (MMAS) includes the following

questions

5. Do you know the long-term benefit of taking your medicine as told to you
by your doctor or pharmacist?

6. Sometimes do you forget to refill your prescription medicine on time?

7. Taking medication every day is a real inconvenience for some people. Do
you ever feel hassled about sticking to your treatment plan?

8. How often do you have difficulty remembering to take all your
medications? (Please circle the correct number).

All questions on the 8-item MMAS are answered on a "yes" or "no" scale
except question number 8 which is answered on a "Never/Rarely”, "Once in a
while", "Sometimes", "Usually” or "All the time" scale. Each "no" answer to
items 1-7 receives a score of 1 and each "yes" answer receives a score of 0
except question number 5 where a "no" answer receives a score of 0 and a
"yes" answer receives a score of 1. Question number 8, which asks
participants to rate the difficulty remembering to take all their medicines, is
scored as follows (never/rarely = 4, once in a while = 3, sometimes = 2,
usually = 1, all the time = 0). Item 8 was standardised by dividing this item by
4. The MMAS scores can range from 0 to 8, which have been categorised as
high, medium and low adherence (MMAS score of 8, 6 to <8, and <6,

respectively) (Morisky et al., 2008).
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The new scale has been determined to have a higher reliability and better
psychometric properties compared with the 4-item scale (0=0.83 vs. 0=0.61)
(Morisky et al., 2008). As the 8-item self-report Morisky Medication
Adherence Scale (MMAS) showed a good reliability and favourable
psychometric properties and had been validated in a large patient population
with chronic conditions (Morisky et al., 2008), it was decided to use it for

measuring participants’ adherence in this study.

4.3.4 Rationale behind choosing Beliefs about Medicines
Questionnaire (BMQ)

In this study, the researcher aimed to know what patients think about their
COPD medicines in terms of overall drug necessity and concerns from their
perspective. Therefore, patients’ beliefs about the necessity of their COPD
medication and concerns about adverse effects were measured and

examined.

To improve adherence to treatment and therefore clinical outcomes, it might
be important to consider patients’ beliefs about medicines, especially given
that patients’ beliefs have been associated with medication adherence
(Horne et al., 1999). Therefore, it was crucial to examine beliefs of patients
with COPD about their therapy and investigate if these beliefs had any
influence on patients’ decisions to use or not to use the inhalation therapy,
which may lead to treatment failures and suboptimal outcomes. The beliefs
that patients have about their medicines have been shown to be an important
factor that influences medication-taking behaviours among COPD patients in
previous studies (Barta et al., 2002; George et al., 2005; Huetsch et al.,
2012; Cecere et al.,, 2012; Khdour et al.,, 2012). Therefore, measuring
patients’ beliefs about medicines can also provide a new angle and important
knowledge which may be used in optimising medicine taking, and it can be a

good reference for future intervention studies aiming at improving medicine
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taking in patients with COPD, resulting in optimising medicine use and

improving treatment outcomes.

To measure the above domain (beliefs about medicines), it was agreed to
adapt a suitable questionnaire from the literature which provides a reliable
response and a valid reflection of the issues to be measured as well as being
efficient and effective in collecting data of interest (Smith, 2002). Therefore,

the Beliefs about Medicines Questionnaire (BMQ) was considered.

The BMQ was developed by Horne in 1999, to assess commonly held beliefs
about medicines, and was validated on several medical samples including
COPD. This scale is comprised of two sections, the BMQ general and the
BMQ specific. The first section (the BMQ general), relating to beliefs about
medicines in general, also comprises two factors, general-overuse (beliefs
that medicines are overused by doctors) and general-harm (concerning
beliefs regarding the harmful effects of medicines). The second section (the
BMQ specific) comprises two factors, specific-necessity and specific-
concerns; both are related to beliefs about necessity of prescribed
medication and concerns about adverse effect. A patient with COPD is
usually given complex medication regimens including multiple drugs (inhalers
or tablets) with different frequencies and dosing schedules, some of which
may have many adverse effects, such as steroids, which might cause a
burden in medicine taking. In this study, it was decided to use the BMQ
specific tool because choosing a disease-specific instrument was preferred to
focus on a single specific disease and the personal beliefs patients have
about the necessity of prescribed COPD medication and concerns about

adverse effects.
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The BMQ is a reliable tool, and has been validated for use across a range of
different diseases including asthma, renal, cardiac and general medical
illnesses (Horne and Weinman, 1999). In the BMQ, participants were asked
to rate their agreement with a specific statement using a 5-point Likert scale
(1=strongly disagree, 2= disagree, 3=uncertain, 4=agree, 5=strongly agree).
The scores of each subscale were computed from the sum of all items within
that particular subscale and range from 5-25 from both subscales — BMQ
necessity and BMQ concerns. In addition, the necessity-concerns
differentials were computed by subtracting the total BMQ concerns subscale
score from the total BMQ necessity subscale score. A positive differential
score indicates that participants perceive the benefits of their medication to
outweigh their concerns about the risk of the medication. In contrast, a
negative differential score indicates that participants perceive the risk of
taking their medication to outweigh the benefits. The differential scores range
from -20 to 20 (Horne and Weinman, 1999).

4.3.5 Direct observation

From previous studies, it was seen that a high number of COPD patients use
their inhalers inappropriately and made many deviations when performing the
inhalation technique from what is recommended by the published guidelines.
The percentage of participants with COPD who made at least one deviation
from the recommended technique ranged from 2.9% (Ho et al., 2004) to
94.2% in previous studies (De Moraes Souza et al., 2009). Any deviation
from the published guidelines in regards to the recommended inhalation
technique may lead to insufficient drug delivery thus reduction in the clinical
effectiveness of the inhalation therapy and treatment failures. Therefore, in
this study, participants were asked to provide a practical demonstration of
their inhalation technique for the most difficult device used at home. If none,
they were asked to provide a practical demonstration for the most used
device at home using a placebo device. This was done under the supervision
of or by direct observation from the researcher. This was done to see what
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inhalers were more frequently associated with an incorrect inhalation
technique for the most used device at home among COPD patients; and,
additionally, to identify the frequency and range of problems experienced by
COPD patients in technical aspects of the operation which may lead to

suboptimal care or treatment failure.

One of the advantages of direct observation is that data were ‘first hand’
which means they do not depend on individuals’ reports of what they see or
do, which might or might not be accurate (Smith, 2010). However, it is often
not feasible especially for studies that involve large samples because an
observer (the researcher) can be present only in one site at a time. A further
disadvantage is that the validity of data collected might not be good because
of the ‘Hawthorne effect’, which is defined as a form of reactivity whereby
subjects modify or improve an aspect of their behaviour being experimentally
measured simply in response to the fact that they know they are being seen
or studied (Smith, 2010).

4.3.5.1 Obtaining placebo devices from pharmaceutical companies

Pharmaceutical companies were approached by the researcher with the aim
of obtaining placebo devices for an independently funded study. Placebo
devices were used in this research for two reasons: firstly, to identify the
frequency and range of problems experienced by COPD patients by
observing how patients use their inhalation devices in their homes and how
they perform the inhalation technique correctly and effectively without
inhaling the actual dose or the active drug; secondly, to minimise the risk of
cross-infection if the same device was used by different patients. Therefore,
an attempt was made by the researcher to contact the medical information
officers of all relevant pharmaceutical companies (e.g. GlaxoSmithKline,
Pfizer, and AstraZeneca), to ask them to provide a number of placebos such

as pMDls, Accuhaler, Handihaler, and Turbohaler (see Appendix 3).
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Before considering delivery of placebo devices, some companies asked for a
full protocol which should be approved by the UK Research Ethics
Committees. In addition, the researcher stated that any gift of placebo
devices from any source will be acknowledged in the PhD thesis, or in any
publications arising from it. After providing all the necessary documents and
explanations, AstraZeneca responded immediately and the request was
actioned in a few days. Therefore, a pack of 20 Turbohalers was sent to the
researcher. After a couple of weeks, no response was received from the
other companies. Therefore, a reminder email was sent. Although the
response was very slow and many communications were made over the
telephone, eventually the researcher was given all the placebos she
requested from each company (see Appendix 4)

4.3.5.2 Developing checklists for the inhalation technique

assessment

In developing check-lists to assess the inhalation technique for each device,
the researcher must ensure that these check-lists are effective in gathering
the data for the study objectives, and that they are workable, feasible and
acceptable in the study settings (Smith, 2010). Three device-specific check-
lists (Appendix 5), were developed for all classifications (pMDIs with or
without spacer, breath-actuated pMDIs; DPIs, device specific check-lists; and
nebulisers), to identify the frequency and range of problems experienced by
COPD patients in technical aspects of the operation and cleaning of inhaler
equipments that may lead to suboptimal use or treatment failure. These
check-lists were then reviewed by the researcher supervisor Prof. Taylor
(Professor in Clinical Pharmaceutics), who has been actively involved in the
preparation and characterization of formulations for delivery from nebulisers,

pMDIs and DPIs, to ensure that they are accurate, feasible and workable.
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Assessment of the inhalation technique was done using the previously
developed checklists for each inhaler. These checklists were developed
based on the previously published literature, guidelines set by different
professional organisations, and the package leaflet of each inhaler from the
pharmaceutical companies. These steps were divided into three columns that
contain yes, no, and a comment box to specify and give a description of the
problem. The number of errors made by the COPD participants was
compared for each device separately using SPSS program. The quantity of
errors made by COPD participants when using different devices was also

compared (see Chapter six).

Five types of inhaler device were examined for inhalation technique
assessments: three types of dry powder inhalers, Diskus/Accuhaler
(GlaxoSmithKline, UK), Turbohaler (AstraZeneca, Sweden), Handihaler
(Pfizer, USA), the pressurised metered-dose inhalator (pMDI) with or without
a spacer, and nebulisers. Briefly, the method of assessment consisted of a
direct observation of inhalation demonstrations, one time, for each patient,

using device-specific checklists.

4.4 Study setting

The study was conducted in patients’ homes in the Pinner, North Harrow,
Northwood and Northwood Hills areas of North West London. Using homes
as an interview site can be time consuming for the researcher. However,
conducting this research in patients’ homes had many advantages: firstly,
patients talked freely about their problems and needs due to being
interviewed in a familiar, more peaceful and nonmedical environment (Smith,
2010). Patients in their own homes may feel more relaxed to talk and give

details on how they use their medicines, problems they face and how they
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were dealing with them in the context of their real environment. However,
only a limited number of studies have been conducted in patients’ homes
among patients with COPD (N=6) (Van Grunsven et al., 2000; Melani et al.,
2001; Barta et al., 2002; Boyter et al., 2005; George et al., 2006; Sestini et
al., 2006).

Despite all these advantages, there was an ethical challenge raised by the
Research Ethics Committee (REC), when applying for approval for this
research, which required special consideration when conducting this
research in patients’ home. This challenge was related to the researcher’s
safety when visiting patients in their homes. In response to this and in
compliance with the ethical requirements, the researcher was asked to notify
another person from the research team of the time and location of the home
visit and carry a mobile phone to report when the visit had been completed.
In addition, participants have to be known to the collaborator or surgery staff

at the medical centre.

4.5 Sampling strategy

The aim of the sampling strategy was to obtain a sample which would meet
this study’s objectives. A sample was needed that would provide an
understanding of medication-taking behaviours of patients using multiple

inhalation devices for COPD.

Justification of the chosen medical centre and representativeness:

The selection of participants was conducted in Pinn Medical Centre by
medical centre staff through patients’ medical notes. Pinn Medical Centre is a
large medical practice that serves 20,000 patients and covers a large

geographic area of North West London. In addition, it includes people of
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different age groups, ethnicity, disease status and smoking history. This

would confer some generalisability. Moreover, preliminary discussion with

collaborators and medical staff indicated that Pinn Medical Centre has 116

patients with COPD who were prescribed a range of inhalation devices and

were eligible for this study. Therefore, it was seen that this site would be

enough to achieve the targeted sample size.

Justification of the sample size:

1.

Based on previous studies among patients with respiratory diseases, it is
anticipated that the sample of 60 patients would enable us to achieve the
study objectives and will be able to reach saturation level (i.e., sampling
to the point at which no new information is obtained). However, the
researcher determined the sample size when no new topics, themes and
issues emerged from the data (when reaching saturation level).

. This sample size of 60 patients is achievable within the time and

resources of the study. However, issues of availability and willingness of
patients to participant in this study affected the sample size.

The sample size and potential recruitment rate was based on discussions
with a member of practice staff and the research supervisors’ experience
of supervising a previous PhD project looking at the use of nebulisers in
this patient group: Alhadad, 2011, University of London.

The sample size was not based on probability statistics because this
study took a mixed methods approach, which means including some
descriptive or qualitative data. Therefore, the sample size of this kind of
research is often limited.

The later sections will discuss patient’s eligibility to enrol in this study, the

sampling procedure, recruitment of participants from primary care and

interview procedure for subjects with COPD.

45.1 Inclusion criteria

For COPD patients:

Patients with a confirmed diagnosis of COPD from medical notes.
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Patients who are over 18 years old.

Patients who are prescribed at least two inhalation devices including
p-MDls, DPIs and/or nebulisers.

Patients who use their inhalers in their own home.

Patients who are able to speak and understand English.

4.5.2 Sampling procedure and recruitment of participants from primary
care

Recruitment of patients from primary care:

Potential participants were identified by medical centre staff through patients’
medical notes. Patients’ information was obtained from their medical notes

after identification (Appendix 6). The following information was needed:

Patients’ current and previously prescribed medicines: to get an
overview on what COPD medications patients use to manage their
condition, what they were using at the moment, for what, and what
they had been using in the past to manage their condition, and to
compare the information obtained from the medical notes in the GPs’
surgery with data collected from COPD patients themselves to see if
this corresponded with what they said and if they were taking their
medicines as prescribe.

Presence of other conditions: to get an overview of what other
diseases or conditions COPD patients have which generally result in
more complex treatment regimens that may lead to problems with
medicines’ use.

Patients’ details such as age and smoking status (if recorded).

All documentation and information packs were prepared by the researcher.
After identification of the potential participants, an information pack was sent
to eligible patients. The information pack included an invitation letter
(Appendix 7), information sheet (Appendix 8), and patient consent form
(Appendix 9). The patient consent form had to be read carefully, understood
and signed before the interview date. A reply slip (Appendix 10) with a pre-
paid envelope was also included in the information pack to be returned
indicating patients’ willingness to take part. The information sheet informed
potential participants of the purpose of the study, study procedure and how it

would be conducted, possible disadvantages and benefits from taking part,
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sponsorship, confidentiality of data and the researcher’s contact details. The
pack included a photograph of the researcher so that participants knew who
to expect if they participated in the study. In addition, if the participants
required any further information, all contact details of the researcher were
provided on all forms to give participants the opportunity to ask any question

before the interview date.

Patients who returned the reply slip indicating their willingness to take part
were contacted by the researcher to arrange a suitable date and time for a
home interview. The interviews with patients were conducted on one

occasion at their home.

4.6 The interview topic guide

The interview topic guide (Appendix 5) was informed by the literature and
designed to examine COPD patients’ use of their medication in the context of
their daily lives, information requirements, beliefs, and perceived
effectiveness and safety of therapy. In addition, these questions were
developed after consulting with academics and a respiratory specialist.

Respondents were invited to express their views regarding:

How do COPD patients used their medicines to manage their
condition?

What were they using or what had they been using in the past?

What did COPD patients feel about using different devices used in
combination; what did they like or dislike about them?

How did they make decisions about the use?

What problems were experienced by COPD patients in technical
aspects of the operation, cleaning and maintenance of inhaler
equipment did they have? What worked and what did not work?

What medicine-taking behaviours and beliefs about medicines did they
have?

What kind of assistance with medicines did patients receive, if any?

The interview schedule consisted of open and close-ended questions that
defined the aim and objectives of this study. Closed questions were used to
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gather factual data (e.g. do you sometimes forget to take your regular COPD
medicines?), whereas open questions were used to expand the participant’s
viewpoints and experiences that were relevant to the topic of interest (e.g. for
your regular medicines, people often do not take their medicines exactly as
prescribed for different reasons, thinking of the medicines you use for your
COPD, when was the last time you did not take the dose of your regular
medicines and why?). Probing questions, on the other hand, were also used
during the interviews to gather more details regarding any important issues or
views outlined by the respondents, as recommended by Smith (2002). For
example, when was your (COPD/ bronchitislemphysema) diagnosed? (Which
year or how long ago?). Leading questions were avoided as they could
introduce bias. In addition, participants were allowed to talk freely without
particular order (Smith, 2002). This allowed the exploration of topics

according to the importance placed on them by participants.

4.7 Permission to use the questionnaires

In order to comply with the copyrights of the developers for the chosen
instruments, a permission to use the questionnaires in this study was sought
from the developers. Authorisation to use the MMAS and BMQ were granted

free of charge from their developers.

4.8 Ethical approval

The required documents to apply for the Research Ethics Committee (REC)
were prepared ahead of the scheduled committee meeting on the 23rd of
December 2011 and enclosed with a cover letter for review. The sent
documents included the following: interview schedules, copies of the
questionnaires, letter of invitation, patients’ information sheet and all other
relevant materials. The IRAS form was also submitted to the REC and the

committee advised the researcher to respond to their emails and queries to
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provide further clarifications if needed. A copy of the Research Ethics
Committee (REC) application form, a list of questions, queries and issues
raised by the REC (North East REC centre) are attached in Appendix 11 and
Appendix 12.

The study was then independently reviewed and approved by Newcastle &
North Tyneside 2 Research Ethics Proportionate Review Sub-Committee
(North East REC centre) [11/NE/0392]. In addition, the study has also been
approved by [R&D of local PCT]. The letter of favourable opinion from NHS
REC or the provisional decision letter from NHS REC is attached as
Appendix 13.

4.9 Data collection

On the day of the interview with each participant, the researcher was wearing
an identification badge and introduced herself to the patient, explained the
study’'s aim and objectives and read the information sheet with the
participant. The participant was given the chance to ask any question prior to
starting the interview. The participant was asked to sign the consent form,
after reading and understanding the patient information sheet if they had not
already done so. The researcher then asked the patient if the interview could
be audio-recorded. If the patient did not wish the interview to be audio-
recorded, field notes only were taken. Permission was sought to record
information about participants’” COPD such as FEV1, FVC, FEV1/FVC ratio
and all prescribed medicines on their medical notes at the surgery.
Participants were assured that only the research team will have access to
this information, which will be kept in a coded format during the study and
destroyed after completion of the study, and that they will be not identified in
the final report. Prior to the commencement of the interview, written consent

was obtained.
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Each interview with COPD participants took 45-60 minutes and followed a
semi-structured schedule. Firstly, participants were asked to show the
researcher all medicines they were using for their COPD and document the
use of each and report what they had been using in the past. Secondly, they
were asked about decisions they made to use/not use their therapy or
devices, missed doses, and technical and practical problems experienced
previously with the use of their devices. Thirdly, device-specific checklists
were used for all types to assess participants’ inhalation technique, so
patients were asked to provide a practical demonstration of their inhalation
technique for the most difficult device used at home. If none, they were asked
to provide a practical demonstration for the most used device at home using
a placebo device. This was done under the supervision of or by direct
observation from the researcher. Fourthly, they were asked about the
assistance or help they received from others especially informal carers
(family or friends). Finally, two validated instruments of adherence (Morisky
scale) and beliefs about COPD medicines (Beliefs about Medicines
Questionnaire [BMQ]) were applied. This enabled qualitative and quantitative

data to be collected as required by the objectives of the study.

The interview questions were read by the researcher to minimise the degree
of bias and to subject each participant to standard interview conditions.
Enough time was given to each participant in order to answer each question.
In addition, prompts and probes were also used in the interview to expand
the question that was answered to cover the topic broadly. Any unexpected
ideas or responses made during the interview were also followed up by the
researcher and a note of this was made on the interview schedule. If
participants agreed, interviews were audio-recorded to allow data analysis,

but this was not a requirement to take part.
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4.10 Data protection

The data collected were handled with confidentiality throughout the study
period and kept in a coded format without the name of the patients, and
locked all the time in a designated cabinet storage for this purpose. Data
were stored in university computers where all files were password protected
and only the research team was allowed access. Storage was the
responsibility of Prof. Felicity Smith. Data will be destroyed at the end of the
study period (after publication).

4.11 Use of computer software

A qualitative data indexing software package, Nvivo 10, was used to facilitate
coding and retrieval of the qualitative data. This software allowed storing of
the transcribed text in an organised form, searching and retrieving particular
segment of texts for inspection after coding segments of texts, and linking
relevant data to form categories. This was all done in English. In addition, a
quantitative data software package, SPSS 21, was also used to interpret the

guantitative data.

4.12 Analysis and presentation of the interview data

4.12.1 Transcription of the data

All interviews were conducted by the researcher in English. Of the 46
interviews, 40 were audio-recorded for verbatim transcription, whereas three
participants stated their unwillingness to be audio-recorded. Therefore, their
interviews were written by hand. Subsequently, all interviews were
transcribed. All the stages of the data analysis including development of

themes and codes were undertaken in English.
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4.12.2 Thematic framework

To enable the data analysis, a thematic framework was used in this study.
Thematic framework was developed by the National Centre for Social
Research (NatCen), UK in the 1980s for policy research for which the
information requirement is known in advance. Although diverse qualitative
methods are available for data management, a framework approach was
selected to support data analysis. Firstly, the framework approach is
especially fit for analysing cross-sectional descriptive data, enabling different
aspects of the phenomena under investigation to be captured (Spencer and
Ritchie, 2003). Secondly, moving from data management to developing the
analysis effectively to answer research questions may be a difficult and
confusing task for researchers. Thus, the interlinked stages in the framework
approach simply describe the processes that guide the researcher through
the systematic analysis of data from initial management to the development

of descriptive to explanatory accounts (Spencer, 2003).

Qualitative data analysis can be done deductively or inductively. A deductive
approach can be done by developing a theory, which begins with establishing
objectives. For example, when the study objectives are identified, key
definitions and assumptions should be stated. After that, a logical structure
should be generated to accomplish the objectives, based on the definitions
and assumptions. This methodology is often described as going from the
general to the specific (Hinkin, 2005). The deductive approach is widely used
for data analysis in qualitative research. One of the main advantages is that it
can test or expand an existing theory by searching systematically for patterns
to give a detailed description of a phenomenon, which enables developing of
meaningful themes (Braun and Clarke, 2006). In addition, if properly
conducted, it will assure the data validity in the final scale. In most situations
where the theory does exist, the deductive approach would be appropriate
(Clark, 2011).
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When developing the themes of this study, a single method approach to
qualitative data analysis was considered. This approach was an inductive
approach by building up a theory from the ground, derived from the data
obtained from COPD participants (grounded theory) (Hinkin, 2005).
Therefore, the researcher developed these themes and sub-themes based
on a series of factors that were raised by COPD participants during the
interviews. This approach is useful to guide the researcher when conducting
exploratory research (Clark, 2011).

After audio-recording the interviews for verbatim transcription, they were fully
transcribed and typed into a Word document. After that, they were printed out
and read many times to manage the data and reach data familiarisation,
which means becoming familiar with the data by reading and re-reading it.
This stage was very important to gain richness and depth and glean insights
into the data, and therefore to identify initial themes (Roe, 2008). After
reading the first seven interviews, the researcher was able to see and identify
some common themes and issues. After reading and re-reading all
transcripts, the key themes were marked and identified for a range and
diversity of coded data upon the topic under discussion (e.g. the timeline of
the condition=1, COPD medicines=2), using Nvivo. The major key themes
were then created as codes or nodes, and each transcript was read on the
screen and coded. Each key theme was subdivided into related sub-themes.
Some quotes were coded twice because they were covering several codes or
sections. A coding matrix was then generated and the codes from each
theme that was generated from the data were lined or grouped based on the
study objectives seeking wider application of concepts and themes (Roe,
2008). During the coding process, when any new theme arose from the data,

it was incorporated into the coding matrix (see Table 4-2).
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4.12.3 Data management using a case- and theme-based approach

An initial sample of 10 participants, who were firstly interviewed, was
selected from the whole sample and their interview transcripts were read
several times to identify the recurring themes and concepts. Codes and
categories were developed considering each line, phrase or paragraph of the
transcript as an attempt to summarise the findings. The process initially
involved using printed versions of the transcripts with key phrases highlighted
and comments written in the margins to gather preliminary thoughts. After
that, a conceptual framework was developed for the 46 participants into more
formal ideas from which a coding matrix was generated to ensure clarity at
conceptual level of the issues and to represent a range of experiences.
Transcripts were then entered into the NVivo sheet to generate the codes.
Each NVivo code initially formed a potential category but, as coding
progressed and the number of categories developed, they were grouped
together into broader categories. Similar categories were eventually brought
together to form initial themes. These categories and themes formed a
‘coding index’ that was used as a means of organising the whole dataset
(Table 4-2).
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Categories

The time-ling
of the
condition

COPD
Medication

Themes
1.1 Expenence of sympioms over fime
1.2 Causes of symptams

1.3 Experiance of COPD medication use ovar time

1.4 Acceptance and denial of liness and living with the disease
1.5 Knowledge about the disease and its prognosis

2.1 Expariance of the affectivenass of the inhalation therapy in
symptoms management over time

2.2 Participants’ beliefs and perceptions about the effectivansss af
inhalation therapy.

2.3 Participants’ decisions regarding using of inhalation therapy

2.4 Paricipants’ adherencef non-adherence to the prescribed COPD
medicines

2.5 The use of multiple inhalation devices by COPD participants on
thelr dally lves

2.6 Fitting tha COPD medicinas with their daily lves and activities,
2.7 Medication-specific comments

2.8 Experience of potential side effects of inhalation tharapy over time

2.9 Participants’ ballefs and concerns about the safety and side effects

of inhalation therapy.
210 Concerns of passible sida affects

Sub-themes

1.2.1 Exlernal Factors (Weather)

1.2.2 Emotion/ stress

1.2.3 Smoking

1.3.1 Changes In COPD medication over tima
1.3.2 Changes In dosing frequency over time
1.3.3 Changes in inhalation devices over time

2.1.1 Positive experiances
2.1.2 Negalive experiences

2.3.1 Symptoms that lead to use

2.3.2 Other reasons that lead to use

24,1 What they missed

24.2 Reasons for missing

2.4.3 Approaches for not missing (Compliance
alds)

2.5.1 Dosing regimean

2.5.2 The number of puffs

2.6.3 The frequancy of dosas

2.5.4 The sequence of administering the inhalation
devices and the reason bahind it

2.5.5 Emergency prescription and'or medications

2.7.1 Bronchedilator

2.7.2 Inhaled steroids

2.8.1 Type of side effects
2.8.2 Self-guided

2.8.3 Professionally guided
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3. The
inhalation
devices

4. The informal
carers

5. Healthcare
services

3.1 Comparing devices

3.2 Davice-specific comments

3.3 Operating the inhalation devices
3.4 Cleaning and maintaining the inhalation devices

4.1 The care and support provided for COPD patients

5.1 Accessing the healthcare services and the advice given fo
participants

5.2 Satisfaction with healthcare system and its service

5.3 Faith In healthcare professionals

5.4 Patients participation in decision-making in regards to thair
prescribed COPD medicines

5.5 Obtaining information, prescriptions and/or medicines about
meadicinegs and its sources

3.1.1 Effectiveness

3.1.2 Convenience

3.1.3 The frequency of dosing
3.1.4 Overall preference
3.1.5 Operating aspects

3.2.1 pMDls

3.2.2 Breath-actuated pMDls
3.23DPls

3.2.4 MNebulisars

3.4.1 How do they clean it

3.4.2 How often

3.4.3 Participants’ perceptions about cleaning and
maintaining of the inhalafion devices

4.1.1 What kind of help is received

4.1.2 Who is providing this support

4.1.3 How often?

5.1.1 How oftan
5.1.2 Reasons for accessing the healthcare system

5.1.3 Kind of advice
5.1.4 Whao provided this advice or information?
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4.12.4 The validity and reliability of the data

The validity of the data refers to the extent to which the chosen method
measures what it is intended to measure (Polit, 1991), whereas the reliability
refers to the degree of consistency between measures (Polit, 1991). The
following discussion aimed to outline the validity and reliability issues related

to this study.

The validity refers to the extent to which the research findings present reality
(Scanlan, 2002). The literature review in two formed the basis for the
validation of this study. Past studies have been taken into consideration
when designing this research to aid ensuring that this research included all
problems, issues and difficulties in regards to the use of inhalation therapy
and/or devices among COPD patients. Therefore, the review highlighted the
area of importance in regards to COPD and its therapy. These included how
older patients made decisions regarding the use of inhalers, and how those
decisions and difficulties contributed to suboptimal outcomes and treatment

failures.

The review also helped to ensure that the data collection instruments
covered all angles and topics which belonged to COPD and its therapy.
Themes that were repeatedly found in the review were considered significant
and questioning about these topics was included in the interview schedule,
such as the use of inhalation therapy by patients in terms of adherence and
inhalation technique and issues related to them. In this way, it will be ensured
that the data collection instruments had content validity, which means being a
measure that the data collection instrument covered all angles and domains

of the topic under investigation (Scanlan, 2002).
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At the end of this study a comparison was carried out between its findings
and the existing knowledge, theories or established literature of the use of
inhalation therapy by COPD patients, in order to validate the accuracy of the
findings of this study, despite using different methods to gather the data. The
findings were checked and discrepancies between this study and data

obtained from previous studies were compared before and during analysis.

In this research, data were gathered from different sources and a triangulated
methodology applied, to validate the data and to allow a more accurate
assessment. Triangulation is defined as the use of two or more methods of
data in the same study. It is a way; the chances of obtaining a true picture of
events are high (Scanlan, 2002), in another word to make sure there is

enough evidence to make valid claims (Smith, 2010).

To increase the validity of the findings of this research, it was decided to
conduct face-to-face semi-structured interviews, which enabled the
researcher to follow any interesting points and gave the participants the
opportunities to add any further information that they felt was crucial or was
missing from the schedule in order to ensure that the interview covered all
topics of relevance to the study and participants. As reported by Scanlan in
2002, exploration of issues in this manner means that participants’ answers
were placed in context and the researcher was able to probe the exact
meaning of the patient’s response. In this way participants were able to tell

their own stories, which enhanced the study validity.

In this study the threats to the validity were minimised in the following ways:

The literature review and preliminary fieldwork were conducted to ensure
that the study covered the relevant data collection domains. In addition,

after the researcher had conducted a literature review and developed the
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interview schedule, Pinn Medical centre staff including healthcare
providers were asked to review and give advice on the methodology used
in this study and the interview schedule, including wording of the
guestions and the way of questioning, to ensure the inclusion of all
relevant issues concerning the phenomena. As a result, the interview

schedule and the methodology were advised.

The checklist for each device was also seen and reviewed by the
researcher's team to ensure that it is workable and applicable for all
COPD participants. Checklists were used to standardise the collected

data during patient observations.

The review of the literature was used in the data analysis and discussion
of this study. These reviews provided concepts which can be checked

using our actual data.

To ensure the validity of the data obtained from participants’ interviews
the following procedure was undertaken:

» Two courses regarding discussion and training in conducting a
qualitative research and the use of questionnaires in research
were attended by the researcher at the University of Surrey and
the University of London before conducting the study. In
addition, the researcher was taught how to conduct a qualitative
research and the use of questionnaires in research, in relation
to previous MSc research undertaken by the researcher at the

University of Strathclyde, Scotland.

» Different books on interviewing techniques (e.g. Conducting
your pharmacy practice research project: a step-by-step guide
by Felicity Smith; Research methods in pharmacy practice by
Felicity Smith; Interviewing as qualitative research: A guide for
researchers in education by Irving Seidman) were read by the
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researcher, which informed the development of the methods
and helped the researcher to make the best choice regarding
the instruments that should be used to answer the research

guestions.

The choice of instruments for the quantitative data, which includes
measuring adherence and beliefs about COPD medication, was based on
previously published reports of the validity and reliability of these
instruments (Morisky scale and BMQ) by other researchers among the
same group of patients to ensure the validity of the quantitative data.

The data was audio-taped and transcribed verbatim to assist in applying
analytical procedures. One way to assure the reliability and the validity of
the data collected was audio-recording the patients’ interview, which has
been used widely within qualitative research, replacing the researcher’s
handwritten notes. This was done to review and transcribe the conducted
interviews at a later date; additionally, to verify the questions asked during
the interviews. When using the audio-recording responses, this will ease
the analysis by ensuring that no points were missed and that the
researcher has not unintentionally paraphrased the participants’
responses. This ensures that the data collected is true and

comprehensively reflects their issues (Scanlan, 2002).

After conducting the first three interviews, the findings obtained from the
interviews were examined and reviewed by the researcher's team to

ensure that these findings were accurate and representative.

The collected data from each interview was independently coded and the
coding was compared and reviewed by the researcher's team for
agreements, which is known as assessing reliability for ensuring accuracy

of the data. The results showed close agreement on the main themes.
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Using a computer indexing software package, Nvivo 10, was useful to
ensure the validity of the findings, by identifying all data relating to issues

of interest for inspection or to support theory building.

Whenever a new code was added, all the previous interviews were
rechecked for relevance of this code, which ensured consistency and

carefulness of coding.

At the end of this study a comparison was done between the findings of
this study and the existing knowledge, theories or established literature on
the use of inhalation therapy by COPD patients.

In terms of the reliability, as identified by Scanlan (2002), the reliability of the
study relies on the reproducibility of the findings and the assumption that if
the data were collected using identical techniques or methods at the exactly
the same point in time the same findings would be obtained, and if the data
were analysed using the documented method of data analysis the same
conclusion to the study would be drawn. To ensure this, a number of
considerations were made when designing this study to reduce threats to the

reliability, including:

The data collection process was clearly documented and research
procedures were followed as per the data collection protocol during

the research process.

To ensure that participants considered the same topics during the
home visits, a semi-structured interview technique was undertaken

using prepared questions which involve prompts and probes.

To assure the consistency of each participant’'s responses, the

interview questions were read out loud by the researcher and only one

researcher was used throughout the research to do the interviews with
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participants, to limit the bias and to avoid different approaches to the

interview.

To summarise, the methods employed in this study were to enable collecting
of extensive data both quantitatively and qualitatively to meet the study
objectives. The collected data that were obtained from different sources were
triangulated and considered using a matrix approach to analyse, validate and

complement the study findings.
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5 Chapter Five: Characteristics of participants, their

disease and medicines

This chapter reports the response rate of the study sample and summarizes
the study participants’ characteristics and participants’ disease
characteristics (e.g. demographics and clinical characteristics) and
participants’ COPD medicines, which are essential for interpretation of the

results. In addition, it summarizes non-participants’ characteristics.

5.1 Response rate

A total of 116 COPD patients were invited to participate in this study by
sending an invitation letter to their home address. Of those who responded
by sending back the reply slip stating their willingness to take part, 46
respondents were eventually interviewed. The response rate following an
initial mailing was 28%, as only 33 patients responded following an initial
mailing. Twenty-six patients with COPD declined to participate and no reply

was received from 57 patients.

To increase the participation rate, a reminder letter was sent to those who
had not yet responded (N=57), asking them for the second time to take part.
In response to the reminder letter, 13 patients agreed to take part and were
subsequently interviewed. Of the 44 remaining patients, 15 declined to take
part in the study and 29 did not respond despite being invited and sent the
reminder letter. To summarize, a total of 41 patients declined to participate

and 29 did not reply. The remaining 46 participants who met the criteria and
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agreed to take part were all enrolled in this study and interviewed (response
rate 40%).

5.2 Characteristics of the sample

The characteristics of the 46 participants, who met the inclusion criteria and
agreed to take part, were entered into a data base in SPSS v.21. The mean
age of the 46 participants was 77 years (SD = 8), and median was 76 years
(Interquartile range IQR = 72-83 years). Participants ranged in age from 63 to
100. Almost an equal number of participants from each gender (Male=24 and

Female=22), were included.

Smoking is a leading cause of COPD; most participants who enrolled in this
study were current smokers or ex-smokers. Three-quarters of the participants
(N=34) were ex-smokers, whilst seven participants were still smoking.
Regarding their living arrangements, two-thirds of participants (N=31) were
living either with a spouse or family (see Table 5-1)

5.3 Participants’ disease characteristics

Participants’ information and clinical characteristics obtained from the clinical

notes and during the interviews are presented in Table 5-1.

Table 5-1: Characteristics of the participants and participants’ disease (N=46)

| Parameter ______ Mean(SD);Median |
Age (years) 77 (8.23); 76
Number of regular medicine 7 (2.84); 7
Number of years since the diagnosis 12 years (9.69); 10
Number of COPD medicines 3(0.79); 3
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||
Gender
Male 24 (52%)
Female 22 (48%)
Ethnicity
White (English, Welsh, Scottish) 39 (85%)
White Irish 4 (9%)
Any other White background (ltalian) 1 (2%)
Asian British (Indian) 2 (4%)
Living arrangements
Lives alone 15 (33%)
Do not live alone 31 (67%)
Severity of the disease according to NICE guidelines
Mild airflow obstruction (FEV1=50-80%) 14 (30%)
Moderate airflow obstruction (FEV1=30-49%) 29 (63%)
Severe airflow obstruction (FEV1<30%) 3 (7%)
Smoking status
Current smoker 7 (15%)
Ex- Smoker 33 (72%)
Never-smoked 6 (13%)

The mean (SD) and median are given for continuous variable, whereas, numbers (%) are given for
categorical variables

In this study, the number of years since the participants were first diagnosed
with COPD ranged from 1 to 35 years with a mean of 12 years (SD=9.7). The

median of the number of years since the diagnosis was 10 years.

From the surgery records, the FEV1 (forced expiratory volume in 1 second),
was classified in the medical records based on the NICE guidelines
classification of the disease severity three categories: mild airflow obstruction
(FEV1from 50 to 80% predicted), moderate airflow obstruction (FEV1 from 30
to 49% predicted), severe airflow obstruction (FEV1 < 30% predicted). Of the
46 participants, nearly two-thirds (N=29) had moderate COPD, whilst, a few
participants (N=3) had severe disease status. Although, it was not possible
to access different lung function tests for non-participants to compare the
generalizability of the sample between participants and non-participants

because no consent was obtained, the sample of this study tends to have a
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range of people with different disease status comprising mild, moderate and
severe COPD status which makes the sample diverse.

5.4 Characteristics of participants’ medicines

5.4.1 Inhalation therapy

All the information provided regarding patients’ own medications and what
they were prescribed for their COPD was taken from patients’ medical
records in the surgery, their prescriptions or medications checklists and/or

memories (see Table 5-2).

Table 5-2: The COPD medications prescribed for use by participants to manage their
condition (N=46)

E0PD medications The sclentific  Thetrade name  Device type Disease stalus Humber af
name patients
Bronchodilaior Shari-adting Venioln ok SABA veaz givan (up to 3 puffs dafly] esan =
sabudamel irifiel pmprical treatrmant for the refial of
Shar-acling Bricarny Tarbahalor breathlessness kr al paleris in ol slages 6
terbutdine 0P
Shartacling Salama! Braaths B
sabutamol aclugied phl
Shartacting HNabullzer 3
salbesmmol Sterl-
nab
Long-aching Foradi Aarclizor LABA, v givant bo pationts with GO0 i
Formiterl 0P mesderate stage (FEVY 2 507 predicled)
Shar-acting Aroneen D SAME wag grean for the refist of 1
Ipratopum braalhlessness with or withoul SABA.
Hebulizer 1
Lorg-acding Spiria Handihgler 1] Ghen once-dally with LAMA o stable 28
fisiropium ] COPD patients who remain breethiess
of e exacorbations despibe using
SAMA as required.

Bl Ta thasa wih moderaiz stage of GOFD
[FEW1 2 50% predicted )

3 To these wih ssvere stage of COPD
[FEV < 5% prediciad).

4)  Gtven (r ackdtion o LABA whens 105 &

geclined or rof foleaed,
Arriraphilling Prndlgeantin Tabdsts Wit L iter i friad of shait-acting 3
branchedlmnes and long-acting
branchodilaions
Sterolds Beclomatasoré Clenil modukae phaDI Each of these was given i addtien fo a 5
dipropicnate LABA inhaler in savare COPD sbebus o
Pubdnal Turbshalar reqular far-ups [axacerbetions) of 2
e symptoms B rechice the Inflammation,
Crer pM 1
Bacooisks Diskhater 1
(o]
Bugescrics Pulmigan Turbahalar 2
e
Prednisolons Predrisoiong Tablsts Gilven o some pafients with advancad 3
CoPo
Combinalion therapy Formeberl Symbscont Turbshaler  Givon b patierss with sevare stage of COPD 20
funaraie dihydrate DR {FEW = 505 pradiciad) o to those with
ard budesoride slable COPD ard an FEVY & 30% who
Salmeteral Senatide Aeruhaler remia breaihlass of have saterbatons 1%
drarloabe and g despiia martenance theapy with o LASA,
futicasona
propianate
Mucalytic Carbacktsine Mucodyne Tabials Was zed in patiants wik: 3 chronic cough a
Megicines preducte of sputum
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According to Table 5-2, all participants (N=46) were prescribed short-acting
bronchodilators such as short-acting Pz2-agonists (SABA) and short-acting
muscarinic antagonists (SAMA), to be used when required. The second most
prescribped medicine (N=28) was the long-acting antimuscarinic
bronchodilator (tiotropium), followed by the combination therapies of
formoterol/budesonide  (N=20) and salmeterol/fluticasone  (N=16)
respectively. These findings are consistent with those of previously published
guidelines such as NICE, BTS, ATS/ERS and GODL. All guidelines
recommend escalation of inhalation therapy with increasing severity of
disease, starting with short-acting bronchodilators used on an as-needed
basis, proceeding to scheduled administration of long-acting bronchodilators,
and advancing to ICS in patients with severe disease status or exacerbation
(ATS/ERS, 2004; NICE, 2010; GOLD, 2013).

5.4.2 Inhalation devices

In this study, COPD participants used a wide range of inhalation devices
ranged from two to five inhalers including multiple inhalers of pMDIs only,
multiple inhalers of DPIs only, a combination of both pMDIs and DPIs, or a
combination of pMDIs, DPIs and nebuliser. The largest number of
participants was using a combination of two inhalation devices. For example,
of the COPD participants, nearly half (N=22) used a combination of two
devices, whereas more than one-third (N=19) used three devices, and five

used more than three devices.

From the pie chart (Figure 5-1) it can be seen that two-thirds of participants

(N=31), 67%, used a combination of both pMDIs and DPIs, 10 participants

(22%), used a combination of DPIs, three participants (7%) used three
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different kinds of inhalation devices (pMDIs, DPIs, and nebulisers), whereas
the least used group was a combination of pMDIs with just two participants
(4%).

® pMDIs+DPis

N=10
(22%)

B Combination of DPIs

N= 31
(67%)

B pMDIs+DPIs+nebulisers

B Combination of pMDls

Figure 5-1: The percentage of participants who used different types of inhalation
devices in their home (N=46)

Regarding the type of device used, pMDIs were the most frequently
prescribed and used devices by COPD participants in this study, whilst, the
second most widely prescribed and used devices were the DPIs followed by
nebulisers. Among the DPIs, the Handihaler device was the most commonly
prescribed and used device, followed by the Turbohaler and Accuhaler (see
Table 5-3).

Table 5-3: The number of participants who used each type of device (N=46)

Tha type of Spacer  pWDle-  Eagibrealhe Handfalor  Turbobaler  Accuhaler Digkhatar Rasralipss Clicksinlor  Nobwliser
nhatation {piDis)

117



Chapter 5 - Characteristics of participants, their disease and medicines

According to Table 5-3, the participants were distributed as follows: all
participants (N=46) used pressurised metered-dose inhalers including pMDIs
and breath-actuated pMDlIs; 44 participants used DPIs (Handihaler® (N=28);
Turbohaler® (N=20); Accuhaler® (N=16); Clickhaler® (N=1) and Aerolizer®
(N=1). Seven used pMDIs with a spacer. For the nebuliser system, three
used a side-stream nebuliser. These findings are consistent with the
recommendations given by the NICE guidelines which state that for the
delivery of bronchodilators and ICS, pMDIs and DPIs are highly advised to be
used, with the consideration of a nebuliser device only for those who are
unable to use pMDIs and DPIs or who have been diagnosed with severe
disease status (NICE, 2010).

5.5 Characteristics of the non-participants

According to the data obtained from the medical records, the mean age of
the 70 non-participants was 71 years (SD=16) and the median was 76 years.
There was almost an equal number of non-participants from each gender
(Male=34 and Female=36). Based on ethnicity, 60 non-participants were
from the white ethnic background — English, Welsh, Scottish and Irish —
which formed 86% of the non-participants. Asians including Indians (N=8)
were the largest minority group (11% of the non-participants), whereas the

smallest minority group was other ethnic group including Arabs (N=2).

According to the information obtained from the 41 non-participants who
returned reply slips, 15 reported reasons for not participating in the study.
The most common reasons given were feeling unwell, time constraints,
moving home, being an employee, or out of the country during the period of

study.
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When comparing the practice population including participants to the non-
participants, patients’ characteristics appeared similar in age, gender and
race. See Table 5-4 for more information on the sample and its
representativeness when comparing the practice population including
participants to the non-participants:

Table 5-4: Characteristics of non-participants to the participants

Parameter Non-participants and Participants Statistical
non-respondents Mean (SD) Significance
Mean (SD)
| Age (years) 73 years (16) 77 years (8) 0.119 |
' Parameter Non-participants or Participants '
non-respondents Mean
N (%) N (%)
Gender
Male 34 (47%) 24 (52%) 1:1.4
Female 36 (53%) 22 (48%) 1:1.6
Ethnicity
White (English, Welsh, 60 (86%) 44 (95%) 1:1.4
Scaottish)
Asian British (Indian) 8 (11%) 2 (4%) 1:4
Other ethnic group 2 (3%) 0 1:0
(Arabs)

In compliance with the ethical requirements, no data were obtained from the
medical records regarding medications and disease characteristics due to the
fact that the researcher did not receive written consent from non-participants
giving their permission to access their medical records in the surgery.
However, based on the available characteristics of non-participants and non-
respondents there were no significant differences between the two groups in
regards to the age, gender and race, but it should be accepted that there

might be some other differences of which we are not aware.
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6 Chapter Six: The use of inhalation devices by
patients with COPD

This chapter describes how COPD participants operate and maintain
different inhalation devices at home. It also identifies the frequency and
range of problems experienced by participants in the technical aspects of the
operation, cleaning and maintenance of inhaler equipment. The results
presented in this section provide insights into participants’ inhalation
techniques for different inhaler types in terms of preparing the device before
taking the dose, inhaling the dose, and maintenance, which includes

cleaning, sterilization and replacement of disposable parts if required.

6.1 A description of the inhalation devices

Familiarity with the components of each inhalation device encountered in this
study and their product characteristics is a very important stage to be
illustrated before describing how these devices were operated and used. A
table was constructed by the researcher for the devices which were used
most frequently by participants in this study (see Table 1-7, Table 1-8 and
Figure 1-3), in addition to a table summarizing product characteristics (Table
6-1).
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Type of Name of the medicinal product Qualitative and quantitative composition Pharmaceutical torm and excipients
device
PMDIs
Evohaler Ventolin® Evohaler® A pMDI delivering 100 meg of salbutamol sulphatefactuation. | It contains a HFA 134a pressurized Inhalar
suspension or solution
Evohalar Seretide Evohaler (25 megf 50 25 micrograms of salmeterol xinafoate and 50, 125 or 250 | It confains a Norflurane (HFA 134a) pressurized
meg, or 125 meg, or 250 meg/ meg of fluticasone propionale (delivered from the valve). This | Inhaler suspension.
dose pressurised inhalation, s equivalent to 21 meg of salmeterol and 44, 110 or 220 meg
suspension). of fluticasone propionate delivered from the actuator
idelivered dose).
Modulite Glenil Modulite 50 meg, or 100 Beclometasone dipropicnate 50meg, or 100meg, or 250mcg | Pressurised inhalation solution.
meg, or 200 meg, or 250 meg per | per metered (ex-valve) dose. Clenil Modulite contains HFA 134a and offer
actuation pressurised inhalation excipients (e.g. ethanol and glycarol)
solution.
DPls
Accuhaler® Seretide® Accuhalerd 50 mog Each single dose of Seretide provides: Inhalation powder, pre-dispensed.
{100 mcg, or 250meg, or 50 micragrams of salmeterol xinafoate and 100. 250 or 500 | Excipients: Lactose monohydrate which contains
500mcg/dose inhalation powder, micrograms of fluticasone propionate, milk proteins.
pre-dispensed.
Accuhaler® Ventolin® Accuhaler® It is a plastic inhaler device containing a foll sirip with 60 | Inhalation powder, pre-dispensed,
reqularly spaced blislers each conlaining a mixture of 200 | Exciplents: Lactose monchydrate which contains
micrograms of micro-fine salbutamol sulphate and larger | milk proteins.
particle lactose.
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Table 6-1 continued.

Type of Name of the medicinal product Qualitative and quantitative composition Pharmaceutical form and excipients
device
DPls continued
Turbohaler® | Symbicort® Turbohaler® 200meg/ | Each delivered dose {the dose that leaves the mouthpiece) | Inhalation powder.
& meg/inhalation, inhalation contains: budesonide 160 mcg J/inhalation and formoterol | Breath-actuated metered dose powder inhaler.
powder. fumarate dihydrate 4.5 mcg/ inhalation. Excipients: Lactose monohydrate (which contains
Each metered dose contains: budesonide 200 meg/ inhalation | milk proteins).
and formoterol fumarate dihydrate 6 meg/ inhalation.
Turbohaler® | Bricanyi® Turbohaler®, Terbutaline Sulphate 0.5 mg/dose. Inhalation powder.
0.5mg/dose, inhalation powder Breath-actuated metered dose powder inhaler.
Handihaler® | Spiriva® 18 microgram, inhalation | Each capsule contains 22,5 microgram tiotropium bromide | Inhalafion powder, hard capsule.
powder, hard capsule monohydrate equivalent to 18 microgram tiotropium. Light green hard capsules with the product code TI
The delivered dose (the dose that leaves the mouthpiece of | 01 and company logo printed on the capsule.
the HandiHaler® device) is 10 microgram tioropium. Excipient: Lactose monohydrate (which coniains
milk protein)
Diskhaler® Becodisks 400 Micrograms Beclometasone Dipropionate Monohydrate (Micronised) 414 | Dry Powder for Inhalation via Diskhaler Device

ug equivalent to 400 yg Beclometasone Dipropionate
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6.2 Sequence of using the inhalation devices and the reason behind
each sequence

In this section, it was decided to explore how COPD participants usually
administer their inhalation therapy in regards to which order was followed in
the administration of their inhalation devices. The study also explored
whether a patient’s decision to follow a certain order was directed by clinical
practice guidelines and/or practitioners’ recommendations, or whether it was
determined by the patient’s personal views. Therefore, 46 participants with
COPD who were using multiple inhalation devices in their homes were asked
during the interview to state which inhaler they usually used first, second and
third. The analysis of the interview data revealed that the sequence of
administration of the inhalation devices differed between participants. The
majority of participants (N=37) used their inhalation devices randomly, with
no identified sequence, having not being informed by their doctor about a
specific sequence.
I do not follow any order. My GP did not tell me that | have to do them in

sequence
Female, 76 yrs old, using Ventolin Evohaler pMDI and Clenil Modulite pMDI

The most common followed sequence by participants who reported a specific
order was to use bronchodilator inhalers first followed by the inhaled steroid
inhalers. For some participants this sequence was not based on scientific
evidence or medical recommendations, whereas for others this was due to

advice given by neighbours or healthcare providers.

| take this one first [tiotropium], one inhalation in the morning and after five
minutes | take two puffs of that one [Symbicort]. Ammm, | have been on this one
[Symbicort] for a few years now and | used to use it first but then my neighbour,
who is living across the road and has got the same devices too, told me this is
incorrect as the doctor told him to use Spiriva first, then he told me and he said
the doctor told him so | never argue.

Male, 68 yrs old, using Symbicort Turbohaler and Spiriva Handihaler

Amm, | believe | was told by my GP that was the right order [to use the Spiriva

before the Symbicort].
Male, 67 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler, Spiriva
Handihaler and Phyllocontin tablets
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By looking at the mode of action of both drugs, it can be seen that
bronchodilators are used to open and relax constricted airways to ease the
breathing, whereas steroids are mainly given to minimise the inflammation of
the airways. Therefore, it makes sense to use bronchodilators first, followed
by inhaled steroids as opening the airways by bronchodilators first may
permit enhanced deposition of steroids. However, the evidence regarding the
need for a certain sequence when using the inhalation devices is very limited.
In addition, there is no strong evidence in the literature suggesting that this
sequence alters the outcome of treatment favourably. A previous study of
patients with moderate to severe asthma separated them into two groups:
those who administered bronchodilators first and then steroids, and those
who took steroids first and then bronchodilators, concluded that there was no
ideal sequence for administering the inhalation therapy and that the efficacy
of both medicines on the lung function and the clinical outcomes were proved
completely independent of a particular sequence (Dal Negro et al., 2006). As
this is only a single study, further studies are required to provide some
evidence on whether following a certain sequence would be effective in

improving the lung function and the clinical outcomes or not.

In regards to the device itself, some participants had established their
sequence of administration based on two things: firstly, the age of the device
and, secondly, the ease of use. For example, four participants declared that
the priority was given for the first prescribed inhaler because they had been
using it for a long time. One participant tended to use pMDIs first followed by
DPIs because pMDIs were much quicker and easier to use than other

handheld devices.

| take one inhalation of Symbicort [Turbohaler] first and | take another inhalation
of Spiriva [Handihaler] second. The reason is Spiriva was recently prescribed,

just two weeks old.
Male, 76 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler and
Spiriva Handihaler
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| always take Ventolin [pMDI] before Seretide [Accuhaler] because Ventolin is

easier and quicker to use.
Male, 74 yrs old, using Ventolin Evohaler pMDI with spacer and Seretide
Accuhaler

These findings suggest that in general there was no dominant sequence for
applying the inhalation therapy; each participant worked out his/her own
preferred sequence, which was not based on scientific evidence but on
patient’s preference and convenience. These sequences were also directed
by the type of the prescribed medication and/or advice. In conclusion, due to
the lack of evidence proving the effectiveness of using a certain sequence,
there were no concerns in terms of the differences in the sequence of drug
administration among COPD participants. However, further investigations
and experimentations into the sequence of inhalation devices’ administration
and its effectiveness are needed. If any sequence was proved to be more
effective than others, it should then be followed and implemented to

maximise the efficacy of therapy and therefore the clinical outcomes.

6.3 Comparing inhalation devices in terms of operation

This was an observational part of the study carried out between May and
December of 2012. The sample comprised 46 participants with COPD,
treated at Pinn Medical Centre in Pinner, UK. All participants (N=46) were
asked to demonstrate and describe how they operate their inhalation devices
using a placebo device provided by the investigator. Participants were asked
to select the most difficult device to operate at home (from participants’
perspective) or the one which they may have a problem using. Some
participants claimed that they did not have problems or difficulties in using
any inhaler, so they were asked by the researcher to demonstrate the
inhalation technique for the device they used most frequently at home. The

selection criterion of the included devices in the assessment is potentially
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biased because it was based on patient’'s choices and judgments regarding

the definition of the mishandling of each device.

A total of 46 inhalation demonstrations were performed by the 46
participants; DPIs (N=35) including [Turbohaler (N=17), Accuhaler (N=11),
Handihaler (N=7)], pMDIs (N=8), and nebulisers (N=3). Although only three
participants demonstrated the inhalation technique using a nebuliser, among
those no errors were reported. Statistical comparison of other devices with
nebulisers was thus not possible since only three participants used

nebulisation therapy and no error was made.

For this study, an error in the technique was defined as any deviation from
the recommended steps required for optimal drug delivery which are given in
the checklists derived from literature provided by pharmaceutical companies
for their own devices. The method of assessment was investigated in regards
to reliability of the observer and checklists; firstly, the assessment process
was performed accurately by direct observation from a properly trained
observer (the researcher), who had three sessions of training under the
supervision of her academic supervisor Prof. Taylor, who has been actively
involved in inhalation aerosol research. In addition, using one observer for
the assessment process avoided the possibility of inter-observer variability
(defined as a failure to identify or measure the number of deviations made by
participants from the recommended technique when using their devices
accurately, which results in an error), which may arise from the presence of
multiple observers. Secondly, the checklists used in the assessment were
developed based on the previously published literature and guidelines set by
different professional organisations and the package leaflet of each inhaler
from the pharmaceutical companies, and were reviewed by the academic
supervisors before use, to ensure that they are accurate, feasible and
workable.
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Twenty-eight participants (61%) made at least one deviation/ error when
using their inhalation device, with only 18 COPD participants (39%)
performing all of the steps completely and correctly (Table 6-2).

Table 6-2: Participants who made at least one deviation (error) when using inhalation
devices

Type of device The number of participants The number and percentage of COPD

who demonstrated this participants who made at least one
device (N=46) deviation (error) when using the device
pMDI 8 7 (88%)
DPI 35 21 (60%)
Nebuliser 3 0 (0%)

The percentage of participants who made deviations/errors when using
specific DPI devices is shown in Table 6-3. The proportion of participants
who made at least one deviation was greater for the Handihaler device than
when for the Turbohaler or Accuhaler. In addition, the mean number of
errors/deviations made by 35 participants when using Handihaler, Turbohaler

and Accuhaler devices was 2.7, 1.4 and 1.2 respectively.

Table 6-3: Participants who made at least one deviation/error when using dry powder
inhalers

Type of device  The number of The number and percentages of COPD
participants participants who made at least one
demonstrated this device deviation (error) when using inhalation
(n=35) device

Handihaler® 7 6 (86%)

Turbohaler® 17 10 (59%)

Accuhaler® 11 5 (45%)

The problems encountered by participants, when using these devices are

shown in Table 6-4.
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Table 6-4: The number of mistakes made by participants per step

Carrect technique Errors in lachniguae pMDIz with  DPisin  Talal
or without general number of

-BPater N= 35 Brfors
N=d slep

. Remove the cap (Device specific) Fallure to ramove mouthplece cap

2. Shake Inhaler (the camnister) well Inhaker nof shaken B i ]
before use (pMDis only}
3. Attach a spacer or valved holding Falure to attach a spacer or valved 1] MiA 1]

chamber to the MDI (pMDis with & holding chamber to the MDI
spacer or valved helding chamber

. whenrequired) -
4. Hold inhaler in comrect orentation |nhaler upside down 4 1 .1
{Davice specific)
5. Prepare or load the device according Faillure to prepare device correctly 1] o 1]
to the manufacturer's instructions
{Device specific)
| &, Breath out away from the inhaler Mo breathing out 2 12 14

T. Place mouthpiece between your teeth Poor seal around mouthpiece
and close the lps around it [Device

o
—

o B e i ool f

8. Actuate while breathing in deeply and Fast Inhalatlon or firing davice 4 MiA 4
slowly (pMDis only) before start, at or after end of

inhakation

8. Breathe in quickly and deeply fbreath- Weak inhalation MiA 0 10
actuated inhalers), or slowly (pMDls)

10. Centinue to inhale after firing (pMDIs  Stopping inhalation as device s 3 MiA 3
oy fired_

11, Hold breath for about 5-10 seconds  Mo/shorl breath-hold 2 1 13
(A}

12. Clean the device according fo the Mo cleaning or not according to the 2 14 16

manufacturer's instructions and allow  manufacturer’s instructions
the device to air-dry completely
before the next dose is administered
13. Replace the cap siter the last dose Does not replace the cap after the 1] 0 1]
(AN} last dose

When comparing the number of errors per step made by pMDI and DPI
users, errors were recorded most (N=16) in cleaning the inhalation devices,
breathing out away from the inhaler (N=14) and holding breath for less than
five to 10 seconds (N=13) (Table 6-4). For the pMDIs alone, the steps
concerning shaking inhaler (the canister) well before use and actuating while
inhaling deeply and slowly were those most frequently performed incorrectly;
with inhaler not being shaken (N=6), the device being fired before start of
inhalation, or after end of inhalation (N=4). For the DPIs, the most common
errors were in cleaning the device according to the manufacturer's
instructions (N=14), exhaling away from the inhaler (N=12) and holding
breath for about five to 10 seconds (N=11). Errors in cleaning were reported
in not cleaning the device at all or cleaning the device but not according to

the manufacturer’s instructions. Errors with DPIs in the technique were seen
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in not exhaling before inhaling the dose or breathing out into the device, or
no/short breath-hold.

In summary, the data showed that deviations from the recommended
inhalation technique when using the inhalation devices were common among
participants (N=28; 61%). The study also revealed that 88% of pMDI users
and 60% of DPI users made at least one deviation from the recommended
technique. Among the DPIs, the data showed that more patients using the
Handihaler device made deviations/errors in the technique compared with
those using Turbohaler and Accuhaler. Reasons for the inhalation devices’
mishandling can be divided into three categories namely: patient issues,

practice issues and device issues. These are addressed.

6.4 Issues encountered by participants using inhalation devices

The clinical effectiveness of the inhalation devices depends not only on the
ability of the devices themselves to deliver the medication, but also on the

ability of the patient to use these devices properly and effectively.

6.4.1 Pressurised metered dose inhalers

NICE guidelines (NICE, 2010) state that pMDIs are the most prescribed
inhalation devices as most medications are available in this form, whereas;
the selection of DPIs is limited by the choice of medication because not all
devices are available to deliver all drugs. When a patient is first diagnosed
with COPD, the pMDI is usually given as a first option to be used to deliver
short-acting bronchodilators (NICE, 2010). However, the use of a pMDI
device may be problematic for some elderly patients who have impaired
handgrip strength, for instance if they have arthritis, or have problems with

coordinating inspiration and actuation. In this case, a spacer device and other
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hand-held devices should be considered (NICE, 2010). In this study, pMDIs
were the most commonly prescribed and used inhalers (N=43). Despite being
the most prescribed device and the one that had been used for the longest
time, findings of participants’ handling of their inhalation devices were in
agreement with previous studies which have reported that pMDI devices had
higher rates of incorrect handling than DPIs (Lenney et al., 2000; Molimard et
al., 2003; Khassawneh et al.,, 2008; De Moraes Souza et al., 2009;
Rootmensen et al., 2010; NICE, 2010). The percentage of pMDI users who
made at least one deviation from the recommended inhalation technique

when using their pMDIs was 88% compared to 60% of DPIs users.

The correct use of pMDIs by participants was affected by numerous
problems, which are listed in Table 6-4. In general, the most frequent errors
were: firstly, failure to shake the device before inhaling the dose. The
ingredients of some pMDIs in the canister are likely to settle over time.
Shaking the pMDI is crucial to ensure that the formulation is appropriately
mixed and homogeneous (Fink and Rubin, 2005). The second most common
problem was failure to hold the device in upright position. pMDIs should be
maintained in the upright position during administrating the dose; failure to do
SO0 may cause problems for drug disposition in the mouth or throat, which in
turn can cause suboptimal drug delivery and side-effects (Colombo et al,
2012). Thirdly, problems in coordination emerged: patients are required to
coordinate actuation at the beginning of inspiration. Actuation before one
second of inspiration decreases the inhaled mass and the drug disposition
deep in the lungs. Similarly, actuation after the inhalation can lead to
exhalation of the drug before it can enter the target airways (Fink and Rubin,
2005; Colombo et al, 2012). Therefore, if there is a delay between actuation
and inhalation, or if a participant inhales the dose very rapidly, the drug

delivery to the lower airways will be detrimentally affected.
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In terms of patients’ preferences, the data indicate that participants made
judgments in regards to their preferences and needs for using a certain
device. However, most participants (N=37) had a conviction that all inhalation
devices were the same and there were no differences. In addition, they
strongly believed that these devices were given to them by their doctors to be
used for their benefit and to meet their needs. Consequently, they had no
preference for one device over another, and they believed that they had no
choice but to use them even when they experienced difficulties in their use.

In terms of patients’ preferences for pMDIs, the results of this study have
shown that participants expressed no preference for the pMDIs, especially
with the need of good inhalation technique for effective drug delivery.
However, this did not affect participant’s decision to use the pMDIs,
especially because most of the pMDIs (N=34) were prescribed to deliver
short-acting bronchodilators to be used when needed, so patients were not
using them every day. However, this made pMDIs difficult to use for some
patients. Adding a spacer device to the pMDIs may help in eliminating poor
hand-lung coordination. However, patients’ ability and conviction to use the
spacer must be assessed before prescribing.

Actually, |1 do not like the fact that | need to inhale while actuating these two
[Clenil pMDI and Ventolin pMDI], | rather prefer to take my medicines via this

one [Handihaler] because | do not need to go through this complex technique.
Female, 72 yrs old, using Ventolin pMDI with spacer, Clenil Modulite pMDI and
Spiriva Handihaler

This study’s results were compared with the findings of previous studies, in
regards to the most errors patients make when using their pMDIs. The errors
were similar between these studies in terms of the following: inhaler not
shaken (Hesselink et al., 2001; Molimard, et al., 2003; Ho et al., 2004; Sestini
et al., 2006; Khassawneh et al., 2008; Rootmensen et al., 2010; Melani et al.,
2011), and firing the device before the start of inhalation or after the end of
inhalation (Ho et al., 2004; Sestini et al., 2006; Khassawneh et al., 2008;
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Rootmensen et al., 2010). In addition, in this study, when pMDIs users were
asked to explain the reason for disliking their pMDIs, they said that these
devices contain propellants which need to be pressed hard to operate; they
are unlike breath-actuated inhalers; and they found it difficult to use them
correctly especially because of coordination difficulties. Newman’s reported

similar drawbacks with the use of pMDIs (Newman, 2005).

Although the existence of these difficulties did not stop patients from using
their pMDIs, careful attention must be paid to the inhalation technique to
ensure the best drug delivery, as the clinical effectiveness of the inhalation
therapy depends not only on the efficacy of the devices themselves or
patients’ decision to use them but also on the ability of the patient to use
these devices properly and effectively. Patients’ inhalation technique should
therefore be assessed regularly to ensure the proper use of pMDIs. However,
if any patient is found to be unable to use the pMDI effectively even after
receiving educational sessions regarding the use, for instance due to issues
such as manual dexterities, other devices should be introduced, such as
DPIs or spacers (NICE, 2010).

6.4.2 Spacer Devices

Spacers are generally prescribed to enhance drug delivery from pMDls for
those who find it difficult to coordinate inhalation with actuation (NICE, 2010).
Inappropriate use of a pMDI device can lead to insufficient drug delivery,
therefore, insufficient lung deposition, subsequently increasing the possibility
of treatment failure (NICE, 2010). Adding a spacer to pMDIs improves the
inhalation technique and is associated with fewer errors when compared to
the pMDIs alone (Connolly, 1995; Ho et al., 2004; Rootmensen et al., 2010).
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Seven participants were prescribed spacers to be used with their pMDIs. As
reported by participants, spacers were given to ease the administration of
aerosolised medication delivered by pMDIs and minimise the local adverse
effects such as oral thrush. Participants perceived their spacers were

effective in delivering the medication.

The chemist told me if | use it [Aerochamber spacer] | will get all the good effect
and the full amount of the puff of my medicine. | will be telling a lie if | told you it

did not work for me.
Male, 74 yrs old, using, Ventolin pMDI with Aerochamber spacer and Seretide
Accuhaler

| was advised by [Dr. Name] to use a spacer. | went to him because | could not
get on well with these [salbutamol pMDI or salmeterol/fluticasone pMDI],
because of my tongue. When | use these [pMDIs] | feel the medication is going
all on my tongue, and | cannot get rid of my tongue [laughs], so when | was

telling [Dr. Name], he gave me this [Aerochamber spacer].
Female, 80 yrs old, using AeroChamber Spacer attached to adult comfortSeal
mask with the Ventolin pMDI, Seretide pMDI, Seretide Accuhaler and
prednisolone tablets

I think when | started doing it, | think it is a case of you do have to get used to
knowing how to use it and [Dr. Name] who | just mentioned to you, she gave me
that adapter thing [Nebuhaler spacer] you just adapt to that. She suggested it
and | did not know there was such a thing then she suggested | use the spacer

with this one [beclometasone pMDI].
Female, 72 yrs old, using Ventolin pMDI with Nebuhaler spacer, Clenil Modulite
pMDI and Spiriva Handihaler

The results of this study showed that the pMDI users were prescribed a
variety of spacers including Nebuhaler® (N=1), Volumatic® (N=2) and
Aerochamber® (N=4) spacers. The data indicated that three participants,
who were prescribed either Volumatic or Nebuhaler to be used with their
pMDIs, found it difficult to handle these spacers, due to their large size and

the lack of a facemask to ease the drug administration.

| use it [spacer] each time | take Ventolin but | do not take the spacer with me
when | go out because it is heavy to carry round and it takes time to administer
compared to this one alone [pMDI]

Male, 74 yrs old, using Ventolin pMDI with Volumatic spacer, Symbicort
Turbohaler, Spiriva Handihaler and Carbocisteine Capsule

Participants’ decision regarding the discontinuation or the intermittent use of

spacer devices (Volumatic® and Nebuhaler® spacers) was associated with
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device characteristics and properties (e.g. the shape, weight, being generally
bulky and difficult to carry around) (Figure 1-4), participants’ preference and
convenience (e.g. a spacer device can be time consuming to use, particularly
if a patient is on multiple medications). These participants who were advised
to use a spacer device were unwilling to continue using their spacers
(Volumatic® or Nebuhaler®) regularly as advised especially because they
were less portable than a pMDI alone and less comfortable to use. Others felt
awkward using them, especially when going out. As a result, one participant
decided to discontinue using his spacer, whilst two participants stated only
intermittent use of their spacers as they acknowledged that they were not
using them when they were out of the home and resuming their use when
they were at home. In all cases, healthcare providers were not informed
about these decisions.

| found it [Volumatic® spacer] not very comfortable to use and | felt awkward

with it, holding it and pushing the centre and | said it does make sense. | can

understand what medical people are talking about because they feel that a lot of

people like me are not taking the full amount of the puff into their mouth and

through this machine you are but the spacer kept falling out or fiddling and

something like that. So, | stopped using it without telling my doctor.

Male, 74 yrs old, using Ventolin pMDI with Volumatic spacer, Seretide
Accuhaler

I do not use it [Nebuhaler® spacer] all the time because it not easy to carry

around and you cannot use it in public because it looks weird.
Female, 72 yrs old, using Ventolin pMDI with Nebuhaler spacer, Clenil Modulite
pMDI and Spiriva Handihaler

Participants who were prescribed and used other types of spacers such as
Aerochamber spacer (N=4) reported having no difficulties in dealing with their
spacers and stated advantages of the Aerochamber spacer including being
small, portable, and having a facemask for use with the spacer. Those
acknowledged receiving benefits from the COPD medicines with the use of
the Aerochamber device and reported optimal outcomes and good disease
control. Aerochamber users were willing to continue using their spacers
without any complaint because they felt that they were making best use of
their pMIDs.
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| find them [Ventolin pMDI and Seretide pMDI] very easy to use especially after
using them with a spacer [Aerochamber® spacer] and a mask, so it [mask] goes
over my nose and | feel that | am getting all the contents in. | presume it does

me good.
Female, 80 yrs old, using AeroChamber Spacer attached to adult comfortSeal
mask with the Ventolin pMDI, Seretide pMDI, Seretide Accuhaler and
prednisolone tablets

I think it [Aerochamber® spacer] is easy to carry around and easy to use.
Male, 84 yrs old, using AeroChamber Spacer with Ventolin pMDI and Symbicort
Turbohaler

To conclude, seven pMDI users were prescribed a variety of spacers
including Nebuhaler® (N=1), Volumatic® (N=2) and Aerochamber® (N=4). Of
those, three had experienced difficulties in handling their spacers especially
Nebuhaler® and Volumatic®. Aerochamber users were happy to use their
spacers and did not report any problem with the use. They perceived their
spacers were effective in terms of drug delivery and had experienced a sign
of improvement in their symptoms, when compared to Volumatic and
Nebuhaler users. Therefore, Volumatic and Nebuhaler users should be
reassessed and re-educated on how to use their spacers properly and other
spacer devices should be considered, such as Aerochamber spacer, if

appropriate.

6.4.3 Nebulisers

Nebulisers are usually considered in patients with severe disease status or
frequent exacerbations (or ‘flare up’) of COPD (NICE, 2010). In this study,
three participants with severe COPD used a jet-nebuliser. These patients
were given a nebuliser to administer bronchodilators or saline because they
scored FEV1<30% (severe stage of COPD). They were the only participants
who have used all types of inhalation therapy in this study, including pMDIs,
DPIs and nebulisers, whereas all the rest (N=43) used a combination of
pMDIs and/or DPIs. Therefore, the judgments of these three participants
about the inhalation devices and their preferences are considered potentially

important as they reported the benefits of a jet-nebuliser, and felt that they
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were the best to use of all inhalation devices. Newman’s review (2005)
reported that nebulisers were the hardest device to prepare and the easiest
to perform the inhalation technique appropriately, whereas pMDIs were the
opposite. In this study, the three participants using a jet-nebuliser were able
to prepare it easily and correctly and performed the inhalation technique

efficiently.

There is evidence that a person is most likely to use correctly the device that
they prefer (Lenney et al.,, 2000). Based on the data obtained from the
interviews and the observations of the patients’ inhalation technique using
the jet-nebuliser, it was found that the nebuliser was used correctly by all
nebuliser users (N=3), and was preferred over all other hand-held devices.
Firstly; using the nebuliser required no specific inhalation technique, as jet
nebulisers are fairly intuitive to use and tidal breathing is sufficient. The data
obtained from the interviews were triangulated with the findings of the
observations of the inhalation technique for each patient when using the
inhalation devices. It was found that the jet nebuliser device was used
correctly by all three patients, with no recorded errors in the use (Figure 6-1).
Additionally, participants considered the ability to mix more than one
medication in a nebuliser and deliver them simultaneously as an advantage.
By contrast, all nebuliser users criticised their large size and the heavy
weight compared to other devices, especially pMDIs, which were considered
easy to use and carry around.

| cannot carry that around [Nebuliser], can I? If | can carry this one [A jet

nebuliser] with me | would, because it is easier to use with no specific

technique, you just have to breath and that's it.

Female, 77 yrs old, using Ventolin pMDI, Seretide Accuhaler, Spiriva Handihaler
and Salamol Steri-Neb delivered by nebuliser

I use my nebuliser twice in the morning to take these two [ipratropium and
salbutamol] which | like because you can use the same machine to take your

medicines.
Female, 76 yrs old, using Ventolin pMDI, Seretide Accuhaler, Spiriva
Handihaler, Salbutamol and Atovent delivered by (Side-stream nebuliser/ Porta-
neb compressor)
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Another reported advantage of nebulisers over hand-held devices was the
benefits of the ability to use very high drug doses, especially antibiotics for
seasonal infections in COPD patients, which would be impossible to deliver
with a pMDI or DPI. Additionally, no adverse effect was reported with the use

of nebulisers unlike other hand-held devices.

| find the nebuliser very helping especially after my lung infection; | had to take
lots of antibiotics. Before | got it, | was complaining of shortness of breath and |
used to feel chesty all the time, but, later, | was just fine with using this machine
and it does help me breathe better. So, it is the one | prefer most.

Female, 76 yrs old, using Ventolin pMDI, Seretide Accuhaler, Spiriva
Handihaler, Salbutamol and Atovent delivered by (Side-stream nebuliser/ Porta-
neb compressor)

Of course, my nebuliser, | find it the most helpful and easy to use. | really
cannot live without it but this one [Seretid Accahaler], | do not know if it is doing
any good but it loses my voice and makes me cough; it is dreadful, dreadful.

Female, 80 yrs old, using Ventolin Nebul delivered by Side-stream nebuliser/
Porta-neb compressor, Seretide Accuhaler, Spiriva Handihaler, Phyllocontin
continus tablets and Carbocisteine Capsule
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Figure 6-1: Ease of use and operation of the inhalation devices.

According to the NICE guidelines (NICE, 2010), nebulisers have the
advantage over other hand-held devices of being independent of inspiratory
effort or breathing pattern when a patient has poor coordination or inhalation
technigue. This means that they are easier to use than hand-held devices. In
addition, they also have the advantage of allowing multiple drugs (e.g.

bronchodilators and antibiotics) and high doses of medication, to be delivered
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safely in patients with severe disease status and during a chest infection
(NICE, 2010).

A further preferred advantage expressed by participants when comparing
their devices was that nebulisers and pMDIs promote confidence in their use
compared to DPIs as they usually generate a visible mist, making
participants confident that they were getting the medication, whereas they felt
nothing when using some other hand-held devices.

| think | used to prefer the old Seretide [Seretide pMDI]. | was happy with it and |

did not want to stop it but the doctor suddenly told me to stop it and go for the

new one [Seretide Accuhaler]. With that one [nebuliser] and the old one

[Seretide pMDI] | used to feel something going into my lungs and | have noticed

some improvement but with the new one [Seretide Accuhaler] | feel nothing.

Female, 76 yrs old, using Ventolin pMDI, Seretide Accuhaler, Spiriva

Handihaler, Salbutamol and Atovent delivered by Side-stream nebuliser/ Porta-
neb compressor

To conclude, among nebulisers, the jet-nebuliser was the predominant form
that was used by patients at home. Jet-nebulisers were considered the
easiest of all the aerosol devices and the most preferred by three participants
who had experienced using all types of inhalation devices — pMDIs, DPIs and
nebulisers. However, this cannot be extrapolated to all patients, as only three
out of the 46 participants in this study used nebulisers. When selecting an
inhaler device for a COPD patient, these points (e.g. the likelihood that
participants are able to use the device correctly, preferences and adherence)
should be considered by the healthcare prescribers to optimize medicine,
though nebulisers have a restricted use in the treatment of COPD (NICE,
2010).

As recommended by NICE guidelines, nebulisers should not continue to be

prescribed until proper assessment is undertaken to ensure one or more of

the following: reduction in symptoms or improvement in lung function,

increase in exercise capacity or in the ability to undertake activities of daily
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living (NICE, 2010). In addition, they should not be prescribed without
examining patient’s ability to use them correctly (NICE, 2010). Other
recommendations made by the researcher include the following: to maximise
the drug delivery and to achieve optimal outcomes, patients’ inhalation
technique with the use of nebulisers should be assessed periodically or
annually. In addition, side effects such as tachycardia or tremor should be
assessed or examined when there is regular use of high doses of
bronchodilators via a nebuliser. The efficiency of the nebuliser system should
be assessed as well because the performance of the nebulisation system

may decrease with improper cleaning and/or maintenance.

6.4.4 Dry Powder Inhaler Devices

According to the NICE guidelines, in most COPD cases bronchodilators are
best administered by hand-held devices, including pMDIs and DPIs, unless
there are some special cases that require nebulisation therapy (NICE, 2010).
In this study, most patients (67%) were prescribed a combination of pMDIs
and DPIs inhalation devices to deliver the inhalation therapy. In regards to
the DPIs, bronchodilators were given to patients either alone by Accuhaler
(e.g. salbutamol), Turbohaler (e.g. terbutaline) or Handihaler (e.g. tiotropium),
or in combination with inhaled steroids which include Turbohaler (e.g.
formoterol and budesonide) and Accuhaler (e.g. salmeterol and fluticasone
propionate). The most used DPI devices in order were the Handihaler,
Turbohaler, Accuhaler, Diskhaler, Aerolizer and Clickhaler devices.
Therefore, it was decided to study whether these devices were used properly

and correctly by patients.

As a result of the inhalation technique assessment, it was found that the
deviation from the recommended technique was common among pMDIs and
DPIs users, though COPD participants made more errors when using the
pMDIs than DPIs.
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The two most common errors made by participants when using DPIs were
exhaling through the mouthpiece device or not breathing out away from the
inhaler before inhaling the dose (N=12) and failing to hold a breath for five to
10 seconds post-dosing (N=11) (Table 6-4). Exhalation into the device may
cause two issues: firstly, exhaling air into the mouthpiece can lead to blowing
of the powder out of the chamber, which makes it unavailable for inhalation.
Secondly, this exhalation contains a high amount of humidity, potentially
causing aggregation of the drug powder and therefore reducing its ability to
disperse during the inhalation process (Newman, 2005; Colombo et al,
2012). The second error regarding no breath-hold for about five to 10
seconds affects the lung deposition; studies found that the lung deposition is
better after holding the breath for five to 10 seconds rather than four seconds
or less (Newman, 2005; Colombo et al, 2012). Giving a time by breath-
holding enables drug diffusion and sedimentation in the lung, which
increases the amount of inhaled drug that is deposited (Newman, 2005;
Colombo et al, 2012). The first error was defined as a crucial or essential
error by Newman (2005), which may result in no drug delivery. However,
both errors were common among COPD patients in previous studies
(Molimard et al., 2003; Sestini et al., 2006; De Moraes Souza et al., 2009;
Rootmensen et al., 2010; Hammerlein et al., 2011; Melani et al., 2011), as
well as this study.

Apart from the inhalation technique, when asking the participants about their
preferences for the DPIs, a number of them expressed their preference for
the multiple-dose devices (e.g. Accuhaler and Turbohaler), being easier to
load and operate when compared to the single-dose devices (e.g.
Handihaler), which contain capsules that need to be filled and loaded in the

device every time before each use.
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That one [Handihaler] is a bit fussy because you get to go through a long
process to clean and use. You have to take the capsule out [from the sealed
blister], open this [mouthpiece ridge], put the capsule there [centre chamber]
and pierce it. Unlike, this one [Accuhaler], all you need to do is press this [dose
release lever] and the medicine comes out.

Male, 95 yrs old, using Ventolin pMDI, Seretide Accuhaler and Spiriva
Handihaler

The Seretide [Accuhaler] is the one | prefer most and | think it is doing me good.

I do not have a reason but maybe because it is easier to use.
Female, 84 yrs old, using Ventolin Accuhaler with Aerochamber plus spacer,
Seretide pMDI and Spiriva Handihaler

In a previous study that assessed COPD patients’ preference and ease of
use of a multiple-dose DPI (Accuhaler) and a single-dose DPI (Handihaler),
by Moore and Stone (2004), it was found that 79% of Accuhaler users and
46% of Handihaler users were happy to continue using these devices, if this
was suggested by their physicians. A preloaded device with a month’s supply
of medication (e.g. Accuhaler) was preferred to the one that required single
doses to be loaded before use (e.g. Handihaler). The Accuhaler was
preferred by 67% of users who strongly preferred the preloaded device
compared to 33% of users who strongly preferred single doses (Moore and
Stone, 2004).

In this study, participants were also asked to state if they had a preference or
if they thought that their inhalers were all essentially the same in terms of
ease of use; more than three-quarters of the study participants (N=37) had a
conviction that all inhalation devices are similar, despite experiencing some
specific technical and practical issues. These respondents had no choice but
to use their inhalers as suggested. A few participants (N=7) stated their
preference for multiple-dose DPIs (e.g. Accuhaler and Turbohaler) over
single-dose DPIs (Handihaler), being quicker to load and easier to use
because most multiple-dose DPIs hold the powder in a reservoir, from which
individual doses are metered, or in individually sealed foil blisters within the

device (Newman, 2005).
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A further advantage for multiple-dose devices which made them superior or
preferred by some participants over the single-dose devices is their use with
fewer errors or deviations when performing the inhalation technique. The
observations of inhalation technique showed that the percentage of
participants who made at least one deviation from the recommended
technique when using DPIs was less when using Accuhaler (45%) and
Turbohaler (59%) than Handihaler (86%). Previous studies have shown
similar findings of a greater number of errors and lower patient preference
with single-dose devices compared to multi-dose devices (Moore and Stone,
2004; Wilson et al., 2007).

Moore and Stone (2004) reported that, when asking the patients to rate the
most important features of an ideal inhaler device, the three most reported
features were: being quick to use, overall ease of use and having a dose
counter that tells how many doses are left in the device. This is similar to the
findings of the current study, which found that patients’ preferences for a

certain device depended on being easy to use and load quickly.

This one is the one | prefer most [Accuhaler]. | do not have a reason but maybe

because it is easier to use. Another thing is that this [Accuhaler] has this window
which tells you how many doses you have left which is good.

Female, 84 yrs old, using Ventolin Accuhaler, Seretide Evohaler with spacer

and Spiriva Handihaler

Participants’ decisions to use the inhalation devices were not affected by the
type of the prescribed device or by the number of practical or technical
problems they experienced when using these devices, but by other factors
which were more integrated with patients’ perception about the need for
therapy, and the actual and perceived effectiveness and safety of the COPD
medication, which will be described in detail in the next chapter.

142



Chapter 6 — The use of inhalation devices by patients with COPD

6.5 Device handling

Apart from the inhalation technique, the majority of COPD participants did not
report experiencing any technical problems when using their inhalation
devices at home. However, a few participants reported some technical issues
only with the DPIs at home. These issues are addressed in details bellow
and should be taken into account for future practices in order to maximise the
medicine use. However, these issues did not affect participants’ decisions to
use the inhalation therapy as most of these patients were coping with these

issues differently, which is also described below. See Table 6-5.

Table 6-5: Technical problems reported by COPD participants with the DPIs

The inhalation | Where does the The specific What is the type of problem?
device problem exist? device
Multiple-dose | The integrated Accuhaler Difficulties in reading the numbers
devices dose counter, (N=3/186) of the dose counter that facilitates
dose tracking.
Turbohaler Difficulties in seesing the red mark
(N=3/20) when i comes out which
facilitates dose tracking.
Dolbts behind if Accuhaler Doubts behind if the active drug s
the active drug is (N=1/16) and actually released when the device
actually released Turbohaler Is activated.
when the device is | (N=4/20)
activated.
Problems in loading | Accuhaler Problems in hearing the sliding
the dose, {N=2/18) lever when It clicks.
Turbohaler Problems in twisting the coloured
{N=1/20) grip to release the dose.
Single-dose Problems with the | Handihaler Problems in piercing the capsule
devices capsule. (N=9/28) (N=5}
Reports regarding the emptiness
of capsule from the inside (N=3)
The wrong administration of the
capsule by swallowing the
capsule instead of inhaling it
(N=2).
6.5.1 Issues with the Accuhaler devices:

In Moore and Stone’s study, 69% of COPD patients had no problems using
the Accuhaler device at home as well as this study which showed that three-

guarters of Accuhaler users (75%) reported no technical problem with the
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use of this device. However, a number of participants (N=6) reported
experiencing a problem with the use of Accuhaler device (Figure 6-2). In
Moore and Stone’s study, the most common issues encountered by
participants when using the Accuhaler device were opening the device and
sliding the lever (Moore and Stone, 2004), whereas, in this study the most
common issues reported were not being able to read the numbers in the
integrated dose counter, not being able to hear the click when sliding the
lever and doubts behind if the active drug was actually released when the

device was used. These issues have not previously been reported in the
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Figure 6-2: Technical problems reported by participants with multiple-dose devices
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The integrated dose-counter of the Accuhaler

The dose counter facilitates dose tracking when patients administer multiple
doses and reduces the risk of running out of medication. However, reading
the dose counter or indicator that records how many doses remain in the
device was a problem for three participants using the Accuhaler. They
complained about being unable to read the numbers due to poor eyesight, or
the small font size on the dose counter. These difficulties arose with aging,
as vision continuously worsens, or with the emergence of a new condition,
such as a cataract, which in turn influenced their ability to use inhaler devices
properly. These patients either used reading glasses or a magnifying glass to

help them read the numbers, or they received help from family members.

Since | had my cataract surgery a few years ago | started using some eye drops
and | find it too difficult to read the doses left on that one [Seretide Accuhaler]
because these numbers are tiny. So what | usually do is either use my reading
glasses or ask my wife to read it for me.

Male, 85 yrs old, using Ventolin pMDI and Seretide Accuhaler

| just find the number of the doses left is too small to be read [Seretide
Accuhaler]. Sometimes, | have got to get my husband to have a look especially
if it comes to number two or seven, you know, the red colour [laughs].

Female, 84 yrs old, using Ventolin pMDI, Seretide Accuhaler and Spiriva
Handihaler

Having a dose counter that tells how many doses are left in the device was
one of the top three attributes of an ideal inhaler rated by patients, in Moore,
et al.’s study of 2004. To address these problems, firstly, pharmaceutical
companies such as GlaxoSmithKline should consider a larger window and
font size for the Accuhaler device to facilitate reading. Secondly, patients’
visual acuity should be assessed annually, especially for those who have
poor eyesight or cataracts, as this could affect the successful use of the

inhalation devices.
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Sliding the lever of the Accuhaler until it releases a dose

Two patrticipants aged over 80 years acknowledged that a hearing problem,
either tinnitus or poor hearing due to age, affected their ability to hear the
click of the Accuhaler device when pushing the lever as far as it goes to
release the dose, raising the concern of unintentional non-adherence with
either no dose or extra dosing. Overdosing was likely for one of them, as he
admitted clicking the lever of the Accuhaler twice just to release the drug
because he was unable to hear the click the first time.

| just have more problems with the emergency blue inhaler [Ventolin Accuhaler],

| just push my thumb away from me as far as it will go until | hear a click but the

problem is | do not hear the click because | have tinnitus you see.

Female, 84 yrs old, using Ventolin Accuhaler, Seretide pMDI with Spacer and
Spiriva Handihaler

Because of my age | have some hearing difficulties so | cannot hear the click of
that one clearly [Seretide Accuhaler], so | use hearing aids to listen to the click
or ask my wife to make sure that | did it properly. | might click it sometimes
twice.

Male, 85 yrs old, using Ventolin pMDI and Seretide Accuhaler

These patients consult their doctors and have their medication reviewed to
assess their ability to use the Auccuhaler properly. If appropriate, hearing
aids or informal care can be introduced to avoid the misuse of this device by
these patients. If these solutions are not possible to be applied, a

replacement device may be appropriate, such as the Turbohaler device.

Concerns whether drug is actually released when the device is activated

A further problem stated by one participant who was unable to hear the click
when using the Accuhaler device was uncertainty whether the active drug in
the Accuhaler was actually released or not. One of the main characteristics of
pMDIs is that these devices contain propellants that produce a rapid-moving
plume of aerosol, which often feels cold on the back of the throat as the

propellants evaporate (Newman, 2005), whereas DPIs do not have this
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feature of releasing a small amount of fine powder. For this reason, one
participant reported being unsure whether she was using her Accuhaler
device correctly because she felt nothing after using it, unlike the pMDI
selected and used previously. The Seretide Accuhaler formulation contains
lactose (see Table 6-1), but clearly the patient did not experience the taste of
the sugar.

With the old one [pMDI] I used to feel something going into my lungs and | have

noticed some improvement but with the new one [Accuhaler] | feel nothing.

Female, 76 yrs old, using Ventolin pMDI, Seretide Accuhaler, Spiriva

Handihaler, Salbutamol and Atovent delivered by side-stream nebuliser/ Porta-
neb compressor

This issue may be a psychological matter or result from misuse of the device,
not a problem with the device itself, since the same patient reported two
technical problems with the same device: being unable to hear the click and
feeling nothing after the use. All these issues must be taken into
consideration when reissuing the same device to the same patient. In
addition, to ensure the greatest adherence to inhalation therapy, participants
should understand how a particular device works. If a device does not seem

to be working for a participant, non-adherence problems may emerge.

6.5.2 Problems with the Turbohaler device

As for the Accuhaler, the integrated dose counter and the uncertainty about
the release of the medication were problems for Turbohalers users. These
were common among 11 users of Accuhaler and Turbohaler, raising
concerns of device mishandling. Seven users reported experiencing these
problems with the use of Turbohaler: being unable to read the number of the
doses that are left in the device and uncertainty whether the active drug was

actually released (Figure 6-2).
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The integrated dose-counter of the Turbohaler

For the Turbohaler, when a red mark first appears in the dose counter
window it means that the Turbohaler has 20 doses left, and when it appears
at the bottom it means that the device is empty and a new device should be
obtained. In this study, three users of a Turbohaler device reported being
unable to see the red mark when it first appears. One participant reported
using her Turbohaler device for two consecutive weeks without knowing that
it was empty because she could not see that the red mark had reached the
bottom of the window, indicating an unintentional non-adherence. To
overcome this problem, one participant acknowledged disposing of his
Turbohaler devices before they get to the red mark, to limit the risk of running
out of medicines which would be cost ineffective and causes waste of health
resources; whereas another reported receiving help from his wife in regards
to this matter.

The last two weeks | was on and off the Symbicort [Turbohaler] because if | got

better you know | do not need to take them every day if | feel ok. | probably

missed them five or six times in the last two weeks. Let me show you my

Symbicort... Ooooh, it is down to zero. | could not see it. It must be empty then,

so | need a new one then.

Male, 71 yrs old, using Bricanyl Turbohaler, Symbicort Turbohaler and Spiriva
Handihaler

For the Symbicort [Turbohaler]: as a design it is not particularly clear how many
doses are left, so | tend not to go right down the red because it has got few
extra doses over a month. | tend to almost throw it when it gets near the end

and start on a new one.
Male, 63 yrs old, using Symbicort Turbohaler, Spiriva Handihaler and
Pyllocotincontius M/R tablets

As | get older, | do have sight problems, so sometimes if | do not have my
magnifying glasses | would ask my wife to help me to read this [the doses

remaining on the dose counter of the Turbohaler] .
Male, 77 yrs old, using Ventolin pMDI and Symbicort Turbohaler

These patients could be at risk of running out of medications, leading to

unintentional non-adherence, if no action is taken to resolve this problem.
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Concerns whether drug is actually released when the device is activated

Four Turbohaler users reported uncertainty regarding the release of
medication from the Turbohaler. This problem was reported more among
Turbohaler users than Accuhaler users (Table 6-5). Despite the Symbicort
formulation containing lactose (see Table 6-1), clearly patients did not
experience the taste of the sugar, which raised concerns about inhaler
mishandling. Participants compared their experience with the pMDI devices
when the spray was felt going into the lungs, as well as when using the
Handihaler devices, when a rattling sound was heard during use. These
experiences assured participants that they had received the dose of their

medicines, whilst they felt nothing when using their Turbohalers.

Well, as | said | do not know about this one [Turbohaler] and what it is doing but
this one [pMDI] at least | feel the puff and you feel something going into your
lungs.

Female, 78 yrs old, using Ventolin pMDI and Symbicort Turbohaler

I do not know but with this [pMDI] | used to feel something with it. You know
what | mean, but, when | am taking these [Turbohalers], | do not feel anything
going in. That is why I did not know if | am using these correctly. But if you use
those [pMDIs], and you press in [hpointed on the canister], you can actually feel
something, so | think they are better in that way.

Male, 83 yrs old, using Bricanyl Turbohaler and Symbicort Turbohaler

Actually, with this [Handihaler] | can hear something happening but with that

[Turbohaler] I cannot
Male, 63 yrs old, using Symbicort Turbohaler, Spiriva Handihaler and
Pyllocotincontius M/R tablets

To assure the greatest adherence to inhalation therapy, participants should
understand how a particular device works and what a drug actually does. If
an inhaled device does not seem to be working for a participant, other types

of inhalation devices can be considered.
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Twisting the coloured grip of the Turbohaler device to release the dose

In this study, one participant reported experiencing difficulties in twisting or
rotating the grip of the Turbohaler device. Wilson et al. (2007) reported that
failure to turn the wheel on the base or the grip was one of the major or fatal
errors during assessing the technique which result in no drug delivery
(Wilson et al.,, 2007). The same participant reported cleaning his device
inappropriately by washing it with water despite being told not to do so. This
resulted in accumulation of powder in the base of the device, which may
have affected its performance. A consequence of the lack of knowledge
regarding how to clean these devices was that their performance was

affected and blockage in the inhalation channels may have been caused.
Another problem was with the Symbicort [Turbohaler]: | have got one or two of
the Symbicort inhalers, so when it was not rotating quite well, then [I] started to
use another one. Maybe it is stopped rotating because it seems to be a build-up
of some powder or whatever, so what | did is just wash it but it did not work
afterwards.

Male, 67 yrs old, using Ventolin pMDI, Symbicort Turbohaler, Spiriva Handihaler
and Phyllocontin tablets

The manufacture’s cleaning instructions should be followed and applied step
by step as the performance of the inhalation devices and drug delivery could
be affected by improper cleaning and maintenance. All users of inhalation
devices, including the Turbohaler users, should be taught how to maintain
inhalation devices in a good condition. In addition, to obtain optimal results
from therapy, inhalation device functionality should be checked and

maintained.

6.5.3 Problems with the Handihaler device

When the inhalation technique was observed by the researcher, the
percentage of participants who made at least one deviation from the
recommended inhalation technique was more when using the Handihaler
device (86%) than when using the Turbohaler (59%) and Accuhaler (45%). In

addition, when participants were asked about how they handle their devices
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and whether they have experienced any technical problem with the use, most
problems were reported by Handihaler users. The Handihaler is considered
the most complex device to use when compared to the multiple-dose
devices, as it involves more preparatory stages to receive medication, so
more problems are likely to occur (Moore and Stone, 2004). Other studies
have also shown that patients were at a significantly higher risk of making an
error when using capsule-based DPIs (Hesselink et al., 2001). However,
these issues with the Hanidhaler device that were raised by users were not

detrimental to the use the device.

A previous study by Moore and Stone (2004) reported that the most common
errors in using the Handihaler device were opening the cover and/or
mouthpiece and removing the capsule from the foil. In another study of 30
COPD patients assessing the ease of use of four different DPIs, it was found
that failure to press the button to pierce the capsule was the most important
error, which would result in no drug delivery (Wilson et al., 2007). In this
study, the most common problem experienced by participants with the use of
the Handihaler involves the capsules, as illustrated below (Figure 6-3).
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Figure 6-3: Technical problems reported by participants with the Handihaler, single-
dose device

Problems in piercing the capsule

With regard to operating the Handihaler device, 10 out of 26 participants who
used the Handihaler device reported that it was not working appropriately.
The most common problem reported by participants was in piercing the
Spiriva capsule (Figure 6-3). For example, five participants stated that when
pressing the green button to pierce the capsule and release the dose, it
sometimes made the hole too large or fractured the capsule rather than

piercing it. This was problematic for some patients who were abroad and had
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only a few numbers capsules with them to use. Consequently, some tended
to use another capsule, which meant an extra dose was inhaled, leading to
overdosing. It can be concluded that inhalers with a complex operator (e.qg.
Handihaler) can result in medication being misused or wasted when
operating the device. The misuse of the inhalation devices can result in the
medication being prescribed by physicians with a higher dose or adding other
medications to the existed regimens, leading to an increase in the direct and
indirect healthcare costs.

Occasionally with that one [Spiriva Handihaler] | am not actually sure if it makes

the hole too large sometimes, so | am not sure if the stuff comes out properly

then. It happened maybe once or twice. | am somehow felt it did not feel right.

Maybe because it gets a very distinctive noise when it is working, it rattles, so

when | checked it out and it did made the puncture hole in it. It did not seem to

make it any particularly larger but it definitely had a different sound. So, what |

did was | took another capsule put it in and did it again.

Male, 63 yrs old, using Symbicort Turbohaler, Spiriva Handihaler and
Pyllocotincontius M/R tablets

Sometimes it can make the hole bigger or fracture a little bit so you get a little
amount inside but | am very careful because then | look at it again and if | feel it
is not right.. | inspect it.

Female, 74 yrs old, using Ventolin pMDI, Seretide pMDI and Spiriva Handihaler

| think this thing [Spiriva Handihaler] does not sometimes puncture a capsule

properly. Sometimes it seems to break it rather than puncture it.
Male, 83 yrs old, using Ventolin pMDI, Clenil Modulite pMDI and Spiriva
Handihaler

One of the suggested reasons behind the failure in piercing the capsule
properly is that Spiriva capsules are made of two-piece hard gelatine
capsules, which may pose a problem for some patients of advanced age or
who have dexterity problems that may affect the proper use of their inhalers.
Another suggested reason is the improper storage of gelatine capsules,
which may have caused water loss from the gelatine and made it hard to
pierce. Capsules may get dried out when they are exposed to air due to
inappropriate storage or because of carelessly peeling back the foil too far
and exposing the next capsule to the air as well. All these factors can cause

problems when using the Spiriva capsules.

I have an awful gym to get these capsules out [Spiriva capsules]. | cannot get
them out but | have got a pair of scissors to help me get them out, so | cut the
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foil with scissors and leave them out to use them [Spiriva capsules] when |

need.
Female, 100 yrs old, using Atrovent pMDI with spacer, Spiriva Handihaler,
Pulmicort Turbohaler and Bricanyl Turbohaler

The capsule appears to be empty

Three participants reported that the Spiriva capsule appeared almost empty,
unaware of the fact that the Spiriva capsule contains only a very small
amount of powder; each capsule contains 18 mcg tiotropium blended with
lactose monohydrate. The delivered dose (the dose that leaves the
mouthpiece of the Handihaler® device) is only 10 mcg (EMC, 2013), the
capsule also contains lactose as an excipient. See Table 6-1 for a summary
of products.
I have often suspected that the capsule of the Spiriva [Handihaler] is empty. |
cannot really check it before | use it but after each dose | take, | open the
capsule and there is a tiny amount of powder left in there, so this obviously has
something in it. But occasionally | feel that there is nothing. | suspect that
perhaps if there is meant to be 30 capsules in a pack there are only 25 capsules

filled with powder and five are false.
Female, 70 yrs old, using Ventolin pMDI and Spiriva Handihaler

Lately | have had two failures of this one [the capsule of the Handihaler]. Just
recently, recently, | do not know if it was different manufacturer. Most unusual
but this happened within a week when | went ooooof [he took a deep breath]
nothing happened because nothing was in the capsule. That is the problem.

The capsule was empty.
Male, 74 yrs old, using Ventolin pMDI, Clenil Modulite pMDI, Spiriva Handihaler
and Becotide Diskhaler

One-third of the Handihaler users (N=9) reported experiencing issues with
the Handihaler capsule being either empty, hard to pierce or wrongly
administered. Great attention must be paid to these points when prescribing
a Handihaler device for COPD patients, as these issues can be real and not
belong to the patient’'s psychology. The Handihaler capsule is used as a
dose-holding system that allows participants to check if the dose has been
administered successfully by opening the capsule to check whether it is
empty or not; in addition to that, when the capsule is put into the device and
when the dose is taken, participants should feel or hear the capsule vibrate

or rattle during inhalation from the Handihaler. In the case of not hearing a
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rattling sound, participants are advised by the researcher to open the capsule
and put it on a dark surface and if a fine powder comes out that means that

the drug was not released or fully taken.

In the past | opened them [capsules] and put the capsule on a dark surface but

the powder was still in there.
Female, 84 yrs old, using Ventolin pMDI, Seretide Accuhaler and Spiriva
Handihaler

To overcome this problem, participants should be educated about the
Handihaler device and the content of the capsule and how it can be
successful administered and checked to make sure that the device has been
used efficiently. In addition, healthcare prescribers should be aware of the
consequences or potential problems with the use of the Handihaler. If a
certain patient reports experiencing problems with the Handihaler more than

once, another device can be considered.

Erroneous administration of the Spiriva capsule

In this study, the unintended oral administration of a Spiriva capsule was
reported by two participants. This error stems from the fact that these
capsules resemble those taken orally, which is obviously not desirable.

What | have done on occasions is | swallowed one of these capsules [Spiriva

capsule] twice [a laugh].
Male, 74 yrs old, using Ventolin pMDI, Clenil Modulite pMDI, Spiriva Handihaler
and BecotideDiskhaler

The Spiriva capsule | should be very careful with because it looks very much
like a capsule that | need to swallow which | did once, so | mean if | took them
out and put them somewhere unless | actually know which tablet | might get
mistaken and swallow it. That is why | always keep it separated from all other
pills.

Male, 78 yrs old, using Ventolin pMDI and Spiriva Handihaler

Spiriva capsules should only be used with the Handihaler device and inhaled
through the mouth. According to the FDA, in 2005 they received 30 cases
regarding the accidental oral consumption of the Foradil Aerolizer and Spiriva

Handihaler capsules. Although no adverse event was reported, there were a
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few cases that had difficulty in breathing following oral ingestion (Tezky,
2005). Healthcare professionals should be aware of the potential for
accidental errors in regards to the unintentional oral administration of Spiriva
capsules as this may lead to adverse effects or a delay in the onset of action

and minimise the drug efficacy.

As a result, it is suggested that, when prescribing Spiriva to patients with
COPD, a cautionary label indicating that this capsule is "for inhalation use
only", "for use with inhaler only" or "for inhalation use with special inhaler
only" in the principal display panels of the labels, should be provided by the
unit-dose section in the pharmacy, if this was not on the manufacturer
package. In addition, pharmacists are advised to dispense a Handihaler
device for patients every time they collect their Spiriva capsules from the
pharmacy, even if a patient did not ask for a new device, to encourage
patients to always keep them together, which may be a good way to remind
them that this capsule is made for inhalation. This may help in avoiding the

misadministration of the capsule.

To conclude, it is important to consider the problems encountered by COPD
participants with the use of inhalation devices. These problems may result in
suboptimal adherence either intentionally (patients’ decision to not use a
certain device) or suboptimal drug delivery (patient has improper inhalation
technique or other technical problems), which may lead to suboptimal

disease control or treatment failures.

To summarise, as a result of the inhalation technique assessment, it was
found that the deviation from the recommended techniqgue was common
among pMDIs and DPIs users, although COPD participants made more

errors when using the pMDIs than DPIs. Among the DPIs, it was found that
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the deviation from the recommended technigue was more common among
Handihalers users than Accuhaler and Turbohaler users and this was the
same for the technical/practical issues encountered by participants when
using the inhalation devices at home. The number of participants who
reported experiencing technical issues with the use of DPIs was greater

among Handihalers users than Accuhaler and Turbohaler users.

With regards to inhalation technique, only 18 participants performed all the
steps correctly when using their inhaled medication, leaving nearly two-thirds
of the sample (N=28) at risk of inadequate drug delivery due to their
suboptimal inhalation technique. As a result, it is highly recommended to
counsel the patients about their inhalation technique in the context of the
problems faced at home with these devices, aiming to achieve the best

clinical outcomes.

Since adequate disease control relies on the appropriate use of inhalation
therapy, it is noteworthy that practical measures may be implemented to
reduce the number of deviations from good practice made by participants
and maximise the effective use of inhaled medicines. One of the suggested
measures is a practical reassessment of user’s technique by their healthcare
providers, such as a trained nurse during clinic visits, even if a patient claims
to know how to use these devices correctly. A second suggestion could be
the introduction of short- or long-term structured education programmes for
all patients without exception. It is important to check whether the disease is
well controlled by the proper use of COPD medication before introducing new
and costly therapeutic measures.
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6.6 Cleaning inhalation devices

After using the inhalation devices, the manufacture’s cleaning instructions
should be followed, as the performance of the inhalation devices and
medication dose delivery may be affected by improper cleaning and
maintenance. Additionally, in the case of the nebulisers there is a high risk of
infection due to bacterial colonisation of these devices, which may possibly
transmit to patients during their use (Colombo et al, 2012).

Maybe it [Turbohaler twist grip] has stopped rotating because it seems to be a

build-up of some powder or whatever, so what | did is just wash it but it did not

work afterwards.

Male, 67 yrs old, using Ventolin pMDI, Symbicort Turbohaler, Spiriva Handihaler
and Phyllocontin tablets

The proper maintenance of inhalation devices includes daily care of cleaning
and drying. Manufacturers advise patients to clean their inhalation devices
such as nebulisers, spacers and Handihaler device with warm water or warm
soapy water, rinsing in tap water and then allowing them to air dry. Others
(e.g. pMDIs, Turbohaler and Accuhaler) are recommended to be wiped with a

dry tissue or paper towel (Table 6-6 and Table 6-7).

When participants were asked if they cleaned their inhalation devices used at
home, more than half of the participants (N=26) indicated that they always
did so properly, whereas 20 participants indicated that they never cleaned
their inhalers. Those who did not clean their devices were either not
motivated to clean them or found it difficult to do so, especially single-dose
devices such as Handihaler. Others were unaware of the fact that they
should be cleaned regularly or they did not know how to do it. Lack of
education regarding cleaning and maintaining of the inhalation devices in a
good condition was a reason reported by participants who did not comply
with the cleaning and maintenance instructions provided by the surgery or

patient information leaflets for each device.
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Now | do not do any cleaning, no, because that one [Spiriva Handihaler] is a bit

fussy because you got to go through a long process to clean.
Male, 95 yrs old, using Ventolin pMDI, Seretide Accuhaler and Spiriva
Handihaler

| have never been told how | should clean or store my inhalers and | have never
asked for such advice.
Female, 65 yrs old, using Ventolin pMDI and Symbicort Turbohaler

Well, 1 do not do that [clean]. | am a bit silly about that. Why, should we clean

the inhalers? Are there methods to clean these?
Male, 72 yrs old, using Ventolin pMDI, Pulmicort Turbohaler and Spiriva
Handihaler

Another reported reason for not cleaning the inhalation devices, as
acknowledged by four participants, was that the devices were limited to
single patient use (personal use only). They claimed that, in the absence of

the concept of sharing the devices, there was no need to clean the device.

As nobody else uses them, why should | clean them? So that is one of the
reasons why | do not clean them and they do not get dirty or wet or anything like

that.
Male, 87 yrs old, using Bricanyl Turbohaler, Symbicort Turbohaler and
Bumetanide tablets
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Frequency of pMD1 DPI DPI (Turbohaler and Mebuliser Nebulizer Nebuliser tube
cleaning by (N=42) (Handihaler) Accuhaler) (Facemask/ chamber (M=3)
participants (N=28) {N=3T) mouthpiece) (N=3)
(N=3)
Recommendations  Recommended o Recommended Recommended Recommended o be Recommended to be cleaned once a week
be cleaned at least to be cleaned to be cleaned cleaned the mouthpiece
once a week once a manth once per month once a week or as
or as needed needad
After each use 1 1 1 1
Daity 2
Waekly 2 5 7 1 1 1
Monthly 7 1 i} 0
When it gets dirty 5% 4 4
or when | think of it
Never 34 4 11 25 1 1 1
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Table 6-7: Method of cleaning inhalation devices

Method of DPl (Handihaler) DPI Nebuliser Mebuliser Nebuliser
cleaning (M=28) (Turbohaler (Facemask) chamber tube

and (N=3) (N=3) (N=3)
Accuhaler
(N=37)

Cleaning Wipe the Take the Open the lid, lift up the Wipe the Use adamp  Wash the mouthpiece, nebulizer,
recommendations mouthpiece  spacer apart, mouthplece and lift upthe  mouthpiece cloth tubing and mouthpiece in hot
insideand  rinse the parts  piercing buiton to open with soapy water and washing liquid,
outside with well in warm the base, then rinse it a clean dry rinse under hot running water
adry cloth,  water using a with warm water to tissue
tissue or mild soap and remove any powder
cotton bud then in clean without using soap
water
Warm soapy water 2 8 1 1 1
Cleaning it under i 5
running tap water
Dry tissue ] 1 2 12 1 0 1]
Fingers 2 2 0
MNewver 34 4 11 25 1 1 1
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In this study, the majority of participants were found to either not clean their
devices at all or to be non-compliant with the manufacturer’s
recommendations and guidelines on how to properly clean their devices. This
may affect the performance of these devices and therefore the drug delivery,
which may lead to treatment failures. Therefore, COPD patients should be
aware of current practice guidelines and recommendations provided for the
inhalation device in regards to the cleaning and maintenance. Additionally,
they have to be encouraged by healthcare professionals to comply with these

guidelines and recommendations during each visit.
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7 Chapter Seven: The use of medicines in the management
of COPD

This chapter addresses the first and the second objectives of this study which
concern the use of multiple inhalation therapies by COPD patients in the
management of their condition. It also describes patients’ use of their COPD
medication in the context of their daily lives. In addition, it gives an insight
into patients’ decision-making regarding using inhalation therapy and the
factors that influenced their decisions to use these medicines, in order to
provide all the necessary assistance tailored to each patient who is at high
risk of non-adherence or treatment failures, which may in turn maximise the
use of medicines and reduce the number of treatment failures and healthcare

costs.

7.1 The use of multiple inhalation therapies by patients in the
management of their condition

Data analysis indicated that participants’ positive attitude towards the disease
by accepting it as incurable and living with it helped them to be more realistic
about the treatment and its outcomes. Participants who accepted their
disease and understood the role of medications were using their inhalation
therapy as suggested and coped well. On the other hand, denial of illness
can be a contributory factor to medication non-adherence and subsequent
treatment failures.

I have no concerns that stop me from taking my inhalers because asthma is not

curable. I would like to take nothing but it is not curable.

Female, 78 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

| presume medication is doing me good. It is not curing it because it cannot cure

it but it is keeping it at bay.
Female, 80 yrs old, using AeroChamber Spacer Plus with adult comfortSeal
mask, Ventolin Evohaler pMDI, Seretide Evohaler CFC-free, Seretide Accuhaler
and Prednisolone tablets
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In terms of medication use, the data showed that the majority of participants
accepted their medication regimens after questioning and evaluating the
need for therapy and did not articulate any worries or concerns about taking-
medication, especially when their condition was well controlled by the
regimen. They were happy to continue on their current drug regimens,
despite in some instances making some alterations to the drug regimens
(see section 7.3)

Actually my COPD is stable on the current regimens. It is usually not at all a

problem.

Male, 67 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler, Spiriva
Handihaler and Phyllocontin tablets

In general | am happy with what | am using and they [COPD medications] are

doing what they are supposed to do.
Female, 74 yrs old, using Ventolin Evohaler pMDI, Seretide Evohaler and
Spiriva Handihaler

In contrast, a few participants were not using their COPD medications as
suggested because they either had worries or concerns about taking these
medications or considered their medications as a ‘poison’ or ‘harmful
substances’, and therefore tried to avoid them as much as possible. This was
articulated by three participants who tried to either tolerate the symptoms, or
looked for alternatives or returned to the doctor asking for advice or changes

to the current regimens.

My own doctor felt | should have taken more medicines but | did not really like

taking it and you know it is a drug, is it not?
Female, 78 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

| did not want to have steroids. Steroids are artificial products inside your body.
Female, 65 yrs old, using Symbicort Turbohaler and Ventolin Evohaler pMDI

| went to see the person who does the COPD but | was not impressed by him
because he told me | need to take two of these inhalers twice a day [she
pointed to Spiriva and Seretide] but when | went to see my doctor in my old
surgery and told her about what happened, she said, “No you only need to take
this one once” [she pointed on Spiriva] and | said, “Well that is what he said”.

She said, “He should not have told you that".
Female, 77 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler, Spiriva
Handihaler and Salamol Steri-Neb
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Participants made judgments and alterations to their current COPD
medicines based on different factors (Figure 7-2). Participants were therefore
questioned to see whether they were adherent to their prescribed regimens,
what alterations were made, what medication(s) was/were not taken as
suggested and what the reasons were behind their actions. As a result,
adherence to COPD medications was measured using the self-report Morisky
Medication Adherence Scale (MMAS). In addition to enhancing the validity of
the data, and examining and gaining insights into medication-taking
behaviours among these participants, participants were asked to answer
some open questions regarding their medication use (e.g. for your regular
medicines, people often do not take their medicines exactly as prescribed for
different reasons. Thinking of the medicines you use for your COPD, when
was the last time you did not take the dose of your regular medicines? How
many times in the last week have you missed a dose of your regular COPD
medicines and why did you miss them?) to understand the unanticipated
results from quantitative data (Morisky scale) and to identify issues behind
non-adherence to COPD medicines.

The eight-item MMAS usually scores range from 0 to 8, which have been
categorised as high, medium and low adherence (MMAS score of 8, 6 to <8,
and <6, respectively) (Figure 7-1). However, in this study participants were
identified as ‘adherent’, if they scored eight in MMAS, whereas, if a
participant scored less than eight in the Morisky scale, their adherence was
classified as suboptimal. According to the MMAS scores, 24 participants
were adherent to their COPD medicines (scored 8), whereas 22 (48%)
participants had suboptimal adherence (scored<8). Therefore, close attention
should be paid to those with suboptimal adherence, to see what
medication(s) was/were not taken as required and why, to optimise the use of

medicines in this group.
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Figure 7-1: The total adherence score of the MMAS scale

When participants started inhalation therapy, they tended to make some
amendments or alterations to their prescribed regimens (e.g. discontinuation
or adjustments to therapy or intermittent use of therapy). These behaviours
were directed by the balance of an individual's reasons for and against taking
medication. Intermittent or discontinued use of COPD medicines was
associated more with the long-term use of long-acting bronchodilators and
inhaled corticosteroids, or adjusted to meet certain needs, especially with the
use of short-acting bronchodilators. Short-acting bronchodilators were over-
used as a preventative approach, to prevent symptoms from getting worse
and prolong symptom-free periods, which exceeds the use based on the
symptoms to include taking a prophylactic dose as a precautionary measure
(see section 7.3). This behaviour was related to the perceived immediate

benefit of short-acting medication on symptom relief.
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Well, | take this one as a preventative [salbutamol] when | will probably be

climbing stairs or something like that because it gives me instant relief.
Male, 83 yrs old, using Ventolin Evohaler pMDI, Clenil Modulite pMDI and
Spiriva Handihaler

Adherence to long-acting bronchodilators and ICS was found to be
suboptimal with those who reported suboptimal medication adherence. This
resulted from the prolonged efficacy provided by long-acting bronchodilators

and ICS on the symptom'’s relief.

Probably 1 do not need that [tiotropium] but | take it sometimes. Those two
[beclometasone and tiotropium] are something that does not affect you as soon
as you take them. Does it? You need to give it time but if | took Ventolin
[salbutamol] it would help immediately, so | take it but neither of those
[beclometasone and tiotropium] is going to help me immediately if | was in a bad

way.
Female, 72 yrs old, using Ventolin Evohaler pMDI with spacer, Clenil Modulite
pMDI and Spiriva Handihaler

This one [salbutamol] might make an improvement because it has immediate
effect whereas this [tiotropium] does not have an immediate effect, so | am not

sure whether it does me good or not and whether | should use it.
Male, 95 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and Spiriva
Handihaler

Among the LABA and ICS users, more concerns expressed for ICS. The
reason for these concerns is that some participants responded better and
quicker to the LABA than the ICS and, for this reason, preferentially used the
LABA. In addition, experiencing side effects or fears of side effects with the
use of ICS was greatest among participants (see section 7.3).

The doctor decided to put me on Seretide [salmeterol /fluticasone] and he said

try this but it was painful for the first week because it gives you cramps and

everything else like that, so | stopped it for a while until these signs

disappeared.

Male, 63 yrs old, using Ventolin Evohaler pMDI, Clenil Modulite pMDI,

Mometasone furoate nasal spray, Seretide Accuhaler and Carbocisteine
Capsule

The next sections give further information on the factors that influenced
medication use among patients with COPD. Understanding these factors and
addressing patients’ adherence issues may help in optimising medicine use

and improve treatment outcomes.
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7.2 Factors affecting patients’ decision to use the inhalation therapy

Various factors were found to affect patients’ decision making to use the

inhalation therapy (Figure 7-2).
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Figure 7-2: Factors which affected patients’ decision to use their inhalation therapy

7.2.1 The presence of symptoms

Some participants reported using inhalation therapy in response to their
symptoms, with intermittent dosing usually in response to worsening
symptoms. Lack of COPD symptoms (feeling well) for some participants
resulted in discontinuation of inhalation therapy or some alteration in dosing
frequency, as at such times medication was seen as unnecessary.
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I have not used any inhaler today or yesterday because | felt good and | do not
need to take any. Whether | have missed... | missed a bit, maybe half a dozen
[six doses] because as | said | just used them as an emergency.

Male, 83 yrs old, using Bricanyl Turbohaler and Symbicort Turbohaler

| stopped using it [salbutamol] without telling my doctor because | felt it was

unnecessary
Male, 74 yrs old, using Ventolin Evohaler pMDI with Volumatic spacer, Seretide
Accuhaler

In the past | have reduced some doses of my COPD medicines especially the
Clenil [beclometasone] because | felt good. You know sometimes you do self-

medicate yourself, increase or decrease doses based on your condition.
Female, 72 yrs old, using Ventolin Evohaler pMDI with spacer, Clenil Modulite
pMDI and Spiriva Handihaler

Participants stated that their decisions to use inhalers, timing, and frequency
of dosing depended on their views and perceived needs for COPD therapy.
Participants reported using their inhalation therapy at less or more than the
prescribed dose frequency based on their judgments. Underuse of
medication was identified more in asymptomatic patients or in those who
have noticed signs of improvement in their symptoms. Some asymptomatic
participants reduced doses, stopped medication for a while, or decreased
dosing frequency. Participants made such judgments based on what they

thought would benefit their respiratory condition.

| usually take one inhalation in the morning and one inhalation in the evening of
this one [formoterol/ budesonide]. If my case gets bad, | take two puffs twice a
day instead.

Female, 65 yrs old, using Symbicort Turbohaler and Ventolin Evohaler pMDI

They suggest using this [beclometasone] morning and evening but | feel if | am

feeling ok, you know, | do not bother to use it. | only use it for necessary things.

I usually take two puffs when | feel bad, giving a little time between each one.
Female, 76 yrs old, using Ventolin Evohaler pMDI and Clenil Modulite pMDI

In contrast, overuse of medication was reported more for symptomatic
patients who experienced deteriorations in their symptoms. In response to
this some participants reported taking more than one formulation or

increasing the dosing frequency to compensate.

Sometimes | get very breathless or if | go upstairs | feel wheezy, so | take one
inhalation more of the Symbicort [formoterol/ budesonide] and | feel better.
Female, 67 yrs old, using Ventolin Evohaler pMDI and Symbicort Turbohaler
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Other participants reported using their inhalation therapy preventatively to
prevent symptoms worsening, especially when doing activities such as
walking up hills, climbing stairs or when sleeping at night. Participants
worked out a new dosing schedule to prolong the symptoms-free period.
I use it [formoterol/ budesonide] first thing in the morning when | get up
whenever the time is and then last thing in the evening before | go to bed | take

a couple of puffs because it stops the congesting during the night.
Male, 77yrs old, using Ventolin Evohaler pMDI and Symbicort Turbohaler

Generally, if | go walking with a friend | take two puffs of the Ventolin
[salbutamol] before | go out and | even carry it with me. | would not go anywhere
without it. But if | am going to exercise, | do it [take a dose] before, you know. |
sometimes need to use it again.

Female, 78 yrs old, using Ventolin Evohaler pMDI and Symbicort Turbohaler

Sometimes when | go upstairs, you know if | am busy and | am up and down the
stairs, then | find sometimes | use those [COPD medicines].
Female, 76 yrs old, using Ventolin Evohaler pMDI and Clenil Modulite pMDI

7.2.2 Actual/perceived effectiveness of medication

The actual or perceived effectiveness of inhaled therapy was found to
influence a participant’s decision to use the therapy. Participants were likely
to exhibit medication non-adherence especially if the medication was
perceived as not fully effective, or as unnecessary (see section 7.3). Such
participants deliberately skipped some daily doses, or discontinued therapy,
especially if not considered effective.

The only one | skipped deliberately is the Spiriva [tiotropium], because | do not

think it does any good quite honestly. It is not making any difference, no.

Male, 83 yrs old, using Ventolin Evohaler pMDI, Clenil Modulite pMDI and
Spiriva Handihaler

Section 7.3 gives more information on patients’ perceptions regarding

effectiveness of therapy and their influence on medication-taking behaviours.
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7.2.3 Actual/perceived safety of medication

The actual or perceived side effects of therapy were also found to influence
participants’ decision to use the inhaled medication. Individuals were more
likely to be non-adherent if the medication was perceived as unsafe or
caused unwanted side effects. Previously experienced side effects influenced
participants’ decision to use the inhalation therapy, especially inhaled
steroids. In order to decrease exposure to the inhaled corticosteroid, some
participants deliberately decreased dosing and adopted a dosing schedule to
decrease their exposure to the drug. Section 7.3 gives more information on
the actual and perceived safety of the COPD medication and the influence of

these perceptions on medication-taking behaviours.
I know most people would take Seretide twice a day but | do not. As you know it
[salmeterol/ fluticasone] contains steroids and | was already in the past taking
lots of steroids, so with that | do believe this amount would kill me at the end.

Female, 78 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

7.2.4 Embarrassment at using inhalers

Feeling embarrassed using inhalers in a public place also impacted on
decision-making regarding using therapy. Three participants worked out a
dosing schedule to use all their inhalation therapy whilst they were at home
only. Even if the need arose or the daily dose was due when they were away
from home, these participants tended to ignore this dose due to being
embarrassed or ashamed to use their inhaled medications in public. They
preferred either to miss a dose or sit and wait for the symptoms to resolve or
wait until they were able to use their inhalers in private.

| also sometimes do not use Ventolin in public as | feel embarrassed to use it in

public, because COPD is a disease that you feel very guilty about. Even when |

am out in a theatre or a party, | carry around my inhaler with me all the time, but

| either do not use or use it in a private area because | am very embarrassed

about this disease. | know it is stupid.
Female, 71, yrs old, using Ventolin Evohaler pMDI and Seretide Accuhaler

Sometimes when | am out or visiting friends, my Ventolin will be in my hand bag
but | do not like to use it in public because | do not like to draw attention to
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myself or maybe | just go to the toilet and take it as | do not like to make people
think that there is a problem with me.
Female, 65 yrs old, using Symbicort Turbohaler and Ventolin Evohaler pMDI

| should be honest with you. | have never used my inhalers in public even if | felt
| need to, except in front of my husband.
Female, 76 yrs old, using Ventolin Evohaler pMDI and Clenil Modulite pMDI

7.2.5 Medication regimen-related factors

The number of COPD medications being used by an individual was found to
influence their decision to use the inhalation therapy. A number of
participants reported that, when the number of medicines used per day
increases, the adherence to the recommended drug regimens decreases.

| tried to use it [formoterol/ budesonide] for a certain period of time as | was told.

But you see | have got so many things wrong with me in the heart and eyes, so

it is not a thing you adore, is not it [laughs], and because | have got so many

medications, so | stopped it.

Female, 89 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler and
Spiriva Handihaler

The greater the complexity of the medication (e.g. the number of medications
and the number of doses/day), the less likely the patient was to fit
medications into their daily schedule, and, therefore, the less likely to adhere
to the medication regimen. One participant, who had a complicated drug
regimen with frequent doses, was unable to fit medication taking into his daily
schedule, and found medication taking hard to deal with.

My dosage regimen is such a nuisance because sometimes you have got to

take too many medicines during the day and you should take some before

mggl's, some after meals and some with meals, which is so hard and drives me

Male, 87 yrs old, using Bricanyl Turbohaler, Symbicort Turbohaler and
Bumetanide tablets

7.2.6 Emotional distress

Three participants reported that significant emotional changes triggered

COPD symptoms. For example, emotional incidents, especially deaths of
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“dear ones”, worsened the condition itself, and compromised COPD
medication intake and led to unhealthy lifestyle choices; as the absence of a
strong motivational factor influenced patients to be non-adherent to their
COPD medication.

| do have a major problem at the moment; obviously | was a smoker and have

been for 15 years. That's what causes this. Two years ago, | stopped smoking

for nine months but them a huge thing happened in my life which was a death

and it was very emotional. Then | stopped taking my medication for a while and

| started smoking and again six weeks ago something else happened in my life

which was sad and | have started again. Anyway, if a major thing happened in

your like a death you tend to automatically go back to smoking. | know it is not

good and not helping and | think that what is probably making my breathing

worse.
Female, 71 yrs old, using Ventolin Evohaler pMDI and Seretide Accuhaler

| found after my husband died | started to get nervous asthma and sometimes |
missed a dose or two of my medications [COPD medication]. Anytime that | was
actually, you know, very nervous or anxious about anything, | found it hard to
breathe. | find since | have got older, | am being anxious about anything. You
can get to this stage where things go wrong and you start to kind of feel a bit of
anxiety and | have this problem with my grandchildren as well, which causes
lots of problems.

Female, 68 yrs old, using Qvar Easi-breathe and Bricanyl Turbohaler

In summary, this study has shown that medication-taking behaviours are
dynamic, being directed by different factors which are related to the patient’s
treatment and disease. These factors had an influence on patients’ decisions
to use the inhalation therapy leading to treatment failures and poor clinical
outcomes. Addressing patient challenges to medication use (adherence),
may help in introducing some interventions by healthcare professionals in the
future to alleviate some of the issues that prevent patients from using their
inhalation therapy as suggested. The next section, 7.3, discusses patients’
perception about the efficacy and safety of therapy in greater detail, and how

this can affect the patients’ use of their COPD medications.
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7.3 Participants’ views and experiences regarding actual and
perceived efficacy and safety of the inhalation therapy

This section describes participants’ views and experiences with regards to
the actual and perceived effectiveness and safety of the inhalation therapy,
and the benefits and drawbacks raised by participants regarding therapy
used at home. Providing this information to healthcare services may enable
healthcare professionals to assist COPD patients who are using this therapy

in their homes in optimizing medicine use and improving treatment outcomes.

7.3.1 Perceptions regarding treatment efficacy

This section provides an insight into COPD patients’ perceptions about the
inhalation therapy they use at home, what medication was perceived to be
not fully effective, and how this affected participants’ decisions to continue or

discontinue therapy.

7.3.1.1 Efficacy of therapy perceived as suboptimal

To identify the number of participants who perceived their inhalation therapy
was effective from those who did not, the following procedure was
undertaken: a direct question was asked to all participants (N=46), i.e. what
do you think of your regular COPD medicines in regards to their efficacy and
which one do you find helpful? The data revealed that three-quarters of
participants (N=34) perceived their inhalation therapy to be effective,
especially when it was used in combination. Their answers were followed in
more depth by asking them to explain in more detail what they meant by

being effective or not fully effective.

One-quarter of participants (N=12) reported that they believed their inhalation

therapy was not fully effective, leading to treatment failures represented by
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recurring symptoms, persistence of symptoms, exacerbations or hospital
readmissions.
| cannot say they are good [COPD medicines]. | do not know, but | wonder if
there is one that may have a bit of a stronger effect. It will be preferable

because until now | cannot clear up my chest.
Male, 68 yrs old, using Symbicort Accualer and Spiriva Handihaler

My case [breathing] is definitely getting worse because the medication does not
seem to do that much good | have to say. We have got a park opposite; it is not
hilly but there are some light heights which | find difficult to climb. | also meet
lots of friends there and | cannot talk due to becoming too breathless.

Female, 71 yrs old, using Ventolin Evohaler pMDI and Seretide Accuhaler

| often get a panic attack of asthma. | had a panic attack about a month ago
when | could not breathe, so we called the ambulance. They said all | needed

was oxygen, | was low on oxygen.
Female, 77 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler, Spiriva
Handihaler and Salamol Steri-Neb

The reasons for treatment failures are likely to be due to factors such as
disease progression, behaviours that contribute to suboptimal efficacy of the
therapy such as smoking, circumstances that contribute to suboptimal
efficacy of the therapy, for instance getting a seasonal infection such as
influenza, developing resistance to the medication, suboptimal adherence to
therapy, which was detected in nearly half of the sample and/or suboptimal
inhalation technique, which was detected in more than half of the sample.
The result is discontinuation of therapy, the intermittent use of treatment, or
decrease in the dosing frequencies, which may lead to a further treatment

failure and suboptimal outcomes.

The only one | skipped deliberately is the Spiriva [tiotropium], because | do not
think it does any good quite honestly. Since | used it, it is not making any

difference, no.
Male, 83 yrs old, using Ventolin Evohaler pMDI, Clenil Modulite pMDI and
Spiriva Handihaler

Disease progression and persistence of symptoms

The progression of COPD and/or the persistence of symptoms influenced
participants’ decisions and perceptions regarding treatment and its

effectiveness. For example, when adequate control of symptoms was not
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achieved, due to increase in the severity of the disease, some cases of
treatment failures were registered; consequently alterations to patients’ drug
regimens were made by healthcare professional adding a new medication,
stepping up therapy or switching to another therapeutic group such as from

bronchodilators to adding steroids or steroids to adding other steroids.

I was on Clenil [beclometasone] for 20 years but it was not good. Recently the
doctor discontinued this one [beclometasone] because | had a very bad
shortness of breath when | was teaching at school and he put me on this
[formoterol/ budesonide].

Female, 65 yrs old, using Symbicort Turbohaler and Ventolin Evohaler pMDI

Well, this Pulmicort [budesonide], which | used to take and this particular night
we were going on a holiday on Friday. On Saturday night, | took that one
[budesonide] which kept making me sleepy, very sleepy, and | fell asleep and
then went for a bath; the following morning | found all my ribs were weakened
and | could hardly walk. My breathing was very bad, so it was discontinued by
the doctor because | was having some side effects as well and the doctor put
me on this one [beclometasone].

Female, 68 yrs old, using Qvar Easi-breathe and Bricanyl Turbohaler

Developing resistance may contributes to suboptimal efficacy of the therapy

Developing resistance to some medication such as salbutamol due to long-
term use has made some participants think that their salbutamol is no longer
effective. This belief influenced the use of the medication by COPD
participants as it was used at a minimum level or was discontinued for a
certain period of time, which led to treatment failures. Participants reported
that the effectiveness of their salbutamol declined over a prolonged period of
time as the symptoms-relieving effect was noticeably less than when

salbutamol was first started.

| used to take the Ventolin first thing in the morning before anything else
because initially | used to get a bit of relief with that. Now | do not know; | do not
get any relief. Does it seem to change things? | do not know. After a while | did

not seem to get any relief so | stopped using it for a while.
Male, 76 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler and
Spiriva Handihaler
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Suboptimal adherence and/or inhalation technique which may contributes to

suboptimal efficacy of the therapy

Suboptimal adherence to inhalation therapy was apparent for nearly half of
the sample (48%) and suboptimal inhalation technique for more than half of
participants (61%). These factors may cause treatment failures among
COPD patients. Nearly one-quarter of patients (N=6) who received tiotropium
treatment perceived that their tiotropium therapy was not fully effective. The
lack of efficacy reported by these participants could be due to the following:
firstly, this medicine was not taken by participants as directed because it was
perceived to be not fully effective, as long-acting bronchodilators such as
tiotropium have no immediate effect on symptoms. Secondly, when
assessing inhalation technique, it was found that the percentage of
participants who made at least one deviation from the recommended
technique when using the Handihaler device, which delivers the tiotropium,
was 85.7% of all participants (see Chapter 6). Treatment failures and
worsening of symptoms were reported, and, therefore, participants

deliberately missed some daily doses or discontinued tiotropium.

I do not notice any difference between my inhalers but | was told you must take
these continuously. Now and again, in the past a year ago or something like that
they found | was not going back to the chemist for the next one [tiotropium] just
to see what is going to happen if | did not take it. They did a review in the

practice and noticed that | have not been taking it because it was useless.
Male, 76 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler and
Spiriva Handihaler

ICS therapies were perceived by some participants to be not fully effective,
and lacking in efficacy or causing side effects. Unwanted adverse effects, or
concerns about future adverse effects, were a major issue raised by
participants who were unwilling to use a particular medicine, especially

medicines that contain steroids, such as beclometasone and budesonide.
| had a small concern when | was first prescribed Symbicort. | do remember that
| asked the doctor about whether there is a steroid in it because | did not want to

have steroids due to their side effects.
Female, 65 yrs old, using Symbicort Turbohaler and Ventolin Evohaler pMDI
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Behaviours that may contribute to suboptimal efficacy of the therapy

One reason for treatment failures, and therefore the perception that the
inhalation therapy was not fully effective, was in relation to smoking. For
example, some participants who have a smoking history perceived their
inhalation therapies were suboptimal. They blamed themselves or spouses
for the worsening of their symptoms, or development of their condition into a

more severe stage.

Emphysema is a build-up of smoking because | used to smoke but | am not
convinced that smoking... yes it is a contributing factor... but | am not convinced
that smoking is totally responsible for lung problems generally and even since |
stopped smoking | have not noticed any improvement in my lung function and

my medicines do not do that much.
Male, 76 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and Spiriva
Handihaler

The doctor told me | have got a chronic bronchitis and this is through passive
smoking. | gave up smoking but my husband smokes around me all the time
that's why | feel sometimes that my inhalers are not helping.

Female, 78 yrs old, using Ventolin Evohaler pMDI and Symbicort Turbohaler

Circumstances that may contribute to suboptimal efficacy of the therapy

Getting a seasonal infection, such as a viral or bacterial infection, was
another reason that participants believed contributed to failure of treatments
and therefore participants’ views on the suboptimal efficacy of the treatment.
Two participants judged their inhalation therapy was not fully effective due to

getting chest infections more frequently during the past year.

Until now | cannot clear up my chest. | also have some difficulties with getting a

virus infection every month. Last month | got a viral infection and could not

breathe and I thought | am going to die and my medicines did not help at all.
Male, 68 yrs old, using Symbicort Turbohaler and Spiriva Handihaler

To conclude, participants who perceived their inhalation therapy was
suboptimal had either stopped and then restarted their medication, or
discontinued it without keeping the doctor informed, due to either the lack of
the actual effect or participants’ views on the suboptimal effect of the

treatment received.
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| stopped using it [salbutamol] without telling my doctor because | felt it was

unnecessary
Male, 74 yrs old, using Ventolin Evohaler with Volumatic spacer, Seretide
Accuhaler

Providing information for healthcare providers in regards to what medication
was perceived to be suboptimal by participants, how these views influenced
the use of medicines, and what patients actually did will enable a better
understanding of patients decision-making, permitting interventions to correct
erroneous views or actions toward treatments, and provide the appropriate
education and guidance for patients so that decisions are based on the
balanced views of the facts. This may help in optimising medicine use and

improving treatment outcomes.

7.3.1.2 Efficacy of therapy perceived to be optimal

The majority of participants (N=34) perceived that their inhalation therapy
was effective, especially when used in a combination of drug classes.
Participants referred to clinical measures such as FEV1 or indicators (e.g.
relief of breathlessness) to assess the impact and efficacy of their medicines.
As reported by participants, the benefit was seen in the relief of COPD
symptoms, stopping bronchoconstriction during the night and making it easier
to breathe while sleeping, and an increase in their activity levels, in making
daily activities possible.
My COPD medicines are good. Lately | went to the hospital and the nurse

tested my FEV1 and she was happy with the results.
Female, 71 yrs old, using Ventolin Evohaler pMDI and Seretide Accuhaler

Somehow they [inhaled medicines] relax the muscles and the airways.
Male, 71 yrs old, using Bricanyl Turbohaler, Symbicort Turbohaler and Spiriva
Handihaler

Well, these inhalers make the normal activities possible.
Male, 67 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler, Spiriva
Handihaler and Phyllocontin tablets
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| find [salbutamol] helpful and it saves my life. | use it sometimes during the
night when | feel tight-chested to help me sleep.
Female, 78 yrs old, using Ventolin Evohaler pMDI and Symbicort Turbohaler

The improvement in patients’ symptoms was related to the perceived
immediate benefit of short-acting bronchodilators for symptom relief, when
used in combination with long-acting bronchodilators, or benefit of the ICS
that provide prolonged efficacy with respect to symptom relief. For example,
participants who used a combination therapy of short-acting bronchodilators
(e.g. salbutamol) and maintenance therapy of LABA and ICS reported that
the relief was seen immediately, especially with the use of short-acting [2-
agonist drugs.

I am happy with the current regimen because the Ventolin [salbutamol] is good

and very helpful if you hoover over something or when you do something you

should not do like polishing or dusting. Then you instantly take the Ventolin and

you feel better after 10 or 15 minutes, and when | take these

[fluticasone/salmeterol and tiotropium] later on, they usually take a longer period

to act but they add a stronger effect.

Female, 84 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

Well, they both have different functions [Symbicort and Bricanyl]. Symbicort
(budesonide/ formoterol) is to combat COPD.. Right! Whereas, Bricanyl
(terbutaline) is a reliever, it helps symptoms to disappear not to cure. Do you
follow what | am trying to say? | think Symbicort is a very good thing to use
because it stops the symptoms from taking over, if you like, whereas, Bricanyl

eases my breathing as a reliever.
Male, 87 yrs old, using Bricanyl Turbohaler, Symbicort Turbohaler and
Bumetanide tablets

Participants reported that relief was felt immediately with short-acting [32-
agonist drugs, although it was temporary or for a short period of time and the
medication needed to be repeated 2 to 4 times during the day to maintain the
effect. Some participants stated a gradual relief (happening slowly) with all
other COPD medicines, especially products that contained long-acting
bronchodilators (e.g. tiotropium and salmeterol) and long-acting
corticosteroids (e.g. fluticasone and beclometasone). This gradual effect
made some participants uncertain about how effective these medicines were
and whether they were doing them any good or not. As a result, doubts were
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expressed about the effectiveness of long-acting bronchodilators and inhaled
steroids, which may affect patients’ use of their medications.
Those two are something that does not affect you as soon as you take it
[beclometasone and tiotropium]. Does it? You need to give it a time but if | took
Ventolin [salbutamol] it would help immediately, so neither of those
[beclometasone and tiotropium] is going to help me immediately if | was in a bad
way.

Female, 72 yrs old, using Ventolin Evohaler pMDI with spacer, Clenil Modulite
pMDI and Spiriva Handihaler

Most helpful, is this Ventolin [salbutamol]. Because after taking it, | feel it calms
me because it gives an instant relief. The rest are good but | am just using them

as the doctor told me.
Male, 74 yrs old, Ventolin Evohaler pMDI with spacer, Symbicort Turbohaler,
Spiriva Handihaler and Carbocisteine Capsule

Some participants, who were unclear of the exact effect of their inhaled
medicines, made judgments based on others’ (e.g. friends or neighbours)
prior experiences with medications. Consequently medicines use was
influenced by others’ judgments about efficacy and usefulness of therapy.
These judgments may change over time based on further experiences.

I do not think that makes much difference [tiotropium] but people say that's very

good. | feel | just need to take it but people say it is really good. | think it is good

for COPD practically.

Female, 72 yrs old, using Ventolin Evohaler pMDI with spacer, Clenil Modulite
pMDI and Spiriva Handihaler

Well, 1 do not use the Ventolin [Salbutamol] these days as they said it is
supposed to help you breath but | never found that it did but they said it does,

so | used it.
Male, 73 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and Spiriva
Handihaler

In summary, the efficacy of inhalation therapy especially in combination was
highly appreciated by participants. Providing such information about what
participants thought of their COPD medicines, how they actually used them,
how this was different from the participants who perceived their therapy as
not fully effective, and how this influenced the use of medicines may enable
healthcare providers to assist COPD patients who are using inhalation
therapy in their homes to optimise medicine use and improve treatment

outcomes.
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7.3.2 Perceptions regarding treatment safety

All participants (N=46) were asked about their views on the perceived safety
of the inhalation therapy they used at home. Almost two-thirds (N=28)
reported that they had never experienced any adverse effect since
commencing their inhalation therapy, perceiving their inhalation therapy to be
safe.

Usually | have no concern about my medicines and no side effects. They are
simply safe.
Male, 84 yrs old, using Ventolin Evohaler pMDI and Spiriva Handihaler

| am quite happy that they do not cause any harm and | do not think they have a

side effect; | have been taking them as a part of my life plan.
Male, 91 yrs old, using Ventolin Evohaler pMDI, Seretide Evohaler and Spiriva
Handihaler

On the other hand, more than one-third of the participants (N=18) expressed
some concerns regarding experiencing adverse effects in the future, or
reported experiencing adverse effects when the inhalation therapy was used,
especially with long-term use of steroids. Two participants considered COPD
medications in general as ‘poisons’ or ‘harmful substances’, because they
believed they were not ‘natural’. They tried to avoid medicines as much as
possible and found other ways to compensate, such as undertaking daily
exercise.

My own doctor tried to persuade me to take more COPD medicines. He felt |

should have taken more medicines, but | did not really like taking it and you

know it is a drug, is it not? So, | put my energy, etc. into running and | became a

powerful runner and that helped me and my asthma.

Female, 78 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

I will be honest with you, | am also not a great believer in pills and things
because they affect me.
Female, 68 yrs old, using Qvar Easi-breathe and Bricanyl Turbohaler

Unwanted adverse effects or concerns about future adverse effects were a

major issue raised by participants who were unwilling to use a particular
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medicine, especially medicines containing steroids such as beclometasone
and budesonide. These medicines were found to be more prone to misuse
because they were used intermittently or not as prescribed. Some inhaled
medicines (e.g. budesonide and beclometasone) were replaced due to the

untolerated side effects caused by inhaled steroids.

I know | should take the Seretide twice a day but | only take it once every
morning. | know most people would take it twice a day but | do not. As you
know, Seretide contains steroids and | was already in the past taking lots of

steroids, so with that | do believe this amount would kill me in the end.
Female, 78 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

Previously, | also decided not to use Becotide because it has lots of steroids
and | was already on prednisolone. Too much steroids may cause lots of side

effects especially on bones, so | did not like it.
Female, 78 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

Actually, | am not happy with steroids. | take it because generally | do
everything they tell me but lately | have been suffering from restless legs and
Pinn Medical Centre gave me a booklet about restless legs. Then | read some
information about the causes and | found that taking steroids is one of the main

reasons.
Female, 84 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

Participants reported that the adverse effects occurred more often after each
use. In most cases, adverse effects were either dose-dependent caused by
using a combination of drugs that contained steroids, a double dose or higher
strength of steroids, or after a prolonged administration of steroids therapy.
Table 7-1 shows more information about the most common side effects

experienced by COPD patients due to their medicines.

183



Chapter 7 — The use of medicines

Table 7-1: The most commonly reported adverse effects with the use of inhalation
therapy

Side effect Number of participants Potentially
who reported this side caused by
effect

Shaky hands, tremors, muscle pain and 5 Bronchodilators
cramps
Osteoporosis 5 ICS
Persistent cough 4 ICS
Dry mouth and throat irritation 4 Bronchodilators
Voice hoarseness 3 ICS
Oral thrush 3 ICS
Palpitations (increase in heart rate) 1 Bronchodilators
Skin atrophy 1 ICS

» Some participants stated more than one side effect

Medications that contain steroids were the major cause of adverse effects
among this group of patients, including dry mouth and oral thrush
(overgrowth of fungus in the mouth), caused by not gargling or rinsing the

mouth with water, after using inhaled corticosteroids.

The only concern | had was the thrush which | found nasty but the hospital told
me to rinse my mouth after each use, so | use now a mouth wash.
Male, 83 yrs old, using Bricanyl Turbohaler and Symbicort Turbohaler

What | do as far as | am concerned is after each dose | swallow it up [steroids
left inside the mouth] with water because once when | was in the hospital |
caught thrush in my mouth. That was when | was really ill. No one told me to

rinse my mouth after each dose but now | do.
Male, 72 yrs old, using Ventolin Evohaler pMDI, Pulmicort Turbohaler and
Spiriva Handihaler

Yes, the chemist told me once to rinse my mouth with water after taking these

inhalers, which | sometimes forget to do and you end up with a very dry mouth.
Male, 73 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and Spiriva
Handihaler

Some participants reported being informed by their doctor to rinse their
mouth after each use of inhaled steroids, to minimise the risk of developing
adverse effects. However, some participants had developed oral thrush and
voice hoarseness, despite rinsing their mouth, whereas some participants did
not rinse their mouth after the inhalation of steroids because they were not

given enough explanations about the reason behind it.
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| also wonder about the reason for brushing or cleaning my teeth after the
Seretide. It does not make much difference and it does not really seem to help,
you know, rinsing and sometimes | forget. If it was helping | would stick to it but |

thought, “What | am doing this for?”
Female, 84 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

| do gargle it out but still it does irritate me, so | decided to stop it.
Female, 65 yrs old, using Ventolin Evohaler pMDI and Seretide Accuhaler

Persistent cough, voice hoarseness, tremors, muscle pain and cramps were
problems raised by participants due to the continuous and prolonged use of
steroids or bronchodilators. However, some participants were uncertain
about what was causing these adverse effects. In response to this, they
decided to go back to the surgery to discuss the issue with their general

practitioner. In some instances a decision was made to change their therapy.

Well, that is a steroid is it not [Seretide] and | am already taking steroid tablets
for something else and because of the things | have in my legs and bones. | am
not happy with taking all these steroids but | have an appointment with [Dr.
Name] on Monday and | hope he is going to cut it back again because he said,

“We need to get you off them”.
Female, 80 yrs old, using AeroChamber Spacer Plus with adult comfortSeal
mask, Ventolin Evohaler pMDI, Seretide Evohaler CFC-free, Seretide Accuhaler
and Prednisolone tablets

Actually, | have an appointment with my doctor on the 16" of this month but |
might go earlier because | have got shaky hands and the shake is getting a lot

worse and | am wondering what is causing this.
Male, 72 yrs old, using Ventolin Evohaler pMDI, Pulmicort Turbohaler and
Spiriva Handihaler

Well, | have a concern about either one of those [Sympicort and Spiriva]
because | have had for years a bad shake, right; | cannot carry more than one
cup. | can carry a cup but | cannot carry two and | was told that it is probably the
medicine that is causing this. | told the people about my shake but | do not
emphasis it too much to the doctor but what | would like is somebody to say,
“Oh we can treat that or we can give you something to stop that tremor”.
Anyway, | have an appointment this afternoon to talk about this issue to see

what is causing this.
Male, 76 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler and
Spiriva Handihaler

The majority of participants who reported experiencing adverse effect (N=12),

accepted and tolerated the adverse effects caused by their medicines, and

reported not stopping their regular COPD medicines as a result. For others
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(N=6), the experience of adverse effects from COPD medicines impacted
their decision to use the therapy, either stopping their therapy, reducing the
daily dose, decreasing dosage frequency, or consulting their doctor for

alternatives.

I do not use the Symbicort that often because the twice a day dose seems to

burn my throat.
Male, 71 yrs old, using Bricanyl Turbohaler, Symbicort Turbohaler and Spiriva
Handihaler

I usually take two inhalations of Seretide in the morning and sometimes in the
evening because if | take the evening dose | cough a lot, so | try not to take it in
the evening before | go to bed. | was taking it but it makes me cough.

Female, 65 yrs old, using Ventolin Evohaler pMDI and Seretide Accuhaler

The Symbicort: | reduce it from two puffs twice a day to two puffs once a day,

because it is irritating and congesting my throat.
Male, 71 yrs old, using Bricanyl Turbohaler, Symbicort Turbohaler and Spiriva
Handihaler

My voice is a bit hoarse and it got worse after | took the steroids. | have this
problem for quite a while and because this one has doubled the steroids
[Seretide 250 mcg] from what | was on [Seretide 125 mcg], that is why | do not
take it as prescribed. | was not over-happy about that because ok she [her
doctor] is doing this for my benefit but | am not taking double strength and
double the amount, so what | have done is take this, one puff in the morning in
case | need a heavier dose [Seretide 250 mcg] and | just take one puff at night

from the one | used to take [Seretide 125 mcqg].
Female, 84 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

Two participants reported discontinuing their therapy due to adverse effects
such as oral thrush and heart palpitations caused by steroids and
bronchodilators respectively. In these two cases, the drug products causing
the adverse effects were discontinued after consulting their doctor.

| went back to my GP and he put me on Symbicort and discontinued the old one
[Clenil (beclometasone)]. With this one [beclometasone] when | first used it | got
thrush in my mouth and a horrible taste; of course after that | had to use a
mouthwash after each use.

Male, 83 yrs old, using Bricanyl Turbohaler and Symbicort Turbohaler

I had Seretide 200 mcg. | was very unwell earlier this year and my heart rate
had increased from it. Then, | saw [Dr. Name], oh she is a lovely, she said,
“Could | change your medicine?”, and then | said, “Well yes”, then she put me
on Symbicort and took me off the Seretide

Female, 67 yrs old, using Ventolin Evohaler pMDI and Symbicort Turbohaler
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In this study, the use of inhalation therapy in general was considered to be
safe and well tolerated. However, 18 participants had experienced an actual
adverse effect, mainly with the long-term use of steroids including
budesonide and beclometasone in particular. As a consequence, six cases of
non-adherence to the inhaled steroid were identified with intermittent use of
therapy, or discontinuations. The rest of the participants (N=12) had accepted
and tolerated the adverse effects caused by their medicines. This section
informs the healthcare system about the main concerns and adverse effects
that COPD patients experience that may lead them to underuse their
medicines, leading to treatment failures. It is important that healthcare
providers monitor the effects and adverse effects of the inhaled therapy and
try to reduce these adverse effects if possible, and educate their patients
about the importance of continuing to use their inhaled medicines for their
condition and provide the proper advice and assistance tailored to each

patient, to maximise medicine use and treatment outcomes.

7.4 Experience of COPD medication: alterations over time

The findings obtained from the interviews were compared to the data
obtained from patients’ notes in the surgery regarding participants’
experience of COPD medication changes over time. Some changes were
made to the patients’ dosing regimen and were adjusted over time, as
reported by 19 participants and obtained from the medical notes. In regards
to the medication itself, the changes were made by medical prescribers by
adding a new medication, switching to another group or step-up of COPD
therapy from bronchodilators to adding steroids. As acknowledged by
participants, these adjustments were made when side effects emerged or
were raised by participants, when adequate control of COPD symptoms was
not achieved, when the severity of the disease increased, or exacerbations

occurred more frequently due to inadequate management.
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I was on Clenil [beclometasone] for 20 years but recently the doctor

discontinued this one because | had a very bad shortness of breath when | was

teaching at school and he put me on this [Symbicort (formoterol/ budesonide)].
Female, 65 yrs old, using Symbicort Turbohaler and Ventolin Evohaler pMDI

At the time, which was about a year ago, my chest was very bad, so a lady
pharmacist who was in charge of the bronchi-problems gave me a Ventolin
[albutamol] which | did not agree with, because it irritated my lungs more rather
than making it better. So | went back again, then they gave me a blue one

[Bricanyl (terbutaline)] which is to be taken when necessary.
Male, 71 yrs, using Bricanyl Turbohaler, Symbicort Turbohaler and Spiriva
Handihaler

Medical professionals were making changes to COPD medication over time.
Examining patients’ medication history, by exploring what COPD patients are
currently using, what they had been using in the past, what the changes were
and the reasons for these changes, is a crucial element to be examined. The
reason for this examination is to see what worked and what did not work in
regards to these alterations and to obtain the information regarding what
COPD patients use in the management of their condition, how COPD
patients felt after these changes, and whether they were useful or not. The
poor assessment of consequences when inappropriate changes are made to
patients’ drug regimen by their doctors may lead to improper use of COPD

medicines and therefore treatment failures.

7.5 Strategies in fostering appropriate medication use among COPD
patients

COPD patients were prescribed more than one inhalation device to be used
at home and had complex medication regimens, with some alterations made
to their drug regimen based on disease progression and seasonal changes.
The aim of this section is to examine how COPD patients fitted their
treatments into their daily routines and describe strategies employed by
patients to facilitate the use of their COPD medicines, when several

inhalation devices were being used.
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Many participants referred to their medication-taking behaviour as a habit
due to the long-term use. They had no difficulties in using their COPD
medication daily as required. Some made inhalers part of the daily routine
(e.g. linking COPD medicines to mealtimes), and had strict and well-
organized routines in taking medicines. This allows even complex regimens
to be easy to cope with.

It is more than difficult to keep track of everything but we have our routine to

remind us.
Male, 85 yrs old, using Ventolin Evohaler pMDI and Seretide Accuhaler

Well, | used the usual, one capsule of Spiriva before breakfast first and three

inhalations of Symbicort after breakfast and dinner.
Male, 67 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler, Spiriva
Handihaler and Phyllocontin tablets

It is a breakfast routine, everything happens in the breakfast time; | take Spiriva
and Symbicort first then all my heart pills followed by the blood pressure tablet

and finally my eye drop.
Female, 89 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler and
Spiriva Handihaler

For some participants, the daily drug regimen was complicated due to the
total number of prescribed medications and the number of doses that should
be taken daily in addition to the changes in prescribed drug regimens which
occurred over time. These participants developed their own strategies to
facilitate the use of COPD medicines to stay well and independent for as long
as possible. Firstly, some participants worked out a dosing schedule to make
it easier for them to remember to take their COPD medicines. For example,
seven participants reported that morning was the easiest time during the day
for them to remember to take all their COPD medicines. This was due to
minimal distractions that occur in the morning, whereas remembering to take
the afternoon or evening doses was problematic for other participants. Those
participants tended to take all their COPD medicines every morning and
made it like a habit to take them as soon as they stepped out of the shower,

or as soon as they got out of bed.

| take both of these [Seretide and Spiriva] at 7 o’clock in the morning when |
wake up but one before the other. | take them first thing in the morning because
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it is more convenient and | can remember the morning doses better with no

distractions.
Female, 78 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

| take most of my COPD medications in the morning before taking a shower
because | find it easier to remember the morning doses. Sometimes | actually
go to the shower and | think, “Oh | have not taken my Spiriva or Seretide”, so |

go and take them.
Female, 77 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler, Spiriva
Handihaler and Salamol Steri-Neb

Others stored their COPD medicines with items that were associated with
habitual behaviour (e.g. mobile phones) or in a conspicuous location (e.g. on
a kitchen counter) which is visited often (N=9). Others placed their inhalation
devices near something they need to deal with on a daily basis such as a
wrist watch or toothbrush. Some participants (N=3) set up a visual or auditory

reminder (e.g. sticky notes, cell phone alarms).
I have never forgotten to take the morning dose because it is upstairs on the
dressing table in my bedroom, where my mobile, watch and medicines are,
looking at me.

Male, 76 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler and
Spiriva Handihaler

| am not very good at remembering but | do keep some sticky notes on the
fridge door to remind me to take my medicines.
Female, 78 yrs old, using Ventolin Evohaler pMDI and Symbicort Turbohaler

The participants used memory triggers provided by informal care givers (e.g.
a spouse) to remind them to take their COPD medication at the
recommended time, and to help them to accommodate their COPD

medication within their daily routine and lifestyle.

My wife does everything starting from making sure that | take my medicines
everyday on time because | usually forget.
Male, 89 yrs old, using Salamol Easi-breathe and Seretide Accuhaler

Two participants had developed their own way to avoid missing their
medication by using compliance aids or sorting their medications using a
mouthpiece cover or cap system. For example, one participant, who was

prescribed three puffs of Symbicort to be taken three times daily, reported
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placing the Symbicort with three caps on the counter in front of him; each cap
represents one puff. As he takes one puff, he places one cap to the left of the
counter, making two puffs left. This way he organised the number of puffs
that should be taken at the same time by remembering that the number of
puffs left for the morning dose, for example, is at the front, whereas the ones

he has already taken are to the left.

| have got to have a system to remember taking my medicines; | have got a box

with all my morning, afternoon, and evening medicines, so | never miss.
Male, 72 yrs old, using Ventolin Evohaler pMDI, Pulmicort Turbohaler and
Spiriva Handihaler

I am a very compliant patient | do what | was told. The only problem | had with
the Symbicort, and it is nothing to do with the designer, is in the morning if | am
making breakfast | usually forget how many inhalations | take but | have devised
a system which helps. What | do is | have three things lined up like that [he
pointed to three caps lined up together] and when | take the first inhalation |
move the cap let's say, so now | have taken one then | take the next one and
move the next cap, so | know now | have taken two and then | take the last
inhalation; but in the past it has been a problem and that is why | now | take

them pretty quickly one after the other.
Male, 67 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler, Spiriva
Handihaler and Phyllocontin tablets

Some COPD patients in this study found a way to work out their dosing
schedule for fostering medication taking which may in turn optimise medicine
use. These strategies were perceived as successful and efficient in
promoting medication use, by those with high self-reported adherence.
lllustrating patient's medication-taking behaviours and the way they fitted
their medication into the daily life may help healthcare providers in the future
to suggest some strategies to foster medication taking, especially for those

with low self-reported adherence.

7.6 Participants’ beliefs about COPD medicines

Similarly to adherence, participants’ beliefs were assessed using a
triangulation method. Firstly, a direct method was used with a self-report

scale (Specific Beliefs about Medicines Questionnaire BMQ) to measure
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participants’ beliefs about their COPD medicines (Horne et al., 1999).
Secondly, semi-structured interviews which consisted of open and close-
ended questions were undertaken (discussed earlier in section 7.3).
Table 7-2 gives more information on participants’ responses to the BMQ-

specific scales.

Table 7-2: Mean scores and ranges of participants’ beliefs using BMQ-specific scales

*BMQ subscale Mean score Minimum Maximum
(SD)

Total necessity 18 (3.23) 10 25

Total concerns 12 (2.85) 5 23

Total differential (necessity- 6 (4.504) -8 17

concerns)

*(Potential range of scores is from 5-25 from BMQ necessity and BMQ concerns: potential range for
differential is from -20 to +20)

During the interview, when participants were asked about their perceptions
regarding the treatment efficacy, three-quarters of participants (N=34)
perceived their inhalation therapy to be effective, whereas, when they were
asked about their perceptions regarding the treatment safety, almost one-
third of the participants (N=18) expressed some concerns regarding
experiencing adverse effects in the future, or reported experiencing adverse
effects when the inhalation therapy was used. Therefore, the number of
participants who perceived their inhalation therapy as effective was more
than those who had some concerns regarding the treatment safety. When
these findings were compared with the BMQ, the same results were found,
as a positive differential score of six, which was scored by participants in this
study (Table 7-2) indicated that participants perceived the benefits of their
COPD medication to outweigh their concerns about the risk of their COPD
medications. As a result, more than half of the sample were adherent to their
inhalation therapy and scored 8 in the MMAS. See Figure 7-3 and Figure 7-4
for more information regarding BMQ-specific necessity subscale (Figure 7-3)

and BMQ-specific concerns subscale (Figure 7-4).
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BMQ-specific necessity subscale

The majority of participants responded that they either agreed (57%) or
strongly agreed (17%) about the necessity of taking their COPD medicines.
However, 22% of participants were not sure whether these medicines are
necessary or not. A small proportion of participants 4% disagreed about the
necessity of taking COPD medicines. Figure 7-3 illustrates the participant’s
responses to the 5-items of BMQ-specific necessity subscale.
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Figure 7-3: Percentage of participant’s responses to individual items of the 5-items
BMQ-specific necessity subscale

BMQ-specific concerns subscale

Figure 7-4 shows that a larger proportion of participants either disagreed
(71.72%) or strongly disagreed (6.1%) that they were concerned about their
COPD medicines comparing to those who either agreed (10.42%) or strongly
agreed (3.1%) that they had concerns about their medicines.
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Figure 7-4: Percentage of participant’s responses to individual items of the 5-items
BMQ-specific concerns subscale
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8 Chapter Eight: The care and services provided for
patients with COPD

This chapter is divided into two sections. The first section documents the
nature of care or support provided for COPD patients with their medication in
their homes and the role of informal carers in supporting these patients with
their medicines, and how often this help was sought. Providing such
information to the healthcare professionals in regards to how informal carers
and COPD participants divided tasks and shared responsibilities may help in
optimising medicine use and health outcomes. The second section
documents patients’ priorities and concerns regarding the current and
potential future service provision, to enable healthcare providers to introduce
interventions if required, to meet patients’ needs and expectations to

maximise medicine use and health outcomes.

8.1 The informal care provided for COPD participants with their
medicines

COPD is a life-threatening illness. It needs constant attention to control its
symptoms. Patients with COPD in this study were asked to follow a
recommended treatment plan and medication courses; the mean number of
all prescribed medicines including COPD was seven (SD= 3), which ranged
from two to 12. Patients were also asked to use inhalation devices correctly
for an effective drug delivery. Some patients may need some help to use
these medications properly; suggesting the potential role of the informal

carers.
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Forty-six participants were asked during the interviews to declare whether
they received help or assistance with their COPD medication and to
document the nature of the support provided, how often and in which
circumstances or on which occasions help is needed. It was reported that
two-thirds of participants (N=32) reported not receiving any help with their
COPD medicines; they were able to manage their COPD medications on
their own. However, nearly one-third of participants (N=14) claimed to receive
help from their informal carers in their homes. However, the frequency of
assistance provided by informal carers was only when required or if needed

but not on a daily basis.

The next stage was to examine who these informal carers are. As a result,
participants who reported receiving help at home with their COPD medicines
were asked to name the person who provided such help or assistance. The
majority of participants (N=10) who acknowledged getting help from informal
carers reported receiving help from family members, especially spouses. A
further two participants reported receiving help from friends or neighbours.
The remaining two participants reported receiving help from multiple sources
including family and friends.

As a result, spouses were the primary carers for COPD participants in this
study, as 72% of informal care was provided by them. The findings of the
current study regarding receiving major help from spouses are consistent
with those of Trivedi et al (2012) who reported that, when examining the
association of informal carers and adherence among COPD patients, the
major help was received from spouses by providing some medical support
(e.g. managing pill-boxes or getting prescriptions refilled). In addition, it was
found that the greater involvement of spousal caregivers often translates into
closer monitoring of and a greater influence on patient behaviours (Trivedi, et
al., 2012). In a secondary analyses, the Lung Health Study reported that
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COPD patients who were married were more likely to be adherent to their
medications than non-married participants, reflecting the important role of
spouses in the disease management (Rand, et al., 1995). In another study
conducted among patients with COPD, it was found that most of the
caregivers were close family, especially spouses (74%). However, 26% of
the patients received help from neighbours or friends regularly (Gautun, et
al., 2012).

In this study, participants were also asked to document the nature of
assistance or help provided by their informal carers in terms of the following:
ordering or collecting the prescription from the surgery or the pharmacy,
opening containers, reading labels, understanding, reading or obtaining
information, administration (e.g. breaking tablets, measuring, putting in eye
drops, etc.), advice on when to take or how much (especially for prn
medicines), and advice on need for medicines and/or on side effects.
Participants reported receiving help with some activities regarding ordering or
collecting prescriptions from the surgery or pharmacy and, to a much lesser
extent, helping in obtaining and reading information. The two participants
who received help from their informal carer in obtaining or reading
information either had poor vision or hearing difficulties, but this was not a
major concern because they were receiving help from their informal carers
when required. Table 8-1 gives more information regarding the help provided
for COPD participants in this study.

Table 8-1: Types, frequencies, and percentages of assistance provided for COPD
participants (N=14)

Type of assistance Number of
participants
(N=14)
Help received with ordering or collecting prescription from the 13
surgery or pharmacy.
Help received with obtaining and reading information 2
Help received with administering COPD medicines 0
Giving advice or a recommendation on a prescribed medicines 0

*Some participants reported receiving more than one type of assistance with their medicines; therefore, the
total is more than 100%
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Although these results on the nature of help differ from some published
studies (Essue et al., 2010; Trivedi et al., 2012), they are consistent with that
of Gautun, et al. (2012), who reported that the most common help provided
for COPD patients was practical support in transportation and accompanying
the patient to the doctor, hospital, and other healthcare services. Whilst, in
the studies by Essue and Trivedi, the nature of support was technical support
such as operation of medical equipment (e.g. supplementary oxygen
concentrators and medication management (Essue et al., 2010), including
filling prescriptions (Essue et al., 2010; Trivedi et al., 2012), and ensuring
adherence to the prescribed medication regimen (Essue et al., 2010; Trivedi
et al.,, 2012). The differences between this study’s findings and all other
previous studies in regards to the frequency of assistance provided by
informal carers and the nature of help could be due to the fact that the
characteristics of each sample were different; as the sample of this was study
characterised by patients with mainly moderate disease status (N=26), with a
mean age group of 77 years and a mean number of COPD medicines of

three inhalers.

In summary, almost one-third of participants sought help from their informal
carer with their medicines and this was mainly in ordering or collecting their
prescriptions. This help was mainly sought when required but not on a daily
basis. However, it is always important to keep a record of whether COPD
patients require help or assistance with their medicines and whether this help
is sufficient to meet their needs because informal care is one of the
cornerstones of maintaining health and function in many older adults with
COPD.
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8.2 The priorities and concerns for patients in the context of current
and potential future service provision

8.2.1 Accessing healthcare services

Forty-six participants were asked if they had accessed the healthcare
services in the last year to speak to a healthcare professional in regards to
their COPD and its medicines, the reasons for accessing the healthcare
system and how often they did so. All participants (N=46) had accessed the
healthcare services in the last year at least once in regards to their condition
and/or medication, including primary and secondary care. The data suggest
that COPD patients (N=46) were initially managed in primary care (e.g. Pinn
Medical Centre, which was the most recent contacted site for most
participants), followed by emergency services from secondary care (e.g.
Northwick Park Hospital), as reported by participants (N=5). The reasons
given by COPD participants for accessing healthcare services are

demonstrated in Table 8-2.

Table 8-2: Services accessed by COPD participants during the last year.

1. Physician consultation

+++ cough, shortness of breath (7)

Exacerbation of COPD (3)

Inhalation technique (14)

Follow up/ review appointment (23)

2. Nursing consultation

Diagnostic testing (9)

3. Hospital visit

Annual review (2)

In-patient stay/ hospital admission (3)

4. Supply of medication

Repeat medication (46)

Antibiotics and steroids (5)

Nebuliser medication (1)

Other respiratory medications (13)

8.2.2 Satisfaction with healthcare system and its service

In this study, COPD participants were generally satisfied with the healthcare
services. However, some participants had concerns about accessing the

healthcare system and were relatively dissatisfied with their own healthcare
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arrangements. Fear of change to the current medication regimens was the
first reason reported by two participants who were unwilling to access the
healthcare services. Others decided to avoid getting in touch with the medical
centre (Pinn Medical Centre) intentionally due to previous bad experience

with their doctors.

Actually, 1 have a tendency not to phone the surgery too much, you know,
asking for advice or help because they might do other changes to my

medicines, which | won't be happy with.
Female, 84 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

Actually, | used to have a very regular doctor who was very good and | wanted
to keep him as my doctor because he was able to keep my regular medicines
without changing them every time and my chest was not bad as it is now.
Unfortunately, this doctor is now working part-time because he is about to retire.

So, | do not go to Pinn Medical Centre to see doctors like | used to.
Male, 74 yrs old, using Ventolin Evohaler pMDI with spacer and Seretide
Accuhaler

Honestly | am trying very much to keep away from doctors because | am afraid
of doctors. | also have had some bad experiences with doctors and things.
Female, 68 yrs old, using Qvar Easi-breathe and Bricanyl Turbohaler

Participants’ satisfaction with healthcare services was judged by the amount
of time they spend with their doctors in a consultation, keeping their regular
doctor, the quantity and the quality of information provided to each one, and
the appointment system. Patients expected their doctors to spend enough
time with them explaining everything about their disease and medication.
Failure to meet these expectations caused dissatisfaction and delayed
access to healthcare services, subsequently leading to lack of medical
supervision and information, which may lead to treatment failures.

Sometimes, it is very hard to get an appointment. | mean their [Pinn Medical

Centre] appointment system was very poor at one time mainly after they took

over that other surgery — that sort of flooded them out, overwhelmed them — but

I think now it is improved. However, it is sometimes quite difficult to get any

appointment and talk about your medicines.

Male, 83 yrs old, using Ventolin Evohaler pMDI, Clenil Modulite pMDI and
Spiriva Handihaler

Actually, | used to have a very regular doctor who was very good and | wanted
to keep him as my doctor because he was able to keep my regular medicines
without changing them every time and my chest was not bad as it is now.
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Unfortunately, this doctor is now working part-time because he is about to retire.

So, | do not go to Pinn Medical Centre to see doctors like | used to.
Male, 74 yrs old, using Ventolin Evohaler pMDI with spacer and Seretide
Accuhaler

You will get nothing from that surgery... It is useless. If you do not phone them
up asking for help they will not do anything without asking. You cannot even get
an appointment now!! You have to wait for two weeks for an appointment. Some
doctors even rush you through just to finish early. They give you less than five
minutes. They cannot be bothered at all.

Male, 85 yrs old, using Ventolin Evohaler pMDI and Seretide Accuhaler

It is very very difficult to spend time with your doctor and honestly | am trying
very much to keep away from doctors because | am afraid of doctors. | also
have had some bad experiences with doctors and things; half of the time they
have not got the time to listen to you, unfortunately, yeaaah.

Female, 68 yrs old, using Qvar Easi-breathe and Bricanyl Turbohaler

8.2.3 Obtaining information, prescriptions and/or medicines about
medicines and its sources

Forty-six participants were asked during the interview if they have received
any information from the healthcare providers in regards to their COPD
medicines, and who provides such information. More than half of the
participants (N=24) claimed that they had not received any information
regarding their COPD medicines in the last year. Twenty-two participants
reported receiving either verbal or written instructions from a member of the
healthcare team on medication dosage, frequency of dosing or how to
operate and maintain their devices. In most cases (N=17), these instructions
were mainly received when the medication or inhaler was first prescribed and
the patient has not followed the instructions. Participants claimed receiving
information mainly from their doctors (N=11) and/or a practice nurse (N=6) or

a pharmacist (N=5).

Other participants (N=18) reported obtaining this information mostly from the
medicine information leaflet or the instruction booklet. However, one
participant reported that, although she reads the information leaflet that

comes with each device, she had the tendency to forget what she read.
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Another participant complained about the small font size provided in the
leaflet.

Not that | recall any advice... Not recently no, | do not think so... | may have... |

am not sure but | would like to receive the information if possible. | have read

most of the leaflets very carefully but | have forgotten what is in each one

[laughs].
Female, 76 yrs old, using Ventolin Evohaler pMDI and Clenil Modulite pMDI

I now get all this information from a piece of paper in the packet. | just read the
packet leaflet and it is so descriptive but too small and not easy to follow or

understand.
Female, 78 yrs old, using Ventolin Evohaler, Seretide Accuhaler and Spiriva
Handihaler

As a result, it should not be assumed that COPD patients will learn how to
use their inhalers only by reading the package leaflets. If participants have
the tendency to forget the information they have read over time, it is
suggested to keep monitoring patients and to provide continuous education

and training about each device.

8.2.4 Faith in healthcare professionals

Faith in healthcare professionals was found to influence participants’ decision
to follow a recommended treatment plan. Some participants had a strong
faith and great trust in their doctors, which made them take their medicines

consistently without worrying about the long-term effect of their medicines.

In the future if | had to go on steroids | would rather not to use it but if the need
was there and | was told by my doctor to use it | will, because | trust my doctor
completely and simply.

Female, 65 yrs old, using Symbicort Turbohaler and Ventolin Evohaler pMDI

I do not have any concern because | trust what the doctor prescribed.
Female, 76 yrs old, using Ventolin Evohaler pMDI and Clenil Modulite pMDI

I mean if the doctor told me that's the one | should use for the rest of my life,

that’s what | will be on.
Female, 68 yrs old, using Qvar Easi-breathe and Bricanyl Turbohaler
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In contrast, losing patients’ trust may result in delay in seeking help or advice
if needed and further delays in recovery will occur, as was expressed by one

participant.

The last time | went to Pinn Medical Centre was when | first moved here. They
said | should go and see the doctor. Anyway, | went to see the person who does
the COPD but | was not impressed by him because he told me | need to take
two of these inhalers twice a day [she pointed to Spiriva and Seretide] but when
I went to see my doctor in my old surgery and told her about what happened,
she said, “No you only need to take this one once” [she pointed to Spiriva] and |
said, “Well that is what he said”. She said, “He should not have told you that”, so

now | do not go to see him [laughs]. | only have faith in somebody or | do not.
Female, 77 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler, Spiriva
Handihaler and Salamol Steri-Neb

8.2.5 Patients’ participation in decision-making in regards to their
COPD medicines

Sharing decision-making with patients regarding their prescribed medicines
and involving the patient in the management process were found to give
desirable results in medicine taking. The opposite was found to contribute to
suboptimal adherence and lead to treatment failure. Four participants
reported that, when a decision was made by their doctor to change their
current medicines without giving any explanation or without sharing the
decision-making with the patient, they were unwilling to follow their doctor’s
recommendations; therefore, they either continued taking their old medicines
when the doctor asked them to switch to something else or decreased the
dose when the doctor asked them to double it, without informing their doctor,
which of course may lead to treatment filatures.

| used to see an ordinary GP, but now it has been changed to an asthma

specialist. She rang to say that my prescription was made out but she was

altering it from this 125mcg to double up and from one puff twice a day to two

puffs, also doubling up. | was not over-happy about that because ok she is

doing this for my benefit but she only did it on the telephone. Obviously | had a

scan few months ago and it was not good, | had severe emphysema and | got a

very bad attack.

Female, 84 yrs old, using Ventolin Evohaler pMDI, Seretide Accuhaler and
Spiriva Handihaler

| used to take it [she pointed to Symbicort], as prescribed but | am not using it
now because | do not need it. | told the pharmacist of what | need but they over-
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prescribe things [laughs]. Well | suppose they are trying to help me but we are

not stupid [laughs].
Female, 89 yrs old, using Ventolin Evohaler pMDI, Symbicort Turbohaler and
Spiriva Handihaler

In summary, the majority of COPD participants were generally satisfied with
the healthcare services. However, the data suggest that participants’
satisfaction with the healthcare services was influenced by different factors
such as accessing the service quickly and easily, quantity and quality of
information provided, faith in healthcare professionals, and getting the patient
involved in the management process by sharing the decision-making.
Meeting patients’ needs and expectations may enhance the recovery time,
whereas failing to meet these needs and expectations caused delays in
accessing healthcare services and delays in recovery time.

This study informs healthcare professionals about COPD patients’ views and
concerns regarding the current and future service provision, to allow them to
intervene and try to reduce these concerns and provide the best quality of
care which is continuously viewed by patients. This may increase patients’
satisfaction and confidence in the healthcare system and therefore maximise

the use of medicines by patients, leading to better outcomes.
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9 Chapter Nine: General discussion

9.1 Methodological issues

In this chapter, the main findings of this study are summarized, discussed
and general conclusions drawn. Furthermore, the strengths and limitations of
this thesis are considered and suggestions for further research into the use of
COPD medications and/or devices are presented. This chapter concludes

with recommendations for COPD patients and policy makers.

9.1.1 Sampling and recruitment

The recruitment process for COPD patients from the Pinn Medical Centre
was quick and went smoothly. However, the surgery tended to be very busy
and was often unable to provide a private room for the researcher to access
the surgery records when needed. In response to the surgery’'s busy
schedule, the researcher requested to complete the recruitment process and
identify eligible participants as quick as possible, to maximize the availability
of the consultation room available for the GPs to consult their patients. An
issue emerged when identifying eligible patients, which was that some
patients had recently been diagnosed with COPD according to the records,
whilst others were previously diagnosed with asthma and then developed
COPD. This created a challenge in identifying the eligible patients. Therefore,
it was decided to look through the clinical variables such as record of
spirometry test, FEV1, FVC, and smoking history, to confirm the diagnosis,
which was a time-consuming process. This caused confusion for some
participants, who introduced themselves to the researcher during the
interview as asthmatic patients, for example, whereas they were registered in
the databases in the surgery as COPD patients. In addition, when the

invitation letter was sent to patients asking them to take part, some patients
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refused to participate by reporting that they were not aware of being
diagnosed with COPD.

Another challenge was that, in order to comply with the ethical requirements
set by the local ethics committee, the identification process was undertaken
alongside a respiratory specialist based in Pinn Medical Centre. Medical
professionals have very little time to conduct such processes due to their
busy schedules. However, convenient dates and times were set to help the
researcher to identify the eligible participants under specialist supervision.
The researcher attended the centre only on Fridays, to be under the
supervision of a respiratory specialist when carrying out this process.

9.1.2 Response rate and participants’ characteristics

This study comprises a relatively small sample size (N= 46), which is
appropriate for a study intending to produce predominantly qualitative data.
Qualitative research, which is observation and interview-based, often uses a
small sample size (e.g. less than 50), to facilitate the researcher’s close
collaboration with the participants and ensure that the data collected
accurately depict their experiences with their medicines (Richey and Klein
2007; Smith, 2010). A small number also increases the accuracy of the data
obtained and in-depth inquiry in naturalistic settings (patients’ homes)
(Richey and Klein, 2007; Smith, 2010).

The sample of 46 participants comprised individuals from different age
groups and ethnicity. In addition, a similar proportion of males and females
were recruited with different disease status and smoking history, which would
confer some generalizability to the general COPD population.
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9.2 Key findings of the study

9.2.1 The use of multiple inhalation devices used in combination by
COPD patients in the management of their condition.

There is a lot of information available in the British National Formulary (BNF),
the Summary of Product Characteristics (SPC), or other sources regarding
the recommended doses and dosing frequency for medicines used to treat
COPD. However, little is reported in the literature about the actual drug
usage, whether patients are taking their inhaled drug regimens at home as
directed or not. If not, why they do not adhere; what beliefs they have about
their medicines that may affect medication taking. In addition, what problems
are faced by patients that may make them stop taking their medicines as

recommended, and how this can be resolved.

This study is unique in examining the relationship between using multiple
inhalation therapies of all medication classes, and different devices. Studies
that have examined adherence to inhaled medications in COPD have been
restricted to only one (van Grunsven et al., 2000) or three medications
(Cecere et al.,, 2012; Huetsch et al.,, 2012). Additionally, many previous
studies of medication adherence in COPD patients were performed prior to
the common use of long-acting medications, and included only short-acting
medications (Dolce et al., 1991, Rand et al., 1995; Turner et al., 1995;
Corden et al., 1997).

In this study, medication taking among COPD participants was found to be
suboptimal. Suboptimal adherence to inhalation therapy was identified in
almost 50% of the sample, which was consistent with the rate of non-
adherence in seven past studies (Melani et al., 2001; Boyter and Carter,
2005; George et al., 2005; Mehuys et al., 2010; Cecere et al., 2012; Huetsch
et al.,, 2012; Trivedi et al., 2012). In contrast, four previous studies showed

that the rate of adherence was identified in more than 50% of the sample
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(Barta et al., 2002; Chen et al., 2007; Agh et al., 2011; Khadour et al., 2012).
This variation may be due to differences in patient populations, definition of
non-adherence, methods employed, disease status, or respiratory conditions
included in each study, as some studies included a variety of lung diseases
such as asthma and COPD. For example, almost all studies in adherence
research among patients with COPD have measured patients’ adherence
using only one self-report questionnaire on medication utilisation (Melani et
al., 2001, Barta et al., 2002; George et al., 2005; Mehuys et al., 2010; Agh et
al., 2011; Cecere et al., 2012; Huetsch et al., 2012; Khadour et al., 2012;
Trivedi et al., 2012), whilst this study combined different approaches, tools
and methods to gather the data from different sources to maximise the
validity of the findings. These tools were the previously validated self-report
adherence measure (Morisky) and open/close-ended questions in regards to

medication consumption (Morisky, 2008).

In terms of medication non-adherence, adherence to long-acting
bronchodilators and ICS was found to be suboptimal among those who
reported low medication adherence (N=22). This was justified by the
prolonged efficacy provided by long-acting bronchodilators and ICS on the

symptoms'’ relief.

Among the LABA and ICS users, it was found that participants adhered more
to the LABA than ICS. However, the adherence was suboptimal for both
classes among those with a low-adherence rate. The reason behind being
more adherent to the LABA than the ICS is that some participants responded
better and quicker to the LABA than the ICS and for this reason preferentially
used the LABA, which provides superior relief. In addition, experiencing an
actual side effect or fears of side effects with the use of ICS was greater
among participants who used different classes. Factors that influenced
adherence to inhalation therapies were different and dependent on the
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medication being examined. These findings were in line with Cecere et al.’s
(2012) study which reported that, although adherence to LABA was better
than ICS, adherence to LABA was suboptimal. However, no explanation was
given for the reasons behind these behaviours.

Although there are a variety of classes of agents to be used in COPD,
depending on the severity of the disease, one of the most prescribed and
used classes of drug were the short-acting bronchodilators, whereas
tiotropium was the second most commonly prescribed and frequently used
not as prescribed. These findings are consistent with Chen et al.’s study
(2007) which investigated patients’ attitudes and actions toward their COPD
treatment. Within the three months of the study, the most commonly used
drugs were short-acting bronchodilators including theophylline (53.7% of
patients) and iprotropium (39.8% of patients), whereas the least used drug as
prescribed was tiotropium (27.1% of patients). In this study, the main reason
identified for the underuse of tiotropium was because nearly one-quarter of
participants (N=6) who were prescribed tiotropium treatment perceived their
tiotropium therapy was not fully effective. There is no doubt that these
changes in the medication dose or dosage regimen were contrary to the
recommendations published in the guidelines and the existing literature. The
NICE and the GOLD guidelines indicate that tiotropium should be inhaled
once daily, not intermittently, because its duration of action is 24 hours
(NICE, 2010; GOLD, 2013).

The suboptimal use of COPD medications by almost half of the participants
in this study raises a series of concerns for healthcare professionals. Non-
adherence to inhalation therapy at this extent may lead to suboptimal
management and treatment failures. These findings highlight the need for
healthcare professionals to continuously review patients’ adherence to their

prescribed regimen and provide comprehensive assessment, assistance and
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education for patients to maximise medicines’ use. In addition, healthcare
providers should assess the need for therapy, identify cases when the
inhalation therapy is not used as suggested, study the reasons and find
appropriate solutions to address concerns and misapprehensions and avoid

unnecessary costs.

Examining how patients make decisions regarding the use of inhalers, and
how those decisions and difficulties contribute to suboptimal outcomes and
treatment failures will help in evaluating and assessing each patient
individually to try to maximise the use of therapy and minimise the number of
treatment failures. It is therefore advised that all healthcare professionals do
the following: firstly, adherence screening, assessment and evaluation should
be routinely performed using direct and indirect methods. Secondly, in the
event of non-adherence or if non-adherence is suspected, healthcare
professionals should identify the nature and the reasons for non-adherence
and develop strategies for overcoming this problem, as the disease
management is a dynamic process influenced by the presence or absence of
these trigger factors. Thirdly, over time adherence may decline, therefore
healthcare professionals should be encouraged to provide feedback and
counsel their COPD patients about the role of treatment and the importance
of adherence, which may in turn enhance patients’ adherence. See section
9.5 for recommendation and suggestions to healthcare providers in the
context of the current policy.

9.2.2 COPD patients’ use of their medication and decision-making
regarding using the inhalation therapy, beliefs and perceived
effectiveness and safety of therapy.

In this study, numerous factors were found to affect patients’ decisions
regarding the use of inhalation therapy. The two major influences impacting
on the decision-making were patients’ perceptions about the efficacy and

safety of therapy and their actual experiences using it. These factors are
210



Chapter 9 — General discussion

consistent with the findings obtained from the previous studies (Dolce et al.,
1991; George et al., 2005; George et al., 2006; Huetsch et al., 2012; Khdour

et a., 2012) in regards to this aspect.

Patient beliefs and experiences with treatment used at home were found to
be the most powerful predictors of medication non-adherence (Section 7.3).
Patients were more likely to use their inhalation therapy if it was perceived to
be effective. Otherwise, patients were found to make changes to their
treatment plan in terms of dosing frequency, number of doses and adding or
stopping a drug, until they achieve what they consider a satisfactory efficacy

level with their medicines.

In regards to the safety of the inhaled therapy, actual or fears of developing
adverse effects was found to limit its use. Participants in this study made
some alteration to their daily drug regimens, such as reducing the dosing
frequency or the number of puffs, as a result of experiencing adverse effects,
due to the prolonged use of some medication, particularly steroids. Patients
were previously reported to underuse their COPD medication with the
emergence of adverse effects, or the existence of fears of adverse effects
(Dolce et al., 1991; Barta et al., 2002; Calverley et al., 2007; Khdour et a.,
2012), with inhaled steroids (Dolce et al., 1991; Huetsch et al., 2012).

Patients’ beliefs and experiences regarding the efficacy of inhaled
therapy and/or devices

In this study, the use of multiple inhalation therapy in combination was highly
supported by participants. Three-quarters of COPD participants (N=34)
perceived their inhalation therapy to be effective especially when it was used
in combination. The benefit was seen in the relief of COPD symptoms, the

increase in their activity levels, being able to sleep all night and decreased
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hospital admissions due to exacerbations. The marked improvement in
patients’ symptoms was related to the perceived immediate benefit of
symptoms’ relief for short-acting bronchodilators when used in combination
with long-acting bronchodilators or ICS that provide prolonged relief of

symptoms.

Participants who perceived their inhalation therapy to be effective reported
that the combination of a nebuliser and DPI provided a sustained and
adequate control of symptoms at home due to the fact that these devices
deliver medication with prolonged efficacy, such as long-acting
bronchodilators and/or steroids, whereas the benefit of the pMDI, which
delivers mainly medication that provides instant relief such as salbutamol,
particularly appeared when they were away from home. Tashkin et al., (2007)
conducted a 12-week study among 126 COPD patients using two
medications (salbutamol + ipratropium) delivered by a nebuliser and a pMDI.
Patients were randomised into three groups: nebuliser users, pMDI users, or
concomitant treatment users. It was found that patients who used nebuliser
therapy morning and night in combination with a mid-day pMDI (viewed as
portable therapy), had great improvements in quality of life. This concomitant
regimen combines symptom relief offered by a nebuliser with the
convenience of a pMDI when patients were away from home (Tashkin et al.,
2007).

During the interview, participants were asked to state one inhaler that they
feel is most effective when compared to others. From their perspective,
participants (N=3) who had experienced using all types of inhalation devices
including pMDIs, DPIs and nebulisers were in favour of the nebulisers based
on the current or past experience with the nebulisation therapy. They
perceived their nebulisation therapy to be the most effective in terms of
immediacy of relieving the symptoms especially when a combination of short-
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acting bronchodilators was given and when higher doses were required.
Additionally, these participants reported being more confident to use the
nebuliser device efficiently and independently at home, when compared to
alternative hand-held inhaler devices due to the former being easier to use.
These results are in line with two previous studies of nebulisation therapy
users who perceived their nebulisation therapy as effective in controlling and
managing their respiratory condition; therefore, they were less dependent on
healthcare systems (Melani et al., 2001; Barta et al., 2002). Barta et al.
(2002) showed 82 COPD patients using home nebulisation treatment (either
salbutamol and/or ipratropium), and concluded that patients overwhelmingly
reported that the benefit of using a nebuliser at home far outweighed the
disadvantages (98.2% vs. 1.8%). The majority of participants agreed that
using domiciliary nebulisers made a big difference to their life in reducing
their COPD symptoms and in making their daily activities possible, as they
felt they could walk further following nebuliser treatment. Three-quarters of
the participants found the nebulisers were superior to their inhalers in
symptom relief; breathing was commonly reported as much easier after using
a nebuliser (Barta, et al., 2002).

However, a systematic review showed no difference in the efficacy between
nebulisers and hand-held inhalers (Brocklebank et al., 2001). Using a pMDI
with a spacer has also been reported as being as effective as a nebuliser
with respect to airways drug deposition, with fewer oral side effects (Cates et
al., 2006a, 2006b). However, it should be noted that these studies mainly
involved a sample of primary care patients with severe disease status and
excluded patients with inadequate or incorrect inhalation technique.
Nevertheless, these findings have supported the use of pMDIs and DPIs in

preference to nebulisers (NICE, 2010).
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Among the hand-held device users (DPIs and pMDIs) (N=43) three-quarters
(N=32) perceived their combination therapy of formoterol/budesonide
(Symbicort) delivered by the Turbohaler or salmeterol/fluticasone (Seretide)
delivered by the Accuhaler as more effective than hand-held devices which
deliver a single therapy of either a bronchodilator or inhaled steroid. This was
explained in terms of the relief in the COPD symptoms after commencing this
treatment, and the increase in their activity levels. These findings are
consistent with the findings from earlier research and guidelines. It is highly
advised to commence a therapy of LABA in combination with inhaled
corticosteroids (ICS), as this combination was approved to improve
symptoms and lung function in COPD (NICE, 2010). Furthermore, it is
strongly recommended in the management of COPD to add ICS to
bronchodilators, as the combination was shown in previous studies to
significantly reduce treatment failure rates and length of hospital stays, if they

are used correctly (Quon et al., 2008; Lindenauer et al., 2010).

In one study of patients with COPD comparing the efficacy of the
combination of long-acting bronchodilator and long-acting ICS (salmeterol/
fluticasone) delivered by Accuhaler device against long-acting anti-
cholinergic agent LAMA (tiotropium) delivered by Handihaler device, it was
indicated that there were no significant differences in the efficacy of the
salmeterol/fluticasone and tiotropium in decreasing the rate of exacerbation
in COPD patients. However, the mortality rate was significantly lower in the
salmeterol/fluticasone users compared with tiotropium users (Wedzicha et
al., 2008). In contrast, in a randomised controlled trial conducted by Aaron et
al. among 449 patients with moderate or severe COPD, the exacerbation
rates were similar in both users of salmeterol/fluticasone and tiotropium
(Aaron et al.,, 2007). However, the quality of life improved with the use of

tiotropium.
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When using tiotropium in conjunction with the combination therapy of LABA
and ICS, participants perceived their inhalation therapy as more effective
than when using the combination of LABA and ICS alone. This agrees with
two studies that evaluated the efficacy and tolerability of triple therapy of
formoterol/budesonide added to tiotropium in COPD patients. This triple
therapy gave greater bronchodilation and decrease in exacerbation rates
than occurred with individual components (Singh et al., 2008; Welte et al.,
2009). Based on this evidence, it is recommended to add the long-acting
anti-cholinergic drug to the combination therapy of LABA and ICS for
participants with breathlessness or worsening dyspnoea (NICE, 2010).
However, further studies are needed to clarify the impact of inhaling a long-
acting anti-cholinergic drug with the combination of LABA and ICS on quality
of life and exacerbations. Until then, this regimen is only given to patients at
the severe stage of COPD (FEV1 <50% of predicted) or to those who were

lately hospitalised or admitted to hospital for an exacerbation (NICE, 2010).

It can be concluded that, based on the participants’ perceptions, this study
supports the use of multiple inhalation therapies in combination by patients in
their homes. The reason behind this was due to the fact that most
participants reported that they benefited from their combination therapies
used at home; when these multiple therapies were given in combination, they
provided a complementary effect in disease management. However, some
participants responded differently to medications. After analysing the data, it
was shown that patients’ perceptions of the effectiveness of the inhalation
therapy were different and were influenced by their own or others’ previous
experiences or expectations with the inhalation therapy. These perceptions
and expectations may undergo changes with further experience. This
indicates a need for tailoring an individual care plan for each patient,
especially given that one-quarter of participants perceived their inhalation
therapy was not fully effective, due to treatment failures resulting in recurring

symptoms, persistence of symptoms, exacerbations or hospital
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readmissions, despite wusing their therapy. See section 9.5 for
recommendation and suggestions to healthcare providers in the context of

the current policy.

Patients’ beliefs and experiences regarding the safety of inhaled
therapy and/or devices

Approximately two-thirds of the participants (N=28) reported that they had
never experienced any adverse effects since commencing inhaled therapy,
and therefore they perceived their inhalation therapy to be safe. However,
one-third of the participants (N=18) reported experiencing adverse effects
after using the inhalation therapy, especially inhaled steroids. Systematic and
local side effects (e.g. oral thrush, voice hoarseness, persistent cough and
osteoporosis) were mostly reported by a number of participants in this study
with the long-term use of steroids. These side effects appeared to be dose-
dependent and did not disappear with persistent use. This was consistent
with a previous study, which found that half of COPD patients who reported
one or more side effects with the long-term use of steroids did not develop
tolerance to side effects, even after three years of use (O’Driscoll et al.,
1997).

Some of the local side effects such as oral thrush and voice hoarseness were
dose-dependent, well tolerated, and totally reversible, especially when rinsing
the mouth after each use with water or mouthwash. These findings were in
line with two previous studies investigating the safety of the inhaled steroids
from a patient’s point of view (Roland et al., 2004; Park, et al., 2012). In
Roland et al.’s study (2004), which was conducted among COPD patients
using ICS, long-term use of ICS was found to raise the risk of persistent
cough by 4% every year, oral thrush by 9% and voice hoarseness by 2%.
These risks would be eliminated by washing the mouth or gargling after each
use (Roland et al., 2004). Another side effect reported by participants in this

216



Chapter 9 — General discussion

study was skin atrophy (N=1). The risk of developing skin atrophy was
calculated as 1% and of cataracts by less than 1% every year with the
continuous use of ICS (Park et al.,, 2012). Tremor, shaky hands and heart
palpitations were other side effects reported by participants resulting from the
use of inhaled bronchodilators. However, they were well tolerated by
participants, and tolerance to these side effects was developed after

prolonged use.

To conclude, the findings of this study suggest systematic or local adverse
effects especially with the long-term use of ICS. Therefore, safety concerns
exist with the use of inhaled steroids in patients with COPD, particularly when
using a combination of drugs that contains steroids, double dosing, or higher
strength. To improve patients’ use of inhalation therapy, see the

recommendations in section 9.5.

9.2.3 The frequency and range of problems experienced by COPD
patients in technical aspects that may lead to suboptimal care or
treatment failure

This is believed to be the only study that has examined and described the
problems encountered by COPD participants with all aspects of the use of
multiple inhalation devices, including technical issues with each device and
practical issues of the operation, cleaning and maintenance of inhaler
equipment of all classes, i.e. pMDIs, DPIs and nebulisers. In addition, it has
explored the reasons for mishandling and misuse of the inhalation devices,
which may lead to poor drug delivery and potentially failure of disease
control. By highlighting these issues, information has been generated which
will help inform healthcare professionals, in supporting these patients and
their carers in the use of inhaled therapy at home, and optimising medicines’

use.

217



Chapter 9 — General discussion

A total of 46 inhalation demonstrations were made by the 46 participants to
the researcher: DPIs (N=35), pMDIs (N=8), and nebulisers (N=3). No errors
were observed for those demonstrating their use of a nebuliser. Comparison
of other devices with nebulisers was thus not possible since only three
participants used nebulisation therapy and no error was made. However,
they were the only participants who had used all types of inhalation therapy
in this study, whereas all the rest (N=43) used a combination of pMDIs and/or
DPIs. Therefore, their judgments about the inhalation devices and their

preferences are considered potentially important.

The nebuliser users (N=3) performed the inhalation technique completely and
correctly without any deviation from the recommended technique. They
preferred and perceived their COPD therapy delivered by a nebuliser to be
more effective than aerosol therapy delivered by hand-held devices (pMDls
and DPIs), despite nebulisers being less convenient and less portable. The
use of a nebuliser was considered simple and easy by the participants
because it requires minimal coordination of breathing and was considered
less effort to use than hand-held devices. The aerosol of a nebuliser device is
continuously produced when the user is sitting and inhaling the dose using
normal tidal breathing. Correct use may result from this simple operation
and/or due to the NHS providing clear descriptive guidelines regarding the
proper use of nebulisers (published in 2003 and updated in 2006) for all
users (Morgan, 2003). These guidelines include a guide on how a nebuliser

works, its components and the correct use and care.

Considering patrticipants’ use of pMDIs and DPIs, it was found that the
deviation from the recommended technique was common among users of
both types of devices, although COPD participants made more errors when

using the pMDIs than DPIs. A general practice study conducted among 558
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adults with COPD and asthma showed that the type of inhalation device was
the strongest independent determinant of an incorrect inhalation technique
(Hesselink et al., 2001). Findings of patients’ handling of their inhalation
devices were in agreement with previous studies which have reported that
pMDI devices had higher rates of incorrect handling than DPIs (Lenney et al.,
2000; Molimard et al., 2003; Khassawneh et al., 2008; De Moraes Souza et
al., 2009; Rootmensen et al., 2010). In an observational study conducted in
the UK among 100 participants with COPD and asthma aged between 22
and 88 years, it was found that, although more than half of the participants
(55%) were using the pMDI, the performance scores and participants’
preference were highest for the DPIs, including Accuhaler and Turbohaler
(Lenney et al., 2000).

In another observational study of 3811 adults with COPD and asthma using
pMDIs and DPIs in primary care, deviation from the recommended technique
was common for many of the participants, especially those using pMDIs
(76% of participants), though for the DPI users also had poor technique but
the proportion of deviation was less (49-55%), including those using
Accuhaler, Turbohaler and Aerolizer (Molimard et al., 2003). One study found
elderly patients with COPD used a dry powder inhaler more correctly than a
pMDI, even in combination with a large volume spacer (Ho et al., 2004). A
further cross-sectional observational study was conducted by Khassawneh et
al. in Jordan among 300 patients with COPD, to see how they handled their
inhalation devices. It was found that DPIs had a significantly lower rate of
incorrect inhalation technique when compared to the pMDIs (Khassawneh et
al., 2008).

However, some previous studies (Melani, et al (2011); Sestini, et al (2006)),
have suggested that the ease of use of inhalation devices (e.g. pMDIs and
DPIs) was linked to patients’ training. The problem of individuals having
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inadequate inhalation technique was similar between the pMDIs and DPIs
(Accuhaler, Turbohaler and Aerolizer), when participants received
appropriate training before using each device (Melani et al., 2011), whilst
deviation from recommended inhalation technique was common among
users of pMDIs and DPIs, and was associated with lack of instruction in their
use by healthcare professionals (Sestini et al., 2006). To ensure the correct
use of inhalation therapy whatever the device, appropriate training and
education by the healthcare professionals must be given, more frequently to
improve the patients’ ability to use the inhalation devices correctly. After
receiving appropriate teaching in regards to how to perform a complete and
correct inhalation technique, there may be no difference in COPD patients’
ability to use DPIs or pMDIs (Brocklebank et al., 2001; Melani et al., 2011,
Sestini et al., 2006).

Among the DPIs users in this study, the proportion of participants who made
at least one deviation was greater for the Handihaler device (86%) than for
the Turbohaler (59%) or Accuhaler (45%). In relation to the problems
encountered with the use of the Accuhaler device, this study agrees with the
findings of Schlaeppi et al. (1996), Sumby et al. (1997) and Molimard et al.
(2003) which showed that the Accuhaler device had a consistent
performance, being reliable and trusted, and has broad patient acceptance.
In a study by Moore and Stone (2004) for patients with COPD who were
aged over 60 years, two-thirds were able to use the Accuhaler without a
single deviation or mistake, compared with less than 3% of those who used a
Handihaler. An observational study in Jordan of 300 patients with COPD
found that among the DPIs the Accuhaler device had the lowest rate of
incorrect handling (Khassawneh et al., 2008). It can be concluded that
amongst the DPIs the Accuhaler is something of a gold standard, although
this study has revealed it was inaccurately used by almost half of those

whose technique was observed.
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When participants were asked to state their preferences for one inhaler, they
were not in favour of the Handihaler device. Participants’ use of the
Handihaler was inferior to other DPIs. This could be due to the complicated
procedures associated with the use of the single-dose DPI, starting from
loading the dose, which is not easy to accomplish for elderly participants,
especially those who have manual or dexterity problems. Therefore, many
were not able to perform all the essential steps, from getting the capsule out
of the blister pack, loading it, and piercing it. In addition, when a COPD
patient is experiencing a sudden attack of shortness of breath and needs
immediate drug delivery of short-acting bronchodilator, these devices will not
be practical because they do not deliver short-acting bronchodilators and the
inhalation process takes time to perform. Previously, it has been shown that
participants favoured the use of the Accuhaler over the Handihaler (Moore
and Stone, 2004). According to that study, the two top-rated features for an
inhaled device were being quick to use when needed, and overall ease of
use (Moore and Stone, 2004).

The deviations from correct use or device mishandlings in this study were
due to many reasons. Firstly, checking the inhalation technique was not an
integral part of the routine management of COPD patients. If participants
complained that they were not receiving the therapeutic effect from their
inhalation therapy, physicians tended to step up therapy, increase the
frequency of dosing or switch to another device instead of investigating the
reasons (section 7.4). This indicates that inhalation technique should be
regularly assessed, not only provided with the initiation of a new inhaler
device. Secondly, the information about how to use the inhalation devices
was found to be mostly obtained from the patient information leaflets that
come with each device. These are usually written using a medical language
that is not easily understood by some patients. Additionally, despite the fact
that the pharmaceutical companies tend to give a lot of description in the
information leaflet about the use of each inhaler, this information is usually
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written in a very small font size accompanied by illustrations, which were
hard to read for some of the participants in this study (Section 8.2.3).
Therefore, healthcare providers, including medical staff, nursing staff and
pharmacists should not assume that patients are able to obtain all the
required information in regards to use from reading the package leaflets
alone. Healthcare providers need to assist patients on the proper use of each
device. In addition, it was acknowledged by some participants that doctors do
not usually spend enough time counselling their patients during peak hours at
the outpatient clinic. Therefore, doctors should be encouraged to spend
adequate time (more than 10 minutes) and provide sufficient resources such

as handouts or videos for inhaler technique training.

Another reason for the differences seen in handling the inhalation devices
among COPD participants can be due to the differences in the properties in
the design of each device and instructions given for each patient, which may
be related to patients’ manual dexterity problems. If any one of these cases
arises, quick action should be taken to evaluate each case individually and
find the proper solution. In addition, healthcare prescribers are advised to
avoid prescribing a device with a complex design and to consider the ease of

use when prescribing inhalation therapy.

To conclude, inhalation therapy is central in the management of chronic
obstructive pulmonary disease, and pMDIs and DPIs remain primary devices
to manage this condition. Checking inhalation technique and the proper use
of the inhalation therapy for each prescribed device need to be an integral
part of the routine management of any COPD patient, ensuring the proper
use of devices by patients and optimising therapy. In addition, nebulisers
should be considered in patients with a severe condition and those with
manual dexterity limitations who cannot optimally use hand-held inhalers,

because nebulisers require less coordination and no special breathing
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manoeuvres are required. The dual use of nebulisers and pMDI or DPI is
recommended because it may obtain the best efficacy and convenience.
However, continuous review, assessment, training and education are also
suggested to minimise any confusion or misuse and maximise the medicine
use. See section 9.5 for recommendation and suggestions to healthcare

providers in the context of the current policy.

9.2.4 The role of carers and the assistance with medicines that
patients receive

This study was conducted to explore the extent of involvement of informal
carers in the disease management process for COPD patients, and to
address the gap in the literature by describing the nature of support or care
provided for COPD patients in their homes. Understanding the range and
extent of care provided by informal caregivers regarding inhalation therapy at
home is crucial to support and empower carers to fulfil their roles, and to

ensure the effective use of COPD medication by patients.

In this study the informal carers were involved in the following activities:
ordering and collecting a prescription from the surgery or pharmacy (N=13)
and obtaining or reading information (N=2). Women (generally spouses) were
the main sources of care for COPD patients with their medicines. These
findings are supported by the studies of Essue et al. (2010) and Gautun et al.
(2012). In these two studies most support received was practical (e.g.
accompanying the patient to healthcare services and getting prescriptions
filled). Additional support comprised operation of medical equipment (e.g.
supplementary oxygen concentrators and carrying out testing procedures)
(Essue et al., 2010; Gautun et al.,, 2012) and ensuring adherence to the
prescribed medication regimen (Essue et al., 2010; Trivedi et al., 2012).
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Three studies have previously concluded that COPD patients received
inadequate support from the formal care sector; therefore, they have unmet
needs that are managed by informal caregivers (Simpson et al., 2008;
Spence et al., 2008; Caress et al., 2009), highlighting the important role of
informal carers in helping homebound patients with their medicines. The
involvement of informal care may substantially improve patient outcomes
(Lilleaas, 2003; Gautun et al., 2012).

Understanding the range and extent of care provided by informal caregivers
in relation to the use of inhalation therapy at home is crucial to support and
empower these individuals to fulfil their roles in supporting of the patients,

and to ensure the effective use of COPD medication by patients.

9.2.5 The priorities and concerns for patients in the context of current
and potential future service provision

Excluding patients’ involvement in the management process of COPD and
fears of change regarding the current medication regimens were the main
reasons reported by participants who were unwilling to access the healthcare
system and follow the medical advice due to being dissatisfied with their own
healthcare provider's arrangements. This was in line with the previously
published studies. Thomas’s study (2009), conducted among 499 patients
with asthma, found that 50% of the participants refused to use their DPIs
because they had been replaced with a substitute device for no apparent
reasons. In a further study which used in-depth interviews of five patients
with asthma, four participants were concerned about switching their existing
DPIs to another inhalation device, with the presence of confusion about the

need for change (Booker, 2005).
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Healthcare professionals therefore have to be aware that, when a patient has
any concern or confusion regarding switching their inhalation devices, they
may not only not request clarification or assistance from professionals, but
also continue using the old drug regimen without informing their doctors.
Therefore, it is necessary to describe to the patient the need for the change
and to educate the patient on the new treatment including the indications, the
frequency of dosing and the inhalation technique. Furthermore, it is important
to always try to get the patients involved in the management process, to

maximise the medicine use.

9.3 Limitations of the study

From a total of 116 COPD patients who were eligible to take part and were
invited to participate in this study, only 33 participants responded following an
initial mailing. In order to increase the participation rate, a reminder letter was
sent to those who had not yet responded. Ultimately, in total 46 participants
who met the criteria and agreed to take part were enrolled in this study and
interviewed (response rate 40%). This was lower than expected, since the
feasibility of conducting this study and the accessibility of COPD patients was
examined with Pinn Medical Centre staff in the preliminary fieldwork. Based
on the feedback of respondents this could be due to the fact that this study
was conducted mainly during the spring and summer seasons, when most
non-participants were either working or out of the country. Despite the small
sample size, the sample of 46 participants consisted of people from different
age groups, ethnicity, disease status and smoking history. In addition, a
similar proportion of males and females were recruited with different disease
status and smoking history, which would make the sample representative
and generalisable to the general population. In addition, it can be applied to a

wider population with COPD.
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In terms of assessing patients’ adherence and beliefs about medicines, this
assessment was done at a particular point of time (when the study was
conducted). Patients’ adherence and beliefs about medicines may undergo
changes over time based on further experiences of their own or others’ prior
experiences with the treatment (George et al, 2006). Therefore, it would be
interesting to know whether these beliefs may change over time and whether
this affects patients’ medication-taking behaviours. As a result, repeated
assessment may enable the assessment of the consistency of adherence to

and beliefs about COPD medicines over time.

9.4 Contribution to existing knowledge and implication for future
research

To our knowledge, this is the only study that has examined the use of
multiple inhalation devices (all medication classes and inhalation devices)
used in combination by COPD patients in the management of their disease in
the context of their daily lives. In addition, this study provides information
about how COPD patients made decisions about use of devices, what
problems they had in the past with different inhalers, what worked and what
did not work. Semi-structured interviews and participant observation were
employed together to provide a detailed assessment. This is the first single
study to explore the frequency and range of technical and practical problems
experienced by COPD patients with all inhalation devices in aspects of their
use including operation, cleaning and maintenance of inhaler equipment.
Moreover, it is one of very few studies that have explored informal carers’
contribution in the assistance of COPD patients with their medicines at home.

This study adds to the field of medication use at home in the following ways:

It has reported the perceived barriers to using the inhalation therapy
by COPD patients with the description of the factors that affect the
decision-making with regards to the use of inhalation therapy.
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It has reported the actual and perceived effectiveness and safety of
the inhalation therapy in regards to symptoms’ control and disease

management.

It has identified the frequency and range of problems experienced by
COPD patients in technical aspects of the operation, cleaning and
maintenance of inhaler equipment that may lead to suboptimal care or

treatment failure.

It has documented the role of carers and the assistance with
medicines that COPD patients receive from family and friends, and
had identified the priorities and concerns for patients in the context of

current and potential future service provision.

This study made some recommendations to healthcare professionals
to optimise medicine use and maximise the efficacy of the therapy,

leading to better health outcomes for COPD patients.

Based on the results found in this thesis, further research is suggested with

respect to the following:

Different tools were used previously by researchers to assist the
inhalation technique among the pMDIs and DPIs users. As far as we
are aware, no tool has been published to assess the nebulisation
technique among nebuliser users. This study assessed the
nebulisation technique among three nebuliser users. However, more
studies are required in this aspect to assess the effective use of the
nebulisation therapy among COPD patients in a wider context and
examine what problems the nebuliser users had in the past with

different nebulisers, what worked and what did not work.
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Future work can be done to investigate the contribution of informal
carers in assisting patients with their COPD medicines at home, as
very little was found in the literature on what is the nature of support
provided for COPD patients in terms of their COPD medication in their
homes, from whom and how often this help is sought. Therefore, it can
be said that the nature of informal support provided for COPD patients
with their medication in their homes remains understudied. The few
existing studies that have examined the informal care provided for
COPD patients have focused on carer experiences and needs,
neglecting the needs of homebound patients with COPD and the
important role of the informal carers in disease management among
COPD patients. Therefore, there is a need to know if the dependent
patient is getting any help or assistance with their COPD medicines,
whether formal or informal, and how does the carer help — in which
activity or tasks and how often. Understanding the range and extent of
care given by the caregivers in relation to the use of inhalation therapy
at home is crucial to support and empower carers to fulfil their roles
and to ensure the effective use of COPD medication and optimise
health outcomes for COPD patients.

9.5 Considerations of the study results in regards to the current

policies

In the last two decades, the profile of COPD as a disease has
been raised by a number of British organisations (e.g. NHS, BTS,
BLF) trying to decrease the number of treatment failures,
exacerbations and hospital admissions (BLF, 2008). In order to
accomplish this goal, appropriate medicine usage and the safety of
the inhalation therapy in patients’ homes need to be assured. This
study gives information about the use of multiple inhalation devices
by COPD patients in the management of their disease in the

context of their daily lives, which gives the healthcare
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professionals the opportunity for intervention to optimise medicine

use and maximise management of the condition.

Medication formed a major component of the National Service
Framework (NSF) plan, which reported that older people and their
carers should be assisted in using their therapy to maximise
medicine use. In order to maintain or enhance their quality and
duration of life and to avoid deteriorations of symptoms resulted
from suboptimal medication use (DH, 2001b). To achieve this goal
another document was published to specifically address the
medicines component of the standards (DH, 200l1a). In this
document, the practical aspects of medication use was
emphasised in any medication review. However, findings of this
study revealed that patients with COPD frequently experienced

practical and technical issues with the use of their inhalers.

It is recommended by the Medical Research Council (MRC) to
guide and formulate adherence-enhancing interventions by
research findings (MRC, 2008). As a result, findings of this study
are used to provide the foundations of program development and
help in designing tailored medication adherence interventions
among patients with COPD. Suboptimal adherence to inhalation
therapy was identified in almost 50% of the sample, which was
consistent with the rate of non-adherence in seven past studies
(Melani et al., 2001; Boyter and Carter, 2005; George et al., 2005;
Mehuys et al.,, 2010; Cecere et al.,, 2012; Huetsch et al., 2012;
Trivedi et al., 2012). The suboptimal use of COPD medications by
almost half of the participants in this study raises a series of
concerns as non-adherence to inhalation therapy at this extent
may lead to suboptimal management and treatment failures.
These findings highlight the need for healthcare professionals to

continuously review patients’ adherence to their prescribed
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regimen and provide comprehensive assessment, assistance and
education for patients to maximise medicines’ use. In addition,
healthcare providers should assess the need for therapy, identify
cases when the inhalation therapy is not used as suggested, study
the reasons and find appropriate solutions to address concerns
and misapprehensions and avoid unnecessary costs. This study
examined how each patient made decisions regarding the use of
inhalers, and how those decisions and difficulties contributed to
suboptimal outcomes and/or treatment failures. Providing this
information to healthcare professional may help in evaluating and
assessing each patient individually to try to maximise the use of

therapy and minimise the number of treatment failures.

Patients with chronic disease conditions including COPD who use
inhalation therapy including bronchodilators, corticosteroids,
theophylline, or other related COPD therapy, comprise one of the
national targets for the current Medicines Use Review (MUR)
services and one of the conditions that was included in the New
Medicine Service (NMS) to assess and improve adherence to
COPD medicines (HSC, 2013) by educating the patients and
reminding them about the chronic nature of their disease and the
importance to keep a track of their medicines and use them as
suggested (HSC, 2013).

Using inhaled corticosteroids (ICS) is recommended by NICE and
GOLD guidelines, to be used in combination with LABA (e.qg.
Symbicort or Seretide), as this combination improves symptoms
and lung function (NICE, 2010). The majority of participants in this
study perceived their combination therapy to be effective in
regards to better lung function and condition control. Therefore,

this regimen should be continued until patients perceive their drug

230



Chapter 9 — General discussion

therapy to be suboptimal, at which time these cases should be

assessed and further investigated.

The data from the interviews revealed that two-thirds of
participants perceived their inhalation therapy to be optimal when
delivered by different types of devices including pMDIs, DPIs and
nebulisers. This was due to the relief in their COPD symptoms, the
increase in their activity levels and being able to sleep through the
night. Such findings have led the recommendations to support the
use of other hand-held devices, with a preference for nebulisers,
and nebulisation therapy discontinued in the absence of a clear
benefit to the patients (NICE, 2010). This study shows a clear
appreciation by patients of the continued availability of nebulisers

for drug delivery in the home.

9.6 Implication of the study findings and recommendations for
practice and policy

One of the main values for conducting this research among patients with
COPD is to communicate relevant results of patients’ perspectives to
healthcare professionals, in order to optimise medicines use and maximise
treatment outcomes. It was advocated by Health initiatives to commence
services incorporate the experiences and views of service users (DH, 2010).
The aim of this was to introduce services that are responsive to patients’
needs, beliefs and concerns. To support this aim, this section applied the
findings of this study to inform healthcare professionals of patients’ beliefs,
concerns and needs. Additionally, recommendations for healthcare
professionals were made in light of the study results to support the use of
medicines by COPD patients using multiple inhalation therapy in combination
in their own homes, leading to optimizing health outcomes. These

recommendations are:
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Healthcare professional should consider using multiple inhalation
therapy in combination and a wider use of nebuliser therapy: patients’
reports indicated nebuised therapy was perceived to be effective by
all users. However, currently nebulisers are considered only in
patients with a severe condition and those with manual dexterity
limitations who cannot optimally use hand-held inhalers (NICE, 2010),
because nebulisers require less coordination and no special breathing

manoeuvres are required.

Based on the participants’ perceptions, this study supports the use of
multiple inhalation therapies in combination by patients in their
homes. The reason behind this was due to the fact that most
participants reported that they benefited from their combination
therapies used at home; when these multiple therapies were given in
combination, they provided a complementary effect in disease
management. However, some participants responded differently to

medications.

Nebulisers should be considered in patients with a severe condition
and those with manual dexterity limitations who cannot optimally use
hand-held inhalers, because nebulisers require less coordination and

no special breathing manoeuvres are required.

The dual use of nebulisers and pMDI or DPI is recommended
because it may obtain the best efficacy and convenience. However,
continuous review, assessment, training and education are also
suggested to minimise any confusion or misuse and maximise the

medicine use.

Healthcare professional should consider the efficacy of therapy used

in combination by COPD patients: the data from the interviews
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revealed that two-thirds of participants perceived their inhalation
therapy to be optimal when delivered by different types of devices
including pMDIs, DPIs and nebulisers. This was due to the relief in
their COPD symptoms, the increase in their activity levels and being
able to sleep through the night. Such findings have led the
recommendations to support the use of other hand-held devices, with
a preference for nebulisers, and nebulisation therapy discontinued in
the absence of a clear benefit to the patients (NICE, 2010). This study
shows a clear appreciation by patients of the continued availability of

nebulisers for drug delivery in the home.

After analysing the data, it was shown that patients’ perceptions of the
effectiveness of the inhalation therapy were different and were
influenced by their own or others’ previous experiences or
expectations with the inhalation therapy. These perceptions and
expectations may undergo changes with further experience. This
indicates a need for tailoring an individual care plan for each patient,
especially given that one-quarter of participants perceived their
inhalation therapy was not fully effective, due to treatment failures
resulting in recurring symptoms, persistence of symptoms,

exacerbations or hospital readmissions, despite using their therapy.

Treatment failures were of concern to patients who had experienced
multiple episodes of exacerbation. The study identified factors which
were potential contributors to treatment failures one of which is non-
adherence to therapy or misuse of therapy. Therefore, to improve
patients’ use of inhalation therapy, it is suggested that healthcare
professionals should be aware of how individual COPD patients use
their inhalation therapy to manage their condition in the context of
their daily lives, and what the reasons that guide the use were, to
provide all the necessary assistance tailored to each patient,

particularly whose is at high risk of suboptimal adherence.
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Adherence screening, assessment and evaluation should be routinely
performed by healthcare professionals using direct and indirect

methods.

In the event of non-adherence or if non-adherence is suspected,
healthcare professionals should identify the nature and the reasons
for non-adherence and develop strategies for overcoming this
problem, as the disease management is a dynamic process

influenced by the presence or absence of these trigger factors.

Over time adherence may decline, therefore healthcare professionals
should be encouraged to provide feedback and counsel their COPD
patients about the role of treatment and the importance of adherence,

which may in turn enhance patients’ adherence.

Patients’ medical progress and adherence to their treatment should
be reviewed and assessed periodically along with a review of the

problems experienced by patients in the use of medicines and care.

To increase adherence to medicines and correct use of devices,
patients should get involved in shared decision-making in regards to
the treatment and devices alternatives and state their preferences
when any alteration is suggested. However, they should be first well
educated about the available treatment.

Increasing the dose or adding a new medication to the treatment plan
may achieve better control of symptoms but may in turn lead to more
side effects or medication non-adherence. Therefore, negotiating
patients’ choices, decisions and requests is recommended before

making any alterations. Patients may also benefit from continuous
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education in regards to each inhalation device and medication and its
mode of action, to enable them to distinguish between the immediate
and the long-term treatment benefits along with the possible side
effects and risks.

Patients’ previous experiences and expertise with medicines used at
home should be considered in medical practice, to detect and

overcome perceived barriers to adherence.

When asking patients to follow a treatment plan involving multiple
inhalation devices, this plan should be practicable and fit into each
patient’s daily routine. In addition, instructions should be adapted to
each patient's knowledge level and should be clear, simple,
personalised and operational in terms of how many to take, what kind
and when to use. After receiving advice, patients should be asked to
paraphrase their understanding of the given advice and the rationale
behind it.

The findings of this study suggest systematic or local adverse effects
especially with the long-term use of ICS. Therefore, safety concerns
exist with the use of inhaled steroids in patients with COPD,
particularly when using a combination of drugs that contains steroids,
double dosing, or higher strength. As a result, it is recommended that
patients’ fears and concerns should be addressed carefully during
each consultation which should be patient-centred, with all their

guestions answered clearly.

In regards to the safety of the inhalation therapy, participants have to

be counselled during each visit about the possible side effects, and in

particular they should be informed about the need to rinse their mouth

after each use of ICS, to avoid developing oral thrush due to

deposition of the drug in the oro-pharynx. In addition, participants who
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experienced side effects with the long-term use of steroids delivered
by a pMDI should be encouraged to use a spacer device with their
pMDI. Spacer devices are recommended for use with pMDIs to
increase drug delivery to the airways, and decrease the side effects

resulting from deposition in the mouth or throat (Roland et al., 2004).

Before stepping up doses or dosing frequencies of the therapy,
healthcare providers are advised to make assessment of inhalation
technique an integral part of the routine management of COPD
patients. Checking inhalation technique and the proper use of the
inhalation therapy for each prescribed device need to be an integral
part of the routine management of any COPD patient, ensuring the

proper use of devices by patients and optimising therapy.

Inhalation technique assessment should occur at regular intervals, not
only with the initiation of a new inhaler device. Therefore, during visits
to the surgery, COPD patients should be encouraged to bring their
prescribed devices and should be asked to demonstrate their use and
maintenance. In addition, adequate time and resources need to be set

aside for inhaler technique training, if needed.

Patients’ visual acuity and manual dexterity should be assessed often,
especially for those who have tremors, arthritis and coordination
problems, as this could affect the successful use of inhalation

devices.

Some participants tended to forget the information they have read or
heard with time, due to their age or cognitive problems. Therefore, it is
suggested to keep monitoring the patients and to provide continuous

education and training, as appropriate.
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When an inhaled therapy is used by patients for a long period of time,
it should not be assumed that patients became familiar and proficient
in the use of this device. Appropriate assessments should be

undertaken.

After the assessment, if the inhalation devices were handled
inappropriately by patients, quick action should be taken (e.g. training
or consideration of a spacer device or breath-actuated devices, when
use of pMDIs is problematic or an alternative device).

The training session should provide a clear explanation of why a
particular inhaler was prescribed, how it works and the steps needed
to use it efficiently. In addition, patients also need to know how and
when to clean these devices and how to tell when the device is empty

and needs to be replaced.

Almost one-third of participants in this study sought help from their
informal carer with their medicines and this was mainly in ordering or
collecting their prescriptions. This help was mainly sought when
required but not on a daily basis. However, it is always important to
keep a record of whether COPD patients require help or assistance
with their medicines and whether this help is sufficient to meet their
needs because informal care is one of the cornerstones of

maintaining health and function in many older adults with COPD.

Understanding the range and extent of care provided by informal
caregivers in relation to the use of inhalation therapy at home is
crucial to support and empower carers to fulfil their roles, and to
ensure the effective use of COPD medication by patients.

Excluding patients’ involvement in the management process of
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COPD, dissatisfaction with the services provided and fears of change
to the current medication regimens were the main reasons reported
by participants who were unwilling to access the healthcare system
and follow the medical advice due to being dissatisfied with their own
healthcare provider's arrangements. Healthcare professionals
therefore have to be aware that, when a patient has any concern,
confusion or dissatisfaction, they may not only not request clarification
or assistance from professionals, but also continue using the old drug
regimen without informing their doctors. Therefore, it is necessary to
describe to the patient the need for the change and to educate the
patient on the new treatment including the indications, the frequency
of dosing and the inhalation technique.

It is also recommended to always try to get the patients involved in

the management process, to maximise the medicine use.

Participants’ satisfaction with healthcare services was judged by the
amount of time they spend with their doctors in a consultation,
keeping their regular doctor, the quantity and the quality of information
provided to each one, and the appointment system. Therefore, it is
recommended that healthcare professionals spend enough time with
their patients in a consultation explaining everything about their
disease and medication. Failure to meet these expectations caused
dissatisfaction and delayed access to healthcare services,
subsequently leading to lack of medical supervision and information,
which may lead to treatment failures. A named regular GP is also
recommended to coordinate patients’ care and in an effort to meet

patients’ satisfactions.
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10 Chapter Ten: The conclusion

Treatment failures were a major concern for COPD patients in this study as
almost half of participants reported suboptimal adherence. Therefore,
screening of medication taking among patients with COPD should be
routinely done on all aspects of management using simple and practical
tools. This is required for all COPD patients including those whose non-
adherence has not been a concern in the past. However, more time should
be spent with patients whose non-adherence is of concern, paying lots of
attention to the identification of the nature of non-adherence and the reasons
behind this behaviour, which are also critical in clinical practice along with its

detection and quantification.

Most patients experienced problems with inhalation devices used at home,
especially with the pMDIs and DPIs. Therefore, practical measures (e.qg.
repeated instruction and supervision on the proper use of an inhaler) should
be undertaken to minimise the number of deviations from the inhalation
technique made by patients when using inhalation devices, to allow better
control of symptoms and optimise the disease management. Further and
larger research which is related to the proper use of the inhalation therapy
and proper handling of the inhalation devices in real practice with clinical
efficacy and disease control is needed.
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Study/ Setting/
Counliry

Khadour (2012)
Outpatient
clinics,

UK

Cecere (2012)
Outpatient
clinics,

usa

Huetsch (2012)
Outpatient
clinics,

uUsAa

Appendix 1:

Studies of medicine taking (adherence/non-adherence) to COPD medicines worldwide

137 COPD
palients

167 COPD
patients,
prescribed
LABA and ICS

2,730 COPD
patients,
prescribed
ICS,LABA, and
IP

Definition of
patients’
adherance/

non adherence
Adherent: patients
scoring 3 or abave
were classified as
‘adherent’.

Adherent: lock B0%
of doses as
prescribed

Adherent: took 80%
of doses as
prescribed

Methods/measuras

Mot clear.

Adherenca 1o COPD medicalions
was measured using patients’
self-reported  questionnaire  (4-
itermn= Morisky)

Randomised Irial

Adherence to COPD medicines
was measured using prescription
refill rates

A cohort study
Adherence to COPD medicines
was measured using prescription
refill rates
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Study findings and conclusions

Adherence was generally good. Low
adherence with medications was
present in 29.5 % of the patients
only.

Variables linked o medicine taking:
a range of clinical and psychasocial
variables such as perceived severity
of the disease and benefits of
medications.

Of the 187 patients prescribed
LABA, 54% (n=90) were adherent to
therapy while only 40% (n=74) of
184 the patients prescribed 1CS
were adherent.

Variables linked to medicine taking:
patient perception of their provider
as being an “expert’ in diagnosing
and managing lung disease.
Adherence to medications was poor,
with 19.8% adherent to ICS. 30.6%
adherent fo LABA, and 25.6%
adherent {o P,

Variables linked to medicine taking
highly variable and dependent on
the medication being examined.




Table 2-1. Continued.

Study/ Setting/
Country

Trivedi (2012)
Outpatient
clinics,

USA

Agh (2011)
Outpatient
clinics,
Hungary

Mehuys (2010)
Community
pharmacies
Belgium

George (2006)
Patients' homes
Ausitralia.

Sample

374 COPD
patients,
prescribed
LABA

170
participants
with COPD

555 patients
with stable
COPD

28 patients
with moderate
to severe
COPD

Definition of
patients’
adherence/
non adherence

Adherent: took B0%

of doses as
prescribed

Adherent: patients
scoring 3 or above
were classified as
‘adherent’.

Mo clear
classification.

The identified
themes for
medication
adherence were
agreed among all
the pharmacists

Methods/measures

Non-blinded cluster randomised
clinical trial.

Adherence to COPD medicines
was measured using prescription
refill rates
Cross-sectional
study.
Adherence to COPD medications
was measured using patients’
seli-reported questionnaire (4-
items Morisky)

observational

Cross-sectional, observational
study.

Adherence to COPD medicines
was measured using prescription
refill rates.

Randomized controlled trial study.
Factors associated with
adherence fo disease
management interventions were
explored using in depth semi-
structured questionnaire.

253

Appendices

Study findings and conclusions

Patient's adherence rate to LABA
was poor (43%) of participants.
Variables linked to medicine taking:
social care.

Adherence was good (58.2%). 99
patients reported optimal adherence.
Whereas, 71 (41.8%) of those
reported suboptimal adherence.
Variables linked to medicine taking:
age. smoking status, number of
medicines, the number of daily
doses and quality of life.

53% of patients were non-adherent,
47% were adherent.

Variables linked to medicine taking:
age and number of drugs.

Adherence to disease management
programs was complex process
driven by 15 major themes (e.q.
personal beliefs and experiences
which related to patient, treatment,

diS-EESEi and health Eﬂfessionals!.



Table 2-1. Continued.
Study/ Setting/

Country

George (2005)
Ambulatory
care,
Australia

Boyter (2005)

Patients’ homes,

The United
Kingdom

Barta (2002)
Patients' homes,
The United
Kingdom

Sample

276 patients
with chranic
lung diseases
(90.6% with
COPD, 5.4%
with asthma,
2.2%
bronchieclasis,
and 1.8%
others)

117 patients
mainly with
COPD,
prescribed
home nebuliser
treatment

75 patients
most with
COPD,
prescribed
home nebuliser
traatment

Definition of
patients'
adherence/
non adherence

score of 25

indicates), while any
other score reports

suboptimal
adherence.,

Adherent: used

home nebulizers at

four times a day

Adherent: usad

home nebulizers at

least once a day

Highly adherent: (a

Methods/measures

Cross-sectional descriptive study.
Adherence was measured using
patients’ self-reported
guestionnaire (MARS).

A 30-item Beliefs and Behaviour
Quuestionnaire (BBQ) under three
sections: beliefs, experiences,
and behaviours were used to
determine the factors that are
related to medicine taking.

A survey study.
Adherence to COPD nebulised
medications, use and

maintenance of equipments were
measured and explored by
patients’  self-reported  using
anonymous postal questionnaire

A survey study.

Adherence to nebulised
medications, use, technical issues
and concerns aboul side effects
were measured and explored
using  patients’  self-reported
anonymaus postal questionnaire.
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Study findings and conclusions

Adherence was generally low (37%).
102 patients reported optimal
adherence on MARS. Whereas, 164
(60%) of those reported suboptimal
adherence.

Variables linked to medicine laking:
patients' beliefs, experiences, and
behaviours with regards to baoth
disease and treatment.

Adherence to COPD medicines was
generally low (42.5%). Whereas,
(57%) of those reported suboptimal
adherence.

Adherence was generally excellent
(60%).

Variables linked to medicine taking:
feeling worse, less confidence in
treatment.




Table 2-1. Continued.
Study/ Setting/

Definition of
patients’
adherence/

Sample
Country

non adherence
Adherent: used

Melani (2001) 1,257 COPD

Patients’ patients, home nebulizers at
homes, prescribed least once a day
Italy home nebuliser

treatment
van Grunsven 77 patients with  No clear
(2000) lung diseases classification.
home setting, (48 with COPD
IGERL S GEREL I and 29 with

asthma),

prescribed

fluticasone via

DPI (Rotadisk).

"COPD: Chronic Obstructive Pulmonary Disease
"pMDIs: Pressurised Metered Dose Inhalers
*DPIs: Dry Powder Inhalers.

*LABA: long-acting beta-agonists.

*ICS: inhaled corticosteroids.

*IP: Ipratropium bromide

Methods/measures

Open, multicentre, cross-sectional,
observational study.

Adherence to respiratory nebulised
medications, use, technical issues,
and concerns about side effects were
measured and explored using
patients’ self-reported anonymous
postal guestionnaire.

Prospective, randomised, placebo-
controlled study.

Adherence o respiratory medicines
was measured using medication count
which was done using pill count of
Rotadisks returned.

Appendices

Study findings and
conclusions

Adherence was generally low
(40%), whereas, (60%) of those
reported suboptimal adherence.

Variables linked to medicine
taking: medication forgetfulness.

(72%) of patients reported
optimal adherence in the early
COPD trial.

Variables linked to medicine
taking: Patient motivation.
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Study/ Setting/
Country

Hammeriein
(2011),
Community
pharmacies
Garmany

Melani (2011)

Outpatient
clinies,
Italy

Appendix 2:

Characteristics of studies of inhalation technique assessment among COPD patients worldwide

Sample

757
patients
with
asthma or
COPD
using
pMDis and
DPIs

1633
patients,
most with
COPD and
asthma,
using MDIs
and DPls

Developing Definition ol

check-lists incorrect
technigue

21-tams As a matter of

checklist was principle, an

developed lo  error

be used lor probability of

all types of less than 5%

inhalation was

davices demanded (P
- 'D.GEL Whﬂn
using
independant
sample Htest

Check-lists If one or more

ware adapted  errors were

from made

praviously regarding

published thess

criteria by essential

{Newman, steps

2005} determined by
(Mewman,
20085)

Kind of
assessment

Assessment
was made
based on a

personal view

of one rater.

Assessment
was made
based on an
agreement
batween

multiple raters

on set of

criteria for the

carract use.
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Methods/measures

Multi-cantre
study.

Each single step was
marked as been
parformed comrectly  or
incorrectly, However, not
all steps were ralevant for
each inhaler system, for
example, shaking the
inhaler in case of a DPI;
nan-relevant steps should
ba marked as correct.

intervention

Cross-sectional,
observational study,
Asseszmenl of inhalation
technigue  was  done
using: a checklist that
measuras steps required
for adequate drug delivery
and categonized the steps
inte ‘essential’ and ‘non-
essential grrars  and
assessed only  those
‘critical errors or essential

steps’,

Study findings and

conclusions

Almost 80% of patients with
chronic lung diseases in
ambulatory care made one or
mare emrors when inhaling
their medication.

Crifical mistakes were widely
distributed among users of all
the inhalers, ranging from
12% for MDIls, 35% for
Diskus and HandiHaler, and
4456 for Turbuhaler.

Patients committed more
errors when using DPIs than
when using MDis.

The COFD group patients
committed more errors than
asthma patients.

Appendices



Table 2-2, Continued.
Study/ Setting/

Sample
Country

Rootmensen
(2010)
Outpatient
clinics,

The
Netherlands

Definition of
incorrect
technique

Developing
check-lists

Kind of
assessment

Methods/measures

Appendices

Study findings and

conclusions

De Moraes
Souza (2009)
QOutpatient
clinics

Brazil

257

156 patients Check-lists If one or more  Assessment Randomized  controlled Inhalation technique was
most with adapted from errors were was made on  trial. judged insufficient in 40% of
COPD and  published made an agreement Assessment was done the patients.
asthma, criteria {van regarding between 3 using checklists that Most errors were seen in
using MDIs  der Palen, et these raters on set  measures steps required demonstrations with pMDls
and DPIs al., 1995; van essential of criteriafor  for adequate drug delivery with  or  without spacer
Beerendonk  steps correct use and categorized the steps (respectively, 47 and 81%).
et al.,, 1998). determined by with the into ‘essential’ and ‘non- Essential errors were
{van der assessment essential' and only those recorded least in the prefilled
Palen, etal.,,  of the total ‘critical errors or essential Diskus (15%), Turbuhaler
1995) inhalation steps’ were measured. (18%), and Diskhaler (21%).
technique.
120 patients  Check-lists Mo clear Assessment Observational study. Inhalation  technique was
with COPD  adapted from definition. was made Measuring the total judged insufficient in 94.2% of
and asthma, previously based on a inhalation technigue for the patients when using the
using MDIs  published personal view each inhaler inhalation device.
and DPIs criteria of one rater. individually. The Patients committed more
(Plaza et al., quantity of  errors errors when using MDIs than
1998; Steier committed by the when using DPls.
et al., 2003; asthma group patients The COPD group patients
Molimard et and by the COPD group committed more errors when
al., 2003; patients was compared using the inhalation devices
Muchao et for each device than the asthma group
al., 2008). separately. patienis.




Table 2-2. Continued,
Study/ Setting/

Country

Khassawneh
{2008)
Outpatient
clinics
Jordan

Wilson (2007)
Outpatient

clinies,
London,
United
Kingdom

with COPD

Sample

500 patients

using pMDls
and DPls

30 patients
with COPD
with
evidence of
airflow
obstruction
(FEVW/FVC
< 70%) and
had no
previous
experience
of DPIs.

Developing
check-lists

Not clearly
listed

Device-
specific
checklists
were
adapted from
the package
leaflet of
each inhaler

Definition of
incorrect
technigque

If one or more
Brrors were
made
regarding
these essential
steps, leading
to indicating
little or no
delivery of the
drug.

If one or more
Brrors were
made
regarding
these essential
steps, leading
to indicating
little ar no
delivery of the
drug.

Kind of
assessment

Assessment
was made
based on an
angEm&Ht
between two
raters on set
of criteria for
correct use
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Methods/measures

Cross-sectional
observational study.
Measuring steps
required for adequate
drug  delivery and
categorized the steps
into ‘essential’ and ‘non-
essential'. When one or
more essential steps
were made, inhalation
technique was defined
as incorrect,
Randomized controlled
trial.

Measuring steps
required for adequate
drug delivery and
categorized the steps
into ‘essential’ and ‘non-
essential'. When one or
more essential steps
were made, inhalation
techniqgue was defined
as incorrect.

Appendices

Study findings and

conclusions

DPIls had a lower rate of
incorrect inhalation technigue
comparing o the pMDls
(p<0.001). Among the DPls,
the Accuhaler device had the
lowest rate of incorrect
handling (p<0.031), when
compared to Turbuhaler and
Aeraolizer.

The numbers of perfect
scores were not significantly
different between devices, but
the number of fatal errors that
would result in no drug
delivery was significantly
more common in Aerolizer,
and Handihaler.



Table 2. Continued.
Sample

Study/ Setting/
Country

Sestini (2006)
Outpatient
clinics

italy.

1,126
patients

and
asthma,

and DPls

423
patients

Ho (2004)
Patients’
homes
United
Kingdom

large
volume

bread
actuated
inhalers,

with COPD

using MDIs

use MDls,
MDIs with a

spacer and

Developing
check-lisls

Device-
specific
checklists
Were
adapted
from
package

leaflet of

each
inhaler,

Check-lists
adapted
from
previously
published

criteria

(Connolly,
1895).

the

Definition of
incorrect
technigue

A sum score
was computed
separately for
each device,
in which each
item of the
checklist
considered as
minor was
scored as 1,
and each ane
considered as
major flaws
received a
score of 3
Major errors
weare identified
using
previously
published
criteria
{Connolly,
1995).

Kind of
assessmein

Assessment
was made
based on an
agreement

between two
raters on set
of crteria for
cormect use.

Assessment
was made
based on a
personal view
of one rater
with the
assessment
of the total
inhalation
technique.
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Methods/measures

An open,
obsarvational study.
Measuring sleps
required for adequate
drug delivery and
categorized the sleps
as ‘minor’ and ‘major
errors and only those
'‘major’  errors were
measured. When one
or more major errors
wera made,
inhalation technique
was  defined as
incorrect.
Cross-sectional
study.

Measuring steps
required for adeguate
drug delivery and
calegorized the sleps
into acceptable
(perfect or minor
errors not preventing
adequate use of the
device) ar
unacceptable (major
BITors).

Appendices

Study findings and
conclusions

Prevalent users of either

pMDIs or DPls were,
respectively, 644 and 661.
Inhaler misuse was

common and similar for
both pMDIis and DFIs.

Inhalation technique for
breath  actuated-inhalers
was judged insufficient in
27.8% of the patients,
compared o 17.8% of
patients used p-MDIs alona
and 2.9% with large
volume spacers.




Table 2. Continued.
Study/

Sample
Setting/
Country
Molimard
(2003)
Outpatient
clinics,
France

Developing
check-lists

3811 adult Device-

Deafinition of
incorrect
lechnique

If one or maore

Kind ol
assessment

Assessment

Methods/meaasures

Randomized control

Appendices

Study findings and
conclusians

Inhalation technigque

Hesselink

(2001)
Outpatient
clinics

The
Metherland

drug.

with specific efrors ~ were was made clinical trial, judged insufficient in 49-

COPD checklists made based on an Measuring steps 55% of the patients use

and were adapted regarding agreement required for adequate breath actuated devices

asthma,  from the these between drug delivery and compared to 76% used p-

using package essential multiple categonzed the steps MDls.

MDlIs and leaflet of steps, leading raters on set into ‘critical and 11-12% of patients treated

DPls each inhaler. to indicating of criteria for 'non-criticall! errors with Aerolizer, Autohaler,

litte or no correctuse. and only those or Diskus made critical

delivery of the ‘critical’ errors were errors compared to 28%

drug. measured. and 32% ol patients

treated with p-MDI and

Turbuhaler, respectively.

588 Using the If one or more Unspecified  Cross-sectional Overall, 24.2% of ihe

COPD short version, errors weare study. patients made at least one

and validated made The checklist essential mistake in their
asthma inhaler- regarding measures the inhalation technique.

patients specific these adequacy of the most Compared to users of the

using checklist of essential essential preparation Diskhaler (4%) or

pMDls the Dutch steps, leading and breathing Cyclohalers (11%),

and DPIls  Asthma to  indicating manoeuvres patients using the

Foundation littte or no necessary for optimal Rotahaler/Spinhalers more

delivery of the drug delivery. often showed an incorrect

inhalation technigue (37%;),
followed by patients using
Turbuhalers (31%) and
MDI users (30.0%).



Table 2-2, Continued.
Study/ Setting/

Sample
Country

Lenney (2000) [&l¢e

Respiratory patients
Function with COPD
Laboratory using MDls
United and DPls

Kingdom

Developing
check-lisis

Device-specific
checklists were
adapted from
the package
leaflet of each
inhaler.

Definition of
incorrect
technigue

If one or more
errors were
made regarding
these essential
steps, leading
to indicating
little or no
delivery of the

drug.

*COPD: Chronic Obsiructive Pulmonary Disease

*MDls: Metered Dose Inhalers.

*DPls: Dry Powder Inhalers.

Kind

assessment

Assessment
was
based on
agreement
between

made

an

multiple raters

on set
criteria
correct use.

of
for

Methods/measures

Cross-sectional
observational study.
Inhaler technigue was

graded in the following

way;

A. good technique
indicating good delivery
of the drug;

B. poor technigue
indicating partial
delivery of the drug:

C. very poor technigue
indicating litle or no
delivery of the drug.

*FEV1/ FVC: The ratio of forced expiratory volume in one second to forced vital capacity

Appendices

Study findings and

conclusions

Technique was best in 91%
of patients using the breath-
actuated inhalers (Easi-
Breathe and Autohaler), when
compared to 79% of patients

using pMDIs, despite being

the most
prescribed devices. The
Autohaler came in second
position closely followed by
the Clickhaler and Accuhaler.

commanly
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Appendix 3:

Example of emails sent to the pharmaceutical companies in order to request placebo devices
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Appendix 4:

Receiving placebo devices from pharmaceutical companies
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Appendix 5:

Interview topic guide

NHS

Harrow

DCL School of Pharmacy
Depuriment of Pructice and Policy

Research Questionmaire

Inhalation Devices in the Management of Chronic Obstroctive Pulmonary Disease in the
Community: A Study with Patients

Miss Farah Alhomoud
Professor Felicity Smith
Professor Kevin Taylor

UCL Sehoal of Pharmuacy (Department of Practice and Policy),
London, UK
WCIN 1AX

Version 1 Date 1B8/11,2011 Pape 1
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UCL SCHOOL OF PHARMACY
20039 Brunswick square, Lomndon, WCIN LTAX

The use of inhalers al home
(Interview with the patient)

Mates to Interviewer
Baold: To be spolien out lowd to respondent
Terlics: Prowgts de be used when needed
Siandard: Directions to the mierviewer

Before we start the interview, | am going to tell vou a little bit about the siudy,

A ot of people like you are using different inhalers to manape their condition at home, We
do understand that this can be a complicated task to di,

We would like to know more about your experience with inhalers, any particular aspects
you wianl to rdse, any ssues related (o iohaler use and how your inhaler alfects vou health
and evervday life.

Reqoest permission o tage-record.

Requesi permission o take photos of the inhalers used.

Ensure consent form is completed,

Stwre time of iMerview: End time of interview:

—_—
Version 1 Date 18711 /3011 Pape 2
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Section 17 information abowl your medicings;

1. When was your { COPIV bronchitls/emphysema) diagnosed?
Wikich vear or Bow long ago

2, Could vou please show me all medicines vou correndly ose?

MName of current medicatinns’ Mkase ram ihe When was first What do yoan When do FO e it

strengthf form label! Intervals | prescribed/? use it for
Expirntion dute

v, Fime of daw’ in respense io FENIPIOTE

Complete on o sepurate sheet

Version 1 Date 1AS11 72011

Page 1
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A, Huve you ever used any other type of inhalation devices in the past?

Blamie of past medications
strengthy form

Dierse Brom the
Lkl

When was il What did you
lirst prescibed | wse i for

Why did you stop sl il

|
3
N
4.
5.
Complete on a separate sheet
Worsion 1 Do 18/11/2011 Fage 4

269

Appendices



Appendices

o .
4, What COPD medicine
[ 1Ty T S —

51 did you use in the last 24 hours? Why/how much?

F20 0 1o AR S SR R A R L i i L L

5 For your repulsr medicines, people often do nol take their medicines exactly as
prescribed for different reasons, thinking of the medicines you use for your COPD,
when was the last time vou did not take the dose of yvour regular medicines? [ St
which]

fi. How many times in the last week have vou missed a dose of your regolar COPD
medicines? | Sisic which)

7. Why did you miss them?

Section 3: Operation, clewming and muintenance of inholer(s);

B. lshalation technigue assessment | See checklisis

9. Take o pholo for the inhalers, sec thear conditions/cleaning/maintonsnce amd if there is any
oldiexpired medicines

Version 1 Drate 18/11/2011 Pape 5
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10, What dao you think of vour regular COPD medicines?
Which ome da v find most hedpfuld which one do yon prefer mose® iy there any COPD
mlicine vou decide wot 1o wse or vou wondes” concern ahowi! what do vew ik or distike/
fave vow faced any problem with wsing vowr iihalers’ It i5 hardfeasy contimeing vouwr normal
aclivities with the wee of imhalers,

L1 Tell me about any advice you have been given abool using your inhaler?
In terms of imhalation technigue, cleaning, amd mainienance, e

12, How and where do you store vour inhalers?

13, Do you think your inhaler(s) has to be cleaned? 1F ves, tell me (how often do you clean
i,

Section 4; corer;
14. Do you receive help or assistance with your inhalers from family or friends?
{Chrdering o collecting vour prescripiion from the sorgery, ordering or colecting you
prescription from the pharmacy, operting containers, reading fabely, wnderstanding or reading
infarmation, abteining information, adminisirodon {e.g. breaking wblers, neasiring, putiing in
eve drops, #c), advice on when fa take oF how soch (espechally for pre mediciees), advice on
need for medicines amdéer on side effects, eving medicatfon or ether remedies for vou, omer,
Please desoribe),

& Yo

s Na

15, 1f yes, Tor cach of the above?

Wil ix thix personr? | How does this person | Heew aften dees thiv peeson help vl velich
help vou!? circimsiances or oecasions felp iv needed?

_—
Version 1 Drate 18/11/2011 Pape f
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Section 5: Morisky scale (adherence o medicines)

You indicated ithai vou are taking medication [or you chronic obsiructive pulmonary disease
(COPDY, Indivduats have idenified severul issoes regarding ther medicatinn-taking behavior
nd we are interested in your expericnces. There is o right or weong answer, Please answer cach
question based on your personal experience with your chronie obstructive pulmonary disease
medication (Please circle the correct number ).

N Duesticns Mo | Yes
=/ |=2

MI | Do vou sometimies forpet 10 take your regular COPD medicines?

M2 | People sometimes miss whing their medicstions lor reasons other than
forgeiting. Thinking over the past two weeks, were there any days when
il did nal take vour COPD medicine?

M3 | Huve you ever cut back or stopped tiking your medication without
telling your doclor, becanse you fell worse when you took it?

M4 | When you travel or eave home, do you sometimes forget 1o bring along
with your COPD medication?

M5 | Did you take your COPD medicine vesterday?

M6 | When yoo feel like vour COPDY is under contral, do you sometimes stop
tukang vour medicine?

M7 | Taking medication everyday % a real inconvenience for some people. Da
you eyt el hussled aboul sheking o yoor trestment plan?

ME | How often do you have difficulty remembering (o teke ull your COPD medications?
(Please circle the correct nomber)
heverRarely

Once ina while:............
Sometimes

LUsually, i

All thetime, ...

| bt | | e |

- o }

Additionsl nlermstion:

Muorisky adherence s

sSource: Morisky DE, Ang A, Krowsel-Wood M, et al. (2008). “Predictive validity of a
medication adherence measure for hypertension control™, fowrnal of Clinical Hypertension,
vol, W na 5, oo 348-354,

e —————
Version 1 Date 16,/11/2011 Pape 7
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Wit wonld like o ask you about your personal views abou COPD medicings preseribed Mor you.
These are statements other people have made about their medicines, Please show how much vou
sgree of disagree with them by ticking the appropriate oo, There are no righi or wrong answess.
We are only inferested in your personul view abool COPD medicines.

W Views abour medicines | Strongly Agree | Uncertain | Disagree | Strongly
prexeribed for your agree divapree
Corn

BS1 | My health, m present,
depends on my medicines

B52 | Hoving to take medicines
WOITHES [T

BS3 | My life would he
impassible without my
medicines

BS4 | | sometimees worry abou
long-term effects of my
medicines

B35 | Without my medicines |
wolld be verv ill

B56 | My medicines are a
mysiery Lo me

BS7 | My health in the Tuture
will depend on my
medicines

B38| My medicines disrupt my
lifiz

BSS | I sometimes worry abaut
becoming too dependent
on my medicines

BS10 | My medicines protect me
from becoming worse

BE11 | These medicines give me
unplessant side cffects

The Beliels about Medicin estionnaire

Source;: Horne R, Weinman J, Hankins M. The Beliefs about Medicines Questionnaire: the
development and valuation of o new method Tor sssessing the cognitive representation of
medication, Prvelology Health, vol, 14, pp, 1-24.

Version 1 Drate 18/11/2011 Pape 8
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section 7 participant's defails;

16, Gender Mule D Fetale I:l
17 Age

18, Smoking stutus;

o Currenl siioker
o Ex- Smoker
o Never-smokad

19, Whaat is your ethnic group?
A, White

¢  English / Welsh 7 Scoatish [ Northern Irish £ Britizh
+ [rish

¢ Gypsy o Irish Traveller

o Any other White background, write m

B. Mixed / multiple ethnic groups

s Whiie and Black Caribbean

*  While and Black Alrican

*  Whitc and Asian

o Any other Mixed { multiple ethnic background, write in

C. Asian { Asiun British

Indian

Paki<ani

Bangludeshi

Chincse

Any other Asian background, wnie in

Black / Alrican / Caribbean | Black British

Alncan

Caribbean

Any other Black ¢ African  Cunibbean background, write in

E. Other ethme group

*+  Anih
¢ Any other ethoic group. wild in

—_—
Version 1 Date 18/11/2011 Page9
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Complete end time on page |

20 Was anvone presented ol the interview
s Yo,
¢ No

2111 wes. wha?
Please make comments about their participation in this inferview

22, Was this interview recorded !
v Yo,

« Mo

23,17 wes, write the code of he INErview 0m LI WP s resasrses ey es

D TE A0, T TN DM oo i v il isbis i drnmsinsgarsmbdabiabi sbdabinbin bbb (A b A s b

Version 1 Dabe 18711 /2011 Page 10
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Mame ol fnhaler o,

The inhaler technigue checklisg for p-MIDIs

Crrec technigue pAIIH fype Yes | Mo | Comments
. Remows the cap All
2. Shake inhaler dthe canister) well | AN
befoie s,
A, Atrach o spmoer or valved holding | Only pMDs with 0 spocer
dhamber (pWD1 with spaesr only) 1o [ or valved hol ding chisnber
e M
4. Haolds ishaler upnighi (p-MIH=), Al
(p-MDk with spacer): lwlde rhe
wnlsaler upright with udex lnger on
top and  thumb on the  hettom,
supporis the spacer with other hamid
5. Prepare i device scconding 1o the | Breath soluated phMIDVs
manufichaneT 5 insnactions
6. Breath out hefore fimng
T Piece mouthpices! o the spacer | All
beraoen eeth and close the B
arvexd i
B Acnusie while bresthing in deeply and | Al
showly,
o Cotiveie ta inheale after firing All
10, Hold bresth for aboud 5-10 seconds Al
11 Chean the devies arsd allow the device | All
b dmr-iry) completely  before the
moxt  dose i ndmimistered  if
ApETriace,
11, Bepluce the cup after the Last dise All
Yersion 1 Date 18411,/2011 Fage 11
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I O INBAIET (oommiiismsmimiid shsmmmiis

The inhaber techmigue ceck list Tor DRls

| Carnact lechnigue [T Slupe Veu | Ba | Commeniz
I Ressowe the cover (Deviee speii) | Haiiilihaker * Oy cap
Dhinks fuahr s Brmnes ihe ooy
¥ or tlis e ®  Dinscres Be whie cover and o
Arvwbaler « Dol e cater case f (e closed Accubsiker In
e e o vty o vewir vibhes b
up he b gryp e gust poer thomb awey
Proes vou i Tar s Dowill go ol el B @
L ol
hiliers .
2 Ll i inhaler besors mage Hunilihalker o Cpeii i ifyjricos
s Bemmw capeule o hlisgr and plss
chamber
8 Cline munthpwiees mill i elicks
o Fes pem plecing BUnen oo ks akd
e lease
sk hakir v Balsp the |l o for a0 goes, b pesre boh
sikes nf e medicnon bisisr, and then chose
ihe liil
Tur hidalir o Tarm the hear s fGr oo 0 il poomoone
dinsstion, Then, wm G hase o o i will
B0 il s wilhey S il
AcomSaler o Push il il dedy Thim pos e fs s i
wild g untyd o bear o ciick
Thhrrs .
A ekl ivhalor = ovmest orematim Al
4 Dazath ol iy i s ibuiber Aldl
5 Place mombpieos berween your teeth and dhoe the Ips | All
il §
A roailse (8 pecsly med doeepdy All
¥ ledsl bowmth fop abeu 3-1iFsec by Al
A Chom e device acoooding @ e sunabores's | All
metmciimg aml allow B device W girdy moplecy
i e et odivse b jad o sizned
U Rupdoca s oo il (s busk s i
Varsion 1 Dt 18/11 /2011 Page 12
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The inhaler techmigue checklist for (Nebulisers)

Name of nebulizer e

Carrect lechnigue Yeu | Mo | Comments

1. Plage the nebalier an g sicady hovizonizl suifuce.

2. Assemble ithe nebulizer uppanmius amd plog
EWEr SOurie.

3. Place medicine in the specified dose in the
nehulizer chumber {the medicution tank) and
Close L

4, Using of a diluent or mone thon cne nebule in the
s nehalizer chamber

5. Attach the top poriion of nebulizer chamber 1o
menhpiece or o mask

f. Connect ihe bettom of nebuliasr chombor with

__tubing o ihe air compressor

7. Place mask over face or moutlypicce boto nioath.

&, Tharm on the compires sor.

"8 Silupnyhl.

1, Breathe thmoagh the mouth

11, Complede  dhe  reatmend  and  en off  the
CAMTE ST

12, Cleans the nohulioer,

Vaeraton 1 Date 1811 /2011 Fage 13
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Appendix 6:

Patient’s information from medical notes

t NHS

Harrow

UCL Schwol of Pharmacy
Deparment of Practice and Policy | ; Ei

Patient’s information [rom medical noics

Inhatation Devices in the Management of Chronie Obstructive Pulmonsary Disense In the
Community: A Siudy with Patienis

Miss Farah Alhomaoud
Professor Felicity Smith
Professor Kevin Taylor

UCL Schaol of Pharmucy { Department of Practice and Policy)
University of London,
Landon, UKk
WCIN 1AX

Version 1 Date 18711 /2011 P 1
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Patients codez ..ocoiininn:

B lormatbon about piatignls” msdicines:

Al corrent mvedbcimes:

Mame oof curment mesdications!
anreimgth form

Thase from the
labeld lnlervals

Whsen wrs Tt prc.»:ri.hu:h'
Exparation duse

What i it for

B
3
L
I4
=
Complete on a separate sheet
Wersian 1 Dake 1871172011 Page 2
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Previously prescribed inhslation deviees siih dates?

| Wi aifl grasd moedicationsd

| strengily’ farm

Dhiwicr from Hhe

labe]

When was i [ird proseribed

Wr'lual ow il fior

.

Complete on a separate sheet

Yersion 1

Date 18/11,/2011

Page 1

281
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ther infoamation:
Other conditions;

Dhisease severity (17 specified )

FEVI:

FEVI/FVC:

Patients’ details;

I. Age

1. Smoking status (I recorded);
o Currenl soker
by Smoker
& Never-smoked

Version 1 Date 18/11,/4011 Page 4
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Appendix 7:

Invitation letter for participants

The School of Pharmacy
University of London

DU PO Al SIAARLT)

Aopwueyd yo |o0yDS Sy |

Invitation Letier for Participanis
Research Project: The Use of Inhalation Devices for Chronic Obstructive Pulmonary
Disease: A Stody with Patients in Primary Care.

[ear Patient, 3 F
W are carrying out a study among COPD (bronchilis or emphysema) patients to {ind oul more % % E;
aboul their views and experiences of inhalation devices used al home, Findings from previous = %=
studies reveal 2 wide range of problems which may have an impact on the elfectiveness of ot -
inhaled therapy, This research project is being undertaken by researchers at the Schoal of f[_-.i &
Pharmacy, University of London, o o
I would like 1o invite you to be part of this research, Taking parl in this rescarch involves an §
interview with you about your views and experiences of inhalation deviees osed st home, I you =
are happy 1o participate, the principal researcher will contact you 10 smange & convenient Hme o
come and meet you in your home, The interview should take between 45 and 60 minutes, -
B3

Enclosed with this letter you will find an information leaflet which will tell you more ahout the E %
study. You may wish to read and decide if you would like to participate in this study. Whether vl
vou are willing 1o participate or feel ungble w do so, 1 would be very gratelul il you would 25
complete the reply slip attached to this letter and return it to the pAancipal investigator in the pre N
paidl envelope provided,

=
I you regquire more information aboul the study, please do not hesitate w contact the principal 3
investigator by c-mail or on the number shown Below: 2

=
I look lorward 1o recelving your teply slip, 5
Miss Farah Alhomoud, Principal Investigator, E

Centre for Pharmacy Practice, School of Pharmacy, University of London,
Mezzanine Floor, BMA House,
Tavistock Sauare. London WCIH 9P,

[Name and position at GP Practice]
[Signature lrom surgery]
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Patient’s information sheet

Information Sheet for Participants

The Use of Inhalation Devices for Chronic Obstructive Pulmonary
Disease: A Study with Patients in Primary Care

You are being invited to take part in a research study, Belme you
decide it is important o understand why the research is being done
and what it will involve. Please ke time to read the following
information carefully and discuss i with friends, relatives and your
GP il you wish, Ask us if there is anything that is not clear or if you
would like more information, Take time to decide whether or not you
wish o ke part

Whether you are willing to panicipate or feel unable w do so, we
wonld be very grateful il you would complete the reply slip anached
tos this fetter and return it 1o the principal investigator in the pre-paid

envelope provided,

THANK YOU FOR TAKING TIME TO READ THIS

284

Part 13

®  What s the purpose of this stody?

Infilation therupy s one way of managing 4 oumber of conditions which affect
breathing and airways. Very little is known aboul how paticnts use inhnlation
devices 1o manige their COMD (hronchitis or emphysemu) on a daily besis, how
they make decisions ahout their vse, fechnical and practical problems o the
operation of devices wnd whether or not this could be improved.

+  Whao is doing the study?

Farah Alhomoud (the prineipal investigator), is o PhD student, who is carrying oul
ihis study as o part of her degree. She is based ar the School of Pharmacy,
University of Londoen, and is working in colluboration with your GF surgery. Her
phitograph is included for you to have a look at and know whis you may Expect
when you are visited,

=  VWhy have I heen chosen?
All peticnts reglstered wl Pinn Maedical Centre using inhalation devices for OOPD
are invited to (nke part.,

® Dol have to take part?

Ma, laking part is volootary. 1 you do decide o lake purt, you will be asked (o
sigm o paticnt consent form, and s copy of this will be provided for you o keep.
You will have the dhsolofe reedom o swithdrasw at any time withoot giving o
reason amd withoul your medical care or legal rights being affected.

¢ What will happen il vou decide to participate in this study?

The study will involve one inferview arranped al your convenience in your home
i chiseiiss your tse of nhalation devices, In addition, you will be asked o provide
& praviical demonstration of the inhalation techuigue Tor the most vsed deviee ol
home using your own placehe device, However, if you do not have any placeho,
woul could describe the inhalation technigque process without inhaling the actual
dose, We expect thiy 1o ke between 45 and 60 minutes. We would like 1o audio-
record the interview, so we have o complete record of what you say, but if you ane
ot happy withi thiz, notes ean be tken instead.

We would also like 1o make o nede ol your current medications . and medical
conditions from your medical notes in the surgery.

Appendices



= What are the possible advantages and risks of taking part?

This study will not affect your treatment or any support that you are receiving
with your medicines. However, by sharing your experiences it will help us plan
services in the future, A summary of the study Andings will be made available 1o
you if you request it.

Pat2:

¢ What will happen if 1 do not want to carry on with the study?

If vou withdraw from the study, we will destroy all your identiiable informalion,
but use the information callected up to your withdrawal,

& What if there i a problem?
If you have concerns or complaints about any aspect of the study or its condugt,
contacl details of members of the research team are provided al the university and
your surgery or you can do this though the NS Complaints Procedure. Details
can be obtained from the surgery,

e What if there was harm?

It iz unlikely that this study will result in any harm to you: however, there is a
small chance that during the conduet of the interview you may recall bad or
negalive expericnces. I this oceurs, you may stop the interview al any time
withoul giving any reasons and without your care being affected. The principal
investigator is also experienced al handling such events, The patienl will also be
wbvised to speak to his/her GP.

*  Who is organizing and Minding the research?
The rescarch is being carted om and funded by the School of Pharmacy,
University of London. We are an independent establishment involved in education
and research; we are not 4 commercial organisation.

= Will my taking part in this study be kept confidential?

In accordance with Data Protection Legislation, all information collected will be
kept strietly confidential and will be made anonymous so that you cannol be
recognised from it.

Appendices

+«  Involvement of vour GP

As you may alresdy know your GP/Healtheare team 15 aware that vou have heen
invited o take part in this study, However, no information collected in the study
will be disclosed 1o your GPfHealtheare team without your consent,

¢ Whao has reviewed the study?

The study has been independently reviewed and spproved by Newcastle & North
Tyneside 2 Research Ethics Proportionate Review Sub-Commitive (North East
REC centre) [1NEDN302], In addition, the sudy has also been approved by
[R&DD of local PCT].

¢ Further information and contact details
If you would like any further information about the research or il you have
concermns or complaints abaut any aspect during the course please contact:

Farah Alhomoud, the Principal Investigator,

Drepartment of Practice and Policy, Sehool of Pharmacy,
London. WCTH 9P,

Tel:

E-muil:

Oither members of the eam:

Felieity Smith, academie supervisor,
Kevin Taylor, academic supervisor,
The School of Pharmaey, London
20-39 Brunswick Square

London, WCIN [AX

P DREL R

E-mual:

[Mame and contact details 1o be inserted]
The Pinn Medical Centre

37 Love Lane, Pinner, Middy, HAS 3EE
1
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Appendix 9:

Consent form for participants

The School of Pharmacy
University of London

LT A frsainag)

ADBULIEY d |0 [OOUDS &L L

Consent form for participants

Study Title:
The Use of Inhalation Devices for Chronic Obstructive Pulmonary Disease:

A Study with Patients in Primary Care

=

ik sgog e
s

Name of researcher:
Farah Alhomond

"6 HECAA Lo

To be signed by patient; Please tick
YES | NO

PO ol 0| SIS

L. T confirm that 1 have read and understomd the information sheel for
the above study amd | am satisfied with the information provided. In
addition, 1 have had the opportunity to consider the information, ask
questions and have had these answers satisfactorily.

.

o

2. 1 understand that participation s voluntary and 1 am (ree (o
withdraw at any time without giving any reason, without my medical
care or legal rights being affected.

A 1 understand that relevant sections from my medical notes and data
collected during the study may be looked at by the research team.
Where il is relevant to my taking part in this study, [ give permission
for these individuals to have access 1o my records.

4. 1 know that a request will be made to andio-record the interview, but
agreeing to this is not a requirement to take part in this study.

5. 1 give permission to the Principal Investigator to take a photo of my
inhalers.

=
=
£
:_}
f|'|
3
ks
w
-:' =)
=

6. I give permission 1o the Principal Investigator to inform my GP about
me iaking part in this study.

7. 1agree to participate in the above study.

Participant’s Name/Tdentilfcation number Ihate Signature
The Principal Investigotor's N ame Date Signature
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Appendix 10:

Reply slip for participants

The School of Pharmacy : g
University of London =3

ze

The Use of Inhalation Devices for Chronic Obstructive Pulmonary 3 5
Disease: A Study with Patients in Primary Care 3

Reply slip for patient

Name (please print your NAME),......couirmermssmermmssssssrssmssnss S— S —

LBNIE HO0EIAE]

SENOH YN D0 BUIETTN

I am willing/ I am not willing® to take part in the research study
*The Use of Inhalation Devices for Chronic Obstructive Pulmonary Disease:
A Study with Patients in Primary Care’.

"G HLD wapuaT)

*-Please delete as appropriate

d8d TR0 L

If you are willing to take part in the research please complete the following section
50 that T can contact you to arrange suitable time for the interview and answer any
questions you have

EE0E JHEL U204

LN Tal 8 ) = 4 RS

HITDEAIELLUER JO WAV

Pleas return this skip in the pre-paid envelope provided (no stamp is required)
Thank you very much for your time
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Integrated Research Application System Form

L ]

Wi et ] ke s il b g et e i B Ho ey mm e o S B g e o
EeETT n S e ey P - A ApEf I g Ty rEpa e (T g g e eyt
Y, P Wiy TABEES SR - e b

Piemes st w pivest e b m— .~
T (1 o — iy § Tt T T e RS L b gy ]

T e e

1 - =

= o et e et
it e ] "
i ke ey i by

- esle b ey o ey
b

L S T L SRR ——— —
==
L g e i ey i (g prem i
| Mmeass § ERaus B
O — Sl
Basmn wed rbren fim S gng o Few cetagmeers s S e apitsn bt
ERL= T
o M e sy S e eee oy ——— (e Civan @
A ol Ty, Vo P e P AT N B i 1 e -
1 g e ey aaiiey Satea i e st 0 e et peenge e Tam 8 Me
W b b o thm i A i e
b ompmnt
El-ﬂl-l
[ | Pomma
[ e
B e e p e e 0w o e B A st —
[ ] A VP

288

TR DL P (R T T AR v LA

]

7 Mkl

L Pep—

 Smattee e

ST e wiealy s —

@ Eani reee R A pe Ay

Pt o ailin
Ry e L R e

At brmepens | M Lyreeeities

(=] e n i
[ T —— )

T e e bl et s iy s g e

W“ﬂ:!ﬂ"ﬂw-ﬂgﬂ—-tr—rr ety fprcwiiee v Gt e, = il -
e T

L e ——
e D

[T T Ly vevehmge kg Lo yistirirsoreSpplepeetevas Iresmorey e des ---—l-riu-hl-n
P s P i b, i i et e | et 81 Pty Rty e it J1ILARE ] et Rl
Benndruh £ A S Chadile = ol sy wiles ¥

v i
s T o o Pt P e e T et R e

='I| p-h:r-wz_——mhﬁ-m i -

e (o ) s

|
i
i

] e B

Lol iy
Cives @ N

F Ol aee SEE W sy DEREE S BE RSRRRL Bebe e b Berng s By B el
Fore et ren e T

Cies o e

ooy P e R T

gt

™

Appendices



HHE BRL Fare L A Weroon 1

BHE G Form e HUAS Vi 14 b it b i
i G 1 o i LR i 1 B T e DR R G LA LR
PR W b o S e
Filw Foforuvm o -m-
Iiapmetng 1 o Pt oy et B Popty, P ‘Mo i
Foar Pl Foariamavn Miaar)
Py o mmreu | e et
Pt o Pharmiy, Urvaraty of Lk 2181 Cleditrapare. B Py W 6 e PRy
. Tlasarrrwet of Mrdes i Pubey. Suienl o Praremcy. Lmsemsfy i Lt
. m I:—:.--m-.ﬂq
Crmares b e §our, [T P ——— il bhmain
PARTE BRT CIVRAT dBLAL 07 2GBTS Ludd i EI0L Fermizo B o
L T T TR et Dode WO
S e e e e 3 T T sk
[ [y ! Py B sl ¥ brrnntd i e
e L L W Teaprase
Apuan [P e 1 P o ] Py * Parssissl Tasptorachiasss FERA 1ZEME
Femnem W para Chnn WS bk et Spm e (LA Hese -
Bpumtan Bkt | wasat — £
PemCol G * T o cpata! A e e i Se a7 i AT T e Ay
B osiea T S P o b P =
[ Pa— ErTerT— Xy o . Y Teemenyem g 4 " et Ega e v R 3
P
A, Ve b Ve el i ol (b et bl m“ oy P Yo [ et ped
T T ] This sTtact el s copss of af thad s W Y
Fowmars v lomars
m By Tayhs T Frmimrnsidinn Burnans
L] 151 P, s [l pATERRSY O T TR eRED b Pk ARRIEL
e M i Bsase ki oy Clamprermrd o Srmite wred Py, Botoni of Phairmey. Livmessy oF Lo
T Btumsd vl Btps sy, 4 beomraey of Liviies Errwrss b Mas e Pior, Dree blses Rascoers B Inaas
Pl ki LR Ieawmm hgears, e
Exipa i e o (B e e Bl Dot i aE
Tt T T [ Fargh armrerE s ey En e
Fom Ahaitaikat] [riaprons TPEBAITERSE
| Foxg .
PRLENES DN RTEON ECROTED BLPRTYRDN | PN PRRITEES T for SO0 e o
P rdih mw.ﬂ-mu Falie Mos mell prass el 05 F Ve daled ot aomBEte fal T ey
[ —— AT Apmginh iinimae simrfern Femeen g sy e e o e sty
Wiasbiragur Wsnsieryen i vieil B} 1 [P T ————————— Y ] ]
Siuserm 1 fren Daen Afrenes ot
o Porwnsae Faray  Bwrs P Wik e w
o g e L Prpoo Vermme 1
= Frotzos| Nas: Al
L e daged Ay at #rrsial ) ribwrer e
P e L L emper———y S T . ST
| HE et s e T
- | hred
1 camre s Raguraime o ARy Bl 0 SIS SCIniee o s 0w e B neQuiner mar by irruge
1 P P el i § egter i by @ SRS i Shiety, o el P ghrny Perv e s
RLTAAE PUPSERET U pika Wik R ply Sl SR e SR P i el e merns Ty s
(= a8 el =Rheepih gl b =) L] USER LTI TR

289

Appendices



o byt
i = IR Ll b o T il S fls ] By SdThi e e ll il sl 0 Ebi vt s &VT5 Sl cad
e 11 e By U bt e e | ey stk (0 F ) et me el Rr s e sy

e
BT P DI B ERNSIRA] PR CITEA (IBE 1R RS T Whdd B 13
m-n--mn-l-—dm'l-nn—ﬂ_m

+ Pty whe g g e o e Mol Cetin
o P ety e aie alee e eeesh @l srinieed Bogeat

B J Fmam bad P i i sarlimies efiniin 10 e —— s woa
4 Palast wha e unoss T8 5.
+ Falas wies e ik ty mitd i Pl detw e

Pty et @ anabe O phest and ondereieed Logriat

L] “_-‘_-_mumﬂﬂhmhw---ﬂ'-
rewsanch prrizcal Thais s s ey cATERT ST eesn Fesmn

Py cnmpees S ke b sarn TSRSy 8 Sty
o boe- brvel by aan parhtieed as gl of fhe remrch prtocol
Farl o T aew ot i =

e L
7N oy gaE 1

P e o i e wl BE reine

T At e e o o i e e | S St e e
o e o i el G B SR e i R § e b |—

N 4

m_ﬂhmﬁ“n#m—-‘

rramfio e ki varey e oy

Mn—mhﬂ-ﬂ—-ﬂ-l——l-r—l—.w

P e i i [l ki e s i b
g~ ngrrwnmi b

-—-‘muq-—u—-.-i T
Paris gmrin o e el e sy s e me e w4 b
poasiin e T S e —— o tig wid
1y of s i TR T T paai wil
_m.w‘dbﬁ ol PETURETI Y g ey w8
hﬁ:ﬂ‘““ﬂh“ e T L
I ey B i

eruninal i ST i g [ - twtars

[ e e iy wkp 1 Ve mihe s
WAESETTARAR i THY

Clmte: -}

290

i W P

i
i

|

(s 2 ALY, W

- o g =
e o b g by —

O ok i
n—-—-.q-qu—-—q-—---un—n-
i e T o iy 1 e i
LEE T WY R b B PR TR i
-!-F-Iu-!ﬂ-l—l-lm'll-n-ﬁhn B i e e Tl
ey P by b . rpageed W by B P g e vl i Sy
_-—h.--—-—l._-—- -l:-—nhn-—dln-h

mmnummmm-—undu* |
I-ulln-lll-llll

i = Bl Py 8 o P i,
T e i 0PV S b T B S A Pt )
thehm B

e At i ] P e P crsSaieiimd ] o S S — #
TErmerd wed ta e

T e e ] g e S
] COPT s g R fy 4 L 1) e O fnage P
s sddnraey o THUTMION 7 b A e Py L B o Py

il b B PR S | M 0] B i da P e P
dmnw me e e e gy pa Sy el gdard bt
T T el R Rl l—‘h-_h- Fom =¥ e e
i b e e b b e

Fir L B e reteeby oeas pPETL g SOOI FONEED SR e s e § O TR
e e b e e e by B cwdd e an @ ] e w—  w wme ey m——
AR R EEEET B TORTHES TUBE @Y s &1 b 68 Ie e

L] may
1 Sl vl Insestint. Blimisie iy B Vi, Rt ol - W ek B sy
P -

R T RN )

X sasmine
apREmy S EIEE R e - Te

Civem
Tl 14 WESATTAUVTAY

Appendices



Appendices

HE LG Parm Aefmrerce HEAH Warniom 14

| 1Ry g e o i P b ST e R b G a0

Fril AEL) Farm Rshwaria AL v 34 2307, vl pou P - e - -
. W st sy Bvm O
Toom i of A bty 1 (1 et el rapriern Bime e et et S Pty prm ] s s e—— W i el 8 SEIITEEG CENTerS T S AATECANTE A (S SSTIEN O ahe AdF it ITITRRRT s he 1 el e
::-rﬁﬂmeHMh-zmw-ﬁmﬂwhrhﬁ::- u-.-—u-..-_.—*.——a-mm-_--—t_-.——
pracree waf! $ur e o e e r-—--_-_'__h-— ﬂhlh M‘:m T el s i
lmmu““m-mmwhﬂumumnmn
B WTUED i P L e Tt (Vi it b Homtaied b | 0 bty =
hmmunmuu—-hh—.ummn&_ﬂ.hw-
o e &r patene mra s i PUSEPI CIEEAT NLTT Rl 0L
M“ﬂ-ﬂbﬁ-ﬁ“ﬂliﬁﬂ-ﬂinﬂmﬂhhﬂ
1 P Tt [ b b i SeSuming thew sbegiaes W i patl T s e bl v
BOtTRimd AEC i OF U P TPUE O T Gy, WAL P e ey Wl i D S panie
ﬂ_ﬂﬂ_mmmmiﬂmtiﬂﬁhm“
e T T e B e ey el
mnpming Uiy wish 1 e pas e sy ‘—-,
“inwwﬂumr.“-mmumuu“—ﬁ
TH_'-I‘\‘E-‘-.“r i i - udrs L o wh o e = =
anarren i any wivfen e &1 (R s o v
mﬂ—**ﬁ-ﬂﬁh-ﬂ-hhl—hﬂ—ﬂ—ﬂ-—-.m*—h ot e @ e Bl a8 S i) b i e e e v by el i e
= -
TH P e o e Ty o b 9 Rl peem i w el T e ] we P g
Puiai parimpmms il e deviied by e s s o mmﬂﬂhmﬂmnmwn—wnmhwmmﬂ-ﬂh—ﬂ'ﬁ
o ] "!‘m"‘-l"-— e L i by Fmem ey T E A
_-'_"—"“*"'_.‘ﬂ-_h‘_'-“_"_—' “muumnnumﬂmlnﬂmﬂi—ﬂ“-h
Filarigtlurn el el ke e bl eyt Pl ol gy i v emrimi Sen e s b imsen Pereraaen i e b T e L g S p———
Lepscen e v A & D T ST DDA Arspe e by gt mo + Crm myevmien pae b b e e s e ada Wi s i i N -
:':.-“ e R S - s '"",:l_ PTG o i T SESILSE P D'y b FAEASTT ST sl ol MR 10 TV, PO, s SACT) et ot IO )
eaay Yo gy i, Tha Sask vt s ""“' ‘madu Vvl derrg B iy B dmroyed wiar ceemtion o fa sty ) e Sy e e desited n Do
perrgrag o 'H—ﬁh:‘ﬂh—lﬂihﬁﬂlﬁpﬂiﬂllﬂﬁ -
i i, P Ty T S o e e R g
e B b = I NPT e T Whn. carmmnd e mcioden
1 Frhasaig asa =] ek ] Fd W By el Tl s b mi Tl ot Pl b
Paldrtn s ke P rer S STy e s T T, il B 1 g Pt
e il e i bk b e b o bt | i el e et i e el - T, Wb e that parbispare B S0t Rt el ey T BER b aeSei ) Sy b el e ey e
ngm @ S L T Al T [T LW VL G DT
1 Urniwtuinsteog fa reesart peutarw S B i) iotes e taie ebesied g e sty AT b Eweed
= - = T i et m—dumnm-ﬁg-ﬂn“ [ e e e e ]
TTD W b bt o e T b i e el v il i e
'__"ﬂ-"-'—"-'-"—' 4mu“hm—m-ﬁluaw-ﬂu—num
L R B dgrrmtig N1 (SRl S Wy
e s e S ol eyl gl il
Poteetdl Liiln atile ml b seet Sl b Tes Syl o Fem G070 o jeessg =l ddiee ey b ol
PP RSP R 1T AT T
T-:rﬂq.ﬂlmu . s ™~ ]
wep premteal p———
32 v
Qv o
drvm D
(ATE W arvy P ¥ A SRS ITeey GRARSTY. Ml ST ST o wanates T
AN, Hw Vi, m s b il b e i b i)
Cfm Bw Eafirsiin] lad] il st b OF P a0 ety S5 vy BT et P el ki o b
frw bevshareen o pariribeesh i Seba purl. Thay b S i o s e sy e yeee

am
O T ey T RS T T BT e O ST AR B s Mlasnsl Cems | [W.Hm“hﬂ il et e Wi A el ity il TElais] e (T il e |

Bl " AR T Cuie L] TR P

291



B BEL Furm e okl e 1 L

v o B ey e o1 b g ey Py e gm b re—ad  ig e

e = T T p————
[raEEE R ——
O -’ e s Br Sk wrbecs
T b e S w8
- il b Bt e iy s gl ] e m——

b ] W e e D, M e el [ Nk el SR 31 e G A TS T
e ey S e

1 et et il ke e bl i balind e P

) e B | o o wt] Pt e i) T S ——

1 e - wiln
TR

P

B v e v e AT v ek Ot D e b f STy i i e
ey e .

e =y b siteem e
e e ey RS ST e Pl BTHE = S e
T by o i el md S L i

1 B e i i

U e IO DT s e = ety e

L] o ]
[ &} w S w
o dei's Bt LLITETY e

o S o pa i ey o e Sy

7] Mt . sty vy

[ bt mmrmas.

LI i W i
P s

" Wpraim gy e
[REFE TP

Tt dutut

S BELD P \isferams BEAG W 3 A
AN b il ‘ma 1y ot T T e [t @ e R EITET o S [y L
= Y * ar r~4
Dimim

i
Flvie il et i] w0 b Vbl | 8 el sl p i d Mo il p il a1 cmbid Bt i i Pl
h—:-h-l—-lhd—lll—h-nl-r_n—thr—n—n--ﬂh—l

Ty CorTE s e o) P wil b o
TR S (el Ay g Py e hﬂnm-hﬂihm et

A4 Bg will hars BooEes D peril F ¥ e = by redvrduey ruliare me
s ] o e it ey mdad Ry e e b

Py St ard profmams B faghe.

L wod b -

g i g o g Al S ma by

[Py I — i wr S ———
£ L i B it

1 -l maerhe

18- 13 manine

A e - T

£ v § p—

o vy e 12 il e i
b s m it uf e ol e
el n b b P Pt

;‘T’lﬂ“h“““'“iﬂm Ths.

B W PR AT o ey e A A ORI

D

Difes

AT JRp—— e S

b mg

Chvas s

4B [tems 11 aF wry Sl B wy W e o
Ty L - L > a w i ey

pivw ries @ pEee i wone ol el T

Civme -

AT O TR TR e &

AR 1. AR g wiTam
o il Lars] i ey e wsing -u-p_p

Wvan D Ris

ARALUIES ATip TR e A TR T e

e "

292

Appendices



HHS EREL Parm [Eep— BEAS Whrsiem 34
| Van, e e 8 vy Ao e e T T
el W oL b fr t m imiErm e O gr aiber eefh o protessans
Ch¥am ko
W e o g =
(=L

Plaaes grem duiiss o restfy # mor cepriesiey) e reemans

ARsPED E
L] H“H“ “Hmﬂw -rm P R i
-..-::-;-r-u—l—'::.--— r & e + awgERipr mr ERr mmiood of
B b i e B e T dual i e el i Tl i Bl ol S TS P e i W g e
unmm gy A =) qus— AR

“._h—ul_-_-___-i-wl- AT

B 1wl we i sl

D_w—ﬂﬂqﬂhﬂh—whﬂ 7 oy ity - g Hisiing C
HF BEmad Bf § 0 N T

[ Wiy s 0 vt e stmsseeriiie H remils

[ O | jrmmn wpmmetity |

AL W g i g B i
Cives Wb
PR e M O TR G e Saraee o T e e e

A e e Mie RSt By il L RSO b saa e | 8 D

B it mEle— Eers

[ P widtam @ ey

[ My wetiess @ b - pmTTTe TEREWTEN FILE

[ P et th et Ay [ELE pu
[ ]

B e i st s r—

[ o

D I ST AR |1

hiHE REC Foi i AR winash 1 &

B I T ST e (=] iy

“ﬁmﬂnuﬂmmnm

Frm rewrwTh maEiwe s b e | apwaEren e &b e ey

mn___nh-—_n_‘-lﬁ-—m“
_——-mnmd——nq—m-—uuu—#-n

P i [P T AR e TEETEY). e O ETEE SEE

A o b o whiiohea] mmprte o i e b —— S G g
[l Foamime o= g g

[ i e o S LRI
[ P By TS NEITENE

[ My iy o w

O T - ey g
Eﬂmw—ﬂ-dw

[T e B e ks T Y ASA Y SR

L w oy w4 - sty = g ey
R

S e ST s o 8 i 54 N B et ) Vo TSNS Sy, H il i
e o v — B bt e b

T Fosmt i st

Impm—rs
mrtd
Frrea e

e
(e
(-
[

b o

T T TP s
- - _— ki -

AT WA v ey sl reTee megsgrm er tee Ereriy?

::zm—n.u..-lp_-—:—ihqdn—u vk = T s ot B b
o bl Tams Gaits, e i i v 1 i i e 8 il i el

Appendices



i TR i it A e 4

S VAT 1 W ST 86 B (e FRRARATAT e fy (LT ST PRSI e e S B AR T
T 1B TR Al (TR RS A e i Pl SR DaA

Tivss LW bl porm o
Virss wimTesos e A | eciel ng U
Vo i g ey R

Fiathar maay

Theta b o Crwn stary sAng 8 Em; . Tha masiy Wt o e
== B0 A EaTS THE et har buar e s (st s e brafimre b 3 wanly @0 Seene havest o
B s o R PR dorhori] BT o i T PR S (R SOrelatael Pieug M Bated ol
Frurvemsy, Uttty oF Lisstior, B furbbee o Sl o fasn e iy ohissd s,

AN Wi R TR BRIV LIRS kbt bl et ? 4 ATV LT Rl LSS e i TUTCTE e P el
 jurity e

ALTTUANTE OF T ST S

b lAREG O QEARLIE WLGE I RAbETI W the
kGt un B drbe Bok rhaily oby dl vl b i i e i b BB sl
= Tal e SRATTRRSS. o S

7 This iamain v = itin P e ara o i wtamy.

rpviEen o Fe el coiee el

Farm Yammi ] I mciE 6 e peag s e agE gneam,
T il wwn Fhon aenudd meis S se=wie ecresarrstion el gereeadcabin Mereerser
Al TN TOL AN ) s Ve LT e T e el

0Pt who l'-ﬂ-l_ e (PR (M #TE] AT ] e T 1M Akl

A v -
DYe &

MY e i i [EETTTEY
aberh e AL midl e nh-l'nnul illl-#m

u—u—-—rhnmq—u--u—-q—ﬂ--—"—
Attt =8 b wrphed b st o

Lemheg b -ﬂHHMﬂHwTHﬂH_H
h“mﬂﬁ YD s Wik &

hwh“lmu‘#ﬂ-'-“-—“
w7 e gt g e b et st

AH. Debar
| v '

P L

Chad A awiin P 448, Fnll, VeAFha el
o »

WAtk Bidiges

B FEC Farni Flfwrrme TRRAE Vw3 4
Pt Canm WERH IR
Tawrzs TEaTEia T
P Loy The il
hokis

W sl b g Ty

Proterzor maem gt
e Frram) o4 T Dbttt & o Pt b b s Plidemsis o Dhodm) Plasiborssd s
Chaabrmimns. BPSsarrn, PREL AP,
Fripsrpn Bimmd o Pearearny I.h-mq--ll.m-ﬂ
Wi Aadrsas i bear tha ot | Tha Geram of Pracmmesy L smy of Lanaarn
TR i Sgume
R )
sl Doxs WCIN TAK

[rrr——
| s b i

BB 7 W o B e e
LR L
] ST p———
21 et b bany
17 Loem Aty
) (b w0 PN (ke AL BAEES i i e
Lm0l

PN g gy

LR BRSNS

BT Ul s hias Ramoad ol Py, Ussisam o L oot
] Wmrman

Fawsiy e [

] 310 Brurmaers Grias

Tismersty. Livtgrts

Pegmt st WCEN 1)

Lo 1ATET RGN

Tt taona EFETTEIERLF

Fam. rreITiies

E muaii B s o 1A e e ]

Appendices



il WL Faren Fawimsa R e b
e P e ) s S W
e @iw
e B B um— b vt Beww a6 e S e 4 e e &
f——

e
liges s pstsfian s e R P s P g rem

-
[ Furmeng e = v ar = LAY

[ e e ]
bt b i s b i g e b b

] s ] e ST

) e s

. Pl T R i R

1. P thont, n et f 0 L e

e e v et sl B e peeeee e e e -
1

O - [ —

- . e

RN e e S m] B AR e b

l-ll-—lll—lhﬁln

o Tees

e — n-n-u-ura—

e Tha P dfmue D
B i L, P
W

L o

e Ky Tika TherrA
W AT

it £ b S i S AT o st B P S T8

AED | P gy e e mageii Pl dlonby 1 A0 T

Al HAS e § i

AT W i e [

) i i
T AT w0 v [ ryrasies. e

Tkt U e = ey

[l 1

295

AT VW et g iy (W e TR b e U e e TR i e e e T e e T
B el e L e ]

|1 eprmmn = §pmen
[T ot o= Wikt

T iy = e
L erawrrsae & e e

o jiwwrad et Baad

.1 = L L Tarh o Fan mmmwhT Py B bl el :u—-

e “w --—-..--_--—_ [ R LT FTSN P e

s b Fon wie bl e e g il Fe
AT INEPEETTT L I e aw AP
T " AR AL L TR

Appendices



WHE NEL Form Haterwms MAS Virsen 34

[ WS endmrwely ibarw will ppdy |WHE sermmy anly)
i o o EweL 3 | N | SN T

B e T Ty e e R P L e R T L oY
A, I ey sertar BHE-OWCATY 000

ATE-1 W aurgeeeTis sed b v (5 rIUETCE 3 rrast o e
_--MMMH“HHHT Mluu-q'-u -

Lt

ke e o '—mh mnﬁn-*in-_i

v T e u-in-mm.n i Fo s o sl

SLABITE |1 jf COTYt ARTEIjma. STl FSERIR SMEES ST DY ATI(MNARIE Sesl ST AsifanTa

[ PSS Lama e ASTa T & EaCHy | BETNGCO BT W b 3 TraT iy
e R i s atman el E L P

ST T T T
L i

ATET Wl o e b ] b vk [ st en grek of ey b eeei e pebeial g gy ddp of
AT 3 AT T SO ol I e T

- ol
Fite At My Invei? Srrug e R areres o St e imese

ki “#M“uﬂ-mh&#ﬂnlnuﬂnmm;w Hetm v v el
A TN LR E P RN Vet e AL (R RN SIOARE T BTN e Tk b e w

e T T AR §s AT

[ pel sy it o wy W angh recreim o AFL T e
Em“_u_w“immmmm_m

T fachid bl Frg s sty Vet o 68 000 0 iy FAanFpm g st B | mir s o Bl oW 11 oy
W enomnoe pokey nante MHE-CHTETDE0 Y

- sy

AT VT

296

il B Vi 14

FART T Sanrese il rossanil G

LK P il i bt

| ®lere wavee delafe of s Lnpw & iy, HHE e
e Tl w AR P T I AT S5

EAITeh A P T e W
e &g BN maTion Aeane TEET e —.._—m:r-_-qn T ERTLME e RS TR D ST

e (g O el i e st o

[["'_"""_"f' Hasan iie

Appendices



HHE REC Foee Felviwaa AL Vs 14

i P s o v s o ey “bipis sl femet o1 | b gt s ey b 1y

2 i b e D Vol i | i by o Db of S el el g
R O [N (TG DAL e

1 W e wssarct ® umpesl | ks i eilar b $ oy prokim e W of e el s
R el ] ey ST 8l L (ke | o i S BT

i | umdemar ey mee iy o vainiariey rTe Ry i S g e e e e e pra e
AR B0 B et o Dl gt 18] B g B bt o Uil B Wi @ Tapsarsn it

B | i e mTvssl pOgTeSE remars setheg o T T o e menrn. s gt iy v
Imsiemy

AT e o v v paiiy e L S ey T e e o F e wrd s sard

" i W1 ety ,-mumnﬁmmuulw
s il e Thada sl | am
: Y e p—— —u--r—l-ﬂi-:u--q-i-.-l-_u
e il o0 Bl bl Yema b E e Bt 281
e M Aan TG
¥ ) |Fd rermmaiet. e — Fry | rvew by bor s £ e @
Vg i
N | umSwniared fnk arty e e o7 i e i by v b v S s
P e ] o W TR 4 s Do Pyssscnan kol
e
i Vot b ks e . R ey
W% e |aTh L E o g
.n-r—u-n—-c_-nn—mu--:.—--n-:n-ur-qn“
HEL) o [whern fm ressech remures SHHD [t e O HE
Mvmmm
» By b o T mapenb g Sl e b WG
Mhﬁ-ﬂuu#-mwwvuw
Atp G raaT)
w Alay e wREn iy Eaba Tl 1 ol RFCa rwm
- i i of it Acm and maw te Socheet N e
nmwuﬂﬂmﬂwm_rmm
M. | sissermiard el sfomsion = il meaarch, e in ey .
Hhmuﬂwﬂmnm' g -

wutaldE ] o e ek Meaecias Al 1HE

1 Vet reemars i reveewee by @ PEDC mivee the LSS Hissl®) Casa ey Aassarch Cvsy Seeves |
sl kit P (b iy o I Eel vl Dol bl B e 6 DR ewliaiter OF ol il Pamasal £
Aervios (WRESL logatler adl® Tol S00Taal B0 ber afviel 9 rapTon] (e Puplarier ol ke pliss vy sarke’
iran 3 rorhn i e a! ree BREE SEPTTLEES 8 SR GErEET U7 1RE STHiA 1 e S

‘Comeam poinidar pbdcsion for sarizems G WAL Fums:

mﬂnnmi_mﬂnmmmnmm#uimumm
raR S e I B P ¥ e e R (0 TR TR (e R

o Cret sty
) Bponmn

Dals B G LSIITAY

297

el FED Fusmi Faurnn FRAS Woram 34

L] By’ et B

£ B

) Dot - g A
Ol s

iarms b applraba s Fur e praena (Rl i i b M5 S
Criaas - piaEes -2 AF RASTEER

|81 mrd G meme e vy o et HEC o e mor b e niw
iy ey pUTPSEER Mnﬂlﬂ.ﬂrﬁmb_m-ﬂ-ﬂ.—--ﬂh
e

Lo Varsh Awrrerd
T e T
Ol n TURATTE |ITES

Appendices



1. Vi et o i et m s b e b ey et e bvwt we | e bl sy b

B | rvieci Lo b by B e prnceees sSaeveg T Dimet v bee 8 Heswni] st grod e
U T S R R

AP Wi resrsh @ bt | ok e b e b B sy i i et i B ) d b s
] B ey LI el [ S bl 3 [Fe DA

G ursiare b e feaben o selMTLS Ssaep i T R P 1 O P e
I B i e @ fa e e T e e FET e sTaleTT iTy Y S rmraerens

W) PR b w0 aE TR 0 [ i B i TR maaeii b i e b A
b

L] I!Iqm-lnﬂlﬂ-lhuhﬂ“-ﬂmhmiﬂhlﬂm
EsinTen g i sy wen mriese iy of gelan i ol perEm dsie. sshelry) e rewd i g
b (i il [ peiis (s Prenes (s §on saridin P | @7, 5ol pere et ) desteas
ETIRaT i T T e e R OC T tes o e of e O S S N T e
b il o gl sl W S dickuice 16 et by B e of @8 apprensl ek Backen T80 o

e S Al SR

R e B e ) TEC R iy s Lodes b meld comTeen @
iR

n nn-n-uinuqmuunnwn:umu“mnmm
Pzl e e S M i) g iz wasten Act

Wi e ans al

xR Wb _lus--l—---t---.n Jr— Il-.-pn-um

VT T Ty T D sl SO e T e 0 AT SUE1  §1 UF TR ST S llrll
IPAL: 2P | whease ha resmarcs reguiras K iy this
Cosky 1o Frasicm om Hexnis Warwgesmes.

.-l-n-u u I -I-—m-n--—qw-u-n-m
i vt o chash et i T
u\---hhl.
- Hﬂh—w-ﬁ-m-mn—l—imlu—#
W b o beg *rpmedse of i Aty ared ey b 1 e

RS E -h-ﬂﬂu el R MALNE F LS S

Ui | irebwirmrend S wdririn g b S e st o areiest Bakais i e afyimtion. oy e
bl S LG S LT PRI W, S 01 (s i e e O 1 TR
‘eaiudmid = e G Promcton Ac 1SR

V1 T [ IRARAITY i AR By A FIEC i 188 K P Copanes Basaaren Frucs Gasnca, |
rctasstnd bt the sty ol s sty sl b putiabe on 1be wabsew of e Retonsl Messecch B
Aareme PHLD gt mEt Su prdicl porel 126 eeesm s re vl levicey. Pyiseond o s kive plaoe o i
P 1 FTPTE S i ] 1 ST LOTVTEIR S FRA IRRR OF 1N AT ! I A RIEnn

= Fr LD e
R i ol Sk K1 e ATV (R A A ) Gty AT I Bty b PGS it b il s
orovenn. i sl B prenied f vou vl e e o e coevec et befos.
LR=TRL s Pty
L permen
Pt Fod AT ELIATHY

298

i REC P Tl FekE vl 1

) By -orman

o i e d b oehat HEDS o . "
[ L el W ey iy A R i et b
T
Bagradass e
Frvd s E W AW Tl
-~ FRRC- ] i
Fialy = R R

Appendices



#HE REC Fam Rebwanca A Waruin T

o3 bry TR BgHTIROrE FEp

T SIS IS W AT T LU M b A 4 AET 1 1T (o AN A e
i i bmard preomasr roTs ar AL

L et thee

5 TR A A e b dmia ) et W Gl sl b 1 SgresieT  gleve 1
YR mamATTH s

J AR ACEIROAIE pOEe el SIS TV e S SIS TR YO T L] SRR 8 T e T

" NZETTPRT Qakkig

3 hmy Wy o - s AR, w0 s s
U T MM T L dere i Ty 3 o L e ot v e o e s wte
ey

4 Aemrgmererss s e oo dlare befue ekl s b B e e b atrees e o o
W Chibn [ P, o

3 Armirgreeni fn SSrw et iR b e g, o aring el oty o 158 reeeerh wE
e (e (e PO ST

B Vi e o et e L For el arel S Carm el b
ETIR B TRAT 1Y Pk TETET,

" m"mumnnuh—nnn_mmmmn
at then sty il Sa pkiarad U e et o e Retore: Rassarct Fos
Sarros (NS uﬂ-:a-h-—quﬁ-——-rm-.u_.hﬁ—n—
e oy R AR T AP GV R ] R SRR S Vs TR et i TR el e 0 P
iAo

il P s M P Bogian
P Ot Opwraring DFfamt id Seurw'y b Dowrie

B Yoo Sl ol P i -

EE Falit ] e ]

= = - RARTALTT TS

299

HE FEC P Fatsdiawa Ay e A

rm g

1 1““ﬁ“””mm““mfﬂm”““m
o e re—— o an

i _llﬂnm-\dn i Ry e dkaly wh me) S # T S Pl T
Frn et s s el B

i vty a1 PR RIPEE TS e T
O T A orict -0 PRSRSITY, 8 S W T

8 b i of e e
l’_.-t‘- -—-. O R e it

Prew b Frctrars Bty B
™ P il P ity s et Eanl @ Mo il Pasy
Ihrgeemanre Bummrd Plarrery iy o s
i FUREH bt
N
[Ty
P b Fy ey b Tayie
i fT=—=r] e B i
J g
Naw U AEE Y
Chatn = BRI  E

Appendices



Appendices

Appendix 12:

List of questions and emails asked by the sub-committee
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