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Abstract

The appropriate prescribing of paediatric dosage forms is paramount in providing the desired
therapeutic effect alongside successful medication adherence with the paediatric population.
Often it is the opinion of the healthcare practitioner that dictates which type of dosage form
would be most appropriate for the paediatric patient, with liquids being both the most com-
monly available and most commonly used. Orally disintegrating tablets (ODTs) are an
emerging dosage form which provide many benefits over traditional dosage forms for paedi-
atric patients, such as rapid disintegration within the oral cavity, and the reduction in the risk
of choking. However the opinion and professional use of healthcare practitioners regarding
ODT’s is not known. This study was designed to assess the opinions of several types of
healthcare professionals (n = 41) regarding ODTs, using a survey across two hospital sites.
Results reaffirmed the popularity of liquids for prescribing in paediatrics, with 58.0% of partici-
pants preferring this dosage form. ODTs emerged as the second most popular dosage form
(30.0%), with healthcare practitioners indicating an increasing popularity amongst patients in
the hospital setting, belief with 63.0% of practitioners agreeing that many liquid formulations
could be substituted with a suitable ODT. The desired properties of an ideal ODT were also
identified by healthcare practitioners preferring a small, fast disintegrating tablet (90.2% and
95.1% respectively), with the taste, disintegration time and flavour being the three most
important attributes identified (29.5%, 28.7% and 21.7% respectively). This study provided a
pragmatic approach in assessing healthcare professional’s opinions on ODTSs, highlighting
the ideas and thoughts of practitioners who are on the frontline of paediatric prescribing and
treatment and gave an indication to their preference for ODT properties.

Introduction

The European Medicines Agency (EMA) recognised that there was limited data concerning
paediatric population acceptance of oral dosage forms in relation to age and developmental
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status, along with the inadequate availability of licensed medicines appropriate for administra-
tion to children [1]. In addition, there is anecdotal evidence that there are increasing concerns
amongst healthcare professionals about paediatric patients failing to take their prescribed
medication [2]. Many medicines are formulated to enable usage in adults, which may not be
suitable for use by children. There may be difficulties in swallowing solid dosage forms (e.g.
tablets) and there may be issues concerning the availability of the dose strength, based on cur-
rent dosage forms available. Many children will require doses smaller than adults, prompting
the use of liquids or splitting the dose of solid tablets by cutting them into halves and quarters.
If suitable dosage forms are not available then patient compliance with prescribed medication
may be reduced with potential adverse clinical consequences [3].

Reasons that may affect a child’s success in swallowing solid dosage forms include develop-
mental stage, depending on their age (0 to 18 years), anxiety, fear, intolerance to unpleasant
flavours and not being able to appreciate the risks associated with noncompliance [4].

Treatment failure may result, leading to poor clinical control and unnecessary expense as a
result of unused medication waste. In primary care around £300 million worth of medicines
are wasted every year of which £150 million is preventable [5]. Formulation work so far in
pharmaceutical industries has revealed that liquids seem to be more customary with the paedi-
atric population (infant age between 1 month to 2 years and pre-school age between 2 to 5
years), whereas oral disintegrating tablets (ODT) may be preferred by those who are older (5
to 11 years), and in the adolescent age (12 to 16/18 years), tablets and capsules may be more
appropriate and convenient [6]. An ODT is an easy to use dosage form which disintegrates in
the mouth upon contact with saliva. ODTs can be taken without the need to swallow the tablet
whole and does not require water. Advancements in the area of ODT formulation were aimed
equally at escalating the performance of the dosage form by lessening the disintegration time,
and by increasing the compliance of patients via masking the unpleasant taste of the API.
These successes require stable improvement of formulation variables, together with technolo-
gies concerned in the manufacture of dosage forms. The inclusion of super-disintegrants to
produce efficient ODTs is not new. Conversely, with the development design of innovative
techniques, it has become promising to formulate ODTs with less content of super disinte-
grants and with improved mouth feel [6]. There is evidence to suggest that ODTs are a poten-
tial ideal formulation for children since they avoid concerns children may have regarding
swallowing tablets. [7, 8].

A previous study by the authors was conducted in three countries Jordan, Saudi Arabia and
the UK found that approximately 58.0% of the participants (children age 6-18 years) preferred
taking ODTs compared to conventional tablets, liquids and capsules [9].

Few studies have been carried out aimed at identifying healthcare professional perceptions
or opinions regarding the use of different dosage forms for paediatric use. However, previous
research conducted in similar fields has explored healthcare professional’s perceptions on HIV
treatment adherence in children with an investigation in to unlicensed/off label medicines use
[10] and those exploring paediatric nurses knowledge and practice of mixing medicines with
foodstuffs [11]. Most research in this field is targeted at reducing prescribing and dispensing
errors for children. However, to ensure medication adherence in children is supported, when
making a decision on medication formulation choice for a child, clinicians should take into
consideration the acceptability of the dosage form to paediatric patients. To the best of our
knowledge there are limited published studies regarding the opinions of healthcare providers
concerning ODTs preparations. As ODTs are an emerging dosage form which is increasing
in popularity, it is important to gather opinions of paediatric healthcare professionals as to
their prescribing habits and also preference for ODT's. Their opinion on the desired character-
istics is important as this may reflect their prescribing/administration of the dosage form.
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Furthermore, limited data is available concerning the effect of ODTs properties (i.e. organo-
leptic, taste (sweet, sour, bitter, salty or umami), texture, flavour, colour, shape, size and disin-
tegration time) on child acceptance. Poor acceptance could lead to a child resisting or rejecting
a medication. The palatability of paediatric oral medicines is one of the most important factor
with potential to impact adherence to therapeutic regimens. Drug design and manufacture
goes beyond the basic principles of producing drugs with the best therapeutic profile. It also
involves the manufacture of drugs whose taste is acceptable to the target age group, in this case
the paediatric population. Drugs, which are not palatable, have lower acceptability. For this
reason, the taste may be masked or the drug flavoured to ‘conceal’ the bad taste. Flavouring
involves adding substances that give the drug a characteristic taste and smell, different from
that of the actual drug. Taste addiction is a situation in which the patient develops a liking for
the taste of the drug and feels an urge to take the drug often. Although taste addiction may
resolve the issue of non-adherence, it may result in grave consequences such as abuse of the
drug. Care should be taken to avert this. The flavouring is important because it tailors the taste
and smell of the drug to the convenience of the target age group. Previous results obtained
from research studies on the popular flavours aid in developing drugs with specific flavours
and which suit the needs of the target age group [1, 3,9].

To complement and supplement the findings of formulation preference in children [7], and
to gather the opinion of healthcare professionals responsible for the care of a child in terms of
prescribing, supplying and administering their medication, it was therefore necessary to con-
duct a study exploring the opinions of healthcare professionals regarding paediatric dosage
forms, and in particular ODTs.

The primary aim of the present work is to evaluate healthcare professional’s perceptions of
the paediatric dosage forms to support patient choice and ultimately patient adherence to pre-
scribed medication regimens.

The main objective of the focus group and semi-structured interviews (phase 1 and 2 respec-
tively) was to design a validated online survey (phase 3) delivered to pharmacists, nurses and med-
ical practitioners to evaluate their views and perceptions with regards to paediatric dosage forms.
This study will provide the opinion of healthcare professionals in what dosage forms they believe
are preferred by children and to also identify healthcare professional’s personal opinions concern-
ing the safety and cost effectiveness of formulation types. The secondary aim of this study was to
compare the findings of this present study concerning healthcare professionals with the findings
from the previous study concerning children in respect to dosage forms [9].

Methodology and ethical considerations
Overall methodological design of the study

The study consisted of dual site, cross-sectional, mixed methods study of hospital based paediatric
doctors, pharmacists and nurses, using an anonymised electronic survey (Bristol Online Survey
software-BOS); informed by a literature search, focus groups and semi-structured interviews.
This study was carried out at two UK city based paediatric hospitals in the West Midlands
and North West of England, in this article named as Hospital 1 and Hospital 2.
Informed by a literature search, this study included a three-phase consensus-building pro-
cess comprising of

o Phase (1) focus groups with pharmacists and nurses (separately);

o Phase (2) semi-structure face-to-face interviews with each of the three main groups of
professionals, consent forms were given to focus group phase (1) and semi-structure
interviews phase (2) and
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o Phase (3) electronic survey of paediatric hospital healthcare professionals.

Qualitative verbatim transcripts from phases 1 and 2 were subjected to framework analysis
[12]. Themes from phase 1 underpinned the basis for phase 2 interviewees. Themes from
phases 1 and 2 generated issues for inclusion within phase 3.

The final electronic questionnaire (phase 3) was assembled and managed using bespoke
software (Bristol Online Survey ™). Results were transferred to SPSS version 22 and NVivo ver-
sion 10 software for analysis to facilitate descriptive statistical analysis and framework analysis
respectively.

Fig 1 presents a flow diagram of the three phases that were carried out. The questionnaire
was comprised of both closed and open questions to identify participants’ perceptions and
opinions about dosage forms for children.

Recruitment and consent

Phase 1 -Focus group. Two focus groups were undertaken within this study. One focus
group consisted of 4 nurses and one of 7 pharmacists. These focus groups were designed to
support the development of the healthcare professionals’ questionnaire. All focus groups were
conducted at the primary study site (Hospital 1). Email invitations to attend the focus groups
were arranged via the research leads of the two professions at Hospital 1. All potential partici-
pants received a Participant Information Sheet and those recruited to the study completed and
signed the relevant consent form. Private rooms were pre-booked within Hospital 1 in loca-
tions accessible for staff, to create a suitable and convenient environment for discussion. The
focus groups were facilitated by HA (Hamad Alyami) and assisted by CH (Chi Huynh)
(research pharmacist/lecturer in clinical pharmacy). The groups were digitally audio-recorded.
A question guide was developed including questions to be discussed by the facilitator to ensure
coverage of pre-determined themes identified by the project support team.

Phase 2 -Semi-structured interviews. Participants from the three professional groups
were recruited to undertake semi-structured interviews. They were recruited by recommenda-
tion from the professional research leads or via their involvement in the Academic Practice
Unit at Hospital 1. A minimum of three participants from each of the three professional

C
Phase 1 Focus groups
N
C
Phase 2 Semi-structure interviews
N
( A
Phase 3 Electronic survey

N Y

Fig 1. Flow chart of research methodology.
https://doi.org/10.1371/journal.pone.0193292.9001
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groups were recruited to the study. All potential participants received a Participant Informa-
tion Sheet and those recruited to the study completed and signed the relevant consent form.

Analysis of the focus groups and semi-structured interviews data. The data collected
from Phase 1 and Phase 2 were analysed using framework analysis by [13, 14] with the follow-
ing stages, 1) Data entry and processing; 2) Familiarisation of the focus group and interview
data collection and identifying an initial framework based on the question guide 5); 3) Cod-
ing-all focus groups and interviews were coded and indexed using NVIVO 10; 4) Generation
of themes (charting) results were charted according to the themes; 5) Finalised framework
(mapping and interpretation).

HA transcribed each focus group and semi-structured interview as soon as was possible
after facilitating the group and interview. Verbatim transcripts were produced in Microsoft
Office Word 2013 from the digital audio-recordings. Participants were anonymously assigned
a coded identifier within the text (e.g. speaker 1, speaker 2 etc.) to ensure the extent to which
views were shared could not be identified. The verbatim text was copied in to a qualitative data
analysis and coding software (QSR NVivo 10) and framework content analysis was developed
to analyse the verbatim files. Qualitative research software (NVivo 10) was used to arrange
information and combine analysis with linking [15]. A framework analysis approach was used
to qualitatively analyse the data [16]. The data was coded using coding framework based on
the question guide for the focus group, interviews and objectives of this study (see Table 1).
The initial 10 minutes (20%) of the transcript recording, was coded independently by two
investigators, HA and CH, using the initial framework with NVivo Version 10 to assist with
indexing the codes. The similarity and differences between the two coders was discussed. The
differences between the two coders were resolved via discussion of differences until a consen-
sus was reached. A resulting final framework developed. The coding framework was used to
code the rest of the transcript. The interpretation of the results from the coding of the focus
group and semi-structured interviews were conducted by HA and was based on the objectives
of the focus group and interviews.

Phase 3 -Electronic survey. An electronic survey tool was chosen as the instrument for
this study. Healthcare professionals working at the time of the study for Hospital 1 and Hospi-
tal 2 were invited to complete an online survey. Managing of this survey by the use of purpose
designed electronic survey software was therefore considered to be both deliverable and effi-
cient due to suitability of having automated data collection, which saves researcher time, effort
and offers cost savings advantages [17]. The questionnaire development was supported by the
HCPs focus groups and the semi-structured interviews.

The themes and concerns identified in the phase 1 and 2 were considered for inclusion in
the survey, including for example factors influencing choice of formulations for paediatric
patients. A draft survey was created on 11th August 2016 using Bristol Online Survey software
(BOS).

Email addresses of HCPs were obtained from the site leads at Hospital 1 and Hospital 2
(CH and chief pharmacist) respectively and they managed this process by reference to staffing
lists and responses. The invitation to participate was sent from Bristol online survey to the
NHS Trust email addresses of the study cohort with a link to the survey. The purpose of the
survey was explained in the beginning of the survey and informed consent was presumed
when the participant decided to complete the survey. First emails were sent out on with
reminder emails sent to all respondents 3 and 6 weeks after the initial email was sent. Each site
was required to return completed surveys from a minimum of five professionals in each
group.

Participants were advised that all data were held confidentiality and anonymity was
assured.
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Table 1. Compiled sample of framework coding for focus groups and semi-structured interviews.

Main code Sub codes (Nvivo nodes)

2. Your preferences for paediatric oral dosage forms 2.1 Tablets

2.2 Solutions

2.3 Capsules

2.40DT

2.5 Mini-tablets

2.6 Depends on age, patient

4. Enhancement of compliance and adherence regarding taking | 4.1 Absolutely, if it tastes good
ODTs

4.2 1 think so

4.3 Taste is going to be important

4.4 Depends on age/patient
4.5 Lot of lansoprazole ODTs, it helps

6. Any feedback from the patients or their parent regarding any | 6.1 Taste not good, talk about taste
issues of ODTs

6.2 Too big in size

6.3 East of being able to swallow

6.4 Not really

https://doi.org/10.1371/journal.pone.0193292.t001

Responses were exported from Bristol survey into MS Excel 2013 and IBM SPSS version 22
for analysis and production of descriptive statistics.

Inclusion and exclusion criteria

Inclusion criteria:
o Healthcare professionals (HCPs) (doctor, nurse, and pharmacist) at Hospital 1.
o Healthcare professionals (doctor, nurse, and pharmacist) at Hospital 2.
Exclusion criteria:

« General public
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Ethical considerations

The study design was approved by both the Aston University School of Life and Health Sci-
ences and the Research & Development Departments at both Hospital 1 and 2. All participants
in the study gave informed consent.

Data was only accessible by the study team. All responses were fully anonymised prior to
analysis and all reports accommodated confidentiality requirements. Audio files from the
focus groups/semi-structured interviews were held on-site at Hospital 1, within the secure area
of the Academic Practice Unit. Once transcripts were approved, original recordings were
destroyed. Additionally, paper records (from the semi-structured interviews) were also kept
within the secure area of the Academic Practice Unit at Hospital 1, and were destroyed upon
transcription of the interviews.

Results and discussion

The presentation of the findings is divided into three phases. The first phase reports the focus

groups of healthcare professionals; the second phase addresses the semi-structured interviews
and the third phase (main phase) presents the online survey for healthcare professionals con-

cerning paediatric dosage forms. The healthcare professionals that were selected to participate
in this study were medical practitioners, pharmacists and nurses. The rational for selection of
HCPs was to show the relationship leading from the prescribing (doctor) through to dispens-
ing medicine (pharmacist) and lastly administration (nurse).

Phase 1- Focus group

The focus groups were used to scope the research and inform design of the online survey with
healthcare professionals (phase 3) and aimed at seeking opinions of participants with a differ-
ent range of backgrounds. One limitation of this method was that participants had to obligate
their time to take part. Although it was planned to conduct a focus group for doctors, it was
not feasible due to the clinical demands of the service. However, the information gathered
from the Hospital 1 focus groups provided an understanding in to the opinions of pharmacists
and nurses concerning paediatric dosage forms, whilst the sample size for doctors was pro-
posed to be increased within the semi-structured interviews (phase 2). Table 2 shows the num-
ber of participants, dates conducted and location of the focus groups. The pharmacist and
nurse groups were conducted at lunchtime, it was intended that each session would last be-
tween 30 and 50 minutes. The exact timings of digital audio-recordings are shown in (Table 2)
below and discussion flowed well between the group members.

It was mentioned by a pharmacist that the most preferred dosage forms for paediatric popu-
lation age (6-18 years) depends upon the patients and what they would prefer, for example if
they were unable to swallow tablets, liquids are the obvious default, but if the liquid was
unavailable an alternative would be suitable for example an ODT or crushable.

In addition it was reported that texture and taste of ODT's was important for children so the
ideal taste would be sweet with either citrus or strawberry flavours.

Across the focus groups, the large sizes of tablets were related to swallowing difficulties in
paediatric patients especially those less than 6 years of age.

Table 2. Details of the two focus groups for healthcare professionals.

Focus group Date conducted
Pharmacists 7% July 2016
Nurses 14" July 2016

https://doi.org/10.1371/journal.pone.0193292.t002

Number of participants Location Time duration of group (minutes)
7 Hospital 1 43
4 Ward 10 Hospital 1 32
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Table 3. Details of the semi- structured interviews for healthcare professionals.

Semi-structured interviews
Pharmacists
Nurses

Doctors

https://doi.org/10.1371/journal.pone.0193292.t003

Date conducted Number of participants Location

18" -25" July 2016 3 Hospital 1
18" 225" July 2016 3 Hospital 1
18" 225" July 2016 6 Hospital 1

Several studies exploring children suffering from HIV support these findings and stated the
negative attitudes of children regarding the size of antiretroviral tablets [4, 18, 19].

Phase 2- Semi-structured interviews

A total of 12 healthcare professionals were interviewed at Hospital 1 during the study period,
the HCPs recruited for this phase of the study were predominantly medical staff (2 consultants
and 4 junior doctors) (Table 3). All participants answered the questions regarding the paediat-
ric dosage forms followed by properties of ODTs. Phase 2 findings suggested that the main
issues with the properties of ODT formulations are those associated with taste, size and disin-
tegration time. However, colour and shape of ODTs were highlighted the least important by
85% of respondents.

Additional informal recommendations from healthcare professionals within phase 2 on
how to improve ODTs formulations were reported in (Table 4).

Overall, in phase 1 and 2, the majority of respondents (90%) recommended that taste and
disintegration time were the most important properties respectively in order to develop and
design ODTs formulations. Similarly, various studies stated that taste was an important factor
in influencing medication adherence and acceptability in paediatric population [20, 21].

Phase 3- Online survey

A total of 41 online surveys (study cohort n = 110, response rate 37.3%) were completed. The
final online survey consisted of four sections. These were: demographic data including details
of different healthcare professionals and participant years’ experience of working with paediat-
ric patient; healthcare professionals views and their preferences for various oral dosage forms
(liquids, tablets, capsules and ODTs); HCPs recommendations concerning colour, shape, size,
thickness, taste, flavour and disintegration time of tablets; participant feedback about the sur-
vey and further recommendations.

Table 4. Recommendations and improvements to ODTs formulations as reported by focus groups and semi-
structured interviews healthcare professionals.

HCPs recommendations to ODTs formulations Reports of healthcare professionals

Pharmacist FG, Doctor 1, 3, 4 and 5 SI, Pharmacists
SI, Nurse 1 and 3 SI

Nurse FG, Pharmacist 1,2 and 3 SI

Enhancing the taste of ODT formulations using sweet to
neutral sweeteners

Using strawberry (most preferred), orange or banana
flavours.

Using small size of ODT's
Improving disintegration time (Dissolving very quickly)
Designing shape to be round with white colour

Educating children and may be their parents concerning
ODTs formulations

FG: Focus group; SI: Semi-structured interview.

https://doi.org/10.1371/journal.pone.0193292.t1004

All participants for FG and SI
All participants for FG and SI
Pharmacist FG, Doctor 2 SI

Doctor 4 and 5 SI, Nurse 3 SI
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Table 5. Details of healthcare professional’s respondents at Hospital 1 and Hospital 2, including number and percentage of each profession and years of experience

with statistical significance also detailed in the final column.

Characteristics Hospital 2 N = 21 (%) Hospital 1 N = 20 (%) Total N = 41 (%) P value
Professions Consultant (Medical staff) 0(0.0%) 0(0.0%) 0(0.0%) <0.05
Junior medical staff 7(33.3%) 3(15.0%) 10(24.4%)
Nurse 3 (14.3%) 9(45.0%) 12(29.3%)
Pharmacist 11 (52.40%) 8(40.00%) 19(46.3%)
Years of experience 1-5 10 (47.6%) 12(60.0%) 22(53.7%) <0.05
6-10 7 (33.3%) 4(20.0%) 11(26.8%)
11-15 2(9.5%) 0(0.0%) 2(4.9%)
16-20 0(0.0%) 3(15.0%) 3(7.3%)
>20 2(9.5%) 1(5.0%) 3(7.3%)

https://doi.org/10.1371/journal.pone.0193292.t005

Section one: Demographic results of 41 healthcare professionals

The first section of results displayed the number of respondents from each Hospital. Partici-
pants were from multidisciplinary professions. It gives the breakdown of their professions and
years’ experience working in paediatrics. Pharmacist were the highest percentage of partici-
pants in this phase (46%) followed by nurse (29%) and medical practitioners (24%) respec-
tively. More than half (54%) of the respondents reported their experience ranged from 1 to 5
years. The results showed a significant difference among the different healthcare professionals
years of experience (p<0.05) (Table 5).

Section two: Healthcare professionals views regarding paediatric dosage
forms

This section involves the analysis of the responses of the participants according to types of dos-
age forms that have been prescribed, supplied or given to paediatric patients. Fig 2A illustrated
that liquids dosage forms were thought to be more popular (58%) compared to tablets (33%),
ODTs (8%), capsules (1%) and other dosage forms. There was a significant difference among
distribution of different dosage forms to children (p<0.05). In this study liquids were the most
prescribed dosage forms among dual sites, possibly due to availability as well as shortages for
other dosage forms. This was supported by evidence from [22] who indicated that when
healthcare professionals were asked to rank the factors that impact their selection of paediatric

medicines, availability was the most important factor when prescribing oral medications to
children.

Capsules.
0%

ITablets M Capsules W Liquids WSuppositories i Powders WODTs M Injections

Fig 2. (A) Distribution of the types of dosage forms which are prescribed, supplied or given by healthcare
professionals to paediatric patients indicating a massive preference for liquid oral dosage forms, then followed by
tablets and (B) Distribution of the preferred oral dosage forms among healthcare professionals, indicating a preference
for liquid dosage forms, which is then followed by ODTs and traditional tablets.

https://doi.org/10.1371/journal.pone.0193292.9002
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Fig 3. (A) Distribution of factors which influence choice of formulations for paediatric patients indicating that patient
age is the most influential factor that dictates the preference of dosage form and (B) Distribution of total respondents’
opinions regarding liquid formulations substitution with ODTs in paediatric patients, indicating that the participants
would strongly agree that liquid dosage forms could potentially be replaced with ODTs.

https://doi.org/10.1371/journal.pone.0193292.g003

In the previous study, respondents were asked to rank their opinion on the most preferred
oral dosage forms, results showed that liquids were the most popular oral dosage form (52%)
followed by ODTs (30%), tablets (18%) with no preference for capsules (0%) (Fig 2B). The
rational for healthcare professionals on preference of liquids in the pediatric population was
possibly due to a number of factors (Fig 3A), including child age and weight, parents, cost
effectivness and medicine manipulation. Furthermore, there is a regularly thought bias
amongst healthcare professionals that liquids are preferred by younger children [23].

Section three: ODTs formulations

Healthcare experience regarding ODTs. It is essential to mention that ODTs have
become a popular area of research for scientists in the last decade as a new ‘drug delivery sys-
tem’, with benefits including ODTs being a more acceptable dosage form specifically for paedi-
atric patients due to ease of use and administration [24]. Orally disintegrating dosage forms
have great promise for paediatric patients as they are easy to administer and don’t require
water, with a reduction in choking risk due to the rapid disintegration [1]. Furthermore, previ-
ous studies and surveys stated that ODTs are well received by paediatric patients and health-
care professionals [25, 26]. The results in this study (Table 6) showed that a total of 32 (78%)
healthcare professionals prescribed/dispensed or administered ODT formulations to children
whereas 22% of participants did not prescribe ODTs. Additionally, respondents were asked
regarding the number of ODT dosage forms that had been given to patients; approximately
half of the respondents (53.7%) followed by only (2.4%) indicated that between 1 to 5 and
more than 10 formulations were given over the last 12 months respectively.

Table 6. Details of respondents regarding ODTs prescribing/ dispensing or administering and total number of prescribed ODTs over last 12 months.

Have you ever prescribed (doctor)/dispensed and supplied In the last 12 months, do you know how many ODTs formulations have you  Totals

(Pharmacist)/ given or administered (nurse) ODTs to paediatric prescribed, dispensed or administered?

patients? None 1-5 6-10 More than 10 Idon’t

Formulations  Formulations Formulations know
Yes 0.0% 22(53.7%) 5(12.2%) 1(24%) | 4(9.8%) | 32
(78.1%)

No 8 0(0.0%) | 0(0.0%) 0(0.0%) 1(2.4%) | 9(22%)
(19.5%)

Not applicable 0(0.0%) | 0(0.0%) 0(0.0%) 0(0.0%) 0(0.0%) 0(0.0%)

I don’t know 0(0.0%) | 0(0.0%) 0(0.0%) 0(0.0%) 0(0.0%) 0(0.0%)

Totals 8 22(53.7%) 5(12.2%) 1(2.4%) | 5(12.2%) 41
(19.5%) (100%)

https://doi.org/10.1371/journal.pone.0193292.t1006
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Interestingly, when healthcare professionals were asked concerning what extent they agree
or disagree that liquid formulations could be substituted with ODTs in paediatric patients,
approximately (63%) of respondents agreed that a suitable alternative to liquids was the ODT
dosage form as shown in (Fig 3B). Similarly, [27] identified that approximately 80% of pre-
scribed liquid formulations could be substituted with a solid dosage forms in children.

Considering ODT's could be an alterative to liquid formulations, healthcare professionals
were asked to give their opinions regarding multiple factors such as safety, efficacy, cost effec-
tiveness and compliance. Pharmacists indicated more benefits regarding safety and suggested
that “liquid medications may be more likely to have unsuitable excipients for children particu-
larly if they have been formulated for the adult population”. Furthermore, regarding dosing
error, liquid formulations require calculation and measurement of the dose volume whereas
ODT’s are used because they are available in the appropriate dose and don’t need further
manipulation. They also mentioned that possible risk of accidental overdose for the patient
was higher with liquids, for instance, if a young sibling accessed a liquid medicine they may be
more likely to consume more than if they accessed ODTs. On the contrary, one pharmacist
stated that a lot of solid forms come in very poor dosing variances so the tendency is to dissolve
in liquid and give a proportion, but an accurate dose cannot be guaranteed. Lastly, there was a
number of issues with children who have feeding tubes and the dispersed tablets blocking
them. When asked regarding efficacy, the majority of participants indicated that they had no
idea as there were too few ODT formulations available compared to liquids. The vast majority
of respondents mentioned that in general, oral solid forms are much less costly than liquid for-
mulations, since they are easier to develop, manufacture, transport, store and distribute. These
findings were in line with previous results by [27] who stated that solid dosage forms were
more convenient and less costly compared with liquid medications for paediatric patients.
With regard to compliance and adherence, respondents recommended that ODT formulations
may increase compliance but it depended on the taste. Similarly, a study concluded that tablets
for children may be considered as a viable alternative to improve adherence and therefore
overall acceptability [28]. Furthermore, research by [29] confirmed that adherence to tablet
formulations was significantly superior than liquid formulations.

Characteristics of ODTs. Acceptability and adherence of medication in paediatric
patients is potentially affected by characteristics (i.e. taste, flavour, size, shape and colour) of
dosage forms [20, 30]. Consequently, the next set of investigations were focused on assessing
the healthcare professionals views and their preferences on different attributes of ODT's such
as colour, taste, shape, flavour and disintegration time. Healthcare professionals were asked
how medicines for children should taste. Their responses—overall and stratified by healthcare
profession types are shown in (Fig 4A). The majority of participants (65%) preferred sweet
tasting medicines for children followed by neutral/no taste and bitter taste (33% and 2%
respectively). There was a statistically significant difference (p<0.05) between acceptable taste
by healthcare care professionals. This is in line with findings from Adams [22] who stated that
the majority of participants preferred sweet tasting medicines for paediatric populations.

The addition of flavours into formulations not only masks the taste of active ingredients but
also improves medication adherence, for instance flavouring medicine increases patient adher-
ence to over 90%, from an average of 50% [23]. In the present study nearly the half of the par-
ticipants (48.6%) preferred strawberry followed by orange and banana (18.9% and 17.6%
respectively) while no preference (0%) was recorded for mint and lemon (Fig 4B). Overall
strawberry was the most preferred flavour, significant differences were found among respon-
dent preferences (p<0.05). Similarly, the previous study which was carried out with the paedi-
atric population, confirmed that the participants preferred sweet taste (76.9%) along with
strawberry flavour (30.8%) [9].
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Fig 4. (A) Distribution of preferred ODTs tastes stratified by different professions indicating that sweet taste is
preferred by all three sets of healthcare professionals, with neutral taste also being popular and (B) Distribution of
preferred ODTs flavours by all respondents, with strawberry flavour being the most popular, followed by orange and
banana.

https://doi.org/10.1371/journal.pone.0193292.g004

Due to consideration of size and shape of dosage forms, they may affect the transit of the
product through the pharynx and oesophagus and may directly affect a patient’s capability to
swallow a particular drug product [31]. The current study reported that vast majority (90.2%)
of respondents’ preferred small size (5 to 7 mm) compared to the medium 9.8% (8 to 12 mm)
or big with 0% preference (>13mm), as shown in (Fig 5A). The study for opinions in paediat-
ric patients was also in agreement with the opinion of healthcare professionals, as 64.4% of
patients preferred small tablets, with large tablets being the least favour (1.9%) [9]. The size of
ODTs was potentially highlighted across all groups of healthcare professionals with small size
highly recommended. Several studies support the findings and have stated the negative atti-
tudes of children concerning big sizes of tablets [19, 32, 33].

The chart below (Fig 5B) shows the respondents preferences based on the shape of the ODT
formulations. The majority of the participants preferred ODTs that are round in shape. This
accounted for 82.9% of the responses while the oval shape was second with a preference of
9.8%, approximately 4.9% reported that they had no preference for shape with the least pre-
ferred shapes being triangle and square at 2.4% and 0% respectively. Patient preference, as
highlighted in the previous study, also identified round shape as the most preferred (35.6%),
however patients also indicated the preference to a more profound shape such as a heart
(22.1%), with square shaped tablets being negatively perceived (4.7%) [9].

With respect to colour preferences (Fig 6A) demonstrated that white was the most pre-
ferred colour for ODTs by more than 70.0% of the respondents followed by pink (17%), yellow
(5%) and finally blue (2%). A significant difference was identified by Chi-square test for colour
preferences p<0.05. This was in contrast to the study conducted with paediatric patients,
where pink was the preferred colour by 30.8% of patients, which was followed by white (26%)
[9]. It was worth mentioning that the selection of an appropriate colouring agent may

8290% |

Fig 5. (A) Distribution of preferred ODTs sizes by all respondents clearly showing that a small dosage form would be
preferable and (B) Distribution of preferred ODTs shapes by all respondents indicating that a round shape is massively
preferred compared to any other tablet shape.

https://doi.org/10.1371/journal.pone.0193292.9005
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Fig 6. (A) Distribution of preferred ODTs colours by all respondents showing that a white tablet is the most preferred
colour amongst the healthcare professionals for paediatric administration and (B) Distribution of preferred ODTs
disintegration times by all respondents showing that a rapidly disintegrating tablet would be seen as the ideal ODT by
the healthcare professionals.

https://doi.org/10.1371/journal.pone.0193292.g006

positively impact child acceptance and also enhance medication adherence [34]. The results in
(Fig 6B) showed that the healthcare professionals opinions regarding length of time for ODT
formulations to be disintegrated in the mouth, with the vast majority of the participants
(95.1%) preferring very rapidly (<30sec) disintegrating ODTs followed by rapidly disintegrat-
ing ODTs (between 30 to 90 sec) at 4.9%. The opinions of the healthcare professionals in this
study reflected the paediatric population from the previous study [9].

Respondents were also asked what the most important characteristics of ODTs were and
the results showed that taste was the most important property (29.5%), followed by disintegra-
tion time, flavour and size (28.7%, 21.7% and 18.6% respectively) whereas, colour and shape
were the least important characteristics (Fig 7). A significant difference was found between
those characters (p<0.05). The results indicated that the most important factor was taste with
the findings aligning with the published literature [20, 21, 35]. These results reflected the previ-
ous study, which identified disintegration time and taste as the two most important factors
according to patient opinion, with flavour and size also being important [9]

Section four: Further recommendations, feedback and limitations

In the last section of the study, the healthcare professionals were asked to give their opinions,
recommendations and feedback on how the study was conducted. The vast majority of

28.70%

21.70%

18.60%

29.46%

H Color M Shape W Size M Taste ™ Flavor m Disintegration time

Fig 7. Percentages distribution of the most important characteristics of ODTs. Taste disintegration time and
flavour appeared as the most important factors by the healthcare professionals when considering ODTs.

https://doi.org/10.1371/journal.pone.0193292.9007
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respondents designated that regardless of the fact that it was a good idea, there were areas that
could be improved. For instance, they pointed out that most questions should be asked to pae-
diatric patients, however this had been covered in the previous study [9]. In addition, pharma-
cists also indicated that there were very few ODT formulations available for example, Calpol
Fast Melts, Maxalt-MLT (Rizatriptan), Nurofen Meltlets and Reglan ODT (Metoclopramide)
to enable them to make an informed answer to most of the survey questions [6]. With regard
to drug manufacture and design, a few participants recommended that film formulations may
be another form of oral dispersible formulations that could offer further advantages. Partici-
pants also suggested that taste was the most important property reported for ODT administra-
tion, hence the manufacturers should ensure that the taste is neutral to sweet, but not bitter.
The recruitment process in focus groups (phase 1) was carried out through pharmacists and
nurses but not the medical practitioner group. This may have led to under representation of
doctors’ perspectives and input. Certainly some healthcare professionals participating in focus
group from the same institution were known to each other, this might have been seen as a
potential limitation as respondents may have been more disposed to speak in a ‘socially
accepted’ style (i.e. less fairly) [36]. The study was conducted at two sites in the UK, thus it can-
not be generalised and viewed as a nationwide perspective, and further exploration in another
countries is required.

Conclusion

In summary, this study identified a plethora of recommendations and opinions for paediatric
dosage forms, particularly how ODTs are perceived by healthcare professionals. Secondly, the
study identified that HCP perceived suitable organoleptic properties of ODTs (e.g. disintegra-
tion time) which influenced acceptability in paediatric patients. As a result this pragmatic
study explored healthcare professional’s views and recommendations of the acceptability and
characteristic properties of ODT using a mixed methods approach (focus group, semi-struc-
tured- interviews and online survey). The overall results from dual sites demonstrated that
58.0% of respondents preferred to prescribe/administer liquid dosage forms form followed by
ODTs. Factors found to significantly influence choice of formulations for paediatric patients
were age, weight, parent/care giver and cost effectiveness of dosage forms. Although, 63.0% of
respondents agreed that liquid formulations could be substituted with ODT's in paediatric
patients, the number of available ODTs were insufficient to be prescribed or administered.
From the characteristics results in this study, it was concluded that taste, disintegration time
and flavour were the most important properties related to ODT administration as highlighted
by 29.5%, 28.7% and 21.7% of respondents. Additionally, the other important characteristics
of solid dosage forms were white colour, small size, round shape, strawberry flavour and rapid
disintegration time. Further studies exploring the opinions of parents concerning paediatric
dosage forms would complement this research. This study also suggests that there is a need for
further research to develop a wider range of ODTs for use in the paediatric population.
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