SAGE Open Medicine
Original Research Article P

SAGE Open Medicine
Volume 10: [-11

A real-world evidence study evaluating © The Author(s) 2022

Article reuse guidelines:

Geffer effervescent granules for the sagepub comfournals-permissons

DOI: 10.1177/20503121221088815

° ° ° M journals.sagepub.com/home/smo
symptomatic relief of digestive symptoms o O SAGE

Matteo Alemanni'#”, Raffaella de Salvo**, Barbara Moroni'
and Andreas Ehret?

Abstract

Objectives: Geffer effervescent granules (active ingredients: metoclopramide, dimethicone, and sodium bicarbonate) is
an established over-the-counter medication available in Italy for the symptomatic treatment of hyperacidity (pain and/or
heartburn) when accompanied by slowing of gastric transit, nausea, aerophagia, and bloating, all symptoms that can occur in
functional dyspepsia and can negatively impact individuals’ quality of life. The aim of this observational study was to explore
the perceived benefits of, and consumer experience with, Geffer effervescent granules used for the symptomatic treatment
of digestive disorders suggestive of functional dyspepsia under real-life conditions in Italy.

Methods: Adults (aged 35-65years) experiencing symptoms suggestive of functional dyspepsia/indigestion at least once
a month and who had used Geffer effervescent granules within the previous 6 months completed an online questionnaire
eliciting information on symptom relief (speed of onset and duration) and quality of life.

Results: Geffer effervescent granules provided rapid onset of symptom relief, with 21% of respondents perceiving an effect
within 10min and 88% reporting an improvement in overall symptoms within 30 min. A similarly rapid onset of complete
resolution of gastric pain/cramps, acidity, bloating, nausea, and bothersome fullness symptoms was reported by 65%—83%
of respondents; 50%—59% of respondents were free from such symptoms for more than 3h or until the next meal. Most
participants (92%) reported that their quality of life improved when taking Geffer effervescent granules to treat hyperacidity
symptoms. Overall, 95% of the respondents were satisfied with the effectiveness of Geffer effervescent granules on overall
symptom relief.

Conclusions: In Italian consumers with digestive disorders likely due to functional dyspepsia, Geffer effervescent granules
was associated with rapid, complete, and durable relief of symptoms of gastric pain/cramps, acidity, bloating, nausea, and
bothersome fullness; an improvement in quality of life; and a high level of consumer satisfaction.
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Introduction one common gastrointestinal symptom, 12% reported post-
prandial fullness, 10% upper abdominal bloating, and 7%

Upper gastrointestinal (UGI) symptoms, such as heartburn, epigastric pain.*

acid reflux, indigestion, epigastric pain, and discomfort, are
widely prevalent worldwide.! A real-world evidence study
conducted across 13 European countries indicated an overall

prevalence for UGI symptoms of 38%. Prevalence was high- 'Bayer S.p.A., Milano, Italia
est (45%) in Hungary, followed by Poland (44%) and Italy ~ ’Bayer Consumer Care AG, Basel, Switzerland
(43%)." Meal-related symptoms (discomfort/fullness/bloat- *These authors contributed equally to this work.

ing, early satiety) and abdominal pain are among the most .
ly reported UG symptoms.>* A recently published e ponding author:
commonly reporte Symptoms. ccently publish Matteo Alemanni, Bayer S.p.A., V.le Certosa 130, 20156 Milano (MI),
cross-sectional survey of Italian community pharmacies Italia.
found that among 1020 individuals suffering from at least Email: matteo.alemanni@bayer.com
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The most common diagnosis usually assigned to people
experiencing such symptoms is functional dyspepsia (FD),
characterized by UGI symptoms such as postprandial full-
ness, carly satiation, and epigastric pain/burning in the
absence of any evident structural disease; nausea, belching,
or abdominal bloating can also occur.® Symptoms of FD are
strongly linked to the ingestion of food.® Causes of FD
include stress, diet, delayed gastric (fundic) accommodation/
emptying, gastric hypersensitivity to distension, and excess
acidity.®

Data on the incidence of FD are limited. A systematic
review of epidemiological studies reported an estimated
global prevalence of FD of 12%-15%.” A similar overall
prevalence was reported in an endoscopic study conducted in
the Italian general population, in which 114 (11%) of 1033
individuals were diagnosed with FD (defined as epigastric
pain, postprandial fullness, or early satiation with no con-
comitant symptoms of reflux or endoscopic evidence of
structural disease).® A total of 18 (16%) individuals had at
least one meal-related symptom (postprandial fullness or
carly satiation) plus epigastric pain and 8 (7%) exhibited all
three symptoms.® Italian data suggest that UGI symptoms
suggestive of FD appear to be more frequent among indi-
viduals aged >35 years than among younger patients.*3

It has been shown that symptoms of epigastric pain, post-
prandial fullness, and nausea, as well as greater severity of
symptoms of FD, impair subjects’ quality of life.%!

Gastrointestinal symptoms are often self-treated by
patients using over-the-counter (OTC) medications.'"'? The
cross-sectional survey of community pharmacies in Italy
considered treatments used by 1020 subjects suffering from
UGI symptoms. Of 1609 therapies reported, 36% were pro-
ton pump inhibitors, 18% antacids, and 17% alginates. H,-
blockers, prokinetics, and other types of treatment each
comprised fewer than 10% of the therapies used.*

Geffer effervescent granules is an established OTC medi-
cation available in Italy for the symptomatic treatment of
hyperacidity (pain and/or heartburn) when accompanied by
slowing of gastric transit, nausea, aerophagia, and bloating.'3
Geffer effervescent granules contain the active ingredients
metoclopramide, dimethicone, and sodium bicarbonate.
Sodium bicarbonate (also known as sodium hydrogen car-
bonate or baking soda) is a rapidly acting antacid, quickly
reacting with hydrochloric acid in the stomach to produce
sodium chloride, carbon dioxide, and water.'* Despite its
long use as a treatment for patients with dyspepsia, evidence
of its efficacy in clinical trials is scarce. Confirmation of its
efficacy comes from experiments in which symptoms of dys-
pepsia induced by the endoscopic infusion of HCI in the
stomach were relieved following the subsequent infusion of
sodium bicarbonate.'>!¢

Metoclopramide, a prokinetic (increases the gastric emp-
tying rate) with antiemetic properties,'” has been shown to
reduce symptoms of nausea and vomiting in randomized

placebo-controlled trials and to exhibit a good tolerability
profile.'®2° As a prokinetic, it is considered a valid treatment
for FD.?! Dimethicone is a silicon polymer similar to sime-
thicone, a medication used in the management and treatment
of flatulence.? In controlled trials, dimethicone in combina-
tion with an antacid has been shown to improve gastric
symptoms (including heartburn, acid regurgitation, flatu-
lence, pain, epigastric distention, nausea, and vomiting) and
to reduce endoscopically assessed esophageal inflammation
over time.??*

The aim of this observational study was to explore the
perceived benefits of, and consumer experience with, Geffer
effervescent granules used for the symptomatic treatment of
digestive disorders suggestive of FD under real-life condi-
tions in Italy. This real-world evidence study specifically
focused on outcomes that are of importance to the consumer,
which are the speed of symptom relief onset, the duration of
symptom relief, and the impact of Geffer effervescent gran-
ules on the consumers’ quality of life.

Methodology
Study design

This real-world evidence study was a retrospective observa-
tional study with primary data collection using a computer-
aided web quantitative interview (maximum duration of
about 20 min). A protocol for the collection of the retrospec-
tive data was agreed upon, with input from medical, clinical,
and pharmacovigilance from Bayer Consumer Health and
IQVIA Inc., an independent agency. The study protocol was
designed to collect information on adult Italian consumers
using Geffer effervescent granules for the symptomatic treat-
ment of digestive disorders likely due to FD. Subjects were
recruited from a panel in which they had been previously
profiled for digestive disorders likely due to FD (with or
without heartburn). Panel subjects were self-diagnosed; prior
assessment by a physician was not a requirement. Consumers
were informed electronically about the study; those consent-
ing to take part were asked to complete an online question-
naire. Those meeting the inclusion criteria (assessed using a
short screening section) were then asked to complete the full
online survey. Recruitment in Italy was conducted by IQVIA,
Inc. (C. Juan Esplandiu, 11, 28007 Madrid, Spain). Due to
the observational character of this retrospective study, only
an abbreviated consent to participate was required. All par-
ticipants provided written informed consent before the study.
According to the “Governance arrangements for research
ethics committees: 2020 edition” document published by the
NHS Health Resource Authority, UK, Section 2.3.15,

Market research may be undertaken by professional market
researchers, e.g. for public health research or on behalf of
pharmaceutical or medical device companies. Where such
research is conducted by professional market researchers in
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accordance with the principles set out in the Market Research
Society Code of Conduct or with the Legal and Ethical
Guidelines issued by the British Healthcare Business Intelligence
Association (BHBIA), it does not require REC review, except
where otherwise required by law, e.g. if it requires approval
under the Mental Capacity Acts.

In line with the British Healthcare Business Intelligence
Association (BHBIA) guidelines, in this study, participants
were informed about the objective and the use of the study
prior to completing the questionnaire.

As this is a retrospective observational study with no
involvement of health care providers and no information was
being collected from medical records, as well as no proactive
safety signal collection, there was no need for a review and
approval of this study by an Ethics Committee (EC). Due to
this, also a waiver for EC review was not needed and not
asked for. Participants received no incentives.

Survey development

The survey comprised 31 questions in total. Questions were
worded in a consumer-friendly manner and were self-
exploratory and non-technical. Content, phrasing, and
order of the questions were standardized and were based on
previous extensive experience with a similar real-world
study. The questionnaire posed questions on respondents’
demographics; digestive symptoms of hyperacidity (exces-
sive production of gastric acid by the stomach), heartburn
(burning pain in the lower chest), gastric pain/cramps,
bloating (swollen and uncomfortable sensation), aeropha-
gia (excessive air swallowing), nausea (sensation of an
urge to vomit), bothersome fullness and/or early satiety
(slowed gastric transit), and their severity; Geffer efferves-
cent granules usage patterns; and the consumer’s experi-
ence with Geffer effervescent granules with regard to
symptom relief, onset, and duration of action; impact on
quality of life; and consumer benefits and satisfaction.
Questions relevant to the data presented are provided in
Supplementary Figure 1.

Respondents selected answers to questions from a pre-
defined list. There were no free text options provided, and
pre-defined answers were phrased in a consumer-friendly,
self-explanatory, non-technical way. For the question “How
satisfied are you with effectiveness of Geffer effervescent
tablets for the treatment of your symptoms?” respondents
were asked to rate their answer using a 7-point Likert-type
scale (1 = strongly dissatisfied, 2 = dissatisfied, 3 = slightly
dissatisfied, 4 = neither satisfied nor dissatisfied, 5 =
slightly satisfied, 6 = satisfied, 7 = strongly satisfied). For a
number of other questions (mainly exploring the impact of
Geffer effervescent granules on quality of life and product
attributes), respondents were asked to rate their answers
using the following 7-point rating scale (1 = strongly disa-
gree, 2 = disagree, 3 = slightly disagree, 4 = neither agree

nor disagree, 5 = slightly agree, 6 = agree, 7 = strongly
agree).

Survey population

The key inclusion criteria for subject participation in the
study were an age of 35—65 years, experience of symptoms
suggestive of FD/indigestion at least once a month, use of
Geffer effervescent granules within the previous 6 months,
and the ability to read and understand the online survey.
Participants had to provide written informed consent for
voluntary participation in the study as well as use of pseudo-
anonymized data for research, marketing purposes, and/or
talking to authorities and could not be currently employed by
a pharmaceutical and health care company or currently be
participating in any other research studies including, but not
limited to, a clinical study.

In line with real-world evidence methodology, no exclu-
sion criteria were specified.

On entry into this real-world evidence study, participants
were informed of the objective and use of the study.

Data collection and analysis

The survey was conducted in Italy over the period 4-18
December 2020. Each survey respondent was assigned a
Subject ID that was used throughout the study (to maintain
the anonymity of the participant). IQVIA handled all study
participant liaison, retrieved participant written informed
consent for participation, collected participant survey
responses, and conducted data management and aggregated
statistical analyses.

The survey aimed primarily to collect data regarding the
efficacy of Geffer effervescent granules. Subjects were asked
to report details of any adverse events or any non-efficacy
experienced via the Bayer tool dedicated to spontancous
reporting of events from the market. Information and guid-
ance on how to handle spontaneous reporting were provided
to all participants as part of the subject information and
consenting.

Sample size and power

Assuming an error margin of 5%, a standard deviation (SD)
of 0.5, and a confidence level of 95%, a sample size of
approximately 400 was considered sufficient for a study of
this type.?> Due to the real-world nature of the study, how-
ever, no limit was placed on the number of participants who
could be enrolled.

Statistical methods

Due to the observational nature of this study, results are pre-
sented in the form of summary statistics with numbers and
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Table |I. Respondent demographics (N =409).

Parameter n (%)
Gender
Male 210 (51)
Female 198 (48)
Intersex (<)
Age group
35—40years 126 (31)
41-45years 80 (20)
46-50years 90 (22)
51-55years 57 (14)
56—60years 36 (9)
61—65years 20 (5)
Hyperacidity symptom episodes in past 6 months
| per month 63 (15)
2 per month 71 (17)
3 per month 80 (20)
4 per month 68 (17)
>4 per month 127 31)
Severity of usual disease
Mild (presence of symptoms, but easy to tolerate) 71 (17)
Moderate (discomfort enough to cause 318 (78)
interference with normal activities)
Severe (severe enough to unable to perform 20 (5)

activities of daily living)

Percentages do not total 100% in all cases due to rounding.

percentages of respondents based on the total number of
respondents, unless otherwise stated.

Results

Atotal 0f 409 subjects aged 3565 years who had used Geffer
effervescent granules in the past 6 months were enrolled
from a panel of 15,000 consumers with digestive disorders in
Italy and consented to participate. Of the 409 subjects
enrolled, there was an almost equal split between males and
females, most (296, 72%) were aged between 35 and 50 years
(Table 1), and nearly half (195, 48%) were experiencing four
or more episodes of hyperacidity symptoms (stomachache
and/or heartburn) per month (Table 1).

Respondents were using Geffer effervescent granules for
the symptomatic relief of a range of digestive symptoms,
most frequently hyperacidity (80% of respondents), heart-
burn (72%), and bloating (66%) (Table 2). Gastric pain/
cramps, aerophagia, nausea, and bothersome fullness and/or
carly satiety were also common symptoms prompting the use
of Geffer effervescent granules in 30%—46% of respondents
(Table 2). Nearly half (201, 49%) of respondents reported
experiencing four or more of these symptoms (Table 2).

When asked about the severity of their symptoms,
respondents were able to select from three options: mild
(presence of symptoms, but easy to tolerate), moderate (dis-
comfort enough to cause interference with normal activities),

Table 2. Symptoms treated using Geffer effervescent granules
(N=409).

Parameter n (%)

Symptoms treated using Geffer effervescent granules?
Hyperacidity (excessive production of gastric acid 328 (80)
by the stomach)
Heartburn (burning pain in the lower chest) 296 (72)
Bloating (swollen and uncomfortable sensation) 271 (66)
Aerophagia (excessive air swallowing) 188 (46)
Gastric pain/cramps 150 (37)
Nausea (sensation of an urge to vomit) 140 (34)
Bothersome fullness and/or early satiety 121 (30)

Proportion of patients experiencing symptoms being treated with
Geffer effervescent granules

| of the above symptoms 25 (6)
2 of the above symptoms 66 (16)
3 of the above symptoms 117 (29)
4 of the above symptoms 95 (23)
5 of the above symptoms 61 (15)
6 of the above symptoms 45 (11)
Duration symptoms® have been experienced
Few weeks/<<| month 10 (2)
Few months 56 (14)
<l year 70 (17)
|-3years 151 (37)
>3years 122 (30)

*Multiple answers allowed.
®Hyperacidity accompanied by bothersome fullness and/or early satiety,
nausea, aerophagia, and bloating.

and severe (severe enough to make the subject unable to per-
form the activities of daily living). Most respondents (318,
78%) usually experienced symptoms of moderate severity
(Table 1), and 67% (n=273) of them reported that they had
experienced hyperacidity symptoms accompanied by both-
ersome fullness, nausea, acrophagia, and bloating for more
than 1year (Table 2). Most of the respondents (339, 83%)
reported that their daily activities were impacted by the
symptoms they were treating with Geffer effervescent gran-
ules, whereas only 1 (<1%) respondent reported symptoms
to have no impact, and 69 (17%) experienced only a little
impact. The life aspects most commonly impacted by symp-
toms were respondents’ emotional life (e.g. frustration, bad
mood, anxiety, irritability; n=221, 54%), respondents’ sleep
(n=203, 50%), aesthetic aspects (mainly due to abdominal
swelling; n=149, 36%), and social life (n=133, 33%).

The most common (reported by >30% of respondents)
perceived reasons for the symptoms being treated with
Geffer effervescent granules included stress (e.g. heavy
workload, too many responsibilities; n=244, 60%), eating
heavy food (e.g. meat, pizza, burgers, etc; n=214, 52%),
unhealthy behaviors (e.g. sedentary lifestyle; n=188, 46%),
anxiety (n=167, 41%), eating too much (n=133, 33%), and
consuming large amounts of caffeine (n=128, 31%)
(Supplementary Figure 2).
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Duration of Geffer effervescent granules usage

39%

32%

21%

8%

n=132 n=158 n=85 n=34

Few months ago <1yearago 1-3yearsago >3 years ago

(n=409)

Timing of intake

W Whenever symptoms occurred [l Usually before the meal

(n=409)

Usage frequency

More than three days a week 30%
Two days a week 31%

Three times per month [E53

Twice per month

(n=409)

Number of times Geffer effervescent granules taken for until symptoms
are completely resolved

Twice

n=130 32%

Three times

n=24 6%

(n=409)

Figure |. Geffer effervescent granules usage patterns: duration of use, usage frequency, usage time, and number of times taken until

resolution of symptoms, as reported by respondents (N =409).

To treat their symptoms, most respondents reported that
they took Geffer effervescent granules on 2 or more days
per week (249, 61%) and when symptoms occurred (321,
79%) rather than regularly before a meal. When suffering
a hyperacidity episode, most respondents (255, 62%)
reported that their symptoms usually resolved after a single
administration of Geffer effervescent granules, with only
24 (6%) of respondents having to take the product three
times (Figure 1).

Speed and duration of symptom relief after
taking Geffer effervescent granules

Respondents were asked how rapidly after having taken
Geffer effervescent granules they started to experience an
effect and for how long they were symptom free. Eighty-
seven respondents (21%) reported that they experienced an
effect within 10 min after product intake and more than half
(218, 53%) experienced an overall effect within the initial
15min (Figure 2(a)). The majority of respondents (359,
88%) stated that they experienced symptom relief within
30min (Figure 2(a)). Half of the respondents (204, 50%)
reported that they were symptom free for more than 3h or
until their next meal (Figure 2(b)). Similar percentages were
reported by respondents for onset of complete relief and the

time being symptom free on the individual symptoms of gas-
tric pain/cramps, acidity, bloating, nausea, and sense of full-
ness (Figure 2(b)—(f)).

Impact on quality of life

Nearly all (375, 92%) respondents agreed that their quality
of life improved while they were taking Geffer effervescent
granules to treat hyperacidity symptoms, with only 3 (<1%)
stating they disagreed (8% of respondents were neutral).

More than two thirds (283, 69%) of the respondents had
previously used other medications to treat their hyperacidity
symptoms, of whom 121 (43%) reported that they switched
to Geffer effervescent granules because it was more effective
than their previous medication. Other reasons for switching
to Geffer effervescent granules included faster symptom
relief (79/283, 28%) and a broader range of action on symp-
toms (77/283, 27%) than their previous product.

When asked why they had selected to use Geffer efferves-
cent granules to treat their digestive symptoms, 340 (83%)
reported that the product had been recommended to them by
a health care professional. Other reasons included recom-
mendations by friends or relatives (37, 9%), searches on the
Internet or on social media (11, 3%), or having seen an
advertisement (6, 2%).
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(a) Time taken to start feeling the effect

8%

Within 5 minutes  Within 10 minutes  Within 15 minutes  Within 30 minutes  After 1 hour From2to3hours Cannot answer

(n=409)

(b) Time taken for gastric pain/cramps to resolve

Duration of being symptom free

30minutes  30to60minutes  1to2hours 2to3hours  Morethan Untiithe  Cannot answer
3 hours next meal
(n=409)

Duration of being symptom free

Within 5 minutes  Within 10 minutes  Within 15 minutes  Within 30 minutes  After 1hour From2to3hours  Cannot answer

(n=409)

(C) Time taken for acidity to resolve
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(d) Time taken for bloating to resolve
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9%
8%
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Within 5minutes  Within 10 minutes  Within 15 minutes  Within 30 minutes  After 1 hour From2to3hours Cannot answer

(n=409)
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3hours next meal
(n=409)
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Duration of being symptom free

11%
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3 hours next meal

(n=409)

Figure 2. (Continued)
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(e) Time taken for nausea to resolve

———————————————————————————

26%

14%

13%

9%

3%
n=57 n=105

Within 5 minutes  Within 10 minutes  Within 15 minutes  Within 30 minutes  After 1 hour From 2to 3 hours

Cannot answer

(n=409)

(D Time taken for sense of bothersome fullness to resolve

Within 5 minutes  Within 10 minutes  Within 15 minutes  Within 30 minutes  After 1 hour From 2to3hours Cannot answer

(n=409)

Duration of being symptom free

i i
i i
i |
! 28% !
i i
i i
i i
| 23% i

1 1 21%
i i
i i
i i
i i
i i
i i
i i
i i
12% |
i i
i i
i |
8% i 1
6% i i
i |
i i
i |
2% | |
= n=24 n=31 n=48 [l n=95 n=116 [
i i

30minutes  30to60minutes  1to2 hours 2to3hours  More than Until the

3 hours next meal

Duration of being symptom free

6% 6%
3%
n=23 n=23 n=56 n=136

2to3hours  Morethan Untiithe  Cannot answer
3hours next meal

30minutes  30to60minutes  1to2hours

Figure 2. Time from Geffer effervescent granules intake to provision of symptom relief and duration of complete symptom relief for
(a) overall symptoms, (b) gastric pain/cramps, (c) acidity, (d) bloating, (e) nausea, and (f) sense of fullness (N =409).

Overall, 95% of the respondents were satisfied with the
effectiveness of Geffer effervescent granules on overall
symptom relief; percentages varied between 82% and 95%
for the individual symptoms of gastric pain/cramps, acidity
and acid reflux, bloating, nausea, and bothersome fullness
(Figure 3).

Over 85% of the respondents agreed that their entire
experience with taking Geffer effervescent granules was
easy/very easy (364, 89%); they liked the effervescent for-
mulation (352, 86%); the product was good value for their
money (370, 90%); and they would recommend Geffer effer-
vescent granules to family and friends (385, 94%) (Figure 4).

Discussion

Meal-related digestive symptoms can differ from individual
to individual, ranging from epigastric pain and burning to
nausea and bloating.3 Accordingly, FD, the most common
form of meal-induced digestive disorder, has been divided
into two sub-types, postprandial distress syndrome and epi-
gastric pain syndrome, to account for the different presenta-
tions the disease can have in patients.’ Treatments able to
combine multiple pharmacological actions are therefore rel-
evant to address the array of symptoms patients can face
with meal-related digestive disorders.

Geffer effervescent granules is sold in Italy as an OTC
medication able to treat hyperacidity (pain and/or heartburn)
when accompanied by slowing of gastric transit, nausea, aer-
ophagia, and bloating, all symptoms that can occur in FD. It
combines the prokinetic action of metoclopramide, whose
utility in FD is recognized,>*' with the antacid activity of
sodium bicarbonate and the anti-bloating action of dimethi-
cone. The combination of dimethicone with an antacid, in
particular, has already been shown to improve gastric symp-
toms, including heartburn, pain, and flatulence.?*** However,
the impact of this combination in a real-life setting and on
patients’ quality of life has not previously been investigated.

Real-world evidence studies investigate the performance
of medicinal products and treatments in everyday use, com-
plementing the evidence from controlled clinical trials, to
better understand patient health, compliance, and the effects
and attributes of products when used outside the context of a
controlled setting. Unlike controlled clinical trials, real-
world evidence studies are observational in nature and usu-
ally, in the case of prescription medicines, use data already
available from electronic health records, insurance claims,
product/disease registries, and patient surveys designed to
generate evidence. What is possible for prescription medi-
cines, however, does not always apply to self-care products,
such as Geffer effervescent granules, since such sources
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n=389, 95%

1% n=2
Overall symptom relief 1%n=5
1% n=4

1% n=4
Gastric pain/cramp relief 1% n=2
1% n=4

1% n=2
Acidity and acid reflux relief 196 n=3

1% n=6

1%n=1
Bloating relief 1%n=4
1% n=5

n=7 n=62 i n=79 n=190 n=67 |

1% n=2
1% n=2

Nausea relief

1% n=2
Bothersome fullness relief 1o, n=2

1% n=6

W Strongly dissatisfied M Dissatisfied M Slightly dissatisfied W Neither satisfied nor dissatisfied MISlightly satisfied M Satisfied MStrongly satisfied

Figure 3. Respondent satisfaction with overall symptom relief and relief of gastric pain/cramps, acidity and acid reflux, bloating, nausea,
and bothersome fullness (N=409).

Good value for money

n=36 | n=66 n=218 n=86 }

=1 Lo____
1% n=2

Mstrongly disagree Ml Disagree I Slightly disagree Il Neither agree nor disagree M Slightly agree MiAgree MStrongly agree.

(n=409)

Product taste Likeness for effervescent formulation

n=13 n=38 | n=73 n=195 n=84 !

1%n=6 t )

I Veryunpleasant MUnpleasant [ Neutral/acceptable M Pleasant Ml Very pleasant Wstrongly disagree Ml Disagree M Slightly diisagree M Neither agree nor dlisagree M Slightly agree MiAgree MiStrongly agree

(n=409) (n=409)

Overall experience with product intake Would you recommend Geffer effervescent granules
to treat hyperacidity in your family?

=205 =129

1%n=11

W Verydifficult [l Difficult Ml Neutral/acceptable W Easy M Veryeasy Mstrongly disagree M Disagree W Slightly disagree M Neither agree nor disagree M Slightly agree MiAgree EStrongly agree

(n=409) (n=409)

Figure 4. Consumer ratings of satisfaction with Geffer effervescent granules.
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rarely provide information on their use and performance
under real-world conditions. Therefore, real-world evidence
on self-care products needs to be generated via prospective
or retrospective observational studies involving subjects
who are current or past users of the product. For this retro-
spective real-world data study, subjects who had used Geffer
effervescent granules within the previous 6 months were
recruited from an existing panel of 15,000 Italian consumers
with digestive disorders suggestive of FD.

The aim of the study was to assess the experience of con-
sumers taking Geffer effervescent granules for the sympto-
matic relief of digestive symptoms suggestive of FD (i.e.
hyperacidity, heartburn, gastric pain/cramps, acrophagia,
nausea, and meal-related symptoms such as bloating and
bothersome fullness/early satiety) in a real-life, routine, self-
care setting. The population recruited into this study was
equally split between males and females (51% vs 48%,
respectively), with 72% of respondents being between 35
and 50 years. Most respondents reported experiencing multi-
ple digestive symptoms for more than 1 year, with stress and
anxiety being among the main perceived causes of symp-
toms, together with meal-related factors (e.g. eating heavy or
too much food), which is in line with the known causes of
FD,'¢ as well as recent findings that show a direct interaction
between mood and diet.?®

There is growing recognition of the value of assessing the
experience of patients when evaluating symptomatic dis-
eases and the effectiveness of treatments.?’ Clinical trials
evaluating therapies for people with FD and other digestive
disorders largely focus on the improvement of symptoms
and, to a lesser extent, quality of life, assessed using a range
of global, generic, and disease-specific instruments.?’?®
Other outcomes, such as the perceived speed of symptom
relief and duration of symptom relief under everyday use
conditions, which are considered important to consumers/
patients, are usually not assessed in clinical trials.

In the current real-world data study, Geffer effervescent
granules provided rapid onset of symptom relief, with 21%
of respondents experiencing an effect within 10 min and 88%
reporting an improvement in overall symptoms within
30min. This was also reflected in the similarly rapid onset of
complete resolution of gastric pain/cramps, acidity, bloating,
nausea, and bothersome fullness symptoms, reported by
65%—83% of respondents.

Data from this study show that beside the rapid onset of
perceived symptom relief by Geffer effervescent granules,
respondents also reported the action of the product to be
long-lasting, with 50%—-59% of respondents being free from
their overall symptoms and from symptoms of gastric pain/
cramps, acidity, bloating, nausea, and fullness for more than
3 h or until the next meal.

The majority of respondents (83%) reported that before
using Geffer effervescent granules, their digestive symptoms
affected their everyday activities, a finding that is in line
with the observed impairment of quality of life by symptoms

of epigastric pain, postprandial fullness, and nausea.”'® Most
of the individuals who participated in this real-world data
study (92% of respondents) were of the opinion that their
quality of life improved when taking Geffer effervescent
granules to treat hyperacidity symptoms.

Consumer satisfaction with Geffer effervescent granules
was high: 89% or more of respondents described their entire
experience with taking Geffer effervescent granules to be
easy/very easy, agreed that they would recommend the prod-
uct to family or friends for the treatment of hyperacidity, and
considered Geffer effervescent granules good value for their
money.

Strengths of this study include the large sample size and
the fact that it provides a real-world snapshot of how Geffer
effervescent granules are used and perform in everyday rou-
tine self-care in Italy, providing data on patient-important
outcomes not usually assessed in clinical trials and putting
patients and their health journey at the heart of the investiga-
tion. The study focused on consumers taking Geffer effer-
vescent granules for the symptomatic relief of digestive
symptoms suggestive of FD (i.e. hyperacidity, heartburn,
gastric pain/cramps, acrophagia, nausea, and meal-related
symptoms, such as bloating and bothersome fullness/early
satiety). All participants were recruited from a panel in which
they had been previously profiled for self-reported digestive
disorders likely due to FD. FD is a clinical diagnosis that can
be made only after excluding all other causes of dyspepsia;®
hence, whether participants had FD cannot be confirmed. As
respondents in this real-world data study were people who
had purchased and used Geffer effervescent granules in the
past 6 months (with no incentives offered for participation),
the self-reported results of this study may be considered neu-
tral. Limitation of real-world data studies such as this one, in
which retrospective data are collected via an electronic ques-
tionnaire, is that they cannot be monitored and therefore may
be subject to recall bias.?” The impact of this limitation was
reduced through use of inclusion criteria limiting partici-
pants to those aged 35—65 years who had used Geffer effer-
vescent granules in the 6 months prior to the study (i.e. those
with the highest probability of recent use of Geffer efferves-
cent granules). This is in line with previous investigations,
which have shown that the time between an event and the
time of its assessment is an important factor, with ~20% of
critical details of an event irretrievably lost after 1 year and
~50% after 5years.>* Therefore, a period of 6months in a
repetitively occurring indication was considered adequate to
reduce recall bias and generate reliable and precise data. In
addition, the age inclusion criterion of 35—65 years enabled
us to target those most likely to experience symptoms sug-
gestive of FD.*® The survey questions were not formally
validated. However, the way questions were asked, includ-
ing the provision of categorical answer options to respond-
ents, has been used and tested for robustness and stability in
several other similar studies conducted by Bayer within the
past 2years. In addition, similar questions and Likert-type
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scales have been used to assess digestive symptoms in other
real-world studies assessing treatments for gastrointestinal
disorders.’! Finally, consumers were selected from a panel
comprising people with digestive disorders likely to be due
to FD (with or without heartburn) who were willing to take
part in online surveys, and data may not, therefore, be gener-
alizable to all such people in the Italian general population.

Conclusion

This real-world study in Italian consumers who used Geffer
effervescent granules for the symptomatic treatment of
digestive disorders likely due to FD demonstrated the per-
ceived benefits of a combination of metoclopramide,
sodium bicarbonate, and dimethicone with regard to the
rapid, complete, and durable relief of symptoms of gastric
pain/cramps, acidity, bloating, nausea, and bothersome
fullness; an improvement in quality of life; and a high level
of consumer satisfaction.
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