Revista de psiquiatria y salud mental (Barcelona) 14 (2021) 27-39

, Revistade 50,
Psiquiatria

Revista de Psiquiatria y Salud Menta
y Salud Mental

www.elsevier.es/saludmental E__
ORIGINAL ARTICLE
Expert consensus on information sheet proposals for .
patients under treatment with lithium™ |

Ana Gonzalez-Pinto®*, Vicent Balanza-Martinez”, Antoni Benaberre Hernandez®©,
Luis Gutiérrez-Rojas‘, José Manuel Montes¢, Consuelo de Dios Perrino’,

Victor Pérez Sola¢, Angel Luis Montejo Gonzalez", Anna Giménez Palomo’,

José Manuel Crespo’

@ Hospital Universitario de Alava, EHU, BIOARABA, CIBERSAM, Vitoria, Spain

b Unidad de Salud Mental de Catarroja, Departament de Medicina, Universitat de Valéncia, CIBERSAM, Valéncia, Spain

¢ Unidad de Trastornos Bipolares, Servicio de Psiquiatria, Institut Clinic de Neurociencies, Hospital Clinic de Barcelona,
Universitat de Barcelona, IDIBAPS, Barcelona, Spain

d Unidad de Hospitalizacién de Salud Mental, Hospital Clinico San Cecilio, Granada, Spain

€ Hospital Universitario Ramoén y Cajal, Universidad de Alcald, CIBERSAM, IRYCIS, Madrid, Spain

f Servicio de Psiquiatria, Hospital Universitario La Paz, Instituto de Investigacién Idipaz, CIBERSAM, Madrid, Spain

¢ Institut de Neuropsiquiatria i Addiccions, Hospital del Mar, CIBERSAM, Institut Hospital del Mar d’Investigacions Mediques
(IMIM), Psiquiatria, Universitat Autonoma de Barcelona, Barcelona, Spain

h Universidad de Salamanca, Area de Neurociencias, Instituto de Investigacion Biomédica de Salamanca (IBSAL), Servicio de
Psiquiatria, Hospital Universitario de Salamanca, Salamanca, Spain

i Servicio de Psiquiatria, Hospital Clinic de Barcelona, Barcelona, Spain

i Servicio de Psiquiatria, Hospital Universitari de Bellvitge-ICS, IDIBELL, CIBERSAM, Universitat de Barcelona, L’Hospitalet de
Llobregat, Barcelona, Spain

Received 14 June 2019; accepted 5 November 2019
Available online 14 March 2021

KEYWORDS Abstract

Lithium; Introduction: Lithium is one of the first therapeutic options for bipolar disorder, which is charac-
Bipolar disorder; terised by recurrent mood swings that strongly reduce quality of life. Our purpose was to achieve
Delphi; professional consensus criteria to define the contents of an information sheet for patients with
Patient information bipolar disorder that are starting treatment with lithium.

sheet Materials and methods: A modified Delphi method in two rounds was used. The Scientific

Committee—made up by nine psychiatrists—created a 20-item questionnaire about the informa-
tion that must be given to the patient treated with lithium and selected a panel of ambulatory
and hospital psychiatric experts to agree on this information. Panelists scored each item based
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on a Likert scale of 9 points and could add comments in a confidential manner. It was considered
consensus in agreement when median scores were within the range of [7-9] and in disagreement
within the range of [1-3].

Results: A high level of consensus was reached. In the first round, there was agreement on
17 out of 20 items and, after the second round, there was disagreement on just one item
containing information about the discovery of lithium. Finally, said item was modified in the
Patient’s Information Sheet based on the comments suggested by the panelists.

Conclusions: This study allowed to create an information sheet for patients with bipolar disorder
under treatment with lithium, with information agreed upon by a group of experts from different
health care settings.

© 2019 SEP y SEPB. Published by Elsevier Espana, S.L.U. All rights reserved.

Consenso de expertos sobre propuestas de informacién al paciente en tratamiento

Introduccion: El litio constituye una de las primeras opciones terapéuticas del trastorno bipolar,
el cual se caracteriza por cambios recurrentes en el estado de animo que reducen fuertemente la
calidad de vida. Nuestro objetivo fue alcanzar un consenso de criterio profesional para definir los
contenidos de una hoja de informacion al paciente con trastorno bipolar que inicia tratamiento

Material y Métodos: Se empleo el método Delphi modificado en dos rondas. El Comité Cientifico
—constituido por nueve psiquiatras— elabor6 un cuestionario con 20 items sobre la informacion
que debe comunicarse al paciente tratado con litio y seleccion6 un panel de expertos psiquia-
tras del ambito ambulatorio y hospitalario para consensuar esta informacion. Los panelistas
puntuaron cada item segiin una escala Likert de 9 puntos y podian afadir comentarios de man-
era confidencial. Se considero consenso en el acuerdo cuando la mediana de las puntuaciones
se encontrd en el rango [7-9], y en desacuerdo en el rango [1-3].

Resultados: Se alcanzé un alto nivel de consenso. En la primera ronda, se alcanzo6 acuerdo en
17 de los 20 items, y tras la segunda ronda, solo quedo un item en desacuerdo, el cual contenia
informacion sobre el descubrimiento del litio. Finalmente, dicho item fue modificado en la hoja
de informacion del paciente siguiendo los comentarios sugeridos por los panelistas.
Conclusiones: Este trabajo permitié elaborar una hoja de informacion para el paciente con
trastorno bipolar en tratamiento con litio, con informacion consensuada por un grupo de exper-

© 2019 SEP y SEPB. Publicado por Elsevier Espana, S.L.U. Todos los derechos reservados.

PALABRAS CLAVE
Litio; con sales de litio
Trastorno bipolar;
Delphi; Resumen
Hoja de informacion
al paciente
con litio.
tos de distintos ambitos de la asistencia sanitaria.
Introduction

variability is not known, although it has been suggested that
factors such as ethnicity, cultural factors and variations in
diagnostic criteria and study methodology may play a role.?

Bipolar disorder (BD) is a chronic recurrent disorder char-
acterised by changes in mood and energy, often resulting in
functional and cognitive impairment that severely reduces
quality of life."? It also affects the general health of the
subject, presenting other associated comorbidities such as
diabetes, obesity or cardiovascular problems." It is a com-
mon disorder in the population and one of the main causes
of disability among young people.”* According to a large
cross-sectional survey with more than 60,000 participants
conducted in 11 countries, the prevalence of bipolar disor-
der is 2.4% — including BD type I, type Il, and disorders with
subthreshold symptoms or with bipolar features that do not
meet the criteria for any specific type of BD.* However, there
is great variability between countries,*? ranging from .1% in
India to 4.4% in the United States.* The exact reason for this

According to the World Health Organisation (WHO), BD gen-
erates the second most days out of role, since it mainly
affects the working population, at great cost to society.>%7
BD has a high mortality rate, with suicide being one of the
main causes. In fact, the incidence of suicide in the BD pop-
ulation is 20 times higher than in the rest of the population,
especially if untreated.®’

For more than 40 years, lithium has been the treatment
of choice as a mood stabiliser in BD and to prevent the risk of
relapse or recurrence.’'%-'3 Other drugs such as antiepilep-
tics and antipsychotics are now also recommended and used
in clinical practice. However, lithium, both in monotherapy
and in combination, is one of the first therapeutic options in
BD due to its high effectiveness in the prevention of manic
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and depressive episodes, and its good results in the pre-
vention of suicide.'®'"13-"® However, lithium may also be
associated with some adverse events mainly related to the
endocrine system (thyroid function),® especially in women
under 60 years of age, who are at the highest risk of develop-
ing these thyroid disorders."® In the very long term, and after
prolonged periods of treatment (more than 20 years), renal
problems may occur in a subgroup of patients.?’ In addi-
tion, lithium has a narrow therapeutic range and patients
need to be closely monitored to avoid sub- or suprathera-
peutic doses, and monitor health status and onset of side
effects.'?"?

Fear of adverse effects is one of the main reasons that
patients abandon treatment, which has direct consequences
on the control of their disease.?"?? Although it may seem
obvious, a treatment cannot be effective if the patient does
not take the medication or takes it at a sub-therapeutic
dose.?' Non-adherence to treatment is one of the main chal-
lenges in the management of mental illness.?"?> According
to several studies, the adherence rate in BD is no more than
35%.2"23 Some authors have suggested gradual dose titration
at the start of treatment, because if a patient’s experience
is poor after first exposure to the drug it may make them
believe that they do not tolerate it well, which could have
implications for long-term adherence. There is even the risk
of developing nocebo phenomena in sensitised individuals.'”
In addition to adverse events, other common reasons given
by patients for discontinuing treatment include denial of
the disease and not considering medication necessary.?
To address these issues, patient education and improved
patient-physician communication have been shown to help
improve adherence.?'-?* Therefore, it is important to provide
the patient - or legal guardian - with rigorous and accessi-
ble information about the treatment they are about to start.
However, clinicians often find it difficult to select the main
messages to communicate.

The primary aim of this paper was to reach a consensus of
professional judgement using Delphi methodology to define
the contents of a patient information sheet on the treatment
of BD with lithium salts.

Material and methods

Study design

The modified Delphi method?® was used to define the con-
tents of the patient information sheet for BD patients
treated with lithium salts, a structured, reliable, and remote
professional consensus technique widely used in the health-
care field. This technique makes it possible to explore and
pool the opinions of a professional group on the subject of
interest without the difficulties and disadvantages inherent
to consensus methods with face-to-face discussion (hav-
ing to travel, influence bias, non-confidential interaction,
etc.). Its main advantages are: (a) anonymity in defending
individual opinions; (b) controlled interaction between the
members of the expert panel; (c) the opportunity to reflect
and reconsider an opinion between the first and second
round without losing anonymity; and (d) statistical valida-
tion of the consensus achieved.

Two successive rounds were conducted in which the indi-
vidual and anonymous opinion of each panellist was solicited
by means of an email survey. Between the two rounds,
the panellists received the group results of the first ques-
tionnaire so that they could confidentially contrast their
opinions with those of the other participants and take the
opportunity to reconsider their opinion.

This study was conducted in 3 phases (Fig. 1): (a) initial
phase, in which the scientific committee met to select the
panel and develop the questionnaire; (b) Delphi phase, in
which 2 successive rounds - separated by intermediate pro-
cessing - were applied to expert panellists; (c) final phase,
in which after the compilation and analysis of the results by
the technical team, the results were presented to the scien-
tific committee in a face-to-face session and the conclusions
were discussed for the final draft of the patient information
sheet.

Participants

The scientific committee, comprising 9 psychiatrists from
different Spanish hospitals and research centres, over-
saw drafting the questionnaire and selecting the panel of
experts. All members of the scientific committee had exten-
sive clinical experience in the treatment of BD and in
the use of lithium salts and were endorsed as reference
researchers by the Spanish Society of Biological Psychiatry
(SEPB) (www.sepb.es). A snowballing strategy was used to
recruit the panellists, based on the professional contacts of
the committee members, who in turn proposed new candi-
dates from their professional backgrounds who were experts
in the field. The panellists were psychiatrists from ambula-
tory and hospital settings, by necessity experienced in the
use of lithium salts and with impactful publications on BD.
Geographical distribution and distribution by type of care
setting were considered in the selection of the panellists.

The technical team managed and supervised the process,
overseeing implementation of the method, statistical anal-
ysis, and interpretation of results.

Drafting the questionnaire

The scientific committee defined the contents of the Del-
phi questionnaire after grouping and synthesising all the
information obtained from the literature review and the
committee’s working meetings.

The final version of the questionnaire was divided into 2
blocks (Table 1). The first block included 14 items on aspects
that should be made known to the person starting lithium
treatment (items 1-14); and the second block included 6
items dealing with general information on lithium (items
15-20).

The rating scale used for all questions was a 9-point
Likert-type ordinal scale (minimum 1, strongly disagree;
maximum 9, strongly agree), like the conventional for-
mat developed at UCLA-Rand Corporation for the method
of assessing appropriate use of health technology.?® The
response categories were described by linguistic qualifiers
in 3 regions ([1-3], disagree; [4-6], neither agree nor dis-
agree; [7-9], agree). The survey also allowed the possibility
of adding free comments to each item confidentially.
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Table 1

Results of the level of consensus reached by all the experts on each item after 2 rating rounds.

Mean

Median

% outside
the median

Interquartile % panellists

range

in agreement

Result

10

11

Block 1. The following message should be present on the information sheet
for patients about to start lithium treatment

‘*Your psychiatrist is an expert in the treatment of bipolar disorder. Medical
training in Spain is thoroughly regulated. So, trust your doctor, it is important
to them to help you improve your health. Feel free to ask any questions you
need’’

‘A third of people have an excellent response to lithium. That means they
will have very few, if any, manic or depressive episodes’’

‘It is essential to take your lithium treatment properly. If you think that you
will forget to take it often, discuss this with your doctor. If not taken
correctly, lithium is not effective, but if taken correctly, its level of efficacy is
very high’’

‘“You can use a few tricks to help you take your lithium properly and not miss
any doses: spread the doses of the medication over two daily doses (rather
than the usual three) and agree this with your doctor; use a weekly pill
organiser, available in pharmacies, so that you know whether you have taken
all your pills properly; always keep your medication in the same place where
you can find it easily; set alarms on your mobile phone’’

‘*With proper care, most people usually tolerate lithium well. You should take
some precautions, which are explained in the following points (6-12,
inclusive)’’

‘It is not recommended for use in people with kidney or severe heart failure
or a condition called myasthenia gravis. It should also not be taken by people
at risk of severe dehydration with a risk of decreased sodium levels
(occasionally caused by some diuretics) or with a proven allergy to lithium’’
‘‘Regular blood tests are also necessary to determine blood lithium levels and
to find the appropriate dose to remain within the desired range to ensure
effectiveness. Levels of lithium above the therapeutic range may increase side
effects and cause toxicity, while levels below the therapeutic range are
ineffective’’

‘*Blood tests are also necessary to monitor kidney and thyroid function and to
ensure that your body is functioning properly as a whole’’

**You should watch your diet, as there is some risk that lithium can cause
weight gain”’

‘It is important not to stop taking common salt with meals, as this could
increase lithium levels in the blood and lead to toxicity. This is because the
sodium contained in common salt competes with lithium to be eliminated
from the body through the urine’’

“‘In situations of increased sweating (fever, physical exercise, sauna) and
diarrhoea, salt needs to be replaced, which can be achieved by drinking an
isotonic drink’’

7.73

6.41

8.39

7.83

7.87

7.74

8.65

8.52

7.39

7.96

7.91

22.73

31.82

4.35

13.04

17.39

17.39

26.09

21.74

13.04

77.27

68.19

95.65

86.95

82.61

82.61

100

100

73.91

78.26

86.96

Agreement
(2nd round)

Agreement
(2nd round)
Agreement

Agreement

Agreement

Agreement

Agreement

Agreement
Agreement

Agreement

Agreement
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Table 1 (Continued)

Mean

Median % outside
the median

Interquartile % panellists

range

in agreement

Result

12

13

14

15

16

17

Concomitant treatment with non-steroidal anti-inflammatory drugs (aspirin,
ibuprofen, etc.) and diuretics, especially so-called thiazide diuretics, should
be avoided as they may cause an increase in lithium blood levels. If necessary,
you should inform your regular psychiatrist of this and any other changes or
addition of new drugs, due to possible interactions that could cause changes
in lithium levels. Your psychiatrist may recommend adjustments to your
lithium dosage and more frequent blood tests during treatment with the drugs
mentioned above’’

*‘If you wish to become pregnant or are breastfeeding, you should inform your
psychiatrist to decide whether to continue treatment. If treatment is
discontinued, it should be gradually reduced and supervised by your doctor. It
is highly recommended that you plan your pregnancy in advance and discuss
with your doctor the advantages and possible risks of continuing treatment
with lithium salts during pregnancy before becoming pregnant.’’

‘On the day of your lithium test, take your last dose of lithium 12 hours
beforehand (time it to be as close to this as possible) and take the morning
dose after blood has been taken’’

Block 2. | consider that general information on ‘‘...?"’ should be included
on the information sheet for patients who are going to start lithium
treatment. Suggested information included

What is lithium?

Lithium is an element that is widely distributed in nature and extracted from
certain rocks, natural salts, and some minerals. It is also present, albeit in
small amounts, in the human body

When and where was it discovered?

Lithium was discovered by Johann Arfvedson in 1817, in a petalite mine on Uto
island (Sweden). In 1949, an Australian psychiatrist, John F. Cade, discovered
the therapeutic effect of lithium salts on bipolar disorder

For which diseases are lithium salts used?

Lithium salts, in particular lithium carbonate (Li;CO3), are used particularly
for the treatment of bipolar disorder, both the manic and depressive phases,
and for the prevention of further episodes. Due to its high efficacy, it is
considered the treatment of choice for this disorder. The efficacy of lithium
has been demonstrated in rigorous controlled clinical studies involving a very
large number of patients. Moreover, extensive clinical experience has
accumulated after decades of its medical use. In addition to its use in bipolar
disorder, it is also used in schizoaffective disorder and in some forms of
depression as a mood stabiliser, with very high rates of effectiveness.
However, it is important to clarify that low blood levels of lithium are not the
cause of bipolar disorder: the fact that lithium is effective in the treatment of
bipolar disorder does not mean that people with bipolar disorder are lithium
deficient Therefore, a lithium blood test is not a diagnostic test for bipolar
disorder. Normally, if lithium is not taken, levels are undetectable.

8.35

8.43

8.78

7,7

3.45

7.35

9 4.35

9 4.35

9 4.35

9 21,74

2 36.36

8 17.39

1

95.65

95.66

95.66

78,25

9.09

82.6

Agreement

Agreement

Agreement

Agreement

Indeterminate
(2nd round)

Agreement
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Table 1 (Continued)

Mean

Median

% outside
the median

Interquartile
range

% panellists
in agreement

Result

18

19

20

What are the most common doses of lithium salts?

The dose of lithium needed is different for each person, but the most common
daily doses are between 900 and 1200 mg, usually divided into two or three
doses taken with meals. Regular blood tests are carried out to check that the
dose used is maintaining optimal lithium blood levels (lithaemia), which
should be between .5 and 1.2 mEq/L to prevent relapse), which should be
between .6 and 1.2 mEq/L. However, the desired levels for maintenance or to
prevent relapse are around .8 mEq/L, and during relapses, especially in the
manic phase, around 1 mEq/L

What are the most common side effects?

Lithium treatment is usually well tolerated. Like all drugs, it has some side
effects, many of which are transient and can be reduced with certain
strategies. Possible side effects include mild tremor, increased thirst and
urinary frequency, weight gain, nausea, diarrhoea, drowsiness, and muscle
weakness. Bear in mind that these side effects do not necessarily occur in all
patients and are reversible and potentially controllable by adjusting the
treatment.

What are the warning signs of lithium toxicity?

If symptoms suggestive of toxicity appear, you should contact your doctor or
go to the emergency department of your referral hospital. These symptoms
are vomiting, severe diarrhoea, severe tremor of the hands or legs, frequent
muscle twitching, blurred vision, mental confusion or disorientation, sedation,
severe malaise, severe weakness or tiredness, fever, loss of balance,
convulsions, rapid or irregular heartbeat, slurred speech. Being aware of these
warning signs allows increased lithium in the blood to be detected early and
helps to reverse the situation quickly. Toxicity tends to be more common in
people who take a lot of drugs or who have several illnesses, and in people
over 65 years of age. Therefore, in these cases, monitoring should be
maximised to prevent the risk of toxicity.

7.48

8.48

8.22

21.74

4.35

2

78.26

100

95.65

Agreement

Agreement

Agreement
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Scientific committee

Initial stage

Face-to-face meetings

* Literature review

* Drafting of the questionnaire
* Selection of expert panel

DELPHI stage

Technical team

Expert panel

Editing of the questionnaire
Emailing of 1st questionnaire

FIRST ROUND
* Response to 1st round

Analysis of the group’s
responses

Iltems where there is no
consensus go to the 2nd round
Emailing of 2nd questionnaire
together with the results of the
analysis of the 1st round

SECOND ROUND

Reading of the group’s
answers in the 1st round
and comparison with own
answers

* Response to 2nd round

* Final statistical analysis of the
responses

* Presentation of the results to
the Scientific Committee

Final stage
Face-to-face meetings
* Conclusions [
« Drafting of consensus
Figure 1

Statistical analysis and interpretation of results

To analyse group opinion and the type of consensus reached
on each question, we used the median position of the group
scores and the level of agreement reached by the respon-
dents, according to the following criteria:?’ (a) There was
considered to be consensus on an item when there was
agreementof opinion in the panel, i.e., when more than
two-thirds of the panellists scored the item in the same 3-
point region in which the median was located, either in the
region of disagree [1-3], neither agree nor disagree [4-6],
or in the region of agree [7-9]. In this case, the median
value determined the group consensus reached: the major-
ity disagreewith the item if the median was <3, or the
majority agreewith the item if the median was >7. Cases
where the median was in the region [4-6] were considered
borderlineitems for a representative majority of the group.
b) There was considered to be no consensus on an item when
there was discordancein the panel’s judgement, i.e., when
the scores of a third or more of the panellists were in the
region [1-3] and another third or more were in the region
[7-9]. Those remaining items where neither concordance
nor discordance was observed were considered to have an
“‘indeterminate’’ level of consensus.

Items that were borderlinedr on which there was no
consensus in the first round (including both items in
‘*discordance’’ and items with an ‘‘indeterminate’’ level

33

Flowchart of the stages in the drafting of the information sheet for patients under treatment with lithium salts.

of consensus) were carried forward to the second Delphi
round. Items with an interquartile range >4 points (range of
scores contained between values p25 and p75 of the distribu-
tion) were also re-evaluated. Before moving on to the second
round, the panellists were provided with the results of the
first round in bar charts, together with comments and clar-
ifications provided anonymously by each participant. They
were then asked to make a second assessment of those items
not agreed in the first round. In this second round, the items
that were definitively agreed were identified following the
same criteria as in the first round.

To compare between items, the mean score of the panel-
lists on each question was calculated with its 95% confidence
interval. The more extreme the mean score for an item, the
clearer the consensus on the proposition expressed by each
item was considered to be, either in agreement (mean closer
to 9) or disagreement (mean closer to 1). The smaller width
of the confidence interval was interpreted as an expression
of greater unanimity of opinion in the group.

Items where consensus was not reached after completing
the entire process were analysed descriptively to distin-
guish whether the lack of consensus was due to persistent
disagreement of opinion among the panellists, or to the
majority positioning of the panel in the borderline region
regarding the item, i.e., the majority in the group said
they neither agreed nor disagreed (score in the region
[4-6]).
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Results

The expert panel consisted of 22 psychiatrists (59% men
and 41% women) from the Community of Madrid, Catalonia,
Valencia, Andalusia, Castilla y Ledn and the Basque Country.

All the panellists completed the 2 rounds of evaluation.
In the first round, 12 of the 14 items in the first block and 5 of
the 6 items in the second block were agreed according to the
pre-established evaluation criteria; all of them in terms of
agreement with the proposed statements on lithium treat-
ment. The remaining items on which there was no consensus
(items 1 and 2 of the first block and item 16 of the sec-
ond block) were reconsidered in the second round. Table 1
shows the results obtained for each of the items in either
the first or the second round, indicating the median, mean,
interquartile range, percentage outside the median and per-
centage of panellists agreeing with each item. Fig. 2 shows
the distribution of scores given by the panellists to the items
on which no consensus was reached in the first round. The
distribution of the experts’ scores in the first round on all
items is detailed in Appendix B Fig. S1 of the Supplementary
material.

After the second round there was only one item, item 16,
which remained indeterminate, neither agree nor disagree.
This item, belonging to the second block, the panellists
were asked whether they considered that general informa-
tion regarding ‘*When and where was lithium discovered?’’
should be present on the information sheet for patients
starting lithium treatment. The information proposed in
response to this question was: Lithium was discovered by
Johann Arfvedson in 1817, in a petalite mine located on
Uto Island (Sweden). In 1949, an Australian psychiatrist,
John F. Cade, discovered the therapeutic effect of lithium
salts in bipolar disorder: In the second round, the median
score for this item was 2 and the mean score 3.45, with the
percentage of responses outside the 3-point region includ-
ing the median being 36.36% and the interquartile range 2.
Although in the majority the panellists disagreed with this
item (63.6%), up to 27.2% of the experts considered this item
borderline and only 9.1% agreed.

It is worth noting that in 8 of the 20 items there was
consensus in the agreement of more than 95% of the panel-
lists. Six in the first block (items 3, 7, 8, 12, 13 and 14) and
the remaining two in the second block (items 19 and 20). The
items in the first block addressed the importance of follow-
ing lithium treatment correctly for it to be effective (item
3), the need for blood tests to measure lithaemia (items
7 and 8), guidelines on how to take lithium when bloods
are taken (item 14), the need to consult a doctor, both in
case of concomitant treatment with other drugs (item 12)
and in case of pregnancy and breastfeeding (item 13). The 2
items in the second block contained information on the side
effects of lithium (item 19), and warning signs of lithium
toxicity (item 20) (Table 1).

The information sheet for BD patients starting treatment
with lithium salts was drafted when the results were anal-
ysed, taking the comments of the panellists into account
(Table 2). The scientific committee approved the inclusion
in the patient information sheet of item 16, which had been
left indeterminate, but amended it with the comments sug-
gested by the panellists (Tables 1 and 2).

Discussion

Overall, a high level of consensus was reached on the con-
tents to be included in the information sheet for BD patients
starting lithium treatment. In the first round, there was
consensus agreement on 17 of the 20 items presented to the
panellists (86%). Of the remaining 3 items, 2 were agreed
in the second round, leaving only one item indeterminate,
therefore the final consensus reached was 95%.

In general, the items on which there were most differ-
ences (although there was also consensus in agreement)
were those that gave more general information about
lithium and were not specific recommendations for the
patient under treatment with lithium salts. This is the case
with item 16, which dealt with the discovery of lithium and
was the only item that remained indeterminate. Some of
the panellists’ comments on this item highlighted its lack of
relevance for the patient. Finally, it was decided to follow
the recommendations from the panellists’ comments and
include this question in the patient information sheet, but in
a shorter form. For the final draft of the information sheet,
not only the comments on the above-mentioned item were
considered, but also the comments of the panellists on other
items on which agreement was reached, but which helped
improve the clarity of the information and its accessibility
for the patient.

The questions where agreement was highest - more than
95% of panellists scored in the region of agreement [7-9]
- were those related to informing the patient on correct
intake and follow-up of treatment and the complications
they might experience. A clear understanding by the patient
of the risks and benefits of their treatment - knowing the
main side effects and warning signs - how to take lithium
for maximum efficacy, their necessary follow-up and mon-
itoring, and when to consult their doctor (e.g. planning a
pregnancy or taking concomitant medications), are key fac-
tors in improving adherence to treatment and thus achieving
greater efficacy.'*?"2224 Therefore, it is important to pro-
vide patients with adequate information about their disease
and treatment. In fact, in the case of lithium, several stud-
ies have highlighted the relationship between adherence to
treatment and the patient’s knowledge of the drug.?%

While there are clinical guidelines and consensuses aimed
at professionals on the management of BD patients treated
with lithium,?*~3 there are no published recommendations
for patients that have been developed using Delphi method-
ology. When searching for recommendations on the Internet,
patients find information on which there may be little
professional consensus, or that might even be harmful to
them.?=3 While it is true that there are some hospital
or autonomous community guidelines with information for
patients, this is the first study to apply the Delphi method-
ology to develop a validated patient information sheet for
lithium treatment, with the collective opinion of a group
of experts from all over Spain, from different rather than
individual healthcare fields. The Delphi methodology is an
important tool widely used to decide the contents of ques-
tionnaires and information sheets provided to patients on
various health-related issues, such as, for example, the
instructions they should follow after surgery.3*3¢ In fact, this
methodology has been used by the International Society for
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Figure 2 Distribution of the experts’ opinions on items where consensus was not reached in the first round (left panel) and
distribution of opinions on the same items after the second round (right panel). Rating: [1-3], disagree; [4-6], neither agree nor
disagree; [7-9], agree. (A) The message ‘“Your psychiatrist is an expert in the treatment of bipolar disorder. Medical training in Spain
is thoroughly regulated. Therefore trust your doctor, it is important to them to help you improve your health. Feel free to ask any
questions you need’’ should be present on the information sheet for patients who are about to start treatment with lithium. (B) The
message ‘‘A third of people have an excellent response to lithium. That means they will have very few, if any, manic or depressive
episodes’’ should be present on the information sheet for the patient who is going to start lithium treatment. (C) | consider that
general information regarding ‘‘When and where was it discovered?’’ should be present on the information sheet for the patient
who is going to start treatment with lithium. Suggested information: ‘‘Lithium was discovered by Johann Arfvedson in 1817, in a
petalite mine located on Uto Island (Sweden). In 1949, an Australian psychiatrist, John F. Cade, discovered the therapeutic effect
of lithium salts in bipolar disorder’’.
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Table 2

Patient information sheet for consent to treatment with lithium salts.

General information on treatment with lithium salts

What is lithium?

Lithium is an element that is widely distributed in nature and is extracted from certain rocks, natural salts, and
some minerals. It is also present, albeit in small amounts, in the human body

When and where was it discovered?

In 1949, an Australian psychiatrist, John F. Cade, discovered the therapeutic effect of lithium salts on bipolar
disorder

For which diseases are lithium salts used?

Lithium salts, in particular lithium carbonate (Li;CO3), are used particularly for the treatment of bipolar
disorder, both the manic and depressive phases, and for the prevention of further episodes. Due to its high
efficacy, it is considered the treatment of choice for this disorder

The efficacy of lithium has been demonstrated in rigorous controlled clinical studies involving a very large
number of patients. Moreover, extensive clinical experience has accumulated after decades of its medical use.
In addition to its use in bipolar disorder, it is also used in schizoaffective disorder and in some forms of
depression as a mood stabiliser, with very high rates of effectiveness.

However, it is important to clarify that low blood levels of lithium are not the cause of bipolar disorder: the fact
that lithium is effective in the treatment of bipolar disorder does not mean that people with bipolar disorder are
lithium deficient. Therefore, a lithium blood test is not a diagnostic test for bipolar disorder. Normally, if lithium
is not taken, levels are undetectable.

What are the most common doses?

Your psychiatrist will adjust the dose you need and how often you need to take it. Regular blood tests are carried
out to check that the dose used is maintaining optimal lithium blood levels (lithaemia), which should be between
.5 and 1.2 mEq/L to prevent relapse.

What are the most common side effects?

Lithium treatment is usually well tolerated. Like all drugs, it has some side effects, many of which are transient
and can be reduced with certain strategies that your psychiatrist can suggest. Possible side effects include mild
tremor, increased thirst and urinary frequency, weight gain, nausea, diarrhoea, drowsiness, and muscle
weakness. Bear in mind that these side effects do not necessarily occur in all patients and are reversible and
potentially controllable by adjusting the treatment.

What are the warning signs of lithium toxicity?

If symptoms suggestive of toxicity appear, you should contact your doctor or go to the emergency department of
your referral hospital. These symptoms are vomiting, severe diarrhoea, severe tremor of the hands or legs,
frequent muscle twitching, blurred vision, mental confusion or disorientation, sedation, severe malaise, severe
weakness or tiredness, fever, loss of balance, convulsions, rapid or irregular heartbeat, slurred speech. Being
aware of these warning signs allows increased lithium in the blood to be detected early and helps to reverse the
situation quickly. Toxicity tends to be more common in people who take a lot of drugs or who have several
illnesses, and in people over 65 years of age. Therefore, in these cases, monitoring should be maximised to
prevent the risk of toxicity.

Recommendations for treatment with lithium salts

Trust your doctor, it is important to them to help you improve your health. Feel free to ask questions about the
treatment you are prescribed

There are a significant number of people who have an excellent response to lithium salts. This means they will
have very few, if any, manic or depressive episodes

It is essential to take your treatment with lithium salts correctly. If you think you will forget to take your lithium
salts regularly, discuss this with your doctor. If not taken correctly, lithium may not be effective, but if taken
correctly, the level of efficacy is very high

You can use a few tricks to help you take your lithium properly and not miss any doses: spread the doses of the
medication over two daily doses (rather than the usual three) and agree this with your doctor; use a weekly pill
organiser, available in pharmacies, so that you know whether you have taken all your pills properly; always keep
your medication in the same place where you can find it easily; set alarms on your mobile phone or any other
useful reminders. On the day of your lithium test, take your last dose of lithium 12 h beforehand (time it to be as
close to this as possible) and take the morning dose after blood has been taken

With proper care, most people usually tolerate lithium well. You should take some precautions, which are
explained in the following points (6-12, inclusive)

It is not recommended for use in people with kidney or severe heart failure or a condition called myasthenia
gravis. It should also not be taken by people at risk of severe dehydration with a risk of decreased sodium levels
(occasionally caused by some diuretics) or with a proven allergy to lithium
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Table 2 (Continued)

General information on treatment with lithium salts

10

11

12

Regular blood tests are also necessary to determine blood lithium levels and to find the appropriate dose to
remain within the desired range to ensure effectiveness. Levels of lithium above the therapeutic range can
increase side effects and cause toxicity, while levels below the therapeutic range are ineffective

It is advisable to take care with diet and exercise to reduce the risk of weight gain

It is important not to vary the amount of common salt consumed in the diet, to avoid an excessive increase in
lithium levels in the blood and the possibility of lithium toxicity

In situations of increased sweating (fever, physical exercise, sauna) and diarrhoea, salt needs to be replaced,
which can be achieved by drinking an isotonic drink

Always inform your doctors that you are being treated with lithium. Chronic concomitant treatment with
non-steroidal anti-inflammatory drugs such as ibuprofen and diuretics should be avoided, as they may cause an
increase in lithium blood levels. However, if these drugs are necessary, and when starting any other new
treatment, you should inform your regular psychiatrist, due to possible interactions that may cause changes in
lithium levels. Your psychiatrist may recommend adjustments to your lithium dose and more frequent blood tests
for the duration of your treatment with the drugs mentioned above. Blood tests are also necessary to monitor
kidney and thyroid function and to ensure that your body is functioning properly as a whole

It is highly recommended that you plan your pregnancy in advance and discuss with your doctor the advantages
and possible risks of continuing treatment with lithium salts during pregnancy before becoming pregnant. If you
wish to become pregnant or if you are breast-feeding, you should inform your psychiatrist to decide whether to
continue treatment. If treatment is discontinued, it should be gradually reduced and supervised by your doctor

Bipolar Disorders (ISBD) itself to develop a guideline on the
use of lithium in the management of older adult patients
with bipolar disorder.*° However, this is directed at clini-
cians, not patients.? In addition, in our work, the fact that
the panellists were able to make comments on each item
anonymously not only helped to reach a consensus in the
second round, but also to improve the final wording of the
patient information sheet.

A limitations of this work is that not all autonomous com-
munities were represented, although we attempted to have
a broad geographical representation of the panellists. More-
over, although experts from both hospital and ambulatory
settings participated, experts from other areas such as phar-
macists were not included. As this was a patient-focused
sheet, it would have been valuable to have the opinion of
some representatives of patients’ associations to check that
the patient was indeed able to understand and comprehend
all the information provided.

Once the patient information sheet agreed upon in this
study has been disseminated through the SEPB and imple-
mented in routine clinical practice, it would be interesting
to analyse patient satisfaction with this information and
compare it with that prior to the use of the information sheet
developed in this study. On the other hand, once its use is
widespread, it would also be interesting to assess whether
its implementation has had an impact on the patient in terms
of improved adherence to lithium and even a reduction in
the number of lithium toxicities.

Conclusion

Through this work, we drafted an information sheet for the
TB patient on lithium treatment, with information agreed
by a group of experts from different healthcare settings.
Providing the patient with clear and concise information is
essential at the start of treatment. It will improve adher-

ence, improve the monitoring of adverse events, and avoid
risks due to toxicity, help improve the drug’s efficacy and
gain better control of the disease, and thus improve clinical
evolution and prognosis.
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