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Abstract

Objective: Dravet syndrome is a developmental and epileptic encephalopathy
characterized by drug-resistance, lifelong seizures, and significant comorbidities
including intellectual and motor impairment. Receiving a diagnosis of Dravet
syndrome is challenging for parents/caregivers, and little research has focused
on how the diagnosis should be given. A Delphi consensus process was under-
taken to determine key aspects for healthcare professionals (HCPs) to consider
when communicating a Dravet syndrome diagnosis to parents/caregivers.
Methods: Following a literature search and steering committee review, 34 state-
ments relating to the first diagnosis consultation were independent- and anony-
mously voted on (from 1, totally inappropriate, to 9, totally appropriate) by an
international group of expert child neurologists, neuropsychiatrists, nurses, and
patient advisory group (PAG) representatives. The statements were divided into
five chapters: (i) communication during the first diagnosis consultation, (ii) in-
formation to be delivered during the first diagnosis consultation, (iii) points to
be reiterated at the end of the first diagnosis consultation, (iv) information to be
delivered at subsequent consultations, and (v) communication around genetic
testing. Statements receiving >75% of the votes with a score of >7 and/or with a
median score of >8 were considered consensual.

Results: The statements were evaluated by 44 HCPs and PAG representatives
in the first round of voting; 29 statements obtained strong consensus, 3 received
good consensus, and 2 did not reach consensus. The committee reformulated and
resubmitted 4 statements for evaluation (42/44 voters): 3 obtained strong con-
sensus and 1 remained not consensual. The final consensual recommendations
include guidance on consultation setting, key disease aspects to convey, how to
discuss genetic testing results, disease evolution, and the risk of SUDEP, among
other topics.
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1 | INTRODUCTION

Dravet syndrome is a developmental and epileptic en-
cephalopathy of infantile onset caused in the major-
ity of cases by pathogenic variants in the SCNIA gene,
which encodes the alpha subunit of the NaV1.1 sodium
channel.? This rare and severe condition is associated
with drug-resistant, lifelong seizures and comorbidities
of various degrees of severity. These include motor im-
pairments such as gait difficulties and poor coordina-
tion, intellectual disabilities, speech delays, behavioral
difficulties, sleep disturbances, and a heightened risk of
sudden unexpected death in epilepsy (SUDEP).? It has a
premature mortality rate of 6%-18%, with SUDEP being
the most common cause of death in children, followed
by status epilepticus.*> Due to the broad spectrum of
symptoms and its clinical evolution over time, manag-
ing this condition requires a team of multidisciplinary
medical, paramedical, and social care professionals.é’8
As such, the role of the healthcare team is crucial, as
parents/caregivers of young children with Dravet syn-
drome will experience high emotional and physical bur-
den, but also a deterioration of their quality of life (e.g.,
psychosocial and financial difficulties or restriction of
social activities).” 2

Receiving a diagnosis of Dravet syndrome is usually
devastating for parents/caregivers."*'* Parents not only
want their child’s condition to be managed by an expert,
but often depend on the healthcare team for information
and support and rely particularly on appropriate commu-
nication skills, but also accountability and thoroughness
by their child neurologist.">™’

In recent years, therapeutic and genetic advances
have enabled the development of national and interna-
tional recommendations for the clinical management of
Dravet syndlrome,zo'24 including recommendations for

18,19

Significance: It is hoped that this international Delphi consensus will facilitate a
better-structured initial diagnosis consultation and offer further support for par-
ents/caregivers at this challenging time of learning about Dravet syndrome.
Plain Language Summary: Diagnosis of Dravet syndrome, a rare and severe
form of childhood-onset epilepsy, is often challenging to give to parents. This in-
ternational study developed guidance and recommendations to help healthcare
professionals better structure and personalize this disclosure. By following this
advice, doctors can provide more tailored support to families, improving their
understanding and management of the condition.

best practice recommendations, Delphi consensus, diagnosis communication, Dravet
syndrome, healthcare professional-patient relationship

Key points

« Dravet syndrome is a rare developmental
and epileptic encephalopathy character-
ized by drug-resistant, lifelong seizures and
comorbidities.

« Giving this diagnosis is challenging, due to the
large amount of information to be delivered
and the difficulty of handling its challenging
effect on families.

« Consensual statements provide healthcare pro-
fessionals with pragmatic guidance for good
communication around the diagnosis with p
arents/caregivers.

the assessment of patient and caregiver's quality of life.>
However, these recommendations’**>? have mainly
looked at the clinical and therapeutic management of
Dravet syndrome, and contain fragmented information on
how to give the diagnosis to parents.

To fill this gap, a Delphi consensus was undertaken
to enhance recommendations for existing disease man-
agement guidelines and to provide healthcare profes-
sionals (HCPs) with practical advice specifically related
to the communication of a Dravet syndrome diagnosis.
These recommendations include the consultation set-
ting, initial information to be provided to parents/care-
givers about the disease and its management, as well as
communication modalities. To the best of our knowl-
edge, our study is one of the first to focus solely on the
communication of the diagnosis without entering into
considerations of choice of treatment or personalized
clinical management.
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2 | MATERIALS AND METHODS

2.1 | The Delphi methodology

The Delphi method is an iterative consensus approach
based on information collected from a panel of partici-
pants with expertise in a topic under consideration.*’ !
In recent years, this approach has been widely used
in epileptology®> and in research on Dravet syn-
drome.****7* In accordance with international meth-
odologies,”® " our study was structured as a Delphi
consensus conducted between April 2023 and February
2024 with international experts involved in Dravet syn-
drome management. Expert opinion was obtained dur-
ing two rounds of scoring based on statements written
by the expert authors of this study (see section Steering
committee [SC] and statements). Participants indicated
their level of agreement with the statements using a 9-
point Likert scale ranging from 1 (totally inappropriate)
to 9 (totally appropriate). There was no option of “no
opinion.” The percentage of scores and medians were
calculated for each statement separately in each of the
two voting rounds.

A “strong consensus” was defined for a statement when
>75% of the scores were >7 and the median score was >8.
When only one of these two parameters was satisfied, the
statement was considered to have obtained a “good con-
sensus”.?** Any other situation was considered as a “lack
of consensus.”

2.2 | Steering committee (SC) and
statements

A multidisciplinary international SC with expertise in
pediatric neurology, psychiatry, psychology, nursing, and
patient advisory (i.e., the expert group of authors of this
study) was formed. Statements for the first round of vot-
ing were formulated during three meetings. The proposed
statements were based on international recommenda-
tions, literature on diagnostic communication about se-
vere pediatric illnesses in general and Dravet syndrome in
particular, and the clinical experience of the SC members
(Figure S1).

2.3 | Composition of the rating group

A carefully considered process was undertaken to se-
lect experts for the rating group who would be voting
on the SC Delphi statements and giving them scores.
To ensure that all experts had a high level of expertise
in the management of Dravet syndrome and a strong

international representation, they were identified via
several sources: literature review via PubMed, profes-
sional, and patient association websites (i.e., Dravet
Syndrome European Federation and Dravet Syndrome
Foundation), and identification of expert centers via
their professional websites. In terms of medical special-
ties, the targeted profiles were pediatric neurologists
[the majority], neuropsychiatrists, genetic counselors,
pediatric neuropsychiatrists, neuropsychologists, and
nurses. Patient advisory groups (PAG) were also invited
to participate, excluding the two PAGs already repre-
sented by the SC. The predetermined goal was to gather
10 voting experts from each of the six countries corre-
sponding to the SC nationalities: France, Spain, Italy,
Germany, the United Kingdom, and the United States,
that is, 60 voting experts in the rating group. A filter
question was included to ensure that participants had
already taken part in at least one diagnostic conversa-
tion process for Dravet syndrome before voting could
proceed (Figure 1).

Participants in the rating group remained anonymous
throughout the process and had no interaction with the
SC, whose members were excluded from voting on the
Delphi statements.

2.4 | Conduct of voting rounds

The selected experts were invited to participate via an
email link to the Delphi statements. In voting round #1,
free-form comments were authorized and were compul-
sory for scoring statements <6. After round #1, for each
statement, scores were summarized and all free-form
comments made by the voters were pooled, anonymized,
synthesized, and classified according to the corresponding
grades'™:

« Statements with a strong consensus (i.e., 275% of scores
>7 and median >8) were validated and directly included
in the final recommendation.

« Statements without consensus were either reformu-
lated or modified based on voters' comments and
submitted to voting round #2, or either left without
consensus.

« Statements with a good consensus (i.e., 275% of scores
>7 or median >8) were discussed and proposed for vot-
ing round #2 only if, after analyzing voters’ comments,
the SC found more agreeable wording.

Using the same individual e-mail system with per-
sonalized access to the survey site, voters in voting
round #1 were invited to take part in voting round
#2, this time for four statements, with no option of
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Recruitment

FIGURE 1 Composition of rating
group and responder rates. *Inclusion of

Group Representatives / Nurses

syndrome?”

Targeted profiles: Pediatric Neurologists / Neuropsychiatrists / Genetic
Counselors / Pediatric psychiatrists / Neuropsychologists / Patient Advocacy

Identification sources: Pubmed / Academic society websites / Patients
Associations websites / Expert centers in DS management websites

Scope: France / Germany / ltaly / Spain / United Kingdom / United States

*Inclusion of an eligibility question at the beginning of the questionnaire:
“Do you participate in the announcement of the diagnosis of patients with Dravet

an eligibility question at the beginning
of the questionnaire: “Do you participate
in the announcement of the diagnosis of
patients with Dravet syndrome?”.

v

238 experts identified and contacted
to take part in Voting Round #1

50 experts responded
to take part in Voting Round #1

f—

Response rate
for Voting Round #1 = 18.5%

5 ineligible* respondents
1 respondent outside deadline

44 experts took part
in Voting Round #1

>

Rating group

|
Response rate
for Voting Round #2 = 95.5%

v

42 experts took part
in Voting Round #2

free-form comments. As predetermined by the SC, the
process was stopped after two rounds.

2.5 | Ethical aspects

This study was carried out in accordance with the
Declaration of Helsinki. All personal data submitted for
the study was separated from the results and anonymized
in accordance with European data protection law (GDPR
- General Data Protection Regulation). All voters were
informed about GDPR prior to participating. Voters were
asked at the end of round #2 if they wished to be acknowl-
edged in the article (Table S1).

3 | RESULTS

3.1 | Composition of a rating group
Forty-nine experts responded to the questionnaire, five
of whom failed the eligibility question and were excluded
from the study. Of the 44 participants who took part in
voting round #1, 42 responded to voting round #2, re-
sulting in a response rate of 95.5% for the second round
(Figure 2).

A summary of the characteristics of the rating group
is shown in Figure 2. The number of participants per
country ranged from 4 (9%, Germany) to 11 (25%,
Spain). The vast majority (80%) of voters were pediatric
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FIGURE 2 Characteristics of the m
rating group. DS, Dravet syndrome; PAG, Median age 50 years
patient advisory group; *Question asked to Gender Q (range) (40-67)
healthcare professionals only. (n,%)
27 Geographical
distribution
(n,%)
Occupation/Specialty
(n,%)

Experience in DS over the last 5 years
(n,%)

Research project 39 89%
Professional or patient
association 33 75%
= Pediatric Neurologist Congress abstract 31 70%
|_ - _[ Neuropsychiatrist Teacher or trainer 31 70%
| = Nurse
* = PAGs Representative Scientific article 28 64%

patients’ management,
(range) (n=40)*

20 years
(3-35)

Number of diagnoses of DS
given per year (n=40)*

. g P
@*Healthcare professionals only (n=40)
Median experience in Dravet Median number of patients/families

seen per year, (range) (n=40)*
11 patients/families
(2-125)

Reported difficulty/challenge
of communicating the diagnosis of DS to

<once ayear

1to 2 times a year

3to4times ayear [N 10 25%
=4times ayear [l 3 8%

family/caregiver (rated from 1 to 5, n=40)*
18% 36% 26% 21%
15
- 10 8
— ] 0
1 2 3 4 5
Very easy

15 38%
12 30%

Very hard

neurologists, 7% were neuropsychiatrists, 4% were
nurses and 9% were PAG representatives. Unfortunately,
none of the clinical geneticist or counselor contacted
accepted to take part in the rating group. These 4 PAG
representatives came from four different countries. A
significant proportion of respondents (93%) had con-
ducted research on Dravet syndrome in the previous
5years. The 40 HCPs in the rating group had a median
experience of 20 years in managing Dravet syndrome pa-
tients, and they had followed a median number of 11
patients/families per year. Sixty-three per cent had given
a diagnosis of Dravet syndrome to caregivers once a year
or more, and 54% had found the diagnosis conversation
process hard or very hard.

3.2 | Consensus statements

The SC members proposed 34 statements divided into five
topics relating to: (i) communication during the first diag-
nosis consultation, (ii) information to be delivered during
the first diagnosis consultation, (iii) points to be reiterated
at the end of the first diagnosis consultation, (iv) informa-
tion to be delivered at subsequent consultations, and (v)
communication around genetic testing.

After voting round #1, 29 out of the 34 statements
achieved a strong consensus, 3 statements achieved a
good consensus, and 2 statements did not achieve a con-
sensus. Four statements were reformulated by the SC
for voting round #2, and 1 statement from the 2 which
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did not achieve a consensus was not reformulated. After
voting round #2, 3 of the 4 statements obtained a strong
consensus, and the remaining statement did not obtain
a consensus. In the end, 32 statements (94%) obtained a
strong consensus, 1 statement (3%) reached a good con-
sensus, and 1 statement (3%) did not reach consensus.
The distribution of votes, medians, and results for each
topic is given in Tables 1-3.

3.2.1 | Communication during the first
diagnosis consultation (9 statements)

Firstly, voters agreed strongly that giving the diagnosis
should be made by a clinician with expertise in Dravet syn-
drome. Voters agreed with a good consensus that where
possible, a nurse, psychologist, or junior doctor should
also be present, being mindful not to overwhelm caregiv-
ers with too many professionals present. Voters strongly
agreed that sufficient time should be taken in this first
consultation and that if possible, the diagnosis should be
made at a dedicated time, in an outpatient setting (clinic
room), preferably face-to-face and avoiding any distur-
bance and without the presence of minor siblings if pos-
sible. Voters strongly agreed that the time taken and the
choice of words used to present each item of information
to parents/caregivers should consider their knowledge of
the disorder and their level of education.

Strong consensuses were reached agreeing that Dravet
syndrome is a clinical diagnosis that can be discussed with
parents/caregivers according to clinical presentation be-
fore genetic test results are available and that Dravet syn-
drome is a spectrum disorder ranging from more to less
severe presentation with an unpredictable course, imply-
ing that the healthcare team should not be too pessimistic
nor give rise to false hopes to parents/caregivers during
the first consultation and beyond.

Finally, the first consultation should be promptly fol-
lowed by other consultation(s), to review information
initially provided to parents/caregivers and answer subse-
quent questions (Table 1).

3.2.2 | Information to be delivered
during the first diagnosis consultation (9
statements)

All nine statements concerning information that should
be given to parents/caregivers during the first con-
sultation achieved a strong consensus. Voters agreed
that such information should be: an explanation of the
term “Dravet syndrome” —being a rare but severe and

complex developmental and epileptic neurological disor-
der—; that the child's symptoms point to the diagnosis;
that Dravet syndrome is a genetic condition but not nec-
essarily hereditary (i.e., mutations arise de novo); that
it is characterized by lifelong seizures and intellectual
disability in addition to a range of other difficulties in
various areas (language, motor skills, behavior, etc.) that
evolve over time and are of variable severity; and that
Dravet syndrome is a spectrum disorder and so, sever-
ity can vary from person to person, although all patients
experience key characteristics.

Voters also agreed that in the first diagnosis consulta-
tion, parents/caregivers should be informed that seizures
are frequently triggered by stimuli, predominantly fever
or temperature changes, and that they can be prolonged;
that parents/caregivers should be given an explanation
of the term “status epilepticus” and a written copy of an
acute seizure management protocol, validating their un-
derstanding of it and ensuring its immediate deployment.
Voters also agreed that parents/caregivers should be in-
formed about the most common seizure types according
to the patient's age, and that they should be given advice
on how to recognize new seizure types in order to be able
to report them to the HCP.

Voters also achieved strong consensus agreement on
the information to be given to parents/caregivers regard-
ing Dravet syndrome treatment: the need for long-term
treatment; the aim of such treatment - to prevent and re-
duce the frequency and duration of seizures; the possible
need for multiple concurrent treatments, which might be
different from or in addition to the treatment already in
place (i.e., there are preferred medications for Dravet syn-
drome); the potential appearance of side effects related to
anti-seizure medications (ASM); how to administer the
ASM; and that certain ASMs should be avoided in Dravet
syndrome (e.g., sodium channel blockers).

Strong consensus was also reached to having a discus-
sion with parents/caregivers during the first diagnosis
consultation about first aid and risk related to epileptic
seizures. Importantly, voters strongly agreed that the cli-
nician should discuss the risk of SUDEP with parents/
caregivers during the first consultation. However, if the
clinician feels that this discussion is not appropriate at the
first consultation, experts strongly recommend discussing
SUDEP at the earliest next opportunity.

Finally, given the relationship between SUDEP and
generalized tonic-clonic seizures, voters agreed that par-
ents/caregivers should be informed about seizure detec-
tion and monitoring devices and that any selected device
should be individually tailored to the child as none are
100% precise, and therefore close observation is also re-
quired (Table 1).
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TABLE 1 Statements relating to communication during the first diagnosis consultation (9 statements; numbered #1-9), to information
to be delivered during the first diagnosis consultation (9 statements; numbered #10-18), and to points to be reiterated at the end of the first
diagnosis consultation (6 statements; numbered #19-24).

Communication 1

during the
first diagnosis
consultation
2
3
4
5
6
7
8
9
Information 10
to be delivered
during the
first diagnosis
consultation
11

Statements

Announcement of the diagnosis should be made by a
clinician with expertise in Dravet syndrome who will be
the patient's/parent's/caregiver's point of contact for at
least the first few years of the child's life

In the first consultation, where possible, the presence
of a nurse, psychologist, or junior doctor may be useful
to give parents/caregivers additional points of contact,
being mindful not to overwhelm them

Ideally, this first consultation should be promptly
followed by other consultation(s) to review information
and answer subsequent questions

Allow sufficient time to be devoted to this first
consultation

If possible, an announcement of the diagnosis should be
made at a dedicated time, in an outpatient setting (clinic
room), preferably face-to-face, in the presence of the
parents/caregivers, and avoiding any disturbance

If possible, minor siblings should not be present during
this first consultation

The time taken and the choice of words to present each
item of information should take into account parents'/
caregivers' prior knowledge of the disorder and their
level of education

Dravet syndrome is a clinical diagnosis; the disorder can
be discussed with parents/caregivers according to the
child's clinical presentation before the genetic testing
results are available

Dravet syndrome is a spectrum disorder ranging from
more to less severe presentation with an unpredictable
course. The healthcare team should not be too
pessimistic nor give rise to false hopes during this first
consultation, and beyond

During the first consultation, parents/caregivers should
be given the following information regarding the
disorder:

« Explanation of the term ‘Dravet syndrome’ - that it
is a rare but severe and complex developmental and
epileptic neurological disorder

« Explanation as to how the child's symptoms point to
this diagnosis

« Explanation that it is a genetic disorder but not
necessarily hereditary

« Explanation that it is characterized by lifelong
seizures and intellectual disability, and a range of
other difficulties that evolve over time; that the child
will have some impairments of variable entity and in
various areas (language, motor skills, behavior, etc.)

Explanation that it is a spectrum disorder, which means

that severity can vary from person to person, but all

patients experience these key characteristics.

During the first consultation, parents/caregivers should
be informed that seizures are frequently triggered by
stimuli, predominantly fever or temperature changes

%123 (n)  %4-5-6 (n)

6.8% (3) 13.6% (6)
6.8% (3) 25.0 (11)
2.3% (1) 13.6% (6)
0% (0) 4.5% (2)
4.5% (2) 2.3% (1)
11.4% (5) 11.4% (5)
0% (0) 4.5% (2)
4.5% (2) 18.2% (8)
9.1% (4) 9.1% (4)
2.3% (1) 6.8% (3)
0% (0) 0% (0)

%7-8-9 (n)
79.5% (35)

68.2% (30)

84.1% (37)

95.5% (42)

93.2% (41)

77.3% (34)

95.5% (42)

77.3% (34)

81.8% (36)

90.9% (40)

100.0% (44)

Median

8

9

Result

Strong
consensus

Good
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

(Continues)
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TABLE 1

Information
to be delivered
during the
first diagnosis
consultation

Points to be
reiterated at
the end of the
first diagnosis
consultation

(Continued)

12

13

14

15

16

17

18

19

20

Statements

During the first consultation, parents/caregivers should
be informed that seizures can be prolonged and given an
explanation of the term “status epilepticus”

During the first consultation, parents/caregivers should
be given a written copy of an acute seizure management
protocol, and their understanding of it should be
validated. Ensure parents/caregivers have this protocol
in place immediately following the first consultation

During the first consultation, parents/caregivers should
be informed about the most common seizure types at
the patient's age and should be given advice on how to
recognize new seizure types to report them to the child’s
healthcare team

During the first consultation, parents/caregivers

should be offered the following information regarding

treatment for Dravet syndrome:

+ Long-term treatment is needed

+ The aim of treatment is to prevent and reduce the
frequency and duration of seizures

» It may be necessary to use more than one treatment
at the same time

+ The child may require treatment different from or
in addition to what is already in place; there are
preferred medications for the treatment of Dravet
syndrome

« Certain anti-seizure medications (ASM) should be
avoided (e.g., sodium channel blockers)

» ASMs can cause side effects

How to administer an ASM, sharing potential issues and

how to overcome them.

During the first consultation, discuss first aid and risk
related to epileptic seizures

During the first consultation, the risk of sudden
unexpected death in epilepsy (SUDEP) should be
discussed with parents/caregivers. If the clinician is of
the opinion that it is not appropriate to discuss this at
the first consultation, then discussing SUDEP at the
earliest next opportunity is strongly recommended

Given the relationship between SUDEP and generalized
tonic—clonic seizures (GTCS), parents/caregivers
should be informed about seizure detection/monitoring
devices/baby monitors, but noting that any selected
device should be individually tailored to the child and
none are 100% precise, so close observation is always
also required

At the end of the first consultation, the clinician should

emphasize the following:

« Parents/caregivers are always welcome to contact the
healthcare team and ask any questions.

Although the internet is a readily available source of

information, it is important to receive information from

reliable sources, ideally provided or recommended by

the healthcare team

At the end of the first consultation, the clinician should
offer parents/caregivers a timely next appointment
(weeks) and clarify their preferred format (face-to-face
or telemedicine)

%1-2-3 ()

0% (0)

2.3% (1)

0% (0)

0% (0)

0% (0)

9.5% (4)

7,1% (3)

0% (0)

6.8% (3)

%4-5-6 (1)

0% (0)

2.3% (1)

9.5% (4)

6.8% (3)

4.5% (2)

11.9% (5)

16.6% (7)

2.3% (1)

6.8% (3)

%7-8-9 (n)

100.0% (44)

95.5% (42)

90.5% (38)

93.2% (41)

95.5% (42)

78.6% (33)

76.2% (32)

97.7% (43)

86.4% (38)

Median

9

9

8.5

9

9

Result

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus

Strong
consensus
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TABLE 1 (Continued)
Statements %1-2-3 (n) %4-5-6 (n)  %7-8-9 (n) Median Result
21 At the end of the first consultation, the clinician 0% (0) 0% (0) 100.0% (44) 9 Strong
should provide parents/caregivers with their contact consensus
information (doctor and/or nurse)
22 At the end of the first consultation, parents/caregivers 2.3% (1) 13.6% (6) 84.1% (37) 9 Strong
should be given contact details of Dravet syndrome consensus
Patient Advisory Groups, together with disorder-specific
materials if available — such as brochures/guides (or
websites)
23 At the end of the first consultation, parents/caregivers 9.1% (4) 25.0% (11) 65.9% (29) 7 Absence
should be given the opportunity to invite other members of
of the child's support community to attend the next consensus
consultation
24 The child's primary care providers should be advised 6.8% (3) 9.1% (4) 84.1% (37) 9 Strong

what information was given to the parents/caregivers

during the first consultation

Note: %1-2-3 represents the percentage of votes <3; n represents absolute number.

consensus

%4-5-6 represents the percentage of votes >4 and <6; n represents absolute number.

%7-8-9 represents the percentage of votes >7; n represents absolute number.

Total number of voters varied from 44 (voting round #1) and 42 (voting round #2, statements #14, #17, #18).

3.2.3 | Points to be reiterated
at the end of the first diagnosis consultation
(six statements)

Voters strongly agreed that the following points should
be reiterated at the end of the first diagnosis consulta-
tion: that parents/caregivers are welcome to contact the
healthcare team at any time; the importance of obtaining
information only from reliable sources, ideally provided
or recommended by the healthcare team; that parents/
caregivers are given doctor/nurse contact information
and contact details of a Dravet syndrome PAG, together
with disorder-specific materials, if available. In addition,
it was strongly agreed that the child's primary care pro-
viders should be advised what information was given to
parents/caregivers at this first consultation, and that cli-
nicians should offer parents/caregivers a timely next ap-
pointment (within weeks), clarifying parents'/caregivers'
preferred format for this meeting (face-to-face or telemed-
icine). However, no consensus was reached on whether or
not parents/caregivers should be given the opportunity to
invite other members of the child's support community to
attend the next consultation (Table 1).

3.2.4 | Information to be delivered at
subsequent consultations (six statements)

All statements relating to information to be delivered at
subsequent consultations achieved strong consensus from
the rating group. Voters confirmed that the second con-
sultation should start by giving parents/caregivers the

opportunity to recount key information discussed at the
initial consultation and address potential questions; that
clinicians should remind parents/caregivers of the emer-
gency protocol/plan and the goals for seizure control.

Voters also agreed that the following information may
be covered with parents/caregivers at subsequent visits:
details about the different types of seizures, details about
the treatment strategy and options (including sequence
of treatments and dose escalation), details about addi-
tional therapeutic options (medication, diet), details about
SUDEP, genetics of the disorder, and long-term outcomes
and comorbidities.

Also, that intellectual disability — a well-established co-
morbidity — should be proactively discussed with parents/
caregivers early in the course of the disorder, with notice
that the child's development will be observed to identify
potential concerns to allow for early intervention.

A strong consensus was obtained regarding informa-
tion to be considered for patient monitoring: monitoring
the child's development and educational needs, identifica-
tion of additional patient-specific seizure triggers, advice
to keep a calendar/diary of seizures, and guidance about
the need for regular electroclinical monitoring, blood lev-
els of ASMs, and routine blood tests.

Finally, voters strongly agreed that the remaining
information to consider for these subsequent visits in-
cluded a reminder about the importance of vaccina-
tions and prevention of infections; enquiry about the
development/behavior of the child and related con-
cerns; discussion about working with educational
institutions (nursery/school) for developmental as-
sessment/special education services; enquiry about the
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well-being/psychological state of siblings and parents/
caregivers; suggestion of psychological support for the
family; information about any financial/social assistance
available, including the supply of a social worker's con-
tact information; and information about possible local
rehabilitation services (Table 2).

3.2.,5 | Communication around genetic
testing (4 statements)

All statements on genetic testing reached a strong con-
sensus. Voters agreed that the rationale for genetic test-
ing must be discussed with parents/caregivers before the
patient's blood is drawn; that parents/caregivers should
be informed that not identifying a pathogenic variant in
the SCN1A gene does not exclude a diagnosis of Dravet
syndrome; that before presenting the genetic testing
results to parents/caregivers, they should be reminded
that: (i) “genetic” does not mean “hereditary,” empha-
sizing that if the genetic change is inherited from either
parent, this is not the parent's “fault™; and (ii) genetic
testing results do not predict the long-term outcome of
the disorder as there is high individual variability. The
voters also strongly agreed that genetic testing results
should be presented to parents/caregivers by the special-
ist in an outpatient setting, according to local guidance,
and preferably face-to-face, and that there should be
sufficient time to answer parents'/caregivers' questions
(e.g., future pregnancies, siblings, etc.). Results should
be provided in conjunction with genetic counseling, if
available (Table 3).

4 | DISCUSSION

This study provides key recommendations for the com-
munication of a Dravet syndrome diagnosis to parents/
caregivers. These recommendations from international
Dravet syndrome experts address crucial components
of the HCP-caregiver discussion at a first diagnosis con-
sultation, including explanation of key characteristics of
the disease and its evolution, seizure types/triggers/vari-
ability, and the high incidence of prolonged seizures and
status epilepticus, with emphasis on the importance of
carrying an up-to-date acute seizure management proto-
col (statement #13, Table 1). This is in line with recent
recommendations that all children with a diagnosis of
Dravet syndrome should have a personalized emer-
gency protocol which should be completed, signed and
stamped by the neurologist, and always accompany the
patient for emergency staff in the event of a long-lasting
severe seizure.”*

Recommendations for the first diagnosis consultation
also include information about treatments for Dravet syn-
drome (Tables 1 and 2). Consensus was reached in commu-
nicating about the need for long-term treatment(s) for the
prevention and reduction of seizure frequency and dura-
tion, and preferred medications to treat Dravet syndrome.
Current therapeutic guidelines recommend valproic acid
as first-line therapy for Dravet syndrome, with clobazam,
stiripentol, or fenfluramine as first- or second-line ther-
apy, and pharmaceutical grade cannabidiol as a third-line
option, while carbamazepine, oxcarbazepine, lamotrigine,
or phenytoin (except to treat statues epilepticus in certain
cases) are contraindicated in these patients.”* When drug-
related adverse events or interactions are suspected, mon-
itoring ASM blood levels can be relevant.”**

One statement (statement #30, Table 2) stresses the
importance of recommending vaccination to caregivers.
The fact that some children with Dravet syndrome expe-
rience seizure onset after vaccination can lead to vaccine
hesitancy in this population. However, it has been demon-
strated that vaccines do not alter the disease course or out-
come, and are highly recommended.*

Expert voters agreed that Dravet syndrome is a clini-
cal diagnosis and can be discussed with caregivers before
the genetic results are available (statements #8 and #32,
Tables 1 and 3). This is in line with the position statement
by the International League Against Epilepsy, affirming
that the absence of a gene variant should not preclude a
clinical diagnosis of Dravet syndrome, and its treatment
should not be delayed in the setting of a clinical diagno-
sis.*! Relevance is also given to reduce parental guilt when
the genetic variant found in the patient with Dravet syn-
drome turns out to be inherited (statement #33, Table 3).

Despite clinical recommendations and caregiver
desires, many pediatric and adult neurologists do not
routinely inform individuals with epilepsy and their
families about SUDEP.**** Recent consensuses already
recommend informing families of patients with Dravet
syndrome of the risk of SUDEP.*** Importantly, this
study adds a notion of temporality, strongly advising
HCPs to discuss SUDEP with caregivers as soon as the di-
agnosis is made or very soon afterwards (statement #17,
Table 1).

This study focused on giving a diagnosis to parents/
caregivers of young children. As such, the description of
comorbidities was not covered in detail in the statements,
when patients are not yet or mildly affected by DS-related
motor and intellectual comorbidities. Information about
late stages of the disease and associated comorbidities was
purposely not addressed in detail as to not overwhelm the
caregivers. Nevertheless, it is important to give informa-
tion regarding early monitoring and management of these
comorbidities, as described in statements #27 to #30.
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TABLE 2

25

26

27

28

29

30

Statements

The second consultation should start by giving parents/
caregivers the opportunity to recount key information
discussed at the initial consultation and address their
questions

Essential information that parents/caregivers should be
reminded of during the second or third consultation includes:
« Review of emergency protocol/plan

» Goals for seizure control

At subsequent visits, the following information may be

covered with parents/caregivers:

« Details about different types of seizure

« Details about treatment strategy and treatment options,
as well as the sequence of treatments, and potential dose
escalation

« Details about additional therapeutic (medication, diet)
options

« Details about SUDEP

« Genetics about the disorder

« Long-term outcomes and comorbidities.

Intellectual disability is a well-established comorbidity that
should be proactively discussed with parents/caregivers early
in the course of the disorder. Parents/caregivers should be
advised that their child’s development will be observed to
identify potential developmental concerns and so allow for
early intervention

Information to parents/caregivers that should be considered

during the second or third consultation regarding patient

monitoring includes:

« Details about monitoring the child's development and
educational needs to promptly identify required support

« Details about identifying additional patient-specific
seizure triggers

« Advice to keep a calendar/diary of seizures

« Guidance about the need for regular electroclinical
monitoring, blood levels of ASMs, and routine blood tests

Other information to parents/caregivers that should be

considered for the second or third consultation is:

« Reminder about the importance of vaccinations and
infection prevention

« Enquiry about the development/behavior of the child
and concerns of parents/caregivers concerning the child's
development/behavior.

« Discussion about working with educational institutions
(nursery/school) for developmental assessment/special
education services

« Enquiry about the well-being/psychological state of
siblings and parents

« Suggestion of psychological support for the family

« Information about any financial/social assistance available
to them, including the supply of a social worker's contact
information

« Information about possible local rehabilitation services.

%1-2-3 (n)

0% (0)

0% (0)

4.5% (2)

0% (0)

2.3% (1)

2.3% (1)

Note: %1-2-3 represents the percentage of votes <3; n represents absolute number.

%4-5-6 represents the percentage of votes >4 and <6; n represents absolute number.

%7-8-9 represents the percentage of votes >7; n represents absolute number.

%4-5-6 (1)
6.8% (3)

2.3% (1)

4.5% (2)

0% (0)

2.3% (1)

9.1% (4)

Statements relating to information to be delivered at subsequent consultations (6 statements; numbered #25-30).

%7-8-9 (n) Median Results

93.2% (41) 9 Strong consensus

97.7% (43) 9 Strong consensus

90.9% (40) 9 Strong consensus

100.0% (44) 9 Strong consensus

95.5% (42) 9 Strong consensus

88.6% (39) 9 Strong consensus
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TABLE 3

Statements %1-2-3 (n)

31 The rationale for genetic testing must be 2.3% (1)
discussed with parents/caregivers before

blood is drawn.

32 Parents/caregivers should be informed that 2.3% (1)
not identifying a mutation does not exclude
a diagnosis of Dravet syndrome since it is a

clinical diagnosis.

33 Before presenting genetic testing results: 2.3% (1)
« Remind parents/caregivers that “genetic”
does not mean “hereditary.” If the genetic
change is inherited from either parent,
explain that this is not the parent's “fault.”
« Remind parents/caregivers that genetic
testing results do not predict the long-term
outcome of the disorder, as there is high
individual variability.
34 Genetic testing results should be presented 2.3% (1)
to parents/caregivers by the specialist in
an outpatient setting, according to local
guidance, preferably face-to-face. Sufficient
time should be dedicated to answer
parents'/caregivers' questions (e.g., future
pregnancies, siblings, etc.), and results
should be provided in conjunction with
genetic counseling, if available.

Note: %1-2-3 represents the percentage of votes <3; n represents absolute number.

Statements relating to communication around genetic testing and results (4 statements; numbered #31-34).

%4-5-6 (n) %7-8-9 (n) Median Results

6.8% (3) 90.9% (40) 9 Strong consensus

0% (0) 97.7% (43) 9 Strong consensus

0% (0) 97.7% (43) 9 Strong consensus

4.5% (2) 93.2% (41) 9 Strong consensus

%4-5-6 represents the percentage of votes >4 and <6; n represents absolute number.

%7-8-9 represents the percentage of votes >7; n represents absolute number.

It is worth noting that these recommendations,
which include the voice and perspectives of caregivers
(Figure 2 and Figure 3) and complement already existing
consensus guidelines for diagnosis and disease manage-
ment,'®?%?* leave room for final decision by the clinician,
employing terms such as “should” or “if possible” and
avoiding direct wording, as communication needs to be
highly individualized and consider family situations and
educational levels.

This study presents various limitations. Although the
Delphi consensus is a structured method, it has inherent
limitations tied to the composition of the voting panel,
the survey instrument, and the criteria utilized for con-
sensus definition.** To mitigate these biases, (i) a rigor-
ous method was used to establish a two-part consensus:
a consensus rate (75% of responses >7) to measure over-
all agreement and a median score (>8) to assess response
distribution; (ii) selection of voters was based on their
expertise and knowledge, confirmed by the voting group
characteristics, with a median of 20years of experience
in managing Dravet syndrome patients, and 93% of the
panel involved in Dravet syndrome research within the
past Syears (Figure 2). Furthermore, the low attrition

rate (4.5%) across the two voting rounds indicates a high
level of engagement from the voting panel; (iii) the study
ensured strict separation between the expert panelists
and the SC members, who neither voted nor directly
interacted with the participants, who were interviewed
anonymously. The design of our Delphi procedure does
not allow subgroup analysis, although it would have
been interesting to look at the specific results of patient
associations.

One limitation concerns statement #22 about PAG
referral. Associations with a focus on supporting Dravet
syndrome families may not be available in all countries.
However, caregivers may choose to refer to supranational
associations or associations with focus in rare epilepsies or
diseases in order to retrieve quality information.

Although the number of voters in this study fell
below the initial target of 60 participants, it was compa-
rable to other Delphi studies in epilepsy or Dravet syn-
drome.****""* All target countries were represented,
although the number of participants per country was
imbalanced, which may illustrate a greater influence on
the present recommendations of clinical practice in some
countries versus others. In addition, a larger representation
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FIGURE 3 (Box1). Parents and
caregivers' perspectives. A note from the
two PAG representatives members of the
SC and co-authors of this study. GTCS,
generalized tonic-clonic seizures; PAG,
patient advocacy group; SC, steering
committee; SUDEP, sudden unexpected
death in epilepsy.

A note from the two PAG representatives members of the SC and co-authors of this study. GTCS,
generalised tonic-clonic seizures; PAG, patient advocacy group; SC, steering committee; SUDEP,
sudden unexpected death in epilepsy.

A diagnosis of Dravet Syndrome is the first step in a journey that lasts a lifetime.

Most children and adults with Dravet Syndrome will have complex needs and require significant
levels of care throughout their lives. Receiving a diagnosis of Dravet Syndrome is therefore a life-
changing experience, which affects every area of life for all the family - the patient, caregivers,
siblings, and extended family such as grandparents.

PAGs have a valuable role to play in supporting families throughout their life-time journey with
Dravet Syndrome, from diagnosis onwards.

This was recognised in the consensus, with voters strongly agreeing that parents/caregivers should
be given contact details for their local Dravet Syndrome PAG - there are patient organisations all
around the globe, such as those throughout Europe (see https://dravet.eu) and in the US
(https://dravetfoundation.org/).

seeking respite.

While not all parents/caregivers may feel ready to make contact with a PAG in first days of
diagnosis, knowing that there is additional support available from other parents/caregivers who
experience the same situation can be very helpful.

The consensus also references the importance of families receiving information from reliable
sources, provided or recommended by the healthcare team. This is an area where PAGs can be
helpful. Dravet Syndrome PAGs work closely with expert neurologists to ensure the information
provided is accurate and up to date. They are also a good source of practical advice in areas that
might fall outside the scope of a medical consultation but whose communication is recommended
in this study (see Table 4), such as navigating local health, social care and education pathways,
and quality of life challenges such as impact on siblings, making living adjustments at home and

In being part of the SC for this consensus exercise, Dravet Syndrome UK and Dravet Syndrom
E.V., were able to highlight some key points, particularly where it was felt that decision-making
would be primarily with the parents.

One area that generated discussion, was when to have a conversation with parents/carers about
the risk of SUDEP. Finally, voters strongly agreed that the clinician should discuss the risk of
SUDEP with parents/caregivers during the first consultation, or at the earliest next opportunity if the
clinician feels it not appropriate for a first consultation (Table 2). This recommendation was
supported and strongly advocated by the PAGs in the SC, whilst acknowledging the sensitivities
around the timing of the SUDEP conversation, it is important for parent/caregivers to be aware of
both risks and potential strategies for reducing risks, even if these remain limited. There was, for
example, good consensus for informing about the utility of seizure detection/monitoring devices,
including during the night. PAGs in the SC agreed that this is critical. Monitors do not replace
observation but offer parents/caregivers an additional, practical tool to help them manage their
everyday lives. All those who care for a child or adult with Dravet Syndrome live daily with the fear
of premature mortality. But not having access to relevant information and education (such as
resuscitation training, provided by some PAGs and/or HCPs) about SUDEP or risks of early death
can compound the trauma of bereavement, should this sadly occur.

As with many other aspects of living with Dravet Syndrome, empowerment through accurate
information, education and practical support helps families to learn to cope and find their own way
forward through their lifetime journey with Dravet Syndrome.

of healthcare profiles other than child neurologists (e.g.,
neuropsychiatrists, neuropsychologists, nurses, genetic
counselors) would have been desirable. Also, certain par-
ticipants with different healthcare profiles practiced in the
same care center, thus increasing group influence in the
results.

The scope of this study was intentionally restricted to
the communication around diagnosis in young children,
in line with the expectation that diagnoses nowadays are
made mainly in young children thanks to recent genetic
and medical advances."

5 | CONCLUSION

Receiving the diagnosis of Dravet syndrome is particu-
larly challenging for parents/caregivers. The high emo-
tional impact and the sheer volume of information to be
received in a limited timeframe mean that giving the di-
agnosis must be carefully considered and structured by

HCPs. This international Delphi consensus offers HCPs
managing patients with Dravet syndrome a structured set
of pragmatic guidance for orderly and assertive commu-
nication with parents/caregivers specifically during the
communication of the diagnosis, including recommended
initial information to give to parents/caregivers about the
disease and its management. It is hoped that these key
recommendations will be used to better structure initial
diagnosis consultations (and beyond) to support parent/
caregivers at this challenging time.
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