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 The management of patients with multiple sclerosis (MS) is complicated and entails several

» For this project, a scientific committee was formed by five members (two of them also acted e The recommendations were developed following the Delphi method, characterized by
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challenges, both in diagnosis and treatment’.

The growing number of disease-modifying therapies (DMTs) available, the scarcity of
accurate biomarkers to predict their effectiveness and safety, and individual patient
preferences make therapeutic decision-making very complex?+.

In the recent years, several guidelines were developed to improve the management of
patients with MS at a European® and national level in other countries®. The Spanish Society of
Neurology published consensus on 2010, 2013 and 2017 "°.

The most recent consensus of the Spanish Society of Neurology, focused on the treatment of

as coordinators) all of whom are considered experts in MS at the national level.

e The scientific committee conducted a thorough literature review, selected dimensions

and items, and invited panellists. After the first round, they reviewed and edited the non-
consensus items based on the feedback received and, after the second round, evaluated the
non-consensus items. The scientific committee did not participate in the item evaluation to
avoid any bias.

o Atotal of 21 panellists, who are experts on MS, representing different regions of Spain

participated in the project. The panellists evaluated the items in the first and second round

implementing an iterative process, guaranteeing anonymity, and collecting feedback from
participants (Figure 1).

Figure 1: The Delphi method process
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OBJECTIVE

This collaborative project of a group of specialized physicians aimed to offer a set of

RESULTS

Of the 148 items studied, 110 were agreed, of which 102 were accepted in rounds 1 or 2
with a mean (standard deviation) of 86.8% (10.3) in agreement. In fact, 73.5% of the items

. Face-to-face and remote follow-up
. Detection of suboptimal response and treatment optimisation
. Patient perspective
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Table 2. Treatment and follow-up

* The items were defined taking into consideration the latest scientific evidence and the

limitations of existing resources.

Table 3. Biomarkers, pregnancy and vaccination

s . : : : Agreement
Zarranz?, Lucienne Costa-Frossard?', Miguel Angel Hernandez achieved a consensus percentage >80%. In round 2, no consensus was reached on 34 Dimension and item Agr?;or;'e"t Dimension and item 9 (%)
Pérez22 | amberto Landete Pascualz®. Montserrat Gonzalez Platas? items, which were evaluated by the scientific committee (8 were consensus and 26 were
2SI " ’ ’ non-consensus). The 8 items agreed by the scientific committee do not have the percentage Face-to-face and remote follow-up Biomarkers

José E. Meca Lallana of consensus. The main items reaching consensus for each dimension are presented. After starting the first DMT, a face-to-face follow-up is recommended based on patient and 85 7 Oligoclonal bands are a useful biomarker in routine clinical practice for predicting disease 56.7

treatment characteristics and adapted case-by-case prognosis :

Table 1. Diagnosis and initiation of DMTs i . _ _ ) ) ) — _ —
' Department of Neurology, Hospital Clinico San Carlos, 1dISSC,Madrid, Spain / Department of A . An MRI should be performed 3-6 months after starting the treatment and annually afterwards 905 Oligoclonal bands are a feasible biomarker in routine clinical practice for predicting 66.7
Medicine , Facultad de Medicina, Universidad Complutense de Madrid (UCM), Madrid, Spain; Dimension and item gre(oe/or)nen If not stabilized, a face-to-face follow-up is recommended every 3 months, if possible 95.2 disease prognosis
*Multiple Scleros!s.Unlt “E.anrxa”.. Dep_artment of Neurology. HléJ de Bellvitge. IDIBELL. Early diagnosis Cognition should be assessed based on validated tools such as SDMT and Levels of sNfL are a useful biomarker in routine clinical practice for predicting disease r
Depa.rtment. of C.I|n|(.:al SClenCG- Universitat clle Barcglona, Spain; ° Department of Neurology, — — — _ _ neuropsychological batteries (BICAMS, BRB-N) if cognitive disorders were detected at 90.5 prognosis
Hospital Universitario Virgen Macarena, Sevilla, Spain; ¢ Department of Neurology, Complejo In acjdltlon to MR, initial paraclinical evaluation should include measurement of OCBs and 100 screening . . . . . — : — .
Hospitalario Universitario de Ferrol, Spain; 8 Department of Neurology, Hospital Universitario San I9G in blood and CSF 5 1 of suboofimal p L OCT is a feasible biomarker in routine clinical practice for predicting disease FE
Agustin, Avilés, Asturias, Spain; ¢ Department of Neurology, Hospital Universitario La Princesa, If optic neuropathy is suspected, the visual system should be evaluated by OCT and VEP 90.5 etection of suboplimal response and treatment optimisation prognosis
Madrid, Spain; 7 Multiple Sclerosis Unit, Department of Neurology, Hospital Regional Universitario The accuracy of the diagnosis of MS would be increased by the inclusion of optic nerve 6.2 In the detection of suboptimal response and change to HE-DMTs, relapses (with or without Pregnancy
de Malaga, Spain; & Department of Neurology, Hospital de Sant Joan Despi Moisés Broggi, Sant lesions in the criteria for dissemination in space ' residual disability)., MRI lesions, or progression should be considered in patients treated with 81 . . —
Joan Despi, Barcelona, Spain; ® Department of Neurology, CemCat-Vall d’Hebrén, Barcelona, Spain; Spinal MRI in the diagnosis is recommended and allows to determine lesions that can guide 95 o moderately effective DMTs Indp.a’flen_ts \INr]cok?ﬁ plilpnlng a pregngnccj:); andt\./vhlo dto nc;t havte C“dn'gall and 00.5
19 Department of Neurology, Hospital Universitari Son Espases, Palma de Mallorca, Spain; the therapeutic decision making ' The presence of >1 relapses between the first and second year from the onset of DMTs would 237 [)a ;? I?agalstams r?wolr:t%/’sl 'S recommended to optimize treatment and delay preghancy '
" Department of Neurology, Complejo Asistencial Universitario de Ledén, Spain; > Multiple Sclerosis Early start of DMTs indicate a suboptimal response : y
and Neuroimmunology Unlt,. Hospl’FaI Un|ver§|tar|9 Dr. Jose_p Trueta} and Hosp|tal Santa Caterina, In pajuents newly duagnpspd with MS, DM.Ts should be offered to the patient as soon as 95.2 The rapid increase in disability progression (>1 points in EDSS compared to the year prior to In patlen’Fs'treated with DMTs, with a desire to gestathn and with a relapse in the last 12 94.7
IDIBGI / Department of Medical Science, Universidad de Girona, Girona, Spain; '* Department of possible to monitor activity and progression the onset of DMTs) would indicate a suboptimal response 81 months, it is recommended to delay pregnancy planning
Neurology, Hospital San Pedro, Logrofio, Spain; ™ Department of Neurology, Complejo Hospitalario A HE-DMT treatment may be started, depending on the treatment characteristics and the 95.9 _ _ _ — _ _ In the event of unplanned pregnancy, the risk/benefit of each DMT will be evaluated, as
Universitario de Santiago, Santiago de Compostela, Spain; ' Department of Neurology, Hospital clinical and radiological characteristics, the lifestyle and the preferences of the patient ' Stable patients in a HE-DMT who receive clinical and radiological follow-up and do not 100 ndicated ’ ot ’ 95.2
: o : o ~ i o e o : : : : : : L : present with safety/tolerability problems should maintain their treatment indicated in the Summary of Product Characteristics
Universitario Gregorio Maranon / Red Espanola de Esclerosis Multiple (REEM), Madrid, Spain; In patients with a first MS relapse or CIS at risk of progression to MS with high lesion burden 95.9
16 Department of Neurology, Hospital Universitario Quiron Salud Madrid, Madrid, Spain; and poor prognostic factors, treatment with DMTs should be started ' Patient’s perspective In the event that the patient does not wish to breastfeed and DMTs have been
. : : . : . : : : : : : : _ i ti i it t treat t 1
E|EizZaﬁgsepﬁa?ful\:ﬁ\g?slﬁg%’ gﬁr;upgeéovlalgsg\ll’flaljgddae gg\a/?nr.r% [l\)leag)/z::rar; jnaa(;?ﬁi tJrr:)ll\;egr;ltﬁlto 2Eita| Inrj'epnitlsehn(;cilxéwg; astf;rrite g/ls relapse and infratentorial/spinal cord lesions on MRI, DMT treat 95.2 If possible, it is recommended to prioritize the use of validated tools specific for MS 95 2 Sf;:;gl Ien;fetgrdduerllir\]/gri)/realirsligg?;m é tlﬁ erepc;c;irgrr]?zngoe:dig Orre]sume reatment as soon as 00
Universitario de Caceres, Caceres Spain; 2° Department of Neurology, Hospital Universitario Cruces, Escalation vs early start of HE-DMTs The recommended frequency to evaluate the patient's perspective using validated tools 76.2 Vaccinati
: : : : , : . . : . : would be, in addition to depending on each case, at least once a year accination
Barakaldo, Spain; #' Multiple Sclerosis Unit, Ramoén y Cajal University Hospital, Madrid, Spain; It is possible to treat with a HE-DMT as a first option, once the patient has been evaluated 100 ’ ’ . . .
22 Department of Neurology, Hospital Nuestra Sefiora de Candelaria, Santa Cruz de Tenerife, Spain; and the risks and benefits of the treatment have been considered It is recommended to encourage the communication of sexual function problems by the 100 Once the diagnosis of MS has been made, the recommended local vaccination schedule 100
** Department of Neurology, Hospital Universitario Dr Peset, Valencia, Spain; > Department of The ultimate goal of MS treatment is the best possible disease control (as measured by 81 patient should be completed
Neurology, Hospital pniversitario de Canarias. La Laguna, Spgin; 25 (IDI.inic Ne.uroir_nm.unollogy Unit NEDA-3) and the best possible quality of life for the patient It is recommended to encourage the communication of sleep disturbances by the patient 100 Before starting immunosuppressive therapy, antibodies to possible relevant infections 95.2
and Multiple Sclerosis CSUR, Department of Neurology. Hospital Clinico Universitario Virgen de la In a patient with demographic, clinical and radiological poor prognostic factors, it is recom- 95 should be evaluated and the patient should be given appropriate vaccination '
ég;gﬁg: ggﬂgiﬁgzgia)éia&e)dﬁu‘i;ge;r(;'i:m“mlog'a Clinica y Esclerosis Mulltiple, Universidad mended to start V_V't_h a HE-DMT | |  Since biomarkers that are sufficiently accurate to predict the suitability of the chosen DMT are The use of inactivated vaccines is considered safe 100
’ y SRl Therapeutic inertia is a loss of therapeutic opportunity 100 not available, follow-up is crucial after treatment begins. After the initiation of DMT, it has been _ ) _ _ ) _
: . . Live attenuated vaccines should be avoided in patients being treated or recently
recommended to follow-up at 3 months and depending on the characteristics of the patient, 100

CONCLUSIONS

This consensus is intended to be a useful tool to improve and standardize MS
patient management in clinical practice in Spain.

The recommendations were developed considering the scientific evidence
accumulated and the resources available in Spain.

Early diagnosis and start of DMTs as soon as possible is considered essential.

The terminology of treatment lines should be abandoned, since DMTs considered
“second-line” are high-efficacy treatments that can be stablished as first option
depending on patient and disease characteristics.

Copies of this poster obtained through QR (Quick Response) code are for
personal use only and may not be reproduced without written permission
of the authors

The optic nerve was not previously considered as a topography required to demonstrate
dissemination but being a frequently affected region at the beginning of the disease,

its inclusion was suggested. Similarly, MRI findings can help confirming the diagnosis.
However, no consensus has been reached on items that indicated the confirmation of a
transition to progressive phase by detecting an increase of 20% in the time spent performing
the 9HPT or a worsening of >4 points in the SDMT at 6-12 months.

Clinically isolated syndrome (CIS) is defined as a single episode of neurological symptoms
suggestive of MS, but no consensus has been reached to consider CIS a first MS relapse.
In CIS, one of the worst prognostic factors is the lesional burden in MRI. Early initiation of
DMTs is recommended depending on the patient's diagnosis.

Traditionally, a therapeutic escalation strategy has been used, but based on the
accumulated evidence, early initiation with HE-DMTs is suggested. It is recommended to
evaluate its effectiveness at 12 months, without reaching consensus on the evaluation by
radiological activity at 6 months.
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without reaching consensus on follow-ups at 6-12 months. Telemedicine could complement
the face-to-face follow-ups and replace certain face-to-face visits in stable patients without
visual, auditory, or cognitive difficulties.

 The appearance of new relapses, new lesions on MRI or the increase in confirmed disability
suggest an active course of the disease and, therefore, a suboptimal response to treatment.
However, it is difficult to determine the specific number of lesions and relapses or the degree
of cumulative disability that defines the suboptimal response. When a suboptimal response
is detected, a change of treatment is recommended. For a patient to be considered eligible
to initiate HE-DMTs, 1-3 relapses must have been detected.

o To assess the patient's perspective, it is recommended to prioritize the use of validated tools
specific to MS to homogenize their use and obtain comparable results. The recommended
frequency of evaluation with these validated tools would be at least once a year. No consensus
has been reached on validations every 6 months or every 2 years.
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treated with immunosuppressive DMTs

 Few biomarkers have reached the validation phase and fewer have been translated into
clinical practice. Therefore, it has been difficult to reach consensus on these items. For
example, there is sufficient evidence for the use of sNfL levels to evaluate prognosis, but
their use in routine clinical practice is still very limited.

A broad consensus has been obtained on the items related to pregnancy. In patients
planning a pregnancy, the risks should be presented to establish a treatment and pregnancy
plan, depending on the risk-benefit profile in each case.

e Finally, since there is an increased risk of infections in patients treated with DMTs,
vaccination has been recommended as a preventive strategy. Although there is broad
consensus on inactivated vaccines, there is some controversy in the use of live attenuated
vaccines. In general, it has been recommended to avoid attenuated vaccines in patients
recently treated with DMTs.
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