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Abstract

Neurological disorders are considered as one of the serious issues worldwide. While, many of the disorders have cure, the-
re are still neurological diseases that lacks of curative treatment. Multiple sclerosis is one of them. It doesn’t have any cure, and
therefore the prognosis of the disease is not so good. For this reason, the attention of the healthcare providers is mostly on the
clinical management of the patients suffering from multiple sclerosis. The available literature for the clinical guidelines is into
various dimensions, with a central focus to care the patients according to the evidence-based recommendations and rationales.
A narrative review methodology is used to identify, evaluate, and analyze the available clinical guidelines worldwide. In total,
ten clinical guidelines were found out of which only two fulfilled the quality guideline criteria. A quality guideline is the one
in which four components are present: systematic review, meta-analysis, expert feedback and levels of recommendations. 2/10
clinical guidelines is a very less number which clearly indicates that there are many loop holes that need to be fixed in order to
have a good pool of clinically evident recommendations.

Keywords: Practice Guideline, Multiple Sclerosis, Evidence-Based Practice, GRADE Approach.

Resumen

Los trastornos neurologicos se consideran uno de los problemas graves en todo el mundo. Si bien, muchos de los trastornos
tienen cura, ain existen enfermedades neurologicas que carecen de tratamiento curativo. La esclerosis multiple es una de ellas, no
tiene cura y, por lo tanto, esta enfermedad no tiene buen pronostico. Por esta razén, la atencion del personal de salud se centra en
el manejo clinico de los pacientes que padecen de esclerosis multiple. La literatura disponible sobre las guias clinicas tiene varias
dimensiones, con un enfoque principal en la atencion de los pacientes de acuerdo con las recomendaciones y los fundamentos
basados en la evidencia. Se utiliz6 una metodologia de revision narrativa para identificar, evaluar y analizar las guias clinicas
disponibles en todo el mundo. En total, se encontraron diez guias clinicas de las cuales solo dos cumplieron con los criterios de la
guia de calidad. Una guia de calidad es aquella en la que estan presentes cuatro componentes: revision sistematica, metaanalisis,
opinion de expertos y niveles de recomendaciones. Dos de 10 guias clinicas es un nimero muy pequeiio que indica claramente que
hay muchos vacios que deben ajustarse para tener un buen conjunto de recomendaciones basadas en la evidencia clinica.

Palabras clave: Guia de Practica Clinica, Esclerosis Multiple, Practica Clinica Basada en la Evidencia, Enfoque GRADE.
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Introduction

Multiple sclerosis (MS) is a chronic, demyelinating
disease of the central nervous system in which the myelin
sheath (insulating covers around the axons) gets damaged
in the brain and the spinal cord! The underlying cause of
the disease is related to genetics and the environmental fac-

tors which includes smoking, low levels of vitamin D, obe-
sity and sedentary lifestyle? Genetics doesn’t mean that the
disease is hereditary transferred; it means that it is caused
by some genetic variations in the genes, but some studies
have shown a 1-5% familial tendencies for having MS, and
the risk even increases up to 25% in monozygotic twins?
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It is observed that the disease starts appearing in
people of 20-40 years of age? Caring for patients who
are suffering from MS is a real challenge. It is been
identified that 2.5 million people are affected world-
wide, and amongst them women are affected the most?
A person with MS lives seven years fewer than someone
who doesn’t have the disease?’

It is in our knowledge that MS doesn’t has a cure,
but it is not fatal at the same time. For every person, the
care of MS differs. For caring these patients, practical
guidelines are developed to select the treatment modal-
ity. It is important to note that not every person requires
all the care aspects?

While we see that the disease is progressive and
can lead to disability, there is still not that much litera-
ture available to guide the evidence-based practice for
all the health care professionals. The absence of enough
clinical guidelines leads to great variation in the choice
of treatment for caring MS patients. The literature is
very limited to few clinical guidelines. Therefore, the
purpose of this review was to identify the gaps in the
existing guidelines in order to serve as a baseline to
propose new guidelines, to identify the available guide-
lines worldwide, evaluate the quality of the guidelines,
and to analyze the levels of recommendations.

Methodology

We performed a narrative review. At first, a liter-
ature review was done to identify the clinical guide-
lines available for MS in all aspects (disease-modifying
therapies, diagnostic tests, other treatment options). To
find this out, PubMed and Google Scholar were used
by looking for keywords “clinical guidelines and multi-
ple sclerosis,” “multiple sclerosis guidelines,” and “prac-
tice guidelines and multiple sclerosis?” Then, the clini-
cal guidelines were screened if they were recent (under
5 years). After that, a quality evaluation was done to
see if the guideline is worth paying attention to and
whose findings are evidence-based. For this, the clini-
cal guidelines were screened if the authors have done
or mentioned systematic review, meta-analysis, expert
feedback, and levels of recommendations. Those who
fulfilled the criteria for a good quality guideline, were
then screened to know the questions they answered in
their guidelines. For this, summary was developed that
includes the guideline questions, and recommendations
with their level.

Results

A flow chart with the summary of guidelines found
is presented in the figure. During the first step of the re-
view ten clinical guidelines related to MS were found.

Step 1: Identification of all
clinical guidelines available —
worldwide

l

Step 2: To filter the guidelines
according to their recency which  |—»
is under 5 years

l

Step 3: To evaluate the quality
of the clinical guidelines
(systematic review, meta-analy- |—*
sis, expert feedback, level of
recommendation)

l

Step 4: To make a summary of
the 2 clinical guidelines which
fulfilled the criteria

Overall 10 guidelines
were identified

6 out of 10 guidelines were
under 5 years of
publication

2 out of 6 guidelines fulfill
the criteria of a good
quality guideline

Flgure 1. Summary flow chart of the review of Clinical Practice Guide-
lines related to Multiple Sclerosis.

The names of the clinical guidelines are listed below:

1. Practice Guideline: Disease-modifying Thera-
pies for Adults with Multiple Sclerosis (2018)

2. ECTRIMS/EAN Guideline on the pharmaco-
logical treatment of people with multiple scle-
rosis (2018)3

3. MAGNIMS consensus guidelines on the use of
MRI in multiple sclerosis—establishing disease
prognosis and monitoring patients (2015)?

4. Multiple sclerosis: Management of multiple
sclerosis in primary and secondary care (2014).°

5. Association of British Neurologists: revised
(2015) guidelines for prescribing disease-mod-
ifying treatments in multiple sclerosis.!

6. Summary of evidence-based guideline: Com-
plementary and alternative medicine in multiple
sclerosis (2014).?

7. Guidelines on use of anti-IFN-f antibody mea-
surements in multiple sclerosis: report of an
EFNS Task Force on IFN-Bantibodies in mul-
tiple sclerosis (2005).

8. EFNS guidelines on the use of neuroimaging in
the management of multiple sclerosis (2006) 4

9. EFNS guideline on treatment of multiple scle-
rosis relapses: report of an EFNS task force on
treatment of multiple sclerosis relapses (2005).5

10. Guidelines on the clinical use for the detection
of neutralizing antibodies (NAbs) to IFN beta in
multiple sclerosis therapy: report from the Ital-
ian Multiple Sclerosis Study group (2013).1¢
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Table 1. Summary of the Evaluation of the Clinical Guidelines for Multiple Sclerosis.

Evaluation
i i i Levels of

Systematic Review Meta-Analysis Expert Feedback Recommendations
Practice Guideline: Mentioned about the Meta-analysis done Expert panel was Graded ]
Disease-modifying systematic review for every drug present to develop recommendations as
Therapies for Adults with the DMT (disease level A, B and C
Multiple Sclerosis (7) modifying therapy)

guidelines

ECTRIMS/EAN Guideline 1. Mentioned that they had Meta-analysis was Panelist of expert was Graded

on the pharmacological
treatment of people with
multiple sclerosis (8)

done systemic review

2. Mentioned that they used
PICO strategy to formulate/
translate the questions

done for RCT

present for consensus

recommendations as
strong, weak and
consensus statement

evidence-based guideline:
Complementary and
alternative medicine in
multiple sclerosis (12)

PICO strategy mentioned

MAGNIMS consensus Experts discussed data No meta-analysis International panel sat No levels of
guidelines on the use of from research published in mentioned in Spain to discuss recommendations
MRl in multiple English, and to consider the the use of MRI in MS mentioned
sclerosis—establishing recommendations patients
disease prognosis and contained in previous
monitoring patients (9) papers related to the use of

MRI in patients with MS.
Association of British No systematic review or No meta-analysis No expert panel No levels of
Neurologists: revised PICO strategy mentioned mentioned mentioned recommendations
(2015) guidelines for mentioned
prescribing disease-modify-
ing treatments in multiple
sclerosis (11)
Multiple sclerosis Systematic review was Meta-analysis was No expert panel No levels of
Management of multiple done with PICO strategy done mentioned recommendations
sclerosis in primary and mentioned
secondary care (10)
Summary of No systematic review or No meta-analysis Expert panel was Levels of

mentioned

recommendations
mentioned as level A, B,
Cand U

selected for the
consensus

All these guidelines ranged from the year 2005 to 2018.
The second step of the review was to screen the guidelines
according to their recency under 5 years. Upon doing this,
6 out of 10 articles were falling under the criteria of 5 years,
and correspond to the first 6 first guidelines listed above.
The third step was to evaluate the quality of the
guidelines. A good quality guideline refers to the one
whose content is evidence-based. The best evidences
comes from meta-analysis, systematic reviews, and clini-
cal trial studies (randomized control trials- RCTs)!” It is
possible to give your recommendation a level based on
the evidences you get. Therefore, the guidelines were
evaluated for the presence of the systematic review, meta-
analysis, expert feedback and levels of recommendations.
The table shows the evaluation of the clinical guidelines.
To define the questions of the systematic review, a strat-
egy known as PICO is used® PICO stands for population, in-
tervention, comparison and outcome. As you can see in the
table that only two of the clinical guidelines fulfilled the cri-
teria for a good quality guideline. Those two guidelines are:
1. Practice Guideline: Disease-modifying Thera-
pies for Adults with Multiple Sclerosis (2018)’
2. ECTRIMS/EAN Guideline on the pharmacological
treatment of people with multiple sclerosis (2018)?
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It is always considered important for a clinical guide-
line to be reviewed by a panel of expert before publication
for good quality!® This step also helps the authors to decide
the level of recommendation with everyone’s consensus.
The use of systematic review has now become a standard
in the development of clinical guidelines, still it does not
assure us the confidence we have on a particular recom-
mendation on the basis of the evidences, nor does it tell
us the applicability. To overcome this issue, a system of
GRADE is present?* GRADE stands for grading of recom-
mendations, assessment, development and evaluation. It is
a tool used by the expert panel to decide the grade of rec-
ommendation as strong or weak. A strong recommendation
is the one with high evidences from the literature and the
RCTs, and in which the benefit outweighs the downside.
Whereas, if there is balance between the benefit and down-
side, the recommendation is considered weak!*> According
to British Committee for Standards in Hematology (2014):

*  Grade A: There is a very low possibility that

new research would have an impact on the con-
fidence of the estimated effect.

*  Grade B: There is a possibility that new research

can change the confidence of the estimated effect.

*  Grade C: There is a high possibility that new re-



search would have a significant impact on the con-
fidence of the estimated effect. This recommen-
dation doesn’t hold any evidences from literature,
but they come more from the clinical significance.

*  Grade U: The recommendation is coming from
no evidence.

However, this grading is not universal, and one can
define the level of recommendation according to their rel-
evance of the study.

The next step for the review was to develop a sum-
mary of these guidelines that includes the questions an-
swered in the guidelines and the recommendations.

Practice Guideline: Disease-modifying Therapies for
Adults with Multiple Sclerosis (2018)

This guideline basically focuses on the actions of cli-
nicians when dealing with multiple sclerosis patients re-
garding initiating, switching and stopping the DMTs (dis-
ease-modifying therapies). DMTs refers to the medicines
that can modify/change the course of the disease?! There
were total 20 recommendations mentioned out of which
only 3 of them were Level A. Thirteen of them were Level
B and 4 of them were level C. This issue shows us that the
confident evidence-based recommendations are very few.

ECTRIMS/EAN Guideline on the pharmacological
treatment of people with multiple sclerosis (2018)

This guideline focuses on the overall pharmacolog-
ical management of the patients with multiple sclerosis
that also includes the DMTs. In this guideline, 21 recom-
mendations were mentioned out of which only 3 recom-
mendations were strong. Nine of them were weak and 9
of them were consensus statement. Consensus statement
are the ones which are clinically significant based on the
expert opinions?? This guideline also lacks the confident
evidence-based recommendations.

Discussion

A good quality guideline does not mean that they fol-
low the same pattern; even the 2 out of 10 clinical guidelines
which were of good quality have some variations. Please re-
fer the below mentioned key to refer these two guidelines:

Guideline 1= Practice Guideline: Disease-modifying
Therapies for Adults with Multiple Sclerosis (2018)7

Guideline 2=ECTRIMS/EAN Guideline on the pharma-
cological treatment of people with multiple sclerosis (2018)?

In one of the guidelines, the strength of the recommen-
dation is graded as level A, B, C and U which is also pre-
sented in the result section of the article and it was suggest-
ed by the expert panel to grade the recommendations as this.
Whereas, in other guideline, the recommendations are grad-
ed as strong, weak and consensus statement which was draft-
ed by guideline chairs in a meeting with the methodologists.

It is important to note that only mentioning the fact that
you have done systematic review is not enough. In guide-
line 1, the authors have mentioned that the recommenda-
tions are coming from the systematic review of the litera-
ture, but they have not provided the readers with a complete
set of step by step approach they have taken to suggest the
overall recommendations for starting, switching and stop-
ping the DMTs. However, in guideline 2, the authors have
mentioned that the recommendations are coming from the
systematic review and the randomized control trials, and
they have also given the readers with a complete set of in-
formation as to what was done on each step.

Furthermore, the guideline 1 narrates that recom-
mendations were agreed upon through a Delphi consensus.
Delphi consensus is a method in which multiple rounds of
questionnaire is being sent out to the experts, and the an-
swers are then shared amongst the group after each round?
On the contrary, the guideline 2 narrates that they have
used 3 rounds of nominal group technique to reach to the
consensus over a recommendation. Nominal group tech-
nique is a well-established, structured, multistep group
meeting method which is basically use to develop and
prioritize the opinions or responses of the questions an-
swered by the experts?* In medical and healthcare services,
three kinds of methods are used to achieve the consensus
known as Delphi consensus, nominal group consensus and
the consensus development conference?* and it is up to the
team as to what method fulfills their interest best.

The main thing to take into account is the compatibil-
ity of the objective with the content of the article. When
doing so, it was found out that in guideline 1, the main
objective was to formulate recommendations for DMTs in
MS patients, yet they have not talked much about the first
line therapy which could be used to stop the progression
of the disease. The recommendations are more focused
on the actions of the clinicians, but not on the drugs par-
ticularly. This guideline also highlights the complexity of
the decision making when choosing a DMT for a patient
suffering from multiple sclerosis. Likewise, in guideline
2, their main objective was to formulate a guideline for
the pharmacological treatment of the patients with MS,
they have only talked about the DMDs (disease modify-
ing drugs) and not the other categories of the drugs. They
could have talked about the symptomatic treatment of the
patients with MS because this is also counted as a phar-
macological management. Furthermore, in guideline 1,
they have mentioned the need to have future researches
to improve the decision making for DMTs in MS patients
and gave direction in terms of conducting more clinical
trials and comparative studies to better the outcomes of
the MS patients. On the other hand, guideline 2 does not
talk about any of the areas for future researches despite
of the fact that only 3 out of 21 recommendations were
strong, and thus gives us a clear-cut indication that there
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is a large room for having more studies to develop the ev-
idence-based recommendations with greater strength.

There is a lot of literature regarding the management
of MS, but those are not in cooperated in the form of clinical
guidelines. The American Academy of Neurology conduct-
ed a systematic review for the literature from 1970-2013 to
search for the evidences in rehabilitation management of
MS patients. They find out the possible recommendations,
but still in need to look upon through future researches®
The findings from this review could be in cooperated to get
a comprehensive view of the MS management.

A systematic review was conducted in Europe pub-
lished in 2019, to gather the best evidence-based guide-
lines for the upper limb assessment for people suffering
from neurological conditions. They found over 552 records
out of which only 34 actually fulfilled the criteria. There
criteria for inclusion was also the based on 4 components:
systematic review, meta-analysis, expert feedback, and
levels of recommendations. This shows that how impor-
tant these 4 components are for an evidence-based guide-
line. Out of these 34 guidelines, there were only six guide-
lines which recommended the specific measures of body
structure and function, seven mentioned the global scales
without upper limb assessment specifications, and nine
guidelines mentioned the importance of global upper limb
assessment conducted by trained healthcare professionals.
They further mentioned that if the findings of this review
would not be given specific attention by the international
core set, the data from this review would be wasted?®

Another systematic review was conducted in Austra-
lia published in 2018, to gather the best evidenced based
guidelines for managing patients with stroke and traumatic
brain injuries. They had their own inclusion criteria for the
studies which included systematic review, meta-analysis
and levels of recommendations. They also had a panel of
experts who were responsible to choose the recommen-
dations. There were two independent reviewers to select
the recommendations. They included 20 clinical guide-
lines which had approximately 2088 recommendations out
of 427 papers available. The important to note here is the
fact that they also gave importance to these 4 components.
Also, they highlighted the significance of quality guide-
lines to be included for a better evidence based practice?’

It is known that MS leads to decline in the cognitive
ability. It is one of the components in the loss of the produc-
tive life. There is a need to include the cognitive assessment
in the RCTs and clinical, neuroimaging use to learn more
about the bases of neural deficits, required to developed in-
terventions coming from a evidence based research?

Conclusion

MS is an emerging disease, grabbing everyone’s
attention as this disease could be quite disabling if pro-
gresses. Surprisingly, there is not enough literature to give
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us the evidence-based clinical guidelines for the disease.
Moreover, the literature which is available, only few of
them fulfills the criteria for a good quality clinical guide-
line. A good clinical guideline is the one which is coming
from an evidence-based research, and in which the au-
thors have used systematic reviews, meta-analysis, feed-
back from the expert panel and allocation of the levels of
recommendations. Surprisingly, only 2 out of 10 clinical
guidelines falls under a good quality category. This sug-
gests that there are many loop holes in the development of
clinical guidelines for caring patients with MS.

Recommendations

We need to work on the development of more prac-
tical guidelines to improve the disease outcome, and also
to have a uniformity in the treatment modalities. For this,
the focus of the research should be on the use of random-
ized control trials to generate the best evidence-based
clinical guidelines for MS patients. Case-control and
cohort studies could also be used to get a good quality
guideline. These researches could cover the other parts of
the management for example, doing assessment, giving
medicines, planning rehabilitation measures, and finding
more diagnostic measures and treatment modalities for
MS patients. If the future researches fulfill the gap which
we have in the guidelines, maybe the prognosis of the dis-
ease could become better.
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