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Objectives: Taking new developments in the management of rheumatoid
arthritis (RA) and the economic conditions of our country into account, the
Turkish League Against Rheumatism (TLAR) aimed to develop national
treatment recommendations for the management of RA; thus, they
consulted with national experts for their opinions.

Materials and methods: Eight rheumatologists and 15 physiatrists
experienced in the field contributed to the development of the TLAR
recommendations for the management of RA. The expert committee
planned to develope “Recommendations for the Management of RA in
Turkey” based on EULAR 2010 recommendations for the management of
RA with synthetic and biological disease-modifying antirheumatic drugs
(DMARDs) in light of expert opinions. Following the meeting, a systematic
literature review was performed by searching the Medline and Cochrane,
Embase, and Turkish Medical Index databases between 2009 and 2010 for
pharmacological treatment recommendations and between 2007 and 2010
for non-pharmacological treatment recommendations. This was done in
addition to the studies included in the EULAR 2010 recommendations. All
articles were examined, their contents were summarized, their levels of
evidence were determined, and the Delphi process was initiated.

Results: Sixteen general recommendations were listed along with five main
principles and one non-pharmacological treatment method. A consensus was
reached for all recommendations, and their strength levels were voted upon.

Conclusion: Recommendations were formed for the management
of RA in Turkey. These national recommendations are intended to
guide physical medicine and rehabilitation specialists (physiatrists),
rheumatologists, and family physicians and should be regularly
updated.
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Amag: Tirkiye Romatizma Arastirma ve Savas Dernegi (TRASD)
romatoid artrit tedavisindeki yeni gelismeleri ve Ulkemizin ekonomik
kosullarini géz énlinde bulundurarak, RA tedavisine yénelik ulusal tedavi
onerileri gelistirmeyi amaglamistir ve bu amagla, fikirlerini almak igin
ulusal uzmanlara danigmistir.

Gerec ve yontemler: Bu alanda deneyimli olan sekiz romatolog ve 15
fizik tedavi uzmani TRASD’nin RA tedavisi 6nerilerinin gelistiriimesine
katkida bulunmustur. Uzmanlar kurulu, EULAR 2010°da yer alan RA’nin
sentetik ve biyolojik hastalik modifiye edici antiromatizmal ajanlarla
(DMARD’ler) tedavi 6nerilerini baz alarak, uzman géruslerinin de yer
aldigr bir “Turkiye RA Tedavi Onerileri” olusturulmasini planlamistir.
Toplantinin ardindan, Medline ve Cochrane, Embase ve Tirk Tip
Dizini veritabanlarinda farmakolojik tedavi 6nerileri icin 2009 ile 2010
yillari arasini, non-farmakolojik tedavi icin ise 2007 ile 2010 yillari
arasini kapsayan aramalar gercgeklestirilerek sistematik bir literatur
taramasi yarattlmustir. Bu islem EULAR 2010 6nerilerine dahil edilen
calismalara ilave olarak yapilmistir. Tim makaleler incelenmistir,
icerikler 6zetlenmistir, kanit seviyeleri belirlemistir ve Delphi islemi
baslatiimistir.

Bulgular: Bes ana prensip ve bir non-farmakolojik tedavi yéntemiyle
birlikte 16 genel 6neri siralanmistir. Tim 6neriler konusunda uzlasiya
variimisgtir ve dnerilerin kuvvet seviyeleri oylanmigtir.

Sonug: Tirkiye’'deki RA tedavisine yonelik oneriler olusturulmustur.
Bu ulusal énerilerin fizik tedavi ve rehabilitasyon uzmanlarina (fizyatri
uzmanlarina) romatologlara ve aile hekimlerine yonelik bir kilavuz olarak
islev gérmesi amaglanmistir ve 6nerilerin dizenli sekilde glincellenmesi
gerekmektedir.
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An absolute cure for rheumatoid arthritis (RA) is still
not available. Management of the disease involves
several treatment strategies targeting an expectation
for disease remission. The treatment plan, constructed
based on the knowledge, experience, and creativity of
the involved clinicians, can be considered a work of art
due to the diversity of RA treatment alternatives and
the requirements involved in patient-specific treatment
planning.

Up until now, several studies have been conducted
and recommendations have been proposed as guidelines
for the management of RA. Internationally well-known
rheumatologists have published joint recommendations
for the management of various rheumatic diseases.
These recommendations provide guidance in terms of
evidence-based medicine for all countries. Although
these recommendations serve as the central focus of
management when planning the treatment of RA, the
geographic location of a country, the characteristics
of RA patients, including lifestyle and environmental
factors in that geographic region, and the operation of
the healthcare system in that country bring up a need
for the modification of its own therapeutic plans.

The Turkish League Against Rheumatism (TLAR),
a scientific member of the European League Against
Rheumatism (EULAR), produces scientific projects in
the field of rheumatology in Turkey through its working
groups and has become well-known for its national RA
and ankylosing spondylitis (AS) registry systems. The
organization has developed “Recommendations for the
Management of RA in Turkey” based on international
recommendations while also taking national
conditions into account. In addition, expert opinions
were also included in light of current evidence-based
information.

MATERIALS AND METHODS

In April 2010, TLAR made a general announcement to
members by e-mail to determine which experts desired
to participate in the development of recommendations
for the management of RA and requested for those
who were interested to fill out a form consisting
of their experience, knowledge, skills, and scientific
publications in the field of RA. These forms were
then analyzed and an expert committee was formed.
A project manager and two assistant managers were
assigned to coordinate the organization, form an
e-mail network, and write the final manuscript. It was
decided that they should not be involved in the process
of the development of recommendations. A total of
24 individuals consisting of eight rheumatologists,
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15 physical medicine and rehabilitation (PM&R)
specialists (physiatrists), and a PM&R (physiatry)
resident participated in the project.

The initial meeting was held in July 2010 in Ankara,
and the RA experts were invited. The agenda included
determining the aim of the project aim and the target
audience. Also under discussion was a review of
recent literature with a focus on recommendations and
guidelines, the selection of pertinent recommendations
and guidelines to be adopted which could serve as
the fundamental basis for the development process,
the determination of the headings and number of
recommendations to be developed, and the achievement
of a consensus on methodology.

It was decided that the essential objectives in
developing these recommendations was to review
the recent advances in the management of RA and
their economic consequences under the framework of
evidence-based medicine and expert opinion, develop
a treatment algorithm for the management of RA in
Turkey, and provide country-specific guidelines for the
PM&R specialists (physiatrists), rheumatologists, and
family physicians.

Aliterature search was performed before the meeting
to find all recent guidelines and recommendations
so that they could be presented and discussed at the
meeting. All of the recommendations suggested in
the guidelines were examined during the meeting,
and efforts were made to note which ones could be
modified according to recent evidence and our national
conditions while also allowing new recommendations
to be implemented. It was also decided that “TLAR
recommendations for the management of RA” should
be prepared for presentation and publication so that

it could be easily accessed by physicians interested in
the field.

The recommendations included in four recent
articles concerning the management of RA were
presented to the expert committee in the meeting.
1- EULAR recommendations for the management
of RA with synthetic and biological disease-
modifying antirheumatic drugs-2010," 2- Treating
rheumatoid arthritis to target: recommendations
of an international task force-2010,? 3- ACR 2008
recommendations for the use of nonbiologic and
biologic disease-modifying, antirheumatic drugs
(DMARDs) in RA-2008,% 4- Updated consensus
statement on biological agents for the treatment of
rheumatic diseases-2009./ The last article included
an update of previous recommendations. Participants
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from 23 different countries contributed to this update,
and it not only included consensus recommendations
for RA, but included recommendations for psoriatic
arthritis and AS as well. Because this update only
included biological agents and their adverse effects
and did not embrace RA management as a whole,
it was decided that this article should be used for
the process of the development of recommendations
in our project The third article included the
American College of Rheumatology (ACR) 2008
recommendations. These were listed for each
medication in this article, and safety data for the
biological agents was also included. Due to the limited
number of recommendations in this article, which is
only updated in certain years, and because the most
recent update was slightly out-of-date, this article was
used as a reference in our project but not as a primary
source. The second article included the treatment
recommendations of an international task force. They
were developed using a Delphi-like procedure with
the contributions of over 60 rheumatologists from
different parts of the world and one patient. Four main
principles and 10 recommendations were developed
for targeting the treatment of RA. Therapeutic targets
were defined as remission, with low disease activity
being an alternative goal in patients with long-standing
disease. The recommendations included the approach
to the patient, therapeutic goals, and procedures to be
followed to reach these goals. They included neither the
names of drugs nor a specific treatment algorithm. It
was decided that this article was important in terms of
our project’s objectives; however, a treatment algorithm
which included specific drugs would have been more
useful for guiding our physicians. Finally, the EULAR
recommendations for the management of RA with
synthetic and biological DMARDs were presented, and
it was decided that they should serve as the fundamental
basis for our own recommendations. It was emphasized
that the EULAR recommendations did not include non-
pharmacological treatment recommendations, nor did
they include physical therapy, rehabilitative approaches,
or other alternative treatment methods that are the
basic fields of interest for PM&R specialists who are also
responsible for the treatment of RA patients in Turkey.
These modalities are frequently used in the management
of RA and should be included in the recommendations
for our country. Therefore, it was decided to add one item
consisting of non-pharmacological management of RA
to the recommendations, and three more investigators
were assigned to help in a systematic literature search
about this topic.

Following the meeting, a systematic literature
review (SLR) was performed by searching the Medline
and Cochrane, Embase, and Turkish Medical Index
databases between 2009 and 2010 for pharmacological
treatment recommendations and between 2007 and
2010 for non-pharmacological treatment since studies
up to June 2009 were included in the EULAR 2010
recommendations. The SLR included meta-analyses,
systematic reviews, randomized controlled trials
(RCTs), non-randomized controlled trials (non-
RCTs), and observational studies, including data
from registries. All articles were examined, their
contents were summarized, and their levels of evidence
were determined. The citation information of the
articles, their summarized content, their levels of
evidence, and the Turkish translation of the EULAR
2010 recommendations were e-mailed to all members
of the expert committee, who were then asked to
suggest five main principles, 15 pharmacological
recommendations, and one non-pharmacological
general recommendations based on the EULAR 2010
guidelines, evidence from recent literature, and their
own expert opinions. The “Oxford Centre for Evidence-
Based Medicine”™ was used to assess the strength of
the recommendations and the level of evidence, and
the Delphi technique  was used to develop these
recommendations. At the end of this process, atotal of 17
main principles and 55 general recommendations were
generated. These recommendations were re-grouped
according to their content into five main principles
and 16 general principles. In the first Delphi round,
these recommendations were sent to all the experts,
and they were asked to select one of the main principle
subgroups and one of the general principle subgroups.
Recommendations that were accepted by more than
60% of the experts in the Delphi round remained on
the list with the remainder being removed. A total of
three rounds were performed.

The second meeting of the expert committee was
held in April 2011 in Ankara. Concise summary reports
followed by the list of recommendations were presented
by the project manager. The experts were asked to
present their opinions and suggest necessary changes
after the presentation of each recommendation. Every
suggestion for change was voted on by the experts and
accepted if it was voted for by more than 60%. Each
recommendation was then checked for spelling and
grammar mistakes, and corrections were made so that
the meaning was expressed in the best way. After these
corrections were unanimously approved, the strength
level of the recommendation (SOR) was voted on using
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electronic key pads. This procedure was repeated for
each main principle and general recommendation. The
completion of the whole process for the development of
the recommendations took nearly 10 months.

RESULTS

The final version of the main principles and general
recommendations that were listed in the second
expert meeting is presented in Table 1. The strength
of recommendation and levels of evidence for each
recommendation are shown in Table 2.

Main Principles

A- The specialists primarily responsible for the
management of patients with RA are those experienced
in rheumatic diseases. For our country, these
specialists are rheumatologists and physical medicine
and rehabilitation (PM&R) specialists (physiatrists).
In many countries, rheumatologists are the specialists
who are primarily responsible for the management of
RA. However, PM&R specialists (physiatrists) have
been primarily responsible for treating rheumatic
diseases for a very long time in Turkey. In our country,
PM&R (as Physical Medicine/Therapy) was included
as a medical specialty in the first regulation on
specialty training in medicine dated May 8" 1929
that was implemented following the realization of
Law No.1219 on the Practice of the Art of Medicine
and its Branches, which forms the legal framework
of modern medicine in Turkey. When subspecialties
were first organized in 1961, PM&R specialists who
had systematically worked in the field of rheumatology
were offered the title “rheumatologists”. Rheumatology
subspecialties were later founded under both Internal
Medicine and PM&R in 1983.” Since then, it has been
classified as such in all of the subsequent regulations
on specialty training in medicine implemented in
1993, 2002, and 2009.®! The Ministry of Health and
the Council of Higher Education (CHE) have approved
the rheumatology divisions founded under PM&R
and internal medicine departments. This has been
continuing as such since 1986. This evidence-based
situation requires that RA should be treated by both
rheumatologists and PM&R specialists in Turkey.

B- The management of patients with RA should
include the combination of pharmacological and
non-pharmacological methods. Treatment should be
planned on an individual basis for each patient. A
patient-centered and multidisciplinary approach is
essential for the management of RA. It is well-known
that non-pharmacological treatment methods lead to
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improvement in patient function as do pharmacological
treatment alternatives for this disease for which there is
currently no cure. The expert committee decided that
treatment should be planned on an individual basis
for each patient taking several factors, such as disease
activation, functional status, social life, and health
insurance, into account.

C. The management of patients with RA should
be executed using the best treatment alternatives
available and taking into account current conditions.
Treatment decisions should be made jointly by the
patient and the specialist. Rheumatoid arthritis is a
disease that may lead to irreversible structural damage
if not properly treated. More effective treatment
alternatives have been introduced for the management
of RA in recent years. Current evidence suggests that
these treatment agents prevent or reduce structural
damage. Special care should be taken during treatment
planning to provide the best treatment alternatives
for the patient. This principle, which was included
within the basic principles in the EULAR 2010
recommendations, was also accepted in the TLAR
recommendations."!

D. Patients with RA and their families should be
informed and educated, and social support should be
provided for the patients. It has been demonstrated
in numerous studies that educational-behavioral joint
protection programs have beneficial effects on pain
and disease activity (swollen and tender joint count) as
well as functional and psychological status in RA.*1
The experts wished to emphasize the beneficial effects
of patient education on disease course in patients with
RA. A multidisciplinary approach should be adopted,
and education and support should be provided for
the patient and family by a team composed of the
patient’s physician, nurse, physical therapist, nutrition
specialist, occupational therapist, social worker, and
psychologist.!?

E. Rheumatoid arthritis is an expensive disease
with regard to production costs of pharmacological
agents and service costs of non-pharmacological
agents. This should be considered by the treating
specialist and team while also taking healthcare costs
and reimbursement criteria, which may vary from
country to country, into account. There has been a
considerable amount of increase in medical treatment
costs since the introduction of biological DMARDs in
the management of RA. Health authorities in different
countries have implemented different regulations and
initiatives for the reimbursement of these agents.
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Table 1. Recommendations for the management of rheumatoid arthritis with pharmacological and non-pharmacological therapies

Main Principles

A.

The specialists primarily responsible for the management of patients with rheumatoid arthritis (RA) are those experienced
in rheumatic diseases. For our country, these specialists are rheumatologists and physical medicine and rehabilitation
(PM&R) specialists (physiatrists).

The management of patients with RA should include a combination of pharmacological and non-pharmacological methods.
Treatment should be planned on an individual basis for each patient.

The management of patients with RA should be executed using the best treatment alternatives available and taking into
account current conditions. Treatment decisions should be made jointly by the patient and the specialist.

Patients with RA and their families should be informed and educated and social support should be provided for the patients.
Rheumatoid arthritis is an expensive disease with regard to production costs of pharmacological agents and service costs
of non-pharmacological agents. This should be considered by the treating specialist and team while taking healthcare costs
and reimbursement criteria, which may vary from country to country, into account.

General Recommendations for the Management of RA

L.

10.

11.

12.

13.

14.

15.
16.

Synthetic disease-modifying, antirheumatic drug (DMARD) treatment should be started as soon as a diagnosis of RA has
been made.

Treatment should target achieving remission or low disease activity as soon as possible in every patient. Patients should be
strictly monitored every one to three months until these goals are reached.

The initial synthetic DMARD to be selected for monotherapy should be methotrexate (MTX) unless there is a
contraindication or intolerance for MTX. Oral or injectable forms of MTX should be used both for monotherapy and in the
context of combination treatment and in maximum tolerable doses, if necessary.

Leflunomide or sulfasalazine (SSZ) should be used as a part of the treatment strategy if MTX is contraindicated or cannot
be tolerated. Antimalarial drugs can also be used in patients with mild disease.

Depending on the clinical characteristics in DMARD-naive patients, synthetic DMARD monotherapy should be used,
irrespective of the addition of glucocorticoids (GCs).

In order to suppress inflammation more rapidly, low or moderate dose GCs are added to synthetic DMARD monotherapy
or combination therapy. They provide the benefit of a short-acting initial treatment; however, they should be tapered as
rapidly as possible.

The addition of a biological DMARD can be considered in patients for whom an initial DMARD strategy has failed to
achieve the treatment target and for those who have poor prognostic factors. If there are no poor prognostic factors,
switching to another synthetic DMARD should be considered.

In current practice, first-line biological DMARDs include TNF-alpha inhibitors (adalimumab, etanercept, infliximab) and
they should be used in combination with MTX.

Other TNF inhibitors abatacept, rituximab or tocilizumab should be used in patients for whom the initial TNF inhibitor
therapy has failed.

The use of synthetic DMARDs such as azathioprine, cyclosporin A (or cyclophosphamide in exceptional situations) can be
considered in severe RA patients refractory to biological agents and synthetic DMARDs. However, severe toxicity profiles
should be kept in mind.

Although patients with poor prognostic factors have more to gain from intensive medication strategies, these strategies
should be considered for all patients.

If a patient using a biological DMARD, synthetic DMARD and GC is in remission, first the GCs should be tapered and
discontinued, and then the biological DMARDs should be tapered if remission persists. Synthetic DMARDs should be
continued at the same dosage throughout this process.

Tapering synthetic DMARD doses can be considered in patients with persistent longstanding remission, and the process
can be planned by the patient and the doctor.

Different factors such as progression of structural damage, accompanying diseases and safety issues should also be
considered during treatment planning.

Intraarticular local corticosteroids can be used in cases of monoarthritis.

Patient specific exercises, assistive and adaptive devices, protective and/or corrective ortheses, physical therapy modalities,
balneotherapy, spa therapy and hydrotherapy should be used as non-pharmacological treatments in RA.
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Table 2. Strength level of main principles and general recommendations
Recommendations Level of evidence Grade of recommendation Strength of recommendation (SOR)

1 la A 9.61+0.98

2 1b A 9.56+0.98

3 la A 9.17£1.50

4 la A 9.83£0.38

5 la A 8.89+0.96

6 la A 9.22+1.55

7 5 D 9.67+0.59

8 1b A 9.72£0.57

9 1b A 9.22+1.17

10 la B 9.11£1.02

11 1b B 9.50+0.86

12 3b, 1b* B 8.78+1.86

13 4 C 9.39+0.85

14 3b C 9.67+0.59

15 1b C,D 8.50£2.15

16 la** 1bt B, Ce 8.22+1.80
* Second sentence of the statement section; ** Level of evidence for the fourth and fifth non-pharmacological modalities listed in the statement section
(physical therapy modalities, balneotherapy, spa therapy, and hydrotherapy); ** Level of evidence for non-pharmacological modalities, including exercise and
assistive and adaptive devices, splint and ortheses, listed in the statement section; + Level of evidence for non-pharmacological modalities, including physical
therapy modalities, balneotherapy, hydrotherapy, and spa therapy; + Grade of recommendation for the non-pharmacological modality of exercise; § Grade of
recommendation for the non-pharmacological modalities, including ortheses, assistive devices , physical therapy modalities, hydrotherapy, and spa therapy.

The reimbursement criteria have increasingly made it
difficult to use these agents in our country over the
past several years. However, sick leaves and disability
pensions have increased parallel with increased disease
duration, even in countries where more effective drugs
and appropriate treatment strategies are utilized with
greater ease.” Therefore, as mentioned in the EULAR
recommendations,! the expert committee wishes
to emphasize that direct and indirect costs of RA,
especially if insufficiently treated, are very high in
our country where the use of more effective biological
DMARD:s is restricted.

General Recommendations

1. Synthetic DMARD treatment should be started as
soon as a diagnosis of RA has been made. Rheumatoid
arthritis is a disease associated with increased risk
for disability and early death. The mainstay of
pharmacological treatment of RA is to ameliorate
synovitis, which may cause joint destruction, as early as
possible. It has been shown that initiation of DMARD
treatment immediately after disease onset is associated
with a better outcome compared with later usage.!
Synthetic DMARDs are known to improve symptoms,
articular findings, and physical function while also
slowing down radiological progression.'*'”! Thus, the
initial treatment approach should include synthetic
DMARD:s due to the high cost of biological DMARDs,
which are also known to be effective in the early stage

of the disease. It has been emphasized in several articles
in which recommendations for the management of
RA are published (i.e. EULAR, ACR, Sweden) that
treatment with a synthetic DMARD should be initiated
as quickly as possible after the diagnosis of RA.[->18
Our expert committee unanimously approved this
opinion.

2. Treatment should target achieving remission
or low disease activity as soon as possible in every
patient. Patients should be strictly monitored every
one to three months until these goals are reached. It
has been shown that treatment need in patients with
RA is not adequately met, and most patients have
moderate disease activity."” High disease activity and
persistent moderate activity in DAS-28 scores are
associated with significant functional deterioration.
It is also known that functional impairment may
occur even in low activity status.?® Therefore, the
primary goal should be to achieve remission. Low
disease activity may be an acceptable target in cases
where remission cannot be reached. It has been clearly
demonstrated in the FIN-RACo (FINish Rheumatoid
Arthritis Combination Therapy), TICORA (Effect of
a treatment strategy of tight control of rheumatoid
arthritis), BeST (Clinical and radiographic outcomes
of four different treatment strategies in patients with
early rheumatoid arthritis), and CAMERA (Computer
Assisted Management in Early Rheumatoid Arthritis)
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trials that strict monitorization of the patients is
effective in reaching this target.?*! The CAMERA
study suggested the importance of monthly assessments
using an objective computer software model developed
for this purpose.

3. The initial synthetic DMARD to be selected
for monotherapy should be methotrexate (MTX)
unless there is a contraindication or intolerance.
Oral or injectable forms of MTX should be used both
for monotherapy and in the context of combination
treatment in maximum tolerable doses, if necessary.
Methotrexate is the most effective drug among
the DMARDs and is recommended for use as the
initial choice of treatment in order to control disease
activity within the shortest period of time.?*?" It
has been found that MTX is used more commonly
than other DMARDs in patients with high disease
activity.’” When considering efficacy/toxicity
ratio analyses, it has been demonstrated that MTX
used for monotherapy is as beneficial as when it is
used in combination treatment, and it definitely
downgrades radiological disease progression.?$?
Methotrexate is also the most frequently used drug in
combination treatment with DM ARDs and biological
agents. The DMARD combination is often used as
a second treatment step if there is no response to
MTX monotherapy.”® In addition, the effectiveness
of MTX increases and the adverse effect profile does
not change when it is used in combination with
parenteral gold and other DMARDs.P! It can be
used orally and subcutaneously.® According to the
reimbursement criteria of our country, the initial
use of MTX in RA treatment has to be in an oral
form; however, subcutaneous forms can be used if
the oral form cannot be tolerated. Methotrexate used
subcutaneously has been found to be superior in terms
of both efficacy and safety.””! Although MTX can be
used in weekly doses of 7.5-30 mg, doses up to 25 mg
are more common. Its efficacy is increased when used
in combination with anti-tumor necrosis factor (anti-
TNF) agents along with other biological agents.**3
Therefore, the use of MTX in combination with most
of the biological DMARDs has been approved by the
Food and Drug Administration (FDA). Moreover,
it also reduces autoantibody formation against
biological agents when used in combination with
these drugs.k

4. Leflunomide or sulfasalazine (SSZ) should be
used as a part of the treatment strategy if MTX is
contraindicated or cannot be tolerated. Antimalarial
drugs can also be used in patients with mild disease.

Leflunomide is often used as the first choice of
DMARD:s following MTX.B¢ It is effective in the
treatment of patients with RA as a monotherapy or
in combination with MTX and is well tolerated.®” It
hasacomparable efficacy with MTX in the treatment
of RA, and it has also been demonstrated to be
effective when used in combination with biological
agents, Its safety has been proven with regular
controls. In a recent study, the combination of
leflunomide with rituximab was shown to be
superior to the MTX/rituximab combination.® It
hasbeen reported to reduce radiological progression
compared with a placebo, but when compared
with MTX and SSZ, no reduction was seen.?*
Significant improvement in functions and Health
Assessment Questionnaire (HAQ) scores have
been demonstrated in patients using leflunomide
compared with a placebo."” In another study,
improvement in physical functions lasting 24
months was noted with MTX, leflunomide, and
SSZ." Sulfasalazine has been proven to be an
effective drug in the treatment of RA by placebo-
controlled studies.[*>*Y In various clinical trials,
SSZ has been shown to induce improvement in
disease parameters similar to those observed by
penicillamine, hydroxychloroquine (HCQ), and
oral or parenteral gold*? while comparative meta-
analyses have concluded that it can be listed among
the more effective DMARDs ¢ Sulfasalazine also
slows down radiological progression in RA.*”
Chloroquine (CQ) and hydroxychloroquine (HCQ)
are antimalarial drugs used in the treatment of
RA. As HCQ is less toxic than CQ, it is more
commonly preferred despite its lower efficacy."®
In a systematic meta-analysis of four comparative
studies, HCQ was found to be more effective than a
placebo in RA. It was concluded that though it has
moderate efficacy, it should be considered for use in
the treatment of RA due to its low toxicity profile.[*”)
It is frequently included in combination treatment
regimens associated with successful outcomes./*"!
In Turkey, HCQ is occasionally chosen as an initial
DMARD in patients who have mild disease activity
and do not possess any poor prognostic factors.
Although oral and parenteral gold are included
in the EULAR recommendations,!" they are not
readily available and are not frequently used in
our country. This is especially true since treatment
with MTX has become widely popular. Thus, CQ
and HCQ have not been included in the national
recommendations by the expert committee.
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5. Depending on the clinical characteristics
in DMARD-naive patients, synthetic DMARD
monotherapy or combination therapy should be used,
irrespective of the addition of glucocorticoids (GCs).
It has been demonstrated in several clinical studies
that DMARD monotherapy is superior to a placebo,
and DMARD combination therapy leads to more
favorable outcomes compared with monotherapy.
Combination therapy, either with or without GCs, has
also been shown to be more cost-effective compared
with monotherapy.” In most of the combination
treatment trials, such as the COBRA (Combination
therapy in patients with early rheumatoid arthritis)
study by Boers et al.,*” the CIMESTRA (Cyclosporine,
methotrexate, and steroid in rheumatoid arthritis)
study by Hetland et al.*¥ and the FIN-RACo study by
Mottonen et al.** GCs have been included in DMARD
treatment regimes.?"*>** There have also been studies
demonstrating the effectiveness of combination
treatment without the addition of GCs. In two different
studies by Dougados et al.** and Haagsma et al.,®
the combination of SSZ and MTX was compared with
monotherapy, and the combination treatment was
shown to be more effective.”>*¢! Calgiineri et al.’”!
compared monotherapy with two- and three-drug
combination therapies. The three-drug combination
therapy was shown to be more effective than the two-
drug combination, and the two-drug combination was
more effective than monotherapy.”” In another study,
a three-DMARD combination was compared with
an intensive, step-up DMARD treatment, and both
regimens were found to provide similar efficacy in
controlling disease activity.*® It is important to assess
the presence of poor prognostic criteria in DMARD-
naive patients during clinical decision making for
the initiation of either monotherapy or combination
treatment.

6. In order to suppress inflammation more rapidly,
low or moderate dose GCs are added to synthetic
DMARD monotherapy or combination therapy.
They provide the benefit of a short-acting initial
treatment; however, they should be tapered as rapidly
as possible. Glucocorticoids are often used in low doses
and in combination therapies with RA. Doses of 10
mg or lower of GCs are rather effective in improving
the symptoms in active RA. However, most patients
become functionally dependent on the long-term
use of these drugs.”” The EULAR recommendations
regarding the use of GCs in RA were developed after
a wide systematic search of literature between 1962
and 2009. It was suggested in those recommendations
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that the use of GCs may provide the benefit of a bridge
therapy in patients who have recently started to receive
DMARD:s. The addition of GCs to synthetic DMARDs
is helpful considering its effects on the symptoms,
findings, and function. Radiological progression
especially benefits from the GCs. The inhibition of
radiographic progression may continue for years, and
GCs should be tapered as rapidly as possible, though
gradually, to avoid clinical activation.®” In another
article of systematic review and expert opinions about
the use of GCs in early RA, it was recommended
that GCs could be used in low or moderate doses in
cases with inadequate response to non-steroidal anti-
inflammatory drugs (NSAIDs) and active disease or
for a limited time as a bridge therapy until the effects of
DMARD:s are observed. The dosage should be tapered
in accordance with the clinical situation, and the goal
should be to stop taking the drug completely.*" It has
been suggested in the National Institute for Clinical
Excellence (NICE) guideline for the management of RA
that the use of long-term, low-dose GC in the treatment
of early onset and established RA may be acceptable,
but it is not ideal for patients who become dependent
on this treatment in routine clinical practice because
their disease is exacerbated when they stop taking
GCs. The NICE guideline suggests that efforts should
always be made to replace GCs with other DMARDs,
and GC doses should be kept at a minimum level.l?
The rationale behind efforts for the use of short-term,
low-dose GCs stems from concerns about long-term
safety. According to a meta-analysis of 14 studies, most
of which included low-dose and long-term GC usage
in patients with RA, the annual incidence of adverse
effects was found to be 43/100 (95% CI: 30-55). The
annual incidence reached much higher values in high-
dose GC therapies, such as 555/100 (95% CI: 391-718)
in inflammatory bowel disease.l” In accordance with
these findings, the expert committee has agreed that
GCs should be used in low doses.

7. The addition of a biological DMARD can be
considered in patients for whom an initial DMARD
strategy has failed to achieve the treatment target
and for those who have poor prognostic factors. In
cases without poor prognostic factors, switching to
another synthetic DMARD should be considered.
Biological DMARDs have a more rapid effect on
disease activity compared with synthetic DMARDs
in early RA. Also, biological agents are more effective
in stopping radiological progression when used as
monotherapy. They are even more efficacious when
used in combination with MTX. Basic radiological
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scoring, swollen joint count, erythrocyte sedimentation
rate (ESR), C-reactive protein (CRP) levels, and the
presence of anti-cyclic citrullinated protein (anti-
CCP) antibodies in patients with early RA can be
used to estimate which patient may exhibit a more
rapid disease progression and joint destruction.*¢¢
The Abatacept Study to Gauge Remission and Joint
Damage Progression in Methotrexate-Naive Patients
with Early Erosive Rheumatoid Arthritis (AGREE)
showed that the early use of a biological agent + MTX
combination resulted in a better patient outcome
than when the agents were added later.*”” The Early
Rheumatoid Arthritis (ERA) study was the first study
to compare etanercept and MTX monotherapy in
early RA, and it noted a more rapid improvement and
cessation of radiological progression in the etanercept
arm.® The combination of infliximab and MTX was
found to be superior to MTX alone in the Active-
Controlled Study of Patients Receiving Infliximab for
Treatment of Rheumatoid Arthritis of Early Onset
(ASPIRE) study.® The PREMIER study was a multi-
center, randomized double-blind study comparing
the use of MTX alone, adalimumab alone, and the
combination of adalimumab + MTX in MTX-naive
patients with early aggressive RA. It was found that the
adalimumab + MTX combination was superior to the
other monotherapies in early aggressive RA in terms
of improvement of symptoms and findings, inhibition
of radiological progression, and establishing clinical
remission.” In another study, the adalimumab +
MTX combination was found to be superior compared
with MTX monotherapy in slowing down radiological
progression in patients with early RA."M A meta-
analysis of seven combination studies involving
infliximab, adalimumab, etanercept, or abatacept
concluded that the combination of biological agents
and MTX was superior to MTX monotherapy in terms
of establishing remission.”” Four different treatment
strategies were compared in the BeST study, and earlier
functional improvement and less radiological damage
were noted at the end of one year in the group treated
with a combination of biological agents compared
with successive monotherapy or step-up combination
treatment groups.” The rationale behind this
recommendation has been presented in detail in the
EULAR recommendations. No randomized controlled
or observational studies have been conducted to test
different treatment agents based on prognostic factors;
however, this recommendation was based on expert
opinion supported by indirect evidence. We also found
no study addressing this aspect during our literature

search; therefore, our expert committee accepted
this statement based on expert opinion as previously
stated.!"

8. In current practice, first-line biological DM ARDs
include TNEF-alpha inhibitors (adalimumab,
etanercept, infliximab), and they should be used
in combination with MTX. Tumor necrosis factor a
(TNF-a), which was originally defined in the 1970s, is
a pro-inflammatory cytokine that plays a central role
in RA pathogenesis.” It was the first of the biological
agents to be used in RA treatment following classical
DMARD:s. Maini et al.”! evaluated the effects of anti-
TNF treatment, both with and without MTX, in a phase
IT study in 1998. This study has served as the basis for
the development of infliximab treatment protocol since
that time.” Following that trial, Moreland et al.’®
reported in another phase II study that etanercept was
a safe drug with rapid, significant, and ongoing efficacy
in patients with RA. The ASPIRE study showed that
infliximab was superior to MTX.*”! In another study
conducted involvinig MTX using RA patients with
active disease, it was found that the percentage of
patients achieving American College of Rheumatology
(ACR) 20 response was 70% in the etanercept and
MTX group, but only 27% achieved this response in
the placebo group.’” It was reported in the Trial of
Etanercept and Methotrexate with Radiographic Patient
Outcomes (TEMPO) study that both clinical and
radiological response was greater in patients receiving
etanercept and MTX combinations.” Adalimumab is
a human anti-TNF monoclonal antibody. Its efficacy
in RA was investigated in the anti-TNF research study
program of the monoclonal antibody adalimummab
(DTE7) in rheumatoid arthritis (ARMADA) trial and
the PREMIER study, and it was found that it was
more effective than MTX as a monotherapy agent. It
was also superior to monotherapy when combined
with MTX."*7 These three anti-TNF agents were
the first drugs proven to be effective for RA and
approved by the FDA to be used in its treatment. Their
efficacy has been demonstrated in numerous studies.”!
Adalimumab, etanercept, and infliximab are the TNF
inhibitors which are reimbursed by the Social Security
Institution in Turkey; therefore; they are the most
frequently prescribed drugs. Other TNF inhibitors,
such as golimumab, have been approved for use in the
treatment of RA, but the costs are not yet covered by
our insurance system. There are still no comparative
studies which suggest that other biological agents
used in the treatment of RA are superior to anti-TNF
agents. Therefore, the expert committee decided that
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the initial biological DMARDs to be used following
synthetic DMARDs should be anti-TNF agents.

9. Other TNF inhibitors (abatacept, rituximab
or tocilizumab) should be used in patients for whom
the initial TNF inhibitor therapy has failed. Due to
their disparate structures, TNF-blocking agents have
similar effects on the same target molecule through
diverse pathways.® In addition to the alterations in
their molecular structure, differences in terms of a
patient’s specific genetic features, antibodies which
may develop against the drugs, dosage regimens,
and pharmacokinetic characteristics may also lead
to variations in the efficacy of these drugs with
individual patients (a lack of response, adverse affect
etc). In the Finnish Register of Biological Treatment
(ROB-FIN) study conducted on 1688 patients of
the Finnish Biological Therapy Registry System,
switching from one biological agent to another was
noted in 37% of the patients during a follow-up
period of 28 months, and the most effective results
were obtained in the case of loss of effect to the first
anti-TNF drug.®? Scrivo et al.®¥ reported switching
to a second anti-TNF drug in 37 out of 692 registered
anti-TNF-alpha-naive RA patients. Remission and
low disease activity along with good and moderate/
good EULAR response rates were elevated after three
months. Some studies have suggested that anti-TNF
drugs are more effective with anti-TNF-naive patients
compared with their use as a switching agent. When
the switch to another anti-TNF agent was performed
due to a lack of effect or an adverse effect, the risk
for drug cessation was shown to increase due to
the same reasons.’*®! An analysis of the Danish
Database for Biological Therapies in Rheumatology
(DANBIO) showed that patients with RA benefit
from the switching of anti-TNF drugs.®”) Active RA
patients refractory to DMARD or TNF blockers were
included in a rituximab meta-analysis, and ACR
20, 50, and 70 responses were evaluated. Rituximab
and MTX combination treatment was found to be
effective and associated with low adverse effect
incidence in refractory cases.® It was suggested in a
consensus report on rituximab that the drug, when
used in combination with MTX, is effective in patients
refractory to other biological agents, especially
in seropositive RA, but there is insufficient data
regarding the optimal dose.®® Schiff and Bessette!®”!
have used abatacept, another biological agent, and
a MTX combination in biological DMARD-naive
active RA patients with insufficient response to MTX
and have demonstrated significant improvement
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in radiological progression along with clinical
response. Similarly, improvement in the DAS-28
score and clinical activity has been demonstrated by
tocilizumab (TCZ) treatment in patients refractory
to TNF blockers.” When evaluated based on DAS-
28 and the EULAR remission criteria, TCZ was
found to be clinically effective and safe when used
alone or in combination with MTX in patients
refractory to other TNF blockers.”” A Cochrane
review on the use of TCZ in the treatment of RA
suggested that TCZ delays radiological progression
and can be used effectively, especially in active RA
patients unresponsive to DMARDs like MTX or
in some patients unresponsive to anti-TNF agents.
However, further studies are needed in terms of
safety.” The biological treatment spectrum, which
began with the introduction of anti-TNF agents in
the management of RA, has grown over time due
to the treatment success achieved by the new drugs.
Currently, rituximab, abatacept, and tocilizumab
have also proven their efficacy in RA management.

10. The use of synthetic DMARDs such as
azathioprine, cyclosporin A (or cyclophosphamide
in exceptional situations) can be considered in severe
RA patients who are refractory to biological agents
and synthetic DMARDs. However, severe toxicity
profiles should be kept in mind. Intolerance to
synthetic DMARDs or inefficacy can be an issue
in RA treatment. In this case, biological agents are
preferred. Some of the recent studies have shown that
inefficacy or resistance to treatment can be a problem
in patients using TNF blockers.”**! Cyclosporin-A
(CsA) is one of the synthetic drugs which can be
used in these situations. It essentially acts on T-cells
and inhibits IL-2 release, which subsequently reduces
T-cell activation.’®””) Previous CsA-related studies
have shown that it is effective in low doses in RA
patients. Favorable results have been achieved by
its combination with MTX, especially in severe RA
patients refractory to MTX treatment.”®**) Guidelines
for the use of CsA were updated by Newsome in 2002,
and it has been effective in refractory RA patients
as a monotherapy."”” Placebo-controlled trials with
CsA have shown that it is also associated with a
decrease in radiological progression."” In a double-
blind, randomized, placebo-controlled trial comparing
CsA monotherapy with the combination of CsA and
MTX, the combination treatment was shown to have
similar efficacy, with the reduction in radiological
progression being greater than in monotherapy.'”? In
another study, CsA monotherapy was compared to
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the combination therapies of CsA plus MTX and CsA
plus HCQ in patients with early RA. The combination
of CsA and MTX was found to be significantly more
effective in terms of ACR 50 response and radiological
progression.!”” Shah et al.'* investigated the efficacy
and safety profile of CsA use in patients with RA.
They noted clinical improvement and a reduction in
radiological progression by CsA in patients with RA
who were refractory to other DMARDs. Tolerability
was noted to be higher compared with other studies.
It was reported in a meta-analysis that the use of
CsA was effective on clinical manifestations in severe
patients with active RA.!%! However, a common
feature in studies involving CsA is that this treatment
protocol should be used with extreme caution when
other adverse effects, such as hypertension and
nephrotoxicity, are reported. Azathioprine (AZT) is
another drug that can be used in refractory cases.
It is a purine analog which acts by the inhibition
of DNA synthesis and has an immunosuppressive
effect on T-lymphocytes. The use of AZT in RA
management has been investigated in several studies
and has been noted to be especially effective in cases
with vasculitis."” These studies have been conducted
in small patient samples; therefore, AZT has not been
primarily included in RA treatment regimens due to
severe toxicity.”!° There is not enough data regarding
its beneficial effect on radiological progression, and its
high toxicity profile has limited its use in patients with
severe refractory cases of RA.[7]

In placebo-controlled trials, reduction in tender
and swollen joint count has been demonstrated by the
use of cyclophosphamide (an anti-neoplastic agent)
in RA. However, it is recommended to be used with
caution due to severe toxicity issues and by taking the
benefit-to-harm ratio into account.*®!

11. Although patients with poor prognostic
factors have more to gain from intensive medication
strategies, these strategies should be considered for
all patients. High radiological scoring, swollen joint
count, ESR, CRP, and anti-CCP levels at baseline
as well as female gender and poor functional status
are known as prognostic factors in RA suggesting
a rapid progression and more destruction. It is
recommended that intensive treatment strategies
including a combination of DMARDs with anti-
TNF agents should be used in these patients from
the beginning.! These combinations are preferable
for patients with high disease activity or progressive
structural damage and for those who are refractory
to DMARDs.!') However, combining DMARDs

with each other or with low-moderate dose GCs
along with tight monitoring and rapid switching
of treatments are also considered to be intensive
treatment strategies.!! The main goals of RA
management are the prevention of joint destruction
and irreversible disability by early diagnosis and the
early initiation of aggressive treatment. Studies have
shown that the combination of anti-TNF agents with
DMARDs, such as MTX or leflunomide, increases
remission rates and reduces disease activity and
joint destruction.'”) Kauppi et al.'"!l have reported
that intensive DMARD treatments may prevent
complications such as atlantoaxial subluxation
which causes significant morbidity and mortality
It has also been reported that the combination of
synthetic DMARDs and GCs may be as effective as
the anti-TNF and DMARD combination."*!"*l The
use of GCs as bridge therapy in combination with
DMARDs has been shown to reduce radiological
progression (Evidence level: 1A).["¢!"7] A combination
therapy of DMARDs and GCs in early RA has been
suggested to improve the quality of life by reducing
structural damage and disability.""”’ Combinations
of two or three DMARDs are recommended for
patients with moderate-high disease activity and
poor prognostic factors. Combinations of MTX +
HCQ and MTX + LEF have long been recommended
for use in patients with active disease, regardless of
prognostic factors. The combination of MTX + SLZ
is also recommended for patients with active disease
independent of disease duration and prognostic
factors. The combination of three DMARDs such
as MTX + SLZ + HCQ has been recommended in
all patients with active disease and poor prognostic
factors, regardless of disease duration.*%>%118l

It has been reported in some power Doppler
imaging studies that there is ongoing synovitis, even
in patients under remission.!""” Moreover, it has
also been suggested in several recent studies that it
would not be appropriate to characterize biological
agents as undeniably more clinically effective than
synthetic DMARDs."?! From this perspective, the
use of two or three DMARDs in combination with
GCs or the combination of a DMARD with an anti-
TNF agent, both of which may be characterized as
intensive treatment, is recommended in all patients
in the active or therapeutic window period.'?! Tt
has been shown in MTX studies that the addition of
a DMARD does not reverse disease progression in
patients not responding to MTX as monotherapy./??
It was reported in the FINRACo and BeST studies
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conducted using the Finnish registry of RA patients
that early DMARD combination treatments were
more effective in attaining low disease activity and
remission compared with DMARD monotherapies,
and the effect lasted for a longer period of time.!?>124l
The CAMERA study conducted using the Dutch
registry showed that remission rates were higher
in RA patients under intensive treatment and tight
monitoring of monthly follow-up.?* Ferraccioli et al.!'?*!
and Verschueren et al."?? also reported that intensive
treatment was more effective and was associated with
more rapid clinical response. Also, Donahue et al.l?”
suggested that combination therapies with DM ARDs
were more effective, but adverse effects should be
carefully monitored. According to the ACR 2008
guidelines for the use of biological and non-biological
DMARDs, two-drug combinations (MTX + HCQ,
MTX + LEF, or HCQ + SLZ) were recommended for
RA patients with moderate or high disease activity
independent of prognostic factors (Evidence level:
B). Again, in the same guidelines, the MTX + SLZ+
HCQ combination was recommended in cases of high
disease activity without taking prognostic factors into
account (Evidence level: C).’! However, it was also
emphasized based on current evidence that DMARD
and anti-TNF combinations should be reserved for
more resistant patients in terms of cost effectiveness.
In any case, the reimbursement system in our country
has not approved for this combination treatment to be
used in the early disease phase. Otherwise, intensive
treatments, such as multiple DMARDs together with
GCs, should be considered within the context of early
aggressive treatment in all patients with high disease
activity without considering the patient’s prognostic
factors.l! Taking all of the above-mentioned evidence
into account, our expert committee supported this
statement by 9.5/10.

12. If a patient using a biological DMARD,
synthetic DMARD, and GC is in remission, first
the GCs should be tapered and discontinued, and
then the biological DMARDs should be tapered
if remission persists. Synthetic DMARDs should
be continued at the same dosage throughout this
process. It is currently not clear how to continue or
discontinue drug treatment in patients who have
attained remission. In guidelines for the use of GCs
in RA, it has been emphasized that adverse effects in
terms of osteoporosis, diabetes, and cardiovascular
diseases should be monitored, and they should be
tapered and finally discontinued as soon as the
disease activation is suppressed.l°#28l However, there
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is insufficient data regarding how the GC dose should
be tapered and discontinued.'®! It was concluded
in a meta-analysis that the tapering and cessation
of DMARD treatment in patients who had achieved
remission was associated with an increased risk for
disease activation and progression (Evidence level:
1a).'?l Tt was reported in recently published data
from the BeST study that DMARD therapy had
to be reinstituted due to a relapse in 46% of the
RA patients whose DMARD treatment was tapered
when in remission, but radiological progression was
not noted in these patients with tight monitoring
during the drug-free period (Evidence level: B).'*"
It was emphasized that in patients with advanced
RA, the same drugs should be continued at the
same doses if remission was achieved by DMARD
combination treatments. It has also been suggested
that modifications such as dose reduction and drug
cessation be madein patients under intensive treatment
and tight monitoring; however, this recommendation
has not been carried out due to lack of evidence.!'*"1*
The most important aspect regarding this issue is the
duration of remission. Reduction in the synthetic or
biological DMARD dosage can be performed in cases
of persistent remission, otherwise stated as remission
for at least 12 months. However, GCs should be
tapered first due to their worse adverse effect profile.
0 This was discussed in detail in statement No 6.
Biological agents can then be slowly tapered by
expanding the treatment intervals and then finally
discontinuing them. According to the five-year results
of the BeST study, remission was achieved in 48% of
the patients by the use of biological agents in the early
period, and this remission persisted following the
cessation of the biological agent in 19% of the patients.
033 Tn another arm of the BeST study, the biological
agent was discontinued in patients using infliximab
who had low disease activity for six months, and
remission persisted in 52% of these patients. In
those patients experiencing disease activation, low
disease activity was achieved again in 84% of the
patients by reinstitution of the infliximab treatment,
and no radiological progression was noted during
this interval.’™® It is currently not clear how to
expand the biological agent treatment intervals or
discontinue drug treatment in patients who have
attained remission. It is important that DMARDs
should be continued at the same dosage level, and the
patient should be monitored very frequently while
reducing the biological agent dosage so that there will
not be any disease activation.!"'* Taking all of the
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above-mentioned evidence into account, our expert
committee supports this statement by 8.78/10.

13. Tapering synthetic DMARD doses can be
considered in patients with persistent, longstanding
remission, and the process can be planned by the
patient and the doctor. As was discussed in the
previous statement, DMARD doses can be readjusted
in patients with longstanding remission under
combination treatment after the discontinuation of
GCs and biological agents. Patient characteristics,
preferences, and dosage details should be taken into
account during this process. It was reported in a
recent study that disease flare was noted in half of the
patients after the discontinuation of DMARDs due to
longstanding remission, and DMARD treatment had
to be reinstituted. However, it was also noted that if the
flare was detected early by tight control and DMARDs
were initiated at that point, radiological damage did
not progress during the drug-free period in these
patients.*® It was reported in a meta-analysis that
reducing the DMARD doses or suddenly discontinuing
them altogether led to disease activation, and it became
more difficult and took more time to achieve remission
after reinstitution of DMARD treatment in these
patients.'?! It was shown in another study that remission
was observed for at least one year in nearly 15% of
patients after the discontinuation of DMARDs, and
symptom duration and laboratory activation markers
were important for their prognosis.'*! Many studies
have demonstrated that differences exist between
patients and their treating physicians regarding
attitudes toward the disease. While fatigue and pain
are important complaints for the patient, physicians
focus more on tender and swollen joint count. As the
main goal of RA management is to reduce disability
and improve quality of life, these two perspectives
should also be considered when planning treatment.!">!
Treatment compliance and response have been shown to
be better in patients with RA when treatment planning
is performed taking the patient’s characteristics
and preferences into account.'™'¥! Adjustments in
DMARD doses can be made considering these aspects
and with the patient’s input.!! Our expert committee
strongly supports this statement.

14. Different factors such as progression of
structural damage, accompanying diseases, and
safety issues should also be considered during
treatment planning. Disability due to RA may not be
associated solely with disease activity. It can also be
related to extraarticular involvement or comorbidities
such as cardiovascular disease and lymphoma.!!>157

Disease-modifying antirheumatic drugs along with
biological agents act by immune system suppression
and may be associated with increased susceptibility to
infections and cancers."**! Although rarely seen, life-
threatening, serious, adverse effects may occur.!'**140]
Therefore, it has been emphasized in all guidelines on
the use of DMARD:s and biological agents in patients
with RA that safety issues should be considered as
much as efficacy.""™*! Progression of structural
damage in patients with RA is closely associated
with factors such as ESR, CRP, anti-CCP levels, and
female gender."” The ACR and EULAR guidelines
on management of RA emphasized that factors
such as safety and cost should be considered when
using DMARDs and biological agents.! It is also
recommended that each patient should be carefully
assessed before treatment is initiated. Also, all of the
measurements and screening examinations should
be performed as required for the specific therapeutic
agent, cautions and contraindications should be
determined, and necessary examinations should be
performed according to the suggested algorithm for
toxicity follow-up.>13¢1431 For example, all patients
should be screened for tuberculosis and hepatitis before
the initiation of biological agents. Contraindications
should be determined, and prophylaxis should be
administered, if necessary, in patients before treatment
initiation. Also, all potential candidates for treatment
with biological agents should be assessed in detail for
lymphoproliferative and demyelinating diseases along
with heart diseases. The patients also should especially
be monitored for infections and malignancies.l*'*
Similarly, all patients should be carefully assessed and
examined with all necessary evaluations having been
completed before GC and DMARD treatment.™:>6¢!
All physicians caring for patients with RA should
be well-informed about drugs and their monitoring
instructions. Considering all of the above-mentioned
features, our expert committee strongly supports this
statement.

15. Intraarticular local corticosteroids can be
used in cases of monoarthritis. Corticosteroids
have been used for years in the management of RA,
and they act by suppressing disease activity. Unlike
other DMARDs, steroids can also be effective via
intraarticular administration. Intraarticular steroids
are recommended when disease activity is limited to
one or a few joints.'"? Intraarticular corticosteroids
have been associated with successful outcomes in cases
of persistent monoarthritis in patients with RA 145147 Tt
was reported in a systematic review that intraarticular
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steroids provided some beneficial effects with regard
to knee pain, limitation of motion, walking distance,
and morning stiffness.* It has also been shown
that triamcinolone hexacetonide is the most effective
and longest-acting molecule among intraarticular
steroids used in the knee joint.'*”! However, there is
no evidence to support that intraarticular injections
reduce structural joint damage. Triamcinolone
hexacetonide has also been recommended to be used
via intraarticular injection due to a low solubility
and long half-life within the joint. Care should be
taken to ensure that the needle is correctly inserted
within the joint, and the procedure can be guided
by imaging techniques if needed. For safety reasons,
a maximum of three to four injections per year is
recommended, and weight-bearing joints should be
rested after the injection for at least 24 hours.!'*!
Studies have shown that intraarticular injection of
steroids may lead to adverse events similar to systemic
administration."*® However, these adverse reactions
are restricted and not long-lasting. Intraarticular
injections should be performed with caution in
patients with comorbidities like diabetes and arterial
hypertension, and patients should be warned about
possible transient hyperglycemia and an increase in
blood pressure.'*®! Taking all of the above-mentioned
evidence into account, our expert committee supports
this statement by 8.5/10.

16. Patient specific exercises, assistive and adaptive
devices, protective and/or corrective ortheses, physical
therapy modalities, balneotherapy, spa therapy, and
hydrotherapy should be used as non-pharmacological
treatments in RA. Rehabilitation interventions,
including exercise, physical therapy modalities,
balneotherapy, spa therapy, and hydrotherapy,
constitute non-pharmacological treatment modalities
which play a significant role in the management of
patients with RA. In recent years, data on physiotherapy
and rehabilitation interventions in the management of
RA have continued to accumulate, and physiotherapy
has been recommended in most of the national and
international guidelines.!'**-15!

Meta-analyses and  systematic reviews
demonstrating the effectiveness of exercises
specifically designed for individual patients

with RA have emphasized that range of motion
and strengthening exercises in addition to
patient education and joint protection programs
are important in achieving treatment goals and
maintaining joint functions.'**2l Most guidelines on
the management of RA strongly recommend exercise
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treatments.'*>15>1>4 Increased joint mobility and
muscle strength, improved aerobic fitness, functions,
and psychological well-being without an increase
in fatigue and joint symptoms have been reported
in patients with RA who were regularly involved in
dynamic and aerobic exercise programs.’**! Aerobic
exercise has been shown to be effective in coping with
rheumatoid disease by increasing muscle strength,
endurance, and aerobic capacity.'"*!**57) Moderate
to high intensity aerobic activities, including
weight-bearing exercises designed according to the
patient’s general health and joint status, should be
recommended in order to increase cardiovascular
endurance in all patients with RA.15715

Dynamic exercises and hydrotherapy are
recommended in addition to pharmacological
treatments in patients with early arthritis.[!>2160161
These patients should be encouraged to perform
strengthening exercises and suitable sports activities
in conjunction with joint protection programs.!¢>1¢!
Exercise programs designed according to the general
status and rheumatic disease activity of the patient
also constitute an essential part of the management of
patients with RA in combination with pharmacological
treatment in our country.

There is moderate evidence regarding the short
and long-term efficacy of protective and/or corrective
ortheses as well as the use of assistive and adaptive
devices on pain and functions in RA.*015%1621 There is
limited evidence suggesting that static hand and wrist
splints lead to pain reduction in patients with RA, and
there is no evidence to suggest that any positive effects
associated with these splints improves range of motion
(ROM), grip strength, or ulnar deviation."*"'*! There
is strong evidence to support that hand-wrist splints or
hand-wrist supports worn during work provide short-
term pain reduction and increased grip strength. Their
effectiveness is related to the amount of time they are
worn (Evidence level: TA)."Y It was reported that wrist
splints worn during work-related activities were highly
effective in the reduction of wrist pain at the end of a
four-week period in patients with arthritis of the wrist
joint (Evidence level: 1B).'* In a randomized controlled
study by Silva et al,'* it was reported that night
and daytime use of a hand positioning splint reduced
pain, increased grip and pinch strength, and improved
functional status at the end of three months in patients
with RA (Evidence level: IB). There are also studies
suggesting that metacarpophalangeal splints and finger
splints are mildly effective for improving pain, dexterity,
strength, and function (Evidence level: 1B, IIB).166167]
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In contrast, some studies suggested that static wrist
splints were not effective on pain, function, or deformity.
They were also proved to be not effective with regard to
activities of daily living and occupational performance
at the end of one year.19*!681] (Evidence level: IIB, IB).
Again, in some reviews, assistive devices and splints
along with hand and foot ortheses have not been found
to be effective on the patient’s functional status.!"”"!

There is strong evidence suggesting that shoe
modification and custom-made foot ortheses are
effectiveinboth the short-termandlong-termin patients
with foot deformities; however, foot ortheses have not
been shown to be effective in metatarsophalangeal
joint pain (Evidence level: IA).19%171]

Diverse results can be noted regarding the
effectiveness of physical treatment modalities in
patients with RA. According to the British Society
for Rheumatology (BSR) and British Health
Professionals in Rheumatology (BHPR) guidelines,
hydrotherapy, thermotherapy, and transcutaneous
nerve stimulation (TENS) are recommended as
assistive treatment methods for early arthritis.'>¥
Physical treatment modalities have not been included
in the EULAR guidelines.'*?l Professional opinions
and recommendations regarding the effectiveness
of thermotherapy and physical treatment modalities
can be found in the literature.'” Thermotherapy
and TENS have been recommended for use in
addition to pharmacological treatment in guidelines
for RA treatment. [4314%152.154172] (J]trasound (US) and
laser treatments applied during the inactive disease
period have been suggested to be effective and
may be used in addition to drug treatment in the
two main guidelines.*3%*72l However, none of the
guidelines provide standardized recommendations
for the method, intensity, and duration of these
modalities. Well-designed, high-quality studies are
needed in order to develop a standardized treatment
approach.

Studies of low levels of evidence exist on
balneotherapy and spa therapies (Evidence level:
C).149150155.172] Balneotherapy has been recommended in
addition to active and passive physiotherapy in one of
the guidelines and has been reported to be effective.!'””!

Since most of the physicians treating patients
with RA are PM&R specialists in our country, the
patient approach may differ compared with the
practices and guidelines in other countries. The
experts who participated in this project aimed to
propose recommendations using a holistic approach

to improve patients’ quality of life. This goal should be
achieved not only by pharmacological treatments, but
also by non-pharmacological interventions, including
recommendations for exercise, physical therapy,
assistive devices, and ortheses. Turkey is located in
an exceptional geographic location which provides
substantial access to thermal waters; therefore,
balneotherapy and spa therapies, provided they are
administered during a suitable disease activity level,
have been observed to be effective by many physicians
caring for RA patients here. Our group underscores
the necessity for well-designed, high-quality studies
in the field of physical therapy and rehabilitation of
patients with RA.
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