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Hydroxychloroquine for the management of chronic
chikungunya arthritis

Fortaleza, January 30", 2023
Dear Editor

Chikungunya fever is a zoonotic viral disease transmitted by infected Aedes
spp- mosquitoes with epidemic potential. It is an important cause of morbidity in
developing countries, presenting with high fever, maculopapular rash, polyarthralgia,
and myalgia in the acute phase. Many joint-related symptoms persist beyond the
initial manifestations of the disease, leading to chronic pain and significant functional
impairment'. In 2022, there were more than 173,000 probable cases of chikungunya
(incidence rate of 81.2 cases per 100,000 inhabitants) in Brazil, an increase of 78.2%
compared to the previous year. Until now, 93 deaths from chikungunya have been
confirmed in the country, most of them (41.9%) in the Ceara State?. While the acute
phase is due to viremia, the chronic phase (i.e., when symptoms persist for more
than three months) is believed to be an autoimmune phenomenon with up to 83%
of patients reporting persistent joint pain®*.

Regarding clinical characteristics, chronic chikungunya arthritis (CCA) can
mimic many rheumatic conditions, being particularly similar to rheumatoid arthritis
(RA). The similarities between CCA and RA include a predominance among middle-
aged women, elevation of acute phase reactants, radiological changes, symmetric
involvement of small peripheral joints, and a good response to immunosuppressive
treatment®®.

In some cases, it can be difficult to determine whether the virus played a role
in triggering RA or whether the symptoms are only part of the chronic phase of
chikungunya. The similarities also extend to pathogenesis, given the parallel high
levels of circulating pro-inflammatory cytokines such as interleukin-1p (IL-18),
IL-6, IL-17, and tumor necrosis factor (TNF), as well as the types of immune cells
involved in perpetuating inflammation and joint destruction, such as fibroblast-like
synoviocytes®®. These pathological similarities support the fact that CCA seems to
respond to effective treatment for RA®. Methotrexate (MTX), one of the pillars for
RA treatment’, shows a positive response in patients with CCA. Its efficacy, safety,
and availability are emphasized by an emerging body of evidence supporting its
use at low doses in CCAS5S,

International guidelines are not consensual regarding the best treatment
strategy for CCA. Recently, Webb et al.® published a systematic review of
clinical management guidelines for chikungunya globally. Heterogeneous
recommendations prevail, but the majority of medical guidelines (65%, 17/28)
consider the disease-modifying antirheumatic drugs (DMARDs) useful for
the treatment of CCA. Most of them (65%, 11/17) point to MTX as the first-
line therapy, while others (24%, 4/17) recommend antimalarials, such as
hydroxychloroquine (HCQ) and chloroquine®.

The Brazilian Department of Health has released official recommendations in
favor of the use of HCQ as first-line therapy for the treatment of CCA™. Antimalarial
drugs have well-known effects and are widely used in some rheumatic diseases'.
However, to the best of our knowledge, few published articles analyze the efficacy
of antimalarials for CCA. Table 1 shows studies that address the use of these agents,
alone or in association with other drugs, for CCA'>"®. It should be noted that all of
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Table 1 - Comparison of studies that analyze the efficacy of antimalarials in joint symptoms of chikungunya arthritis.

Article / Year Study des'lgln / Setting / Treatment / Control Conclusions Limitations
Participants
About half of the
patients who received
Observational Observational study: the combination of Lack of isolation of
Pandya'?/ 2008 India Combination of MTX + methotrexate and CHIKYV, observational

149 patients HCQ hydroxychloroquine study
achieved an ACR 20
response at 16 weeks.
Hydroxychloroquine
Aceclofenac alone offers no therapeutic High rate of

RCT
India
120 patients

Padmakumar et al.’®/
2009

vs. Aceclofenac +
HCQ vs. Aceclofenac
and prednisolone
vs. Aceclofenac +
prednisolone + HCQ

advantage in
chikungunya arthritis.
Co-administration of
low doses of systemic
corticosteroids
with NSAIDs led to
improved pain relief.

seronegativity, use of
clinical methods for
diagnosis, included
only patients with acute
chikungunya arthritis.

Chloroquine is more
efficient in reducing

High risk of bias
RCT the pain of chronic regarding blindin
Ahmed et al."*/ 2012 India HCQ vs. Paracetamol e p i garding biinding,
. chikungunya arthritis  selective reporting, and
86 patients |
when compared to presenting data.
paracetamol.
RCT . No advantage of
Chopra et al.”®/ 2014 India Chloroqqlne VS chloroquine over Small gample, lack of
. Meloxicam . isolation of CHIKV.
70 patients meloxicam.
Use of clinical methods
RCT MTX, SSZ and for diagnosis, unblinded
Ravindran et al.®/ 2017 India HCQvs.HCQ + MTX+ HCQ arﬁ superlo_rr:o assessments, use of
72 patients monotherapy wit outcome measures not

HCQ.

validated for chikungunya
arthritis.

ACR = American College of Rheumatology; CHIKV = chikungunya virus; DMARD = disease-modifying antirheumatic drug;
HCQ = hydroxychloroquine; MTX = methotrexate; NSAIDs = non-steroidal anti-inflammatory drugs; RCT = randomized controlled

trial; SSZ = sulfasalazine.

these studies have major limitations, such as the use of clinical
methods for diagnosis instead of serology; small samples in
each arm; the fact that most were located in a single country;
and the heterogeneity of objectives and measures.

Overall, HCQ and chloroquine are safe drugs, with few
side effects and most are related to long-term use. However,
even though it may be a safe option, the recommendation
of a drug should follow evidence-based guidelines, and
it seems that the use of antimalarials for CCA is an
extrapolation of their effect on other chronic inflammatory
rheumatic diseases. Well-designed, randomized, multicenter
clinical trials are paramount to evaluate the role of HCQ as
the medication of choice for the treatment of patients with
chikungunya arthritis.
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