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ABSTRACT

Conventional debates surrounding the treatment of coronavirus disease 2019 still continue in the literature.
Colchicine is one of the recommended agents in the treatment of coronavirus disease 2019, but there are
also studies giving negative opinions for the said agent. Some researchers suggest that those patients using
colchicine have milder clinic symptoms.

Behget's disease is a multisystemic disease with an uncertain etiopathogenesis that is characterized by chronic
inflammatory vasculitis. Autoimmunity is believed to play a key role in the pathogenesis of Behget's disease.
Immunomodulator, corticosteroid, and immunosuppressive drugs are used in its treatment.

Seven Behget's patients with coronavirus disease 2019 were presented in this study, and the drugs used, prog-
nosis, accompanying diseases, hospitalization, and complications were discussed in the light of the literature.
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Introduction

Coronavirus disease 2019 (COVID-19) has required a global fight since December 2019. Patients
with underlying medical conditions such as rheumatic autoimmune diseases and vasculitis face a
higher risk of COVID-19 and associated complications.

Even though there are many studies investigating the characteristics of the computed tomogra-
phy (CT) findings of COVID-19, there is only limited research analyzing the imaging characteris-
tics in patients with rheumatic diseases.'™

It is also known that rheumatic diseases can cause damage to the tissues, secondary to inflamma-
tion, through a similar mechanism. Radiological findings of tissue damage that occurs as a result
of this pathological inflammatory process related to the current rheumatic disease might overlap
with the radiological findings of COVID-19." Pulmonary parenchymal manifestations of Behget's
disease include interstitial lung disease, pulmonary nodules, and bronchiectasis.> In assessing
interstitial involvement of COVID-19 in patients with accompanying Behget's disease, processes
in both diseases should be taken into consideration.

Behget's disease (BD) represents a form of vasculitis that mostly involves the venous system.
It can involve arteries and veins of any size.® In general, vascular involvement occurs during the
first 5 years of the disease. There is an underlying pathological process of neutrophil infiltra-
tion and vascular inflammation in the perivascular area.® Coronavirus disease 2019 can damage
the immune system and cause release of large amounts of cytokines, which is called a cytokine
storm.*

Colchicine is an anti-inflammatory agent that inhibits the polymerization of cellular microtubules
and the formation of NLRP3 inflammasome.’
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In this study, pre- and post-clinical data, radio-
logical and laboratory findings, and treatment
prognosis of 7 BD patients that contracted
COVID-19 are presented in a systematic litera-
ture review (Table I).

Case Presentations

Case |

A 47-year-old female patient was followed up
with a BD diagnosis for 10 years. The patient
was on a colchicine regimen of | mg/day and
an azathioprine regimen of 50 mg/day. She had
no comorbidities. She presented to the emer-
gency room with severe back pain and loss of
taste and smell. A combined nasal and throat
specimen produced a positive polymerase chain
reaction (PCR) test result. A regimen of 2 X
[ 600 mg of favipiravir was administered on the
first day as the loading dose, to be followed
by 2 x 600 mg on the remaining 4 days as the
maintenance dose. One month after com-
plete recovery, an erythema nodosum lesion
occurred on the front of the right leg. She did
not experience Behget’s related exacerbations
after COVID-19.

Case 2

A 48-year-old female patient was followed up
for 5 years without any medication. The patient
suffered from oral aphthous ulcers every 3-4
months. She did not have any comorbidities. She
presented to the emergency room with com-
plaints of dyspnea, nausea, vomiting, arthralgia,
myalgia, diarrhea, and loss of taste and smell. A
combined nasal and throat specimen produced
a positive PCR result. She was hospitalized with
bilateral lung involvement and stayed at the hos-
pital for 3 days. She was administered antibiot-
ics, analgesics and favipiravir, in the form of 2 X
[.600 mg of loading dose on the first day and 2
X 600 mg of maintenance dose on the remaining
4 days. An enoxaparin regimen of 6000 1U/0.6
mL | X |/day was also administered. She was
discharged without experiencing any complica-
tions. As she suffered increased oral aphthous
ulcers after COVID-19, a colchicine regimen of
2 X |/day was started.

*  We believe that our Behget’s disease patients are
no more susceptible to Coronavirus disease 2019
(COVID-19) than the normal population.

* We suggested that immunosuppressive and
immunomodulatory treatments of Behget’s
patients should not be discontinued during the
COVID-19 period.

*  We recommended that additional comorbid dis-
eases of Behget’s patients should be well man-
aged during the COVID-19 period.’

Case 3

A 52-year-old female patient was followed up
with BD diagnosis for 20 years. The patient
was being treated with | mg of colchicine, 50
mg | X |/day of azathioprine, and 2 mg/day of
methylprednisolone. She had iatrogenic hypocal-
cemia. She presented to the emergency room
with complaints of severe muscle and joint pain,
diarrhea, and dyspnea. She was hospitalized as
her combined throat and nose specimen pro-
duced a positive PCR result. Her C-reactive
protein was found to be 104, whereas other
parameters were within normal ranges. Bilateral
patches of ground-glass opacities were detected
in the patient’s thoracic CT. She was hospitalized
for 5 days to receive 2 X 400 mg of hydroxy-
chloroquine on the first day, to be followed by 2
X 200 mg on the remaining 4 days, as well as 2
X 1.600 milligrams of favipiravir on the first day,
to be followed by 2 x 600 mg on the remain-
ing 4 days, and 4000 IU | X |/day enoxaparin,
corticosteroids, and antibiotics. There were no
changes in her Behget's-related symptoms after
COVID-19.

Cases4and 5

These are patients that presented to the hos-
pital with complaints of myalgia, fever; cough,
nausea, and loss of taste and smell. Combined
nasal and throat specimens produced a positive
PCR test result in both patients. Neither of the
patients had comorbidities. They were on a col-
chicine regimen of 1.5 mg/day. For COVID-19,
they received 2 X 1.600 mg of favipiravir on the
first day, to be followed by 2 X 600 mg on the
remaining 4 days. Their laboratory results were
within normal ranges. They had full remission.
There were no changes in their Behget's related
symptoms after COVID-19.

Case 6

A 57-year-old male patient was followed up with
BD diagnosis for 35 years. The patient was on
a colchicine regimen of 1.5 mg/day and meth-
ylprednisolon regimen of 4 mg/day. He had a
history of surgery for pancreatic cancer. He had
bilateral vision loss due to Behget's disease. He
presented to the emergency room with com-
plaints of fever and malaise. His combined throat
and nose swab gave a positive PCR test result.
He was admitted to the hospital. (Laboratory
parameters of the patient were LDH 217 U/L,
ferritin 75 ml/ng, D-dimer 317 ng/ml). His oxy-
gen saturation was around 95. Bilateral patches
of ground-glass opacities were detected in
the thoracic CT. He received 2 x 1.600 mg of
favipiravir on the first day, to be followed by 2
X 600 mg on the remaining 4 days, as well as
enoxaparin of 6000 1U/0, 6 mL | x |/day. After
7 days, he was discharged without experiencing

any complications. After COVID-19, he suffered
more frequent stomachache complaints.

Case 7

A 5l-year-old male patient was followed up
with BD diagnosis for 20 years. The patient was
on a colchicine regimen of .5 mg/day. He had
accompanying epilepsy and food allergies. He
presented to the emergency room with com-
plaints of loss of taste and smell and back pain.
His combined throat and nose swab gave a posi-
tive PCR test result. His laboratory parameters
were within normal ranges. He was hospitalized
and put under observation as bilateral patches
of ground-glass opacities were detected in his
thoracic CT. He received a favipiravir regimen
of 2 x 1.600 mg on the first day, to be followed
by 2 X 600 mg on the remaining 4 days. He was
discharged without experiencing any complica-
tions. He did not have Behcet’s related exacer-
bations after COVID-19.

All the patients gave their written consent to the
study.

Discussion

Behget’s disease is a rare idiopathic inflamma-
tory multisystem disease. Uveitis and recurrent
oral and genital aphthous ulcers represent the
typical triad of this disease.® Even though veins
are frequently involved, both arteries and veins
can be affected in the form of vasculitis.” Unlike
other rheumatic diseases, BD is common only in
a few countries that are mostly located along the
ancient Silk Road.

In this case series, we aimed to present thera-
peutic practices around a common disease in
our country, namely Behget's disease, during
the pandemic period by combining observa-
tions of rheumatology physicians monitoring
BD patients with COVID-19 and our clinical
experience. Clinical, radiological, and laboratory
findings should be evaluated in BD patients with
COVID-19 considering the differential diag-
nosis of pulmonary and vascular involvement.
Unfortunately, there are only a few published
studies on BD patients with COVID-19.

In this study, we reviewed 7 patients with a
positive PCR result for COVID-19. Three of the
patients had comorbidities. The patient with a
total vision loss caused by Behget's disease had
the longest hospital stay. In our case series,
| hospitalized patient who was not on colchi-
cine experienced an increased frequency of oral
aphthous ulcers. This patient was clinically stable
and received follow-up care; however, she was
re-prescribed colchicine upon worsening of her
oral ulcer complaints after COVID-19.
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In a study conducted by Berna et al.'” there was
an increase in symptoms that could be associ-
ated with BD in a case series of 10 BD patients
with COVID-19. In this study, | of the patients
had deep vein thrombosis (DVT) and 2 of them
had an increased frequency of oral aphthous
ulcers.

During the course of COVID-19, proinflam-
matory cytokines and neutrophil extracellular
traps, which are involved in the etiopathogen-
esis of vasculitides affecting small vessels, can
also be associated with the infection, inflam-
mation, and thrombosis in COVID-19 patho-
genesis.!" Furthermore, BD initiates neutrophil
hyperfunction and the coagulation cascade via
tissue factor activation.'” COVID-19 can also
damage the endothelium and cause hyperco-
agulability. A higher risk of arterial and venous
thrombosis is reported during the course of
COVID-19.1* Considering the similar pathways
of vascular inflammation, there might be an
increased risk of thrombosis in both diseases.
However, there is no sufficient data in the litera-
ture to base this theory on. In our series, we did
not detect any thrombosis.

In Turkey, COVID-19 treatment algorithms
drafted by the Ministry of Health are updated
regularly. In the absence of contraindications,
the current algorithms recommend low molec-
ular weight heparin treatment in adults with
COVID-19 at prophylactic doses. In line with
these algorithms, patients in our series were
hospitalized in COVID-19 inspection ward and
administered anticoagulant therapy.'

A study by Berna et al'® reports DVT in one of
the BD patients with COVID-19. In this patient,
immunosuppressive therapy might have been
paused to manage the risk of COVID-19, which
might have caused BD-related exacerbations
and increased risk of thrombosis.

In the literature, it is reported that colchicine
could be used for the treatment of patients
with  COVID-19 given its anti-inflammatory
features.  Neutrophil-related  infllammasome
formation plays a major role in the pathogen-
esis of acute respiratory distress syndrome
(ARDS). In patients with COVID-19, ARDS s
a common clinical complication.”” However, in
randomized studies, it was found that colistin
treatment during COVID-19 was not effec-
tive in reducing hospitalization, mechanical
ventilation, and mortality rate in the general
population.'®!” International Society for Behget's
Disease (ISBD) has advised that not to discon-
tinue Colchicine to prevent a relapse of the dis-
ease in BD patients with COVID-19.'®

On the other hand, a meta-analysis reviewing
therapeutic recommendations for BD patients
during the COVID-19 pandemic concludes that
colchicine, which might positively impact the
prognosis, should be used during COVID-19.
Studies in the meta-analysis suggest that conven-
tional immunosuppressive therapies and biologi-
cal agents should continue to be administered
during the pandemic but may as well be with-
drawn upon the physician’s decision.'*%

Given the literature data, we are convinced that
while colchicine decreases neutrophil migration,
it can also decrease the level of inflammation in
BD patients with COVID-19.

In our series, the patient with the longest hospi-
tal stay was the one with the permanent vision
loss caused by BD who had a history of pan-
creatic cancer surgery. This is in line with the
reports in the literature that COVID- 19 patients
with multiple comorbidities have a higher hospi-
talization rate.?'#

We believe that our BD patients are no more
susceptible to COVID-19 than the normal
population, but 2 patients are required to sup-
port in the hospital setting (antibiotics and
steroids) because of their comorbidities (pan-
creatic ca, epilepsy, etc.).

Our patients were subjected to routine fol-
low-up every 3 months in the rheumatology
polyclinic. However, after they contracted
COVID-19, their routine follow-up frequency
was reduced to every month for the next
3 months.

In our case series, a BD patient that had no
accompanying disease or a colchicine history
was hospitalized with COVID-19 and expe-
rienced an increased frequency of oral ulcers.
Such clinical activation was not seen in other
patients. Colchicine is commonly used to pre-
vent autoinflammatory diseases.”® In an Familial
Mediterranean Fever (FMF) case series, it is
reported that colchicine might prevent cytokine
storms and could be used in the treatment of
COVID-19 patients due to its inhibitory effects
on intracellular cytokine and chemokine secre-
tion.** In a study conducted by Espinosa et al.”
4 female COVID- 19 patients were on colchicine.
Two of these patients with mucosal, ocular; and
vascular involvement receiving MTX therapy
were hospitalized. These 2 patients exhibited
COVID-19 symptoms for a longer time com-
pared with the other 2 patients on colchicine.
In our study, 2 patients who were on colchi-
cine were both hospitalized. They had a longer
disease duration, bilateral lung involvement,

and methylprednisolone therapy in common.
In the literature, corticosteroid use (over
3 months and more than 10 mg) is associated
with a poor prognosis during COVID-19.2" Our
patients were on a low dose (4 mg) of meth-
ylprednisolone; however, prolonged use may
have weakened their immune system. Besides,
not being on colchicine might have triggered
mucosal inflammation associated with BD after
COVID-19.

In this study, we also evaluated the treatment
practices of rheumatologists during and after
the disease in BD patients with COVID-19.

Conclusion

In a series of 7 BD patients with COVID-19, we
tried to analyze the causes of symptoms and
findings taking the literature data into consid-
eration. We believe that use of colchicine may
be effective in the treatment of COVID-19
patients, and the use of colchicine in BD patients
may have a role in a milder clinical presentation
of COVID-19. However, considering the preva-
lence of BD around the world, reported cases
are only a few. Including higher number of cases
in such studies will reduce the said limitation and
help obtain a clearer picture.
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