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OLGU SUNUMU CASE REPORT

COVID-19 Pneumonia in two Patients with
Ankylosing Spondylitis Using Anti-TNF
Agents

Anti-TNF Ajan Kullanan Ankilozan Spondilitli iki Hastada COVID-19
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Pnomonisi

idris Kurt', Ebru Cakir Edis?, Habibe Tolin Elmaslar Mert?

Abstract

Ozet

The new type of coronavirus (SARS-CoV2) reported to
have originated in China in December 2019 has
spread rapidly all over the world and has become a
global problem. COVID-19 is more common and
more severe in people with such comorbidities as
cardiovascular disease, hypertension and diabetes.
There is a lack of consensus on whether rheumato-
logical diseases and drugs used in their treatment
increase the risk of developing COVID-19. There is
also lack of data in literature regarding the develop-
ment of COVID-19, especially in patients with Anky-
losing Spondylitis. This case presentation relates to
two patients with Ankylosing Spondylitis using anti-
TNF agents who were affected by COVID-19. The
younger of the two, who had no comorbidities,
healed quickly with antiviral and supportive therapy,
while the older patient, who had cardiovascular and
chronic kidney comorbidities, experienced an aggres-
sive disease course and did not survive. The course of
COVID-19 infection and mortality is strongly con-
nected with underlying comorbidities. Our focus here
is on rheumatological diseases, their immunosup-
pressive treatments and their impact on the course of
the novel type Coronavirus infection, based on two
cases of Ankylosing Spondylitis, in light of literature.

Key words: Ankylosing Spondylitis, anti-TNF agents,
COVID-19.

Cin’de, Aralik 2019'da gérilmeye baslanan yeni tip
koronavirus (SARS-CoV2) hizla tim dinyaya yayilmig
ve kiresel bir sorun haline gelmistir. Kardiyovaskiler
hastalik, hipertansiyon, diyabet gibi komorbiditesi
olan kisilerde COVID-19 daha sik rastlanmakta ve
daha agir seyretmektedir. Romatolojik hastaliklarin ve
bunlarin tedavisinde kullanilan ilaclarn COVID-19
gelisme riskini arthinp arttrmadigi tartismalidir. Litera-
tirde &zellikle  Ankilozan ~ Spondilitli  hastalarda
COVID-19 gelisimi ile ilgili veri eksikligi mevcuttur.
Biz bu olgu sunumunda Anti-TNF  kullanirken,
COVID-19 enfeksiyonu gegiren, iki Ankilozan Spon-
dilit'liyi sunmayi amagladik. Komorbiditesi olmayan
genc hastamiz, antiviral ve destek tedavisi ile hizli
sekilde iyilesti. Kronik kardiyovaskiler ve bébrek
hastaligr olan yasli hastamizin seyri daha agir oldu ve
hayat kaybi ile sonuglandi. COVID-19 enfeksiyonun
seyri ve mortalitesi, altta yatan komorbid hastaliklar
ile yakin iligkilidir. Ankilozan Spondilitli iki olgu &rnegi
Uzerinden romatolojik hastaliklar ve kullanilan im-
minsupresif tedavilerin yeni tip koronaviris enfeksi-
yonu seyrine etkisini, literatir esliginde, tarhsmay!
amacladik.
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An outbreak of pneumonia detected in December 2019
in China spread rapidly, and in January 2020, the under-
lying agent was discovered and identified as a new type
of coronavirus named SARS-CoV2 (Severe Acute Respira-
tory Syndrome Coronavirus 2) (1). This disease spread
around the world in a very short time and was declared a
pandemic by the World Health Organization on March
11,2020 (2).

Although the disease is mild in 81% of cases, it can cause
severe pneumonia in 14% of patients and respiratory
failure in 5%. The presence of comorbidities is correlated
with an increase in mortality. In particular, patients with
cardiovascular diseases, diabetes, chronic lung disease
and hypertension are at an increased risk of mortality (3).
Patients under immunosuppressive therapy for the treat-
ment of rheumatological diseases are considered to be at
risk of developing coronavirus infection and experiencing
its worst course. In particular, the elderly and those with
underlying multisystemic disease(s) are considered in the
high-risk category. Furthermore, it is thought that all anti-
Tumor Necrosis Factor (anti-TNF) agents used in the
treatment of these patients may increase the risk of devel-
oping COVID-19 (4). Despite these risk assessments, it is
not clear whether rheumatological diseases, especially
Ankylosing Spondylitis (AS), are an increased risk factor.
In this case report, we present two patients with Ankylos-
ing Spondylitis who were undergoing anti-TNF, and dis-
cuss their cases in the light of literature.

CASE

Case 1: A 61-year-old male patient was under observa-
tion by rheumatology department for 26 years with a
diagnosis of Ankylosing Spondylitis. The patient, who was
taking Infliximab and Sulfasalazine, was using also Riva-
roxaban due to atrial fibrillation. The patient had stage 3
chronic kidney disease and proteinuria due to secondary
focal segmental glomerulosclerosis, and was not on dial-
ysis. He had been treated for pulmonary tuberculosis
around 40 years earlier. It was learned that the patient,
who presented to our clinic with cough, fever and short-
ness of breath, had been started on anti-TNF (Infliximab)
6 days prior to the onset of complaints. A nasopharynge-
al and oropharyngeal swab was taken from the patient
who was evaluated in the outpatient clinic and a chest X-
ray was carried out. Suspicious lesions on x-ray radio-
graph led to Computed Tomography (CT) imaging, re-
vealing bilateral and more prominent ground-glass infil-
trations in the basal parts of lungs (Figure 1). The patient
was hospitalized due to comorbid diseases and hypoxia.
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Laboratory values showed C reactive protein at 5.67
mg/dL; sedimentation, 92 mm/second; urea, 99 mg/dL;
creatinine, 1.9 mg/dL; and D-dimer, 2.35 mg/L. In his
clinical parameters, blood pressure was 110/60 mmHg;
pulse, 87 beats/min; and fever, 38.0°C. A physical exam-
ination revealed bilateral ankylosed knee joints, the cervi-
cal, thoracic and lumbar vertebrae were immobilized in
an ankylosed manner, and the number of breaths was
less than 20. The patient was initiated on hydroxychloro-
quine, oseltamivir (because influenza could not be ex-
cluded), oral azithromycin and parenteral ceftriaxone
(bacterial infection could not be excluded). A coronavirus
PCR test from a nasopharyngeal swab was positive. On
the first day of hospitalization, the patient’s fever contin-
ved but dropped on the second day. On the fourth day of
treatment, the patient developed dyspnea and tachypnea
and was given Favipiravir. No arrhythmia was detected
on electrocardiography (ECG). The patient was taken to
the Intensive Care Unit and intubated after lack of im-
provement in his clinical condition, and he died the same
day.

Case 2: A 35-year-old male with a known diagnosis of
Ankylosing Spondylitis, being followed by the rheumatol-
ogy department, and on Anti-TNF (Golimumab) therapy
due to a lack of improvement in pain under nonsteroidal
anti-inflammatory drugs, was evaluated. At that time, his
PPD (Purified Protein Derivative) skin test reaction, evalu-
ated for latent tuberculosis, was less than five millimeters.
The patient had been in close contact with a COVID-19
verified family member and complained of fever, cough
and loss of taste and smell for a week. Nasopharyngeal
and oropharyngeal swab samples were taken and a chest
X-ray was carried out. Due to the absence of net infiltra-
tion on the X-ray, cross sectional imaging was performed.
Bilateral, milimetric and ground-glass infiltrations located
predominantly in the peripheral, were observed on a
Computerized Tomography (Figure 2). When the patient
was hospitalized, his clinical parameters were: blood
pressure, 100/70 mmHg; pulse, 75 beats/min; and tem-
perature, 37.0°C. No abnormalities were identified based
on a physical examination and laboratory parameters.
Hydroxychloroquine was prescribed for Coronavirus, and
as influenza virus and bacterial infection could not be
ruled out, Oseltamivir and Azithromycin were also initiat-
ed. A PCR test result was positive. The patient had a fever
on the first day of hospitalization, but no increase in tem-
perature detected on the following days. The patient’s
temperature did not rise for approximately 72 hours, and
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finally his symptoms resolved. He was informed of all the

isolation conditions before being discharged.

DISCUSSION

It has been observed that people with underlying dis-
ease(s) are affected more by COVID-19, and rheumato-
logical diseases can be expected to fall under this catego-
ry due to the course of the disease and the immunosup-
pressive agents used (5). There is, however, insufficient
data in the literature to support this view. Aiming to over-
come this, a database was developed for the recording of
patients with rheumatological diseases and with COVID-
19. Rheumatoid arthritis was the most common disease
identified in an evaluation of 872 cases recorded in this
database up until May 18, while Ankylosing Spondylitis
fails to make the top 10 (6). Although anti-TNF agents
can be expected to pose a risk for COVID-19 develop-
ment, a recent review reported there being insufficient
evidence to support this (7). In a study evaluating 320
patients with chronic arthritis using anti-rheumatic drugs,
only four developed COVID-19, and it was concluded
that rheumatological diseases and their therapies do not
represent an additional risk (8). One group of researchers
has suggested that the cell entry and mechanism of ac-
tion of the SARS-CoV2 virus can be controlled with anti-
TNF, and so can be included in the treatment (9,10). It is
known that a study has been launched in China analyzing
the efficacy and safety of Adalimumab for the treatment
of COVID-19 (11).

The most frequent symptoms seen in patients are fever,
cough and malaise (12,13). A multicenter study found
gustatory and olfactory problems to be frequent in pa-
tients infected by COVID 19, occurring in 88 and 86.5
percent of cases, respectively (14). In the present study,
the main symptoms were fever and cough. Our younger
patient showed reversible gustatory problem.

()

Figure 1: Bilateral ground-glass infiltrations
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Figure 2: Bilateral, millimetric, weighted peripheral located ground-glass

opacities

COVID 19 infections can be asymptomatic in some pa-
tients, but in the symptomatic state, the clinical spectrum
is broad, ranging from fever, cough and dyspnea to
death due to pneumonia, pulmonary edema, acute res-
piratory distress syndrome and organ failure (12).

Both of the patients in the present study had Ankylosing
Spondylitis, with one receiving Golimumab and the other
Infliximab. A review of literature revealed three studies of
the outcomes of AS under the effects of COVID-19. One
case report, in the form of a case-based review, com-
prised three patients and a letter to editor describing one
patient (15-17). In first report, a patient with known hy-
pertension and hypertriglyceridemia suffered from mod-
erate pneumonia survived after the administration of
antiviral agents and complementary corticosteroid thera-
py. The authors concluded that anti-TNF therapy may
have had a positive effect on novel coronavirus pneumo-
nia when introduced as early as possible (15). The sec-
ond study relates to three patients with AS (32, 62, 35
year-old) of different ages, affected by COVID-19 while
receiving Anti-TNF therapy (Infliximab, Adalimumab and
Golimumab). The patients experienced a mild course of
pneumonia and recovered with antiviral and supportive
therapy. None of the patients had underlying comorbidi-
ties. The authors concluded that the mild form of infection
seen in their patients had been due to an existing Anti-
TNF blockage (16). The last case was a 60-year-old male
with an AS diagnosis who was recovering from a mild
form COVID-19 infection without therapy. The use of a
TNF-a inhibitor prior to the viral infection was not associ-
ated with a severe evolution of the COVID-19 (17). In a
case of AS undergoing Secucinumab (Anti-Interleukin
17A) therapy, a 61-year-old female patient without
comorbidities presented with moderate pneumonia relat-
ed to COVID-19, and was started on Tocilizumab due to
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significant infiltration of the lungs and elevated acute
phase reactants. IL-17 inhibitors may serve as potential
inhibitors of cytokine storm in COVID-19 infection (18).
To the best of our knowledge, the present study is the
fourth in literature assessing Ankylosing Spondilitis pa-
tients infected with novel type Coronavirus while on anti-
TNF therapy, but is the first to report a poor outcome.
Both patients were infected with COVID-19 pneumonia,
and the initial phase was moderate in both. The cases
were hospitalized due to the need for close monitoring,
oxygen supplementation and antiviral therapy. While both
patients were under anti-TNF therapy prior to admission,
the condition of the younger, without comorbidities, re-
solved quickly. The older patient, who had cardiovascular
and chronic kidney diseases, suffered from a severe
course of pneumonia that progressed, and the patient
subsequently died. It would seem that mortality and mor-
bidity in the novel Coronavirus infection are closely relat-
ed to underlying comorbidities.

In conclusion, the course of the disease and mortality are
strongly related to the type and number of underlying
comorbidities. It is certain that more comprehensive and
reliable studies are needed prior to making a definite
comment on COVID-19 patients with Ankylosing Spondy-
litis, especially those on immunosuppressive therapy (par-
ticularly anti-TNF, as presented in our cases).
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