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Seropositive rheumatoid arthritis after vaccination against

SARS-CoV-2 infection

Dear Editor,

Today a frequently asked question is: Can vaccination against
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2)
trigger rheumatic and musculoskeletal diseases? Several cases of
arthritis have been reported after vaccination against SARS-CoV-
214 A few articles have investigated the safety of SPUTNIK-V;®
there is only our one case of arthritis reported after this vaccina-
tion.! In our International Journal of Rheumatic Diseases paper about
arthritis after vaccination against SARS-CoV-2! we wrote: ‘Several
patients with rheumatic diseases, treated in the Medical Center of
Joint Diseases (MCJD), developed transient flares after receiving
the COVID-19 vaccine'. A possible association between rheumatoid
arthritis (RA) and influenza vaccination was previously reported in
a cohort study;® however, there were no cases of seropositive RA
after SPUTNIK-V vaccination in the literature. A heterologous re-
combinant adenovirus-based vaccine, Gam-COVID-Vac (Sputnik
V, Gamaleya National Research Centre for Epidemiology and
Microbiology), showed a good safety profile and induced strong hu-
moral and cellular immune responses.® We would like to present the
first case of new-onset seropositive (for rheumatoid factor [RF] and
anti-citrullinated protein antibodies [ACPA]) RA after a single dose
of SPUTNIK-V vaccine.

We report the case of a 38-year-old Asian non-smoking
woman with no history of chronic joint disease, infections, inju-
ries, inflammatory back pain, morning stiffness, or joint swelling.
The patient had no previous symptoms of SARS-CoV-2 infection;
a serological anti-SARS-CoV-2 rapid test (COVID-19 1gG/IgM
antibody test; Humasis,Germany) was negative. The patient re-
ceived the first dose of the SPUTNIK-V vaccine on May 20, 2021
without developing a fever or adverse events. Twenty days later,
pain and stiffness appeared in the left shoulder and 2 days later
in the right shoulder, followed by swelling and pain in both knee
joints. The patient used non-steroidal anti-inflammatory drugs.
She did not visit a doctor nor did she receive the second dose
of the vaccine. Two months after vaccination, pain and morning
stiffness lasting more than 30 minutes appeared in the small joints
of her hands and feet. On August 24, 2021, she underwent an ex-
amination at the Medical Centre of Joint Diseases in Shymkent
(Kazakhstan). The patient presented morning stiffness for more
than 2 hours and symmetric polyarthritis of the knees, feet, and

hands. Testing showed a Disease Activity Score of 28 joints with
a C-reactive protein (DAS28-CRP) level of 6.02. There were high
levels of RF (170 IU/mL, normal range <18 IU/mL), erythrocyte
sedimentation rate (39 mm/h), CRP (10 mg/L, normal <5 mg/L),
and ACPA (157 U/mL, normal <20 U/mL). The anti-nuclear an-
tibodY (ANA) screen-test and Chlamydia and Ureaplasma immu-
noenzyme tests were negative, and the levels of uric acid were
normal (241 mmol/L). An immunoenzyme SARS-CoV-2 Spike I1gG
antibody test had a strongly positive result of 9.81 (0.80 negative,
<0.80-1.10 borderline, 21.10 positive). The positivity coefficient
was markedly high at 24.52. Hand X-rays did not show any le-
sions. Ultrasonography revealed moderate effusion in both knee
joints and the metacarpophalangeal and proximal interphalan-
geal joints of both hands. According to the American College of
Rheumatologists/European League Against Rheumatism (ACR/
EULAR) classification criteria’ early RA was diagnosed, and
treatment with methotrexate (15 mg per week), non-steroidal
anti-inflammatory drugs, and methylprednisolone (100 mg infu-
sion daily for 3 days) was initiated. At the control examination
(September 1, 2021) testing showed: CRP 1 mg/L, DAS28-CRP
level 3.99, RF 231 IU/mL, and ACPA 314 U/mL.

Two variants of disease development may be considered: a
flare of existing RA and a debut of de novo RA. Only two cases
of flare RA after COVID-19 vaccination have been reported.>® The
first case, mentioned previously,? could be explained with the first
variant, whereas the second case® most likely reflects the second
option. In our case, RA pathogenesis could be due to either the first
or the second possibility. Unfortunately, the patient was not tested
for RF or ACPA before vaccination because she had no previous
joint complaints. This woman may have had asymptomatic posi-
tive RA, and the COVID-19 vaccination triggered the flare. A rapid
increasing of RF and ACPA is significant. We described the rapid
growth of ACPA within a month from normal values (18 mg/L) to
high values (104 U/mL)® in a case of RA that developed after SARS-
CoV-2. It is likely that in this case, the vaccination might have been
a trigger factor for the rapid onset of RA. It would be appropriate to
conduct a genetic study of the patient, as French researchers did;’
however, similar to other post-vaccine case reports, the causal cor-
relation with RA was not formally established. Nonetheless, we as-
sume that vaccination and SARS-CoV-2 might be trigger factors for
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RA, though controlled studies are needed to prove this hypothesis.
Analysis of the incidence of RA in different countries over the next
1-2 years is warranted; an increase in incidence in the next 2 years

may prove our hypothesis.

KEYWORDS
rheumatoid arthritis, safety of vaccines, severe acute respiratory
syndrome coronavirus 2 infection, SPUTNIK-V, vaccination severe

acute respiratory syndrome coronavirus 2

Chokan Baimukhamedov'?
Shosaid Makhmudov?!
Aliya Botabekova®?

1South Kazakhstan Medical Academy, Shymkent, Kazakhstan
2Shymkent Medical Center of Joint Diseases, Shymkent,
Kazakhstan

Correspondence

Chokan Baimukhamedov, South Kazakhstan Medical
Academy, St., Sasbukaeva 32a, Shymkent, Kazakhstan,
160013.

Email: shocan@mail.ru

ORCID
Chokan Baimukhamedov
org/0000-0003-3261-1036

https://orcid.

Rheumatic Diseases

REFERENCES

1.

Baimukhamedov C. Arthritis of the left elbow joint after vaccination
against SARS-CoV-2 infection. Int J Rheum Dis. 2021;24(9):1218-
1220. https://doi.org/10.1111/1756-185X.14202

Terracina KA, Tan FK. Flare of rheumatoid arthritis after COVID-19
vaccination. Lancet Rheumatol. 2021;3:e469-e470. https://doi.
org/10.1016/52665-9913(21)00108-9

Magliulo D, Narayan S, Ue F, Boulougoura A, Badlissi F. Adult-onset
Still's disease after mMRNA COVID-19 vaccine. Lancet Rheumatol.
2021. 3(10):e680-e682. https://doi.org/10.1016/52665-9913(21)
00219-8

An QJ, Qin DA, Pei JX. Reactive arthritis after COVID-19 vacci-
nation. Hum Vaccin Immunother. 2021;17:2954-2956. https://doi.
org/10.1080/21645515.2021.1920274

Logunov DY, Dolzhikova IV, Shcheblyakov DV, et al. Safety and
efficacy of an rAd26 and rAd5 vector-based heterologous prime-
boost COVID-19 vaccine: an interim analysis of a randomised con-
trolled phase 3 trial in Russia. Lancet. 2021;397:671-681. https://
doi.org/10.1016/50140-736(21)00234-8

Ray P, Black S, Shinefield H, et al. Risk of rheumatoid arthritis fol-
lowing vaccination with tetanus, influenza and hepatitis B vaccines
among persons 15-59 years of age. Vaccine. 2011;29:6592-6597.
https://doi.org/10.1016/j.vaccine.2011.06.112

Aletaha D, Neogi T, Silman AJ, et al. 2010 Rheumatoid arthritis clas-
sification criteria: an American college of rheumatology/European
league against rheumatism collaborative initiative. Arthritis Rheum.
2010;62:2569-2581. https://doi.org/10.1002/art.27584
Baimukhamedov C, Barskova T, Matucci-Cerinic M. Arthritis after
SARS-CoV-2 infection. Lancet Rheumatol. 2021;3(5):e324-e325.
https://doi.org/10.1016/52665-9913(21)00067-9

Perrot L, Hemon M, Busnel JM, et al. First flare of ACPA-positive
rheumatoid arthritis after SARS-CoV-2 infection. Lancet Rheumatol.
2021;3(1):e6-€8. https://doi.org/10.1016/52665-9913(20)30396-9


mailto:﻿
https://orcid.org/0000-0003-3261-1036
mailto:shocan@mail.ru
https://orcid.org/0000-0003-3261-1036
https://orcid.org/0000-0003-3261-1036
https://orcid.org/0000-0003-3261-1036
https://doi.org/10.1111/1756-185X.14202
https://doi.org/10.1016/S2665-9913(21)00108-9
https://doi.org/10.1016/S2665-9913(21)00108-9
https://doi.org/10.1016/S2665-9913(21)00219-8
https://doi.org/10.1016/S2665-9913(21)00219-8
https://doi.org/10.1080/21645515.2021.1920274
https://doi.org/10.1080/21645515.2021.1920274
https://doi.org/10.1016/S0140-736(21)00234-8
https://doi.org/10.1016/S0140-736(21)00234-8
https://doi.org/10.1016/j.vaccine.2011.06.112
https://doi.org/10.1002/art.27584
https://doi.org/10.1016/S2665-9913(21)00067-9
https://doi.org/10.1016/S2665-9913(20)30396-9

