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Vaccine Hesitancy in Patients with Autoimmune Diseases: Data from the 
Coronavirus Disease‑2019 Vaccination in Autoimmune Diseases Study
Dear Editor,

The ongoing COVID‑19 pandemic continues to be a cause 
of unprecedented morbidity and mortality. Vaccination 
provides a ray of hope as a powerful tool for reducing 
the poor clinical outcomes of COVID‑19. Current evidence 
indicates that patients with systemic autoimmune rheumatic 
diseases  (AIRD) are at an increased risk of severe COVID‑19 
clinical outcomes. This emphasizes the importance of 
COVID‑19 vaccination in this patient group.[1-3] However, a 
high degree of vaccine hesitancy continues to be an obstacle 
against vaccination in patients with autoimmune diseases.

The exclusion of patients with AIRD from COVID‑19 vaccine 
trials inevitably resulted in gaps in the evidence about the 
long‑term safety and efficacy of COVID‑19 vaccination. 
This, unsurprisingly gave rise to fears of disease flares 
and adverse effects associated with vaccination in an 
already vulnerable patient group, as well as health‑care 
professionals, increasing vaccine hesitancy.[4,5]

The COVID‑19 Vaccination in Autoimmune 
Diseases  (COVAD) study is a long‑term ongoing global 
patient self‑report electronic survey study to assess the 
safety of the COVID‑19 vaccine in idiopathic inflammatory 
myopathies and other AIRDs and nonautoimmune 
controls.[6] The survey questions were designed to evaluate 
previous COVID‑19 infection, and current vaccination status 
including reasons for not getting vaccinated. Informed 
consent was obtained at the beginning of the survey, 
and no incentives were offered for survey completion. 
Ethical approval was obtained from the Institutional Ethics 
Committee of Sanjay Gandhi Postgraduate Institute of 
Medical Sciences, as per the local guidelines.[7] We report 
the data from the baseline survey until August 2021. We 
adhered to the Checklist for Reporting Results of Internet 
e‑surveys to report the data.[8,9]

In the initial results of the ongoing study, we observed 
a high degree of vaccine hesitancy in the total of 16,327 
respondents. Out of the 2426  (14.86%) respondents who 
had not received any doses of the COVID‑19 vaccine, 
411  (16.94%) reported that they would not take the 
vaccine due to long‑term safety concern or fear and 
666  (27.45%) said that they were planning to wait for 
more data on the safety of the vaccine before taking it. 
This indicates an unwillingness to take the vaccine despite 
its availability and in the absence of any medical advice 
against vaccination. These results were comparable across 
patients with AIRD and non‑autoimmune controls.

As of August 2021, the COVAD study has accrued 
over  16,327 responses with complete responses from 

5868  patients with AIRD and 5034 individuals without 
AIRD, from 29 countries. This makes it one of the largest 
international databases of information regarding the 
effects of COVID‑19 vaccination in this patient group, with 
a wide representation of individuals across a spectrum of 
different regions and ethnicities.

The other reasons respondents gave for not receiving the 
vaccine was its lack of availability in some parts of the 
world  (32.0%), being scheduled for vaccination at a later 
date  (11.67%), and vaccination not being recommended 
due to recent COVID‑19 infection  (7.3%). Some patients 
also reported not taking the vaccine after being advised 
against vaccination by their treating physician  (5.4%). 
The proportion of respondents selecting each reason for 
not receiving the vaccine remained consistent across two 
different points of data retrieval between July and August 
2021 and among patients with AIRD and nonautoimmune 
controls.

Approximately half the respondents who had not received 
any dose of the COVID‑19 vaccine, reported unwillingness 
to take the COVID‑19 vaccine due to concerns about the 
lack of data on its long term safety, and fears of delayed 
adverse effects.

Similar patterns of COVID‑19 vaccine hesitancy have 
emerged in other studies. In a recent international cluster 
analysis study of 1258  patients with AIRD published 
in May 2021, over  40% of patients reported that they 
would decline the vaccine. Interestingly, the predominant 
differences between the clusters of patients who would 
take the vaccine and those who would not, were not 
related to the fear of COVID‑19 infection or any state of 
frailty, but to specific concerns about vaccination. These 
included the use of the new mRNA vaccine technology, 
lack of long‑term safety data, and potential financial risks 
with pharmaceutical companies.[10] In the Vaccinations 
Against COVID‑19 study which included 1266 patients with 
AIRDs and 265 health‑care professionals from 56 countries, 
concerns regarding the adverse effect profile of the 
SARS‑CoV‑2 mRNA vaccines were identified as the primary 
concern resulting in patients’ vaccine hesitancy. Over 
half of the patients with rheumatic and musculoskeletal 
diseases  (RMD) were uncertain or unwilling to take 
the COVID‑19 mRNA vaccines due to the paucity of 
data.[11] Similar results were obtained from a recent 
interview based study involving 280  patients with AIRD, 
46% of whom were unwilling to get vaccinated, primarily 
due to fear related to vaccine adverse effects and disease 
worsening. However, only 35% of the vaccinated subjects 
had mild adverse effects  (fever/headache/myalgia). AIRD 
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patients, interestingly, had fewer adverse effects than the 
controls, with a flare up observed in only one patient.[12]

The results from recent international studies indicate 
that the risk of severe adverse reactions or disease flares 
postvaccination is negligible.[13] Postvaccination disease 
flares were reported in only 5%, and severe disease flares 
in 1.2% of patients with RMDs from the data from the 
European League Against Rheumatism  (EULAR) COVID‑19 
Vaccination Registry.[14] In the Vaccination Against COVID‑19 
in Lupus survey, a flare was observed in only 3% of the 
patients with systemic lupus erythematosus. Similarly, in 
the Global Rheumatology Alliance COVID‑19 Vaccination 
survey, a flare lasting at least 2  days was reported only in 
13.4% patients with RMD, and a new or increased dose 
of medication after a flare only in 4.6% of the patients.[15] 
A recent study on the postvaccination adverse effects in 
325 adults with RMDs  (38% inflammatory arthritis, 28% 
systemic lupus erythematosus, and 19% overlap 
connective tissue disease) who had received the first dose 
of a SARS‑CoV‑2 mRNA vaccine  (51% Pfizer/BioNTech and 
49% Moderna) at Johns Hopkins University in the USA 
reported only local symptoms including pain, swelling, 
and erythema in 89% of the patients. Systemic symptoms 
were reported in 69% of the patients. None of the patients 
experienced allergic reactions requiring epinephrine, and 
only 3% reported new infections requiring treatment. 
These results were consistent with the local and systemic 
adverse effects reported in the vaccine trials.[16,17] These 
reassuring results may ameliorate some of the concerns 
regarding postvaccination adverse effects in patients with 
AIRDs.

What is important to consider is that the potential risk of 
COVID‑19 vaccination‑related disease flares and adverse 
effects is far outweighed by the well‑documented risks 
of severe COVID‑19 clinical outcomes and hospitalization 
from COVID‑19 infection, which vaccination can 
help offset. Therefore, both the American College of 
Rheumatology  (ACR) and EULAR strongly recommend 
COVID‑19 vaccination in patients with AIRD.[18,19] The most 
recent ACR Guidance statements on COVID‑19 vaccination 
in patients with RMD showed consensus that patients 
with RMD were at a higher risk of COVID‑19 infection, 
hospitalization and worse outcomes compared to the 
general population, and strong consensus that patients 
with RMD should be offered COVID‑19 vaccination.

There is certainly an unmet need for further research into 
the long‑term safety and efficacy of COVID‑19 vaccination 
in patients with AIRD. We hope that further analysis of 
the large sample population of the COVAD study database 
paves the way for better understanding and further 
insights into this aspect of the pandemic.[20] However, the 
current evidence strongly suggests that vaccination offers 
the potential to directly protect patients with AIRD from 
morbidity and mortality. Thus, there is a clear need for 

effective and consistent communication with patients with 
AID, emphasizing that the benefit of COVID‑19 vaccination 
far outweighs the potential risk of disease flares and 
adverse effects, the majority of which are mild and 
manageable.[21,22] The need for effective communication 
of credible, evidence‑based information on vaccine safety 
and efficacy is becoming increasingly important to counter 
a wave of rising anti‑vaccination movements. Despite 
being based on erroneous hypotheses and misinformation, 
these movements are becoming dangerously popular.[22] 
Communication and education through social media can 
play a pivotal role in effectively combating this spread of 
misinformation.[22,23]

Further contributing to vaccine hesitancy in AIRD patients 
is the hesitancy among treating doctors and vaccination 
center staff, whose expressions of uncertainty regarding 
vaccination safety reinforces their patients’ concerns. 
Thus, there is an urgent need to educate health‑care 
professionals in all countries about vaccination safety in 
patients with autoimmune diseases, encouraging those 
providers to promote this message among the patients 
under their care.[24] This is especially important, because 
treating physicians are often the most trusted people by 
the patients under their care.[10]
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