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Caribbean Association for Rheumatology COVID-19 Vaccination Recommendations

Purpose

The purpose of this document is to provide guidance on COVID-19 vaccination for individuals
with autoimmune rheumatic diseases in the Caribbean as vaccination programs are
implemented. It is a living document that will be updated as more information becomes
available. For most Caribbean countries the available vaccine is Oxford-AstraZeneca - a
replication-deficient simian adenovirus vector, first approved for use by the Medicines and
Healthcare products Regulatory Agency in the United Kingdom on December 30" 2020.

Methods
A task force consisting of 8 rhneumatologists (see Appendix) was convened to review the
literature and to address 4 questions-:
1)  Are COVID-19 vaccines safe to administer to individuals with rheumatic disease?
2)  Will these vaccines be effective in individuals with rheumatic disease?
3)  Areindividuals with rheumatic disease/on immunosuppressive therapy at
increased risk of COVID-19 infection?
4)  Are individuals with rheumatic disease/on immunosuppressive therapy at
increased risk of worse outcomes with COVID-19?

Summary

1) Currently available COVID-19 vaccines are not live vaccines and are considered
safe to administer to individuals with autoimmune rheumatic disease and those on
immunosuppressive therapy. Side effects are typically minor and similar to that in the
general population. It is unknown if COVID-19 vaccines may cause an exacerbation of
an existing rheumatic disease or development of a de novo autoimmune syndrome (1-4)

2) Currently there is insufficient data to speak with certainty about the effectiveness
of COVID-19 vaccines in individuals with rheumatic disease. Efficacy may be reduced in
individuals on immunosuppressive therapy. The decision to hold specific
immunosuppressive medications in relation to COVID-19 vaccination should be guided
by the recent American College of Rheumatology recommendations and at the
discretion of the consultant rheumatologist (3, 5-9).

3) There is no overwhelming evidence for an increased incidence of SARS-CoV2
infection (COVID-19) among patients with rheumatic disease compared to either healthy
individuals or patients with other chronic ilinesses. The risk of contracting COVID-19
principally relates to environmental exposure and is mitigated by public health measures
such as physical distancing, hand hygiene and facemask-wearing (10-14)

4) Risk factors for severe COVID-19 in individuals with rheumatic disease are the
same as for the general population i.e. older age, obesity, diabetes, hypertension, lung
disease, kidney disease. Some studies demonstrated an increased risk of adverse
outcome in rheumatic disease patients with high background disease activity and those
on higher doses of corticosteroids or very potent immunosuppressive therapy (15-21)
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Detailed report

1. Are Vaccines Safe to Administer in this Population?

The currently available Covid-19 vaccines are not live vaccines and are considered safe
to be administered in patients with rheumatic disease. In this section we focus on the
safety data from clinical trials and post-marketing reports for the currently approved
COVID-19 vaccines.

The mRNA vaccines appeared to have similar profile with frequent mild or moderate
local reactogenicity (tenderness at the injection site) after both the first and the second
dose of the vaccine. These symptoms were slightly less frequent in older (>55 years)
adults. The most reported adverse effects (fatigue, headache, fever) occurred after the
second vaccine dose. In the Pfizer BNT162b2 mRNA Covid-19 Vaccine Clinical trial
see Table 1), there were 2 deaths in the treatment group in patients with known coronary
artery disease (CAD) vs. 4 deaths in those who received placebo. There have been
additional reports of anaphylactoid reactions in patients with a prior history of
anaphylaxis (1). There was one report of severe hypoglycemia with the Moderna SARS-
CoV-2 mRNA-1273 Vaccine (see Table 2) in a patient after fasting and vigorous
exercise (2). For the Oxford-AstraZeneca ChAdOx1 nCoV-19 vaccine (AZD1222),
serious adverse events (SAE’s) were similar in the control and treatment groups. There
was one case of idiopathic short segment spinal cord demyelination reported 14 days
after the booster vaccine. A second case of transverse myelitis was later determined to
be unrelated to the vaccine due to further investigation revealing prior unrecognized
multiple sclerosis. One case of an exceptionally high fever > 40 °C was also reported -
this patient is currently in the trial and remains masked to group allocation. There were
four deaths in vaccine recipients and controls which were not linked to the vaccine
(motor vehicle accident, blunt force trauma, homicide and fungal pneumonia) (3).

Generally, administration of the COVID-19 vaccines to patients without autoimmune
inflammatory rheumatic disease (AlIRD) are well tolerated with most adverse events
being mild, and mostly local site reactions. A few patients have experienced systemic
symptoms with fatigue and fever. These reactions were reported more commonly in
younger patients.

Patients with AIIRD were excluded from clinical trials but based on prior experience with
attenuated vaccines in these patients, adverse events would mimic those of the general
population.

A central question to the safety of vaccines in patients with AlIRD is the possible risk of
“disease exacerbation” or flare of the underlying condition. Vaccines are generally safe
and are not associated with exacerbations of AIIRD; however, trials inclusive of AIIRD
have been small and hence, data are difficult to interpret. However, reports indicate the
influenza vaccine was not associated with flares of rheumatoid arthritis (RA), systemic
lupus erythematosus (SLE), ANCA-associated vasculitis (AAV) or systemic sclerosis
(SS) (4). Similarly, Hepatitis B (HBV) vaccination did not change the overall disease
activity in patients with RA or Behcet disease. No safety alerts following pneumococcal
vaccination in most AIIRDs were reported, independent of vaccine type.
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To date, there have been no published reports of exacerbations of autoimmune
rheumatic diseases caused by administration of the COVID-19 vaccine. However, the
report of transverse myelitis and multiple sclerosis does raise a concern about possible
exacerbation/ flare of this autoimmune disease.

Overall, more than 100 000 persons have completed the clinical vaccine trials and
although patients with AIIRD and those treated with immunosuppressive medications
were excluded, safety data did not report unmasking or flares of unknown or mild
rheumatic disease. The data is reassuring although ongoing evaluation is warranted
given the short duration of these clinical trials. Scientists theorize that the mRNA
vaccines (Pfizer® and Moderna®) which elicit a strong Type 1 interferon response, could
potentially cause an exacerbation of systemic lupus erythematosus or rheumatoid
arthritis.

Physicians should reassure patients that there is no risk of contracting COVID-19 from
these any of the available vaccines.

Summary: Currently available COVID-19 vaccines are not live vaccines and are
considered safe to administer to individuals with autoimmune rheumatic disease and
those on immunosuppressive therapy. Side effects are typically minor and similar to that
of the general population. It is unknown if COVID-19 vaccines may cause an
exacerbation of an existing rheumatic disease or development of a de-novo autoimmune
syndrome.

2. Will the vaccines be effective in Autoimmune rheumatic disorders (AIRD)?

There is no data on the efficacy of the COVID-19 vaccine in patients with AIIRD. Current
recommendations are based on what is known about already existing vaccines in this
group of patients, especially as it relates to influenza and the influenza vaccine.
However, there are several limitations to the extrapolation of this information to the
currently available vaccines. The principal issues are that the influenza virus is not a
coronavirus and that the COVID-19 vaccines represent a new era in vaccine creation,
with novel mechanisms (MRNA vaccines ((Pfizer® and Moderna®)) and a viral vector
vaccine (Oxford-AstraZeneca®) (3, 5, 6). It is also noteworthy that the efficacy of
vaccines in most studies is based on the surrogate of immunogenicity (the development
of protective antibodies) and not on prevention of actual disease. Antibodies to
adenovirus may limit efficacy of adenovirus vector vaccines in certain populations and in
older adults.

It has been demonstrated that the seasonal trivalent subunit influenza vaccination has
reduced the incidence and bacterial complications of influenza, admissions for and
mortality in AIIRD (7). Generally, Influenza vaccination has been shown to be
immunogenic in patients with most AlIIRD treated with all classes of disease modifying
antirheumatic drugs (DMARDS), except for rituximab. DMARDs can affect
immunogenicity. Temporary discontinuation of methotrexate (MTX) was shown to
improve immunogenicity of seasonal influenza vaccination in patients with RA, with the
best results when MTX was suspended for 2 weeks before and 2 weeks after
vaccination. However, it is currently not recommended to stop MTX before or after
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vaccinating for influenza (7). Recent guidance has suggested holding specific DMARDS
for a short period around COVID-19 vaccination, but this should be individualized and at
the discretion of the consultant rheumatologist (8). Other factors that can negatively
affect immunogenicity include advanced age, increased comorbidity and moderate to
higher dose corticosteroids. Vaccination efficacy is increased in patients with well
controlled quiescent disease(9) . Aiming for the lowest possible glucocorticoid dose and
vaccinating patients before the start of DMARDs if possible, would also be helpful.

Summary: There is no clear data on efficacy of novel COVID-19 vaccines in AlIRD.
Efficacy may be limited by advanced age, comorbidity and higher dose corticosteroid
use. Antibodies to adenovirus may limit efficacy of adenovirus vector vaccines in certain
populations and in older adults. The decision to hold specific immunosuppressive
medications in relation to COVID-19 vaccination should be guided by the recent
American College of Rheumatology recommendations and at the discretion of the
consultant rheumatologist.

3. Are patients with rheumatic disease +/- immunosuppressant therapy at increased
risk of SARS-CoV2 infection?
Patients with rheumatic disease are, in general, at increased risk for infections due to
immune dysregulation. This has been observed repeatedly in SLE and RA, independent
of immunosuppression (10). However, currently there is no overwhelming evidence for
an increased incidence of SARS-CoV?2 infection among patients with rheumatic disease
compared to individuals with other co-morbidities. Exposure continues to be the key risk
factor for SARS-CoV2 infection with immunosuppression and co-morbidities influencing
COVID-19 severity, morbidity and mortality (11, 12).

There are no data to support that medications which patients with AIIRD may be taking
for their underlying condition, namely hydroxychloroquine, are protective against SARS-
CoV2 (13, 14).

4. Are patients with rheumatic disease/on immunosuppressant therapy at increased
risk of worse outcomes with COVID19

For the purpose of this discussion, worse outcomes were defined as increased risk of
hospitalization, admission to an intensive care unit (ICU), need for mechanical
ventilation, or death. Available data on outcomes in AIIRD patients infected with SARS-
CoV-2 are a large international registry, the COVID-19 Global Rheumatology Alliance
(GRA) physician registry(15).

The GRA included 600 cases from 40 countries, mostly from the USA or European
countries, entered between 24th March and 20th April 2020. Severe COVID-19 affected
nearly half (46%) who were hospitalized and 9% died (15).

Additional studies found the risk factors for severe COVID-19 in the general population
to be similar in the AIIRD population, and included older age, male sex, obesity,
hypertension, diabetes, lung disease, and renal failure (15, 16). The severity of COVID-
19 infection in AIIRD patients was not dissimilar to the general population (17).
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There is limited data to determine whether patients with AIIRD may have more severe
COVD-19 infection. The data is limited due to the small number of patients with AIIRD
with reported COVID-19 infection, however some trends appear to indicate that a certain
subset of patients with AIIRD may have greater severity of COVID-19. In a UK
population-based cohort study (18), of RA, SLE or psoriasis patients analysed as a
combined group, had a slightly increased risk of death from COVID-19 compared to
those without these diseases. It is unclear what role disease activity or treatment played,
as these were not taken into account in this risk estimation. In a Danish population-
based cohort, AlIIRD patients were more likely to be admitted with COVID-19 than the
general population, and COVID-19 admitted patients with RA could be at higher risk of a
severe outcome (19).

The impact of AIIRD disease activity on the severity of COVID-19 infection, is unknown,
but a small single site study in Spain found that higher disease activity was associated
with increased mortality (20).

The GRA reported that patients with AIIRD on monotherapy with biologic or targeted
synthetic DMARDS had lower odds of COVID-19 related hospitalization than those of
non-DMARD patients (see Figure 1). Neither exposure to DMARDs nor non-steroidal
anti-inflammatory drugs (NSAIDs) were associated with increased odds of
hospitalization (15). However, chronic use of corticosteroids a dose > 10 mg of
equivalent prednisone was associated with higher odds of hospitalisation (OR 2.05,
95% CI 1.06 to 3.96) (15, 16). There is also concern that Rituximab therapy may
confer a higher risk of severe infection based on outcomes in a single study of a small
cohort of AIIRD patients treated with Rituximab at one Spanish hospital (21).

Summary: Risk factors for severe COVID-19 in individuals with rheumatic disease are
the same as for the general population i.e. older age, male sex, obesity, diabetes,
hypertension, lung disease, kidney disease. Few studies demonstrated an increased risk
of adverse outcome in AIIRD patients with high background disease activity and those
on higher doses of corticosteroids or very potent immunosuppressive therapy.
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Appendix A:

Table 1 What are Adverse Reactions to COVID Vaccines?

BNT162b2 mRNA Covid-19 Vaccine (Pfizer®)*

Adverse Event Total 1st Dose 2nd Dose Age | 1st Dose 2nd Dose Age
Population Age <55 <55 (%) Age > 55 > 55 (%)
(%) (%) (%)
Severe Local <1
Reactogenicity
Mild to moderate 83 78 71 66
local
reactogenicity
Fatigue 79 51
Headache 52 39
Fever < 38 16 11
Fever 38 - 40 0.2 (15t dose)
0.8 (2nd dose)
Lymphadenopathy 0.3
Death 2 patients (athe|rosclerosis and| cardiac arrest vs 4 placebo patients

Post marketing reports of 2 anaphylactoid reactions in patients with a prior history of anaplylaxis

Table 2. SARS-CoV-2 mRNA-1273 Vaccine (Moderna®)>?

Adverse Event Population, 1st Dose (%) 2nrd Dose

n (%)
Any Severe Local 6.7 (18 - 55 group) 6.7 (18 - 55 group)
Symptoms
Any Moderate 0 -13.3 (depending on vac. 7.7 - 26.7 (depending on vac.
Local Symptoms dose and age) dose and age)
Any Mild Local 50- 80 (depending on vac. 40 - 79.2 (depending on vac.
Symptoms dose and age) dose and age)
Any Severe 0 10% (1 subjectin the 56 - 70
Systemic age group
Symptoms
Any Moderate 13 - 20 (depending on vac. 10 - 80 (depending on vac.
Systemic dose and age) dose and age)
Symptoms
Any Mild Systemic 30 - 50 (depending on vac. 40 - 69.2 (depending on vac.
Symptoms dose and age) dose and age)
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Appendix B.

Fig. 1 | Factors associated with hospitalization for COVID-19 infection.
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This graph visualizes data from 600 patients with rheumatic diseases recorded in the COVID-19 Global Rheumatology Alliance
international physician registry, reported by Gianfrancesco et al. (20) Associations between the various factors and odds of
hospitalization were estimated using multivariable-adjusted logistic regression and reported as odds ratios (ORs) with 95%
confidence intervals. b/tsDMARD, biologic/ targeted synthetic DMARD; CRI, chronic renal insufficiency; csDMARD, conventional
synthetic DMARD; CVD, cardiovascular disease; ESRD, end-stage renal disease; GC, glucocorticoid.
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