Rheumatology
RESEARCH REVIEW

™

Making Education Easy

In this issue:
Efficacy of secukinumab for
enthesitis in AS
Psoriasis/PsA in pregnancy:
maternal and neonatal outcomes
Live varicella-zoster vaccine
in TNF inhibitor recipients
Tofacitinib for the treatment
of AS
Association of tea consumption
with RA risk
Measuring inflammatory
foot disease in RA
Feature: COVID-19 vaccination
in rheumatology (four studies)
Abbreviations used in this issue
AIRD/IRD = (autoimmune) inflammatory rheumatic
disease
AS = ankylosing spondylitis
DAS = Disease Activity Score
IMID = immune-mediated inflammatory disease
JAK = Janus kinase
OR = odds ratio
PsA = psoriatic arthritis
QOL = quality of life
SLE = systemic lupus erythematosus
TNF = tumour necrosis factor

CLICK HERE
to read previous issues of
Rheumatology
Research Review

Issue 43 – 2021

Welcome to issue 43 of Rheumatology Research Review.

After starting with research that used pooled data from the phase 3 MEASURE studies to evaluate the efficacy of
secukinumab on axial and peripheral enthesitis in patients with AS, we turn our attention to a systematic review and
meta-analysis finding that pregnant women with psoriasis or PsA have increased risks of adverse maternal but not
fetal/neonatal outcomes. Another included paper is a case-control study exploring the effect tea consumption has on
risk of RA. This issue also includes a feature on the arguably more topical issue of response to COVID-19 vaccines
for our patients with IRDs (inflammatory rheumatic diseases); we have obviously focussed on papers reporting on the
vaccine relevant to kiwis, the Pfizer-BioNTech mRNA vaccine, including responses in IRDs as well as the impact some
of the medications we prescribe have on vaccine response.
We hope you find the research selected helpful in your everyday practice. We are always keen to receive your
comments and feedback.

Kind regards,
Associate Professor Simon Stebbings
simonstebbings@researchreview.co.nz

Associate Professor Andrew Harrison
andrewharrison@researchreview.co.nz

Secukinumab efficacy on enthesitis in patients with ankylosing
spondylitis
Authors: Schett G et al.
Summary: These researchers pooled data from four pivotal phase 3 randomised placebo-controlled trials of
secukinumab 150mg or 300mg for the treatment of AS to assess the agents efficacy on axial and peripheral enthesitis.
Among the 969 participants in this post hoc analysis, enthesitis was present at baseline in 58 secukinumab 300mg
recipients, 355 secukinumab 150mg recipients and 280 placebo recipients. The respective mean changes from
baseline to week 16 for overall MASES (Maastricht Ankylosing Spondylitis Enthesitis Score) and enthesitis at axial
MASES sites were –2.9 (p<0.01) and –2.9 (p<0.01) for secukinumab 300mg, –2.4 (p<0.015) and –2.3 (p<0.05)
for secukinumab 150mg, and –1.9 and –1.8 for placebo; improvements persisted out to week 52. The respective
16-week enthesitis complete resolution rates among secukinumab 300mg and 150mg recipients were 36.2% and
40.8%.
Comment (AH): This post hoc analysis of data from the MEASURE1–4 studies of secukinumab in AS examines
the effect of two different doses of this IL-17 inhibitor on enthesitis, as measured by MASES. Across the four
studies, 693 out of 969 patients had enthesitis at baseline, roughly evenly distributed across the 300mg, 150mg
and placebo groups. There were statistically significant reductions in the primary overall MASES and axial MASES
endpoints in both doses of secukinumab compared with placebo. This study provides evidence for a role for
IL-17 in enthesitis, and suggests that a significant part of secukinumab’s effectiveness in AS is due to reduction of
enthesitis. The study is limited by its post hoc design and short 16-week duration. Further prospective randomised
controlled trials would be helpful to confirm these findings.
Reference: J Rheumatol 2021;48:1251–8
Abstract
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Maternal and neonatal outcomes in pregnant women
with psoriasis and psoriatic arthritis
Authors: Xie W et al.
Summary: This was a systematic review and meta-analysis of data from 16 observational
studies reporting ≥1 pregnancy outcome in women with psoriasis or PsA versus general
population or healthy controls. Compared with controls, women with psoriatic diseases were
at increased risk of caesarean delivery (OR 1.33 [95% CI 1.17, 1.52]), preterm birth (1.32
[1.15, 1.52]), (pre-)eclampsia (1.28 [1.14, 1.43]), gestational diabetes (1.19 [1.10, 1.30])
and gestational hypertension (1.30 [1.18, 1.44]), but not fetal complications such as small
for gestational age, low birthweight, congenital malformations, Apgar score <7, neonatal
mortality and stillbirth. Greater risk estimates regarding maternal outcomes calculated for
women with PsA versus those with psoriasis did not reach statistical significance.
Comment (AH): This meta-analysis of 16 relevant studies analysed maternal and
neonatal outcomes of pregnancy in women with a diagnosis of either psoriasis or PsA.
Strikingly, neonates born to mothers with either of these conditions were not at increased
risk of any of the outcomes measured, including congenital malformation, low birthweight,
prematurity, mortality or stillbirth. In contrast, a range of maternal outcomes of pregnancy
were significantly worse in mothers with psoriasis or PsA, including caesarean delivery,
preterm birth, pre-eclampsia/eclampsia, gestational diabetes and hypertension. A large
part of this increased risk is thought to relate to systemic inflammation, with a contribution
likely from medications such as glucocorticoids. This study provides some reassurance to
expectant mothers who may worry that the disease or its treatment may cause fetal harm.
It also highlights the need for awareness and careful management of the maternal risk.
Reference: Rheumatology 2021;60:4018–28
Abstract
Independent commentary by Associate Professor Andrew Harrison
Andrew Harrison is a rheumatologist based in Wellington, Associate Professor
in Medicine at the University of Otago Wellington, and Clinical Leader of
Research at Capital & Coast District Health Board. He is an Otago graduate
and obtained his PhD from the Royal Postgraduate Medical School in London.
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The safety and immunologic effectiveness of
the live varicella-zoster vaccine in patients
receiving tumor necrosis factor inhibitor
therapy
Authors: Curtis JR et al.
Summary: Adults aged ≥50 years receiving TNF inhibitors for any indication,
mostly RA (57.6%) and PsA (24.1%), were randomised to receive attenuated
zoster vaccine (n=310) or placebo (n=307) in this trial; TNF inhibitors included
adalimumab (32.7%), infliximab (31.3%), etanercept (21.2%), golimumab (9.1%)
and certolizumab (5.7%), and concomitant medications included methotrexate
(48.0%) and oral glucocorticoids (10.5%). No confirmed varicella infection cases
had emerged by week 6. Glycoprotein enzyme-linked immunosorbent assay and
enzyme-linked immunosorbent spot analyses of serum and peripheral blood
mononuclear cells revealed respective geometric mean increases from baseline
at week 6 of 1.33 and 1.39 percentage points, respectively.
Comment (AH): Patients receiving immunomodulatory and
immunosuppressive therapies for inflammatory diseases are strongly advised
to receive an annual influenza vaccine and should, at some stage in their
disease course between onset of symptoms and progressing to biological
therapies, be vaccinated against pneumococcus and herpes zoster. The
first two can be given at any time, but the live herpes zoster vaccine is
more problematic. Firstly, there are funding barriers for younger NZ patients.
Secondly, the immunisation handbook states that biological therapies
should be discontinued for 1 year before the vaccine is administered. This
problem would be solved by making the subunit vaccine available, but in the
meantime, a large proportion of patients who were started on TNF inhibitors
without receiving the shingles vaccine due to cost and potential treatment
delay are unable to be given protection against shingles. This study suggests
that the advice provided by the Ministry of Health may err on the side of
caution to the point that risk of developing shingles greatly exceeds the
risk of vaccinosis. Sensible application of the evidence to optimise the riskbenefit profile would help ensure that health and safety are optimised.
Reference: Ann Intern Med; Published online Sept 28, 2021
Abstract
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Tofacitinib for the treatment of
ankylosing spondylitis

Is tea consumption associated with reduction of risk of
rheumatoid arthritis?

Authors: Deodhar A et al.

Authors: Westerlind H et al.

Summary: In this phase 3 trial, adults with active AS
who had responded inadequately or were intolerant
to ≥2 NSAIDs were randomised to receive tofacitinib
5mg (n=133) or placebo (n=136) twice daily for
16 weeks, after which they received open-label
tofacitinib until week 48. Compared with placebo,
tofacitinib recipients had higher 16-week ASAS20 and
ASAS40 response rates (56.4% vs. 29.4% and 40.6%
vs. 12.5%, respectively [p<0.0001 for both]). The
16-week adverse event rates in the tofacitinib and
placebo arms were 54.9% and 51.5%, respectively,
with serious adverse event rates of 1.5% and 0.7%.
Three tofacitinib recipients had experienced hepatic
events by week 48, three had developed nonserious
herpes zoster, and one had developed a serious
infection; two participants who switched from placebo
to open-label tofacitinib also developed nonserious
herpes zoster.

Summary: The association between tea consumption and RA risk was explored in this case-control study from
Sweden; 2237 cases of incident RA were matched with 4661 controls. Tea ever-consumption was reported by
57.3% and 58.4% of cases and controls, respectively, with 19.7% and 22.1% reporting consumption of ≥2 cups per
day. An inverse association with RA risk was seen for high versus irregular tea consumption (>2 vs. <1 cup per day),
which did not retain statistical significance on adjustments (OR 0.85 [95% CI 0.71, 1.01]). There was a significant
protective effect of no versus irregular tea consumption (adjusted OR 0.82 [95% CI 0.70, 0.88]), but this association
did not hold up on sensitivity analysis, possibly due to bias. High tea consumption was protective against RA in ACPA
(anticitrullinated autoantibody)-positive individuals and current smokers (respective adjusted ORs 0.76 [95% CI 0.62,
0.94] and 0.60 [0.38, 0.95]).

Comment (AH): The JAK family of signalling
molecules consist of JAK1, JAK2, JAK3 and the
tyrosine kinase TYK2. These molecules associate
with surface membrane receptors and work in pairs
to phosphorylate STAT proteins, which migrate to
the nucleus to control transcription of a range of
proteins, depending on the specific pairing. The
JAK1/JAK2 pair, for example, mediates inflammation
on behalf of the IL-6 receptor, and innate antiviral
defence for the IFNγ receptor, whereas IL-2, IL-4
and IL-15 receptors use the JAK1/JAK3 pairing
to activate innate immune responses. Several
JAK-inhibitors with varying selectivity for JAK
subtypes have made it through to clinical use, and
differences in the beneficial and adverse effects
are largely determined by differences in selectivity.
Upadacitinib and filgotinib have been shown to be
effective in AS, and the current study demonstrates
that tofacitinib is similarly effective. Compared with
placebo, patients taking tofacitinib had clinically
and statistically significant reductions in ASAS20
and ASAS40 outcomes, as well as a range of other
measures. There were no new safety concerns. To
date, biological therapies for AS have been limited
in comparison with the options available for treating
RA. This study shows that tofacitinib could be a
much-needed addition to treatments for AS.
Reference: Ann Rheum Dis 2021;80:1004–13
Abstract
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Comment (AH): Tea contains polyphenols that may act as antioxidants to reduce the risk of developing RA;
however, previous studies of tea (black, green, red and herbal) consumption have produced conflicting results.
This study used data from the EIRA study, which has been running in Sweden since 1996, to compare tea
consumption in newly diagnosed cases of RA with non-RA controls. Because patients who did not consume
tea were more likely to skip the tea question in the questionnaire, patients with a missing response were
considered to be nonconsumers; however, the uncertainty of this led the authors to use irregular consumption
as the reference for calculating ORs. The initial multivariate analysis suggested that zero consumption might
be protective against RA; however, this did not stand up to sensitivity analysis, and this result may have been
affected by bias caused by including tea drinkers who did not answer the tea question in this group. Compared
with irregular tea drinkers, there was an increased risk of ACPA-positive RA in those who consumed two or more
cups a day; an effect seen in smokers but not nonsmokers, which suggests that the protective effect is mediated
by the adaptive immune response.
Reference: Arthritis Res Ther 2021;23:209
Abstract

Measuring inflammatory foot disease in rheumatoid arthritis
Authors: Hoque A et al.
Summary: The development and validation of RADAI-F5 (Rheumatoid Arthritis Foot Disease Activity Index-5), a
patient-reported outcome measure for identifying foot activity in RA, was described in this paper. RADAI-F5, modified
RADAI-5, FFI (Foot Function Index) and FIS (Foot Impact Scale) impairment/footwear and activity/participation
subscales were self-completed by 142 patients with RA (103 female), and DAS28-ESR (28-joint DAS using the
erythrocyte sedimentation rate) was also recorded. RADAI-F5 was completed at 1 week and 6 months by subgroups.
Theoretically consistent associations that confirmed construct validity were seen with modified RADAI-5 (0.789 [95%
CI 0.73, 0.85]), FFI (0.713 [0.62, 0.79]), FIS impairment/footwear and activity/participation (0.695 [0.66, 0.82] and
0.478 [0.37, 0.63], respectively) and DAS28-ESR (0.379 [0.26, 0.57]). Both high internal consistency (Cronbach’s
α=0.90) and good reproducibility (intraclass correlation coefficient=0.868 [95% CI 0.80, 0.91]; smallest detectable
change=2.69) were seen for RADAI-F5. There was also confirmation of content validity for RADAI-F5, with 82% of
respondents reporting that it was relevant and easy to understand.
Comment (SS): RA commonly affects the feet, and can cause pain, disability and stiffness. It is a common site
of erosive disease. Whilst clinicians are aware of the importance of foot involvement, the DAS28 score specifically
omits the feet, and hence assessment of the feet may be less commonly undertaken in a busy consultation
unless the patient raises foot pain as an issue. Several instruments assess foot disability and pain, but none
assess disease activity in the feet per se. This study adapted the modified RADAI-5, a patient-reported outcome
of RA, to specifically address symptoms that might reflect active RA in the feet. A major deficit of this study was
that there was no patient input into the development of the questionnaire at any point. This means that none
of the question items have been assessed as being relevant to the patients concerns, and it is surprising that
the study was published in a high-impact journal without this. Indeed, the postadministration survey of patients
showed only 53% of participants felt the questionnaire was relevant to them and 29% extremely relevant, thus
demonstrating the deficiencies in questionnaire design resulting from the omission of this crucial qualitative step.
The questionnaire shows reliability, but one would have to question its construct validity. The authors state that
this questionnaire should become part of routine assessment, but on the basis of the evidence presented, this
questionnaire has not been through a rigorous process of development and cannot be recommended.
Reference: Arthritis Care Res 2021;73:1290–9
Abstract
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VACCINATION AGAINST COVID-19 IN PATIENTS WITH RHEUMATOLOGICAL DISEASES
Introduction:
NZ responded to the global SARS-COV-2 pandemic with an affirmative and timely public health response.
COVID-19 has had a major impact on health and the delivery of healthcare throughout the world since March
2020. By pursuing a population consensus to eliminate COVID-19 in NZ, a period of societal, economic and
health benefits has resulted that have been highly praised internationally. Unfortunately, with the evolution of
the highly transmissible delta variant, elimination is no longer an achievable goal. As NZ’s response evolves,
vaccination will be at the centre of mitigating the effects of the pandemic.
Patients with rheumatic diseases, especially those with (A)IRDs, are at increased risk from COVID-19
infection. Optimising strategies to reduce the incidence of COVID-19, such as physical distancing, maskwearing, handwashing and shelter-in-place advice, will be critical.
In this issue, we have reviewed the evidence for the safety and efficacy of the currently available COVID-19
vaccines. Most patients will be amenable to vaccination, a small proportion will be completely opposed
to vaccination, and a few will be vaccine waverers. We hope that in providing a brief review of recent
evidence, rheumatologists in NZ will be able to advise patients who are wavering with recent evidencebased information and guide local advice and practice to ensure the highest uptake of the vaccine in
patients with rheumatic diseases.
The future landscape is uncertain. New vaccines are likely to be needed as new strains of SARS-COV-2
develop. The ACR have produced recent guidance statements, which they plan to update regularly, and
readers are advised to read these as they appear (Arthritis Rheumatol 2021;73:e30–45).

Disease activity and humoral response in patients with
inflammatory rheumatic diseases after two doses of the Pfizer
mRNA vaccine against SARS-CoV-2
Authors: Braun-Moscovici Y et al.
Summary: Humoral immunogenicity of two doses of the Pfizer-BioNTech mRNA vaccine against SARS-COV-2
administered 3 weeks apart was reported for a real-world cohort of Israeli patients receiving immunosuppressive
therapy for RA or PsA (n=152), connective tissue disease (n=87), vasculitis (n=19) or another IRD (n=6); current
treatment regimens were continued. A significant humoral response with neutralising SARS-COV-2-specific
antibody production was evident in 86% of the cohort (mean antibody titre 5830.8 antibody units per mL). Of the
patients who did not mount an antibody response (n=37), two thirds were receiving anti-CD-20 B-cell depleting
antibodies (rituximab or obinutuzumab). Factors associated with failure to mount a humoral response were receipt
of an anti-CD20 agent, abatacept or mycophenolate mofetil (respective ORs 0.033, 0.07 and 0.064 [p<0.01 for
all]). Only minor adverse events were reported. No change in inflammatory disease activity, as assessed by DAS or
patient or physician global assessment) was evident 4–6 weeks after the second vaccine dose.
Comment (SS): The Pfizer mRNA vaccine is the vaccine approved for use and delivered in NZ. Israel has
also favoured delivery of this vaccine, and its vaccination programme has been one of the most successful in
the world. Early data from Israel are available on response to the vaccine, and in this study, 264 vaccinated
patients with rheumatic diseases were studied. Just over a third had RA, with a range of other autoimmune
rheumatic diseases; 20% with spondyloarthritis, 20% with scleroderma and 10% with SLE. Patients with IRDs
mounted a significant immune response to the vaccine with protective levels of antibodies. After the second
vaccination, 86% mounted a significant humoral response (IgG antibodies against SARS-COV-2 virus). The type
of IRD did not influence response. However, the type of therapy patients were receiving did affect response.
All conventional DMARDs, including methotrexate, did not affect response, nor did treatment with TNF inhibitors
or JAK inhibitors, but 52% of those on rituximab did not mount a humoral response. Older age was an additional
risk for reduced antibody levels in this group. High-dose prednisone also reduced the vaccine response. No
flares of IRD were observed after vaccination. These encouraging findings should be tempered by the fact that
there is no current proof that the antibody titres correlate with improved protection against COVID-19.

Methotrexate hampers
immunogenicity to BNT162b2
mRNA COVID-19 vaccine
in immune-mediated
inflammatory disease
Authors: Haberman RH et al.
Summary: Humoral and cellular immune
responses to the Pfizer-BioNTech mRNA vaccine
against SARS-COV-2 were evaluated in US
patients receiving immunomodulatory treatments
for IMIDs (immune-mediated inflammatory
diseases), with 26 healthy individuals serving as
controls. Additionally, humoral immune responses
were investigated in a second independent,
validation cohort of 31 patients with IMIDs and
182 controls from Germany. Robust antibody
responses (>90%) were detected in 208 healthy
subjects and 37 patients receiving biologics
for IMIDs, but only 62.2% of 45 methotrexate
recipients achieved an adequate response.
Patients receiving methotrexate for IMIDs also
had no increase in CD8+ T-cell activation after
vaccination.
Comment (SS): In this study from New
York, the Pfizer mRNA vaccine response
was compared in patients with IRD treated
with methotrexate and healthy controls.
Influenza vaccine responses are known to be
attenuated by doses of methotrexate used to
treat IRD. The study sample size was small
(26 patients with IRD on methotrexate), but
of these treated patients, only 62% achieved
a good humoral response to the vaccine,
compared with over 90% of controls.
Furthermore, T-cell responses were also
attenuated in methotrexate-treated patients.
Whilst this differs from the previous study’s
findings, it suggests the possibility that
methotrexate-treated patients may be underprotected following vaccination against
SARS-COV-2. Temporary discontinuation of
methotrexate or additional vaccine dosing
may be necessary in this group, with the
caveat that the level of immune response to
the vaccine is not yet clearly correlated with
protection from infection.
Reference: Ann Rheum Dis 2021;80:1339–44
Abstract

Reference: Ann Rheum Dis 2021;80:1317–21
Abstract
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SARS-CoV-2 vaccination in
rituximab-treated patients: B cells
promote humoral immune responses
in the presence of T-cell-mediated
immunity

Immunogenicity and safety of the BNT162b2 mRNA
COVID-19 vaccine in adult patients with autoimmune
inflammatory rheumatic diseases and in the general
population

Authors: Mrak D et al.

Summary: This multicentre observational study compared the immunogenicity and safety of two
doses of the Pfizer-BioNTech (BNT162b2) mRNA vaccine against SARS-COV-2 between 686 adults
with AIRDs and 121 vaccinees from the general population. Compared with the general population
controls, the patients with AIRDs had a lower seropositivity rate (86% vs. 100% [p<0.0001]) and
lower spike S1/S2 protein IgG levels (132.9 vs. 218.6 binding antibody units per mL [p<0.0001]).
Factors associated with reduced immunogenicity included older age and receipt of glucocorticoids,
rituximab, mycophenolate mofetil or abatacept, with rituximab the main contributor to a seronegative
response (39% seropositivity). No postvaccination symptomatic COVID-19 disease developed among
the patients with AIRDs, and there was one mild case in the control group. Major adverse events in
the AIRDs group included two deaths (several weeks after the second vaccine dose), six cases of
non-disseminated herpes zoster, two cases of uveitis and one case of pericarditis. Stable disease
continued in most patients after vaccination.

Summary: These researchers reported humoral and T-cellmediated immune responses to two doses of the PfizerBioNTech (BNT162b2) or Moderna (mRNA-1273) vaccine in
74 patients receiving rituximab. While antibodies against the
SARS-COV-2 receptor-binding domain of the spike protein
developed in all five healthy unvaccinated (pre-pandemic)
controls and all ten healthy vaccinated (Pfizer-BioNTech)
controls, only 39% of rituximab recipients experienced
seroconversion. A significant correlation was seen between the
development of antibodies against the SARS-COV-2 receptorbinding domain and neutralising antibodies. Only one of the
36 patients who did not have detectable CD19-positive
peripheral B-cells developed specific antibodies. Circulating
B-cells significantly correlated with antibody levels; however,
even patients with <1% B-cells were able to mount a detectable
SARS-COV-2-specific antibody response. Over half the patients
(58%) had SARS-COV-2-specific T-cells detected, independent
of humoral immune response.
Comment (SS): In this large study of rituximab-treated
patients from a rheumatology unit, vaccine responses were
measured to the Pfizer vaccine. B-cells play a critical role
in humoral responses to vaccines, and the B-cell depletion
caused by rituximab is associated with reduced antibody
production. Furthermore, rituximab treatment has been
associated with persistent viraemia and an increased risk of
a severe disease course after contracting COVID-19. In this
study, rituximab-treated patients were assessed for humoral
and T-cell responses to the vaccine. Patients without
measurable peripheral B-cells did not develop antibodies
after vaccination. However, patients who had repopulated
their B-cells following interval treatment with rituximab
were able to mount a significant antibody response
after vaccination. Interestingly, T-cell-mediated immune
responses were detected in most of the rituximab-treated
patients, and this was not dependant on the presence
or absence of B-cells or a humoral immune response.
These results suggest that patients treated with rituximab
should still receive COVID-19 vaccination, and that the
preserved T-cell responses mounted, even in the absence
of circulating B-cells, may provide protection against
disease. This highlights the importance of vaccination in
this group. However, delaying rituximab infusions in those
patients who can do so, and still remain in remission, may
allow development of a humoral response to vaccination.
It may be worthwhile measuring immunoglobulin levels in
rituximab-treated patients as a guide to the optimal time
to vaccinate.
Reference: Ann Rheum Dis 2021;80:1345–50
Abstract

Authors: Furer V et al.

Comment (SS): In this large study, again from Israel, response to the Pfizer vaccine was compared
between a cohort of healthy controls and patients with IRDs. A strength of this study was that
patients fulfilled classification criteria for RA, PsA, SLE and axial spondyloarthritis. Also patients
were assessed for disease activity with standard measures within 3 months prior to vaccination
and 2–6 weeks postvaccination. The vaccine response showed that the seropositivity rate was
86% in patients with IRDs compared with 100% in controls, with the lowest response rate in
RA patients (82%) compared with higher rates in PsA, SLE and axial spondyloarthritis (>90%).
The lowest response rate was seen in patients with ANCA-associated vasculitis and immunemediated inflammatory myopathies (<40%). Beyond diagnosis, advanced age and treatment
with methotrexate, mycophenolate, high-dose glucocorticoid therapy (where vaccine response
was 66%) and rituximab were all associated with poorer humoral response to vaccination. In
terms of adverse events, the prevalence of mild adverse events was similar in patients with
IRDs and controls. In the control group, there were no serious adverse events. Two patients
with IRDs died shortly after their second COVID vaccine: one with ANCA-associated vasculitis,
from fulminant haemorrhagic cutaneous vasculitis (having previously been in remission), and
the second, with PsA, had multiple comorbidities, including diabetes mellitus. Adverse events
of particular interest in patients with IRDs were uveitis (n=2), herpes labialis (n=1), pericarditis
(n=1) and nondisseminated herpes zoster. Disease activity remained stable after vaccination,
where standard disease activity measures were used as noted above, and no flares were seen for
patients with RA, PsA, axial spondyloarthritis or SLE.
Reference: Ann Rheum Dis 2021;80:1330–8
Abstract

Conclusion:
Evidence from these studies suggests that the overwhelming majority of patients with IRDs
develop a good antibody response following vaccination. Even in those who do not, T-cellmediated immunity seems to develop in most. As yet, data are not available on the correlation
between laboratory and clinical protection, but they are likely to be strongly associated. Patients
with RA, ANCA-associated vasculitis and immune-mediated inflammatory myopathies may get
less protection from the vaccine, and treatment with methotrexate, mycophenolate mofetil,
rituximab or high-dose glucocorticoids is likely to at least partly explain this, as these drugs
attenuate the response to vaccination. These findings should inform local recommendations to
patients regarding the timing and efficacy of vaccination, and other precautions that should be
taken when COVID is present in the community.
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