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Fear of the Unknown: Can We 
Help Individuals With a Systemic 
Autoimmune Rheumatic Disease Deal 
With Uncertainty?
Gwenda Simons1 and Marie Falahee1

Unfortunately, not much is certain in systemic autoimmune 
rheumatic diseases (SARDs). People with a SARD such as 
systemic lupus erythematosus (SLE) and systemic sclerosis (SSc) 
are dealing with a chronic, inflammatory, and often unpredict-
able autoimmune condition that might cause them to experience 
illness-related uncertainty.1,2 In chronic disease, illness-related 
uncertainty may occur because of ambiguity concerning the 
state of the illness and the complexity regarding treatment and 
the healthcare system; the disease course and prognosis may also 
be unpredictable.3 Further, uncertainty may occur because there 
is a lack of information about the diagnosis or because available 
information is probabilistic in nature.
	 As Wallace and colleagues highlight in this issue of The 
Journal of Rheumatology, individuals with a SARD may expe-
rience considerable illness-related uncertainty, especially when 
the cause of their rheumatic disease or disease progression is 
unknown, when symptoms are unpredictable and changeable, 
or when there is a lack of knowledge about treatment options 
and outcomes.4 Patients with chronic disease may further expe-
rience uncertainty around the potential effect of their disease on 
social roles and opportunities, as well as on their ability to work, 
to perform daily activities, and to pursue favorite pastimes and 
hobbies.5

	 For individuals with SARD, uncertainty around treatment 
for their disease may arise from a number of additional factors. 
There is often scientific uncertainty around the risks and benefits 
of treatments for SARDs1 that in turn may influence treatment 
decisions made by clinicians and patients alike. The fact that it 
is often unclear how different treatments compare also contrib-

utes to the uncertainty experienced by patients and clinicians. 
Further, the probabilistic nature of the information patients 
receive about risks and benefits of the treatment for their condi-
tion may contribute to uncertainty.6 In addition, although for 
many SARDs there has been a rapid expansion of treatment 
options, patients may cycle through multiple sequential therapies 
with no or only partial positive treatment response. For example, 
studies of patients with SLE found that around 5% to 6% of 
patients showed persistent disease activity despite treatment.7,8 
Not responding to various successive therapies may be another 
source of uncertainty in patients. Finally, individuals with SARD 
may experience uncertainty around the extent to which close 
family members are at risk of developing their condition in the 
future.9

	 An individual’s perception and appraisal of their condition, 
including their perceptions of uncertainty around their (often 
unpredictable) disease and treatment, can in turn have a signif-
icant effect on their psychological and physical well-being10 

as well as health-related behaviors such as self-care, treatment 
decisions, and treatment adherence. In their article, Wallace 
and colleagues4 focus specifically on illness-related uncertainty 
in SARDs and its effects on mental well-being. They highlight 
how, in the context of illness-related uncertainty, physical symp-
toms, psychological factors, and behavioral responses together 
can form a negative feedback loop, which, if not addressed, may 
lead to both mental and physical health problems. In particular, 
their research looked at the associations between illness-related 
uncertainty and depression, anxiety, and illness impact, as well 
as psychosocial needs in individuals with a SARD. They inves-
tigated the consequences of uncertainty in 3 different SARDs, 
namely antineutrophil cytoplasmic antibody–associated vascu-
litis, IgG4-related disease, and SSc. Each of these SARDs puts 
patients particularly at risk of the harmful effects of uncertainty, 
given the complexities of care for these conditions and the pres-
ence of physical symptoms that may be transient, unpredictable, 
or do not have a clear cause. The researchers found a significant 
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and positive relationship between illness-related uncertainty 
and depression, anxiety, and disease impact across the various 
SARDs they investigated.
	 There is a need to educate and provide patients with strat-
egies to cope with illness-related uncertainty in chronic condi-
tions in general,6,11 and it seems that patients with unpredictable 
systemic rheumatic diseases would welcome such support. 
Wallace and colleagues observed strong interest among their 
participants with SARD in interventions to address their 
mental health needs, especially in those who reported greater  
illness-related uncertainty, depression, and anxiety.4 They high-
light the importance of developing interventions that reduce the 
negative psychological effect of uncertainty and improve quality 
of life in individuals with a SARD.4 As they point out, to date, 
very few studies have evaluated interventions for the manage-
ment of illness-related uncertainty in persons with SARDs, 
although there are success stories in other disease areas.12,13 There 
is further evidence from other disease areas that depression and 
anxiety as a result of illness-related uncertainty might in turn 
lead to treatment nonadherence.14 Effective interventions that 
help patients manage disease-related uncertainty may therefore 
not only improve mental health and quality of life but also indi-
rectly increase treatment adherence and improve physical health.
	 Such interventions should help individuals with a SARD 
not only deal with the commonly accepted uncertainties around 
their disease and the treatment of their disease but also address 
other disease-related uncertainties, including the potential risk of 
close family members developing the disease. Patients need both 
clear information about this potential risk as well as support in 
communicating to their relatives about this risk.
	 When developing an intervention for individuals with 
a SARD to deal with illness-related uncertainty, there are a 
number of things to consider, including how information about 
the disease is communicated to patients, and in particular, infor-
mation relating to uncertainty around treatment risks and bene-
fits. On the one hand, effectively communicating information 
about treatment benefits and risks and the scientific uncertainty 
around those estimates empowers patients and facilitates shared 
decision making. On the other hand, conveying uncertainty 
around risk and benefit estimates might also increase illness-re-
lated uncertainty and anxiety. For example, treatment preference 
research from Bansback and colleagues15 showed that commu-
nicating scientific imprecision around the risks and benefits 
of rheumatoid arthritis treatment led to small but significant 
increases in decision uncertainty for treatment choices. There is 
considerable variation in how such uncertainty around risks and 
benefits is communicated and further research is needed to iden-
tify effective approaches.16

	 Politi and colleagues suggest that the interpretation of and 
responses to uncertainty may depend on the personal character-
istics and personal values of patients and clinicians.1 An effec-
tive intervention should allow for such interpersonal differences 
and be adaptable to the personal needs of a patient. Wallace and 
colleagues further make the important observation that inter-
ventions might also need to be disease-specific.4 They observed 
marked differences in illness-related uncertainty and the rela-

tion between uncertainty and psychological well-being across 
the SARDs addressed in their research.4 It is also important to 
remember that treatment decisions are made by patients and 
their doctors, both of whom may experience uncertainty related 
to the disease and its treatment. Interventions should therefore 
support these doctor–patient conversations about the disease 
and treatment options.
	 Finally, the study by Wallace and colleagues was conducted 
during the COVID-19 (coronavirus disease 2019) pandemic.4 
It is likely that illness-related uncertainties in patients with 
SARD have been exacerbated by the pandemic. Many patients 
have experienced a lack of access to usual care, with many 
clinic appointments stopped or moved online, which may have 
affected opportunities to discuss symptoms and treatments 
strategies in person. Patients have also faced additional uncer-
tainty about their susceptibility to contracting SARS-CoV-2 
infection due to their condition and its treatment and their need 
for shielding measures.17,18 Recent research has further found 
a marked impact of the pandemic on the mental well-being of 
rheumatic patients.19 Unfortunately, some of these exacerbated 
disease-related uncertainties are likely to continue in the foresee-
able future and should be taken into account in future studies 
addressing illness-related uncertainty.
	 In conclusion, Wallace et al4 have highlighted an important 
opportunity to support individuals with SARD to deal with 
uncertainty around their disease and treatment that could 
improve psychological and physical health outcomes. However, 
further research is needed to identify what kind of intervention 
works for which patients in which disease contexts. While such 
an intervention should address various sources of illness-re-
lated uncertainty, avoiding inadvertent exacerbation of anxiety 
from increased focus on illness-related uncertainty will be an 
important consideration.
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