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To the Editor,
With great interest we read the recent article by Orwelius 
et al. [1] on the impact of comorbidities on health-related 
quality of life (HRQoL) in ICU survivors. We commend 
the authors for their work on addressing this challenging 
topic and for providing an insightful review. While we 
agree with the key issues highlighted by the authors, we 
believe that several points warrant further discussion.

One of the major challenges in assessing the impact 
of comorbidities on HRQoL among ICU survivors is 
obtaining accurate comorbidity prevalence data, both 
at ICU admission and during post-ICU follow-up. ICU 
physicians rely on medical records to identify patient 
comorbidities; however, conditions such as hypertension, 
diabetes, and chronic kidney disease (CKD) frequently 
remain undiagnosed until they reach advanced stages. 
For instance, elevated glucose levels are commonly found 
in patients admitted to the ICU, despite having no medi-
cal history of diabetes. While this is typically attributed 
to critical illness, it may also be partly due to underlying 
diabetes or prediabetes. Similarly, baseline serum creati-
nine levels are often unknown upon ICU admission. As 
a result, elevated creatinine levels may be misinterpreted 
as acute kidney injury when it could partly stem from 

pre-existing CKD. Our recent findings underscore this 
issue, revealing that while 17% of hospitalized COVID-
19 patients had a medical history of CKD, 93% exhibited 
renal histopathological features consistent with the dis-
ease [2]. Hence, the underdiagnosis of chronic conditions 
can lead to an underestimation of the true burden and 
severity of comorbidities in patients admitted to the ICU. 
Consequently, the impact of these conditions on HRQoL 
might be inaccurately attributed solely to ICU stay when, 
in reality, pre-existing but undiagnosed conditions play a 
substantial role.

In addition, there are notable sex differences in the 
reporting and management of chronic health issues. Men 
and women may experience and report comorbidities 
differently and may also have different health-seeking 
behaviors [3]. Women, for instance, are more likely to 
seek medical care and thus may have their chronic con-
ditions diagnosed earlier and managed more effectively 
than men. This disparity can lead to biased data regarding 
the prevalence and impact of comorbidities on HRQoL.

Similar to the observations of Orwelius et  al., we 
emphasize that using age adjustment in HRQoL stud-
ies to account for comorbidities is insufficient. In recent 
years, there has been a noticeable shift in the age at which 
comorbidities are being diagnosed, with younger popula-
tions increasingly exhibiting chronic diseases tradition-
ally associated with older adults. This trend is largely due 
to unhealthy lifestyle choices prevalent in modern soci-
ety, such as poor dietary habits, physical inactivity, and 
elevated stress levels. Consequently, conditions such as 
hypertension, type 2 diabetes, and liver disease are now 
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being diagnosed in younger individuals, highlighting the 
need for more nuanced approaches to HRQoL research.

It is well documented that critical illness can often 
lead to chronic conditions post-ICU, such as progression 
from acute kidney injury to chronic kidney disease [4, 5]. 
Increasing evidence suggests that other chronic diseases, 
like diabetes, may also develop following an ICU stay [6, 
7]; however, this phenomenon remains understudied. 
This research gap is partly due to the lack of structured 
and accurate diagnosis of chronic disease and their sever-
ity at ICU admission and during post-ICU follow-up. 
New-onset chronic disease or exacerbation of pre-exist-
ing conditions will undoubtedly have a significant impact 
on HRQoL. Therefore, early identification of chronic dis-
ease will lead to more effective management strategies, 
improve patient recovery, and ultimately HRQoL, as well 
as reduce the burden on healthcare systems.

The review by Orwelius et  al., importantly under-
scores the necessity for standardized, comprehensive 
approaches to comorbidity assessment in future research. 
The heterogeneity in HRQoL measurement tools and 
follow-up durations across the studies reviewed makes 
it challenging to draw definitive conclusions about the 
true impact of comorbidities versus the ICU stay itself. 
For instance, the use of different tools, such as SF-36, 
EQ-5D, and others, each with their own strengths and 
limitations, leads to variability in the reported outcomes. 
Furthermore, the absence of control groups adequately 
matched for undiagnosed and likely uncontrolled or early 
stage comorbidities limits the ability to isolate the spe-
cific effects of ICU stay on HRQoL. Moreover, the impact 
of non-ICU-related factors on HRQoL is usually over-
looked, with potential unmeasured confounders existing, 
regardless of ICU admission. A standardized approach to 
measuring HRQoL, coupled with thorough and consist-
ent comorbidity assessments that may require laboratory 
tests, would enhance the comparability and reliability of 
future studies.

In conclusion, addressing inaccuracies in comorbid-
ity prevalence data, considering sex differences in health 
reporting and management, and adopting standard-
ized HRQoL assessment methods are crucial. Moreover, 
implementing laboratory assessments of blood and/or 
urine samples to accurately identify comorbidities at ICU 
admission and during post-ICU follow-up is essential. 
Future research must incorporate these measures to pro-
vide a more accurate and comprehensive understanding 
of comorbidities and other factors influencing HRQoL in 
ICU survivors.
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