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COVID-19 therapeutics

Johanna S van Zyl

Aayla K Jamil,"* Cedric W Spak,”® Robert L Gottlieb

We are delighted to see a letter to the
editor! essentially agreeing with the message
conveyed through our retrospective obser-
vation: that a dynamic, accelerated fall of
albumin levels in patients admitted with
severe COVID-19 predicts progression to
critical COVID-19.? Our express intent was
to spur further clinical investigation.

Our conclusion remains unchanged after
accounting for pre-existing liver disease.
COVID-19 frequently causes a self-limited
transaminitis in patients without liver
disease. Liver function measured at hospital
admission using alanine aminotransferase
and aspartate aminotransferase for the
patients in our study who progressed to crit-
ical disease, compared with those who did
not progress, was similar (table 2 in ref 2),
and the prevalence of hepatic failure during
the course of the admission by baseline
disease severity was also similar.

We studied patients admitted for manage-
ment of COVID-19. Thus, dynamic changes
clearly reflect COVID-19 disease. We posited
that albumin levels fall dynamically due to
the hyperinflammatory pathophysiology of
COVID-19, with attendant capillary leak.?
We are delighted that the author of the above
letter shares our burning question: does the
dynamic fall of serum albumin track the
hyperinflammatory markers of C-reactive
protein, ferritin, and interleukin 6 (IL-6),
and do immunomodulators such as gluco-
corticoids or anti-IL-6 receptor or anti-IL-6
cytokine monoclonal antibody therapies
reverse this? This is an important avenue for
future investigation. As IL-6 values are not
routinely measured, that question can only
be addressed prospectively.

Finally, we direct the letter writer to
the discussion section of our published
manuscript, where we have expressly
addressed the potential that glucocorticoids
might attenuate the finding we observed.
Steroids,’ and possibly other immunomodu-
lators, favorably impact clinical outcomes in
patients hospitalized with severe COVID-19
pneumonia and hypoxemia, appearing to
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attenuate the dynamic decline and/or spur
recovery of serum albumin levels (unpub-
lished observation). Steroids being standard
of care now for these hypoxemic inpatients,
prospective randomized analysis would be
unfeasible for steroids due to absence of
equanimity, yet tractable for assessment with
add-on immunomodulation.

The closing of our original manuscript
rings true today: ‘Finally, we propose that
the variables of interest identified in our risk
model should be included as risk markers in
future treatment studies for COVID-19.’

We hypothesize that interventions of clin-
ical benefit in COVID-19 will attenuate
or reverse the dynamic decline in serum
albumin levels, and propose that this signal
may be a surrogate, early marker for clinical
efficacy of therapies for COVID-19.

Contributors Response first draft by RLG. Major revisions by
JSvZ and JF with agreement and concurrence of all authors. All
authors have discussed content and approved response.

Funding The authors have not declared a specific grant
for this research from any funding agency in the public,
commercial or not-for-profit sectors.

Competing interests None declared.
Patient consent for publication Not required.

Provenance and peer review Commissioned; internally
peer reviewed.

This article is made freely available for use in accordance with
BMJ's website terms and conditions for the duration of the
covid-19 pandemic or until otherwise determined by BMJ. You
may use, download and print the article for any lawful, non-
commercial purpose (including text and data mining) provided
that all copyright notices and trade marks are retained.

ORCID iDs
Johanna S van Zyl http://orcid.org/0000-0003-4205-9214
Robert L Gottlieb http://orcid.org/0000-0001-8376-8709

REFERENCES

1 Batth SK. Correlation of rate of serum albumin decline with
other acute phase reactants and effect of current treatment
options on serum albumin level in COVID-19. J Investig Med.

2 van Zyl IS, Alam A, Felius J, et al. ALLY in fighting COVID-19:
magnitude of albumin decline and lymphopenia (ALLY)
predict progression to critical disease. / Investig Med
2021;69:710-8.

3 RECOVERY Collaborative Group, Horby P, Lim WS, et al.
Dexamethasone in hospitalized patients with COVID-19. N Eng/
J Med 2021;384:693-704.

BM]

van Zyl IS, et al. J Investig Med 2021;0:1. doi:10.1136/jim-2021-001895 1

buAdoo Ag padaloid 1sanb Ag 20z ‘62 I11dy Uo /:3]1 Woly papeojumod “TZ0Z AeIN 82 U0 G68T00-TZ0Z-WI9ETT 0T Se paysiqnd isiy :pap Bisaau) ¢


http://jim.bmj.com/
http://orcid.org/0000-0003-4205-9214
http://orcid.org/0000-0001-8376-8709
http://crossmark.crossref.org/
http:// dx. doi. org/ 10. 1136/jim-2021-001881
http:// dx. doi. org/ 10. 1136/jim-2021-001881
http://dx.doi.org/10.1136/jim-2020-001525
http://dx.doi.org/10.1136/jim-2020-001525
http://orcid.org/0000-0003-4205-9214
http://orcid.org/0000-0001-8376-8709
http://dx.doi.org/10.1136/jim-2020-001525
http://dx.doi.org/10.1056/NEJMoa2021436
http://dx.doi.org/10.1056/NEJMoa2021436

	Dynamic albumin values as clinical surrogate for COVID-19 therapeutics
	References


