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ABSTRACT
Introduction: Our previous preclinical experiments show that under specific and monitored
conditions, ultraviolet A (UVA) exposure reduces certain bacteria, fungi, and viruses including
Supplementary Information The online version
contains supplementary material available at https://
doi.org/10.1007/s12325-021-01830-7.
A. Rezaie (&)  G. Leite  R. Mathur  M. Pimentel
Medically Associated Science and Technology
(MAST) Program, Cedars-Sinai Medical Center, 700
N San Vicente Blvd, Suite G271, West Hollywood,
CA 90069, USA
e-mail: ali.rezaie@cshs.org
A. Rezaie  G. Y. Melmed  M. Pimentel
Karsh Division of Gastroenterology and Hepatology,
Cedars-Sinai, Los Angeles, CA, USA
R. Mathur
Division of Endocrinology, Diabetes and
Metabolism, Department of Medicine, Cedars-Sinai,
Los Angeles, CA, USA
W. Takakura
Division of General Internal Medicine, Department
of Medicine, Cedars-Sinai, Los Angeles, CA, USA
I. Pedraza  M. Lewis
Division of Pulmonary and Critical Care Medicine,
Department of Medicine, Cedars-Sinai, Los Angeles,
CA, USA
R. Murthy  G. Chaux
Division of Infectious Diseases, Department of
Medicine, Cedars-Sinai, Los Angeles, CA, USA

coronavirus-229E without harming mammalian
columnar epithelial cells. The goal of this study
was to evaluate the safety and effects of narrowband UVA therapy administered by a novel
device via endotracheal tube in critically ill
subjects with severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2) infection.
Methods: Newly intubated, mechanically ventilated adults with SARS-CoV-2 infection and an
endotracheal tube size of at least 7.50 mm were
eligible for inclusion in the study. Subjects were
treated with UVA for 20 min daily for 5 days
and followed for 30 days.
Results: Five subjects were enrolled (mean age
56.60 years, three male). At baseline, all subjects
scored 9/10 on the World Health Organization
(WHO) clinical severity scale (10 = death), with
predicted mortality ranging from 21% to 95%.
Average endotracheal viral load significantly
reduced from baseline to day 5 (- 2.41 log;
range - 1.16 to - 4.54; Friedman p = 0.002) and
day 6 (- 3.20; range - 1.20 to - 6.77; Friedman
p \ 0.001). There were no treatment-emergent
adverse events, with no changes in oxygenation
or hemodynamics during the 20-min treatments. One subject died 17 days after enrollment due to intracranial hemorrhagic
complications of anticoagulation while receiving extracorporeal membrane oxygenation. The
remaining subjects clinically improved and
scored 2, 4, 5, and 7 on the WHO scale at
day 30. In these subjects, clinical improvement
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correlated with reduction of viral load (Spearman’s rho = 1, p \ 0.001).
Conclusions: In this first-in-human study,
endotracheal narrow-band UVA therapy, under
specific and monitored settings, appears to be
safe and associated with a reduction in respiratory SARS-CoV-2 viral burden over the treatment period. UVA therapy may provide a novel
approach in the fight against COVID-19.
Clinical Trial Number: NCT04572399.
Keywords: SARS-CoV-2; Ultraviolet A
Endotracheal administration; Viral load

light;

Key Summary Points
Why carry out this study?
Preclinical data suggest that under
specific and monitored settings, UVA light
therapy can be an effective and safe
antibacterial and antiviral treatment.
Despite advances in treatment of
coronavirus disease 2019 (COVID-19),
mortality and morbidity remain high
among critically ill patients.
We hypothesized that endotracheal UVA
therapy in ventilated patients might be
feasible, safe, and capable of reducing
respiratory viral load.
What was learned from the study?
In this first-in-human study,
endotracheal UVA therapy, under specific
and monitored settings, appears safe and
associated with a significant reduction in
respiratory SARS-CoV-2 viral burden over
the treatment period.
UVA therapy may provide a novel
approach in the fight against COVID-19.

INTRODUCTION
Since the first report of severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2) infection
in December 2019, the global quest to find a
highly effective modality to treat severe coronavirus disease 2019 (COVID-19) has been
disappointing.
Despite advances in the care of patients wtih
COVID-19, during the second surge in the USA
approximately 20.10% of hospitalized patients
required admission to an intensive care unit
(ICU) [1], with 11.00% requiring mechanical
ventilation and 3.50% mortality. This high
burden of disease continues, despite current
protocolized care for ventilated patients with
COVID-19 including supportive care, steroids,
remdesivir, and prompt treatment of known
complications such as secondary infections and
venous thromboembolism [2].
The ciliated airway epithelium serves as the
main point of entry through binding of the
SARS-CoV-2 spike (S) protein to the angiotensin-converting enzyme 2 (ACE) receptor,
with infection of the upper respiratory tract
then progressing to the lower respiratory tract
[3]. Direct cytotoxic effects of SARS-CoV-2 along
with dysregulated inflammatory responses and
secondary respiratory infections inflict substantial morbidity and mortality in severe and
critical cases of COVID-19 [4–6]. While the
pathogenesis of COVID-19 has proven to be
complex, one mechanism to explain SARS-CoV2 virulence may be through impairment of
mitochondrial antiviral signaling (MAVS) protein, which is responsible for host innate
antiviral responses [7]. The MAVS protein
transduces signals from cytoplasmic retinoic
acid-inducible gene I (RIG-I)-like receptors
(RLRs), which recognize viral RNA such as SARSCoV-2. Activation of the MAVS protein induces
an immune response to clear the virus from the
host [8]. SARS-CoV-2 antagonizes the MAVS
pathway, facilitating viral replication in infected cells [9].
Externally applied ultraviolet light therapy is
an approved treatment for several atopic,
inflammatory, and dysplastic dermatologic disorders [10]. In preclinical experiments,
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ultraviolet A (UVA) exposure under monitored
conditions (i.e., specific intensity, peak wavelength, exposure time, and distance to target
tissue) reduces bacteria, fungi, and RNA viruses
including coronavirus-229E, but does not harm
human columnar epithelial cells in vitro or
murine columnar epithelial cells in vivo [11].
Moreover, narrow-band UVA (NB-UVA) exposure of coronavirus-229E-transfected human
primary tracheal cells leads to activation of the
MAVS protein, reduction in spike protein, and
resumption of cell proliferation similar to
uninfected cells, suggesting that NB-UVA may
induce a beneficial antiviral state in infected
human cells [11]. Interestingly, the beneficial
effects of NB-UVA light in MAVS protein activation are not limited to cells directly exposed
to UVA, but are also transmitted to cells that
were not exposed to UVA [12]. This phenomenon could potentially increase the reach
and magnitude of the antiviral effects of UVA
light beyond the site of direct exposure.
Apart from a dysregulated inflammatory
response, heightened viral replication has a
critical role in the pathogenesis of severe and
critical COVID-19 [13, 14]. Given the direct
antiviral and immunomodulatory effects of
UVA, we investigated the safety and treatment
effects of a novel UVA-emitting device inserted
into the endotracheal tube of critically ill subjects with SARS-CoV-2 infection.

METHODS
Trial Design
In this first-in-human open-label single-center
trial, we aimed to recruit and treat five subjects.
The trial protocol (ClinicalTrials.gov number
NCT04572399) was approved by the institutional review board of Cedars-Sinai, Los Angeles, California, USA, and was overseen by an
independent data and safety monitoring board
(DSMB). Subjects’ legally authorized representatives provided written informed consent. The
study was conducted according to the guidelines of the Declaration of Helsinki. Inclusion
criteria included age over 18 years, positive
polymerase chain reaction (PCR) test result for

SARS-CoV-2 on nasal swab, and mechanical
ventilation with an endotracheal tube (ETT)
inner diameter of at least 7.50 mm. Pregnant
women were excluded. Subjects received all
standard supportive care; concomitant use of
any other COVID-19 treatments was permitted.
UVA Device
The UVA therapy device (Aytu Biosciences,
Englewood, CO) consisted of a 5.40-mm-diameter sterile sealed multi-light emitting diode
(LED) narrow-band UVA light catheter within a
protective sheath and endotracheal adaptor,
umbilical, and control unit (Fig. 1). The UVA
catheter adaptor was connected to the ETT
using a double-swivel multi-access port (Halyard Health, GA) to maintain a closed-loop
system and prevent ambient exposure to
exhaled air upon introduction of the catheter
into the ETT.
Procedure
Within 24 h of enrollment, subjects underwent
20 min of endotracheal UVA therapy, which
was repeated once daily for a total of five consecutive days. All subjects received 100% fraction of inspired oxygen (FiO2) for 30 min prior
to the procedure (see Supplemental Materials
and Methods for detailed protocol). The UVA
catheter was inserted to the distal end of the
ETT, with concomitant ventilator adjustments
to flow rate and tidal volume to maintain optimal oxygenation. A plastic clamp fixed the
catheter base to the access port to ensure stability and consistent depth of catheter insertion
throughout the 20-min treatment session. The
procedural instructional video can be accessed
at
https://zenodo.org/record/4697987#.
YHpAOJ-SmhM. UVA dosing was chosen on
the basis of the optimal response of coronavirus
229E-infected human primary tracheal cells to
UVA exposure observed in in vitro experiments
[11]. Controlled narrow-band UVA emission
(peak wavelength 340–345 nm) of maximum
2 mW/cm2 was delivered at the level of tracheal
mucosa. Predetermined criteria for treatment
cessation and withdrawal of the UVA catheter
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Fig. 1 Device components. Left panel shows the controller, umbilical (ﬂexible power and air connector between
the catheter and the controller), and the air compressor.
Right panel shows the catheter enclosed in a plastic sleeve
with a port that connects to a double-swivel multi-access

port. Chilled air ﬂows inside the catheter during treatment
and a heat-detecting thermistor will automatically shut off
the controller if catheter temperature rises. The catheter
can be safely withdrawn from the endotracheal tube back
into the plastic sleeve until reuse in 24 h

included O2 saturation drop below 88% or
hemodynamic instability.
Endotracheal aspirates were taken prior to
each UVA treatment and 24 h after the last UVA
treatment for assessment of SARS-CoV-2 and
absolute bacterial loads. Steps in preparation of
the sampling traps and tracheal sampling, as
well as sample processing and analysis for viral
and absolute bacterial loads, are provided in the
Supplemental Materials and Methods. Absolute
quantification of bacterial load represented
culturable and non-culturable, viable and nonviable, pathogenic, and non-pathogenic
bacteria.
Baseline, hospital, and ICU admission-related information including relevant clinical,
laboratory, and radiologic data were recorded

for all patients until 30 days after enrollment.
The World Health Organization (WHO) COVID19 10-point ordinal severity scale [15] was calculated at enrollment, and on days 15 and 30
following enrollment. Sequential organ failure
assessment (SOFA) [16] and Simplified Acute
Physiology Score III (SAPSIII) [17, 18] scores
were calculated from the worst values within
24 h of ICU admission.
Outcomes and Statistical Analysis
The primary endpoint was the change in
endotracheal aspirate SARS-CoV-2 viral load
from day 0 to the last day of treatment. Secondary outcomes included treatment-emergent
adverse events (TEAEs), changes in endotracheal
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Table 1 Baseline characteristics on the day of intubation
Subject
1

2

3

4

5

Age

65.00

38.00

64.00

62.00

54.00

Sex

M

M

M

F

F

Race/ethnicity

White/
Hispanic

White/
Hispanic

White/Persian

African American

White/
Hispanic

BMI

26.00

36.30

25.50

35.40

34.00

PMH

Type 2 DM

Prediabetes

Type 2 DM,
HTN

Mechanical mitral valve,
HTN, dyslipidemia

Type 2 DM

Symptom onset to
intubation (days)

14

18

11

5

10

ETT size (mm)

7.50

8.00

8.00

7.50

7.50

PaO2/FiO2

70.00

51.00

50.00

50.00

82.00

Pulmonary
involvement

Bibasilar
patchy
opacities

Bilateral
diffuse
opacities

Bilateral
peripheral
opacities

Patchy bibasilar opacities

Bilateral
patchy
opacities

Vasopressor use
ECMO

?
-

?

?

?
a

SOFA score/
predicted mortality

8/33.30%

8/33.30%

SAPSIII score/
predicted mortality

62/34.00%

62/34.00%a

?

?

-

-

-

14/95.20%

8/33.30%

7/21.50%

85/67.00%

68/43.00%

57/26.00%

BMI body mass index, ECMO extracorporeal membrane oxygenation, DM diabetes mellitus, ETT endotracheal tube, HTN
hypertension, PMH past medical history, SAPSIII Simpliﬁed Acute Physiology Score III, SOFA sequential organ failure
assessment
a
Note that SOFA and SAPSIII scores do not account for the need for ECMO

absolute bacterial load, clinical outcomes and
laboratory parameters including inflammatory
markers, and changes in the WHO COVID-19
10-point ordinal scale of improvement from
baseline to day 15 and 30.
GraphPad Prism 9.1.0 (GraphPad Software,
San Diego, CA, US) and SAS 9.4 were used for
statistical analysis. Freidman test was used to
detect differences across daily viral and bacterial
loads. One sample t test was used to analyze
changes in inflammatory markers and microbial
loads from day 0 to day 1 [19]. Spearman rank-

order test was used to assess correlations
between the reduction of viral load (log10) and
the improvement of WHO scale. The reduction
of viral load (log) from baseline to the final
endotracheal sample was defined as the slope of
the linear regression between log10 viral load
and time point of viral load measurements.
Similarly, the estimated improvement of WHO
scale from baseline through day 30 was the
slope of the linear regression between WHO
scale and the time of WHO scale measurements.
A significance level of a = 0.05 was used.
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Fig. 2 Summary of the timeline and key events for
enrolled subjects. Concomitant COVID-19-related medications included: dexamethasone 6 mg daily (all patients),
remdesivir 200 mg single dose followed by 100 mg once

daily for 10 days (all patients), tocilizumab 400 mg once
(patient 2), venous thromboembolism prophylaxis (all
patients)

RESULTS

for study subject 2 who had an undetectable viral load at all time points, demonstrating that
virus had cleared since the last nasal swab
(Fig. 3). There was no significant correlation
between symptom onset date and either baseline (Spearman rho = - 0.70, p = 0.23) or day 6
viral loads (Spearman rho = - 0.21, p = 0.83).
There was a significant reduction of SARSCoV-2 levels in endotracheal aspirates during
UVA treatment in all four subjects who had
detectable SARS-CoV-2 loads at baseline. The
average log10 changes in endotracheal viral load
from baseline to day 5 and day 6 were - 2.41
(range - 1.16 to - 4.54; Friedman p = 0.002)
and - 3.2 (range - 1.20 to - 6.77; Friedman
p \ 0.001), respectively (Fig. 3, Fig. 4).

Between October 30, 2020 and November 28,
2020, five subjects were enrolled (mean age
56.60 years, three male). Baseline characteristics
of the enrolled subjects are summarized in
Table 1, and a summary of the timeline and key
events is presented in Fig. 2. At the time of
intubation, all five patients were critically ill,
with WHO COVID-19 ordinal scale scores of 9
in all subjects, and with SOFA scores predicting
a 21–95% mortality rate. All patients received
daily 20-min treatments starting within the first
36 h following intubation, for 5 days. Baseline
and day 6 ET aspirates were taken in all patients
except for study subject 1 who was extubated on
day 6. Hence, a total of 29 ET aspirates were
analyzed.
Primary Outcome
Subjects had elevated viral loads at baseline
(range 3.40 9 104–1.64 9 107 copies/ml) except

Secondary and Clinical Outcomes
Among the secondary outcome measures,
quantification of absolute endotracheal bacterial load at baseline ranged from 1.00 9 103 to
1.70 9 106 CFU/ml and remained statistically
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Fig. 3 Individual daily quantiﬁcation of endotracheal SARS-CoV-2 loads. Subject 2 did not have detectable viral loads at
any point in the study

unchanged during the UVA treatment sessions
(Fig. S1).
The clinical course for each subject is shown
in Fig. 2. WHO clinical severity scores improved
by an average of 1.60 and 3.60 points on day 15
and day 30, respectively. Excluding subject 2
who had undetectable baseline viral load, WHO
severity scores improved by an average of 4.75
points on day 30 (Table S1). All subjects survived except study subject 2, who was placed on
comfort care following intracranial hemorrhage
due to ECMO-associated anticoagulation and
died on ICU day 17. Interestingly, there was an

association between WHO clinical severity score
outcomes and viral reductions during UVA
treatment. Improvement in WHO severity
scores by day 30 exhibited a positive correlation
with the reduction of viral load during UVA
therapy
(Spearman’s
rho = 1,
p \ 0.001)
(Fig. 4c). Following UVA therapy, there was a
significant drop in C-reactive protein (95.00 ± 48.00 mg/L, p = 0.04) within 7 days of
enrollment. Observed reductions in interleukin6 (- 258.90 ± 621.40 pg/mL, p = 0.47) and ferritin (- 563.60 ± 514.80 ng/mL, p = 0.12) did
not reach statistical significance (Table S2).
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Fig. 4 a Reductions in endotracheal SARS-COV-2 loads
from day 0 through day 6 in patients with detectable viral
load at baseline. Freidman test is used to analyze
differences across daily viral load measurements. b Corresponding viral loads (log) for each subject at baseline,
day 5, and day 6. All four subjects who had
detectable SARS-CoV-2 loads at baseline showed a

decrease in respiratory viral load. Average log changes
from baseline to day 5 and day 6 were - 2.41 (relative
reduction [ 99.00%) and - 3.20 (relative reduction [ 99.90%), respectively. c The individual slopes of
reduction in SARS-CoV-2 loads during UVA therapy
correlated with the slopes of reduction in WHO severity
score by day 30

Safety Outcomes

during all treatment sessions remained stable.
None of the subjects experienced pneumothorax, subcutaneous emphysema, venous thromboembolism, or endotracheal tube (ETT)
dislodgment. Adverse events were deemed

No treatment-emergent adverse events or need
for treatment cessation was observed in the
study. Oxygen saturations and hemodynamics
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Fig. 5 Bronchoscopy pictures during tracheostomy for
patient 3 showing normal trachea without erythema,
edema, or friability (left panel). Full thickness penetration

of the tracheal wall did not lead to excessive bleeding or
hematoma (right panel)

unrelated to UVA therapy (Table S3). Two subjects eventually underwent bronchoscopy for
tracheostomy tube placement for prolonged
intubation which revealed normal-looking tracheae without erythema or friability (Fig. 5). An
independent Data and Safety Monitoring Board
did not recommend any changes to the treatment protocol for future planned trials.

association between respiratory SARS-CoV-2
load and mortality [13]. In addition, severe
cases of COVID-19 exhibit longer duration and
a later peak of virus in respiratory samples as
compared to mild disease [14]. Aligned with
these findings, four out of five of our subjects
had high viral loads in the endotracheal aspirate
at baseline ICU care without a significant correlation with the time of symptom onset. In
addition, improvement of WHO clinical severity scores by day 30 significantly correlated with
the reduction of viral load during UVA therapy.
Taken together, these suggest a temporal overlap between the viral replication and hyperinflammatory phases [5] in the disease course of
critically ill patients with COVID-19. Hence,
these patients may continue to benefit both
from viral load reduction and from improvement of the innate immune response to SARSCoV-2. UVA potentially possesses the ability to
provide benefit in both areas. Firstly, we have
shown previously that UVA therapy exhibits
antiviral effects against positive sense, singlestranded RNA viruses including coxsackievirus
and coronavirus-229E [11]. Secondly, in vitro
UVA exposure led to activation of MAVS protein in virally infected primary human tracheal
cells, a pathway that is directly impaired by
SARS-CoV-2. Activation of the MAVS protein
pathway by UVA exposure in SARS-CoV-2-infected tracheal cells may be a mechanism
behind the significant reduction of viral load
along the respiratory tract in our study, despite

DISCUSSION
The global challenge associated with the
COVID-19 pandemic is a bitter reminder that
safe and effective therapies are desperately
needed to treat resistant and/or novel pathogens. While externally applied UV therapy is
commonly used in dermatologic diseases, as a
result of technological limitations and knowledge gaps, internal UV therapy has never previously been performed. In this first-in-human
study, endotracheal UVA light appeared safe in
critically ill patients with COVID-19. Furthermore, a significant reduction in endotracheal
SARS-CoV-2 levels was observed following
5 days of UVA therapy. Finally, the reduction of
viral load during UVA treatment correlated with
the reduction in the WHO clinical severity
scores.
Apart from a dysregulated inflammatory
response, heightened viral replication has a
critical role in the pathogenesis of severe and
critical COVID-19. There is a significant
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only intermittent and localized UVA therapy in
the upper airway. As activation of the MAVS
protein by UVA is not only limited to cells
directly exposed to UVA but also occurs in
adjacent unexposed cells [12], this mechanism
may explain the drop in viral loads beyond that
which would have been expected following
localized treatment in the trachea.
As compared to conventional microbial cultures, absolute bacterial load quantified by PCR
detects a greater number of bacteria including
normal non-pathogenic respiratory flora, along
with unculturable and non-viable bacteria,
yielding higher loads of bacteria. We did not
detect a significant change in endotracheal
aspirate bacterial loads during UV therapy. This
is encouraging and is likely due to leveraging a
closed-loop system for introduction of the sterile UVA catheter. We previously have shown
that UVA reduces several known pathogens
linked to ventilator-associated pneumonia
(VAP) including Pseudomonas aeruginosa, Klebsiella pneumoniae, Escherichia coli, Enterococcus
faecalis, Streptococcus pyogenes, Staphylococcus
epidermidis, and Candida albicans [20]. The
potential role of UVA therapy in the prevention
of VAP by decreasing or delaying tracheal and
ETT colonization of pathogenic bacteria warrants further assessment, but the lack of rise in
bacteria seen here is promising. If feasible,
future studies should include conventional
microbial cultures. No treatment-emergent
adverse events occurred during the 25 UVA
treatment sessions and serious/severe adverse
events were unrelated to the treatment intervention. Oxygenation and hemodynamics
remained stable during all treatments. Subsequent bronchoscopy in two subjects revealed
normal-looking trachea, consistent with our
preclinical in vivo and in vitro safety experiments [11]. Subject 2 died as a result of complications of ECMO-related anticoagulation
(intracranial hemorrhage) despite stable oxygenation at the time of stroke. Bleeding occurs
in approximately 50% of patients undergoing
ECMO [21] with intracranial hemorrhage having an 85% risk of mortality [22]. Despite being
in a highly critical state, four out of five subjects
survived and had meaningful clinical improvements (Table S1). Further trials are needed to
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elucidate whether UVA therapy can improve
clinical outcomes.
Our study has several limitations. As this was
a first-in-human trial, the sample size was small.
However, subjects had a diverse distribution of
several known risk factors for severity of
COVID-19 including age (range 38–65 years),
sex (two women and three men), race (one nonHispanic white, three Hispanic White, and one
African American), and body mass index (BMI)
(range 25–36). Of five patients, three had the
smallest allowable ETT size (7.50 mm) without
any treatment-emergent adverse events. With
rapid advancements in LED and fiberoptic
technology, future designs may accommodate
patients with smaller diameter ETTs. Finally, the
natural history of SARS-CoV-2 load in endotracheal aspirates is poorly defined. Zheng et al.
observed a mean baseline respiratory viral load
of 105 copies/ml in 74 severe cases and a very
gradual rate of viral clearance in lower respiratory tract (27.70 days from onset of symptoms)
in 29 patients admitted to ICU [14]. The
3.20 log reduction in our study after 5 days of
UVA therapy appears to outpace the natural
decline of respiratory viral load. Further study
may help characterize the natural history of
SARS-CoV-2 levels in the respiratory tract of ICU
subjects.

CONCLUSION
Using a novel device in a specific and monitored
setting, endotracheal narrow-band UVA therapy
in critically ill subjects appears to be associated
with a reduction of respiratory SARS-CoV-2 viral
load. Viral load reduction correlated with
improvements in the WHO severity score by
day 30. Finally, to date, there do not appear to
be any treatment-emergent adverse outcomes
from the direct effects of the UVA or the
mechanical effects of endotracheal catheter
insertion.

4566

ACKNOWLEDGEMENTS
Funding. This investigator-initiated study
was sponsored by Aytu Biosciences. The study
sponsor also provided funds for publication and
Open Access fees.
Medical Writing and/or Editorial Assistance. The authors thank Dr Gillian Barlow
from the MAST program at Cedars-Sinai for her
assistance in editing the manuscript. This
assistance was funded by the MAST program.
Other Assistance. The authors sincerely
thank Shane White, Melissa Hampton, Elizabeth Khanishian, Christine Chang, and Peter
Chen for their assistance in the conduct of the
study; Jiajing Wang for statistical analysis; the
Cedars Sinai respiratory therapy team including
LaShone Mays and Brian Richards; the Cedars
Sinai Women’s Guild Simulation Center and
Michael Lappen for development of the
instructional video; and Sterling Medical Devices. We would also like to thank Ewan Seo for
applying our ideas to paper in the early CAD
drawings for the human UVA intratracheal
device. We also thank Frank Lee for his support
of the MAST Program’s COVID-19 research.
Authorship. All named authors meet the
International Committee of Medical Journal
Editors (ICMJE) criteria for authorship for this
article, take responsibility for the integrity of
the work as a whole, and have given their
approval for this version to be published.
Author Contributions. Study concept and
design: AR, GYM, RM, MP, GC, IP, ML, RM.Acquisition of data: AR, GYM, WT, GL, GC,
IP.Analysis and interpretation of data: AR,
GYM, GL, RM, MP, WT, GC.Drafting of the
manuscript: AR, GL, GYM, RM, MP.Critical
revision of the manuscript for important intellectual content: all authors
Disclosures. Cedars-Sinai Medical Center
has a licensing agreement with Aytu BioSciences. Cedars-Sinai has a patent on internal
UV therapy, inventors: Ali Rezaie, Mark

Adv Ther (2021) 38:4556–4568

Pimentel, Gil Y. Melmed, Ruchi Mathur and
Gabriela Leite. Will Takakura, Isabel Pedraza,
Rekha
Murthy,
George
Chaux
and Michael Lewis have nothing to disclose.
None of the authors receive salary or consulting
fees or have any equity, shares, or options at
Aytu Biosciences.
Compliance with Ethics Guidelines. The
trial protocol (ClinicalTrials.gov number
NCT04572399) was approved by the institutional review board of Cedars-Sinai, Los Angeles, California, USA, and was overseen by an
independent data and safety monitoring board
(DSMB). Subjects’ legally authorized representatives provided written informed consent. The
study was conducted according to the guidelines of the Declaration of Helsinki.
Data Availability. All data generated or
analyzed during this study are included in this
published article or in the supplementary
information files.
Open Access. This article is licensed under a
Creative Commons Attribution-NonCommercial 4.0 International License, which permits
any non-commercial use, sharing, adaptation,
distribution and reproduction in any medium
or format, as long as you give appropriate credit
to the original author(s) and the source, provide
a link to the Creative Commons licence, and
indicate if changes were made. The images or
other third party material in this article are
included in the article’s Creative Commons
licence, unless indicated otherwise in a credit
line to the material. If material is not included
in the article’s Creative Commons licence and
your intended use is not permitted by statutory
regulation or exceeds the permitted use, you
will need to obtain permission directly from the
copyright holder. To view a copy of this licence,
visit http://creativecommons.org/licenses/bync/4.0/.

Adv Ther (2021) 38:4556–4568

REFERENCES
1.

2.

3.

4.

5.

6.

7.

8.

9.

Vahidy FS, Drews AL, Masud FN, et al. Characteristics and outcomes of COVID-19 patients during
initial peak and resurgence in the houston
metropolitan area. JAMA. 2020;324(10):998–1000.
https://doi.org/10.1001/jama.2020.15301.
Alhazzani W, Evans L, Alshamsi F, et al. Surviving
sepsis campaign guidelines on the management of
adults with coronavirus disease 2019 (COVID-19) in
the ICU: first update. Crit Care Med. 2021;49(3):
e219–34.
https://doi.org/10.1097/CCM.
0000000000004899.
Sungnak W, Huang N, Becavin C, et al. SARS-CoV-2
entry factors are highly expressed in nasal epithelial
cells together with innate immune genes. Nat Med.
2020;26(5):681–7. https://doi.org/10.1038/s41591020-0868-6.
Luyt CE, Sahnoun T, Gautier M, et al. Ventilatorassociated pneumonia in patients with SARS-CoV2-associated acute respiratory distress syndrome
requiring ECMO: a retrospective cohort study. Ann
Intensive Care. 2020;10(1):158. https://doi.org/10.
1186/s13613-020-00775-4.
Datta SD, Talwar A, Lee JT. A proposed framework
and timeline of the spectrum of disease due to
SARS-CoV-2 infection: illness beyond acute infection and public health implications. JAMA.
2020;324(22):2251–2.
https://doi.org/10.1001/
jama.2020.22717.
Covid-Investigation Team. Clinical and virologic
characteristics of the first 12 patients with coronavirus disease 2019 (COVID-19) in the United
States. Nat Med. 2020;26(6):861–8. https://doi.org/
10.1038/s41591-020-0877-5.
Fu YZ, Wang SY, Zheng ZQ, et al. SARS-CoV-2
membrane glycoprotein M antagonizes the MAVSmediated innate antiviral response. Cell Mol
Immunol. 2020. https://doi.org/10.1038/s41423020-00571-x.
Mohanty A, Tiwari-Pandey R, Pandey NR. Mitochondria: the indispensable players in innate
immunity and guardians of the inflammatory
response. J Cell Commun Signal. 2019;13(3):
303–18.
https://doi.org/10.1007/s12079-01900507-9.
Wu J, Shi Y, Pan X, et al. SARS-CoV-2 ORF9b inhibits RIG-I-MAVS antiviral signaling by interrupting
K63-linked ubiquitination of NEMO. Cell Rep.
2021;34(7):108761.
https://doi.org/10.1016/j.
celrep.2021.108761.

4567

10. Vieyra-Garcia PA, Wolf P. A deep dive into UVbased phototherapy: mechanisms of action and
emerging molecular targets in inflammation and
cancer. Pharmacol Ther. 2020. https://doi.org/10.
1016/j.pharmthera.2020.107784.
11. Rezaie A, Leite GGS, Melmed GY, et al. Ultraviolet A
light effectively reduces bacteria and viruses
including coronavirus. PLoS ONE. 2020;15(7):
e0236199.
https://doi.org/10.1371/journal.pone.
0236199.
12. Leite G, Rezaie A, Mathur R, Barlow G, Melmed GY,
Pimentel M. Ultraviolet-A light increases mitochondrial anti-viral signaling protein in confluent
human tracheal cells even at a distance from the
light source. bioRxiv. 2021. https://doi.org/10.
1101/2021.05.11.443549.
13. Pujadas E, Chaudhry F, McBride R, et al. SARS-CoV2 viral load predicts COVID-19 mortality. Lancet
Respir Med. 2020;8(9):e70. https://doi.org/10.1016/
S2213-2600(20)30354-4.
14. Zheng S, Fan J, Yu F, et al. Viral load dynamics and
disease severity in patients infected with SARS-CoV2 in Zhejiang province, China, January-March
2020: retrospective cohort study. BMJ. 2020;369:
m1443. https://doi.org/10.1136/bmj.m1443.
15. WHO Working Group on the Clinical Characterisation and Management of Covid-19 infection. A
minimal common outcome measure set for COVID19 clinical research. Lancet Infect Dis. 2020;20(8):
e192–7.
https://doi.org/10.1016/S14733099(20)30483-7.
16. Vincent JL, Moreno R, Takala J, et al. The SOFA
(Sepsis-related Organ Failure Assessment) score to
describe organ dysfunction/failure. On behalf of the
Working Group on Sepsis-Related Problems of the
European Society of Intensive Care Medicine.
Intensive Care Med. 1996;22(7):707–10. https://doi.
org/10.1007/BF01709751.
17. Metnitz PG, Moreno RP, Almeida E, et al. SAPS
3–From evaluation of the patient to evaluation of
the intensive care unit. Part 1: objectives, methods
and cohort description. Intensive Care Med.
2005;31(10):1336–44.
https://doi.org/10.1007/
s00134-005-2762-6.
18. Moreno RP, Metnitz PG, Almeida E, et al. SAPS
3–From evaluation of the patient to evaluation of
the intensive care unit. Part 2: development of a
prognostic model for hospital mortality at ICU
admission. Intensive Care Med. 2005;31(10):
1345–55.
https://doi.org/10.1007/s00134-0052763-5.

4568

19. De Winter JCF. Using the Student’s t-test with
extremely small sample sizes. Pract Assess Res Eval.
2013;18(1):10.
20. Hamet M, Pavon A, Dalle F, et al. Candida spp. airway colonization could promote antibiotic-resistant bacteria selection in patients with suspected
ventilator-associated pneumonia. Intensive Care
Med. 2012;38(8):1272–9. https://doi.org/10.1007/
s00134-012-2584-2.

Adv Ther (2021) 38:4556–4568

21. Sklar MC, Sy E, Lequier L, Fan E, Kanji HD. Anticoagulation practices during venovenous extracorporeal membrane oxygenation for respiratory
failure. A systematic review. Ann Am Thorac Soc.
2016;13(12):2242–50.
https://doi.org/10.1513/
AnnalsATS.201605-364SR.
22. Fletcher-Sandersjoo A, Bartek J Jr, et al. Predictors of
intracranial hemorrhage in adult patients on
extracorporeal membrane oxygenation: an observational cohort study. J Intensive Care. 2017;5:27.
https://doi.org/10.1186/s40560-017-0223-2.

