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Patients with coronavirus disease 2019 (COVID-19) are prone to pulmonary artery hypertension (PAH) and right ventricular pressure overload
due to severe bilateral infiltrates, high ventilation pressures, persistent hypoxemia, pulmonary fibrosis, and/or pulmonary embolism. In patients
on extracorporeal membrane oxygenation (ECMO), this potentially leads to increased recirculation. In the current report, the authors present a
case in which continuous inhaled nitric oxide (iNO)-enriched ventilation was effective in terms of PAH and recirculation reduction in a COVID-

19 patient on veno-venous ECMO.

© 2020 The Authors. Published by Elsevier Inc. This is an open access article under the CC BY license

(http://creativecommons.org/licenses/by/4.0/)
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VENO-VENOUS extracorporeal membrane oxygenation
(V-V ECMO) can be used as an invasive life-saving measure
in patients with coronavirus disease 2019 (COVID-19) with
severe acute respiratory distress syndrome (ARDS)," in appro-
priately selected patients.”

Before considering initiation of V-V ECMO, guidelines
recommend the use of salvage techniques such as prone posi-
tioning and administration of neuromuscular blocking

'Address reprint requests to Samuel Heuts, MD, PhD, Department of Car-
diothoracic Surgery, P. Debyelaan 25, 6229HX, Maastricht, the Netherlands.
E-mail address: sam.heuts@mumc.nl (S. Heuts).
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agents.”" Additionally, these guidelines mention the use of
inhaled pulmonary vasodilators as potential alternative
options. In these cases, pulmonary vasodilators could be ben-
eficial in some patients through a reduction of pulmonary
pressures and an improvement in ventilation-perfusion match
through their vasodilatory effect.” The class IIb recommenda-
tion is, however, supported by a low-quality level of
evidence.”

In the current report, the case of a COVID-19 patient with
severe ARDS on V-V ECMO is presented, in whom iNO had a
beneficial effect on pulmonary hypertension and ECMO recir-
culation.

1053-0770/© 2020 The Authors. Published by Elsevier Inc. This is an open access article under the CC BY license (http://creativecommons.org/licenses/by/4.0/)
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Case Presentation

A 45-year-old man, with an unremarkable history, presented
to a regional hospital’s emergency department with progres-
sive dyspnea for three weeks. Computed tomography at admis-
sion (Video 1) and nasal swab confirmed COVID-19
pneumonia, and absence of pulmonary emboli. Despite opti-
mal oxygen therapy, the patient had persistent oxygenation
problems, with saturation levels <90% while exhaling. The
patient was intubated and mechanically ventilated three days
after admission. Neuromuscular blockade (Rocoronium bro-
mide, Esmeron, Kenilworth, NJ) and prone positioning were
used as salvage maneuvers for severe persisting hypoxemia,
with an initial satisfactory response of oxygenation and venti-
lation. However, on day six of admission, the authors’ tertiary
referral ECMO team was consulted for progressive, refractory
hypoxemia (Pao,:Fio, ratio <80 mmHg for >6 hours with
high positive end-expiratory pressure (PEEP) strategy). Fulfill-
ing the criteria for V-V ECMO, a Vf-Vj configuration® was ini-
tiated with cannulation of the right internal jugular vein (19Ch
Biomedicus arterial cannula, Medtronic, Dublin, Ireland) and
left femoral vein (25Ch HLS venous cannulae, Getinge, Stock-
holm, Sweden), with a blood flow of 4.5 L/min, airflow
3.5 L/min, and Fio, 90%. Double-lumen cannulation was con-
sidered, but not performed due to off-center cannulation and
rapid desaturation after reversal of prone positioning. Unfrac-
tionated heparin was used as anticoagulation therapy, with tar-
get activated partial thromboplastin time (aPTT) of 60-to -80
seconds. Transthoracic echocardiography (TTE) on V-V
ECMO after transport showed good left ventricular function
and normal right ventricular (RV) dimensions and contractil-
ity, with adequate cannulae position and a recirculation frac-
tion of 21%, as measured by ultrasound dilution.” Due to
progressive renal failure, continuous renal replacement therapy
with ultrafiltration was started four days after ECMO initia-
tion.

In the days following, hypoxemia progressed (Po, <50
mmHg [<6.6 kPa], Spo, 84%) in spite of maximal ECMO
(blood flow 4.7 L/min, airflow 8.0 L/min, Fio, 100%) and
ventilator support (pressure-controlled, 24/min, inspiratory
pressure 24 cm H,O, PEEP 10 cm H,O, Fio, 100%, tidal
volume [Vr] 170 mL, Vrjngex 2.2 mL/kg). TTE showed a
notably dilated RV due to RV pressure overload, with
severe tricuspid regurgitation (TR). Right ventricular sys-
tolic pressure was >50 mmHg, with a flattened intraventric-
ular septum and a left ventricular ejection fraction of 45%
to 50% and a cardiac output of 6.0 L/min. In addition, the
authors observed a recirculation fraction of 50% (reported
values in literature vary between 2% and 57%"), despite
optimal cannula position on TTE and chest/abdominal X-
ray (Fig 1). The authors concluded that RV pressure over-
load and TR caused backflow of oxygenated ECMO blood
and increased recirculation.

To reduce pulmonary vascular resistance, first an aerosol-
ized prostacyclin analog was administered at an initial dose of
2.5 g and a second dose of 5.0 g (iloprost-trometamol, 2
Wg/mL, Ventavis, Bayer, Germany), with a limited effect.

Fig 1. Chest/abdominal x-ray demonstrating adequate V{-Vj cannula position
(interrupted arrow demonstrates the drainage cannula through the femoral
vein in the inferior caval vein; uninterrupted arrow demonstrates the perfusion
cannula through the jugular vein in the superior caval vein and right atrium).

After treatment effect of iloprost ceased, continuous iNO
was initiated (starting dose 20 ppm, dose increase to 30 ppm),
followed by a remarkable Po, increase after which oxygen-
ation remained stable (Table 1, Fig 2). Direct follow-up TTE
showed a significant reduction in RV dimensions with good
contractility, no residual TR, and a significant reduction of
blood recirculation (33%). Moreover, recirculation improved
to 22% after 24 hours (Table 1). Cardiac output improved the
morning after to 7.5 L/min with an increase in mean arterial
blood pressure from 62 mmHg to 80 mmHg.

After initial respiratory improvement, the clinical course
was, however, again complicated by superinfection with
refractory multi-organ failure, which proved unresponsive to
maximal supportive therapy, after which treatment was ceased,
without considering a conversion to alternative ECMO config-
urations, due to a futile prognosis.

Discussion

COVID-19 can cause severe ARDS for which V-V ECMO
can be used as a lifesaving treatment modality. Currently, 44%
of V-V ECMO COVID-19 patients survive until discharge,’
which is comparable to patients with severe ARDS in the
EOLIA-trial."

The effectiveness of ECMO treatment is dependent on a
variety of patient and therapy-related factors, including
ECMO blood flow, patient cardiac output, metabolic demand,
oxygenator membrane performance, and the amount of recir-
culation within the ECMO circuit.'' The work-up of hypox-
emia during V-V ECMO is therefore complicated and requires
a structured approach, which is presented in the flow-chart in
Figure 3.

In the femoral-to-jugular vein configuration (Vf{-Vj), a
closer proximity of the inferior to the superior vena cava can-
nula can induce a marked recirculation. Additionally,
increased RV end-diastolic filling pressures and subsequent
TR can redirect infused blood flow toward the drainage can-
nula, increasing the blood recirculation fraction. RV failure
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Table 1
Echocardiographic Characteristics, Ventilator and ECMO Settings, and Their Effect in Relation to iNO Administration
24 h Prior to iNO Start iNO 1 h After iNO 12 h After iNO 24 h After iNO

Echocardiography

RV diameter Dilated Normal

TR Severe Absent
V-V ECMO

Bloodflow, L/min 4.7 4.6 4.6 49 4.8

Airflow, L/min 8.0 8.0 8.0 8.0 9.0

Fioy, % 100 100 100 100 100

Recirculation, % 21 50 44 33 22
Ventilator Settings

Inspiratory pressure, cm H,O 26 26 26 26 28

PEEP, cm H,O 10 10 10 10 10

Fio,, % 100 100 100 100 100
Arterial Blood Gas

Po,, kPa/mmHg 7.6/57 6.9/52 8.2/61 8.8/66 8.5/64

pCO,, kPa/mmHg 6.1/46 5.5/41 6.2/47 6.8/51 6.2/47

Cardiac output, L/min 6.0 7.5

Abbreviations: iNO, inhaled nitric oxide; PEEP, positive end-expiratory pressure; RV, right ventricular; TR, tricuspid regurgitation; V-V ECMO, veno-venous

extracorporeal membrane oxygenation.
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Fig 2. Graph displaying recirculation fraction and Po, improvement in function of time before and after iNO administration. Abbreviation: iNO, inhaled nitric

oxide; Po,, partial pressure of oxygen.

secondary to pulmonary artery hypertension (PAH) commonly
is seen in ARDS and has a multifactorial etiology in general,'>
and may be precipitated by pulmonary emboli and/or fibrosis
in COVID-19 patients in particular.'”'* In such patients, a
switch to a veno-arterial configuration can be considered,
although this potentially could lead to differential hypoxemia
(also known as Harlequin’s syndrome or North/South syn-
drome) when using a peripheral approach. Alternatively, a
veno-arterial/venous configuration could support the RV in
specific cases of refractory RV failure and avoid differential
oxygenation.'”'°

It was opted to improve the recirculation fraction by phar-
macologically reducing PH and subsequent TR. In current

guidelines, iloprost is prescribed 6-to-9 times per day, as it has
a relatively short half-life (15-30 minutes) and short working
period,'” potentially explaining the limited effect compared
with continuously administered iNO in the authors’ patient.
Although previous studies have demonstrated aerosolized ilo-
prost to have similar or superior hemodynamic effects (PH
reduction, RV output) compared with iNO,'® these studies
were performed in patients with (pseudo)normal Vis. How-
ever, this usually is not the case in V-V ECMO patients, espe-
cially not in the presented case (<200 mL). As demonstrated
in earlier studies, and perhaps illustrated by the limited
response in this patient, aerosolized therapy in mechanically
ventilated patients might not be as effective due to high drug
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Fig 3. Flow-chart demonstrating a structured approach to hypoxemia on V-V ECMO.
Abbreviations: Fio,, fraction of inspired oxygen; RV, right ventricle; TR, tricuspid regurgitation; V-V ECMO, veno-venous extracorporeal membrane

oxygenation.

losses in the ventilator components, and subsequent low lung
drug delivery (varying between 1% and 10% in vitro and
vivo'?). Moreover, reduced Vs could even attenuate this
effect and should therefore be ideally >500 mL,””*' which
can potentially be harmful to this patient category.

Conclusion

COVID-19 patients are prone to PAH and RV pressure
overload. In patients on V-V ECMO this may lead to increased
recirculation. By manipulating RV pressure overload and TR
severity, recirculation can be reduced. To achieve this pharma-
cologically, continuous iNO ventilation appeared to be more
effective than aerosolized prostacyclin-analogs in low Vr sit-
uations and could therefore serve as first-line therapy in such
cases.
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