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Though rare, rituximab has been reported to induce severe pulmonary edema. We describe the first report of ECLS utilization for
this indication. A 31-year-old female with severe thrombotic thrombocytopenic purpura developed florid pulmonary edema after
rituximab infusion. Despite advanced ventilatory settings, she developed severe respiratory acidosis and remained hypoxemic with
a significant vasopressor requirement. Since her pulmonary insult was likely transient, ECLS was considered. Due to combined
cardiorespiratory failure, she received support with peripheral venoarterial ECLS. During her ECLS course, she received daily
plasmapheresis and high dose steroids. Her pulmonary function recovered and she was decannulated after 8 days. She was

discharged after 23 days without residual sequelae.

1. Introduction

Rituximab, a monoclonal anti-CD20 antibody used in the
treatment of hematologic and autoimmune diseases, though
rare, has been reported to induce life-threatening pulmonary
edema attributed to a large cytokine release [1, 2]. The
management of severe noncardiogenic pulmonary edema
with extracorporeal life support (ECLS) has been described
[3]. Further, ECLS has been utilized for pulmonary edema
secondary to cytokine release in the setting of transfusion-
related acute lung injury [4] and tumor lysis syndrome [5].
We present here a case of acute florid pulmonary edema
due to a rituximab infusion, the first reported successfully
managed with ECLS. This case report was approved by
the Washington University in St. Louis School of Medicine
Internal Review Board with the patient’s consent.

2. Case Presentation

This 31-year-old female suffered from thrombotic thrombo-
cytopenic purpura (T'TP) with multiple relapses requiring

plasmapheresis, steroids, and rituximab. Two weeks prior to
presentation, she was hospitalized for a TTP relapse with
a platelet count of 17,000, hemoglobin of 79 g/dl, lactate
dehydrogenase of 1,246 units/L, undetectable ADAMTSI3
activity level, and ADAMTSI3 inhibitor level greater than
8 inhibitor units. While admitted, she underwent seven
rounds of plasmapheresis and was started on weekly low-dose
rituximab (100 mg fixed dose) per clinical trial. She received
two doses during admission, which she tolerated with only
mild itching. At that time, she was receiving prednisone,
100 mg daily and premedication with diphenhydramine and
acetaminophen. She presented 6 days after discharge for
week three of low-dose rituximab, receiving the same pre-
medications, during which she developed respiratory dis-
tress. The infusion was immediately stopped; however, she
quickly deteriorated requiring intubation, producing copious
white frothy sputum that required continuous suctioning.
A chest radiograph confirmed severe bilateral pulmonary
edema. Despite advanced ventilatory settings and inhaled
nitric oxide (NO), she developed respiratory shock (pH: 7.19,
pCO,: 63 mm Hg, pO,: 42mm Hg). Her lactate peaked at
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18.0 mmol/L and she became oliguric. A transthoracic echo
(TTE) demonstrated grossly normal left ventricular (LV) and
right ventricular (RV) function and ejection fraction (EF)
of 70%, with pulmonary artery systolic pressures (PASP)
of 36 mmHg. She became difficult to oxygenate requiring
escalating ventilatory settings, pressure-control ventilation
with a peak inspiratory pressure of 40 cm H, O, and a plateau
pressure of 20cm H,O giving a mean airway pressure of
26-30 cm H, O, with a fraction of inspired oxygen of 100%.
Her acidosis, elevated intrathoracic pressure, and increased
pulmonary vascular resistance led to a significant vasopressor
requirement. This was confirmed with a central venous
catheter which measured her central venous pressure at
28 mmHg. Serial bedside ultrasounds were performed which
showed a deterioration in left ventricular function with poor
ventricular filling. An esophageal Doppler was placed which
showed a cardiac output of 2.1L/m for a cardiac index of
1.0 L/min/m? (body surface area: 2.2 m?).

As this insult was anticipated to be transient and
reversible, venoarterial (VA) ECLS was initiated. After 3,000
units of intravenous heparin, percutaneous cannulation was
performed with a 25-French multistage cannula in the
femoral vein and a 17-French arterial cannula in the common
femoral artery. In addition, a 5-French vascular sheath
was inserted into the superficial femoral artery for distal
limb perfusion. All cannulas were placed with ultrasound
guidance. The ECLS circuit initially provided a flow of
2.3-2.7 L/min/m?® with a sweep gas flow rate of 8 L/min at
100% oxygen. Once the patient stabilized a repeat TTE was
performed which showed severe LV dysfunction with an EF
of 25% and PASP similar to the previous.

Vasopressors and NO were immediately weaned. With
oliguria and pulmonary edema, continuous venovenous
hemodialysis (CVVHD) was initiated. Despite a negative
fluid balance, chest radiographs worsened until ECLS Day 3.
By Day 5, the radiographs began to improve and she was able
to be weaned to conventional pressure-control settings with
40% FiO,. At this time, an echocardiogram demonstrated
normal cardiac function. She received daily plasmapheresis
and high dose steroids, methylprednisolone 1 mg/kg. As her
acidosis corrected, the sweep speed was decreased. On Day 6,
ECLS weaning was initiated gradually. She was decannulated
on Day 8. After decannulation her pulmonary status contin-
ued to improve and she was extubated the next day.

Her course was well tolerated, without major complica-
tions. After decannulation she did well and was discharged
after a total hospital stay of 23 days. She did develop acute
kidney injury (AKI) prior to ECLS cannulation, further
exacerbating her pulmonary edema. She received CVVHD
with aggressive volume removal, net 300 ml/hour with
plasmapheresis. Her renal function gradually improved and
returned to baseline prior to discharge. Additionally, diffuse
oral mucosal bleeding began immediately after cannulation.
Though no intervention was necessary, due to this and
her low platelet count, she was not anticoagulated. While
maintained on ECLS, the initial goal platelet count was
greater than 20,000/mm’. However, once she developed oral
mucosal bleeding, the goal was modified to greater than
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40,000/mm”. She received 9 platelet transfusions during her
ECLS course.

When cannulated for ECLS her ADAMTSI13 activity level
was undetectable and her ADAMTSI3 inhibitor level was
4.4 inhibitor units. Her platelet count reached a nadir of
12,000/mm®. By ECLS Day 7 she improved to an ADAMTSI3
activity level of 61% and an inhibitor level of 0.4 inhibitor
units. In total, she received 13 rounds of plasmapheresis and
was transitioned to 100 mg prednisone daily. Since she is no
longer a candidate for rituximab and has a high probability of
relapse, she has been referred for splenectomy.

3. Discussion

Rituximab decreases the production of antibodies to
ADAMTSI3, leading to increased ADAMTSI3 activity and
cleavage of the large von Willebrand Factor multimers, thus,
preventing the multimer-induced platelet aggregation and
microthrombi formation occurring with TTP [6]. Expansion
of rituximab use has resulted in the reporting of rare adverse
events in postmarketing surveillance [7]. Cytokine release
syndrome (CRS) has been reported, though this typically
occurs after the first infusion [2].

Initially, our patient had a broad differential diagnosis.
Her rapid deterioration, frothy sputum, chest radiograph,
and timing made pulmonary edema due to the rituximab
infusion the most likely diagnosis. Rituximab induced pul-
monary edema due to the fact that CRS has been previously
reported and shown to be reversible [1]. Therefore, despite
her grave condition, we anticipated that she had a potentially
recoverable insult.

By the time ECLS was considered she required high
levels of support, both respiratory and hemodynamic. At
this time, the patient was on advanced ventilator settings
with high peak inspiratory and mean airway pressures, which
causes a decrease in left ventricular stroke volume and cardiac
output [8]. Additionally, acidosis, metabolic or respiratory
(our patient suffered from both), is known to lead to a
decreased stroke volume due to the negative inotropic effects
of the acidosis [9]. This likely resulted in her hemodynamic
collapse, and, therefore, VA, rather than venovenous (VV)
ECLS, was initiated. In this instance, the VA ECMO strategy
allowed for decreased vasopressor requirements and helped
to improve renal blood flow. However, if considered earlier,
VV ECLS may have prevented her hemodynamic compro-
mise by eliminating the respiratory acidosis, the elevated
intrathoracic pressure and the increased pulmonary vascular
resistance, and, therefore, the need for VA support.

As our patient’s cardiac function improved such that she
essentially had only respiratory failure, there was concern for
differential hypoxia. As cardiac function recovered, due to
her cannulation strategy, her cardiac output would consist
of poorly oxygenated blood preferentially perfusing the
coronaries and cerebral vessels. Further, a “dual circuit” can
develop, such that deoxygenated blood recirculates from
upper body (heart, brain, and upper extremities) through
the superior vena cava (SVC), heart, lungs, and great vessels.
A second circuit is established consisting of the descend-
ing aorta, lower body, inferior vena cava (IVC), and the
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ECLS circuit [10]. To monitor for this, our patient had
bilateral radial arterial access with arterial blood gas analysis
from each. Had they demonstrated a developing differential
hypoxia, alternative cannulation strategies would have been
necessary, possibly including advancing the IVC catheter into
the SVC or placing additional venous or arterial cannulas [11].
Placement of a subclavian arterial cannula in addition to, or
rather than, a femoral cannula also would have abolished this
phenomenon.

While the literature remains inconclusive, some suggest
significant differences in survival based on cannulation strat-
egy. Interestingly, veno-venoarterial (VVA) ECLS is touted
by some as having superior survival, to both VV and VA, in
patients with a primary pulmonary pathology [12]. This can-
nulation strategy utilizes a second outflow cannula, returning
oxygenated blood to both the arterial and the venous system.
If venous return is insufficient to support the increase in
outflow, a second venous return cannula can be used. Indeed,
despite the lack of differential hypoxia, our patient may have
benefited from VVA ECLS by improving the oxygenation
which would allow for lung protective ventilator settings ear-
lier. Additionally, the preoxygenated blood flowing through
the pulmonary system would lead to decreased pulmonary
vascular resistance and further increase preload.

Since her hemodynamics continuously improved after
VA ECLS initiation, though considered, the decision was
made to not pursue a cannula reconfiguration. In addition
to cannula reconfiguration, alternative therapies directed at
the treatment of CRS could have been considered, rather than
plasmapheresis. Recent literature has shown some promise
with the anti-IL-6R mAb tocilizumab [13]. Though reports of
its utilization are sparse, with only one report describing its
utilization in 9 pediatric patients, the results are encouraging
[14].

As new therapies are developed for hematologic, onco-
logic, and autoimmune diseases, the possibility of severe
pulmonary edema related to CRS may become more frequent.
Here, we demonstrate the utility of ECLS as a temporizing
mechanism, though note that further research is necessary to
determine optimal cannulation strategies.

Abbreviations

ECLS:  Extracorporeal life support

TTP: Thrombotic thrombocytopenic purpura
TTE: Transthoracic echocardiogram

LV: Left ventricle

RV: Right ventricle

EF: Ejection fraction

PASP:  Pulmonary artery systolic pressure

NO: Nitric oxide

VA: Venoarterial

CVVHD: Continuous venovenous hemodialysis
AKT: Acute kidney injury

CRS: Cytokine release syndrome

VV: Venovenous

VVA: Veno-venoarterial
SVC: Superior vena cava
IVC: Inferior vena cava.

Data Access

Data for this case report is not available to preserve patient
privacy. The identified data is available on request from the
corresponding author.

Consent

The patient discussed consented to publication of this case
report.

Conflicts of Interest

The authors declare that they have no conflicts of interest.

Authors’ Contributions

Jacob R. Miller was involved in the original procedure,
data acquisition, interpretation, drafting the manuscript, and
manuscript submission. Warren Isakow was involved in the
care of the patient including original consideration of therapy
in question. Muhammad E Masood was involved in the
care of the patient, data analysis, and manuscript revision.
Patrick Aguilar was involved in manuscript revision and
the submission process. Kristen M. Sanfilippo was involved
in the care of the patient as well as manuscript revision.
Keki R. Balsara was involved in the care of the patient, data
interpretation, and manuscript revision. Akinobu Itoh was
involved in all procedures, care of the patient, drafting of the
manuscript, and manuscript revision.

References

[1] K. H. Chan and M. K. C. Ng, “Hyperacute pulmonary edema
complicating rituximab infusion,” European Journal of Internal
Medicine, vol. 20, no. 1, 2009.

[2] U. Winkler, M. Jensen, O. Manzke, H. Schulz, V. Diehl, and
A. Engert, “Cytokine-release syndrome in patients with B-cell
chronic lymphocytic leukemia and high lymphocyte counts
after treatment with an anti-CD20 monoclonal antibody (ritux-
imab, IDEC-C2B8),” Blood, vol. 94, no. 7, pp. 2217-2224, 1999.

[3] Y.-W. Tung, E Lin, M.-S. Yang, C.-W. Wu, and K.-S. Cheung,
“Bilateral developing reexpansion pulmonary edema treated
with extracorporeal membrane oxygenation,” The Annals of
Thoracic Surgery, vol. 89, no. 4, pp. 1268-1271, 2010.

[4] H. Kuroda, Y. Masuda, H. Imaizumi, Y. Kozuka, Y. Asai, and A.
Namiki, “Successful extracorporeal membranous oxygenation
for a patient with life-threatening transfusion-related acute lung
injury,” Journal of Anesthesia & Clinical Research, vol. 23, no. 3,
pp. 424-426, 2009.

[5] E. Sanford, T. Wolbrink, J. Mack, and R. Grant Rowe, “Severe
tumor lysis syndrome and acute pulmonary edema requir-
ing extracorporeal membrane oxygenation following initiation
of chemotherapy for metastatic alveolar rhabdomyosarcoma,”
Pediatric Blood & Cancer, vol. 63, no. 5, pp. 928-930, 2015.

[6] J.-P. Westwood, H. Webster, S. Mcguckin, V. Mcdonald, S. J.
Machin, and M. Scully, “Rituximab for thrombotic thrombo-
cytopenic purpura: benefit of early administration during acute
episodes and use of prophylaxis to prevent relapse,” Journal of
Thrombosis and Haemostasis, vol. 11, no. 3, pp. 481-490, 2013.



(7]

=

=

(10]

(12]

H. S. Kulkarni and P. M. Kasi, “Rituximab and cytokine release
syndrome,” Case Reports in Oncology, vol. 5, no. 1, pp. 134-141,
2012.

T. Luecke, H. Roth, P. Herrmann, A. Joachim, G. Weisser, P.
Pelosi et al., “Assessment of cardiac preload and left ventricular
function under increasing levels of positive end-expiratory
pressure,” Intensive Care Medicine, vol. 30, no. 1, pp. 119-126,
2004.

M. Stengl, L. Ledvinova, J. Chvojka et al., “Effects of clinically
relevant acute hypercapnic and metabolic acidosis on the

cardiovascular system: an experimental porcine study;” Critical
Care, vol. 17, no. 6, 2013.

M. E. Cove, “Disrupting differential hypoxia in peripheral veno-
arterial extracorporeal membrane oxygenation,” Critical Care,
vol. 19, no. 1, 2015.

X. Hou, X. Yang, Z. Du, J. Xing, H. Li, C. Jiang et al., “Superior
vena cava drainage improves upper body oxygenation during
veno-arterial extracorporeal membrane oxygenation in sheep,”
Critical Care, vol. 19, 2015.

E Stohr, M. Y. Emmert, M. L. Lachat, R. Stocker, M. Maggiorini,
V. Falk et al., “Extracorporeal membrane oxygenation for acute
respiratory distress syndrome: Is the configuration mode an
important predictor for the outcome?” Interactive CardioVas-
cular and Thoracic Surgery, vol. 12, no. 5, pp. 676-680, 2011.

S. A. Grupp et al,, “Chimeric antigen receptor-modified T cells
for acute lymphoid leukemia,” The New England Journal of
Midicine, vol. 368, no. 16, pp. 1509-1518, 2013.

S. L. Maude et al, “Chimeric antigen receptor T cells for
sustained remissions in leukemia,” The New England Journal of
Midicine, vol. 371, no. 16, pp. 1507-1517, 2014.

Case Reports in Critical Care



MEDIATORS
INFLAMMATION

The Scientific Gastroenterology bl B Journal of .
World Journal Research and Practice Diabetes Researc Disease Markers

International Journal of

Endocrinology

Journal of
Immunology Research

Hindawi

Submit your manuscripts at
www.hindawi.com

BioMed
Research International

PPAR Research

Journal o.f
Obesity

Evidence-Based P
Stem Cells Complementary and N Journal of
International Alternative Medicine : Oncology

Journal of

Qphthalmology

Parkinson’s
Disease

Behavioural Al DS Oxidative Medicine and
NGUVO|Ogy Research and Treatment Cellular Longevity

Computational and
Mathematical Methods
in Medicine



https://www.hindawi.com/journals/sci/
https://www.hindawi.com/journals/mi/
https://www.hindawi.com/journals/ije/
https://www.hindawi.com/journals/dm/
https://www.hindawi.com/journals/bmri/
https://www.hindawi.com/journals/jo/
https://www.hindawi.com/journals/omcl/
https://www.hindawi.com/journals/ppar/
https://www.hindawi.com/journals/tswj/
https://www.hindawi.com/journals/jir/
https://www.hindawi.com/journals/jobe/
https://www.hindawi.com/journals/cmmm/
https://www.hindawi.com/journals/bn/
https://www.hindawi.com/journals/joph/
https://www.hindawi.com/journals/jdr/
https://www.hindawi.com/journals/art/
https://www.hindawi.com/journals/grp/
https://www.hindawi.com/journals/pd/
https://www.hindawi.com/journals/ecam/
https://www.hindawi.com/
https://www.hindawi.com/

