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Levosimendan for VA-ECMO weaning: the silver lining

Inadequate end-organ tissue perfusion characterizes
circulatory compromise, such as cardiogenic shock, that leads
to ischaemia and multiorgan failure with a high mortality
rate. Temporary mechanical circulatory support devices,
namely, venoarterial extracorporeal membrane oxygenation
(VA-ECMO), restore haemodynamic stability, improve tissue
perfusion, allow time for the myocardium to recover,® and
bridge patients to heart transplantation or durable mechan-
ical circulatory support.> The prolonged use of VA-ECMO is
associated with complications such as thrombo-embolic
events, bleeding, limb ischaemia, brain or lung injury, and
infection.>? Early weaning is encouraged, because decreas-
ing weaning failure may reduce VA-ECMO-related morbidity
and mortality.? Successful weaning is still one of the main
challenges following myocardial recovery.® Levosimendan
improves myocardial contractility without affecting the in-
tracellular calcium or increasing oxygen consumption and
the related serious arrhythmias. Levosimendan can unload
the ventricles due to the vasodilatory effect induced by
the relaxation of the smooth muscles of the systemic, coro-
nary, and pulmonary vessels.’™ Therefore, levosimendan
may have a beneficial effect in facilitating VA-ECMO
weaning.'?

We read, with great interest, the published rationale and
design of an ongoing trial (WEANILEVO; NCT04158674) to
evaluate the use of levosimendan before VA-ECMO weaning
in a prospective, randomized, and double-blind design.? The
awaited study will address the limitations and heterogeneous
aspects of the currently available observational studies on
this subject matter presented in recent meta-analyses.>*>
Examples of limitations include the observational nature of
the studies, inconsistency in the VA-ECMO weaning defini-
tion, and the protocols used across the studies; variability in
levosimendan dose and time of administration; and the
absence of details about inotropes or intra-aortic balloon
pump use.’®> We published a systematic review and
meta-analysis of seven observational studies (n = 630) evalu-
ating levosimendan use in VA-EMCO weaning in critically ill
patients. Weaning success rates ranged from 65.0% to
92.0% in the levosimendan group compared with 27.0% to
88.0% in the comparator group (OR 2.89, 95% Cl 1.53-5.46;
Poverall effect = 0.001, > = 49%). The mortality rates with
levosimendan use ranged from 20.0% to 62.0% as compared

with 36.0% to 77.0% in the other group (OR0.46, 95% ClI
0.30-0.71; Poyerall effect = 0.0004, 1> = 20%).* Findings were
consistent with that of the meta-analyses of four (n = 471)
and five studies (n = 557) by Silvestri et al.* and Burgos et al.,®
respectively, who investigated a similar clinical question.
Levosimendan improved haemodynamic and echocardio-
graphic parameters as well.

Since the publication of our meta-analysis, two retrospec-
tive cohort studies that investigated levosimendan effective-
ness in VA-ECMO weaning in patients with circulatory
compromise have been published without outcome advan-
tages with levosimendan use.®” Guilherme et al. conducted
their single-centre study between January 2012 and Decem-
ber 2018, which enrolled 200 adult patients with refractory
cardiogenic shock who were admitted to the cardiothoracic
intensive care unit. Levosimendan was administered initially
at a dose of 0.1 pg/kg/min for 1 h and then as a continuous
infusion of 0.1 to 0.2 pg/kg/min for 24 h. Another inotropic
support was permitted, and the timings of its and
levosimendan’s administration were at the discretion of
treating physicians. The weaning failure rate was 28.3% in
the levosimendan group as compared with 29.9% in the con-
trol group (OR 0.92; 95% Cl 0.46-1.85). After matching, the
corresponding findings were 29.1% and 35.4% (OR 0.69;
95% Cl 0.25-1.88), respectively. There was no statistically
significant difference between the groups in terms of the
28 day mortality rate (44.2% vs. 37.5%) (OR 0.69; 95% CI
0.39-2.51). After matching, the 28 day and 6 month mortality
rates were slightly lower in the levosimendan group
[41.0% vs. 41.6% (OR 1.08; 95% Cl 0.42-2.81) and 50.0% vs.
543% (OR 0.79; 95% Cl 0.30-2.07), respectively].®
Alonso-Fernandez-Gatta et al. recruited 123 adults with re-
fractory cardiogenic shock of various aetiologies from 2013
to May 2020. Initial levosimendan rate was 0.05 pg/kg/min
with a target of 0.1 ug/kg/min. The timing of administration
was according to the treating physician’s criteria. The re-
moval of VA-ECMO was attempted at least 24 h of the
infusion. Successful weaning rate was numerically higher in
the levosimendan group (60.9% vs. 44.0%, P = 0.169).
The survival rates at discharge and longer follow-up
(20.6 months) were numerically higher in the levosimendan
group [(52.2% vs. 36.0%, P = 0.116) and (47.8% vs. 32.0%,
P = 0.124)], respectively.” The two studies shared common
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Figure 1 Pooled data of the new studies.®’
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Figure 2 Addition of new studies to the previous meta-analysis.
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Figure 3 Sensitivity analysis.
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limitations. Key characteristics and outcomes of the two pub-
lished studies,®” along with the aggregate data of our meta-
analysis,* are presented in Table 1.

To study the changes in effect estimates, we pooled the
data of the two studies together®” and then with the pooled
data of our published meta-analysis. The pooled data of the
two studies did not show significant difference between the
groups in terms of weaning success (OR 1.59, 95% CI
0.88-2.88; Pyyerall effect = 0.13, 1> = 0%), short-term mortality
(OR 0.79, 95% Cl 0.45-1.39; Poyerall effect = 0.41, I> = 25%), or
long-term mortality (OR 0.71, 95% CI 0.40-1.25; Pgyerall of-
fect = 0.23, I = 0%). The funnel plots indicated potential threat
to publication bias (Figure 7). When the findings of the two
studies were pooled with those of the seven studies included
in the published meta-analysis,* successful weaning rate was
significantly higher (OR 2.34, 95% CI 1.70-3.23; Poverall ef-
fect < 0.00001, 1> = 43%), and short-term mortality rate was
significantly lower (OR0.54, 95% Cl 0.40-0.73; Poverall ef-
fect < 0.0001, 1> = 29%) with levosimendan use. The respec-
tive funnel plots demonstrated reasonable symmetry and
less threat to publication bias (Figure 2). Sensitivity analysis
by adding one study at a time showed comparable results
for successful weaning {[(OR 2.40, 95% Cl 1.71-3.37; Poyerall ef-
fect < 0.00001, 1> = 49%) by adding Guilherme et al.] and [(OR
2.63, 95% Cl 1.85-3.74; Pyyerall effect = 0.00001, /> = 42%) by
adding Alfonso-Fernando-Gatta et al.]}. Similarly, sensitivity
analysis for the short-term mortality produced comparable
results {[(OR 0.54, 95% Cl 0.39-0.75; Poverall effect = 0.0002,
I* = 39%) with Guilherme et al.] and [(OR 0.47, 95% Cl

0.33-0.66; Poverall effect < 0.0001, /2
Fernando-Gatta et al.]} (Figure 3).
Although the new analysis confirms that levosimendan
may be an effective option to facilitate weaning from
VA-ECMO and reduce mortality risk, the conclusion must be
interpreted with caution given the potential limitations of
the currently available studies. In addition to the published
design of the ongoing WEANILEVO trial (NCT04158674),2
another randomized trial (LEVOECMO; NCT04728932) is
currently registered. The findings of both studies will be
awaited to support the conclusion of the current pooled data.

= 4%) with Alfonso-

Acknowledgement

Thanks to all peer reviewers for their time and valuable
opinions.
Rasha Kaddoura
Department of Pharmacy, Heart Hospital, Hamad Medical
Corporation, Doha, Qatar
E-mail: rkaddoura@hamad.qa

Mohamed Izham Mohamed lbrahim
Medical and Health Sciences Office, College of Pharmacy,
QU Health, Qatar University, Doha, Qatar

Amr Omar

Department of Cardiothoracic Surgery/Cardiac Anaesthe-
sia, Heart Hospital, Hamad Medical Corporation, Doha,
Qatar

ESC Heart Failure 2022; 9: 236-240
DOI: 10.1002/ehf2.13751


https://orcid.org/0000-0003-2613-9759

240

Letter to the Editor

References

1. Kaddoura R, Omar AS, Ibrahim MIM,
Alkhulaifi A, Lorusso R, Elsherbini H,
Soliman O, Caliskan K. The effectiveness
of levosimendan on veno-arterial
extracorporeal membrane oxygenation
management and outcome: a systematic
review and meta-analysis. J
Cardiothorac Vasc Anesth 2021; 35:
2483-2495.

2. Ellouze O, Soudry Faure A, Radhouani M,
Abou-Arab O, Besnier E, Moussa M,
Cransac A, Ksiazek E, Fischer MO, Mertes
PM, Bouhemad B, Guinot PG.
Levosimendan in venoarterial ECMO
weaning. Rational and design of a ran-
domized double blind multicentre trial.
ESC Heart Fail 2021; 8: 3339-3347.

3. Patel SJ, Augoustides JG. Levosimendan

and venoarterial ECMO—a promising ap-
plication. J Cardiothorac Vasc Anesth
2021; 35: 2496-2498.

. Silvestri EG, Pino JE, Donath E,

Ghumman W. Use of levosimendan as a
strategy to wean off veno-arterial ECMO
in cardiogenic shock; a systematic review
and metanalysis. J Card Fail 2019; 25:
S171 (Conference poster).

. Burgos LM, Seoane L, Furmento JF,

Costabel JP, Diez M, Vrancic M, Aissaoui
N, Benzad6n MN, Navia D. Effects of
levosimendan on weaning and survival
in adult cardiogenic shock patients with
veno-arterial extracorporeal membrane
oxygenation: systematic review and

meta-analysis.  Perfusion
484-491.

2020; 35:

. Guilherme E, Jacquet-Lagreze M, Pozzi

M, Achana F, Armoiry X, Fellahi JL. Can
levosimendan reduce ECMO weaning
failure in cardiogenic shock?: a cohort
study with propensity score analysis. Crit
Care 2020; 24: 442.

. Alonso-Fernandez-Gatta M, Merchan-

Gomez S, Gonzalez-Cebrian M, Diego-
Nieto A, Alzola E, Toranzo-Nieto I, Barrio
A, Martin-Herrero F, Sanchez PL.
Levosimendan in veno-arterial extracor-
poreal membrane oxygenator supported
patients: impact on the success of weaning
and survival. Artif Organs 2021; 45:
717-725.

ESC Heart Failure 2022; 9: 236-240
DOI: 10.1002/ehf2.13751




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2001
  ]
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (Euroscale Coated v2)
  /PDFXOutputConditionIdentifier (FOGRA1)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <>
    /CHT <>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF che devono essere conformi o verificati in base a PDF/X-1a:2001, uno standard ISO per lo scambio di contenuto grafico. Per ulteriori informazioni sulla creazione di documenti PDF compatibili con PDF/X-1a, consultare la Guida dell'utente di Acrobat. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 4.0 e versioni successive.)
    /JPN <>
    /KOR <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die moeten worden gecontroleerd of moeten voldoen aan PDF/X-1a:2001, een ISO-standaard voor het uitwisselen van grafische gegevens. Raadpleeg de gebruikershandleiding van Acrobat voor meer informatie over het maken van PDF-documenten die compatibel zijn met PDF/X-1a. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 4.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENG (Modified PDFX1a settings for Blackwell publications)
    /ENU (Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /HighResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


