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Editorial on the Research Topic

Perspectives on new fast-acting antidepressants
Classic antidepressants typically require weeks to months to produce clinically

significant effects. Considering that only one-third of patients achieve remission from

depression with their first prescribed drug (1), a large proportion of patients will be

submitted to several lengthy trials of antidepressants, and a big part of treatment time will

be spent waiting and hoping for medications to end up working. Considering also that

depressed individuals who commit suicide frequently seek help from mental health

professionals weeks prior to completion of suicide, there is an emerging need for

treatments with a faster onset of antidepressant action.

In recent years, there has been a notable emergence of compounds identified as "rapid-

acting antidepressants (RAADs)", sparking significant interest in understanding the

mechanisms behind these drugs’ ability to elicit such quick responses. NMDA (N-

methyl-D-aspartate) antagonism, a property shared by ketamine, esketamine, and

dextromethorphan, is thought to be one of the mechanisms contributing to rapid

antidepressant effects. However, it’s not likely to be the ultimate pathway; instead, it acts

as a mediator for the rapid release of BDNF (Brain-Derived Neurotrophic Factor).Other

substances with demonstrated RAAD proprieties are scopolamine, brexanolone,

zuranolone and psilocybin. Scientific papers examining the perspectives of RAADs in

psychiatry have been gathered in this Research Topic.

Aiming to broaden the clinical uses of NMDA-antagonists in psychiatry, Gan et al.

evaluated a new potential esketamine property: its effect on reducing postoperative

depressive symptoms on patients undergoing lung cancer surgery. Examining 156

patients, in a randomized double-blind, placebo-controlled design, the authors evaluated

whether intravenous intraoperative and postoperative (up to 48 hours) esketamine could

reduce the development of depressive symptoms. The incidence of depressive symptoms

measured by the Beck Depression Inventory-II 1 month postoperatively – was lower in the

esketamine group (1.3%) as compared to the placebo (saline) group (11.8%). Two risk

factors for postoperative depressive symptoms identified were preoperative anxiety

and hypertension.

Yavorsky et al. stated recommendations on how to select and adapt currently used

clinical rating scales for the use on clinical trials for RAADs. This is a subject of great

importance, since the instruments most frequently used today were developed many

decades ago, and were designed to best capture the effects of monoaminergic
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antidepressants. For example, scale’s items such as changes in

weight and sleep may not have adequate sensitivity to evaluate

efficacy in RAADs trials. Some modifications of well established

clinical scales, such as the HAMD-6, may be better suited for this

purpose than their original form. However, new clinical scales

specifically designed to assess RAADs efficacy hold the biggest

promise in the field, with the Symptoms of Major Depressive

Disorder Scale (SMDDS) and the McIntyre And Rosenblat Rapid

Response Scale (MARRRS) being the major representatives of this

new class of instruments.

Although ketamine is most widely studied via intravenous

infusions, and esketamine through intranasal administration, less

is known of their profile trough subcutaneous injections. Studies

have shown that the subcutaneous route for ketamine

administration is a viable, low complexity procedure, and possibly

associated with fewer side effects. However, the subcutaneous route

has not been extensively studied in regard of its putative antisuicidal

effects. This is a very important topic, since ketamine’s antisuicidal

profile, although demonstrated in various clinical trials, is not

universally consistent throughout the literature, and have

previously yielded mixed results, sometimes attributed to the

route of administration, the enantiomer used, or the chronicity of

the suicidal ideation (2). Anzolin et al. outline a protocol for a

prospective multicenter study examining the efficacy of

subcutaneous ketamine in reducing suicidal ideation and behavior

in patients with unipolar or bipolar depression. The protocol

consists of 8 treatments administered twice a week, followed by 8

more, once a week, in case of adequate response to the first cycle.

Follow-up evaluations will be made with 3 and 6 months of

completion of the infusions. The primary outcome will be the

reduction in the C-SSRS, but the study will also look at possible

treatment impacts on metabolic and inflammatory markers.

The large effect sizes seen with ketamine treatment for

depression and its rapid onset of action provide grounds for the

study of its actions on other correlate clinical situations. One of

these scenarios is catatonia. Catatonia is a severe neuropsychiatric

syndrome, and a possible manifestation of severe depressive states

(as well of other psychiatric disorders). Although electroconvulsive

therapy (ECT) is the gold standard for treatment of catatonia, ECT

is not widely available in various treatment centers, and not every

patient is deemed eligible for ECT treatment. In light of these

limitations, Sarma et al. presented two cases of patients with

catatonia secondary to severe bipolar depression, who were

referred to ECT treatment, but were deemed unfit for the

treatment due to clinical comorbidities. Both patients were

referred to ketamine infusions, and after the first two infusions

they already presented remarkable improvement of their symptoms,

and went on to show full resolution of their symptoms at the end of

the treatment, returning to baseline level of functioning. The
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authors conclude their report encouraging further investigation of

ketamine as a possible treatment for bipolar catatonia.

In summary, we have gathered relevant studies that point to the

future of RAADs in psychiatry. The burgeoning field of RAADs

heralds a new era in the treatment of depression, one that prioritizes

quick therapeutic onset to mitigate the extensive delays and high

progression rates to treatment-resistant states associated with

traditional antidepressants. The evolution of the RAADs field

represents a shift towards more efficient mental health

interventions, promising a brighter future for patients grappling

with depressive disorders.
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Apsen, EMS, Libbs Farmacêutica and has received research fees

from Eli Lilly, Janssen Pharmaceutical, Novo Nordisk, Acadia

Pharmaceuticals, Novartis, Icon, Parexel, Neumora Therapeutics,

IQVIA, PPD, Azidus, Synova.
Publisher’s note

All claims expressed in this article are solely those of the authors

and do not necessarily represent those of their affiliated

organizations, or those of the publisher, the editors and the

reviewers. Any product that may be evaluated in this article, or

claim that may be made by its manufacturer, is not guaranteed or

endorsed by the publisher.
frontiersin.org

https://doi.org/10.3389/fpsyt.2023.1147298
https://doi.org/10.3389/fpsyt.2023.1138772
https://doi.org/10.3389/fpsyt.2024.1430990
https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org


Delfino et al. 10.3389/fpsyt.2024.1430990
References
1. Rush AJ, Trivedi MH, Wisniewski SR. Acute and longer-term outcomes in
depressed outpatients requiring one or several treatment steps: a STAR*D report.
Am J Psychiatry. (2006) 163:1905–17. doi: 10.1176/ajp.2006.163.11.1905
Frontiers in Psychiatry 03
2. Singh B, Vande Voort JL, Pazdernik VK, FryeMA, Kung S. Treatment-resistant depression
patients with baseline suicidal ideation required more treatments to achieve therapeutic response
with ketamine/esketamine. J Affect Disord. (2024) 351:534–40. doi: 10.1016/j.jad.2024.01.262
frontiersin.org

https://doi.org/10.1176/ajp.2006.163.11.1905
https://doi.org/10.1016/j.jad.2024.01.262
https://doi.org/10.3389/fpsyt.2024.1430990
https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org

	Editorial: Perspectives on new fast-acting antidepressants
	Author contributions
	Conflict of interest
	Publisher’s note
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /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 /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /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 false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /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 false
  /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 [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /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
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


