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A Commentary on

The Tumor Markers and Blood Inflammation Markers Are More Likely to Be the Indicators for
Differentiating Benign and Malignant Pancreatic Mucinous Cystic Neoplasms

By Wang H, Chen S, Shu X, Liu Z, Liu P, Zhu Y, Zhu Y and Xiong H (2022). Front. Oncol. 12:831355.
doi: 10.3389/fonc.2022.831355

To the editor:

We read with great interest the article by Wang et al. (1) which identified the value of
carbohydrate antigen 19-9 (CA19-9) and [lymphocyte x albumin (ALB), LA] in differentiating
serous cystic neoplasms (SCNs) and mucinous cystic neoplasms (MCNs). We appreciated the great
efforts that the authors made to help the management of pancreatic cystic neoplasms (PCNs).
However, some concerns arise which may limit the strength of the evidence level of this study.

First, it is widely acknowledged that a high level of CA19-9 is associated with advanced PCNis.
The value of inflammatory markers based on circulating blood cells in predicting advanced PCNss is
not well studied. The hypothesis that CA19-9 and inflammatory markers may be useful in
differentiating MCN and SCN raised by the authors is mostly based on studies that focus on
pancreatic cancer and other malignant tumors. However, MCNs are premalignant tumors, only
10%-17% of which will harbor malignancy (2). The hypothesis may not be applicable to PCN due to
lack of reference support. Moreover, the cyst fluid CA19-9 has little value in distinguishing
mucinous and non-mucinous PCNs and even the value of cyst fluid carcinoma embryonic
antigen (CEA) was doubted at present (2). The conclusions are opposite to the statement in the
introduction section raised by authors.

Second, eight MCN's were reported to have a malignant transformation in the study cohort. It
means that the MCN patients had a more malignant rate than SCNs (18.8% vs 0%, P = 0.008).
Hence, the results of the study merely indicate that CA19-9 and LA may be useful in differentiating
benign and malignant tumors. The eight cases with malignancy should be excluded to further
identify whether these indicators are still useful in differentiating MCNs and SCN.
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Third, the lymphocyte and ALB change greatly due to food
intake and activity, even in the morning and evening of the day.
At what time lymphocyte and ALB are tested should be clearly
clarified. The analysis of LA is meaningless if they were evaluated
at various stages of diseases (preoperative or postoperative, early
tumor stage or later tumor stage, etc.). To avoid bias, each
patient’s nutritional state should be further assessed, too.

Fourth, the value of cytology obtained by endoscopic
ultrasound-guided fine-needle aspiration (EUS-FNA) is limited
in differentiating MCNs and SCNs with 42% sensitivity (3). Only
about 35% of cytologic samples obtained by EUS-FNA were
informative (4). The reported accuracy of EUS morphology
alone for differentiating mucinous from non-mucinous PCNs
is relatively low (48%-94%) (5). Although cytology obtained by
EUS-FNA is highly specific (83%-100%), it is relatively
insensitive (27-48%) (5). In general, the value of EUS-FNA in
making a specific subtype of PCNs is limited. We noticed in
Supplementary Table 2 that six SCN patients underwent EUS-
FNA alone to make a final diagnosis. SCN was one of the non-
mucinous PCN types. So, what are the diagnostic criteria of SCN
without cytology? Imaging diagnoses are not definite diagnoses.

Fifth, only eight patients with malignant MCNs in this study
were correctly resected. Even the patients who had a low level of
cyst fluid CEA underwent surgery. The indications for surgery
should be clarified.
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Sixth, the authors stated that “The results of the ROC curve
showed that the AUC values of serum CAI199 and LA in
differentiating SCNs and MCNs were 0.6734 and 0.6765,
respectively, indicating that they have a certain value in the
differential diagnosis of SCNs and MCN”. However, with AUC
<0.7, we may not be able to say the indicators had certain values.

Seventh, MCNs and mucinous ovarian tumors both originate
from primordial germ cells, and ovarian-like stroma can be
obtained from the tissue of MCNs (6); thus, MCNs may have
an increased CA125 level as well as ovarian tumors. CA125 may
be a better indicator than CA19-9 in differentiating SCNs and
MCNs (7).

In general, the study provided a new thought to help us
understand MCNs and SCNs better. However, great bias may
exist in this study and the concerns prevent the study from
making strong conclusions. The predictive efficacy of CA199 and
LA still needs to be verified in future clinical work.

AUTHOR CONTRIBUTIONS

LS was responsible for the study design/planning, study conduct,
and revision of the paper. JL wrote this paper. YX assisted in
writing and revising the paper. All authors contributed to the
article and approved the submitted version.

7. Sun LQ, Peng LS, Guo JF, Jiang F, Cui F, Huang HJ, et al. Validation of Serum
Tumor Biomarkers in Predicting Advanced Cystic Mucinous Neoplasm of the
Pancreas. World ] Gastroenterol (2021) 27(6):501-12. doi: 10.3748/
Wig:v27.i6.501

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

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.

Copyright © 2022 Liu, Xing and Sun. This is an open-access article distributed under
the terms of the Creative Commons Attribution License (CC BY). The use, distribution
or reproduction in other forums is permitted, provided the original author(s) and the
copyright owner(s) are credited and that the original publication in this journal is
cited, in accordance with accepted academic practice. No use, distribution or
reproduction is permitted which does not comply with these terms.

Frontiers in Oncology | www.frontiersin.org

June 2022 | Volume 12 | Article 901010


https://doi.org/10.3389/fonc.2022.831355
https://doi.org/10.1001/jama.2016.4690
https://doi.org/10.1111/hpb.12364
https://doi.org/10.1186/s12876-020-01565-9
https://doi.org/10.1136/gutjnl-2018-316027
https://doi.org/10.1038/s41395-018-0124-6
https://doi.org/10.3748/wjg.v27.i6.501
https://doi.org/10.3748/wjg.v27.i6.501
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

	Commentary: The Tumor Markers and Blood Inflammation Markers Are More Likely to Be the Indicators for Differentiating Benign and Malignant Pancreatic Mucinous Cystic Neoplasms
	Author Contributions
	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 /LeaveColorUnchanged
  /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


