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Aim: Elevated serotonin in patients with neuroendocrine tumors (NETs) may impact heart failure inci-
dence but a quantitative relationship has not been established. Materials & methods: Systematic review
and meta-analysis of studies assessing 24-h urinary 5-hydroxyindoleacetic acid (u5-HIAA) and mortality in
patients with NETs (2007–2017) with a primary outcome of 1-year mortality risk and 24-h u5-HIAA. Re-
sults: We identified 1715 records of which 12 studies including 755 patients (3442 person-years with 376
deaths) were eligible for meta-analysis. Mean u5-HIAA was 149.2 mg/24 h (standard deviation: 96.6) and
mortality was 13.0%. The meta-regression equation showed an 11.8% (95% CI: 8.9–17.0%; I2 = 93.0%)
increase in 1-year mortality for every ten-unit increase in u5-HIAA. Conclusion: Serotonin measured by its
metabolite u5-HIAA is predictive of 1-year all-cause mortality in patients with NETs.
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Neuroendocrine tumors (NETs) are relatively rare, with an incidence of approximately 70 cases per 1 million people,
but present significant challenges in detection and management [1–4]. The prevalence of NETs has increased steadily
from 0.006 to 0.048% over the past 20 years due to improvements in recognition, characterization, imaging and
management [1,5–7]. In some patients, a NET can metastasize to the liver and drive the over-secretion of peptides,
neuroamines and hormones such as serotonin and histamine [8,9]. Most NETs are considered secretory, or functional,
tumors, a certain percentage of which can lead to the development of carcinoid syndrome (CS) [9]. CS is typically
characterized by flushing and diarrhea but can also include dyspnea, wheeze and heart valve damage [10,11]. In the
latter case, if serotonin levels are chronically elevated, carcinoid heart disease (CaHD) may develop [12]. CaHD has
an estimated incidence of five cases per 1 million people; as many as 70% of patients with CS may develop CaHD
during the course of their disease [13,14].

CaHD is driven by high serotonin levels [12]. This elevated serotonin facilitates the formation of endocardial
fibrotic plaques by stimulating fibroblast proliferation, primarily on the right side of the heart [12]. CaHD can
be difficult to diagnose and may not be detected until symptoms of right heart failure emerge, such as shortness
of breath on exertion, fatigue and ankle edema [12]. The poor cardiac status of patients with CaHD negatively
impacts patients’ quality of life and increases risk of mortality [15]. Among patients with small intestine NETs, a
5-year overall survival rate of 37% has been reported for those with CaHD, compared with 71% for those without
CaHD [16]. Median survival for NET patients with CaHD has been reported to range from 1.6 to 4.6 years [14].

High systemic serotonin has been implicated in CaHD [12]. While an elevated serotonin level is considered a strong
predictor of heart disease progression, a precise correlation between its metabolic product, 5-hydroxyindoleacetic
acid (5-HIAA), and survival in patients with NETs has remained elusive [17,18]. For example, Zandee et al. did
not find urinary 5-HIAA (u5-HIAA) to predict clinical outcome when adjusted for disease severity and other
biomarkers, while Tirosh et al. have reported 5-HIAA to be useful for risk stratification and disease progression
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in patients with NETs [19,20]. To further explore this relationship, we conducted a systematic literature review and
meta-analysis of studies investigating associations between 5-HIAA and mortality in patients with NETs.

Materials & methods
Search strategy & selection criteria
We conducted a systematic literature review and meta-analysis of summary data from randomized controlled trials or
observational studies reporting u5-HIAA and mortality outcomes in patients with NETs. We followed the PRISMA
(www.prisma-statement.org) guidelines for reporting of systematic reviews and meta-analyses. Studies had to be
published in English between 1 January 2007 and 31 December 2017 and indexed in MEDLINE R©/PubMed R©

or Embase R© databases. Studies that did not report a mortality outcome in patients with NETs, CS or CaHD,
or reported outcomes as categorical or otherwise incompatible measures, were excluded, as were case reports,
editorials, letters and other publications not reporting original outcomes. Search terms included [‘neuroendocrine
tumor’ OR ‘carcinoid syndrome’ OR ‘carcinoid heart disease’ OR ‘gastroenteropancreatic tumor’ OR ‘GEP NET’
OR ‘midgut neuroendocrine tumor’ OR ‘midgut NET’ OR ‘ileal neuroendocrine tumor’ OR ‘ileal NET’ OR
‘small bowel neuroendocrine tumor’ OR ‘small bowel NET’] AND [‘urinary 5-HIAA’ OR ‘5-hydroxyindoleacetic
acid’] AND [‘mortality’ OR ‘death’]. Publishers or authors were contacted to request copies of records not readily
available for purchase or otherwise. The primary search was supplemented by a hand search of grey literature
sources and bibliographies of published studies including previously published reviews, Google Scholar (https:
//scholar.google.com), and studies registered with ClinicalTrials.gov (https://clinicaltrials.gov). Study screening and
data extraction were performed by two independent reviewers (D Patel, J Verma) with adjudication by a third
reviewer (HD Shao).

Data analysis
Data were extracted into table shells defined a priori including study, patient and outcome information (study
design, year of publication, corresponding author, number of patients, study period, duration of follow-up, explicit
presence of CS or CaHD, mean 24-h u5-HIAA and number of deaths), and checked for redundancy by two
independent extractors. Data extraction and risk of bias assessments were performed according to standards set
forth by the Cochrane Handbook for Systematic Reviews of Interventions [21]. Heterogeneity was assessed using
the I2 statistic.

We constructed a statistical model to explore the relationship between u5-HIAA and mortality in NET patients.
The hypothesis was that 1-year mortality would be higher with increasing levels of 5-HIAA. Initial Pearson
correlation between u5-HIAA and mortality yielded a coefficient of 0.48 which supported further regression
analysis. Shapiro–Wilk and Anderson–Darling tests indicated non-normality of the dataset, which was then log-
transformed using the R logit function. Mortality outcomes were all converted to person-years for pooled analysis
of included studies.

A random effects meta-regression model using the DerSimonian and Laird approach and the restricted maximum
likelihood method (REML) was used to estimate the relationship between 5-HIAA levels and 1-year mortality [22].
Mortality event rate was based on the number of patient deaths during the reported study period divided by the
total number of patients in the study. All mortality outcomes were converted to 1-year estimates and all 5-HIAA
values were converted to mg per 24 h.

All authors reviewed the selected studies for appropriateness according to the inclusion criteria and analysis plan,
and all authors had access to and reviewed the extracted study data. All analyses and statistical modeling were
conducted using R software, including the metafor, meta, weights, metagen and plotly packages [23–27].

Role of the funding source
The funder of the study, Lexicon Pharmaceuticals, Inc. (The Woodlands, TX, USA), participated in study design,
data interpretation and writing of the report. The corresponding author had full access to all the data in the study
and had final responsibility for the decision to submit for publication.

Results
A total of 1715 records were screened by title and abstract of which 208 qualified for full-text review. Twelve
studies reporting 24-h u5-HIAA and mortality in 757 patients contributed a total of 3442 person-years that were
included in the analysis (Figure 1). Individual study arms were distinguished from two trials [28,29], for a total of 14
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1715 potentially eligible studies

identified by database search

128 duplicates excluded

1587 identified for screening

208 reviewed in-depth

1379 excluded

557 non-study publications
383 patients did not have NET

309 urinary 5-HIAA and mortality not reported
130 not retrievable

196 excluded

106 patients did not have NET, CS or CaHD
66 urinary 5-HIAA and mortality not reported

24 categorical or incompatible outcome measure

12 eligible studies

Figure 1. Study selection.
5-HIAA: 5-hydroxyindoleacetic acid; CaHD: Carcinoid heart disease; CS: Carcinoid syndrome; NET: Neuroendocrine
tumor.

analyzable study arms from the 12 studies. Eight of the 14 study arms included patients with NETs and CaHD,
and two with NETs and CS, specifically. Characteristics of the included studies are presented in Table 1.

Mean u5-HIAA across all studies was 149.2 mg/24 h (standard deviation: 96.6). The reference range for this
marker is 3.0 to 15.0 mg/24 h [40]. The overall mortality rate was 13.0% (95% CI: 9.0–20.0%; Figure 2). Study
arms comprized of patients with a NET and CS specifically had average 5-HIAA levels of 161.0 (two studies) with
a mortality rate of 8.2%. Those with a NET and CaHD had average 5-HIAA levels of 199.2 (eight studies) with a
mortality rate of 27.8%.

Every ten-unit increase in u5-HIAA predicted an 11.8% (95% CI: 8.9–17.0%) increase in 1-year mortality
(Figure 3). The association between higher 5-HIAA and mortality remained significant after controlling for
underlying comorbidity (NET only, CS, CaHD; p = 0.007). The heterogeneity among studies was expectedly
high (I2 = 93%). The risk of bias assessment revealed no significant sources of bias among studies included in the
meta-analysis (Supplementary Data).

Discussion
This systematic review and meta-analysis demonstrated a significant relationship between elevated u5-HIAA and
mortality in patients with NETs. Every ten-unit increase in u5-HIAA predicted an 11.8% increase in 1-year
mortality among this vulnerable population. Previous reports have correlated chronic elevated serotonin levels
with CaHD and poorer outcomes [12,41,42]. The relationship between urinary levels of its metabolite, 5-HIAA
and long-term outcomes in patients with NETs has not been clearly defined. Though several informal narrative
reviews are available, to our knowledge this is the first systematic literature review and quantitative analysis closely
examining reports of u5-HIAA and mortality in this population.

NETs that lead to CaHD are secretory in nature. The vasoactive substances released by secretory NETs, including
5-hydroxytryptamine (serotonin; 5-HT), histamine, tachykinins and prostaglandins are metabolized by the liver and
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Figure 2. Forest plot of 1-year mortality in patients with neuroendocrine tumors.
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Figure 3. Meta-regression of urinary 5-hydroxyindoleacetic acid and 1-year mortality.

contribute to the cardiac manifestations [12,17,43,44]. Growing evidence suggests that serotonin (5-HT) plays a key
role in the pathogenesis of CaHD and has been implicated in tumor growth [18,45,46]. Medications with serotonergic
actions on human tissue have been found to lead to heart valve pathology similar to that seen in patients with
NETs and CaHD [47,48]. Indeed, 5-HT has been shown to increase synthesis of TGF-β which accumulates on heart
valves [26,49,50]. 5-HT is metabolized by the liver and excreted in the urine as 5-HIAA which has been shown to be
a reliable predictor of NET burden and CS, and can identify CaHD patients with very high sensitivity, though low
specificity [17,51]. This systematic review and meta-analysis has elucidated the association between higher 5-HIAA
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and mortality even after controlling for the presence of CS or CaHD. Interestingly, mortality rates were observed
to increase in the presence of CS and CaHD. A recent pooled analysis of two prospective trials in patients with
NETs reported elevated 5-HIAA levels even in the absence of CS symptoms, and a significant correlation between
decreases in 5-HIAA and increases in progression-free survival [52]. These findings underscore the need for effective
medical management options for patients with elevated serotonin levels, especially those who have already developed
CaHD, where serotonin-reducing treatments may play an important role.

This analysis should be interpreted in light of certain strengths and limitations. A broad literature review was
conducted to identify the greatest number of potentially relevant studies with clearly defined inclusion parameters
to investigate 24-h u5-HIAA and mortality, which yielded a considerable sample size for quantitative analysis. The
search was confined to the most recent 10 years to preserve as much relevance to current clinical practice and patient
populations as possible. This may have limited the number of studies reporting u5-HIAA and mortality in this
population. The precision estimates around nearly all study arms, with the exception of two, independently suggested
increased risk of mortality with higher levels of 5-HIAA. The estimate of heterogeneity among contributing studies
was expectedly high (I2 = 93%) considering these were predominantly observational studies conducted in various
settings worldwide and over many years.

Conclusion
This study suggests that u5-HIAA levels are predictive of 1-year mortality in patients with NETs. Further research
is needed to clarify and address serotonin levels in patients with NETs, with the ultimate goal of reducing mortality
in this vulnerable population.

Future perspective
To our knowledge, this meta-analysis provides the first report of a quantifiable relationship between systemic
serotonin level and risk of 1-year all-cause mortality in patients with NETs. Previous reports have associated
elevated serotonin with CaHD and poor outcomes, but not in a systematic manner. We report a predictable risk
of 1-year mortality according to 5-HIAA levels that was further elevated in the presence of CS or CaHD. The
results of our meta-analysis suggest a clear, quantifiable relationship between elevated serotonin and mortality in
patients with NETs. Additional research may further clarify this relationship, including among patient subgroups
and support the efforts to improve long-term outcomes for these patients.

Executive summary

• Serotonin and the burden of carcinoid heart disease (CaHD). High systemic serotonin has been implicated in
cardiovascular morbidity among patients with neuroendocrine tumors, particularly those with carcinoid syndrome
and CaHD, but the relationship between mortality and serotonin in these patients has remained elusive.

• Objective of the systematic review. This systematic review and meta-analysis included studies published over the
past 10 years reporting 24-h urinary levels of the serotonin metabolite 5-hydroxyindoleacetic acid (5-HIAA) and
mortality in patients with neuroendocrine tumors.

• Published studies on this topic. The 14 study arms from 12 eligible studies included 755 patients (3442
person-years) and 375 deaths.

• Serotonin and mortality finding. Every ten-unit increase in 24-h urinary 5-HIAA predicted an 11.8% (95% CI:
8.9–17.0%; I2 = 93.0%) increase in 1-year mortality.
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39. Swärd C, Johanson V, Dijkum ENV et al. Prolonged survival after hepatic artery embolization in patients with midgut carcinoid
syndrome. Br. J. Surg. 96(5), 517–521 (2009).

40. Maroun J, Kocha W, Kvols L et al. Guidelines for the diagnosis and management of carcinoid tumors. Part 1: the gastrointestinal tract. a
statement from a Canadian national carcinoid expert group. Curr. Oncol. 13(2), 67–76 (2006).

41. Gustafsson BI, Hauso O, Drozdov I, Kidd M, Modlin IM. Carcinoid heart disease. Int. J. Cardiol. 129(3), 318–324 (2008).

42. Zuetenhorst JM, Bonfrer JMGM, Korse CM, Bakker R, van Tinteren H, Taal BG. The role of urinary 5-hydroxyindoleacetic acid
excretion and plasma levels of atrial natriuretic peptide, transforming growth factor-beta and fibroblast growth factor. Cancer 97,
1609–1615 (2003).

43. Davar J, Connolly HM, Caplin ME et al. Diagnosing and managing carcinoid heart disease in patients with neuroendocrine tumors: an
expert statement. J. Am. Coll. Cardiol. 69(10), 1288–1304 (2017).

44. Fox DJ, Khattar RS. Carcinoid heart disease: presentation, diagnosis, and management. Heart 90(10), 1224–1228 (2004).

45. Denney WD, Kemp WE, Anthony LB, Oates JA, Byrd BF. Echocardiographic and biochemical evaluation of the development and
progression of carcinoid heart disease. J. Am. Coll. Cardiol. 32(4), 1017–1022 (1998).

46. Siddiqui EJ, Thompson CS, Mikhailidas DP, Mumta FH. The role of serotonin in tumor growth. Oncol. Rep. 14(6), 1593–1597 (2005).

47. Feldman JM. Carcinoid tumors and syndrome. Semin. Oncol. 14(3), 237–246 (1987).

48. Dahl CF, Allen MR, Urie PM, Hopkins PN. Valvular regurgitation and surgery associated with fenfluramine use: an analysis of 5743
individuals. BMC Med. 6, 34 (2008).

future science group www.futuremedicine.com 1405

http://www.handbook.cochrane.org/
https://CRAN.R-project.org/package\protect $\relax =$weights
https://CRAN.R-project.org/package\protect $\relax =$metagen
https://cran.R-project.org/package\protect $\relax =$plotly


Systematic Review Joish, Shah, Tierce et al.

49. Connolly H, Crary J, McGoon M et al. Valvular heart disease associated with fenfluraminephentermine. N. Engl. J. Med. 337, 581–588
(1997).

50. Jagroop I, Mikhailidis D. An investigation of the serotonergic effects of fenfluramine, dexfenfluramine and dexnorfenfluramine using
platelets as neuronal models. Platelets 11, 161–165 (2000).

51. Kulke MH, Shah MH, Benson AB et al. Neuroendocrine tumors, version 1.2015. J. Natl Compr. Canc. Netw. 13(1), 78–108 (2015).

52. Mirakhur B, Pavel ME, Pommier RF et al. Biochemical responses in symptomatic and asymptomatic patients with neuroendocrine
tumors: pooled analysis of two Phase 3 trials. Endocr. Pract. 24, 948–962 (2018).

1406 Future Oncol. (2019) 15(12) future science group



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Coated FOGRA39 \050ISO 12647-2:2004\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /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 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /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 true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 400
  /ColorImageDepth -1
  /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 false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 400
  /GrayImageDepth -1
  /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 false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /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

  /CreateJDFFile false
  /Description <<
    /ENU ([Based on 'PPG Indesign CS4_5_5.5'] [Based on 'PPG Indesign CS3 PDF Export'] Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 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 true
      /AddPageInfo false
      /AddRegMarks true
      /BleedOffset [
        8.503940
        8.503940
        8.503940
        8.503940
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions false
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 600
        /LineArtTextResolution 2400
        /PresetName (Pureprint flattener)
        /PresetSelector /UseName
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 8.835590
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /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


