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ABSTRACT 
Microplate-based reactions used in high throughput synthesis face significant challenges: the sub-

optimal mixing of biphasic systems, the low solubility of nucleophiles, and the lack of automation of 
the purifications steps. Classical phase transfer catalysts (PTC) can not be efficiently integrated 
homogenously on microplate-based automated synthesis platforms, therefore we require a new 
approach. Our aim was to build a new generation PTC platform, which is robust, regenerable, and makes  
biphasic SN2 reactions on an automated microplate systems possible. 96 well microplate-compatible 
vials were treated with HF, after which crown ether was covalently immobilized onto the surface through 
a 3-chloropropyltriethoxysilane linker. The activity of the catalyst was investigated with an SN2 model 
reacion. The reactions were evaluated using HPLC-MS, and isolated yield. The developed, crown ether 
based, covalently immobilized PTC platform is able to overcome the technological challenges presented 
by microplate-based two phase synthesis. The platform is waste free, does not require purification, and 
considerably boosts the rate of biphasic SN2 reacions. 
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ÖSSZEFOGLALÓ 
A nagy áteresztőképességű (HT) szintézisben alkalmazott mikrotálca alapú reakciók számos 

korláttal küzdenek: a kétfázisú rendszerek rossz keveredésével, a nukleofilek alacsony oldhatóságával 
és a tisztítási lépések automatizálhatóságának hiányával. A klasszikus fázistranszfer-katalizátorok 
(PTC) homogén formában nem integrálhatók hatékonyan robotizált mikrotálca-platformokra, ezért új 
megközelítésre van szükség. A cél egy olyan, új generációs PTC-platform kialakítása volt, amely stabil, 
regenerálható, és lehetővé teszi kétfázisú SN2 reakciók technológiailag hatékony kivitelezését teljesen 
automatizált mikrotálca-rendszerben. 96-cellás üveg mikrotálca-vialok belső felületét HF-maratást 
követően 3-klórpropil-szilánnal kezeltük, majd 4-amino-dibenzo-18-korona-6 katalizátorral kovalensen 
funkcionalizáltuk. A katalizátor aktivitását SN2 modellreakciókkal vizsgáltuk. A reakciókat HPLC-MS 
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és izolált termelés alapján értékeltük. A fejlesztett, koronéter alapú, kovalensen immobilizált PTC-
platform képes áthidalni a mikrotálca alapú kétfázisú szintézis fő technológiai akadályait. A rendszer 
hulladékmentes, tisztítást nem igényel, újrafelhasználható, és jelentősen gyorsítja a kétfázisú SN2 
reakciókat. 

Kulcsszavak: automatizáció, koronaéter, nagy áteresztőképességű szintézis, SN2 reakció 



<<

  /ASCII85EncodePages false

  /AllowPSXObjects false

  /AllowTransparency false

  /AlwaysEmbed [

    true

  ]

  /AntiAliasColorImages false

  /AntiAliasGrayImages false

  /AntiAliasMonoImages false

  /AutoFilterColorImages false

  /AutoFilterGrayImages false

  /AutoPositionEPSFiles true

  /AutoRotatePages /None

  /Binding /Left

  /CalCMYKProfile (Coated FOGRA39 \050ISO 12647-2:2004\051)

  /CalGrayProfile (Dot Gain 20%)

  /CalRGBProfile (Adobe RGB \0501998\051)

  /CannotEmbedFontPolicy /Warning

  /CheckCompliance [

    /None

  ]

  /ColorACSImageDict <<

    /HSamples [

      1

      1

      1

      1

    ]

    /QFactor 0.15000

    /VSamples [

      1

      1

      1

      1

    ]

  >>

  /ColorConversionStrategy /LeaveColorUnchanged

  /ColorImageAutoFilterStrategy /JPEG

  /ColorImageDepth 8

  /ColorImageDict <<

    /HSamples [

      1

      1

      1

      1

    ]

    /QFactor 0.15000

    /VSamples [

      1

      1

      1

      1

    ]

  >>

  /ColorImageDownsampleThreshold 1.33333

  /ColorImageDownsampleType /Bicubic

  /ColorImageFilter /FlateEncode

  /ColorImageMinDownsampleDepth 1

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /ColorImageResolution 300

  /ColorSettingsFile ()

  /CompatibilityLevel 1.4

  /CompressObjects /Tags

  /CompressPages true

  /ConvertImagesToIndexed true

  /CreateJDFFile false

  /CreateJobTicket false

  /CropColorImages false

  /CropGrayImages false

  /CropMonoImages false

  /DSCReportingLevel 0

  /DefaultRenderingIntent /Default

  /Description <<

    /ENU ([Based on 'nyomda2026'] [Based on '[Press Quality]'] Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)

  >>

  /DetectBlends true

  /DetectCurves 0

  /DoThumbnails false

  /DownsampleColorImages false

  /DownsampleGrayImages false

  /DownsampleMonoImages false

  /EmbedAllFonts true

  /EmbedJobOptions true

  /EmbedOpenType false

  /EmitDSCWarnings false

  /EncodeColorImages true

  /EncodeGrayImages true

  /EncodeMonoImages true

  /EndPage -1

  /FullScreenMode false

  /GrayACSImageDict <<

    /HSamples [

      1

      1

      1

      1

    ]

    /QFactor 0.15000

    /VSamples [

      1

      1

      1

      1

    ]

  >>

  /GrayImageAutoFilterStrategy /JPEG

  /GrayImageDepth 8

  /GrayImageDict <<

    /HSamples [

      1

      1

      1

      1

    ]

    /QFactor 0.15000

    /VSamples [

      1

      1

      1

      1

    ]

  >>

  /GrayImageDownsampleThreshold 1.33333

  /GrayImageDownsampleType /Bicubic

  /GrayImageFilter /FlateEncode

  /GrayImageMinDownsampleDepth 2

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /GrayImageResolution 300

  /ImageMemory 1048576

  /JPEG2000ColorACSImageDict <<

    /Quality 30

    /TileHeight 256

    /TileWidth 256

  >>

  /JPEG2000ColorImageDict <<

    /Quality 30

    /TileHeight 256

    /TileWidth 256

  >>

  /JPEG2000GrayACSImageDict <<

    /Quality 30

    /TileHeight 256

    /TileWidth 256

  >>

  /JPEG2000GrayImageDict <<

    /Quality 30

    /TileHeight 256

    /TileWidth 256

  >>

  /LockDistillerParams false

  /Magnification /FitPage

  /MaxSubsetPct 1

  /MonoImageDepth -1

  /MonoImageDict <<

    /K -1

  >>

  /MonoImageDownsampleThreshold 1.50000

  /MonoImageDownsampleType /Bicubic

  /MonoImageFilter /CCITTFaxEncode

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /MonoImageResolution 1200

  /Namespace [

    (Adobe)

    (Common)

    (1.0)

  ]

  /NeverEmbed [

    true

  ]

  /OPM 1

  /Optimize true

  /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 (Coated FOGRA39 \050ISO 12647-2:2004\051)

      /DestinationProfileSelector /UseName

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /MediumResolution

      >>

      /FormElements false

      /GenerateStructure false

      /IncludeBookmarks true

      /IncludeHyperlinks true

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MarksOffset 6

      /MarksWeight 0.25000

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /UseName

      /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

    >>

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXBleedBoxToTrimBoxOffset [

    0

    0

    0

    0

  ]

  /PDFXCompliantPDFOnly false

  /PDFXNoTrimBoxError true

  /PDFXOutputCondition ()

  /PDFXOutputConditionIdentifier ()

  /PDFXOutputIntentProfile (Coated FOGRA39 \050ISO 12647-2:2004\051)

  /PDFXRegistryName ()

  /PDFXSetBleedBoxToMediaBox true

  /PDFXTrapped /False

  /PDFXTrimBoxToMediaBoxOffset [

    0

    0

    0

    0

  ]

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /ParseICCProfilesInComments true

  /PassThroughJPEGImages true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness false

  /PreserveHalftoneInfo false

  /PreserveOPIComments true

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts false

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Preserve

  /UsePrologue false

  /sRGBProfile (sRGB IEC61966-2.1)

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [595.276 841.890]

>> setpagedevice



