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760. DAV132, an Adsorbent-Based Product, Protects the Gut Microbiome
and Prevents Clostridium difficile Infections During Moxifloxacin
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MD, PhD3; Etienne Ruppé, PharmD, PhD2; Mark Pulse, MS4; Caroline Chilton, PhD5;
Laurence Armand-Lefevre, PharmD, PhD6; Elisabeth Chachaty, PharmD, PhD7;
Sakina Sayah-Jeanne, PhD1; Joël Doré, PhD2; Emmanuelle Le Chatelier, PhD2;
Florence Levenez, BS2; Sean Kennedy, PhD2; Nicolas Pons, PhD2; WilliamWeiss, MS4;
Mark Wilcox, MD5,8; France Mentré, MD, PhD6; Antoine Andremont, MD, PhD6;
Stanislav Dusko Ehrlich, PhD2; 1Da Volterra, Paris, France; 2Metagenopolis, INRA,
Jouy-en-Josas, France; 3Bichat Claude Bernard Hospital; Paris 7 University, Paris,
France; 4UNT Health Science Center, Fort Worth, Texas; 5University of Leeds, Leeds,
United Kingdom; 6University Paris-Diderot Medical School and INSERM, UMR 1137,
IAME, Paris, France; 7Institut Gustave-Roussy, Villejuif Cedex, France; 8Leeds
Teaching Hospitals, Leeds, United Kingdom

Session: 129. All Things Microbiome
Friday, October 9, 2015: 12:30 PM

Background. During antibiotic treatments, antibiotics reach the colon and alter
the microbiome, resulting in emergence and dissemination of resistant bacteria, anti-
biotic-associated diarrhea (AAD) and occurrence of Clostridium difficile (Cd) infec-
tions (CDI). We developed an oral adsorbent-based product, DAV132, to be co-
administered with antibiotics in order to prevent these effects. We report here the re-
sults of protection of the microbiome in human volunteers treated with oral moxiflox-
acin (MOX), and protection against CDI in vitro in a human gut model (HGM) and in
vivo in experimental hamsters.
Methods. Four groups (MOX [400 mg OD for 5 days], MOX + DAV132 [7.5 g

TID for 7 days], DAV132, or control) of healthy volunteers (n = 44) were included
in a randomized clinical trial. Feces were collected at screening, daily from D1 to

D9 and at D12, D16, D23, D30, D37 and plasma PK assayed at D1and5. Metagenomic
analyses were done by shotgun sequencing at screening, D3, D6, D9, D16 and D37.
The effect of DAV132 on MOX was also assessed in a HGM inoculated with Cd spores
(ribotype 027, MOXMIC 32 mg/L); bacterial counts, toxin production and MOX con-
centrations were measured over time. MOX dosed hamsters were inoculated with 104

spores of a non-epidemic Cd (TcdA + , TcdB + , cdtB−) and treated ±DAV132. Mor-
tality and Cd counts were assessed over time.
Results. In humans, DAV132 was well tolerated and decreased free fecal MOX

by > 99% compared to MOX alone: ratio of mean LogAUCD1-D16 = 0.0093 (95% CI
0.0061-0.0144), p = 0.03 × 10−16; MOX plasma PK was not changed significantly. Al-
terations of the fecal microbiome observed with MOX were prevented. In the HGM,
DAV protected the microbiota and prevented Cd overgrowth and toxin production.
Hamsters were fully protected by DAV against MOX-induced CDI (dose dependent),
with decreased free fecal MOX and Cd counts.
Conclusion. DAV132 protects humans against fecal microbiome disruption after

oral MOX treatment, without altering its plasma PK. In vitro results in HGM and in
vivo results in hamsters suggest that DAV132 should be protective against antibiotic-
induced CDI. These results warrant further clinical development of DAV132 to protect
the intestinal microbiota, and so prevent AAD and CDI, in patients receiving oral or
parenteral antibiotics.
Disclosures. J. De Gunzburg, Da Volterra: Board Member, Consultant and Share-

holder, Consulting fee; A. Ducher, Da Volterra: Employee, Salary; E. Ruppé, Da Vol-
terra: Consultant, Consulting fee; C. Chilton, Da Volterra: Collaborator, Research
grant; E. Chachaty, Da Volterra: Consultant, Consulting fee; S. Sayah-Jeanne, Da Vol-
terra: Employee, Salary; W. Weiss, Da Volterra: Research Contractor, Research grant;
M. Wilcox, Da Volterra: Consultant, Grant Investigator and Scientific Advisor, Con-
sulting fee and Research grant; F. Mentré, Da Volterra: Consultant, Consulting fee;
A. Andremont, Da Volterra: Scientific Advisor, Consulting fee

Poster Abstracts • OFID 2015:2 (Suppl 1) • S149



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings false
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Oblique
    /Symbol
    /Times-Bold
    /Times-BoldItalic
    /Times-Italic
    /Times-Roman
    /ZapfDingbats
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG2000
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG2000
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages true
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 175
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.50286
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ()
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


