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Questions and answers on the review of Doribax 
(doripenem) 
Outcome of a procedure under Article 20 of Regulation (EC) No 726/2004 

On 21 June 2012, the European Medicines Agency completed a review of Doribax at the request of the 

European Commission, after a clinical trial with Doribax in patients with ventilator-associated 

pneumonia was terminated early due to concerns about the effectiveness of their treatment. The 

Agency’s Committee for Medicinal Products for Human Use (CHMP) concluded that the benefits of 

Doribax continue to outweigh its risks, but decided that the prescribing information should be updated 

to allow using a higher dose in certain patients with hospital-acquired pneumonia and to clarify the 

recommendations on the use of Doribax in different types of bacterial infection.  

What is Doribax? 

Doribax is an antibiotic medicine that contains the active substance doripenem. It is used to treat 

adults with nosocomial pneumonia, a lung infection caught while the patient is in hospital including 

when the patient is being helped to breathe with a ventilator. It is also used to treat complicated 

infections in the abdomen and the urinary tract (indications which are not affected by this review). 

Doribax is given by infusion (drip into a vein). 

Doribax has been authorised in the EU since July 2008 and is marketed in all EU Member States as well 

as Norway, Iceland and Liechtenstein. The current European public assessment report for Doribax can 

be found on the Agency’s website: ema.europa.eu/Find medicine/Human medicines/European public 

assessment reports.  

Why was Doribax reviewed? 

In December 2011, the marketing authorisation holder for Doribax provided the European Medicines 

Agency with preliminary results from a clinical trial in patients with ventilator-associated pneumonia 

which had been terminated early on the recommendation of an independent data monitoring 

committee. The trial was investigating the effects of using Doribax at a higher dose and for a shorter 

treatment period than currently authorised, in severely ill patients who had been hospitalised for at 

least five days. Doribax was given at a dose of 1 g every eight hours for seven days (the approved 

dose is 500 mg every eight hours for up to 14 days). This was compared with another antibiotic 

medicine, imipenem-cilastatin, given at a dose of 1 g every eight hours for 10 days. A lower cure rate 
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(45.6% vs. 56.8%) and a higher rate of death (21.5% vs. 14.8%) were seen in patients treated with 

Doribax compared with the comparator group.  

Consequently, the European Commission asked the CHMP to assess the results of the study and their 

impact on the benefit-risk balance of Doribax, and give its opinion on whether the marketing 

authorisation for Doribax should be maintained, varied, suspended or withdrawn across the EU. 

Which data has the CHMP reviewed? 

The CHMP considered the available evidence on the effectiveness and safety of Doribax in treating 

ventilator-associated pneumonia, including the results of the interrupted study, other studies 

supporting the original authorisation of Doribax in these patients, and further information requested 

from the company. The CHMP also consulted a group of experts in anti-infective medicines.  

What are the conclusions of the CHMP? 

The CHMP decided that it was not possible to draw firm conclusions from the interrupted study. 

However, it concluded that the short duration of Doribax treatment was a major factor contributing to 

the worse results than seen with the comparator medicine, noting that better results were observed in 

other studies with Doribax where patients were treated for longer. 

Based on the available data, the Committee considered that other factors may also influence the 

effectiveness of Doribax treatment in patients with hospital-acquired pneumonia. Study data indicated 

that treatment was less likely to succeed in critically ill patients with augmented renal clearance 

(where the kidneys clear the medicine from the body too quickly) and in patients whose infection 

involves specific types of bacteria which may require stronger antibiotic treatment. Therefore the CHMP 

concluded that the currently approved dose may not be enough in these situations and decided that a 

higher dose of 1 g Doribax every eight hours may be considered for these patients. The safety of this 

higher dose was confirmed by data from studies involving around 500 patients. 

Based on the evaluation of the currently available data and the scientific discussion within the 

Committee, the CHMP concluded that the benefits of Doribax continue to outweigh its risks but 

recommended updating the prescribing information to allow using a higher dose in certain patients 

with hospital-acquired pneumonia and to clarify the recommendations and warnings on the use of 

Doribax in different types of bacterial infection. 

The full changes made to the information to doctors and patients are detailed here.  

What are the recommendations for patients? 

 Patients are advised that Doribax continues to be a safe and effective antibiotic treatment option 

for pneumonia caught in hospital (including when the patient is being helped to breathe with a 

ventilator) and certain other serious bacterial infections. 

 Patients should note that the prescribing information for Doribax has been updated to allow using a 

higher dose in certain patients with hospital-acquired pneumonia and to clarify certain 

recommendations for prescribers.  

 Patients who have any questions should speak to their doctor or pharmacist. 
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What are the recommendations for prescribers? 

 A dose of 500 mg Doribax may not be sufficient for all patients with nosocomial (including 

ventilator-associated) pneumonia. A dose of 1 g Doribax every eight hours infused over four hours 

may be considered for patients with augmented renal clearance, and/or infections by non-

fermenting gram-negative pathogens such as Pseudomonas spp. and Acinetobacter spp.  

 10 - 14 days treatment with Doribax is usually needed for patients with nosocomial pneumonia, 

and is usually in the upper range for patients infected with non-fermenting gram-negative 

pathogens.  

 If non-fermenting gram-negative pathogens are confirmed, doctors should consider concomitant 

treatment with an aminoglycoside. 

A European Commission decision on this opinion will be issued in due course. 

 

Med
ici

na
l p

ro
du

ct 
no

 lo
ng

er
 au

th
or

ise
d



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /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 true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /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 true
  /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 <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (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.)
  >>
  /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
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




