Medicines containing Methotrexate

Educational Materials for Healthcare Professionals

To minimise the risk of overdose from patients incorrectly taking methotrexate
daily instead of once weekly for autoimmune diseases

Medicines containing methotrexate are available in a range of presentations, including: oral
tablets, oral solutions, vials for injection, pre-filled syringes and pens for injection, concentrate for
solution for injection.

Medicines containing methotrexate are used in two sets of indications:

e Autoimmune conditions including, rheumatoid arthritis, psoriasis and Crohn's disease
e Oncology

Please consult the Summary of Product Characteristics (SmPC) of individual products for full
prescribing information. This document should be read in conjunction with other relevant clinical
guidance on the prescribing and dispensing of methotrexate.

Patients with autoimmune diseases must be told that methotrexate must only be taken once a
week.

Patients should be advised to write the treatment day on their Patient Reminder Card, and to
carry it with them.

For the treatment of cancer, the frequency depends on the regimen and can require daily
administration of methotrexate.

Healthcare professionals and patients must be clearly told that incorrect use of methotrexate can
result in severe adverse reactions and even death.

Purpose of this guide

¢ Toinform about the potential for fatal overdose due to medication errors, including daily
instead of once weekly use

¢ To highlight the need to inform patients and others about once weekly dosing

¢ To provide information on the importance of writing prescriptions with clear instructions
about once weekly dosing, defined day of intake, and not to use abbreviations.

¢ Toremind pharmacists to counsel the patient about accidental overdosing

It is recognised that medication errors can sometimes happen despite appropriate prescribing and

patient/carer instruction. Therefore this guide also describes the risks and what to do in the event
of a medication error.
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What are the risks associated with overdose?

In post marketing experience with methotrexate, reports of overdose that indicate accidental daily
administration instead of weekly is associated with a risk of serious harm. Symptoms commonly
reported following oral overdose include leukopenia, thrombocytopenia, anaemia, pancytopenia,
bone marrow suppression, mucositis, stomatitis, oral ulceration, nausea, vomiting, gastrointestinal
ulceration and gastrointestinal bleeding.

There have been reports of death following overdose due to methotrexate medication errors. In
these cases, events such as sepsis or septic shock, renal failure, and aplastic anaemia were also
reported.

Considering home or self-administration

It is the responsibility of the prescribing physician to determine which patients are suitable for
home or self-administration of medicines containing methotrexate.

Patients who are taking methotrexate for autoimmune diseases should be made aware of the
importance of this medicine being taken once weekly and the risk of serious adverse reactions
including death if taken more frequently.

What should | discuss with my patients?

It is important to discuss signs and symptoms of adverse reactions with the patient, which will
enable them to recognise possible events of overdose.

It is very important to remind patients who are being treated for autoimmune diseases and their
carers to be sure that they understand:

¢ Only to take methotrexate once a week

e Which day of the week the dose should be taken. The prescriber and patient/carer should
decide this together. The day of the week should be written down in full on the
prescription by the prescriber

o That greater doses or higher frequencies are associated with an increased risk of serious
adverse events, including death

¢ If they do make a mistake to record and report to their doctor or pharmacist what they
have taken and when

Prescribing & dispensing requirements
Please do not use medical abbreviations or shorthand on the prescription.
For once weekly dosing regimens:

e Include on the prescription the defined day of intake as well as clear instructions on once
weekly dosing.

e Ondispensing the pharmacist should transcribe the defined day of the week for intake
onto the patient card provided within the pack and on the outer packaging. The pharmacist
should show the patient card to the patient/carer, reiterate the once weekly dosing
schedule and the other elements described on the patient card.
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Follow-up visits and medication errors

Patients should be monitored for signs and symptoms of overdose (these predominantly affect the
haematopoietic and gastrointestinal systems), such as bleeding, unusual feeling of weakness,
ulcers in the mouth, feeling sick, vomiting, black or bloody stools, coughing up blood or vomiting
blood and reduced urine output.

Therapeutic management of overdose

If the patient is not already in a clinical setting then they should immediately go to their local
Emergency Department bringing their medication, including the packaging. On arrival they should
present their medication and tell the reception/registration desk that they are taking
methotrexate and have been instructed by the prescriber that immediate treatment is required in
the event of an overdose.

Calcium folinate is the specific antidote for neutralising the adverse toxic effects of methotrexate.
In the event of overdose, a dose of calcium folinate equal to or higher than the offending dose of
methotrexate should be administered intravenously or intramuscularly within 1 hour, and dosing
continued until serum level of methotrexate are below 10”7 mol/L.

In the event of a large overdose, hydration and alkalinisation of the urine may be required to
prevent precipitation of methotrexate and/or its metabolites in the renal tubules. Neither
haemodialysis nor peritoneal dialysis has been shown to improve the elimination of methotrexate.
Effective clearance of methotrexate is reported to be achieved with acute intermittent
haemodialysis using a high-flux dialyser.

Reporting of Adverse Reactions

Please continue to report suspected side effects to the MHRA through the Yellow Card Scheme.
Please report:

e all suspected side effects that are serious or result in harm. Serious reactions are those that
are fatal, life-threatening, disabling or incapacitating, those that cause a congenital
abnormality or result in hospitalisation, and those that are considered medically significant
for any other reason

e all suspected side effects associated with new drugs and vaccines identified by the black
triangle ¥

e ltis easiest and quickest to report side effects online via the Yellow Cards website -
https://yellowcard.mhra.gov.uk/ or via the Yellow Card app available from the Apple App
Store or Google Play Store.

Alternatively, prepaid Yellow Cards for reporting are available by writing to FREEPOST
YELLOW CARD (no other address details necessary); by emailing yellowcard@mbhra.gov.uk;
at the back of the British National Formulary (BNF); by telephoning freephone 0800 731
6789 (9am to 5pm Monday to Friday); or by downloading and printing a form from the
Yellow Card website.

Educational Materials 13072020 v4 RMS 19590 HCP materials 5/20




<<
  /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


