
From the Clinic

Colchicine-induced rhabdomyolysis following a
concomitant use of clarithromycin in a haemodialysis
patient with familial Mediterranean fever

Sir,
Renal amyloidosis secondary to familial Mediterranean
fever (FMF) is one of the common causes of nephrotic syn-
drome and chronic kidney disease in Turkey [1].

Colchicine is a microtubule-depolymerizing drug widely
used for the treatment of gout which may prevent the
development of secondary amyloidosis. In end-stage
renal disease (ESRD), although the dose of colchicine is
suggested to be reduced, there is limited information on
efficacy and safety [2]. Inappropriately high doses or co-
prescription of CYP3A4 or P-glycoprotein inhibitors have
been reported to cause serious adverse effects, including
death [3–7]. Herein, we present a case of colchicine-
induced rhabdomyolysis after using clarithromycin, a
macrolide antibiotic and a potent inhibitor of CYP3A4 and
P-glycoprotein ABCB1.

A 40-year old male patient onmaintenance haemodialy-
sis was admitted with recently developed fatigue, anorexia,
headache, dizziness, diffuse myalgia and gastrointestinal
symptoms including epigastric pain, diarrhoea and bloat-
ing. He presented with FMF in childhood (with frequent
attacks of fever and abdominal pain with arthritis) and
had developed secondary amyloidosis 10 years previously
and ESRD 6 months previously. His long-term medication
was colchicine 0.5 mg twice daily, doxazosin 4 mg once
daily and 40 mg furosemide on non-dialysis days and seve-
lamer 1600 mg three times a day.

A further history revealed that the patient had recently
been diagnosed with acute sinusitis and was prescribed
clarithromycin 500 mg twice daily in another hospital a
week beofore. On his initial examination the patient’s
blood pressure was 100/60 mmHg, he was in a euvolaemic
state and had no significant finding except diffuse tender-
ness, but there was no rebound on abdominal palpation.
In his biochemistry, his creatine kinase (CK)(5732 U/L-
9035 U/L) and transaminase levels (ALT:110 U/L, AST:309
U/L) were elevated and raised upon follow-up. Due to high
CK and transaminases, colchicine-induced rhabdomyoly-
sis was diagnosed and colchicine discontinued. The
patient’s pain subsided 3 days after discontinuation of
colchicine. An EMG was performed because of high levels
of CK to exclude the diseases causing myopathie. During
outpatient follow-up, the patient’s transaminases and
CK returned to normal levels and his EMG was normal.
After complete recovery, the patient started colchicine
0.5 mg/day again without recurrence of symptoms.

Discussion

After development of ESRD due to amyloidosis secondary
to FMF, most patients still need to continue colchicine to
prevent FMF attacks and also retard the progression of
amyloid deposition in the tissues, especially of the
kidneys. The usual prophylactic dose is 0.5 mg once to

thrice daily, and dose reductions are suggested for elderly,
children and liver and renal failure patients [3]. Colchicine
is mainly metabolized in the liver by CYP3A4 and is a sub-
strate for the P-glycoprotein transporter (also known
as multidrug transporter 1 and ATP-binding cassette B1
transporter). P-glycoprotein is associated with drug efflux
from cells and colchicine excretion is largely dependent
on P-glycoprotein. Urinary excretion of colchicine is about
10–20%, and a routine dose reduction is recommended
for renal failure patients [2–4]. Therefore, many clinicians
reduce the dose of colchicine for dialysis patients to avoid
toxicity without complete cessation. Inhibitors of CYP3A4
(such as diltiazem, macrolide antibiotics, triazoles, etc.) in-
crease the toxicity of colchicine [2–4]. Macrolides are also
inhibitors of P-glycoproteins which can further impair col-
chicine elimination which is well reported [5–7]. Moreover,
severe interactions have also been reported in patients
using a combination of colchicine and HMG-CoA reductase
inhibitors in which muscle symptoms, including weakness
and pain, are the main initial findings [6].

In our case, a combination of clarithromycin and colchi-
cine resulted in colchicine toxicity which was presented as
rhabdomyolysis. Therefore, the patients using colchicine
in chronic dialysis should not be prescribed the drugs
inhibiting CYP3A4 or P-glycoproteins. The combination
can cause severe toxicity and, if unnoticed, can be cata-
strophic for these patients.

Authors’ contribution

All authors participated in interpretation of data, drafting
and revising the article, and provided intellectual content
of critical importance to the work described.

Conflict of interest statement. None declared.

1Department of Nephrology,
Ankara University School of
Medicine, Ankara, Turkey
2Department of Internal Medicine,
Ankara University School of
Medicine, Ankara, Turkey

Zeynep Kendi Çelebi1

Serkan Akturk1

Esen Ismet Oktay2

Neval Duman1

Kenan Keven1

Correspondence and offprint requests to: Zeynep Kendi Celebi;
E-mail: zeynepkendi@yahoo.com

References

1. Süleymanlar G, Altıparmak MR, Seyahi N et al. Turkish Society
of Nephrology, Registry of the Nephrology, Dialysis and Trans-
plantation in Turkey, 2011

2. Bhat A, Naguwa SM, Cheema GS et al. Colchicine revisited. Ann
N YAcad Sci 2009; 1173: 776–773

3. Cocco G, Chu DCC, Pandolfi S. Colchicine in clinical medicine.
A guide for internist. Eur J Intern Med 2010; 21: 503–508

4. Tateishi T, Soucek P, Caraco Y et al. Colchicine biotransform-
ation by human liver microsomes. Identification of CYP3A4 as

© The Author 2013. Published by Oxford University Press on behalf of ERA-EDTA. All rights reserved.
For permissions, please email: journals.permissions@oup.com.

Clin Kidney J (2013) 6: 665–666



the major isoform responsible for colchicine demethylation.
Biochem Pharmacol 1997; 53: 111–116

5. Kim JB, Kim S, Lee T et al. Colchicine-induced rhabdomyolysis
caused by interaction with clarithromycin in a patient with
Behcet disease. J Clin Rheumatol. 2013; 19: 108–109

6. Francis L, Bonilla E, Soforo E et al. Fatal toxic myopathy attribu-
ted to propofol, methylprednisolone and cyclosporine after

prior exposition to colchicine and simvastatin. Clin Rheumatol
2008; 27: 129–131

7. McKinnell J, Tayek JA. Short term treatment with clarithromy-
cin resulting in colchicine-induced rhabdomyolysis. J Clin Rheu-
matol. 2009; 15: 303–305

doi: 10.1093/ckj/sft129

666 Z.K. Çelebi et al.



<<
  /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
  /CreateJDFFile 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

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


