
underwent a further MRI scan in 2013 due to ongoing headaches and
poormemorywhichrevealed ipsilateralhighT2signalchanges intheright
corona radiata down to the lentiform nucleus and in the right internal cap-
sule, below the area of linear sclerosis. Neurological investigations in the
joint neurology and rheumatology clinic includingcomputer tomography
(CT) angiography havebeenunremarkableand it is felt thisareaofabnor-
mality in the parenchyma is another manifestation of her linear sclero-
derma encoupdesabre.She hasongoing intermittentheadachesbutno
furtherneurologicalsymptoms.ShehashadanumberofrepeatMRIbrain
scans which show no progression of the parenchymal changes, and she
remains under close monitoring with a multitude of specialities including
rheumatology, neurology, dermatology, ophthalmology and plastic
surgery.
Discussion:Linear scleroderma encoupde sabre is often considered to
be a condition affecting the skin, in contrast to systemic sclerosis which
has much broader manifestations in terms of other organ involvement.
However this patient’s case highlights the fact that this condition is not
just skin deep but can affect underlying soft tissue, the orbit, teeth, bone
and brain parenchyma. Involution of the cranial bones and hemifacial
atrophy is a documented complication of linear scleroderma but dental
complications are rarely reported in the literature. Ipsilateral changes on
brain imaginghavepreviouslybeenreportedinpatientswith linearsclero-
derma.Patientsmaypresentwithseizures,headacheorotherneurologi-
cal manifestations such as hemiparesis. Case reports describe
oligoclonalbandsinthecerebrospinal fluidofpatientswithsuchradiolog-
ical changes, pointing towards an underlying inflammatory pathology.
Inflammation has been confirmed in one case report in which a patient
underwent brain biopsy showing low grade localised vasculitis, however
other case reports describe sclerosis with no inflammation on brain
biopsy. Intravenous steroids and cyclophosphamide have been used to
successfully treat progressive neurological complications, in terms of
symptomatic and neuro-radiological improvement, again suggesting an
inflammatorypathology.
KeyLearningPoints:Thiscasehighlights the importanceofconsidering
the wider manifestations of linear scleroderma en coup de sabre, includ-
ing intracerebral pathologies when patients with this condition present
withneurologicalsymptomsandsigns.
Disclosure:J.Jade:None.M.Hadjivassiliou:None.M.Akil:None.
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Introduction:Colchicine isacommonlyusedmedication inbothprimary
andsecondarycare,mostoftenintheacutemanagementofcrystalarthri-
tides. It works by disrupting microtubule polymerisation and interfering
with mitosis, thus impacting all dividing cells. Its therapeutic index is nar-
row; toxicity is dose-related and anextension of its mechanism of action.
Constitutionalandgastrointestinalupsetoccurcommonlyhoweverthere
is also the potential for more severe systemic toxicity. This risk is
increasedinpatientswithhepaticor renal impairment,andinthosetaking
CYP3A4 enzyme inhibitors such as clarithromycin and ketoconazole.
Colchicine-related neuromyotoxicity typically presents with proximal
painandweakness,withelevation ofcreatinekinaseand transaminases.
Colchicine-related myelosuppression leads to pancytopenia.
Recognising these adverse effects early is vital because timely with-
drawal of the drug can result in a full recovery whereas continued expo-
sure invariably leads to further deterioration. We report a case in which
bothoftheseadverseeffectsoccurred,inapatientwithnormalrenalfunc-
tion, but who had taken clarithromycin alongside prolonged treatment
with colchicine. The clinical course was complicated by transient ence-
phalopathy. Subsequent investigations revealed a mutation in the
nuclear POLG gene. We discuss whether the presence of an underlying
mitochondrialdisordermayhavepredisposedthepatient to thedevelop-
ment of colchicine toxicity, and review the approach to prescribing col-
chicine inpatientsat increasedriskoftoxicity.
Casedescription:A66 yearoldladypresentedwithatwoweekhistoryof
pain and weakness in her upper and lower limbs on a background of a
chronic 18 month illness consisting of diarrhoea, fatigue, recurrent
rashes, myalgia, reduced appetiteand weight loss.Her past medical his-
tory consisted of gout, congestive cardiac failure, type 2 diabetes melli-
tus, hypertension, primary hyperparathyroidism, transient ischaemic
attacks, osteoarthritis of the knees and Cushing’s syndrome, for which

she had a unilateral adrenalectomy two years previously. She had been
suffering acute attacks of gout with increasing frequency and been
unable to tolerate allopurinol due to side effects. Other medications
included metformin, bisoprolol, clopidogrel, lansoprazole, losartan and
furosemide. She had also taken a prolonged course of clarithromycin for
four weeks, which was completed a few days prior to admission. There
was no family history and shewas previously independent, livingwith her
husband. On examination she was alert and oriented, with normal cardi-
orespiratory and abdominal examinations. She had proximal weakness
MRCgrade3/5 inhershoulderswith lessmarkedweaknessdistallyat4þ/
5 in her hands. Lower limb weakness was profound at MRC 1/5 for hip
movements and 2-3/5 distally. The weakness was fixed with no clinical
evidence of fatiguability. It was associated with myalgia, particularly of
the thighs and upper arms. She had a complete absence of deep tendon
reflexes and plantars were downgoing. There was distal impairment of
sensation in the upper and lower limbs. Fundoscopy and cranial nerve
examination were unremarkable. She had a macular rash over her upper
arms and flanks. There was no synovitis, dilated nailfold capillaries or
splinter haemorrhages. Blood pressure was 194/100, but she was afe-
brile and other vital signs were normal. Initial investigations revealed a
totalwhitecell countof0.9x109/Lwithneutropeniaof0.2x109/Land lym-
phopenia of 0.4 x109/L. Platelets were slightly low at 136 x109/L but hae-
moglobin was normal. A blood film confirmed marked leucopenia but
with noblasts orother diagnostic features. ALT was elevated at 270 IU/L,
with slight elevation of ALP. A recent ultrasound had revealed fatty liver
changes but no other structural liver pathology. Creatine kinase was
markedlyelevatedat5465 IU/L. Inflammatorymarkers,ureaandelectro-
lytes, clotting, thyroid function, troponin and vitamin D were all normal.
Electrocardiogramandchestradiographsrevealednoabnormalities,but
urinalysis was positive for blood and protein with a raised protein creati-
nine ratio of 1950 mg/mmol. This had been raised previously and was
thought to be related to diabetic nephropathy. The combination of myo-
pathic and neuropathic signs on the background of a generalised sys-
temic illness, with associated leucopenia, thromobocytopenia,
transaminitis and raised creatine kinase, raised the possibility of colchi-
cine toxicity. Further enquiries revealed that she had been taking colchi-
cine at a dose of 500 micrograms twice daily in a five days on, seven days
off pattern for two months prior to admission, and had continued to do so
while taking clarithromycin. This was in addition to repeated shorter
courses of colchicine prior to these two months. Colchicine was held on
admission and she was treated supportively while further investigations
were carried out. The clinical picture remained unchanged in the first few
days,howeverherbloodabnormalities improvedrapidly:bydaythreeher
creatinine kinase was down to 978 IU/L, white cell count was up to 2.7
x109/L with neutrophils of 1.1 x109/L, platelets had normalised and ALT
hadcomedownto130 IU/L.Allofthesecontinuedtoimproveandnormal-
isedwithinafewdays,other thantheALTwhichtookamonth.Ondayfour
of her admission she dropped her GCS to 7/15 (with some fluctuation).
MRI brain revealed abnormal cortical high signal bilaterally affecting the
frontal lobeswith ill-definedsignal inbothtemporal lobes.Thespinalcord
was normal. CSF analysis, extended autoimmune screen, tumour
markers, viral serology, cortisol, immunoglobulins and multiple blood,
urineandstoolcultureswereallnegative.Transthoracicechocardiogram
showed only mild systolic and diastolic dysfunction, and a CT chest
abdomen pelvis showed no significant abnormalities. As she had been
persistently hypertensive during the first few days of admission with sys-
tolic blood pressures ranging from 180-200 mmHg despite uptitration of
antihypertensives, a working diagnosis of posterior reversible encephal-
opathy syndrome was made. Once better blood pressure control was
achieved her encephalopathy resolved fully over five days, and repeat
MRIshowedresolutionof thecorticalhighsignal.Shehadstartedtoshow
small improvements in power but her weakness remained severe.
Further investigations were performed to elucidate the cause of her pre-
sentation. Nerve conduction studies revealed reduced amplitude of the
compound muscle action potential, reduced or absent sensory poten-
tials and absent F-responses in the lower limb. Electromyography
showed active denervation in the distal muscles and small polyphasic
motor units particularly in the proximal muscles. These results were con-
sistentwithacombinationofseveredistalaxonalneuropathyandmyopa-
thy.AnMRIscanofher thighsshowedperifascialmyositisadjacent to the
right lateral femoral intermuscularseptuminvolving the rightvastus later-
alis and right biceps femoris short head. A muscle biopsy revealed varia-
bly sized vacuolated muscle fibres and membrane-bound autophagic
vacuoles withmyofibrillardisarrayanddepositsofdarkstainingmaterial.
One COX-negative fibre and two possible ragged red fibres were also
seen. The vacuolar changes strongly supported colchicine toxicity, and
in conjunction with the suggestive clinical picture, this provided enough
evidence toconfirm thediagnosis. Afterwithdrawalofcolchicine, resolu-
tion of all blood test abnormalities occurred over days to weeks although
theclinical recoverywassomewhatslower.Managementwassupportive
and focused on physiotherapy and rehabilitation. She was discharged

i20 September 2018 CASE REPORTS



12 weeks after initial admission, by which point she had recovered her
power to5/5 inherarmsand4þ/5 inher legs,allowingher tomobilisewith
a frame. She suffered a further acute attack of gout in her metatarsopha-
lyngeal joints, which was managed successfully with a short course of
prednisolone.Shewillbefollowedupbyrheumatologytodecideonalter-
nativeurate loweringtherapybutshouldstayoffcolchicineinthefuture.
Discussion: Although generally considered safe, colchicine can pro-
duce significant and serious toxic effects. Our patient developed neuro-
myotoxicity and myelosuppression, both of which are rare but
nonetheless well described. Nerve conduction studies, electromyogra-
phy and muscle histology were consistent with previously reported
cases. Early withdrawal of the drug usually leads to full recovery; this was
seen in our case, although muscle power improved more gradually and
recovery is ongoing, partly due to deconditioning. An additional interest-
ing aspect of this case is, alongside typical colchicine-related vacuolar
changes on histology, there were also two possible ragged red fibres
which are characteristic of mitochondrial myopathies and 1 COX-
negative fibrewhichmaybe found inmitochondrial or inflammatorymyo-
pathies. This prompted genetic analysis for major mitochondrial DNA
mutations, which revealed she is heterozygous for the common POLG
variantc.1760C>Tp. (Pro587Leu).POLG isagenethat isassociatedwith
agroupof disorders of mitochondrial DNA with overlapping phenotypes.
Within their phenotypic spectrum, axonal neuropathies and myopathies
have been reported. These disorders are autosomal recessive, with only
homozygotes displaying symptoms. The question to consider, in light of
thehistological findings, iswhetherhercarrier statuseither increasedher
riskofcolchicine-relatedneuromyotoxicityoramplifiedtheseverityofher
syndrome. It has been implicated that carriers of other POLG variants
have an increased risk of valproate-induced hepatotoxicity, and it is not
implausible that such an interaction could exist with colchicine-related
neuromyotoxicity. Nevertheless even the interaction with valproate
remainstenousandthere isnoconclusiveevidencethatourpatient’scar-
rier status affected her colchicine toxicity syndrome. To investigate fur-
ther, an interesting opportunity for future work would be to screen a
cohortofpatientswithcolchicine-relatedneuromyotoxicityandidentify if
they are enriched for common POLG variants and whether ragged red
andCOX-negativefibresoccur ingreater frequencyincarriers.
KeyLearningPoints: Colchicine isacommonlyprescribed drugand it is
important to be aware of the risk factors that predispose to its toxicity,
which can occur both in acute overdose and unintentionally with chronic
use. Serum drug concentrations and therefore risk of toxicity are
increasedbyhepatic impairment, renal impairmentandconcomitantuse
of CYP3A4 inhibitors most notably clarithromycin. The four-week course
ofclarithromycininourpatientwasthelikelytriggerforhersignificantneu-
romyotoxicityalthough therewasevidenceof lowergrade toxicitybefore
this with persistent gastrointestinal symptoms. We advise using colchi-
cine with caution in patients in whom these risk factors are present, and
certainlyavoidinglongtermuseifpossible. Inourpatient,alternativeurate
lowering therapy should have been used instead. If colchicine is to be
used, clear limits should be set on dose and duration, and indeed dose-
reductionalgorithmshavebeenproposedelsewhere.CYP3A4 inhibitors
should be avoided, but if they are prescribed then colchicine should be
held while taking them. Patients at significant risk of toxicity should be
adequately counselled when starting colchicine and warned to report
gastrointestinal side effects early as these may be a precursor to more
serious adverse effects. This case highlights the need to be aware of col-
chicine’s wide range of toxicity and include it as differential for a wide
range of presentations including myalgia, weakness and pancytopenia.
Althoughrecovery frombothneurotoxicityandmyelosuppression isusu-
ally complete, some cases have reported profound toxicity and death
despite maximal supportive treatment. Therefore recognition and early
withdrawalofthedrugisvitalandcanbelife-saving.
Disclosure: K. Sandhu: None. M. Weatherall: None. H. Zacharias:
None.J.Chana:None.M.Magliano:None.M.Hofer:None.
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Introduction: Neuromyelitis optica (NMO, previously known as Devic
disease) and neuromyelitis optica spectrum disorders (NMOSD) are
inflammatory disorders of the central nervous system characterised by
severe, immune-mediated demyelination and axonal damage predomi-
nantly targeting optic nerves and spinal cord. NMO is frequently associ-
ated with systemic autoimmune disorders. This includes systemic lupus
erythematosus, antiphospholipid syndrome, and Sjögren’s syndrome.
Mixed connective tissue disease (MCTD) is an overlap syndrome com-
bining features of systemic lupus erythematosus, systemic sclerosis,
and polymyositis, together with the presence of antibodies to U1-RNP.

Neurologic manifestations may occur up to 17% of patients with MCTD.
The most common neurologic problems are trigeminal neuralgia, head-
ache, and aseptic meningitis. We report a case of MCTD complicated
with neuromyelitis optica (NMO) that was initially diagnosed two years
back as CNS infection with listeria in the presence ofþve AQP4 antibody
both inserumandCSFofthepatient.
Case description: A 27 year old Bahraini female, who was previously
healthywithnopastmedical illness, first timecametomedicalattention in
2000,whenshewas10 yearsold.Shepresentedatthattimetothederma-
tology clinic with a history of popular eruption over both upper and lower
lips forninemonths.Shewasdiagnosedashavingverrucavulgariswhich
resolved later. In 2008, she presented to the rheumatology clinic when
she was 18. She had history of inflammatory polyarthritis involving both
wrists, thesmall jointsofbothhandsandbothknees.Her rheumatoid fac-
tor was positive with high inflammatory markers. There were no features
of other connective tissue diseases. She was diagnosed as having sero-
positive rheumatoid arthritis and started on methotrexate and hydroxy-
chloroquine together with low dose steroid. The patient chose to stop
therapy as she was planning for pregnancy. She had her first baby one
year later, after which shedisappeared and follow-up was lost for around
five years. In July 2014, she presented to our hospital at age of 24 with a
history of epigastric abdomen pain and fever for three weeks. Her serum
amylase was mildly raised (200 U/L normal range up to 118 U/L) and uri-
nary amylase 3394 U/L (normal range less than 650 U/L). She was admit-
tedunder thesurgical teamwithadiagnosisofacuteabdomen painmost
probably due to acute pancreatitis. After admission, ultrasound abdo-
men was unremarkable and showed normal pancreas and gallbladder.
Her abdominal pain resolved after few days spontaneously. During her
stay in hospital, she complained of non positional vertigo. Also she gave
history of diplopia two days after admission. She was also was having
fever spikes. She was assessed by the neurology team and was found to
have bilateral positive cerebellar signs (action tremor and impaired
finger-nose test with generalised increased deep tendon reflexes). Her
plantar reflexes were downwards. Speech, muscle power and sensation
were intact. CT brain was normal. MRI brain showed abnormal signal
intensity and enhancement involving predominantly the medulla oblon-
gataandtoa lesserextent thecervicomedullary junctionanduppercervi-
cal cord, with a smooth leptomeningeal enhancement around the
brainstemanduppercervicalcord.Lumbarpunctureshowed lymphocy-
tosis and increase in protein. She was started on IV ampicillin and IV acy-
clovir.Aftera fewdaysherneurologic function improvedsignificantlyand
the fever disappeared. CSF for herpes simplex virus PCR and CSF oligo-
clonal bandswere negative. Herserum listeria antibodies, type1:Oposi-
tivewitha titreof1:100þ (normal less than1:50)andCSFforaquaporin4
antibodies was positive with a titre of 1: 10þ (normal less than 1: 1) Her
serumoligoclonalbandswasnegativewithnormalACE level.Serumpar-
aneoplastic CNS antibodies (Hu, Ri, Yo, Ma, Ma2, Tr, amphiphysin) were
all negative. Serum aquaporin 4 antibodies were positive with a titre of 1:
50þ (normal less than 1: 10). The neurology team thought this was brain-
stem encephalitis; most likely infectious secondary to listeria monocyto-
genes. Acyclovir was stopped after 14 days and IV ampicillin was
plannedforatotalofsixweeks.Duringherstay inhospital, thepatientwas
reviewed byour rheumatology team.At that time, the patientprovided us
with a history of polyarthralgia not associated with joint swelling. There
washistoryofhair lossorRaynaud’sphenomena.Therewasnohistoryof
oral ulcers, skin rash or photosensitivity at that time. Her labs were: ANA
positive: speckled pattern, titer 1: 640 ENA profile: strongly positive for
U1RNPAbpositive forSSAAb,dsDNAAbpositive24.3 P-ANCApositive
RF negative DCT negative. Based on this, she was re-diagnosed with
MCTD. She was started on hydroxychloroquine. The MRI brain was
repeated,whichshowed:sSignificant increase in theextentof theabnor-
mal signal involving the brainstem with recent involvement of the pons
and midbrain Improvement in the enhancement pattern. No enhancing
parenchymalesionscouldbeseeminthecurrentstudy.However,amini-
mally leptomeningeal enhancement was noted in the posterior fossa
between the cerebellar fissures on sagittal cervical spine sequences.
Multiple cervical and proximal dorsal cord non-enhancing lesions were
noted. She was discharged later after completing IV ampicillin for six
weeks and was kept on oral amoxicillin for another six weeks. She didn’t
receive steroids during her admission. During her three month follow-up
in the neurology clinic, the MRI brain again showed normal study with
completeresolutionofpreviouslesions. InSeptember2016,shewaspre-
sented at age of 27 to A&E with a history of generalised body pain for one
week. There was history of fever, abdomen pain, increased urine fre-
quency and dysuria for five days. The patient also reported history of
lower back pain. She denied chest pain or SOB. No history of new skin
rash.Onexamination:vitals:temperature39.3,Bp115/68,HR120,chest:
clear,CVS: tachycardia,nomurmur,abdomen:soft, lowerabdomenten-
derness, large red patch over left upper chest area, mild right hand inter-
phalangeal joints swelling. Her investigations: WBC 6.59, Hb 11.2, Plt
239, urea 5, Cr 62, Na 136, K 4.4, HCO3 22, Ca 2.14, albumen 38, total
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