
mycophenolate mofetil. Almost one year after his initial presentation, his
headachehascompletely resolved,MPOANCAhasreducedto44 IU/ml,
CRPto20 mg/LandESRto52 mm/hr.ArepeatMRIheadwithgadolinium
shows ongoing or recurrent pachymeningitis with no evidence of recent
or interval parenchymal abnormalities and resolution of previously dem-
onstrated subdural fluid collections. He remains on mycophenolate
mofetil 1g twice daily and a reducing regimen of prednisolone (currently
10mgdaily).He isprofoundlyataxicandhasbeencommencedonlevetir-
acetamforworseningintentiontremor.
Discussion:Hypertrophicpachymeningitis (HP) isanextremely raredis-
ease caused by fibrosing inflammatory processes. It may occur as the
first involvement in approximately half of patientswithANCA-associated
vasculitis-related HP who frequently present with headache and/or cra-
nial neuropathy as a common symptom, in addition to ENT involvement.
Recent reports on patients with MPO ANCA positive HP indicate a rela-
tionship between HP and the limited formof granulomatosis with polyan-
giitis (GPA). Inapreviousstudy,82%ofMPO-ANCA-positiveHPpatients
were diagnosed with GPA according to Watts’ algorithm. Both seroposi-
tivity forMPO-ANCAandonesurrogatemarker forGPA(chronicsinusitis,
otitismedia,ormastoiditis for>3months)wererequired forclassification
as GPA in patients with MPO-ANCA-positive HP. Several studies have
reported the occurrence of ANCA in HIV-positive patients, ranging from
13%to42%,withveryfewassociatedwithclinicalsmallvesselvasculitis.
It has been proposed that ANCA in these patients is secondary to a
markedpolyclonalB-cell responsetoHIVinfection.Whileautoantibodies
may represent false positives in the context of active HIV with polyclonal
gammopathy, true systemic autoimmune disease should be considered
in patients with HIV infection presenting with consistent clinical features.
Thus, as we increasingly find patients with reconstituted immune sys-
tems, due to effective antiretroviral therapy, autoimmune phenomena
may be more common. HIV-associated pachymeningitis has not been
well described, but CNS escape - the phenomenon of virologic suppres-
sion in plasma but persistent, detectable HIV RNA in CSF - has been
described. In this case report, the co-existence and simultaneous
improvement of pachymeningitis and ANCA titre indicated that pachy-
meningitis was a manifestation of ANCA-associated vasculitis. If left
untreated, HP frequently progresses, and although it is initially steroid-
responsive, clinical manifestations frequently flare up after a reduction in
the dose of steroids, necessitating the addition of immunosuppressive
agents.
Key Learning Points: Headache and cranial neuropathies are the most
common clinical presentation of hypertrophic pachymeningitis. Our
patient has a diagnosis of limited GPA with a positive MPO ANCA, as he
hadahistoryofotitismediaprecedinghispresentation(Watts’algorithm).
TrueANCA-associatedvasculitis is rare inHIVbutdoesoccurandshould
beconsideredif theclinical findingssupport it.
Disclosure:P.Agrawal:None.S.Melath:None.H.Penn:None.

65. BLAU SYNDROME TREATED WITH SEQUENTIAL
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Introduction: Blau syndrome is a rare autosomal dominant autoinflam-
matory disease characterised by early-onset granulomatous arthritis,
uveitis and rash. It is associated with NOD2/CARD 15 gene mutations. In
some literature, Blau syndrome has been described as both the familial/
inheritedandsporadic form,whileothersreferBlausyndrometothefami-
lial form and early onset sarcoidosis to the sporadic form. There is also a
suggestion for the term juvenile systemic granulomatosis to include both
Blau syndrome and early onset sarcoidosis. We present here a case of
sporadic Blausyndrome confirmed by molecular genetic analysis. There
is limited literature evidence to inform treatment. We report the control of
this disease initially with anakinra for 12 years, and later with infliximab,
resulting in successful controlled for the past 19 months and our patient
enteringfull-timeemployment.
Case description:Our patient first presented at the age of one in 1991 to
the dermatologist with an unusual skin eruption that startedwhenhe was
twomonthsold.Hisparentsdescribedacircularpatchonhisbuttockthat
spreadoutwardswithafirmcentre that felt likeapea.Hewouldhavesimi-
lar lesions in other parts of his body, which resolved spontaneously. The
dermatologist described his skin rashes as unusual; consisting of reticu-
late erythema with superficial scaling and a more widespread doughy
quality. Otherwise his physical examination was normal even though his
parentswere concerned that he could not grip easily and his fingers were
slightly tender. His height was below the third centile and his weight was
above the tenth centile. He had sustained a fractured skull secondary to
trauma at five months old and had croup at one year old. There was no

significant family history of skin or joints problems. Initial investigations
showed normal full blood count, erythrocyte sedimentation rate (ESR)
and serum calcium. Chest x-ray was normal. X-ray of the hands showed
widening of tubular bones of the hand with a coarse trabecular pattern. A
skin biopsy showed non-necrotising granulomatous inflammatory infil-
tratesassociatedwith thehair follicles. Stains for fungi andmycobacteria
werenegative.Polarisationmicroscopy revealed tinybirefringent foreign
material, some of which appeared to be epitheloid cells. This was
reported as possibility of sarcoid however the presence of foreign mate-
rial was unusual. At the age of 18 months, he was admitted to paediatric
ward for further investigations as he developed swelling of his hands and
feet.His rasheswerepersistentbuthehadnoothersymptoms.Clinically,
his wrists, metacarpophalangeal, proximal interphalangeal joints and
metatarsophalangeal joints appeared swollen.He was reviewed by oph-
thalmologist and found to have posterior synechiae on the left along with
keratic precipitates and mild uveitis. His serum angiotensin-converting
enzyme was raised at the level of 74 U/L (normal range 12-68 U/L).
Rheumatoidfactor,Anti-nuclearantibodiesandMantouxtestwerenega-
tive. He was diagnosed with juvenile sarcoidosis (Blau syndrome triad of
arthritis, uveitis and rash) and commenced on 15mg prednisolone. His
skin rashes and joints improved. However, his hands became swollen
when the dose was reduced to 5mg on alternate days. He remained on
7.5mg (0.75mg/kg)prednisolone onalternate days with episodes of wor-
sening joints swelling intermittently, which required increased steroid
doseandadditionofdiclofenac.Attheageofthree,duetoongoingrashes
and progressing destructive arthritis; subcutaneous methotrexate was
addedtoprednisolone10mgonalternatedays.Methotrexatewasgradu-
ally increased to maximum tolerable dose with the limitation of raised
transaminase. Although there was an improvement in his joints and
rashes, he was unable to wean off prednisolone below 7mg on alternate
day. He had considerable joint stiffness on steroid off day. He also
required intra-articular steroid injections. At the age of eight, he was
referred to an endocrinologist for growth retardation, cushingoid fea-
tures, hypertension and weight gain. At the age of nine, he developed left
sided pan uveitis that required a short-term increase dose of predniso-
lone to40mg.Hehaddevelopedboutonnieredeformityofboth fourth fin-
gers without active synovitis. The x-ray of the hands showed proximal
metacarpalswellingprogressing to lytic lesionsatdistal endsofproximal
phalanges of all fingers. A DEXA scan showed a Z-score of -2.1. He was
startedonoralcalciumandvitaminDsupplements. In2003,at theagedof
13, he was reviewed by the geneticist as his parents wanted to know
aboutpossiblegenetic risks if theyweretohavemorechildren.Thepossi-
bility of Blau syndrome was discussed and confirmed the following year
with a mutation found in NOD2 gene. Both his parents were tested nega-
tive for the mutation. At the age of 14, he developed bilateral uveitis and
papilloedema. MRI head did not show any features of raised intracranial
pressure and hence the papilloedema was thought to be secondary to
inflammatory infiltration. He required the additionof dexamethasone eye
drops in addition to subcutaneous methotrexate 25mg weekly and pre-
dnisolone. Uncontrolled disease (eye, skin and joint manifestations)
prompted us to commence anakinra 100mg subcutaneously daily. By
threemonthshis jointshadimprovedashadhis levelofphysicalactivityat
school, but the skin and eyes had not responded. At sixmonths, the uvei-
tis had responded and he was able to wean off prednisolone, but his skin
rash persisted. At 12-months he suffered a relapse and developed nau-
sea with methotrexate, prompting a switch to ciclosporin at 2mg/kg.
Higherdosescausedrenal impairment.Thecombination ofanakinraand
cyclospirin controlled his disease util he attended follow-up at the age of
21. He was found to have widespread asymptomatic synovitis. An ultra-
soundofhishandsdemonstratedmoderatesynovial thickeningaffecting
alloftheMCP’swithobviouserosivechanges,butnoevidenceofneovas-
cularisation. At this time, the ciclosporin had to be discontinued because
of renal impairment. Following this discontinuation, he developed wide-
spread arthritis involving his knees, elbows, metacarpophalangeal joints
and shoulder. He also required a left cataract operation and an intra-
vitreal bevacizumab for a relapse of his granulomatous eye disease. We
commenced Infliximab 5mg/kg every eight weeks along with predniso-
lone. Nineteen months later, he is asymptomatic. His CRP has dropped
from47 mg/L to3 mg/L (normal range0-10 mg/L).He iscurrentlyworking
full timeandoffprednisolone.
Discussion:Blausyndromeisarareautosomaldominantautoinflamma-
torydiseasecharacterisedbyearlyonsetgranulomatousarthritis,uveitis
and rash. Dr Blau first described it in 1985 in family members over four
generations.Then in 2001, Miceli-Richard et al discovered the mutations
in NOD2 (nucleotide-binding oligomerization domain protein-2) that is
also called CARD15 (caspase activation recruitment domain-containing
protein-15). The prevalence is less than 1 in 1,000,000. The manifesta-
tions of Blau syndrome usually begin in early childhood with skin rashes
being typically the earliest sign. The rashes are most commonly seen as
brown-redflat-toppedpapules. It isslightlyscaly,discreteanddescribed
as tapioca grain-like. Arthritis is often symmetrical and polyarticular
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involving mainly the wrists, ankles, knees and proximal interphalangeal
(PIP) joints, commonly with marked tenosynovitis. Flexion contracture of
the PIP joints leading to camptodactyly can develop during the disease.
The arthritiscan cause joint deformity leading to disability without appro-
priate treatment. Granulomatous uveitis is usually the last feature to
develop and 50% can develop cataractsas inourpatient. It can also lead
to glaucoma and blindness. Other clinical manifestations include fever,
malignanthypertension,granulomatous largevesselvasculitisandgran-
ulomatous inflammation of the liver, kidneys and lung. The treatment of
Blausyndromeischallenging. It isusually treated initiallywithoralpredni-
solone alone or in combination with methotrexate, ciclosporin or myco-
phenolate mofetil. Interleukin 1b receptor antagonists such as anakinra
and canakinumab have been used and the outcome has been variable.
The defect in NOD2/CARD15 gene causes increased activity of NF-kB,
which causes an upregulation of TH1 cytokines, amongst which TNF-
alpha isthemost targetableone. In2016,an individual fundingrequest for
anti TNF-alpha was applied for our patient. There have been a few case
reports of the use of anti TNF-alpha in the treatment of Blau syndrome
withgoodresponse.
Key Learning Points: Blau syndrome is rare and diagnosis needs to be
considered inpatientswhopresent inchildhood withskin rashesasoften
the first presentation followed by arthritis and uveitis. A skin biopsy is
helpful in diagnosis and hence should be considered as part of initial
investigation. Genetic testing for NOD2 and counselling is required. The
input frommultiplespecialties is important in themanagementofpatients
with Blau syndrome. As the disease is often poorly controlled with stand-
ardDMARDs,considerationshouldbegiventotreatmentwithTNF-alpha
inhibitors or interleukin 1b receptor antagonists if steroids cannot be
weanedonmethotrexatealone.
Disclosure:C.Yong:None.C.Mukhtyar:None.K.Armon:None.
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Introduction: Macrophage activation syndrome (MAS) is a potentially
fatal condition belonging to the haemophagocytic lymphohistiocytosis
(HLH) group of diseases. HLH is divided into familial HLH (fHLH) and sec-
ondary or acquired HLH (sHLH). MAS most frequently occurs in patients
withjuvenileidiopathicarthritis (JIA),but itcanalsoariseasacomplication
of several other systemic autoimmune disorders, including systemic
lupus erythematosus (SLE), rheumatoid arthritis (RA) and adult onset
Still’sdisease (AOSD),aswellas inmalignancyandinfection.WhensHLH
occursinthepresenceofapre-existingautoimmunecondition, it isdesig-
natedasMAS.MASisahyperinflammatorycondition, inwhichthere isan
uncontrolled activation and proliferation of T-lymphocytes and macro-
phages leading to a cytokine storm, eventually causing multi-organ fail-
ure. Retrospective studies have shown that MAS is under-recognised,
whichhighlightstheneedforgreaterawarenessandunderstandingofthe
condition.
Case description: We present a case of a 39-year-old female patient
with a history of SLE, who presented to A&E with right upper quadrant
pain, pyrexia and lethargy. Two weeks prior to admission she had had a
dental abscess drained and had completed a course of antibiotics for
this. Now she was suspected to have sepsis secondary to cholangiitis as
herCRPwas120 mg/Landherwhitecellcount(WCC)1.7x109/Lwithneu-
trophilsof 1.39x109/L.Her liver function tests were deranged with anALT
of 167 U/L, ALP 417 U/L, bilirubin 101 umol/L and normal renal function.
She was primarily admitted by our surgical team. A CT scan of the abdo-
men and pelvis was performed showing submucosal oedema of the gall-
bladder wall, hepatitis and mild hepato-splenomegaly, but no sign of
cholecystitis. At this point she was transferred to the high dependency
unit and her bloods repeated, which showed the development of pancy-
topeniawithahaemoglobin levelof86 g/L,WCCof1.2x109/Lwithneutro-
phils of 0.91x109/L and platelets of 39x109/L. Her liver function had also
continuedtoworsen.WithherSLE,shewasnormallyonazathioprineand
hydroxychloroquine and these were stopped. She was commenced on
intravenousantibioticsforneutropenicsepsisandoxygen,asabloodgas
results revealed a type-1 respiratory failure. She was reviewed by the
intensivists at this point who agreed for the transfer to ITU. Once in ITU, it
was decided to inform the rheumatology department and our consultant
was contacted. We asked for an urgent ferritin level and LDH to be per-
formed, and this revealed a ferritin level of 23333 ug/L and an LDH of
576 U/L. She was also found to have a hypo-complementaemia, and her
CRP was high at 62 mg/L with a near-normal ESR of 14 mm/h. She was
diagnosedwithsuspectedMASafteranH-scorewasperformedshowing
an 85% probability of the diagnosis being MAS and immediately was

given750mgsof IVmethylprednisolone.Bloodgasresultsnowshoweda
type-2respiratoryfailureandshewascommencedonnon-invasiveventi-
lation. A CT thorax was requested which revealed bilateral lower lobe
consolidations with small effusions. She was changed to broad-
spectrum antibiotics and she was set for three doses of IV methylpredni-
soloneintotal,withaswitchtoIVhydrocortisonethereafter.Hercondition
continued to deteriorate in ITU, and shewas now intubated and requiring
vasopressorsupport. Her blood testsshowed apersistent pancytopenia
and a ferritin elevated to 53616 ug/L. A discussion with the haematolo-
gists to perform a bone marrow biopsy then occurred, who then pro-
ceeded with this procedure. She was also given blood and platelet
transfusions. Unfortunately the patient’s condition had deteriorated,
resulting inprogressivemulti-organfailureandleavingnoroomfor further
specific therapeutic approaches, such as anakinra or etoposide. Finally,
shesadlypassedaway.Thebonemarrowaspirate laterconfirmedpromi-
nenthaemophagocytosis inkeepingwiththediagnosisofMAS.
Discussion:DiagnosingMAScanbedifficult,and initialbloodresultsare
vital. A persistently highCRP incombinationwith anormal ornearnormal
ESR with thrombocytopaenia in a febrile patient are the early signs of an
active rheumatological condition. Other features such as a raised D-
dimer, hyperferritinaemia, pancytopaenia, deranged liver function tests,
hypertriglyceridaemia and coagulopathy are characteristic of MAS. A
bonemarrowbiopsycanconfirmthediagnosis in thepresenceofhaemo-
phagocytosis, although this is considered a late feature of sHLH. In our
case the patient had the majority of the cardinal features of MAS, and it is
possiblethat thedental infectionwasthetrigger.MASismostprevalent in
patientswithAOSD,butasSLEismorecommon, therearemorereported
cases of SLE-associated MAS. SLE patients admitted to hospital with
fever were the subject of a large retrospective trial in 2016 applying the
sJIAPRINTOClassificationCriteriaforMAS.Thestudyfoundthatofthese
patients one-third were classified as having MAS, of whom 35% died.
Overall mortality itself for autoimmune disease-associated MAS ranges
from 5% to 39%. The H-score was developed by Fardet et al in 2014,
which integrates nine key clinical and laboratory features of HLH to pro-
duce a probability score of sHLH. Our patient scored 85% on this. At this
point she was commenced on IV methylprednisolone. On reviewing the
current literature, theywouldrecommendgivingahigherdoseof IVmeth-
ylprednisolone than wedid at1gdaily andalso giving IV immunoglobulin,
anakinraoretoposide.
Key Learning Points: Macrophage activation syndrome mortality has
been found to be 39% in some studies, therefore a greater awareness of
this condition is imperative. Further key learning points from this case
include the diagnostic criteria of MAS, calculating the Hscore, and the
currentrecommendedtreatmentprotocol.
Disclosure: V. Kakkar: None. N. Dadiras: None. B. Szebenyi: None. T.
Gillott:None.A.Alvi:None.
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Introduction: Large vessel vasculitis is a rare condition and normally
presents in the context of giant cell or Takayasu’s arteritis. While autoim-
muneconditionsarewell recognised inmyelodysplasia, largevesselvas-
culitis is very rare. We describe an unusual case of a patient with no
previous rheumatological or haematological diagnosis presenting with
aortitis associated with new myelodysplastic syndrome, likely to repre-
sent chronic myelomonocytic leukaemia. This has implications for the
managementofpatientswithlargevesselvasculitis(orotherautoimmune
conditions)whodonotrespondfully to immunosuppression,orwhohave
atypical features.
Case description: A 61 year old man presented to AMU with two weeks
of fever, malaise, night sweats and weight loss. He reported pleuritic
chestpain,shortnessofbreathanddiarrhoea.Therewerenoothersignifi-
cantsymptoms.AsidefromhypertensionandtypeIIdiabetesmellitus,he
was generally well. He had not received previous immunosuppressive
drugs. On initial examination he was pale and appeared systemically
unwell. He had marked peripheral oedema and a purpuric rash on both
lower legs. The remainder of the systemic examination was unremark-
able. Initial investigations showed Hb 78 (130-180g/l), wcc 11.7 (4.5-11 x
109/l), Plt 187 (150 - 450 x 109/l), CRP 384 (<11mg/l), ESR 87 (<10mm/h)
and ferritin 3000 (15-300ng/ml). Of particular note, his monocyte count
wassignificantlyelevatedat4.4 (0.2-0.8x109/l).Albuminwas14(35-50g/
l) and urine protein:creatinine ratio was elevated at 208 (<30mg/mmol).
Creatinine, initial blood film and chest x-ray were normal. He was treated
for presumed underlying infection with broad spectrum IV antibiotics (no
clear source identified), but unfortunately did not improve clinically or
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