
COVID-19 registry showed that rheumatoid arthritis and SLE were the
most prevalent rheumatic diseases, and there was an increased risk in
those who are on moderate to high dose corticosteroids. In patients with
SLE and COVID-19 infection, it is agreed by all the national and interna-
tional rheumatology societies to interrupt their immunosuppressive ther-
apy until the symptoms resolve, especially those with renal involvement
oranactivedisease.Whichisthecaseinourpatient.Luckily,sheresumed
her MMF a month later after a negative PCR and her renal function has
continuedtoimprove.
Case report - Key learning points: Lupus nephritis is a major risk factor
foroverallmorbidityandmortality inSLE. It requiresanearly immunosup-
pressivetreatmentto induceremission.
Randomized clinical trials showed that MMF is at least equally effective
as cyclophosphamide in inducing remission and that it has been associ-
atedwithareducedriskof infectionandamenorrhea. Itseemstobeasuit-
able alternative in women of childbearing age. In patients with
concomitantCOVID-19disease, immunosuppressive therapyshouldbe
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Case report - Introduction: Sarcoidosis is an autoimmune, multi-sys-
tem condition in which the formation of non-caseating, granulomas is a
key histological feature. Clinical presentation can be variable and may
lead to a delay in recognition. Most cases will resolve with minimal or no
intervention. Awareness of the condition and features helps guide long-
term management and as illustrated in cases below, rheumatologists
may often be involved in helping diagnose and coordinate the patient
pathway.
Case report -Case description:A 51-year old femaleex-smokerexpe-
rienced 6 months of fatigue, dry cough, mild exertional dyspnoea,
sweats, mild weight loss and arthralgia after a cholecystectomy. She
described lesions typical of erythema nodosum coinciding with a raised
CRP (58g/L) which later normalised. Other than an elevated serum ACE
(71 U/L), restoftestswerenormal.
Plain chest radiograph was normal but a co-incidental CT abdomen for
non-specific abdominal discomfort showed small volume abdominal
lymphadenopathy. Further imaging showed bilateral mediastinal and
hilar lymphadenopathy. Pulmonary function tests and joint ultrasound
were normal. EBUS sampling (August 2014) excluded malignancy but
confirmed sarcoid granulomas. She briefly required non-steroidals for
arthralgia. Four years later, she is still well with resolution of
lymphadenopathy.
A 41-year old male non-smoker presented with 6 weeks of bilateral heel
pain followed by myalgia, weight loss, headaches, sweats, intermittent
blurred vision, and a non-specific neck rash. He was afebrile with normal
urinalysis, CRPs 24-39 mg/L, CCP, ANCA, ANA negative, (Serum ACE
sample insufficient). Infection screening (including TB) was negative. Slit
lampexaminationwasnormal.
Trans-bronchial sampling of hilar lymphadenopathy seen on imaging
excluded lymphoma but showed granulomas typical of sarcoidosis. The
patient fully recovered within a few months without medication or
recurrence.
A 63-year-old female was referred with ankle pain and swelling after 5
monthsoferythematous legswelling treated initially ascellulitis.Shealso
hadbilateral, intermittent legcrampsandrecent intermediateuveitis.She
waspositive forHLAB27andANA(homogenousspeckledpattern)witha
raised serum ACE (98 U). ANCA was negative, creatinine kinase normal.
Background included treated squamous cell carcinoma and degenera-
tivediscdisease.
Ankleproblemshadresolvedwhenseenpossiblyduetoprednisolone for
uveitis.EBUSsamplingofbilateralhilar lymphadenopathyconfirmedsar-
coid histology. Since commencing azathioprine (50mg) for recurrent
uveitis,shestayswell.
Casereport-Discussion:Sarcoidosis isagranulomatoussystemicdis-
ease thought to be Th-1 mediated but pathogenesis remains unclear.
Heterogeneity in presentation and organ involvement may lead to delays
or missed diagnoses. Like these cases, patients may have one or more
presentationstovariousmedicalspecialitiesbeforealink ismade.
Careful note of antecedent history, current symptoms and examination
findings can point towards a differential of sarcoid particularly if bilateral

ankle involvementor typical skin lesionsarepresent.Erythemanodosum
can occur which the first case had described. Given the smoking and
weight losshistory, thedifferentialofmalignancyhadtobeexcluded first.
Sarcoidarthropathy,asseen in thesecases, typicallypresentsasarthral-
gia, myalgia, or arthritis in either acute or chronic form. Sometimes myo-
pathy and bone involvement are seen though erosive disease is
uncommon.
Cases often have minimal or no respiratory symptoms but chest imaging
canpickupfeaturesincludingbilateralhilar lymphadenopathy(morethan
75% of cases) and less commonly pulmonary parenchymal changes
(nodules,groundglasschanges, fibrosis)orpleuraleffusions.
Most cases will resolve over time with minimal intervention as in the first
two cases. Some require non-steroidal anti-inflammatories. Steroids
mayberequired if therearemore inflammatory featuresaffecting jointsor
other organs. Disease modifying therapies (biologic and non-biologic)
havebeenusedinmorechronicorresistantcases.
Sarcoid may co-exist with or mimic other conditions. In the last case, the
unifyingdiagnosisofuveitis,skinchangesandjoint involvementseemsto
be sarcoid. However, it was interesting that the patient had mixed serol-
ogyandshowedsomefeaturesofaseronegativearthritisprofileasspon-
dyloarthritisandsacroiliitishavebeenreportedwithsarcoidosis.
Rheumatologists are often familiar with features of the condition. Thus,
they can help link symptoms to guide appropriate investigations and fur-
thermanagementwithgoodoutcomes.
Casereport-Keylearningpoints

. Sarcoidosis can have a heterogeneous presentation so may take a
while for diagnosis to be made

. Respiratory symptoms may not be present despite findings on
chest imaging

. Rheumatologists are often involved in diagnosis and treatment
when patients with sarcoid related arthralgia or arthritis type symp-
toms get referred

. Most cases will resolve with minimal intervention

. Early recognition can streamline investigations and management
subsequently improving the patient journey

. In cases with a mixed autoantibody profile, there may be a discus-
sion on whether one or more conditions are present to explain all
the features
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Case report - Introduction: Sarcoidosis is an inflammatory systemic
disorder that is characterised by the formation of immune granulomas.
Lung involvement is seen in about 90% of patients but extrapulmonary
sarcoidosis can be a clinically challenging manifestation. Despite the
majority remitting in three years, a considerable proportion (10-30%)
develop chronic disease requiring continuous treatment. The develop-
mentofextrapulmonarydiseasecanbeprior to,afterorconcomitantwith
pulmonary disease. Although cardiac, ophthalmic, neurological, and
musculoskeletal manifestations have been described elsewhere, testic-
ular involvement remains a rare phenotype of the disease which is poorly
understood.
Case report - Case description: A 36-year old male patient born in
Jamaica, presented in 2017 with unilateral left-sided testicular pain and
enlargement measuring 20 x 16 x 18mm on ultrasound. This was initially
suspectedofmalignancyoranatypical infection.AsubsequentCTchest,
abdomenandpelvisdemonstratednodalevidenceofhilar, internalmam-
mary and mediastinum involvement. Blood tests were unremarkable
other than a raised lactate dehydrogenase (248 IU. mL (NR< 240)), low
testosterone (5.2nmol/L (NR 10-30)) and androgen index (11.6 (NR 25-
90).
The patient underwent an orchidectomy and prosthesis, histological
sampling demonstrated idiopathic granulomatous orchitis with features
consistent of sarcoidosis. Malignancy could be excluded, and the
absence of characteristic histochemical staining patterns favoured sar-
coid to other differential diagnoses. He was efficaciously treated after a
year’s interval with prednisolone, which was gradually weaned from
40mg.
However,eighteenmonths later, thepatient returnedcomplainingofright
testicular pain. Ultrasound showed inflammation and enlargement of the
testicle. PET-CT supported a recurrence of testicular involvement along
with systemic disease involvement including neuropathy. His serum
angiotensin-converting enzyme was raised at 118 IU/L (NR8-52) and
responded similarly to high dose corticosteroid treatment. Additionally,
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an MRI brain showed neurosarcoid in the superior sagittal sinus tracking
alongtherighttransversesinus.
Currently thepatient ismaintainedonsubcutaneousmethotrexate 25mg
disease modifying anti-rheumatic drug (DMARD) monotherapy. He has
diabetes attributed to prolonged corticosteroid use over the last three
years. As a result of his testicular involvement, the patient suffers from
erectile dysfunction and hypogonadism with low testosterone produc-
tion.Chronicpainandneuro-sagittal involvementhavecontributedtodif-
ficulties in achieving treatment targets with increased malaise, fatigue
andpoorcognition allcompoundinghisdisease further.Thishasposeda
challenge as to whether this is due to the disease or the patients use of
cannabisoracombinationof thetwo.
Case report - Discussion: Testicular sarcoid is a rare presentation in
which only around 0.2% of all sarcoidosis cases are diagnosed. The epi-
didymis, vas deferens and testis can all be involved. Presentation can
mimic that of infections such as tuberculosis mycobacterium and malig-
nancy with uni- or bilateral testicular involvement. Challenges arise, as in
this case, when the patient presents with genito-urinary involvement in
the absence of more systemic features which may favour extra-pulmo-
narymanifestations.
The diagnosis and treatment can be difficult, as corticosteroid response
tendstobemosteffectiveathighdosesanddiseasemodifyinganti-rheu-
matic drugs (DMARDs) such as methotrexate have evidence for pulmo-
naryandextra-pulmonarysites.
Our patient developed more systemic features at a later stage. The diag-
nosis was challenging and there was an interval of a year between the
orchidectomy and commencement of steroids. This shows the ongoing
difficulties in diagnosing patients with sarcoidosis and the delays that
occur in treatment initiation.Testicular involvementhascreateddebilitat-
ing symptoms for the patient with chronic pain affecting his ability to sit
and ride his bike for extended periods. Involvement of the other testicle,
ongoing low testosterone production and erectile dysfunction have
poseddifficultdiscussionsaround future fertility. It isencouraging thathe
hasmanagedtowean fromcorticosteroidandmethotrexateseemstobe
controlling the disease quite well. The evidence relating to best possible
DMARD treatment in testicular sarcoid is still scarce and is an interesting
point of discussion. There have been co-existent reports of testicular
tumours in sarcoid, and as most of these patients are seen by surgical
specialties, further work must heighten awareness of sarcoid in this
cohortofpatients.
Case report - Key learning points: We feel this is an unusual presenta-
tion of sarcoidosis; a patient who presented with primary testicular
involvementandispertinent tothetopicofextrapulmonarydiseasemani-
festation. Despite appropriate treatment, he developed recurrence
withintheothertestistwoyears later.
Testicular involvement as a manifestation of extra-pulmonary sarcoido-
sis is rare and difficult to treat. There are limitations in treatment beyond
corticosteroid, although DMARD therapy with methotrexate being fav-
oured in case reports listed elsewhere. It is difficult to differentiate from
malignancyandinfection,andasaresultoftenrequirescompleteremoval
ofthetestisforhistological interpretation.
This can lead to hypogonadism and may affect long-term fertility which
hassignificantpsychosocial impacts forpatients.There isanassociation
between sarcoidosis and the development of co-morbidities which car-
ries significant long-term complications. The relationship between long-
term corticosteroid use and ethnicity in the development of co-morbid-
ities inpatientswithsarcoidosis ispoorlyunderstood.
Medical and surgical specialties that manage most cases involving tes-
ticularmassesmaynotbeawareof thedifferentialssuchassarcoid;clini-
cians may therefore be exposed to a degree of cognitive bias in these
cases.Weproposethisasanexampleto improveframingofsimilarcases
for clinicians in the future. From a patient’s perspective, similar cases
require careful discussion to explore potential management options and
theiroutcomesastheimpactmaybelifechanging.
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Case report - Introduction: Sarcoidosis is a systemic granulomatous
disease without a known aetiology. Patients can be asymptomatic and
do not require treatment. However, for the severe cases of sarcoidosis,
anti-tumour necrosis factor-a (TNF-a) agents have been used in addition
to corticosteroids and disease modifying anti-rheumatic drugs
(DMARDs). Paradoxically, anti-TNF-a treatment has also been shown to

inducesarcoidosis inpatientswithautoimmunediseases, thoughwhat is
knownaboutthepathogenesisof thisphenomenonis limited.Wepresent
acaseof renal sarcoidosisoccurring following CertolizumabPegol (CZP)
treatment inapatientwithpsoriaticarthritis.
Case report - Case description: A 55-year-old Caucasian man pre-
sented to the emergency department in Jan 2020 with a seizure and was
foundtohaveastage3acutekidneyinjury.
Hewasdiagnosedwithpsoriaticarthritis (PsA)atage47andplaquepsor-
iasis at 20. He has no other past medical history. For PsA, he was initially
treatedwith Methotrexate,but thiswas stopped due tonausea.After fail-
ing on sulfasalazine, he was started on Humira (Adalimumab) and low
dose Methotrexate, 10mg weekly. Due to lack of efficacy, he switched to
Benepali (Etanercept) monotherapy. One year later, he was switched to
Cimzia (Certolizumab Pegol) due to worsening disease activity. He was
on the treatment for 7 months before presenting with seizures and renal
failure.
His seizure was caused by uraemia and hypertension secondary to renal
failure. He has severe renal dysfunction (eGFR of 8ml/min/1.73m2), but
low-level proteinuria (uPCR of 47mg/mmol). A renal biopsy was per-
formed which showed features of non-necrotising interstitial nephritis,
with well-formed granulomas & multiple giant cells, consistent with renal
sarcoidosis. InfectionswereexcludedincludingTB.
Hewasstartedonhighdoseprednisolone80mgdaily,amodest improve-
ment in creatinine was observed from 636mmol/L (eGFR 8ml/min/
1.73m2) on admission to 526mmol/L (eGFR 10ml/min/1.73m2) on dis-
charge a week later. He did not require renal replacement therapy during
admission.Thedoseofprednisolone wastaperedover time,he isnowon
10mg per day and his creatinine in April 2020 was 344 mmol/L, (eGFR
16 ml/min/1.73m2).
Currently,hispsoriaticarthritis isundercontrol,andhis latestcreatinine in
July was 293 mmol/L (eGFR 20ml/min/1.73m2), his prednisolone was
reducedfurtherto5mgdaily.
In this case report,we reviewed the evidence on anti-TNF-a induced sar-
coidosis and options for future biologic agent therapy if there were to be
deteriorationofpsoriaticarthritisorflareofpsoriasis.
Case report - Discussion: Certolizumab-induced sarcoidosis is still a
rare,butemergingphenomenon,withanunclearpathogenesis.Of the87
published case reports of anti-TNF-a agent-induced sarcoidosis, 85
were in patients receiving Etanercept, Adalimumab, and infliximab. In
terms of Certolizumab-induced sarcoidosis, a PubMed search using the
terms “sarcoidosis, and Certolizumab”, found only two previously
reportedcases.
In the first case, a 45-year-old Caucasian woman with HLA-B27-positive
non-radiographic axial spondyloarthritis developed severe renal insuffi-
ciency and mediastinal lymphadenopathy following 6 months of
Certolizumab therapy. Renal biopsy showed granulomatous interstitial
nephritis consistent with renal sarcoidosis, and bronchial biopsies
showednon-caseatinggranulomas.Thepatientwastreatedwithpredni-
solone60mgdaily,whichwasweanedover6monthsalongwiththe initia-
tion of Methotrexate and Secukinumab. This combination led to a minor
improvement inheraxialsymptomsandstabilisationofherrenaldisease.
In thesecondcase,a69-year-oldwomanwithrheumatoidarthritisdevel-
oped fatigue, appetite loss and low-grade fever after 6 years of
CertolizumabPegol therapy.Shewasfoundtohavegranulomatousuvei-
tis, bilateral hilar and mediastinal lymphadenopathy, a subcutaneous
nodule on her right knee, and micronodules in the upper lobes of both
lungs. A video-assisted thoracoscopic biopsy showed noncaseous epi-
thelioid cell granulomas consistent with sarcoidosis. Furthermore, a
biopsy of the nodule on her knee showed noncaseous epithelioid cell
granulomas. She received 20mg of prednisolone daily to advantageous
effect, which was then tapered to 10mg daily without recurrence of sar-
coidosis. She was then started on abatacept treatment while further
taperingherprednisolone.
Case report - Key learning points: In these two cases plus this current
case, discontinuation of anti-TNF-a agents with systemic corticosteroid
treatmentresultedintheregressionofsarcoidosis.
One proposed mechanism of Certolizumab-induced sarcoidosis
involves neutralising antibodies, though data on the impact and fre-
quency of anti-drug antibodies in Certolizumab therapy is still unclear.
Eventhe frequencyofanti-drugantibodies inCertolizumabtherapy isstill
unclear, with reported percentages ranging from 3.3% to 25.3%. Anti-
drug antibodies with Adalimumab is thought to be more common with
reported frequency as high as 38.0%, with 21 case reports published
aboutAdalimumab-inducedsarcoidosis.
There are also case reports on Secukinumab (anti-IL17) associated with
onset of sarcoidosis, this is one of the treatment options for psoriatic
arthritisandpsoriasisasperNICEguidance(TA445).Tofacitinibhasbeen
approved by NICE recently (TA543) for PsA, so far, there are no case
reports associated with the onset of sarcoidosis, rather, it has been used
to treat sarcoidosis successfully. Therefore, Tofacitinib seems to be a
potential treatmentoptionforthispatient.
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