
III antibodies. This antibody is linked with cancer-associated systemic
sclerosis. Patients who are positive have shorter cancer-scleroderma
interval. Anti-RNA polymerase III antibody is unique to scleroderma and
is not found in cancer patients without scleroderma.
Key learning points/Conclusion: The key learning point from this
case was not to forget the paraneoplastic aetiology in patients who
present with rheumatic syndromes. In particular if the symptoms are of
sudden onset or are progressing rapidly/responding poorly to therapy.
There is only a small number of cases reported in literature of paraneo-
plastic systemic sclerosis. Furthermore, the importance of anti-RNA
polymerase III antibody testing in scleroderma patients. If positive, it is
important to be aware that those patients have >4-fold increased risk
of cancer occurring within 2 years of scleroderma onset. It is therefore
vital to look for any signs/symptoms during their routine follow-up
appointments at rheumatology clinics.
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Kingdom

classic rheuma-
It is now well

recognised that there are a magnitude of different antibodies, beside
the typical anti-Scl-70, anticentromere or anti-RNA polymerase III, that
can be associated with systemic sclerosis however in 5-10% of cases
all antibody tests are negative, yet the patient still displays characteris-
tic clinical features of the disease. We need to ensure such patients are
correctly diagnosed, followed up and managed.
Description/Method: This case looks at the uncommon presentation
of systemic sclerosis without any positive antibody results. I consulted
with a 53-year-old male with a past medical history of hypertension,
type 2 diabetes, GORD, hypothyroidism, depression and hyperlipidae-
mia. He had previously been seen in the rheumatology clinic with cost-
ochondritis and Raynaud’s phenomenon. At this time, he had antibody
tests which were all negative (ANA and ENA). He had nailfold capillaro-
scopy which showed some concerns with widening of capillaries in
areas and some linear haemorrhages. This was felt to not be diagnostic
of Systemic sclerosis but advised continued follow up and repeat tests.
Unfortunately, he failed to attend a subsequent clinic appointment and
was lost to follow up. He was referred back to the Rheumatology
department in 2021 with worsening symptoms of Raynaud’s. At this
time he also described symptoms of reflux and dysphagia. He was suf-
fering from generalised fatigue and pains. On examination he had tight-
ening of the skin on his hands and was prayer sign positive. His
antibody tests were repeated, again all coming back negative. We then
arranged for repeat nailfold capillaroscopy and thermographic testing.
This showed very little rewarming after cold challenge with delay even
at 30 degrees. The nailfold capillaroscopy showed generalised widen-
ing of the capillaries with occasional distortion and tortuosity. There
were multiple linear haemorrhages. This study was reported showing
definite abnormality in keeping with a diagnosis of systemic sclerosis.
Discussion/Results: This highlights the rare but now well recognised
phenomenon of antibody negative systemic sclerosis which makes up
around 5-10% of cases. It also shows how nailfold capillaroscopy can
be a key tool in diagnosing this, and the features to look out for in order
to do so - capillary widening, haemorrhage and loss of architecture.
The case demonstrates some of the more common features of anti-
body negative systemic sclerosis including a higher proportion of male
patients and prominent GI features. There are generally less severe
vascular features including pulmonary hypertension and telangiectasia,
with Raynaud’s less often leading to digital ulcers and pitting. In this
case we suggested uptitration of his nifedipine to try and help control
his Raynaud’s symptoms. Given the significant GI features this patient
was experiencing we referred him on for further evaluation by the gas-
troenterology team. I think some aspects of this case were blurred by
his comorbidities, especially diabetes, and some of his skin disease
and pains were attributed to this. However, with hindsight and seeing
how his symptoms progressed, I think we could question if more could
have been done earlier in the course of this patient’s disease - maybe
when the initial abnormal, if not diagnostic, capillaroscopy results were
available. Unfortunately, the patient not attending further clinic appoint-
ments reduced the opportunities to do this, but this also raised a good
question about how we try to ensure patient engagement and deal with
patients who don’t attend follow up.
Key learning points/Conclusion: This was an excellent case for us to
be able to learn about systemic sclerosis and the spectrum of disease it

encompasses. It was interesting to learn about the different features
and presentations of the disease, and how these different phenotypes
correlate to certain antibodies classically being present, or as in this
case, not present. It also enabled me to consider how we manage com-
plex patients with multiple comorbidities and variable compliance. I
feel that this conference would allow us to learn from other complex
cases and how to best manage patients with similar issues, including
systemic sclerosis, prominent pain issues, and gastrointestinal issues
within rheumatology.
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EVOLVING INTO AN OVERLAP SYNDROME WITH SYSTEMIC
LUPUS ERYTHEMATOSUS AND PYODERMA GANGRENOSUM
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Introduction/Background: Systemic sclerosis is an autoimmune con-
dition characterised by fibrosis of the skin and internal organs. A con-
siderable number of patients with systemic sclerosis may present with
symptoms of other connective tissue disorders over time. The onset of
overlap syndromes affects management and prognosis. We present a
case of a 46-year-old man with limited cutaneous systemic sclerosis
who presented with significant proteinuria secondary to lupus nephri-
tis, and non-healing leg ulcers secondary to pyoderma gangrenosum,
a condition that is rarely associated with SLE or systemic sclerosis. To
our knowledge there are no published reports of SSc-SLE-Pyoderma
Gangrenosum Overlap.
Description/Method: In 2004, a 28-year-old Black man presented to
the rheumatology clinic with a history of Raynaud’s phenomenon, digi-
tal ulcers, sclerodactyly and widespread telangiectasiae. He was ANA
(nucleolar pattern), anti-Ro and anti-Jo1 positive, however he did not
have clinical features of Sjogren’s syndrome or anti-synthetase syn-
drome. He was diagnosed with limited cutaneous systemic sclerosis
and managed with Nifedipine and Sildenafil. Over the next decade of
rheumatology clinic monitoring he did not develop pulmonary hyper-
tension or organ involvement.
In 2018, he was admitted to hospital with a pulmonary embolus and
had a negative thrombophilia screen and antiphospholipid syndrome
screen. Immunology revealed new autoantibodies: anti-Smith, Anti-
U1RNP and anti-dsDNA.
In 2021, aged 46-years, he was admitted to hospital with a large, painful
punched-out ulcer on his left medial malleolus that was rapidly expand-
ing. In addition, he had noticed significant weight loss and breathless-
ness on minimal exertion. He was hypoalbuminemic (albumin ¼ 30g/l
[35-52] ) with proteinuria (urine protein:creatinine ratio 150mg/mmol),
however his creatinine and eGFR were normal. Immunology was
unchanged. He had hypocomplementenemia. He was ANCA and
Cryoglobulin negative. CT chest-abdomen-pelvis showed small pleural
effusions but no malignancy or infection. Echocardiogram showed a
small pericardial effusion with normal pulmonary artery pressures.
Vascular doppler scans showed normal arterial circulation in his lower
limbs. Microbiology reported a significant growth of Pseudomonas
Aeruginosa from the leg ulcer swab and the skin biopsy showed neu-
trophilic infiltrates in the dermis, consistent with pyoderma gangreno-
sum. Renal biopsy was consistent with lupus nephritis class III and V.
In-patient management included a course of antibiotics for the
Pseudomonas Aeruginosa infection followed by oral Prednisolone and
Mycophenolate Mofetil for lupus nephritis. The proteinuria has resolved
and the left leg ulcer has reduced in size however he has developed
new ulcers on the right leg which are being treated at present.
Discussion/Results: Overlap connective tissue disorders are well rec-
ognised in rheumatology. This patient initially presented with features
of limited cutaneous systemic sclerosis (Raynaud’s phenomenon, digi-
tal ulcers and sclerodactyly). Limited cutaneous systemic sclerosis is
typically associated with anti-centromere antibodies, but it can also be
associated with nucleolar staining pattern of ANA or anti-Ro antibodies,
which was seen in this patient. On presentation with a pulmonary
embolus in 2018, his antibody profile showed anti-dsDNA, anti-Smith,
anti-U1RNP, low complements although he had no clinical features
suggestive of SLE. When he later presented with a leg ulcer, he had
serositis and a raised protein-creatinine ratio, more consistent with
SLE. He was normotensive and had a normal creatinine, which would
go against a scleroderma renal crisis, and indeed the renal biopsy con-
firmed lupus nephritis. The incidence of overlap between SLE-SSc has
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been found to be 8.4% to 14.4% in some studies. Previous studies
have shown that patients with SLE-SSc overlap have less frequent skin
manifestations whereas our patient had florid telangiectasiae.
Pyoderma gangrenosum is an uncommon ulcerative skin disease
which has a well-recognised association with inflammatory bowel dis-
ease but it can also be seen with autoimmune rheumatic diseases. It is
rarely seen with SLE and limited systemic sclerosis and has not been
reported with an overlap syndrome. It is important to exclude chronic
vascular ulcers, pyodermatitis and non-infectious aetiologies like vas-
culitis. Vasculitis was an important differential diagnosis in this case, as
the leg ulcers emerged at the same time as lupus nephritis. Vasculitis
was excluded as a diagnosis based on the biopsy and immunology
reports. This case demonstrates an uncommon association between
pyoderma gangrenosum with an SSc-SLE overlap syndrome.
Pyoderma gangrenosum responds well to systemic steroids or immu-
nosuppressants, therefore it is unusual that the leg ulcers are progress-
ing. He has been referred for further investigations.
Key learning points/Conclusion: Limited cutaneous systemic sclero-
sis is characterised by calcinosis, Raynaud’s phenomenon, oesopha-
geal dysmotility, sclerodactyly and telangiectasiae (previously known
as CREST). It’s association with anti-centromere antibodies is well rec-
ognized, although studies have shown that it is only positive in 20-30%
of patients with limited SSc. It is important to remember that limited
SSc may be only ANA positive, but can also be associated with other
auto-antibodies, including anti-Ro, as highlighted by this case.
An overlap syndrome is defined as a disease complex when the classi-
fication criteria for two different connective tissue diseases are
satisfied. The diseases may present simultaneously or at different time
points in the patient journey, as is the case with this patient who was
diagnosed with SLE almost 2 decades after his initial diagnosis with
limited cutaneous systemic sclerosis. Among scleroderma overlap
syndromes SSc-SLE is the second most common after SSc-
polymyositis. This case highlights the importance of repeating the
serology when the clinical phenotype changes. It is beneficial to recog-
nise overlap syndromes as they require alternative treatment strategies
and early intervention improves prognosis.
SSc-SLE overlap syndrome demographic data shows predominance
in female patients; patients of South and East Asian ethnicity and
patients with disease onset at a young age.
SSc-SLE clinical manifestations include musculoskeletal disease
(62.5%) and limited cutaneous systems sclerosis (32.2%) with lung and
cardiac involvement being reported in young patients.
Pyoderma gangrenosum is usually diagnosed after excluding infectious
and noninfectious causes of cutaneous ulcers. Diagnosis requires a skin
biopsy showing inflammatory neutrophilic infiltrates in the dermis or a
response to steroid therapy. It is important to recognise this condition early
so that clinically appropriate treatment is initiated and prognosis improves.
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The nature of the cardiac involvement is rare and has required exten-
sive input from the cardiologists. His gastrointestinal symptoms have
been very troubling and are still not fully controlled. The Raynaud’s con-
tinues to be problematic, but treatment is confounded by his ongoing
cardiac issues. He has tried multiple DMARDs and is currently receiving
Rituximab.
Description/Method: We present the case of a 63 year old gentleman
with a diagnosis of diffuse systemic sclerosis with overlap myositis. He
presented in 2016 with arthralgia, myalgia, sclerodactyly and
Raynaud’s with digital ulceration. He is positive for Mi-2b and PM-Scl-
75 antibodies. He was initially treated with methotrexate (oral and sub-
cutaneous) and high dose prednisolone.
In 2019 he developed dyspnoea and bradycardia. Cardiac MRI sug-
gested underlying scleroderma with non-ischaemic dilated cardiomy-
opathy. He also developed atrioventricular block, and required

implantation of a cardiac resynchronisation device and defibrillator.
Left ventricular ejection fraction has consequently improved from 30-
35% to 40-45%. Pulmonary artery pressures are normal.
His scleroderma and muscle weakness were also deteriorating and he
was subsequently given six pulses of IV cyclophosphamide followed
by mycophenolate mofetil for maintenance. A muscle biopsy in 2019
confirmed necrotising myopathy with chronic neurogenic change.
He also noted worsening dysphagia, heartburn and bloating and was
admitted in 2020 with aspiration pneumonia. OGD and colonoscopy
proved gut dysmotility and small intestinal bowel overgrowth was sus-
pected. These symptoms improved significantly whilst he was an in-
patient on co-amoxiclav. Gastroenterology advised regular Rifaximin
and Omeprazole. He also has mild basal interstitial lung involvement.
He was reviewed remotely by the Royal Free in July 2020.
In August 2020 he had two pulses of Rituximab for a flare of myositis.
This was repeated in 2021. His creatinine kinase has normalised and he
has responded well. His most recent Modified Rodnan Skin Score is 9
and muscle power 4þ/5 in the proximal muscle groups. His skin, myo-
sitis and gastrointestinal symptoms have all improved.
Ongoing symptoms include dyspnoea for which he is awaiting an up to
date ECHO and troubling gastrointestinal symptoms with recent video
fluoroscopy showing moderate oropharyngeal dysphagia and a barium
swallow showing mild to moderate aspiration with appearances of sig-
nificant oesophageal dysmotility.
Discussion/Results: Overall, the combination of symptoms present
with the mixed scleroderma and myositis picture makes this an inter-
esting case. The presence of two antibodies and the truly mixed picture
that the patient presents has provoked many management challenges
but has perhaps resulted in a wider variety of treatments for instance
being able to offer Rituximab. Our team has only recently been involved
in the patients care given a recent move to the area and so only very
recent management decisions have been made by us with the guid-
ance of the Royal Free.
The transfer of care for these patients can be challenging given the
often complex histories and previous treatments and it has highlighted
that we need extra time to assess patients such as these in our clinics
especially when first getting familiar with them. Trying to engage all rel-
evant specialities in a timely manner particularly more recently over the
pandemic has proven to sometimes be difficult. As rheumatologists we
often find ourselves overseeing many treatments and guiding patients
to other specialities.
This case highlights many points for discussion. The severe multi-
organ involvement has been very difficult to manage. The cardiac
involvement has been serious and warranted pacing and resynchroni-
sation therapy. Breathlessness continues to be an issue for the patient.
Whilst the cardiologists are managing his cardiac failure medically
there have been issues regarding the co-prescription of Entresto and
Sildenafil as the patient suffers with hypotension. Bisoprolol clearly
caused a worsening of his Raynaud’s and had to be switched. It is hard
to know how to balance these issues going forwards.
The oesophageal dysmotility is of concern and given he has already
had one serious admission with aspiration pneumonia is perhaps the
most disconcerting.

points/Conclusion: I believe the overarching learning
this case relates to the importance of the MDT. The increas-

nature of connective tissue disorders with the potential
almost any organ system means as rheumatologists we must

very open minded to patients developing new symptoms
early referral to the appropriate speciality.
main learning point, which leads on from the first, is that

recommended by various specialities complement
and it can be a very difficult balancing act to achieve the

for the patient.
is that over time a range of DMARDs will often be required to

treat these patients who require multiple treatments and are very prone
to relapse. Constant monitoring and easy access to services is essen-
tial to the good care of these patients. This has not always been easy
over the pandemic.
I would like to discuss further management options for the gastrointes-
tinal involvement which seems to impact greatly on the patients’ quality
of life. It is, however, not only this which is concerning. Given the
patients risk of aspiration, with his prior hospital admission and high
level of immunosuppression, could his oropharyngeal dysphagia be
the most concerning manifestation to date?
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