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Dear Friends and Colleagues

On behalf of Lupus Academy, it is with great pleasure to welcome you to the Lupus Academy’s† Eastern European Roadshow 
Meeting at Semmelweis University, Budapest (19th March 2016). this meeting is being organised in collaboration with 
professor György nagy, to whom we are very grateful.

these are exciting times for lupus clinicians and scientists as we embark on new frontiers in the diagnosis, management and novel 
treatment targets for lupus. this meeting will include a half-day educational programme that reflects the key issues in lupus diagnosis, 
management and the challenges we face in clinical practice. the educational programme will be delivered through morning plenary 
sessions and afternoon interactive workshops held at the university. 

this meeting will give you the opportunity to meet distinguished clinicians and scientists and, through the sharing of clinical 
experience, develop your knowledge in this fast moving therapeutic area.

we sincerely hope that this meeting will provide you with new ideas for your clinical work, enhanced enthusiasm for collaborative 
research, and fruitful discussions with your colleagues who have an interest in improving patient outcomes in lupus.

we look forward to meeting and talking with you in Budapest.

with kind regards,

Professor György Nagy and the Lupus Academy Steering Committee

Professor Ricard Cervera Professor Andrea Doria
co-chairman 2016  co-chairman 2015

professor thomas dörner, professor richard Furie, professor Bevra Hahn, professor david isenberg, professor munther Khamashta, 
professor roger A. Levy, professor ronald van vollenhoven, professor sandra navarra, professor murray urowitz, professor Zahir 
Amoura

†the Lupus Academy is a long-term initiative dedicated to improving patient outcomes in sLe through an interactive educational 
forum dedicated to sharing best clinical practice through the dissemination and discussion of clinical and basic scientific research 
about sLe and allied diseases

Welcome
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Saturday 19th March 2016 page

09:45 Opening Address György nagy (Hungary), ricard cervera 
(Spain) & Andrea doria (Italy)

Plenary I: Pathogenesis, Diagnosis and Treatment of SLE and APS Moderators: ricard cervera (Spain) &  
Andrea doria (Italy)

10:00 the pathogenesis of sLe, novel data György nagy (Hungary) 8

10:30 diagnostic challenges in sLe and Aps László czirják (Hungary) 10

11:00 new trends in the treatment of sLe Andrea doria (Italy) 12

11:30 new trends in the treatment of Aps ricard cervera (Spain) 14

12:00 discussion

12:30 Lunch (at leisure)

Parallel Case Study Workshops

13:30 Moderator: Andrea doria (Italy)  
Lupus glomerulonephritis  

László Kovács (Hungary) 18

13:30 Moderator: ricard cervera (Spain)  
Haematologic challenges: cytopaenias       

emese Kiss (Hungary) 20

15:00 Meeting Close

Programme
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ricard cervera is co-Founder and Head of the 
department of Autoimmune diseases at Hospital 
clinic, Barcelona. He is also leader of the research 
team on systemic Autoimmune diseases at the 
institut d’investigacions Biomèdiques August 
pi i sunyer (idiBAps) and professor at the 
university of Barcelona where he coordinates the 
masters course on Autoimmune diseases. He 
qualified in medicine in 1983 from the university of 
Barcelona and received his phd in 1988 for his 
thesis on anticardiolipin antibodies. He spent 
2 years at the Lupus research unit at the rayne 
institute, st thomas’ Hospital, London.

professor cervera is an Associate editor of 
the journal Lupus Science & Medicine and is 
on the editorial Boards of 20 medical journals. 
He is coordinator of the european Forum on 
Antiphospholipid Antibodies and of the european 
working party on systemic Lupus erythematosus 
(sLe) (euro-Lupus Group). He is chairman of the 
medical Advisory Board of the catalan Association 
of Lupus patients and medical Advisor to Lupus 

europe. He chaired the 6th and 8th international 
congresses on Autoimmunity, the 1st and 2nd 
Latin-American congresses on Autoimmunity, 
the 5th meeting of the european Forum on 
Antiphospholipid Antibodies and the 8th european 
Lupus congress. 

professor cervera’s research interests include 
clinical and epidemiological aspects of systemic 
autoimmune diseases, particularly sLe and 
antiphospholipid syndrome, with special focus 
on its ‘catastrophic’ variant. He has presented 
over 300 invited lectures and published more 
than 800 scientific papers (H-factor, 60), 
including original articles in the New England 
Journal of Medicine, The Lancet, Annals of 
Rheumatic Diseases, Arthritis & Rheumatism, 
American Journal of Medicine and Medicine 
(Baltimore). He is co-editor of 25 books, including 
‘the Antiphospholipid syndrome’, ‘vascular 
manifestations of systemic Autoimmune diseases’ 
and ‘diagnostic criteria in Autoimmune diseases’. 

Disclosures
Consultant/Advisor: 
GSK 

Professor Cervera is a 
member of the Lupus 
Academy Steering 
Committee, co-Chairman 
of the Lupus Academy 
(2016) and has been 
involved in the planning 
and development of the 
Lupus Academy Eastern 
European Roadshow 
Meeting programme and 
materials.

Professor Ricard Cervera, md, phd, Frcp

Hospital clinic, Barcelona, catalonia, spain

Biographies

László czirják is professor of rheumatology 
and medicine and chief of the department of 
rheumatology and immunology in the university of 
pécs in south-western Hungary. He is involved in 
teaching rheumatology and clinical immunology to 
medical students (in Hungarian and english), and is 
also a regular speaker on postgraduate courses.

in 2005, as a councillor of the european 
scleroderma association (eustAr), professor 
czirják organised the first european League 
Against rheumatism (euLAr)/eustAr educational 
course on scleroderma in Budapest. Between 
2007 and 2011, he was the general secretary 
of euLAr and from 2010 to 2013 he was the 
secretary of eustAr. He is a member of the 
editorial Board of Annals of Rheumatic Diseases, 
Clinical Experimental Rheumatology and the 
Journal of Scleroderma and Related disorders.

Between 2009 and 2014, professor czirják was 
the co-chairman of the immunological committee 
of the Hungarian Academy of science. He is 
the vice president of the Hungarian society of 
rheumatology and a member of the Hungarian 
national pharmacological therapy committee. 

professor czirják’s research interests 
predominantly focus on the investigation of the 
clinical and immunological aspects of systemic 
sclerosis. His research group performs studies 
on the survival, disease activity and other clinical-
epidemiological aspects of systemic sclerosis. 
He is both participant and organiser of several 
international multicentre follow-up observational 
studies in patients with scleroderma. He is 
also performing both experimental and clinical 
systemic lupus erythematosus (sLe)-related 
research, including the investigation of the role of 
complement factors in lupus. He was involved in 
the international task force developing “treat-to-
target” recommendations for patients with sLe.

Disclosures
None

Professor László Czirják, md, phd

department of rheumatology and immunology, university of pécs, Hungary
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Andrea doria is professor of rheumatology and 
Head of the unit of connective tissue disease 
and rare rheumatic diseases, division of 
rheumatology, department of medicine, university 
of padua, italy. 

professor doria received his medical degree and 
qualification in rheumatology from the university 
of padua. He was council member of the italian 
college of rheumatology (crO) between 1999 
and 2005 and a council member of the italian 
society of rheumatology (sir) from 2007 to 2010 
and from 2013 up to now. He is also a member of 
American college of rheumatology (Acr). 

professor doria has organised over ten 
international conferences on autoimmunity 
and was involved as “expert” in the european 
League Against rheumatism (euLAr) standing 
committee for the development of clinical and 
therapeutic recommendations: (1) euLAr 
recommendations for the management of 
systemic lupus erythematosus (sLe)—Assessment 
of the sLe patient (2008–2009); (2) euLAr 
recommendations for the management of sLe 
part ii—neuropsychiatric disease (2008–2009); 
(3) Joint euLAr and european renal Association-
european dialysis and transplant Association 
(euLAr/erA-edtA) recommendations for the 
management of adult and paediatric lupus nephritis 
(2012). professor doria is a member of the Lupus 
Academy steering committee and co-chaired the 
4th Annual meeting held in rome 27th February 
to 1st march 2015. He will also chair the 10th 
european Lupus meeting which will be held in 
venice (italy) 5–8th October 2016.

professor doria is on the editorial Boards of several 
rheumatology and immunology journals, including 
Lupus, Autoimmunity, Clinical and Experimental 
Rheumatology, Autoimmunity Reviews, Journal of 
Autoimmunity, Experimental Biology and Medicine, 
Rheumatology Reports, Autoimmunity Highlights 
and Reumatismo (the official journal of italian 
society of rheumatology). 

He has authored over 250 isi publications on 
sLe and other connective tissue diseases. 
these include clinical studies describing new 
manifestations or subgroups of autoimmune 
disorders, prognostic risk factors, diagnostic 
tests and therapeutic interventions, as well 
as immunochemical studies that evaluate 
autoantibodies, epitopes and complementary 
epitopes of autoantigens. in addition, he has 
authored and co-authored three books, over 
90 book chapters and conference proceedings, 
and over 500 abstracts for national and 
international conferences. 

professor doria has long-standing experience 
in the clinical management of patients with 
connective tissue diseases. the unit in which he 
works is a tertiary referral rheumatology centre 
within italy, for the diagnosis and management 
of patients affected with systemic connective 
diseases. in addition, he has expertise in the 
management and follow-up of pregnant patients 
with systemic rheumatic diseases. professor doria 
has also trained over 30 students in rheumatology. 

Disclosures
Consultant/Advisor: 
GSK

Professor Doria is a 
member of the Lupus 
Academy Steering 
Committee, was co-
Chairman of the Lupus 
Academy (2015) and 
has been involved in the 
planning and development 
of the Lupus Academy 
Eastern European 
Roadshow Meeting 
programme and materials.

Professor Andrea Doria, md

university of padova, italy

Biographies
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emese Kiss is Associate professor of medicine, 
rheumatology and clinical immunology at 
semmelweis university, Budapest, Hungary.

professor Kiss is currently the Head of the 
clinical immunology, Adult and paediatric 
rheumatology department at the national institute 
of rheumatology and physiotherapy, Budapest, 
Hungary. 

Graduating from the medical school of the 
university of debrecen, Hungary she worked at the 
3rd department of internal medicine, medical and 
Health sciences centre, university of debrecen. 

professor Kiss completed her phd thesis on 
“the importance of complement receptor 1 
expressed on lupus erythrocytes”. After passing 
her “habilitation” examination in 2004, with a thesis 
entitled “chronic organ damage and co-morbidities 
in systemic lupus erythematosus”, she became an 
examiner, reviewer and consultant for phd theses, 
and now actively participates in graduate and 
postgraduate education. she has worked in her 
current position since 2007. 

in 2014, after successfully defending her thesis 
on “clinical and experimental experiences in 
systemic lupus erythematosus (sLe)” focusing 

László Kovács is Associate professor and director 
of the department of rheumatology at university of 
szeged, a regional centre of systemic autoimmune 
diseases and inflammatory rheumatic diseases in 
south-east Hungary. Graduating from the university 
of szeged in 1991, he went on to specialise 
in internal medicine, rheumatology, clinical 
immunology and nephrology during his clinical 
career at the 1st departments of internal medicine 
and rheumatology at university of szeged, and in 
the county Hospital in székesfehérvár, Hungary.

on accelerated atherosclerosis, associating 
antiphospholipid syndrome (Aps), osteoporosis 
and malignancies in sLe patients, professor Kiss 
became a doctor of the Hungarian Academy of 
sciences. 

Her research activities are related to clinical 
aspects and molecular mechanisms of systemic 
autoimmune disorders, especially sLe, Aps 
and vasculitides. she has published 178 full text 
articles and 38 book chapters, and has 370 impact 
factors, 2582 citations and 14 grants to date. 

professor Kiss is a member of the jury of the 
Hungarian scientific research Fund and also 
of the evaluation committee of the Bólyai 
scholarship. she is member of the editorial Boards 
of two national medical journals, a reviewer of 
some international papers, General secretary 
of the Hungarian reproductive immunology 
society, secretary of the Hungarian Association 
of rheumatologists, and Board member of the 
Hungarian college of clinical immunology and 
Allergology. professor Kiss has participated in 
euLAr/escisit lupus projects, and also in the 
work of the eurO pHOspHOLipid project Group. 
possessing a Good clinical practice certificate, she 
has been principal investigator in several clinical 
trials. 

professor Kovács completed his phd thesis 
on autonomic nervous system dysfunction in 
sjögren’s syndrome in 2004. His major current 
clinical interests are systemic lupus erythematosus 
(sLe) and systemic vasculitides. His research 
activities relate to t-cell dysfunction in sLe and 
predictors of long-term response to biological 
therapies in rheumatoid arthritis. the department 
of rheumatology in szeged is a member of the 
precisesAds european multinational consortium 
for the research on a detailed characterisation 
of the molecular pathogenesis of systemic 
autoimmune diseases.

Disclosures
None

Disclosures
None

Associate Professor Emese Kiss MD, phd

department of rheumatology and immunology, semmelweis university, Budapest, Hungary

Associate Professor László Kovács, md, phd

department of rheumatology, university of szeged, Hungary
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Biographies

György nagy is Associate professor of medicine, 
rheumatology and immunology at semmelweis 
university, Budapest, Hungary. 

professor nagy is currently the secretary General 
of the Hungarian Association of rheumatologists 
and a member of the european League Against 
rheumatism (euLAr) standing committee 
on investigative rheumatology. He is also a 
member of the Faculty of 1000 medicine/clinical 
immunology and rheumatology Board and is 
editorial board member of several international 
and Hungarian scientific journals. He has been 
the principal investigator or co-investigator of 
many Hungarian and international research 
grants and has served as abstract reviewer for 
numerous international meetings including the 

American college of rheumatology (Acr) and 
euLAr. in addition, he has co-organised several 
national and international meetings, including the 
congress on controversies in rheumatology & 
Autoimmunity (cOrA), the european workshop for 
rheumatology research (ewrr), the european 
society for clinical investigation (esci) and the 
semmelweis symposium. 

professor nagy’s research interests focus on 
molecular mechanisms of autoimmune diseases, 
with a special interest in the role of nitric oxide and 
reactive oxygen intermediates. He also studies the 
role of extracellular vesicles in the pathogenesis of 
various autoimmune diseases. He has co-authored 
more than 150 scientific publications.

Disclosures
None

Associate Professor György Nagy MD, phd, dsc

department of rheumatology and immunology, semmelweis university, Budapest, Hungary
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Notes
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Abstracts

The pathogenesis of SLE, novel data

Plenary I: pathogenesis, diagnosis and treatment of sLe and Aps Moderators: professor ricard cervera 
(spain) & professor Andrea doria (italy)

systemic lupus erythematosus (sLe) is a chronic 
autoimmune disease characterised by production 
of antinuclear autoantibodies and multifarious 
clinical manifestations. Both genetic and 
environmental factors are believed to influence 
the development of sLe. Overproduction of 
pro-inflammatory cytokines, reactive oxygen 
intermediates (rOis) and nitric oxide play a central 
role in the pathogenesis of sLe. the increased 
expression of type i interferon (iFn)-regulated 
genes is well known in lupus and iFn may 

represent new therapeutic target. t-lymphocytes 
of patients with sLe have been shown to be 
activated in vivo and provide help to autoreactive 
B-cells. t-helper 17 cells and cd4+cd25−Foxp3+ 
regulatory t-cells have also been implicated in sLe. 
Altered expression of signalling molecules and 
mitochondrial dysfunction may contribute to the 
altered t-cell activation. the presentation reviews 
recent achievements in the understanding of the 
molecular mechanisms of sLe and highlights the 
development of novel therapies.

Associate Professor György Nagy MD, phd, dsc

department of rheumatology and immunology, semmelweis university, Budapest, Hungary

Learning Objectives
At the end of the presentation, participants will be able to:

  recognise the environmental and genetic factors that influence the development of sLe.

  understand the roles of various inflammatory mediators in the pathogenesis of sLe.

  discuss the potential of iFn and t-cell subtypes as therapeutic targets in sLe.

  discuss the recent development of novel therapeutic strategies for sLe.
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Abstracts

Diagnostic challenges in SLE and APS 

Plenary I: pathogenesis, diagnosis and treatment of sLe and Aps Moderators: professor ricard cervera 
(spain) & professor Andrea doria (italy)

systemic lupus erythematosus (sLe) is highly 
variable, systemic autoimmune disease 
characterised by variable, multisystem organ 
involvement and inflammation. confirming the 
diagnosis of sLe is often challenging as we 
lack diagnostic criteria for sLe. the currently 
available classification criteria are useful as a 
basis for diagnosis, although a careful clinical 
judgement is mandatory to make appropriate 
diagnosis and treatment decisions. the most 
frequent clinical symptoms include polyarthritis, 
variable skin symptoms, photosensitivity, serositis, 
antiphospholipid syndrome, lymphadenomegaly, 
nephritis and neuropsychiatric symptoms. 
Leukopaenia, direct coombs antibodies and 
decreased complement levels also contribute to 
the clinical presentation of sLe. detection of anti-
dsdnA and other antibodies (anti-phospholipid, 
-sm, -ss-A) helps in diagnosis and defining 
clinical subsets. Other connective tissue diseases, 
infections and certain malignancies are important 
in the differential diagnosis of sLe. early diagnosis 
and risk assessment is also important, because 
there are substantially different clinical subsets 

with variable outcomes. the prognostic subsets 
of patients depend on the presence of organ 
manifestations, age, gender, ethnicity and social 
circumstances. the treatment strategy may be 
different, and some well-defined subsets require 
long term treatment.

Antiphospholipid syndrome is not a rare disease, 
it is the most common acquired thrombophilia 
with a wide spectrum of clinical presentations. 
venous and arterial thrombotic events and 
morbidity during pregnancy are the most important 
symptoms, and deep vein thrombosis is the 
most commonly reported venous manifestation. 
Other manifestations (cognitive impairment, 
mood disorders, decreased platelet count, 
etc.) can also be present. diagnostic screening 
algorithms which include the detection of the 
different antiphospholipid autoantibodies, and risk 
assessment in the different forms of disease are 
important. classification criteria are available and 
useful, although we lack diagnostic criteria, so a 
careful clinical judgement is mandatory to make 
appropriate diagnostic and treatment decisions.

Professor László Czirják, md, phd

department of rheumatology and immunology, university of pécs, Hungary

Learning Objectives
At the end of the presentation, participants will be able to:

  recognise that sLe is a highly variable, multisystem disorder.

  understand that early diagnosis and risk assessment are important, because there are 
substantially different clinical subsets depending on organ manifestation, age, gender, ethnicity 
and social circumstances.

  identify antiphospholipid syndrome, venous and arterial thrombotic events and morbidity in 
pregnancy as the most important symptoms.

  understand that deep vein thrombosis is the most common venous manifestation.

  Appreciate that whilst classification criteria are available, we lack diagnostic criteria, therefore 
careful clinical judgement is mandatory to make appropriate diagnostic and treatment decisions.
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Abstracts

New trends in the treatment of SLE 

Plenary I: pathogenesis, diagnosis and treatment of sLe and Aps Moderators: professor ricard cervera 
(spain) & professor Andrea doria (italy)

survival of patients with systemic lupus 
erythematosus (sLe) has improved dramatically 
over the last few decades; however, patients 
with sLe still display a four-to-five fold higher 
standardised mortality rate compared with the 
general population.1 persistent disease activity and 
drug side effects, especially with corticosteroids, 
are responsible for increased organ damage, 
which in turn is predictive of more damage and 
death.2 Accordingly, reducing disease activity and 
sparing corticosteroid use are unmet needs in the 
management of sLe patients.3

in meeting these needs, new biologic agents are 
proving to be very promising, since when added to 
the standard of care they appear to reduce disease 
activity and spare the need for corticosteroids. 
Belimumab is currently the only biologic agent 
approved for sLe, following successful completion 
of two randomised controlled trials (rcts) in 
which it met the primary end points and was 
well tolerated.4,5 post-hoc analyses revealed 
that patients with higher disease activity, and 
musculoskeletal and skin manifestations are the 
best responders to belimumab.6 However, these 
indications are not sufficient for optimal use of 
the drug. thus, further data coming from clinical 
practice settings are welcome. conversely, the 
biologic rituximab was not approved for sLe due 
to the failure of two rcts. However, due to its 
effectiveness in open-label studies and registries, 

rituximab continues to be used in daily clinical 
practice in sLe patients with severe and refractory 
manifestations.

in order to optimise disease outcomes, we can 
also use new therapeutic strategies. treat-to-target 
seems to be very promising, with major targets 
including disease remission and low disease 
activity. we know that remission and low disease 
activity are associated with better outcomes and 
prolonged survival.2,7 However, no widely accepted 
definitions of remission and low disease activity are 
available to date.

From a clinical perspective, we can define clinical 
remission as the absence of signs and symptoms 
or urinary and haematological abnormalities due 
to the immune pathways involved in the disease in 
patients who are corticosteroid free and in clinical-
serological remission. in other words, complete 
remission can be defined as clinical-serological 
healing in patients who are free of any treatment. 
However, complete remission is often hard to 
accomplish for the majority of patients with sLe, 
whereas clinical remission without corticosteroids 
or with a minimal dose of corticosteroids could 
be acceptable alternative targets. Low disease 
activity, even with low dose steroids, may also 
be a reasonable target in order to minimise 
development of organ damage.8

References 
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Notes

Learning Objectives
At the end of the presentation, participants will be able to:

  recognise that persistent disease activity and drug side-effects are the two main determinants of organ damage in sLe, 
and that damage is predictive of more damage, worse prognosis and death.

  understand the effectiveness of belimumab in daily clinical practice and recognise the most appropriate patients for 
belimumab treatment. 

  understand the effectiveness of rituximab in daily clinical practice and recognise the most appropriate patients for rituximab 
treatment. 

  recall the different definitions of clinical, or clinical and serological (complete) remission, being aware that prolonged clinical 
and serological remission remain very difficult to achieve.

  understand that clinical remission or even low disease activity with minimal corticosteroid intake is recommended.

  Appreciate that a tight balance between therapeutic harm and benefit has to be provided and that corticosteroid withdrawal 
should be prompt.
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Abstracts

New trends in the treatment of APS 

Plenary I: pathogenesis, diagnosis and treatment of sLe and Aps Moderators: professor ricard cervera 
(spain) & professor Andrea doria (italy)

currently, there is consensus on treating patients 
with antiphospholipid syndrome (Aps) and 
thrombosis with long-term oral anticoagulation, 
and to prevent obstetric manifestations 
with the use of aspirin and heparin. these 
recommendations are based on randomised 
controlled trials and observational studies. 
despite this body of evidence, there are grey 
areas where knowledge is scarce or does 
not exist. in other words, there is a subset of 
patients whose Aps is difficult to manage. some 
examples include patients with “seronegative” 
Aps, those who do not display formal (clinical 
or laboratory) classification criteria for Aps, and 

those with recurrent thrombotic events despite 
optimal anticoagulation. in addition, there are 
those patients with clinical manifestations that 
are not included in the current classification 
criteria, such as haematologic manifestations 
(thrombocytopaenia and haemolytic anaemia), 
neurologic manifestations (chorea, myelitis or 
multiple sclerosis-like lesions), nephropathy 
and heart valve disease associated with 
antiphospholipid antibodies, and those selected 
cases of thrombotic Aps where anticoagulant 
treatment is withdrawn when antiphospholipid 
antibodies have become persistently negative.

Professor Ricard Cervera, md, phd, Frcp

Hospital clinic, Barcelona, catalonia, spain

Learning Objectives
At the end of the presentation, participants will be able to:

  recognise the main unmet needs in the management of the Aps.

  describe the current recommendations for the treatment of thrombotic and obstetric 
manifestations of Aps.

  discuss the alternative options for the management of difficult Aps cases.

  discuss new trends in research on new therapies for Aps.
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Notes
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Saturday 19th March 2016

Parallel Case Study Workshops

Moderator: Andrea doria (Italy)  
Lupus glomerulonephritis 

László Kovács (Hungary)

Moderator: ricard cervera (Spain)  
Haematologic challenges: cytopaenias          

emese Kiss (Hungary)

please note
these workshops will be held in breakout rooms. please follow the appropriate signs/symbols corresponding to the workshops you 
are registered to attend.

Case Study Workshops
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Case Study Workshop

Case study 1
A 28-year-old female, whose symptoms started with convulsions, subsequently developed pleuritis, 
subfebrility, polyarthritis and pancytopaenia. immunoserology showed anti-dsdnA positivity. she was 
started on medium-dose corticosteroids, but pleuritis persisted and nephrotic syndrome developed. renal 
biopsy revealed diffuse global proliferative lupus nephritis, with wire-loop lesions, cellular crescent, loop-
necrosis and full-house immune deposits including anti-c1q positivity. she was treated with high dose iv 
methylprednisolone and iv cyclophosphamide, after which the nephritis went into complete remission. the 
subsequent course was, however, complicated by frequent relapses of pleurits, polyarthritis and general 
weakness, and therefore the maintenance immunosuppressive treatment was changed from azathioprine 
to mycophenolate mofetil. she continued to be asymptomatic with mycophenolate therapy, and the 
corticosteroid dose was tapered to 8 mg/day. After 1 year in remission, mycophenolate was gradually 
tapered off and as disease activity did not recur, she was able to embark pregnancy on chloroquine and 
low-dose corticosteroid therapy. Although a minor relapse occurred during pregnancy, which responded 
promptly to an increase of the corticosteroid dose, she successfully delivered a baby and is doing well 
now.

Case study 2
A 31-year-old female presented with diffuse peripheral oedema, pericardial and pleural effusion, 
hypoalbuminaemia and anaemia. somewhat surprisingly, no significant proteinuria was detected, and 
the cause of the severe hypoalbuminaemia was identified to be protein losing enteropathy, confirmed 
by albumin scintigraphy. Anti-dsdnA, -ssA and -ssB positivity and hypocomplementaemia confirmed 
the diagnosis of systemic lupus erythematosus (sLe). corticosteroid and iv cyclophosphamide therapy 
resulted in the normalisation of the serum albumin level and the resolution of the symptoms. After 
repeated minor relapses on maintenance azathioprine treatment, proteinuria of 1.0-1.7 g/day, microscopic 
haematuria, cylindruria, and moderate renal function impairment (eGFr: 42 mL/min) was noted. renal 
biopsy revealed diffuse segmental endocapillary proliferative glomerulonephritis, which is not typical of sLe 
by itself, but the presence of igG, igm, c3 and c1q, and the exclusion of an infectious background led 
to the diagnosis of lupus nephritis. she was given iv methylprednisolone, followed by oral corticosteroid 
and mycophenolate mofetil therapy. subsequently, the renal parameters and the extrarenal manifestations 
have shown gradual improvement.

Case study 3
A 26-year-old female had been treated for sLe for 8 years. Her previous manifestations included 
photosensitive rash, polyarthritis, pleuritis, pericarditis, raynaud’s phenomenon and fibrosing interstitial 
lung disease. she was positive for anti-dsdnA, anti-sm and anti-u1rnp antibodies, and had very low 
levels of complement-3 and -4. Her past medical history was notable for Little’s disease, hepatitis-c 
carrier state (without active hepatitis) and bronchial asthma. in 2009, she developed nephrotic syndrome 
in association with microscopic haematuria, cylindruria and rapidly deteriorating renal function. Kidney 
biopsy revealed diffuse global proliferative lupus nephritis with fibrocellular crescents. she was treated 
with iv methylprednisolone and cyclophosphamide (corrected for renal function), but kidney function 
initially continued to worsen and dialysis became necessary. she was dialysed for the next 6 weeks, while 
corticosteroid and cyclophosphamide treatment was continued, and the gradual improvement in renal 
function allowed subsequent cessation of dialysis. she was switched to azathioprine and her subsequent 
disease course was free from relapses. Her kidney function parameters improved to the border of normal 
range.

Presenter: Associate professor László Kovács (Hungary)

Lupus glomerulonephritis

Moderator: professor Andrea doria (italy)
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Case study 4
A 50-year-old female was admitted for polyarthritis, raynaud’s and proteinuria of 1.2-2.7 g/day, 
microscopic haematuria and mild renal insufficiency (eGFr: 45 mL/min). she was known to have psoriasis 
for 13 years, and had been previously treated with methotrexate, cyclosporin and anti-tnF agents. Her 
son had lupus nephritis and lives with a transplanted kidney. Her kidney biopsy disclosed membranous 
glomerulonephritis with interstitial fibrosis, full-house immune deposits, and pLA2r positivity, the latter 
suggesting membranous nephropathy secondary to an underlying disease. she was seropositive to 
anti-dsdnA and anti-Annexin-v antibodies. she was also treated with high-dose iv methylprednisolone, 
followed by oral corticosteroid and iv cyclophosphamide pulses (cumulative dose: 4700 mg). in parallel 
with the tapering of the corticosteroids, her psoriatic skin lesions became rather active and widespread. 
Her proteinuria decreased to below 0.5 g/day, and her kidney function returned to normal. As a common 
therapy for both active psoriasis, and membranous lupus nephritis, cyclosporine treatment was initiated. 
Her lupus has remained inactive, but psoriatic lesions have shown only moderate improvement. in 
a further effort to control both diseases, and knowing that anti-tnF is not advised in sLe, she was 
prescribed ustekinumab, an iL-12/23 receptor blocker that has had favourable first results in phase i 
and ii trials with sLe, and is currently licensed for the treatment of psoriasis. Her skin symptoms have 
improved substantially, and her lupus has remained inactive.

Learning Objectives
At the end of the workshop, participants will be able to:

  Know how to manage lupus before and during pregnancy.

  understand the differential-diagnostic work-up of conditions with generalized oedema in lupus.

  understand how to potentially restore kidney function even from dialysis-dependent advanced renal failure.

  Govern the treatment of lupus in the presence of the co-morbidity of a common disease, psoriasis.

Notes
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Case study 1
A 25-year-old female patient presented with lymph node enlargement and fever in 2004. combined 
Chlamydia pneumoniae and Mycoplasma pneumoniae infection was diagnosed, and igA deficiency was 
also evident. the patient responded well to macrolide antibiotic therapy. two years later she presented 
with convulsions requiring carbamazepine treatment. After developing polyarthritis, alopecia, leucopaenia, 
antinuclear antibodies (AnA), anti-dsdnA and anti-c1q antibodies, as well as lupus anticoagulant 
(LAc) positive, her disease was classified as systemic lupus erythematosus (sLe) in 2007. Low dose 
methylprednisolone was prescribed. Her LAc became constantly positive without any thrombotic or 
obstetric complications. due to persistent leucopaenia (wBc 1.5-3.0 g/L) glucocorticoid treatment could 
not be omitted; otherwise the patient was well. during her pregnancy in 2010, low-molecular-weight 
heparin (LmwH) was given, together with aspirin. enormous lymph node conglomeration appeared at 
the beginning of the second trimester and persisted throughout her pregnancy. infections were excluded 
with appropriate examinations and her spleen and liver were normal size. Histopathology confirmed 
immune reactive lymphadenopathy, and excluded lymphoma. the patient responded well to low dose 
glucocorticoid treatment and gave birth, by caesarean section, to a girl weighing 3280 g at the 40th 
week of gestation. in 2012 she consulted for generalised lymphadenopathy with increased lactate 
dehydrogenase (LdH) and a high titre of anti-dsdnA, which was induced by parvovirus B19, and resolved 
spontaneously. Histology findings were similar to previous ones. in december 2014, after an upper airway 
infection treated with cephalosporin, the woman required urgent hospitalisation with profuse epistaxis, and 
vaginal and gastrointestinal bleeding as a consequence of severe thrombocytopaenia. Her platelet count 
was 5 g/L. during the first week, she received 2 mg/kg parenteral glucocorticoid, supportive therapy 
and 3x4 unit platelet suspension. when her platelet count started to increase, glucocorticoid was slowly 
tapered and azathioprine was introduced. red blood cell transfusion was not required. she was able to 
stop steroids within 3 months, and azathioprine within 6 months, but she had to restart azathioprine one 
year later due lupus flare resulting in polyarthritis, fatigue and highly active serology findings. she continues 
to take azathioprine, vitamin d and, for short periods, low dose glucocorticoid, and is in remission.
Points to be discussed:
Differential diagnosis of lymph node enlargement (lupus activity, infection, lymphoma at present). 
Adequate therapy during pregnancy in antiphospholipid-antibody-positive patients without previous 
incidents or clinical manifestations (aspirin+ prophylactic dose LMWH). Risk stratification in aPL Ab 
positive patients. 
Possible causes of leucopaenia in SLE (lupus activity, infection, and carbamazepine therapy at 
present).
Causes of thrombopaenia in SLE, causes of secondary immune thrombocytopaenic purpura (ITP) and 
treatment of acute ITP. 

Case study 2
A 55-year-old woman presented in October 2010 with widespread purpuras as her first presentation 
of severe thrombocytopaenia (platelet 8G/l). Acute infection was initially excluded, but a urea breath 
test disclosed H. pylori. immune serology findings indicated the presence of AnA, anti-dsdnA, anti-
cardiolipin (igG) and anti-ss-A autoantibodies. secondary itp was diagnosed and the patient started 
pulse i.v. methlyprednisolone (500 mg for 5 days) immediately, with supportive therapy including 8u 
platelet concentrate. the appearance of malar rash confirmed the diagnosis of sLe. Glucocorticoid was 
tapered and 2 mg/kg bodyweight of azathioprine was initiated. As the itp relapsed on less than 10 mg of 
glucocorticoid, within 3 months immune suppression was changed to 3 mg/kg bodyweight of cyclosporin 
A in march 2011. this regimen proved to be effective, and the glucocorticoid dose was reduced to 

Presenter: Associate professor emese Kiss (Hungary)

Haematologic challenges: Cytopaenias

Moderator: professor ricard cervera (spain)

Case Study Workshop



S e m m e l w e i S  U n i v e r S i t y  —  B U D A P e S t  —  H U n G A r y  —  1 9 t H  m A r c H  2 0 1 6 23

as low as 5 mg glucocorticoid per day, after which cylosporin A was reduced by 50%. platelet count 
(and LdH level) fluctuated from 60 to 250 g/L. Haemorrhagic complication was not reported. However, 
immune serology data (AnA, adsdnA, ass-A, and acL, ab2Gp) indicated continuous activation of the 
immune system requiring long-standing treatment. in november 2013, 3 years after first admission, and 
with 2 years remission on low dose methylprednisolon plus cyclosporine A, the woman required urgent 
hospitalisation due to severe relapse resulting in fast decline of platelets from 260 to 27 g/L. As an acute 
treatment, she received 1 mg/kg bodyweight i.v. glucocorticoid in combination with 2 g/kg bodyweight 
i.v. immunoglobulin. Fast and significant short-term efficacy was observed, leading to switching back to 
the previous combination of glucocorticoid and cyclosporine A. A lupus flare was identified in June 2015 
based on polyarthritis, thrombocytopaenia with purpuras, and immune serology findings (AnA, adsdnA, 
acL, ab2Gpi, ass-A positivity). the flare responded well to an increased dose of steroid. cyclosporin 
A was replaced by 2 g/day mycophenolate mofetil, which seems to be an effective and well-tolerated 
maintenance therapy. 
Points to be discussed:
Standardised definitions and terminology for persistency and severity of ITP. 
International Working Group criteria for therapeutic response. 
Therapeutic possibilities in chronic secondary ITP (high dose intravenous immunoglobulin, rituximab).

Case study 3
A 31-year-old female presented with facial erythema in August 2003. the dermatologist diagnosed a 
mycotic lesion, pityriasis rosea, but surprisingly it responded well to topical steroids. she was referred 
to a tertiary rheumatology centre, where AnA, and acL (igG and igm) were detected in immune 
serology. undifferentiated connective tissue disease was diagnosed and careful follow-up indicated. 
Anti-ss-A appeared in december 2003, ab2-Gpi together with acL and AnA in February 2004, when 
the disease met the classification for antiphospholipid syndrome (Aps). during a sunny may 2003 
she observed malar rash and photosensitivity, and was positive for LAc and anti-dsdnA complicated 
with hypocomplementaemia. sLe with associated Aps was diagnosed. Aspirin and chloroquine were 
prescribed, but the latter was withdrawn due to concerns of retinal toxicity. direct antiglobulin tested 
positive in 2007, without signs of haemolysis. despite having three types of apL antibodies and also 
being positive for anti-ss-A, her pregnancy with aspirin + LmwH therapy was not problematic, and 
as a result, a boy weighing 2640 g was born at the 38th week of gestation. the patient was in clinical 
remission, free from any immune suppressive therapy, although immune serology showed persistent 
activity. in June 2013 she was admitted to the intensive care unit in unconscious state with hypotension 
due to severe anaemia (Hgb 40 g/L). increased LdH and reticulocyte count, indirect hyperbilirubinaemia 
and direct antiglobulin positivity pointed to autoimmune haemolysis. therapy included a 2-litre plasma 
exchange, 200 mg dexamethasone and 200 mg cyclophosphamide infusions for 5 days, and 1 g/kg 
bodyweight i.v. immunoglobulin. she had become better despite of tapering steroid, and laboratory 
results reflected her improved clinical condition. unfortunately, Clostridum toxin and enterohemorrhagic-
Escherichia coli-negative diarrhoea complicated the situation leading to dramatic decline in haemostasis, 
and also to cns symptoms, such as irritability, hallucinations and feelings of inadequacy. diffuse vascular 
demyelination was detected with mri. renal function and haemostasis parameters were normal. six units 
of appropriately prepared red blood cell suspension was transfused, and rituximab was introduced. After 
four cycles of rituximab, she started with azathioprine as maintenance therapy. until now, neither side 
effects, nor loss of efficacy have been observed. 
Points to be discussed: 
Initiative phase of SLE (autoantibody production, fore-running APS).
SLE classification criteria (without redundancy, only DAT positivity or AIHA can be pointed). 
Various forms of haemolytic anaemias, treatment of AIHA (warm haemaglutinin).

Case study 4
the woman’s sLe started with pleuritis and pericarditis at the age of 25. symptoms included polyarthritis, 
AnA, anti-dsdnA and mild leucopaenia. she had given birth to her baby prematurely. Between 1985 
and 2008 she received only glucocorticoid therapy and her first admission to our centre continued 
treatment. immune serology was also similar. Osteoporosis had developed, so azathioprine was 
introduced and steroid dose reduced. Between 2008 and 2012 she was quite well, but suffered from 
fluctuating polyarthralgia and headache associated with fluctuating antibody titres. she was enrolled to Continued over
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Case Study Workshop
a double-blind, placebo-controlled randomised study in July 2012. in January 2013 as her symptoms 
disappeared, and a declining activity was observed, she continued to participate in the open label 
extension period of the trial. two weeks later after a local trauma a haematoma appeared. it increased 
and spread, involving various parts of her body. complete blood count, including platelets, was normal, 
but c-reactive protein increased. ultrasound could not differentiate between fasciitis and haemorrhage. 
the elongation of partial thromboplastin time was proven, which was corrected by the addition of normal 
human plasma. Fibrinogen was normal and anti-dsdnA was positive in high concentration. specialised 
haemostasic examinations disclosed factor viii deficiency (the activity was below 1%, 19 Bethesda units 
of inhibitor) as the consequence of antibody to factor viii. rescue therapy consisted of novoseven (rfvii), 
Humafactor 8 (fviii) and cyclophosphamide in combination with i.v. 2 mg/kg bodyweight prednisolone. 
complete haematologic recovery was reached within a short period of time. maintenance factor 
supplementation has net been required. Glucocorticoid was highly reduced then omitted. despite not 
taking immunosuppressive therapy, the lupus has not flared. no bleeding complications were observed. 
Points to be discussed:
Mild lupus with one severe flare. 
Differences between bleeding complications. 
Lupus anticoagulant versus clotting factor deficiency. 

Learning Objectives
At the end of the workshop, participants will be able to:

  identify the most important forms and cytopaenias occurring in sLe.

  distinguish mild and severe complications. 

  discuss potential associated diseases.

  discuss adequate treatment modalities.

  Govern the treatment of lupus in the presence of the co-morbidity of a common disease, 
psoriasis.
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