THE SYSTEMIC LUPUS INTERNATIONAL COLLABORATING

CLINICS (SLICC) GROUP

VOLUME 6, ISSUE
SPRING 2011

SLICC INTERNATIONAL
INCEPTION COHORT STUDY OF SLE

A YEARLY NEWSLETTER FROM YOUR PARTNERS IN LUPUS RESEARCH

BACKGROUND

The Systemic Lupus Erythematosus International Collaborating Clinics (SLICC) is an international group

of rheumatologists and lupologists who have been working together on lupus research since 1991. They
have collaborated to develop standardized outcome measures so that physician-researchers can better
measure and describe the course of lupus and its response to new therapies. These outcome measures
are now widely used by lupus researchers throughout the world and allow comparisons of patient groups

among centres.

REGISTRY FOR ATHEROSCLEROSIS
It is known that women with lupus develop coronary artery IN THIS ISSUE:

disease (atherosclerosis of the coronary arteries) at a higher

rate and at an earlier age than the general public. In addi- SITES FROM AROUND THE WORLD
tion, women with SLE develop clinical conditions such as

heart attack and angina up to five times more often than the PARTICIPATION CHANGES
general public.

UPDATE ON RECRUITMENT
The SLICC group has developed the Registry for Athero-

sclerosis (SLICC-RAS) with the goals to: WHAT WEVE LEARNED SO FAR

. Study the prevalence and nature of early atherosclerotic
NPSLE STUDY

coronary artery disease (CAD) in lupus

 To identify related risk factors and to look at the contri- FUTURE PLANS

bution of disease and therapy to the presentation of

these risk factors CONTACT YOUR
RECRUITMENT SITE

o Develop intervention studies to Change risk factors for
the development of CAD including educational pro-

FUNDING
grams and possible drug therapies.
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SLICC RECRUITMENT SITES FROM AROUND THE WORLD

The SLICC Registry is a
multinational study with
sites all over the world.
As a participant in this
study, you join 1663 oth-
er lupus patients from 11
countries and 33 centres
around the world.

We are very thankful
to you and the time
you have contributed
to participate in this
study.  We are one step
closer to answering im-
portant research ques-
tions regarding lupus and

CAD.
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NEW CHANGES TO YOUR

PARTICIPATION !

We believe the SLICC registry for Atherosclerosis in lupus is an extremely important resource to aid in

the understanding of lupus and heart disease. We also recognize the registry should be maintained as a

long term resource that can be accessed by SLICC clinician scientists to continue lupus research.

Our original goal for the registry was to enroll 1650 patients and follow these patients for a 10 year peri-

od. We are happy to report that many of you are just beginning to reach the 10 year follow-up mark. We

have now extended our follow up from 10 years to as long as you wish to participate. We believe the data

collected on patients from diagnosis onwards provides a wealth of information for lupus researcher. Ex-

tending the follow up period will allow us to study risk factors and outcomes throughout the entire

course of your disease.

We also increased our recruitment goal from 1650 participants to 1800 participants. The SLICC group

hopes to reach the new recruitment target by the end of 2011.
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PATIENT REMINDERS

Please stay in touch. ..

The SLICC study is designed to follow participants for their entire lifetime, and a lot can change in a life-
time! Please be sure to provide your participating rheumatologist with updates if you move or change
your phone number so you can be reached when it is time for your annual follow up visit. If you have
moved too far away to attend your annual follow-up visit at your recruitment site, we would still appre-
ciate being able to contact you by telephone to collect information.

ACTIVITIES TO DATE

The following table provides some descriptive features of the 1663 SLICC participants enrolled:

Number of Female Participants 1486 (89%)

Race (%)

Caucasian / Black / Asian / Hispanic / Other 49716716 /1574

Average Age at Lupus Diagnosis 35
Marital Status (married or common-lavv) 756 (45%)
Education (Post secondary) 1024 (62%)
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WHAT WE
HAVE LEARNED SO FAR

SLICC Members have been working hard to answer many research questions using the information
collected in the first 8 years of follow-up. To date we have published 8 manuscripts in Scientific Jour-
nals. We have included a summary below of some of the new research findings that were presented at
the National Scientific Meeting of the American College of Rheumatology (ACR) and International

Lupus Meetings that took place in 2010.

Differences in Risk Factors by Ethnicity and
Country of Residence

Although lupus can affect anyone, it is known that people
from certain ethnic groups are at a higher risk to develop lu-
pus. It is also known that the severity of lupus varies among
different ethnic groups. The SLICC group wanted to look at
how ethnicity and country of residence would influence the
presence of lupus and heart disease risk factors.

A total of 1593 SLICC patients were studied. It was found
that disease activity was higher among Asians and Hispanics
and also in the countries in which they are a majority. It was
also demonstrated that metabolic syndrome (a diabetic like
state) was higher in Mexican and Hispanic patients. Hyper-
tension did not show any differences according to patient
country of residence, but was highest among Black patients.
Permanent damage related to disease was not related to eth-
nicity, but was found to be higher in the United States as
compared to other countries.

The differences in the presence of lupus and heart discase
risk factors among different lupus patient populations may
allow researchers and treating physicians to be more aware of potential risk factors for their patients.
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Risk Factors Associated with
Survival and Mortality

Another study was presented at the ACR regarding the survival and
causes of death among lupus patients. Over a 10 year period of fol-
low up on 1593 SLICC patients, it was found that survival im-
proved drastically. The small amount of deaths that did occur in the
first 10 years of observation were caused by heart disease, lupus and
sepsis (the presence of bacteria or poisons in the blood).

There were some differences seen among the patients that survived
in comparison to the patients that died. In the patients that survived
it was demonstrated that they were younger at the age of diagnosis
of lupus, had no history of heart disease and had used a smaller
amount of steroids and immunosuppressive drugs. We hope these

noted differences in survival and mortality of lupus patients will
help treating physicians improve patient care by identifying preventative therapies that can be tailored to
individual patients.

Description of Atherosclerotic Vascular
Events Over an 8 Year Period

A large number of SLICC participants have now reached the 8 year
follow up mark. This has allowed us to begin to look at long term out-
comes associated with heart disease. At the most recent ACR meet-
ing, material was presented regarding the number of vascular
(arteries, veins and capillaries that carry blood to and from the heart)
events that took place in the SLICC patient population within the first
8 years after diagnosis.

In the first 1593 patients 134 vascular events occurred in 96 patients.
These events included: heart attack, angina, heart failure, stroke,
pacemaker insertions among other events. Just under half of these
events were due to atherosclerosis.

Comparisons were made between patients who had atherosclerotic
events to patients that did not. We found that patients who had vascu-
lar events due to atherosclerosis were more likely to be male, older

age at diagnosis, more frequently obese and often had hypertension.
These finding may help physicians develop treatment plans that can be catered to patients that might be
in these higher risk groups. Further research is required to look at what treatment options may work
best for these patients.
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Neuropsychiatric Systemic Lupus
Erythematosus (NPSLE) SLICC Study

Involvement of the nervous system by SLE is a concern for many patients with lupus. Although well rec-
ognized, there are many unanswered questions about this aspect of lupus. For example, how common are
nervous system events and how many of them are due to SLE, do they become more frequent over time,
how do they impact on quality of life, can they be predicted and what is the best treatment are all areas
requiring further research. These and other questions are being studied within the NPSLE SLICC study
which is coordinated by Dr. John Hanly and his research team at Capital Health and Dalhousie University
in Halifax, Nova Scotia. Since 2002 this study has received funding from the Canadian Institutes of Health
Research and has the following objectives:

e To determine the frequency of overall NP events in SLE patients and to determine which ones
are due to lupus or to other causes;

e To determine the short and long-term impact of NPSLE as assessed by its’ effects on patients
quality of life, outcome of events, overall damage to the nervous system and patient survival;

e To determine if various antibodies produced by the immune system in lupus patients (e.g. those
which react against brain tissue or cause blood clots within the brain) are associated with specific
NP events.

FINDINGS SO FAR FROMTHE
SLICC NPSLE STUDY

Enrollment into the study continues and is currently up to 1,669 patients. The results of the studies so
far have provided important information related to the diagnosis and outcome of NPSLE. These results
have been reported at international scientific meetings and in high quality scientific medical journals.
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Measurement of Change in
NP Status in SLE Patients

One of the difficulties in studying NP events in SLE pa-
tients has been the lack of a valid measurement of
change, to detect improvement or worsening, over time.
This is particularly problematic in NPSLE as there are a
wide variety of ways in which the nervous system can be
affected in lupus patients. Thus, a study was undertaken
within the NPSLE SLICC cohort to see if a patient re-
port questionnaire on health status and quality of life

called the “SF-36” could be used as a measure of change
in NP status. To do this, 274 patients who had at least one NP event were studied and the change in NP
status over one year as assessed by a physician was compared to the change in SF-36 questionnaire scores.
The results indicated that the SF-36 summary and subscale scores, in particular those related to mental
health, are closely correlated with the clinical outcome of NP events. These results will provide research-
ers studying NPSLE with a valid outcome measure for measuring change in NP status over time and allow
them to reliably assess the effects of different treatments.

Autoantibodies May Predict
Subsequent NP Events in SLE
Patients

As an initial attempt to find ways of identifying which patients are
more likely to develop nervous system events related to lupus,
1,047 patients enrolled in the SLICC cohort were examined upon
enrollment into the study cohort for the presence of up to five
lupus auto-antibodies. Patients were then assessed over several
years for the occurrence of NP events. The results indicated that
the presence of two lupus auto-antibodies (lupus anticoagulant
and anti-ribosomal P antibodies) identified around the time of

diagnosis of SLE is associated with an increased risk for certain

types of NP events (stroke and psychosis respectively) over the ensuing years. The numbers of patients
with these antibodies and NP events was quite small, so these results will acquire confirmation as the
study progresses.
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FUTURE PLANS

Metabolic Syndrome Study

>

The Canadian Institutes of Health Research awarded funding for a
5 study examining Metabolic Syndrome in patients with SLE which will
</

use data from the SLICC Registry. Premature heart disease is a signifi—

cant problem in patients with lupus. We have found that a pre-diabetic
state (the metabolic syndrome) is more common in SLE but the causes are unclear. This pre-diabetic
state is itself an important risk factor for the development of future heart disease. We suspect that both
steroid therapy and inflammation related to the condition together cause this problem to develop. This
study will examine what factors in SLE over time increase the risk of developing the metabolic syn-
drome. In particular, we wish to study whether certain SLE patients inherit a greater sensitivity to ster-
oids that increase their risk of developing this pre-diabetic state. This study will allow us to better under-
stand the risks associated with steroid therapy in SLE and to help us better target steroid doses on an in-
dividual basis. It will also help us suggest ways to reduce the risk of future heart disease in SLE. As not-
ed previously this study requires that we get fasting samples from patients. For this reason your doctor
may ask you to fast for 12 hours before coming for your clinic visit.

NP-Manifestation Studies

Due to the large number of patients enrolled in the cohort, and the increasing duration of follow-up, we
are now able to examine individual NP manifestations such as seizures, mood disorders and other
events. These studies will allow us to determine the outcome of specific types of nervous system disease
and subsequently improve the ways in which these are monitored and treated. The results of the studies
to date have already provided valuable insight into this important manifestation of lupus. Additional
work over the next few years will improve our understanding and treatment of this condition which will
be to the benefit of all patients with and without NPSLE.

Lupus Nephritis Study

Lupus nephritis is a kidney disorder that is a complication of SLE. SLE may damage different parts of
the kidney, leading to kidney damage and in some cases kidney failure. Lupus nephritis has been report-
ed in 28-73% of the lupus population and is more frequent and severe in certain ethnic groups. Despite
improvements in the range and efficacy of immunosuppressive therapy over the past 20 years, nephritis
remains a serious complication of SLE that is associated with morbidity and cost to patients and health
care systems worldwide.

The SLICC group aims to look at data related to kidney function on patients participating in the SLICC
registry. We hope to gain knowledge regarding lupus nephritis in order to predict the long-term clinical
outcomes and health care utilization in patients with lupus nephritis.
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PARTICIPATNG SLICC RECRUITMENT CENTRES

Do you have a question or do you want to reach the research staff at your SLICC Recruitment site to stay in touch? See

below for the names of participating rheumatologists and their contact numbers.

Dr. Graciela Alarcon and Dr. Barri Fessler, University of Alabama, Birmingham, USA( 205) 934-4084
Dr. Cynthia Aranow, Feinstein Institute for Medical Research, Manhasset, USA (516) 562-2401
Dr. Sang-Cheol Bae, Hanyang University College of Medicine, Seoul, Korea (2) 290-9203
Dr. Ian Bruce, Manchester Royal Infirmary, Manchester, England (161) 276-6841
Dr. Ann Clarke & Dr. Sasha Bernatsky, Montreal General Hospital, Montreal, Canada (514) 934-1934 x 44251
Dr. Mary Ann Dooley, University of North Carolina, Chapel Hill, USA (919) 966-4191
Dr. P. Fortin, Dr. D. Gladman, Dr. M. B. Urowitz, Toronto Western Hospital, Toronto, Canada (416) 603-5800
x 2481
Dr. Ellen Ginzler, SUNY Health Science Centre, Brooklyn, USA (718) 270-1662
Dr. Caroline Gordon, University of Birmingham, Birmingham, England (121) 414-6778
Dr. John Hanly, Queen Elizabeth I Health Sciences Centre, Halifax, Canada (902) 473-3818
Dr Murat Inanc, Istanbul University, Istanbul, Turkey (90) 212-161-8699
Dr. David Isenberg and Dr Anisur Rahman, University College, London, England (20) 7380-9219
Dr. Soren Jacobsen, Copenhagen University Hospital, Copenhagen, Denmark (45) 3545-7560
Dr. Diane Kamen, Medical University of South Carolina, Charleston, USA (843) 792-1991
Dr. Kenneth Kalunian, UCSD, San Diego, USA (858) 657-7076
Dr. Munther Khamashta, St. Thomas Hospital, London, England (20) 7620-2567
Dr. S. Sam Lim, Emory University, Atlanta, USA (404) 616-5602
Dr. Susan Manzi, Allegheny General Hospital, Pittsburgh, USA (412) 641-7633
Dr. Joan Merrill, Oklahoma Medical Research Foundation, Oklahoma, USA (405) 271-7805
Dr. Ola Nived & Dr. Gunnar Sturfelt, University Hospital Lund, Lund, Sweden (46) 172-451
Dr. Christine Peschken, University of Manitoba, Winnipeg, Canada (204) 787-1969
Dr. Michelle Petri, Johns Hopkins University, Baltimore, USA (410) 614-1839
Dr. Rosalind Ramsey-Goldman, Northwestern University, Chicago, USA (312) 503-0251
Dr. Guillermo Ruiz-Irastorza, Universidad del Pais Vasco, Barakaldo, Spain (34) 94-600-6348
Dr. Jorge Sanchez-Guerrero, National Institute of Nutricion, Mexico City, Mexico (525) 655-5954
Dr. Kirstjan Steinsson, Landspitalinn University, Reykjavik, Iceland (354) 525-1000
Dr. Thomas Stoll, Chefarzt Rheumatologie und Rehabilitation, Schafthausen, Switzerland (52) 634-2570
Dr. Ronald van Vollenhoven, Karolinska Hospital, Stockholm, Sweden (468) 5177-6077
Dr. Daniel Wallace, Cedars-Sinai Medical Center, West Hollywood, USA (310) 360-9197
Dr. Asad Zoma, Stonchouse Hospital, Glasgow, Scotland (135) 558-5222
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The SLICC Registry have been partially funded by a grant from the Canadian Institutes of Health Re-
search. However, the registry could not continue it’s operation without the generous support of the fol-

lowing patient groups:

Lupus Foundation of Ontario

New Jersey Chapter of the Lupus Foundation of America

Lupus UK

The Tolfo Family—Dance for the Cure Fundraiser

Western New York Chapter of the Lupus Foundation of America

Nashville Chapter of the Lupus Foundation of America

Long Island-Queens Chapter, Lupus Foundation of America

Lupus Ontario

The SLICC Registry has also been supported by donations from the Conn Smyth Foundation and
the Lupus Flare Foundation

THE SLICC MEMBERS WOULD LIKETO THANKTHESE PATIENT
GROUPS FORTHEIR EXTENSIVE SUPPORT.

The SLICC group continues to apply for funding from granting agencies for specific research projects,
but our core operating costs for data and specimen collection are not normally funded through these
grants. SLICC will continue to rely on the generous donations from our patient partners in support of

this important work.
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