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Epidemiology
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Antiphospholipid Syndrome
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THE "CAPS" REGISTRY

[

REGISTRY OF THE "EUROPEAN FORUM ON ANTIPHOSPHOLIPID ANTIEODIES" FOR
PATIENTS WITH THE "CATASTROPHIC" ANTIPHOSPHOLIPID SYNDROME

COORDINATORS

Ficard Cervera, Jean Chatles Piette, Yehuda Shoenfeld, Josep Font, and Eonald A Asherson on behalf of
the European Form on Antiphospholipdd Antibodies.

ATM

To establish an International Kegstry of all diagnosed patients with the "catastrophic” antiphospholpid
syndrome, considered as a "rare disease”.

For additional mformation and mclusion of patients; please e-mail cervera@medicma ub es

For rewew of the already collected data, please chok: CAPS registry




CATASTROPHIC APS:

Presenting Manifestations (1)

CARDIOPULMONARY INVOLVEMENT 25%

Acute respiratory failure/dyspnea 13%
Chest pain 5%
Pulmonary embolism 4%
Cardiac failure 3%
Myocardial infarction 1%

fl CNS INVOLVEMENT 2204

ABDOMINAL PAIN 22%
i RENAL INVOLVEMENT 149

Renal failure 13%
Hematuria 190

CAPS Registry, 2005




CATASTROPHIC APS:

Presenting Manifestations (I1)

CUTANEOUS INVOLVEMENT 9%
| Digital necrosis/gangrene 5%

Ulcers 3%

Purpura 1%
FEVER 10%0
OTHER MANIFESTATIONS

L_eg pain 4%

Arterial thrombosis 1%

Multiple organ thrombosis 1%

Adrenal failure 196
CAPS Registry, 2005
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Frequency of System Involvement (I1)
. MONARY

REBROVASCULAR
RDIAC

| CUTANEOUS

NTLIECED
Uillnicmn

1 \Venous thrombosis

i Peripheral arterial thromb.
- Bone marrow necrosis

CAPS Registry, 2005
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Catastrophic antiphospholipid syndrome: international
consensus statement on classification criteria and
treatment guidelines
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International consensus for classification criteria

1 1. Clinical evidence of vessel occlusions affecting 3 or more organs or
fy systems.

2. Development of the manifestations simultaneously or in less than a
week.

= | 3. Confirmation by histopathology of small vessel occlusion in at least
: one organ.

4. Serological confirmation of the presence of aPL (LA and/or aCL).

-Definite catastrophic APS: All 4 criteria.

-Probable catastrophic APS:

-1,2&4

-1, 3 & 4 and the development of the third event in more than
a week but less than a month, despite anticoagulation




3

'_‘—.-' 1
S S gl [

At

PEA

eular 200

ANALYSIS OF THE INTERNATIONAL
CONSENSUS STATEMENT ON PRELIMINARY
CLASSIFICATION CRITERIA FOR CAPS USING

THE “CAPS REGISTRY”

Cervera R and Asherson RA, for the “CAPS Registry
Project Group”.

“Definite” CAPS: 72/147 (49%)
“Probable” CAPS: 60/147 (41%)
Sensitivity: 89%

Specificity: 100%.
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CATASTROPHIC
ANTIPHOSPHOLIPID SYNDROME

UPDATE IN
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CATASTROPHIC APS
Treatment (I

| Anticoagulation (IV Heparin
| followed by coumadin)

Steroids (high dose 1V)
Cyclophosphamide
Plasma exchange

il |\/ Gammaglobulin

CAPS Registry, 2005




CAPS Registry, 2005
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Hemodialysis
Fibrinolytics
Prostacyclin

Splenectomy
Cyclosporine




CATASTROPHIC APS
Outcome (1)

DEATH 50%
67%
Primary APS 46%0
Hemolytic anemia 62%0
Microangiopathic anemia 57%
Thrombocytopenia 47%
43%

CAPS Registry, 2005




CATASTROPHIC APS
Qutcome (I

RECOVERY 50%

Plasma exchange 65%
Anticoagulants 63%

Steroids 54%
IV Gammaglobulins 50%
Cyclophosphamide 41%
AC+St+PI/1V-GG 70%
AC+St+PI/1V-GG+Cyclo 50% (p=0.02)
CAPS Registry, 2005
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Catastrophic antiphospholipid syndrome: international
consensus statement on classification criteria and
treatment guidelines
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Clinical suspicion of catastrophic APS (i.¢., 2 classilication criteria)®

v

Treatment of precipilating factors (e, antibiotics)

v

Life-threatening condition?

- o

No Yes

v .

alE Mective anticoagulation with p)Effective anticoagulation with
intravenous heparin intravenous heparin
+ b)High doses of sternids + b)High doses of steroids
¢ + cHVIG /lh'l}'UR plasma exchange**

Chmcal improvement?

N\

Clinical improvement”

"\

Yes No Yes No
Steroids tapered Add other 11‘h‘ru;_lia:5, N
+ Oral anticongulants Cyclophosphamide (if SLE Mare)
T or Prostacyclhin
or Fibrinolyvtics

or Defibrotide
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CATASTROPHIC APS:
Precipitating Factors (I)

INFECTIONS 35%

Respiratory tract 15%
Cutaneous 8%
Urinary tract 6%0
Sepsis 3%
Gastrointestinal 1%
Other 9%

CAPS Registry, 2005
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CATASTROPHIC APS:
Precipitating Factors (I1)

SURGERY, TRAUMA & INVASIVE
PROCEDURES 13%

NEOPLASIA 8%

ANTICOAGULATION WITHDRAWAL
/LOW INR 8%0

OBSTETRIC COMPLICATIONS 6%

SLE FLARES 2%
3%

vi | B

395%0
CAPS Registry, 2005




UPDATE IN PATHOGENESIS

Role of Infections

ANTI-BETA-2-GPI ANTIBODIES:
ENHANCED SENSITIVITY FOR DIAGNOSIS OF
ANTIPHOSPHOLIPID SYNDROME

S THROMBOSH
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UPDATE IN PATHOGENESIS

Role of Infections
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Prevalence and Chinical Correlations of Antibodies Against Six
p2-Glycoprotein-1-Related Peptides in the Antiphospholipid
Syndrome
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UPDATE IN PATHOGENESIS

Role of Infections

Entire APS : Primary SLE with
population : APS . secondary APS
L =303 @=216) o (=184)

11 242

- P274-280

ijﬂfﬁ;ﬂn“““ = =

J Clin Immunol 2003




UPDATE IN PATHOGENESIS

Role of Infections

RESULTS

- Anti-peptide C Abs were sipnuficantly conelated wath recurrent ahortions (35 .2%
vs. 19.8%, p=0.005).

- Anti-P274-280 Abs were associated with toxemia (12 4% vs. 5.6%, p<0.03) and with
recurrent ahortions (2577 vs. 15.2%, p=0.02).

- Anti-P244-264 were associated with cardiac valves abnormalities (19.0% vs. 11 .5%,

p=0.03).

J Clin Immunol 2003




UPDATE IN PATHOGENESIS

Role of Infections

Jowtrnal of Clinical Immunology, Vol 24, No. 1, Janudary 2004 (€ 2004)

Antiphospholipid Syndrome Infectious Origin

M. BLANK, R. A. ASHERSON. R. CERVERA, and Y. SHOENFELD'+

J Clin Immunol 2004; 24: 12-23




Tante 111, Antiphospholipid Abs Detected in Diverse Infections and S2GP1 Peptide Homologies Shared with Structures in These Pathogens

Inlectionms associaled
with circulating GRTCPER
anti-PL. Abs TLEVYE (35} LEKTPRV (387 EDEATF{38) GDEVSFF(49 DDLP{53)

Wiral
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EBY

HIY
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Parviwvirus B19
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W e

Rubella

HTLY-1
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Bacierial
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Tuberculosis
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J Clin Immunol 2004; 24: 12-23




Table 11, Antiphospholipid Abs Detected in Diverse Infections and #2GP] Peptide Homologses Shared with Structures m These Pathogens

Infections assocmied
with circulating GRTCPED.
anti-PL Abs TLEVYK (387 LKTPRV (38) KDKATF(38) GDKVSFF(4%) DDLP53)

4 Spirochete

Treponema palidim (syphilis|
Leptospira

Borrelia burgdorferi

A [armsile

Kala-azar

Schistosoma manson

Tonoplasmosis

# Yew!

1 Saccharomyces

cervevisiae {Crohn)

Candida albicans

Streptomyces lividans

Mycoplasma +, pulmonis,  +, prewmoniae,

genitalinm,  capricohm,

genttaliun,
pulmonis

J Clin Immunol 2004; 24: 12-23
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