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Abstract

Background Around 10% of all thrombotic cerebrovascular events (CVE) occur in young
population and in a large proportion of those the trigger remains undetermined. Antiphospholipid
antibodies (aPL) are recognised risk factors for ischaemic stroke and recurrent thrombotic events;
however, the frequency of aPL in young people with CVE is still an unresolved issue.

Objectives To estimate the frequency of aPL in young adults with CVE and to determine whether
aPL-positive young individuals are at greater risk of CVE when compared with individuals without
aPL by systematically reviewing the literature.

Methods Medline reports published between 1970 and 2013 investigating the presence of aPL in
young patients (<50 years old) with CVE were included. The median frequency for positive aPL,
including lupus anticoagulant, anticardiolipin antibodies (aCL) and antibodies against
B2Glycoprotein I (anti-B2GPI), was calculated for stroke and transient ischaemic attacks.

Findings This systematic review is based on available data from 5217 patients and controls from 43
studies analysing the frequency of aPL in young patients with CVE. The overall aPL frequency was
estimated as 17.4% (range 5%—56%) for any CVE, 17.2% (range 2%—56%) for stroke and 11.7%
(range 2%—45%) for transient ischaemic attack (TIA). The presence of aPL increased the risk for
CVE by 5.48-fold (95% CI 4.42 to 6.79). Based on available data, the frequency of aPL in young
patients with CVE can be estimated at 17%, rising up to 22% for aCL in patients with stroke. The
presence of aPL seems to confer a fivefold higher risk for stroke or TIA when compared with
controls. However, variability in test reproducibility and cut-off definition still represent an
important methodological limitation for the current diagnostic testing for aPL. These observations
should be confirmed by appropriately designed population studies.



Introduction

Around 10% of all thrombotic cerebrovascular events (CVE) occur in young population defined as
younger than 50 years old;1 in the majority of these patients, the cause of the ischaemic stroke
remains undetermined.?

Arterial thrombosis is a major clinical manifestation of the antiphospholipid syndrome (APS), an
autoimmune condition characterised by thrombotic events and/or pregnancy morbidity with
persistently positive antiphospholipid antibodies (aPL).3 Considering all patients with cerebral
ischaemia, the prevalence of aPL seems rather high in young adults,4 who might constitute a
subgroup at high risk for recurrence.

Very recently, through the support of the Antiphospholipid Syndrome Alliance for Clinical Trials
and International Networking (APS ACTION), a systematic review aiming to estimate the
frequency of clinically significant aPL profiles in the general population (no age limit) was
completed. This study revealed that aPL (by any criteria test) are seen in approximately 14% of
individuals with stroke.’

In patients with CVE aged <50, however, the prevalence of aPL and the risk for CVE associated
with these aPL are still being inconsistently reported. Therefore, the primary objective of this study
was to estimate the frequency of aPL in young adults (<50 years old) with CVE. The second goal
was to determine whether aPL-positive young individuals have a greater risk of an episode of
ischaemic stroke when compared with individuals without aPL.

METHODS

Literature search

A detailed literature search strategy has been developed a priori. Key words and subject terms used
in the search included: ‘stroke’ [MeSH Terms] OR stroke [Text Word], ‘(‘arteries’ [MeSH Terms]
OR ‘arteries’ [All Fields] OR ‘arterial’ [All Fields]) AND (‘thrombosis’ [MeSH Terms] OR
‘thrombosis’[All Fields]);” ‘antibodies, anticardiolipin’ [MeSH Terms] OR (‘antibodies’ [All
Fields] AND ‘anticardiolipin’ [All Fields]) OR ‘anticardiolipin antibodies’ [All Fields] OR
(‘anticardiolipin’ [All Fields] AND ‘antibodies’ [All Fields]);” and ‘antibodies, antiphospholipid’
[MeSH Terms] OR (‘antibodies’ [All Fields] AND ‘antiphospholipid’ [All Fields]) OR
‘antiphospholipid antibodies’ [ All Fields] OR (‘antiphospholipid’ [All Fields] AND ‘antibodies’
[All Fields])’, ‘lupus coagulation inhibitor’ [MeSH Terms] OR (‘lupus’ [All Fields] AND
‘coagulation’ [All Fields] AND ‘inhibitor’ [All Fields]) OR ‘lupus coagulation inhibitor’ [All
Fields] OR (‘lupus’ [All Fields] AND ‘anticoagulant’ [All Fields]) OR ‘lupus anticoagulant’ [All
Fields]’, anti-beta [All Fields] AND 2 [All Fields]

The search strategy was applied to Ovid MEDLINE (R) In-Process & Other Non-Indexed Citations
and Ovid MEDLINE (R) 1946 to present. The grey literature was searched by applying a similar
strategy to Google Scholar, PubMed and the Proquest Dissertation and Theses databases.
Additional references were identified from manual review of the reference lists of included articles.

Study selection

Potential studies identified with the above search strategy were exported to an electronic reference
management software program (RefWorks V.2.0). Duplicate studies were identified and removed
using the filter functions ‘exact duplicates’ and ‘close duplicates. Two independent reviewers (SS



and MLB) reviewed all potential studies. Eligibility was first determined by review of the title and
abstract and then by full article review. Disagreements were resolved by consensus; if consensus
was not achieved, a third party (GS or MK) provided an assessment of eligibility. As the data on
eligibility were dichotomous (eligible: yes/no), inter-rater agreement at both the title and abstract
review and the full article review stages were determined by calculation of Cohen's k coefficient.

Inclusion and exclusion criteria

A study was included if (1) it reported on the laboratory investigation of any aPL and confirmed
CVE (2) included patients aged <50 years. A study was excluded if no information about the age of
included patients was given. Review articles, case report and case series with a sample size of five
or fewer were excluded from the analysis.

Risk of bias assessment

Two reviewers independently assessed the risk of bias of individual studies using the Newcastle—
Ottawa Scale (NOS) for cohort studies, and the NOS for case control studies when appropriate. The
NOS is a scoring tool used to assess quality of evidence and risk of bias for non-randomised studies
included in meta-analyses. This tool is chosen as its face and content validity as well as its inter-
rater reliability has been well established.’

The criterion validity and intra-rater reliability of this tool were actively determined. The overall
quality of evidence was determined using GRADE criterion and summarised using GRADE
profiler.

Risk of publication bias assessment

To assess publication bias, a visual review of the symmetry of the funnel plot was performed. The
limitations of using the funnel plot for the assessment of publication bias (particularly in a topic
area with relatively few, relatively small publications) were also considered.

Data extraction

All the papers were scrutinised for the following: (1) study design (retrospective, prospective, case-
control, cross-sectional and case series); (2) number of patients, sex and age (mean, range); (3) type
of outcome; (4) number and type of aPL tests used (criteria tests vs non-criteria);8 (5) definition of
‘positive criteria aPL’ (low, medium or high titre, or other) as per the study's definition; (6)
confirmation of criteria aPL, at least 6 weeks9 or 12 weeks8 apart; and (7) frequency of positive aPL
in the study population (defined by sex and age range).

Data were explored to determine if sources of heterogeneity could be explained by the following a
priori hypotheses: study design (cohort vs case-control); reported medical comorbidities in the
patient population; and the aPL type and methods used for laboratory aPL testing (including the
number of aPL tests performed). Indeed, we can hypothesise that each of these subgroup analyses
could account for potential heterogeneity in the pooled estimate.

Statistical analysis
Inter-rater agreement was determined using a Cohen's k online calculator. A k value between 0.40
and 0.59 will be considered fair agreement; 0.60 and 0.74 will be considered good agreement; and



>(.75 will be considered excellent agreement. Software such as Review Manager can be used for
generating forest plots and the funnel plot.

Given the non-parametric distribution of our data, we expressed aPL frequency as median (range).
First, we calculated the frequency of aPL positivity of any aPL test. When possible, the frequency
was estimated for each of the aPL criteria test (anticardiolipin antibodies (aCL), anti-B2GPI and
lupus anticoagulant (LA)) and non-criteria aPL tests (antibodies against prothrombin,
phosphatydilserine, phosphatidylinositol, phosphatydilethanolamine). We then estimated the overall
frequency of the three aPL criteria tests separately for studies confirming aPL positivity between 6
and 12 weeks apart versus studies completed without aPL confirmation. Prospective versus non-
prospective studies (case series, retrospective, case-control and cross-sectional) were also analysed.

When reported, ORs with 95% CI (OR (95% CI)) for CVE were recorded. When not available, they
were calculated, if possible, by means of contingency tables. In case-control and cross-sectional
studies, contingency tables were used to compare the proportion of aPL in patients with and without
CVE. In prospective studies, contingency tables were established as previously reported.!®-!
Briefly, when CVE was the enrolment criterion, the OR (95% CI) was calculated by comparing the
proportion of aPL in patients with or without recurrent CVE during follow-up. When positivity for
aPL was the enrolment criterion, the OR (95% CI) was calculated by comparing the rates of CVE
during follow-up of patients grouped, if possible, according to different antibody type and titres.

Results

A total of 840 citations were identified through the literature search from January 1970 to
September 2013. A schematic representation of the results of the search strategy is given in figure 1.
A total of 43 articles assessing the frequency of aPL in patients aged <50 years with CVE (stroke
and/or transient ischaemic attack (TIA)) were retrieved.**'>>* As per inclusion criteria, all the
studies enrolled patients aged <50 years, with a median age of 37 (range 16—50). Overall, all studies
included gave information on 3349 patients and 1868 controls. While most of the studies were of a
retrospective design, six prospective studies contributed with 408 patients.*-1">~

16 Table 1 summarises the characteristics of the included studies. Subgroup analysis aiming at
estimating whether aPL-positive young individuals have a greater risk for CVE when compared
with individuals without aPL was possible in 15 studies.*® 12151718 2224 31 33 37 47 54.

Concomitant thrombotic risk factors for CVE were reported in 88% of the studies. However, the
role of these risk factors was statistically evaluated in only a minority of the studies and reported by
very heterogeneous methods, either in terms of the selection of the stated risk factor, their definition
and the outcome. This approach limited the possibility of further multivariate adjustments when
analysing the aPL-induced risk.

All the studies were performed in patients without a concomitant autoimmune disease. However,
nine cases out of 3349 (0.26%) were diagnosed as having systemic lupus erythematosus after
further evaluation following or in concomitance with the CVE episode.

Concomitant thrombotic risk factors for CVE were reported in 88% of the studies. However, the
role of these risk factors was statistically evaluated in only a minority of the studies and reported by

very heterogeneous methods, either in terms of the selection of the stated risk factor, their definition



and the outcome. This approach limited the possibility of further multivariate adjustments when
analysing the aPL-induced risk. All the studies were performed in patients without a concomitant
autoimmune disease. However, nine cases out of 3349 (0.26%) were diagnosed as having systemic
lupus erythematosus after further evaluation following or in concomitance with the CVE episode.

Estimated frequency of aPL in young patients with CVE

Table 2 reports the median (range) values for aPL frequency, subgrouped according to the type of
aPL (aCL, anti-B2GPI, LA and non-criteria aPL). The overall aPL frequency was estimated as
17.4% (range 5-56) for CVE, 17.2% (range 2—56) for stroke and 11.7% (range 2—45) for TIA.
When subanalysing studies with and without the aPL positivity confirmation by retesting between 6
and 12 weeks apart, the overall aPL frequency was 17.2% (range 2—55) and 18.02% (range 3-55),
respectively (table 3).

As expected, although not statistically significant, a tendency for lower frequency of aPL was found
in prospective studies when comparing with non-prospective ones (10.31% (range 3—42) and
18.92% (range 2—59), respectively).

Risk estimation for CVE in aPL-positive young individuals

The OR (95% CI) of aPL for CVE was analysed in 15 studies on 1081 patients and 1868 controls
(figure 2). Overall, 13 out of 15 studies (86.6%) reported significant associations between aPL and
CVE, with a cumulative OR of 5.48 (95% CI 4.42 to 6.79). Only two studies failed to confirm the

association between any aPL and CVE.!?

Discussion

CVE are one of the leading causes of mortality, with a reported annual 6 million fatal events
worldwide.1 While stroke mainly affects elderly people, yet approximately 10% occurs in patients
aged 50 or less.55 Despite these alarming figures, limited data exist on the frequency of other non-
conventional risk factors in young population affected by CVE.

In this study, we estimate that aPL, by any test included in the classification criteria,8 are positive in
approximately 17% of patients with CVE under the age of 50. Among these aPL, aCL seems to be
the more frequently detected, with an estimated frequency of 22% in young patients with stroke.
This is the first comprehensive systematic analysis of studies investigating the association of aPL
with CVE in young patients aged <50 years. In contrast to Bushnell and Goldstein,56 we have
included in the statistical model only those studies that focused solely and exclusively on young
adults.

Recently, Andreoli ef al,57 in another work on behalf of the APS ACTION, investigated the
frequency of aPL in the general population with pregnancy morbidity, stroke, myocardial infarction
and deep venous thrombosis, providing the first attempt to evaluate the prevalence of aPL in
patients experiencing APS-related clinical manifestations. These authors estimated aPL positivity in
around 13.5% of individuals with stroke. However, their analysis involved a very wide age
population ranging from 11 to 92 years old.57 In our study where young adults, a subgroup at high
risk for recurrence,4 were analysed, we found a higher frequency ranging from 15% for anti-B2GPI
to 22% for aCL and a strong association between aPL and CVE.



Overall, our results support the concept that aPL could be considered a leading cause of CVE in
young adults. However, robust scientific data from large controlled population studies to support
this statement are still lacking. An important limitation to our analysis is that adequate controls
groups, crucial for the calculation of risk estimation, were available for only a few studies.** !>~
15.17.18.22.24 31,33 .37 .47 .54 Moreover, among these, the results of studies with less than 30 patients
produced quantified OR with wide CIs and poor test accuracy as expected.® Variability in test
reproducibility and cut-off definition represent an important methodological limitation for the
current diagnostic testing for aPL (table 1). In our systematic review, we observed that both aCL
and anti-B2GPI assays were widely heterogeneous with respect to reporting the cut-off for ‘aPL.
positivity.” Approximately 60% of the papers that related to aCL used a low cut-off value (<20
units) for the definition of positive results. Such a cut-off does not allow stratifying those medium-
to high-titre patients who would fulfil laboratory criteria according to the international

consensus.® Only about 30% of the cited studies included the confirmation of aPL, a step strongly
recommended for classification. Moreover, the potential for inter-laboratory variability was not
addressed.>® On the basis of these methodological issues, the risk assessment post-test probabilities
calculated in this study should be viewed as rough estimates rather than precise calculations.
However, current evidence supports the concept that the presence of aPL itself is a risk factor rather
than a diagnostic marker and the risk of thrombosis progressively increases with the increase in
number of positive aPL tests, regardless of the titre.*63

This new concept, once validated in prospective studies, might enrich the clinical workup in terms
of risk assessment, patient stratification, prognosis and, hopefully, therapeutic approach.

We acknowledge that our study has some limitations. First, despite the systematic nature of this
review, combining heterogeneous studies (ie, those from varying patient populations) leads to
shortcomings in the interpretation of the results. Including only studies from unselected ischaemic
stroke patients would have provided conclusions that are, perhaps, more generalisable. However,
this combination of aPL prevalence studies from both selected and unselected patients provided us
with larger numbers for meaningfully calculating the estimates, making a stronger case. Second, the
information that could potentially increase the accuracy of the risk estimation, including
adjustments for clinical or historical factors, physical examination findings, and other diagnostic
test results, was rarely reported in the analysed studies, impeding the assessment about a potential
direct causal relationship between aPL and the clinical outcomes.

In conclusion, this study estimates that the frequency of aPL in young patients with CVE is 17%,
increasing up to 22% for aCL in patients with stroke. The presence of any aPL seems to confer a
fivefold increased risk for stroke or TIA when compared with controls without aPL. Evaluating the
thrombotic risk by including aPL testing can potentially lead to a substantial change in the
management and, more critically, in the prognosis of these patients. Undoubtedly, these
observations should be confirmed with appropriately designed population studies.



REFERENCES
1 (WHO) WHO. Cardiovascular Diseases. Geneva, Switzerland: WHO, 2009; WHO Fact Sheet 37.

2 Adams HP Jr, Kappelle L], Biller J, et al. Ischemic stroke in young adults. Experience in 329 patients
enrolled in the lowa Registry of stroke in young adults. Arch Neurol 1995;52:491-5.

3 Ruiz-Irastorza G, Crowther M, Branch W, et al. Antiphospholipid syndrome. Lancet 2010;376:1498-509.

4 Nencini P, Baruffi MC, Abbate R, et al. Lupus anticoagulant and anticardiolipin antibodies in young adults
with cerebral ischemia. Stroke 1992;23:189-93.

5 Andreoli L, Chighizola CB, Banzato A, et al. The estimated frequency of antiphospholipid antibodies in
patients with pregnancy morbidity, stroke, myocardial infarction, and deep vein thrombosis. Arthritis Care
Res 2013;65:1869-73.

6 R L. Kappa as a Measure of Concordance in Categorical Sorting. http:// facultyvassaredu/lowry/kappahtml
(accessed 28 May 2013).

7 Barnabe C, Faris PD, Quan H. Canadian pregnancy outcomes in rheumatoid arthritis and systemic lupus
erythematosus. Int J Rheumatol 2011;2011:345727.

8 Miyakis S, Lockshin MD, Atsumi T, et al. International consensus statement on an update of the
classification criteria for definite antiphospholipid syndrome (APS). J Thromb Haemost 2006;4:295-306.

9 Wilson WA, Gharavi AE, Koike T, et al. International consensus statement on preliminary classification
criteria for definite antiphospholipid syndrome: report of an international workshop. Arthritis Rheum
1999;42:1309-11.

10 Galli M, Luciani D, Bertolini G, et al. Lupus anticoagulants are stronger risk factors for thrombosis than
anticardiolipin antibodies in the antiphospholipid syndrome: a systematic review of the literature. Blood
2003;101:1827-32.

11 Galli M, Luciani D, Bertolini G, et al. Anti-beta 2-glycoprotein I, antiprothrombin antibodies, and the risk
of thrombosis in the antiphospholipid syndrome. Blood 2003;102:2717-23.

12 Barinagarrementeria F, Cantu-Brito C, De La Pena A, et al. Prothrombotic states in young people with
idiopathic stroke. A prospective study. Stroke 1994;25:287-90.

13 Dharmasaroja PA, Muengtaweepongsa S, Lechawanich C, et al. Causes of ischemic stroke in young
adults in Thailand: a pilot study. J Stroke Cerebrovasc Dis 2011;20:247-50.

14 Dragoni F, Chiarotti F, Rosano G, et al. Thrombophilic screening in young patients (< 40 years) with
idiopathic ischemic stroke: a controlled study. Thromb Res 2011;127:85-90.

15 Milandre L, Brosset C, Habib G, et al. [Cerebral infarction in patients aged 16 to 35 years. Prospective
study of 52 cases]. Presse Med 1994;23:1603-8.

16 van Goor MP, Alblas CL, Leebeek FW, et al. Do antiphospholipid antibodies increase the long-term risk
of thrombotic complications in young patients with a recent TIA or ischemic stroke? Acta Neurol Scand
2004;109:410-15.

17 Belvis R, Santamaria A, Marti-Fabregas J, et al. Patent foramen ovale and prothrombotic markers in
young stroke patients. Blood Coagul Fibrinolysis 2007;18:537—42. 18 Biswas A, Ranjan R, Meena A, et al.



Prothrombotic factors and the risk of acute onset non-cardioembolic stroke in young Asian Indians. Thromb
Res 2009;124:397-402.

19 Blohorn A, Guegan-Massardier E, Triquenot A, et al. Antiphospholipid antibodies in the acute phase of
cerebral ischaemia in young adults: a descriptive study of 139 patients. Cerebrovasc Dis 2002;13:156—62.

20 Brey RL, Hart RG, Sherman DG, et al. Antiphospholipid antibodies and cerebral ischemia in young
people. Neurology 1990;40:1190—6.

21 Brey RL, Abbott RD, Curb JD, et al. beta(2)-Glycoprotein 1-dependent anticardiolipin antibodies and risk
of ischemic stroke and myocardial infarction: the honolulu heart program. Stroke 2001;32:1701-6.

22 Urbanus RT, Siegerink B, Roest M, et al. Antiphospholipid antibodies and risk of myocardial infarction
and ischaemic stroke in young women in the RATIO study: a case-control study. Lancet Neurol 2009;8:998—
1005.

23 Cojocaru IM, Cojocaru M, Burcin C, et al. Evaluation of antiphospholipid antibodies in young women
with ischemic stroke. Rom J Intern Med 2007;45:201-4.

24 Brey RL, Stallworth CL, McGlasson DL, et al. Antiphospholipid antibodies and stroke in young women.
Stroke 2002;33:2396—400.

25 Chancellor AM, Glasgow GL, Ockelford PA, et al. Etiology, prognosis, and hemostatic function after
cerebral infarction in young adults. Stroke 1989;20:477-82.

26 Cojocaru IM, Cojocaru M, Tanasescu R, et al. Detecting anti-prothrombin antibodies in young women
with acute ischemic stroke. Rom J Intern Med 2008;46:337-41.

27 Czlonkowska A, Meurer M, Palasik W, et al. Anticardiolipin antibodies, a disease marker for ischemic
cerebrovascular events in a younger patient population? Acta Neurol Scand 1992;86:304-7.

28 Damoiseaux J, Peeters L, Hupperts R, et al. Prevalence of anticardiolipin antibodies in patient cohorts
with distinct clinical manifestations of the antiphospholipid syndrome. Ann N Y Acad Sci 2009;1173:146—
51.

29 Ellis MH, Kesler A, Friedman Z, et al. Value of prothrombin fragment 1.2 (F 1.2) in the diagnosis of
stroke in young patients with antiphospholipid antibodies. Clin Appl Thromb Hemost 2000;6:61-4.

30 Ferro D, Quintarelli C, Rasura M, et al. Lupus anticoagulant and the fibrinolytic system in young patients
with stroke. Stroke 1993;24:368—70.

31 Talebi M, Jafar Majidi J, Arami M, et al. Evaluation of antiphospholipid antibodies in youths suffering
from cerebral ischemia. Iran J Neuro 2005;15:26.

32 Hart RG, Miller VT, Coull BM, et al. Cerebral infarction associated with lupus anticoagulants--
preliminary report. Stroke 1984;15:114-18.

33 Husham YMA ZA. Anti-f2-Glycoprotein I Autoantibody Expression as a Potential Biomarker for Strokes
in Patients with Anti-Phospholipid Syndrome. J Immunotoxicol 2008;5:173—7.

34 Janssen AW, de Leeuw FE, Janssen MC. Risk factors for ischemic stroke and transient ischemic attack in
patients under age 50. J Thromb Thrombolysis 2011;31:85-91.



35 Kahwa EK, Sargeant LA, McFarlane-Anderson N, et al. Anticardiolipin antibodies and risk of
thromboembolic disease in young Jamaican women. J Cardiovasc Risk 2001;8:349-54.

36 Martinez-Aviles P, Barba R, Andujar C, et al. [Cerebrovascular accident in young adults. A study of 52
cases]. Rev Neurol 1996;24:443-7.

37 Mishra MN, Rohatgi S. Antiphospholipid antibodies in young Indian patients with stroke. J Postgrad Med
2009;55:161-4.

38 Panagariya A, Garg A, Sureka RK. Antiphospholipid antibody positive young stroke: an analysis of 12
cases. J Postgrad Med 2000;46:258-61.

39 Singh K, Gaiha M, Shome DK, et al. The association of antiphospholipid antibodies with ischaemic
stroke and myocardial infarction in young and their correlation: a preliminary study. J Assoc Physicians
India 2001;49:527-9.

40 Siqueira Neto JI SA, Cabette Fabio S, Sakamoto AC. Anticorpos antifosfolipides em 66 pacientes com
infarto cerebral entre 15 e 40 anos. Arq Neuropsiquiatr 1996;54:584-9.

41 Skidmore FM, Fradkin KD, Wiliams LS, et al. Presentation, etiology, and outcome of stroke in pregnancy
and puerperium. Neurology 2000;54:A409—-A409.

42 Tietjen GE, Levine SR, Brown E, et al. Factors That Predict Antiphospholipid Immunoreactivity in
Young-People with Transient Focal Neurological Events. Arch Neurol 1993;50:833-6.

43 Toschi V, Motta A, Castelli C, et al. High prevalence of antiphosphatidylinositol antibodies in young
patients with cerebral ischemia of undetermined cause. Stroke 1998;29:1759—64.

44 Dobrynina LA, Kalashnikova LA, Pavlova LN. [Ischemic stroke in young age]. Zh Nevrol Psikhiatr Im S
S Korsakova 2011;111:4-8.

45 Yokus O, Albayrak M, Balcik OS, et al. Risk factors for thrombophilia in young adults presenting with
thrombosis. Int J Hematol 2009;90:583-90.

46 De Silva R, Gamage R, Wewelwala C, et al. Young strokes in Sri Lanka: an unsolved problem. J Stroke
Cerebrovasc Dis 2009;18:304-8.

47 Saadatnia M, Zare M, Haghighi S, et al. High frequency of IgM antiphospholipid antibodies in young
Iranian patients with stroke. Neurosciences (Riyadh) 2007;12:124—6.

48 Gaspersic N, Rot U, Cucnik S, et al. Low prevalence of antiphospholipid antibodies in a series of young
patients with cerebrovascular disease. Clin Exp Rheumatol 2003;21:680.

49 Daif AK, Jabbar MA, Ogunniyi A. Anticardiolipin antibodies in young Saudis with ischemic stroke. Ann
Saudi Med 1998;18:73-4.

50 Munts AG, van Genderen PJ, Dippel DW, et al. Coagulation disorders in young adults with acute cerebral
ischaemia. J Neurol 1998;245:21-5.

51 Nagaraja D, Christopher R, Manjari T. Anticardiolipin antibodies in ischemic stroke in the young: Indian
experience. J Neurol Sci 1997;150:137-42.

52 Kalashnikova LA, Nasonov EL, Aleksandrova EN, et al. [Antibodies to phospholipids and ischemic
disorders of cerebral circulation in young age]. Zh Nevrol Psikhiatr Im S S Korsakova 1997;97:59-65.



53 Girmenia F, Argentino C, Di Scipio E, et al. Antiphospholipid antibodies and cerebral artery dissection:
two frequent causes of brain ischemia in young adults. Italian J Neurol Sci 1994;15:221-7.

54 de Jong AW, Hart W, Terburg M, et al. Cardiolipin antibodies and lupus anticoagulant in young patients
with a cerebrovascular accident in the past. Neth J Med 1993;42:93-8.

55 Nedeltchev K, der Maur TA, Georgiadis D, et al. Ischaemic stroke in young adults: predictors of outcome
and recurrence. J Neurol Neurosurg Psychiatry 2005;76:191-5.

56 Bushnell CD, Goldstein LB. Diagnostic testing for coagulopathies in patients with ischemic stroke. Stroke
2000;31:3067-78.

57 Andreoli L, Chighizola CB, Banzato A, et al. Estimated Frequency of Antiphospholipid Antibodies in
Patients With Pregnancy Morbidity, Stroke, Myocardial Infarction, and Deep Vein Thrombosis: A Critical
Review of the Literature. Arthritis Care Res 2013;65:1869-73.

58 Reid MC, Lachs MS, Feinstein AR. Use of methodological standards in diagnostic test research. Getting
better but still not good. JAMA 1995;274:645-51.

59 Favaloro EJ, Silvestrini R, Mohammed A. Clinical utility of anticardiolipin antibody assays: high inter-
laboratory variation and limited consensus by participants of external quality assurance programs signals a
cautious approach. Pathology 1999;31:142—7.

60 Pengo V, Ruffatti A, Legnani C, et al. Clinical course of high-risk patients diagnosed with
antiphospholipid syndrome. J Thromb Haemost 2010;8:237-42.

61 Sciascia S, Cosseddu D, Montaruli B, et al. Risk Scale for the diagnosis of antiphospholipid syndrome.
Ann Rheum Dis 2011;70:1517-18.

62 Pengo V, Ruffatti A, Legnani C, et al. Incidence of a first thromboembolic event in asymptomatic carriers
of high-risk antiphospholipid antibody profile: a multicenter prospective study. Blood 2011;118:4714—-18.

63 Sciascia S, Murru V, Sanna G, et al. Clinical accuracy for diagnosis of antiphospholipid syndrome in
systemic lupus erythematosus: evaluation of 23 possible combinations of antiphospholipid antibody
specificities. J Thromb Haemost 2012;10:2512-18.



Potentially relevant papers identified from
electronic databases (1970-2013)

N=840

Additionally identified papers
from citations references
N=17

m—)

Excluded: N=812
Reasons for exclusion

Total papers retrieved from search &
references lists for detailed evaluation .

N=857

¢ Reviews N=188
e Case report/series* N=235

e Therapeutic aspect N=3
¢ Age limit not met N=386

Qualifying studies

N=43

9

9

Prevalence studies
N=43

Qualifying cohorts for the risk of risk assessment
N=15

* case series with less than 5 included patients were excluded from the search

Figure 1
Literature search strategy on the association between antiphospholipid antibodies and cerebrovascular
events.

First Author Year OR| 95% IC

Brey 1990 5.04 | 1.5-16.85 _—

Nencini 1992 7.17 | 1.40-36.50 e

Dejong 1993 0.36 | 0.035-3.5 T

Ellis 2000 | 063 0.21-1.82 S

Brey 2001 1.62| 1.13-2.32 -

Singh K 2001 4.88 | 1.03-47.70 T

Brey 2002 | 187 1.22-2.93 P

Cojocaru 2007 | 10.36 | 1.23-87.24 =

Cojocaru 2008 182 | 23.38-1416.6 L2

Husham 2008 11.7 | 8.4-78.3 ——————

Mishra 2009 7.77 | 1.03-65.69 -

Urbanus 2009 | 431 | 12.2=152.0 _—

Biwas 2009 9.64 | 1.2-77.39 =

Dragoni 2011 | 156.6 | 25.99-943.47 -

Goldust 2013 7.57 | 1.40-40.91 =

Al | 2013 | 5.48 | 442670 ’

0.1 1 10 100 1000

Figure 2

Association between antiphospholipid antibodies and cerebrovascular events.




Table 1

Characteristics of the literature on aPL frequency in young people with CVE

N=43 (patients) %

Publication year 48.8% between 1984 and 2000
Definition of aPL positivity cut-off 10-19 U* 25%(1975) 58.14
20-39 U* 4*(309) 9.30
99th percentile 2(214) 4.65
Not reported 12 (851) 27.91
Confirmation of aPL 612 weeks apart 15 (732) 34.88
Design of the study Retrospective cohorts/cross-sectional/case series 25 (2190) 58.14
Case-control studies 12 (751) 27.91
Prospective studies 6 (408) 9.30
Presence of control group 15 (1081) 34.88
Evaluation of concomitant cardiovascular risk factorsf 38 (2789) 88.30
Autoimmune disease 409 9.30

*17/30 (56.6%) defined as IgG anti-phospholipid units (GPL)/IgM anti-phospholipid units (MPM).
tAt least one of the following: smoking, hyperlipidaemia, hypercholesterolaemia, arterial hypertension or diabetes.
aPL, antiphospholipid antibodies; CVE, cerebrovascular event; N, Number of studies.

Table 2

The frequency of any aPL, aCL, anti-B2GPI, LA test and non-criteria aPL combined in patients with different CVE
outcomes

aPL aCL IgG/M anti-p2GPI IgG/M LA Non-criteria aPL*
CVE N Median* N Median®* N Median* N Median* N Mediant
CVE (any) 43 17.4(2-56) 39 18.2(3-35) 8 13.7(5-28) 30 15.4(0-26) 6 14.9(7-27)
Stroke 38 17.2(2-56) 37 22.0(3-35) 8 13.7(5-28) 28 15.8(0-26) 6 14.9(7-27)
TIA 13 11.7(2-45) 12 12.7(0-23) 0 - 10 13.42(7-19) 2 3 (2-4)
*Median is given as median % (range).
+Antiprothrombin antibodies N=3; antiphosphatidylethanolamine antibodies N=1; antiphosphatidylinositol antibodies
N=1; antiphosphatidylserine antibodies N=1; N: number of studies.
aCL, anticardiolipin antibodies; anti-p2GPI, anti-B2-glycoprotein I antibodies; aPL, antiphospholipid antibodies; CVE,
cerebrovascular event; LA, lupus anticoagulant; TIA, transient ischaemic attack.

Table 3

The overall frequency of criteria antiphospholipid antibodies (aPL) analysed for aPL confirmation and study design
Overall criteria aPL frequency

aPL confirmation

Yes No Prospective studies Non-prospective studies

N Median % (range) N Median % (range) N Median % (range) N Median % (range)

13 17.2(2-55) 30 18.02 (3-55) 6 10.31(3-42) 37 18.92 (2-59)

N, number of studies.
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