Trombositopenisi Olan
AFAS’ta/Antikor Tasiyiciliginda
Antikoagulan/Antiagregan
Vermeyelim

Dr Senem SAS, Dr Bledjan CUNI, Dr H. Ecem KONAK



Autoimmunity Reviews xxx (XxXxx) Xxx

Contents lists available at ScienceDirect

Autoimmunity Reviews

journal homepage: www.elsevier.com/locate/autrev

=
AUTOIMMUNITY

Thrombocytopenia in antiphospholipid syndrome: Is anticoagulation and/
or antiaggregation always required?

Stephane Zuily *", Ricard Cervera“ , Thomas Foret “, Stefania Bertocchi“, Angela Tincani

* CHRU-Nancy, Vascular Medicine Division, French Referral Center for Rare Systemic and Autoimmune Diseases, F-54000 Nancy, France
P Université de Lorraine, INSERM, DCAC, F-54000 Nancy, France

© Department of Autoimmune Diseases, Reference Centre for Systemic Autoimmune Diseases (UEC/CSUR) of the Catalan and Spanish Health Systems-Member of ERN-

ReCONNET, Hospital Clinic, Universitat de Barcelona, Barcelona, Catalonia, Spain
4 CHRU-Besancon, Vascular Medicine Unit, Vascular and Endovascular Surgery Department, F-25000 Besancon, France
“ Rheumatology and Clinical Immunology Unit, Dpt. of Clinical and Experimental Science, ASST-Spedali Civili and University of Brescia, Italy




* Antifosfolipid antikor sendromu, cogunlukla genc kadinlarda gordlen,
kanda antifosfolipid antikorlarinin bulunmasiyla birlikte, arterler veya

venlerde pihtilasma ve/veya dislik veya gebelik sorunlariyla giden bir
otoimmun hastaliktir.

* Antifosfolipid sendromu, tek basina bulunabilecegi gibi, en fazla lupus
olmak Uzere baska hastaliklarla birlikte de olabilir.

* Sendromun patogenezi tam olarak aydinlatilamamakla beraber, klinik
tablodan negatif yukli fosfolipidler ve fosfolipid-protein
komplekslerine karsi olusmus olan antifosfolipid antikorlarinin (lupus
antikoagulani-LA ve antikardiolipin antikorlari-AKLA) sorumlu oldugu
dustnulmektedir.




Antifosfolipid sendromunda tromboz

* AFS’da mortaliteyi ve morbiditeyi etkileyen en 6nemli faktér trombo-
embolik komplikasyonlardir.

* Trombozlar hem arteriyel, hem de vendz sistemi tutabilmekte ve her doku
ve organda olabilmektedir. Trombozlarin tekrarlama egiliminde olmasi ve
genellikle birbirini izleyen trombotik komplikasyonlarin ayni sistemi tutma
riskinin yiksek olmasi (6rnegin daha 6nce arteriyel trombozu olan olguda,
nikste yine arteriyel tromboz gorilmesi) dikkat cekicidir. Yaklasik 2/3’linde
venodz tromboembolizm, 1/3’linde arteriyel tromboz gorilmektedir.

e Venoz trombozda ilk sirada derin ven trombozu (DVT) ve pulmoner
embolizm (PE), arteriyel trombozda ise ilk sirada iskemik serebral atak yer
alir, bunu miyokard infarktisu ve dijital trombozlar izler. AFS’da alisiimadik
bolgelerde tromboz (Ust ekstremite venlerinde, batin ici venlerde, kafa ici
venlerde tromboz siktir.



Antifosfolipid sendromunda tromboz

 Yapilan degisik calismalarda genc, saglkl populasyonda AFA
prevalansi %1-5 arasinda bildirilmektedir. Yasla birlikte AFA
prevalansinin arttigi, 6zellikle ileri yasta ve beraberinde kronik bir
hastaligli olan olgularda prevalansin yuksek oldugu bildiriimektedir.

* AFA ile derin ven trombozu, miyokard infarktlsi ve inme arasindaki
iliskiyi gosteren cesitli prospektif ve retrospektif calismalar mevcuttur

* Ancak AFA'nin tromboz patogenezindeki roli tam olarak
aydinlatilamamistir. AFA-tromboz iliskisini aciklamaya calisan in vitro
calismalar su sekilde 6zetlenebilir:



Antifosfolipid sendromunda tromboz

* 1) AFA'nin endotel hicrelerini aktive etmesi : AFA’'nin endotelden pro-
adezif ve pro-inflamatuar maddelerin salinimini arttirdigi, doku
faktoru salinimini indukledigi, apoptozu indukledigi, endotelin

salinimini arttirdigi, anneksin V’in prokoagutlan etkisini arttirdigi
gosterilmistir.

e 2)Dogal antikoaguilan sistem ile etkilesme: AFA’'nin protein C ve S’i
kofaktor olarak kullandigi ve inhibe ettigi, edinsel APC direncine

neden oldugu, anneksin V c¢atisini bozdugu, antitrombini inhibe ettigi
bildirilmistir.



Antifosfolipid sendromunda tromboz

* 3) Trombositlerin aktivasyonunu sagladigi ve agregasyonunu
indukledigi gosterilmistir.

* 4) AFA'nin eikazonoid metabolizmasiyla etkilesmesi: Endotelden
prostasiklin yapiminin azaldigi, trombositlerden ise tromboksan A2
Uretiminin arttigi; bu sekilde tromboksan/prostasiklin oraninin
belirgin olarak arttigi gosterilmistir.

* 5) AFA’nin fibrinolitik mekanizmalari bozduguna dair yayinlar
mevcuttur.



Antifosfolipid sendromda trombositopeni

* AFS hastalarinin %20-40’inda trombositopeni gorulebilir. Genellikle
trombositopeni hafif-orta derecededir (70.000-120.000/mm3), ancak
%5-10 olguda agir trombositopeni olabilir.

* Bu nedenle tek basina trombositopenisi olan hastalarda AFA pozitif
bulundugunda AFS tanisi konulamaz.

* Hafif ve orta derecede trombositopenide kanama riski oldukca
disuktlir. Kanama bulgulariyla basvuran hastalarda tGremi,
antiprotrombin antikorlari varligi gibi eslik edebilecek diger patolojiler
akla gelmelidir. Agir trombositopenide yaklagim immun
trombositopenik purpurali hastalardaki gibidir. Ilk basamakta steroid
tedavisi uygulanir.



Antifosfolipid sendromda tromboz tedavisi

* Tedaviye hastanin klinik ve laboratuar bulgularina gore karar verilir.

* Tesadufen AFA-pozitif saptanan, klinik belirti ve bulgulari olmayan
kisiler: AFA’nin normal populasyonda gorulme sikhgr %1-5 olarak
bildirilmektedir. Bu nedenle herhangi bir trombotik atagi olmayan
veya kriterlere uygun gebelik kaybi olmayan bir olguda sadece antikor
pozitifliginin saptanmasi tedavi icin yeterli bir gerekce degildir. Bazi
arastirmacilar AFA-pozitif kisilerin riskli durumlarda (operasyon,
puerperal donem vb) profilaksi almasi gerektigini savunmaktadir,
ancak bu konuda yapilmis kontrollG bir calisma yoktur



* AFA-pozitif AFS kriterlerini dolduran hastalarda primer tromboz
profilaksisi: AFA-pozitif olan ve gebelik komplikasyonlari nedeniyle AFS
tanisi alan kisilerde tromboz riskinin de yuksek oldugunu belirten
calismalar mevcuttur.

* Bu nedenle bir cok yayinda bu hastalarda tromboz acisindan profilaksi
yvapilmasi onerilmektedir. Ancak hangi hasta grubuna, ne zaman,
hangi ilacin, ne dozda ve ne kadar stire verilecegi konusunda kontrollu
calisma yoktur. Genellikle aspirin (80-325 mg’a kadar degisen
dozlarda) tavsiye edilmektedir .

* SLE-AFS olgularinda hidroksiklorokin kullaniminin trombozdan
koruyucu oldugunu gosteren calismalar yayinlanmistir.
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A Initial pathogenesis
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Antiphospholipid Syndrome Criteria
(Sydney revision of Sapporo criteria -2006)
Definite APS: 1 Clinical+ 1 Lab criteria

CLINICAL CRITERIA

® Vascular Thrombosis-arterial or
venous

® Pregnancy Morbidity:

a) | or more death of normal
fetusat > |0 wks

2 lor more premature birth at
34 wks due to severe
preeclampsia or placental
insufficiency

¢) >3 consecutive abortions

at <|0wks with other causes
being ruled out

LABORATORY CRITERA

© Anti-Cardiolipin IgG and IgM
© Lupus anticoagulant (LAC)

® Anti B2-glycoprotein! IgG and
IgM

medium - high titer(40 GPL or
MPL or higher than 99"
percentile) at least 12 wks apart

Positive test should be repeated at
least 12 apart



Table 1. Sapporo criteria for APS classification.

i I il

Clinical and Laboratory Criteria

e  >Iclinical episode of arterial, venous, or small vessel thrombosis.
Thrombosis must be objectively confirmed.
For histopathological confirmation, thrombosis must be present without inflammation
of the vessel wall.

Vascular thrombosis

>1 unexplained death of a morphologically normal fetus >10 weeks of gestation.
e  >1premature delivery of a morphologically normal fetus <34 weeks of gestation
because of.
Severe preeclampsia or eclampsia defined according to standard definition.
e  Recognized features of placental insufficiency.
e >3 unexplained consecutive miscarriages <10 weeks of gestation, with maternal and
paternal factors (anatomic, hormonal, or chromosomal abnormalities) excluded.

Pregnancy morbidity

e  Presence of aPL, on two or more occasions at least 12 weeks apart and no more than

5 years prior to clinical manifestations, as demonstrated by >1 of the following.
Laboratory criteria e LA,

¢ Medium to high-titer (>40 GPL or MPL, or >99th percentile) aCL IgG or IgM.
e  Anti-B2 glycoprotein-I (anti-2GPI) IgG or IgM > 99th percentile.




Entry Criteria®
At least one documented™ clinical criterion listed below (domains 1-6)
plus
A positive antiphospholipid antibody (aPL) test
(a lupus anticoagulant test, or moderate-to-high titers of anticardiolipin or anti-B,-glycoprotein-I antibodies [IgG or IgM])
within three years™ of the clinical criterion

¥

If absent, do not attempt to classify as APS - If present, apply additive criteria

A 4

Additive clinical and laboratory criteria®

Do not count a clinical criterion if there is an equally or more likely explanation than APS.
Within each domain, only count the highest weighted criterion towards the total score.

Clinical domains and criteria Weight Weight
D1. Macrovascular (Venous Thromboembolism [VTE]) D2. Macrovascular (Arterial Thrombosis [AT])
VTE with a high-risk VTE profile’ 1 AT with a high-risk CVD profile® 2
VTE without a high-risk VTE profile” 3 AT without a high-risk CVD profile’ 4
D3. Microvascular D4. Obstetric
Suspected (one or more of the following) 2 >3 Consecutive pre-fetal (<10w) and/or 1
Livedo racemosa (exam) early fetal (10w 0d -15w 6d) deaths
Livedoid vasculopathy lesions (exam)
/P\cll:l e/rc‘hror:;:nzrzk;‘:eph(rop;tl';y (ex:::iq:nl:b.)n ) Fetal death (16w 0d — 33w 6d) in the absence of 1
Doy BEIRRRNS b pre-eclampsia (PEC) with severe features or
Established (one of more of the following) 5 placental insufficiency (PI) with severe features
Livedoid vasculopathy (pathology®)
Acute/chronic aPL-nephropathy (pathology'®) PEC with severe features (<34w 0d) or PI with 3
Pulmonary hemorrhage (BAL or pathology®) severe features (<34w 0d) with/without fetal death
Myocardial disease (imaging or pathology) PEC with severe features (<34w 0d) and PI with 4
Adrenal hemorrhage (imaging or pathology) severe featuze dntt - shaut fetal death

’ D6. Hematology

DS5. Cardiac Valve 3
Thickening 2 Thrombocytopenia (lowest 20-130x10°/L)
Vegetation 4
Laboratory (aPL) domains and criteria'® Weight . .
Y {aPL) 8 2023 ACR/EULAR antiphospholipid syndrome
. : - = e . classification criteria
D7. aPL test by coagulation-based functional assay D8. aPL test by solid phase assay (anti-cardiolipin antibody ‘ , , ,
. s R CAR . Medha Barbhaiya @ ,’ Stephane Zuily @ ,” Ray Naden,” Alison Hendry,
(lupus anticoagulant test [LAC]) [aCL] ELISA and/or a.ntl B,-glycoprotein-1 antibody Florian Manneville.> Mary-Carmen Amigo,® Zahir Amours,” Danieli Andrade © *
laBzGP“ ELISA lperSIStent]) Laura Andreoli ‘9 Bal}iir Artim-Esen, DTatsu\;a )'«\tal.lrni,”TadE] AV(iI;Igﬂ
S . . = O Michael H Belmont .~ Maria Laura Bertolaccini,'* D Ware Branch,
POS?(?\C LAC (smg!e —one [lme) 1 Moderate or hlgh pOSlthe (IgM) (aCL and/or aﬁlGPl) 1 Graziela Carvalheiras,'® Alessandro Casini,'” Ricard Cervera,™® Hannah Cohen,'
Positive LAC (persistent) 5 Moderate positive (1gG) (aCL and/or af,GPI) 4 Nathalie Costedoat-Chalumeau ©.*° Mark Crowther,”! Guilherme de Jesus %
: el Aurelien Delluc,” Sheetal Desai,” Maria De Sancho,”” Katrien M Devreese,”™
ngh pOS!l?VC ([gG) (aCL or aBzGPl) 5 Reyhan Diz-Kucukkaya,M Ali Duarte-Garcia ,29 Camille Frelnoes.,;D David Garda,a'
High positive (IgG) (aCL and ap,GPI) 7 Jean-Christophe Gris @ ,** Natasha Jordan,* Rebecca K Leaf,™ Nina Kello @ *
Jason S Knight ® Carl Laskin,®” Alfred | Lee,*® Kimberly La!gault_]g Steve R Levine,*”
Roger A Lewy @ ,*"* Maarten Limper,** Michael D Lockshin,” Karoline Mayer-Pickel,*
Jack l\-"ll.lsl'aLL15 Pier Luigi Meroni L% Giovanni Orsolini ,'ﬂ Thomas L C\rleL48
Vittorie Pengo _49 Michelle Patri _50 Guillermo Pons-Estel ,5|
Jose A GDITIEZ-PIS.éEﬂE,ﬂ Quentin Raimglél.;g,ss Robert Rnubey',sl1 Gl'us\éann\' Sanna,55 .
Surya V Seshan,™ Savino Sciascia 77 Maria G Tektonidou .77 Angela Tincani,
TOTAL SCORE Denis Wahl,? Rohan Willis,®® Cécile Yelnik,®' Catherine Zuily,'32 Francis Guillemin,®
Classify as Antiphospholipid Syndrome for research purposes if there are Rt Spuieii,  Karen Costenbader ©,™ Doruk Erkan " on Behalf of the ACR/EULAR APS
only. To view, please uisit Classification Criteria Collaborators

the ipurmal emine (hitp: ik

at least 3 points from clinical domains AND at least 3 points from laboratory domains




* Trombositopeni APS'de %20 ile %50 arasinda degisen siklikta ortaya cikar ve
bununla iliskili tahmini kanama riski, iliskili trombotik riskten cok daha
disuktur.

* Bununla birlikte trombositopeninin ardindaki mekanizmayi arastirmak
onemlidir.

* Antifosfolipid antikoru pozitif hastalarda trombositopeninin patogenezi tam
olarak anlasiimamistir.



AFAS ‘ta trombositopeni nedenleri

Pathogenesis Hypothesis

Pathway

Secondary Immune
Thrombocytopenia

Expression of platelet membrane glycoproteins, especially GPIIb/Illa, increases after
aPL stimulation, and the binding of anti-2GPI-2GPI complex to receptors on the
platelet membrane induces the activation and aggregation of platelets.

Antibodies directed against GP on the cell wall of platelets (GPIIb/Illa, GPIb/IX,
GPla/Ila, and GPIV) have been identified in 40%—70% of thrombocytopenic patients
with APS.

Decreased platelet production

APS can associate with Hemophagocytic Syndrome, although it is extremely rare, and
bone marrow necrosis. Both conditions may cause a decrease in platelet production.

Increased platelet pooling

This condition can be suspected in patients with splenomegaly secondary to portal
vein or splenic vein thrombosis due to APS.

Increased platelet consumption

aPL can mediate upregulation of Von Willebrand Factor (vWF) production by
endothelial cells and by direct platelet activation, resulting in an increased
vWE-platelet binding.




AFAS ‘ta trombositopeni nedenleri

* AFAS/Katastrofik AFAS
 HELLP
* Preeklempsi

* DIC Nedeni

e TTP

* HUS tedavi et!
 HIT

e ITP

* Gestasyonel

e ilac iliskili

* Enfeksiyonlar



*A clinically significant aPL Patient has a clinically
profile is defined as persistently significant aPL profile*
positive aPL (LA, aCL, or
aB2GPl) based on the
classification criteria.

No history of
thrombosis or
obstetric morbidity

LDA (particularly
high thrombosis

Does the patient risk patients) Does the patient have
have CVD risk evidence of underlying

autoimmune disease?

factors?

Treat the underlying
autoommune disease
Consider HCQ if
appropriate (suspected
or confirmed SLE)

Continue to Consider statin Continue to

monitor for Address modifiable risk monitor
risk factors factors such as smoking
obesity, and diet

Tektonidou MG, Andreoli L, Limper M, et al.. EULAR recommendations for the management of antiphospholipid syndrome in adults. Ann Rheum Dis. 2019;78:1296-304
Ambati A, Knight JS, Zuo Y. Antiphospholipid syndrome management: a 2023 update and practical algorithm-based approach . Curr Opin Rheumatol. 2023 Mar 3. doi:
10.1097/BOR.0000000000000932. Online ahead of print.PMID: 36866678


https://pubmed.ncbi.nlm.nih.gov/36866678/

AFAS’a bagli trombositopenin tedavisi

Antiplatelet

Antikoagulanlar

Hidroksiklorokin

KS
Siklofosfamid/MMF/AZA
Eculizumab

Plazmaferez
IVIG
Splenektomi

Siddetli trombositopeni: kullanilmaz
Hafif trombositopeni: kullanilabilir

Siddetli trombositopeni: kullaniimaz
Hafif/orta derecede trombositopeni: kullanilabilir(katasatrofik AFAS)

SLE

indiiksiyon tedavisinde
Kullanilabilir(SLE nefriti)
Katastrofik AFAS

Katastrofik AFAS
1. veya 2. basamak tedavi,katastrofik AFAS
2. basamak tedavi
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* Antifosfolipid sendromu (APS), cogu durumda siklikla trombositopeni ile
iliskilidir ve vakalar hafiftir.

e APS tanisi dogrulanmis bazi hastalarda, sekonder immiin trombositopeni (ITP),

ciddi trombositopeniye yol acabilir ve bunun sonucunda buyuk kanama
gelisebilir.

* Aynizamanda hastalarda antifosfolipid antikorlarin (aPL) varligi bazi spesifik
bulgularla birlikte, Ozellikle antijenik hedeflerin cesitliligi ile ilgili 6zellikler,
bircok calismada primer ITP tanisiyla rapor edilmistir.



APS tanimlayici kriterlerine gore trombositopeni “yuksek risk”in isareti
olarak gorulmelidir.

Paradoksal tromboz riskini siniflandirmak icin ITP'li hastalarda aPL
varhgi degerlendirilmelidir.

Ozellikle antikoagtilan veya antiagregan kullanildiginda en uygun tedavi
stratejisini tanimlamak antiplatelet ajanlara ihtiyac duyulabilir.



Trombositopeni ve aPL Pozitifliginin Sistemik lupus eritematoz Klinik Onemi

* Sistemik lupus eritematozuslu hastalarda trombositopeni tespit
edilebilir (SLE) %20 ile %40 arasinda degisen bir sikliga sahiptir.
Genellikle hafiftir (trombosit sayisi >50 x 109/L) ancak siddetli de
ortaya cikabilir (trombosit sayisi <25 x 109/L).

* Birkac vakada trombositopeni kotu prognoz olarak goérulebilir.

* Azatiyoprin, metotreksat ve nadiren hidroksiklorokin (HCQ gibi immiun
baskilayici tedavilere ikincil olarak nadiren ortaya cikabilir. Bu ozel
vakalarda patogenez ilaca baglidir ve diger sitopenileri de icerebilir.



* SLE'de sekonder immun trombositopeni gortulme sikliginin daha
yluksek oldugu bilinmektedir.

* Ozellikle gliclu LA pozitifligi icin yiksek aCL veya LA titreleri olan
hastalarda trombositopeni riskinin yuksek oldugunu gosterilmistir.



EULAR recommendations for the management
of systemic lupus erythematosus: 2023 update

Autoimmune thrombocytopenia

For acute treatment of severe autoimmune thrombocytopenia, high-dose GC (including
___ pulses of intravenous methylprednisolone) (4/C), with or without intravenous
’ immunoglobulin G (4/C), and/or rituximab (2b/B), and/or high-dose intravenous
~ cyclophosphamide (4/C), followed by maintenance therapy with rituximab (2b/B),
azathioprine (2b/C), mycophenolate (2b/C), or cyclosporine (4/C), should be considered.



otential treatments of APS with or without thromboss.

Patient Group

Clinical History

I Line Therapy

non-triple-positive aPL carrier
pie-p

No thrombotic events

No prophylaxis required

triple-positive aPL carrier

No thrombotic events

Primary prophylaxis with LDA may be considered

thrombotic APS VTE Secondary prophylaxis with LT-VKA (target INR 2.5, range 2-3)
thrombotic APS Arterial thrombosis Secondary prophylaxis wiﬂ'loLrTI:\Ef;I;A (target INR 3.5, range 3—4)
obstetric APS VTE/arterial thrombosis LDA + LMWH
CAPS Without secondary CTD * Anticoagulation + glucocorticoids + HD-IVIG + PEX
CAPS Secondary CTD Anticoagulation + glucocortu:mdsl + HD-IVIG + PEX +
cyclophosphamide
Thrombotic APS/CAPS Refractory disease; Anticoagulation + glucocorticoids + HD-IVIG + PEX + rituximab

Microangiopathic hemolytic anemia

Current Rheumatology Reports (2020) 22: 51
https//doi.org/10.1007/511926-020-00935-2
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* Sonuc olarak antikoagtilasyon ve/veya anti-agregan tedavi
trombositopenili AFAS hastalarinda ve antikor tasiyiciliginda her
zaman gerekli degildir.

* APL varliginda trombositopeninin herzaman AFAS ile iliskili
olmayacagini ve diger nedenlerin ekarte edilmesi gerektigi
unutulmamalidir

* AFAS ile iliskili trombositopenisi olan hastalarda ise ‘aspirin” primer
tromboprofilaksi icin makul bir secenek olarak distnidlmelidir.



