Uz.Dr. Nesrin SEN



ANTIFOSFOLIPID SENDROMU

* Vendz ve/veya arteryal
tromboz

8l ° Gebelik morbiditeleri

* En az 12 hafta fosfolipid ve
proteinlere karsi gelismis
otoantikorlarin varlhigi ile
karakterize sistemik ve
otoimmun hastaliktir .

* lupus-antikoagiilan(LA),

» antikardiolipin (aCL)

* anti-82-glikoprotein-I (aB2GPI)




OLGU 1

e 34 yasinda bayan hasta

e 2010 yilinda dogum yaptiktan sonra eklem agrilar
olmus. Salazoprin baslanmis.

 Haziran 2015 de ANA:+, anti ds dna:-
lupus antikoagilani:2 |
antikardiyolipin Ig M:69
anti kardiyolipin Ig G<2



OLGU 1

6 haftalik gebeyken (Aralik 2015) Romatoloji poliklinigine
basvurdu.

FM:Solunum,kardiyak,nérolojik sistem muayenesi
normal. Aktif artrit bulgusu yok. Cilt dokintusi yok.

BK:6200 Hb:12.5 PLT:154000
ESH:51 mm/h CRP:3,27 mgr/dl KCFT:N BFT:N TIT:N
RF:- CCP:-



OLGU 1

ANA:Pozitif Antids DNA: - ENA profili:-
C3-C4:N

Anti- Beta 2 Glikoprotein Ig M>200
Anti- Beta 2 Glikoprotein Ig G<2

Anti kardiyolipin Ig M:19.95

Anti kardiyolipin Ig G<2

Lupus Antikoagulani:+



®» Antifosfolipid Sendromu???

» Klinik????

®» Tedavi???



Sapporo Klasifikasyon Kriterleri

Klinik Kriterler Laboratuvar Kriterler

Vaskiiler tromboz En az 12 hafta aralikla iki ya da daha fazla
>1 arteriyel, ven6z veya kuglik damar durumda

trombozu

Gebelik morbiditesi *Lupus antikoagiilan testi pozitifligi

*Bir veya fazla sayida, normal fetal morfolojide « Antikardiyolipin antikoru (IgG ve/veya

10. haftadan sonra fetal kayip IgM)

*Bir veya fazla sayida, preeklampsi, eklampsi «Anti-B2-glikoprotein-I antikorunun (IgG ve/

veya plasental yetmezlik nedeniyle 34 hafta veya IgM)
oncesinde prematire dogum

*Uc veya daha fazla 10.haftadan énce spontan

dustkler (kromozomal anormallikler, maternal

anatomik veya hormonal anormallikler

dislanmal)

Tani icin 1 Klinik ve 1 Laboratuvar Bulgu

Miyakis S, et al. ] Thromb Haemost 2006; 4: 295-306



Antifosfolipid Sendromu

Klinik Tutulum Sikhk
Primer AFS AFS-SLE
Trombositopeni %20-25 %30-40
Kalp kapak tutulumu % 12-33 %40 Kapakta kalinlasma,vejetasyon,

regurjitasyon

Cilt Tutulumu

Livedo retikularis %20-25 %35

Ulser %33 %7-10 Pretibial alanda
Superfisial %9

tromboflebit

Bobrek Tutulumu
Renal arter stenozu %26

Nefropati %35 % 39-67 Arteriol,glomeruler kapiller
tutulumu



Antifosfolipid Sendromu

Klinik Tutulum UL
Primer AFS AFS-SLE

S.S.Tutulumu

Migren/basagrisi % 20 %25

Epilepsi %6-7 %14

Kognitif bozukluk %38 %48

Demans %25-56 Kronik rekurren
iskemik ataklar
nedeniyle

GOz Tutulumu %15-88 Amarosis fugax,
retinal damar
trombozu(arter/ven)

Transver miyelit %1

Pulmoner hemoraji %1

Meroni et al. Arthritis Research & Therapy Page 3 of 14 2014, 16:209 http://
arthritis-research.com/content/16/2/209



Anti Fosfolipid Antikorlari

SLE gibi otoimmun hst.larda, enf ve malignite seyrinde ve
bazi ilaclara bagl ortaya cikabilen heterojen antikorlardir.
Normal kisilerde de bulunabilirler.

— Anti-kardiyolipin

— Anti-fosfotidilserin

— Anti-fosfotidil inozitol

— Antifosfatidil kolin - |Alt grup AFAlar| e

— Anti-fosfatidil etanolam Antifosfolipid antikorlar |

— LAK pozitifligi yapanlar
Ruiz-Ilrastorza G, et al: LANCET, 2010



Lupus Antikoagulani

* Lupus antikoagulan testi, aFL'in protrombinin
trombine donusimuni inhibe etme yetenegini
dlcmesi acisindan fonksiyonel bir koagllasyon
testidir.

* |nvitro olarak antikoagilan etkili olmasina ragmen
invivo olarak koagulasyonu etkiler.

* Dogrulama basamaklari olmaksizin pozitif bir tarama
testi pozitif LA testi degildir.



Anti Fosfolipid Antikorlari

Antikardiolipin
antikoru (aCL) IgG/M | 240 U >40 GPL veya
MPL veya 99 persentil

Anti-B2-glikoprotein-l |lizerinde
antikoru (ap2GPI) IgG/
M

12 hafta ara ile
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Meroni, P. L. et al. (2011) Pathogenesis of antiphospholipid syndrome: understanding the antibodies
Nat. Rev. Rheumatol. doi:10/1038/nrrheum.2011.52
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Figure 1. Schematic Representation of the Crystal Structure (Fishhook
Configuration) of 8,-Glycoprotein | (B2GPI).

The carboxy-terminal amino acid cysteine (Cys) 326 forms a disulfide (S-S)
bridge with Cys288, D denotes domain, K lysine, R arginine, and SH free
thiol. The numbers indicate the position of the amino acid starting from
the amino-terminal end of the protein.

B2-glikoprotein |, lipid
baglayici protein (50-kDa) olup
dolasimdaki plazma
konsantrasyonu 4 uM (200 pg/
ml).

“Kompleman Kontrol Proteini”

B2-glikoprotein | hiicre
membranina penetre olur. Ek
olarak aniyonik fosfolipidler,
sulfatide , heparin, comp. C3,
annexin A2, platelet
glycoprotein Ib, megalin,
apolipoprotein receptor 2,
von Willebrand factor vb
ligandlara baglanir.

Antiphosholipid Syndrome.Book Edited by Alena Bulikova



Trombosit ve Endotel Hiicreleri

Cell
activabhan

222725}
§$588858

geRe MM
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B2-GPI1 + af3=>-GPI Dimerisation of B2-GPI
facilitates binding to
Annexin |l, ApoERZ2 and
cell signaling

Figure 1. Schematic representation of how anti-g2-GP1 Abs in complex with
B2-GPI may interact with certain surface receptors on platelets (eg, ApoER2’)
and endothelial cells (eg, annexin i, also known as annexin A2) to induce
cellular activation. Reprinted from Miyakis ot al!/ with permission.

Bill Giannakopoulos et all. Blood.2007;109:422-430
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Bill Giannakopoulos et all. Blood.2007;109:422-430



CDA4 T hucrelerin oto-reaktivasyonunun
uyariimasi
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e Extrinsic activation
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Kompleman Aktivasyonu,

Endotelyal Disfonksiyon,

Monositlerden proinflamatuar sitokinlerin salinmasi,
PLT protrombotik mekanizmalarin aktivasyonu,

CD4 T hucrelerin otoreaktivasyonunun uyarilmasi,
Fibrinolitik Sistemin bozulmasi,

Apoptotik hlicre klerensinin bozulmasi,

Dogal antikoagulanlara (Protein C) direnc gelismesi,

Makrofajlarca alinan oksidize duslik dansiteli lipoproteinlerin
(ox-LDL) endotel hasarina yol agmasi ve olusan anti-oxLDL
antikor ile AFA arasinda capraz reaksiyonu......

Bill Giannakopoulos et all. ,Blood.2007;109:422-430



Bir veya fazla sayida, normal
fetal morfolojide 10. haftadan
sonra fetal kayip

Bir veya fazla sayida,
preeklampsi, eklampsi veya
plasental yetmezlik nedeniyle
34 hafta oncesinde premature
dogum

Uc veya daha fazla 10. hf.dan
once spontan dusukler
(kromozomal anormallikler,
maternal anatomik veya
hormonal anormallikler
dislanmali)



 Trombotik degisiklikler,
* hCG saliniminin supresyonu,

 Kompleman aktivasyonunun indiksiyonu ve
plasental injuri,

* Direkt trofoblastlarin buyime ve farklismasina
etkisi (defektif plasentasyon)

Antiphosholipid Syndrome.Book Edited by Alena Bulikova



aPL effects on trophoblasts

o T o T

Meroni, P. L. et al. (2011) Pathogenesis of antiphospholipidi) ) {111¢
syndrome: understanding the antibodies Nat. Rev. Rheumaf@EJoEWS Lol i
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« Antifosfolipid antikorlar M trofoblastlar

— Villoz sitotrofoblast farklilasmasinin inhibisyonu

— Desiduaya dogru ekstravilloz sitotrofoblast invazyonunun
inhibisyonu

— Sinsityotrofoblast apoptozunun indiklenmesi

— Sinsityotrofoblast yuzeyde kompleman aktivasyonu ile
maternal enflamatuar yolaklarin baslamasi

Girardi G Mole Immunol 2006



Umbilical cord

Meroni, P. L. et al. (2011) Pathogenesis of antiphospholipid syndrome: understandﬂa

Botiodies RHEUMATOLOGY
Nat. Rev. Rheumatol. doi:10/1038/nrrheum.2011.52 REVIEWS




Tekrarlayan gebelik kayiplari diginda,
aFL antikorlar bagka obstetrik patolojiler de yapabilir:

» Utero-plasenter yetmezlik,

— Intrauterin fetal buyume geriligi
— Fetal distres

— 34. hf 6ncesi erken dogum
HELLP sendromu

Preeklampsi, eklampsi

Ablasio plasentae

Infertilite
(Carp HJ, Shoenfeld Y: Clin Rev Allergy Immunol. 2007;32(2):159-61)
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Contents ists available at ScienceDirect

Autoimmunity Reviews

journal homepage: www . .elsevier.com/ilocate/autrewv

Review

The European Registiy on Obstetric Antiphospholipid Syndrome
(EUROAPS): A survey of 247 consecutive cases

Jaume Alijotas-Reig *P*22 Raquel Ferrer-Oliveras <7, Amelia Ruffatti ¢, Angela Tincani €, Elmina Lefkou ¥,

Ma. Tiziana Bertero ¥, Emmanuel Coloma-Bazan P, Sara de Carolis !, Gerard Espinosa ",

Patrizia Rovere-Querinii, Anna Kuzenko £, Enrique E. Valverde ¥, Angel Robles !, Ricard Cervera ™,

Valentina Canti ®, Micaela Fredi ©, Antonio Gil-Aguado !, Krista Lundelin ™?, Elisa Llurba <, Taisiva Melnychuk <,
Cecilia Nalli <, Elisa Picardo 7, Erika Silvestro ¥, Teresa del Ross 9, Inmaculada Farran-Codina <,

(EUROAPS Study Group Collaborators)

Table 2
Detailed current™ obstetric complications in this OAPS series (N—247).

Complications N (%)

No 118 (47.8)

Yes 129 (52.2)
Prematurity 61 (47.3)
Stillbirth & Fetal Loss 29 (22.5)
Miscarriage (latest) 21 (16.3)
FGR early onset 18 (14.0)
Preeclampsia early onset 17 (13.2)
Preeclampsia late onset 16 (12.4)
Prematurity & Preeclampsia early onset/HELLP 15 (11.6)
Prematurity & FGR early onset 9 (7.0)
HELLP 7 (54)
Abnormal uterine blood flow 7 (54)
Cord blood flow restriction 4(3.1)
Abruptio placentae 5 (3.8)
Prematurity & FGR & Preeclampsia/HELLP 4 (3.1)
Abnormal middle cerebral artery blood flow 4 (3.1)
FGR late onset 2(1.6)
Placental haematoma 1(0.8)

* Latest pregnancy. The majority of women were under any treatment.



AFS-YUKSEK RISKLI GEBELIK

* Antikorlarin Gcunlnde pozitifligi,
* Oykiide tromboz hikayesinin olmasi,
e SLE gibi primer hastaliga sekonder olmasi.

Hannah L. Rose et all.J Thromb Thrombolysis (2014) 38:453—-456



Gebelikte Antifosfolipid Antikor
Sendromu Tedavi

 Kumadin 1. trimestr yan etkileri;teratojenik
Embryopati
Mental retardasyon
Optik atrofi
Nasal hipoplazi
Iskelet anomalileri
CNS anomalileri
Fetal hemoraji

Hayes E et al. LMWH, the most cost effective treatment of VTE.
Presented at SMFM Meeting, 2006



Gebelikte Antifosfolipid Antikor
Sendromu Tedavi

* LMWH daha az maternal yan etki, fetus’a gecmez,
daha efektif, faktor Xa inhibisyonu

* Profilaktik dozaj icin seviye 6lcimune gerek yok
*Tinzaparin 4500 IU g gun
*Enoxaparin 40 mg q gun
*Dalteparin 5000 IU bid

* Terapotik anti-faktor Xa pik seviye hedefi 0.8-1.2 IU/ml
*Tinzaparin 175 IU/kg q gun
*Enoxaparin 1 mg/kg bid
*Dalteparin 100 IU/kg q bid



Auntoinmumuunity Reviews 13 (2014 795 -S13

Contents lists available at ScienceDirect

Autoimmmunity Reviewvvs

journal homepage: www elsevier comJflocate/autrev

Review

14th International Congress on Antiphospholipid?MAntibodies Task Force ®<;m>-mmk
Report on Obstetric Antiphospholipid Syndrome ™

Guilherme R. de Jesus 7F, Nancy Agmon-Levin P, Carlos A. Andrade 9, Laura Andreoli ©, Cecilia B. Chighizola *=,
T. Flint Porter ", Jane Salmon %!, Robert M. Silver ", Angela Tincani ¢, D. Ware Branch ™

< Departirent of Qhsostrics, Universidade do Estodo do Rior de Joareetro, Rio de Jonetro, Brozil
B e P el e F it £ A st de———— B it €W rn Bl a sl G in § et . 2

Live barth rates in groaps with recumrent early miscarmiage (REM) and antiphospholipid antibodics (aPL) treated with low dase aspirin (LDASA) alone.

Author, year N SAB Anticardiolipin thresholds LA

186 g
Cowchock, 1992 [59] r =30 =11
Kutteh, 1996 [60] - =27 =27
Ral, 1997 [61) =5 =5

Pattison, 2000 |62) =5 =5
Farquharson, 2002 | 63| =9 =5
Goel, 2006 [65] ( - =18 No
Laskin, 2009 |67) z =15 =25

SAB: Spontaneous abortion.
LA lupus anticnagulant.

Live birth rates in groups with recusrent early miscarriage (REM) and antiphespholipid antibodies (aPL) treated with heparin and low dase aspinn (LDASA ). /-\ I
Authar, year N SAR Anticardinlipin threshalds 1A Type % lve hinth!
IsG Igh
Cowrhod, 1992 [59] 26 =2 =30 =11 Yes UFH 731
Kutteh, 1996 |60) 25 =3 =27 =27 No UFH 0.4
Rai. 1997 |61] 45 23 =5 > Yes UFH i
Farquharson, 2002 |63 51 >3 =9 =5 Yes IMWIH 784
Goel, 2006 [65] 33 =2 =18 No No UFH 545
Laskin, 2009 [67] 22 =2 =15 =25 Yes IMWH 773
Dendrinos, 2008 66) 40 = MH 'H Yes IMWH 725
Tricko, 2003 [64] 19 23 =40 No No LMWH 842
SAB; Spontancous abortion, \/
LA: Tupnas anticowgulant.

LMWE: Low molecular weight heparin.
LIPH: lnfractioaatedd heparin,
ML Mediwn,licl




Comparison of ive birth rates in groups with recurrent early miscarriage (REM) and antiphospholipid antibodies (aPL) treated with unfractionated heparin (UFH) or low molecular weight
heparin (LMWH) plus low dose aspirin (LDASA) and LDASA alone.

Author Intervention Heparin LDASA LDASA pvalue
N ﬁ;bm N ity

Kutteh [60] UFH/LDASA 2 80 2% 4 <005

Rai [61] UFH/LDASA 45 n 4 f 001

Fargharson [63] [MWH/LDASA o 7 4] n NS

Goel |65 UFH/LDASA 33 8 3 62 004

Laskin [67] LMWH/LDASA 2 n 2 76 NS

-

Trials comparing live birth Rates in women with recurrent early miscarriage (REM) and
antiphospholipid antibodies (aPL) treated with low molecular weight hepann (LMWH)
and low dose aspinn (LDASA) to those treated with intravenous immune globulin (IVIC).

Author LMWH/LDASA
N _Tive births [\ m

Triolo, 2003 [64] 19 B842 57.1
Dendrinos, 2009 [67] 40 \\ 725 38 9.5 om3

p-Value




Gebelikte Antifosfolipid Antikor

Sendromu Tedavi

aFL + tekrarlayan disuk,preeklampsi,lUGG ve
tromboz dykusu yok

Diisiik doz aspirin(100 mgr/giin)

aFL+ tekrarlayan diusutk oyktst mevcut

Dusuk doz aspirin+ DMAH

aFL+ tromboz

Duslik doz aspirin+Teropotik dozda heparin
SLE eslik ediyorsa Hidroksiklorokin+Azatiopduirin
Katastrofik AFS IVIG

Hannah L. Rose J Management of very high risk pregnancy with secondary anti-phospholipid syndrome and triple positivity to the
anti-phospholipid antibodies Thromb Thrombolysis (2014) 38:453—-456

David Keeling et al. Guidelines on the investigation and management of antiphospholipid syndromeBritish Journal of
Haematology, 2012, 157, 47-58



144 Antiphospholipid Syndrome

Pregnant women with positive test for antiphospholipid antibody

v

A history or presence of TE or pregnancy complication

None Pregnancy complication TE
IUFD, FGR,
¢ RSA severe PIH
v s ! RN \
LDA LDA~28w LDA~28w+ Warfarin~5w,
~28w = prophylactic UFH~ 361" LDA Sw~28w
UFH~15w - +therapeutic UFH

[

Monitoring of fetal growth and well-being and
reguiar measurements of D-dimer

v VT \

None VD Survey UFH UFH &= Warfarin
CS Heparin

Antiphospholipid antibodies include lupus anticoagulant, anticardiolipin antibody, anti-p2
glvcoprotein-I antibody, and Pa-glyvcoprotein I dependent anticardiolipin antibody. If women yield
multi-positive tests or a high titer of antiphospholipid antibody, more intensive treatment should be
considered as presented by dotted arrows.
TE, thromboembolism; RSA, recurrent spontaneous abortion; IUFD, intrauterine fetal death; FGR,
fetal growth restriction; PIH, pregnancy-induced hypertension; LDA, low dose aspirin; UFH,
unfractionated heparin: VD, vaginal delivessC5picesarear Seakitdicd by Alena Bulikova




Antithrombotic effects of hydroxychloroquine in primary
antiphospholipid syndrome patients
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Conclusion

may cxpiain wny migranon was only partaiy restorcd.

Several studies have shown an important risk of thrombo-
sis relapse in antiphospholipid syndrome (APS) [1,2], and
the need for secondary prophylaxis [3]. Hydroxychloroqu-
inc (HCQ) is such a trcatment, showing a positive balance
between benefits and risks, and a low economic cost. The
goals of this first prospective study in primary APS
patients were to assess the efficacy of HCQ as a new ther-
apeutic approach, and to evaluate its effectiveness relative
to standard oral anticoagulants (OAs) for the prevention
of recurrent thrombosis.

We report a preliminary prospective non-randomized
study approved by the institutional review board in
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Hydroxychloroquine reversed the aPL-inhibition of trophoblast 11-6
secretion and partially limited aPL-inhibition of ccll migration, Thus, jom
some form of combination therapy that indudes HCQ may be bencficial

antiphospholipsd syndrome (APS) is an associa-

to pregnant APS patients,

entiation by using ELISA-measured [Fhuman choronic
gonadotropin hormeae (i-0CG) secretion. We used three
types of al'L 1o study their effect on ol fusion and differ-
entintion: #PL denvad from obstetoe APS pationts and

uon ol thromboembelic complications and/or obstetric
mathologics and the presence of antiphospholipid antibod-
s (aPL) [1]. Obstetric APS trextment combines low -<oss-
aspurn wills low mokcalsr weght hepain |2 Unlornie-
mately, it & incllickat i showt 30% of cses, reinlorcing
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CONCISE REPORT

A prospective open-label pilot study of fluvastatin
on proinflammatory and prothrombotic biomarkers
in antiphospholipid antibody positive patients

Doruk Erkan,' Rohan Willis,? Vijaya L Murthy,? Gurjot Basra,” JoAnn Vega,’

Patricia Ruiz-Limén,” Ana Laura Carrera,” Elizabeth Papalardo,”
Laura Aline Martinez-Martinez,> Emilio B Gonzalez,” Silvia S Pierangeli’

ABSTRACT

Objective To determine if proinflammatory and
prothrombotic biomarkers are differentially upregulated
in persistently antiphospholipid antibody (aPL)-positive
patients, and to examine the effects of fluvastatin on
these biomarkers.

Methods Four groups of patients (age 18-65) were
recruited: (a) primary antiphospholipid syndrome;

(b) systemic lupus erythematosus (SLE) with
antiphospholipid syndrome (APS) (SLE/APS); (¢) persistent
aPL positivity without SLE or APS (Primary aPL); and

(d) persistent aPL positivity with SLE but no APS (SLE/
aPL). The frequency-matched control group, used for
baseline data comparison, was identified from a
databank of healthy persons. Patients received fluvastatin
40 mq daily for 3 months. At 3 months, patients
stopped the study medication and they were followed for
another 3 months. Blood samples for 12
proinflammatory and prothrombotic biomarkers were
collected monthly for 6 months.

Results Based on the comparison of the baseline
samples of 41 aPL-positive patients with 30 healthy

Fuia s Feaend L . TR NPT Y
ST e S

in otherwise healthy individuals as well as in 3096
40% of systemic lupus erythematosus (SLE)
patients. aPL-mediated clinical events occur due to
complex interaction of proinflaimmatory and pro-
thrombotic cells. First, aPL increase endothelial cell
(EC) expression of the cellular adhesion molecules
(CAMSs) such as intracellular CAM-1 (ICAM-1),
vascular CAM-1 (VCAM-1) and E-selectin
(E-sel).? © Second, tissue factor (T'F) upregulation is
an important mechanism of the prothrombotic
effects of aPL.”” Third, aPL induce significant
increase in proinflammatory cytokines (interleukin
(IL)-6, IL-8 and tumour necrosis factor-a (I'NF-a))
on EC.* ? Fluvastatin diminishes aPL-mediated
upregulation of adhesion molecules and TF in vitro
in ECs, as well as the in vivo thrombogenic and
proinflammatory effects of aPL in mice.'®'?

Given the relationship between thrombosis and
increased expression of CAMs, TF activity and
proinflammatory cytokines in APS, we hypothesise
that patients with persistently positive aPL have
increased levels of proinflaimmatory and prothrom-
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Global effects of fluvastatin on the prothrombotic status of patients with antiphospholipid syndrome.
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Abstract

OBJECTIVE: Numerous mechanisms have been proposed to explain the thrombotic/proinflammatory tendency of antiphospholipid syndrome (APS)
patients. Prothrombotic monocyte activation by antiphospholipid antibodies involves numerous proteins and intracellular pathways. The anti-
inflammatory, anticoagulant and immunoregulatory effects of statins have been aimed as a therapeutic tool in APS patients. This study delineates the
global effects of fluvastatin on the prothrombotic tendency of monocytes from APS patients.

METHODS: Forty-two APS patients with thrombosis and 35 healthy donors were included in the study. APS patients received 20 mg/day fluvastatin
for 1 month. Blood samples were obtained before the start, at the end and 2 months after the end of treatment.

RESULTS: After 1 month of treatment, monocytes showed a significant inhibition of tissue factor, protein activator receptors 1 and 2, vascular
endothelial growth factor and Flt1 expression that was related to the inhibition of p38 mitogen-activated protein kinase (MAPK) and nuclear factor
kappa B/Rel DNA-binding activity. Proteomic analysis showed proteins involved in thrombotic development (annexin I, RhoA and protein disulphide
isomerase) with altered expression after fluvastatin administration. In-vitro studies indicated that the inhibition of 3-hydroxy-3-methylglutaryl coenzyme
A reductase by fluvastatin might inhibit protein prenylation and MAPK activation.

CONCLUSION: The data from this study support the belief that fluvastatin has multiple profound effects in monocyte activity, which might contribute
to thrombosis prevention in APS patients.
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* Kirk yasinda erkek hasta,
* Sikayeti:15 gundur olan nefes darligi ve gégus agrisi

* Hikayesi: 4 yil obnce arteriyel tromboz nedeni ile sag
alt ekstremite trombektomi ameliyat

2 vyil 6nce iskemik serebrovaskuler olay
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Pulmoner tromboemboli on tanisiyla cekilen
ventilasyon/perflizyon sintigrafisi, pulmoner
tromboemboli acisindan yuksek riskli bulundu.

Hastanin tam kan sayiminda pansitopeni
saptandi. Periferik yaymasinda, fragmente
eritrositler gézlenirken, atipik hiicre saptanmadi.
Vitamin B12 ve folik asit degerleri normal
sinirlarda bulundu. Laktat dehidrogenaz degeri,
laboratuvar normallerinin Gst sinirtndan dort kat

yiksek bulundu. Hastada hemolitik anemi oldugu
kabul edildi.
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 Daha 6nce bilinen bobrek problemi bulunmayan
hastanin kreatinin degeri: 1.7 mg/d|

idrar sedimentinin akfif.

24 st.lik idrar proteini:4 gram/gin
Hastanin genel durumu ve kanama riski g6z dnune
alinarak boébrek biyopsisi yapilamadi.

 Hepatosplenomegali ve transaminaz yuksekligi
gozlenen hastanin yapilan portal sistem manyetik
rezonans (MR) anjiyografisinde,portal vende
parsiyel tromboz saptandi.



Sekil 1. (a) Gegirilmis serebrovaskiiler olaya bagh kronik serebral enfark alani. (b) Manyetik rezonans
anjiografi’de saptanan parsiyel portal ven trombisu.
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Antikoagulan tedavi 6ncesi bakilan bazal aktive parsiyel tromboplastin zamani
ve protrombin zamani uzun olarak tespit edildi. Bu bulgu tzerine AFS on tanisi
ile

Lupus antikoagilani: iki kez pozitif

Antikardiyolipin Ig G ve M: Negatif
Diger trombofili nedenlerinin arastirlmasinda Faktor V Leiden mutasyonu,
protrombin gen mutasyonu ve, MTHFR C677T mutasyonu negatif olarak

bulundu. Protein C ve S, antitrombin ve homosistein seviyesi normal sinirlarda
tespit edildi.

Hastada mevcut bulgularla bag dokusu hastaligi olabilecegi de distinulerek,
antintkleer antikor testi (ANA), anti-dsDNA, antisentromer ab:+

Enfektif etyolojilerinin arastirilmasi icin alinan kan ve idrar kiltirinde Greme
gozlenmedi. Fizik muayene ve sorgulamada enfeksiyon odagi gozlenmed.i.
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* Hastada ayni anda tespit edilen ve akut gelisen,
ikisi gorintileme yonteminde gosterilmis
tromboz ile karakterize,

* Uc ayri organ sisteminde tutulum olmasi, lupus
antikoagulan testi pozitifligi

* ve diger muhtemel etkenlerden enfeksiyon ve

herediter trombofili ekarte edilmesi sonrasi,
olasi KAFS kabul edilerek tedaviye baslandi.
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Hastaya trombosit sayimina gore dustuk molekuler agirlikli heparin

Yatisinin 10, 11 ve 12. giinlerinde Metilprednizolon 1 gr/giin/3 giin .V
Takiben 1 mgr/kg/gilin prednisolone esdeger dozundan oral olarak devam
edildi.

Yatisinin 24. gininde intravendz immunglobulin (IVIG) 2 gr/kg/gin,
plazma degisimi esliginde baslandi. Toplam U¢ glin IVIG alan ve 11 seans
plazma degisimi uygulanan hastanin, pansitopenisinin devami Uzerine

yatisinin 37. glinlinde, bir kez daha li¢c glin metilprednizolon 1 gr/ gin
dozundan verildi.

Hastanin yatisinin 46. ginunde genel durumunda iyilesme,
pansitopenisinde diizelme izlendi. Proteinuri degerinin gerilemesi Uzerine,
idame takibinde, siklofosfamid aylik 1 gr parenteral, 1 mg/kg/giin
prednisolone esdegeri oral steroid ve oral antikoagtilasyon ile izlenmesine
karar verildi.



Katastrofik AFS

2. Bulgularin ayn1 anda veya bir haftadan kisa siirede gelismesi

3. Kii¢liik damar trombozunun en az bir organ veya dokuda histopatolojik olarak
gosterilmesi®*

4. Antifosfolipid antikorlarinin kalic1 olarak varligininn gosterilmesi (lupus
antikoagiilan1 ve/veya antikardiolipin antikorlary)™**

“Kesin” katastrofik AFS: 4 kriterin ayn1 anda varligi

Olas1” katastofik AFS:

* Kriter 2-3-4 ve sadece 1ki organ, sistem ve/veya doku tutulumu varligi

* Kriter 1-2-3 ve hastalarda aFL varliginin en az 6 hafta arayla gosterilememis olmasi
(ornek: katastrofik AFS oOncesinde aFL test edilmemis hastanin erken donemde
kaybedilmesi)

* Kriter 1-2-4

* Kriter 1-3-4 ve bir haftadan daha uzun ancak bir aydan daha kisa siirede tigiincii
vaskiiler olayin gelismesi



Clinical manifestations of CAPS

System involved (frequency) Clinical sym ptoms

Renal (71%) Hypernension (mild to malignant)
Proteinunia and microscopic hematurnia
Acute renal failure

Renal vein thrombosis
Renal infarcaon

Pulmonary (64%) Acute respiratory distress syndrome (ARDS)
Pulmonary embolism

Central nervous svstem (62%) Lack of awarmess

Confusion svndrome

Neurologic deficit (stuoke)

Postenior reversible encephalopathy (PRES)

Cardiac (31%) Cardiac failure

Valvular dysfunction (mitral, aorac)
Pericardial effusion

Myvocardial infarction

Skin (50%) Ischemic necrosis of the extremites
Livedo racemosa
Subungual hemorthages flames

Hepatc (30%) Biological cytolysis by microvascular ischemia

Gastointestunal (23%) Ischemic abdominal pain
Acalculous cholecystitis
Pancreauas

Splenic rapture

Adrenal glands (23%) Hypotension (atypical in CAPS)
Abdominal or lombar pains
Electrolyte disorders

J. Guntz et all.Catastrophic antiphospholipid syndrome : case reports and review of the
literature.Acta Anaesth. Belg., 2014, 65, 87-94




Katastrofik AFS-Tedavi

Supportive treatment :
mechanical ventilation,

vasoactive drugs, hemodialysis...

------------ Triggering factor (i.e. infection)

Y
Anticoagulation Corticosteroids Plasma exchanges

HD instability : VIG

— —- —
Refractory CAPS :

SLE flare :

cyclophosphamide rituximab

J. Guntz et all.Catastrophic antiphospholipid syndrome : case reports and review of the
literature.Acta Anaesth. Belg., 2014, 65, 87-94



Katastrofik AFS-Tedavi

Mabthera® ;-.3: * Rituksimab

Rituximab o e

Wi | * Eculizumab:Fare kaynakli,
Mabthera™ == i ier insanlastirilmis monoklonal

antikor. Kompleman protein
C5’e baglanir. Boylece C5
] konvertaz ile yikilmasini
Onler.Sonucta membran
atak kompleksinin olusumu
engellenir.

SOLIRIS

ulizumab)

thae first medication specifically
indicated to treat all patients
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27 yasinda ,bayan ,daha onceden SLE tanisiyla Plaquenil ve
Imuran tb. kullaniyormus. Dis merkezde cocuk sahibi olma
talebiyle kullandigi ilaclar kesilerek ovulasyon induksiyonu
vaptlmis. Bir hafta sonra karin agrisiyla Ovaryan
Hiperstimiilasyon Sendromu tanisiyla yatarak tedavi
olmus.Birhafta sonra taburcu edilmis. Nefes darlgi ve gogus
agrisiyla Kosuyolu Kalp Hast. Hastanesi acil servise
basvurmus.MI? Miyozit on tanilariyla Koroner Yogun Bakim

Servisine yatirilmis.
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BK:5600 Hb:8.6 PIlt:273000

ALT:24 U/L AST:53.4 U/L

T.Protein:5.99 g/dl (6.4-8.3)

albumin:2.49 g/dl (3.5-5.2)

ESH:141 mm/st CRP:8.56 mgr/dl (0-0.34)
TIT:albumin +
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Entube ,bilinci kapall

Koroner anjiografi yapilamadi. Koroner
Tromboz??? Miyokardit????

EF:% 30 Prednol 250 mgr/giin 4 giin >60mgr/gln
IVIG:0.5 mgr/kg 4 gun verildi.

Takiplerinde troponin dizeylerinde duzelme???
Akc gr de duzelme

Kontrol Beyin BT: Diffiiz 6dem (hipoksik)

Yatisinin 15.gUnlU exitus mortalis
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ANA — ANTIDS DNA — ENA PROFiLI —

lupus antikoagiilani: 4 |

Anti- Beta 2 Glikoprotein Ig M>123.95 RU/ML
Anti- Beta 2 Glikoprotein Ig G<2

Anti kardiyolipin Ig M:28.05 RU/ML

Anti kardiyolipin Ig G<2



KONTRASEPSIYON
SLE

Kombine OK ler tromboembolizm riski’T

Progesteron iceren preparatlarin nefritli ve ACE inb.
kullananlarda K* seviyesini arttirdigi gdsterilmis.

Progesteron iceren transdermal patch SLE
hastalarinda calisma yok.

Levonorgestrel IUA :Enf riskine dikkat
Bariyer yontemi

LR Sammaritano Contraception in patients with systemic lupus erythematosus and
antiphospholipid syndrome.Lupus (2014) 23, 1242-1245



KONTRASEPSIYON
AFS

Kombine OK ler tromboembolizm riskiT

Porgesteron iceren praparatlarin trombo-
embolizm riski cok az. Warfarin kullananlarda
menstruel kanamayi azalttig icin yararh oldugu,
uzun donemde vyan etkilerinin kullanimini
sinirhyor.

Levonorgestrel IUA
Bariyer yontemi

LR Sammaritano Contraception in patients with systemic lupus erythematosus and
antiphospholipid syndrome.Lupus (2014) 23, 1242-1245



IVF
SLE-AFS

* Hormon manuptlasyon ve fertilizasyon tedavileri

— -\
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( aFL + lerde tromboz aktivasyonu )

N Lupus aktivasyonu _7

\
\ /
\\_ —-"

e QOvarian hiperstimulasyon, multifetal gebelik,
prematirite ve emosyonel distress.

6 ay boyunca sessiz seyrediyorsa IVF uygulanabilir

AB Levine and MD Lockshin Assisted reproductive technology in SLE and APS
Lupus (2014) 23, 1239-1241
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TABLE 4.2

Clinical Situations in which Ovarian Stimulation Should Be Discouraged
in Women with SLE

Acute flare (and the following 6-12 months)

Pulmonary hypertension or arterial hypertension
Valvulopathy or heart disease

Previous thromboembolism

Severe renal disease

Antiphospholipid syndrome and anti-Rofanti-La antibodies

Source: - Adapted from Bellver J, Pellicer A, Fertil Steril 2009 Dec;92(6):1803-10.




Table 4

Guidelines for use of estrogens in women with SLE.

Clinical criteria Laboratory criteria

1. Inactive or stable/moderate disease 1. No lupus anticoagulant

2. No history of venous or arterial 2. No high titres of any antiphospholipid antibody isotype (1gG =40 GPL,
thrombosis IgM =40 MPL, IgA =50 APL)

3. No history of lupus exacerbation
with estrogens

4. Nonsmoker
5. Normotensive

Consider progestogen-only oral contraceptives
OR

Use the lowest dose of ethinylestradiol (=35 ug) in combined oral contraceptives

José Bellver et all, Ovarian stimulation for ovulation induction and in vitro fertilization in patients with systemic lupus
erythematosus and antiphospholipid syndrome. Fertil Steril. 2009 Dec;92(6):1803-10



Table 5 summarizes the guidelines for ovarian stimulation in women with SLE or APS.

Table 5

Guidelines for ovarian stimulation in women with SLE or antiphospholipid syndrome.

Friendly ovarian stimulation

Clomiphene cifrate: drug of choice in ovulation induction
Prevent ovarian hyperstimulation syndrome
Single embryo transfer

Coadjuvant therapy: @ﬁon, corticosteroids, immunosuppres@

Transfer of frozen embryos and ovum donation
Natural cycles better than treated cycles
Natural E; better than synthetic estrogens
Transdermal route better than oral route

Luteal phase support
Progesterone better than hCG
Natural P better than synthetic progestogens

Vaginal route better than oral route

José Bellver et all, Ovarian stimulation for ovulation induction and in vitro fertilization in patients with systemic lupus
erythematosus and antiphospholipid syndrome. Fertil Steril. 2009 Dec;92(6):1803-10



IVF
SLE-AFS

e aFL + tromboz oykusu yok: Embriyo transferinden
sonra LMWH

e aFL+ tromboz oykusu +:Teropatik dozda heparin+
Dlsuk doz aspirin

 SLE aFL -: Immunsupresan tedavi
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Medicine (Baltimore). 2015 Sep;94(37).e1531. doi: 10.1097/MD.0000000000001531.

Successful Pregnancy Following Assisted Reproduction in Woman With Systemic Lupus Erythematosus and
Hypertension: A Case Report.

de Macedo JF', de Macedo GC, Campos LA, Baltatu OC.

# Author information

Abstract

Patients with systemic lupus erythematosus have a poor prognosis of pregnancy, since it is associated with significant maternal and fetal morbidity,
including spontaneous miscarriage, pre-eclampsia, intrauterine growth restriction, fetal death and pre-term delivery. We report a case with successful
pregnancy in a patient with systemic Iupus erythematosus and hypertension. A 39-year-old nulliparous woman presented with systemic lupus
erythematosus with antinuclear.and.a '|d antibodies, hypertension and recurrent pregnancy loss presented for assisted reproduction. The
patient responded wel ‘ eXduring both assisted reproduction and prenatal treatment. This case report indicates that
prescription of immunosuppressant and blood thinners can be safely recommended throughout the whole prenatal period in patients with systemic
lupus erythematosus. Enoxaparin and prednisone may be prescribed concurrently during pregnancy.

PMID: 26376400 [PubMed - indexed for MEDLINE] PMCID: PMC4635814 Free PMC Article
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Clinical and epidemiological research

EXTENDED REPORT

European registry of babies born to mothers with
OPEN ACCESS antiphospholipid syndrome

Arsene Mekinian,! Eric Lachassinne,? Pascale Nicaise-Roland,? Lionel Carbillon,*
Mario Motta,® Eric Vicaut,® Catherine Boinot,” Tadej Avcin,® Philippe Letoumelin,®
Sara De Carolis,'? Patrizia Rovere-Querini,'' Marc Lambert,’2 Sophie Derenne, '3
Olivier Pourrat,” Jerome Stirnemann,’ Sylvie Chollet-Martin,3 Chiara Biasini-Rebaioli,®
Rosanna Rovelli,’’ Andrea Lojacono,® Ales Ambrozic,® Angela Botta,'? Amelie
Benbara,* Fabrice Pierre,” Flavio Allegri,® Monica Nuzzo,® Pierre-Yves Hatron,'2
Angela Tincani,® Olivier Fain,' Marie-Helene Aurousseau,'* Marie-Claire Boffa'4

e 134 cocuk, 65ikiz -69 u erkek

e 221 (%16) preterm dogum ,19 ‘u 2500 gr altinda (%14)

* Neonatal komplikasyon 18 olguda (13%), 5 olguda enfeksiyon (4%).
e 5yillik takip boyunca thromboz veya SLE tespit edilmedi.

e 3 cocukta davranissal bozukluk (1cocukta otizm, 1cocukta
hiperaktivite, 1 cocukta yeme bozuklugu ve konusmanin gecikmesi)

e 1 cocukta aksiyal hipotoni ile psikomotor gecikme



Table 4 Offspring’s general characteristics, neurodevelopment and follow-up during 5 years

At birth 3 Months 9 Months 24 Months 5 Years
{(n=130) (n=110) {(n=105) (n=64) (n=27)
Weight (kg) 3+0.5 57+1.1 88+15 122 19+5
Weight <2 SD — 3 (3%) 4 (4%) 0 0
Height (cm) 48 +3 58+21 715 84 +7 111=10
Height <2 SD — 9 (9%) 9 (9%) 0 0
Cranial perimeter (cm) 34+2 40+2 45+2 48 +2 50+2
Cranial perimeter <2 SD - 0 2 (2%) 0 —
Infections 5 (4%) 6 (5%) 10 (10%) 11 (17%) —
Atopy — 8 (7%) 8 (7%) 7 (11%) 1(4%)
Lupus 0 0 0 0 0
Thrombosis 0 0 0 0 0
Neurodevelopmental — 1(1%) 1(1%) 3 (5%) 2 (7%)
abnormality
Neurodevelopmental - Axial hypotony Axial hypotony, Autism; Autism;
abnormality description psychomotor hyperactive hyperactive
delay behaviour; behaviour
feeding disorders,
language delay,
growth failure
Each column represents the number of evaluated children at the check point.
Table 5 Characteristics of children with neurodevelopmental abnormalities
Gestational Birth
Pregnancy Pregnancy age weight
Case Mother’s age APS features outcome treatment {weeks) Sex (g} Clinical features APL
1 32 Obstatrical Gestational LWMH 38 2790 Autism Negative
(IUGRAUD) diabetes
i 23 Obstatrical (RFL) LWMH 36 2500 Hyperactive Negative at birth; ACL
bahaviour WG 1Z U al 2 yeurs
3 14 Obstetrical (RFL) Gestational LWWMH-aspirin 37 F 2900 Feading disorders, Negative at birth;
diabeles language dalay, ransiant anti-B2GPI
growth failure IgG 3 9 months
4 33 Obstatrical VDGR LWMVH 37 I 15/0 Axial hypotony, Nagative
(IUGRAUD) psychomotor delay

ACL, anticardiolipin anbbodies; anti-B2GH, anti-f, gycoprotein-1 antibodies; APL, antiphespholpid antibodses, APS, anbphospholipid syndroms; F, Temale; 1UD, intrauterng lelal death,

IUGH, intrawtering growth restnction, DVME, low-wsight molecular hepaein, M, mala; REL, currant fotal loss

220

A Fhewn N 2013,72:217-222. doi: 101136/ mmeumdis-2011-201167
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