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Resumo

A sindrome antifosfolipide (SAF) é uma doenga autoimune sistémica caracterizada por trombose arterial ou venosa
recorrente e/ou morbidade gestacional e pela presenca dos anticorpos antifosfolipideos, podendo apresentar outras
manifestagdes vasculares, como microangiopatia, arteriopatia cronica e SAF catastrofica. Determinados testes
laboratoriais para a sindrome (por exemplo, o anticoagulante lpico) podem sofrer interferéncia do uso de medicagdes
anticoagulantes, dificultando o diagnéstico. A fisiopatologia da SAF é complexa, sendo enumerados no texto diversos
mecanismos patogénicos relacionados a coagulaco, ao endotélio e as plaguetas. Por fim, discutimos o tratamento da
SAF de acordo com a presenca e o tipo de manifestacdes clinicas, o uso dos anticoagulantes orais diretos e o manejo
perioperatorio de pacientes com SAF.
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Abstract

Antiphospholipid syndrome (APS) is a systemic autoimmune disease characterized by recurrent arterial or venous
thrombosis and/or gestational morbidity and by the presence of antiphospholipid antibodies. It can also cause other
vascular manifestations such as microangiopathy, chronic arteriopathy and catastrophic APS (CAPS). Certain laboratory
tests for the syndrome (for example, the lupus anticoagulant test) can be affected by the use of anticoagulant agents,
making diagnosis more difficult. The pathophysiology of APS is complex, and several mechanisms of pathogenesis
related to coagulation, endothelium, and platelets are discussed in this article. We conclude by discussing treatment
of APS according to the presence and type of clinical manifestations, use of direct oral anticoagulants (DOAs), and
perioperative management of patients with APS.
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INTRODUGAO

A sindrome antifosfolipide (SAF) ¢ uma doenca
autoimune sistémica caracterizada por trombose arterial
ou venosa recorrente e/ou morbidade gestacional
acompanhadas pela presenga persistente dos assim
chamados “anticorpos antifosfolipideos™" (aPL), detectados
através dos exames laboratoriais para anticoagulante
lapico (lupic anticoagulant, LA), anticardiolipina (aCL)
IgG e IgM, e anti-B2-glicoproteina I (anti-B2-GPI)
IgG e IgM. A SAF pode ocorrer em associagdo com
outra doenga autoimune, mais frequentemente o lipus
eritematoso sist€émico (LES), ou ser observada de
forma isolada (SAF primaria)'-.

MANIFESTAGOES CLINICAS

Qualquer 6rgéo ou sistema pode ser afetado pela
SAF. A sindrome manifesta-se mais comumente por
trombose venosa profunda (TVP). Suas manifestagdes,
porém, ndo se limitam ao leito venoso, podendo
também manifestar-se através de trombose arterial
(com ou sem aterosclerose subjacente), resultando,
por exemplo, num acidente vascular encefélico (AVE)
isquémico, ou ainda cursar com microangiopatia
trombotica, tal como a observada na nefropatia da SAF?.
Também tem sido atribuida & SAF a ocorréncia de
vasculopatia associada a hiperplasia intimal acentuada
e estenose arterial**. Por fim, um quadro acelerado de
aterosclerose tem sido descrito em pacientes com aPL
ou SAF>7. A frequéncia das diversas manifesta¢oes
da SAF, de acordo com a andlise de uma grande

Tabela 1. Manifestagoes clinicas da SAF.
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coorte (1.000 pacientes) europeia®’, pode ser vista
na Tabela 1.

Raramente, observa-se um quadro devastador e de
rapida instalagdo conhecido como SAF catastrofica
(catastrophic antiphospholipid syndrome, CAPS),
caracterizado por multiplas oclusdes vasculares
(em mais de trés 6rgdos ou sistemas) num curto
periodo de tempo (menos de 1 semana). Mais da
metade dos casos de CAPS ocorre na presenga de
fatores desencadeantes (gatilhos) identificaveis, tais
como infecgdes bacterianas ou virais, procedimentos
cirurgicos, descontinuagdo do tratamento anticoagulante,
complicagdes obstétricas, neoplasia ¢ LES concomitante.
A CAPS esta associada a elevadas taxas de mortalidade,
variando de 36,8% a mais de 50% dos casos, conforme
diferentes publicagdes!'®!.

DIAGNOSTICO

Os critérios preliminares de classificagdo publicados
em 1999 (Sapporo) ¢ atualizados em 2006 (Sydney)'?
definem como SAF a presenca de pelo menos um
critério clinico e um critério laboratorial, conforme
especificado na Tabela 2. Esses critérios tém por
objetivo a definicao das caracteristicas da sindrome
para fins de estudos etioldgicos e terapéuticos.
Eles também sdo frequentemente utilizados para
diagnostico preciso da SAF na pratica clinica, mas
nao devem ser considerados requisitos absolutos para
a indicagdo ou nao de tratamento.

Frequentes (> 20% dos casos):

Tromboembolismo venoso
Abortamento ou perda fetal

Migranea refrataria

Trombocitopenia
AVE/AIT

Livedo reticular

Menos frequentes (10-20% dos casos):

Doenga valvar cardiaca
Nascimento prematuro

Doenga arterial coronariana

Pré-eclampsia ou eclampsia

Anemia hemolitica

Incomuns (< 10% dos casos):

Epilepsia
Coreia
Amaurose fugaz
Ulceras de perna
Osteonecrose

Isquemia mesentérica

Deméncia vascular
Trombose de veia ou artéria retiniana
Hipertenséo pulmonar
Gangrena digital

Microangiopatia renal

Raras (< 1% dos casos):

Hemorragia suprarrenal
Sindrome de Budd-Chiari

Mielite transversa
CAPS

AVE: acidente vascular encefalico; AIT: ataque isquémico transitorio; CAPS: SAF catastrofica. Adaptado de Ruiz-Irastorza et al.’.
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Tabela 2. Critérios atualizados (Sydney) para classificagdo da SAF.

1. Trombose venosa*, arterial ou de pequenos vasos
Confirmada objetivamente (imagem ou histopatologia**)

2. Morbidade gestacional

(a) uma ou mais ocorréncias inexplicadas de morte de feto morfologicamente normal na ou apds a 10° semana

Critérios clinicos

de gestacdo, confirmada por ultrassom ou exame do feto; ou

(b) um ou mais nascimentos prematuros (antes da 34* semana de gestagdo) de neonato morfologicamente
normal devido a eclampsia, pré-eclampsia severa ou insuficiéncia placentaria; ou

(c) trés ou mais abortamentos espontaneos inexplicados consecutivos antes da 10° semana de gravidez,
excluidas causas anatdmicas ou hormonais maternas e causas cromossdmicas paternas e maternas.

(a) anticoagulante ltpico (LA) detectado conforme as diretrizes da ISTH® em duas ou mais ocasides separadas

por pelo menos 12 semanas; ou

(b) anticorpo anticardiolipina (aCL) 1gG ou IgM detectado no soro ou no plasma em titulo médio a alto

Critérios laboratoriais

(> 40 unidades GPL ou MPL ou > 99° percentil) em duas ou mais ocasides separadas por no minimo

12 semanas, mensurado por ELISA padronizado; ou
(c) anticorpo anti-f2-glicoproteina I (anti-B2-GPI) detectado no soro ou no plasma em duas ou mais ocasides
separadas por pelo menos 12 semanas, mensurado através de ELISA padronizado

*Ndo inclui trombose venosa superficial, **Sem inflamagao significativa na parede vascular (vasculite); $Sociedade Internacional de Trombose e Hemostasia.

Adaptado de Miyakis et al.””.

Apenas as manifestacdes clinicas e achados
laboratoriais mais especificos para a SAF foram
incluidos nos critérios de classificagdo. Outros achados
clinicos e laboratoriais também associados a SAF
sdo denominados manifestagdes ou exames ‘“nao
critério”. Entre as manifesta¢des “nao critério” da SAF
podem ser citadas a doenga valvar cardiaca, o livedo
reticular, as Ulceras cutaneas, a trombocitopenia, a
nefropatia da SAF e as manifestacdes neurologicas
relacionadas aos aPL'>!*. Testes laboratoriais ndo-
critério incluem: anticorpos aCL IgA, anti-B2-GPI IgA,
anti-fosfatidilserina (aPS), anti-fosfatidiletanolamina
(aPE), anti-protrombina isolada (aPT-A), anti-complexo
fosfatidilserina-protrombina (aPS/PT) e anti-dominio
I da B2-glicoproteina I'>!4,

Efeito da terapia anticoagulante na
investigacao laboratorial da SAF

Na pratica, pode ser necessario realizar-se a
investigacdo laboratorial da SAF em pacientes que ja
estejam sendo tratados com medicacdes anticoagulantes
parenterais ou orais. Nesse contexto, ndo se espera
influéncia significativa sobre os resultados dos
testes de ELISA aCL e anti-B2-GPI, mas pode haver
dificuldades no diagnostico correto do LA.

As diretrizes da International Society on Thrombosis
and Haemostasis (ISTH)" recomendam realizar-se o
exame de LA de 1 a 2 semanas apds a descontinuagao
do tratamento com antagonistas da vitamina K (AVK)
ou quando a razdo normalizada internacional (RNT) for
menor que 1,5. Pode-se utilizar uma ponte terapéutica
de heparina de baixo peso molecular (HBPM) quando
da descontinuac¢ao dos AVK, cuidando-se para que
a ultima administragdo de heparina tenha ocorrido
mais de 12 horas antes da coleta da amostra para o
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LA. Uma consideragio alternativa é a realizagdo dos
exames para LA na vigéncia do tratamento com AVK,
num momento em que a RNI esteja entre 1,5 ¢ <3,0
e fazendo-se a dilui¢do prévia da amostra de plasma
do paciente na proporcao de 1:1 com pool de plasma
normal. Nesse caso, um LA em titulo baixo pode ndo
ser detectado, ja que a amostra ¢ diluida pela metade.

Um fato a ser destacado, diante da crescente
popularidade dos novos anticoagulantes orais
diretos (AODs), tais como a rivaroxabana e o
etexilato de dabigatrana, no tratamento de pacientes
com tromboembolismo venoso, ¢ a ocorréncia de
resultados falso-positivos nos testes usuais para o
LA [tempo de veneno de vibora de Russel diluido
(dilute Russell s viper venom time, dRVVT) e tempo
de tromboplastina parcial ativada (TTPA)] em vigéncia
de concentragoes terapéuticas dessas medicagdes'®!”.
No caso especifico da rivaroxabana, esse efeito pode
ser evitado utilizando-se o tempo de veneno da cobra
Taipan ou tempo de ecarina para diagnéstico do LA,
ou aguardando-se pelo menos 24 horas apos a Gltima
dose dessa medicag@o para pesquisa do LA através
das técnicas usuais'’.

FISIOPATOLOGIA DA SAF

A presenca de aPL, especialmente a presenca do
LA mediado por anticorpos anti-$2-GPI, confere risco
aumentado de trombose e/ou morbidade gestacional.
A infusdo experimental de autoanticorpos oriundos de
pacientes com SAF potencializa a formagao de trombos
em camundongos nos quais tinha sido previamente
induzida uma lesdo vascular. Entretanto, o mesmo
efeito ndo ocorre na auséncia de uma lesdo vascular
prévia, sugerindo que a ocorréncia da SAF se da
através de duas etapas distintas (hipotese double-hit):



(1) existéncia de um estado pro-trombotico latente,
induzido pelos autoanticorpos circulantes; (2) lesao
ou ativacao endotelial (gatilho) desencadeando o
evento trombotico. Estudos recentes indicando niveis
plasmaticos aumentados de microparticulas circulantes
derivadas de plaquetas e de células endoteliais em
pacientes com SAF ou aPL corroboram o conceito de
um continuo estado pro-trombotico nesses pacientes??!,

Potenciais mecanismos envolvidos na patogénese
da SAF incluem?*:

(1) Imunogenicidade aumentada do dominio I da
B2-glicoproteina I plasmatica, decorrente do
estresse oxidativo;

(i) Mudanga conformacional da molécula de
B2-glicoproteina I ao ligar-se aos fosfolipideos
anionicos da membrana celular, possibilitando
a ligacdo e efeitos patogénicos subsequentes
dos autoanticorpos;

(ii1) Interferéncia desses autoanticorpos na fungao

da sintetase endotelial de 6xido nitrico;

(iv)

Inducao pelos aPL do aumento da expressdo de
fator tecidual em células endoteliais e monocitos;

(v) Ativagao descontrolada do fator XI e consequente
predisposi¢do para trombose venosa e arterial;

(vi) Potencializagdo da ativagdo plaquetaria pela
intera¢do entre 2-glicoproteina I, receptores

plaquetarios e anticorpos anti-B2-GPI;

(vii) Interferéncia dos complexos antigeno/anticorpo
B2-GPI/anti-B2-GPI na fungao protetora da
anexina A5 contra a ativagdo da coagulagéo;

(viii) Ativacdo de complemento (C3 e C5) mediada
por anticorpo, resultando em perda fetal e/ou
trombose;

(ix)

Aumento da expressao dos receptores do tipo
Toll 7e 8 (TLR7 e TLRS); e

(x) Em pacientes com nefropatia da SAF, ativacdo
pelos aPL da via do complexo do alvo da
rapamicina em mamiferos (mammalian target
of rapamycin complex, mTORC), induzindo
acentuada hiperplasia intimal e vasculopatia®.

TRATAMENTO SAF - MORBIDADE
GESTACIONAL

O atendimento de pacientes com SAF obstétrica
inclui medidas ndo farmacoldgicas, tais como o
acompanhamento por equipe multidisciplinar em
clinica de gestacdo de alto risco e o rigoroso controle
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clinico e laboratorial, bem como o monitoramento
ecografico do crescimento fetal e da circulagdo
uteroplacentaria®*®. Pacientes com historia de SAF
com manifestacdes unicamente obstétricas podem
ser tratadas, no caso de nova gesta¢ao, com aspirina
em dose baixa (ADB) (75-100 mg/dia) associada a
heparina nao fracionada (HNF) ou HBPM em doses
profilaticas até 6 semanas apds o parto?. Entretanto,
gestantes com SAF e historia de eventos tromboéticos
requerem terapia antitrombotica durante toda a gravidez
e no puerpério, com a combinacdo de ADB e dose
anticoagulante plena de heparina (HNF ou HBPM)**2,

Ap6s o término do ciclo gravidico-puerperal,
pacientes que apresentaram SAF gestacional, mesmo
sem antecedentes de trombose, permanecem sob risco
aumentado de eventos trombdticos, recomendando-se,
nessas circunstancias, além do controle dos fatores de
risco classicos para trombose, a profilaxia primaria
com ADB por prazo indeterminado?®.

TRATAMENTO DA SAF - MANIFESTAGOES
TROMBOTICAS

Estratificagdo do risco de trombose e de
hemorragia

Qualquer decisdo terapéutica em pacientes
com SAF deve levar em consideragdo o risco de
recorréncia de trombose e os riscos decorrentes do
tratamento anticoagulante (por exemplo, hemorragia)?’.
Recomenda-se de forma geral a estratificagdo do
risco de trombose através da identifica¢do dos fatores
de risco cardiovascular (principalmente tabagismo,
hipertensdo, diabetes, dislipidemia, e obesidade),
da presenca ou ndo de doenga autoimune associada
(por exemplo, LES) e da configura¢do ou ndo de um perfil
de aPL de alto risco?’, que inclui (1) positividade do LA;
(2) positividade tripla, isto &, presenga concomitante de
LA, aCL e anti-b2-GPI; (3) Niveis altos e persistentes
de aCL em pacientes com LES. Fatores que podem
aumentar o risco de complicagdes hemorragicas do
tratamento anticoagulante incluem o uso associado
de aspirina (especialmente se > 100 mg/dia), idade
> 75 anos, hemorragia grave prévia, polifarmacia,
cancer ¢ alteragdes de substincia branca cerebral
(leucoaraiose)?’.

Tromboprofilaxia secundaria

Pacientes que sofreram um ou mais eventos tromboticos
e que preenchem os critérios de classificagdo da SAF
apresentam risco aumentado de recorréncia desse tipo
de eventos, sendo indicada terapia anticoagulante a
longo prazo. No caso de trombose venosa prévia,
indica-se o uso de AVK com uma meta de RNI de
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2,0 a3,0. Para pacientes com SAF e trombose arterial,
arecomendacio prevalente'?%?’, baseada na opinido
de especialistas, ¢ o tratamento a longo prazo com
AVK e uma meta de RNI >3,0 (regime intensivo), ou
RNI de 2,0 a 3,0 em associa¢do com antiagregacao
plaquetaria (ADB). O tratamento de pacientes com
eventos trombdticos mas que ndo preenchem critérios
de classificagdo para SAF, isto ¢, que tém apenas
positividade em baixos titulos e/ou ndo persistente
dos aPL, ndo deve ser distinto daquele a ser indicado
se esses exames fossem negativos?.

A duragao da tromboprofilaxia secundaria, no caso
de SAF com trombose arterial ou venosa confirmada
pelos critérios de classificacao (Tabela 2), ¢ por prazo
indeterminado. Porém, no caso de um primeiro evento
de trombose venosa que tenha um fator precipitante
transitorio identificado e um perfil de baixo risco de aPL
(positividade isolada, ndo persistente e em titulos baixos
de aCL ou anti-B2-GPI, portanto critérios insuficientes
para SAF), pode ser considerada a descontinuacao do
tratamento anticoagulante ap6s 3 a 6 meses, decisdao
essa que pode ser eventualmente subsidiada por
exames de eco-Doppler e dimero-D visando excluir
trombose venosa residual significativa.

Tromboprofilaxia primaria

A tromboprofilaxia primaria de longo prazo em
pacientes portadores de aPL mas sem trombose prévia
¢ um tema controverso. Um estudo prospectivo ndo
indicou beneficio do uso da ADB?, porém uma
metanalise de 11 estudos detectou uma agao protetora
dessa intervengao contra eventos tromboticos (arteriais
mas ndo venosos), e embora essa prote¢do tenha
desaparecido quando a andlise foi restrita a apenas
estudos prospectivos e de melhor qualidade'*, outra
metanalise que usou dados individuais de pacientes
de cinco coortes voltou a encontrar evidéncia de
protegdo’.

As seguintes recomendagdes da forga-tarefa
conduzida durante o 13° Congresso Internacional de
Anticorpos Antifosfolipideos?” permanecem validas
quanto a abordagem de pacientes com aPL mas sem
antecedentes de trombose: (1) avaliacdo e abordagem
dos fatores de risco cardiovascular associados;
(2) uso de HBPM ou equivalente durante periodos
de risco aumentado de eventos tromboembdlicos
(cirurgia, imobilizagdo, puerpério); (3) prescri¢do
de antiagregante plaquetario (ADB) para pacientes
de maior risco, tais como pacientes com fatores de
risco pro-tromboticos concomitantes e pacientes com
perfil de alto risco de aPL (ver acima); e (4) uso de
antiagregante plaquetario (ADB) e hidroxicloroquina
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em pacientes com LES e que sejam positivos para o
LA ou possuam niveis altos e persistentes de aCL.

Anticoagulantes orais diretos nao inibidores
de vitamina K

A tromboprofilaxia secundaria a longo prazo com
varfarina ou outros AVK apresenta varios inconvenientes,
tais como a necessidade de monitoramento regular
do RNI, a existéncia de multiplas interagdes
medicamentosas ¢ alimentares e, em alguns casos,
dificuldade em se atingir ou manter niveis adequados e
estaveis de anticoagulagdo. Outro problema levantado
na literatura ¢ a interagdo varidvel entre o LA e os
reagentes utilizados na avaliagdo do tempo de ativagao
de protrombina (TAP), por vezes resultando em
valores basais prolongados e menor confiabilidade
dos valores de RNI no monitoramento da intensidade
da anticoagulag@o!'®3!,

AQODs, incluindo um inibidor direto da trombina
(etexilato de dabigatrana), e dois inibidores diretos do
fator Xa (rivaroxaba ¢ apixabana), estdo disponiveis
comercialmente em nosso pais, possuindo como
indicagdes aprovadas, entre outras, a profilaxia de
TVP e/ou tromboembolismo venoso. A eficacia e
seguranca do seu emprego para essas indicagdes
foram confirmadas por pelo menos trés revisdes
sistematicas***, Essas medicagdes apresentam como
vantagens com relacao ao uso de AVK: administracao
em doses fixas, geralmente sem a necessidade de
monitoramento laboratorial da sua agéo anticoagulante;
a auséncia de interagdes significativas com alcool
ou alimentos; e um menor niumero de interacdes
medicamentosas relevantes'®!”.

Diante das inconveniéncias no uso dos AVK e das
vantagens trazidas pelos AODs, ¢ natural que exista
o interesse de utilizar esses medicamentos mais
novos também no tratamento da SAF. Estima-se que
quase 10% dos pacientes com TVP sejam portadores
de SAF?, do que se depreende que provavelmente
houve pacientes com SAF incluidos nos estudos dos
AODs. Entretanto, considerando-se nao ter havido
documentagao sistematica da positividade de aPL
naqueles estudos, seus resultados podem ndo ser
generalizaveis a pacientes com SAF?¢, Além disso,
a interven¢do comparada naqueles mesmos estudos
foi a varfarina com alvo de RNI de 2,5 (2,0-3,0),
geralmente apropriada para a profilaxia secundaria
de trombose venosa, mas podendo representar um
nivel de protegdo insuficiente para pacientes com
SAF, particularmente aqueles com trombose arterial.
Ha atualmente, segundo o conhecimento dos autores,
pelo menos dois estudos clinicos em andamento
avaliando o uso de rivaroxabana em pacientes com



SAF: o estudo Rivaroxaban In Antiphospholipid
Syndrome (RAPS)*, o qual vem recrutando pacientes
com SAF e antecedentes de trombose venosa, € o
estudo Rivaroxaban in Thrombotic Antiphospholipid
Syndrome (TRAPS)*, cuja populagao estudada ¢ a
de pacientes com SAF e trombose venosa, arterial ou
microvascular, e perfil de positividade tripla de aPL.
Os resultados desses estudos, quando disponiveis,
poderdo esclarecer melhor o papel dos AODs no
tratamento de pacientes com SAF.

Se por um lado os resultados de estudos clinicos
especificos ainda ndo estdo disponiveis, podem-se
encontrar na literatura diversos relatos de casos e/ou
de séries de casos do uso de AODs em pacientes com
SAF, trazendo experiéncias contraditorias. Numa
série'® de 35 pacientes com SAF e antecedentes de
trombose venosa com indicag¢@o de anticoagulacdo
em intensidade moderada (RNI 2 a 3), mas com
dificuldade de atingir ou manter a meta terapéutica,
efetuou-se a troca dos AVK por rivaroxabana 20 mg
ao dia, ndo se observando novas ocorréncias de
tromboembolismo venoso durante um seguimento
mediano de 10 (6-24) meses. Em outra publicagdo’,
relata-se o tratamento de 26 pacientes com SAF
e antecedentes de trombose venosa e/ou arterial
prévia com dabigatrana ou rivaroxabana. Apds um
seguimento mediano de 19 (8-29) meses, ocorreu
descontinuagio do tratamento em apenas quatro casos
(trombose recorrente em um paciente, complicagdes
hemorragicas em duas pacientes e recorréncia de
migranea em uma paciente). Entretanto, também
encontramos na literatura relatos de experiéncias
bastante desfavoraveis do uso de AODs em pacientes
com SAF. Schaefer et al.* reportaram trés casos (dois
de SAF primaria com eventos arteriais e um de SAF
e LES com eventos venosos) que apresentaram novos
eventos tromboticos apos a troca da varfarina por um
AOD (dabigatrana ou rivaroxabana). Win & Rodgers
relatam também trés casos de SAF de dificil tratamento
que apresentaram novos eventos tromboticos ou
isquémicos em vigéncia do uso de rivaroxabana ou
dabigatrana*. Em outra série de casos, relatada por
Signorelli et al.*!, oito pacientes com SAF e historia
prévia de tromboses venosas e/ou arteriais (trés
deles com tripla positividade de aPL) desenvolveram
novos eventos tromboticos durante tratamento com
rivaroxabana, reportando-se o reinicio do tratamento
com AVK em sete desses pacientes, sem nova recidiva
de trombose desde entdo.

As recomendagoes da forca-tarefa de tendéncias
terapéuticas na sindrome antifosfolipide, conduzida
durante o 14° Congresso Internacional sobre Anticorpos
Antifosfolipideos*, sdo de que os AVK continuem

Andreas Funke, Adriana Danowski et al.

sendo a base da anticoagulacdo em pacientes com
SAF trombotica, podendo se considerar o uso de
AODs em pacientes com tromboembolismo venoso
recorrente ou inicial que ocorra na auséncia ou sob
niveis subterapéuticos de anticoagulagdo e apenas se
houver alergia ou intolerancia conhecida aos AVK
ou controle anticoagulante inadequado. Conforme
as mesmas recomendagdes, ndo ha dados que
recomendem o uso dos AODs em pacientes com SAF
e tromboembolismo venoso recorrente observado
sob niveis terapéuticos de anticoagulacdo ou que
apresentem trombose arterial pela SAF. Além disso,
essas recomendagdes alertam para o papel crucial da
aderéncia dos pacientes ao tratamento com AODs, uma
vez que seu efeito anticoagulante ndo ¢ usualmente
monitorado, ndo sendo portanto a ma aderéncia do
paciente ao uso de AVK justificativa para a indicacao
deum AOD. Por fim, advertem quanto a inexisténcia
de antidotos para os AODs no caso de complica¢des
hemorragicas graves ou necessidade urgente de cirurgia.

Um resumo do tratamento da SAF de acordo com
o tipo de manifestacao (gestacional ou trombotica)
pode ser encontrado na Tabela 3. As tromboprofilaxias
primaria e secundaria da SAF estdo sumarizadas na
Tabela 4.

Tratamento da SAF catastréfica (CAPS)

Pela sua gravidade, a CAPS requer abordagem
imediata e vigorosa. Fatores precipitantes reversiveis
(por exemplo, infecgdes) devem ser identificados e
tratados. Analises de séries e relatos de casos!®!1:43-43
indicam maior sobrevida com o uso de terapia
combinada triplice que inclui a anticoagulagdo
plena com heparina e a corticoterapia em doses
altas associadas a plasmaférese e/ou imunoglobulina
intravenosa (IglV), sendo esta tltima preferencial se
houver infeccdo ativa. Caso se use ambas (plasmaférese
e IglV), a sequéncia de plasmaféreses devera ser
concluida previamente ao inicio da administragio
de IgIV. Na presenca de LES ou outra doenga
autoimune subjacente 8 CAPS, tratamento adicional
com ciclofosfamida ou outro imunossupressor podera
ser indicado. O uso de rituximabe tem sido aventado
no tratamento de CAPS refrataria, recidivante, na
presenca de anemia hemolitica microangiopatica ou
quando a anticoagulagdo for contraindicada devido a
complicagdes hemorragicas concomitantes'!.

Manejo perioperatorio de pacientes com aPL
ou SAF*

A realizagdo de um procedimento cirrgico em
pacientes com aPL ou SAF pode precipitar a ocorréncia
de eventos tromboéticos?’ e mesmo de CAPS!.
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Tabela 3. Resumo do tratamento da SAF.

SAF com morbidade gestacional

Medidas gerais

Equipe multidisciplinar. Monitoramento clinico/laboratorial/ecografico

Sem trombose prévia: ADB + dose profilatica de HNF ou HBPM

Farmacoterapia

Com trombose prévia: ADB + dose terapéutica de HNF ou HBPM
Apbs o parto/puerpério: ADB

SAF com Manifestagoes trombdticas

Medidas gerais

Farmacoterapia

Tromboprofilaxia secundaria

Estratificagdo de risco para trombose e/ou hemorragia

Tabela 4. Tromboprofilaxia na SAF.

Tromboprofilaxia secundaria (SAF confirmada)

Trombose venosa

Trombose arterial

Anticoagulagao com AVK, RNI 2,0 a 3,0
Anticoagulagdo com AVK, RNI > 3,0
ou
Anticoagulagdo com AVK, RNI2,0 a 3,0 + ADB

Tromboprofilaxia primaria (positividade de aPL, auséncia de critérios clinicos)

Geral

Com fatores de risco associados (risco Cardiovascular, perfil de aPL
de alto risco)
Pacientes com LES e positividade para o LA ou niveis
altos/persistentes de aCL

Tromboprofilaxia com HBPM ou equivalente em periodos de alto
risco (cirurgia, imobilizagdo, puerpério)

ADB

ADB + hidroxicloroquina

E portanto necessario um planejamento pré-operatorio
adequado visando a sua profilaxia. A equipe médica
(clinico, cirurgido, anestesiologista) devera, de comum
acordo, definir a abordagem referente a cronologia
da suspensdo pré-operatdria dos AVK, uso da ponte
de HBPM, aplicacao de dispositivos de compressao
intermitente, deambulacdo pds-operatoria precoce,
reintroducdo pods-operatoria dos AVK e estratégia
de monitoramento laboratorial*. Essa abordagem
devera levar em consideragdo a historia de eventos
tromboticos ou hemorragicos, a existéncia de um perfil
clinicamente relevante de aPL (titulo > 40 unidades
GPL ou MPL, persisténcia > 12 semanas, ¢ a detec¢ao
do LA feita de acordo com as diretrizes da ISTH) e a
presenca de outros fatores de risco para trombose ou
hemorragia***®, Embora 20 a 40% dos pacientes com
SAF apresentem trombocitopenia, mais comumente
acima de 70.000 plaquetas/mm?, esta raramente resulta
em hemorragia significativa e ndo reduz o risco de
trombose®. Na auséncia de terapia anticoagulante,
um TTPA aumentado (acima do valor de referéncia)
pode refletir a presenca do LA e um TAP minimamente
prolongado (acima do limite superior de normalidade)
pode indicar a presenga de anticorpos antiprotrombina.
Alteragdes mais acentuadas do TAP (RNI > 2,0)
requerem investiga¢ao de outras causas incluindo a
hipoprotrombinemia associada ao LA,
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A prevengdo da trombose perioperatoria em
pacientes com SAF inclui medidas gerais, tais como
(1) minimizar a manipulacao intravascular de acesso e
monitoramento; (ii) reduzir a estase venosa, evitando
o uso de torniquetes na coleta de sangue e reduzindo
a frequéncia de insuflagdo dos manguitos de pressao
arterial; (iil) tromboprofilaxia, combinando modalidades
mecanicas (meias de compressao gradual ou dispositivos
de compressdo pneumatica intermitente) ¢ medidas
farmacologicas*. A tromboprofilaxia farmacologica
perioperatoria em pacientes com SAF sob anticoagulacao
oral com AVK ¢ feita de forma parenteral com o uso
de uma ponte com HBPM (enoxaparina) ou HNF,
transicionando-se assim que possivel para os AVK
no poés-operatorio (a HNF ou HBPM s6 devera ser
suspensa quando a RNI estiver no alvo)***'. A ocorréncia
de complicagdes hemorragicas nao elimina o risco de
tromboembolismo, sendo recomendado nessa situagdo
0 uso intensivo das modalidades mecanicas e, assim
que possivel, o reinicio das medidas farmacologicas
de tromboprofilaxia*.

CONSIDERAGOES FINAIS

A SAF apresenta grande importancia para a medicina
vascular, por ser uma causa reconhecida de trombose
venosa e/ou arterial recorrentes. Seu diagnostico
depende do reconhecimento de suas manifestagdes



clinicas trombdticas e/ou gestacionais e da solicitacao
e interpretacdo adequada de testes laboratoriais para
a sindrome. O resultado do exame para o LA pode
modificar-se pelo uso de medicagdes anticoagulantes
parenterais ou orais, sendo recomendado um cuidado
especial na sele¢do do momento da coleta da
amostra e na sua interpretacao nessas circunstancias.
Um crescente numero de mecanismos patogénicos da
SAF vem sendo desvendado, o que pode viabilizar o
desenvolvimento de opcdes terapéuticas novas que
ndo envolvam o uso de anticoagulantes. A adequada
abordagem terapéutica desses pacientes deve levar
em considerago a historia de eventos trombdticos
e/ou morbidade gestacional prévia e outros fatores
de risco cardiovascular associados. Embora os AODs
tenham varios beneficios frente ao uso de varfarina
ou de outros AVK no tratamento e profilaxia da
trombose venosa na populacdo geral, sua eficacia
na SAF ainda aguarda confirmacdo em estudos
especificos. O manejo perioperatorio de pacientes com
SAF requer cuidados especiais voltados a profilaxia
tanto de manifestagdes tromboembdlicas quanto de
complica¢des hemorragicas.
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The importance of recognizing antiphospholipid syndrome in
vascular medicine

A importdncia de reconhecer a sindrome antifosfolipide na medicina vascular

Andreas Funke', Adriana Danowski?, Danieli Castro Oliveira de Andrade?, Jozelia Régo®, Roger Abramino Levy®

Abstract

Antiphospholipid syndrome (APS) is a systemic autoimmune disease characterized by recurrent arterial or venous
thrombosis and/or gestational morbidity and by the presence of antiphospholipid antibodies. It can also cause other
vascular manifestations such as microangiopathy, chronic arteriopathy and catastrophic APS (CAPS). Certain laboratory
tests for the syndrome (for example, the lupus anticoagulant test) can be affected by the use of anticoagulant agents,
making diagnosis more difficult. The pathophysiology of APS is complex, and several mechanisms of pathogenesis
related to coagulation, endothelium, and platelets are discussed in this article. We conclude by discussing treatment
of APS according to the presence and type of clinical manifestations, use of direct oral anticoagulants (DOAs), and
perioperative management of patients with APS.

Keywords: antiphospholipid syndrome; lupus anticoagulant; anticardiolipin antibodies; thrombosis; autoimmunity.

Resumo

A sindrome antifosfolipide (SAF) é uma doenca autoimune sistémica caracterizada por trombose arterial ou venosa
recorrente e/ou morbidade gestacional e pela presenca dos anticorpos antifosfolipideos, podendo apresentar outras
manifestagdes vasculares, como microangiopatia, arteriopatia cronica e SAF catastrofica. Determinados testes
laboratoriais para a sindrome (por exemplo, o anticoagulante lipico) podem sofrer interferéncia do uso de medicagdes
anticoagulantes, dificultando o diagnéstico. A fisiopatologia da SAF é complexa, sendo enumerados no texto diversos
mecanismos patogénicos relacionados a coagulagdo, ao endotélio e as plaquetas. Por fim, discutimos o tratamento da
SAF de acordo com a presenca e o tipo de manifestagdes clinicas, o uso dos anticoagulantes orais diretos e 0 manejo
perioperatério de pacientes com SAF.

Palavras-chave: sindrome antifosfolipide; anticoagulante do lipus; anticorpos anticardiolipina; trombose; autoimunidade.
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INTRODUCTION

Antiphospholipid syndrome (APS) is a systemic
autoimmune disease characterized by recurrent arterial
or venous thrombosis and/or gestational morbidity
and persistent presence of what have become known
as “antiphospholipid antibodies™! (aPL), which can be
detected by laboratory tests for lupus anticoagulant
(LA), anticardiolipin (aCL) IgG and IgM, and
anti-B2-glycoprotein I (anti-B2-GPI) IgG and IgM.
Antiphospholipid syndrome can occur in combination
with other autoimmune diseases, most commonly
systemic lupus erythematosus (SLE), and it can also
be found in isolation (primary APS).!?

CLINICAL MANIFESTATIONS

Antiphospholipid syndrome can affect any organ or
system. It most often manifests through deep venous
thrombosis (DVT). However, its manifestations are
not limited to the venous bed and it can also manifest
through arterial thrombosis (with or without subjacent
atherosclerosis), resulting, for example, in an ischemic
stroke, or thrombotic microangiopathy, as is seen in
nephropathy of APS.? Vascular disease associated
with accentuated intimal hyperplasia and arterial
stenosis have also been attributed to APS.>* Finally,
cases of accelerated atherosclerosis have also been
described in patients with aPL or APS.57 Table 1 lists
the frequencies of the various different manifestations
of APS, according to analysis of a large European
cohort (1,000 patients).?’

Table 1. Clinical manifestations of APS.

Andreas Funke, Adriana Danowski et al.

Rarely, a devastating condition with rapid onset
known as catastrophic antiphospholipid syndrome
(CAPS) may be observed. This is characterized by
multiple vascular occlusions (in more than three
organs or systems) over a short period of time
(less than 1 week). More than half of CAPS cases occur
in the presence of identifiable trigger factors, such
as bacterial or viral infections, surgical procedures,
withdrawal of anticoagulant treatment, obstetric
complications, neoplasms, or concomitant SLE.
Catastrophic antiphospholipid syndrome is linked
with elevated mortality rates, varying from 36.8% to
over 50% of cases, depending on the publication.'®!!

DIAGNOSIS

The preliminary classification criteria, which
were published in 1999 (Sapporo) and updated in
2006 (Sydney),'? define APS as the presence of at
least one clinical criterion and one laboratory test
criterion (listed in Table 2). The objective of these
criteria is to define the syndrome’s characteristics
for the purposes of etiologic and therapeutic studies.
They are also frequently used for precise diagnosis of
APS in clinical practice, but should not be considered
absolute prerequisites for prescribing or withholding
treatment.

Only laboratory test results and clinical manifestations
that are most specific to APS were included in the
classification criteria. Other clinical and laboratory
findings that are also associated with APS are

Frequent (> 20% of cases):

Venous thromboembolism
Abortion or loss of fetus

Refractory migraines

Thrombocytopenia
Stroke/TIA

Livedo reticularis

Less frequent (10-20% of cases):

Cardiac valve disease
Premature birth

Coronary artery disease

Preeclampsia or eclampsia

Hemolytic anemia

Uncommon (< 10% of cases):

Epilepsy
Chorea
Amaurosis fugax
Leg ulcers
Osteonecrosis

Mesenteric ischemia

Vascular dementia
Thrombosis of the retinal vein or artery
Pulmonary hypertension
Digital gangrene
Renal microangiopathy

Rare (< 1% of cases):

Suprarenal hemorrhage
Budd-Chiari Syndrome

Transverse myelitis
CAPS

TIA: transitory ischemic attack; CAPS: Catastrophic APS. Adapted from Ruiz-Irastorza et al’
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Table 2. Updated criteria (Sydney) for classification of APS.

Clinical criteria

1. Venous, arterial, or small vessel thrombosis*
confirmed objectively (imaging or histopathology**)

2. Gestational morbidity

(a) one or more unexplained occurrence of death of a morphologically normal fetus at or after the 10th week of
gestation, confirmed by ultrasound or examination of the fetus; or

(b) one or more premature deliveries (before the 34th week of gestation) of a morphologically normal neonate,
caused by eclampsia, severe pre-eclampsia or placental insufficiency; or

(c) three or more consecutive unexplained spontaneous abortions before the 10 week of pregnancy, after ruling
out maternal anatomic or hormonal causes and paternal and maternal chromosomal causes.

(a) lupus anticoagulant (LA) detected according to ISTH® guidelines on two or more separate occasions at least
12 weeks apart; or
(b) anticardiolipin antibody (aCL) IgG or IgM detected in serum or plasma with medium to high titers (> 40 GPL

Laboratory criteria
standardized ELISA; or

or MPL units or > 99" percentile) on two or more separate occasions at least 12 weeks apart, measured using

(c) anti-B2-glycoprotein | antibodies (anti-B2-GPI) detected in serum or plasma on two or more separate
occasions at least 12 weeks apart, measured using standardized ELISA

*Does not include superficial venous thrombosis; **Without significant inflammation of the vascular wall (vasculitis); §International

Society on Thrombosis and Haemostasis. Adapted from Miyakis et al.”

denominated “non-criterion” manifestations or
tests. Non-criterion manifestations of APS include
cardiac valve disease, livedo reticularis, skin ulcers,
thrombocytopenia, nephropathy of APS, and neurological
manifestations related to aPL.!%!* Non-criterion
Laboratory tests include the antibodies aCL IgA,
anti-B2-GPI IgA, anti-phosphatidylserine (aPS),
anti-phosphatidylethanolamine (aPE), anti-prothrombin
alone (aPT-A), anti-phosphatidylserine-prothrombin
complex (aPS/PT), and anti-domain I of f2-glycoprotein1.!>!

Effect of anticoagulant therapy on laboratory
investigation of APS

In practice, it can sometimes be necessary to
conduct laboratory investigations of APS for patients
who are already being treated with parenteral or oral
anticoagulant drugs. In this situation it is not expected
that there will be a significant influence on the results
of ELISA aCL and anti-p2-GPI tests, but there can be
difficulties with correctly diagnosing LA.

Guidelines published by the International Society
on Thrombosis and Haemostasis (ISTH)'® recommend
that LA should be tested 1 to 2 weeks after withdrawal
of treatment with vitamin K antagonists (VKA) or
when the international normalized ratio (INR) value
is less than 1.5. Treatment can be bridged using low
molecular weight heparin (LMWH) when VKA
are withdrawn, taking care to be sure that the last
administration of heparin occurred more than 12 hours
before the sample for LA testing is collected. Another
possibility is to test for LA during treatment with
VKA, at apoint at which INR is between 1.5 and 3.0,
diluting the patient’s plasma sample at a proportion
of 1:1 with pooled normal plasma. In this case, low

142 ) Vasc Bras. 2017 Apr.-Jun; 16(2):140-149

levels of LA may not be detected, since the sample
is diluted by half.

One point that should be stressed is that the growing
popularity of the new direct oral anticoagulants (DOAs),
such as rivaroxaban and dabigatran etexilate, for
treatment of patients with venous thromboembolism
can lead to false-positive results in the usual tests for
LA (dilute Russell’s viper venom time [dRVVT] and
activated partial thromboplastin time [APTT]) caused
by therapeutic concentrations of these drugs.!'®!”
Specifically in the case of rivaroxaban, this effect
can be avoided by using Taipan snake venom time
or ecarin clotting time tests to diagnose LA,'® or by
waiting at least 24 hours after the last dose of this
medication before testing for LA using the usual
techniques.”

PATHOPHYSIOLOGY OF APS

Presence of aPL, and especially presence of
LA mediated by anti-p2-GPI antibodies, confers
an increased risk of thrombosis and/or gestational
morbidity. Experimental infusion of autoantibodies
from patients with APS potentiated formation of
thrombi in mice with induced vascular injuries.
However, the same effect was not seen in the absence
of prior vascular injury, suggesting that APS occurs
over two distinct phases (the double-hit hypothesis):
(1) existence of a latent prothrombotic state, induced
by circulating autoantibodies; (2) endothelial injury
or activation, triggering the thrombotic event. Recent
studies indicating elevated plasma levels of circulating
microparticles derived from platelets and endothelial
cells in patients with APS or aPL provide confirmation



of the concept of a continuous prothrombotic state
in these patients.?%%!

Mechanisms potentially involved in the pathogenesis
of APS include®:

(i) Increased immunogenicity of domain I of plasma
2-glycoprotein I, caused by oxidative stress;

(ii)) Conformational change to the f2-glycoprotein
I molecule when it binds to cell membrane
anionic phospholipids, enabling the binding of
autoantibodies and the subsequent pathogenic
effects;

Interference of these autoantibodies with the
nitric oxide endothelial synthase function;

(iii)
(iv) Increased expression of thromboplastin in

endothelial cells and monocytes, induced by
aPL;

(v) Uncontrolled activation of factor XI and
consequent predisposition towards venous and
arterial thrombosis;

(vi) Potentiation of platelet activation by interaction
between 2-glycoprotein I, platelet receptors,

and anti-B2-GPI antibodies;

(vii) Interference by antigen/antibody p2-GPL/anti-B2-GPI
complexes in the protective function of annexin
A5 against activation of coagulation;

(viii) Antibody-mediated activation of the complement
(C3 and C5), resulting in fetal loss and/or
thrombosis;

(ix)

Increased expression of toll-like receptors 7
and 8 (TLR7 and TLR&); and

(x) Inpatients with APS nephropathy, aPL activation
ofthe mammalian target of rapamycin complex
(mTORC) pathway, inducing accentuated intimal
hyperplasia and vascular disease.?

TREATING APS - GESTATIONAL MORBIDITY

Treatment for patients with obstetric APS includes
non-pharmacological measures such as management
by a multidisciplinary team at a high-risk pregnancy
clinic, rigorous clinical and laboratory control, and
ultrasound monitoring of fetal growth and uteroplacental
circulation.?** Patients with a history of APS with
exclusively obstetric manifestations can be treated,
in the event of future pregnancies, with low-dose
aspirin (LDA) (75-100 mg/day) plus unfractionated
heparin (UFH) or LMWH at prophylactic doses
until 6 weeks after delivery.”* However, pregnant
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women with APS and a history of thrombotic events
need antithrombotic therapy throughout the entire
pregnancy and immediate postpartum period, with
a combination of LDA and full anticoagulant doses
of heparin (UFH or LMWH).?*%¢

Once the pregnancy-puerperium cycle is complete,
patients who have exhibited gestational APS remain
at increased risk of thrombotic events, even when
there is no prior history of thrombosis, and in these
circumstances indefinite primary prophylaxis with
LDA is recommended, in addition to controlling the
classic risk factors for thrombosis.?

TREATING APS - THROMBOTIC
MANIFESTATIONS

Stratification of risk of thrombosis and
hemorrhage

All treatment decisions for patients with APS
should take account of the risk of thrombosis
recurrence and risks resulting from the anticoagulant
treatment (for example, hemorrhage).”” In general,
it is recommended that risk of thrombosis should
be stratified by identification of cardiovascular risk
factors (primarily: smoking, hypertension, diabetes,
dyslipidemia, and obesity), presence or absence of
associated autoimmune diseases (for example, SLE),
and definition of whether or not there is a high-risk
aPL profile,” which includes (1) positive LA result;
(2) triple positivity, (i.e. LA, aCL, and anti-b2-GPI
all positive in the same patient); and (3) persistently
high aCL levels in patients with SLE. Factors that can
increase the risk of hemorrhagic complications from
anticoagulant treatment include concomitant use of
aspirin (especially if > 100 mg/day), age > 75 years,
prior severe hemorrhage, polypharmacy, cancer, and
cerebral white matter abnormalities (leukoaraiosis).”’

Secondary thromboprophylaxis

Patients who have had one or more thrombotic
events and meet the classification criteria for APS are
at increased risk of recurrence of this type of event
and long-term anticoagulant therapy is therefore
indicated. In cases with a prior history of venous
thrombosis, VKA are indicated with a target INR of
2.0t0 3.0. For patients with APS who have had arterial
thrombosis, the prevalent recommendation,'**?” based
on specialists’ opinions, is long-term treatment with
VKA with a target INR of >3.0 (intensive regime),
or INR of 2.0 to 3.0 in combination with platelet
antiaggregation (LDA). Treatment for patients who
have had thrombotic events but do not meet the
classification criteria for APS, i.e. have positive
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results, but at low levels, and/or in whom aPL is not
persistent, should be treated in the same way as if
these tests had been negative.?’

In cases of APS confirmed by the classification
criteria (Table 2) and with arterial or venous thrombosis,
the duration of secondary thromboprophylaxis is
indefinite. However, for patients who have a first
venous thrombosis event with an identified transient
trigger factor and a low risk aPL profile (isolated,
non-persistent positive result with low aCL or
anti-B2-GPI titers —i.e. insufficient criteria to confirm
APS), withdrawing anticoagulant therapy can be
considered after 3 to 6 months, possibly supporting this
decision with Doppler ultrasonography examination
and D-dimer testing in order to rule out significant
residual venous thrombosis.

Primary thromboprophylaxis

Long-term primary thromboprophylaxis in patients
positive for aPL but with no previous thrombosis is a
controversial subject. A prospective study did not detect
any benefit from using LDA,* but a meta-analysis
of 11 studies did detect a protective action from this
intervention against thrombotic events (arterial, but not
venous), and although this protection was eliminated
when the analysis was restricted to prospective and
higher-quality studies,'* another meta-analysis that
used individual patient data from five cohorts also
found evidence of protection.*

The following recommendations made by a task-force
that was convened during the 13™ International
Congress on Antiphospholipid Antibodies?*” remain
valid for management of patients with aPL but without
antecedents of thrombosis: (1) assessment and control
of associated cardiovascular risk factors; (2) use of
LMWH or equivalent during periods of increased risk
of thromboembolic events (surgery, immobilization,
puerperium); (3) prescription of an antiplatelet drug
(LDA) for higher-risk patients, such as patients with
concomitant prothrombotic risk factors and patients
with a high-risk aPL profile (see above); and (4) use
of an antiplatelet drug (LDA) and hydroxychloroquine
for patients with SLE who are positive for LA or
have persistently positive high-level aCL test results.

Direct oral anticoagulants, non-vitamin K
antagonists

Secondary, long-term thromboprophylaxis with
warfarin or other VKA involves several inconvenient
aspects, such as the need for regular monitoring of
INR, multiple drug and dietary interactions and, in
some cases, difficulty with achieving or maintaining
adequate and stable levels of anticoagulation.
Another problem mentioned in the literature is the

144 ) Vasc Bras. 2017 Apr.-Jun; 16(2):140-149

variable interaction between LA and the reagents
used to evaluate prothrombin time (PT), which
sometimes results in prolonged baseline values and
reduced reliability of INR values for anticoagulation
intensity monitoring.'®3!

Direct oral anticoagulants, including a direct
thrombin inhibitor (dabigatran etexilate), and two
direct factor Xa inhibitors (rivaroxaban and apixaban)
are commercially available in Brazil, and have been
approved for, among other indications, DVT and/or
venous thromboembolism prophylaxis. The efficacy
and safety of their use for these indications have been
confirmed in at least three systematic reviews.?>3
The advantages offered by these medications over
VKA are as follows: administration in fixed doses,
usually without the need for laboratory monitoring
of their anticoagulant action; absence of significant
interactions with alcohol or food; and fewer significant
drug interactions.'®!’

In view of the inconveniences related to use of VKA
and the advantages offered by DOAs, it is natural that
there is interest in employing the newer drugs to treat
APS as well. It has been estimated that around 10% of
patients with DVT have APS,* from which it can be
deduced that there were probably patients with APS
enrolled on studies of DOAs. However, considering
that these studies did not systematically document
aPL status, their results cannot be generalized to
patients with APS.’¢ Furthermore, the intervention
with which DOAs were compared in those studies was
warfarin with a target INR of 2.5 (2.0 — 3.0), which
is generally appropriate for secondary prophylaxis
of venous thrombosis, but may offer an insufficient
level of protection for patients with APS, particularly
those with arterial thrombosis. There are currently,
to the knowledge of the authors of the present
article, at least two clinical trials underway assessing
rivaroxaban for patients with APS: the Rivaroxaban
In Antiphospholipid Syndrome (RAPS) study,*
which has been recruiting patients with APS and prior
history of venous thrombosis, and the Rivaroxaban
in Thrombotic Antiphospholipid Syndrome (TRAPS)
study,”” in which the study population comprises
patients with APS and venous, arterial or microvascular
thrombosis, and a triple-positive aPL profile. When the
results of these studies become available, they may
elucidate the role that DOAs have to play in treatment
of patients with APS.

While the results of specific clinical trials are not
yet available, there are several reports in the literature
of cases and/or case series in which DOAs were used
on patients with APS, with contradictory results. In a
series'® of 35 patients with APS and history of venous



thrombosis with indication for moderate intensity
anticoagulation (INR 2 to 3), but in whom there were
difficulties achieving or maintaining the therapeutic
target, VKA were substituted with 20 mg rivaroxaban
per day, after which no new venous thromboembolism
events were observed during follow-up with a median
duration of 10 (6-24) months. Another publication®®
describes treatment of 26 patients with APS and
history of venous and/or arterial thrombosis with
dabigatran or rivaroxaban. After median follow-up
of 19 (8-29) months, treatment was discontinued in
just four cases (recurrent thrombosis in one patient,
hemorrhagic complications in two patients, and
recurrent migraines in one patient). However, we
also found reports in the literature describing highly
unfavorable experiences with use of DOAs in patients
with APS. Schaefer et al.** reported three cases (two
of primary APS with arterial events and one of APS
and SLE with venous events) that exhibited further
thrombotic events after warfarin was substituted with
a DOA (dabigatran or rivaroxaban). Win and Rodgers
also described three cases of difficult to treat APS
that exhibited further thrombotic or ischemic events
while on rivaroxaban or dabigatran.*’ In another case
series, reported by Signorelli et al.,*' eight patients
with APS and prior histories of venous and/or arterial
thromboses (three of whom were triple positive for
aPL) had additional thrombotic events while on
treatment with rivaroxaban; seven were put back
onto treatment with VKA and did not have further
thrombosis relapses thereafter.

A task force on antiphospholipid syndrome
treatment trends met during the 14th International
Congress on Antiphospholipid Antibodies** and their
recommendations state that VKA are still the foundation
of anticoagulation in patients with thrombotic APS,
although DOAs can be considered in patients with
recurrent or initial venous thromboembolism that
occurs in the absence of or with subtherapeutic levels
of anticoagulation and only if there is known allergy
to or intolerance of VKA or inadequate anticoagulant
control. According to the same recommendations,

Table 3. Summary of treatment for APS.
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there are no data to support use of DOAs in patients
with APS and recurrent venous thromboembolism
that occurs despite therapeutic anticoagulation levels
or who exhibit arterial thrombosis caused by APS.
Additionally, these recommendations highlight
the crucial role of patient compliance with DOA
treatment, since the anticoagulant effect is normally
not monitored, with the consequence that poor patient
compliance with VKA treatment is not a reason for
prescribing DOAs. Finally, they also caution that
there are no antidotes for DOAs that could be used
in the event of severe hemorrhagic complications or
urgent need for surgery.

A summary of the treatment of APS according to
the type of manifestation (gestational or thrombotic)
can be seen in Table 3. The primary and secondary
thromboprophylaxis in APS are summarized in Table 4.

Treatment of catastrophic APS (CAPS)

The severity of CAPS demands immediate and
vigorous action. Reversible precipitating factors
(for example, infections) should be identified and
treated. Analyses of case series and case reports!®!1:43-45
indicates that survival rates are higher with combined
triple therapy with full anticoagulation with heparin
and corticoid therapy in high doses combined with
plasmapheresis and/or intravenous immunoglobulin
(IglV), preferring the latter if there is an active
infection. If both are used (plasmapheresis and Ig[V),
the plasmapheresis sequence should be concluded
before starting administration of IgIV. If SLE or
other underlying autoimmune disease are present
in addition to CAPS, additional treatment with
cyclophosphamide or another immunosuppressant
may be indicated. Use of rituximab has been suggested
for treatment of recurrent refractory CAPS, when
there is microangiopathic hemolytic anemia or
when anticoagulation is contraindicated because of
concomitant hemorrhagic complications."

APS with gestational morbidity

General measures

Pharmacotherapy

Multidisciplinary team. Clinical/laboratory/ultrasound monitoring
No prior thrombosis: LDA + prophylactic dose of UFH or LMWH

With prior thrombosis: LDA + therapeutic dose of UFH or LMWH
After delivery/puerperium: LDA

APS with thrombotic manifestations

General measures

Pharmacotherapy

Risk stratification for thrombosis and/or hemorrhage

Secondary thromboprophylaxis
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Table 4. Thromboprophylaxis in APS.

Secondary thromboprophylaxis (confirmed APS)

Venous thrombosis

Arterial thrombosis

Anticoagulation with VKA, INR 2.0 to 3.0

Anticoagulation with VKA, INR > 3.0
or
Anticoagulation with VKA, INR 2.0 to 3.0 + LDA

Primary thromboprophylaxis (positive for aPL, clinical criteria not present)

General

With associated risk factors (cardiovascular risk, high-risk aPL
profile)

Patients with SLE and positive for LA or high/persistent aCL levels

Thromboprophylaxis with LMWH or equivalent during high-risk
periods (surgery, immobilization, puerperium)

LDA

LDA + hydroxychloroquine

Perioperative management of patients with
aPL or APS*

Surgical procedures can trigger thrombotic events*’
and even CAPS'" in patients with aPL or APS and
adequate preoperative planning of prophylaxis is
therefore necessary. The medical team (clinical
team, surgeon, anesthetist) should, by consensus,
define the approach that will be taken in terms of
the timing of preoperative suspension of VKA,
using LMWH as a treatment bridge, application of
intermittent compression devices, early postoperative
mobilization, postoperative reintroduction of VKA,
and laboratory monitoring strategy.* This approach
should take into consideration any history of thrombotic
or hemorrhagic events, whether a clinically relevant
aPL profile exists (titers > 40 GPL or MPL units,
persistence > 12 weeks, and detection of LA according to
the ISTH guidelines) and presence of other risk factors
for thrombosis or hemorrhage.**8 Although 20 to 40%
of patients with APS have thrombocytopenia, most
often above 70,000 platelets/mm?’, this rarely results
in significant hemorrhage and does not reduce the
risk of thrombosis.*’ In the absence of anticoagulant
treatment, an elevated APTT (above the reference
value) may indicate presence of LA and a minimally
prolonged PT (above the upper limit of normality)
may indicate presence of antiprothrombin antibodies.
More accentuated PT abnormalities (INR > 2.0)
require the investigation of other causes including
the LA-associated hypoprothrombinemia.*6->

Prevention of perioperative thrombosis in
patients with APS includes general measures,
such as (i) minimizing intravascular manipulation for
access and monitoring; (ii) reducing venous stasis,
avoiding use of tourniquets for drawing blood samples,
and reducing the frequency of inflation of cuffs to take
blood pressure; (iii) thromboprophylaxis, combining
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mechanical modalities (graduated compression
stockings or intermittent pneumatic compression
devices) and pharmacological measures.*® Perioperative
pharmacological thromboprophylaxis in patients with
APS on oral anticoagulation with VKA is provided
parenterally using LMWH (enoxaparin) or UFH to
provide a therapeutic bridge, returning to VKA as
soon as possible postoperatively (UFH or LMWH
should only be withdrawn when INR is on target). !
Occurrence of hemorrhagic complications does not
eliminate the risk of thromboembolism, and in these
situations intensive use of mechanical methods is
recommended and, as soon as possible, resumption
of pharmacological methods of thromboprophylaxis.*®

FINAL COMMENTS

Antiphospholipid Syndrome is very important in
vascular medicine because it is a recognized cause of
recurrent venous and/or arterial thrombosis. Diagnosis
is dependent on recognition of its clinical thrombotic
and/or gestational manifestations and on requesting
and interpreting the appropriate laboratory tests for
the syndrome. The results of tests for LA can be
affected by use of parenteral or oral anticoagulant
medications and it is recommended that particular
care is taken with choosing the time of sample
collection and with interpreting the results in these
circumstances. Increasingly, additional pathogenic
APS mechanisms are being revealed, which could
facilitate development of new treatment options
that do not involve anticoagulants. An appropriate
approach to treatment of these patients should take
account of their history of thrombotic events and/or
prior gestational morbidity and other associated
cardiovascular risk factors. Although DOAs offer
several benefits over use of warfarin or other VKA
for treatment and prophylaxis of venous thrombosis in



the general population, confirmation of their efficacy
for APS is still awaiting the results of specific trials.
Perioperative management of patients with APS
demands special precautions related to prophylaxis
against both thromboembolic manifestations and
hemorrhagic complications.
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