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International consensus statement on an update of the
classification criteria for definite antiphospholipid syndrome
(APS)

S. MIYAKIS,* M. D. LOCKSHIN,+ T. ATSUMI,f D. W. BRANCH,§ R. L. BREY,¥ R. CERVERA, **
R.H. W. M. DERKSEN,+f P. G. DE GROOT,+ T. KOIKE,{ P. L. MERONI,}i G. REBER,§8§
Y. SHOENFELD, 99 A. TINCANI,*** P. G. VLACHOYIANNOPOULOStft andS. A. KRILIS*

Antiphospholipid antibody syndrome (APS) is present if at least one of the clinical criteria and one of the laboratory criteria that follow are met*
Clinical criteria
1. Vascular thrombosis’
One or more clinical episodes’ of arterial, venous, or small vessel thrombosis’, in any tissue or organ. Thrombosis must be confirmed by objective
validated cniteria (1.¢. unequivocal findings of appropriate imaging studies or histopathology). For histopathologic confirmation, thrombosis should
be present without significant evidence of inflammation in the vessel wall.
2. Pregnancy morbidity

(a) One or more unexplained deaths of a morphologically normal fetus at or beyond the 10th week of gestation, with normal fetal morphology
documented by ultrasound or by direct examination of the fetus, or

(b) One or more premature births of a morphologically normal neonate before the 34th week of gestation because of: (i) eclampsia or severe pre-
eclampsia defined according to standard definitions [11], or (ii) recognized features of placental insufficiency”, or

(c) Three or more unexplained consecutive spontaneous abortions before the 10th week of gestation, with maternal anatomic or hormonal
abnormalities and paternal and maternal chromosomal causes excluded.
In studies of populations of patients who have more than one type of pregnancy morbidity, investigators are strongly encouraged to stratify groups
of subjects according to a, b, or ¢ above.
Laboratory criteria**
1. Lupus anticoagulant (LA) present in plasma, on two or more occasions at least 12 weeks apart, detected according to the guidelines of the
International Society on Thrombosis and Haemostasis (Scientific Subcommittee on LAs/phospholipid-dependent antibodies) [82,83).
2. Anticardiolipin (aCL) antibody of lgG and/or IgM isotype in serum or plasma, present in medium or high titer (i.e. >40 GPL or MPL, or > the
99th percentile), on two or more occasions, at least 12 weeks apart, measured by a standardized ELISA [100,129,130].
3. Anti-, glycoprotein-1 antibody of 1gG and/or 1gM isotype in serum or plasma (in titer > the 99th percentile), present on two or more occasions,
at least 12 weeks apart, measured by a standardized ELISA, according to recommended procedures [112].
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Antiphospholipid Syndrome

Clinical and Immunologic Manifestations and Patterns of Discase Expression in a
Cohort of 1,000 Patients

Ricard Cervera,' Jean-Charles Piette,* Josep Font," Munther A. Khamashta,” |
Yehuda Shoenfeld,* Maria Teresa Camps,” Soren Jacobsen,” Gabriella Lakos,” Angela Tincani,

Trene Kontopoulou-Griva,’ Mauro Galezzzi," Pier Luigi Meroni,"

Ronald H. W. M. Derksen,"* Philip G. de Groot,"* Erika Gromnica-Inle," Marta Baleva,
Marta Mosca,” Stefano Bombardieri,” Frédéric Houssiau," Jean-Christophe Gris,”
Isabelle Quéré," Eric Hachulla,™ Carlos Vasconcelos,” Beate Roch,®
Antonio Fc:rnr’mch:z-l\lc:hn:},,?l Marie-Claire Boffa.? Graham R. V., Hughcs,3 and

Miguel lnyelmu.'1 for the Euro-Phospholipid Project Group I

Tabla 4
Prevalencia de algunas manifestaciones clinicas en
cohorte enropea de 1.000 pacientes SAFL

Trombosis venosa profunda (38,9%)

Pérdida fetal temprana (<10 sem) (35.4%)

Pérdida fetal tardia (>10 sem) ( 16,9%)

Preeclampsia (9,5%)

Trombocitopenia (29,6%)*

Livedo reticulanis (24, 1%)*

Engrosamiento o disfuncién valvular (11,6%)*

Anemia hemolitica (9,7%)

Embolia pulmonar (14,1%)

Hipertension pulmonar (2,2%)

Vegetaciones valvulares (2,7%)*

Compromiso renal (2,7%) **

Migrana (20.2%)

Stroke (19,8%)

Epilepsia (7%)

Corea (1,2%)

Ulcera de piernas (5,5%)

Neerosis dsea avascular (2,.2%)

* Manifestaciones no criterio candidatas a ser incluidas
en criterios de clasificacion.

*% Nefropatia SATL no fue analizada en este estudio.
Adaptado de: Cervera R, ef al. Antiphospholipid syn-
drome: clinical and immunclogic manifestations and
patterns of disease expression in a cohort of 1,000
patients. Arthritis Rheum 2002; 46:1019-27.
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Table 5 Definition of aPL-associated nephropathy (APLN)

aPL-associated nephropathy [66,68] is the coexistence of aPL (Labor-
atory Criteria for APS) along with the histopathologic detection of:

Thrombotic microangiopathy involving both arterioles and glom-
erular capillaries and|/or

One or more of:

Fibrous intimal hyperplasia involving organized thrombi with or
without recanalization

Fibrous and/or fibrocellular occlusions of arteries and arterioles
Focal cortical atrophy

Tubular thyroidization (large zones of atrophic tubules containing
eosinophilic casts)

Vasculitis, thrombotic thrombocytopenic purpura, hemolytic uremic
syndrome, malignant hypertension, and other reasons for chronic renal
ischemia are exclusions.

Patients who fulfill Clinical Criteria for APS are excluded from the
definition above

If SLE is also present, the above lesions should be distinguished
from those associated with lupus nephropathy.
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Table 2

Table 2

Result of the complete aitcl analyss,

Criteria PO Relevance catepory of PIO Overall GRADE Recommendation®™*
analysis
Superficial venous Fecurrent thrombotic events, induding life Important but not critical for Low Suggestion to be induded
thrombosis threatening event deasion-making
Thrombocytopenia Fecurrent thrombotc events, induding life Cntical for dedsion making Low Recommended to be
threatening event inhided
APS Nephropathy Kidney failure, death by kidney faihire Critical for dedasion making Moderate Strongly recommended
o be incuded
Walve heart lesions Heart failure, valve replacement, death by Cntical for deasion making Moderate Strongly recommended
heart failure to be induded
Livedo reticulars Recurrent thrombote events, induding life Important but not crincal for Moderate Recommended to be
threate ning event dedsion-making inchuded
Meurological Migraine Fecurrent thrombote events, induding life Important but not crincal for Viery low Mot recommended to be
manifestations threate ning event dedsion-making inchuded
Chorea Stroke, neurological arterial and venous Cntical for dedsion making Low Recommended to be
thrombaosis inchided
SElFumEs Stroke, neurological arterial and venous Catical for deasion making Viery low Mot recommended to be
thrombosis inchuded
Longitudinal  Stroke, neurological arterial and venous Cntical for deasion making Low Recommended to be
myelitis thrombosis inchuded
Seronegative APS Recurrent thrombotic events, induding life Crtical for dedsion making Low Recommended to be

threatening event

inchided

* PID — Patimt-important outoome,

" Based on patient important outcome + relevance ategory + overall GRADE analysis,

© Recommendation regarding the inchusion of this non-riteria manifestation as part of APS catéria revision.




;; Estenosis de la Arteriarenal : 2 natrones

Nephrol Dial Transplant (2010): Editorial Reviews

Fefogmenl
erics
(e
o
L]
J7

Rheumatology 2005;44:372-377 doi:10.1093 rheumatolgy kehd490
Advance Access publication 30 November 2004

Concise Report

Renal artery stenosis in hypertensive patients with
antiphospholipid (Hughes) syndrome: outcome
following anticoagulation

S. R. Sangle. D. P. D’Cruz. 1. C. Abbs. M. A. Khamashta
and G. R. V. Hughes

Renal artery stenosis: a new [aced of the antiphospholipid
(Hughes) syndrome

LUpuS [2Ws) 12, S03-sM Fig. 1. Right renal artery stenosis associated with hypertension in
antiphospholipid syndrome. The aorta is smooth, suggesting that the
stenosis is not related to atherosclerosis. Reprinted from reference [9]
. . y with permission.

Renal artery thrombosis and hypertension 1n a -

13 vear old girl with antiphospholipid syndrome
Pier Mmjmh:lnpj, Paoko Lazzarin, Vittorio Pengo, Amelia Fuffati, Franco Schiavon, / EStenOS|S \

Amnals of the Rhewmaric Diseaces 1990; dIStaI al
ostium de la
Vasculopathy and arterial stenotic lesions \__arteria renal

in the antiphospholipid syndrome

C. Christodoulou, 5. Sangle and I, P, DCruz

i Rhenmat ology 2007, ﬁ




e

i fﬁr

%

Aihprnma links with antiphospholipid antibodies,
Hughes syndrome and lupus

O, HARATS, |, GEORCE', ¥, LEVY", M. A, KEHAMASHTA®, TRV, HUCHES? and

¥, SHOEMFELR!
Q | Med 199%; 92:57-59
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The anti-phospholipid (Hughcs) syndrome: a crossroads of
autoimmunity and atherosclerosis
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Lupus (1997) 6, 559-560

Premature atherosclerosis in primary
anliphospholipid syndrome; preliminary dato
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Renal manifestations of the antiphospholipid syndrome

P D Cppe®
T Luspras. Kesizaich Ui, T By Dnsibiue 50 T Hoegatal, Liselis. UK %RM—

Lupus (2005) 14, 45-48

. .. + . . Grupo de mayor riesgo trombotico:
Renal vein thrombosis in Chinese patients with podem) ,g o
systemic lupus eryvthematosus Nefropatia Lupica asociada a AAF
Pacientes con SAF primario
Ning-Sheng Lai, Joung-Liang Lan Awnaly of the Bhaemate Dvsegses 1957 \ /
Mintz G et al.
Renal vein thrombosis and inferior vena cava thrombosis in systemic / \

lupus erythematosus. Frequency and risk factors. Arthrtis Rheum 1984

Frecuencia particularmente incrementada

Nephrol Dial Transplant (1989) 4 354-858
iati 1

S osation- Portadores de LA circulante
research-article

Recurrent Thrombosis and Renal Vascular \ /
Disease in Patients with a Lupus Anticoagulant

D, Klkinknecht, G. Bobri?, O. Mever-. L. H. Noél’, P. Calland* and
M. Ramdane!




Hinertension arterial y aPL

Asherson RA, Clin Exp Rheumatol 1993
Cacoub P, Clin Exp Rheumatol 1993

Durand JM, Clin Rheumatol 1994
Sirvent AE, Nephrol 1996

Ohtomo Y, Acta Paediatr 1998

Nochy D, J Am Soc Nephrol 1999 frecuentemente hallada
Aizawa K, Jpn Circ J 2000 tanto en el SAF primario
Riccialdelli L, Am J Hypertens 2001 como secundario

Nzerue CM, Kidney Int 2002

Daugas E, J Am Soc Nephrol 2002
Karm MY, Lupus 2002

Sangle 5, Lupus 2002

Rollino C, Lupus 2004

Chen W, Clin Appl Thromb Hemost 2004




Hipertension arterial y aPL

I Am Soc Mephrol [0 307515, 969

The Intrarenal Vascular Lesions Associated with Primary
Antiphospholipid Syndrome

DOMINIQUE NOCHY,* ERIC DAUGAS,* DOMINIQUE DROZ,
HELENE BEAUFILS,! JEAN-PIERRE GRUNFELD,! JEAN-CHARLES PIETTE,!
JEAN BARIETY.* and GARY HILL*

Presente en 93% de los pacientes

En muchos: tnico signo sugestivo de nefropatia

Atribuyen HTA a lesiones vasculares.
Arteriosclerosis (75%),
Hiperplasia fibrasa intimal artenial o arteriolar (75%)
Oclusion vascular fibrosa o fibrocelular (68%)
Microangiopatia trombdtica (31%).




Hipertension arterial y aPL

Antibodies to Endothelial Cells in Borderline Hypertension

Johan Frostegard, Ruthua W, Caroline Gillis-Haegerstrand, Carcla Lemne and Ulf de
Faire
Circitlation 1908:98:1092-1098

Niveles elevados de B2GPI en pacientes con Hipertension Arterial Borderline
en 73 pacientes comparados con igual poblacion (sexo y edad) de
pacientes normotensos

~ 1:Clin Exp Rheumatol. 1993 Sep-Oct;11(5):479-85.

Malignant hypertension in antiphospholipid syndrome without overt lupus nephritis.

Cacoub P, Wechsler B, Piette JC, Beaufils H, Herreman G, Bletry O, Godeau P.

Department of Internal Medicine, Hapital de La Pitié-Salpetritére, Paris, France.

Pacientes con SAF primario desarrollan HTA maligna con | Renal
Angiografia de vasos renales NORMAL




Nefropatia por aPL
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Tablke 5 Defmition of aPL-associated nephropathy (APLN)

< aPl.associated nephropathy [66,68] is the coexistence of aPL (Labor-
atory Crtena for APS) along with the histopathologic detection of:

Throm botic miu‘oangiopathgl involving both arterioles and glom-
erular capillaries and/or

One or more of:

Fibrous intimal hyperplasia involving organized thrombi with or
without recanalization

Fibrous and/or fibrocellular occlusions of arteries and arterioles

Focal cortical atrophy

Tubular thyroidization (large zones of atrophic tubules containing
eosinophilic casts)

Vasculitis, thrombotic thrombocytopenic purpura, hemolytic uremic
syndrome, malignant hypertension, and other reasons for chronic renal
ischemia are exclusions.

Patients who fulfill Clinical Criteria for APS are excluded from the
definition above

If SLE is also present, the above lesions should be distinguished
from those associated with lupus nephropathy.
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Table 5 Definition of aPL-associated nephropathy (APLN)

[

—without recanalization

4PL-associated nephropathy [66,68] is the coexistence of aPL (Labor-

tory Criteria for APS) along with the histopathologic detection of:
Thrombotic microangiopathy involving both arterioles and glom-
rular capillaries and)/or
One or more of:

__Eibrous intimal hyperplasia involving organized thrombi with or

Fibrous and/or fibrocellular occlusions of arteries and arterioles

Focal cortical atrophy
Tubular thyroidization (large zones of atrophic tubules containing

eosinophilic casts)

Vasculitis, thrombotic thrombocytopenic purpura, hemolytic uremic

syndrome, malignant hypertension, and other reasons for chronic renal

schemia are exclusions.
Patients who fulfill Clinical Criteria for APS are excluded from the

definition above

If SLE is also present, the above lesions should be distinguished

from those associated with lupus nephropathy.




Enfermedad Renal Terminal

Dayal NA et al. Endstage renal failure in primary antiphospholipid
syndrome—case report and review of literature.

Rheumatology (Oxford) 2003 Mayor frecuencia que la poblacion
_ o _ general de AAF entre quienes ERT,
Prieto LN et al. Frequent hemodialysis graft thrombosis: BT Rt T
association with antiphospholipid antibodies. P :
Am J Kidney Dis 1994
Edad
Brunet P et al. Antiphospholipids in hemodialysis patients: Sexo
relationship between lupus anticoagulant and thrombosis.
Kidney Int 1995 Tiempo en plan de HD
Tipo de membrana utilizada en HD
Gronhagen-Riska C et al. Raised concentrations of antibodies to Farmacos
cardiolipin in patients receiving dialysis. BMJ 1990 Presencia de Hepatitis Cronica C y D

Sitter T et al. Anticardiolipin antibodies and lupus anticoagulant in
patients treated with different methods of renal replacement
therapy in comparison to patients with systemic lupus
erythematosus. Ann Hematol 1992

(Garcia-Martin F et al. Anticardiolipin antibodies and lupus

anticoagulant in end-stage renal disease.
Nephrol Dial Transplant 1991




Significado clinico de aPL en

4z an Hematel, 1992 Awg65(2):79-82,

e Anticardiolipin antbodies and lupus anlccagulant in patiens e
with diffara ni mathods of ranal raplacemant tharapy in comparison to
pationis with systemic lupus orythematosus

mMadiEiniichs Kink, Univarsity of Munich, Padara| Republe of Germany

T A= Nephron. 19936503 ):350-3,

PFravalance of lupus antceagulant and anticardicdipin antibodias in
hasmodialygs patients

Renal LAk King's Colege Hospkal, Londen, UK,

"~ 1: wephrol Dial Trensplant, 1982:7(12):1194-8. “Los aPL no son
patogénicos”

are antiphospholipid antboedies clinically relevant in dialyss patients?
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© 1z Am ] Kidney Dis. 1994 Apr;23(4):587-40.

Frequent hemodialysls graft thrombosls: assoclation with
antiphospholipid antibodies,

Prieto LN, Suki WN.

Department of Medicine, Baylor College of Medicing, Houston, TX.

T 11 AmJ] Kidnay Dis. 1995 Aug:26(2):347-52.

mayor incidencia de
e e e e trombosis en accesos
Prakash R, Miller CC 3rd, Suki WHN, VaSCU Iares de H D

Department of Medicine, Saylor College of Medicing, Houston, TX, USA,

Association of Anticardiolipin
Antibodioes with Vascular Access
Occlusion in Hemodialysis Patients:
Causeor Effect?
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PREVALENCE AND CLINICAL SIGNIFICANCE QF ANTIPHOSPHOLIPID
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in renal transplantation: occurrence of clinical events in 96
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Introduccion: En Uruguay existe el PPTG/PSR. Registro de causas de MAT pero no
existe una distincidon especifica de MAT por aPL( sino de todas las causas que
presentan dicho patron AP).

Objetivo General:

Analizar las caracteristicas clinicas, paraclinicas, la evolucion y el prondéstico de una cohorte
de pacientes con nefropatia asociada a SAF primario.

Objetivos especificos:

Describir las caracteristicas clinicas y de laboratorio de pacientes portadores de SAFp al
momento del debut de la nefropatia.

Describir la presencia, tipo y titulos de aPL en la poblacion estudiada, su evolucion y relacion
con manifestaciones renales.

Describir el tratamiento instaurado, la evolucion posterior a la biopsia renal, recurrencias
(morbilidad obstétrica y/o trombosis arterial o venosa) y muerte.

Describir la evolucion del compromiso renal




Metodologia

Serie de casos retrospectiva de 9 pacientes, cohorte espafiola-uruguaya
(Hospital Clinic de Barcelona-Hospital Ramon y Cajal de Madrid,
Sanatorio Casa de Galicia Montevideo y Hospital de Clinicas
Montevideo).

En base a informes AP de biopsias renales con MAT y aPL detectables
en sangre a titulos medio-altos.

Diagnostico de SAF.

Exclusion de LES y otras causas que podrian explicar MAT (ACN, HTA
en acelerada, embarazo, PTT, SUH, Esclerosis sistémica, vasculitis
sistémicas, VIH).

Biopsias renales fueron realizadas entre 1993 y 2013. Seguimiento
clinicos de pacientes al menos de 1 afo.

Registro en cada paciente al diagndstico y seguimiento: sexo, edad,
trombosis, morbilidad obstétricas  cifras de PA, creatinina, FG
(MDR/CKD-EPI), Pru, ANA, C3, C4, ANCA, elementos de AH,
trombocitopenia, livedo reticularis, manif, neuroldgicas, hepatociticas,

valvulares. Comilicaciones de tto. Perfil de AL‘ aCL‘ antib2GPI iiresencia




Resultados

Pacie | Edad Cr(s) Proteinu | Hemat Eventos Tiempo Seguimiento | Tratamient

(mg/dl) ' trombaoticos | meses meses/
inicio/final >2 en SAF/BR( Muerte

evolucion | meses)

42[F 2/6,3 3370 + -+ + 144 +/- 179/- AC
1,6/2,3 2464 + +/+ + 72 -/- 49/+ AC,CC,RP
T
38/M 1,4/2.1 1360 + +/+ - 48 -/- 192/- AC,AAS,C
C
0,7/1,1 2282 + -+ - 50 -/- 146/- AC
29/F 1/0,85 10912 + +/- - 5 -/- 52/- AC, AAS,
CC
1.8/1.5 1000 + +/+ - 20 -/- 42/- AC
75/F 2.3/2.7 820 + +/+ - 71 +/- 16/- AC, CC
26/F 1.95/4.2 950 + -+ + 62 +/- 62/- AC,CC

19/ M 1.67/1.4 551 + -/- - 0 -/- 12/- AC




Resultados
Pacient | AL aCL |aCL aCL TVITA/com | AH/Tr

e titulos | titulos | titulos plic. omboc

hasta | 26-40 |>40 I | Obsteétrica | itopeni
25 unidad | unidad unidade | unidade a
unidad | es es

es

+
+ + -/+ - +/-/- -/- -
+ + -[+ - -[+]- -/- -
il + -[+ +/- +/-/- TH)p -
+ + + -/- -/-1- -+ -
+/+
- + + +/- +/-/- -/- -
+/+
- + -/ + +/- +/+/+ -+ -
+
- + -/ + /- /-1 /- -
+

Tabla 2: Tipos de anticuerpos aPL y eventos clinicos AL: Anticuerpo anticoagulante lipico. aCL: Anticuerpo
anticardiolipina. B2GPI: Anticuerpo anti b2 glicoproteina I. ANA: Anticuerpos antinucleares. AH: Anemia hemolitica. SAF

C: Sindrome antifosfolipidico catastrofico.




Figura 1: Fotos histologia renal caso 7

Trombosis capilar




Discusion y Conclusiones
¢ Retraso considerable entre diagnostico SAF y biopsia renal (excepcion de un caso con SNo).

Media de 52,04 meses.

* AUA e HTA con o sin caida del FG son las manifestaciones nefrourolégicas mas frecuentes.

. Pru y microHu presente en todos los pacientes. HTA al inicio o evolucion en 8/9 de pacientes.

. Descenso del FG fue el hallazgo observado en 6/9 pacientes al seguimiento.

. No siempre existe presentacion como IRRP. ¢, causa de demora en la solicitud de biopsia renal?.

¢ 3 pacientes requirieron dialisis en forma definitiva ( los 3 tenian Cr mayor a 1,9 mg/dl inicio renal).

. Eventos tromboticos estuvieron presentes en 6/9 pacientes previo a PBR.

*  2/6 pacientes tuvieron complicaciones obstétricas. Un caso de SAFc y muerte.

. La doble positividad para inhibidor ltpico y anticuerpos anticardiolipina IgG fue el perfil de aPL"s mas

frecuentemente hallado en nuestra serie.




Discusion y Conclusiones
Recomienda:

» aPL a todo paciente que se presente con alteraciones del sedimento urinario con
o sin insuficiencia renal.

manifestacion renal.

»Abocamos por la realizaciéon precoz del estudio histolégico renal dada la variedad
de posibilidades histolégicas que podemos encontrar y destacando que el hallazgo
de microangiopatia trombotica puede presentarse aun sin insuficiencia renal
severa.

»Correlacion entre MAT renal asociada a aPL y manifestaciones clinicas como Pru-
HTAy descenso de FG.

»Seguimiento importa por causas secundarias.

»Maodificar criterios Sidney diagndsticos a la luz de conocimientos actuales, incluir
nefropatia asociada a aPL y otros “no criterios” a la definicion.

PENSAR en SAF ante AUA + HTA +
Descenso de FG.




Muchas

Gracilas!
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