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CONFLICTOS DE INTERES

Speaking fees from GlaxoSmithKline
Capilaroscopy courses for Acthelion

Sent cases to BIOGEAS, RESCLE, RELES,
REVAS, REGAS

Participating in anti-TWEAK trial

Participated in DUO registry




UNIDAD DE GESTACION Y EAS
(SEGUIMIENTO GESTANTES EN UEAS)

Gestacion del protocolo
Protocolo asistencial
Resultados
Asistenciales

Docentes

Investigacion

Casos clinicos

Temas no resueltos




PROTOCOLO CONSULTA AUTOINMUNES Y EMEARAZO
HOSPITAL DE CRUCES

2007: contactos con:

*UEAS Cruces

*Ginecologia HUMS: JS, UAR, ecos...
eCoagulacion

*Enfermeria
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H2 gral
H2 autoinmune

H2 obstétrica/infertilidad

Ttos previos

Deseo gestacion (= + AAS si APA+) 2 momento gestacion

Test embarazo + 2 UAR, analitica + confirmacion test HCQ?

PRED?
Valoracién tto y sgto segun: INMN-?
«Subgrupo (UCTD, SLE, APA+, UCTD APA+, SLE APA+, PAPS) AAS?
*Ants obstétricos/trombdticos — ' -
eInfertilidad/IA/FIVs previas Seguimiento en Il UAR, UEAS, coagulacion (Xa)?
eEdad *Eco 1T, screening combinado

eRo+. La+ *12s amniocentesis? Bx corial?
\% °Ecocardlogramas-s| Ro+/La+ (16-28s)
*20s: doppler uterinas

*24s: doppler uterinas

*28s y ss: biometrias fetales

*Consulta pre-parto: plan terapeutico parto y postparto
*Visita en ingreso?

*Revisidn postparto = tromboprofilaxis? Tto mant®



Features

Group 1
aPL positdve
Mo history of
pregnancy
loss
Mo history of
thrﬂ ITibDS'IS Contents lists available at SciVerse ScienceDirect
Yes/no _ ' _
concomitant Autmmmunlty Reviews

dufocimmune journal homepage: www.elsevier.com/locate/autrev
disease
Review

Treatment Obstetric antiphospholipid syndrome

Groun 1 Claudio Galarza-Maldonad Maria R. Kourilovitch 2, Oscar M. Pérez-Fernindez ®, Mariana Gaybor #%¢,
p Chict a,c : a N 2 e
Christian Cordero *, Sonia Cabrera °, Nikolai F. Soroka

Ed uca B on ont Sinai Hospital, Cuenca, Ecuador
LD“‘ I:[‘_ Bg DI.' immune 5 School of Medicine and Health Sciences, Universidad del Rosario, Bogotd, Colombia

or

aspirin may

prescribed
Strict control




17 y 18 de Octubre de 2013
Ta.h I.f 2 Auditorio - Palacio de Congresos de Zaragoza

Treatment groups

Features

Group 1
aPL positdve
Mo history of

Group 3
Obstetric APS secondary to SLE or
other autmimmune diseases with

pregnancy or without history of thrombosis

loss
N D hISI:Dry 'Df Autoimmunity Reviews 11 (2012) 288-295

thrﬂ‘ mb’DSiS Contents lists available at SciVerse ScienceDirect i*um,Mm,w;
Yes/no . : .

St Autoimmunity Reviews

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

disease
Review

Treatment Obstetric antiphospholipid syndrome

Group 1 Group 3 Claudio Galarza-Maldonado **, Maria R. Kourilovitch 2, Oscar M. Pérez-Fernindez °, Mariana Gaybor #%¢,
q : 4 Christian Cordero **, Sonia Cabrera *, Nikolai F. Soroka ®
E uca B on E' ucanon * Unir of Rheumaric and Autoimmune Diseases UNERA, Lupus Center, Monr Sinai Hospital, Cuenca, Ecuador
Tl Y Center for Autoimmune Diseases Research (CREA), School of Medicine and Health Sciences, Universidad del Rosario, Bogotd, Colombia
LDW dDSE 5 Dr In d"'“[t U&I ma4dn agEmE “E © Unit of Obstetrics and Gynecology, Mont Sinai Hospital, Cuenca, Ecuador

Unit of Obstetrics and Gynecology, Rio Universitary Hospiral, Cuenca, Ecuador
sira tE.g-:ll'r {E \g- * National Center of Rheumatic Diseases, Hospital N 9, Minsk, Belarus

glucocorticoids for SLE
flares)

Daily administration of
LMWH plus low-dose
aspirin

Warfarin discontnued
before 6th week of
pregnancy

aspirin may

be

prescribed
Strict control
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Treatment groups in Obstetric APS,

Features

Group 1 Group 2 Group 3

aPL positdve aPL positive Obstetric APS secondary to SLE or

Mo history of  History of two or more other aumimmune diseases with
pregnancy  miscarriages or without history of thrombosis
loss

N D hisruw 'Df Autoimmunity Reviews 11 (2012) 288-295
thrﬂ‘ mbﬂSis Contents lists available at SciVerse ScienceDirect i*umm“w,w
REVIEWS
Yes/no
e Autoimmunity Reviews w
daufoimmune oF journal homepage: www.elsevier.com/locate/autrev
disease
Review
Treatment Obstetric antiphospholipid syndrome
Group 1 Group 2 Group 3 Claudio Galarza-Maldonado **, Maria R. Kourilovitch 2, Oscar M. Pérez-Fernindez °, Mariana Gaybor #%¢,
E 3 3 7 Christian Cordero *¢, Sonia Cabrera ?, Nikolai F. Soroka ¢
Ed uca BD" I:du ’:a'rl on Ed ucanon N L{nirofkheumnric and Au{m‘mmunﬂ Diseases !{NERA. Lupus [’em?‘r_‘ Monr Sinai Hnspg'mt [’uem.'a. Er.uad'm ) o )
I_DW E['DS‘ES DI-' PI an A‘ |I'IEfI‘u’I-Ij U&I man &gEI’I’IE I-“_- ;&ﬁ:}i}%zjﬁglﬁmﬁ?;Eyf;;ﬁﬁs;fzzn:;;ﬁ;!y{litl?ﬁfﬂuipsig‘:ocz!uuéie?(c:lzzs:dHea(rh Sciences, Universidad del Rosario, Bogotd, Colombia
aspirinmay  * Aspirin 81-100 mg strategy (eg. « Nationa Cnter of cumat Dicses,Hospil N, Mok Sclars
be before conception and glucocorticoids for SLE
prescribed then throughout flares)
Strict control pregnancy Daily administration of

Plan B. LMWH plus low-dose
* Aspirin 81-100 mg aspirin
before conception and Warfarin discontinued
then aspirin 81-100mg 4 before 6th week of
LMWH throughout pregnancy

pregnancy
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Nueva gestacion

Gestaciones

APA+; 24; SLE; 24; 11%
11% |
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43; 20%
UCTD; 41,

\20%

237 gestaciones
N =213 (2007 - sept’13) 24 “en marcha”




SEGUIMIENTO GESTANTES EN UEAS:
Resultados asistenciales 5T s e

24 “en marcha”

N = 213 Pregnancy results

Miscarriage

: . 1T; 32; 15%

Newborn A Pregnancy
alive; 168; ~loss >1T; 8;
| 4%

- ~ Abortion/oth

"M Revs totales

[ - i i ] 3

2007 2008 2009 2010 2011 2012 2013




UCTD+ APA+

¢ |055'13% Miscarriage;2;5%

Miscarriage;8;20%

Newborn
alive;31;78%

Newharn

Newborn alive;23;79%

alive;39:95%

Primary APS

Newborn

. os5;4;8%
alive;33:67%

Niwliorn 2 ."JMiscarriage;Ii;H%

liscarriage;12;24% alive;20;83%

iqar
TEkdk 1;10%

2:14%

Primary APS

SLE+ APA+

SLE+ APA+

. loss;2:7%. d : Miscarriage;3;13%
- 4Mi5carriage;4;14% Newhbrn -
= alive;21;88%

LUCTD+ APA+



SEGUIMIENTO GESTANTES EN UEAS:

Resultados asistenciales

RN vivos Abortos/pér
Pr‘;‘é‘os didas fetales

-~ 30% 40
19%

~ Abortos
previos
233
70%

31,5% - 85,5% en gestantes
con algun embarazo previo




SEGUIMIENTO GESTANTES EN UEAS:
Resultados asistenciales

Puerperio
22%




Madazli Cordeiro | Carvalhei | Mecacci Foocharo | Whitelaw | Wong et

et al, et al, ras etal, | etal, en et al, al, 2006
2010 2009 2010 2009 2009

Hospital Estambul  Lisboa Oporto Florencia Thailandia Sudafrica Taipei

Periodo 2002-2007 1993-2007 1993-2007 1998-2006 1997-2006 1998-2007 1995-2005
N°y Tipo ptes 42 LES 136 LES 51 LES 62 LES 37 LES 47 LES 24 LES

AL 33% 28% AAF+  21,6% 12,9%

IgG ACL SAF2° SAF2°

16.6% 32,2%

IgM ACL AAF+

19%
Abortos/pérdi  7,1% 5,9% 6% 17,8% 27,3% 33% 4,2%?
das fetales
RCIU 14,3% 14% 19,6% 14% 20,8%
Preeclampsia 2,4% 3,7% 14% 12,5%
Prematuridad  23,1% 28% 16% 29,4% 39% 41,6%

Brote



Periodo

% mujeres con abortos
previos

N°y Tipo ptes

Abortos/pérdidas
fetales

RCIU
Preeclampsia
Prematuridad
Trombosis

Brote

CRUCES

Sept’06 -> Sept’13 2007-2011
53.4% 40% (10% PF)

169 ptes, 208 gestaciones 116 gestaciones:
23% PAPS (49) SLE

20% UCTD APA+ (43) APS

20% UCTD (41) Sjogren

15% SLE APA+ (31) Systemic sclerosis
11% APA+ (24) ANA+, APA+ or Ro+
11% SLE (24)

19% 13%

9,1% 6.8%

3,8% 1.7%

5,3% 12%
0

23% (pts SLE)

MADRID
October, 24-27 K
- 2012 i 1

11th Congress of the
European Federation
of Internal Medicine §

(EFIM)

XXXIIT




SEGUIMIENTO GESTANTE
Resultados investigacion

PREGNANCY OUTCOMES IN

UEAS"

THE "REAL LIFE PRACTICE”, ~  Seiimsimarseeseses
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Flisidad de infervedades Aniseoued, ferdicio de MeSina Intema, Boastal
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ANEXO II:

INFORME / EVALUACION DEL DIRECTOR

ALUMNO: D. JAVIER MORENO DIAZ

TITULO DEL TRABAJO: RESULTADOS GESTACIONALES EN PACIENTES CON
ENFERMEDADES AUTOINMUNES SISTEMICAS

Fecha de Presentacidn / Depdsito (Sello):

DIRECTOR (-ES) ( Departamento): JOSE VELILLA MARCO, LUIS SAEZ COMET

Luis Saez Comet.
10 de Septiembre de 2012.
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“Iniciacion a la
ina”
- José Velilla Marco/



AREAS DE INCERTIDUMBRE

Niveles AAF

Eleccion del tto

Tto SAF obstétrico refractario
Tromboprofilaxis a largo plazo
SNAPs

Infertilidad y AAF (y tto?)
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Temas no clar@s
AL+ debil B [

Motivo de Conzsulta: TEFP ¥ AL+, Tio con ACO.

Olga, 37°, gestante 15sem

2 abortos 8sem

2 AL+ debil, ACL-, AB2-

32 Gestacion 15sem: AAS 100 > HBPM 2-3D =
amniocentesis = AAS 100

26sem: prolapso cordon, CIR, rotura prematura
bolsa = cesarea > feto muerto 740 g




« SAF OBSTETRICO
REFRACTARIO

THROMBOSIS AND HEMOSTASIS

From bloodjounal.hematologylibrary.org at UNIVERSIDAD DE ZARAGOZA on September 13, 2011, For

personal use only.
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Adjusted prophylactic doses
of nadroparin plus low dose
aspirin therapy in obstetric
antiphospholipid syndrome.
A prospective cohort
management study

First-trimester low-dose prednisolone in refractory antiphospholipid
antibody—related pregnancy loss

*Kate Bramham,' *Mari Thomas,? Catherine Malson-Piarcy,® Munther Khamashta,* and Boverey J. Hunt®

Matemal and Felzi Aesaarch Unlt, King's College London, London, Uinited Kingodom; Dapariment of HeematHogy, Guy's and 32 Thomas™ National Health
Senics [NHS] Foundaiion Trusl, Londoa, Unitag Kingdom; *00sietnc Medicne, Guy's 8nd 31 Thomas' MHE Foundaiion Trusl, London, Uniss Kingdom; ‘Lupus

Research Unit, King's Coliege London, London, Uniied Kingoom: and “Throemboels end Haa

rust, London, Unitad Kingdom

The objective of this study was to as-
BEES pregnancy outcome in women with
& history of refractory antiphospholipid
antibody-associated pregnancy loss{es)
who were trested with sarly low-doss
prednisolone in addition to aspirin and
heparin. Eightesn women with antiphos-
pholipid antibodies who had refractory
pregnancy loss{es) were given pred-
nigolone (10 mg) from the time of their
positive pregnancy test to 14 weeks’ ges-

tation. Before low-dose prednisolone was
given as treatment, 4 (4%} of 87 pregnan-
cies had resulted in live births. Among
23 pregnancies supplementad with pred-
nigolone, 9 women had 14 live births

(61%), including 8 uncomplicated preg-
nancies. The remainder were compfi-
cated by preterm delivery, preeclampsia,
andior small-for-gestational-age infants.
There were B first-trimester miscamisges
and 1 ectopic pregnancy. There were no

mosiasls and Lupus Unll, Guy's and 5 Thomas" NHS Foundalion

fetal deaths after 10 weaks” gestation and
no evidence of matemnal morbidity. The
addition of firet-trimester low-dose pred-
nisolone to conventional treatment is wor-
thy of further assessment in the manage-
ment of refractory antiphospholpid
antibody—related pregnancy loss(es). al-
though complications remain elevated.
{Blood 2041;117(25):6048-60951)

A Ruffatti’, M.T. Gervasi®,
M. Favaro!. A.T. Ruffatti’,
A Hoxha!, L. Punzi®

'Rheumatology Unit, Department of
‘linical and Experimental Medicine,
Iniversity of Padua, Padua, It
Dbstetrics and Gynecology Unit,
Iniversity-Hospital of Padua, Padua,
taly.
imelia Ruffatti, MD, PhD
faria T. Gervasi, MD
faria Favaro, MD
Jessandra T. Ruffatti, MD
riela Hoxha, MD
€onardo Punzi, MD, PhD
Nease address correspondence to:
melia Ruffatti, MD,

‘eumatologia,

‘oliclinico Universitario,

ta Giustiniani 2,

5128 Padova, Italy.

-mail: amelia.ruffatti@unipd.it

‘eprints will not be available from the
uthor.

leceived on September 30, 2010; accepted
1 revised form on February 11, 2011.

) Copyright CLINICAL AND

XPERIMENTAL RHEUMATOLOGY 2011.

Ley words: nadroparin, neonatal
utcome, obstetric antiphospholipid
yndrome, pregnancy outcome

ABSTRACT k
Objective. Current guidelines for the
freatment of patfients with obstetric
antiphosphelipid syndrome (APS) rec-
ommend low dese aspirin (LDA) and
prophylactic doses of low molecular
weight heparin (LMWH). Most clini-
cians use a fixed dosage of LMWH in
pregnant APS women despite the fact
that there are no clinical trials estab-
lishing that fixed doses are more effica-
cious than adjusted ones in preventing
pregnancy complications. The efficacy
and safety of adjusted single daily dos-
es of LMWH (nadroparin) combined
with LDA have thus been evaluated in
33 comsecutive pregnancies in wWomen
with diagnosed obstetric APS.
Methods. LMWH doses were aug-
mented as the pregnancies progressed
and maternal/foetal weight increased.
70-80-90 U/Kg doses ranging between
3800 and 6650 U were administered
daily during the first, second and third
frimesters, respectively. LDA (100 mg/
day) was also prescribed.

Results. Pregnancy oufcome was suc-
cessful in 97% of the patients studied,
who delivered, between the 29" and
41 weeks of gestation (mean 374 +
2.1 5D), 32 infants with a mean birth
weight of 3084 g £3514 SD. One woman
(3%) experienced a spontaneous abor-
tion at the 8" week of gestation.
Conclusion. The high live birth rate,
the satisfactory mean gestational age
and weight at birth and the absence of
major preghancy/neonatal-associated
complications indicate that adjusted,
once daily doses of LMWH together
with LDA could be an efficacious freat-
ment opfion for pregnant APS patients
with no history of thrombosis.




CASOS SAF REFRACTARIO UEE

8 PACIENTES: |

TTO DOSIS TIMING

1 no implantacion AAS 100 mg PRECONCEPCIONAL
1 anembridnica GESTACIONAL

HBPM PROFILACTICA GESTACIONAL
3 RN VIVOS (1 RNBP 37SEM) POSTPARTO

1 GESTACION 27SEM PREDNISONA 10 mg HASTA SEM14
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Retrospectivo ol |
;. Thrombotic events during long-term s

32 pts SAF obstetrico ' follow-up of obstetric antiphospholipid

AAS postparto > SgtO 5O == 37 syndrome patients
Lupus July 2011 20: 861-865, first published

Tasa trombosis: on May 5, 2011
3.3/100 pacientes-ano Lefévre G et al

Department of Internal Medicine,

4'6/100 paC|entES'anO 512 AAF+ National Reference Centre for Systemic
4.5/100 pacientes_aﬁo Si ANA+ Sclerosis, University Hospital, Université

Lille Nord de France, Lille, France.

10/100 pacientes-ano si LES asociado

The thrombosis rate was high after obstetric APS diagnosis, even for
patients taking aspirin.




Risk of thromboembolic events after recurrent
spontaneous abortion in antiphospholipid
syndrome: a case—control study

ra Pera serrat Creus,' Do
Gerard Espinosa,” Ri 0 C

12y cumulative thrombotic incidence rate

o o OR 1506

ds A

ong-tem |
Results A
1 i
three compara

57 RSA x PAPs 86 RSA 42 RSA x 30APA+
unknown thrombophilia healthy women
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Comparative incidence of a first thrombotic event in purely obstetric
antiphospholipid syndrome with pregnancy loss: the NOH-APS
observational study

Jean-Christaphe Gris, ' Sylvie Bouvier,'- Nicolas Molinari,? Jean-Philippe Galanaud,25 Eva Cochery-Nouvellon, '2
Erik Mercier,** Pascale Fabbro-Peray,* Jean-Pierre Balducchi ® Pierre Margs,” Isabelle Quérs, 25 and Michel Dauzat2s

'Depariment of Hematology, University Hospital, Nimes, France; #Research Team EA2982, Dysfonction

Nimes, France; 3Laboratory of Hematology, Faculty of Phammacy and Biclogical Sciences, Montpellier 1
Biostatistics, Epidemiclogy and Medical Information, *Department of Vascular Medicine, *Department of
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The Incidence of thrombosis In the
purely obstetric form of antiphospho-
lipid syndrome Is uncertain. We per-
formed a 10-year observational study of
1592 nonthrombotic women who had ex-
perienced 3 consecutive sponitaneous
abortlons before the 10th week of gesta-
tion or 1 fetal death at or beyond the
10th week of gestation. We compared the
frequencies of thrombotic events among
women positive for antiphospholipid Abs
(n = 517), women carrying the F5 6025 or
F2 rs1799963 polymorphism (n = 279),

and women with negative thrombophill
screening results (n = 796). The annu:
rates of deep vein thrombosis (1.46%
range, 1.15%-1.82%), pulmonary embc
lism (0.43%; range, 0.26%-0.66%), superf
cial vein thrombosis (0.44%; range, 0.28%
0.68%), and cerebrovascular event
{0.32%; range, 0.18%-0.53%) were signif
cantly higher in aPLAbs women than |
the other groups despite low-dose aspiri
primary prophylaxis. Women carrying 1 ¢
the 2 polymorphisms did not experienc
more thrombotic events than women wh

e
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ewithout thrombosis
*\With 3 consecutive abortions or
1 fetal death >10w
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aPLAbwomen Constitutional Thrombophilia women Negative women
Figura 2. VTE-free survival. Shown are the VTE-free survival rates in mitially nonthrombofic womean with pregnancy loss {3 unexplained consecufive spontaneous aborfions
before the 10th week or 1 unaxpiained fotal death at or beyond the 10th week) with positive aPLADs. with a posifive F5 6025 or F2 rs1 729963 polymorphism (constitutional
thrombophilia), or with a negative thrombophilia screening (negative).




Temas no claros: SN-APS

ELR, 322

2 abortos 1T, tras
Inseminacion artificial
Raynaud 102 evolucion
Descenso C3, rash malar,
discoide? - UCTD?

AAF REP -

32 gestacion - perdida
fetal 17sem

42 gestacion - SAF
seronegativo? - AAS +
HBPM - RN 39sem
30409

Antiphospholipid syndrome

Seronegative antiphospholipid
syndrome
G R V Hughes, M A Khamashta

History repeats itself

Ann Rheum Dis 2003:62:1127.
doi: 10.1136/ard.2003.0061463

CONCISE REPORT

Clinical manifestations of antiphospholipid syndrome
(APS) with and without antiphospholipid antibodies
(the so-called ‘seronegative APS')

Jose Luis Rodriguez-Garcia,' Maria Laura Bertolaccini,' Maria Jose Cuadrado, ' 2
Giovanni Sanna,' 2 Oier Ateka-Barrutia,' Munther A Khamashta'

Rodriguez-Garcia JL, Khamashta MA, Bertolaccini ML, et al. Ann Rheurn Dis (2011). doi:10.1136/annrheurndis-2011-200614




Lucy, 45a

G5A4F0:

.- 18 gestacion: pérdida fetal de 23 semanas en 2005, tras amniocentesis en 14sem, con hematoma retrocorial desde semana 11. Cariotipo 46XY.
Estudio entonces en Escocia N: oligoamnios tras amniocentesis. Biopsia placenta entonces: 14x8x2.5 cm, peso 144g ("trimmed weight"), con corddon
umbilical de 25 ¢cm, con 3 vasos. Membranas acdlheridas trasiicidas pero posiblemente incompleta. Supetficie materna placentaria completa pero con
area deprimida central. Coagulo de 9x8x2.5 cm con peso 64g, con contorno similar a la depresion descrita. Sin anormalidacdes en seccion. Confirman
hematoma retroplacentario, con depdsitos de hemosiderina gue sugieren cronicidad.

.- 29 gestacion: en 2006, aborto de 6 semanas.

.- 3% gestacion: en 2007, aborto de 8-9 semanas.

.- 4% gestacion: en 2008, aborto de 7 semanas. Tras este aborto fue enviada a infertilidad donde detectaron AAF positivos.

.- 53 gestacion (actual, con FUR 13/6/9).

Historia actual

Paciente enviada de ginecologia por gestacion actual y antecedente de 3 abortos de 1T (y una pérdida fetal de 23sem tras amniocentesis), junto con e
hallazgo de anticuerpos antifosfolipido positives (3 IGM ACL+, 1 AL+ MODERADO).
Refiere natiseas desde que conoce su embarazo actual (FUR 13-6-9). No vémitos.
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Take-home-messages:

Reunion

GEAS
17y IB_de Octubre de 2013

dColaboracion UAR-UEAS: imprescindible para
buenos resultados obstétricos en EAIS

Se necesita:
dPlanificacion + Seguimiento coordinado
dH? previa obs y Al, y perfil inmunologico
Q“Politica de puertas abiertas”
dTelefono directo

Sesiones conjuntas
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Factors invo!ﬁ'ed in worse p

Factor
Diagnostic Group
Lupus Anticoagulant
lgM Anticardiolipin
Any APA
Previous Miscarriage
ANA +
AAS previous to pregnancy

We report pregnancy outcomes in patients with APA with a
higher rate o?iﬁmiscarriages than in CTD alone.




Hospital

Periodo

N°y Tipo ptes

Abortos/pérdidas fetales

RCIU
Preeclampsia
Prematuridad

Brote

Gestaciones UEAS

HUMS
Sept’06 -> Sept’13

169 ptes, 208 gestaciones
23% PAPS (49)

20% UCTD APA+ (43)

20% UCTD (41)

15% SLE APA+ (31)

11% APA+ (24)

11% SLE (24)

19%
9,1%
3,8%
5,3%

22%

HUMS
Ene’04 - Jul’09

42 ptes, 64 gestaciones:
60% LES (25), 28% AAF+
17% SAF
19% UCTD
2% ESP
2% Artritis psoriasica

12%
22.9%
14.3%
18.4%

20%




