KUnon o€ yuvaiko e pPEVHOTIKNA VOOO:

Aunyxavia & MpokAnon

H omnttikn tov PeupatoAdyou

Kwvotavtivoc A. lewpyavag

PeupatoAoyog



KUnon o€ yuvaika HE pPEVMOTLKNA VOOO:
NPOKANCELC yLa To PeupatoAoyo

* [TOAAQ PEVULATIKA VOO LOTO TIPOCPAAAOUV YUVALKEC
QVATTOPAYWYLKNAC NALKLOG

* Agv pewwvouy tn duvatotnta GUAANYNG

e OLpevpatonabeic OTAV LEVOUV EYKUEC:
o Elvat cuvnBwc peyalutepng nAtkiag,

o Exouv cuvvoonpotntecg (AM, vedpikr vooo, StaBAtn amd KopTkoeldr, maxvoapkia,
TIVEULOVLKN UTTEpPTOON)

o AapBdavouv MoAAd pappoKa (cuxvd acVppata pe Thv kKUnon)



Mote pa KUNon o€ pevpatonadn eivat
vynAov kKwvduvou;

* MponyoUpuevn KUNON UE ETILITAOKEC
* Yrokeipevn vedplkni vooocg
* Yrokeipevn kapdLakn vooog

* YMOKElEVN TIVEVOVLIKN VOO OC (mepltAapBAaveTal n VEUOVLKN
UTtEPTAION)

* E¢apon pevpatikng vooou

* lotoplkd Bpoupwong

* Mapouacio SSA kat SSB avilowpATwy
e Eéwowpatikn yovipomnoinon

e Adupun, tpiduun, KTA, KUNON

* HAwia pntepacg >40 etwv

2013 American College of Rheumatology, fact sheet



KUnon o€ yuvaika HE pPEVMOTLKNA VOOO:
NPOKANCELC yla To PeupatoAoyo

1. Emidpaon tng vooou otnv €kBacn tTng KUNoNG
2. Emibpaon tng kUNoNg otn vooo
3. AodaAnc xpnon ¢papuakwv

v' ME MPOGEKTIKO OXESLAGHO OL TEPLOOOTEPEC YUVOLLKEC MLE
PEVLOTLKN VOOO UITOPOUV VOL £XOUV ETILITUXELG KUNOELC



Dappoaka



KUnon o€ yuvaika HE pPEVMOTLKNA VOOO:
NPOKANCELC yLa To PeupatoAoyo

Ta neplocotepa dappoko SEV ETUTPEMOVTOL KATA TNV KUNON

OL KALWVIKEG LEAETEC TWV POPUAKWV OTTOKAELOUV TIG EYKUOUG

MAnpodopiec yia tnv acdpaAela amno
* peAétec os {wa
* KAWLKA EUTELPLOL TTOU CUOCCWPEVETAL LLE TO XPOVO (LeyaAUTePN o€ aAaLd
dapuaka)

YrioAoylopog opelouc/kKivduvwy og kaBe mepilmttwon



Xpnon ¢opUAaKOU OE EYKUO ME PEUMATLKN VOOO:
YroAoyiopo¢ op£Aouc/KivéUvwy

BAABN eykvoL Kat
eUBplov amo un
eAEYXOLEVN VOOO



Mmnopouv va xopnynOouv (uné npoiimoBéoeic)

e MZAD:
e Nat1° & 2° tpiunvo (;;;)
e Oyxt 3° tpipnvo (cuykiion BotdMelou mdpou PeTd TV 270 eB6)

e MpoTipwvtal Ta ToALd Evavtl Twv Cox-2 AOyw eUmeLplag

* Koptikoedn:
* NpebviloAovn, neBuArpedviloAovn
(<15mg, 6pdon otn pntépa, povo 10% tng doong nepvael oto EUPpuo)

e Bnrapebalovn, de€apebalovn
(6pdon oto €uBpuo, dev adpavomolovvtal armo Tov TAAKOUVTQ)




Xpnon dappakwv otnv Kunon Kot cto OnAacuo

Nou (um6 mpoUmoBéosLC)

YépoéuxAwpokivn
2ouAdacalalivn

(exkto¢ BnAaopoU MOAL TPOWPWV
LKTEPLKWV VEOYVWV)

AlaBslompivn

KukAoomopivn

Tacrolimus

IVIG
DuAAko ofu!!!

DXI. (6rakomA>3uAveC)

MeBotpeatn (cuvdpouo apworntepivng)

Ascb)\ouvop.uSn
Awokomn>2 €tn n xoAeotupapivn 8gr x3 x11d
* Evepyog petaBoAitng <0.02 mg/L (2dopEg)
* Av ylvel EKITAUON OTNV apxn TS KUNong =
Xwpic avénon Stapoptiwv*
MukodawoAkd !!! Awakorn kbnonc!!!

KukAodwaodapién
* Noal o€ aMeEANTIKEG KATAOTAOELG LETA TO 1°
TPiUNvo
* Av xpelaotel oto 1° tpipnvo—=> dakomn KUNoNG

AldwodoVIKA (uovo Risedronate kat Stakomr 6-
12unvec mptv, oxt Alendronate og véec yuvaikeg**)

*Cassina M, et al, Arthritis Rheum 2012;64:2085-94
**Suresh E, et al, Rheumatology 2014;53:19-31



Pregnancy Outcome After Methotrexate Treatment for
Rheumatic Disease Prior to or During Early Pregnancy

n=136*

A Prospective Multicenter Cohort Study =188

n=459

MTX<30mg/w n=1107

I
ortoBOAEG Slopaptiec

MTX pre-conception (n=136) 14,4% 3,5%

MTX post-conception (n=188) 42,5% 6,6%

Disease controls (n=459) 22,5% 3,6%

Non-autoimmune disease (n=1107) 17,3% 2,9%

* MTX pre-conseption: Apdn MTX to teAeutaio 3unvo
50%: -10 €B6 €wc-2 €BS mpv TNV teAevtaia EP
50% -2 €B6 €wg +13 nuEPEC amo tnv teAevtaia EP

Weber-Schoendorfer C, et al Arthritis Rheum 2014;66(5)1101-10



MXN BloAoykwv:
2UVLIOTWHEVOL XpOVvoLl SLaKOTIAG TtPLV T cUAANYN-OnAacpo
(kaveva Sev eMLTPEMETAL KATA TNV KUNON-BnNAaouo)

_________Konon _______ OnAaoudg

Etanercept 3 eBbopadeg -

Certolizumab pegol 5 nAveg -

Adalimumab 5 MAVEC 5 MAVEC

Golimumab 6 LAVEC 6 LAVEC

Infliximab 6 LUNVEC 6 LNVEC

Anakinra Na un xopnyettat- Na pn xopnyeitat-
Xwpic odnyla dtakomng  Xwpic odnyla dtakomng

Abatacept 14 eBbopadeg 14 eBbopadeg

Tocilizumab 3 LAVEC -

Rituximab 12 pHAveC 12 HAveg

MNXMN: NepiAnPn Xapaktnplotikwy MNpoiovtog



Yrotdéelc IgG: Aoyoc emunedwv epBpuouv/untEpoc
ovaAoya HE TNV NALKiOL KUNoNG
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Malek A, et al, Am J Reproduct Immunol 1996;36:248-55



AvoaotoAeic TNF oto aipa opdaAiov Awpovu

Xpovoc nuulwne | Moocooto oto aipa opdaliiov

(NUEPEC) Awpovu o€ oxEon HE TN
OUYKEVTPWON OTOV 0pO TNG
HNTEPQG
Infliximab 3 8-10 83-400 %
Adalimumab 3 10-20 98-293 %
Etanercept 45 4 36-74%
Certolizumab pegol 3 14 1,5-24 %

1. Mehadevan U, et al, Gastroenterology 2007;132(suppl 1):A144
2. Zelinkova Z, et al, Aliment Pharmacol Ther 2011;33:1053-8

3. Mehadevan U, et al, Clin Gastroenterol Hepatol 2013;11:286-92
4. Berthelsen BG, et al, Rheumatology 2010;49:2225-7

5. Murashima A, et al, Ann Rheum Dis 2008;68:1793-4



AvoaotoAeic TNF (TNFi) otnv KUnon

o EvOappuvTiKA SEOOUEVA (apKETEG EKATOVIASES MEPLOTATIKWV)

o 'EkBeon o€ TNFi mpv i Katd tnv KUNon (1°, 2°, 3° tpipnvo) :
* Agv oXetiotnKe pe mMpoBARpaATA KUNONC
BSRBR: 130 kunoelg — avénon anoBoAwv (aAAd kamoleg Enatpvay kat MTX)?

e Meilovec SLAMAPTIEC OTIAVIOTEPEC ATO TLG OLVOLLLEVOLEVEC YLOL TOV
MANBUOoNO (~3%), XwpPLg CUYKEKPLUEVA TTPOTUTIAL
* povo 1 neplotatikd VACTERL pe etanercept

1.Hyrich KL, et al, Rheumatology 2014;53:1377-85

2. Marchioni RM, et al, World J Gastroenterol 2013;19:2591-602
3. Gisbert JP, et al, Am J Gastroenterol 2013;108:1426-38

4. Clowse M, et al, Arthritis Rheum 2012;64(Suppl):S702

5. Verstappen SM, et al, Ann Rheum Dis 2011: 70:823-6



Xpnon AvactoAéwv TNF otnv kunon (;)

2tic NXN ouvictatal n aroduyn Toug

Xpovog ZUVLIOTWUEVOG XPOVOC
NUWIWNAG Slakomn¢ av xopnynOei otnv
(nuEPEG) Kunon*
Infliximab 8-10 21" eBoopada
Adalimumab 10-20 28" eBoopada
Etanercept 4 32" eBoopada
Certolizumab pegol 14 MBava aopaléc kaBOAn tnv
kOnon

Av xopnynOoulv peTa ano auto To XpOovo,
antodpuyn wvtwv eppoliwv (BCG, rotavirus) oto veoyvo yia 6 pveg !!

*Soh MC, et al, Rheumatology 2015;54:572587



AvootoAeic TNF kot OnAaopocg

Infliximab Infliximab
90 10 mg/kg 10 mg/kg
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Chakravarty EE, Clowse MW, in Kelley’s Textbook of Rheumatology, 9t ed, 2013


https://expertconsult.inkling.com/read/kelleys-textbook-of-rheumatology-firestein-budd-gabriel-mcinnes-odell-9th/chapter-39/figure-39-3
https://expertconsult.inkling.com/read/kelleys-textbook-of-rheumatology-firestein-budd-gabriel-mcinnes-odell-9th/chapter-39/figure-39-3

Anakinra Use During Pregnancy in Patients With Cryopyrin-Associated

Periodic Syndromes

Zenas Chang,1 Catherine Y. Sp-:mg,1 Adriana A. Jesus,” Michael A. Davis,”> Nicole Plass,” Deborah L. Stone,?
Dawn Chapelle,” Patrycja Hoffmann,? Daniel L. Kastner,® Karyl Barron,* Raphaela T. Goldbach-Mansky,” and

Pamela Stratton’

ARTHRITIS & RHEUMATOLOGY
Vol. 66, No. 11, November 2014, pp 3227-3232

Pregnancies
No. of Live births
miscarriages, Offspring
No. while | No. while  fetal deaths, No. prior to | No. while

taking not taking  or ectopic Total initiation of taking No. with Child’s
Patient Diagnosis Total no. | anakinra | anakinra  pregnanciest  no. anakinra anakinra | mutation diagnosis
1 FCAS 4 0 4 2% 2 2 0 0 NA
2 FCAS 3 2 1 0 3 1 2 1 FCAS
3 FCAS 4 1 3 4 3 1 2 FCAS x2
4 FCAS 4 3 1 3 0 3 1 FCAS
5 MWS/NOMID 3 0 3 1 1 0 1 MWS/NOMID
6 NOMID 1 0 1 0 1 1 0 1 MWS/NOMID
7 NOMID 1 1 0 0 1 0 1 0 NA
8 NOMID 1 (twin 1 0 1 0 1 1 (fetal NOMID

gestation) demise)
C WS/NOMID 3 1 2 11 2 1 1 2 MWS %2
m{ 24 9 15 7 18 9 9 9

* NA = not applicable (see Table 1 for other definitions).
T All events shown are miscarriages except for the 2 noted otherwise.
One ectopic pregnancy and 1 miscarriage (both while the patient was not taking anakinra).

I § While the patient was taking anakinra.

While the natient wag nat taling analingg

I # Fetal demise of 1 fetus with renal agenesis at 30 weeks in twin dichorionic-diamniotic pregnancy, while the patient was taking anakinra.l




e Rituximab
e ~200 neplotaTika KUNon¢ (kupiwg atpatoAoyka-NHL)
e Xwplc onUavVTLKO MOcOoOoTO Stapoptiwy (v Kot Emopvay Kat X/0)

* Aepdorevia veoyvou av ekteBel oto 2° ) 3° tpipnvo (oxL oto 1°)-
oAAQ SlopBwveTal o€ PEPLKOUC UNVEC

e Obnyla: amoduyn 12 pnveg mptv tn cUAANYN

* Tocilizumab
31 KUNOELC:
* 13 SlakoméC KUNOoNG

e 7 avtopatec amoBoAEg (oL 5 ematpvav kat MTX)

e 11 veoyva (9 €matpvav kot MTX)
Rubbert-Roth A, et al, Arthritis Rheum 2010;62:5161

* Belimumab
e Muwpn eumelpia
* YIAPXEL LNTPWO KaTtaypadnC KUNOEWV Ao TNV ETALpELlR
(http://pregnancyregistry.gsk.com/belimumab)



* PA kot pAeypovwdelc apBpitideg

e JEA Kol oUCTNMATLKA VOO LOTo

* AvtidwodoAuttdiko cuvSpouo



DOAETMONQAEIZ APOPITIAE2



Pevpatoeidnc apOpitida kot KUnon

* MNoaAawotepn BBAloypadia: BeAtiwon PA o 75% twv aocBevwv

* Nedtepn BBAoypadia:
* METpla evepyoTnTa KATA T CUAANYN 2 pETpLa BeAtiwon 48%
o XapunAn evepyotnta katd tTn cUAANYN =2 dlatripnon

* Yédeon oto 3° tpipunvo: 16%?, 27%* , 39%3
* Juyvotepn BeAtiwon os opoapvntikn PA*

e Au&npuEvoc Kivéuvoc PoOwpPou TOKETOU Kal xapnAou Bapouc veoyvou,
L6lwg emi evepyol vooou to 3° Tpipnvo

* H vooog unotpomniAalel LETA TOV TOKETO

1. De Man YA, et al, Arthritis Rheum 2008;59:1241-8
2. Barrett JH, et al, Arthritis Rheum 1999;42:1219-27
3. Nelson JL, et al, NEngJMed 1993;329:466-71

4. De Man YA, et al, AnnRheumDis 2010;69:420-3



Pevpatoeidnc apOpitida kot KUnon

* MeyaAoc xpovoc yla tnv emnitevén kunong otn PA:
0 42% >12 pnveg (auto to dtaotnua ol aocBeveic umtoBeparevovtal)

o KaBuotépnon cUAANY NG cuxvotepa OE:
* QTEKVEC YUVOLKEG,
o {IN\6 DAS2S,
* ANPn MZIAOD ) koptikoeldwv>7,5mg/nu.

Brouwer J, et al, Ann Rheum Dis, Online First: 15 May 2014 doi:10.1136



Pevpatoeildnc apOpitida: XELPLOUOC
1. Awkomnn tTepatoyovwy pappakwy >3 unvec MTX, LEF (+xoAeotupapivn)
2. Xpnon acdadwv dapuakwyv (HCQ, SSZ, ntpedvilovn)

3. Av eival Suvato MPoypaALLUATIOUOC KUNONG OE XOUNAN evepyoTNTA UE
aodpan dapuaka

4. Enipun eheyxopevng vooou, xprion TNFi mpv ) katd tnv Kunon (pe
npoooxn KAl emapkn evnuepwon acBevouc!!!)

5. AoBéoto, Bitapivn D

6. AU&non TKE (kupilwc), CRP kol oplopéva CUPMTWHATA TS KUNONC,
duokoAevouv TNV ekTipnon evepyotntag tng PA



Wwpraokn apOpitida

* Alya dedopeva, tapopola pe PA

e Aev auéavovtal ol EMUTAOKEC TNEC KUNONG
e BeAtiwon tng vooou otnv kunon (~50%)

* YITOTPOTI UETA TOV TOKETO



AYKUAWTLKA ortovOuAapOBpitida

e Aev auvéavovtal ol amoBoAec (15%)
e TeAswopnva 93%, vy veoyva, ducloAoyLlkou Bapoug

 KoloaplKEC TOUEC 58%

e Enidpaon kUNong otn vooo
e 33,2% apetdapAntn
* 30,9% BeAtiwon (kupilwcg emi mepldepknc apBpitidag)
* 32,5% emubeivwon oodualyiac/alyouc Loxiwv peta tnv 20" eBd

e Embeivwon CUPMTWUATWY PETA TOV TOKETO 50%

e Embeivwoon 0oTeEOMOPWONG (éxouv avadepBei kat Katdypoto)

Ostensen M, J Rheumatol 1998;25:120-4



2EN KOl GUGTNHATIKA VOO poTa



ErmutAokec kunonc oto ZEN
(neAétec mpoomntikng mapakoAovOnonc)
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Chakravarty EE, Clowse MW, in Kelley’s Textbook of Rheumatology, 9t ed, 2013




A Systematic Review and Meta-Analysis of Pregnancy 12 TUPOOTITIKEC
Outcomes in Patients with Systemic Lupus Erythematosus 25 qvaSpoptkéc
and Lupus Nephritis UENETEG

Andrew Smyth,* Guilherme H.M. Oliveira, T Brian D. Lahr,* Kent R. Bailey, 1 1842 OLGGEVE'LC
Suzanne M. Norby Sl and Vesna D. GarovicS

2751 KUNOELC

EmutAoKEC

Autopatn amoBoAn 16% ‘E€apon vooou 25,6%
EvSountploc Bavatoc 3,6% Yniéptaon 16,3%
NEOVVLKC’)Q e('xVOLTOQ 7 5% (ouxvotepn oe vedpitida)

. , Nedpitidba 16,1%
Melwpevn avamntuén 12,7% p ’

. MpoekAapuia 7,6%
(0)

AVETLTUXNG KUNGN LS (ouxvotepn oe vedpitida kat APL)
MPpOwpPOG TOKETOG 39,4% Exhapuia 0,8%

Smyth A, et al, Clin J Am Soc Nephrol 2010; 5: 2060-8



2EN:
Mapayovteg KvOUVOU yLa EMLITAOKEC KUNONG

AU¢non kKvduvou anwAeglog Kunong (x2-4)

e MeyaAn evepyotnta vooou Katd tn cUAANYN (40% amnwlela kUnong)
* YrEptaon

* lotopwko vedpitidoac N evepyoc vedpitida

e AvtipwodoAumidikd cuvdpopo

Chakravarty EE, Clowse MW, in Kelley’s Textbook of Rheumatology, 9t ed, 2013



2EN:

MpoyvwoTLKOL TapayovTteG £€0panNC VOGOU TNV
KUnon

1. Evepyotnta vooou To 6pnvo npv tTn cUAANYN
* Av uPnAn—=>58% €apon Katd TNV KUNON

e Av XOMNANR:=28% £€apon KATA TNV KUNON

2. Awokonn ¢appakwv Kata tTn cUAANYN
 HCQ—> umotponéeg (Amiec) to 2° 1) 3° Tpipnvo

* AvoookataotaAtikwyv (MMF, AZA) coBapdtepEC UTIOTPOTIEC
(kaAUTtepa va cuveyiletal n AZA)

Clowse ME, et al, Obstet Gynaecol 2006; 107:293-9
Chakravarty EE, Clowse MW, in Kelley’s Textbook of Rheumatology, 9t ed, 2013



AA £€aponc AUKOU (kupiwg vedpitidac) ATLO TTPOEKAapP i

_ MpoekAapia ‘E¢apon AUKou

MNpwrteivoupia
KUAwépolL otn s
EpuBpa otn s

Ynéptoon

MNpooBoAn 6£ppatoc-
apOpwoewv

Inaopol

Oupko
Aeukwpartivn opov
Hriatika évivpa
C3 koL C4

Avti-dsDNA

>0,3gr/24h n npwt/kpeat>30

Oxu
Oxt

2M>20mmHg | AM>10mmHg
Qo apxLKN

Oxt

Noaw og ekhappia
Auénuévo

XapunAn

Mmopet va avénBouv

Xwplc petafoln amod apytka

Xwplic petaBoln

>0,3gr/24h N npwt/kpeat>30
Nou
No

Mrmopetl vat

Juyxva

Now og mpooBoAr) KNX

Ko (mAnv XNA)

MoAU xapnAn o€ vedppwaolko
Jravia avéavovtal

XapunAa (avéavovtal otnv
kbnon)
Auvénuéva

Soh MC, et al, Rheumatology 2015;54:572587



2EN: MEtpa yla peiwon voonpotntac KUNoNG
(Untépag-epPpuov)

ZUAANYN peTd amo TouvAdyLoto 6 HAVEC aAVEVEPYOU VOOOU

Anoduyn tepatoyovwv GoprAaKwVY, tAAQ CUVEXLON OLVOGOKATAOTOANG
Omov Xpelaletal

e Juveéylon HCQ
* Av xpetaletat MMF 1} Cyc, amoduyr kunong i aAlayr) og AZA
e Awakomny aMEA kat aYAT, EAeyxoc AY pe avtaywvioteg aoBeotiou N labetalol

Xprion npedviloAovng otic e€apoelc vooou (OxL TPodUAOKTLKA OE
OLVEVEPYO VOoo!)

Xprion acmnipivng 80-100mg yia peiwaon kKwvéuvou Bpopfwong,
npoekAapdiog, TPoOwpeou TOKETOU

Taktiki nopakoAouOnon ano NuvawkoAoyo KAl PeupatoAoyo

Chakravarty EE, Clowse MW, in Kelley’s Textbook of Rheumatology, 9t ed, 2013



Neoyvikoc AUKOC

*  MaBntikn petadopad avti-Ro/SSA (kat/n
avti-La/SSB) avtiowpatwy amo
NTEPOQ O0TO EUPpUO

e 50% etavOnua (potalet pe SCLE)
*  50% ouyyevic KapdLakog amoKAELOUOC
e 10% kot ta dvo

*  AoAuTikn avatuia, Bpoppornevia,
NratooTAnvopeyaiia

*  Yrnoxwpel otouc 6 HNVeg (TAnv Tou
KapSLlaKoU amokAELoHOU)

Ano: Hochberg, Rheumatology, 3™ edition



2UYYEVNC KOLPOLAKOC ATTOKAELGLOC
(Congenital heart block, CHB)
ZUXVN GUMBOUAEUTIKN EKTIHNON YO LAl OTTAVLOL VOO O

1-2% TWV VEOYVWV UNTEPWV UE avTi-Ro avtiowpata (kupiwg avti-52-kDa)
Yriotpomnn 10 popEg ouxvotepn o€ eMOPEVEC KUNOELS (10-20%)

Neoyva:
Ovntotnta (20%),
Noonpotnta (65% xpetalovtal Bnuoatodotn dia Biov)

Mntépeg:

ouVABWC ALCUUTITWHATIKEG KATA TOV TOKETO, OVALKOAUTITOVTOL ATtO TN Yévvnon
TIALOXOVTOC VEOYVOU



2UYYEVNC KOLPOLAKOC QTTOKAELGLOC
(Congenital heart block, CHB)

NapakoAovOnon avti-Ro(+) eykuwv

* Ano tn 16" eBdopdda vnepnxokapdloypadnpata epppuouv KAOe 2
eBSOMASEC TOUAAXLOTO

e ITOXOG N AVIXVEUOT TPWLLWV AVWHAALWV TOU EUBPUOU (MPWLHLWVY
KOATULKWY OUOTOAWV, TtepkapdLakn¢ cuAAoyNC) tou tponyouvTal Tou
TTAPOUC KOATTOKOLALOLKOU QTTOKAELOMOU Kol eTidExovTal Bepareiog

¢ Gspanﬁia |._l()v0 napOUGia ou untwp.éltwv: (PpBopLwpéva KOPTLKOELSH)
* Bntapebalovn 4-6mg/nu. n
o Aetapebalovn (veupotofikotnta oto EpBpuo)



2KAnpodepua
* ArtoBoAec 15%, MNpowpol toketol 25-40%, YiEptaon N
npoekAapgia 23%
° NECI)leﬁ KpiO'n 2-3% (kataotpodikr av cupPel). AA pe mpoekhapdia
e 2e Mveupovikn YEptaon:
e untpwn Bvntotnta 17-33%

e guBpulkn - veoyvikn Bvntotnta 7-13%

* AUénon cupmtwpatwy FOM, BeAtiwon Raynaud, 6€pupa dev
ennpeadletal



AyyeuTIOEC, LUOGLTLOEC KOl KUNON

loxUouv oL apXEG XELPLOUOU TWV CUCTNHATIKWY VOowV (Tt ZEA)

e Alya dedopeva. MIKpEC OELpEC YL
* Takayasu:
* 80% y€vvnon uyLoug veoyvou
* MBavn kaoapilkn Toun yo arodpuyn avénong mieong

e Juotnuatikec ayyetitidec (WG/GPA, MPA, CSS, PAN):
* 70% {wvta veoyva (50% nmpowpa)

* N. Adapavtiadén-Behcet:
* KaAéc ekBaoelc kUnong
* Audlheyopevn n enibpaon tng KUNONG 0T VOOO
« Xprion LMW nmnapivng eni .otopikot BpouBwoswv



AvtidwoPpoALnttdbiko ocuvdpouo



Kpuipla Katata&éng Sydney 2006 yia to AvtidpwodpoAmidiko
2uvépopo (APS)

Clinical Criteria

1 Vascular thrombosis* one or more clinical episodest of arterial, venous, or small vessel thrombosis¥ in any tissue
or organ

2 Pregnancy morbidity

(a) One or more unexplained deaths of a morphologically normal fetus at or beyond the 10th wk of gestation, or

(b) One or more premature births of a morphologically normal neonate before the 34th wk of gestation because of eclampsia,
severe preeclampsia, or recognized features of placental insufficiency$, or

(c) Three or more unexplained consecutive spontaneous abortions before the 10th wk of gestation, with maternal anatomic or
hormonal abnormalities and paternal and maternal chromosomal causes excluded

Laboratory Criteria

1 Lu pus antlcoagUIant present in plasma on two or more occasions at least 12 wk apart, detected according to the guidelines of the
International Society on Thrombosis and Hemostasis

2 Antica rdlDIlpln antlbOdy of immunoglobulin (Ig)G or IgM isotype in serum or plasma, present in medium or high titer (>40 GPL or
MPL, or >99th percentile), on two or more occasions at least 12 wk apart, measured by a standardized ELISA

3 Antl—BZ-glyCOprOteln | antlbOdy of 1gG or IgM isotype in serum or plasma (in titer >99th percentile) present on two or more
occasions at least 12 wk apart, measured by a standardized ELISA

Definite APS is present if at least one of the clinical criteria and one of the laboratory criteria are met. Classification of APS should be avoided if less than 12 wk
or more than 5 yr separate the positive antiphospholipid antibody test and the clinical manifestation. 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 c above.

Miyakis S, Lockshin MD, Atsumi T, et al, J Thromb Haemost 4:295-306, 2006.



AvtipwodoAnidiko cuvdpopo (APS)

1. APS pe 1otoptko OpopuBwTtikA¢ EKONAWONC
* MeyaAoc KivOuVOoC HOLEUTIKWY ETIITAOKWY
* LMW nnoapivn x2/nu +aomipivn =2 {wvta veoyva >70%

Ruiz-Irastorza G, et al, Lancet, 2010;376:1498-1509

2. APS pE OTOPLKO MALEVUTIKAC EMUMAOKAC (BAoEL TwV KpLtnpiwv)
LMW nmnapivn x1/nu +aomipivn
e TuylveTal yla LOTOPLKO KTOC KpLtnpiwyv; (rx 1-2 anoBoAEg <10gB6.;)

3. AvtidpwodpoAumidika abs i avTtutnKTiko AUKOU XWPiC LOTOPLKO
OpoUBWTIKAC N HALEVTIKAC EMUTAOKNAG

* Anodoaon xwpic emapkn dedopeva, LOLATEPA O YUVALKEC XWPLS
TPONYOUEVN EYKUMOOUVN

e Aormipivn N timota



AvtipwodoAntidiko cuvdpopo (APS) kat kunon

* Anodoon po¢ anofBoAng o APS otav:
* Aev unapyxel AAAN e€nynon
* AmnoBoAn petda tnv epdavion kapdlaknc Asttovpyiog (10" efs )
* EmavelAnuuéva YnAa APL (rty, >40 GPL f MPL)
* [MAoakouvtog Ue ayyelomdbela-epudpakta

M antofoAn <10€Bd pe acOevwg Ostika APL

rBavotepa odelletal o€ XpWHOOWULKA avwHaAia, Aolpwén, oppovikn i
QVOTOMLKN Slatapoaxn TNG LNTEPOG

e OeTkA aviidpwodoAlridikd avriowpata (APL)
* Y& yuvaikecg pe vmotpomnidlovoec amoBoAEc: 5-21%
* Y& UYLelC €yKkuecg yuvaikec: 0,5-2%
(8,5% o€ Lol LEAETN, Saha SP, et al, J Obstet Gynecol 2009;29:614-8)

Erkan D, Salmon JE, Lockshin MD, in Kelley’s Textbook of Rheumatology, 9t ed, 2013



Mote npEmel va cUMBOUAEVOUE pLa YUVOLLKQL
VOL LNV RELVEL EYKUOC;

Mvevpovikn Yréptaon Xpelalovtal avitoUAANYN. Z€ pn MPOYPAUUOTIOMEVN
KUnon cuviotatatl dtakorn mptv tn 12" €B6.

XNA octadiou 4 n 5 MNpoekAapia 36-40%, TPOWPOC TOKETOC 54-80%, ULIKPA
EUBpua x3, meplyevvntikn Bvntotnta x5, emideivwon
vedpLKN S AeLltoupyiag, xelpotepa i mpwTteivoupiog

>1g/nu.
EVGPV(')C VOGOC YoBapn vooog otnv apxn tng KUNoNG oTtAvLo KATAANYEL O€
UYLEC EUPBpuo
APS pe Fuvaikeg pe umotpormnialovta evoounTpLo Bavato, MPpwLUn
UTLOTPOTLA{OUCEC ooBaf)n T[pOEK}\au'LDLOL, . HELLP, th'>)\u XapunAo !3apoq
s eUBpUoOL pe mtwyn emBiwon, mapa tn Oepamneia pe
TCAOLKOUVTLOKEG LMWH+aortipivn, £xouv pkpn mBavotnta emtuyxiog

ETMULTAOKEC KUNONC

Soh MC, et al, Rheumatology 2015;54:572587



JUMIEPACHOTA

e Mée KATAAANAO TIPOYPALATIOUO, OL TIEPLOCOTEPEC YUVOLKEC
LE PEVMATIKA VOGO UITOPOUV VAL YEVVOOUV LYLA TtadLd

e OQa MPEMEL va ouveyioouv va tapokoAovBouvtal Kol oo To
PeupoatoAoyo katda tn StapkeLla TS KUNONG

* Juvepyaoia NuvaitkoAoyou-PeupatoAdoyou

Euxoplotw yia tnv npocoxn cog!!!









Royal College of
Obstetricians &
Gynaecologists

Reducing the Risk of

Venous Thromboembolism during
Pregnancy and the Puerperium

Green-top Guideline No. 37a
April 2015

Antiphospholipid antibodies
How should women with antiphospholipid antibodies be treated?

Persistent antiphospholipid antibodies (lupus anticoagulant and/or anticardiolipin and/or
B,-glycoprotein 1 antibodies) in women without previous VTE should be considered as a risk factor
for thrombosis (see Appendix I) such that if she has other risk factors she may be considered for
antenatal or postnatal thromboprophylaxis as above. [New 2015]




THE LANCET

Antepartum dalteparin versus no
antepartum dalteparin for the
prevention of pregnancy
complications in pregnant

women with thrombophilia (TIPPS):
a multinational open-label

randomised trial

146 dalteparin
143 no dalteparin

Panel 1: Specific inclusion and exclusion criteria

Inclusion criteria (1, 2, 3, and 4 must have been met for
inclusion):

1 Thrombophilia confirmed by one or more of the following:

11 FactorV Leiden: one positive DNA based assay for factorV
Leiden (homozygous or heterozygous), or documented
activated protein C resistance and a first-degree relative
testing positive once for factor V Leiden in a DNA-based assay

1:2 Prothrombin gene mutation (homozygous or heterozygous) in
aDNA-based assay

or

Two abnormal tests, and no normal tests, for one or more of

the following:

13 Protein C deficiency

1-4 Protein S deficiency: at least one test done outside
pregnancy or the 6 week post-partum period, or, in addition
to two abnormal tests in pregnancy, one abnormal test
obtained in a first-degree relative

1.5 Antithrombin deficiency

or

3 Pregnancy confirmed by a positive serum, or urine
BhCG, or by ultrasound
4 Signed informed consent

Exclusion criteria (any one criterion met led to exclusion):
1 21 weeks or more gestational age at time of randomisation

2 Contraindication to heparin therapy, including:

21 History of heparin-induced thrombocytopenia

2.2 Platelet count lower than 100000 x 10°/L

23 History of osteoporosis or steroid use (potential
increased risk of osteoporosis and osteoporotic
fracture with heparin therapy)

2.4 Actively bleeding

25  Documented peptic ulcer within 6 weeks
(contraindication to anticoagulation)

2.6 Heparin, bisulphite, or fish allergy

27 Severe hypertension (systolic blood pressure
>200 mm Hg and/or diastolic blood pressure
>120 mm Hg: contraindication to anticoagulation)

1.6 Anti-phaspholipid antibody confirmed by two positive tests
for one or mare of the following: anticardiolipin IgG
(>30 U/ml), anticardiolipin IgM (>30 U/ml), anti-B2
glycoprotein IgG (>20 U/ml), anti-B2 glycoprotein Igh
(>20U/ml), or positive Lupus anticoagulant

2-8  Severe hepatic failure (international normalised ratio
>1-8): increased likelihood of bleeding

2.9 Women with serum creatinine level greater than
80 pmol/L (13 mg/dL) and 24-h creatinine clearance
less than 30 mL/min. However, women with serum

2 One or more of the following high-risk criteria for
pregnancy complications (venous thromboembolism,
pregnancy loss, or placenta-mediated complications):

2-1 Previous history of pre-eclampsia (including late-onset and
non-severe pre-eclampsia)

2-2 Previous unexplained birth of a small-for-gestational-age
infant (birthweight <10th percentile, corrected for sex and
gestational age)

2-3 Previous major placental abruption, defined as an abruption
associated with: vaginal bleeding or concealed

L L (PSR

Interpretation:

Antepartum prophylactic dalteparin does not reduce the
occurrence of venous thromboembolism, pregnancy loss, or |
placenta-mediated pregnancy complications in pregnant
women with thrombophilia at high risk of these complications
and is associated with an increased risk of minor bleeding.

'een

Rodger MA, et al, Lancet. 2014; 384: 1673-83

CIMOOETTOT aetp VENT TITOITDOSTS TIed et Wit T
anticoagulants (more than 1 month of heparin or
warfarin)

creatinine clearance of 80 pmol/L (1-3 mg/dL) or less
did not require a normal 24-h creatinine clearance to
be eligible.

3 Geographical inaccessibility (less likely to comply with
necessary follow-up visits and care)

4 Need for anticoagulants as judged by the local

Women with recurrent pregnancy loss with

antiphospholipid antibody syndrome

4.2 Women with previous unprovoked§ proximal{
venous thromboembolism, whose pulmonary
embolism or deep vein thrombosis was treated with
anticoagulants (more than 1 month of heparin or
warfarin) or inferior vena cava interruption

4.3 Women with mechanical heart valves

4-4  Women on long-term anticoagulants before
pregnancy

5 Previous participation in the TIPPS trial

6 Below the legal age limit to provide informed consent
according to country-specific regulations

*Examples of explained miscarriage or fetal loss include loss associated with severe congenital
malformations, chrom malities, tal alloi ne haemolytic anaemia,
recent cytomegalavirus infection, positive fetal or placental listeria cultures, and womenwith
known abnormal uterine anatomy. Proximal venous thromboembelism includes pulmonary
embalism or deep vein thrombosis occurring at or above the trifurcation of the popliteal vein.

£Calfvein thrombosis is a deep vein thrombosis that occurs below the trifurcation of the
popliteal vein. §Unprovoked refers to avenaus thromboembolism that occurs outside all of
the following periods: surgery, immaobilisation, cast, and/or malignancy. Proximal referstoa
venous thromboembolism that oceurs above the trifurcation of the popliteal vein


http://www.thelancet.com/journals/lancet/issue/current

THE LANCET

Antepartum dalteparin versus no antepartum dalteparin for the
prevention of pregnancy complications in pregnant women with
thrombophilia (TIPPS): a multinational open-label randomised trial

Events/total (n/N) Risk ratio (95%Cl) pvalue
Dalteparin Control

Subgroup

Maternal age <35 years 14/109 17/98 0-70 (0-4-1-4) 037
Maternal age <40 years 22/135 26/136 0-90(0-5-1-4) 054
Previous pregnancy loss 14/69 17174 0-90(0-5-1:6) 070
Previous early loss 7124 4/20 150 (0-5-4-3) 0-49
Previous late loss 9/37 12/44 0-90(0-4-1-9) 0-76
Previous pre-eclampsia 7/20 6/25 —i— 1.50 (0-6-3-6) 0-42
Previous severefearly pre-eclampsia 6/13 2/9 1 2.10 (0-5-8-1) 0-29
Previous SGA <10% 726 5/19 —!— 1.02 (0-4-2-7) 096
Previous SGA <5% 1/3 0/1 L] 1.50 (0-1-22-6) 0-77
Previous SGA <3% 3/13 3/11 .I 0-80(0-2-3-4) 081
Previous abruption 0/16 4/10 . 0-10 (0-004-1-2) 0-07
Previous secondary VTE 2/11 0/9 3 420 (0-2-77-1) 034
Previous calf deep vein thrombosis 0/10 3/6 1l 010 (0:01-1.5) 0:09
Family history of VTE 5/45 6/46 0-80(0-3-2:6) 078
FactorV Leiden 17/94 13/82 110 (0-6-2-2) 070
Prothrombin gene mutation 2/30 4/33 0-80(0.2-3:4) 079

L| apA 412 3/10 110 (03-3.8) 087 ||
Protein C/protein S/antithrombin 1/19 7125 L 0-20 (0-03-1-4) 0.10
Aspirin users 3/43 12/57 —u— 0-30 (0-1-1-1) 0-07
Aspirin non-users 22/103 15/86 —t.— 120 (0-7-2-2) 050
[ [ | I 1
0-01 01 1 10 100
4+— g
Favours dalteparin Favours control

Figure 2: Subgroup analysis forest plot with risk ratio (95% Cl) for the primary composite outcome
The primary composite outcome was major VTE or severe/early-onset pre-eclampsia, SGA infant (<10th percentile), or pregnancy loss. SGA=small for gestational age.
VTE=venous thromboembolism. APLA=anti-phospholipid antibodies.

Rodger MA, et al, Lancet. 2014; 384: 1673-83


http://www.thelancet.com/journals/lancet/issue/current

YroBOetikoi pnxavicpoi BeAtiwonc PA otnv KkUnon

N Owotpoyova:
" peiwon Aettovpyiag Thl Aepdokuttapwy,

= peiwon napoaywyng IL-1, IL-6, IL-12, TNF amno ta Mk/Mao kalt
devdpltika KUTTOAPQ,

" auénon mapaywync (auTo)ovIloWHATWY

I Npoyeotepovn:
" peiwon napaywyng IL-1, IL-6, 1L-12
= SLeyepon Th2 Aepdokuttapwy

N Koptikootepoedn:
" QVOOOKATOOTOATLKN Spdon

Radboud J E M Dolhain, Ann Rheum Dis 2010;69:317-318.



TasLe 1 Drugs commonly used for the treatment of rheumatic diseases and their effect on pregnancy and breastfeeding

Effects on organogenesis

Effects on fetus/neonate

Breastfeeding

Authors’ recommendations on its use in
pregnancy

NSAIDs [29, 32-35]

COX-2 inhibitors
[31, 35-38]
Prednisone [20]

HCQ [39-41]
SSZ [42-45]

MTX [46-53]

LEF [54-57]

AZA [58, 59]

Ciclosporin [60]

Tacrolimus [61, 62]

None

Teratogenic effects in animals, but
not in humans
None

None
Likely no effect

Aminopterin syndrome. High rate of
pregnancy loss and <15% rate of
congenital anomalies if used in
pregnancy, but not pre-concep-
tion. No effect if paternal MTX use.

In animal studies, malformations of
the head, rump, vertebral column
and limb defects. Increased rate
of miscarriage.

None

None

None

Constriction of ductus arteriosus after v
27 weeks gestation; oligohydramnios.
Transient anuria and renal failure if
used before delivery.

Similar effects to those of NSAIDs on v
fetal heart and kidneys.

Rarely has an effect unless used in very v
large doses—possible cataracts, ad-
renal insufficiency and infection.

None v
None

If no congenital anomalies, long-term X

follow-up of children exposed to MTX
did not reveal any problems.

If pregnancy continues, no major struc- X

tural anomalies noted, especially after
cholestyramine washout as sug-
gested by the manufacturer.

Low birthweight and preterm deliv- v
ery—could be secondary to maternal
disease.

Transient immune alterations in the v
neonate.
None v

v except in very

preterm jaun-

diced neonates

Likely a class effect for all NSAIDs. Use if indi-
cated at lowest dose possible until 32 weeks
gestation.

It would be safer to change to an NSAID in
pregnancy until more information is available.

Use lowest dose possible. When commencing
steroids in pregnancy, ensure there is a plan
to taper the dose. If disease is persistently
active, then consider addition of a DMARD/
biologic to ensure the woman does not remain
on prolonged courses of high-dose steroids.

Continue in pregnancy and breastfeeding.

Commence folic acid supplementation 5 mg/day
3 months prior to pregnancy. In men with
fertility problems, it may need to be switched
to another agent as it affects spermatogenesis
and motility.

Reliable contraception advised. Discontinue at
least 3 months prior to pregnancy with daily
high-dose folic acid supplementation.
Exposed fetuses should be scanned as early
as possible (at 16 weeks gestation) to deter-
mine whether there are any congenital
anomalies to facilitate elective termination if
the mother wishes.

Reliable contraception advised. Washout with
cholestyramine 8 g three times per day for 11
days—repeat until drug levels are <0.03 pg/mil
taken 2 weeks apart. If exposed in early
pregnancy, offer washout and reassure the
woman that birth outcomes of exposed
women are no different from disease-matched
controls.

Continue in pregnancy and lactation®.

Continue in pregnancy; probably safe in breast-
feeding, although a wide range of concentra-
tions are excreted in breast milk.

Continue in pregnancy and safe in breastfeeding.

(continued)



Drugs commonly used for the treatment of
rheumatic diseases and their effect on pregnancy

and breastfeeding

TasLe 1 Continued

Effects on organogenesis

Effects on fetus/neonate

Breastfeeding

Authors’ recommendations on its use in
pregnancy

IVIG [63] None
CYC [50, 64-68] CYC embryopathy with high rate of
miscarriage.

MMF [69-71] OMENS and congenital cardiac

defects.

Etanercept [72-74]
Infliximab (76, 77]
Adalimumab [78, 79]

Animal studies are reassuring. In
addition, some centres for assisted
reproduction are using it for the
treatment of immune-mediated re-
current miscarriages [75].

Certolizumab [78, 80]

Rituximab [81-83] None known.

None

Transient cytopenia. No long-term effect
on the neonate if it survives
pregnancy.

Most neonates described in the litera-
ture had also been exposed in the
period of organogenesis. Phenotype
is not dose dependent.

Active transplacental transfer of these
anti-TNF agents with a risk of neonatal
immune suppression if drugs are
continued throughout pregnancy.

Passive diffusion of drug means lower
levels are achieved in the neonate.

Transient cytopenias and neonatal B cell
depression. Did not affect the effi-
cacy of vaccination.

XN

NN

Can be used, but thromboprophylaxis is advised.

Use only if there is life-threatening maternal dis-
ease after the first trimester. If maternal dis-
ease necessitates CYC in the first trimester,
discuss termination.

Discontinue for at least 3 months prior to
pregnancy.

Continue until 32 weeks gestation®.

Continue until 21 weeks®.

Continue until 28 weeks, although evidence is
lacking due to difficulty in getting commer-
cially available tests for drug levels®.

No evidence as yet, but due to very low levels in
cord blood, probably safe to continue in
pregnancy.

Attempt to discontinue 12 weeks prior to delivery
if at all possible to prevent neonatal B cell
depression.

3AZA converts to active metabolite 6-thioguanine nucleotides in 15min but the half-life of the active metabolite in erythrocytes is weeks to months. PIf given beyond the recommended
gestation, the neonate should not receive any live vaccines for the first 6 months of life. The two live vaccines commonly given in the neonatal period are BCG and the rotavirus
vaccine. Adapted from [84]. v: safe for breastfeeding; X: unsafe or not recommended for breastfeeding; COX-2: cyclooxygenase 2.



Mote pa kKunon eivoit uPnAov Kwvéuvou;

e Otav n untepa N to EUPpuo N kat ot SUo dLatpEXouy
avénuevo Kivouvo emumAokwy Kata tn SLapKeLa TG KUNONG,
TOU TOKETOU I HLETA OTTO QLUTOV.

* Kivduvol yia to éuppuo:

TPOWPOC TOKETOC (<37¢B5), TTOAAQTIAN KUNON, OUYYEVELC OVWUAALEC,
LELWMEVN avartuén, armokoAAnon nAakouvta, evoounTplog Bavatoc (>20 1
>28 £B5)

e Kivbuvoiyla tn pntépa:

UTTEPTALON TNC KUNONC (>20B5), TtpoeKAAP LAl (unéptacn Kat tpwTeivoupia
>0,3gr/24h), ekKAoppia (mpoekhaupia ko omaopoi), StafAtng kKUNong, cAYnN,
uTtotpoTn-enbeivwon vooou, BpouBwTka enelcodla



Mote pa kKunon eivoit uPnAov Kwvéuvou;

e Otav n untepa N to EUPpuo N kat ot SUo dLatpeXouV
AUENUEVO KIVOUVO EMUITAOKWY KATA TN OLAPKELA TNG KUNONG,

TOU TOKETOU N UETA ATTO AUTOV.



Kivéuvol

Na to EuBpuo

e amofoAn

* toAAaTAn KUNon

* OUYYEVELC OVWHOALEC

* UELWMEVN AVATTTUEN

* QMTOKOAANGCN TAaKoUVTA

* Evbountploc Bavartoc-
stillbirth(>20 ry >28¢p8)

* TIPOWPOC TOKETOC (<37P8)

Na th untEpa

e unotporn-ermdeivwon vooou

* UTEPTOON TNC KUNONC (>20£B8)

npoekA o ial (urépraon ko
npwrteivoupia >0,3gr/24h)

EK)\auLI)i(I (mpoekAapia kat omacuol)
éLafntng kunong

* onyn

* BpopBwTiLka enelcodLa



A Systematic Review and Meta-Analysis of Pregnancy 12 TPOOTITIKEC
Outcomes in Patients with Systemic Lupus Erythematosus 25 QVOLS POLKEC
and Lupus Nephritis UEAETEG

Andrew Smyth,* Guilherme H.M. Oliveira,’ Brian D. Lahr,* Kent R. Bailey,}
Suzanne M. Norby Sl and Vesna D. Garovic®

Table 4. Analysis of fetal events

Fixed-Effects Analysis Random-Effects Analysis
Event Denominator ) " o
Het];:)tgg?xrcity Esh(g?’tfccizll){ate RN S0 Behmer

Induced abortions Number of pregnancies <0.001 7.2% (6.0%, 8.4%) 5.9% (3.2%, 8.6%) 5.6%

Spontaneous abortions Number of pregnancies without <0.001 16.6% (14.7%, 18.5%) (12.1%, 19.9%) 7.6%
induced abortions

[ Stillbirths [ Number of pregnancies without 0.001 4.0% (2.9%, 5.1%) (2.0%, 5.2%) 2.2%
induced abortions

[ Neonatal deaths | Number of pregnancies without 0.050 2.8% (1.9%, 3.8%) (1.2%, 3.8%) 1.5%
induced abortions

[ Unsuccessful pregnancies | Number of pregnancies without 0.025 23.0% (20.3%, 25.6%) [ 23.4%](19.5%, 27.3%) 4.7%
induced abortions

Intra Uterine Growth Retardation| Number of pregnancies without <0.001 14.3% (12.4%, 16.2%) | 12.7%|(8.8%, 16.7%) 6.8%
(IUGR) induced abortions

Premature Birth Rate | Number of live births <0.001 37.1% (34.8%, 39.4%) |_39.4%|(32.4%, 46.4%) 17.6%

“To compute an estimate of the random-effects SD, which depends on the value of the complication rate, the central value from the random-effects model (i.e., the
random-effects estimated rate) was used in the calculation.

Smyth A, et al, Clin J Am Soc Nephrol 2010,5: 20608



2EAN:

e Qavatoc untepac 20x Tou puactoloyikol MAnBuopou
geyKUWV (atAAA TTOAU omavioc)

e Etolo¢ kivbuvocg Bavatou yuvalkwv oto ZEA (0,5-1%)

Kivbuvoc Bavatou eykUwv yuvoilkwyv oto 2EA (0,3%)

Altio: BpopPwon (ko mvevpovikn epBoAR), Aotpwén

Johnson MJ, et al, Obstet Gynaecol 1995; 86:396-9
Chakravarty EE, Clowse MW, in Kelley’s Textbook of Rheumatology, 9t ed, 2013



Neoyvikoc AUKOC

*  MaBntikn petadopad avti-Ro/SSA (kat/n
avti-La/SSB) avtiowpatwy amo
NTEPOQ O0TO EUPpUO

e 50% etavOnua (potalet pe SCLE)
*  50% ouyyevic KapdLakog amoKAELOUOC
e 10% kot ta dvo

*  AoAuTikn avatuia, Bpoppornevia,
NratooTAnvopeyaiia

*  Yrnoxwpel otouc 6 HNVeg (TAnv Tou
KapSLlaKoU amokAELoHOU)

Ano: Hochberg, Rheumatology, 3™ edition



2UYYEVNC KOLPOLAKOC QTTOKAELGLOC
(Congenital heart block, CHB)

MnXaVIoNOG
e Avti-Ro avtiowpata mepvouv tov mAakouvta armo tnv ~16" eBdopada
KOl T(pOKAAOUV:
* Muokapbitba
* AppuBuieg
e Emnpedlouv tnv amontwon

e AvoooAoyikd ripokaAovpevn BAABN epeBlopataywyou
OUOTHUATOC— lvwon



2UYYEVNC KOLPOLAKOC QTTOKAELGLOC
(Congenital heart block, CHB)

Aev €xeL amodeyBel avaotpodn 3°V BabBuov (mAnpoug) CHB e
Bepareia, aAAd pmopet va pelwBel to dAeypovwdec poprtio.

ExeL mepypadei avaotpodn 2°V Babuov (ateAouc) CHB pe Bepamneia.

Exel meplypadei e€EALEN amo ductoloyiko ) amod 1°¥ BaBuou CHB og 30V
BaBuou CHB og 1 efbopada

EEEMEN oo 2°V BaBuov og 3°Y BaBuou CHB pmopet va cupPet kat peta
TOV TOKETO.

H &diakplon peta€v 2°V kat 3°V BaBuou CHB eival SUokoAn mapouacia
eUBpUIKAC Taxukapdiag.

Av Kkal eivatl SuokoAn n dtayvwon tou 1°¥ Babpou CHB, utapyel
Sduvatotnta va dlayvwotel pe umtepnyokapdloypadnua.



2KANpOodeppa: METpa yia HELWGN VOONPOTNTOG
Kunong (UNTEpag-euppuov)

1. Na anoBappuvetal n KUNON OE YUVOLKEC HE
* Mveupovikn untéptaon
* lotoplko vedpLlKNG Kpiong
e JoBapn MVEVUOVIKA VOCO

2. Na nponyeitat urtepnxokapdloypddnua Kot AELTOUPYLKOC EAEYXOC
TIVEULOVLKN G AELTOU pYLAC YLO QVIXVEUON UTTOKALVLKIG VOOOU

Awokort) aMEA kot aYAT TtpLv TNV EyKUpoOoUvn

4. Xpnon aorpivng 80-100mg yia peiwon kwwduvou npoekAopiog,
IPOWPOU TOKETOU

5. MapakoAouBOnon amod NuvaikoAoyo kot PeupatoAoyo aAAd Kot
KapbloAoyo 1y NveupuovoAoyo avaAoywc tng vooou



Estimated Frequency of Antiphospholipid
Antibodies in Patients With Pregnancy Morbidity,

Stroke, Myocardial Infarction, and Deep Vein
Thrombosis: A Critical Review of the Literature

Table 2. The overall frequency of criteria antiphospholipid antibodies (aPL) in patients with different aPL-related
clinical outcomes*

Overall criteria aPL frequency

16 studies

5 studies

4 studies

17 studies

aPL confirmation aPL confirmation Prospective Nonprospective
Outcome (no) (ves) studies studies All studiest
Pregnancy morbidity (n = 44) 6 (2-13)
PrL (n = 19) 9 (3-13) 10 (6=20) 6.2 (3-11) 15 (7.75-21.25) 9 (4.25-13.75)
15 studies 4 studies 13 studies 6 studies
Early PrL (n = 4) 2 (2-6) - 2 (2-6) - 2 (2-6)
4 studies 4 studies
Late PrL. (n = 9) 6 (3.5-10.5) 0 (0-14.5) 5.5 (3—-15) 4 (2.25-9.75) 5.5 (3-10.8)
8 studies 1 study 4 studies 5 studies
IUGR (n = 3) 9.5 (1.5-20.5) - 9.5 (1.5-20.5) - 9.5 (1.5-20.5)
3 studies 3 studies
PEC (n = 13) 4 (2-9) 7 (5-12) 3.5 (2.75-10) 6 (2-10.5) 4 (2-9)
12 studies 1 study 8 studies 5 studies
Severe PEC (n = 9) 5(1.5-22.3) 13 (8-16) 13 (6.65-18) 6 (2.75-10) 8 (1.5-16.5)
7 studies 2 studies 7 studies 2 studies
EC(n=3) - 16.5 (10.8—29) 33 16 (9-17) 16.5 (10.8-29)
3 studies 1 study 2 studies
HELLP syndrome (n = 4) 4 (3-50) 2 (2-2) 2 (2-35.7) 4 (2-4) 3 (2-14.8)
3 studies 1 study 2 studies 2 studies
Stroke/TIA (n = 31) 14 (9-24) 6 (3.3-17.8) 7.5 (5.25—13.75) 16 (8—24) 13.5 (6.8—23.3)
25 studies 6 studies 7 studies 24 studies
MI (n = 24) 10 (4-23.5) 18 (16-21) 16 (4-28) 9 (4.75-14.25) 11 (4-23)
20 studies 4 studies 14 studies 10 studies
DVT (n = 21) 10 (6-15) 6 (2—-16) 18 (18-24) 8.5 (5-14) 9.5 (5.3-15.8)

* Values are the median percentage (interquartile range) unless indicated otherwise. PrL. = pregnancy loss; IUGR = intrauterine growth restriction;
PEC = preeclampsia; EC = eclampsia; HELLP = hemolysis, elevated liver enzymes, and low platelets; TIA = transient ischemic attack; MI
myocardial infarction; DVT = deep vein thrombosis.
t For those papers that have aPL confirmation 6 to 12 weeks apart, the rate of aPL frequency generally refers to the second sample.

Andreoli L, et al, Arthritis Care & Research 2013; 65(11): 1869-73




Pregnancy Outcome After Methotrexate Treatment for
Rheumatic Disease Prior to or During Early Pregnancy

A Prospective Multicenter Cohort Study
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Weber-Schoendorfer C, et al Arthritis Rheum 2014;66(5)1101-10



Pregnancy Outcome After Methotrexate Treatment for
Rheumatic Disease Prior to or During Early Pregnancy

A Prospective Multicenter Cohort Study

Table 3. Pregnancy outcome by cohort*

MTX-exposed _ _
Disease-matched Non—-autoimmune

Pre-conception  Post-conception comparison disease comparison
No. of pregnancies 136 188 459 1,107
SAB, no. (%) 12 (8.8) 39 (20.7) 44 (9.6) 79 (7.1)
Stillbirth, no. (%) 1(0.7) 2 (LD 2(0.4) 1(0.1)
Elective termination, no. (%) 13 (9.6) 49 (26.1) 33(7.2) 49 (4.4)x
Voluntary, no. 10 40 25 34
Maternal disease, no. 1 5 4 3
Fetal complications, no. 2 4 48 109
Live birth, no. (%) 110 (80.9) 99 (52.7)% 380 (82.8) 978 (88.4)

* Live births are defined as pregnancy resulting in at least 1 live birth. MTX = methotrexate; SAB = spontaneous
abortion.

T Including 1 twin pregnancy that resulted in 1 live birth and 1 stillborn child and was counted as 2 outcomes.
+ Reasons for elective termination of pregnancy were unknown in 2 cases.

§ One elective termination at week 29 because of insufficient development of the fetus, but no malformation was
noted on prenatal ultrasound.

1 Malformations were present in 9 cases and fetal cytomegalovirus infection resulting in microcephaly and
encephalitis was present in 1 case.



Pregnancy Outcome After Methotrexate Treatment for
Rheumatic Disease Prior to or During Early Pregnancy

A Prospective Multicenter Cohort Study

Table 4. Birth defects by cohort

MTX-exposed . .
Disease-matched Non—-autoimmune

Pre-conception | Post-conception comparison disease comparison
(n = 136) (n = 188) (n = 459) (n = 1,107)
No. of live births, including twins ) 3 99
Major birth defects, no./total assessed (%) 4/11 7/1 14/39 4@ 29/1,00 @
Minor birth defects, no./total assessed (%) 5/113 (4.4 2/104 (T9)Y 22/392 (576 23/997 (2
Genetic birth defects, no./total assessed (%) 1/114 (0.9)* 0 2/394 (0.5)# 7/1,003 (0.7)**

* One hundred thirteen liveborn infants and 1 elective termination of pregnancy.
+ One hundred three liveborn infants (excluding 2 cases with methotrexate [MTX] exposure started after the first trimester) and

5 elective terminations.

% Three hundred ninety-two liveborn infants and 1 elective termination.

§ Nine hundred ninety-seven liveborn infants, 3 elective terminations, and 1 stillbirth.
9 One hundred three liveborn infants and 1 elective termination.

# Three hundred ninety-two liveborn infants and 2 elective terminations.

** Nine-hundred ninety-seven liveborn infants and 6 elective terminations.

Kavéva veoyvo pue cUVOPOUO QLLVOTITEPLVNG

Weber-Schoendorfer C, et al Arthritis Rheum 2014;66(5)1101-10



