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TTepiypappa eiohynong

FovipoTnTa - Tekvotoinon kai PA

‘Ekpaon tn¢ PA katd Tn di1dpkeia ThG KUNONG
‘Ekpaon Tng kKUNong oe aoBeveic pe PA

KUnon ka1 pappakeuTikh aywyn o acBeveic pe PA

faAouxia kai PA



Emnpealeil n vooo¢ Th yovigdTnTa?

- 0D~
O yuvaikeg pe PA é€xouv peiwpévn yoviHoTnTtda, ol Adyol dev £€X0uv
TANpw¢ e€akpIPwOei
2.xe00v 1 a1ic 3 yuvaikeg mou diayvwoOnke pe PA mpiv Tnv
avamnapaywyikni hAikia avTIgeTWIos TTPoPAARLATA YOVIHOTNTAG
O1 yuvaikecg pe PA:
M0 oUXVvd amoTuyxdvouv va cuAAapouv
£XOUV TTAPATETAUEVO XPOVO HEXPI TV EyKUupoouvn &

AlyoTepa Ttaidid ouykpITIKA pe yuvaikeg Trou Oev €xouv PA

@stensen M. Nat Rev Rheumatol. 2014
Brouwer J et al. Ann Rheum Dis. 2015



TTwg oxeTiCeTal n evepydTNTA TNC VOOOU HE TN YOVILOTNTA?

H kapmUAn emipiwaong deixvel 0TI n avaloyia UToyovIHwyY yuvaikwy e€apTdTal amo Thv
dpaaTnpIOTNTA ThG VOOOU

DAS28=<2.6*
DAS28>2.6=<3.2**
DAS28>3.2=<5.17
DAS28>5.1%
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Ma va au€nBolv o1 MBavATNTEC YIa KUNON, N EVEPYOTNTA ThG vooou Ba Tpétel va
peiwOei 600 To duvaTtov meploodTepo = YPEZH

Brouwer J et al. Ann Rheum Dis 2015



Aiaxeipion Tng véoou Tpiv Thv KUNON

KaBuaTtépnon cuUAANYNG OepaTeUTIKA OTPATNYIKA
OUXVOTENA OE: EAeyxog evepydTnTAg
ATEKVEC YUVAIKEC vooou

HAikia >35 eTwv Aiathpnon Upeong

T EvepyoTnTa vooou

NSAIDs

TTpedviCoAdvn >7.5mg/d

KaTta®Aiyn

Ayxoc¢ aoBevouc

Brouwer J et al. Ann Rheum Dis 2015



‘Exkpaon Tnc PA kartd tn didpkeia TRC KUNONG

"1 Hvoooc BeAtiwveTtal Katd tnv KUNon? Ymotpormialel LETA TOV TOKETO.....
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H Disease activity improved during pregnancy
B Relapsed postpartum

Error bars indicate 95% confidence intervals

Patients (%)

RA (n=938) AS (n=20)

« e mpoomTIKA HeAETN (190 Kuhoeig)

* PA aoBeveic pe levepyornta vooou t1o 1° Tpiunvo eivar wi©avov va éxouv
LDA n YEEZH o1o 3° Tpiunvo

Jethwa H et al. Arthritis Rheumatol 2016 (Abstract)
Ince-Askan H et al. Arthritis Car Res 2016



Emimrwon evepydTnTac Vooou oTnv £kpacn ThS KUNoNG

In this prospective cohort study, 440 women with RA were enrolled between 2005 and 2013.

100 -
W Severe Disease (HAQ-DI >0.5) m None or Mild Disease (HAQ-DI <0.5)
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p=0.024 p=0.046
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n/N 32/159 34/280 20/158 19/174
0 - T T

Preterm Delivery SGA Cesarean Section

10 ~

73/158 109/279

SGA = Small for Gestational Age

Bharti B et al. J Rheumatol. 2015



Kivduvog e€dposwyv kKatd Tnv KUnon petd amo diakomn Twy anti-TNFs

2. UYKpiBnke n ouxvoTnTa Twyv e£dpocwyv KATA Thv KUNnon o yuvaikeg pe PA mou di1ékoyav
Th B¢pameia pe avti-TNF katd Tnv cUAANYN pe yuvaikeg mou éAapav oupPaTikd edppaka

46 RA-pregnancies included

4 ended with early miscarriages

I
v v

Pregnancies with anti-TNF
exposure until conception

(n=18)
DAS <3.2 (prior 13 (72%) 18 (82%)
conception)
flare 12 (67%) 4 (17%)

lMuvaikecg pe PA mou diékoyav Tn Bepameia pe avti-TNF katd tnv cUAANYn avTigeTwmioav
onHavTika uynAoTepo Kivduvo e€dpocwy Katd Thv didpkela TS Kunhong (67 % vs 17%)

Fischer-Betz R et al. Arthritis Rheumatol 2015 (Abstract )



PappakeUTIKA aywyn oThv Kunon

YToAoyiopoc opéAouc/Kivduvou




PappakeUTIKA aywyh oThv KuUnonh oe aoBeveic pe PA

FDA cataonrv Da=scrintinn

\MQQK FDA pregnancy  Toxicity concerns /

category'

NSAIDs B Concern for risk in third trimester exposure including closureefductus arteriosus

Corticosteroids B Question of increased risk of cleft abnormalities

Sulfasalazine B No reported risk

TNFa inhibitors B Bugstion of concerns for VACTERL apmefmalities

Anakinra B InadeqUxe data

COX 2 inhibitors C Concern for riskw}pirdtrimester exposure including closure of ductus arteriosus

Hydroxychloroquine C No reported s

Rituximabh C Repgstsof hematologic abnormatiigs, infection

Abatacept C nadequate data

Tocilizumab C Inadequate data

Tofacitinib 8 Inadequate data

Azathioprine D Rare reports of congenital abnormalities but overall not felt to INtregse risk

Methotrexate X Aminopterin syndrome
nomide X Toxicity in animal studies

Telal sk Dased On adverse reacton reports mom mvesugational or markeung experience, or Dotn,
and the risk of the use of the drug in a pregnant woman clearly outweighs any possible benefit.

Ox1 amoAuTa akpIPéc via Tov PaBud suPpUikAG eTIKIVOUVOTNTAG

Gotestam Skorpen C, et al. Ann Rheum Dis 2016




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

m— Prospective Multicenter Cohort S tudy
MTX<30mg/w

g
amwoPoAEC olapapTieg
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%

50%: -10 £pd £wc-2 epd mpiv TNV TeAeuTaia EP

MTX pre-conseption: Ahyn MTX 1o TeAeuTaio 3unvo
50% -2 epd twc +13 nuépec amd Thv TeAeuTaia EP

Weber-Schonerfer C et al. Arthritis Rheumatol 2014



®dppaka Tov amayopevovTadl 0ThV Kuhon

N Y Y R L N T ——

MeBoTpefdTn

AcgpAouvopidn

*TTpo oUANYnNG:

-14% autépareg
amoPoAég

-3.5% duopopwyicc
*1° 3unvo:

-42% auTopaTeg
amoPoAéc (vs 22.5%)
-6.6% oopapéc
duopopwicc (vs 3.6%)
EuppuoTtolikoTnTa Kai

TeEpATOYEVEDH OTA
meipapaTolwa

*AiakoTh 3 PAVEC
TPo TNG oUAANYNG
*Xophynon @UAAIKoU
o €o¢
*TTpoomdPeia
oUAANYNC HETA aTo
gEvav egpnvopuaiako
KUKAO

«AiakoThh 2 xpovia
TIPIV TNV €YKUHOOUVN
*XoAeaTupapivn
8mg/TID yia 11 d
oTNV €yKupgoouvn

Weber-Schonerfer C et al. Arthritis Rheumatol 2014



Xpnon anti-TNFs pioAoyikwy oTnv KUnon

H xopnynon bDMARDs katd Tnv kUnon kai ©nAaopoé civar eKTO¢ emionung
évoeigng (of f label)




Anti-TNF BioAoyikoi TapdyovTteg

Human recombinant Chimeric Human .
receptor/Fc fusion monoclonal monoclonal Humanized
protein antibody - antibody PEGylated Fab' fragment
ALY b \ \ Cab
Receptor \ | / \ . /\
Ui Constant 2 |
Fe | Fc |
Ig61 Ig61 | | — PEG
| Constant 3 | |
o | Fc-free
Etanercept Infliximab  Adalimumab i
N \_J\_
Abatacept Golimumab N
P ™ Murine components Certolizumab
B Human components pego'

O1 tepiogoTepol ProAoyikoi TapdyovTeg eivar IgGl popia,
TARpN N TpwTeiveg ouvTnéng He To fc TuApa Tng Ig6l

Figure modified from: Weir N et al. Therapy 2006;3:535-545.



AiatAakouvTiakh diamepatéThTa TWy anti- TNFs

Syncitiotrophoblast
Cytotrophoblast

Syncitiotrophoblast

/

Ta IgG avtiowuara dev wepvouv Tov TAakoUvTa To 1° Tpiunvo
EvepynTiki geTagopd untpikwv Ig6 anti- TNF Abs mou mepiéxouv 1o Fc
TUAUA YiveTal géow Tou guppuikoU fc umodoxéa. H petapopd auth
au€daveTtal petd Tnv 13" epdopada, EemepvwvTac Ta UNTPIKA £TTiTTEdA OTO
TEAOC TNC KUNONG
H diamAakouvTiakh peTapopd eCapTdTal amoé Th dopn Tou Hopiou, Th
ouyyéveia pe Tov Fc uodoxéa kai To Xpovo npiociac (WAC Tou pappdkou
Hazes JMW et al. Rheumatology 2011




Oi1 anti-TNFs oTo aipa Tou opgpaAiov Awpou

15 Maternal serum

Fetal serum

1 L 1 I
0 10 20 30 40 50
Gestational age, weeks

TTooooTo oTo aipa oppaAiov Awpou

Anti-TNFs oc ax£an e Th OUYKEVTPWON OTOV
0p0 TNC UNTEPAC
INFLIXIMAB 160%
ADALIMUMAB 179%
ETANERCEPT 2.6-7.4%
CERTOLIZUMAB 3.9%

Mahadevan U et al. Clin Gastroenderol Hepatol 2013
Hazes JMW et al. Rheumatology 2011



Anti-TNF oTtnv kUnon

Pappaka TTnyn d&edopévwy Ap.eykupoo | Emidpaon otnv
Uveg EYKUpHoouvn

Infliximab Cohorts, registry, others 1160 Ox1 1 amopoAwv nh
OUOGLOPYIWY N TTPOTUTIO
OuaHopPIWV
Adalimumab  OTIS+Cohorts, registry, 590 Ox1 1 amopoAwv A
others duopopPPIWY A TPOTUTIO
Etarnecept 500 duopopPIWV
Certolizumab Global data base 369 Ox1 1 amopoAwv h

dUaUOPPIWY, EAAXIOTN
HETAWopd aTo EUPpuo

Golimumab pregnancy registry-abstract 50 1 amoPoAwv aTn
ouyxophynon He MTX

>2000 eykupoouvec To lo Tpipunvo. H xphon Toucg paiveTal va sival agpaAng Kai n
diathpnon Upeonc ThE vooou va Eemepvd Tov Kivduvo €kBeong Tou epppuou

Ta TepIo0OTEPQ dEdOPEVA TTIPOEPXOVTAI OTTO 00Beveic pe IONE Gotestam Skorpen C et al. Ann Rheum Dis 2016



RESEARCH NEWS

cheke for updates

Rheumatic diseases should be actively treated in
pregnancy, new guidelines say

BMJ 2016



EULAR points to consider: Antirheumatic drugs in
preghancy

-csDmards proven compatible with pregnancy: HCQ, AZA ,CSA , SSZ, prednisone,
classical NSAIDs®

-csDmards proven non compatible with pregnancy: MTX, LEF, COX I

- bDmards_continuation of TNF(i) during the first part of pregnancy should be
considered. ETA, CZT, may be considered for use throughout pregnancy due to low
rate of transplacental passage

- bDmards: the rest of bDmards should be replaced before pregnancy, they should be
used during pregnancy when no other compatible drug can control maternal disease

* during first 2 trimesters
Gotestam Skorpen C et al. Ann Rheum Dis 2016



EULAR points to consider: Results of Delphi Voting

nrennant natients

Pregnancy
Expert opinion
FEEETIEEE O on use of drug in
Statement on compatibility of drug with pregnancy based on evidence agreement with — .
clinical practice
statement 5
/0 *
Current evidence indicates no increased rate of congenital malformations; IFX can ‘
IFX be continued up to gestational week 20; if indicated, it can be used throughout 100
pregnancy
Current evidence indicates no increased rate of congenital malformations; ADA ‘
ADA can be continued up to gestational week 20; if indicated, it can be used 100
throughout pregnancy
Current evidence does not indicate an increased rate of congenital malformations; ‘.
GOL because of limited evidence, alternative medications should be considered for 100
treatment throughout pregnancy
Current evidence indicates no increased rate of congenital malformations; ETA
ETA can be continued up to gestational week 30-32; if indicated, it can be used 100

throughout pregnancy

<«@

. ) *As an expert in the field:
Gétestam Skorpen C et al. Ann Rheum Dis 2016 | \you1d recommend the drug in the same way as if the patient was not pregnant.

Current evidence indicates no increased rate of congenital malformations; CZP

CAp can be continued throughout pregnancy

| would only recommend the drug if | feared at least severe disease activity in its absence.
| would never recommend the drug in pregnancy.



EULAR points to consider: Results of Delphi Voting

onsensus on statements and expert opinion on use of the other bDMARDS., In

Pregnancy
Expert opinion
PEEETEEE o on use of drug in
Statement on compatibility of drug with pregnancy based on evidence agreement with — ;
clinical practice
statement vz
%o
Current evidence indicates no increased rate of congenital malformations; in ‘
Rituximab exceptional it can be used early in gestation, later stages-risk of B-depletion 100
and cytopenias in the neonate
Current evidence indicates no increased rate of congenital malformations;
Anakinra Anakinra can be used before and during pregnancy when there are no well 100
studied options available for treatment
Ustekinuma Current evidence does not indicate an increased rate of congenital ‘
b malformations; because of limited evidence, alternative medications should 100

be considered for treatment throughout pregnancy

No statement can be made in regard to safety during pregnancy due to scare

Tocilizumab documentation , treatment with tocilizumab is therefore best avoided Lo
No statement can be made in regard to safety during pregnancy due to scare
Abatacept documentation , treatment with Abatacept is therefore best avoided 100
*As an expert in the field:
Gotestam Skorpen C et al. Ann Rheum Dis 2016 I would recommend the drug in the same way as if the patient was not pregnant.

| would only recommend the drug if | feared at least severe disease activity in its absence.
I would never recommend the drug in pregnancy.



Highlights from the BSR and BHPR Guidelines

Compatible Compatible Compatible Compatible
with First with Second/ with with Paternal
Trimester? Third Trimester? Breastfeeding? Exposure?

Compatible

Peri-conception?

Recommendations

csDmards

HCQ Yes Yes MEE Yes Yes?
MTX rﬁmh?; No No No Yes?
LEF No No No No data Yes?
SSZ Yes Yes Yes YesP Yes¢
CSA Yes Yesd Yesd Yes? Yes?

a- Data are limited

b- in healthy full infants only

c- conception may be enhanced by stopping SSZ 3 months prior to conception

d- Suggested monitoring of maternal blood pressure, renal function, blood glucose and drug levels

Flint J et al. Rheumatology 2016



Recommendations

Highlights from the BSR and BHPR Guidelines

Compatible Compatible Compatible Compatible Compatible
Peri P tion? with First with Second/ with with Paternal
eri-conception: Trimester? Third Trimester? Breastfeeding? Exposure?
Anti-TNF
IFX Yes Yes =i0[p &l Yes? Yes?
16 weeks
ETA Yes Yes Second_ Sl Yes? Yes?
not third
ADA Yes Yes SEEOne oL Yes? Yes?
not third
CZP Yes Yes Yes?2 Yes? No data
GOL No data No data No data No data No data

Av xophynBouv peTd améd autéd To didoThua, amouyh CWvTwy eppoAiwv
(BCG, rotavirus) oto veoyvo via 6 pnaveg |l

a- Data are limited

Flint J et al. Rheumatology 2016



Highlights from the BSR and BHPR Guidelines

(7))
C
S
S
©
o
= . Compatible Compatible Compatible Compatible
= Perci:-(c):?r?f:btliim with First with Second/ with with Paternal
§ P ' Trimester? Third Trimester? Breastfeeding? Exposure?
e
Other-bDmards
. Stop 6
Rituximab monlihs Nof No No data Yesa
- Stop 3
Tocilizumab monr'zhs Nof No No data No data?
Anakinra No Nof No No data No datad
Abatacept No Nof No No data No datad

a- Data are limited
f- Unintentional first trimester exposure is unlikely to be harmful
g- Unlikely to be harmful

Flint J et al. Rheumatology 2016



EULAR points to consider: Antirheumatic drugs during
lactation

- csDmards proven compatible with lactation (provided that the child does not
have conditions that contraindicate): HCQ, AZA ,CSA , SSZ, prednisone ,classical
NSAIDs

- csDmards proven non compatible with lactating women: MTX, LEF, COX2

-bDmards TNF()( IFX ,GOL, ADA, ETA, CZT) during lactation should be
considered for postpartum flares

- bDmards: the rest of bDmards should be avoided during lactation, they should

be used during lactation when no other compatible drug can control maternal disease
Gotestam Skorpen C et al. Ann Rheum Dis 2016




The EULAR points to consider for use of antirheumatic drugs

before pregnancy and during pregnhancy and lactation

Baowéc apxéc

A. OIKoYeVEIOKOC TIPOYPAUHATIONOC KAl TpoTroTroinon Ogpameiag

B. H B¢epameia katd tnv didpkeia TC KUnhong/yaAouxiag Ba pémel va atoxelel oTnV TTPpOAnYN A

KATAOTOAR EVEPYOTNTAC VOOOU ThC HNTEPAC Xwpic €kBeon Tou euppuou/veoyvou ot Kivduvo

. O kivduvoc via To taidi (amd Tnv Xphon Kamolou gappdkou) Ba Tpémel va uttepiaxUel Tou

KIVOUVoU «£Eapong vooou» Kai eTIKIVOUVOTNTA TOOO Yid Th UnTépa 600 Kai yia To éUPppuo/veoyvo

A. H amépaon BepameuTIKAC TIAOYAC KATA ThV KUNON Kai Tn yaAouXia ©a mpémel va

ouvamogacileral pe Thv cuuPoAn TaBoAdyou/peupaTtoAdyou, paieuthpa/yuvaikoAdyou Kai

aoOevoUg, HE TV CUHHETOXN 1aTPpWV Kal dAAwyY €1I0IKOTATWY, av UTtdpX el avdykn



