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2UYKPOUOT) CUUDEPOVTWY

TiunTkn apolfn yla tnv mapovoa optAia aré tn UCB

EKTIoUOEVTIKEG — EPEVVITIKEG — CUUPBOUAEUTLKEG ETILYOPNYTOELG KATA TNV
teAevtaia dietia: Abbvie, Actelion, Elpen, Enorasis, Genesis, Janssen, MSD, UCB



KUnon kat Pevpatika voonuata

e PeupaTikd voorjpata - AUENUEVN CUYVOTNTA O€ YUVAIKEG OVATIPAYWYLKNG
nAkiog

°  2NMAVTLKOG 0 POAOG TWV OPHOVWY OTNV EKOTIAWOT) KOl TNV TIopeia Twv
PEVHATLIKWY VOOT|UATWV

*  KuUnon =2 AMay€g oto oppovikd TtepLtBaAAov
*  AUENOM OTEPOELOLKWIV OPHUOVWV (YAUKOKOPTLKOELOWV, OLOTPOYOVWV)

* Emidpaon otn Aettoupytkdtnta B kot T AEUPOKUTTAPWY Kol LOVOKUTTAPWY



AVOGOTPOTIOTIONTIKEG OPACELG TWV OLOTPOYOVWYV
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MpoBAnpaTtiopol tpLy Tnv KUNoN
Molol eival ot TtapdyovTteg KIvdUVOoU yLa UTIOYOVIUOTNTA ?
Ernpeddetl | vooog tn yovipuotnta ?
MNwg oxetiCetal n evepydTnTa TNG VOOOU HE TN YOVIUOTNTA ?
Moteg Bepameieg avEdvouv 1o xpdvo pExpL TN CUAANYN ?

Mota N kaTdAANAN Stayeipion ?



YToyovIHoTNTA

* NA&o0G TOU aVaTIOPAYWYLKOU GUCTHOTOG TIou opileTal oo tTnv
ATOTUY (0t CUAANYMNG LETA IO 12 PNVEC TOKTLKNG 0EEOVAALKTG ETTAPTG
XWPIG LETPA AVTLOUAANTITIKNAG TTPOCTOCLAG
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Entnpedel n vOooGg TN yovipuoTNTa?

= OLaoBeveiq pe PA mapouvotdouv uttoyovipotnta o€ UPNAGTEPO TTOCOOTO ATIO TO
yeVIKS TANBuo S (25% vs 10%)

= 2x€OO0V 1 OTLG 3 YUVAIKEG TIOU SLAYVWOTNKE PE PA TIPLV TNV avammapaywyLki
NAKI{Q QVTIMETWTILOE TIPOBATjOTO YOVIOTNTOG Nat Rev Rheumatol, 2014 Sep;10(3):518-9.

= Unexplained subfertility (48%) and anovulation (28%) were the most common gynecologic
diagnoses, and both occurred more often in RA patients than reported in the general
population.

Arthritis Care Res (Hoboken). 2017 Aug:89(8):1142-1149.
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Entnpedel n vOooGg TN yovipuoTNTa?

Except for women with non-specified
arthritis (NSA), patients with CTD and
specified-inflammatory arthritis (SA) had a
significantly lower number of children than
the reference group.

Mean number of births
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Disease groups

Mat Rev Rheumatol. 2017 Aug;13(8):485-493.



Ermnpeddel n vooog TN yovipuotnta?

MeA€étn PARA

an observational nationwide prospective cohort study on pregnancy in RA

> KOTIOG: TOUTOTIOM O KALVIKWV TIPAYOVTWY TIOU CUVOEOVTAL UE
VYNAOTEPO TTOCOOTO UTIOYOVLUOTNTOG OE yuvaikeg e PA

Ann Rheum Dis. 2015 Oct;74(10):1836-41.



Entnpedel n vOooGg TN yovipuoTNTa?

[NopaTETAUEVOG XPOVOG UEXPL TNV EYKUUOOUVN

prolonged time to pregnancy (TTP) - the time between the start of actively trying to conceive
and actually becoming pregnant

141
women conceived
205 within 12 months
245 women conceived 64 ‘
women included women with " 104 (42%)
40 prolonged TTP subfertile group
women did not conceive o

Ann Rheum Dis. 2015 Oct;74(10):1836-41.



Mool mapdyovteg oxeTICOVTAL PE LELWMEVN YOVIOTNTA ?

Table 2 Differences between subfertile and fertile female patients

with rheumatoid arthritis
Subfertility*
Yes No
{n=104) {n=141) p Value
31943 30.8+35 0.029t
67 (64) 76 (54) 0.116%
15 (14) 19 (13) 0853t
37(1.1-88) 34 (1579 05395
%3 (80) 97 (69) 0.058%
76 (73) 85 (60) 0.042%
52 (50) 70 (50) 1.000%
&7 (64) 94 (67) 0.786%
1£ !‘1:‘\ 21 |:1::|
401£1.16 347110 <0.0011 4 4
o . e Evepyotnta vooou
46 (44) 35 (25) 0.0024 (D(’pr.CXK(X
ERYEL ] T g »
11 (1) 15 (11) 1.000%
=Subfertility is defined as a time to pregnancy =12 months. Values are given as mean
+5D, median (IQR) and n (%).
tStudent t test.
+Fisher's exact test.
§Mann-Whitney U test

ACPA, anti-citrullinated peptide antibodies; DAS28, 28-joint Disease Activity Score;
MTX, methotrexate; NSAIDs, non-steroidal anti-inflammatory drugs; RA, rheumatoid
arthritis; RF, rheumatoid factor.

Ann Rheum Dis. 2015 Oct;74(10):1836-41.
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[Toio1 TTapAyovTeEG OXETICOVTAI PUE PEIWMEVN YoVINOTNTA ?

—— DAS28=<2.6"
—— DAS28>2.6=<3.2""
— DAS28>3.2=<5.1"
DAS28>5.1*
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Analysis time (years)

. . . i ) i  Patients with high disease activity had a longet
2xed6v 75% Twv aoBevwyv pe PeYAAT EVEPYOTNTA VOGOU SEV TTP than patients in other groups

TIETLY OV KUTOT) KATE TOV TIPWTO XpOvo . o o
» Cox Regression for high disease activity versu

Intermediate disease activity: p=0.03
20% pkpoTePN TBavoTnTa yLa KUNon yla kdBe povada DAS28 - Low disease activity: p=0.04

Remission: p=<0.001

Ann Rheum Dis. 2015 Oct;74(10):1836-41.



[Toio1 TTapAyovTeEG OXETICOVTAI PUE PEIWMEVN YoVINOTNTA ?

. Prednisone
& 1.007 : None
e | Low-dose (2.5-7.5 mg daily)
& 0.75 High-dose (>7.5 mg daily)
o
2 0.50
o
S
5 0.25- '
o [
O 0.00 1 !
I I | 1
0 1 2 3

Analysis time (years)

* High-dose users had a longer TTP than low-
dose users (p=0.04) and a longer TTP than
patients using no prednisone (p=0.002)

* TTP between low-dose and no prednisone
groups did not differ significantly

Ann Rheum Dis. 2015 Oct;74(10):1836-41.



Ennpeddel n vooog tn yoviuotnTa?

Cause

Age >35y

High disease activity

Depression

NSAID use

Patient anxiety

General consequences

Reduced number of follicles, low ovarian reserves

Pain, stiffness, impaired physical function, fatigue

Low self-esteem, negative body image

LUF syndrome at high inflammatory doses of COX
inhibitors

Anxious to changes therapy before or during
pregnancy, fear of a disease flare during or after
pregnancy, perceived difficulties with child caring,
fear of heredity

Abbreviations: LUF, luteinized unruptured follicle

Effects on reproductive function

Anovulatory cycles

Reduced libido, reduced frequency of
intercourse

Reduced libido, reduced frequency of
intercourse

Anovulatory cycles

Choice to limit family size

MNat Rev Rheumatol. 2014 Sep;10(9).518-5.
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Ywplaon - emnpedlel n vooog tn yovipdtnta?

No increased risk of fetal death or prolonged time to pregnancy in women with
psoriasis (Harder et al. 2014)



AYKUAOTIOINTLKT) OTIOVOUA(TLOO - eTNPEedEL 1] vOOOG TN YoVIUOTNTA?

Women with AS can expect to have the same rate of fertility, course of pregnancy,and normal

delivery as the healthy female population.
J Bheumatol. 1998 Jan;25(1):120-4.

* The existing data do not support a causal relationship between AS and infertility.

* The state of pregnancy is not associated with reduced disease activity in patients with AS.

* Additionally,AS tends to adversely affect health-related quality of life during pregnancy, in
comparison with normal population and patients with rheumatoid arthritis.

* No significant association between AS and specific pregnancy, delivery and fetal complications.

Curr Rheumatol Rev, 2017;13(3).162-169.
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Entidpaon tng MTX otn yovipotnta

- HMTXgxeL tepatoydvo dpdon

- AEN emmpeddel Tn yovipdtnTa

| Pre-MTX (n=66) I Post-MTX (n=66) P value
Patient Characteristics
Age at cycle start (y) 346+39 3H52+38 <0.01
BMI (kg/m?) at cycle start 254+56 255+57 NS
Antral follicle count 153175 152+ 6.6 NS
Max FSH (mIU/mL) 88+30 8.0+ 3.1 NS
Stimulation Characteristics
Duration of stimulation (d) 139138 139+44 NS
E, (pg/mL) on day of hCG 2,563.0 + 971.0 2.471.0 + 987.0 NS
wonadntmpm dose (IU) 36780+1,701.0 42170+ 1,861.0 <0.01
Mo. of oocytes retrieved 13.0+ 6.3 13.7+6.5 NS
Mo. of 2PN 73+38 8.0+5.1 NS
Fertilisation rate 778% + 18.7% 76.7% + 23.3% NS
Mo. of embryos transferred 23+09 21+£13 NS

Aim: to evaluate the effects of methotrexate (MTX) on the future fertility of
women undergoing IVF by comparing ovarian reserve and ovarian responsiveness
in the IVF cycle before and after an ectopic pregnancy (EP) treated with MTX.
Boots et al. Fertil Steril 2013;100:1590-1593
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Entidpaon twv aTNF ot yoviponta

» HOBepameio pe aTNF dev €xel ouoyeTIOTEl pHE PELWHEVO aplBUS KuTjoEWVY

1} TSV
Nat Rev Rheumatol. 2017 Aug;13(8):485-493


https://www.ncbi.nlm.nih.gov/pubmed/?term=Nat+Rev+Rheumatol+2017;13:485
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nat+Rev+Rheumatol+2017;13:485
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nat+Rev+Rheumatol+2017;13:485

Entidpaon twv aTNF o1tn yoviponta

J Reprod Immunol. 2010 May;85(1):15-24. doi: 10.10164.jri.2010.01.007. Epub 2010 Mar 24.

Anti-TNFalpha therapy in immune-mediated subfertility: state of the art.
Clark DA™,

# Author information

Abstract

Increased production of Th1 cytokines such as THFalpha plus IFNgamma compared to the Th2 cytokine IL-10 is linked to infertility and
recurrent spontaneous abortion (RSA). In murine models, direct evidence of pathogenic mechanisms has been elucidated, and these
have been validated where possible by correlation with human data. Although there are a number of potential targets that could be
utilized for therapeutic benefit, TNFalpha is currently the most feasible and uncorrected abnormality. Two recently published
observational cohort-controlled studies of the addition of anti-TNFalpha agents to treatment with heparin plus aspirin, with or without
VG, in RSA and in infertile {repeat IVF failure) patients are reviewed with respect to methodological and biological rigor, and literature
supporting the reliability, feasibility, and value of observational cohort-controlled trials compared to double-blind randomized controlled
trials is outlined. For those who do not believe the existing data is sufficiently strong for adoption of anti-THNFalpha therapy, a hybrid
approach is outlined for validation of efficacy in specific subsets of pregnancy failure patients. Potential side effects and key issues in
informed consent are set out. Anti-TNFalpha drugs may offer a new safe and effective approach to treating patients with Th1-cytokine-
dependent infertility and recurrent miscarriages.




OEPATIEVTLKT] OTPATNYLKT] TIPLV TNV KUNoN

o 'EAeyyog evepydtnTag vooou > emitevén YOEZHZ
o Antopuyny MZAD

o Antodpuyn koptildvng >7.5mg [MUEPTOLWG
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«  TMwg emmpeddlel n KUNon TV evepydtnTa TNG vOoou ?
Mota n emimtwon tng vooou otnv ékPaon tng kUnong ?
Mwgn evepyotnta tng vooou emnpeddel Tnv ekfaon tng KUnong ?
E€dpoelg?

ddpuaka ?



MNwg emnpedlel n KUNON TNV EVEPYOTNTA TNG VOOOU ?

" n evepydTINTA TNG VOoOU BEATILOVETAL — aTTO TO 1° TPiUNVO
» TTAN)pNG Vdeon <20%

100%
90% -
80% -

70% -
O DAS28 2 5.1
oL
60% 032 < DAS28 <5.1
50% - B26<DAS28 <32
g mDAS28 <26
30% -
20% A
10% -

Percentage of RA patients

00/0 L T ] Ll
before 1sttrim 2nd trim 3rd tim
conception

de Man YA et al, Arthritis Rheum 2008;59(9):124 1248



MNwg emmpealel n KUNGON TNV EVEPYOTNTA TG VOGOU ?

The total number of patients in remission (DAS28 2.6) increased during pregnancy from 17% in the
first trimester to 27% in the third trimester (P 0.16).

The number of patients in remission increased, despite the remarkable changes in medication use
that took place

Table 2. Disease-modifying antirheumatic drug and biologic agent use before pregnancy, during pregnancy, and postpartum*
Used
<1 year Used at 26 wks
Ever before Before 1st 2nd 3rd 6 wks 12 wks 26 wks PP and used
used conception pregnancy trim. trim. trim. PP PP PP <1 year before
Medication MmM=284) (mM=84) (m=141)f m=84) (n=284) (n=284) (n =84) (n = 84) (n = 84) conceptiont
Prednisone (oral) 33 (39) 24 (28) 16 (39) 30(36) 30(36) 29(35) 29(35) 29(35) 26(31) 16/24 (66)
Sulfasalazine 65 (77) 41 (49) 17 (41)  26(31) 28(33) 28(33) 27(32) 31(37) 31(37) 28/41 (68)
Methotrexate 46 (55) 22 (28)§ 0 (0) 0(0) 0 (0) 0 (0) 20 (24) 28(33) 33(40) 17/22 (77)
Leflunomide 4 (5) 1(1) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 1(1) 1(1) 0/1 (0)
Hydroxychloroquine 31 (37) 9(11) 2 (5) 2 (2) 3 (4) 2 (2) 2 (2) 5 (6) 3 (4) 1/2 (50)
Biologic agents 10 (12) 6(7) 0 (0) 0(0) 0 (0) 0 (0) 4 (5) 8 (10) 9 (11) 2/6 (33)
No medication NAq NA 7(17)  22(26) 29(35) 29(35) 27(32) 17(20) 13(15) NA
* Values are the number (percentage) or number/total number (percentage). Trim. = trimester; wks = weeks; PP = postpartum; NA = not available.
t This group only includes patients who were visited before conception.
# Number (percentage) of patients who used the same medication 26 weeks postpartum <1 year before conception.
§ In 5 patients, the exact cessation date was missing (n = 79).
9 No detailed information was present on whether patients were off medication during a certain time period.

de Man YA et al, Arthritis Rheum 2008;59(9):1241-1248



Muwg emmpedlel n KUNON TNV EVEPYOTNTA TNG VOOOU ?

» BeATiWON TWV CUPTTWHATWY apBpitidag
" LkpOTEPN HETABOAY] TNV Ywpioon

Patients (%)

MpooBoAr| apBpwoewv Skin activity during pregnancy




Muwg emmpedlel n KUNON TNV EVEPYOTNTA TNG VOOOU ?

= AEN mtapatnpeitot HETABOAY] TWV CUUTITWHATWY

'EkBoon eykupooUvnc

Fetal outcomes Cases (N=388) Controls (N=1082)
Preterm birth (< week 37) 3E%) 53 (4.9%)
Gestational week 32-36 29 (7.5%) 48 [4.4%)
Gestational week <32 6 (1.5%) 5 (0.5%)

5 min Apgar <7 7(1.8%) 16 (1.5%)
SGA 11@ 16 (1.5%)
LGA 12 (3.1%) 43 (4.0%)
Stillbirth 1 (0.3%) 1 (0.1%)
Pre-eclampsia 17 (4.4%) 28 (2.6%)
Delivery complications

Epidural analgesia 103 ) 283 (262%)
cs 12 &1 177 (164%)¢
Elective C5 64 (16.5%) 70 (B.5%)

Emergency CS 38 (9.8%) 75 (6.9%)

OR (95% CI)

1.92 (1.17 to 3.15)
1.74 (1.02 10 2.96)
338 (1.03 w0 11.7)
1.22 (0.50 10 2.96)
2.12 (1.00 10 4.50)
0.77 {0.32 10 1.82)
2.79 (0.18 10 44.5)
1.72 (0.92 10 3.23)

1.02 (0.78 to 1.34)
2,07 (1.53 10 2.82)
300 2.01 10 4.46)
1.66 (1.09 1o 2.54)




Emtimtwon g vooou oty ekBaon tng KUNOMG

Combined Sweden and Denmark nationwide from 1994 to 2006. - 871,579 women with a first-time singleton birth.

Prevalence and crude and adjusted prevalence ORs for adverse hirth outcomes amongst Women
with and

RA NoRA Crude OR Adjusted OR
(n=1,198) | (n=B70,380) | (95%C1) {953 CIj*

153 !
(1.23-1.50) e 1.44 (1.14-1.82)

Preterm Birth

45,754

Gestational Week 32-36 84 (7.Bx) (5.3%)

Gestational Week <32 17(14%)  £,090 (0.9%) Il-ﬂif;- 43) .- 1.55 (0.97-2.47)
1
1

Apgar score at 5 minutes <7 19(1.6%) ?‘f‘f;? tﬂ_}'jzn—lla_}'ﬂl —.— 0.99 I:D.SS—L.ES]

32,939
(3.8%)

160

Small for gestational age T1(5.9%) (1.25-2.03)

- 1.56 (1.20-2.01)

2.14

Stillbirth 11(0.5%) 3,862 (0.4%) o 207 (0.98—4.35)

(1.18-3.88B) |
Congenital abnormalities 51(4.3%) IZ:‘EE? 1 D%'flzﬂ?] :—I— 1.32 (0.98-1.79)
0 5 |
Odds ratio noressed odds for event
Reduced odds for event with R& } - with RA

J Intern Med. 2010 Oct;268(4):325-37.



[wg n evepyotnTa TNG vooou emnped el Tnv €kBoaon tng kUnong ?

= H ékPoaon tng kKUNoNG o€ Yuvaikeg e Kahd €EAeyyo NG PA elval cuykplolun Pe Tou yevikoU
AnBuopov

= Hevepydtnta tng vdoou mapouactd el opvnTLKTY) CUCYXETLOT) E TO BAPOG yEVVNONG
=YynAr evepyotnta vooou > eAATtoBapri veoyvd

= H xprjon koptikootepoeldwv oxeTiCeTal pe kivduvo Tpdwpou ToKETOU
Arthritis Rheum. 2009 Nowv;80(11).3195-208

= O yuvaikeg o€ UdEOT ATIOKTOUV BapUTEPA VEOYVA OE CUYKPLOT E TLG YUVAIKEG UE EVEPYT
voéoo [mean 3.5 kg (0.5) compared with 3.3 kg (0.5); p = 0.04].

J Rheumatol. 2001 Feb;28(2). 355-9.




Emtimtwon g vooou otnv ekBaon tng KUNOMG

* increasing disease severity was associated with risk for preterm delivery and SGA.

* foreach unitincrease in HAQ-DI (0-1), the adjusted relative risk for preterm delivery
increased by 58% (aRR 1.58, 95% Cl 1.17-2.15).

* among those with HAQ-DI > 0.5, the aRR for SGA was 1.81 (95% Cl 1.01-3.33).

100 4
W Severe Disease (HAQ-DI >0.5) m None or Mild Disease (HAQ-DI =0.5)
80
- 50 =
£
g 70 4
g &0 | p=0.146
g 50 -
s 401
E p=0.024 p=0.046
30 1
20
20 4 1 13
10 H 7
0 4 o T T
Preterm Delivery SGA Cesarean Section
Pregnancy Outcomes

$GA = small for Gesatonal Age
J Bheumatol. 2015 Aug;£2(8):1376-82.




‘E€apon — uTtoTpOoTIr) VOOOUL KATA TNV KUNGT

» Disease flares during pregnancy occurred in 29% of patients with RA and in 25% of patients
with axSpA

* Flares during the course of pregnancy were associated with elevated disease activity and CRP
at early pregnancy (P = 0.038 and P = 0.008, respectively)

Table 3 Risk factors for flare during the course of pregnancy

Patients with BA (1 =75) P atients with adson (A= a1)
Flam Mo flam HH L e F e Flam Mo flam HEH I Fyaue
Treatrrent
THF befom pregrancy” and discontinued 10 of 22 [455) 5of 53 4 3333 na-a1) aame 10 o7 15 G 7) 14 of 46 (304 083 229 aanre
A podite prEgnancy B
TNFi during frst timester 3of 20138 5of 53 @4 1322 Nh-35) 0686 & of 15 (40 12 of 46 (261) 1,533 nr-3id 034
GCs befom pregnancy 8 of 22 (364 17 ef 53320 1.143 Da-24) 0790 1af 15067 4 of 45 (27 800 1-49 0642
s dudng frst vimester 8 of 22 (364 17 ef 53320 1.143 Da-24) 0790 1af 15067 G of 46 (13) 551 =36 1174
CMARD befom pegnancy 10 ef 22 [455) 2 of 53415 11240 na-23) aam Fof 15020 5 of 46(103) 1656 G-46) 0539
CWARDS duding frst mimeser 8 of 22 (364 22 of 53 (425 Qa4 0A-18) 079 2of 150133 3 of 46 (65) 1723 556 0539
NAMDs before pregnancy 2af 22{30 G of 53 (113) 1434 12-29) 0563 Fof 1500 15 of 46 (326 537 0219 1514
NAAIDs during fisT trime ster 3of 220138 G of 53 (113) 1158 0A-31) 0716 Fof 1500 15 of 46 (326 537 0219 1514
Diseae activity
Active disexe before pregnancy” Sofm{nn 9 of 53 (7 0) 1.282 06-23 2ol 150133 4 of 45 (27 1414 D448 0630
Active disease during Arst wime ster 8 of 22 (364 10 of 53 189 1456 02-03 5f 150333 1 of 46 (239 anz 010 051
Havated O befom pragnancy” 3of 20138 #of 53 15.1) 1584 0E3-13) 0282 1af 15067 2of 46 (43 724 =33 0714
Bevated O dudng drst mmester 9 of 22 (419 12 of 53 (226) 1453 02-07) m Fof 15047 G of 46 (13) 280 01-0n m

Abbreviations: adipd foal spondyibasthets, CAP Cmactiee proten, DMAAD Disease-mod Seng antsheumatic drug, GC Glumarticostend, M5AD Nonstem dal ant-nfammatony deug. 24 Aheumaioid asthets, A9 Reltee ris
Spil Spo ncyloasthrits, TWF) Tumar nesrasis factor inhbior

*Mefnm pragnancy” mfes to period from 20 weeles prior to con ception untl the positive pregnancy test

* paflis

van den Brandt et al. Arthritis Research & Therapy (2017) 19:64



‘E€apon — uTtoTpOoTIr) VOOOUL KATA TNV KUNGT

» Disease flares during pregnancy occurred in 29% of patients with RA and in 25% of patients
with axSpA

* 15/75 RA patients discontinued on TNFi at the time of the positive pregnancy test.

*  After stopping TNFi, disease activity increased

* Therelative risk of flare in patients with RA stopping TNFi was 3.33 (95% Cl 1.8-6.1)

* Initiation of TNFi or glucocorticosteroid (GC) treatment in 60% of these patients resulted in
disease improvement at the second and third trimesters.

* 24/ 61 patients with axSpA stopped TNFi

* Therelative risk of flare in this group was 3.08 (95% Cl 1.2—7.9).

* Inspite of initiated TNFi or GC treatment in 62.5% of these patients, disease activity
remained elevated throughout pregnancy.

(" )

NapdyovTeg Kivouvou
Auénuévn evepydtnta vooou
Alokot aywyng ue aTNF
. _J

van den Brandt et al. Arthritis Research & Therapy (2017) 19:64




AVOOOKATOOTOATLKN OyWYT] KATA TNV KUNGON

4961 pregnant women treated with immunosuppressive drugs for RA, SLE, AS, PsA, IBD

Non-biologics v steroids

¢ 0.04
H Stercids
, , E === Non-biologics
e 0.2% coPapEgAotpwéeLlg s 00
¢ MeyaAUTepPOG KiVOUVOG KaTd TOUG TEAEUTALOUG UHVES TNG £ ow
KUNong 0.01
¢ Mnotatiotikd onuavtikr Stadopd Tou kivoUvou PeTagy 0
TWv UT[OO}J.('XSLL)V o 0.0 TNF inhibitors v steroids
5 — Steroids
% —-— INF inhibitors
< 0.03
Koptikootepoeldni 2 oo
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AVOOOKATOOTOATLKN OyWYT] KATA TNV KUNGON

Arthritis Rheumatel. 2018 May 17. doi: 10.1002/art.40535. [Epub ahead of print]

Serious infections in rheumatoid arthritis offspring exposed to tumour necrosis factor a
inhibitors: cohort study.

Vinet E"2, De Moura C?, Pineau CA', Abrahamowicz M, Curtis JR? Bernatsky §"2.

e HMA - apyeio e 2.989 tékva amd untepes Ue PA kKot oUYKPLON UE 14.596 TToudid
* 380 (22.7%) tadLd, TwVv omoiwv oL PNTEPEG ekTEBN KA oe TNFi katd n Stdpkela tng kKUNoNG

¢ TomooooTto TadLWV Pe coBapég AoLUWEELG attd pnTépeg pe PA xwpig TNFi €kBeon ritav
TIopOpoLo (2.0%, 95% Cl 1.5, 2.8) pe auTd TTadLWV TWV OTIOIWV OL UNTEPEG OeV elxav PA (1.9%,
95% Cl 1.9, 2.5). To avtioToLyo T0000TO yla TTadLd amtd punTépeg pe PA kat €kBeon og TNFi
Atav 3.2% (95% Cl 2.0, 6.8).

e 2NV MOAU-TIOPAYOVTLKT) TTAVTWE AVAAUOT), 0 AUENUEVOG AUTOG Kivouvog Sev pAvNnKE, TOOO O€

oUykpLon pe TTodLd amd pntépes xwpis PA (OR 1.7; 95% Cl 0.8, 3.7) 600 kat pe Tadid amd
untépeg pe PA ywpig ékBeon oe TNFi (OR 1.4, 95% Cl 0.7,2.8)

(" )

A€V TEKUNPLWVETOL ONUAVTLKOG K{iVOUVOG YL coBap€g AolpwéeLg o€ TtoudLd amod pntépeg pe PA ou
ekTEONKAV kaTd TN Stdpkela TNG kUNong o TNFi, o€ oxéon pe toudid amd pntépeg pe PA ou dev
ektéOnkav oe TNFi 1) pe maudid amd 1o yevikd mAnBuoud.

. _/




AVOOOKOTAOTAATLIKT] OyWYT] KATA TNV KUNon

Ann Rheum Dis. 2018 Jun;77(6).869-874. doi: 10.1136/annrheumdis-2018-213023. Epub 2018 Mar 1.

Risk of preterm delivery and small-for-gestational-age births in women with autoimmune disease
using biologics before or during pregnancy: a population-based cohort study.

Teao NW'23, Sayre EC?, Hanley G* Sadatsafavi M'2% Lynd LD"2®, Marra CA”, De Vera MA™22,

o MeA€tn opatripnong
* 6218 yuvaikeg e SLAyVwWOon oUTOAVOOOU VOOTJUATOG, 8607 KUTJOELG

* 109 Yuvalikeg (120 KUNOELG) eKTEBN KOV O€ BLoAOyLKO TTaPAyOVTQ 3 UNVEG TIPLV TNV
KUNom 1 kotd T SLdpKeLa auTrig

* Hxopriynon BroAoyikwv mptv i Katd tn Stdpkela TnG kunong AEN oyetietal pe
QUENMEVO KIVOUVO TIPOWPOU TOKETOU 1) YEVVIOELG VEOYVWV ULKPWV (0€ BApog) yla
NV nAkia KUNong (SGA)

° 2NV Pn-mpocappoopévn avdAuvon (unadjusted analyses), o kivduvog (ORs) yia Tipdwpoug TOKETOUG HTaV
1.64 (95% Cl 1.02 - 2.63), evw) yiax SGA 1.34 (95% Cl 0.72 - 2.51)

o Metd amo «avtiotoiynon» (matching) pe mepmTwoelg eykupoovvng xwpis ékBeon o€ Blooyikd, o
avtiototyog kivéuvog Stoapopdwbnke oe 1.13 (95% Cl 0.67 - 1.90) Kot 0.91 (95% Cl 0.46 - 1.78)
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YTIAPYOUV OTIOTEAECUATIKA &
aoPoAn] pappoKa ?

The EULAR points to consider for use of
antirheumatic drugs before pregnancy, and during
pregnancy and lactation

BSR and BHPR guideline on prescribing drugs in
pregnancy and breastfeeding—Part I: standard and

biologic disease modifying anti-rheumatic drugs and
corticosteroids



EULAR Points to consider: Antirheumatic drugs in pregnancy

= ¢sDMARDs proven compatible with pregnancy are hydroxychloroquine, chloroquine,
sulfasalazine, azathioprine, ciclosporin, tacrolimus and colchicine.

= NSAIDs and prednisone should be considered for use in pregnancy if needed to control active
disease symptoms. NSAIDs should be restricted to the first and second trimesters.

= ¢sDMARDs methotrexate, mycophenolate mofetil and cyclophosphamide are teratogenic and
should be withdrawn before pregnancy.

< - TNF(i) during the first part of pregnancy should be considered

< - CZT, ETA may be considered and throughout pregnancy

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

Gotestam Skorpen C et al. Ann Rheum Dis. 2016;75:795-810.
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Highlights from the BSR and BHPR Guidelines

Compatible

Compatible Compatible . Compatible Compatible
s ) ) with Second/ A .
Peru-' wu.th First Third with . with Paternal
conception? Trimester? ~vimester? Breastfeeding? Exposure?
Anti-TNF
Stop at
IFX Yes Yes P Yes? Yes?
| 6 weeks
Second but
ETA Yes Yes . Yes? Yes?
not third
Second but
ADA Yes Yes . Yes? Yes?
not third
CZP Yes Yes Yes? Yes? No data
O data O data O data O data O data
GOL No dat No dat No dat No dat No dat

a- Data are limited

Flint ] et al. Rheumatology. 2016;ePublication.



Highlights from the BSR and BHPR Guidelines

. ’ Compatible .
Compatible Compatible with Second/ Compatible

Peri- with First . with
. 5, Third q
conception? Trimester? . Breastfeeding?
Trimester?

Other-bDmards

Rituximab Stop 6 No data
months

Tocilizumab S £ No data
months

Anakinra No No data

Abatacept No No data

Compatible
with Paternal
Exposure?

Yes?

No data2

No data2

No data2

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

Flint ] et al. Rheumatology. 2016;ePublication.



MeTtadopd aVTIICWUATWY HECW TOU TIAAKOUVTA

e AlamAakouvtiokn petadopd IgG aviiowpdtwy

o gvopén HETA TO 1° TPIPNVO EYKULOOUVNG

°  kupilwg oto 3° Tpiunvo

H evepyog petadopa mg IgG pEow Tov MAaKoUVTH
drapeocohafeiton amo Tov veoyviko uttodoysn Fo
(FcRn) ou ouvdéeton oy ieproym Fc?

™
MnTpIkR Kukhogopid g6 *a

(puoichoyiké pH) )

FuykuTtiotpodofhdotn U
L]
~ FeRn
\A_/"' -

",

"I 196 . | Npwipo

\ ) -
/‘ " evBdowpa

‘OLvo
evBOowo

FcRn ‘/

JgG EMRpYIKA KuKAogopia
(@puoohoyikd pH)

[ |
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MeTtadopd aVTIICWUATWY HECW TOU TIAAKOUVTA

e AlamAakouvtiokn petadopd IgG aviiowpdtwy

o gvopén HETA TO 1° TPIPNVO EYKULOOUVNG

° Kuplwg oTo 3° Tpiunvo To CZP eivat 0 povedikog meykuMwpEVOg
avti-TNF ywpig Fc:
Fab'
H evepyog petadopa mg IgG pEow Tov MAaKoUVTH
drapeocohafeiton amo Tov veoyviko uttodoysn Fo
(FcRn) ou ouvdéeton oy ieproym Fc?

XwpigFo =i \PEG
“4
MnTpIkn Kukhogopia h'?G *a
(puaiohoyiko pH) . ,/J
FuykutiotpodoPrdotn = tanercept Inflisimab Adalimumab?
\ FcRn Golimumab?
/'_—_““\ YmofoySog FElI:r
| 196 Mpwipo \
‘OLvo J .
R~ / evBoowa j % %
o lgGa lg@aFc
. laG EuBpuikA Kukhogopia Fe

= (puaiohoyiko pH)

AVEoUVEURTUERDT UTIoSoxEag) |
Fc mpwreivn ouvmEng

MowvokMavLKE OV TLOW LT

Adyw tou 611 dev vmapyel ieptoyn Fc, to CZP dev cuvdéetal otov To FCRN KOl GUVETIWG SEV OLVOEVETOL VO
urtapy et StapecoAaovpevn amo tov FcRn petadopd pé€ow Tov TTAaKoUVTX
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> XSO0 peEAETNG CRIB yla T petadopd tov CZP péow Tou TAaKoUVTA

216x06: Na aflohoynBei katd TTOoO UTTAPXE! JETaPOPA Tou CZP atro TIG £YKUEG YUVAIKEG PECW TOU

- TTAakoUvTa oTa BPEen

Screening Sampling Safety
Period Period Follow-Up
Start of Screening 4 weeks (7 days) 8 weeks (17 days) 5 weeks (15 days)
Pregnancy (230 weeks pregnant) Birth postpartum postpartum after final sample
1 1 1 1 ] |}
1 ' i 1 ] )
: N=21 n=16 : - :
H m H ! ! 2 Y !
! o Loresnsnsencnsasnnanaines & ! 1 1 o '
. i 1: A <35daysprior ., | Home health nursing visits '
AcbBeveig: ; ! V todeivery i ; ; ;
16 UNTEPEG TIC 1 4 <o <
ENaBov CZP (2 *
ERSopdSec i
KUNnong),
(22 PA, 1axSp. CZP Dosing: Primary Endpoint: Secondary Endpoints: Exploratory Endpoint:
1WA, 3CD") A =czP200mg Q2W 4 = Infant blood sampling Y = Mother blood sampling € = Infant blood sampling
(birth) (4 and 8 weeks)

V = czp 400 mg Q4w B = Cord blood sampling

Mariette X, et al. Ann Rheum Dis 2018;77:228-233.




Zuykévipwon tou CZP

aonanonnnnnnnnnn oo nnnaoaan o aa s a a n a n nn n oo oo’ oo’ n’ oo’ o’ nCnCnCo

u(npglmt)unuuunuuunuuunu

>uykevipwon CZP oto mAdopa o€ untepes kat Bpedpn otnv CRIB

I 13/14 Bpépn dev eiyav aviyvevoipa entineda CZP karta tn yévvnon (<0,032 pg/mL)

100

10

0.1

BLQ

1. Ta pntpikd emineda tov CZP 010 MAGOpA KATA TN «MnTépeC
yévvnon ritav pEca 0TO AVOUEVOUEVO DEPATIEVTIKO .
. X Bpépn
@4 €0pOg
XN/ X X
X X X
X X x
x X 2. 'Eva Bpé@og cixe Eva eAayioTo etritredo CZP
x Kata 1n yévvnon 0,042 pg/mL. To etritredo Tou
CZP g untépag Atav 49,4 pg/mL (avaAoyia
Bpépoug/untépag: 0,0009)
3. Kavéva Bpédog Sev eixe aviyveuoipa emimeda Tig
EBSopddeg 4 kot 8
. ————— LLOQ=0,032 pg/mL
X XXXXX XXXXXXX XX XXXXXXXXXX XX XXXXXXXXXXXX
I
Toketdg [b] EBSopada 4 [c] EBSopada 8 [d]

(n=14 Cevyn pntépag-Ppedoug [al)

[a] 2/16 Selypata Bpedwdv amokAeiotkav: 1 Adyw ENeLPNG Sedopévwy Kat 1 Adyw afdotpwy dedopévwy PK (SnA. Sedopévwy acVpdwvwy pe
mauSLatptkd povtédo PK tou CZP, pe Bdon to avapevopevo elpog kABapong, Tov OyKo KATaVOpTG Kat TNV entakdAoudn nulwr] amoBoirg), [b]

+24 WpeG, [c] 7 nuépeg (2 Selypata dev ouMéyBnkav), [d] 7 NuEpss.
BLQ: k&tw amté to LLOQ (<0,032 pg/mL), LLOQ: katwtato dpLo TOCOTIKOTIOMNONG.

Mariette X, et al. Ann Rheum Dis 2018:77:228-233.



Emiokétmnon ac@dalAsiag yia tnv CRIB

. Ta TEAE mou mtapatnprifnkav otig pntépeg jtav cupBatd pe to yvwotd ipodid aopdietag tov CZP
. >1a KAWVIKE cupBavTa Tou Ttapouctdotnkayv ota Bpedn auTrig TNG LeEAETNG dev TapatnpriOnkav potifa
akoAouBieg cUPBAVTWY TIOU VA UTIOSELKVUOUV KATIOLO ELOIKO OTJLOL OXETIKA PE TNV Ao PAAEL

‘ONoc to TEAE 15(71,4) 5(31,3)
SoPopd TEAE 2(9,5) 1(6,3)
Alokorm Aoyw TEAE 2(9,5) o
;525::: rerfovmatke 3(14,3) 1(6,3)
>oBapd TEAE 7(33,3) 2(12,5)
©dvartol o o

ZofBapa TEAE ava {evyog pntépas—PBpedougs

MAakovvTiokr] aveTdpKeLa

SF , , N/a
Mpéwpo pwpd
1 AL0KOTIT) TOKETOU Kavéva
2 AlKOTIH TOKETOU Kavéva
3 NapateTapévog TOKETOG Kavéva
Aaritng kbnong ,
4 Kavéva

MoAu-udpdpuvio
YrnoyAukatpio

5 Kavéva i
Noipwén
6 Meptvelkd amdéoTnua Kavéva
L Mokpoowpia
7 Pri&n kéAmou

MMKWVLO GTO AUVLOKOS LY PO
Ta TEAE opiotnkav wg omotodrjmote AE TTou TOPOUCLACTNKE A6 T OTLYN TNG OLYKATAOEOTG KATOTILY EVIHEPWONG HEXPL TNV TTIopakoAovBn o g aoddadetog. bTo kelpevo pe
ToEvToVay pappata uTToSelkvUeL coBapd TEAE. 2AplBudg untépwv 1 Bpedwv pe avadopd touldylotov evdg AE yia tnv ev8elkvudpevn kotnyopio, ® ZUvolo aoddAetag yia tig
HNTEPEG (TepAapPdvel 5 amoTuyieg oTNV TTPOKATAPKTLKY] a§loAdynon), TEAE: AvemiBUunto cupfav mov epdavifetal katda tn Beparneia, SF: ATOTUX{O TIPOKATAPKTIKTG
a&loAdynang, N/a: dev epappdletad.

Mariette X, et al. Ann Rheum Dis 2018:77:228-233



Mntpikn] €kBeon oto CZP kal ekBaoelg kunong

e AmO TIG 528 TIPOOTITIKA avadepBeloeg KUNOELG e UNTPLKT €KBEON PE YVWOTEG EKBATELG, N TMAELOYNdia TWV KUT|OEWV 081y cav oTn
yévvnon {wvtavwv veoyvwyv (n=459, 85%), CUUTIEPIAAUBAVOEVWY 10 TIEPLITITWOEWY SIOVPWY, LUE ATTOTEAECHA TN YEVVNOT) 538 VEOYVWV?
*  AvodEépBnkav 8 TEpIMTWOELG HEL{OVWV CUYYEVWV SUCTIAACLWV OE 459 YEVVIOELG (LVTAVWV VEOYVWY (1,7%)*

7))
e ] o
=3 100% i EKBAOCEIG KUNOEWV OE TTPOOTITIKEG AVAPOPES Ektipwpeva mocootd ekBaoswy
5 9% |  85,0% KUnong pe 1o CZP (n=538)" kUnong otig HMA cOpdwva pe to CDC
§ (2008)
3 80% -
= o,
-8- 70% - 64,6%
3 60% - R
3
N 50% -
40% -
30% -
= 9,0%
o, ’ O o,
10% - 5,0% 1,0%
0% - T r T .
Zwvtavo veoyvé  Amofolr [b] (n=47) ApBAwon (n=27) Ovnoiyévewx (n=5) Fevv. Zwvtavwv Epppuikég Emtayopevn
(n=459) VEOYVWV anwAeLeg [c] apupAwon

Clowse MEB et al. Arthritis and Rheumatology 2017; 69(Suppl S10) ACR Abstract SATo11g.
Clowse MEB et al. J Rheumatol. 2015;42(12)2270-2278.
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Makpoxpoévia ArtoteAeopatikotnta CZP otn PA

* RAPID 1 OLE: moocootd avtamndékpiongACR20/50/70 ou StatnpriOnkayv o€ SLIAOTNUA 5 ETWV*?

100 -
@+ [TANBUoPOG ITT Tou CZP (n=783)"

ACR20

ACRs5o

AvtamokplOévteg (%)

EBSopdda 52:
Eicodog otnv
OLE

0 A T T
0 12 24 36 4 60 72 84 96 108 120 132 144 156 168 180 192 204 216 228 240 252 264

EBSopadeg

To CZP emud€pel ypriyopeG Kot SLatr)poUEVEG KALVIKEG BEATIWOELG OE
SlaoTnpa 4 eTWV, aveEApTNTA AT TO TTPOTNYOUHEVO LOTOPLKS avTL-TNF
KOl TO TTOCOO0TO TWV AOOEVWIV UE PN AKTLVOAOYLKY] EEEALEN €WG TA 2 €N

To CZP etudépel ypriyopeg Kat S1ATnPOUEVEG KALVIKEG
BeAtwiwoelg og Sidotnpa 4 eTwv Bonbwvtag Toug acBeveig va
€TILTUYOUV N EVEPYT] VOOO, AveEEPTNTA ATO TOV UTIOTIANBUOUS TNG

T pépeLve UPNAS (MTSS <o, 5: 87,2%, eBSopudda o acBeveig axSpA#
Tuyatotolnpévol oe CZP)3
1Adapted from: Keystone E et al. Ann Rheum Dis. 2014;73:2094-2100. Ot tpég mou Aelmouv katadoyifovtat pe tpororotnpévo NRI (TAnBuopdg ITT)
2Mease P et al. RMD Open. 2015;1:1-16. *OMot ot aoBeveigotnv RAPID 1 OLE éNafav CZP 400 mg k&Be Svo eBSopadeg?, mou
3UCB Data on File. Mease P et al. EULAR 2016. Poster FRIOA471. 0T ouvexel peLBNKE o€ 200 Mg kaBe S0 efSopades

4van der Heijde D et al. Rheumatology (Oxford). 2017;56(9):1498-1509. #Ma ouvtrjpnon, n 66om CZP 400 mg K&Oe 2 eBSopddeg Sev eivat eykekpipévn ddomn otnv EE



MovoBepaneia pe CZP oe nepintwon dvoaveéiog otn MTX/Otav n
ouvexLl{opevn Bepameia pe MTX eival akatdAAnAn: PA

—8—CZP ITT (N=235) —@—YT1o-mAnBucu6g povobeparreiag pe CZP (n=1 16) —&— YT10-TTANBUCp6g CZP + MTX (n=125)

5 r EBSopada 24: Eicodog otnv
avouytr) MeAétn eméktaong
| 80 - .

| 015

50 . /rh ‘\f¢"rv‘\"v\ I
40 b =g A S ACR20

0 | A
i "‘M“ ’\/\/Vw/—’\/\ 4 ACRso

AvTtatrokpiBévTeg (%)

' 20 '

10 — 8 —0—0—0a 80—

: “""“"“""“" =% ACR70
0 :1.;. 29 % 904 T og. : : : : :

.0 52 104 156 208 260 312

ERSouadeg

| "Ztv Evpwraikri Evwor), To CZP propei va xopnynBei wg povoBepaneio oe epintworn Sucavegiag otn MTX 1} 6tav n ouveyi{épevn Bepameio pe  MTX eivan akatdAAnAn o€ pétpla éwg cofapri evepyd PA*

Ot aoBeveig tov o)\OK)\npwccxv ™ HEAETN 1] amtocUpBnkav Tnv/petd tnv EBSopdda 12 ritav katdAAnAot yio évtagn ot MeAétn o5 kot Afjyn CZP 400 mg Q4 W** (k66 £dv amooVpbnkav Adyw pn ouppdpdwong 1 mbavwy averBiuntwv
oupBavtwy Tou oxetiovtav pe ) Bepameia)

**311G peAéteg 014 1§ FAST4WARD 8ev xopnyriBnke 86on poptiong. H Bepaneia pe CZP ywpig S6on poptiong dev éxel eykpiBei oty EE

ZOpdwva pe v MNXMN touv CZP, O mpémel va e§gTdleTon 1) XPrioT) EMAPKOUG AVTIGUAANYPNG YIX TIG YUVAIKEG avamapaywyikrig nAikiag. Ma tig yuvaikeg mou

. TPOYPAPUATIOVV KUNOT), UTIopE( va eEETATTEL 1] CUVEXLOT TNG AVTICUAANYN yia 5 Ljveg PETE TNV TeAeuTaia 8601 Tou CZP Adyw tou pubpov amoBolrig Tou,
Ada.pted from: Fleischmann R et al. Rheumatol Ther. 2017. woT600 Ba TpEmel emiong va AapBAaveTan UTIGYN 1 AVAyKN TG Yuvaikag yia Ogpamneia.
doi:10.1007/s40744-017-0060-8. ACR: BaBuooyia Apeptkavikot KoMeyiou Peupatoloyiag, ITT: MpdBeor yia Bepareia, NRI: Katahoytopds un avramnokptévtwy, LOCF:
| petadopd teleuTaiog mapatripnong



MovoBepameia pe CZP oe mepintwon duoave&iag otn MTX/Otav n
ouvexL{opevn Bepameia pe MTX eival akatdAAnAn: YA

~
; Avtoanékpion ACR20 oUpdpwva pe tnv Tautdypovn Xprion Mocootd AvtamokplOévtwy katd PASI
100 _| —e-DMARD- (n=74) DMARD —e- DMARD+ (n=199) = 100 —e— DMARD- (n=53) —a— DMARD+ (n=113)

S

o fl <

& 904 = 90 PASIZS

@]

< % & 80
>

S0 3 70

> >

\w ~w

ke 2 2 60 PASl100

£ 50 X 50

§ 40 5 40

30 < 30

= e

o 20 ° 20

8 10 8 10

C C

0 T T T T T T T 1 0

EBS.: 0 24 48 72 96 120 144 168 192 216 EBS.: 0 24 48 72 96 120 144 168 192 216

MNocooto avtamnokptOéviwv ACR20, % MNocootod AvtamnokplOéviwyv PASI75, % Mocooto6 AvtamnokplBéviwyv PASI100, %

SuvSuacpévn EBSopada 96 EBSopdda 216 EBSopdda 96 EBSopada 216 EBSopdada 96 EBSopdda 216
Adon CZP*
1 oc NRI oc NRI oc NRI oc NRI oc NRI oc NRI
MovoBepamneia 6 8
1 CF;P (:='92) 54,1 (nzf;) 47,3 77,8 52,8 78,1 47,2 41,7 28,3 40,6 245
N 5 (n=36) ' (n=32) ' (n=36) ' (n=32) '
CZP + DMARD 81,8 67,8 797 57,3 70,9 79,2 47,7 44,2
(n=165) ' (143) ' _s6 54,0 z 54,0 86 36,3 - 30,1
(n=86) (n=77) (n=86) (n=77)
DMARD: TPOTIOTIONTIKS TNG VOO QVTLPPEVHATIKS pdppako, OC: tapatnpoVpevn mepimtwon, PASI: Aeiktng éktaong kot Baputntog g Ywpiaong, Q2W: K&Be 2 €BS., Q4W: KdBe 4 €BS.
Adapted from: UCB Data on File. Walsh j . Zmy El:!pwnoﬁkri'Eywcm, ™ C%P pnopsivtf xopnvrlesiouq povoeapomsifx og mepintwon 5uct’xvziiu'§cm MTX1 émx)/ 1 cuveyI{Suevn Bspt'nnsia pem MTX EiV(’XI aKatdO\)\r])tr] 3 Ev’:pyé YA
Updwva pe v MNXMtov CZP, Oa mpénel va e&etddetain xprion emap AVTIGOAMYNG LA TIG Y G avarapaywykrignAkiog. Ma gy G TIOU TIpOy pappaTi{ou KN oM, propei va e§eTacTei N cuVExLon TG
et al. AAD 2017. ePoster 5507. avTioOAAN PN yia 5 prjveg petd v tedeutaia 6ot tou CZP Adyw Tou puBuoy amoBoArig tou, wotéoo Ba mpénetemiong va AapBavetatutéym n avaykn g yuvaikag yia Bepamneio
*CZP 200 mg Q2W kot CZP 400 mg Q2W, yia cuvtripnon oty WA, CZP 400 mg

Q4W Ttpv v eTuBef 1 TNG KAWLKT G avTamd 16 Sev artotelei eykekpipévn 8éom otnv Evp (ikr) Evwon
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MeAétn CRADLE yia ) petadopd tou CZP oTo PNTpLko yaAa

Mepiodog ; ; ;
c MNepiodog detypatoAnyiog Emikowvwvia yio tmv
<4—  TPOKATOPKTIKHG —F <— — X .
aB1oAdynong nupaKo)\opIQn_o_q mg aopdAetog
| , , , 5 eBdopddeg (+ 5
| 3 Hpépa o? Hpépa 14 Hpépa 28 NMEPES) PETE omtd
5 revwnon Mpwt &6on MNpwvndéon Mpw tn Séon 70 TEAIKG Seiypa
| tov CZP touv CZP touv CZP
Acfeveig: | | | |
17 pntépeg Tou éAaBav CZP I +......$ + I
(TeAeiopnvo(a) Bpégog(n) Ke l B
PUGIOAOYIKG TOKETO [237 efBopdadeg | Il 1 1 i /! —! A-C7P200mg02W W =CZP 400 mg QsW
Kon‘"ls] K& TOUAGIOTOV ’6 I . A an > ..... e . -, I Kat’ oikov EmGKéL/JElq I I e AE[y}\plaTg)\T]LIJ[u pT]T’le(;l? V('X>\(XKT:|§ (’5EiypO(
£B§0pu6£§ pswvsvvnnxo;) (7 PA, E 23 600§/g * repiSadyng :o\t/) He rs]d>arl1 Zpll; g:g or;]o ?;g ;nwv ’ rs\f): oéKo((;
2 axSpA, 3 WA, SpA, 5 CDY) I : Vo ,—, ?,V aré T’7 I | I I 22 Ylaus c‘))co)\o\\//{u o y v Hpép
VEAETIT A A A
v v

Ztoxog: Na ipoodLoploToUV oL GUYKEVIPWOELG TOU CZP 0TO WPLHO UNTPLKOS yEAd Kot VO UTIOAOYLOTEL O HECOG OPOG TUEPTIOLOG
bd6ong Bpédoug (ADID), tou elvat n nuepriota 6om tou CZP mou Suvntikd katavadwvetal and to Bpédog

Clowse MEB et al. Ann Rhem Dis. 2017;76(11):1890-1896.
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>uykevtpwoelg tou CZP (pg/mL) oto pntpikd ydAa otnv CRADLE

77 (56%) amtd ta delypata dev elyav aviyvevolpa emnimedo CZP,

52 (38%) eiyav eAdytota aAA& petpriotpa emineda CZP (<o0,064pg/mL)
8 (6%) eiyav xapnAd emineda CZP (<0,096ug/mL)

H dwapeon RID touv CZP rjtav 0,15%. Mia RID <10% Bewpeital aniBavo va tpokaAéoel KAVIKY] avnouvyio

% Zuykévipwon tou CZP oto pntpiko yaAa (n=17)
RAPID 2, ouykévtpwon CZP: 15,7 ug/mL (RAPID 2)

Méytoto: 0,076 pg/mL

/

3xLLOQ: 0,096 pg/mL
2xLLOQ: 0,064 pg/mL

x x X xX % s x x - LLOQ: 0,032 pg/mL
k% Y X o X% XX e xERE w1 xx""x XX X X% I
mstxxxxxxxxx AN AKMAHK KKK AARAKAKHK X ARAHAKN AHKARKAHKX FKOOOOHHKHAK X FHKAHOCAHAHKK KK AAAAICIAH KA N xX
| 1 ] ] 1 1 1 ] 1
H[Aépo{ 0 H[lépo[ 2 Hipéport 4 H|.Iépoti6 H|.Iépot78 Hp}'pa 10 Hpgpa 12 Hp{pa 14 Hpép}( 28

Clowse MEB et al. Ann Rhem Dis. 2017;76(11):2890-1896.



2uvoyn g aopdietag otnv CRADLE

To AE o€ puntépeg kat Bpédn rTav Kuplwg Ao EwG PETPLA O€ EVTaoN (UNTEPEG: 3 TLa [16,7%] kat 6 pETpla

[33,3%], Bpédn: 6 rimia [35,3%] kat 2 pétpia [11,8%)])

Aev avadepOnke kapio coPapr) AE o€ Bpédn

Aev utrp&av voonAeieg 1 Bavatol og untépeg i fpédn

Mntépwv/Bpe , . , .
$v (N=18)* Mntépeg pe AE: 10 AplBpog AE: 14  Bpéén pe AE: 8 AplOpogAE: 11
. M POUUWTOG AELXTIVOG
AO(UWEN AVWITEPOU OVOTIVEUGTIKOU
2 Anéotnpa pootod*
3 o TpooLoodaylKn TTOAVEpOUNoN
5 EEGvONua Pivodapuyyitida
7 Ao{UWEN AVWTEPOU AVATIVEUGTIKOU Ao{uwEN aVWTEPOU AVATIVEUGTIKOU
8 AEI'T:;&ZT\]/;\?:‘;;E?)OT(ELO) E?g:r']da Ztopatikn} Aolpwén amé Candida
10 loyevrig Aolpwén avwTEPOU AVATIVEUCTIKOU
11 Kedoadyia
13 Ywpraotkr) apbpomdbeia
1 Awtapoyri OnArg ‘EpeTOq
Kedohodyia Pivodapuyyitida
15 Pwodapuyyitida
16 AolHWEN AVWTEPOU OVATIVEUCTIKOU Ao{pwEN avVWTEPOU OVATIVEUOTIKOU
Mvevpovia Pivodapuyyitida
Amotuyia otnv ‘Eprng (wotripag
TpoK TFoAaxtdotoon N/A
a§loAdynon

*NephapPavel pio amotuyio otny mpokatapKkTikr agloAdynon, MeptéAaBe pévo pntépeg/Bpédn pe avadopd touldyiotov 1 TEAE,
fAvadépbnke o€ pia pntépa otn StépkeLa TG TEPLOSOU TTPOKATAPKTLKY|G AELOAGYNOTG KA UTIOXWPNOE TIpLY TN Setypatodnyia. To
KE(MEVO pE EVTOVA YPAPPATX UTTOSEIKVUEL SAE.

AE: AvemBbpnto oupfav, N/A: Aev edpapudletal kaBuwgn untépa Sev eloABe otnv mepiodo SetypatoAnypiag, SAE: ZoBapd avemBiunto cupPav.

Clowse MEB et al. Ann Rhem Dis. 2017;76(11):1890-1896.



/H XPTION EMAPKWV AVILOUAANTITIKWVY PETPWYV Ba pemel va e§eTtdleTal yia yuvaiqu\
o€ avaTapaywylkr) nAtkio. MNa yuvvaikeg mov mpoypoappatifouv eykupoouvn, Ba
TIPETIEL VOl £E€TATETOL 1] CUVEYOMEVT XPTION AVTILOUAANTITIKWY HETPWV YLO 5 UTJVES
META TNV TeEAevuTaiat 600on Tou Cimzia Adyw Tou puBuOU ATIOPAKPUVOT)G TOU, OAAE N
avaykn ylo Bepameia Twv yuvatkwyv Ba tpemel emiong va AdapBdvetal uttoyn. Katd

M SLdpKELa TNG Eykupoouvng, To Cimzia Ba pémel va yopnyeitat povo edv
XPEeLAleTaL amto KAWVIKT) attoym. To CZP pmnopei va ypnotpomoinBei otn dtdpkeLa Tou

\Gn)\aopo() /




Baowkeg apyeg tng EULAR

Y

To B€pa TOU OLKOYEVELAKOU TTIPOYPAUUATIOHOU Ba TTpEmeL va
avilpetwiletal o€ kdBe aoBevr] avamapaywylkrig nAtkiog kat
va e&eTdeTalL N Mpooappoyr TG Bepareiag mpLv amd pia
TIPOYPOAUUATIOUEVN KUNOT
g J

\

. (" H Bepameio Twv aoBevwdv pe peupatikr} vooo Tipv/otn
SLdpKeLa TNG KUNONG KOt Tou BnAaopov Ba Tipémel va
amooKoTel aTNV TTPOANYN 1] TNV KATAOTOAT] TNG EVEPYSTNTAG

EULAR NG vOoOoU 0T UNTEPQ Kot 0TV artoduyr] TG €kBeong Tou
D;ﬁ;acrit;}t:ér;g I \ epBpUov/matdiov og Bavo kivouvo BAGPNG )
4 )

O kivéuvog g dappokevTikiig Bepameiog yia to Tatdi Oa

4 TipEmeL va oTaBpiCeTat €vavTl TOU KIvEUVOU TIOU EVEXELT) UN

QVTLHETWTILOT TNG VOOOU yla TV acBevri kat yla To €ufpuo 1y to
; Ttoudi

g J
4 )

H anddpoaon oxetikd pe T dappakevTikn Bepameia ot
SLdpkeLa TNG KUNONG Kal Tou BnAacpov Ba pémel va Baoiletal
o€ oupdwvia avapeoa otov TaBoAdyo/peupatordyo, Tov
YUVOLKOAOYO/HaLeuTrpa Kal TNV acBevr] kat va e pAapBAveL
K dAoug tapodyoug ppovtidag Tng vyeiog dtav xpetdleTal )

Ann Rheum Dis. 2016 May, 75(5): 7T95-810.



Mptv TNV KUNON

H evepydtnta tng vooou €xel HeYAAn
EMITITWON OTN YOVIUOTNTA

Ma vo augnBouv ot TBavoTNTES yLa
Kunon Ba ipémet va eheyyOel
QTMOTEAECHATIKE 1) vOooG > YOEZH

ALOKOTIY) ATTOTEAECUATIKIG QY WYT|G
TIPLV TN GUAANWN ptopel va

odnyroeL og €€apon NG vOoou

Atokorr) iBavwv ePBpuUoToE iKWV

doppdkwyv
o /

o

Katd t dtdpkela tng
KUNoNg

O emopkrig EAeyx 06 NG vOoou sival
Kplolung onuaciag ylo
SlaopaAon TNG ApLoTng Lyelog TG
MNTEPaG KoL Tou PP puou (16iwg yia
™ peiwon g mbavdtnTag
TIPOWPOU TOKETOU, ATIWAELAG TOU
eMBpYoU, xauniov Bapoug yévvnong
KoL KaBuoTEpNong TNG avamTLEng
yta Tnv nAtkio kunong [SGA])

O€ KATIOLEG VOOOUG 1) EVEPYOTNTA
TOUG PELWVETAL KATA TNV SLdpKeLa

NG KUNONG - AAAA OxL o€ OAEG

MeTd& tnVv KUN oM

OvemAO)eLleg eEAPOELG EiVaL CUYXVEG

ouyvd odnyouv o€ éva cupupLacpd
avapeoa otn Bepaneia kot To
OnAaopd




Euxoplotw yLa TNV Ipocoxm oog




