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Napopovn otn Bepamneia otnv KABNUEPLV KAWLKN

npagn

‘EAeyx0C TNC VOoOU

AvaotoAn mpoodou NG vooou

‘EAeyXOC TWV 6UVOOWV VOO UATWV

Artovoia avertBuunTwyv oupPopATWY

- Nowotnta {wnc Tou acBevn

1. Degli Esposti L et al, ClinicoEconomics and Outcomes Research 2014:6; 2. Tang B et al, Clinical

Therapeutics/Volume 30, Number 7, 2008; 3. Bolge S, Goren A, Tandon M, Patient Preference and
Adherence 2015:9




Napapovn otn Bepameia & xpnon mMOPwWV VYELOC

Nopadsiypa amo tnv Pevpatostdbn ApBpitida

ErtumtA€éov KOoTN pn oXeTWOMEVA PE TNV POPHAKEUTLKA Sarmavn
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Figure 7 Costs for other health care consumption {excluding drugs).

Persistence, switch rates, drug consumption and costs of biological treatment of rheumatoid arthritis: an observational study

in Italy
Clinicoecon Outcomes Res. 2017; 9: 9-17. Published online 2016 Dec 21. doi: 10.2147/CEOR.S108730



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5192053/
https://dx.doi.org/10.2147/CEOR.S108730

Noapapovn otn Bepaneia & xpnon mMOPwWV VYELOC

Napadeypa oo to 2A

Enidpaon tng mapapovig otn Bepancia acBevwv pe dtafitn tunov 2 oe
S1apopeg MTUXEG TOU KOOTOUG MEPLOaAY NG

$5.000
*
>4.000 M Persistent
B Nonpersistent
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latpwka Eneiyovta E§. latpeiac NoonAeieg AAAa kKOOTN
KOOTN

Buysman EK, Liu F Hammer M, Langer J. Impact of Medication Adherence and Persistence on Clinical and
Economic Outcomes in Patients with Type 2 Diabetes Treated with Liraglutide: A Retrospective Cohort
Study. Advances in Therapy. 2015;32(4):341-355.



Napapovn otn Bepaneio & xpnon mMOPwWV VYELAC

Noapadeypa oo tnv moAAamAn ockAnpuvon
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o Toug aoBeveic ou mapapEvouy otn Bepaneia
" 50% ALyOTEPEG ELOAYWYEC OTO VOOOKOMELD
" 35% AlyotepeG MPooeAEVOELG OTA EMELyOVTA

Thomas NP et al. ] Med Econ. 2016,;19(5):497-505



Noapapovn otn BlroAoykn Bepameia aocbevwyv pe

pEVMATIKA voonpuata...value for money ?

AocBeveic pue >80% mapapovn vs. <80% napapovi
— YYnAOtepOo PaAPUAKEUTIKO KOOTOC
— 60% peiwon TOU N GOPUOKEVTLKOU KOOTOUG
(erLokEPELC OTO YLOTPO, EEETACELC, ELOAYWYH OTO
VOOOKOLLELO, VOONAELEC KATT)
— XapnAotepn cuvvoonpotnta
— YynAotepn mowotnta {wn¢ tou acBevn (intangible

costs)

1. Degli Esposti L et al, ClinicoEconomics and Outcomes Research 2014,6:401-7 2. Tang B et al, Clin Ther.
2008;30:1375-1384



Enibpaon tnc mapapovnc otnv Beparmeiac otnv tkavotnta
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J Rheumatol. 2010,;37:385-92



YxetTlleToL N mapapovn otnv Beparmeia pe tov OepamevuTIko

LLOLC OTOXO ;

Efficacy VS effectiveness?

* Efficacy=avtamoKkplon 0€ CUYKEKPLUEVOUC
OELKTEC OTLC KAWVIKEC LEAETEC.

* Effectiveness=amoteAeopATIKOTNTO TOU
dOPUAKOU OTNV KALVIKA TTPAEN

Ou avti-TNF €xouv amodeiel efficacy otic KAWLKEC

neleteg, to effectiveness toug Opwg TNV KAWLKN
npaén e§aprdral ano tnv napapovi otn Bepancio’?

1. Degli Esposti L et al, ClinicoEconomics and Outcomes Research 2014:6; 2. Tang B et al, Clinical Therapeutics/Volume 30, Number 7, 2008




Mapapovn otn Beparmeia: movev e0xeq ;

RCT

(extensions) Registries




Mapoapovn otnv Bepamneia pe infliximab

2xeTileTol n ToxvuTnTa SPACNGC E TNV MOPAUOVA?

dlakonn Beparmneioc— diatpnon anoteAecpoTikoTNTAC ?

Aedopéva duatipnong tng Oepameioc otic pAeypovwdng
opBOpitidec (Registry-data)



H ypnyopn emitevén tnc UPeonc oxeTETAL LE AVENUEVN

dtatpnon tou Beparevtikol amnoteAeopatoc (T2T)

Mpooappoyn Mpocappoyn aywyng og
aywyng cupudwva anwAeLa
LLE TNV EVEPYOTNTA OTIOTEAECUATIKOTNTOG
NG vooou
Awatnpnon
Udeong
Xprion S€IKTwV KAWVIKAG Xprion 6€lKTWY KAWVIKAG
EVEPYOTNTAC VOOOU Kl EVEPYOTNTAC VOOOU KOl
SelkTwV dAeypovig SelKTWV PAeyUOVAG
OTWG TPOPAETETAL OTIWG TPOPAETETAL
XapunAn Atatn;;\n'on
; n . XOHNANG
EvepyotTnTA .
EvaAAaktiko¢ otoxoc pyotn EVEPYOTNTOC
Mpocapuovn Mpocappoy aywyng ot
aywyng cuudwva ATTWAELGL
i ELP D e QMIOTEAEOUATIKOTNTOC
N¢ vooou

* Pevuatoelbnc apdpitidba, Aykudomowntikn omovdéudapdpitida, Mepipepikn apdpitidba, Ywpiaoikn apdpitida

Smolen JS. Ann Rheum Dis 2013;0:1-11



H taxvtnta dpaonc oxetiletal e TNV OLatnpnon tng

BepameuTIKNC Amavtnong

DAS28
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Quinn MA et al. Very early treatment with infliximab in addition to methotrexate in early, poor-prognosis

rheumatoid arthritis reduces magnetic resonance imaging evidence of synovitis and damage, with sustained
benefit after infliximab withdrawal. Arthritis Rheum 2005,52:27-35.




H «ypnyopn» gvtaén oe infliximab

elval OeLKTNC KAANC TTPOYVWONC
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Quinn MA et al. Very early treatment with infliximab in addition to methotrexate in early, poor-prognosis

rheumatoid arthritis reduces magnetic resonance imaging evidence of synovitis and damage, with sustained
benefit after infliximab withdrawal. Arthritis Rheum 2005,52:27-35.




Tayutatn BeAtiwon — Upeon vooou

Efficacy and Safety of Infliximab in Patients With
Ankylosing Spondylitis

Results of a Randomized, Placebo-Controlled Trial (ASSERT)

Désirée van der Heijde,' Ben Dijkmans, Piet Geusens,” Joachim Sieper,*
Kimberly DeWoody,” Paul Williamson,” Jiirgen Braun,® and the
Ankylosing Spondylitis Study for the Evaluation of Recombinant Infliximab
Therapy Study Group

367 palients screaned

78 patients
| failed screening

randomily assigned to treatment

279 patients

78 patients 201 patients
asgigned to assigned 1o
placebo infliximab 5 mg'kg
2 patienls withdrew
|| consent prior to
receiving any 4 (2.0%) patients
study infusions discontinued
study infusions
balore week 244"
2 [2.6%) patiants Reasons:
discontinued — Adverse event
shudy infuskons (2 patents)
befora week 24.° — Lack of afficacy
L Reasons; {1 patient}
- Adverse evanl — Protocol violation
(1 patiant) {1 patient)
- Withdrew consent
{1 patsait)

75 patents complated
the schedule of evants
through week 24

194 patients completed
the schedule of pvants
nrough weok 24

Van der Heijde et al. Efficacy and Safety of Infliximab in Patients With Ankylosing Spondylitis Results of a

Randomized, Placebo-Controlled Trial Ankylosing Spondylitis Study for the Evaluation of Recombinant

Infliximab Therapy Study Group (ASSERT) Arthritis Rheum 2005, 52:582-591




Tayutatn BeAtiwon + dtatnpnon Vdeonc vooou
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Van der Heijde et al. Efficacy and Safety of Infliximab in Patients With Ankylosing Spondylitis Results of a

Randomized, Placebo-Controlled Trial Ankylosing Spondylitis Study for the Evaluation of Recombinant
Infliximab Therapy Study Group (ASSERT) Arthritis Rheum 2005, 52:582-591




Meta amo 2 €1n...
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Braun J, Brandt J, Listing J et al. Two year maintenance of efficacy and safety of

infliximab in the treatment of ankylosing spondylitis Ann Rheum Dis 2005;64:229-234




Meta amno 5 €n...
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Braun et al. Persistent clinical efficacy and safety of anti-tumour necrosis factor a therapy with

infliximab in patients with ankylosing spondylitis over 5 years: evidence for different types of
response Ann Rheum Dis 2008:67:340—-345




Mwc Ta TRyav ota 5 €tn 0ooL oAoKANpwoay;

Table 2 Longitudinal analysis of disease status for all 38 completers for assessment of the prevalence of similar clinical status at week 12 and other

follow-up time points of the study

At all time points At 90% of the time At 80% of the time points
12 weeks (95% Cl) of follow-up points (95% Cl) of follow-up (95% Cl)

Partial remission 7(18.4%) (9.2 to 33.4) I 5/ (71.4%) (35.9 to 91.8) 6/7 (85.7%) (48.7 to 97.4)
BASDAI<3 21 (55.3%) (39.7 to 69.9) 12/ 16/21 (76.2%) (54.9 to 89.4) 19/21 (90.5%) (71.1 to 97.3)
BASFI<3 24 (63.2%) (47.3 to 76.6) 14/24 17/24 (70.8%) (50.8 to 85.1) 17/24 (70.9%) (50.8 to 85.1)
No arthritis 33 (86.8%) (72.7 to 94.2) 24/33 31/33 (93.9%) (80.4 to 98.3) 32/33 (97.0%) (84.7 to 99.5)
No enthesitis 29 (76.3%) (60.8 to 87.0) 14/29 25/29 (86.2%) (69.4 to 94.5) 25/29 (86.2%) (69.4 to 94.5)
No arthrtis/enthesitis 28 (73.7%) (58.0 to 85.0) 14/28 22/28 (78.6%) (60.5 to 89.8) 23/28 (82.1%) (64.4 to 92.1)
BASDAVglobal assessment <4 25 (65.8%) (49.9 to 78.8) 12/25 20/25 (80.0%) (60.9 to 91.1) 21/25 (84.0%) (65.3 to 93.6)
CRP <& mg/l 34 (89.5%) (75.9 to 95.8) §/34 23/34 (67.6%) (50.8 to 80.9) 21/34 (19.4%) (63.2 to 89.7)

Numbers are n of patients, numbers in brackets are % of patients.

Braun et al. Persistent clinical efficacy and safety of anti-tumour necrosis factor a therapy with

infliximab in patients with ankylosing spondylitis over 5 years: evidence for different types of
response Ann Rheum Dis 2008:67:340-345




MNapopovn otn Beparmeia Kol AMTOTEAECUATLKOTNTA
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Baraliakos X. et al. Persistent clinical efficacy and safety of infliximab in ankylosing spondylitis

after 8 years—early clinical response predicts long-term outcome
Rheumatology 2011:50:16901699




MNapopovn otn Beparmeia Kol AMTOTEAECUATLKOTNTA
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Baraliakos X. et al. Persistent clinical efficacy and safety of infliximab in ankylosing spondylitis

after 8 years—early clinical response predicts long-term outcome
Rheumatology 2011:50:16901699




2TOV EAANVLKO XWPO...
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Parameter® Baseline 6th year 10 -
Global disease assessment ———)
Patient (0-10cm) 7.8(1.2) 1.38 (0.8) 0
Physician (0-10cm) 76(1.1) 1.67 (0.8) Baseline 1 2 3 4 5 G
AL P e Yearsof treatment
CRP (mg/1) 232(192) 6.0(5.3)
ESR (mm/1h) 332(18.2) 11.0(62)
Hematocrit 41.4(27) 460 (2.2)
Hemoglobin 13.4(2.0) 15.1 (0.8)

Venetsanopoulou Al, Voulgari PV, Alamanos Y, et al. Persistent clinical responseof infliximab treatment, over a 4-year
period in ankylosing spondylitis. Rheumatol Int 2007;27:935-9.

Saougou I Markatseli TE Voulgari PV, Drosos AA. Malntalned clinical response of infliximab treatment in ankylosing



Infliximab- treat to target in PsA?

115 subjects
randomized
RESPOND Study
57 assigned to 58 assigned to
IFX + MTX MTX alone
@ A 4 withdrew consent
10 discontinued prior to treatment
« 7—AEs
« 1—lostto follow-up | | i ]
> 2 7 discontinued
5 —noncompliance : . 2—AEs
* 3—noncompliance
» 2—protocol eligibility v
" J
47 completed study 47 completed study H
through week 16 through week 16 DMARD Na ive
Patients

Baranauskaite As et al. Infl iximab plus methotrexate is superior to methotrexate alone in the

treatment of psoriatic arthritis in methotrexate-naive patients: the RESPOND study
Ann Rheum Dis 2012;71:541-548




H «ypnyopn» evtaén o infliximab

LLELWVEL TNV EVEPYOTNTA TNG VOCOOU
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Baranauskaite As et al. Infl iximab plus methotrexate is superior to methotrexate alone in the

treatment of psoriatic arthritis in methotrexate-naive patients: the RESPOND study
Ann Rheum Dis 2012;71:541-548




Tayeia entitevén Minimal Disease Activity

Infliximab plus

ACR domain methotrexate (n=56) Methotrexate (n=>54) p Value
Swollen joint count, median change® -11.0 -3.0 0.0016
Tender joint count, median chanye® -14.0 -9.5 0.0007
Subject’s pain assessment, mean change=S0 (mm) —458+26.4 -23.1=20.0 =0.0001
Subject’s GAD,t mean change+=SD (mm) —43.0+24.2 —241x227 <0.0001
Evaluator's GAD, T mean change+SD (mm) —47.4+18.3 —30.6=21.6 < 0.0001
HAQ-DI, mean change=SD —0.99+0.72 —0.56=0.72 0.0041
CAP median change {my/1) -12.0 -5.8 0.0026
ESR, median change (s) -12.0 -8.0 0.0023

B 100

90

< 8o

£ 70 P<0.05

% i 58.9

o

5 50

S 40 P<0.05

= 28.6

2 30 24 1

o

& 20

10 5.4
1.9 1.8
0 | .
Week 2 Week & Week 14 Week 16

Minimal Disease Activity

[ mIFX+MTX OMTX |

Baranauskaite As et al. Infl iximab plus methotrexate is superior to methotrexate alone in the

treatment of psoriatic arthritis in methotrexate-naive patients: the RESPOND study
Ann Rheum Dis 2012;71:541-548




EAANVIKA EUMELPLOL: HOKPOXPOVLO ATTOTEAECHATLKOTNTA OLVTL

TNF Oepamneiwv otn WA

KAwwn avtanokpion katd PsARC
20%

Nocooto acBevwv (%)
Patlents (%)

o 1 2 3 a 5

‘Etn Oepaneiog

Saougou I, et al. Seminars Arthr Rheum 2010



DERMBIO: Mntpwo acBsvwv e pwplaon umo anti-TNFa

Bepamneia

NoocooTé TTapapovig aocBevwy oTh
Oepartreia pe anti-TNFa
TTapAyovTeg oTa 4 £€Tn (N=747)
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= 024
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b |

g Hazard ratios (HRs) for factors determining drug
O 004 survival were calculated by logistic regression.
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Ta arroteAéouata mou mapouotalovtal TPOEPXOVTUL ATTO UNTPWA OTEVWV KOl OXL OTTO TUXXLOTTOLNUEVN UEAETN
QUEDNC OUYKPLONG TwV BEPATTEUTIKWYV TTAPAYOVTWYV, EMOUEVWCE OEV UTTOSELKVUOUV OUYKPLON UETAED QUTWV.
R. Gniadecki et al. Adherence to treatment with biologics in patients with psoriasis

Gniadecki R, et al. Br J Dermatol. 2011 May;164(5):1091-6.



Mw¢ EpUNVEVETAL TO LEYAAUTEPO TTOCOOTO

nopapovne otn Beparmeia pe Infliximab;

» [pryyopo amoteAeopa
» To mooooto AE sivat mapopolo pe T urtoAourec anti-TNFa BLoAoyLkEg
Bepareiec ko xapnAo

» H evbodAeBLa yopriynon e€aodalilet upnAotepn cuppopPpwon

» H 8d6on tou Infliximab mpoocapudletal 6To CWHATIKO BAPOC TOU KAOE
aoBevouc (5mg/kg)

Gniadecki R, et al. Br J Dermatol. 2011 May;164(5):1091-6.



Amocupon , Emavayopnynon .... Tt ylvetal He To

BepamnevuTtiko anoteAeopa?



Meta tn dlokomn;

Time (weaks)

‘Eva xpovo peta tn dtakomn tov infliximab dwatipnon
TOU «KAAOU» OLTLOTEAECHATOG

Quinn MA et al. Very early treatment with infliximab in addition to methotrexate in early, poor-
prognosis rheumatoid arthritis reduces magnetic resonance imaging evidence of synovitis and
damage, with sustained benefit after infliximab withdrawal. Arthritis Rheum 2005,52:27-35




RRR (... wnN xwplc to infliximab)

Discontinuation of infliximab after attaining low
disease activity in patients with rheumatoid arthritis:
RRR (remission induction by Remicade in RA) study

Y Tanaka,' T Takeuchi,? T Mimori,® K Saito,"” M Nawata,' H Kameda,* T Nojima,?
N Miyasaka,®> T Koike®; for the RRR study investigators

Acquired informed consent
N=126

Dropped out during
screening period (N=12)

Enrolled in RRR
IFX was discontinued

Withdrew from study

N=114
moved from area (N=2)
other reasons (N=10)
RRR achieved RER failed
DAS28<32 at year 1 IFX was regstarted within 1 year,
IFX 1s still discontinued or DAS28=32 at year 1
N=56 N=46
) 0 0 al OW C 0
ol[e 0 0 ON D 0 A ay A D,



ATtooupon Kol Emovoxopnynon

Infliximab withdrawal

7 Infliximab withdrawal
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CONCLUSION:

Readministration of infliximab after discontinuation of longterm treatment was generally safe
and efficacious. Ongoing remission after discontinuation was rare. There was only one patient
with relevant adverse events. ATl were detected only in this patient, but there was no correlation
to clinical data. Formation of ATl seems to be rare after longterm infliximab therapy in AS

Baraliakos X. et al. Safety and Efficacy of Readministration of Infliximab After Longterm

Continuous Therapy and Withdrawal in Patients with AS. J Rheumatol 2007;34:510-15



Mntpwa kataypadnc.....(registry data)

Ta aroteAeouata mou napouvotalovtal OTa UNTPWA XOTEVWYV EIVOL ATTOTEAECUN KATAYPAPC
KOl OXL OTTO TUXQULOTTOLNUEVEG UEAETEC AUEONC OUYKPLONG UETOEU TwV FEPATIEUTIKWYV
TTOPAYOVTWY, EMOUEVWE OEV UTTOOELKVUOUV OUYKPLON UETOED aUTWV



MHTPQA KATATPADHZ2 (Corrona USA)

025

A comparative effectiveness study of

0.00

P = e 15 20 ™ adalimumab, etanercept and infliximab in
Months from Initiation . . . . .
e tanercoDt g —— biologically naive and switched rheumatoid
il arthritis patients: results from the US CORRONA

B registry
=
= —
< 5 5 10 15 20 25

Months from Initiation

Biologic MNaive -_—
2nd Switcher

= 1st Switcher

Conclusions No differences in rates of drug response or remission were observed among the three
anti-TNF. Infliximab was associated with greater persistence in biologically naive patients. Response,
remission and persistence outcomes were diminished for patients who switched anti-TNF.



MHTPQA KATATPADH2 (Corrona USA)

Table 5 The unadjusted persistence rates and adjusted likelihood of drug discontinuation based on
anti-TNFo switching status™®

Persistence rate
12 months (95% CI) 24 months (95% CI) Adjusted HR (95% CI) p Value

TNF inhibitor switchiny status

Biologically naive (referent) 12% (70% to 75%) 57% (54% to 60%) 1
First switchers 60% (55% to 64%) 42% (37% to 47%) 1.42 (1.22 to 1.67) =<0.001
Second switchers 63% (54% to 70%) 42% (33% to 51%) 1.35(1.03 to 1.76) 0.028

Interdrug comparisons
Biologically naive

Infliximab (referent) 76% (72% to B0%) 63% (58% to 67%) 1

Adalimumab 68% (64% to 73%) 53% (47% to 58%) 1.42(1.12 10 1.80) 0.004

Etanercept 72% (68% to 76%) 53% (48% to 59%) 1.27 (1.00 to 1.61) 0.047
First switchers

Infliximab (referent) 65% (56% to 72%) 43% (34% to 52%) 1

Adalimumab 57% (51% to 62%) 42% (35% to 48%) 1.14 {0.84 to 1.55) NS

Etanercept 60% (50% to 68%) 1.01{0.71 to 1.44) NS

41% (31% to 50%)

*Results are presented as HR with 95% Cl in parentheses; the der, patient and provider assessments of

disease activity, self-reported disability, comorbidity, methotrexate use and year of anti-TNF initiation.
NS, not significant; TNF, tumour necrosis factor.




MHTPQA KATATPADHZ (BSRBR - UK)

TasLe 2. Details ol drug discontinuation prior Lo [irst 6 month lollow-up™

Reason All (3223) Elancreepl (1413) Inlliximab (1510}
Any rcason 614 (19.1) 264 (18.7) 350 (19.3)
Inellicacy 270 (8.4) 118 (8.4) 152 (8.4)
Adverse evenl 295 (9.2) 129 (9.1) 166 (9.2)
Other 41 (1.3) 12 (0.9) 29 (1.6)
Unknown 5 (0.3) 5(0.4) 3(02)

— Observed dillerences belween clancrcepl and mlhximab are nol >
~—lgbstically sigmlicant.

TasLe 3. EULAR response alter & months ol therapy™

EULAR response Owerall (3223) Etancercepl (1413)  Inlhxmab (1310)

Good 584 (18.1) 245 (17.3) 339 (18.7)
Moderale 1602 (49.7) 127 (51.5) 875 (48.3)
None 1037 (32.2) 441 (31.2) 596 (32.9)
Remission 292 (8.6) 120 (8.0) 172 {9.0)

Observed dillerences belween clancrcepl and inlhximab are noTs
alistcally signilicant. —




MHTPQA KATATPADOHZ (DREAM - Neatherlands)

Drug survival
1.0 —&y

0.4 —

Survival probability

0.2 | —C— Adalimumab
- ---%7--- Etanercept
— O — Infliximakb

0 | | | | |
(] 365 730 1095 14680 1825
Survival time (days)

Figure 1 drug survival in the three treatment groups.



MHTPQA KATATPADOHZ (DREAM - Neatherlands)

Table 2 Co-medication used and changes within 12 months

Concomitant use Dose decrease / Discuntinuatiun\ Dose increase

DMARD

Adalimumab (n = 267) 231 (87%) 67 (29%) 63 (27%) 9 (4%)

Etanercept (n = 289) 225 (78%) 52 (23%) 61 (27%) 12 (5%)

Infliximab (n=151) 128 (85%) 22 (17%) 35 (27%) 7 (6%)

p Value 0.02 0.039 0.999 0.712
Prednisone, oral

Adalimumab (n = 267) 78 (29%) 13 (17%) 15 (19%) 3 (4%)

Etanercept (n = 289) 115 (40%) 19 (16%) 27 (23%) 5 (4%)

Infliximab (n =151} 44 (29%) 4 (9%) 9 (20%) 3 (7%)

p Value 0.018 0.803 0470 0.733
Prednisone™

Adalimumab (n = 267) 31 (12%)

Etanercept (n = 289) 51 (18%)

Infliximab (n =151} 28 (19%)

p Value 0.076

*Intra-articular or intramuscular.
DMARD, disease-modifying antitheumatic drug.




Kvien TK

zuyxopnynon He MeBotpefatn Kot mMoPOpOVN..

Treatment persistence with adalimumab, etanercept, or infliximab in combination with methotrexate and the
effects on health care costs in patients with rheumatoid arthritis.3

CONCLUSIONS:

In this population of patients with RA, overall treatment persistence was high, with patients treated with infliximab + MTX having
significantly higher persistence compared with those treated with adalimumab + MTX or etanercept + MTX.

The role of methotrexate co-medication in TNF-inhibitor treatment in patients with psoriatic arthritis: results from 440
patients included in the NOR-DMARD study.!

CONCLUSIONS:

We found similar responses to TNFi in patients with and without concomitant MTX, but drug survival was superior in patients receiving co-medication. The

effect of MTX on drug survival was most prominent in patients receiving IFX. Smoking at baseline and use of TNFi as monotherapy were identified as
independent predictors of drug discontinuation.

Tumour necrosis factor inhibitor monotherapy vs combination with MTX in the treatment of PsA: a systematic
review of the literature.?

CONCLUSION:

Available evidence on the efficacy and safety of TNF inhibitor monotherapy vs add-on MTX therapy shows little or no improvement with combination

therapy, although the use of concomitant MTX appears to prolong TNF inhibitor drug survival of mAb TNF inhibitors. Registries and observational studies
have the potential to fill some of the knowledge gaps in this area

1.Fagerli KM1, Lie E, van der Heijde D, Heiberg MS, Lexberg AS, Rgdevand E, Kalstad S, Mikkelsen K, 2.Behrens F1, Cafiete JD2, Olivieri 12, van Kuijk AW2, McHugh N2, Combe B

Ann Rheum Dis. 2014 Jan;73(1):132-7. doi: 10.1136/annrheumdis-2012-202347. Epub 2013 Jan 3 2014 Oct 27

3. Degli Esposti L et al, ClinicoEconomics and Outcomes Research 2014;6:401-7 2. Tang B et al,
Clin Ther. 2008;30:1375-1384

Rheumatology (Oxford). 2015 May;54(5):915-26. doi: 10.1093/rheumatology/keu415. Epub



Adverse effects (ARTIS-Sweden)

Table 2 Discontinuations, person-years and incidence rates over up to 5 years of follow-up in Swedish patients with rheumatoid arthritis
starting their first TNFi between 2003 and 2011

Etanercept (n=3892) Adalimumab (n=2349) Infliximab (n=2898) Total (n=9139)
Observation years 9259 5131 5808 20 198
Discontinuations, n (%) 1391 (100%) 963 (100%) 1470 (100%) 3782 (100%)
Lack/loss of efficacy™ EARNRLS Lu S 738.(52%) 1924 (51%)
—Adwerse event 474 (34%) 349 (36%) 525 (37%) 1348 36%P
Other 207 (15%) 138 (14%) 165 (12%) 510 (13%)
Discontinuation causes not counted as events, n (%)
Pregnancy 59 (1.5%) 15 (0.6%) 12 (0.4%) 86 (0.9%)
Remissiont 44 (1.1%) 53 (2.3%) 50 (1.7%) 147 (1.6%)
Death 31 (0.8%) 30 (1.3%) 35 (1.2%) 96 (1.1%)
Incidence per 100 person-years 15 19 25 19
1 year drug survival
Observation years, sum 2355 1349 1667 537
Discontinuations, n 671 5117 668 1856

g 26% 34% 36% }

—_—

——— —
*As decided by treating physician or patient (standardised failure definition NOT used).
tNote: These numbers represent patients who have discontinued TNFi therapy due to remission. Patients in remission continuing therapy do not contribute to these numbers.
TNF, tumour necrosis factor; TNFi, TNF inhibitor.




Take home notes...

* nmopapovh otnv Bepareia ival e€alpeTiknG onpaciog otnv dSlaxeiplon
XPOVLWV VOO LATWV

¢ nmopapovn otnv Beparmeia eivat deiktng a&loAdynong tng emitevéng
TOU BEPATTEVTIKOU PG OTOXOU OTNV KABNUEPA KALWVIKA TIPpAEN

* OeTIKN OX€ON KOOTOUG - 0deAOC 0TOUC aoBeVEiC pue avénUEVN
TIOPOLOVI OTNV BEPATIEVTLKI) TTPOCEYYLON

* Htaxvtnta 6paonc oxetiletal He TNV MOpApovh otnv Beparmeia



