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H evpeia ypnon twv protoyikav
TOPOYOVTOV oTnV Bepareio TG
KOTO TAGKOGC WPLooNS OALC KOl
Ol OVVEYEIS EVALLAYES OTIC
Oepormeicg... ...

+ H emroyio piac Osponciac aiid ko n mapouovy oty iowa
Ocpameio;
+ AmoteleouatikoTnTO TOO POAPUAKODS

+ 2Ty acpaieia tyg Ogpamneios;

+ Jouuoppawon twv aclsvav;
+ Eumocrtoovvy; (1atpod-paopuaxo, ocbevoic-iatpo)

+ 2& dAAOVG TOPAYOVTEG. ...




IHopayovteg OV HTOPEL VO 001 YT)GOVY GTNV ETLTLYLA;

s Hapayovrec emitoyovC OEPUATOLOVIKNG QPOVTIOAC:

* Na yivel 6ot 01dyvmon
¢ Emiloyn ¢ cmwotc Oepameiog

¢ EvBdppouvon tov acBevav va etval TpoonAOUEVOL GTNV
ayyn

2 INUaVTIKOI TOPAYOVTES ETITVYOVC TPOCHAWGHC.

¢ YuveEneln ota pavtePov ue Tov 1Tpo
¢ [Tapoyn ypamtdV TANPOPOPLOV GTOV aGOeV

* Yv{nnon v Tig avembountec evépyelec (oe mepintwon
oV amacyolody tov acsvi)

1. Kwatra SG, Feldman SR. Cutis 2012 ;90:219-20



O BaOuog un tpoonrmong otn Oepameio etvor 6YETIKA

VWYNAOS 6Tovg 0e0evelg ne Yoploon

11060670 0.60ev@OV TOV 0EV AVTATOKPIVOVTUL TANPOS 6TIC 4 EfOONAOES NETA
TNV EMOKEYT TOVS 6ToVv 10.Tp6 (N=322)
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Psoriasis Eczema Acne Infections
(n=86) (n=137) (n=11) (n=41)

® O aoOeveic pe Yopioon rav Ayotepo mtpocsnrlouévol ot Oeponeio 6€ cVOYKpPLoN NE

TOVG VTOAOLTOVS 06OEVEIC NE OEPUATOLOYIKA VOO NOTO,

Storm A, et al. J Am Acad Dermatol 2008;59:27—-33



Emonuoioyikéeg nerhétes o€ acleveic pne Yopioon

ANA®VOVY 0Tl 6VYVe aALGCOVY OgpamovTa Lo TPO KAOMS oY
ELVUL EVYOPLOTNUEVOL UE TN OLUYELPLOT] TS VOGOV TOVG.

5 2e uio peAémn og acBeveic pe pétpra Emc cofapn yopioon
Kot TAdKog otV Itaiio mposkuye Ot

« 54.6% tov acBevov (N=300) £&yovv emokepOei 3 M

nePLocOTEPOLC Agpuatordyoue tptv amevBuvBodv 6To TapoOV
KEVTPO.

- 0% tov acBevov anopdcicay va aALIEOVY AEPUATOADYO
KoOMC 0ev oAV EVLYUPIGTNUEVOL OO TN OEPATEVLTIKT] QY®YN
TTOL TOVC GLGTNGAV.

Linder D, et al. Am J Clin Dermatol 2009;10:325-30.



O a60evelg 0€Aovy va gumAékovTal oty AYn TOV
OepumeVTIKOV 0TOPAGEOY ;
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67,9

+ Multivariate analysis: risk ratio = 2.21; 95% confidence
interval = 1.3-3.9; p = 0.006

28,4

3,7
| | I 4@
O&éAw va cuvatrogacilw MpoTipw va ammo@acifel 0 @EAw va ammo@acidw Eyw
ME TOV YIaTPO YIaTPOC HMovo

Data gathered from a self-completed questionnaire from a single clinic in Italy.

Renzi C, et al. Acta Derm Venereol. 2006;86:528-34



NMapdayovTteg TTOU PTTOPEI VO CUMBAAAOUV OTN OIOKOTTA MIOG
BepaTtreiag

“EAANEIYN CUPUOPPWONGS

* 'EAANEIYN ATTOTEAECHATIKOTNTAG

* ATTWAEIO QTTOTEAEOUATIKOTNTAG

*TOCIKOTNTA ATTO TO PAPMAKO (AVETTIOUUNTEG EVEPYEIEQ)
*Ep@avion cuvvoonpotTnTwy

«XapaKTNPIOTIKA / atTaiTnon TOU ao0Bgvoug

*DuaoIKr TTopEia VOOOU (EEAPOEIC — UPEDEIC) K.ATT.

* AOQOAIOTIKA avikavoTnTa

Du Pan SM et al. Arthr Care Res 2009;61(5):560-568
Kwatra SG, Feldman SR. Cutis 2012 ;90:219-20
Silman A, et al. Ann Rheum Dis 2000;59:419-420.
Zink A, et al. Ann Rheum Dis 2009;68: 1240-1246
De la Vega et al. Rheumatol Int (2013) 33:827-835



Drug survival: opiocuog

= Drug survival = o XpOvog KaTd TOV OTroio £vav ac0evhg
TTapauEVElI OTN BepaTreia PeE Eva @APHUAKO

* XpNOIMOTTOIEITAI CUXVA WG OEIKTNG TNG ATTOTEAECHATIKOTNTOG
(effectiveness) piag Bepatreioag otnv KABnUepIvn TTPAgn

+ KaAgital Kal «ETTIHOVA» (persistence)

* JUuvROWG avTIKATOTITPIEI TNV AC@PAAEIO KAl T MEAETNBEICO
atroTeAeoHaTIKOTNTA (efficacy)

= XpnoIJOTToINONKE TTPWTN POPA WS OEIKTNG ATTOTEAECHATIKOTNTAS
a1rd Tn SSATG* 10 2002

*southern Sweden anti-rheumatic group Geborek P, et al. Ann Rheum Dis 2002:61:793-798.
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Mnyég agioAdynong 0edopEVWYV
OTTOTEAECHATIKOTNTAGS KOl AC@PAAEIOG

1.

TuxXaIOTTOINMEVEC EAEYXOUEVEC HEAETEC, CUUTTEPIAQUBAVONEVWV TWV
QAVOIXTAG PACNG ETTEKTACEWY TNG MEAETNG

2UOTNUATIKEGC AVAOKOTTNOEIG KAl JETA-AVAAUCEIC TWV TTAPATTAVW

MeAETEC TTAPATAPNONG CUUTTEPIAQUBAVOUEVWV QVADPOUIKWV
MEAETWV

MEAETEC JETA TNV KUKAOPOPIQ TOU TTPOIOVTOG CUUTTEPIAQNBAVOUEVWV
MEAETWYV TTAPAKOAOUBNONG KAl ava@opAC AVETTIOUUNTWY EVEPYEIWV

MnTtpwa kKataypapnsc 0eDoUEVWYV Kal ETTIONMIOAOYIKWY OTOIXEIWVY

AedouEva aTTd TTPOCWTTIKI EMTTEIPIA KAl MEPMOVWMUEVEC AVAPOPES
TTEPICTATIKWV



H peAétn OSCAR

BJD

British Journal of Dermatology

Survival rate of antitumour necrosis factor-o treatments for

psoriasis in routine dermatological practice: a multicentre
observational study

M. Esposito,* P. Gisondi,” N. Cassano,’? G. Ferrucci,* M. Del Giglio,” F. Loconsole,® A. Giunta," G.A. Vena,?
S. Chimenti* and G. Girolomoni?

THERAPEUTICS

' Department of Demmatology, University of Rome Tor Vergata, Viale Oxford 81 — 00133, Rome, Italy
*Section of Dermatology and Venereology, Department of Medicine, University of Verona, Verona, Italy

* Unit of Derma tology and Venereology, Department of Biomedical Sciences and Human Oncology, University of Bari, Bari, Italy
*Informa s.rl, Rome, [taly

British Journal of Dermatology (2013) 169, pp666—6712



H peAétn OSCAR (Qutcome and Survival rate

Concerning Anti-TNF Routine treatment)

= 2TOXO0G:

¢ n agioAdynon Tng HaKpOoTTPOBeoung dlaTApNoNg TG TTPpwTnG anti-TNF
f@epatreiag (drug survival) og aocBeveig pe pywpiaon Kard TAakag (WKI) [pe R
Xwpic ywplacikn apBpitida (VA)]

¢ H eKTignon Twv AdITIWV KAl TWV TTPOYVWOTIKWYV TTOPAYOVTWY YIid Th OIOKOTTH
TNG BepaTtreiag

=2 MéEBodol:

* Avadpouiki avaAuon dedopévwy atrod 3 ItaAika Akadnuaika Kévrpa (referral
centers)

* JupTtrepIAR@OnKav dedopéva arrd 650 acBeveig pe WKI (bio-naive) trou
gekivnoav (kai EAaBav eri 2 3 ujveg) Oepartreia pe ADAL /R INFL R ETN

+ Méon di1dpkela TTapakoAouBbnong: 2,4 xpovia (* 1,3 xpoévia)

British Journal of Dermatology (2013) 169, ppé66—6712



MeAétn OSCAR: oxedlaouoGg
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H emiAoyn xpriong Twv anti-TNF €yive Baocel £évdeigng (as per SmPC)

Q¢ TpwTOoTTafNG atroTUYXia 0pICOTAV N MN £TTiTEUEN TOUAAXIoTOV APASI 50 £éW¢ TN
XpoVvik} oTiypn mrou opicel n MNMXM (ETN-12w, ADAL-16w, INFL-14w).

O1 aoBeveig TTOoU Bpiokovrav o€ Bepatreia ocuvduaouou RN atrd TV Evapén Tou
anti-TNF, o6& ocuptrepiAapBdavovrav otn HEAETN (aAAG n TTPOCOAKN OEUTEPNG

fepatreiag EMITPETOTAV HETA TV AIOAGYNON TG TTPWTOTTAOOUG ATTOTUYXIAG).

2UMTTEPIARPONKAV poévov ol acBeveig Trou éAaBav déoeig Baoel MXI (1r.X. no dose
escalation). Ocol gixav dose escalation cudtrEPIARPONKAV oTNV avaAuon PEXP! TN

OTIYMNA TOU escalation

O1 aoBeveig TToU £€TTac)av Kal atrdé PSA Adupavav atroKAEIOTIKA TO EYKEKPIPEVO

oxAua yia To ETN otnv PsA (dnA. 6x1 50 mg BIW yia TiIg TrpwTeg 12 £BOOUADEQ)

British Journal of Dermatology (2013) 169, ppé66—6712



MeAéTn OSCAR: YEVIKA XOPOKTNPIOCTIKA TOU TTANOUCHOU
TNG MEAETNG KATA TNV Evapén Tng BepaTreiag

Characteristic
Sex, n (%)
Women 124 (34-5)
Men 426 (65-5)
Age (years)
Mean (SD) 49 (13-1)
Median 49.5
Range 15—84-1
Psoriasis duration (years)
Mean (SD) | 2-2)
Median 18
Baseline PASI score
Mean (SD) 11-9 (&)
Median 11

PsA, n (%)
Relevant comorbidities, n (%)
Arterial hypertension
Dy slipidaemia
Diabetes mellitus
Crohn disease
Observational period (months)
Mean (SD)
Median

235 (36:2)
141 (21-7)
57 (8-8)

1 (0-2)

29-3 (15-7)
27:2

PASI, Psoriasis Area and Severity Index; PsA, psoriatic arthritis.

Mpooappoyn amd Esposito M, et al.

Anti-TNF katd TnVv évapgn 1nG MEAETNG

Adalimumab  Etanercept Infliximab

Total, n (%) 114 (17-5) 389 (52:8) 147 (22-6)
Patients with 47 (41-2) 160 (41-1) 62 (42-7)
psoriasis, n (%)

Patients with PsA, 67 (58-8) 119 (58-9) 85 (57-8)
n (%)

Baseline PASI score, 9-4 (7-5) 11-3 (6-1) 15-5 (1 1-2)*
mean (SD)

PASI, Psoriasis Area and Severity Index; PsA, psoriatic arthritis.

Mpooappoyn atd Esposito M, et al.

*Ola@opd OTATIOTIKA CNUAVTIKN
w¢ 1Tpog 10 ETN kai To ADAL

British Journal of Dermatology (2013) 169, pp666—6712



MeAéTn OSCAR: AtroteAéopaTta (1)

Adalimumab Etanercept Infliximab Total

Patients without treatment withdrawal, n (%) 67 (58-8) 314 (80-7) 91 (61-9) * 471 (72-6)
Drug discontinuations, n (%) 47 (41-2) 75 (19:3) 56 (38-1) * 178 (27-4)
Reasons for drug discontinuation, n (%)

Primary inefficacy 9 (7-9) 16 (4-1) 9 (6-1) * 31 (5-2)

Secondary inefficacy 22 (19-3) 40 (10-3) 32 (21-8) 94 (14-5)

Adverse events 5 (4-4) 11 (2-8) 13 (8-8) * 19 (4-5)

Other reasons 11 (9-6) "8 (2-1) 2 (14) 21 (3-2)

Mpooappoyn amd Esposito M, et al.

Mpooappoyn atrd Esposito M, et al. i

Méon emmiBiwon B1oAoyIKou: e g,
*ETN = 51,4 prjvec on ’*’x@ 0 s .,

. - ’“:?;?web W ETN
*INFL = 36,8 prjveg : '1 %m: bsaiia

g = ’mE'—’I {
*ADAL = 34,7 ufveg E " WEV-RESW, ADAL
;s , g 028 —&9 INFL

H dia@opd rTav oTaTIoTIKA -
onuavTikA (p <0,001) yia 10
ETN o€ ouykpion HUE TOUG 0 . . , . .
(’])\)\OUQ 600 antl'TN F Duration offirst biologic treatment (days)

* AIG(pOpd OTATIOTIKA OWUGVT“((] U'ITép Tou etanercept British Journal of Dermatology (2013) 169, pp666—6712



H peAétn OSCAR: dAAa atroTeAéopaTa

5= 2uyxoprnynon KAQGCIKAG CUOTNHMATIKAG OepaTtreiag atraiTiBnke oto 17,5%
TWV aoBevwy (META TNV apXIKN TTEPIOdO TWV 12-16 eBOONGdWYV)

= A6 Toug acBeveig TTou EAafav ocuyxopnpynon, 1o 1/3 diEkowe Tn
Oepatreia Adyw atrouciag atroteAeopatikoTnTag R AE

% To uynAéTepo TT0000TO (29,9%) cuyxoprynong maparnpnOnke oToug
aoBeveig utrd INFL (o010 72 a1Td aUTOUG N BepaTtreia TEAIKA OIAKOTTNKE)

= Ao Toug acBeveig TTou diEkowav TN Bepatreia yia Adyoug
ATTOTEAEOHATIKOTNTAG | ac@AAEglag, n didueon didpkeia BepaTreiag RTav
10,8 ypveg pe To ADAL, 17,9 piveg pe to ETN kai 17,1 pAveg pe 1o INFL

British Journal of Dermatology (2013) 169, ppé66—6712



B|D
THERAPEUTICS British Journal of Dermatology

Comparison of drug survival rates for adalimumab,
etanercept and infliximab in patients with psoriasis

vulgaris
R. Gniadecki, K. Kragballe,* T.N. Dam+ and L. Skov}

Department of Dermatology, Bispebjerg University Hospital, 2200 Copenhagen N, Denmark
*Department of Dermatology, Aarhus University Hospital, Aarhus, Denmark

TDepartment of Demmatology, Roskilde Hospital, Roskilde, Denmark

{Department of Demato-Allergology, Gentofte University Hospital, Copenhagen, Denmark

= AvdAuon dgdopévwy atrd To unTpwo aclevwv DERM-BIO (Aavia)

% ZuppeTeixav aoBeveig (n=882) rou éAaBav anti-TNF o€ akadnuaikd
KEVTPO TTAPATTOMTTIAG

¢ Adalimumab (n=427)
+ Etanercept (n=311)
¢ Infliximab (n = 144)

Br J Dermatol 2011;164:1091-1096



XapaKTNPIOTIKA TOU TTANOUCHOU TNG MEAETNG

Mpoocapuoyn amd Gniadecki et al

Adalimumab (n = 347)

Etanercept (n = 271)

Infliximab (n = 129) Total (n = 747)

Males females, n (% males)®
Age (years), median (range)”
PASI baseline, mean (95% CI)®
Disease duration (years), mean (95% CI)
DLQI baseline, mean (95% CI)*
Patients with psoriasis arthritis (%)
Concomitant methotrexate, n (%)*
Withdrawal from treatment, n

Lack of efficacy

Patient related

Adverse events

Other

228/119 (657)
44 (9-95)
121 (10-7-13-5)
19 (18-21)
12 (10-13)
349
34 (9-8)
111
92
5
10
4

182/89 (67-0)
47 (10-74)
121 (109-13-4)
22 (20-24)
12 (10-13)
395
13 (48)
98
74
11
10
3

81/38 (681) 491/246 (66°6)

43 (22-77) 45 (9-95)
13-4 (10-6-16-2) 123 (11-4-13-2)
19 (17-22) 21 (19-22)
12 (9-15) 12 (11-13)
488 390
11 (85) 58 (7-8)
33 242
17 183
6 22
10 30
0 7

PASI, Psoriasis Area and Severity Index; CI, confidence interval; DLQI, Dermatology Life Quality Index. *No significant difference between
adalimumab, etanercept and infliximab groups, P > 0-05 (anova).

Br J Dermatol 2011;164:1091-1096



AtroteAéopata (1)

Mpooapuoyr amré Gniadecki et al

| = 104 =M Adalimumab
Women vs. men = :I-I-| £ ~ Etanercept
I ;E: 0. _mInfliximab
Adalimumab | ! =
vs.infiximab] | T 2 og-
| =
: =
Etanercept —a | 2 0.4-
vs. infliximab : Jg
| fiE]
: .% (.5 =
Previnuﬁanti—TNFufailure_ =
vE. naive I E
I [ D'::'_
0o 2 4 6 8 0 6 12 18 24 30 36 42 48
T Time (manths)
[MpoyvwaOTIKOI
TTAPAYOVTEC MBavoTnTa
TTAPAPOVAG TTAPAPOVAG OTO
OTO PAPHAKO PAPMAKO

Br J Dermatol 2011;164:1091-1096



AtroteAéopara (1)

Mpoocapuoyn amd Gniadecki et al

Anti-TNFa naive ‘ Previous lack of anti-TNF« efficacy

104 -~ Adalimumab 107 - Adalimumab
2 - Etanercept - Etanercept
g < Infliximab < Infliximab
€ o8- 08-
w
(=2
2
©
© 064 064
z
-
[\
S
a 0-4 ~ 0-4
]
2
5
=2
:E, 02+ 02+
(&)

004 00+

1 T Ll L 1 1 1 T T L T I L} 1 1 1 1 I
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 368 42 48
* Time (months) 1\ Time {months)

MBavoTnTa TTAPAPOVAG OTO GAPHOKO YIA
a0B¢gveic TToU £xouv AON ATTOTUXEI O€ (= 1)
TTponyouuevo anti-TNF

Br J Dermatol 2011;164:1091-1096

MBavoTnTa TTapAPoOVAS OTO APUOKO VIO
aoBeveic oTov TTPWTO anti-TNF



ATTOTEAEOHATA: AO@PAAEIQ

Mpoocapuoyn amd Gniadecki et al

Adalimumab Etanercept Infliximab
Number of treatment series 427 3ll 144
Length of all treatment series (patient-years) 491 441 168
Adverse events, n (%)°
Allergy 2 (0°5) 1 (03) 2 (1'4)
Infection 80 (187) 60 (193) 27 (18-8)
Skin rash 19 (44) 14 (45) 8 (576)
SLE-like symptoms 0 1 (0-3) 1 (0-7)
Others 89 (20-8) 57 (183) 30 (20°8)
Total number of treatment series 170 (39-8) 124 (39-2) 55 (38-2)

with adverse events (%)

SLE, systemic lupus erythematosus. *Number of adverse events in the treatment series:

some treatment series had more than one adverse event.

Br J Dermatol 2011;164:1091-1096



Meplopiopoi TNG MEAETNG - ZulTNON

% AVOIKTOU TUTTOU, [N TUXOIOTTOINMEVN HEAETN TTAPATAPNONG

% KaBwg o TANBuo6Gg apopouoe aoBeVEIG O€ KEVTPA avapopdg, gival moavé aocbeveig Trou
gEKIVOUV 0€ UTTOBOPI0 TTAPAYOVTA VO «XAVOVTAI» KOBWS dev u@ioTaTal N avayKn va
TTPOCEPXOVTAI OTO VOOOKOEIO (0€ avTifeon pe Toug aoBeveig oe evOo@PAERIO BloAoyikd

TTapdyovTa)

% X& avdAuon Tou TTPO@IA TwV aoBevwy o€ éva atro auTd Ta KEvTpa, BpEBnke 611 n péon doon
Tou infliximab ATav 65% avwTtepn TnNG eykekpipévng (4,82 mg/kg/pnva) [Mehren CR, Gniadecki
R. Acta Derm Venereol, 2012]*. AuTé icwg va €§nyei Ta TTooooTd diaThPNONG TOU

OUYKEKPIMEVOU QOpPHAKOU.

*VIa Ta EYKEKPIMEVA BOCOAOYIKA OoXruaTa,
OupBouAeuTeiTE TIG AvTiIOTOIXEG MEPIANWEIG TWV Br J Dermatol 2011;164:1091-1096
XapakTnpIoTIKWY Tou MNpoidvtog Acta Derm Venereol 2012;92:339-409
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Treatment Response, Drug Survival, and Predictors Thereof in
764 Patients With Psoriatic Arthritis Treated With
Anti-Tumor Necrosis Factor a Therapy

ARTHRITIS & RHEUMATISM
Vol. 63, No. 2, February 2011, pp 382-390

Results From the Nationwide Danish DANBIO Registry

Bente Glintborg,! Mikkel @stergaard,” Lene Dreyer,” Niels Steen Krogh,* Ulrik Tarp,
Michael Sejer Hansen,' Signe Rifbjerg-Madsen,® Tove Lorenzen,” and Merete Lund Hetland®

H ouvoAIkn TTepiodog Bepartreiag ATav 2135 aoBevo-£Tn

H didueon didpkeia TTapauovis oto appako Atav 2,9 €1n (70% kai 57% ota 1 kai 2
€Tn, avTtioTolXa)

H trapapovry oto @Aappako ATav Tapdpola yia Toug Tpelg anti-TNF

To avdpikd QuUAo, ol TIpnEG CRP>10mg/l katd Tnv évapgn TngG Bepatreiag Kai n xapnAn
TIu VAS yia Tn ouvoAikn uyeia (KaTtd Tnv évapén TnG BEpatreiog) CUCXETIOTNKAV UE
KOAUTEPN TTAPAUOV OTO PAPHUOKO



Drug survival is not significantly different between
biologics in patients with psoriasis vulgaris: a single-centre

database analysis
S.P. Menting,* A.S. Sitaram,' H.M. Bonnerjee-van der Stok," M.A. de Rie,* L. Hooft® and Ph.l. Spuls®

Responder status at week 12 and week 52 of naive and non-naive treatment episodes

(a) Naive treatment episodes (b) Non-naive treatment episodes
week week week week week week week week week  week week week
100 - 52 12 52 12 52 12 52 12 52

week  week

12 12 52 12 52

@ Good responder

(] lModerate
resoonder
B Non-responder

I Early termination|

Percentage of patients (%)
3

40 -
30 -
20 .
10 -
0 =011 n=105 n=17 n=16 n=57 n-54 n=54 n=49
ETA ADA IFX ETA ADA IFX UST

Biologic

% Aev uttip&e onuavTiki dlaopd aTnNV TTAPAUOVr) 0Tn BepaTreia yia Toug TEOOEPIS BIOAOYIKOUG TTAPAYOVTES
1600 yIa Toug aoBeveic og TTpwTn BepaTreia pe PIoAoyIKO 600 Kal O€ gkeivoug TTou AAAagav BloAoyIko
TTapAayovTa

Br J Dermatol 2014 [Epub ahead of print]



Arae 2009 329 VoLusme 8 « [ssue 4

CoryrigHT © 2009 ORIGINAL ARTICLES JournaL OF DRUGS In DERMATOLOGY

Biologic Survival
Kristin Noiles BSc® and Ronald Vender MDD FRCPC?

a. Michael G. DeGroote School of Medicine
b. Faculty ot Medicine, McMaster University, Hamilton, Ontario, Canada

= AvVAAuon TwV TUXAIOTTOINMEVWYV EAEYXOHEVWV HEAETWYV HE BIOAOYIKOUG
TTapAyovTeG (MovoBepartreia) oe aocOeveig e pwpiaon

= ZUPTTEPIANPONKaV PeEAETEG e OedoPEVa dlaThPNOoNG acBevwy £TTi
TOUAdxioTov 24 eBOonGdEg

J Drugs Dermatol 2009;8(4):329-333



AtroTeAéopaTa: TTApApOV OTN BgpaTtreia o€

MEAETEG Dl1apKelag < 30 eOOpAdWYV

100

Infliximab: Gottlieb 5 mg/kg

Infliximab: Gottlieb 3 mg/kg

95

Etanercept: Moore Interrupted

Etanercept: Moore Continuous

90

Etanercept: Gottlieb

Etanercept: Papp 50 mg BIW

@
%é//
' \\\ ‘ /
85

80 N

75

Etanercept: Papp 25 mg BIW

Efalizumab: Menter

7 I L 1 I )
0 0 12 16 24 30

Mpooapuoyn atrd Noiles et al. .
pocapHovi Time (weeks)
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AtroTeAéopaTa: TTApApOV OTN BgpaTtreia o€

MEAETEG Dl1apKelag > 30 eBOouadwy

100
Ustekinumab: Papp %0 mo every 12 weeks
Ustekinumab: Papp 45 mo avery 12 weeks
% | Ustekingmab: Leonard: S0 mg every 12 weels
Ustebinumad: Laonardh 45 mq every 12 weels
80 | e Rlefacept: Knugges
2 Infliximab: Reich
;,; Adaimumab: Gordon 40 mo weesly
= 70 Adalimumab: Goedon 40 mg eow
L]
g Adalimumab: Menter
2 Etanercept Tyring
= , - .
b 60 } . Y ffaizumab Hamiton Intally Placebo
- “~ o ot
. 1 taigumab: Hamiton Inieally Hahizumab
| = - o \\\ - Elalumatx Lzonard
50
) — . .
\
\v
\
I — | : | S | i | oY G| | l R
07 12 6 4 30 3 % M 4 0 2 0 W M % 112 144
Mpooapuoyn ard Noiles et al. limes (weeks)
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[eplopiopoi TNG MEAETNG
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Ta dedopéva a@opouVv EUNECT CUYKPIOT OIA@OPETIKWY HEAETWYV

O1 peAETEG TTOU CUMTTEPIANPONKAV EiXaVv SINPOPETIKOUG OXEDIAOHOUG, YEYOVOGS
TTOU DUOXEPAIVEI TIG CUYKPIOEIG

O1 d1a@opég oTa deiypaTa Twv acOevwy, Ta S00OAOYIKA CXHMATA, TN SIAPKEIA TNG
OepaTreiag K.0.K. OEV EMITPETOUV TNV £SAYWYH ACQAAWY CUUTTEPACHATWYV

J Drugs Dermatol 2009;8(4):329-333



Efficacy and Safety of Subcutaneous Anti-Tumor
Necrosis Factor-Alpha Agents, Etanercept and
Adalimumalb, in Elderly Patients Affected by
Psoriasis and Psoriatic Arthritis: An Observational
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[ 7
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Long-Term Study

Avadpouikn HEAETN TTapaTtipnong (N=89)

2TOX0G: N agloAdynon Tng HOKPOTTPOOECUNG ACPAAEING KOl ATTOTEAECHATIKOTNTAG
TNG povoBepatreiag pe ETN (n=61) ka1 ADAL (n=28) o€ nAIKIwnéEvoug aoBeveig (2
65 eTwV) pE Yywpiaon Katd TTAdkag (£ PsA)

To INFL d&v oupTrEPIAR@PONKE OTN MEAETN VIO TTPOAKTIKOUG Adyoug

Aldpkela Bepatreiag («<KpITAPIO EICAYWYRG»): 2 6 NAVEG

H didyvwon tng PsA €yive e Ta kpithpia CASPAR atré PeupatoAdyo

Ta doooAoyikd oxnuarta Arav Ta eykekpipgéva (MXIM) yia Tnv Pso kai Tnv PsA Kai
yia Toug dU0 TTapAayovTEG

H mrapapovil otn Bgpatreia atroTeAOUOE SEUTEPEUOV ONUEIO TNG MEAETNG

Dermatology 2012;225:312-319



Baoikd Onuoypa@IKa XapoaKTNPIOTIKA

% Méon nAkia = 69,7 £€tn (eUpog: 65-82 £1n)

Mpooappoyn ammd Esposito M, et al.

Adalimumab  Etanercept

Patients 28 61
Males 16 33
Females 12 28

Mean age, years 69.25 69.95
Range 65-75 65-82

Disease duration, years 24.12 29.2
Range 4-51 3-64

Age at onset, years 44.54 40.44
Range 15-69 7-71

Mean PASI at BL 10.40 11.33
Range 0.4-23.8 0.4-68.3

2UyxXopnynon Je KAAOIKI ouoTNPATIKA BepaTreia:
*18% yia ETN
*14% yia ADAL

Dermatology 2012;225:312-319



[Mponyoupueveg BepaTreieg

78.57 Mpooapuoyr) atré Esposito M, et al.

53.57

50.00 \
35.71
21.43 I
FAE  MTX = CyA  CCS

a PUVA = RTX
6786 >’ ADAL

50.00

25.00

70.49
63.93

37.70
31.15 3279 N

RTX: peTivoeidn 1.64

FAE: eoTépeg poupapikoU o&éog c PUVA RTX EAE MTX CyA ccs
CyA: KukAooTropivn

MTX: peBoTpegamn

CCS: ouaTtnuartik@ KOPTIKOOTEPOEION

EFA: efalizumab 9.84 9.84 ETN
IFX: infliximab

CNFC: Chuck Norris Fan Club

1.64

d ADA EFA ' IFX _
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2UVvVoonpoOTNTEG

% To 75% Twv aoBevwy gixe KATTOIO0 CUVVOOHPOTNTA

2 Pso + PsA: 10 70% Twv aocBsvwyv

Comorbidity Adalimumab Etanercept Total
Cardiovascular 19 (67.86) 30 (49.18) 49 (55.05)
Metabolic 10 (37.71) 21(34.42) 31 (34.83)
Chronic renal insufficiency 0 7 (11.47) 7 (7.86)
Infectious 2 (7.14) 4 (6.56) 6 (6.74)
Chronic respiratory insuffi-

ciency 0 3 (4.92) 3(3.37)
Others 3(10.71) 3 (4.92) 6 (6.74)

Mpooapuoyn amd Esposito M, et al.

Dermatology 2012;225:312-319



AtroteAeocpaTtikoTnta: APASI 50* kaun APASI 75*

Mpooappoyn atmmd Esposito M, et al.

902 918 el

86.9
83.6 83.6

1 year 2 years
8 ADA PASIS0 Il ADA PASI75 ETA PASIS0 I ETA PASI7S
*TprTEL'JOVTG TENKG onpsia H BeAtiwon otn pyéon Tipr PASI wg Tpog Tnv évapgn Atav oTaTioTIKA

ONUOVTIKNA O€ OAEG TIG ETTIOKEYEIG TNG MEAETNG (p < 0,001)

Dermatology 2012;225:312-319



AtroteAeocpartikoTnTa: DAS44-ESR*
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*AeuTepeUov TEAIKO onueio oToug aoBeveic ue Pso + PsA

Dermatology 2012;225:312-319



AtroteAeoparikoTnTa: Pain-VAS*

80 —
75.1 71.3 M Etanercept
70 M Adalimumab
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AdUvaTo onueio TNG MEAETNG gival TO pMIKPO deiypa aoBevwv Kal N OXETIKA avaloyia acOevwy oTIg dUO
opadeg (ETN/ADAL = %)

H Begpatreia TN ywpiaong oToug NAIKIWHEVOUG aoBeveig atroTeAEl TTPOKANON e§aITiag TwV d1aPopwv
avTeVOEISEWV Kal TOU UPNASTEPOU KIVOUVOU AVETTIOUUNTWY EVEPYEIWV (TT.X. AOyWw OUVVOOPOTATWY)

Aedopévng TNG ETTIPOVAG TRG VOO OU Kal OTNV «TPiTn NAIKia», Ta dedopéva TTou apopouv £1I5IKA auTh
TNV oAda aoBevwy gival XpAoiga (o1 utTrTdpxouceg HEAETES OE dlaxwpi{ouv auTtd Tov TTANBUCHO)

H e§aywyr CUNTTEPACHATWY YIO THV ACQ@AAEIA KAl TNV ATTOTEAECHATIKOTNTA TWV BIOAOYIKWYV
TTAPAYOVTWY OTOU NAIKIWPEVOUG ME Baon Ta dedopéva atrd TTANBUOOUG PE VEOTEPOUG 1| HEIKTOUG
TTANBUOOUG BEV gival TTAVTOTE EQPIKTNA

Bdaoel SPC, dev atraiteital rpocapuoyr Tng 86ong o€ nAIKIWpEVOUG aoBeveig TTou Aaudavouv ETN R
ADAL

H peAétn auti utrodeikvuel 611 To ETN kail To ADAL gival atroTEAECUATIKEG OEPATTEIEG ME TTPOPIA
Ao @PAAEIOG TTOU OE SIAPEPEI ATTO EKEIVO TWV BEPATTEIWV AUTWYV OTOUG VEOTEPOUG OCOEVEIG

Dermatology 2012;225:312-319
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O1 BioAoyikoi TrTapayovTeg ouvdEBNKav Ye HEYOAUTEPN TTIBAVOTNTA TTAPAUOVHG OTN BepaTTeia EvavTl TWV KAAOIKWV
OUCTNUATIKWY BEPATTEIV

O1 BioAoyikoi TrTapdayovteg ATav o TOave va dIaKOTTOUV AGYW ATTWAEIAG ATTOTEAECOUATIKOTNTAG EVW O KAAOIKES
OouoTNUATIKEG BepaTTeieg AOyw AE
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THERAPEUTICS

Pharmacogenetics of psoriasis: HLA-Cwé but not LCE3B/3C
deletion nor TNFAIP3 polymorphism predisposes to clinical

response to interleukin 12/23 blocker ustekinumab
M. Talamonti,* E. Botti," M. Galluzzo,® M. Teoli,* G. Spallone,” M. Bavetta,’ S. Chimenti* and A, Costanzo®

]DE}nrtment of Dermatology, University of Rome Tor Vergata, Rome, Italy

"Dennﬂm!ugy Unit, NESMOS Department, Sapienza University of Rome, Via di Grottarossa 1037 00187, Rome, Italy

Table 1 Patients demographic and disease parameters at baseline

+ 51 aoOeveig
Parameter Value
+  MeletOnkoy:
Male/female (n) 37/14
HLA-CW6 Age’ 46-1 £ 12 (21-77)
TNFAIP3 rs610604 molvpopoiopoi Age on disease onset’ 22-5 £ 11-3 (1-59)
LCE3B/3C Duration of psoriasis® 23-6 £ 12-1 (4-63)
PASI at baseline’ 15-8 + 67 (8-37-9)

‘mean £ SD (range), years. PASI, Psoriasis Area and Severity
Index.




Table 1 Demographic data for each genotype at baseline

LCE3B-C
CwEPOS Homo ! : ; Het

Patients (n) 18 13 5 21 15 13 7 21
Mae/female (@) 1810 19/4 41 18/3 15710 15/8 43 18/3
Age 46:7 £ 10 (21-66) 487 £ 124 (31-77) 424 + 98 (31-55) 447 £ 11 (23-62) 486 £ 131 (21-77) 44 £ 134 (21-74) 478 £+ 162 (31-77) 484 + 98 (30-61)
Age an 10-5 £ 106 (1-42) 262 £ 13 (8-57) 19.5 & 7.4 (13-30) 6.7 £ 122 (11-57) 206 £ 11.1 (1-48) 18:6 & B.7 (1—44) 238 & 11.7 (7-39) 374 £ 13.3 (8-57)
disease

omset”
Duration of 16 £ 11 (7—44) 227 £ 13 (5-63) 21-5 £ 5.2 (15-27) 179 4 8.3 (4-37) 28:2 4 128 (11-63) 255 4 126 (4-63) 238 4 146 (11-51) 214 £ 11 (5-42)
paoriasis®
PASI at 146 + 64 (8-32) 167 £ 7.1 (8-38) 152 & 52 (123-17.5) 156 & B2 (15-57) 155 & 5.5 (8.4-28.4) 182 4+ 8 (8-38) 156 4 5.5 (8.9-25.8) 133 + 4.6 (8-22.7)
haseline”

‘mean £ 5D (range), years; bmean + 8D (range). PASI, Psoriasis Area and Severity Index.

Table 3 Logistic regression considering Cwé status, sex, PASI at baseline, age, age on disease onset and duration of psoriasis was performed with
STATA software

Cwé Odds ratio Std. Err. z P > [z] 95% CI

SeX 0-5201998 0-3862844 —0-88 0-379 0-12153652-2-2197
PASI at baseline 0-9530154 0-046015% —1-00 0-319 0-866961-1-04761
Age 1-139714 0-7727304 0-1% 0-34/ 0-301/713—4-304411
Age on disease onset 0-8242711 0-5556674 —0-29 0-774 0-2129115-3-089518
Duration of psoriasis 0-8596537 0-577371 —0-23 0-321 0-23047743-206408

CI, confidence interval; PASI, Psoriasis Area and Severity Index. Log likelihood = —31-666019; Number of obs = 51; LR chi2(5) = 6-88;
Prob > chi2 = 0-2299; Pseudo R2 = 0-0920.
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TNF-2 Gene Polymorphisms: Association with
Disease Susceptibility and Response to Anti-TNF-a

Treatment in Psoriatic Arthritis

Giuseppe Murdaca®, Rassella GullP, Francesca Spand’, Francesca Lantieni”, Martina Borlanda®,
Aurora Parod®, Paola Mandidh® and Franceson Puppo”

The tusmor mescrosis factorea { TAF-2) gene has besn proposed a5 a major candidate gene in psoriatic arthritis (PsAL
THF-z is a therapeutic target for patients responding poorly 0 comeentional treatments. We investigated the nobe
of sing le-nucleotide polymonphisms (S8Ps) at positons — 256, — 308 and + 459 of the TP gene in the genetic
susoeptibility to PeA, in the severity of the disease, and, finally, in the response to T Fax iniibitors (adalimemab,
etnercept, or inflicimab L Fifteseven Cascasian PsA patienits and 155 healthy matched contro s weere stodiod. The
SHF + 489 variant allele A was signifcantly associated with PSA sesoepti bility (P = 0UM36) and severity of climical
(Psorags Area and Seventy Index score Amencan College of Bheomaiology orteria, Disease Activity Soone 25,
and Dimbility Index Health Assesament Questionnairel and Bbomtory C-reactive protein and  endthinoc ye
sedimentation rate] parameders Povalees ranging from LINE to 2908 x 10~ ). The differenoe in severity was
atcounded for by the differences between the AA and GA genobpes wath respedct to the GG genotype. The SHP
+ #59A allele shows a trend of association with the esponse o0 BA treatment with etanerospt These fimdi ngs
suggrest 3 role of the SKNF + 869A allde in the susoeptibilty and severity of PsA

kenvoml of Loty Decrstolopny CAN 5 1M, 250052 30 dizect G000 20141 29; pubiinhed online 3 Apnd X004




2TOXOI TNG MEAETNG

% ZTnV MEAETN auTh EAaBav HEPOG 57 aoOeVEIG HE YWPIATIKI
apOpiTida kKal 155 vy dtopa wg ouada eAEyxou.

= AigpeuvhnOnke o pOAOG TWV TTOAUHOPPICHWY NOVWV
VOUKAgoTIOIWYV (single-nucleotide polimorphisms, SNPSs)
oTIG BEoeig -238, -308, +489 Tou yovidiou TNF-a wg TTpog

- Tnv TPodiIddeon avaTrTu¢ng YwpeIlaoikng apdpitidag
- Tnv BaputnTa TNG VOOoOU
- Tnv avTatrokpion oTig BepaTreieg pe anti-TNFa

mmapayovrteg (adalimumab, etanercept, Infliximab)



ATToTeAEOUOTO

= O SNP +489 A ptropei va
gTNPEAcel TNV Tpodiddeon Tahle 5. SNP + 409 genotype counds and fregquencies

AVATITUENG WWPIACIKNAG amang responder and non-responder patients treated
apBpiTIdag Kadwg Kal TNV with TAF-2 mhibitors
BapuTnTa TNG VOO OU. £ L o o RE adamumak

SMF 448 K. HE, k. K, k. MK,
o e Wil Wi N N N N

= O SNP +489 G poiadel va

T Oa’ €1 ThV aVTa'lTéK o i, i iy L Wy iy 115 3 e Lt
p V rl p n iy 10 i L i il i id0 Al F R LT
OTO etanercept.
s I8 b 4 A FER O 1MEs 4 144
Icta - i1 i Al 13 i
- z Abbreeatars: MNE non-respondes £ espomde s 55 onpls-muce ohrkls
= O SNP +489 A poidadel va rabyeraepsbiser: THE, e s Ccta g

TTPOAYEI TNV AVTATTOKPION
oTto adaliumab.
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Clinical relevance of immunogenicity of biologics
In psoriasis: Implications for treatment strategies
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ADAS oTnVv ywepeiaon

Table 1 Summary of available data on ADAs in psoriasis”
Biological drug Molecule Mo of studies Noof patiemts = ADA (%) Aszociation of ADA with:

Clinical response  Adverse events

a4

Adalimumab™ Humanized MAD 4 1194 646 Yes Mo
Brodalumab*® Humanized MAb 1 160 50-9.8 - -
Certolzumab pegol’'  PEGylated Fab 1 188 425 Mo -~
fragment of humanzed MAD

Etanercept'=-"=" Fusion protein 4 2138 1.1-18.3 Mo Mo
Golimumab® Humanized MAb 1 405 54 — —
Inflixima b= =4 Chimeric MAD 5 675 19.5-51.5 Yes Yes
Secukinumab*** Fully human MAD 2 413 0 - .
Ustekinumab=** Fully human MADB 3 2328 3.8-5.1 Yes No

“Integrated analy=is of 14 clinical trials.
ADA, antidrug antibody; MADb, monodonal antibody.




MpoTeIvOUEVOG OAYOPIONOG

In patients with an
optimal response,
continue treatment

Switch to a different
THNF inhibitor

J
Start Suboptimal Measure
treatment In patients with a loss of ™ drug levels | [ ADA levels

response after a good
response or suboptimal
response, consider

monitoring serum drug
trough levels Optimal Switch to a biologic
drug levels with a different

Increase drug dose
or dosing frequency
where indicated*

mechanism of action

*ADA-negative patients who continue to show suboptimal drug levels
and response, even after increased dosing, may need to switch to a different drug.
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Body mass index in patients with moderate-to-severe
psoriasis in Spain and its impact as an independent risk
factor for therapy withdrawal: results of the Biobadaderm

Registry
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Biobadaderm

Spanish population

0% 20% 4% 6% 8% 100%
Spanis h population Biobadaderm
m Normal 16347600 369
W Overweight 13282300 459
M Obesity S645700 334




AlakoTr) TNG BepaTtreiag AOyw EAAEIYNG

OTTOTEAECHATIKOTNTAG

Category Number of Withdrawals Patient- Rate of withdrawalks due to lack Survival of the drug up to lack of
treatment due to lack of years of effectiveness effectiveness
cycles effectiveness
Incidence rate RR associated Log-Rank Test Log-Rank Testfor
(1000 person- with a S-unit of differences trend associated
years) increase in in survival with ordered
BMI (95%: Cl) (P value) BMI group (P value)
Biologics
All patients with G626 180 o8V 182
biologic therapy
Mommal weighit 202 56 343 163 1.14(0.98-1.31) 0.03" 0.04"
Crhver-weight 239 59 383 154
Obese 185 65 261 249
Classic systemic drugs
All patients with 536 B G674 128
classic systemic
therapy
Momal weight 167 23 206 111 0.59 (0.90-1.39) 0.30 0.14
Orvenweight 220 34 280 121
Obese 1449 29 187 154
"oiratified by drug




AlakoTr TNG Bepatreiag AOyw avemmiOupunTwy

EVEPYEIWV

Category Humber of Withdrawals Patient-years Rate of withdrawals due to adverse Drug surdval up to adverse events
treatment diue bo adverse events
cycles evenits
Rate RR associated with Log- Rank test of Lof-Rank Test for trend
{peeer 1000 S-unit increase in differences in associabed with ordered
[T SOMN-YEArs] BMI B5%C1 surdval |P value) BMI group (P value]
Bindigans
Al patents on Dologas 628 53 9a7 54
herapy
horrrial wegihi 202 12 343 a5 141(1.08-181)" 005" Q.8
Crardsight 234 20 383 32
Ol 185 Fa 2161 an
Clarss i s yslamis theragy
Al patents with dassic 338 L 674 105
systermic therapy
orrral wagiht 167 18 208 ar 112088143 0.435 057
Chardsight 220 34 280 14
Ot 51 149 19 187 1M
"Sratifed by dnig
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Avaykn vid NPAKTIKEG OUOTAOCEIC TNG
KAIVIKRG O1aXEIPIONG TWV ACOEV@WYV

Definition of treatment goals for moderate to severe psoriasis:
a European consensus

N

APASI250<75 APASI2 75

l

Modify DLQISS
treatment regimen :

Moadification strategies: T—r—
® Increase the dose =
= Reduce dose intervals treatment regimen
= Add a topical agent

= Add another systemic therapy
= Change the drug

A= In comparison to baseline
DLQI, Dermatelogy Life Quality Index; PASI, Psoriasis Area and Severity Index

Mrowietz, U, Kragballe, K, Reich, K et al., Arch Dermatol Sept. 2010
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A consensus report on appropriate treatment optimization
and transitioning in the management of moderate-to-severe
plagque psoriasis
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As there is limited information on systemic and biological treatment optimization and
transitioning in routine clinical practice, this study aimed to provide practical guidance
on treatment optimization and transitioning for moderate-to-severe plaque psoriasis.

Mrowietz. U, De Jong.E, Kragballe. K, Langley.R, Nast.A, Reich. K et al. JEADV 2013



AvayKn yiO TTPOKTIKEG CUCTAOEIC TNG
KAIVIKAG OlaxEipiong Twv aocBevwy

A consensus report on appropriate treatment optimization
and transitioning in the management of moderate-to-severe

plaque psoriasis

Baoika Bspara:

+ BeAtiwon otn diaxegipion Twv acOevwy utrdé KAaoiki | BIOAOYIKA
CUOTNMATIKE BgpaTtreia

+ MetdBaon atrdé KAAoIKA cucTNHATIKA Oepatreia og BIOAOYIKO
TTapayovrta

+ MetdBaon amrd éva BIoAoYIKO TTapayovTa o€ Evav AAAo



consensus

+ >uoTaon yia xpnon KukAoonopivng kar MTX.

+ MeTdBaon ano pia napadoaoiakn o€ hia BloAoyikn Bepaneia ynopei va
YIVEI:

1. AneuBeiac i pe emikaAuwn (EAAEIYN
AnOTEAECHATIKOTNTAG)

2. Me BepaneuTikO dl1aAsippa (acpaleia)
+ H ouvduaoTikn Bepansia ynopei va €ival anoTeEAECHATIKN.

+ >uoTaon yia ocuvexn Bepansia 0oov a@opd Toug BIOAOYIKOUC
napayovTeC.

Mrowietz. U, De Jong.E, Kragballe. K, Langley.R, Nast.A, Reich. K et al. JEADV 2013



IIowc 0o umopovoe va emitevyOel o
KOAVTEPT] GLUUOPPWGT;

+ Axpooon — EmBOouicg

+ Lumotooovy
* 2opeic mAnpopopiec (Ypomtéc)— peaioTikodg
OTOYOVG
+ Elatouixeouévny Oepareio —
(eCavtinon OspamevTiKwy OVVOTOTHTWY EVOS POPUCKOD,

oLOTA0N VIO ATTWAELD, POPOVS KAT )

+ Eviuépwon yia tig ETITTWOEILS TS UN-TPOCHAWONS GTHY
Oepomevtikn aywyn

+ Na sivor vmevLBVVOIL yia th Ocpamsio Tovg




ATOTELEGUATIKOTNTA, OGPIAELN KO GOUUOPPMOOT)
TOV 060evav

IIpovmo0éoerc:

doworn Anyn the Oeparncioc ka1 tpnon opiousvav
pooikav kKavovawv.
dApuovikn ovvepyaoio uetald aobevoic ko

Ocpamovtog 10tpod yio tnv EMITEVCH TWV KOADTEPWV
Ocpomevtikwy amoteieouaTmy.







L B R
vjolsiiel, '
|4 ’
. S Rl ' l
= =

MY WAY WS
A F

ojolsio)

MY WAY







