


Avénuévo cwpatikd Bapog

KOl vToroKplom otn Oeparteia




8 weeks (n = 2,368) 16 weeks (n = 2,042)

PASI-75-  PASI-75+  OR PASI-75-  PASI-75+  OR
BMI
20 | 91(83)  65(4L7) [136(A94-1.96) 54(410)  78(59.0) [1.25 (0l84-1.84)
20-24 | 511(645) 281(355) |1 313(463) 363 (537) |1
2529 | 498 (65.1) 267 (349) [0.96%0.78-1.19) 321(48.7) 338(513) [0.90]0.72-1.12)
>30 | 404(70.9)  166(29.1) [0.73§0.58-093) 296 (57.6) 218 (42.4) |0.620.49-0.79)
x* trend 10.48 18.7

p=0.001 p < 0.0001

BMI>25: Mepitrou 10% - 40% peEIWHEVN
AVTATTOKPIOT OTn BgpaTreia

Conclusion: The BMI affects the early clinical response to
systemic treatment for psoriasis.

Naldi L, et al. Dermatology 2008; 217:365-373.



Katovoun acBevwv avédoya pe to deiktn pHélog wpatog

~60%

n=2368

L1 AtnoBapeic BMI<20
i QuoloAoyikoi BMI 20-24
M YnéppBapol BMI 25-29

.1 Nayvoapkol BMI 230

Naldi L, et al. Dermatology 2008; 217:365-373.



Enidpaon tov BMI otnv avtamdkpion tg

Oepameiog pe Etanercept

AutAn) Tud AT Tuxoomompévn peAétn éwg
nv EBS.12 pe erkovikd Gpdppaxo kot otn
OUVEXELX AVOLKTT) HeAéTN éwg TNV €B3. 48

a

Etanercept 2x5omg

BIW (n=618)
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82%

18%

M BMI<25
L BMI=z25

MocooTd acBevwv (%)

Avtamoxkpion PASI-go (EBS. 48)
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>% n=188 n=248 n=59
0%
ducioloyikoi YTréppapol Maxuoapkol YTrepRoAlkd
BMI<25 25<BMI<30 BMI>30 TTaXUC AP KOl
BMI>40

Strober B, et al. J Am Acad Dermatol 2006;54:AB220.



Enidpaon tov BMI

Oepameiog pe Adalimumab

YmnoavdAvon tng peAétng REVEAL ddong
III peAén €éyxpiong tov ADA otnv Ywpiaon

Adalimumab 40 mg
EOW / placebo
(n=1212)

18%

[/ ‘  BMI<25
4 BMI225

82%

MoocooTé aoBevwv(%)

[ 0TIV AVTOTTOKPLON TNG

Avtamoxkpion PASI-75 (EBJ. 16)

R

80% T 750%

70%
60%
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40%
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20%

10% n=273

n=395

0%
duoioAoyikoi Yméppapol
18,5<BMI<25 25sBMI<30

MaxuoapKol
BMI230

Menter A, et. al. J Am Acad Dermatol. 2010 Sep;63(3):448-56.



Efficacy and safety of ustekinumab, a human >
interleukin-12/23 monoclonal antibody, in patients with
psoriasis: 52-week results from a randomised, double-blind,

placebo-controlled trial (PHOENIX 2)

Kim A Papp, Richard G Langley, Mark Lebwohl, Gerald G Krueger, Philippe Szapary, Newman Yeilding, Cynthia Guzzo, Ming-Chun Hsu,
YuhuaWang, Shu Li LisaT Dooley, Kristian Reich, for the PHOENIX 2 study investigators*

To uwnAorepo owuartiko BApoc ammoTeAsi aveéapTnTo
TTOOYVWOTIKO TTapAyovra UEPIKNS aQvTaTTOKPIONS OTO
Ustekinumab

Papp KA, et al. Lancet 2008; 371:1675-84



MeAeteg SPIRIT, EXPRESS kou EXPRESS II:
~ 80% eiyorv cvénuevo cwpatikd Bapog (BMI>25)

Karavoun acBevwyv avaloya pe 1O
O¢gikTn Halag CWHATOG

Infliximab Placebo

0 of 1 PuoI0AOYIKOI
LN U850 N BMI<25

M Yméppapol
25<BMI<30

® [Mayvoapkol
BMI=30

n=1123 n=336

Reich K, et al. Psoriasis Forum 2008;13(1):21-33



MocooT1d aoBevwv (%)
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Entidpaon tov BMI otnv avtamokpion tnc

Avtamoxpion PASI 75 (EBJ. 10)

ducoioloyikoi
BMI<25

Oepameiog pe Infliximab

YmépRapol
25<BMI<30

¥ Combined group
1 Placebo

H arroreAeouarikornra
rou Infliximab @aiverai
va givar aveéaprntn
Tou BMI kai araBepn
UETAEU TwWV UTTOUAO WV

MaxugapKol

BMI230

Reich K, et al. Psoriasis Forum 2008;13(1):21-33
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50% Ttwv xoBevwv e Ywpiaon mou éAaPov Infliximab

netuyov PASI75 otic mpwteg 2 €fdopadeC

1007

P<0,001 87,9%

80 |

60 |

40

AoBeveic % pe PASI75

20

5,9%

0 2 6 8 10

ElKOVIKO Appako EBSopddes

B [nfliximab 5 mg/kg

Gottlieb AB. J Am Acad Dermatol. 2004
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THERAPEUTICS British }nurnalnf[)ama:ulﬁgyr

Efficacy of biologics in the treatment of moderate to

severe psoriasis: a network meta-analysis of randomized

controlled trials
K. Reich, AD. Burden,* .M. Eatont¥ and N.5. Hawkins

Br ] Dermatol. 2012

Ranking 1 2 3 4 5 6 7 8

Treatment
e [FX had the highest Infliximab 0-93 | 0-06 | 0-01 | 0-00 | 0-00 | 0-00 | 0-00 | 0-00
predicted probability Of Ustekinumab 90 mg | 0-06 | 8-84 | 041 | 0-01 | 0-00 | 0-00 | 0-00 | 0-00

response at PASI 75 (80%) &
PASIgo (57%)

Ustekinumab 45 mg 0-01 | 042 | 0-79 | 009 | 0-00 | 0-00 | 0-00 | 0-00

Adalimumab 0-00 | 0-02 | 009 | 0-80 | 009 | 0-00 | 0-00 | 0-00

e Followed by UST gomg UST Etanercept 50mg | 0-00 | 0-00 | 0-00 | 040 | 8:90 | 0-00 | 0-00 | 0-00
)
45mg, ADA’ ETA Etanercept25mg | 0-00 | 0-00 | 0-00 | 0-00 | 0-01 | 3:98 | 0-01 | 0-00

Efalizumab 0-00 | 0-00 | 0-00 | 0-00 | 0-00 | 0-01 | 0-99 | 0-00

Placebo 0-00 | 0-00 | 0-00 | 0-00 | 0-00 | 0-00 | 0-00 | 1-00

Fig 2. Probabilities of treatment rankings, first, second, third, etc. by

efficacy according to PASI 75 response.




ORIGINAL ARTICLE  JEADV 2017

Secukinumab administration by autoinjector maintains
reduction of plaque psoriasis severity over 52 weeks:
results of the randomized controlled JUNCTURE trial

J.-P. Lacour,'* C. Paul,? S. Jazayeri, P. Papanastasiou,* C. Xu,® J. Nyirady,® T. Fox,* C. Papavassilis*

Table 2 Efficacy responses at Week 52

Responses, % Secukinumab Secukinumab
300 mg (n = 60) 150 mg (n = 61)

Multiple imputation

IGA mod 2011 O 69.6% 60.2%

PASI 75 81.4% 75.2%

PASI 90 64.1% 57.4%

PASI 100 38.8% 33.1%

MNon-responder imputation

IGA mod 2011 O 68.3% 55.0%

PASI 75 80.0% 70.0%

PASI 90 63.3% 53.3%

PASI 100 38.3% 30.0%




=C Infliximab 5 mg/kq (per protocol) —0— Placebo to inflximab 5 (per protocol)
—e— Infliximab 5 mg/kq (per pre-specified) e

== PFlacebo to inflodimab 5 mg/kg (pre-specified)
B 75% improvement in PASI E

75% improvement in PASI

C 90% improvement in PASI F 90% improvement in PASI

1

0

— ?5_ A) — 0
£ 504 -
X
= 25— -

0 1 TT T _1 1 I

02 6 1014 27242630 38 4650

1014 22242630 38 4650
Weaks

Weeks

Reich K, et al. Infliximab induction and maintenance therapy for moderate-to-severe psoriasis: a phase III,

multicentre, double-blind trial. The Lancet 2005; 366:1367-1374.



2npovtikn PeAtiowon tng WO pe to IFX otig 24

efdoucdec Oepameiog

EXPRESS

100 1 .1 Placebo
3 %0 7 M Infliximab
S 80
=
o o 70 -
b Q 60 - 56%
czEn
S Z < 4
2 S 5
w W
Q@ 3 20 -
3 Z 10 - Baseline EBO 24
22 (NAPSI = 7.0)  (NAPSI = 0.0)

Z S
-10 - -3,2%

Reich K, et al. Lancet. 2005;366:1367-1374.



YynArotepn amoteAeopatikdtnta tng PO pe to [FX og oxeon

1Le Toug urtodoploug TNF-i

Meon Bektiwon tou Geiktn NAPSI (%) oe oxéon pe v apxikn eéraon (EBGopaba 22)

Infliximab [n=14] Etanercept [n=14) Adalimunab [n=1£4]

Méan Behtlwon (%)

-63,7%" _45,0%++*

-89,2% M=42 dnou 20 aoBeveic pe wwploon ko 22 pe WA ** p<0.005; *** p=0.001.

Mpooapuoyn atrd Schmitt J et al., Br J Dermatol 2008 Sep;159(3):513-26; Saraceno R et al., 2008 Br
J Dermatol 2008;159:pp1386—1428 Abstract #P47



DERMBIO: Mntpwo acOevwv pe Ypwpioon vro anti-TNF

NMooooT16 TTapauoOVAG aoBevwy oTn Bepartreia pe anti-
TNFa rapayovreg ota 4 £1n (n=747)

(b)
= 101 - Adalimumab
% -~ Etanercept
7 i -~ Infliximab
S
o 70% ue Infliximab
© 064
=
8 - 40% pe Etanercept
s} .
5 40% pe Adalimumab
(o)
2 02-
o
=2
g Hazard ratios (HRs) for factors
O 0:07 determining drug survival were

: ! : > = ; . . ’ calculated by logistic regression.
0O 6 12 18 24 30 36 42 48

Time (months)

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



[Tw¢ epunvevetou TO PEYXAUTEPO TOGOGTO

nopopovic otn Oepameia pe Infliximab;

Ipnyopo arotéAeopa

YynArotepn
QTOTEAECUATIKOTI T

To mocooto AE eivou mapoporo
pe Ti¢ utoroureg anti-TNFa
Broroyixeg Oepameieg xou
XOXHTAO

H evdodAréPro yopnynon
eEoodaAilel vPnAoTep
cUpHpOpdwon

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

To 1° Broopoeld€é¢ povokAwviKO avticwpa(mAb)
gykekpiuevo amo tov FDA/EMA

Pevpoaroedng

ApBpitida * Noboog Crohn*
AyxvAomoumtikn «  EAxadng o ‘Pwpiao']]
KoAitido*

YmovivAitido

Ywproowkn
ApBpitida

* Kou toudid >6 etwv

http://gabionline.net/../EMA-approves-first-monoclonal-antibody-biosimilar.



http://gabionline.net/Biosimilars/News/EMA-approves-first-monoclonal-antibody-biosimilar

First experience with therapy of severe forms of psoriasis with biosimilar
infliximab

M. Tichy, R. Kopova, J. Sternbersky

JEADV 2016, 30, 446-556

* 3 avdpeg/1yvvaika pe cofapn Ywpioon
* 3/4 + bwplaoikn) apdpitida
* Aoon: 5 mg/kg biosimilar infliximab

* Follow-up: eBdopdadec 0-14-30




First experience with therapy of severe forms of psoriasis with biosimilar
infliximab
M. Tichy, R. Kopova, J. Sternbersky

JEADV 2016, 30, 446-556
* 45 €TWV AVOPUC
* Wwpioon
* 5mg/kg b. infliximab

PASI score
* week 0:48.2

* week14:5.6

* week 30:2.4




2 VUTTEPAOUXT

N amoteAecpATIKOTNTH KAl ) 0 AAEL TOU BLOOHOELSOUG
NTaV avaAoy”n pe TNV avadepOUEVN YIX TO GAPLOKO
oavabopdc”

“KAWVIKEC EKONAWOCELG AVOTOYOVIKOTNTOC, AVTIOPACEWY KATA
Vv €yyvon 1 dAAec AE dev SiamiotwOnkov”

M. Tichy, et al. JEADV 2016, 30, 446-556



The infliximab biosimilar in the ®
treatment of moderate to severe Cossark

plaque psoriasis

Paolo Dapavo, MD," Igor Vujic, MD,” Maria Teresa Fierro, MD,"
Pietro Quaglino, MD," and Martina Sanlorenzo, MD"
Turin, Italy, and Vienna, Austria

Cohort 1 ,
Switch
30 [FX .
Follow-u
237 ws (14-576) P
35 Ps pts 23 weeks
(13-33 ws)

Cohort 2
5 CT-P13

—

J Am Acad Dermatol 2016;75:736-9.



AmotedeopatTa

Cohort 1:

*PASI & VAS dev eiyov oTaTIoTIKWC onpovTikni dladopd TpLv Kol HeTd To switch, oto
téAo¢ tou F-UP (P > .05)

Cohort 2:
*PASI 75 tnv 101 £fdopcda
*Amovoia AE



NOR-SWITCH Study implemented by the Norwegian government’

Randomized, double-blind, parallel-group 52-week safety/efficacy study

* Objective:
To assess the safety and efficacy of switching from Remicade
to the biosimilar treatment CT-P13 in patients with rheumatoid

arthritis, spondyloarthritis, psoriatic arthritis, ulcerative colitis,
N O R Crohn’s disease, and chronic plaque psoriasis

<> * N=500 (Estimated)
SWITC H * Anticipated completion:
January 2017

o Estimated Primary Completion Date:
July 2016 (Final data collection date for primary outcome measure)

1. ClinicalTrials.gov. The NOR-SWITCH Study. Accessed April 2016.

18



40 Study centers

PATIENTS

481 Patients

M Psoriasis

B Rheumatoid Arthritis
B Ulcerative Colitis

B Crohn's Disease

B Psoriatic Arthritis

B Spondyloarthritis

T. Kvien et al. Biosimilar Infliximab is not inferior to originator infliximab results from the
52-week randomized NOR-SWITCH Trial
United European Gastroenterology Week, Vienna October 2016,



Change in Disease Measures
From Baseline

Rate Difference

(95% CI)
FO};ysician's global assessment of disease activity (o— 0.00 (1.62) 0.11 (1.56) -039-0.09
Patient's global assessment of disease activity (0-10) 0.43 (1.87) 0.30 (2.20) -0.37-0.29
Log,, erythrocyte sedimentation rate (mm/h) 0.019 (0.254) 0.006 (0.308) -0.065-0.028
Log,, C-reactive protein (mg/L) 0.020 (0.345) 0.023 (0.419) -0.086-0.038
Log,, fecal calprotectin (mg/kg) 0.035 (0.506) 0.096 (0.477) -0.118-0.177
Harvey-Bradshaw Index (CD) 0.26 (2.35) 0.49 (3.15) -1.14-0.33
Partial Mayo score (UC) 0.09 (1.28) -0.17 (1.68) -0.30-0.59
BASDALI (SpA) 0.25 (1.01) -0.15 (1.38) -0.50-0.47
ASDAS (SpA) 0.07 (0.59) -0.19 (0.67) -0.27-0.24
DAS28 (RA, PsA) 0.30 (0.98) 0.08 (0.93) -0.08-0.61
CDAI (RA, PsA) 1.51 (5.54) 0.67 (3.94) -0.35-2.94
SDAI (RA, PsA) 1.56 (5.67) 0.69 (4.41) -0.68-2.86
PASI (Ps) -0.50 (1.88) -0.44 (1.87) -1.10-0.55




Article type  : Research Letter

Infliximab biosimilar CT-P13 in the treatment of chronic plaque psoriasis. Data

from the Psobiosimilars registry

P. Gisondi,' L. Bianchi,”> A. Conti,” P. Dapavo,® P. Malagoli,” S. Piaserico,° F.

Savoia,” F. Prignano® and G. Girolomoni' May 2017

» Aim: effectiveness and safety of infliximab biosimilar CT-
P13

* No. patients with psoriasis=204, registered in the
Psobiosimilars registry from July 2015 to December 2016




Cohort 1

[FX( n=122) Follow-up

204 ps pts o

Cohort 2

CT-P13
(n=82)

Br ] Dermatol 2017



Results

« Switch to CT-P13 does not 35.
result in significant change
in clinical response or AE 25-

* CT-P13 is effective in naive
patients with a PASI
reduction being in line
with that reported for the
originator




“Ta Broopoetdn Svvnrika pumopovv va ditxpuiaéouvy yia T
OUCTIJUOTA VYELOC ONUAVTIKA XPUATIKX TOOU KO VX
avénoouv tnv mpocPuaocn mepIoadTepwV aobevwy oe
Ocpaneieg-(wri¢ (life-changing treatments)

Jorgen Jahnsen

Prof. Gastrenterology, University of Oslo, Norway
Co-author of the NOR SWITCH study
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