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Mepiypappo TNC mapouoioonc

20ykpion TNFi — IL-17i otnv AykuAomowntikn ZriovouAitida (AZ)
= JUyKplon dedopEvwv ta&ng
= AMOTEAECHATIKOTNTA
= Aodaleia
= Atapopomnoinon o€ EL6LKA XAPAKTNPLOTIKA TG AZ

" YiapxeL dtadopa otnv pokpoxpovia EKpaon;




To ¢aopa tnc onovdéulapOpitidac (2ZMA)

Reactive arthritis

Non-radiographic Psoriatic Arthritis
axial SpA

Arthritis with inflammatory
bowel disease

Ankylosing Spondylitis

Undifferentiated SpA
Cosentyx is indicated for the
treatment of active ankylosing ~ — ~
spondylitis in adults who have
responded inadequately to Predominantly Peripheral
conventional therapy. SpA

ASAS




TpoTtrotroinuéva KpITAPIa TNG NEag YOpKNG yia
TNV AyKUAOTTOINTIKI OTTOVOUAQpPOBpiTIOO (1984)

1. KAiviIkG KpITHPIA:
o OcouaAyia kal duokauwyia > 3 UAVEG TTOU BEATIWVOVTAI JE
doknon aAAd Ox1 uE avaTTauaorn.

B. [Mepiopiopdg TNG KIVNTIKOTATAG TNG OM22 o€ ofeAIaio Kal
METWTTIAIO ETTITTEDO.

Y. [MepIopIoPOC TNG EKTTTUENG TOU BWpPaKa o OXEON ME
(PUOIOAOYIKEG TIMEG TTPOCAPHUOCHEVEG OTNV NAIKIA KAl TO QUAO.

2. AKTIVOAOVYIKO KPITAPIO:
Ap@oTepdTTAEUPN 1EPOAQyOVITIOO > 2°¢ BaBuou 1§ eTepdTTAEUPN 3-4°Y
Babuou

Opi1oTIKR ayKUAOTTOINTIKN] CTTOVOUAITION £AV TO OKTIVOAOVIKO
KPITAPIO CUVUTTAPYXEI UE TOUAGXIOTOV 1 KAIVIKO KPITAPIO

van der Linden S et al. Arthritis Rheum 1984;27:361 As'qs




2Uykplon TNFi — IL-17i otnv AZ népav tng 22

AnoteAeopaTikOTNTA Acdalela
= NMepidpepikn apOBpitida - I\OLp.wﬁe'lg

= Kouwecg
" |ptdokuKAiTLd = TBC

" KOKKLWHATWOELG AOLUWEELC

" Wwplaon = Avalwnupwon nratitidog B
= NMepidpepikn EvOeoonaBela = JUOXETLON ME VEOMAQOHOTAO
' . " Emoywyn autoovocwv
= PAsypovwdnc vococ Tou ! ,
'Vl-l ns S cuvopopwv (ZEA, pwpiaon,
EVTEPOV voooc tou Crohn)

= NeupoeKPUALOTIKA voorjLorTOL




BloAoyikoi mapayovtec evavtiov TNFa kot IL-17

Guselkumab
Tildrakizumab

|— Ustekinumab —|m Brazikumab

IL- 12 Briakinumab IL-23 Risankizumab
1 _ Mirikizumab

Ixekizumab

@ ABT-122 @
COVA322

ABBV-257

Perakizumab
CNTO 6785
CJM112

_______ BCD 085
Infliximab S - — g ----t SCH-900117
Adalimumab i X!
Golimumab ALX-0761 —1 @ @ ¢ 0 0 @ .
Certolizumab RG 7624 AT ILATAF IL7A | LazE LA7C 1478 IL7D
Etanercept | ~ | = ==000 0= eme-——————-- '

Rl EEEEE " |
\/ IJ N N

€%

v

TNFR1/TNFR2 IL-17RA/C IL-17RA/B IL-17RA/E  IL-17RB/? IL-17RD/?
/ T
Broad Neutrophil recruitment and Th2 induction Undefined pro-inflammatory
inflammatory defence against Th1 inhibition effects
effects extracellular pathogens Th17 inhibition
(esp. fungi)

Baker KF, Isaacs JD. Ann Rheum Dis 2017;0:1-13



Ot avti-TNF napAayovtec mov XpnoLHOMoLoUVTAL OTNV
KAwvIkN tpaén 6&v eiva idlot

infliximab eltgnercep_t ) gdalimumap }
A\ X 4 QO X4 Yrapyxouv petaél toug StadopEc
Human L,'__A Human ]\T‘ Human thv Az} téoov otnv
Feyl Fert [ | Fert || ’ ’ ’
1 | \ aroteAecpatikotnTa 0cov adopad
TG e€wapOpLKEC EKBNAWOELS, OO0V

rertolizumab pegol JelimEmet KoL 0TV aopaAera
Humanized Fv A/ . \ \ "‘/_,j."' /
(murine CDRs) '\\/\\ \ \)_:_/ 2
\ \ A \“\'\‘ N £
y. ,‘,:,? Fab' X /'\“ \_t,‘_"

Polyethylene ‘%

glycol

Feviko ovopa
(Eumopikd ovopa)

Mnxaviopog Spaong Mopilakn dopn

AvaotéAAeL To TNF onpatoS0TIKO povormartt

Adalimumab (Humira)? \ MARpwg avBpwrnivo mAb

( ) bAEYLOVAC fpw¢ avop

Certolizumab Pegol AvaotéAAeL To TNF onpaToS0TIKO povomartt E§avOpwMIOpEVO KAAGHO OVTLOWHLOTOG
(Cimzia)? dAeypovng Fab

Aeopevetal and tov TNF Kol arnmoTpEmnEL Tig

3
Etanercept (Enbrel) AAANAEMS PAOCELG E TOUG KUTTAPLKOUG UTIOSOXELG

Npwrteivn obvtnéng unodoxéa

AvaotéAAeL 1o TNF onUatoS0TIKO LOVOTIATL

Golimumab (Simponi)* ,
(Simponi) dAeypoving

MARpwg avBpwrnivo mAb

AvaotéAAeL 1o TNF onUaTtoS0TIKO LOVOTIATL

Infliximab (Remicade)’ ,
( ) dAeypoving

Xipoptké mAb




Table 2 Clinical assessment of axial spondyloarthritis

BASDAI® Questions Calculation
1. How would you describe the overall level of fatigue/tiredness you have Assess each question on a numerical rating scale (NRS) of 0 (none)
experienced? to 10 (very severe), alternatively, a VAS can be used for questions
2. How would you describe the overall level of ankylosing spondylitis neck, ~ 1-5 (NRS preferred by ASAS)
back or hip pain you have had? Calculation of BASDAL:
. . S » Compute the mean of questions 5 and 6
3. How would you describe the overall level of pain/swelling in joints other ;
: » Calculate the sum of the values of question 1-4 and add the
than neck, back or hips you had? 2
i ) result to the mean of questions 5 and 6
4. How would you describe the overall level of discomfort you have had from ), puide the result by 5
any areas tender to touch or pressure?
5. How would you describe the overall level of morning stiffness you have had
from the time you wake up?
6. How long does your morning stiffness last from the time you wake up?
ASDAS™# Parameters Calculations

Improvement criteria
ASAS 20

ASAS 40°'

Remission criteria
ASAS partial remission®

ASDAS inactive disease®*

1. Total back pain (BASDAI question 2)

2. Patient global assessment

3. Peripheral pain/swelling (BASDAI question 3)

4. Duration of morning stiffness (BASDAI question 6)

5. C reactive protein (CRP) in mg/L (or erythrocyte sedimentation rate (ESR))
(the lowest value for CRP can be 2mg/L)

Improvement >20% and absolute improvement of =1 unit (on a scale of
0-10; or 10 units on a scale of 0-100) in at least three of the four following
domains:

Patient global assessment
Pain
Function (BASFI)®?

Inflammation (mean of morning stiffness-related BASDAI VAS scores for
questions 5 and 6)

No worsening of =20% and =1 unit in the remaining domain

Improvement >40% and absolute improvement of >2 unit (on a scale of
0-10; or 10 units on a scale of 0-100) in at least three of the four following
domains:

Patient global assessment
Pain
Function (BASFI)*?

Inflammation (mean of morning stiffness-related BASDAI VAS scores for
questions 5 and 6)

No worsening at all in the fourth domain

A value not above two units on a 0—10 scale in each of the four domains:
patient global, pain, function, inflammation (mean of morning stiffness-
related BASDAI VAS scores for questions 5 and 6)*

ASDAS <1.3

ASDAS-CRP: 0.121 x total back pain+0.110 x patient
global+0.073 x peripheral pain/swelling+0.058 x duration

of morning stiffness+0.579xIn(CRP+1); ASDAS-ESR:
0.113xpatient global+0.293x,/ESR+0.086 x peripheral pain/
swelling+0.069 xduration of morning stiffness+0.079xtotal back
pain

Assess each question on an NRS of 0 (none) to 10 (very severe)

H aéloAoynon tn¢
Oepameioc twv ZMNA
Baoiletol OTLC OTTAVTNOELG
TwV alcOevwv

Smolen JS, Ann Rheum Dis 2018;77:3-17



AnoteAeopatikotnta avil-TNF napayoviwv otnv A2

a B TNFi BPlacebo
i 62 ASAS20 anavtnon o€ 5
60 - 57 58 58 ) )
SladopeTikeG peAETeG o€
50 - ’
aoBeveig pe Az (not head
40 - ,
to head) (amoteAéopata
30
o€ 12-24 eBdopnadeg)
20 -
10 -
0 . — ) E— ] E— S B SR N
Etanercept Adalimumab Infliximab Golimumab  Certolizumab
24 weeks 12 weeks 24 weeks 12 weeks 12 weeks

Van den Bosch F, Deodhar A. Best Pract Res Clin Rheumatol. 2014;28(5):819-27



Atravrnon ASAS 40 petda 24 eBoopadeg BepaTtreiag

%

GO WOWN =

ME avTI-TNF 1tTapayovrtec* aocBevwyv pe A

*AIOQPOPETIKEG MEAETEC, DEV TTPOKEITAI VIO ATT €UBeiag ouyKpion

60 - Avtanokpion katd ASAS40: ano 40 ewg 50%

47 48
50 45 44

39

30 -

20 - 16
12 14 13 13

10

0 - n
Infliximab'! Eikoviké Etanercept? Eikovikoé Adalimumab?® Eikoviké  Golimumab*Eikoviké  Certolizumab® Eikovikoé
pegol

. van der Heijde D et al. Arthritis Rheum 2005;52:582-91

. Davis JC et al. Ann Rheum Dis 2005;64:1557-62

. van der Heijde D et al. Arthritis Rheum 2006;54.2136-46

. Inman RD et al. Arthritis Rheum 2008;58:3402-12 Aﬂs
. Landewé et al. Ann Rheum Dis 2014;73:39-47.



'1 Prevalence of Ankylosing Spondylitis Disease
- Activity Score (ASDAS) inactive disease in a cohort
s of patients treated with TNF-alpha inhibitors

AnoteAeopatikotnta Twv TNF avaotoAEwv otnv
kaOnuepvn KAwLKA mpaén otnv A2

(A)
45,0 40,8%
34,4%

: 23.4% = 165 acBeveig pe AZ
| ‘ = ot otaBepn aywyn >6 PAVES
; = JItpoatnylki T2T pe otoxo
| f OLVEVEPYO VOGO

1,8%

=
| CRP DAS-CRF

(Moderate) High; Monti S, Mod Rheumatol 2018;28:542-549




Secukinumab otn Ospaneia tnc A2

C MEASURE Z,ESASZG Response

100
90
30
704
60
50- |
40 &

30—;1’?‘

20\

10—

Patients with Response (%)

Secukinumab, 150 mg
/"-_“_".‘-f—-_,__ . ——n
o - 4

Secukinumab, 75 mg

Placebo

!

I

O T
012 4 8

No. of Patients

Secukinumab, 150mg 72 72 72
Secukinumab, 75mg 73 73 73
Placebo 74 74 74

12 16 20 24 28 32 36 40 44 43 52

Weeks
72 72 65 65 62 63 63 61
73 73 68 67 68 66 64 61

4 74

D MEASURE 2,JASAS40 Response

100
@. 90
o 80
a
IS 704
g. 60 . _Secukinumab. 150 mE |
Q S ——
& 50 o
= .'_ ; -
= 404 T r e
= L - - . e —
8 304 T:"‘ " l o /"/‘_ — Secukinumab, 75 mg
g 1 S~
. Placeb
I acebo
& 1047 !
CH{I T T T T T T T T T T T T 1
012 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks
No. of Patients
Secukinumab, 150 mg 72 72 72 72 72 65 65 62 63 63 61
Secukinumab, 75mg 73 73 73 73 73 68 67 68 66 64 61
Placebo 74 74 74 74 74

In MEASURE 2, patients received subcutaneous injections of secukinumab (at a dose of 150 mg or 75 mg) or placebo
at baseline; at weeks 1, 2, and 3; and every 4 weeks starting at week 4

Baeten D, N Engl J Med 2015;373:2534-48




Secukinumab and Sustained Improvement in Secukinimab otnv A:

Signs and Symptoms of Patients With Active i ’ p
Ankylosing Spondylitis Through Two Years: A£80|.l£VG. 2 ETWV Gspanslag

Results From a Phase III Study

H. MARZO-ORTEGA," J. SIEPER,? A. KIVITZ,® R. BLANCO,* M. COHEN,’ R. MARTIN,® A. READIE,*
H. B. RICHARDS,” ano B. PORTER,® on Benarr or THE MEASURE 2 STUDY GROUP

A i = —4@— Secukinumab 150 mg s.c. (N=72) —J— Secukinumab 75 mgsc. (N =73) Resu Its. Of 219 randomized
o0 ot ., batients, 60 of 72 (83.3%)

and 57 of 73 (78.1%) patients
completed 104 weeks of

60 71.5%

treatment with

Percentage of responders

secukinumab 150 mg and 75

0 8 16 24 32 40 48 56 64 72 80 88 9 104 mg, respectively;

B ASAS20/ASAS40 response

¢ rates at week 104 were
. ASASA0 47.5% 71.5% and 47.5% with both
3 secukinumab doses,

,{:?;’ respectively.

0 8 16 24 32 40 48 56 64 72 80 88 96 104
Weeks Marzo-Ortega H, Arthritis Care Res 2017;69:1020-1029



Ixekizumab, an interleukin-17A antagonist in the treatment of @ "} ®)

ankylosing spondyilitis or radiographic axial spondyloarthritis

in patients previously untreated with biological disease-

modifying anti-rheumatic drugs (COAST-V): 16 week resultsof ~ IXekizumab otnv A2

a phase 3 randomised, double-blind, active-controlled and
placebo-controlled trial

100— - Placebo (n=87) ,
—- Adalimumab every 2 weeks (n=90) " (Daonq Il
—8— Ixekizumab every 2 weeks (n=83) ’
—— Ixekizumab every 4weeks (n=81) = 341 aoGsvqu
80 = 16 eBdopadec
2 ASAS40 with ixekizumab Q2W 52%
@L > __'_'_'__—-*—n
3 e A
D, A = L
. e "
A
| | T T |
8 10 12 14 16
Time (weeks)

van der Heijde D, Lancet. 2018 Dec 8;392(10163):2441-2451



Avadopec otnv BBAloypadia oe
OLLLECEC KOl EPUECEC CUYKPLOELC
OLTTOTEAEGLATIKOTNTOLC



Ixekizumab, an interleukin-17A antagonist in the treatment of @ " ®

ankylosing spondyilitis or radiographic axial spondyloarthritis
in patients previously untreated with biological disease-
modifying anti-rheumatic drugs (COAST-V): 16 week results of
a phase 3 randomised, double-blind, active-controlled and

placebo-controlled trial

Ixekizumab €vavti
Adalimumab otnv A2

100— - Placebo (n=87) ,
—- Adalimumab every 2 weeks (n=90) " (Daor]q Il
—8— Ixekizumab every 2 weeks (n=83) ’
—A— Ixekizumab every 4weeks (n=81) = 341 aostqu
80 = 16 eBSopnadec
Z
3 607 ASAS40 with adalimumab 36% _
i} ) —
: o e * Ixekizumab
= 407 e i Adalimumab
< e — - ]
W
.  w———— =u
—
| | | T |
6 8 10 12 16
Time (weeks)

van der Heijde D, Lancet. 2018 Dec 8;392(10163):2441-2451



Comparative effectiveness of secukinumab and
adalimumab in ankylosing spondylitis as assessed by
matching-adjusted indirect comparison

, Peter Nash?® @&, Yusuf Yazici*@®, Howard Thom® (2,

Walter P. Maksymowych! (@, Vibeke Strand?
, Brian Porter? (@, Steffen M. Jugl®

Matthias Hunger® (&, Chrysostomos Kalyvas’ (&, Kunal K. Gandhi®

Y - A
MEASURE 1 and MEASURE 2 . ATLAS
o (individual patient data) (published aggregate data)
= = 197 N =208
£ ® 00060600000
g
£
Baseline similarity Apply Welghtsm
\_ Hfgh Low with ATLAS mean y @ \ )
_g’ Reduced ESS Patient population is unchanged
£ ESS =120 (] N =208
E e 0000 00 o 00060000 00
0
o

Balanced populations

<

( Recalculate MEASURE 1 and MEASURE 2 (ESS) outcomes (using weights) j

-

[ Compare outcomes at time point of interest j

Maksymowych WP, Eur J Rheumatol. 2018 Dec;5(4):216-223



Comparative effectiveness of secukinumab and adalimumab in
ankylosing spondylitis as assessed by matching-adjusted indirect

z
3
[=-]

L 51] o =]
= =] =] =

Response rala ()
b3
(=]

Week 12
100

&0

Responsa raka ()
Ba =
(=] (=]

Conclusion: There were no differences observed in placebo-adjusted ASAS 20 and 40 responses up to 12 weeks

Flacebo-adjusted
ASAS 20 ASAS 40
ar.6
T 22‘ 3 2\5 B 23 4
ASAS 20 ASAS 40

W ADA 40 mg (n = 208)
Placebo {n = 107)

W SEC 150 mg (ESS = 120)
Placebo (ESS = 120)

o
Nan-placebo-adjusted
(1.01, 2.54)
100 p =0.047
& B0 53.4 it
3 ;
E GE.
% 40
&
(7]
3 20
0 A
ASAS 20 ASAS 40
Week 24 0R: 175
(1,11, 2.7 OR-1.78
100y p=0.047 (1.14, 2.82)
— — p=0. uu
# B4 Eﬂi 2
@ 53 B
@ 60
[+i]
g
& 40-
]
|:.
ASAS 20 ASAS 40
W ADA 40 mg W SEC 150 mg
(n = 208) (ESS = 120)

Mon-placebo-adjusted
Week 52
Al week 52, to match the ADA population in
ATLAS, SEC populations were poolad {ie
patients receiving active treatment plus
those who switched to active treatment from
placaba) and missing data were derived
using LOCF impulatan

W ADA 4D mg weekly ar EOW,
imcleding placebo switchers (n = 311)
W SEC 150 myg, including
placabo swilchers (ESS = 177)

OR; 1.54
100 {1.06, 2.23)
p=0.02 0.023

BO
5? ]

Response rate (%)
o
[

ASAS 20

ASAS A0

between secukinumab- and adalimumab-treated patients with ankylosing spondylitis. After week 12,

secukinumab demonstrated signs of greater improvement in non-placebo-adjusted ASAS 20 and 40 responses

than adalimumab.

Maksymowych WP, Eur J Rheumatol. 2018 Dec;5(4):216-223



Yriapyxel Stopopa armmoTEAECHATIKOTNTOG OE
UTTO-OMAOEC KOl OTLC EEWAPOPLKEC
ekbnNAwoelc petaéu tng avactoAng TNFa ko

IL-17 otnv A2;



Clinical and epidemiological research

— TNF avactoAelg otnv A2
Tumour necrosis factor inhibitor treatment KoLl ET[iT[T(OO'I’]
and occurrence of anterior uveitis in ankylosing ,
spondylitis: results from the Swedish biologics LPLOOKUKALTLOOG
register

2o Anterior uveitis events per 100 patient-years

20

: i

Adalimumab Etanercept Infliximab Adalimumab Etanercept Infliximab Adalimumab Etanercept Infliximab

AU visits total AU flares def 1 AU flares def 2
B Last 2 years before TNFi 36.8 41.6 45,5 17.8 17.3 16.2 12.9 13 10.2
O First 2 years on TNFi 13.6 60.3 27.5 5.9 20.4 10.8 3.9 15.5 6.1

Conclusions The results suggest differences in effect on AU risk between ADA, ETN
and IFX, with a clear advantage for ADA/IFX over ETN

Lie E, et al. Ann Rheum Dis 2017;76:1515-1521




ORIGINAL ARTICLE

@ CrossMark

Preventnfe effect. 9f tumor necrosis factor |nh!l:.nt¢.:)rs versus Anti-TNF kot MZAD o€
nonsteroidal anti-inflammatory drugs on uveitis in patients ,
with ankylosing spondylitis LpLOoKUKALTIOO TNG AZ
10.00 a b ’ ’
| Zuxvotnta epdpaviong
200 Rate ratio 0.54 Rate ratio 0.41] I'p I'SOKU KAiII'Gaq Katd' tnv
200 (95% €1 0.34 - 0.84, p=0.005) (95% CI 0.23 - 0.68, p<0.001) GldeEI.a Olvwvl"lc He MZAD

7.00 | | 6_;6 | TLPLV TNV £vapén aywyng HE
anti-TNF avticwpa o€

g
% 6.00
S sw acOeveig pe AZ, oL omoiot
2w E\apav Oepaneia pe anti-
; 323 TNF avtiowpa pe
= 3.00 2.60 ’ ’
povoBepaneia n
g 0 ouvduaopévn Oepaneia (a)
100 Kal Oepaneia cuvduaopol
0.00 — povov (b).
Anti-TNF Ab group (n=211) Anti-TNF Ab + NSAID (n=170)

m During NSAID treatment During TNFi treatment

Seoul National University Hospital from 2004 to 2016. Treatment episodes of each patient were
assigned to anti-TNF antibody (n = 517), TNFR (n = 341), and NSAID (n = 704) groups.

Kim MJ, Clin Rheumatol. 2018 Oct;37(10):2763-2770



Secucinumab otnv payosiditida:

N ONUOVTLKNA
anoteAeopatikotTnTA otV 00N

Patients, %

80 -
70
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50 -
40
30 -
20 -

10 +

Letko E, Ophthalmology 2015;122:939-948

™NnNc A2

RESPONSE

Superior

33

n=12

Similar |

’—7‘3

62

n=13

REMISSION

Similar

17

n=12

Similar ‘

-

27

n=13

300 mgs.c. 10mg/kgiv. 30mg/kgiv. 300 mgs.c.

Secukinumab Dose

10 mg/kgi.v. 30 mg/kg iv.

Payosiditida o acOeveic pe
Secucinumab otnv A2

The EAIR for uveitis in the AS
pool was 1.4 per 100 patient-
years over the entire treatment
period; a total of 12 (46%) cases
were de novo. Among all cases of
uveitis (n = 26) in the AS pool,
one was reported as severe

and the remainder were

reported as mild or moderate.

Deodhar et al. Arthritis Research & Therapy 2019;21:111



Secukinimab otnv AZ: Asbopéva 2 sTwv Bepaneiac oe cuvaptnon
ne nponyoupevn AnYn TNF avaotoAéwv

b

Percentage of responders

w

Percentage of responders

100 -

100 -

Bl Secukinumab 150 mg s.c.

I Anti-TNF-naive I

Week 16

Week 52

Anti-TNF-naive

Week 52

80.0

76.9

Week 104

Week 104

B Secukinumab 75 mg s.c.

1007

80 4

60 -

40

20+

1007

80 4

60 -

404

20 -

I Placebo

I Anti-TNF-IR

Week 16

Week 52

Anti-TNF-IR

45.5

85.0

Week 104

50.0

Week 16

Week 52

Week 104

Assessment of
SpondyloArthritis
international Society
criteria for 20%
improvement (ASAS20)
(A)

and ASAS40 (B)
response rates at weeks
16, 52, and 104 by anti—
tumor necrosis factor
(anti-TNF) status.

Marzo-Ortega H, Arthritis Care Res 2017;69:1020-1029



Responders (%)

ASAS Responses by Prior Anti-TNF Use Over 204 Weeks

100

10

Overall axSpA Population (Observed Case)

—a—Prior Anti-TNF Use WkO CZP Combined (n=25)
=4~ No Prior Anti-TNF Use WkO CZP Combined (n=188)

5 “— A  ASAS20
N T L= =N D
ASAS40
Wk 24 Wk 48 Wk 72 Wk 96 Wk 120 Wk 144 Wk 168 Wk 204

Prior

23 23 21 20 19 18 16 15
exposure
No prior

178 172 153 148 145 140 138 120
exposure

T

24

T

48

T

72

T

96
Week

CZP combined=CZP 200 mg Q2W + CZP 400 mg Q4W maintenance dose regimens; ASAS: Assessment of Spondyloarthritis; ASAS20:
>20% and 21 unit improvement in 23 of 4 domains; no worsening of 220% and 21 unit in the remaining domain. ASAS40: 240% and >1

unit improvement in 23 of 4 domains; no worsening in remaining domain.

T

120

I I I

144 168 192

I
UCB Data on File (AS001 Wk204 Final Tables.
2016.Table 4.2.4)
— Data are available on request



MoaKkpoxXpPOVLO OLTTOTEAECHATLKOTNTO TOU
Clin Rheumatol infliximab otnv mpooBoAn tou Loxiov otnv A2

DOI 10.1007/5s10067-013-2263-x

BRIEF REPORT

Absence of radiographic progression of hip arthritis
during infliximab treatment for ankylosing spondylitis

M. Konsta « P. P. Sfikakis - V. K. Bournia - D. Karras -«
A. lliopoulos

Baseline End of follow-up
Age (vears) 445412 (22-68) 51.6+13 (27-77)
Disease duration 1611 (2.7-40) 22+12.5(7-47)
Years of infliximab 0 6+2.5 (2-10)

treatment

BASDAI 6.3£1.25 (3.5-8.4)  1.67+1.3(0.2-4.2)
BASFI 6.9+1.9 (3.3-10) 3.3+1.8 (1.2-8)
BASRI hip score 2.5+0.86 (1-4) 2.5+0.86 (1-4)

Average of mean 3.56+0.7 (2.4-5.33) 3.59+0.79 (2.25-5.33)
joint space width
in both hips (mm)

Konsta M, Clin Rheumatol 2013;32:1229-32



ORIGINAL ARTICLE
Impact of baseline C-reactive protein To secukinumab 61a¢ép£l

levels on the response to secukinumab 2 . :
Py in ankylosing spondylitis: 3-year pooled arto ta TNFi o€ oxeon e v

RMD
Open

Musquloskeletal C R P /4 0 ’
sl data from two phase III studies EVO!P&IC EPATELAG
A) ASAS20 _ _
100- Normal Baseline CRP (<5 mg/L) 100- Elevated Baseline CRP (25 mg/L)
90 90+
80+ 80+ '

What is already known about this subject?

707 e g 813 701 » Elevated baseline C-reactive protein (CRP) has been
601 § 60+ described to be a predictor of treatment response
50 50+ to tumour necrosis factor inhibitors in patients with

40 401 ankylosing spondylitis (AS).

28.2 'S

Percentage of responders

3 ik What does this study add?
20 20 » This post hoc analysis showed that secukinumab
10 10 150 mg provides rapid and sustained efficacy in
00 1224 30 45 60 72 84 96108 132 186 0 12 24 35 45 60 72 84 95108 132 186 patients with AS irrespective of baseline CRP levels,
Weeks Weeks with greater magnitude of response in patients with
B) ASAS40 _
100 Normal Baseline CRP (<5 mg/L) - Elevated Baseline CRP (25 mg/L) elevated CRP.
» The results herein show that patients with normal
907 o baseline CRP levels also have a strong likelihood of
o % 807 experiencing a positive treatment response with in-
g terleukin-17A inhibition.
& 601
s 501 How might this impact on clinical practice?
424 .
S 4ol3a7 » There was an unmet need for effective treatment
TR | strategies in patients with AS with normal baseline
& CRP levels, and herein, we show that secukinumab

works in patients with both normal and elevated CRP

10 — .
70 levels, thus widening the spectrum of patients who
o : - r— ; . .
0 12 24 36 48 60 72 84 96108 132 156 0 12 24 36 48 60 72 84 96108 132 156 could be treated effectively.
Weeks Weeks
-4~ Pooled secukinumab 150 mg (N = 72) -4~ Pooled secukinumab 150 mg (N = 125)

@ Pooled placebo (N =71) ~m-Pooled placebo (N = 124) Braun J, RMD Open. 2018 Nov 21;4(2)'3000749
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Cytokine

AOA o€ aoBeveic movu
AappBavouv adalimumab

journal homepage: www.journals.elsevier.com/cytokine

Anti-therapeutic antibodies and their clinical impact in patients treated @Omm
with the TNF antagonist adalimumab

Isabelle Cludts ™, Francesca Romana Spinelli°, Francesca Morello”, Jason Hockley ¢, Guido Valesini®,
Meenu Wadhwa*

H cuxvotnta avantuénc AOA oe ao0eVELG e PEVUATLKA VOOROTA TTOU AaBAvouv
aywyn pe adalimumab $pOavel 1o 48% oe 12 eBdopuddeg

AS patients
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E 8
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E s
% (2) r=.027
=0.032
5 4 © p=
£
©
g 2
0 ™ "X X Iy
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0.001  0.01 0.1 1 10 100 1000 10000
ATA - ng/ml adalimumab serum level

Correlation between observed level of ATA (X axis, ng/ml, not Correlation between serum level of

detected = 0.001 ng/ml) and observed level of adalimumab (Y axis, adalimumumab (lg/ml) and disease activity scores

Ig/ml) in AS patients. for SpA patients

Cludts I, Cytokine 2017; 96:16-23
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| systematic Review and Meta-Analysis

Medicine

ROREN ]

Safety of tumor necrosis factor-alpha inhibitors

for treatment of ankylosing spondylitis

A meta-analysis

Safety outcomes of
TNF-a inhibitors in
the treatment of AS.
(A) AEs; (B) SAEs; (C)
injection-site
reaction; (D)
infection; (E) serious
infection; (F)
discontinuations due
to AEs.

Ma Z, Medicine 2017;96(25):e7145
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Nolpwéerc ano avil-TNF mapayovtec otn 61k oG
KALVIKN EUTELPLOL

+* KOWEG: avwTEPOU KOl KATWTEPOU AVOTIVEUOTLKOU,
OUPOTIOLNTLKOU, AOLUWEELG SEPUATOC KOl LOLAOLKWV
pHopilwv

s Nopwéeig ano HIN1
s Avalwnupwon VZV, HBV

+* EUKOLLPLOIKEC KOlL TTALPOLOLTLKEG AOLUWEELC:

= TB (7 mveupovikég, 3 wodnkwv, 1 xwpig

EVTOTILOMO £0TLOC)

cope]

= Atuna pukofBaktnpidia (1 marinum, 1 avium)__

= Pneumocystis pneumonia

= IrAayxviki Agicpaviaon




ZUYKEVTPWTLKA dedopéva acdaleiac secukinumab:
MEASURE 1, MEASURE 2 kat MEASURE 3 KAWLKEG LEAETEC

Entire Safety Period

Any secukinumab
Criterion N=794

Total exposure, patient-years 1706.3
Minimum-maximum exposure (days) 1-1530
Death, n (%)? 3(0.4)
Any AE 146.8 (135.9, 158.4)
Any SAE 6.2 (5.0, 7.6)
Frequent AEs®
Nasopharyngitis 12.3 (10.5, 14.3)
Headache 6.0 (4.9, 7.4)
Diarrhoea 5.7 (4.6,7.1)
Upper respiratory tract infection 5.1(4.1, 6.4)
AEs of Special Interest
Serious infections and infestations 1.1 (0.7, 1.8)
Candida infections 0.7 (0.4, 1.2)
Inflammatory Bowel Disease 0.7 (0.4, 1.2)
Crohn’s disease 0.5(0.2, 0.9)
Ulcerative disease 0.2 (0.1, 0.6)
Uveitis 1.3 (0.8, 2.0)

3Data are n (%) as EAIR was not calculated for death.

bAEs that occurred with an EAIR >5.0 patients per 100 patient-years during the entire safety period.

Analyses were performed in data pooled at the patient level and collected up to the last patient performing the Week 156 visit in MEASURE 1, the
Week 104 visit in MEASURE 2, and the Week 52 visit in MEASURE 3.

Safety analyses included all patients who received 1 dose of study medication, with data pooled at the individual patient level for all secukinumab

treatment groups (Any secukinumab) Deodhar A, et al. Ann Rheum Dis. 2017;76:340'341

N, number of patients in the analysis; EAIR, exposure adjusted incidence rate per 100 patient-years;
Cl, confidence interval



RESEARCH ARTICLE (

Long-term safety of secukinumab in
patients with moderate-to-severe plaque
psoriasis, psoriatic arthritis, and ankylosing
spondylitis: integrated pooled clinical trial
and post-marketing surveillance data

A total of 5181, 1380, and 794 patients from PsO, PsA,
and AS clinical trials representing secukinumab
exposures of 10,416.9, 3866.9, and 1943.1 patient-
years, respectively, and post-marketing data from
patients with a cumulative exposure to secukinumab of
~ 96,054 patient-years were included in the analysis. The
most frequent AE was upper respiratory tract infection.
EAIRs across PsO, PsA, and AS indications were
generally low for serious infections (1.4, 1.9, and 1.2,
respectively), Candida infections (2.2, 1.5, and 0.7,
respectively), inflammatory bowel disease (0.01, 0.05,
and 0.1, respectively), and major adverse cardiac events
(0.3, 0.4, and 0.6, respectively). No cases of tuberculosis
reactivation were reported. The incidence of treatment-
emergent anti-drug antibodies was low with
secukinumab across all studies, with no discernible loss
of efficacy, unexpected alterations in pharmacokinetics,
or association with immunogenicity-related AEs.

Deodhar et al. Arthritis Research & Therapy (2019) 21:111
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Inhibition of IL-17A by secukinumab shows no

evidence of increased Mycobacterium tuberculosis
infections

Enroliment

SCREENING

Positive/
Indeterminate

Positive

Subjects with active TB TB workup and LTBI treatment according to local
were excluded guidelines

Figure 2 LTBI screening process in phase 3 trials. QFN-IT, Quantiferon-TB Gold in tube test.

Table 1 Subjects with a medical history of tuberculosis or LTBI showed no reactivation of tuberculosis during secukinumab treatment across

five clinical studies

Treatment

Subjects  Anti-tuberculosis medication — Secukinumab (mgP  Median duration of secukinumab treatment (days)

Active tuberculosis

Quantiferon tested positive

Quantiferon tested negative

107 52 Yes 150 364
bb: Yes 300 364
25 14 No 150 362
11 No 300 363

0
0

0

Kammiiller M, Clinical & Translational Immunology (2017) 6, e152



Spondyloarthritis
CLINICAL SCIENCE

Incidence rates of inflammatory bowel disease in (DAEVMOV(.;)&‘](;

patients with psoriasis, psoriatic arthritis and ‘o -
ankylosing spondylitis treated with secukinumab: a EVIEPLKN YOOOC ETtL
retrospective analysis of pooled data from 21 clinical Secukiumab

trials

Table 5 Incidence of CD and UC in the short-term placebo-controlled treatment period

PsO studies PsA studies AS studies
(Week 12) (Week 16) (Week 16)
Any secukinumab Placebo (n=793) Any secukinumab Placebo (n=300) Any secukinumab Placebo {(n=196)
(n=2877) (n=703) (n=394)
Median exposure (min— 84 (1-223) 84 (1-127) 112 (8-226) 112 (28-156) 112 (8-195) 112 (1-176)
max), days
CD, n (%) 1(0.03) 0 0 1(0.3) 2(0.5)
UC, n (%) 1(0.03) 0 0 1(0.3) 1(0.3)

Table 6 Reporting rates for IBD in postmarketing experience from the secukinumab periodic safety update report

PSUR date
26 December 2014-25 26 June 2015-25 25 December 2015-25 25 June 2016-25 25 December 2016-25  Cumulative rate
June 2015 December 2015 June 2016 December 2016 June 2017
Cases (n) 4 12 37 46 93 195
Exposure (PY) 1838 7450 16 871 28 549 41 346 96 054
Reporting rate (per 100 PY)  0.22 0.16 0.22 0.16 0.22 7020

IBD, inflammatory bowel disease; PSUR, periodic safety update reports; PY, patient-years.

Schreiber S, et al. Ann Rheum Dis 2019;78:473-479



AwapopeTikn mMBavoTNTA UNMOTPOTNG EVIEPLKAG VOOOU
o€ aoBeveic pe Lotopiko IBD* umno avti-TNFo Oepaneia

IXETIKOG KivOUVOG UTIOTPOTAG

1/22 pts 3/18 pts 12/26 pts
37 pY 8.1 pY 39 pY

*6.7% tou ocuvolou (pooled data from 7 placebo-controlled trials and 2 open studies)

**0dds ratios in comparison with placebo (1/26 pts, 9.8 pY) were similar
Braun et al. Arthritis Care Res. 2007;57:639-647



FDA: BloAoyika Kot pn pappoKo otTnv Kunon

Table 1. US Food and Drug Administration
pregnancy category of systemic agents for psoriasis

Pregnancy category Systemic agents for psoriasis

B* Etanercept, adalimumab, infliximab,
certolizumab, golimumab,
ustekinumab, and secukinumab

C’ Cyclosporine and apremilast

Contraindicated Methotrexate and acitretin

Recent guidelines by the US Food and Drug Administration
abolished the previously used pregnancy categories (A, B, C, D,
and X). They have been replaced by narrative summaries
providing relevant information to aid health care workers in
appropriately prescribing and counseling patients.””

There are no reports
of apremilast

and IL-17 and IL-23
inhibitor use in
pregnant women.
The animal data on
apremilast,
secukinumab,

and brodalumab use
in pregnancy do not
demonstrate any
embryo-fetal toxicity.

*Equivalent to former category B.
TEquivaIent to former category C.

As a precautionary measure, it is preferable to
avoid the use of Cosentyx in pregnancy (spc)

Kaushik SB, J Am Acad Dermatol. 2019;80:43-53




Aedopéva aodpaAelac otnv Ywpiaon

Table I1. Factors to consider when selecti

systemic psoriasis treatment

Class of drugs Drug/special population  Pregnancy  Pediatric  Anti-HCVAb+  HbsAg+  Anti-Hbce+ HIV Latent TB
TNF-a inhibitors Etanercept + ++ ++* - +/-* +* -
Adalimumab + ++ +* — +/-* 4* —
Infliximab + + +* — +/-* 4% —
Certolizumab ++ + +* - +/-* 4% -
Golimumab + ++ +* — +/-* 4% -
IL-12/23 inhibitor Ustekinumab + ++ - — 2 +* +* —
IL-17 inhibitors
Anti—IL-17A Secukinumab 7+ 7+ +* 2/+* +* +E +
Anti—IL-17A Ixekizumab 7+ 7+ Y +* +* /+* +E o+
Anti—IL-17 receptor Brodalumab 7/ + 7/ + +* 1 +* 2 +* +E o+
IL-23 inhibitors Guselkumab ? 2/ + ? ? ? ? ?
Tildrakizumab ? 7+ ? ? ? ? ?
Risankizumab ? 7+ ? ? ? ? ?
Mirikizumab ? 7/ + ? ? ? ? ?
Oral novel Apremilast ? >+ Y+ ? ? g n
Oral traditional Methotrexate X + X X X X X
Cyclosporine + + +/—F X X X X
Acitretin X + + + + + +

Note: Two plus symbols (+ +) indicates preferred agents; one plus symbol (+) indicates that the agent can be used; one plus symbol and
one minus symbol (+/—) indicate that the drug can be used but is controversial; one minus symbol and one plus symbol (—/+) indicates
that the drug is not preferred but can be used; one question mark and one plus symbol (7/+) indicates that there are not enough data but
that the drug is likely safe to use; one question mark (?) indicates that there are not enough data; one minus symbol (—) indicates that use of
that drug is controversial because there are not enough data; and x indicates that a drug is contraindicated.
Anti-Hbc, Antibody to hepatitis B core; anti-HCV, antibody to hepatitis C virus; HbsAg, hepatitis B surface antigen; TB, tuberculosis.
*Additional monitoring required.

Kaushik SB, J Am Acad Dermatol. 2019;80:43-53
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The Paradox of Bone Formation and Bone Loss in Ankylosing
Spondylitis: Evolving New Concepts of Bone Formation

and Future Trends in Management Genetic Predisposition
(HLA-B27, IL-23R, PGER4)
-+

Environmental factors
(smoking, infections and mechanical stress)

Marina N. Magrey 'Z » Muhammad A. Khan®
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Magrey MN, Curr Rheumatol Rep. 2017;19(4):17 . . .
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RESEARCH ARTICLE Open Access

IL-17A induces osteoblast differentiation by @ e
activating JAK2/STAT3 in ankylosing
spondylitis

Inflammatory = == = Secukinumab (Anti IL-17A)
factors

JAK2/STAT3
signaling

| osteoblast- Mature osteoblastic

associated

k genes Diﬁe’entiaﬁon

Fig. 6 Schematic model of inflammation-mediated osteoblast activation underlying JAK2/STAT3 expression
R

J

Jo et al. Arthritis Research & Therapy (2018) 20:115



AKTIVOAOYLKA evpripata ano tnv dtetn xopnynon INF otnv A2

Change in mSASSS through year 2

20+

I I 1 | 1
30 40 50 60 70
Cumulative Percentage

MeA€tn ASSERT, RCT yia 6 LRVEG KoL
HETA oL 279 aoBeveig 2 £Tn aywyng

INF og 66on 5mg/6w

ZUyKplon HE dedopéva anod tnv opada
OASIS yia TAnOuopo rtov dev EAafe

avtl-TNF, dev £€6eL€e kamowa dtadopa

van der Heijde D et al, Arthritis Rheum 2008;58:3063-3070



E¢EAEN aktivoAoyiknc BAaBnc oe aocBeveic pe A mou
eAafav n oxt adalimumab

Figure 1
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E€EALEN TNG ommtovOUAKNG BAABNG otnv AZ o€ 8 £tn, UNO
aywyn pe MZA® 1 avti-TNF napayovtec

mSASSS change between year 4 and year 8
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RHEUMATOLOGY Acvancs Access pukcation 19 becs
Original article Secukinumab

Secukinumab shows sustained efficacy and low oTO 4 étn
structural progression in ankylosing spondylitis:
4-year results from the MEASURE 1 study
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RHEUMATOLOGY Achvance Acoses publcaton 5 Decs
Original article

Secukinumab shows sustained efficacy and low
structural progression in ankylosing spondylitis:
4-year results from the MEASURE 1 study

No radiographic progression (mSASSS <2):

Secukinumab 10 mg/kg IV — 150 mg = 78.9%
—-20 -1 Sacukinumab 10 mg'kg IV — 75 mg — 7T8.6%

mSASSS change from baseline

301

A Secukinumab 10 mg/kg IV — 150 mg (n=71)
20 m Secukinumab 10 mg/kg IV — 75 mg (n=84)"
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Braun J, Rheumatology 2019;58:859-868



H avtenifeon twv TNF avaotoAEwv

Certolizumab: Spinal Progression (mSASSS) at Week 96 and 204 in

AS
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van der Heijde D et al. Ann Rheum Dis.2018; 77(5):699-705



PharmacoEconomics (2018) 36:1015-1027 @ CrossMark
https://doi.org/10.1007/s40273-018-0675-9

ORIGINAL RESEARCH ARTICLE

Cost Effectiveness of Secukinumab for the Treatment of Active
Ankylosing Spondylitis in the UK

Paul Emeryl'2 * Marjolijn Van l{eep3 + Steve Beard® + Chris Graham® - LaStella Miles” -
Steffen Marc Jugl® - Praveen Gunda’ * Anna Halliday® - Helena Marzo-Ortega'?
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Journal of Medical Economics K()O"[oq espansiaq O"[rlv Az

ISSN: 1369-6998 (Print) 1941-837X (Online) Journal homepage: http://www.tandfonline.com/loi/ijme20

Budget impact analysis of secukinumab versus
adalimumab in the treatment of ankylosing
spondylitis

Timo Purmonen, Soili Tormalehto, Hanna Wahlman & Kari Puolakka

2€ OAEC TIG peAETEG KOOTOUG/ amoteAeopatikotnta to secukinumab uneptepet twv TNFi



RHEUMATOLOGY
ReV i eW doi:10.1093/rheumatology/kex361

What is the best treatment target in axial
spondyloarthritis: tumour necrosis factor a,
interleukin 17, or both?

JUMTTEPACHOTO

Denis Poddubnyy'? and Joachim Sieper’

Rheumatology key messages

e TNF and IL-17 inhibitors are similarly effective by indirect comparison in axial SpA.
e It is unknown if there are axial SpA patients with a better response to TNF or IL-17 blockade.

e A strategy trial is needed to better define the role of both drug classes in axial SpA.

Poddubnyy D, Rheumatology (Oxford). 2017 Oct 12



Drugs - Real World Outcomes (2019) 6:1-9
https://doi.org/10.1007/s40801-018-0146-9

ORIGINAL RESEARCH ARTICLE I\ovoq .Evapgnq
secukinumab
Characterization of Patients with Ankylosing Spondylitis Receiving Gtm{ A2 Gtm”
Secukinumab and Reasons for Initiating Treatment: A US Physician gUpEia KALVIKA
Survey and Retrospective Medical Chart Review npafn ot HNA
B Rheumatologist-Reported Reasons

for Secukinumab Prescription

Efficacy/effectiveness of secukinumab 70.5

Failure of other prior biologics

Mewly available agent with a
new mechanism of action

Favorable safety profile of secukinumab

Sustained/long-lasting
efficacy of secukinumab

Patient's disease progression

Patient's disease severity

34.6% were biologic naive
17.9

Tolerability of secukinumab
Patient's other concurrent comorbidity
Patient requested secukinumab

Insurance change

Patient was diagnosed with
moderate or severe psoriasis

Other cost-related reasons

0 10 20 30 40 50 60 70 80

Patients, % Joshi R, Drugs - Real World Outcomes (2019) 6:1-9



Clinical and epidemiological research

CONCISE REPORT

Secukinumab efficacy in anti-TNF-naive and Secukinumab otnv A2

anti-TNF-experienced subjects with active ankylosing ’ -
spondylitis: results from the MEASURE 2 Study gav Ttpué'tl‘] E'Tu_?ﬁY:nl ;al OE
O OUEVELC -

4 Secukinumab 150 mg 4 Secukinumab 75 mg Placebo
A | Anti-TNF-naive: ASAS20 | B | Anti-TNF-IR: AsAs20 |
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Sieper J, Ann Rheum Dis 2017;76:571-575




JUMTTEPACHOTO

* H avtl-TNF aywyn £XeL emudpEpeL emavaotaon otnv Oepaneio tng HETPLOG

kot oofapnc popdpng Az kat otnv MAAZ

* HnpooBnkn tov Secukinumab otnv Oepaneia tng Az npoodEpel pa
ONMUOVTLIKA EVOAAOKTLKA ETILAOYI, EVW ETIUITAEOV EXEL OTIOTEAECUOTIKOTNTA

Kol o€ ao0eveic pe vooo avOektiki otoug avtl-TNF mapdayovteg

= Aev givoil akopn EekaBapo to Toco avaoTEAAEL N KAOs Bepareia tnv

g€EALEN TNG akTvoAoyiKAC BAABNG, SnAadn TtV poviun BAaBn otnv Az




Ot ocuotaoesig tng ASAS-EULAR: A¢loAoynon tou
OLTTOTEAECHOTOC YLOL CUVEXLON TNG AYWYNG ME
BloAoylko mapayovta

Consider to continue bDMARDs if after
at least 12 weeks of treatment

|

ASDAS improvement 2 1.1
or

BASDAI improvement 2 2 (0-10)*

and

Positive
rheumatologist’s
opinion to continue

«In patients with a primary
nonresponse to the first TNFi,
it may be more rational to
switch to another class of
drugs, that is, an IL-17i.
However, before doing so, it
is important to reconsider if
the indication for the start of
the first TNFi was indeed

correct».

van der Heijde D, et al. Ann Rheum Dis 2017;76:978-991




AoBevng pe AZ kot mpoxwpnuéEvn BAABN Twv oxiwv otav
t€OnKe o€ avti-TNF aywyn to €toc 2000

= AoBevn¢ ne Bapla AZ, KoL TTPOXWPNHEVN
BAABN Twv Loxiwv To 2000

= TKE 80mm, CRP 58mg/L
= AYKUAWHMEVOC O KAPEKAQ 6 UNVEG

= TPELG UAVEG LETA TNV EVOPEn aywyNG UE

infliximab ntav o O€on va nepnatiosL

= Otav SLakomteL TV aywyn KadnAwvetat

oTOo KpeBatt Kat mnyaivel pe popeio oto

VOOOKOMELO yLa VEQ Xoprynon

= H a/a 6ev £xeL petafAnOsi onpavika

peTa 18 £€tn




2iovOUAapBOPpOomAOELEC: 6 KOLVEC KALVIKEC EKONAWOELS

= A¢oviki mpooBoAn

= Nepidepikn apOpitida
= EvBecoitiba

" |ptdoKUKAiTIO O

= Ywpiaon

= Nooog tou Crohn




Ol CUOTAOELC TNG
ASAS-EULAR

Emutpémouy thv Xpnon
OLVOLOTOAEWV TNG
WVTpAeukivng-17, aAAa
dnAwvouv cav tpéxovoa
TMPOLKTLKA TNV Xprion
avacoTtoAswv touv TNF, cav

nEWTN €ntloyn

van der Heijde D, et al. Ann Rheum Dis 2017;76:978-991

ASAS-EULAR 2016 RECOMMENDATIONS FOR THE
MANAGEMENT OF AXIAL SPONDYLOARTHRITIS

et — e
\ I If symptomatic l

Physical Therapy

Start non-steroidal
antiinflammatory drug in
the maximum tolerated

Education
Regular exercise
Stop smoking

At least 2 s
courses
Failure phase I: Insufficient Sufficient
go to phase Il * response response —| Continue
Phase ll
Mainly peripheral symptoms Purely axial disease

ASDAS 2 2.1 or BASDAI 2 4

and posi r g
opinion

Consider local
glucocorticoid injection
Consider sulfasalazine

Start bDMARD; current
practice TNFi therapy

Failure phase Il: [ [AASDAS <1.1] AASDAS21.1 | | continue
go to phase lll ABASDAI <2 ABASDAI 22*
Phase lll
ASDAS 2 2.1 or BASDAI2 4
and positive rh logist’s
opinion
Switch to another TNF-inhibitor
or to IL17-inhibitor
AASDAS <1.1 AASDAS 21.1 —»| Continue
ABAsDAI <2* [* ABASDAI 22*




The ‘TNF brake’ hypothesis

a e ———
[‘¥ ‘Early’ inflammatory lesion

l

;T:V'iwature' inflammatory Iesio_l_) :~|

I‘ Bone growth factors e.g. BMPs, Wntl

[ Syndesmophyte

b ‘Early’ lesion

‘Mature’ lesion

-

Maksymowych, W. P. (2010) Disease modification in ankylosing spondylitis
Nat. Rev. Rheumatol. doi:10.1038/nrrheum.2009.258
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MAKPOXPONIA ENIBIQ2H THZ OEPANEIAZ ME INFLIXIMAB
ZE AZOENEIZ ME ATKYAQTIKH ZMONAYAITIAA (A%) oto NIMTZ

Kapmiin Empioong Kaplan-Meier

0.75 1.00
L I

0.50
1

0.25
1

0.00
1

0 20 40 60 80
Xpovog Ogponciog pe infliximab (puijveg)

Kwvota M, NMaveAArvio Zuvedplo EPE, 1-12-
2009

T
100

59 aoOeveic pe AX (48 avépeg- 11 yuvaikeg). H
HEon SLapKeLa mapapovng otn Bepaneia Rrav
36 MAVEG

Tnv Beparnceia dtékoPav ywa dtadpopoug Adyoug
27 aoOeveig (45,7%). ZUpdwva pPE ThV
EKTLHWMEVN KOUtUAN emBiwong (Kaplan Meier)
10 25% Ttwv alocBevwv SLakomteL tnv Oepaneia
néoa o€ 12 pRveg, evw to 50% péoa o€ 51 pAveg
(4,25 €tn). To 52% (n=14) €&’ avtwv diékoYPe
AOyw avamnoteAeopatikotntog, To 15% (n=4) ue
61k Tou npwtoBoulia, 15% (n=4) Aoyw
aAAepyknG avtidpaong katd tnv £yxuon, 7.4%
(n=2) Aoyw epdaviong veomAAOHATOC KAl TO
Aouno 10.7% (n=3) Aoyw omaviotepwyv attiwv (1
TBC nvevpovwy, 1 avactpodn tou
Agukokuttaplkov tumov, 1 lupus like syndrome)



ORIGINAL ARTICLE EwiquL TO lGXi.O th\l AE
J Sdiatnpeital pe toug

Characteristics of hip involvement in patients TNFi
with ankylosing spondylitis in Korea

Korean J Intern Med 2017,32:158-164
https://doi.org/10.3904/kjim.2015.229

= 488 acOeveic, 60 pe BAAPN TOU
Loxiov

* MapakoAouBOnon yia 81 uRvec

= H BAABN tov woyiovu dgv
emdewvwOnke otoug 81 UNVEG
Oepaneiag

Jeong H, Korean J Intern Med 2017;32:158-164




