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Key points

« Xpron véwv BloAoyikwv TTapayoviwy (secukinumab, ixekizumab, tofacitinib
Kal TNFi biosimilars)

* ©éon MZAD kai DMARDs
* OEPATTEUTIKA TTPOCEYYION £EW APOPIKWY EKONAWOEWV
* 2TPATNYIKN ATTOKAINAKWONG BepaTtreiag o€ atabepry vooo

* POAOG TNC atrelkdviong oTnv TTapakoAoudnon Twv acBevwv



Determine AS Activity

Active AS (axial disease)

L A

Determine additional

1* Line Therapy

NSAIDs [1]
« Conlinuous [2]
» No preferred NSAID [3]

Stable AS: See Figure 1B

Isolated sacroililis or

arthritis despite NSAIDs

Local GC if 52 joints [19]

disease manifestations enthesitis
1 NSAIDs [17,18]
,
Peripheral-predominant l

Isolated sacroiliitis or )

enthasitis despite NSAIDs

. over passive [21) S5Z [7]
. Ir._:.;-;dbuod over aquatic « SSZ over MTX (4] Local GC [17.18] po
Against LEF, APR, THL, quadnceps entheses GC
and PAM [4] Lﬂﬂh‘l 18] )
2™ Line Therapy L]
Active AS despite NSAIDs
THFi [6]
» Owver TOF, SECIXE [5.9] AS with unclaar activity
= while on biologic
No preferred TNFi. except for AS + Recurrent uveitis
AS + IBD or uveitis [7] or AS + IBD Spinal or Pelvis MRI [49]
: TNFi monoclonal
3" Line Therapy antibodies over other
Active AS on TNFi biologics [39.41]
Against co-treatment with
low-dose MTX [30]
! +

Active AS despite TNFi
(1* non-respondar)

Active AS despite TNFi
(2° non-responder)

SEC/XE [8,10-12}(over TOF)

TOF [4,11]

non-THFi/inon-
SECNXE [11] or adding
S8Z MTX [15]

Alternative TNFi [13]

BT

S8Z,
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Stable AS (axial disease) >

Active AS: See Figure 1A

« On-demand [23]

Determine additional
disease manifestation

Spinal fusion or advanced
osteoporosis

‘ Advanced hip arthritis \

L

Stable AS on biclogic Stable AS on TNFi + Stable AS on TNFi + ocral
NSAID small molecule

Agains! discontinuation of Continue TNFi alone; stop Continue TNFi alone; stop

biologic [26] NSAID [24] csARD [25]
Against biologic lapering as

a standard approach [27]
LEGEND

I Sirongly recommend
Conditionally recommaand

I Conditionally recommend against
B Strongly recommend against

Brackeled &'s refer to Recommendation

# (See Table 2), not PICO #

Stable AS on TNFi
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Meplopiocpuoi

* “Very low quality of evidence’ 'yia TTOAAEC ouOTAOEIG
* [Mpotipnon aoBevwyv

* EANITTA dedopéva atrd PHEAETEC OTN UN OKTIVOAOYIKI QCOVIKI)
oTTovOuAoapBpiTida

* H e@apuoyr) Twv cuoTACEWYV TTPETTEI TTAVTOTE VA ECOTOMIKEUETA
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‘Zofapr vooog”’ opIoHOG

Severe Psoriatic Arthritis Severe Psoriasis

* Erosive disease * PASI of 12 or more
* Elevated markers of inflammation * BSA of 5-10% or more
(ESR, CRP) attributable to PsA -+ Significant involvement in specific areas
* Long-term damage that interferes * (e.g., face, hands or feet, nails,
with function (i.e., joint intertriginous areas, scalp) where the
deformities) burden of the disease causes
* Highly active disease that causes a significant disability
major impairment in quality of life = | * Impairment of physical or
* Active PsA at many sites including mental functioning can warrant a
dactylitis, enthesitis designation of moderate-to-severe
* Function-limiting PsA at a few sites disease despite the lower amount of
* Rapidly progressive disease ~ surface area of skin involved



“Evepyog vOo oG’ opIoHOG

* 1 amd Ta akdAouba
— Evepyocg apbpitida
— AakKTUAITIOO
— EvBeoiTida
— ACOVIKN TTPOCBOAN
— Evepyoc wwpiaon ry/kal ywpliaoikn ovuxia
— O@BaAuIK TTPOCROAN
— IONE



Discuss with the patient,
since all recommendations

Treatment-naive Active PsA are conditional based on low
to very low quality evidence
Start TNFi biologic over OSM, | | Start OSM over IL17i biologic Start MTX over NSAIDs s“',{'};,;g?";"‘gg‘:g""'
IL17i biologic or IL12/23i biologic or IL12/23i biologic
May consider alternative
May consider alternative choices May consider alternative choices in some Maymie{nmaﬁve
in some situations# choices in some situations## situations® situations*
| | | |
PsA still active? PsA still active? PsA still active? PsA still active?
A4
Go to Figure 5 for active PsA Go to Figure 4 for active PsA despite OSM Go to Figure 6 for active PsA despite
despite TNFi biologic therapy therapy IL17i or IL12/23i biologic therapy




<o

Discuss with the

> patient, since all
recommendations are

Active PsA despite OSM

conditional based on
Moderate to very low
quality evidence

Switch to TNFi biologic* over another
OSM**, IL 17i biologic, IL12/23i biologic,
abatacept or tofacitinib#

May consider alternative choices in some
situations##

Switch to IL17i biologic* over another
OSM**, IL12/23i biologic, abatacept or
tofacitinib?

May consider alternative choices in some
situations**

Switch to IL12/23i biologic* over
another OSM**, abatacept or
tofacitinib*

May consider alternative choices in
some situations***




Active PsA despite TNFi

biologic

Discuss with the patient, since all
recommendations are conditional based
on low to very low quality evidence

Despite TNFi +MTX
Combination therapy
Switch to different TNF Switch to IL17i biologic® Switch o IL12/23i Switch to Different Switch to IL17i Switch to IL12/23i
5 : ; : . 5 TNFI biologic + MTX biologic biologic monotherapy
biologic* over IL17i biologic, over IL12/23i biologic, biologic* over over TNFI biologic monotherapy over over IL12/23i biologic
IL12/23i biologic, abatacept, abatacept or tofacitinib abatacept or tofacitinib monotherapy IL17! biologic + MTX + MTX iolog
tofacitinib or adding MTX
May consider alterative May consider : . :
May consider alternative choices in some alternative choices in . Mayucot:;:dge : . May consider l 3 Ma’;::""d“ :
choices in some situations# situations## some situations### alternative choice in | | alternative choice in ternative choice in
some situations® some situations** some situations A




1L12/23i biOlOQ‘C monothe recommendations are conditional

based on very low quality evidence

Active PsA despite IL17i or [ Discuss with the patient, since all J

Despite IL.17i biologic monotherapy Despite IL12/23i biologic monotherapy

Switch to TNFI biologic over IL12/23i Switch to IL12/23i biologic over a :
. . : . Switch to TNFI biologic over Switch to IL171 biologic over
biologic, a different IL17i biologic or different IL17i biologic or adding . ;
adding MTX MTX IL17i biologic or adding MTX adding MTX
; May consider alternative choices May consider altemative
May consider alternative cholces in May consider alternative choices .
some shustionsd in some situstionsi# in some situations* choices in some situations**




Meplopiouoi

« “Very low quality of evidence” yia TIG TTEPIOOOTEPEG OUOTACEIG
« Xpron KOPTIKOOTEPOEIDWV

* QapPUAKO-OIKOVOUIKA OedopEVa



Epidemiology

EFIDEMIOLOGICAL SCIENCE

Treatment response and drug retention rates in 24
195 biologic-naive patients with axial
spondyloarthritis initiating TNFi treatment: routine
care data from 12 registries in the

EuroSpA collaboration



2KOTTOG-HEBodoAoYyia

ATTOTEAEOUATIKOTATA KaI TTapapovr) otn Bepartreia Tou 1°Y anti-TNF o€ naive
ao0eveig

Aedopéva atro 12 EupwTtraikd apxeia karaypapns acBsvwyv

ASDAS inactive disease (<1.3), BASDAI <40 mm kai avTatroKpIion KATA
ASAS 20/40 oTtoug 6, 12 kal 24 urveg TTapakoAoudnong

2.€ a00B¢eveic TTou ¢ekivnoav petad o 2009 epappoyr Kal TwV VEWV KPITNPIWY
NG ASAS



XapaKTnPIOTIKA acOevwyv oTnV £vapén

Epidemiology

Table 1  Baseline characteristics of all patients and the axSpA subcohorts

All patients ASAS cohort® NY cohortt nr-axspA cohorts
No of patients Mo of patients No of patients

No of patients with Median (IQR) or  with available Median (IQR) or  with available Median (IQR) or  with available Median (IQR) or

available data, n percentage data, n percentage data, n percentage data, n percentage
Age. yexrs 24195 41 (33-50) w097 41 (33-50) 2935 43 (34-52) n7s 39 (31-48)
Male 24195 61% 6097 63% 2935 6% 1178 52%
HLA-B27 12620 4% 5645 T6% 25% 0% 1104 69%
BMI, kg'm’ 10418 26 (23-29) 4699 26 (23-19) 2166 26 (23-29) 753 5 (23-29
Concomitant csDMARD 23984 3% 6002 9% 2865 26% 1169 5%
Time since diagnosks, years 19091 2(1-9 5N 2(1-8) 2884 3 (1-10) 1155 1(0-3)
Cument smoking 21049 3% 5755 1% 2822 21T% 1 6%



XapaKTnPIOTIKA acOevwyv oTnV £vapén

Table 1 Baseline characteristics of all patients and the axSpA subcohorts

M| patients ASAS mhort* NY mhortt nraxiph cohortt
Mo of patients N of patients No of patients

No of patients with Median (IQR) o with avallable  Median (IOR) 0r  with avallable  Median (IQR) or  with available  Median IQR) or

available data,n  percent age data, n percentage data n percentage data n percent age
Ifliximab 6874 8% 1143 19% 580 20% 194 16%
Etanercept 6034 5% 1165 19% 647 1% 230 0%
Adalimumab 6936 0% 76 36% 1050 36% 410 H%
Certolizumab no? % 240 4% n 3% 60 5%
Golimumab 244 14% 13713 % 581 20% 284 4%
Start before 2009 5784 4 0 0 0 0 0 0
Start 2009-2011 5061 i 1586 % 941 E Y 345 H
Start 2012-2014 6092 25 2123 5 932 31 500 41
Start 2015-2017 1258 30 2388 L) 1062 36 33 8



XapaKTnPIoOTIKA acOevwy oTNV £vapén

Table 1 Baseline characteristics of all patients and the axSpA subcohorts

Ml patients ASAS whort* NY whartt nr-axsph cohort §
No of patients N of patients Mo of patients

No of patients with Median (IQR) & with avallable  Madian (QR) 0¢  with avallable  Median (IOR) ¢ with available  Median JOR) o

avallable data,n  percent age data, n percentage data n percentage data n percent age
CRP, mg/L 18552 10(4-3) 5159 13 (5-26) 2446 136-21) 1003 12-19)
CRP >10mglL 18552 4% 5159 5% 1446 56% 1003 40%
BASDAI, mm 14442 59(44-72) 5014 64 (51-76) 14 66 (52-77) 94 65 (50-78)
BASMI, mm 4551 24 (10-40) 197 2 (10-40) 1037 30 (10-50) 605 20(10-30)
BASFI, mm 11548 46 (26-66) 4187 51 (33-69 1840 53 (34-) %2 48(29-68)
ASDAS, units 1678 36(29-42) 3139 40 (3.3-45) 1394 4103.34.7) 51 319(3.1-48
VAS pain, mm 15332 65 (45-80) 449 N0 (52-82) 1927 75 (58-90) am 70 (52-86)
VAS fatique mm 1018 69 (49-80) 3650 1 (51-85) 1434 17 (60-90) 8% 12 (51-86)




AtroTeAéoparta

Epidemiology

Table 3 Retention and response rates in patients with axial spondyloarthritis

All patients ASAS cohort® NY cohartt nr-axspA cohortd
Retention rates Retention rates Retention rates Retention rates
& months (95%CI) BB (B7% to B8%) B9% (B8% to B0%) 5% (B9% to 91%) Bl % (B2 %0 o BEY)
12 months (95%Cl) B0% (79% to BO%) B1% (B0% to B2%) B3% (B2% to B5%) 73% (70% to 76%)
24 months (95%CI) 73% (2% to 73%) 74% (73% to 76%) 76% (74% to 78%) 6% (62 %-67%)




AtroTeAéoparta

Table 3 Retention and response rates in patients with axial spondyloarthritis

All patients ASAS cohort® NY cohort nr-axpA cohortt
LUNDE X LUNDEX LUIND EX LUNDEX

Crude§ adjusted 1 Crude§ adjusted Crude§ adjustedn Crude§ adjusted
ASDAS inactive dsease 33% 27% 30% 25% 25% 21% 26% 20%
at & months
ASDAS mactve deeae 35% 24 % 13% 23% 29% 21% 1% 19%
at 12 months
ASDAS inactive dsese JB% 19% IB% 18% % 16% IT% 15%
at 24 months
EASDA] =40 at & F2% 9% f3% [ 7] M 0% [ 50%
months
BASDAL <40 at 12 T5% 51% T6% 52% T3% 52% T0%% 43%
months
BASDA] <40 at 24 F % 8% 9% 3% % 1% M% 29%
moniths
ASAS 20040 at & [ L O 52 % 0% BB 54 56%.05% [ L E Sl 1 T 5792 % 45%/33%
months
ASAS 200D at 12 B/ 53% b TE ] A0S M 485 3%% 5652 Y 4 %3 LFER T k] 190/ 30
moniths
ASAS 20040 at 24 [ 34%2 7% TI%59% 34%28% 67951 % 33%25% 69%/53% 2BW22%
maonths
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2KOTTOG-péBodoAoyia

o ATTOTEAECHATIKOTNTA 2 DIAPOPETIKWY KATNYOPIWV BIOAOYIKWY TTAPAYOVTWY OTN
OAaKTUAITIOO Kal TNV £vOeaiTIOO

* 19 peAETEC e oUVOAIKG 7254 aoBeveic kKal TOUAAYIoTOV 24 €BOONADES
TTapakoAouBnong

« Acdopéva peExpl Tov 02/2018



AaKTUAITIOO

Biologic Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.2.1 TNF-a inhibitors
Antoni 2005 (Infliximab) 28 40 7 41 BE% 4.10[2.03 8.29) T
Kavanaugh 2009 (Golimumab) 57 99 15 38 12.3% 1.46 [0.95, 2.24) |
Mease 2016 (Adalimumab) 42 54 14 57 11.6% 3.17[1.97, 5.10) —
Subtotal (95% CI) 193 136 32.6% 2,57 [1.36, 4.84) i
Total events 127 36

Heterogeneity: Tau®=0.24, Chif= 878, df =2 (P =0.01); #= 77T%
Test for overal effect: Z = 2.92 (P = 0.004)

1.2.2 Novel biologics

Kavanaugh 2016 (Ustekinumalb) 43 86 15 46 11.8% 1,53 [D.96, 2.44) |
Mclnnes 2013 (Ustekinumab) 85 194 22 92 128% 183[1.23 2.73) - v
Mclnnes 2015 (Secukinumab) 52 111 4 27T B4% 3.16 [1.25, 7.98) N
Mease 2015 (Secukinumab) 108 208 19 116 12.3% 3.20 [2.08 4.92) T
Mease 2016 (Ixekizumab) 98 125 4 57 15.0% 1.31[1.04, 1.66) B
Ritchiin 2014 (Ustekinumab) 2 84 B 33 92% 1.57 [0.81, 3.05) T
Subtotal (95% CI) B0B T 67.4% 1.88 [1.33, 2.65) '.'
Total events 419 102

Heterogeneity: Tau® =0.12; Chit = 17.51,df = 5 (P = 0.004); I = T1%

Test for overal effect: Z = 3.57 (P = 0.0004)

Total (95% CI) 1001 507 100.0% 2.07 [1.54, 2.80) *
Total evenis 546 138

| i | i
|

Heterogeneity: Tau®=0.14; Chi*= 30.13,df = 8 (P = 0.0002); = 73% 012 08 ; 2 5
I Z=47 . 1 ' '

Test for overal effect: Z 6 (P <0.00001) Favours Placebo Favours Biologic

Test for subgroup differences: Chif = 0.73, df = 1 (P = 0.39), ¥ = 0%



EvOsoiTIiOQ

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.2.1 TNFa inhibitors
Kavanaugh 2009 (Golimumalb) 84 224 16 BB 13.6% 2.06 [1.28, 3.31) v
Mease 2016 (Adalimumab ) 23 68 13 67 B.B% 1.74 [0.97,3.15) |
Subtotal (95% CI) 292 155 22.4% 1.93 [1.33, 2.79] ‘.‘
Total events 107 29

Heterogeneity: Taw® = 0,00, Chi* =019, df =1 (P =066}, F=0%
Test for overall effect: Z = 3.48 (P = 0.0005)

2.2.2 Novel biologics

Kavanaugh 2016 (Ustekinumab) 48 135 18 71 145% 1.40 [0.89, 2.22) T
Mcinnes 2013 (Ustekinumab) 102 288 26 137 21.3% 1.87 [1.28,2.73) -
Melnnes 2015 (Secukinumab) 76 188 14 65 125% 1,88 [1.14, 3.08) e
Mease 2015 (Secukinumab) 91 255 15 117 12.2% 2,78 [1.69, 4.59) L
Mease 2016 (Ixekizumal) 54 132 13 67 10.9% 2.11[1.24, 3.58) T
Ritchlin 2014 (Ustekinumab) 38 140 8 68 6.2% 231114, 4867 -
Subtotal (95% CI) 1138 525 T77.6% 1.95 [1.60, 2.38] &

Total events 408 a4

Heterogeneity: Tau* = 0.00; Chi* = 4,36, df =5 (P = 0.50); F=0%
Test for overall effect: Z = 6.59 (P < 0.00001)

Total (95% CI) 1430 680 100.0% 1.95 [1.63, 2.32) .
Total events 516 123
L L I |
Heterogenaity: Tau? =0.00; Chi* =455 df =7 (P=0.72); F=0% ' ' ! |
0.2 0.5 1 2 5

Test for overall effect; Z = 7.46 (P < 0.00001)
Test for subgroup differences: Chi¥ = 0.00, df =1 (P =096}, F=0%

Favours Placebo Favours Biologic



ACR 20 24n eBoopada

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 Anti-TNF Inhibitors
Antoni 2005 (Inflbimab) 54 100 % 100 7.2% 3,38 [2.08, 5.48)
Genovess 2007(Adalimumab) 33 51 T 48 9.E% 117 |0.85, 1.62) ™
Kavanaugh2008 (Galimumab) 165 202 “ o113 7.0% 4.56[2.76,7.52) T
Mease 2005 (Adakmumab) 78 102 85 151 11.4% 1.78[1.44, 2.20) o
Mease 2014 (Cenolizumab) 164 273 213 9% 2.55(1.86,3.51) T
Mease 2017 (Adalimumab) 57 101 2 106 9.4% 1.87[1.34, 2.62] T
Subitotal (95% CI) 919 655 54.4% 2.23(1.60,3.11) S
Tolal evenis 85 186
Helerogeneity. Tau® =014, Chi" = 28,88, df = 5 (P < 0.0001), I" = 83%
Tesl for overall effect Z = 4.73 (P < 0.00001)
2.2 8 TH17T Inhibitors
Mcinnes 2013 (Ustekinumab) 188 409 4T 208 10.5% 201[1.53, 265 o
Mcinnes 2015 (Secukinumab) 134 299 15 88 7.2% 2.93[1.81,4.74) B
Mease 2015 (Secukinumab) 203 404 3/ 202 9.8% 290(2.11,3.98) o
Mease 2017 (Ixekizumab) 126 210 ¥ 106 9.9% 1.99[1.48, 271) I
Ritchin 2014 (Ustekinumab) a1 208 21 104 B.3% 217([1.44,3.27) I
Subitotal (95% C1) 1530 716 45.6%  230(1.94 2.72) L 2
Taolal evanis Td42 150
Helerogeneily. Tau' =001, Chi" = 486, di= 4 (P=0.30); I"= 18%
Tast for overall effect Z = 9,68 (P < 0.00001)
Total (95% CI) 2449 131 100.0% 2.25[1.86, 2.73] L 2
Total events 1293 336
Helsrogenelty: Tau® = 0.07; Chi" = 35,61, df = 10 (P < 0.0001); 1" = 72% —t * f —
01 02 05 1 2 5 10

Tasl for overall effect: Z = 8.24 (P < 0.00001)
Test for subaroup differences: Chi® = 0.02, di= 1 (P =0.87) 1" = 0%

Favouws placebs  Favours treatmant



MeplopICpOI-CUPTTEPAC AT

* MeAETEG BIOAOYIKWY TTAPAYOVTWYV * “high quality evidence and low risk
EvavTi Tou placebo kai 6x1 “head to of bias” YeAETEC TTOU
head” OUMTTEPIEANPONKOV

« OuadoTtroinon 2 dIa@OPETIKWV
Karnyoplwv non-anti TNFa pe
OaVO dIAPOPETIKO TPOTTO OPACNG
OTO KATAANKTIKA ONEIa-OoTOXOUG

[Tapopoia aTTOTEAECUATIKOTATA OTNV QVTIUETWTTION TNG
evBeoimidag kal TNG OAKTUAITIOAC



Take home message

* 2 VEEC BEPATTEUTIKEGC OUOTACEIC UE APKETEC OAAAYEC OAANG E KPITIKNA
QAVTIMETWTTION

« AgiommioTa dedopuéva aTTo TNV KABNUEPIVA KAIVIKA TTPAKTIKH YIO TNV
ATTOTEAEOMATIKOTNTA KaI TNV TTApapovh oTn Bgpartreia Tou 10V anti-TNF

* Mapopola amroteAeopaTIKOTATA BIOAOYIKWY OTNV £vOeaiTIida Kal TN dAKTUAITION



