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O poAog tn¢ IL-17 otnv nabBoduacioloyia tn¢ Pwplaonc kat
P wpLactknc apBpitidag
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ALEoN KL EQpEon avaotoAn tng II-17
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Biological effects adapted from Miossec P. Cellular & Molecular Immunology 2021; 18:860 — ¢



H aéltoAoynon OAwv Twv CNHELWV KOl CUMTITWHATWY £lval Baoikn yla
™ draxeipion tnc Wwplaoikng ApBpitidoag

--------- » Expedited Therapeutic Route
GRAPPA recommendations Which domains are involved? ——— Standard Therapeutic Route
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Assess activity, impact and prognostic
factors

v

Consider previous therapy, patient choice, other disease involvement and comorbidities. Treat, periodically re-evaluate
Choice of therapy should address as many domains as possible. and modify therapy as required

CSA, cyclosporine A; DMARD, disease-modifying anti-rheumatic drug; IAl, intra-articular injection; 1L12/23i, interleukin 12/23 inhibitor; IL17i, interleukin 17 inhibitor; LFN,
leflunomide; MTX, methotrexate; NSAID, non-steroidal anti-inflammatory drug; PDE4i, phosphodiesterase 4 inhibitor; phototx, phototherapy; SSZ, sulfasalazine; TNFi, tumor
necrosis factor inhibitor. 2No direct evidence for therapies in axial PsA, recommendations based on axial SpA literature; PCorticosteroid injections: consider on an individual
basis due to potential for serious side effects; no clear evidence for efficacy; “Keratolytics, steroids, vitamin D analogues, emollients calcineurini; 9MTX, CSA Acitretin, Fumaric
acid esters

Coates LC, et al. Arthritis Rheumatol. 2016;68:1060-71.



>50% twv tpwtoBepansvopevwv acBevwyv pue secukinumab nmétuxav toyeia
avtanokpion katd ACR20 nén ano tic 4 edonadec Ospamneiog

ACR20

Anti-TNF-naive

80 4 67.5%
67.7%

Responders, %

0 ) L] L]

0 4 8 12 16 20 24
Weeks

—8— Secukinumab 300 mg (Overall, n = 222; naive, n = 154; IR, n = 68)
#— Secukinumab 150 mg (Overall, n = 220; naive, n = 155; IR, n = 65)

ACR50
Anti-TNF-naive

Responders, %

0'.._7 T T

0O 4 8 12 16 20 24
Weeks

—A— Secukinumab 150 mg No Load (Overall, n = 222, naive, n = 158; IR, n = 64)
Placebo (Overall, n = 332; naive, n = 234; IR, n = 98)

ACR20 & ACR50 response rates from baseline up to week 24 in anti-TNF naive. ¥*P<0.0001; 1p<0.001; §p<0.01; ¥p<0.05 unadjusted p values versus placebo (Statistical analysis was based on logistic regression. Missing values and
placebo patients rescued at week 16 were imputed as non-responders.) aThe primary endpoint was ACR20 response in the overall population at week 16. ACR20/50/70, >220/50/70% improvement from baseline in American College

of Rheumatology response criteria.
Mease P, et al. Ann Rheum Dis 2018;77:890-897. doi:10.1136/annrheumdis-2017-212687

*Opada acBevwy mou giyav AaBet tponyou LEVWES Ewe 3 avtl-TNF mapdyovteg



>50% twv o€ Oepaneia pe secukinumab mEtuyav ko Statipnoov

avtanokpion katd ACR50 £w¢ ta 5 £tn Oepaneiac

FUTURE 1 (n=606 @ BL), 1/3 had IR to prior anti-TNF (up to 3 TNFi) FUTURE 2 (n=397 @ BL), 35% had IR to prior anti-TNF (up to 3 TNFi)
=R e At wk 104, 460 patients entered the 3-year extension study ¢ The study was designed as 5-yr study from the beginning
- ® 132/161 (82%) of those who were originally randomised to ¢ 248/397 (>62%) of those who were originally randomised to
FUTURE 2 secukinumab 150 mg, completed 5 years treatment secukinumab 75 mg, 150 mg, or 300 mg completed 5 years treatment

e Data are reported as observed. ¢ Data are reported as observed.

100 - Full Analysis Set ACRS50 response
d 100 = .
S 904 i
5 £ 80- 5
n = 1
) ACR20 _§ 704 i 86 539
o S 60- 56% &t 2" 54% ‘ 48%
. ACRS50 2 46%
o ACRT70 40 -
R % % [¢)
£ 2 30 » 38% s 4L
@ 5 204
o o Dose escalation !
o 10 starting at week 128
m 0 T T T T T T T T T T T T 1 O I I I I i I I I I I I
0 20 40 60 80 100 120 140 160 180 200 220 240 260 0 26 52 78 104 128140 156 182 208 234 260
Weeks Number of evaluable patients Treatment weeks
Dose received | 1 52 104 156 180 208 232 260 Secukinumab 300 mg 94 88 84 70 81 73 65
150 mg 153 155 146 155 137 126 87 74 Secukinumab 150 mg 95 88 77 60 42 27 24
150 > 300mg | 0 0 0 0 1 19 44 57 Secukinumab 150-300 mg 13 31 45 42

8- Secukinumab 150 mg (n=100)
—8— Secukinumab 300 mg (n=100)
-8 Secukinumab 150-300 mg (n=49)

Observed data presented through 260 weeks. ACR 20/50/70, American College of Rheumatology criteria for 20%/50%/70% improvement in disease activity; Original randomised treatment groups
shown and include patients who had dose escalation from 150 mg to 300 mg based on physician’s judgement from Week 128 or 156 onwards

Mease PJ, et al. ACR Open Rheumatology, Vol. 0, No. 0, Month 2019, pp 1-8. DOI:10.1002/acr2.11097; Mcinnes et al., Lancet Rheumatol 2020;2: e227-35



H oekoukwvoupaunn BeATLwvel onpovtika ta evpnpata o MRI kau
US t™n¢ pAsypovng twv apBpwoswv o acBeveic pe WA
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A. Baseline coronal TIW fs pos-Gd image shows synovial and periarticular thickness and enhancement (arrow), indicating active synovitis and

periarticular inflammation.
B. B.follow up image after 24 weeks treatments shows resolution of the periarticular inflammation and only residual synovial enhancement.

Overview Baseline Follow-Up

BMP, bone morphogenic proteins; IL-22, interleukin 22; PTHrP, parathyroid hormone related-peptide; MSC, mesenchymal stem cell
E. Kampylafka, et al. Poster FRI0625 EULAR, Madrid, 14-17 June 2017; Kampylafka et al. Arthritis Research & Therapy (2019) 21:178.



AvaotoAn tn¢ aktwvoypadknc e€€EAENG os >80% twv acBsvwv
ne evepyo WA o€ Oepaneia pe secukinumab

FUTURE 5

Cumulative probability plot (vdH-mTSS change from baseline)

Proportion of patients with no . 2

radiographic progression at A Secukinumab 300 mg (n=191)

2 years: [] Secukinumab 150 mg (n=181)

’ 40 — B Secukinumab 150 mg no load (n=169)
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150 mg and 150 mg no load groups included 77 and 79 patients with radiographic results, respectively, who had dose escalation at Week 52 or later c I o
TNF-IR, TNF-inadequate response. One anti-TNF-IR patient in 300 mg group is an outlier. mTSS change from baseline is 52.67 umulative percentage

Mease PJ, et al. RMD Open 2021;7:€001600. doi:10.1136/rmdopen-2021-001600



>60% tTwv acBevwv METUXE avtanokplon ASAS20, KALVIKA GNHOVTLKN,

nén ano tnv eBéopada 12 Oepaneiog LE CEKOUKIVOULAUTN

Treatment Period 1

100 -

Responders (%)

ASAS20 response

Treatment Period 2

*Full Analysis Set, as observed,;
ASAS, Assessment of Spondyloarthritis international Society

—@— Secukinumab 300 mg (N=164)
—%— Placebo to secukinumab 300 mg (N=81)
---zk---- Placebo to secukinumab 300 mg (N=81)

Responders (%)

ASAS40 response

Treatment period 1 Treatment Period 2
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40 2
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0

0 4 8 12 16 24 32 40 48 52
Weeks

—— Secukinumab 150 mg (N=157)
---4@»---- Placebo to secukinumab 150 mg (N=80)
- -4 - - Placebo to secukinumab 150 mg (N=80)

Baraliakos X, et al. Ann Rheum Dis 2021;80:582-590.



H oekoukivoupapunn Heiwoe tn ¢Aeypovi T060 otnV ZZ 0G0 KOl OTLC
LepoAayovieg apBpwoelc (cuUpdwva pe to total Berlin MRI score)

Berlin MRI score for entire spine Berlin MRI score for sacroiliac joints
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0 T T T 0 . . ”
Baseline Week 12 Week 52 Baseline Week 12 Week 52
. 2 Secukinr:le1aEb4300 mg = Secukinumab 150 mg Placebo to Secukinumab 300 mg Placebo to Secukinumab 150 mg

*Full Analysis Set.

MRI, magnetic resonance imaging; Sl, sacroiliac Baraliakos X, et al. Ann Rheum Dis 2021;80:582-590.



Anodpopn daktuAitidoag kat evBeoitidog pe diatnpnon tng
OLTTOTEAECOHATLKOTNTOC £WC TA 5 £Tn o€ aoOeveic o€ Oepaneia pe

secukinumab
FUTURE 1
Atrodpoun dakTuAiTIdAg Atrodpoun evBeoiTidag
100 - 100 -
94
56,3 88,4 88,9 86,3 89,7 87,8 90
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20 o 20 o
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Week24 Week52 Week104 Week 156 Week 208 Week 260 Week24 Week52 Week104 Week 156 Week 208 Week 260

H Secukinumab 10 mg/kg i.v. = 150 mg s.c. H Secukinumab 10 mg/kg i.v. = 75 mg s.c. H Secukinumab 10 mg/kg i.v. = 150 mg s.c. H Secukinumab 10 mg/kg i.v. = 75 mg s.c.
(N =83) (N=77) (N =99) (N=091)

Original randomized patients who had these symptoms at baseline are shown. Includes patients who had dose escalation from
75mg to 150/300 mg, and from 150 mg to 300 mg based on physician’s judgement from Week 156 onwards.

Mease, et al. ACR/ARHP Annual Meeting 2018, Chicago, United States, Oct 19-24, 2018, #2568; Mease PJ, et al. ACR Open Rheumatology, Vol. 0, No. 0, Month 2019, pp 1-8. DOI:10.1002/acr2.11097;
Mclnnes et al., Lancet Rheumatol 2020;2: e227-35



SCULPTURE

Percent responders

2 NMOVTLKEC KOL TIOLPOTETALUEVEC BEATIWOELC TNG SEPHATIKAC MPOOPOAN o€
acOeveic pe Ppwpiaon Ewe ta 5 £€Tn Opaneiog L CEKOUKLVOU AT

As observed —— PASI 75 —aA— PASI 90 —&— PASI 100
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40 - > 4 ¢ ¢
AR R S A % 41.0%
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n=162 n=152 n=139 n=132 n=122

. Bissonette R, et al. J Eur Acad Dermatol Venereol. 2018; 32(9): 1507-1514.

. LOCF, last observation carried forward; MI, multiple imputation; n, number of evaluable patients in the as
observed analysis (the number of evaluable patients in the MI and LOCF analyses was 168 at each time point);
PASI, Psoriasis Area and Severity Index score.



2 NMUOVTLKEG KOl TIOPOTETAMUEVEC BeATiwoelc katd NAPSI oe aocBeveic pe
Pwplaoiki ovuyia Ewe ta 2,5 £Ttn Oepaneiag LE CEKOUKIVOUAUTN

TRANSFIGURE

Baseline Week 32 1.5 years (Week 80) 2.5 years (Week 132) —a— Secukinumab 300 mg (n = 66)
' > A 4~ —&— Secukinumab 150 mg (n = 67)
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NAPSI, Nail Psoriasis Severity Index.
Images from a representative patient receiving secukinumab 300 mg in the trial over time.
Long-term data are as observed.

Reich K, et al. Br J Dermatol . 2021;184(3):425-436



KATIOLO VEO oo acPaAeLag

Table I1I. Summary of pooled safety data from secukinumab clinical trials

Ta averOupunta cupfavta NTaV CUYKPLOLHO 0€ OAEG TLC EVOELEELC YwPLC

Characteristic

Psoriasis

Psoriatic arthritis

Ankylosing spondylitis

Any secukinumab
N=8,819

Any secukinumab
N=2,678

Any secukinumab
N=1,140

Exposure (days), mean (5D)

Exposure (days), median (min-max)

Death, n (%)

Discontinuations due to adverse events, n (%)
Exposure-adjusted incidence rate/100 PY (95% CI)
Any adverse event

Ao coripne adysrcas ayant

623.9 (567.7)
366.0 (1.0-1,982.0)
14 (0.2)

466 (5.3)

224.9 (219.8, 230.1)
Z0(EE T5)

816.2 (580.7)
671.0 (8.0-1,984.0)
11 (0.4)

162 (6.0)

159.2 (152.7, 166.0)
B2.(2.4.9.0)

1,130.1 (583.0)
1,037.0 (1.0-1,991.0)
9(0.8)

88 (7.7)

125.5 (117.8, 133.5)
L = ﬁ 7%

Most common adverse events, IR (95% CI)
Nasopharyngitis

22.6 (21.8, 23.5)

11.6 (10.7, 12.6)

10.7 (9.48, 12.0)

Headache 7.3 (6.8, 7.8) 3.8(3.3,4.4) 3.8 (3.2, 4.6)
Diarrhosa 4.2 (3.9, 4.6) 3.9 (3.4, 4.5) 4.0 (3.3, 4.7)
Upper respiratory tract infection 5.3 (4.9, 5.7) 8.8 (B.0, 9.6) 4.5 (3.8, 5.3)
Adverse events of special interest, IR (95% CI)
Serious infections® 1.4 (1.2, 1.6) 1.8 (1.5, 2.2) 1.2 (0.9, 1.6)
Candida infections? 2.9(2.7, 3.2) 1.5 (1.2, 1.9) 0.7 (0.5, 1.1)
Opportunistic infections® 0.19 (0.1, 0.3) 0.18 (0.1, 0.3) 0.14 (0.1, 0.3)
Inflammatory bowel disease® 0.01 (0.0, 0.1) 0.03 (0.0, 0.1) 0.03 (0.0, 0.2)
Crohn’s disease® 0.1 (0.05, 0.2) 0.1 (0.04, 0.2) 0.4 (0.2, 0.7)
Ulcerative colitis® 0.1 (0.08, 0.2) 0.1 (0.04, 0.2) 0.2 (0.1, 0.5)
Major adverse cardiovascular event® 0.4 (0.3, 0.5) 0.4 (0.3, 0.6) 0.7 (0.4, 1.0)
Uveitis® 0.01 (0.0, 0.05) 0.1 (0.04, 0.2) 1.2 (0.9, 1.7)
I'-r1aligr|£|n|:~,-rf 0.9 (0.7, 1.0) 1.0 (0.77,1.3) 0.5 (0.3, 0.8)

3Rates for system organ class.®Rates for high-level terms. “Opportunistic infections were bronchopulmonary aspergillosis, cytomegalovirus gastroenteritis, gastrointestinal
candidiasis, herpes zoster cutaneous disseminated, herpes zoster infection neurological, mycobacterium avium complex infection, oesophageal candidiasis, pneumocystis
11irm::w.nen:ii pneumonia, toxoplasmosis, tuberculosis. dRates for preferred terms. ®*Rates for Novartis Medical Dictionary for Regulatory Activities (MedDRA) query terms.
Rates for standardized MedDRA query terms - “malignancies and unspecified tumour®.

CI: confidence interval; IR: incidence rate; N: total number of patients per group; n: number of patients with an event; PY: patient-years; SD: standard deviation.

Gottlieb AB, et al. Acta Derm Venereol. 2022. doi: 10.2340/actadv.v102.563.



MeA€tn SERENA: YYnAo nocooto mapapovng otn Oepansia pe

OEKOUKWVOUMAUTN Vi aicOeveic pe WA kat AZ otnv KaBnueptvi KAWLIKA

Survival Probability

TMPOLKTIKA ota 2 £t Oepaneiag

1.0 Table 2 Efficacy responses with secukinumab in PsA and AS cohort up to 2 years
Endpoints Baseline Year 1 Year 2
0.8 o o~ HHEH A HHH
PsA (N = 534)
0.6 Swollen joint count, mean + SD (M) 3.3 + 5.8 (203) 2.7 + 4.6 (164) 2.9 + 5.8 (105)
s Tender joint count, mean £ SD (M) 6.3 + 94 (203) 6.5 + 97 (165) 5.6 + 7.2 (105)
0.4 Presence of dacrylitis, 2/M (%) 33/519 (6.4) 15/422 (3.6) 12/298 (4.0)
. Presence of enthesitis, 7/M (%) 54/278 (19.4) 39/281 (13.9) 28/183 (15.3)
0.2 Total pain (VAS 0-100), mean £ SD (M) 31.9 £ 244 (431) 31.0 £ 253 (370) 28.4 £ 24.2 (245)
PGA 0/1 response, #/M (%) 197/307 (64.2) 216/303 (71.3) 152/191 (79.6)
0.0 - Indication 1. Psoriatic Arthritis & e Ankylosing Spondylitis Nail involvement, 72/M (%) 96/521 (18.4) 44/419 (10.5) 32/300 (10.7)
' ' ' ! ' ' ' ] ' HAQ-DIL mean £+ SD (M) 0.84 £ 0.71(398) 082+ 071 (313)  0.77 £ 068 (208)
0.0 05 1.0 15 20 25 30 35 4.0
: FACIT Fatigue, mean £ SD (M) 34.2 £+ 11.4(399) 344 + 12.1 (310) 36.6 £ 10.5 (205)
Time (Years)
1 n=534 489 443 401 374 218 20
2 n=470 426 386 361 343 154 19

H oekoukivoupapnn enedei&e uwnAd NocooTa Napapovng oTn Bepancia, KaAn Kal
d1aTNPNMEVN ANOTEAECUATIKOTNTA KAl EUVOIKO NPOoPiA aoPAAEIac Xwpic vea onuaTa
aoPaAeiag

Rheumatol Ther (2022) 9:1129-1142




2NUAVTLKA TieplocoTtepoL aoBeveic ou eAafav Oeparmeia pe to ixekizumab
netvyav avrarmokplon ACR gvavtl ekelvwv Tiou EAaav ELKOVIKO GAPUAKO TNV
EBSopada 24

JIRITE JIRITEA

100

100 -

m PBO (N=106) W ADA (N=101)
m IXE Q4W (N=107) m IXE Q2W (N=103)

=PBO (N=118) ®IXE Q4W (N=122) mIXE Q2W (N=123)

80

B D 0
o o o
I I

MNocooto Avtanokpiong (%)
S

MNooooT1d Avtatrokpiong (%)

ACR20 ACR50 ACR70 ACR20 ACRS50 ACR70

« ,
p<0,001 évavtL Tou PBO.

H ADA avtutpoowrevel évav §paotikd mapdyovta avadopds. H pelétn Sev eixe LoxV yLa Tov €Aeyxo tng Looduvapiag f tng KN KOTwTep OTNTAG TWV OUASwv SpacTtiknig Bepamneiag petafy toug, oupnepapBavopuévwy tou IXE évavtl tng ADA.
1. Mease PJ, et al. Ann Rheum Dis. 2017;76:79-87. 2. Nash P, et al. Lancet. 2017;389:2317-2327.



>30% twv a.oBevwv ou AapPavav Bepareia pe to ixekizumab epdaviocav
vuroxwpnon tng evoeaitidag (LEI=0) tnv EBSopada 24

100 -

NooooT1d Avratrokpiong (%)

80 A

60 -

40 -

20 A

= PBO (N=57) = PBO (N=69) = PBO (N=126)
m ADA (N=54) = IXE Q4W (N=68) = IXE Q4W (N=136)
= IXE Q4W (N=68) mIXE Q2W (N=84) mIXE Q2W (N=141)

mIXE Q2W (N=57)

SPIRIT-P1 SPIRIT-P2 Evotroinuévo ZUvoAo
h Asdopévwy yia WA

*p<0,01 évavtL PBO, 'p<0,025 évavtt PBO, ¥p<0,05 évavtt PBO ue tn XpAon avdAuong AOyLOTIKAG ToAVEpopunong.
ADA avtutpoowneleL évav SpacTiko mapdayovia avodopds. H pehétn Sev eixe Loy yla tov EAeyX0 TNG LOOSUVOULAG f TNG KN KATWTEPOTNTAG TwV OpASwv Spaotikig Bepameiag petaly toug, cupmephappavouévwy tou IXE évavtl tng ADA.
1. Mease PJ, et al. Ann Rheum Dis. 2017;76:79-87. 2. Nash P, et al. Lancet. 2017;389:2317-2327. 3. Gladman DD, et al. Arthritis Res Ther. 2019;21:38.



Mepwooodtepol aobeveic mou €AaPav Oepameia pe ixekizumab epdavioav vmoxwpnon NG
daktuAitidag kal otig SUo HEAETEG, O OUYKPLON UE EKEVOUC TOUC acBeveic mou Elafav ELKOVIKO
¢dappako (LDI-B=0) tnv EBSouada 24

= PBO (N=28) u PBO (N=14) = PBO (N=42)
m ADA (N=18) = IXE Q4W (N=28) - :ig Q‘Z‘w (sfig)
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SPIRIT-P1 SPIRIT-P2 Evotroinuévo ZGvoAo
Agdopévwy yia WA

*p<0,001 évavtl PBO, 'p<0,005 évavtt PBO (n T p yia IXE Q4W évavtt PBO otn Sokuwur SPIRIT-P2 npoékue pe tn Xxprion tng Sokipaciag akpiBeiag tou Fisher).
H ADA avtutpoowrelel évav §paotikod mapdyovta avadopds. H pelétn Sev eixe LoxU yla tov EAeyXo TG LoOSUVALIOG 1 TG KN KOTWTEPOTNTOG TwV Opddwy SpacTtikig Beparmeiag petafy toug, cupnepappavopévwy tou IXE évavt tng ADA.
1. Mease PJ, et al. Ann Rheum Dis. 2017;76:79-87. 2. Nash P, et al. Lancet. 2017;389:2317-2327. 3. Gladman DD, et al. Arthritis Res Ther. 2019;21:38.



Meplimouv to 30% cwcg 50% twv acBevwv mou €AaBav Bepamneia pe ixekizumab
geudavioav mAnpn vnoxwpnon tn¢ Ywpiaong kata mAakag tnv EBdopada 24

JIRITE JIRITEA

100 - = PBO (N=67) m [XE Q4W (N=68)
m [ XE Q2W (N=68)

100 - B PBO (N=67) mADA (N=68) mIXE Q4W (N=73) mIXE Q2W (N=59)

80

80 A

MNocooto Avtanokpiong (%)
NMocooT6 Avratrokpiong (%)

PASI 75 PASI 90 PASI 100 PASI 75 PASI 90 PASI 100

BSA 23% katd tnv'Evapén tng MeAgtng

*p<0,001 évavtL PBO, 'p<0,01 évavtt PBO.

H ADA avtutpoowrelel évav §pactikd mapdyovta avadopds. H perétn Sev eixe LoxU yla tov EAeyxo g LooSuvapiag 1 TG KN KATWTEPOTNTOG Twv opddwy SpaocTtikig Bepameiag petafl toug, cupneplappavopévwy tou IXE évavtt tng ADA.
1. Mease PJ, et al. Ann Rheum Dis. 2017;76:79-87. 2. Nash P, et al. Lancet. 2017;389:2317-2327.



Response Rate (%)

100

[00]
o

(o))
o

N
o

N
o

Alatipnon otov XpOvo ONUAVTIKWY KALVIKWY BeAtiwoswv — ACR50
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1. Chandran V, et al. Rheumatology. 2020;0:1-11. 2. Orbai AM, et al. Rheumatol Ther https://doi.org/10.1007/s40744-020-00261-0
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MetaBoAn Twv OEKTWY EVEPYOTNTOC TWV OUUMTWHATWY EVOELIKTIKWY a€OVIKNG PpooBoAng otnv
Wwplaotk ApBpitda amno tig peAéteg SPIRIT-P1/P2

KEY RESULTS BASDAI50 Response Rates in Patients With PsA With

. : : : Axial Symptoms
Change From Baseline in BASDAI- and ASDAS-Related Endpoints in Patients ymp
With PsA With Axial Symptoms

m PBO (N=151) B IXE Q4W (N=162)
m PBO(N=151) = IXE Q4W (N=162)
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Evomotlnpévocg mANBUoUog Twv PeAETwVY Kol post hoc avaAuon
Deodhar A et al, poster 1347, ACR Convergence 2021



Ekatootwataa  Avadoylia  AcBevwv  mou  [letuxav  Toautoxpova
Avtamokpion ACR50 kot PASI 100 ava EBb6ouada Oeparmelag

Kupio TeAIké onpeio: Avaloyia aocBevwy TTou AduBavav Bepartreia pe ixekizumab kal TréTuxav Tautoxpova avramokpion ACRS0 kai PASI 100 tnv ERSopdda 24
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8- ADA (N=283) -A-IXE (N=283)

Tp<0,01 évavti ADA, *p<0,05 évavti ADA.
H2H: MeAétn Apeong ZUykpiong
1. Mease PJ, et al. Ann Rheum Dis. 2020;79:123-131.



Avtamnokpion ACR20/50/70 ava EBSouada Osparmeiag

Meilov deuTtepeuov TEAIKO onueio: Avaloyia acBevwy 1Tou AdupBavav Bepartreia pe ixekizumab kai méTuxav avratrokpion ACR50 tnv EBdoudda 24
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NooooT1d Avratrokpiong (%)
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ERSopadeg
8- ADA (N=283) -A-IXE (N=283)

p=0,403 yia IXE €vavtit ADA tv EBSoudda 24 yia ACR20, p=0,338 yia IXE évavtt ADA tnv EBSoudda 24 yia ACR50, p=0,111 yia IXE évavtt ADA thv EBSopdda 24 yia ACR70.

Mia mpoaoéyylon otaBepol opiou yla Tov EAeyX0 LN KATWTEPOTNTAS, OTou To IXE Ba kpwvdtav pn katwtepo tng ADA gdv o KATw dpdyua tou apdimieupou 95% Cl yia t Stadopd Twv avaioylwy Twv aobeviv ou napousiacav avtanokpion ACR50 evw
AdpBavay IXE peiov toug aoBeveig mou napouciocav avtanokpion ACR50 evw Adppavav ADA rtav HeyoAUTEPO amo To TPoKaBopLopévo 0pLo tou -12,0%.

H2H: MeAétn Apeong Z0yKpLong

1. Mease PJ, et al. Presented at: EULAR 2019. Abstract LB0O0O05.



Avtarmnokpion PASI 100 ava EBSouada Oeparneiag
SPIRIT-H2H

Meilov deutepeUov TeAIKO onpeio: Avaloyia acBevwy TTou Adupavav Bepartreia pe ixekizumab kal TréETuxav avratrokpion PASI100 tnv ERdouada 24

E24 ES52
100

80

60* . I
60 * * . +
47
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NooooT1d Avtatrokpiong (%)

24 28 32 36 40 44 48 52
EROouadeg

8- 1XE (N=283) - ADA (N=283)

*p<0,001 évavtt tou ADA.
XpnowonowBnke NRI yia tnv amddoon Turg yia oAa ta eMeinovta dedopéva, cupnephappavopévwy twv acbeviv mou Stekodav th Bepameia wg pn avTamokpLOEvtwy.
1. Mease PJ, et al. Ann Rheum Dis. 2020;79:123-131. 2. Smolen J, et al. Presented at the ACR/ARP Annual Meeting, 2019. Late breaker presentation L20.



Yroxwpnon EvBeottidac (SPARCC=0) kat AaktuAitidac (LDI-B=0) tic Efdopadec 24 kaw 52

SPIRIT-H2H
SPARCC EvOeoiTidag=0 Ba@puoAoyia LDI-B =0
(e aobeveic pe BaBuohoyia SPARCC evBeaiTidag >0 katd (2€ aoBeveig pe BabuoAoyia LDI-B >0
TNV €vapén NG MEAETNG) KOTA TNV évapgn TNG MEAETNG)
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W ADA (N=171) M [XE (N=189) W ADA(N=58) M |XE (N=42)

*p<0,05 évavtt Tou ADA.

OLtipég avadopdg mapéxovral we péon twun (SD).

H2H: Mehétn Apeong ZUykpLong,

1. Mease PJ, et al. Ann Rheum Dis. 2020;79:123-131. 2. Smolen J, et al. Presented at the ACR/ARP Annual Meeting, 2019. Late breaker presentation L20.



Méeon MetaoAn tou HAQ-DI amo tnv'Evapén tnc MeAetnc ava ERSopada

Oeparnelag
SPIRIT-H2H
- ADA (N=283) - IXE (N=283)
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BaBuoAoyieg Avagopdg: 1,3 (0,7), 1,2 (0,6)
EROouadeg

*p<0,05 évavtt ADA. Twur p yia ADA évavte IXE thv EBSopdda 52 = 0,176..
Smolen J, et al. Presented at the ACR/ARP Annual Meeting, 2019. Late breaker presentation L20.



Tavtoyxpovn Avtamnokplon ACR50 kat PASI 100'Ewc kat tnv ERSopada 52
Le Baon tn Xpnon MTX kata tnv'Evapén tnc MeAetn

Xwpig Zuyxopnynon MTX katda Tnv ‘Evapén tng MeAéTng Me Zuyxopnynon MTX kard tnv ‘Evapén tng MeAéTng

(o1 aoBeveic ymTopoucav va Aappdavouv dAAa csDMARD) (o1 aoBeveic Ba pumopoucav va Aaupavouv aAAa csDMARD)
) 100 -
100 m-IXE (N=116) A ADA (N=114) - IXE (N=167) A ADA (N=169)
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0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52
EROouadeg ERSopadeg

AoBeveic TTou Adaupavav cuyxopnyoupevn Bepatreia ue csDMARD ek1d¢ TnG MTX katd Tnv évapén tng PEAETNG, n (%) = 30 (11%) yia ADA ka1 26 (9,2%) yia IXE

*p<0,05 évavtt ADA, 'p<0,001 évavti ADA, ¥p<0,01 évavtt ADA. Twur p yiat IXE évavit ADA tnv EBSopdda 52 otnv opdda ouyxopnyoluevng MTX =0,108.
T p tng aAAnAenibpacng unoopddag-epaneiag tnv EBSoudsa 16 = 0,019- o OAa tar AANQ Xpovikd onpeia: NS.

Stov éAeyxo aAnAeniSpaong, pia tun p <0,1 Bewpeital OTATIOTIKA ONUOAVTLKA

1. Smolen J, et al. Presented at the ACR/ARP Annual Meeting, 2019. Late breaker presentation L20. 2. Data on file, Eli Lilly and Company.



AodaAela ToU ixekizumab of3 aoBeveic LE Wwplaotkn ApBpitida:
OUVOALKA 6edoEV OTTO TECOEPLC KALVIKEC SOKLUEC e €EkBeon avw Twv 2000 aoBevo-eTwv

ZUVOAKOG TANBUoMOG Tou IXE otnv
WwpLaoikn ApBpitida
N=1401
YUVoAo aoBevwv-eTwv €KBeoNC
Méon £€kBeon (NUEPEC)
EruAeypéveg Averl@uunteg EVEpYELEC n (%) EAIR 95% ClI
Oadavartoc* 6 (0.4) 0.3 0.1t0 0.6
AE ntou o0ényel o dtakonn (cuuneplhapfavopévou tou Bavatou) 115 (8.2) 5.1 43t06.1
>AE? 134 (9.6) 6.0 50to7.1
AAAepYIKEC avTibpaoslg/unepevocOnoieg 2(0.1) 0.1 0.0to 0.4
KokonOeieg 7 (0.5) 0.3 0.1t0 0.7
NMSC 0 0.0 0.0to 0.4
KakonOeieg ektog oo NMSC 7 (0.5) 0.3 0.1t0 0.7
DAeypovwdng vooog Tou EVIEPOU 2(0.1) 0.1 00to 0.4
Kata®Awpn 1(0.1) 0.0 0.0to 0.3
AuTtokTtoVviKN cupTepLdopa/AUTOTPOLUHOTIONOG 0 0.0 0.0to0.4
MACE“ 12 (0.9) 0.5 0.3t0 0.9
Kuttapomnevieg 0 0.0 0.0to 0.4
AVTIOpAOELG OTO ONUELO TNG EVEDNG 156 (11.1) 6.9 59to 8.1

Deodhar AA, et al. Ann Rheum Dis 2022;0:1-7. doi:10.1136/annrheumdis-2021-222027



Dual Inhibition of IL-17F in Addition to IL-17A Modulates Downstream Cytokine Production and
Reduces Inflammation in in Vitro Models of PsA and axSpA

IL-17A and IL-17F

‘0 heterodlmer
IL-17F=IL-17F °
homodimer

homodimer (may also
signal through
IL-17RC complex aloned)
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IL-17RA/RC receptor
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U

Immune-mediated inflammatory diseases
(psoriasis, psoriatic arthritis, axial spondyloarthritis)

------------------------------------------------------------------------------------------

*There are no head to head data com aring the clinical efficacy of BKZ vs IL-17A inhibitors
in PsA or axSpA. IL: interleukin; IL-17R: Interleukin 17 receptor.

83885%858 0% 2835258585

In vitro models* of PsA and axSpA show that
inhibiting IL-17F in addition to IL-17A results in:

Increased suppression of synoviocyte
proinflammatory genes elevated in PsA

Reduced migration of both adaptive and innate
immune cell types

Reduced periosteal stem cell
bone formation

1. Glatt S et al. Ann Rheum Dis. 2018;77:523-532. 2. Shaw. Psoriasis Gene to Clinic 2017. London, United
Kingdom. Oral Presentation. 3. Shah et al. RMD Open. 2020;6(2):e001306. 4. Yang XO et al. J Exp Med.
2008;1063-1075. 5. Goepfert A et al. Immunity. 2020;52(3):499-512.e5.



2 NUOVTLKA TIEPLOOOTEPOL 0loBeveic TTov eEAaBav Beparmeia pe to bimekizumab netuyav
avtarokplon ACR gvavtl ekeivwyv rtou EAafav lkoviko appakotnv EBdopada 16

_“\\j\l\\' ACR20 Primary endpoint: ACR50

0? Double-blind Active Double-blind Active
6€ 100 1 period treatment-blind 100 1 period treatment-blind
period period
Nominal p<0.001 p<0.001
80 ~ BKZ vs PBO o 80 A BKZ vs PBO
at Week 16 68.6% 70.7% at Week 16
60 -
45.7% 47.1%
45.5%
40 o
43.9%  _e35.9%
r
Vs
20 )
Vs
10.0%

0 : .
0 4 8 12 16 20 24
Weeks Weeks
— = ---- PBO - BKZ 160 mg Q4W (n=281) — BKZ 160 mg Q4W (n=431)

Non-responder imputation. Randomised set. p values for BKZ vs placebo were obtained from logistic regression with treatment, bone erosion
at baseline and region as factors. Nominal p values were not adjusted for multiplicity. The study was not powered for statistical comparisons of
adalimumab to bimekizumab or adalimumab to placebo.

ACR70
Double-blind Active
100 - period treatment-blind
period
Nominal p<0.001
80 1 BKZ vs PBO
at Week 16
60 -
40 A
27.9% 30.0%
29.2%
20 24.4% _ #18.9%
/r -
r'd
r'd
__——¥4.3%

0 4 8 12 16 20 24

Weeks

Reference arm (ADA 40 mg Q2W; n=140)

Mclnnes IB et al. EULAR 2022. Presentation LBO0OO1.



>50% twv a.oBevwv og BKZ metuyav PASI 100

Patients (%)

PASI75 PASI90 PASI100
Double-blind Active Double-blind Active Double-blind Active
100 1 period treatment-blind 100 1 period treatment-blind 100 1 period treatment-blind
. period period period
Nominal p<0.001 .
BKZ vs PBO p<0.001 Nominal p<0.001
i 81.1% i BKZ vs PBO ] BKZ vs PBO
80 atWeek 26 » 75_7% 80 at Week 16 80 at Week 16
77.4% y 72.8%
/
/7
60 s 60 £ 61.4% 60 -
I' . 47.1% 5 99
47.5% 042.9%
40 / 40 / 40
/ é /*38.2%
/ // ’
I’ / I,
20 , 20 20 ¢
20.6% ,°
12.9% ,
0 . . 0 . 0 2.1% .
0 4 8 12 16 20 24 0 4 8 12 16 20 24 0 4 8 12 16 20 24
Weeks Weeks Weeks
— = ---- PBO - BKZ 160 mg Q4W (n=140) — BKZ 160 mg Q4W (n=217) Reference arm (ADA 40 mg Q2W; n=68)

Non-responder imputation. Randomised set. In patients with PSO involving 3% of BSA at baseline. p values for BKZ vs placebo were obtained from logistic regression

with treatment, bone erosion at baseline and region as factors. Nominal p values were not adjusted for multiplicity. The study was not powered for statistical comparisons Meclinnes IB et al. EULAR 2022. Presentation LBO0OO1.
of adalimumab to bimekizumab or adalimumab to placebo.



2NUAVTIKA Tieplocotepol aoBeveic mouv eAafav BMK metuxyav MDA gvavtl
eKelvVwV IOV EAaPav eLkoviko pappakotnv ERSopada 16

x\N\P‘\‘
ot

100 -

Double-blind period Active treatment- MDA response defined as achievement of at
blind period least 5 of the 7 following criteria:
801 * Tender joint count <1
,\3 p<0.001 * Swollen joint count <1
< 60 - at Week 16 * Psoriasis Area and Severity Index <1* or
*2 45.0% 48.5% body surface area <3%"
. (1] _ —
'% 40 - //// ‘ * Patient’s Assessment of Arthritis Pain
o — - - *37.7% <15 mm
— _--"
_-r * Patient global assessment-PsA <20 mm
20 1 _-- -7 * Health Assessment Questionnaire—Disability
e ¥ Index <0.5
o ¢ 13.2%
0! . . . . . . * Leeds Enthesitis Index <1
0 4 8 12 16 20 24
Weeks
— = ---- PBO - BKZ 160 mg Q4W (n=281) — BKZ 160 mg Q4W (n=431) Reference arm (ADA 40 mg Q2W, n=140)

Non-responder imputation. Patient’s Assessment of Arthritis Pain and the Leeds Enthesitis Index were the instruments used to define patient pain and tender entheseal points in Mclnnes IB et al. EULAR 2022. Presentation LBO0O1. 1. UCB
MDA, respectively, as per study protocol. Randomised set. p value for BKZ vs placebo was obtained from logistic regression with treatment, bone erosion at baseline and region as factors. The Data on File (PA0010 Statistical Analysis Plan. Amendment
study was not powered for statistical comparisons of adalimumab to bimekizumab or adalimumab to placebo. *For patients with PSO involving 23% of BSA at baseline. TSubjects with BSA <3% at 3.2022. p85) — Data are available on request
baseline will always meet the criteria PASI <1 or BSA <3% except in the cases where a BSA score >3% is observed. ’ ' '



NS

vdHMTSS score change from
baseline at Week 16 (mean [SE])

2 NUaVTKA TepLoootepol aoBeveic mou eAaBav BMK netuyav avaotoAn tng e€EAENG TNG
dokn S BAABNCg evavtL ekeivwy ou AaBav elkoviko dapuakotnv EBSopada 16
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p=0.001
0,31 at Week 16
0,5 1

j O,OO
0,0 T T

[TIMH]

PBO (n=416)
(n=261)

Reference arm (ADA
BKZ 160 mg Q4W 40 mg Q2W; n=131)

Multiple imputation. Radiographic set. p values BKZ vs placebo were obtained from ANCOVA with treatment, bone
erosion at baseline and region as fixed effects and the baseline value as covariate. The study was not powered for
statistical comparisons of adalimumab to bimekizumab or adalimumab to placebo.
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At-risk population

Elevated hs-CRP (26 mg/L) and/or 21 bone erosion at baseline

p<0.001
0,36 at Week 16
-0,01
[TIMH]
PBO (n=357)

(n=221)

Reference arm (ADA
BKZ 160 mg Q4W 40 mg Q2W, n=108)

Mclnnes IB et al. EULAR 2022. Presentation LBO0O1.



Xwpic karmoLo veo onpa aopalelac ot 24 eBoopadec Beparneiac pe BKZ

\%
~
A
OQ
ng
Placebo

n (%) (n=281)
Any TEAE 139 (49.5)
Serious TEAEs 3(1.1)
Discontinuation due to TEAEs 3(1.2)
Drug-related TEAEs 35(12.5)
Severe TEAEs 0
Deaths 0

Weeks 0-16

BKZ 160 mg Q4W

(n=431)

258 (59.9)
7 (1.6)
8 (1.9)

101 (23.4)
4(0.9)

0

Safety set. *Includes patients who switched from placebo to BKZ (events after switch only).

Reference Arm
(ADA 40 mg Q2W;
n=140)

83 (59.3)
2 (1.4)
3(2.1)

34 (24.3)
3(2.1)

0

Weeks 0-24
BKZ 160 mg Q4W Reference Arm
Total (ADA 40 mg Q2W;

(n=702)* n=140)
395 (56.3) 96 (68.6)

20 (2.8) 5(3.6)

12 (1.7) 7 (5.0)
149 (21.2) 43 (30.7)

10 (1.4) 3(2.1)

0 0

Mclnnes IB et al. EULAR 2022. Presentation LBO0O1.
1. Ritchlin CT et al. Lancet. 2020;395(10222):427-40.
2. Coates LC et al. Ann Rheum Dis. 2021;80:779-780(P0S1022).



Xwpic kamowo veo onpa aocdaletac otic 24 eBoopadec Bepamneiog pe BKZ

\
N
QA
OQ
& Weeks 0-16 Weeks 0-24
Reference Arm BKZ 160 mg Q4W Reference Arm
BKZ %r?(:) 42% QAW I (ADA 40 mg Q2w; Total (ADA 40 mg Q2W;
n (%) n=140) (n=702)* n=140)

Most frequently reported TEAEs

(23% in any treatment arm)’
Nasopharyngitis 13 (4.6) 40 (9.3) 7 (5.0) 58 (8.3) 12 (8.6)
Upper respiratory tract infection 18 (6.4) 21 (4.9) 3(2.1) 31 (4.4) 5(3.6)
Headache 7 (2.5) 20 (4.6) 2 (1.4) 26 (3.7) 3(2.1)
Diarrhoea 7 (2.5) 16 (3.7) 5(3.6) 21 (3.0) 5(3.6)
Hypertension 11 (3.9) 12 (2.8) 4(2.9) 19 (2.7) 4(2.9)
ALT elevation 2(0.7) 3(0.7) 7 (5.0) 5(0.7) 8 (5.7)
Oral herpes 3(1.1) 5(1.2) 3(2.1) 7 (1.0) 6 (4.3)
Injection site erythema 0 1(0.2) 4 (2.9) 2 (0.3) 5(3.6)

Fungal Infections* 4(1.4) 20 (4.6) 1(0.7) 40 (5.7) 1(0.7)
Candida infections® 2(0.7) 11 (2.6) 0 22 (3.1) 0

Adjudicated MACE 0 0 0 1(0.1) 0

Adjudicated IBD 0 0 0 1(0.1)" 0

Safety set. *Includes patients who switched from placebo to BKZ (events after switch only). TTEAEs 23% in any treatment arm are reported by Mclnnes IB et al. EULAR 2022. Presentation LBOOO.
. . =, (] . .
preferred term. ¥No #t)mgal infections were systemic. SAll infections were mild to moderate and none were serious, 1 BKZ patient discontinued. '"One 1. Ritchlin CT et al. Lancet. 2020;395(10222):427-40.

case of probable IBD in a patient with no prior history of IBD. 2. Coates LC et al. Ann Rheum Dis. 2021;80:779-780(P0S1022).



2 NUOVTLKA TtEpLOoOTEPOL 0.0Beveic tou eAaBav Bepareia pe to BKZ metuyav

& avtartokplon ACR kat PASI €vavtl ekelvwv mou E\apav ELKoVIKO pAaApUOKO TNV

@& ERSouada 16
O

C . . *
N Primary Endpoint: ACR50 PASISO0
100 - 100 - A =62.0%
p<0.001
80 - A =36.6% 80 1 s 8
- p<0.001 -
Q\o/ 60 ~ 60 -
(%]
E 43.4%
w40 - 40 -
o
20 ~ 20 ~
6.8% 6.8%
o L I o L I |
PBO BKZ 160 mg Q4W PBO BKZ 160 mg Q4W
(n=133) (n=267) (n=88) (n=176)

yor:j-resp(()jnder imputation. b d | " INFinhib 4
andomised set. p values were obtained from logistic regression with treatment, prior inhibitor exposure an .
region as factors. *In patients with PSO involving 23% BSA at baseline. Merola JF et al. EULAR 2022. Presentation OP0255.



2NUAVTIKA HEYOAUTEPEC AELTOUPYIKEC PeAtiwoel pe to BKZ €vavtl tou €lKovikou
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Change from baseline (mean [SE])

HAQ-DI CfB

Weeks
8

12 16

-0,4 - BL mean (SD)
1.0 1.0
05 A (0.7) (0.6)

Multiple imputation.

— [TIMH Y]

p<0.001
at Week 16

® [TIMH Y]

—— PBO (n=133)

SF-36 PCS CfB

BL mean (SD)

359 36.4
7 (10.2) (9.0)

jusawanosdwy

[TIMH ¥]

p<0.001
at Week 16

Juawanosdwy

—& [TIMH }]

—— BKZ 160 mg Q4W (n=267)

Randomised set. p value obtained from logistic regression with treatment, prior TNF inhibitor exposure and region as factors.

12 16

Merola JF et al. EULAR 2022. Presentation OP0255.



MNapopowa anoteAéopata katd ACR50 petaéy BE COMPLETE (TNFi-IR) kot BE
OPTIMAL (bDMARD-naive) tnv eBSopésa 16

BE COMPLETE (TNFi-IR patients)? BE OPTIMAL (bDMARD-naive patients)?

100 - 100 -
A =36.6% A=33.9%
80 - p<0.001 o | p<0.001
S 60 60 |
i
S [TIMH]% [TIMH]%
T 40 40 -
o
20 4 20 A
[TIMH]% [TIMH].0%
0 ' 0 |
PBO BKZ 160 mg Q4W PBO BKZ 160 mg Q4W
(n=133) (n=267) (n=281) (n=431)

Non-responder imputation.

. . - . . . N . 1. Merola JF et al. EULAR 2022. Presentation OP0255.
Randomised set. p value for BE COMPLETE was obtained from logistic regression with treatment, prior TNF inhibitor exposure and region as factors. p 2. Mclnnes IB et al. EULAR 2022. Presentation LBOOOL.
value for BE OPTIMAL was obtained from logistic regression with treatment, bone erosion at baseline and region as factors.



Xwpic karmolo veo onpa aopalelac otic 24 Boopadec Oepaneiog pe BKZ

09 2150 mg QW 01257

Any TEAE 44 (33.3) 107 (40.1)
Serious TEAEs 0 5(1.9)
Discontinuation due to TEAEs 0 2(0.7)
Drug-related TEAEs 4 (3.0) 35(13.1)
Severe TEAEs 0 5(1.9)
Deaths 0 0
Most frequently reported TEAEs on the BKZ arm

Nasopharyngitis 1(0.8) 10(3.7)

Oral candidiasis’ 0 7(2.6)

Upper respiratory tract infection 2 (1.5) 6(2.2)

Safety set. *One patient included in the randomised set was not counted in the safety set. 6 out of 7 cases classified by Merola JF et al. EULAR 2022. Presentation OP0255.
investigator as mild in intensity, 1 out of 7 cases classified as moderate in intensity; one case resulted in discontinuation. n: 1. Ritchlin CT et al. Lancet 2020;395(10222):427-440.
number of patients reporting at least one TEAE in that category. 2. Coates LC et al. Ann Rheum Dis. 2021;80:779-780.
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CLINICAL SCIENCE

Brodalumab in psoriatic arthritis: results from the
randomised phase IIl AMVISION-1 and

AMVISION-2 trials

Philip J Mease @ ," Philip § Helliwell,” Kasper Fiellhaugen Hjuler @ ,* Kyle Raymond,”

- 5
lain Mclnnes

ABSTRACT

Objective Tacompare the efficzcy and safety of
bradalumak, an interlewiin-17 receptor subunit A
inhibitor, with placeba, in patients with psoriatic arthsifis

Mathods Adult patients with active PsA and
inadequate response ta, or intolerance to, conventional
treatment were enrolled into two phase Il studies
{NCTO2029495 and NCT02024646) and randomised
1:1:1 to receive suboutaneous brodalumab 140 mg ar
210mg or placebo at weeks 0, 1 and every 2 weels up
to 24 weeks About 30% of patients had prior use of
biclagics. The primary endpaint for bath studies was the
Americzn College of Rheumatology 20 {ACR20) response
at week 16.

Results 962 patients were randamised acrass the
studies prior to early temination due to sponsor
decision. The primary endpoint was met in both studies.
Based on comparable design and eligibility oriteria,

data from bath studies were poaled. Significanthy

more pafients achieved ACR20 at week 16 in bath
bradalumab treatment groups {45.8% and 47.9%

for 140mg and 210myg, respectively) wersus placeba
{20.9%) {p<0.0001). Similar results were ohsarved at
week 4. Significantly higher propartians of patients
receiving brodalumah achieved ACRSINTD, Psoriass Area
and Severity Index 75/90100 and resclution of dactyfitis
and enthesitis versus placeba {p=0.01). Adverse event
rates were similar acoss treatments at week 16 {34.4%,
51.6% and 54_5% for placebg, brodalumab 140 mg
and 210 mg, respectively). No new safety signals were
reported.

Conclusion Brodalemab wes assodated with r=pid
and significant improvemants in signs and symgtoms

of Ps& versus placeba. Brodalumab was well tolersted,
with a safety profile consissent with other interleukin-17
inhibitors.

INTRODUCTION
Paoriatic arthriris (Psd) is 2 chronic inflammatory
disorder thar can affect the joines, tendon sheaths,
entheses and axial shkeleron * Fed & 2 hetezoge-
neous condition with different dinical phenotypes,
varying in severity, disease course and numbers of
affected joints. Pasients with PsA can experience
substantial disability, with severe joint damage
digital deformation, fonctional impairment and
impairment of quality of lifs {(el)*

Corrent  treatment  gnidelines  recommend
biologic disease-modifring  antitheamatic  drugs

Wizt ks already known about this subject?

» Brodzlumzb has demonstrated efficacy ina
phase |l trial of patients with psoriztic arthritis
{PsA.

What does this study add?

» These phase |l trials summarise the efficacy
and safety of brodalumab in 2 much larger
papulation, namely 962 patients with PsA.

How might this Impact on dinlcal practice or

future developments?

» Raceptor-level tzrgeting of the interleukin-17
cytokine fzmily imvolved in the pathogenesis
of Ps& by brodalumab results in clinically
meazningful improvements in articular,
enthesitis, dactylitis, skin and health-related
domains These trizks provide important
information for clinicians treating patients with
PsA with brodalumab.

[DMARDs) as 2 weatment option on inadegoare
resporse following creatment with non-sreroidal
anti-inflammatary drogs (N5AIDs), :mu:usruulds
and conventional synthetic DMARDs* De—spune
the advent of therapeutics rargeting namoar necrosis
factor (TNF), intecleolin (TL)-174 and IL-12/23
and, more recently, Janos kinaze and phosphodi-
esteraze type 4, an onme: need remains in Pad as
a significant proportion of patients either do not
respond or eventually lose response to currendy
available therapies.” °® Brodalomab is 2 fully human
monoclonzl antibody with 2 onique mechanism of
action that binds to the IL-17 receptor subunic A
[IL-17RA) with high affinity and, as 2 consegoence,
blocks the action of mulkpls proinflammatory cyto-
kines of the IL-17 family, bevond thar of IL-17A
alone. Brodalumab 210 mg i correncly approved for
the treatment of moderate-to-severe plague psori-
asis” *¥ in the USA, EU, Canada and certain Asian
countries and for Ped corrently only in Japan **
The efficacy and safery of brodalumab in Psd were
evaluated in a phase II, randomised, double-blind,
placebo~conerolled rrial (NCT 01516857)." Broda-
lumab 140mg and 280mpg once every 2 weeks
[Q2W) were associated with significandy greater
improvements in  clinical responze  (American
College of Rheomatology 20 [ACR20); primary

BM)

Mezse P, et &l Ar Rl D& 20200019, dol:1 0.1 1 36/annrheumdls-2019-216835
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Patients (%)

[Toocoota avramnokploewyv kot ACR tnv ERS. 24

ACR20 ACR50 ACR70
Placebo B Brodalumab 140 mg Brodalumab 210 mg
100 A 100 A 100
90 90
80 80
70 70
60 60
50 50
40 40
30 C 30
20 73 20 4 3
10 1 10 1;—/_:!_/—;:—/%_‘!’_/!
O L T T T T T T T T T T T T T 0 ,T‘ T T T T T T
2 4 8 12 16 20 24 2 4 8 16 20 24 2 4 8 12 16 20 24
Weeks Weeks Weeks
Patients achieving Patients achieving Patients achieving
ACR20 at week 24 (%) ACR50 at week 24 (%) ACR70 at week 24 (%)
Placebo 24.2 Placebo 10.5 Placebo 4.8
Brodalumab 140 mg 50.9 Brodalumab 140 mg 29.9 Brodalumab 140 mg 14.4
Brodalumab 210 mg 54.6 Brodalumab 210 mg 36.9 Brodalumab 210 mg 21.2

Full Analysis Set

GEE and NRI applied for reasons other than premature study termination.
GEE, generalised estimating equation model.

LEO data on file.




Percentage of subjects

PASI scores tnv ERO. 24

O Placebo + Brodalumab 140 mg Q2W x Brodalumab 210 mg Q2W

PASI 75 PASI 90 PASI 100
100 100 100 -
90 90
80 80 -
704 70 -

i - SR T

101~ I W 10 _ %
JE s s & ¢ & — 3 =3 = ¥ ¥ 3 3
T T T T T T T T T T T T T T T T T T T T T
2 4 8 12 16 20 24 2 4 8 12 16 20 24 2 4 8 12 16 20 24
Weeks Weeks Weeks
Patients achieving PASI75 Patients achieving PASI90 Patients achieving PASI100
at week 24 (%) at week 24 (%) at week 24 (%)
Placebo 9.8 Placebo 3.8 Placebo 1.9
Brodalumab 140 mg 51.3 Brodalumab 140 mg 37.3 Brodalumab 140 mg 26.6
Brodalumab 210 mg 71.2 Brodalumab 210 mg 57.8 Brodalumab 210 mg 49.1

*p<0.0001 versus placebo. Psoriasis Efficacy Full Analysis Set. NRI has been applied following early withdrawal from study for reasons other than premature study termination. Intermittent missing data is
assumed MCAR.

GEE has been used to estimate odds of response.

MCAR, missing completely at random.

LEO data on file.



Avtamnokptloelc EvBeoitidac & AaktuAitidac tnv ERS. 24

100
90 4
80
70
60

Percentage of subjects

AakTUuAiTI®A

O -
T T T T
4 12 16 24
Weeks

No. subjects o Placebo + Brodalumab 140 mg Q2W x Brodalumab 210 mg Q2wW
Placebo 150 120 110 83
Broda. 140 mgQ2wW 137 111 98 78
Broda. 210 mg Q2w 143 132 120 92

Patients achieving resolution
of dactylitis at week 24 (%)

Placebo 22.7
Brodalumab 140 mg 41.6
Brodalumab 210 mg 43.8

*p<0.0001 versus placebo. Enthesitis and Dactylitis Efficacy Full Analysis SetNRI has been applied following early withdrawal from study for reasons other than premature study termination. Intermittent

missing data is assumed MCAR.

GEE has been used to estimate odds of response.
MCAR, missing completely at random.

LEO data on file.

100
90
80
70

Percentage of subjects

EvOeoiTi®a

0 —
T T T T
4 12 16 24
Weeks
No. subjects O Placebo + Brodalumab 140 mg Q2W x Brodalumab 210 mg Q2W
Placebo 197 160 144 102
Broda. 140 mgQ2W 182 155 132 108
Broda. 210 mgQ2W 185 155 138 101
Patients achieving resolution
of enthesitis at week 24 (%)
Placebo 19.8
Brodalumab 140 mg 43.0
Brodalumab 210 mg 60.1




Psoriatic Arthritis Disease Activity Score (PASDAS) tnv EBS. 24

To Psoriatic Arthritis Disease Activity Score

aroTeAELTAL ATIO TIC TTOPOKATW KATNYOPLEC:

* Physician global VAS

* Patient global VAS

e SF-36 PCS

* AplBuoc Obnuatwdwv ApBpwoewv
* AplBuoc EvaiocOntwyv ApBpwoswv

* Leeds Enthesitis Count

* Dactylitis count

* CRP

Psoriatic Arthritis Disease Activity Score (PASDAS):

Change from baseline

0.0 1&—

-0.5

-1.0

-1.5 1

-2.0 1

-2.5

-3.0 1

12
Analysis Week

(((0.18V PGA) + (0.159V PtGA) — (0.253 x ¥ SF-36-PCS) + (0.101 x LN (SJC + 1)) + (0.048 x LN (TJC + 1))
+(0.23 X LN (LEI +1)) + (0.37 LN (tender dactylitis count + 1)) + (0.102 x LN (CRP + 1)) +2) x 1.5

Helliwell et al. 2013 - Ann Rheum Dis. 2013 Jun;72(6) 986-91; Helliwell et al. 2014 - J Rheumatol. 2014 Jun;41(6) 1212-7

16

24



Npodi\ Acpalelag

AVETILOU UNTEC EVEPYELEC ava Katnyopla pexpL tnv ERS. 16

Placebo All brodalumab

Any AE, n (%) 174 (54.4) 164 (51.6) 175 (54.5) 339 (53.1)
Any SAE, n (%) 9(2.8) 6 (1.9) 11 (3.4) 17 (2.7)
ﬁ)/n)y AE leading to discontinuation, n 7(2.2) 3(0.9) 4(1.2) 7 (1.1)

(o]

Any AE leading to interruption

of treatment, n (%) Al 30(9.4) 38 (11.8) 68 (10.6)

Mo ouxveg avemBupnteg evépyeleg (5 patients per group) oto brodalumab (140 4 210 mg):
* Aldppola

* Pwodapuyyitida

* KedahoAyia

* Ynéptaon

* Pwitida

*  Nolpwéelc Avwtepou AvarmveuoTLKoU

Subjects with multiple events in the same category are counted only once in that category.

AE, adverse event; SAE, serious AE.

1. LEO data on file. Table 11.3.2.1.1.; 2. Mease PJ et al. P0387 presented at the 26th EADV congress; September 13-17, 2017; Geneva, Switzerland;
3. Mease PJ et al. P0388 presented at the 26th EADV congress; September 13—-17, 2017; Geneva, Switzerland.



Targeted systemic therapies for psoriatic arthritis: as systematic review

Psoriatic arthritis
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Targeted systemic therapies for psoriatic
arthritis: a systematic review and
comparative synthesis of short-term
articular, dermatological, enthesitis and
dactylitis outcomes
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-The NMA included 46 studies

-Some anti-TNFs may perform numerically, but not significantly, better than IL
inhibitors on ACR response but perform worse on PASI response

-Few significant differences between bDMARDs on ACR response were after
subgrouping for prior bDMARD exposure

-Guselkumab and IL-17A or IL-17RA inhibitors—brodalumab, ixekizumab,
secukinumab—were best on PASI response

-These IL-inhibitors and adalimumab were similarly efficacious on resolution of
enthesitis and dactylitis.

-Infliximab with and without methotrexate, certolizumab 400 mg every 4 weeks
and tildrakizumab showed the highest rates of DAE

-Abatacept, golimumab and the IL-inhibitors, the lowest

Conclusions Despite similar efficacy for ACR response, IL-17A and IL-17RA
inhibitors and guselkumab offered preferential efficacy to anti-TNFs in skin
manifestations, and for enthesitis and dactylitis, thereby supporting drug selection
based on predominant clinical phenotype.
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Targeted systemic therapies for psoriatic
arthritis: a systematic review and
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articular, dermatological, enthesitis and
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lain B Melnnes © " Laura M Sawyer © ? Kristan Markus,” Corinne LeReun,”

Celia Sabry-Grant,? Philip & Halliwall © 7

HBSTRACT
Inirodection Randomised oninled irais ACTS) hawe
campared blskegical and tangeted systemic dissisa-
miodiying antrrematc dgs [BMAADS) apainst phcebo

i racrinfic: oribrilis (PsA); few ferew comeared Bem head n
head

Objectives To compars e sflicacy and sabety of &l
ereabuaiedd DMARTIS for active Pad, wih 2 special fecus on
biningical (BRI POMARDS) loarsed for FA or pseriass.
Misthods A systematic revienw idenified ACTE and Bayesian
natwirk meta-analyss (NMA) comgares reatmants an
wlficacy (enerican Collsge of Awumstology (ALT) fssones,
Paoriasie Ares and Seeity ndex [PAS] nesponss, resaiition
of anthesitis and dactyitls) and safaty [patents dscontnuing
du o acdwerse events (DAE]) culcomes. Subgroup analyses
meplorad AL msponsa among patents wih and without
priar bicdgical Becapy sposure.

Fesults The MMA inclused 46 studies. Aesuits indicae
thit 5oma fumour necross tanter InhibRars jant-TNFs)
may gerfom numericaly, bul ol speificasdy, betier than
Inferireubiin (1L} indibibors on ACR resporte but

wari# on PAS] réspore. Few sipnificant differencss
bemween BOMARDE on ACT resposss wene chearved after
subgrouping for prior BOMARD sxposure, Gusslumab and
IL-1 A o IL-1TRA intiliiers—tbrodaium b, iekiumel,
sacuknumah—were best on FAS respoese. These IL-
inhibitrs and adalmumah wers smilary etficacious

o resaluion of entfesiis and daclylte isflixmab wth
and witheut methotreass, cemtdzumab £00 mg svary 4
weeks and fildrakizuma showed the highest rales of DAE:
abatacept, palimuma v the IL-inhibtors, the lowest
Conclusions Despte simiar efficacy for ACK, responss,
IL-1 7 and IL-17RA infibiters and gusskumab sffered
proferential efcacy o and-THFS in skin

What is already known about this subject?

* Increasingly, crwice of paocialie arthiils (Pak)
frpaimants ane being talored hased on 8 patient’s
apsure i prior thermples, disease sevarity, comor-
idties and individual manifestadons of disease, in-
chuding enthesiis, dactyltis asd axial dsesse.

‘What does this study add?

i This i & conlemiporary avd compehense amh-
s of e elficacy and o ystamic Ihersgies
for moderate tn savem actve FEA, with 2 focus on

How might this impact on clinical practice or

further developments?

= Faced with & multtyde of therapeutic aptons, hase
sty resuts could el cinicans il eamant
cheice acseeding o different dumains of dissass and
provitdes addiioral svidence for developing patient-
crntred tramtmam guideines,

fo on 1o develop PsA during their lifetime.*
Annual incidence rates of PsA are estimated

e T enthesits and dactylifss thereby supperting drg
sakecton based on pradsminam clnkcal phanotypa.

INTRODUCTION

Psoriatic arthritis (PsA} is 2 chronic inflam-
matary disease associated with psoriasis
(Ps0}.' Up to 30% of patients with Ps0) may

at spproximately six per 100 000 {06%)
in the general population, and in those with
Ps), 2.7%. Afecting males and females
equally, the majority of patients with PsA
dﬂ\elo‘p skin symploms first, some deualnp
skin and joint symptoms at the sme time
and in 10%-15% of patients, joint symp-
toms develop first.' Px is a heteTogeneous
condition characterised by sore, painful
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ABSTRACT

Introduction Rardomised conirolled irials ACTS) have
compared blclegial and targeed sysieme disaas:-
madiying antreumant drugs [DMAADS apainst piacebo
in psoriafic aririlis (Pe; few fome compared Bem head (o

hand

Objectives To compare [he eflicacy and sty of sl
ewabuaied DMARDS for active Pak, with & special focus on
tinngical DWAR [POMARDS) Icansed far P34 or psenass.
Methods  sysiemalic i idenified ACTS and Bayesian
nebwrk mMEtE-anakss (NMA) compar] Featments on
elficaacy (Aserican Coliege ol Atwumatalogy (AR resoonss,
Paariasi A7ia and Severity ndex [PAS] respofise, resiion
of enfhestis and dactyl tE) and satety jpatents dscomnuing
du o andwerse evenits (DAE]) ouicomes: Subgroup analyses
weplorad ALLR msp0nsa ameng patients with and witout
prinr binogical Becapy exposure.

Results The NMA included 48 siudies. Resulls indicate
that s0me temour necross facker InhibRers fantl-ThFs)
may parfomm numericaly, bul nol sigsificasty, betler than
Irieriekin (1L) inhibitors on ACK mesponse but periorm
waree o PASI response. Few signilicant differences.
betwsan BDMARDS on ACH response were sheamed afer
subgrouping tor prior EDMARD expasure. Gusalumab wnd
IL-17A o IL-17RA inhibiters—brodalu mab, ekinmab,
spuknumab—eere best on PASI esponss. These IL-
Inhitetors and adalmumab wen: smilany eicacious

on resohion of enthesiie and dactyliis. Infliximab with
and witheut methotreeass, cermizuman £00 my svary 4
witeks and lidrakinumet shivwed the highest rales of DAE:
avatacegd, pelmumat and the IL-inhibitors, the lewest
Conciusions Oespta simiar afcacy for AR responss,
IL-17#.2nd IL-17RA infibiters and gueskurmab sared
praferential eSivacy to an- TNFS nskin

2 Kristen Markus,? Corinne LeReun,”

mn-mm.nu-&m
» incressingly, choice of peecialie arthilis [Pak)
il ars bsing blored bassd oo a pabenls
aEosum i prior thermpies, disease ssverity, comor-
[einties and ndiidusl maniestasons of diseass, in-
chudieg enthesiis. ductyHis 3o axal dsomss,

What does this study add?

* This & a cenlemporary and

s ol the ellicasy and gl of spEemic
for mudnrate tn savem actie Fs&, with & foeis on

e raport resolution of enthesifs and dactybts, both
and for which avidance

gy

s limited.
How might this impact on clinical practice or
further

= Faced with a muliude of therapeutic opiions, these
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cheice according Lo differen damaing of dississ and
provitles adifineal svidens for developing patient-
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go on bo develop Pe during their lifetime.
Annual incidence rates of PsA are estimated
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INTRODUCTION

Proriatic arthritis (PsA) is a chronic inflam-
matary disease associated with  psoriasis
iPsi}! 'L'p to S0 orpdllenu with Ps() may

at approximately six per 100 000 (0.006%)
in the general population, and in those with
P}, 2.7%. AHecting males and females
equally, the majority of patients with PsA
develop skin symptoms first, some develop
skin and joint symptoms at the same tdime
and in 10%=-15% od' patients, joint symp-
toms develop B First.' P is a heterogeneous
condition  characterised by sore, painful
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2uotaoelc EULAR 2019 yia WA

Entinedo BaOpog MetaBoAEG ano ZUCTACELG
evéeifewv  ocuotacswv 2015

6. e aoBevelc pe mepipepkn apOpitida KoL AVETOPKI) OVTOITOKPLON 1B B TpomomnouwOnkav Ko
oe 21 csDMARD, Ba nipémnel va ekiva Beparmneia pe kamoto bDMARD- OUYXWVELONKav: Sev KAVOUV
otav vdiotatal oXeTk MPooBoAn Tov SEpHATOC, UNOPEL va eival Stakplon petaL twv bDMARD
TIPOTLUWHEVN N XPRoN €VOG avacTtoAEéa IL-17 i evog avaotoAéa IL- TIOU XPNOLUOTIOLOUVTOL YLO TNV
12/23 WA

7. Xe aoBeveic pe mepldepikn apbBpitida Kol avemapkr avtanokpLon o 1B B Néo
>1 csDMARD kat 21 bDMARD, 1} 6tav n xopriynon evoc bDMARD bev
elval Kat@dAANAn, unmopet va e€etaotel To evOEXOUEVO XpONG EVOC
avaotoAéa JAK

8. Xe aoBeveic pe Ama vooo* kal avemapkn avtanokplon os 21 *5 B Tponomnow}Onkav:
csDMARD?, yia touc ontotouc Sgv givat kat@AAnAn n xopriynon oute 1B cloTOoN yla TN
bDMARD oUte avaotoAéa JAK*, pnopel va e€etaotel to evdexouevo xprion APR
xpnonc evoc avaotoAea PDE4

9. e aoBeveig pe adrapdiofnintn evleoitida kol avemnapkn 1B B Tpomomnow0nkav-

avtamnokplon o€ MZAD 1] TOTIKEG EVECELG YAUKOKOPTIKOELO WV, Ba
npémneL va e€etaletal 1o evdexopuevo Beparmneiag pe eva bDMARD

OVTLKOTAOTAON TNG KEVEPYOU

evBeoitidbag», mapdAewn tng

xpnong TNFi oto mAaiiolo tng
LOXUOUOOG TIPAKTLKAG

Gossec L, et al. Ann Rheum Dis. 2020;79:700-712




2uotaoelc EULAR 2019 yua WA

Entinedo BaOuog MetaBoAEg and ZUCTACELG
evéeifewv  ouvotaocewv 2015
10. Ze aoBeveic pe katd KUPLO AOYO a€OVLKr VOGO TTOU lval EVEPYOC KOl 1B B TpomnomnowOnke: n dtatvmwon
dev avrtamnokpivetal emapkwc ota MIAD, Ba pémnel va e€etaletal To EVOVYPAUULOTNKE EV LEPEL LE
evdexouevo Beparmneiag pe kamoto bDMARD, to onoio cUpdwva He TNV TL CUOTAOELG AVTLUETWTILONG
LoxUouoa TPOKTLKNA lval €évag avaotoleag TNF: otav udiotatat Twv ASAS/EULAR yLa tnv
OXETLKI TPOOPBOAN TOU SEPUATOC, MTTOPEL VOl ELVOLL TIPOTLHWEVN N axSpA- mpooBnkn mpotiunong
Xprion €vog avootoAéa IL-17 gVOG avaotoAéa IL-17 yia tnv
nepilntwon mpooBoAng Tou
S€puartog
11. e aoBeveic mou dev mapouoldlouv EMAPKI OVTATIOKPLON N *1B r TpomnomnoOnkKe: emMEKTAON
napouotalovv ducavetia oe karmolo bDMARD, Ba mpémnet va 4 nponyoueVNC oUOTOONC yLa
e€etaletal to evdexopevo alAayng Oeparmneiog o kKamolo AAAo TV elonynon aAAayng
bDMARD 1} tsDMARD¥*, cupmnepthapfavouévng piag aAAayng Bepareioag eite o€ kAmoLo AAAO
Oeparneiag evtog piag papuoakeuTikic Katnyopiag’ bDMARD eite o tsDMARD,
SLaltepa KATIOLOV OVOLOTOAEQ
JAK
12. e aoBeveic pe dratnpovpevn Udeon, Umopel va e€eTaoTel TO 4 r Néo

evdexOUEVO TIPOOoEKTIKAG otadlakng peiwong tng 60ong twv DMARD

Gossec L, et al. Ann Rheum Dis. 2020;79:700-712



Indication

Peripheral arthritis,
DMARD naive

Peripheral arthritis,
DMARD inadequate
response

Peripheral arthritis,
bDMARD experienced

Axial disease, BDMARD

naive

Enthesitis

Dactylitis

Psoriasis (plaque)

Nail psoriasis

IBD: Crohn's disease
IBD: UC
Uveitis

Avavewpeveg ouotaoels GRAPPA 2021

Strong recommendation
for

csDMARDs (except CsA),
TNFi, IL-12/23i, IL-17i,
IL-23i, JAKi, PDE4i

TNFi, IL-12/23i, IL-17i,
IL-23i, JAKI, PDE4i

TNFi, IL-17i, IL-23i, JAKi

NSAIDs, physiotherapy,
simple analgesia, TNFi,
IL-17i, JAKi

TNFi, IL-12/23i, IL-17i,
IL-23i, JAKI, PDE4i

TNFi, IL-12/23i, IL-17i,
IL-23i, JAKI, PDE4i

Topical therapies,
phototherapy, cdDMARDs
(MTX, fumarate, fumaric
acid esters, CsA), TNFi,
IL-12/23i, IL-17i, IL-23i,
PDE4i, JAKi

TNFi, IL-12/23i, IL-17i,
IL-23i, PDE4i

TNFi (not ETN), IL-12/23i
TNFi(not ETN), IL-12/23i

Conditional
recommendation for

NSAIDs, oral GC, IA GC

csDMARDs, NSAIDs, oral GC,
1A GC, CTLA4-Ig

NSAIDs, oral GC, |A GC,
IL-12/23i, PDE4i, CTLA4-Ig

GC Sl injections,
bisphosphonates

NSAIDs, physiotherapy, MTX,
CTLA4-lg, GC injections
(with extreme caution)

NSAIDs, GC injections, MTX,
CTLA4-Ig

Acitretin

Topical GC, tacrolimus and
calcipotriol combination or
individual therapies, pulsed
dye laser, csDMARDs (MTX,
LEF, CsA), acitretin, JAKi

IL-23i, JAKi, MTX
IL-23i, JAKi, MTX
TNFi (not ETN), CsA, MTX

Conditional
recommendation
against

PDE4i

Other csDMARDs

ETN

Strong
recommendation
against

csDMARDs

IL-17i
IL-17i

No
recommendation:
insufficient

or conflicting
evidence

IL-12/23i, IL-23i

Other csDMARDs

Topical CsA,
tazarotene,
fumarate, fumaric
acid esters,

UvA and UVB
phototherapy,
alitretinoin

ETN

ETNM, PDE4i

Other csDMARDs,
IL-17i, IL-12/23i

Coates, L.C,, et al. Nat Rev Rheumatol 2022;18:465-479






