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Baoika XapaktnpioTika Tou Ixekizumab

. To ixekizumab &ival éva HOVOKAWVIKS MeTaAnm Trepioxn

avTtiowua IgG4 1Tou otoxevel Tnv IL-17A pe
uwnAn ouyyévela TTpoodeonct

- H avaoTtoAr Tng IL-17A peivel 1o puBuo Mopio Ixekizumab

TTOAAQTTAQCIONOU TWV KEPATIVOKUTTAPWYV Kal
EMTTODICEI TNV EKPPACN PAEYHOVWOWV
KUTOKIVWV.

Xpovog nuioeiag {wng = 13 nuépeg? B EAagpd alucida
Zuyyévela poocdeong = 1,8 pM (<3 pM)23« Bapid aAuacida

lMpooappoyr TnG eikévag amd The Immune System. 3rd ed. Garland Science 2009.

IgG=Immunoglobulin G; IL=Interleukin; IXE Q2W=80 mg of Ixekizumab Every 2 Weeks; IXE Q4W=80 mg of Ixekizumab Every 4 Weeks; PsO=Psoriasis.
1. Liu L, etal. J Inflamm Res. 2016:9:39-50. 2. Krueger JG, et al. J Allergy Clin Immunol. 2012;130:145-154. 3. Taltz USPI. 2021. 4. Taltz SmPC. 2021.




I€ekilovpaunn - Ogpansutikeg evoeiferg

Ywpiaon Katd TTAAKQC

v Ogparreia TNG pETPIAG €W ooBapig Ywpeiaong Katd TTAAKAG o€ EVAAIKEG, Ol OTTOIO! €ival UTTOWRQPIOI YIO CUCTNUATIKA BEparTreia

v OgpaTreia TNG METPIAG EwG 0ORAPNS Ywpiaong KATA TTAGKAG g TTaidid atrd TNV NAIKIa Twv 6 ETWV KAl Avw Kal JE CWPATIKO

Bapog TouldxioTov 25 kg Kal o€ €@rBouUG TToU gival UTTOWNRPIOI YIa CUCTNUATIKY BepaTreia

Ywplaoikn ApBpiTida

v Ogpartreia TNG evepyou WwWPIOoIKAG apBpiTidag, ws povolepartreia | o€ cuvOUAOHO pE HEBOTPESATN, O& EVIIAIKESG A0OEVEIG TTOU
EXOUV EUQPAVIOEI AVETTAPKI avTattokpion 1) duoavegia o€ pia ) TTEPICOOTEPES BEPATTEIEG YE TPOTTOTTOINTIKO TNG VOOOU QVTIPPEUMATIKO

@apuako (DMARD)

Atoviknl ottovouAapBpiTida

v  AykuAomromnrikn amrovduAinida (akTivoypa@ika emiBeLaiwuévn aéovikny otrovouAapBpirida) Ocpartreia evnAikwy aoBevwy e

EVEPYO AYKUAOTTOINTIKI) OTTOVOUAITIOO TTOU £XOUV EUQPAVIOEI AVETTAPKI avTaTTOKpIon o€ ouhBaTIKh BeparTreia.

v Mn aknivoypagika emiBeBaiwuévn aéovikn ammovouAapBpitida H igekiloupdun evocikvuTal yia Tn BepaTreia evnAikwy acOevwy Pe
EVEPYO, UN AKTIVOYPOQPIKA ETTIBERAIWMPEVN, AEOVIKI] OTTOVOUAAPOPITIOO PE AVTIKEIMEVIKA ONUEIA GAEYPOVRC, OTTWG UTTOOEIKVUETAI OTTO
au¢nuéva etritreda C-avtidpwoag TpwTeivng (CRP) ri/kal atrdé suprjpata o€ Togoypagia payvntikou ocuvtoviopou (MRI), ol otroiol

€XOUV EPPAVIOEI QVETTAPKI) AVTATTOKPION O€ U OTEPOEIDN avTIPAEyovWoOn gdpuaka (MZAD)



[MTwc TTpooeyyilw BepatreuTikKA ToV aocBevry e Ywpiaon onuepa;

«  H Wwpiaon cival éva xpoévio, cuoTnUaTikG voonua hue onuavTiki empBdapuvon TN uyeiag aAAa kal Tng lMoidtnrag Zwng

TWV aoBevwy
*  YWnAOG TTooooTd acBevwy pe Ywpiaon ouveyxiouv va unv €ival IKAVOTTOINKEVOI ATTO TN BgpaTreia TOUG.

[MARpNnc KaBapon
dépuatog PASI 100

Taxeia Evapén
atroteAéoparTogl-3:2-11

Aidpkela BepATTEUTIKOU
atroTeAéopaTog > 5 €1n8-10

Euvoikd TTpo@iA
ao@aAeiagl-1s

H2H=Head-to-Head; IL=Interleukin; IXE=Ixekizumab; PASI 100=100% Improvement in Psoriasis Area and Severity Index; PsA=Psoriatic Arthritis. References listed in slide notes.




2UA\OYN OedOPEVWYV aTTO OAEC TIC TTNYEC TNG BIBAIOYpa®iac.

RCTs + NMA + RWE




[Tw¢ dlaPEPOUV Ta OEQOUEVA ATTO TIC TUXAIOTTOINMEVEC KAIVIKEC JHEAETEC KAl TA
OedOoUEVA ATTO TOV TTPAYMATIKO KOOMO KAl TTola N onpacia Toug;

Randomized Controlled Trial VS. Real-World Evidence

Oa gival ATTOTEAECHATIKO OTNV TTPASN

Purpose Eival atmroteAeopartiko;? . !
yida ToV ao0gvi) pou;

. , . AvVTaVOKAQ TNV TTPAYHATIKA KAIVIKA
Settjing . EAcyxopeveg oyvOnkeg? ‘" .
Randomized Controlfed THals4 j Real-WoFRd“EXfidence?
Population TMANBUCHOG ATTOKAEIOTIKA CUN@PWVOG Xpnon o€ eTepoyeveic TAnuououg?

TNV £€vOEIEN TOU PAPHGKOU * 2UuvvoonpoOTNTEG®
Oéap NQ@\QOpﬁynon ME GAAQ QPAPHOKOP

LI crrperd B s

z : 21
Comparator MpokaBopiopévog atrd TNV apxn PAPPAKA®S

1. Nazha B, et al. Future Oncol. 2021;17(8):965-977. 2. Monti S, et al. Rheumatology (Oxford). 2018;57(57 Suppl 7):vii54-vii58. 3. Blonde L, et al. Adv Ther. 2018;35(11):1763-1774.
4. Katkade VB, et al. J Multidiscip Healthc. 2018;11:295-304. 5. Naidoo P, et al. Wien Klin Wochenschr. 2021:1-7.
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EvkpiTikO Npoypaupa KAivikwv MeAetwv: UNCOVER Trials

UNCOVER-I UNCOVER-2” UNCOVER-3*  UNCOVER-A** UNCOVER-J*

Objective PBO-controlled PBO- and PBO- and Effect of drug delivery Efficacy and safety
efficacy and active-controlled (ETN) active-controlled (ETN) device (autoinjector) of IXE in
safety study efficacy and safety study efficacy and safety study on PK Japanese patients
N 1296 1224 1346 204 91
Population ¢ Chronic moderate-to-severe plaque psoriasis ¢ Moderate-to-severe
¢ BSA210%; PASI 212; sPGA =23 plaque psoriasis?,
¢ Candidate for phototherapy and/or systemic therapy erythrodermic

psoriasis®, or
generalized pustular

psoriasis®
¢ Candidates for
phototherapy and/or
systemic therapy

Primary sPGA (0,1) and PASI 75 response rates at 12 weeks PK data PASI 75 at 12 weeks
endpoint
Study ¢ Induction period: ¢ Induction period: ¢ Induction period: ¢ 52 weeks, open label 192 weeks, open label
duration Weeks 0-12 Weeks 0-12 Weeks 0-12

¢ RWP: Weeks 12-60 ¢ RWP: Weeks 12-60 ¢ OLE: Weeks 12-264

¢ LTE: Weeks 60-264 ¢ LTE: Weeks 60-264
Geography Global USA, Puerto Rico Japan

aPatients were eligible if they had a PASI 212; sPGA 23; and BSA 210%. °Patients were eligible if they had BSA 280% (with inflammatory erythema). °Patients were eligible if they met Japanese Ministry of Health, Labour and Welfare (MHLW)
criteria. Note: Other IXE trials in adult PsO include I1F-MC-RHAJ.6 BSA=Body Surface Area; ETN=Etanercept; LTE=Long-Term Extension; OLE=Open-Label Extension; PASI=Psoriasis Area and Severity Index; PBO=Placebo; RWP=Randomized
Withdrawal Period; sPGA=Static Physician’s Global Assessment.

1. Gordon KB, et al. N Engl J Med. 2016;375:345-356. 2. Griffiths CE, et al. Lancet. 2015;386:541-551. 3. Gottlieb AB, et al. Poster presented at: Psoriasis: From Gene to Clinic 2017. Poster P014. 4. Callis Duffin K, et al. J Eur Acad Dermatol
Venereol. 2017;31:107-113. 5. Saeki H, et al. J Eur Acad Dermatol Venereol. 2015;29:1148-1155. 6. Armstrong A, et al. Dermatol Ther (Heidelb). 2020;10:133-150.
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[Mpoypapuua KAIvikwyv Aokiywyv: IXORA Trials

IXORA-P' IXORA'S® [IXORA-Q IXORA-Z”  IXORA-R"

Objective Efficacy of IXE Efficacy and safety of IXE  Genital psoriasis, PBO-controlled Efficacy and safety of IXE vs. Efficacy and safety of IXE
continuous Q2W dosing vs. UST efficacy and safety FAEs and MTX vs. GUS
N 1467 302 149 162 1027
Population ¢ Chronic moderate- ¢ Chronic plaque ¢ Chronic plague psoriasis ¢ Chronic moderate-to- ¢ Chronic moderate-to-
to-severe plaque psoriasis ¢ sPGA =3; BSA 21%; sPGA of severe plaque psoriasis severe plaque
psoriasis ¢+ PASI 210 genitalia 23 ¢ PASI >10 and DLQI >10 psoriasis
¢ BSA210%; ¢ Failed/intolerant of =1 + Failed/intolerant of =21 topical OR ¢ BSA=210%;
PASI 212; systemic therapy therapy for genital psoriasis BSA >10% and DLQI >10 PASI 212;
sPGA =3 sPGA =3
Primary sPGA (0,1) and PASI 75 PASI 90 at 12 weeks sPGA of genitalia (0,1) at 12 weeks PASI 75 at 24 weeks PASI 100 at
endpoint at Week 52 12 weeks
Study 52 weeks 60 weeks 24 weeks
duration
Geography Global Germany US and Canada

1. Langley RG, et al. Br J Dermatol. 2018;178:1315-1323. 2. Reich K, et al. Br J Dermatol. 2017;177:1014-1023. 3. Ryan C, at al. Br J Dermatol. 2018;179:844-852. 4. Reich K, Presented at: EADV 2017, Geneva, Switzerland.
Poster P1938. 5. https://clinicaltrials.gov/ct2/show/NCT02634801 (Accessed March 2020). 6. Blauvelt A, et al. Br J Dermatol. 2020;182:1348-1358. 7. https://clinicaltrials.gov/ct2/show/NCT03573323 (Accessed March 2020).

Company Confidential © 2020 Eli Lilly and Company



To Ixekizumab awéd&ie GTATIOTIKWE CNUAVTIKA avWTEPSTNTA 0TV TaXUuTnTd évaping dpdang
aAAG Kal oTnV £TTiTEVUEN TOU ATTOAUTA KaBapou dépparog o€ 5 Head-to-Head MeAETeg.
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UNCOVER-2' o . .
UNCOVER-3 IXORA-S JIRITCE] IXORAR

p<.001 vs. comparator. 23SPIRIT H2H study participants received label doses of assigned treatments. All patients randomized to ixekizumab (IXE) received a 160 mg starting dose. Patients then received 80 mg Q4W from Week 4 onwards
unless meeting criteria for moderate-to-severe PsO, in which case they received 80 mg Q2W from Weeks 2-12, followed by Q4W. Patients randomized to adalimumab (ADA) received a 40 mg starting dose followed by 40 mg Q2W starting at
Week 2, or if meeting criteria for moderate-to-severe PsO an 80 mg starting dose followed by 40 mg Q2W starting at Week 1. Note: Error bars represent 95% confidence intervals. ETN=50 mg Etanercept Twice Weekly; GUS=100 mg
Guselkumab at Weeks 0, 4, then Q8W thereafter; IXE=160 mg starting dose, then IXE Q2W up to and including Week 12, followed by IXE Q4W thereafter (UNCOVER-2 and -3, IXORA-S and -R studies); PASI=Psoriasis Area and Severity
Index; UST=45 mg UST for patients <100 kg and 90 mg UST for patients >100 kg at Weeks 0 and 4, and every 12 weeks thereafter per label.

1. Gordon KB, et al. N Engl J Med. 2016;375:345-356 . 2. Reich K, et al. Br J Dermatol. 2017;177:1014-1023. 3. Mease PJ, et al. Ann Rheum Dis. 2020;79:123-131. 4. Blauvelt A, et al. Br J Dermatol. 2020;182:1348-1358.




Simultaneous Nail and Skin Clearance in
Five Ixekizumab Head-to-Head Trials for
Moderate-to-Severe Psoriasis and Psoriatic Arthritis

Boni E. Elewski,' Andrew Blauvelt,2 [, Eric Wolf,> Missy McKean-Matthews,* Russel Burge,?
Joseph F. Merola,’ Alice B. Gottlieb,® Lyn C. Guenther’?8
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RESULTS

At Week 24, IXE Achieved Significantly Greater Simultaneous Nail and Skin Clearance vs. UST and ADA
and Numerically Greater Clearance vs. GUS

IXORA-S SPIRIT-H2H IXORA-R
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ADA=adalimumab; Cl=confidence interval, GUS=quselkumab; IXE=ixek fhen 80 mg IXE every 4 weeks thereafter;

NAPSI=Nail Psoniasis Seventy Index; PASI=Psoriasis Area and Sevenity Index; PGA-F=Physician’s Global Assessment of Fingerail Psoriasis; UST=ustekinumab




Etriteucn PASI90,100 ava EBdouada - Observed
dAaon eTAywWYNS Kal JOKpoxXpovia TTepiodog TTapdTaonc,
ITT Population (UNCOVER-3)

PASI90 PASI100

IXE Q2W/IXE Q4W (N=385)
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EBAOMAAA Week

Nx= 365 335 316 303 287 262 Nx= 365 335 305 248 222 194

aPatients were allowed to increase dose to IXE Q2W after Week 60. ®For observed, percentages based on the number of observed patients with non-missing data (Nx). The Ml and mNRI results are based on the average response
values across multiple imputed datasets from the corresponding ITT population. 1. Long-term efficacy and safety ofixekizumab: A 5-year analysis of theUNCOVER-3 randomized controlled trialAndrew Blauvelt,et al,JAAD 2021.



Alatrpnon atroTEAEOUATWY O€ BABOC SeTIAC OTIC OUOKOAEC EIDIKEC EVTOTTIOEIG.

PSS PPASI
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aFor observed, percentages based on the numberof observed patients with non-missing data (Nx). The Ml and mNRI results are based on the average response values across multiple imputed datasets from the corresponding ITT population.
MI=Multiple Imputation; mNRI=Modified Nonresponder Imputation; PSSI=Psoriasis Scalp Severity Index.

Lebwohl MG, etal. J Eur Acad Dermatol Venereol. 2019; doi: 10.1111/jdv.15921 (Ahead of print).



Overall and Common Adverse Events

Induction Period Total UNCOVER
(UNCOVER-1, -2, and -3) IXE-Treated Population
Weeks 0 to 12 Weeks 0 to 60

Placebo IXE Q4W IXE Q2W All IXE Exposure
(N=791, PY=180.0) (N=1161, PY=265.9) (N=1167, PY=268.6) (N=3736, PY=3458.4)

IR % IR % IR A IR
per 100 PY per 100 PY per 100 PY per 100 PY

58.8  256.8 584  253.6

Any Adverse Event

Serious adverse event 26 2.2 9.8 20 1.7 7.4 250 6.7 7.2
D/C due to AE 24 2.1 9.0 25 2.1 93 165 4.4 4.8
Death 0 0.0 0.0 0 0.0 0.0 3 0.1 0.1
Common Adverse Events?

Nasopharyngitis 104 9.0 39.1 111 9.5 41.3 733 196 212
Upper respirator

Pperrespiratory 45 39 169 51 44 190 372 100 108
tract infection
Injection site reaction 89 7.7 335 117 10.0 436 387 10.4 11.2
Arthralgia 22 1.9 8.3 29 2.5 10.8 196 5.2 5.7
Headache 50 43 18.8 51 4.4 19.0 243 6.5 7.0

aCommon treatment-emergent adverse events were defined as those that had an incidence rate of at least 5% of patients for the All Ixekizumab Exposure group and were
numerically higher in ixekizumab-treated patients vs. patients on placebo during the induction periods.

Click to edit Master text styles|R=incidence rate per 100 patient-years; IXE=ixekizumab; IXEQ2W=ixekizumab every 2 weeks after 160-mg starting dose; IXEQ4W= ixekizumab every 4 weeks after
160-mg starting dose; PY=patient-years.

Gordon et al. New Engl J Med. 2016; 375:345-356.
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AvTaTTOKPION OTIC CUOTNMATIKEC BEpATTEiEC OTN METPIA £EWC COBapn Ywpiaon
Network Meta-analysis? (Armstrong AW, et al): PASI 90/100 Responses at Week 10-16
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Armstrong AW, et JAMA Dermatol 2020;156(3) 258-269



2TATIOTIKWG ONUAVTIKA utrepoxn ixe,ris,bro oto PASI 100 kai ris,ixe,bro oto PASI
90 oT1ic 52 EBOopadec Bepartreiac.

PASI 100 PASI 90
» IXE RIS
RIS IXE
BRO » BRO
GUS
ggﬁ SEC
INF
usT——— 1 UST- -

ADAr— CER
ETN ADA
| | 1 | | | | | | 1 1 1 | | 1 | | | || ETN

0 26 52 78 104 130 156 182 208 234 260 286 312 338 : T T T T 11T 11T 1T 1T 1T T T 1

0 26 52 78 104 130 156 182 208 234 260 286 312 338 364

C lative D fR
umulative Days of Response Cumulative Days of Response

Fig. 2 Cumulative days of response at PASI 100 and PASI 90 over 52 weeks. Data
displayed as 100% maximum possible area under the curve and 95% credible interval. ADA
adalimumab, BRO brodalumab, CER certolizumab, ETN etanercept, GUS guselkumab, INF
infliximab, IXE ixekizumab, PASI 100/90, 100% or C 90% improvement in Psoriasis Area
and Severity Index, RIS risankizumab, SEC secukinumab, UST ustekinumab

Cumulative Clinical Benefits of Biologics in the Treatment of Patients with Moderate-to-Severe Psoriasis over 1 Year: a Network Meta-Analysis
Andrew Blauvelt et al, Dermatol Ther (Heidelb),February 2022




ABPOICTIKO OPENOC

Therapy Week 16 Week 52
Ixekizumab .226 (.202, .250) oSl 436 (.405, .467) s
Brodalumab 217 (.179, .255) i 378 (.326, .430) Ao
o Risankizumab [.168 (.150, .186) o 423 (.397, .449) o4
g Guselkumab 126 (.108, .144) 358 (.330, .386) o
‘é Secukinumab  [.162 (148, .176) i 324 (.303, .344)
Adalimumab  |.075 (.057, .093) ‘e« 183 (.153, .213) .-
Etanercept .024 (.013, .035) = .087 (.065, .108) o
1 1 1 1 1 1
0.0 0.2 0.4 0.0 0.2 0.4

Placebo-adjusted normalized maximum AUC for PASI 100 at 16 and 52 Weeks. Data displayed as median (95%
credible interval). AUC area under the curve, PASI 100/90 100% or C 90% improvement in Psoriasis

Cumulative Clinical Benefits of Biologics in the Treatment of Patients with Moderate-to-Severe Psoriasis over 1 Year: a Network Meta-Analysis
Andrew Blauvelt et al, Dermatol Ther (Heidelb),February 2022



TaxutnTta Evaping dpaong
OL avaotoAeic tng IL-17 metuyaivouv ypnyopa & vpnAa moocoota kaBopol SEPUATOC
(PASI <1) otic npwtec 12 EBSopadec Bepamneiac.

Mean Time to Achieve PASI 50" RAPID

O

Brodalumab 1,8
Ixekizumab 1,9

Secukinumab 3,0 Additional indirect comparisons are
available that support the rapid and
Adalimumab 3,5 meaningful response of IXE in PsO24

Infliximab 3,7
Ustekinumab* (45 mg) 4,4
Tildrakizumab 4,9
Etanercept 6,5

Certolizumab pegol 7,0

| T T T T T T T 1

0,0 1,0 2,0 3,0 4,0 5,0 6,0 7,0 8,0

Week
*Data for ustekinumab 20 mg were not found for this outcome.
Note: 95% Cl values are 1.8-1.9 (brodalumab), 2.8-3.2 (secukinumab), and 4.2-4.7 (ustekinumab 45 mg); no other 85% CI data are available.
1. Yao CJ, et al. J Drugs Dermatol. 2019;18:229-233. 2. Armstrong AW, et al. JAMA Dermatol. 2020;156:268-269. 3. Sawyer LM, et al. PLoS One. 2019;14:20220868. £. Warren RB, et al. Derrmatol Ther {Heideib). 2020;10:73-86.
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¢ Agv TPOEKUYE KAMIA VEO AVNOUXIA YIO TO TTPOPIA
ao@aAgiag Tou ixekizumab oTn paKpoxpoOvia Xopnynon.



2UA\OYN OedOPEVWYV aTTO OAEC TIC TTNYEC TNG BIBAIOYpa®iac.

RCTs + NMA + RWE




From randomized clinical trials to real life data.
H KAIVIKN gpTTEIpia atTo TNV ITaAia pe 1o ixekizumab.

Ta TToo00TA AVTATTOKPIONS OTH BepaTreia ival TTapopola JETAEU TOUu TTANBUopOoU Twy RCTs

kol Twv RWE oTig 20 eBdopadeg. IXE Q2W/IXE Q4W otn pehétn RWE? (N=47)

—O— IXE Q2W/IXE Q4W otn pehétn UNCOVER-3 (N=385)

100 — 100 —

PASI 90 PASI 100

80 —

Response Rate (%)

Weeks

aSingle-center study from Italy.
Damiani G, et al. Dermatol Ther. 2019;32:612886.



Drug Survival Twv avaoToAéwv TnNG IL-17

DERMBIO Registry

Aim
» To investigate the drug survival of the IL-17
inhibitors secukinumab and ixekizumab

Methodology

+ Patients enrolled between April 1, 2015 and
August 1, 2018, and treated with ixekizumab or
secukinumab for at least 52 weeks were included
in the study

+ 368 patients were included for secukinumab,
(40.7% bio-naive), and 62 patients were included
for ixekizumab (12.9% bio-naive)

* Mean number of previous biologics was 1.3 for
secukinumab and 3.6 for ixekizumab (p<.0001)

» Kaplan-Meier plots were used to present
descriptive (unadjusted) survival curves stratified
into bio-naive patients (i.e. first ever treatment
series) and non-naive patients

* Limitations: Low number of patients especially for
ixekizumab and a short follow-up

Conclusions

» Drug survival was higher for ixekizumab even
though ixekizumab-treated patients had received
significantly more previous treatments

1.00

0.90

0.80

Drug survival

0.70

0.60

Kaplan-Meier plot of drug survival for ixekizumab and
secukinumab over 52 weeks

B 7 vt

1 SEC (bio-naive)
b

b -

IXE (bio-exp)

SEC (bio-exp)

I
0

| | | | | | | | | | | | |
4 8 12 16 20 24 28 32 36 40 44 48 52

Weeks

aNone of the biologic-naive patients discontinued IXE during the follow-up period. exp=Experienced; IL=Interleukin; IXE=Ixekizumab; SEC=Secukinumab.

Egeberg A, et al. J Am Acad Dermatol. 2019; doi: 10.1016/j.jaad.2019.03.048




2 UYKPITIKG OEDOUEVA TTAPAMOVIC OTNn BeparTreia
IXxe vs Sec, 2 xpovia TTapakoAoubnong

Comparison of two-year treatment ®
adherence, persistence, discontinuation,
reinitiation, and switching between
psoriasis patients treated with
ixekizumab or secukinumab in
real-world settings
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2 UYKPITIKG OEDOMEVA UAKPOXPOVIOC TTAPAMOVC O0Tn BeparTreia
IXe vs Sec , 2 £Tn TTapakoAoubnong

Ratio (95% CI Favors
Treatment Adherence (PDC 280%) - = «  OR=1.42(1.12-1.80) IXE
1.42
Mon-Persistence (B0-day gap) LG HR=0.80 (0.70-0.82) IXE
0.80
Discontinuation {90-day gap) — HR=0.83 {0.72- 0.96) IXE
0.83
— i = b ne significant
Switching n:s HERES D e T difference
0.50 1.00 2.00

HR or OR (5% Cl)

Fig 3. Multivariable analyses, treatment pattem outcomes over 24 months of follow-up
(weighted), documenting psoriasis patients treated with ixekizumab vs. secukinumab. HR,
Hazard ratio; IXE, ixekizumab; OF, odds ratio; PDC, Propontion of days covered.

1.Comparison of two-year treatment adherence, persistence, discontinuation, reinitiation, and switching between psoriasis patients treated with ixekizumab or secukinumab in real-world settings
Andrew Blauvelt et al, JAAD2022 Mar;86(3):581-589.
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E¢avTtAgiTal To povotraTi TngG IL-17;
[Tpooara dedoueva intra-class switch amo Tnv EAAGOA!

Table 2 Clinical outcomes after the anti-IL17 intraclass switch

PASI75  PASI90(n) PASI100 (n)

> J Eur Acad Dermatol Venereol. 2022 Jun 30. doi: 10.1111/jd ' ' %(n) % (n) *(n)
. . doi: 10. /jdv.18381. Online ahead of print.
12 weeks
Real-life intraclass switch among IL-17 inhibitors in Bmdalumah 83.3(5/6) 66.7(4/6) 33.3(2/6)
psoriasis: results from a single-centre, 24-week, Brodadumab to Senukm 94.1 (16/17) 88.2(15/17) 82.4 (14/17)
retrospective Study Secukinumab td t, 75.0(1216) 56.3 (9/16) 43.8(7/116)
Secukinumab to Brodalumab  71.4 (5/7) 42.9 (3/7) 14.3 (1/7)
E Sotiriou ', K Bakirtzi ', | Papadimitriou T A Tsentemeidou ', N Kougkas 2 A Panagopoulou 1 24 weeks
D loannides -, EVakirls Brodalumab - 100 (6/6)  66.7 (4/6)  50.0 (3/6)

Brodalumab to Secukinumab 100 (17/17) 94.1 (16/17) 94.1 (16/17)
Secukinumab t 81.3(13/16) 68.8 (11/16) 50.0 (8/16)
Secukinumab to Brodalumab  85.7 (6/7) 71.4(5/7)  14.3 (1/7)

@

. 1.Real-life intraclass switch among IL-17 inhibitors in psoriasis: results from a single-centre, 24-week, retrospective study, E Sotiriouetal, JEur Acad
Dermatol Venereol 2022 Jun 30. doi: 10.1111/jdv.18381. Online ahead of print.



https://pubmed.ncbi.nlm.nih.gov/?term=Sotiriou+E&cauthor_id=35770467

Abstract

Background Drug survival, defined as the length of time from initiation to discontinuation of a given therapy. allows com-
parisons between drugs, helps to predict patient’s likelihood of remaining on a specific treatment. and achieving the best
decision for each patient in daily clinical practice.

Objective The aim of this study was to provide data on drug survival of secukinumab, ixekizumab, brodalumab, guselkumab,
tildrakizumab, and risankizumab in a large international cohort, and to identify clinical predictors that might have an impact
on the drug survival of these drugs.

Methods This was a retrospective, multicentric, multi-country study that provides data of adult patients with moderate to
severe psoriasis who started treatment with an interleukin (IL}-17 or IL-23 inhibitor between | February 2015 and 31 Octo-
ber 2021. Diata were collected from 19 distinct hospital and non-hospital-based dermatology centers from Canada, Czech
Republic, Italy, Greece, Portugal. Spain. and Switzerland. Kaplan-Meier estimator and proportional hazard Cox regression
models were used for drug survival analysis.

Results A total of 4866 treatment courses (4178 patients)—overall time of exposure of 9500 patient-years—were included in
this study, with 3164 corresponding to an IL-17 inhibitor (secukinumab, ixekizumab, brodalumab) and 1702 comresponding to an
IL-23 inhibitor {guselkumab, risankizumab, tildrakizumab). IL-23 inhibitors had the highest drug survival rates during the entire
study period. After 24 months of treatment, the cumulative probabilities of drug survival were 0.92 (95% confidence interval [CI]
0.89-0.95) for risankizumab, 0.90 (95% CI 0.88=0292) for guselkumab, 0.80 (95% CI 0.76=0.84) for brodalumab. 0.79 (95% CI
0.76=0.82) for ixekizumab, and 0.75 (95% CI 0.73=0.77) for secukinumab. At 36 months, only guselkumab [(.88 (95% CI 0.85=
0.91)]. ixekizumab [(.73 (95% CI 0.70=0.76)], and secukimmmab [0.67 (95% CI 0.65-0.70)] had more than 40 patients at risk of
drug discontinuation. Only two drugs had more than 40 patients at risk of drug discontinuation at 48 months, with ixekizumab dem-
onstrating to have a higher cumulative probability of drug survival [0.71 (95% CI 0.68-0.75)] when compared with secukinumab
[0L63 (95% CI 0.60-0.66)]. Secondary failure was the main canse for drug discontinuation. According to the final multivariable
model, patients receiving risankiznmab, guselkumab, and ixekizumab were significantly less likely to discontinue treatment than
those receiving secukinumab. Previous exposure to biologic agents, absent family history of psoriasis, higher baseline body mass
index (BMI), and higher baseline Psoriasis Area and Severity Index (PASI) were identified as predictors of drug discontinuation.
Conclusion The cumulative probability of drug survival of both IL-17 and IL-23 inhibitors was higher than 75% at 24 months,
with risankizumab and guselkumab demonstrating to have overall cumulative probabilities = 90%. Biological agent chosen,
prior exposure to biologic agents, higher baseline BMI and PASI values, and absence of family history of psoriasis were
identified as predictors for drug discontinuation. Risankizumab, guselkumab, and ixekizumab were less likely to be discon-
tinued than secukinumab.

American Journal of Clinical Dermatology

hittps://doiorg/10.1007/540257-022-0072 24y Published online: 17 August 2022
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Drug Survival of Interleukin (IL)-17 and IL-23 Inhibitors
for the Treatment of Psoriasis: A Retrospective Multi-country,
Multicentric Cohort Study
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Psoriasis Study of Health Outcomes (PSoHO)
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[MPOOTITIKY, TTOAUKEVTPIKI], DIEBVNC, UN-
TTaPEPPATIKA HEAETN DIAPKEIOG 36 PNVWV

2UMMETOXNA 23 XWwpwV

[MoIKIAia OEQOPEVWV OXETIKA PE TO
ixekizumab,Tn ouykpion Twv IL-17i pe TIg
AANEC BEPATTEUTIKEG KATNYOPIEC, TIC
OUOKOAEG €IDIKEC EVTOTTIOEIC, TNV TTOIOTNTA
(wn¢ Twv aoBevwyv o€ real-world settings.
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Comparative effectiveness of biologics in clinical practice:
week 12 primary outcomes from an international
observational psoriasis study of health outcomes (PSoHO)
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Ta amroreAéouarta emiteucns tou PASI100 oTic 12 ERdoudadeg emmifeBaiwvouy Ta
OeOOUEVA TWV UETAVAAUCEWV.

(b)

Response Adjusted Odds Ratio
% (95% CI); /N (95% Cl)
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42.8 (38.4, 47.2); 205/479 |
29.9 (24.1, 35.7); 72/241 Secukinumab —e 16 (1.1, 2.1)
33.5 (27.2, 39.8); 72/215 Hrinuma Rl e 16 (1.1,23)
i
i
40.6 (28.6, 52.7): 26/64 erodalumab — 1.0 (0.6, 1.7)
46.4 (33.4,595);26/5%6 T LA 0.8 (0.5, 1.3)
18.9 (1.1, 26.8); 18/95 Tdrakizumab | 27 (17, 42)
19.1 (1.2, 27.1); 18/94 b oo 3.3(2.0,54)
23.1 (18.4, 27.8): 70/303 : — 2.1 (1.6,3.1)
Guselkumab : et e
26.3 (21.0, 31.6); 70/266 I 22(1.7,3.1)
I
I
29.3 (23.8, 34.9); 76/259 - D - 16(1.2,2.3)
32.8 (26.7, 38.8); 76/232 Risankizumab JRRTEEE SR 15(1.1,2.1)
14.8 (10.7, 18.9); 42/284 | - e 4.3(2.5,54)
16.9 (12.3, 21.6); 42/248 Adalimumab T *-e- 44(29,64)
12.6 (6.8, 18.4); 16/127 ) i - 4.9 (3.0, 88)
16.0 (8.8, 23.2); 16/100 Ustakimamal | e @ 39(22,74)
I : 1
0.1 1 10
Favors Comparator Favors |xekizumab
-4 >



Initial Report on the Month 12 Results From the
Psoriasis Study of Health Outcomes (PSoHO) for
Patients With Moderate-to-Severe Psoriasis Treated
With Biologics in the Real-World Setting]
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Anti-IL-17A Inhibitors vs. Other Biologics
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* p<.05; ** p<.01; *** p<.001 vs. IXE (NRI) (GLMM)

Cls are calculated from the normal approximation. Data were analyzed for a subset of patients with a result for the primary objective variable at Month 12
ADA=adalimumab; BROD=brodalumab; Cl=confidence interval; GLMM=generalized linear mixed model; GUS=guselkumab; IL-17A=interleukin-17A; IXE=ixekizumab; NRI=non-responder imputation; PASI=Psoriasis Area
and Severity Index; RIS=risankizumab; SEC=secukinumab; TILD=tildrakizumab; UST=ustekinumab
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[Moooo16 aoBevwyv (NRI) TTou TTETUXAV AlaTipnon TnG BepaTtreiag oToug 12 Mrjvec

Anti-IL-17A Inhibitors vs. Other Biologics Individual Biologic Treatment Groups
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biologics biologics
*** p<.001 vs. other biologics (NRI) (logistic regression) * p<.05; *** p<.001 vs. IXE (NRI) (logistic regression)

Cls are calculated from the normal approximation. Data were analyzed for a subset of patients with a result for the primary objective variable at Month 12
a Durability of treatment effectiveness was defined as the percentage of patients achieving PASI 90 and/or sPGA (0,1) at Week 12 and PASI 75 and/or =2-point improvement in sPGA at Months 6 and 12
ADA=adalimumab; BROD=brodalumab; Cl=confidence interval; GUS=guselkumab; IL-17A=interleukin-17A; IXE=ixekizumab; NRI=non-responder imputation; PASI=Psoriasis Area and Severity Index; RIS=risankizumab;

SEC=secukinumab; sPGA=static Physician’s Global Assessment; TILD=tildrakizumab; UST=ustekinumab
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H2H=Head-to-Head; IL=Interleukin; IXE=Ixekizumab; PASI 100=100% Improvement in Psoriasis Area and Severity Index; PsA=Psoriatic Arthritis. References listed in slide notes.
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