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Psoriasis as a systemic disease
Ivan Grozdev, MD, PhD?*, Neil Korman, MD®, Nikolai Tsankov, MD, PhD, MSc®
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Treatment Goals in Psoriasis: Which Outcomes Matter Look NB'S;’F Eggl#

Most?

Steven A. Svoboda ™ Rima I. Ghamrawi, Dorellie A. OQwusu & Steven R. Feldman

Review Article || Published: 18 May 2020

American Journal of Clinical Dermatology 21, 505-511(2020) | Cite this article

289 Accesses | 8 Altmetric | Metrics

Psoriasis is a chronic immune-mediated inflammatory disease that predominantly affects the

skin and joints.|Its detrimental effects on the physical, psychosocial, and emotional well-being

of patients leads to a significant reduction in quality of life (QoL).|The goals of treatment focus

on decreasing disease severity and improving QoL for patients; accomplishing these goals
requires physicians to understand both the full impact of the disease on a patient’s life and the
outcomes that matter most to patients. The use of outcome measures, both physician- and
patient-reported, can assist clinicians in evaluating the disease burden and its effect on QoL

and in identifying patient preferences for treatment, ultimately enhancing quality of care.
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Clear or almost clear skin improves the quality of life in
patients with moderate to severe psoriasis: a systematic
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AS A TREATI\/IENT TARGET

Canadian Association

g @ o 2011
)L\

X« PSORIASIS 2017

~,-()"‘ psoriasis {AADY 2019

— iété i
" SOCIEtE Francaise
de Dermatologie
et de Pathologie Sexuellement Transmissible

2020

el AHMIEA

P BARERMAES 2020
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BSA, body surface area; PASI, Pseriasis Area Severity Index; PGA Physici
1. Papp AK, et al. J Cutan Med Surg 2011;15:210-9; 2 Arm

4. AmatoreF;et al. J Eur Acad Dermatol Vener 0

PASI 90/100*

more recently included as clinical trial endpoint; literature shows that clearance is an achievable and appropriate goal

1% or less BSA?

Target response 3 months after treatment initiation, reviewed every 6 months

PASI 100 response

achieved in 24-45% of patients receiving a biologic treatment?

PASI 290; PGA 0-1

These criteria have emerged as a result of the high efficacy of recent biologic agents*

PGA of clear or almost clear®
Treatment goals should also reflect factors such as disease phenotype, disease severity, and age

PASI 90; DLQI 0/1

These criteria have been suggested in line with recent advances in trials for the development of biologics®
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PATIENTS WHO ACHIEVE PASI 90 TO PASI 100 HAVE A GREATER QUALITY OF LIFE

Percentages of Patients With DLQI Total Score = 0 at
Week 16 by PASI Response*

X2

patients achieving PASI 90 to

70 65.1
&0 PASI 100 had a DLQI score of 0
combared to natients achieving
ki | lity of Lif
Better Skin Control .. Better Quality or Life
e 243 v
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PASI <25 PASI 25 PASI 50 PASI 75 PASI G0 PASI 100
(n=2333) to <50 to <75 to <00 to <100 (n=192)
(n = 288) (n=255)

(n=139) (n=170)
PASI improvement status
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Revicki DA1, Willian MK, Relationship betw
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Which Biologic ?

 Efficacy
“Skin & Beyond”

» Safety

Comment > Lancet. 2019 Sep 7;394(10201):807-808. doi: 10.1016/S0140-6736(19)31772-6.

Epub 2019 Aug 8.

Psoriasis Biologics: A New Era of Choice

Satveer K Mahil 1, Catherine H Smith 2

Affiliations + expand
PMID: 31402113 DOI: 10.1016/S0140-6736(19)31772-6

Int J Mol Sci. 2020 Mar; 21(5): 1690. PMCID: PMC7084606
Published online 2020 Mar 1. doi: 10.3390/ijms21051690 PMID: 32121574

Efficacy and Safety of Biologics for Psoriasis and Psoriatic Arthritis and
Their Impact on Comorbidities: A Literature Review

Masahiro Kamata and Yayoi Tada’
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IL-17A is a cornerstone cytokine in Psoriasis and PsA

Seculji_numab
_ . — @& Mast cells
TNF-a e IL-23
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Activated Th17 cells i Innate
dendritic cells - @ lymphoid cells*
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Nails / Scalp /
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Joints
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Joint AAD-NPF guidelines of care for the management and treatment of psoriasis with biologics

Alan Menter?, Bruce E StroberZ, Daniel H Kaplan3, Dario Kivelevitch?, Elizabeth Farley Prater?, Benjamin Stoff2, April W Armstrong®, Cody ConnorZ, Kelly M Cordorog, Dawn M R Davis2, Boni E
ElewskiZ, Joel M Gelfand19, Kenneth B Gordon1i, Alice B Gottlieb2, Arthur Kavanaugh 13, Matthew Kiselical2, Neil ] Korman22, Daniela Kroshinsky18, Mark Lebwohl22, Craig L LeonardiyZ, Jason
Lichten22, Henry W Lim 28, Nehal N Mehta2, Amy S Paller29, Sylvia L Parra2i, Arun L Pathy22, Reena N RupanilZ, Michael Siegel14, Emily B Wong23, Jashin J Wu 24, Vidhya Hariharan23, Craig A Elmets?

Table XII. Strength of recommendations on the IL-17 antibody secukinumab

Recommendation Strength of

No. Recommendation recommendation

5.1 Secukinumab is recommended as a monotherapy treatment option in adult A
patients with moderate-to-severe plaque psoriasis

5.2 The recommended starting dose of secukinumab is 300 mg by self- A

administered subcutaneous injection at wk 0, wk 1, wk 2, wk 3, and wk 4,
followed by 300 mg every 4 wk

53 The recommended maintenance dose of secukinumab after the initial 12 wk A
is 300 mg every 4 wk

54 Secukinumab is recommended at a dose of 300 mg, which is more effective A
than 150 mg

5.5 Secukinumab can be recommended as a monotherapy treatment option in B

adult patients with moderate-to-severe plaque psoriasis affecting the
head and neck, including the scalp

56 Secukinumab is recommended as a monotherapy treatment option in adult A
patients with moderate-to-severe plaque psoriasis affecting the nails

5.7 Secukinumab is recommended as a monotherapy treatment option in adult A
patients with moderate-to-severe palmoplantar plaque psoriasis

5.8 Secukinumab can be recommended as a monotherapy treatment option in B
adult patients with moderate-to-severe palmoplantar pustulosis

59 Secukinumab can be used as monotherapy in adult patients with C

erythrodermic psoriasis

5.10 Secukinumab may be used as monotherapy for adult patients with plaque A b i
A psoriasis when associated with psoriatic arthritis e /) ’ NOVART I S

J Am Acad Dermatol. 2019 Apr;80(4):1029-1072. doi: 10.1016/j.jaad: 2018 11-057]
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Week 4 Week 3
Vs. Ustekinumab Vs. Etanercept

PASI 75 response

60 == Secukinumab 300 mg (n = 323%) —#— Secukinumab 150 mg (n=327*) =@ Etanercept (n = 3237)
HOH
50 0 5 o _
E «ootstrap median time to 50% reduction
o 30 —10 in mean PAS! score with 85% CI
o

2 *§ -2
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T T Ll L L 1
0 0 1 2 3 4 Week 8 12
ustekinumab secukinumab 300

IL-17A inhibition by secukinumab induces early () Check for updates
clinical, histopathologic, and molecular
resolution of psoriasis

Week 1

Vs. IL-23 Inhibitors

Suppression of the IL-23/IL-17 axis by secukinumab was evident at week 1 and continued through week 12,
including reductions in levels of the upstream cytokme IL-23, the drug target IL 17A and downstream targets,
including b-defensin 2. Secuklnumab did consistent with its favorable
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oAt Reso Superior in PASI 90,100
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Etanercept! Adalimumab? Infliximab® Ustekinumab* Ustekinumab*
50 mg 40 mg 5 mg/kg 45 mg 90 mg
Anti-TNF Anti-TNF Anti-TNF  Anti—IL-12/23 Anti—IL-12/23

1. Papp KA; et al. BJD 2005;152: 1304; 2. Me te
4. Papp KA, et al. Lancet 2008 ;371

Secukinumab 300 mg

Anti-IL17A

FEEN
(1Y
\ / /‘

ab at week 16.
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Proportion of patients with (a) PASI 90 and (b) IGA 0/1 responses at Week 52

(a) PASI 90 response (b) IGA O/1 response
(modified multiple imputation) (non-responder imputation)
100 oL 85.7*b
919%b of patients S 6.
= 2
achieved PASI § -
g .
90! 5 w0 I
<
o
5 20-
Q.
o
a 04
Secukinumab 300 mg nb-UVB Secukinumab 300 mg nb-UVB '
n/m 70177 32/76 66/77 28/76
n (miss) 5 33 5 33

'_\

*P<0.0001, 20OR estimate (95%.Cl)=16.3 (5.6, 46.9); "OR estlmate 9
Investigator Global-Assessment score of 0 or 1; m, numbe
500 imputations or number of subjects with IGA
OR, odds ratio; PASI, Psoriasis Are
Iversen L, etal. J Eur Acad D
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Proportion of patients with PASI 100 response at Week 52

100 -
g 80
o - %) 68.8
.70% of patients 5
achieved PASI 5
S 40 1
100! é 224
° 20 -
o
0
Secukinumab 300 mg nb-UVB
n/m 53/77 17/76

P<0.0001, OR estimate (95% Cl)=8:0/(3:8, 17.0). Modifie:
Cl, confidence interval; m, number of subjects evaluable

| narrow-band ultraviolet B; OR, odds ratio; PASIkP:
~Iversen L, etal. J Eur Acad D
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O STEP-IN is the ONLY Positive trial regrading gene modification in Psoriasis among all other biologics.
A Early intervention with Secukinumab® can have a faster effect on the underlying disease pathology.

[ More detailed mechanistic analyses is ongoing, and results will be reported in the future.

STEP-IN confirms & supports the previous disease

d} NOVARTIS | Reimagining Medicine



e

AND AssessmeNT OF Psoriasis anp Psorianc AstHems

Nail Psoriasis and its Correlation with
Psoriatic Arthritis
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SQA...'.’.."A Nail Psoriasis

AAAAAAAA Psomasis anp Psorianc AstHems

* Nail psoriasis is associated with decreased finger mobility,
functional impairment, pain, and reduced quality of life.?

* Nails are affected in up to 50% of psoriasis patients and the
lifetime incidence is as high as 90%?*2

* Nail involvement correlates with more severe disease and is an
important predictor of PsA34

* Nail psoriasis is often resistant to available therapies*

PsA, psorlatlcarthnt o

NGVARTIS



Site of psoriasis
Scalp

Nail
Intergluteal / perianal

Axilla / groin

HR
3.89
2.93
2.35
1.40
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GRAPPA"  Delay in diagnosis >6 months feads to poorer
outcomes in Psoriatic Arthritis

oo®
nC ARTHI

Erosive Disease Deformed Joints

Arthritis Mutilans Sacroiliitis

, Failure to achieve
= | Drug Free Remission

Functional Disability

A cross-sectional retrospective study in
; PSA, psoriatic arthritis.
Haroon M, et al. Ann Rheum Dis
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e Burden of Disease: Untreated Psoriatic Arthritis Can
Lead to Irreversible Joint Damage, Severe Disability,
and Comorbidities

* PsAis often underdiagnosed or misdiagnosed, but the consequences of failure to diagnose and effectively treat can be severe3

» ~20% of PsA patients
develop a destructive
disabling form of
arthritis.8

Severe pain and disability

5 or more deformed joints

55%

Within two years of
) PsA onset, ~47% of
Y patients demonstrate
Increased mortality at least one erosion.

due to CVD
By the time PsA
patients have been
— i i followed for >10
Ontet 10 12 20 30 years, 55% have five

of Psoriasis Vears or more deformed
(Approximately 30% will develop PsA) jo ints.8

At least 1 erosion

47%

Disease Severity

Sponsored by
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GRAPPA"  Secukinumab Improved Fingernai

TRANSFIGURE
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.
.
0

Years

Secukinumab demonstrated rapid improvement in mean NAPSI scores from baseline to Week 16, which improved
further to Week 132 (2.5 years)

-10 4
==¢==Secukinumab 150 mg (N=67)
-20 - ) == Secukinumab 300 mg (N=66)
-30 4
-40 A

-50 4

-60 4

Mean % change in NAPSI from BL

-70 4

-80

0 4 8 12 16 32 48 64 80 96 112 116 128 132

Weeks of treatment

NAPSI, Nail Psoriasis Severity Index

Reich K, et al. PGC 2017,

Sponsored by
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TRANSFIGURE
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—one"t Secukinumab Sustained Visible Improvementin
Nails Through 2.5 Years

Representative images from patients in the study

Baseline Week 32 1.5 years (Week 80) 2.5 years (Week 132)

Reichrl’(:LrAet—aI.'PG'(‘:2017;P021 e (®d), U) NOVARTIS



GRAPPA RESULTS: Visible Improve
Psoriasis

Splinter Pitting Onycholysis “Salmon Leukonychia
Haemorrhage Patch”

&
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B % Gesture on PP

Scalp on Scalp

73% 60% 60%

Improvement in mean NAPSI score Clear & almost clear Scalp Clear & almost clear palmoplantar
Baseline Characteristics Baseline Characteristics § Baseline Characteristics
9.5 Affected Fingernails 350/0 more than half of Scalp affected 450/0 Moderate Disease
/ Affected Toenails | 250/0 almost 90% of scalp affected | 25% Severe Disease

Sﬁe'c_ukmum ved &) &b NOVARTIS
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Domains

Peripheral arthritis 80%
Axial disease® 70%

6 PsA domains/ @ Enthesitis 50%
key manifestations

Psoriatic Arthritis is a disease of 6

Dactylitis 50%

@ Psoriasis 80%
(6) I R

Axial Nail °
discse disas datest updaate .
NSAIDs, physiotherapy, injections (GCs)* Topicals, procedurals*
- i ° °
. . MTX, bDMARDs MTX. bDMARDs Phototherapy or BDMARDS ®
bDMARDs (TNF, 1L-12/23i, (TNFI, TL-12/23i, DMARDSs. BDMARDSs e
(TNEi, IL-171) Ii-171, IL-231, TL-i71, IL-231, csDMARDs, : (TNFi, IL-12/23],
s : - (TNFi, IL-12/23i, IL-17i, IL-171, IL-23i),
or JAKI CTLA4-1g), JAKL or CTLA4-Ig), . ; .
POEA" TAKL or PDE4i T1-23i), JAKI, or PDE4i or PDE41
e S e d” in all
Switch bBDMARD (INEL, - TNE
Switeh BOMARD (TNEL 1L 12/231, Switch bDMARD (TNEL, Switch bDMARD Switch bDMARD
- bbby e e ] TL-171, TL-23i, 1[,-! ,?."231. IL-17i, I_L-Zﬂl-. (TNFI, IL-12/231, IL-171, (TNFi, IL-12/23i, IL-171, ) -' Sponsored by
vvvvvv CTLA4-Ig), JAKL or CTLA4-1g), JAK], or 1L-23i), JAKi, or PDE4i Ti-23i) or PDE4i Y N A R T I
PDE4L PDE4i \_) ‘/
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GRAPPA" How did Secukinumab change lives ?*

AND AssessmeNT OF Psoriasis anp Psorianc AstHems

With more than 10,000 patients treated with Secukinumab® in Egypt

Cardiovascular Risk
CARIMA
VIP-S

Pustulosis Palmoplantar
(PPP)

2PRECISE

Generalised Pustulosis
Psoriasis

Nail Psoriasis
TRANSFIGURE

| Palmoplantar
Psoriasis
ESTURE

Scalp Psoriasis
SCALP

Ankylosing Spondylitis
MEASURE 1-4

Psoriatic Arthritis

FUTURE 1
FUTURE 2
FUTURE 3
FUTURE 4
FUTURE 5

Administration

FEATURE (PFS)

JUNCTURE (AI)

ALLURE: 2 mL vs 1 mL PFS

Paediatric Study

Quality of Life - . ?@
PROSE o
Itch \‘ ' '\

PSORITUS ADEO3 ¢
- 3
Flexible Dosing "“’1"\, )
GAIN ECesS
OPTIMISE ,m‘@f
TN\
Early Treatment =K
STEPin \L ‘

Direct Comparison

FIXTURE vs etanercept

CLEAR / CLARITY vs ustekinumab
PRIME vs Fumaderm

ARROW vs guselkumab

EXCEED / SURPASS vs adalimumab

Non-interventional Studies ®
PROSPECT (GER) & /4
SERENA (RE) {
CORRONA (US) j
PURE (LaCan)
REALIA (AMAP)

U5 NOVARTIS
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