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EPIDEMIYOLOJI



PSORIAZIS

m PsoOriazis; toplumda %2 siklikta

m Hastalarin %6-42'de Psoriatik artrit (PsA)

m Psoriazis; 30-50, PsA; 40-50 yas

m K=E

m Hastalarin %40°da aile oykusu

Heterojen klinik-hastada hastaya farkli sunum




Psoriazis siniflandirma
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Genetik ve Cevresel Faktorler

. CEVRESEL FAKTORLER
GENOTIP
Stres Travma
Keratinositler ilaglar  Sigara
PSORS1 TYK2 Mikroorganizmalar
IL-23A IL2BRA
IL-23R IFIH1
IL-12B ZNF313
IL-13 ERAP1
TRAF3IP2 HLA-C

Proinflamatuar sitokinler

HLA-CW6 en sik tanimlanmis alel



Psoriatik Artrit

m %70 cilt lezyonlari sonrasi artrit
%15 artrit sonrasi cilt lezyonlari
%15 es zamanl
Artrit
Spondilit
Entesit Types of Psoriatic Arthritis
Daktilit
Cilt
Tirnak




CASPAR (PsA klasifikasyon kriterleri) =3
(inflamatuvar eklem hastaligi varliginda-artrit, spondilit, entesit)

m Halihazirda psoriazis (2),

PsoOriazis oykusu(1),

Aile oykusu (1)

Daktilit (1) ( mevcut/oykl)

RF negatifligi (1)

Tirnak degisiklikleri (1)

Juxtaartikuler yeni kemik formasyonu (1)



Psoriatik Artrit-genetik

m HLA-CW6; cilt lezyonlarindan uzun sure sonra PsA
gelisimine

m HLA-B27/, HLA-B39; Cilt lezyonlari ile es zamanli PSA
gelisimi

m HLA B27*:05:02: entesit, daktilit, simetrik sakroileit
(spondilit icin risk faktor)

m HLA-B*08:01:01-HLAC*07:01:01:eklem flzyonu,
deformite, asimetrik sakroileit, daktilit



HLA-B
HLA-Cw6
RUNX1
IL12B
TNFAIP3

PTPN22

IL23R
IL13

Psoriatik artrit -genetik

Lokus
6

6p21.3

17925

5033.3
§)

1p13

1p32.1-1p31.2
5g31.1

Patojenik fonksiyon
Peptidlerin CD8+Th sunumu

Psoriazis icin stupheli
Th-17 dif icin transkripsiyon fak.
Aktif makrofaj. salinarak Th-1 gelisimi
CD4+Th'in yasam devami, inflamatuvar
otoimmun hst iliski
Lenfosit sp. tirozin fosfataz-immun h'in
aktivasyonunu duzenler
CD8+T, Th17 aktivasyonu ve devamliligi
Th2 aracili immunite; gen-cevre sigara
etkilesimi



ImmUiinopatogenez
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Adaptive immunity

Innate immunity Innate immunity

Antimicrobial peptides
Interleukin-18

.‘f'-‘f\‘ Keratinocyte Interleukin-12 TNF-o Interleukin-6
. lnterleukin-lB |nterfeyon.7 TNF-a
€ TNF- Interleukin-6 Cs)g‘g&
y § o -
N“—-*l Mterioron 2 INEe CXCL9
atura CXCL10
> > F—
killer T cell \-> Activation ." ‘ / chccl.lilol

Interferon-a

Myeloud Keratinocyte
endrmc cell

Interleukin-23 Interleukin-17A
TNF Lo . Interleukin-17F

Interleukin-22
Plasmacytoid nterleukin

dendritic cell \—J
Macrophage ° Th17 cell




Dendritic Cell =
Antigen

IL23

IL12 X Q

TH17

IFNy
TNFa

Psoriasis &
IL17,1L21, Psoriatic
IL22, TNFa Arthritis



Endothelial cell

s Synovium

IL-12, IFNy

IL-4 |
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Dysfunctional blood vessels

QATFETD APARTIANS TS AF=s

Endothelial cells

@D @D

Dendritic cell  Macrophage Mast cell Neutrophil

TNFa, IL-4, IL-17A, . IL-23, IL-6, TNFg, IL-18, IL-17A, IL-1B, OSM,
IFNYy, IL-5, IL-17F, IL-12, IL-18, IL-6, IL-12, IL-17F IL-6, IL-17,
IL-21, IL-23, IL-15, IL-19, IL-18, TNFa,
IL-33, TNFex, IL-20, 1IL-23, GM-CSF,

IFNy, TGFp IL-24, IL-26, MMPs, MIF
1L-32, 1L-33,
IL-38, OSM, /
GIM-CSF,
ROS, NO

IL-2, iL-10, IL-22,
RANTES IL-13 TNFa

IL-1B, IL-6, IL-8, IL-15, IL-18, IL-19, MMPs, NO, Cathepsin K,
IL-20, IL-26, IL-34,1L-38, MIF, MMPs, ADAMTS MMPs
GM-CSF, growth factors, RANKL

Fibroblast Chondrocyte Osteoblast Osteoclast

Synovitis, ar&iage damage, and bone erosion




Immune cell
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Site of expression

Source

Key functions

Tumour necrosis factor

Interleukin 23a

Interleukin 17 A(F

Interleukin 22

Interleukin 9

Interleukin &

Interlewkin 15

Interleukin 12

Interleukin 1
Granulocyte-macrophage
colony-stimulating factor

Interferon y

Interleukin 10

Increased in synovial tissue
and synovial fluid

Increasad in synowvial tissue,
synovial fluid, and enthesis

Increased in synovial tissue,
synowvial fluid, and enthesis

Increasad in synovial tissue,
synovial fluid, and enthesis

Increased in synovial tissue

Increasad in synovial tissue
and serum

Increased in synovial tissue

Increased in synovial tissue
and synovial fluid

Increased in synovial tissue

Increasad in synovial tissue

Increased in synovial tissue

Decreased in synovial tissue

Macrophages, T cells,
fibroblast-like synoviccytes, B cells

Macrophages, dendritic cells

Tcells, mast cells, natural killer cells

T cells, innate ymphoid cells
T cells

Macrophages, activated
fibroblast-like synoviocytes, B cells

Macrophages
Macrophages, dendritic cells

Macrophages, neutrophils, B cells

T cells, macrophages,
fibroblast-like synoviccytes

T cells

T cells, macrophages,
fibroblast-like synoviccytes

RAMKL=TMF superfamily member 11. STAT=signal transducer and activator of transcription.

Activation of circulating and resident cells to induce
production of cytokines, adhesion molecules, chemckines, and
matric metalloproteinases; activation of osteoclasts to
enhance cartilage and bone resomption

Promation of T-helper- 17 cell differentiation and
granulocyte-macrophage colomy-stimulating factor production

Activation of fibroblast-like synoviooytes, chondrocytes, and
osteaclasts; stimulation of proinflammatory oytokine and matrix
metalloproteinase production, and neutrophil recruitment

Activation of fibroblast-like synoviogytes; induction of
osteoclastogenesis and bone resorption via RANKL

Activation of peripheral blood mononuclear cells; stimulation
of proliferation of pathogenicT cells

Activation of 5TAT3 signalling to enhance proinflammatory
cytokine production

Promaotion and maintenance of T-cell and natural killer cell
activation

Promotion of T-helper-1 cell differentiation through STAT4

Proinflammatory signalling

Recruitment and activation of immune cells

Promotion of macrophage phagocytosis, T-cell activation, and
RANKL secretion

Anti-inflammatory signalling

Table 2: Key cytokines and their expression, source, and function in psoriatic arthritis




Immiinopatogenezden sorumliu
hiicreler

Dogal immun yanmit Kazanilmis immiin

m Dentritik h. yanit

m Makrofajlar m T lenf.
m Innate lenfoid h. 2 B lenf.
m MAIT ve NK

m Mast h.

Sinovial fibroblastlar



Psoriatik artritte guncel tedavi
volaklari



PsA'de guncel tedavi yolaklari
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DDMARD LSDMARD
Anti-TNF Fosfodiesteraz inh.
Etanersept (PIDE=4511R)
Adalimumal JAK inhibitorleri
Infliksimal Tefasitinib
GOIMUmMan,

CErtolizUman PEJo]

IL12/23 yolagim kullanan
JStexintman

IL-17 yolagim kullanan
SECUKINUMaND,
Brodalimal
IXEKizUman

T hiicre kostimiilasyon blokaj
Abatasept




TNF- o ve inhibisyonu

m Sinovial sivida ve sinovial

Cellular and Cytokine Interactions dokuda

in Psoriatic Synovium m K: Makrofajlar, T,
Fibroblast benzeri
sinovisitler, B

m F:Sitokinlerin, adezyon
molekullerinin,
kemokinlerin, MMP
uretiminin induklenmesi;
osteoklast aktivasyonu ve
kemik kikirdak

Preduction of collagenase & other neutral peoteases r eZ O r b S | y O n u

Arend W, Dayer J M., Arthetis Rheun 33; 766, 1950




\ Aman Fab \ Ajman Fab

human Fc

humanised Fabh

human Fc
PEG

adalimumab Golimumab Certolizumab

Murine variable
region \ / human TNFR2

human constant human Fc
region

Infliximab Etanercept




Sinovial sivi CD8 lenfosit sayisi yuksek

CD141 dentritik hicreler CLEC9A ekspresyonu-Anti-TNF
CLECOA belirgin azalma

CD141 dentritik hlicreler-CD8 T lenfosit co-lokalizasyon
ortak antijen sunumu

Anti-TNF- ayni zamanda CD8 T lenfosit sayisinda azalma
PsA immunopatogenezinde CD 8 T lenfositler



TNFa Inhibitors
Adalimumab

Certolizumab
Etanercept s IL-17A Inhibitors
Infliximab IL-12/IL-23 Inhibitors Ixekizumab

Golimumab Ustekinumab Secukinumab

TNFa IL-23

Activated Th17 cells
dendritic cells T cells

PDE4
¥ L, Interleukin; PDE4, phOSphOdleStefase-4;
FDEA Mhinkors Th7, thelper oall 17:

Apremilast TNFer, tumour necrosls factor alpha

Flgure 1. Pathogenesls-based approach to treatment of psoriasls and psorfatic arthritis. Adapted from Lynde et al, 20145
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IL-12 / IL-23 ve INHIBISYONU

Psoriatik deride IL-12 ekspresyonu Th1l sitokin profilini desteklemistir
(IFN-y, TNF a)

Yapisal olarak IL-12 ile iligkili olan yeni sitokin IL-23’lUn kesfi, Th17
allesine ve IL-17'ye dikkat cekmistir

IFN-y, TNF o



IL-12; IL-23;

m Sinovial sivi ve m Sinovial sivi ve
sinovial doku sinovial doku, entesis

m K:Makrofajlar, m K:Makrofajlar,
dentritik h dentritik h

m F: STAT 4-Th1 dif. m F: Thl7 dif.,, GM-CSF

uretimi



IL-12 ve IL-23 yolag: inhibisyonu

Ustekinumab, gerek psoriasis gerekse psoriatik artritte klinik etkisini,

IL-12 ve IL-23’'lin ortak p40 alt-iinitesine baglanip, bu hastaliklarin
patolojisinde merkezi bir yer olusturan Thl ve Th17 sitokin yolaklarini kesintiye
ugratarak etki gostermektedir

IL-23
Receptor

IL-12 IL-23

j (—D—Human




Dendritic Cell

IL-17R

ﬁ ( Keratinocyte

Ustekinumab

0

Pre-osteoclast

TM‘\H

1L-23

\Y/4

~&3-Human

Synovial Cell

Osteoclast




Anti-IL-12 ve Anti-IL-23

m IL-12 ve IL-23 ortak blokaj;
Ustekinumab;
P40-Insan MAb

m Sadece IL-23 blokaji;
Guselkumab,
Tildrakizumab
Risankizumab
P-19 MAb

(Faz 1,2 calisma)

Guselkumab: IL-23, p19




TNFa Inhibitors
Adalimumab

Certolizumab
Etanercept s IL-17A Inhibitors
Infliximab IL-12/IL-23 Inhibitors Ixekizumab

Golimumab Ustekinumab Secukinumab

TNFa IL-23

Activated Th17 cells
dendritic cells T cells

PDE4
¥ L, Interleukin; PDE4, phOSphOdleStefase-4;
FDEA Mhinkors Th7, thelper oall 17:

Apremilast TNFer, tumour necrosls factor alpha

Flgure 1. Pathogenesls-based approach to treatment of psoriasls and psorfatic arthritis. Adapted from Lynde et al, 20145




IL-7 A ve inhibisyonu

Healthy joint Arthritic joint

. S I n OVi a | d O ku / SI n OVI a | Synovialinflammation
S VI I} e N tes | S | Catlage destucton

m K: T, mast h., NK, vb.

m F: Fibroblast benzeri
sinovisit, kondrosit ve
osteoklast akt-proinf.
sitokin salinimi ve
MMP Uretimi, |
notrofillerin akt.

Notes: I theinflamed arthric join, I 7 actvates resident cel ke synoviel fbroblasts and chondrocytes, and ecruits proinlammatory immune cell thereby contributing

Arficular cartlage

Synovial ining

Synovial fuid

to joint inflammation, cartiage destruction, and bone erosion.
Abbreviation: IL-17, interleukin 17,




IL-7 A ve inhibisyonu

O T Igjupresi
i 0 i Strofi ve aiger Sitotoksik (CD 8 ¥ i
Makrofaj Mast hiicresi Notrofil d%g.al Ieinfgid l ht'JcreIer(i ) Th17 hiicreleri
tcreler




IL-17A, Keratinosit Aktivasyonu ve
Geri Besleme Dongusu
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Notrofil L

R Makrofaj
Mast hiicresi

B
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yoT hucreleri

%

Th17 N - Akantozis

" bolgesi
C‘[‘)‘f‘;) Fibroblast o
W

sitotoksik
Proinflamatuar Sitokinler ve
Kemokinler



IL-17A Sitokin Aillesi
IL-17A Proinflamatuar Sitokin

IL-17A ile Amino asit dizisi

IL-17 Ailesi homoloji %’si
IL-17A 70100
IL-17F (izoformlar 1&2) D = Al
IL-17B Tz
IL-17D /625
IL-17C 023
IL-17E ( IL-25) HL7

IL-17A

*|L-17 olarak bilinir

*Homodimerik bir glikoproteindir (35 kDa)

*|IL17F’ye gore 10-30 kat daha guclu gen eksprese eder

*Dogal ve kazanilmis immun sistem arasi koprudur
*Hlcre digi patojenlere karsi dnemli rol oynar




IL-17A’nin Etkiledigi D

Hedef hiicreler

Makrofaj, Endotelyal
dendritik hicre hicre
IL-1 IL-6
TNF MMP’ler
IL-6
CRP
MMP9

Fibroblast

IL-6

Kemokinler
Buyume faktorleri
MMP1,3,13

Osteoblast*

RANKL
MMP
Osteoklastogenezis

‘ -
. ;

Osteoklast*

RANKL
MMP1,2,

3ve9

9

Kondrosit

IL-1

IL-6

INOS
Kemokinler
MMP

Keratinosit

IL-6

Kemokin
Antimikrobiyal
peptidler

Ki67
(proliferasyon)



Lynphocytes
MNeutrophils

Osteoblasts

Keratinocytes

Osteoclasts

Macrophages

Blood vessels
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Inflammation
Hyperkheratosis

Joint [ enthesis

Synovitis

Synowvial hypertrophy
Joint erosions
Osteoproliferation




Genotip

Tetikleyiciler /

Keratinositler

l

TNF dahil
proinflamatuar sitokinler

IL-17A

z ..->\'
Makrofajlar

ve mast hiicreler inaktif
dendritik hiicre

Notrofille

Dogal lenfoid hiicreler

- Proinflamatuar sinyal

= HUcre farklilagsmasi

InTflamatuar
Dongu

Aktif
dendritik hiicreler

D

IL-12

Th17 hiicreleri

Al

Th1 hiicreleri



IL-17A Engellenirse Ne Olur?

—
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proinflamatuar sitokinler
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IL-17F
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’ TNE TNF
ﬁ IFN-y

IL-2
A

.

\\_/-—v IL-12 > %‘—

- Proinflamatuar sinyal
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Osteoproliferation
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Anti-IL-17

Secukinumab; IL-17 Inhibitors in Development for PsA
Insan IL-17A MADb 5
Ixekizumab; pe PG
Humanize IL-17A MAb i
Brodalumab;
Insan IL-17 reseptdr MAb - |
(IL-17RA)

Secukinumab ‘ - Brodalumab (AMG827)
(AIN4ST) 1122

Ixekizumab IFN-y

(LY2439821)

Strzepa A, et al. Pharmacol Rep. 2011,63:30-44,%)



-- Bimekizumab

A

T N\ Target cell
s

Abbreviations
IL-17A: interleukin-17A IL-17F: interleukin-17F
Th: T-helper IL-17R: interleukin 17 receptor




TNFa Inhibitors
Adalimumab

Certolizumab
Etanercept - IL-17A Inhibitors
Infliximab IL-12/IL-23 Inhibitors Ixekizumab

Golimumab Ustekinumab Secukinumab

TNFa IL-23 IL-17A

Activated Th17 cells Target
dendritic cells T cells Cell

PDE4
o IL, Interleukin; PDE4, phosphodlesterase-4,
FOE4 Inhibitors Th17, t-helper cell 17:

Apremilast TNFee, tumour necross factor alpha

Figure 1. Pathogenesis-based approach to treatment of psoriasis and psoriatic arthritls. Adapted from Lynde et al. 2014°




Fosfodiesteraz-4 (PDE-4) ve
inhibisyonu

m PDE-4; monosit, notrofil, T lenfositler gibi
Immun sistem hucrelerinde bulunan PDE
formu

m CAMP'nin enzimatik degradasyonunu
saglar-AMP

m H. ici sinyal yolunda ikinci habercil

PDE4 promotes proinflammatory responses within
inflammatory cells involved in psoriatic arthritis.



CAMP -amp Pro-inflammatory mediators

TNF-ct, IL-8
CAMP cAMP IL-23, IL-2, IFN-y

AMP camp %

Apremilast

Anti-inflammatory mediators

PDE4-expressingimmune cells T IL-10
(T-cells, neutrophils, dendritic cells...)




Apremilast;
Selektif PDE-4 inh.
10.20.30 mgtbh 4,




TNFa Inhibitors

Adalimumab
Certolizumab
Etanercept IL-17A Inhibitors
Infliximab IL-12/IL-23 Inhibitors Ixekizumab
Golimumab Ustekinumab Secukinumab
TNFa IL-23 IL-17A

Activated Th17 cells Target
dendritic cells T cells Cell
PDE4
PDE4 Inhibitors IL, Interleukin; PDE4, phosphodiesterase-4;

Th17, t-helper cell 17;

Apremilast TNF, tumour necrosis factor alpha

Flgure 1. Pathogenesls-based approach to treatment of psorlasis and psoratic arthritis. Adapted from Lynde et al, 20145



Activating Signal

—— Apremilast

Etanercept ——{
(TNF inhibitor
fusion protein)

Infliximab

(TNFa monoclonal
antibody)

Adalimumab

(TNFa monoclonal
antibody)

[Phosphodiesterase (PDE)-4 inhibitor]

Ustekinumab i \\

{IL12 and IL23
monoclonal
antibody)

Th17

Brodalumab
(IL17 receptor monoclonal

antibody)

Ustekinumab —] . Secukinumab

(IL17a monoclonal antibody)

| Ixekizumab
(IL17 monoclonal antibody)




JANUS KINAZ ve Inhibisyonu

m JAK hcre yuzeyi sitokin aracili sinyalleri JAK-
STAT sinyal iletim yolu ile hlcrenin i¢ kismina
ileten hlcre ici, reseptor olmayan tirozin
Kinazlarin bir ailesidir.

m Cesitli pro-inflamatuar sitokin reseptorleri, T
hucresi aktivasyonu ve fonksiyonu icin gerekli
olan JAK-STAT sinyal transdiksiyon yolagini
kullanir.



Sitokin Sinyalizasyonunda Rol Oynayan
Kinaz Yolaklari

P13K “inyalizasyon
sinyalizasyon kaskadi
Syk? kaskadi

sinyalizasyon

MAP K2 kaskadi

sinyalizasyon
kaskadi

Kinazlar .

Kinazlar _

INK__

Toll-like cAMP/PKA®
sinyalizasyon
kaskadi

NF-kB?
sinyalizasyon
kaskad]

PKC®
sinyalizasyon
kaskadi

b

sinyalizasyon
kaskadi

Lipit .{\.
mesajcilari- - s

" MyD8 y 4

: PKC " 7
B G@AMP) - wPDE® _ L7
} sinyalizasyon
» kaskad
‘ KK JA askadi
Sekonder. ~ Sekonder prle
mesaijcilar- i U '

STAT _

5.8 / STAT b/
- —~a T
\ —

\ i Geen transkripsiyonu Sitoplazma

20C0COCLCCCOCO00000K

Nukleus




JAK Kombinasyonlari ve Sitokinler

m JAK'lar degisik kombinasyonlar halinde
calisirlar

JAK / STAT kombinasyonlarn yoluyla sinyalizasyon yapan sitokin ornekleri

A A - R I ™
IL-10, IL-20 IL-6T, IL-11,
y-zincirli IL-22 IL-27, CTF-1, GIIE\E\>(()ZSTIEP(B)H
sitokinler* Tip | IFNIar CNTF, G-CSF, -3, IL-5
(IFNa/IFNB) LIF, OSM

--



Extracelular

Cytoplasm
Tofacitinib
Ruxolitinib

Nucleus

Cytokine

DNA
tr.:n.(rlplmn

n A\W/} RSE,GAS // n
W/ \"{w\\i/ WO \&jm' \J

TRENDS in Pharmacological Sciences




Keratinocyte

Skin
JAK inhibitors hyperproliferation s plal\ques
l through IFNy or IL-22
IL-12 / IENY
Thl

P differentiation Keratinocyte

Myeloid TFNQ\) Keratinocyte = mobility and

DC attachment
/ through TNFa

Proinflammatory
factors through

JAK inhibitors IL-17




Extracefular

m JAK inhibitorleri;
Tofacitinib;

Oral JAK1 ve JAK 3 inh.
Ruxolitinib;

Topikal JAK 1 ve JAK 2

[ ] -I;":'u |‘:":l"l «‘lu'x'?'n 'RSE,GAS {/ \ \ /I \\
I n ucleus \'.Vfl‘ \\V}. \?.;}v \'&// l‘-‘, v_'/' ‘\'_v‘, J '.\... .\:.,u
n

TRENDS in Pharmacological Sciences




CTLA-4 Co-stimulasyon ve
blokaji

MHC B7 MHC

Signal 2

Signal 2

Signal 1 Signal 1

Stimulatory Inhibitory

TCR CD28 TCR CD28 CTLA-4




m Abatacept;

Solubl fuzyon
proteini

CTLA-4'in exraselller
parcasi ve IgG'in
modifiye edilmis Fc
parcasini icerir



bDMARD PsA Psoriazis
Etanercept EMA, FDA EMA, FDA
infliximab EMA, FDA EMA, FDA
Adalimumab EMA, FDA EMA, FDA
Golimumab EMA, FDA -
Certolizumab p EMA, FDA Faz 3
Ustekinumab EMA, FDA EMA, FDA
Secukinimab EMA, FDA EMA, FDA
Ixekizumab EMA, FDA EMA, FDA
Brodalumab Faz 2 EMA, FDA
Guselkumab Faz 2 EMA, FDA
Abatacept EMA, FDA Faz 2
tsDMARD
Apremilast EMA, FDA EMA, FDA
FDA Faz 3

Tofacitinib




Which domains are involved?

Peripheral arthritis Enthesitis Dactylitis “ “

NSAIDs and IAl corticosteroids as indicated

DMARDs
(MTX,SSzZ,
LFN), TNFi
or PDE4i

Biologics
(TNFi,
IL12/23i
IL17i)or
PDE4i

Switch
Biologic
(TNFi,
1L12/23ior
IL17i)

NSAIDs only

TNFi, IL17i
or
*IL12/23i

Switch
Biologic
(TNFi, IL17i
or
*1L12/23i)
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No direct evidence for
therapiesin axial PsA,
recommendations based
on axial SpA literature

Biologics
(TNFi,
1L12/23i,
IL17i) or
PDE4i
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Switch
Biologic
(TNFi,
1L12/23i,
IL17i) or
PDE4i

CS injections: consideron
an individual basis due to
potential forserious side

effects; no clear evidence
for efficacy
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NSAIDs

DMARDs
(MTX, LEF,
SSZ) or
PDE4i

Biologics
(TNFi,
IL12/23i)

Switch
Biologic
(TNFi,
1L12/23i,
IL17i)or
PDE4i

Consider previous therapy, patient choice, other disease involvement and
comorbidities. Choice of therapy should address as many domains as possible

Topicals
(keratolytics,
steroids, vit
D analogues,
emollients,
calcineurin i)

Phototxor
DMARDs
(MTX, CSA,
Acitretin,
Fumaricacid
esters) or
PDE4i

Biologics
(TNFi,
IL12/23i,
IL17i) or
PDE4i
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Switch
Biologics
(TNFi,
1L12/23i,
1L17i) or
PDE4i

Biologics
(TNFi,
1L12/23i,
IL17i) or
PDE4i

Topical or
Procedural
or
DMARDs
(CSA, LEF,
MTX,
Acitretin)

Switch
Biologics (TNFi,
1L12/23i,1L17i)
or PDE4i

Treat, periodically re-evaluate anc

modify therapy as required
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