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JAK inhibitorleri Hedefe yonelik Biyolojikler
sistemik

JAK-STAT yolaginin tedavilerdeki bu Genel olarak biyolojikler,
inhibisyonu, bir ok sitokinin farkli yaklagimlar, tek bir sitokine veya

sinyal aktivasyonunun kismi inflamasyon reseptore baglanarak
ve geri donddriilebilir dongiistini onlarin uzun donem inhibe
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JAK-STAT YOLAGI

Sitokin HUcre zarn Uzerindeki
reseptore baglandiginda

HUcre ici JAK proteinleri aktive olur.

STAT proteinleri JAK tarafindan fosfat
baglanarak aktiflestirilir

Aktiflesen STAT proteinleri hUcre
cekirdegine gelirler

JAK sinyali, hUcresel yanit ve
fonksiyonlar ile sonuclanir:
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Dimerized STATS translocates to nucleus 10 activate gene trascriptio



JAK-STAT yolagi uzerinden bircok sitokin
AD patogenezini tefikler

Farkl sitokin
reseptor aileleri,
sinyal
transdiksiyonu | N |
icin JAK izoform N,
giftlerini 1
kullanmaktadir.2

inflamasyonun artmasi®®

Kasintinin ve altta yatan
kasinmanin artmasi?

Cilt bariyerinin
bozulmasi?

Cilt mikrobiyomu
Disbiosis?
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Atopik Dermatitte JAK Inhibitorleri

= Barisitinib... JAK 1ve 2 inh- oral
=  Abrositinib... selektif JAK 1 inh- oral
= Upadasitinib... selektif JAK T inh- oral

-

Janus kinase inhibitors in dermatology:
Part I. A comprehensive review

Stephanic Chapman, MS, MD, Michael Kwa, MD, Linda Stein Gold, MD, and Henry W. Lim, MD
Detroit, Micbigan

The Janus kinase-signal transducer and activator of transcription (JAK-STAT) intracellular signaling pathway

is utilized by many
transcription. Activation of the JAK-STAT pathway contributes to a number of inflammatory de
rs in the treatment of 2

proinflaimmatory molecules 1o mediate downstream effeas and activate gene

Clinical trials and smaller studies have demonstrated the efficacy of JAK inhibut

variety of dermatol conditions. Here, we review the use of JAK inhibitors for the treatment of a wide

range of dermatologic diseases in a two-part review series. ( ] Am Acad Dermatol




FuroGuiDerm Guncel AD Tedavi Killavuzu

2022

* Add antiseptic/antibiotic/antiviral/antifungal Continue measures recommended below and select from (if appropriate):

treatment in cases of infections
= Consider hance and diagnosis, iIf therapy
has insufficient effect

= Hefer to table 3 for TCS cla

Continue measures recommended below and select from (If appropriate):

| scte |

Systemic
glucocorticosteroids?

and medium
dose UVAl1

Wet wraps

baseline
therapy

! refer to guideline text for restrictions, ? licensed indication, ? off-label treatment

educational
programmes

Tt (dark green) strong recommendation for the use of an intervention / T (light green) weak recommendation for the use of an intervention



FDA Endikasyon
EMA Endikasyon
MoA

Form

Doz

Cevap zamani

izlem

Sik gorilen tedavi iligkili
advers etkiler

Faz-lll Klinik Calismalar

Dupilumab

G<yas, M2S AD
12<yas, M25 AD
Anti-1L-4/I1L-13

Subkutan enjeksiyon

300mg Q2W

4-6 hafta

Gerekmez

Konjuktivit, USYE,
Artralji

Barisitinib
Endikasyonu onaylanmadi.
18<yas M25 AD
JAK1/2 inhibitéri
Oral

2 mg ve 4 mg QD
1-2 hafta

Tam kan sayim, lipidler, KC

USYE, LDL'de artis,
trombositoz, bulanti,
abdominal agr, herpes virus
enfeksiyonlari, akne

Abrositinib

12<yas M2S AD
18<yas M25 AD
Selektif JAK1 inhibit6rii
Oral

100 mg ve 200 mg QD

1-2 hafta

Tam kan sayimi, lipidler, KC

USYE, LDLde artis,
trombositopeni, kreatin
fosfokinaz artisi, bulanty,

abdominal agn, herpes virus
enfeksiyonlari, akne

8
(1- Dupilumab ile kafa-kafaya
karsilastirmali)

Upadasitinib
12<yas M2S AD
12<yas M25 AD

Selektif JAK1 inhibit6rii
Oral

15 mg ve 30 mg QD

1-2 hafta

Tam kan sayimi, lipidler, KC

USYE, bas agnisi, LDL'de artis,
anemi, notropeni, kreatin
kinaz artisi, bulanti, abdominal
agn, herpes virus
enfeksiyonlari, akne

6
(1- Dupilumab ile kafa-kafaya
karsilastirmali)




European guideline (EuroGuiDerm) on atopic eczema:
part | — systemic therapy

A. Wollenberg,'=* M. Kinberger,® B. Arents,* N. Aszodi,’ G. Avila Valle,® S. Barbarot,® T. Bieber,®
H.A. Brough,”® P. Calzavara Pinton,® S. Christen-Zach,'° M. Deleuran,’! M. Dittmann,®

C. Dressler,® A_H. Fink-Wagner,'2 N. Fosse,'® K. Gaspar,'? L. Gerbens,'® U. Gieler,'®

G. Girolomoni, '” S. Gregoriou, '8 C.G. Mortz,'® A. Nast,2 U. Nygaard,®® M. Redding,?’

E.M. Rehbinder,?? J. Ring,®® M. Rossi,”? E. Serra-Baldrich,®® D. Simon,?® Z.Z. Szalai,*”

J.C. Szepietowski,2® A. Torrelo,?® T. Werfel,2° C. Flohr3"1-32:=*

Tedaviye baslamadan dnce Takiplerinde

®» Tam kan sayimi Tedavinin 4. haftasi

» Karaciger fonksiyon festi Tam kan sayimi

Bobrek fonksiyon testi " , :
- . Karaciger fonksiyon testi

Lipid profili ) : .

Kreaftin fosfokinaz seviyesi BIONE < TOMISION 1SS

AC grafisi Lipid profili

Hepatit, HIV serolojisi » Kreafin fosfokinaz seviyesi

TUberkUloz taramasi Her U¢c ayda bir yukarndaki tetkikler
tekrar edilmeli




Oral, kU¢cuk molekUllU, secici
JAKT ve JAKZ2 inhibitoru

Faz Ill calismalari
BREEZE-AD1 ve BREEZE-AD?2

CLINICAL TRIAL

BJD

British Journal of Dermatology

Baricitinib in patients with moderate-to-severe atopic
dermatitis and inadequate response to topical

corticosteroids: results from two randomized monotherapy
phase IlI trials

E.L. Simpson,’ ).-P. Lacour,” L. Spelman (®,? R. Galimberti,* L.F. Eichenfield,” R. Bissonnette (3,° B.A. King,
J.P. Thyssen,” .. Silverberg (»,” T. Bieber,' K. Kabashima,™ Y. Tsunemi,'* A. Costanzo,’

E. Guttman-Yassky (," L.A. Beck,'s J.M. Janes,*® A.M. DeLozier,” M. Gamalo,* D.R. Brinker,** T. Cardillo,*
F.P. Nunes,*® A.S. Paller,*” A. Wollenberg*® and K. Reich'9?




Efficacy and Safety of Baricitinib Combined With
Topical Corticosteroids for Treatment of Moderate to
Severe Atopic Dermatitis: A Randomized Clinical
Trial

« 329 orta siddetli AD hastasi

« 2mg/ 4 mg barisitinib + topikal KS
= 16 hafta

« EASI?0 cevabi plasebo icin 14%,
barisitinib 2 mg icin 17%, barisitinio
4 mgicin 24%

91-699. doi: 10.1001/jamadermatol.2021.1273

Long-term Efficacy of Baricitinib in Adults With
Moderate to Severe Atopic Dermatitis Who Were
Treatment Responders or Partial Responders: An
Extension Study of 2 Randomized Clinical Trials

Silverberg Eric L Simpson <, Andreas Wollenberg °, Robert Bissonnette
9 f J

ina Sun Tracy Cardillo Fabio P Nunes © ~

BREEZE-AD3 uzun donem efkililik
calismasi

1081 hasta (plasebo-2 mg-4 mg
barisitinib)

EASI75 16. haftada %70, 68.
haftada %55.7

Barisitinib uzun dénemde de
orta-siddetli AD'de eftkililigini
koruyor
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En sik gorUlen yan etkiler: Bas agrisi, nazofarenjit

Notrofil dUzeylerinde azalma, CK duzeylerinde
yukselme, akne

Venoz tromboembolizm, kardiovaskUler yan eftkiler,

gastrointestinal perforasyon ve ciddi hemartolojik
degisiklikler bildirilmemis




Efficacy and Safety of Upadacitinib in Patients With
Moderate to Severe Atopic Dermatitis: Analysis of
Follow-up Data From the Measure Up 1 and Measure
Up 2 Randomized Clinical Trials

Eric L Simpson ', Kim A Papp 2, Andrew Blauvelt 3, Chia-Yu Chu #, H Chih-Ho Hong > © 7,
Norito Katoh &, Brian M Calimlim ?, Jacob P Thyssen %, Albert S Chiou '?, Robert Bissonnette 12,
Linda F Stein Gold '3, Colleen Wegzyn ?, Xiaofei Hu 2, Meng Liu ?, John Liu ?, Allan R Tenorio ?,

Alvina D Chu ?, Emma Guttman-Yassky

Secici JAKT inhibitoru olan kicUk molekdl
Faz 3 calismasi (MEASURE UP1 ve 2):

12 yas ve Ustu AD'li hastalarda

Upadasitinib 15 mg, 30 mg ve plasebo

1 haffada semptomlarda ve kasintida belirgin azalma

EASIZ75
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Measure

RINVOQ 30 mg QD (n=285)

Efficacy and Safety of Upadacitinib in Patients With
Moderate to Severe Atopic Dermatitis: Analysis of
Follow-up Data From the Measure Up 1 and Measure
Up 2 Randomized Clinical Trials

Eric L Simpson T Kim A Papp 2 Andrew Blauvelt 3, Chia-Yu Chu 4, H Chih-Ho Hong 2lol 7]
Norito Katoh &, Brian M Calimlim 2, Jacob P Thyssen 10 Albert S Chiou ', Robert Bissonnette 12,
Linda F Stein Gold 13, Colleen Wegzyn 9 Xiaofei Hu 9, Meng Liu 9, John Liu 2, Allan R Tenorio ¢,
Alvina D Chu 2, Emma Guttman-Yassky 14

Koprimer
sonlanim Measure
noktasi

[***]
80
70

[***]

EASI 75 yamit orani (%)

Hafta Hafta

RINVOQ 15 mg QD (n=281) <) PBO (n=281) RINVOQ 30 mg QD (n=282) RINVOQ 15 mg QD (n=276)

* Neredeyse hastalarin yarisi RINVOQ 30 mg ile 2. haftada EASI 75 skoruna ulagmistir
e Her iki RINVOQ grubundaki hastalarin %60-80’i 16. haftada EASI 75 skoruna ulagsmistir

Koprimer
sonlanim
noktasi

[***]
73

60
[***]

PBO (n=278)




Efficacy and Safety of Upadacitinib vs Dupilumab in
Adults With Moderate-to-Severe Atopic Dermatitis:
A Randomized Clinical Trial

. . . g . . 2 . o~ 1:J
Andrew Blauvelt T, Henrique D Teixeira <, Eric L Simpson *, Antonio Costanzo 45

Marjolein De Bruin-Weller ®, Sebastien Barbarot 7, Vimal H Prajapati & © 10 11 12 13
pl

Peter Lio ' 12, Xiaofei Hu 2, Tianshuang Wu 2 John Liu 2, Barry Ladizinski <, Alvina D Chu 2

Kilian Eyerich 10 17




on of patients, 8

Proport

-~
“
B
s




Safety profile of upadacitinib over 15 000 patient-
years across theumatoid arthritis, psoriatic arthritis,
ankylosing spondylitis and atopic dermatitis

Gerd R Burmester !, Stanley B Cohen 2, Kevin L Winthrop 8, Peter Nash 4, Alan D Irvine ® ©,
Atul Deodhar *, Eduardo Mysler 7, Yoshiya Tanaka €, John Liu ®, Ana P Lacerda ?,
Hannah Palac ?, Tim Shaw '* Philip J Mease ", Emma Guttman-Yassky "2




Safety profile of upadacitinib over 15 000 patient-
years across rheumatoid arthritis, psoriatic arthritis,
ankylosing spondylitis and atopic dermatitis

Gerd R Burmester ', Stanley B Cohen 2, Kevin L Winthrop 2, Peter Nash #, Alan D Irvine ® ©,
Atul Deodhar 2, Eduardo Mysler 7, Yoshiya Tanaka &, John Liu 2, Ana P Lacerda °,
Hannah Palac °, Tim Shaw ', Philip J Mease "', Emma Guttman-Yassky 12




Clinical Trial > Lancet. 2020

Efficacy and safety of abrocitinib in adults and
adolescents with moderate-to-severe atopic
dermatitis (JADE MONO-1): a multicentre, double-
blind, randomised, placebo-controlled, phase 3 trial

6 Thomae
Inomas b
', Catherine

Ricardo Roj

tudy week

Figure 2: Proportion of patients who achieved an IGA response over the
12-week treatment period

Error bars show 95% (1 IGA«Investigator Global Assessment

|




JADE COMPARE:

>18 yas Ustu hastalarda 100mg/200 mg abrositinib, plasebo ve
dupilumab yanitlannin karsilastinimasi

16 hafta

837 hCISTCI Clinical Trial > J Eur Acad Dermatol Venereol. 2022 Mar;36(3):434-443. doi: 10.1111/jdv.17813.
Epub 2021 Dec 13.

Patient-reported outcomes from the JADE COMPARE

randomized phase 3 study of abrocitinib in adults
with moderate-to-severe atopic dermatitis

JP Thyssen 1, G Yosipovitch 2, C Paul 3, S G Kwatra 4, C-Y Chu °, M DiBonaventura ¢,
C Feeney 7, F Zhang &, D Myers 2, R Rojo &, H Valdez ©




Patients, %

IGA Yanitina Ulasanlar EASI-75 Yanitina Ulasanlar

p<0.001 p<0.001
p<0.001

p<0.001
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Placebo Abrocitinib Abrocitinib Dupilumab

Placebo Abrocitinib Abrocitinib Dupilumab
+Topicals 100 mg QD 200 mg QD 300 mg Q2wW? + Topicals 100 mg QD 200 mg QD 300 mg Q2wW=
(N=129) + Topicals +Topicals +Topicals (N=129) + Topicals + Topicals + Topicals

(N=235) (N=219) (N=241) (N=235) (N=219) (N=241)
Proportion with IGA clear (0) or almost clear (1)

Proportion with 275% improvement in EASI score
and 22-point improvement from baseline at Week 12 from baseline at Week 12



2. Haftada PP-NRS4 Kasinti Yanitina Ulasanlar
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Placebo + Topicals Abrocitinib Abrocitinib Dupilumab
(N=130) 100 mg QD + Topicals 200 mg QD + Topicals 300 mg Q2W + Topicals
(N=236) (N=226) (N=239)

Proportion of patients achieving 24-point improvement in the PP-NRS from
baseline (abrocitinib vs. dupilumab and abrocitinib vs. placebo) at Week 2




Clinical Trial > J Am Acad Dermatol. 2022 Aug;87(2):351-358. doi: 10.1016/j.jaad.2022.04.009
Epub 2022 Apr 16.

Phase 3 efficacy and safety of abrocitinib in adults

with moderate-to-severe atopic dermatitis after
switching from dupilumab (JADE EXTEND)

Vivian Y Shi 1, Tina Bhutani 2, Luz Fonacier 2, Mette Deleuran 4, Stephen Shumack ?,
Hernan Valdez ©, Fan Zhang 7, Gary L Chan 8, Michael C Cameron &, Natalie C Yin ©

JADE COMPARE
Eligibility Criteria JADE COMPARE JADE EXTEND o

» Adult patients (218 years) Week  Week

with AD 21 year
* Moderate-to-severe AD
(IGA 23; EASI 216;
%BSA >10: PP-NRS 24) Treatment period: 16 weeks
4 (last dupilumab dose at week 14) washout
* Inadequate response to Current analysis
topical medication,

or requirement for systemic

Medicated topical therapy (low- or medium-potency Medicated topical therapy was
corticosteroids, calcineurin inhibitors, and permitted but not required
therapy to control AD phosphodiesterase 4 inhibitors) required for active lesions




Table IV. Safety summary

Abrocitinib Abrocitinib
100 mg once 200 mg once
daily (N = 130) daily (N = 73)
Patients with =1 treatment- 54 (41.5) 37 (50.7)
emergent adverse event,
n (%o)
Serious adverse events*® 3 (2.3) 1(1.4)
Severe adverse events' 3 (2.3) 2 (2.7)
Adverse events leading to 1 (0.8) 1(1.4)
study discontinuation™
Treatment-emergent adverse
events reported for =4
patients in any group, n (%)
Nasopharyngitis
Nausea
Acnhe
Headache
Upper respiratory tract
infection
Urinary tract infection
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Comparative efficacy and safety of abrocitinib, baricitinib, and
upadacitinib for moderate-to-severe atopic dermatitis: A
network meta-analysis

Huiying Wan® | HaipingJia? | TianXia®©® | Dingding Zhang*
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comparison number ?

OR (95% Cl) FIGURE 2 Pair-wise meta-
analysis of IGA (A), EASI (B), and
abrocitinib vs placebo 4 studies 0.00% 4.81(3.30, 7.01) TEAEs (C). Gray dashed line

baricitinib vs placebo 3 studies 0.00% 3.19 (2.12, 4.79) indicates no statistical
significance. Red square

upadacitinib vs placebo 3 studies 53.0% —8—14.60(10.28, 20.73) represents a point estimate, and

. | : black horizontal line represents
0.2 1 20 95% confidence interval.

favor placebo +— —» favor JKA (A)

comparison number P? OR (95% Cl)
abrocitinib vs placebo 4 studies 52.2% 5.48 (3.39, 8.84)
baricitinib vs placebo 3 studies 0.00% 2.90(2.08, 4.04)
upadacitinib vs placebo 3 studies 84.0% —8— 13.75(10.61,17.83)

0.2 20
favor placebo < » favor JKA (B)

comparison number ? OR (95% Cl)
abrocitinib vs placebo 4 studies 70.6% . 2.36(1.44, 3.86)
baricitinib vs placebo 3 studies 0.00% 1.02 (0.84,1.21)

upadacitinib vs placebo 3 studies 58.0% 1.46 (1.20, 1.79)

0.1 1 10
favor placebo +—— —» favor JKA (C)




Review > Int J Dermatol. 2022 Jun;61(6):746-754. doi: 10.1111/ijd.15853. Epub 2021 Aug 22.

Safety of Janus kinase (JAK) inhibitors in the short-

term treatment of atopic dermatitis

Hannah Wood 7 2, Antoinette Chandler 7 2, Novin Nezamololama 2, Kim Papp 2,
Melinda J Gooderham 3 4

En sik (%2-5) yan etkiler
Bulanti
USYE
Bas agrisi
Akne
HSV, herpes zoster
CPK'da yUkselme



able 2 Summary of adverse events in the short-term use of systemic JAK inhibitors for atopic dermatitis. Data reported in
anges as percentages unless otherwise noted

Abrocitinib Baricitinib Upadacitinib

PBO PBO PBO 15 mg

211 601 902 899

% % % %
54-57 38-56 53-63 60-76
1.34 0-4 2.5-3 1.8-2.4
1.3 : 2 01 04-2.4
0 : 0 0-0.4 0

0 0.4 0 0

1.8 0-4.5 1.7 3.3

0 0-1

0 : 0

4-9

2-3

*Int J Dermatol. 2022 Jun;61(6):746-754. Safety of Janus kinase (JAK) inhibitors in the
short-term treatment of atopic dermatitis




Delgocitinib ointment, a topical Janus kinase
inhibitor, in adult patients with moderate to severe
atopic dermatitis: A phase 3, randomized, double-
blind, vehicle-controlled study and an open-label,
long-term extension study

Hidem .";-,;.'1 awa 1

Delgositinib 0.5% merhemi, Japonya'da eriskin AD
hastalannda endikasyon almis

2-15 yas grubu icin Faz lll calismasi
56 haftaya kadar
Hafif orta siddetli AD'de etkili bulunmus




Randomized Controlled Trial > J Am Acad Dermatol. 2021 Oct;85(4):863-872

Efficacy and safety of ruxolitinib cream for the
treatment of atopic dermatitis: Results from 2 phase
3, randomized, double-blind studies

Topikal selektif JAK 1 ve 2 inhibitdru
631 hasta TRUE AD1- 618 hasta TRUE AD2
% 0,75 ve %1,5 ruksolitinib krem 2*1- 8 hafta

Uygulama bdlgesinde yanma, kasinti nadir <%1

Uyku ve kasinti skorlarinda anlamli duzelme
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