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alopecia areata new treatment X

Eikéveg EidAoeig Bivreo BiBAia Xéipreg Mmoeig OikovopIKé

Mepitrou 10.100.000 atroteAéopara (0,39 SeutepOAeTITa)




*[YPOEIAHZ = yUpoc= 3TPOITYAOZ- NOY
AIATPADEI KYKAO.

*AANQMEKIA= a + AWTTN= poUX0, OAAQ Kal
Tpixwua. AHAAAH XQPIX Awtrn i
kaAutepa XQPI2Z TPIXQMA
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* H yupoeidbnc adwrnekia (.A) elval pa avoco-
SlapecolaBoupevn voooc, TTou IPOKAAEL OMTWAELO TWV TPLXWV,

XwpPLC OUAEC.
/

odnyel TNV avayevn
TpiYa o€ ducTpodia
Kal Ttpowpn €lcodo TNG
otnv TeEAoyevn daaon.




* H yupoeidbnc adwrnekia (.A) elval pa avoco-
SlapecolaBoupevn voooc, TTou IPOKAAEL OMTWAELO TWV TPLXWV,
XWPLC OUAEC.

*H A pumopet vat epPpavioTel wC o€ela
avtomepLlopllopevn dtatapayn, LE HLO EWC TTEVTE
artoP LAWHEVEC TTAAKEC, TIOU UTIOXWPOUV €VTOC 6-12
LNVWV, we xpovia dtatapaxn KE TTOANATIAEC
TAQLKEC, TTOU uTtotpoTla{ouV Kal UTIOXWPOUV Tt
TTOAAQ XPOVLA, WC OALKN OTTWAELA TOU TPLXWTOU TNC
KEPOAANC N WC KOOALKR ATIWAELA TOU TPLXWTOU TNC
KEDAANC KOl TWV TPLXWV TOU CWHATOC.



* 2% tou TENIKOY NMAHOY2MOY.
* OAEZ tic nAkiec (cuvnBwc apyileL ptv ta 40).

* Ta teploootepa ntadla pe A, AEN £xouv yovea pe T
VOOO Kol oL YOVELC pe A, AEN n petadibouv ota
rioitdLa Touc.

* EvwnT. A EHCI)OLVLZETOLL o€ optcusveq OLKOVEVELEQ, 1000
geveukm 000 Kol TeEPLBAANOVTLKOL TTOPAYOVTEG, TIOU
£V ELVOLL KOG KATAVONTOL, TILOTEVETAL OTL ai{ouv pOAo
otnv endavion Tnc vooou.

* AKON KOl OE TIWVOUOLOTUTIO SOV AL, TTOU poLpalovtol
TO LOLoL yovidLa, eav eva SLOUHO EXEL TN VOOO, UTIAPXEL
55% m@avornra VoL TNV €XEL Kol TO AAAO.

Cranwell W, et al. Australas J Dermatol. 2019;60(2):163-170



Table 1 Characteristics of patients with a diagnosis of
alopecia areata (N = 68,121)

Characteristic N (%)
Age, mean (SD) 40.3 (17.8)
Gender
Female 41,561 (61.0%)
Male 26,560 (39.0%)

Senna M, et aI._Adv Ther (2021) 38:4646-4658
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Gender

female(n=148) male (n=212)

Total p value
(n =360)

Age of onset (mean, £ SD) 7.0 (3.1) 6.4 (3.0)
Age
0-5 51 (34.5) 95 (44.8)
6-10 70 (47.3) 91 (42.9)
>10 27 (18.2) 26 (12.3)

Aedopéva 12 eTwv Ao TO VOGOKOMELD «A.

6.6 (3.1)  0.044*
146 (40.5)  0.094**

161 (44.7)
53 (14.7)

ZUyypoGc»



MpooBaAlel 1:1000 matdia (1:400 A 1, 1:12 acBua,
1:345 eykedpalikn apaiuaon).

H mpwipn €vapén tng AA (peta€v 5 kat 10 stwv)
epudaviletal Kuplwc we Mo coBapPoc UTIOTUTIOC.

* [leplocotepa
KOPITZIA

Evaluation of the Prevalence and Incidence of
Pediatric Alopecia Areata Using Electronic Health
Record Data

Paige L. McKenzie, BS'; Mitchell Maltenfort, PhD%; Anna L. Bruckner, MD3#; et al

» Author Affiliations
JAMA Dermatol. 2022;158(5):547-551. doi:10.1001/jamadermatol.2022.0351
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KATA NAAKAZ - AIKTYQTH (xwpic EudLaKpPLTEG XWPLOTECG MAGKEG .A)



INCOGNITA Kupiwg véeg yuvaikeg AIAXYTHT.A TOTALIS-UNIVERSALIS
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210 28% TWV neptotatum"



* HI.A pmopei va aapopa kat ta voxLa, KAtL tou epdaviletal o
nepimou 7-65% (M.O 30%) Twv MEPUTTWOEWV.

e OLaoBeveic pe mpooBoAn Twv vuxLwy Ttapouctalouvv ouvnBwC TLG
1o coBapec LopPEC TPLYOTTTWONC.
e OL ekdbnAwoelg ouvnBeotepec ota madLa.

e OLouvnbBeotepec eKONAWOELC TWV VUXLWV CUVLOTOAVTOL O€ AETITA KOl
pnxa BoBpla, Kol TTEPLOTACLOKA, OE TPOXUOVUXLAL.

, , Koilonychia in a Patient with
fpajeg Beau, Ovuxopadnan, *l' Alopecia Areata
Aegukovuyia, OvuxoAuon, l'J

EpuBpoc punviokog,...

by NOUREDDINE LITAIEM, MD; OLFA CHARFI, MD; TAKWA BACHA, MD;
d FATEN ZEGI.AOUI MD PhD




2 UV-VOONPOTNTEC

* NaBnoeic Oupeostdovc —Bupeoclditida Hashimoto
e >.A tumou 1

* AgUKN

* EpuBnuatwdnc AUKoC

* PA-sldka €dv n madnon npwtoeudavicBel oe nAwkia 20-40 |
e Atortia -38%TOUAQXLOTOV LA aTOTILKA madnon
° Ka-[('xe}\ul) n_dvxoq (38%) The associated burden of mental health conditions in alopecia

areata: a population-based study in UK primary care”

Abby E. Macbeth, Susan Holmes, Matthew Harries, Wing Sin Chiu, Christos Tziotzios, Simon de Lusignan,
Andrew G. Messenger, Andrew R. Thompson 24

First published: 14 February 2022 | https://doi.org/10.1111/bjd.21055 | Citations: 5



Table 2 Prevalence of comorbidities in patients with alopecia areata during the baseline and follow-up periods

(N = 68,121)

Comorbidities Baseline Follow-up
Hyperlipidemia 13,904 (20.4%) 15,226 (22.4%)
Hypertension

Thyroid disorder
Contact dermatitis and eczema
Depression

Anxiety

Obesity

Asthma

Osteoarthritis

Diabetes mellitus
Coronary heart disease
Atopic dermatitis
Tobacco dependency
Psoriasis
Cerebrovascular disease
Chronic urticaria
Hypersensitivity
Rheumatoid arthritis
Vitiligo

13,751 (20.2%)

14,858 (21.8%)

Alcohol abuse 414 (0.6%) 478 (0.7%)
Suicidal ideation 428 (0.6%) 472 (0.7%)
Systemic lupus erythematosus 385 (0.6%) 460 (0.7%)
Ulcerative colitis 310 (0.5%) 334 (0.5%)
Crohn’s disease 295 (0.4%) 282 (0.4%)
Sjogren’s syndrome 200 (0.3%) 247 (0.4%)
Multiple sclerosis 192 (0.3%) 209 (0.3%)
Celiac disease 144 (0.2%) 186 (0.3%)
Uveitis 190 (0.3%) 165 (0.2%)
Hidradenitis suppurativa 119 (0.2%) 154 (0.2%)
Psoriatic arthritis 118 (0.2%) 136 (0.2%)
Ankylosing spondylitis 53 (0.1%) 60 (0.1%)
Systemic sclerosis 45 (0.1%) 60 (0.1%)

829 (1.2%) 829 (1.2%)

683 (1.0%) 750 (1.1%)

261 (0.4%) 561 (0.8%)
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* TYPOEIAHZ ANQMEKIA - 20 XPONIA
* NAEYKH - 18 MHNEZ

* WAQOPIAZH - 15 XPONIA

* WAOPIAZIKH APOPITIZ - 15 XPONIA




*“However, routine thyroid screening for
patients with AA, if the patients are
asymptomatic from a thyroid point of
view and they have negative personal
and family history of autoimmunity,
remains controversial.”

Popa A, et al. J. Clin. Med. 2023, 12, 1115



Dermatol Ther (Heidelb) (2021) 11:2217-2223
https://doi.org/10.1007/s13555-021-00614-9 updates

Check for

BRIEF REPORT

Electrocardiogram Findings in Patients with Alopecia
Areata

Danielle Peterson - Carlos Wambier - Feng Dai *+ Rachel Lampert -
Tariqg Ahmad - Katerina L. Yale - Natasha A. Mesinkovska -
Brett King

Conclusion: The potential association between
bradycardia and alopecia areata merits further
investigation.



< N - N
Numbing/ Burmng{f
Inflammation g Eyebrows

Tingling

Nasal irritation

Inhalation of debris

Scalp skin signs/
symptoms

Body hair Full body Eyelashes

Nasal

Oily skin dripping

Male facial
hair

Nasal hair

Nail signs/ symptoms

Pitted/

rough/ brittle/
split nails Effects of Alopecia Areata

Sunburn

Poor thermoregulation
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Anger/ Psychological impacts Relationship impacts

Aldhouse et al. Journal of Patient-Reported Outcomes 2020) 4:76
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Rule of thumb: A simple tool
to estimate 1% scalp surface
area

Wambier CG, King BA. J Am Acad Dermatol.
2019 Aug;81(2):630-631.
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TPIXOzKOIMHzH

X3 XpéVlEC TEPUTTWOELG

Table 4: Comparison of trichoscopic findings of different studies

Our Mane Bapu Guttikonda Hegde Inui Mahmoudi Peter
study et al.l¥l et al.l!] et al.2 et al.l"? et al.') et al.l"”] et al.l'®

Yellow dots JPb) 80.5 81.8 89.6 88 51.3 63.7 81.8 42

R %) 74.7 - 78.4 - 84 80.46 48.4 75.0
Broken hair (%) 8.1 - 12.9 56 37.3 45.7 9.5 67
Tapering hair (%) 60.9 19.8 12.1 - 18.6 31.7 30.97 -
Short vellus hair (%) 70.1 - 78.4 66.0 68 72.7 62.7 -

Circle hair (%) 27.6 - 6.9 14.0 - - - 17.5

Sahu V, et al. Indian J Dermatol 2022;67(2): 127-132



Coexistence of frontal fibrosing alopecia and alopecia
areata: 3 new cases and review of the literature

Desai K, et al. J Dermatol. 2020 Dec;59(12):e456-e45



McSweeney SM, et al. Alopecia areata and frontal fibrosing
alopecia: dimorphism by concurrence. Clin Exp Dermatol 2020;
45(6): 734—737.















‘Eva a1ro 1a 1o
EVTUTTWOIOKA
XAPAKTNPIOTIKA TWV UYIWV ngen
TpIXOGU)\O(KI'u)V, GVGY8V00§ Region of hair
oTadiou, ival TO foliele
OVOOOAOYIKO TTPOVOMIO privilege
TTOU ep@avidel To €mMOANG v S
TOUC, OTTO TNV TTEPIOXN

OI0YKwWaONC, Kal TTpo¢ Ta

KATW OTOV BOAPBO TNG

Bulge

Bulb




*To ap)LKO Evououa, TO
oTtol0 TIPOKAAEL TNV

KATOPPEUON AUTOU TOU  ____ _____

(xVOGO)\OVLKOl') RegionTof hair —_
TIPOVOMLOU Tou BUAaKa -

NC TpiLYac o€ aoBevelc privilege _—
ue A, é6ev eivar akopaa 4 Y&

NANPWC KOTOLVONTO.



Sebaceous
~ gland

Arrector

muscle KaTta Tnv dIapKEIa TOU
(PUCIOAOYIKOU

KUKAOU avAaTTTu¢ng TnG TpIXac,
QTTOMOVWUEVA AVOOOKUTTAPA
UTTOPOUV va Bpebouv yupw
KAl TTOAU TTEQIOTACIOKA MECO

Hair shaft
CD8+ T-cell

pae I j‘. *
2\ ]
i 7

Antlgen

preEntog oToV BOABO £vOg
., TPpIXO0OUAOKIiOU avayevoucg
‘ oTadiou.
~Mast cell

—— NK Cell

CD4+ T-cell
J.T. Olayinka, J.M. Richmond Current Research in Immunology 2 (2021) 7-
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J.T. Olayinka, J.M. Richmond Current Research in Immunology 2 (2021) 7—



2
IF Ny induces follicular epithelial cells
to produce IL-15 that stimulates further
% IFNy production from CD8* T cells
JAK JAK

CD8* T cells proliferate and
destroy follicle epithelial cells

1

CD8* T cells infiltrate into
the hair follicle root sheaths
and release [FNy




* H IL-15 Stadpapatilel onUOVTLKO POAO OTNV QVATTTUEN, TN
Sdtatipnon kat tov moAAarAaocloopo twv CD8+ T KuTTtApwWY KUVAKNC,
twv NK kuttapwyv, tTa omola eivat n kupta tnyn INF-y, mou eivol
KUpLWC uTtelBuVN yLa TNV KOTAPPEUON TOU OVOOOAOYLKOU
npovouiou kat tnv avarmntuén tng .A.

———
r, = ).79%¢°
y <D OO

Ooo avéavetou n
IL-15,Tt000
Baputepn n l.A

0 0 30 &0 80 100 120

SALT score

Int J Trichology 2019 Jan-Feb; 11(1): 26-30



*[TloTeEVETOL OTL AUTO CUMPALVEL KOL AOYyW TTapayWYNC
L6V avTidpaoTikol 0fuyovou, aAUTOOVTLYOVOU
Ao MEAQVOKUTTAPO KOl EVEPYOTTOLnonN T-KUTTAPWV.

* MepBaAAovTikol cUV-OLEYVEPTIKOL TTOPAYOVTEC, OTIWC
LLOAUVON, OTPEC N TPAU A, EXOUV ETILONC EUTTAAKEL.

* [Ipoodata, ta enineda Brrapivng D diepeuvvnOnkav
WC EVOC OO TOUC MTOPOAYOVTEC TTOU TILOOVWC
ertnpealouv tnv A kol BpEBnkav pelwpeEva o€
oclpa acBevwv ue lA.

Lizarondo F, et al. JAAD Int 2021:5:78-84



J Investig Dermatol Symp Proc. 2020 Nov;20(1):S37-S40
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TL aéloAoyw yia tnv emiloyn tne Bepamnelac;

e Etdoc I A-Baputnta vooou

* HAwia aloBevouc

o AntwAeLa TpLxwv aAloU-dpudLa, PAEPapa, cwuo
* NUyLa

* Juprtwpata (Kewoog, ovog, katabAupn, entidpoon otnv 60VAELQ,
OXOAELO

* [lponynOBeioecg Beparmeiec-AlapKeLa

* DLQJ (0-1 kapia entibpaon, 2-5 pikpn, 6-10 petpra, 11-20 moAU peyaln,
21-30 tepaotia)

 AAPPO (Alopecia Areata Patient Priority Outcomes)

Dermatol Ther 2021;Apr:11(2): 599-613
e AEPUOTOOKOTILKO EUPHMOTO



ALOPECIA AREATA

'

AGE

!qlﬂ?ﬂﬂ'ﬁ

No therapy or placebo therapy:
* 1% Topical hydrocorisone
* Topical mometasone

» Topical anthralin

« Oral zinc gluconate

4-"’/\

> 10 years

'

% Surface area

N

< 30%

» 30%

\

'

Concomitant ;
* Treat disease modyfing comorbidities.
- iron deficiency
- zinc deficiency
- vitamin B12 deficiency
- vitamin D3 deficiency
- thyroid disease
- androgenetic alopecia
- emotional distress
* Complementary medicine ;
- aroma therapy
-TCM
- hypnotherapy
* Hair replacement (hair piece, wig)
* Hair coaching/seif help organizations

No success

N

Intralesional triamcinolone acetonide:
« Children: 5 mg/ml
« Adults; 10 mg/mi

<B r;nrrth:

|

=51

> 6 months

:

February 2018 Clinical Reviews in Allergy & Immunology

* Beard: 5 mg/mi Optional: Topical clobetasol propionate | [ 1
. _ : soprinosine?
Eyebrowe: 2.5~ 5 mg/ml {ointment under occlusion or as foam)
£ Minoxidil Fumaric acid
+ Oral zine gluconate 1 l esters?
Steroid pulse therapy DPCP or SADBE Simvastatin +
* Oral minipulse therapy or ezetimibe?
* LV, methylprednisolone | | Methotrexate
+ Prednisone Evolving:
\ / Tofacitinib
Ruxoltinib
No sucoass Baricitinib




Concomitant :
* Treat disease modyfing comorbidities.
- iron deficiency
ALOPECIA AREATA - zinc deficiency
1 - vitamin B12 deficiency
- vitamin D3 deficiency
AGE - thyroid disease
- androgenetic alopecia
- gmotional distress

+ Oral minipulse therapy or ezetimibe?

* |.V. methyiprednisolone Methotrexate

+ Prednisone Evolving:
February 2018Clinical Reviews in Allergy & Immunology \ / ;“f'ﬂlun'ﬁ

No success Baricitinib




Concomitant :
* Treat disease modyfing comorbidities.
- iron deficiency

Tofacitinib
Ruxoktinib
Baricitinib

February 2018Clinical Reviews in Allergy & Immunology




Concomitant :
* Treat disease modyfing comorbidities.

= iron deficiency
ALOPECIA AREATA - zine deficien

Evolving:
Tofacitinid
Ruxcktinib
Baricitinib

February 2018Clinical Reviews in Allergy & Immunology




Original Investigation
March 8, 2023

Efficacy of Methotrexate Alone vs Methotrexate
Plus Low-Dose Prednisone in Patients With
Alopecia Areata Totalis or Universalis

A 2-Step Double-Blind Randomized Clinical Trial

Pascal Joly, MD, PhD'; Audrey Lafon, MD'; Estelle Houivet, MS?; et al

» Author Affiliations
JAMA Dermatol. 2023;159(4):403-410. doi:10.1001/jamadermatol.2022.6687

89 acOeveig ClinicalTrials.gov Identifier: NCT02037191



https://clinicaltrials.gov/ct2/show/NCT02037191

* To Dupilumab eivat eéva mAnpwc avBpwrnivo LovoKAWVLKO
QAVTLOWMA TNC vTToKATNYOoPLaC avoooodatpivne G4, mou
EXEL OXEOLAOTEL YL VOL AVAOTEAAEL TN onpoatodoTnon Twv
vrtodoxewv JAK-STAT, avaoteAlovtac touc urtodoxelc IL-
4/IL-13.

Dupilumab for the treatment of alopecia
areata in children with atopic dermatitis

Sung Kyung Cho, BA,* and Brittany G. Craiglow, MD"*
Dallas, Texas and New Haven and Fairfield, Connecticut

7 (7-12 etwv) noudia pe AA kai FA. Ta 4 aplota anoteAEéopata.
To éva 75% BeAtiwon Kot To €va Kol ovTanokpLon.
JAAD Case Reports 2021;16:82-5.



* To Dupilumab eivat eéva mAnpwc avBpwrnivo LovoKAWVLKO
QAVTLOWMA TNC vTToKATNYOoPLaC avoooodatpivne G4, mou
EXEL OXEOLAOTEL YL VOL AVAOTEAAEL TN onpoatodoTnon Twv
vrtodoxewv JAK-STAT, avaoteAlovtac touc urtodoxelc IL-
4/IL-13.
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* To p.ovonatt JAK/STAT e€UTINPETEL € gva on uavuKo OnMEio OTLG Zwttksg
KUTTOPLKEG SLEPYOOIEG, HE TNV TAXELOL ONUOTOSOTNONG OO TN HEUPPAVN
OTOV MMUPAVOL TOU KUTTAPOU.

* H anoppuBuion tou oxetifetan pe PpAsypovwon kal avtoavooo
voonuata.

* NoAvapBueg kutokiveg, IFN, au§nTikol mapayovTeg Kot TIOPOYOVTEG
Sdleyepong, ouvOEovTal otouq uTtodOXELC KUTOKIVNC, TTou oxeTi(ovTal UE
gvookuTttapLkouc JAK.

* Autr) n dladkaoia tepthapBavel tny evepyornoinon twv npwisivwy STAT,
OL OTIOLEG UETOTOTIL{OVTOL OTOV TIUPNVOL, TIPOKOAWVTAG ETOL EKPPAON
Boaowkwv pecolaBntwyv tng pAeypovic.

JAK-STAT
SIGNALING PATHWAY

-



* H evepyonoinon tov JAK / STAT povomatiot onpatodotnong, odnyel otn LETATOMLON TOUC
oToV nupnva, onou puBuilouv tn petaypadn Twv yovidiwv mou eUMAEKOVTOL OTNV
nopaywyrn MPOoPAEYLOVWEWV KUTOKLVWV.

* MeAEtec npoTteivouv OTL AUTEC oL TIPOPAEYHOVWOELC KUTOKIVEC elvall UTIEVOUVEC yLa TN
dtatApnon tn¢ vooou otnv l.A.

S K3 IAKL | JAK3 jaiy

JAK1 - JAK3
: JAK1

: : \ transcription

JUVEECN KUTTOPOKLVWV LLE TOUG UTIOSOXELG TNG KUTTOPLKAG HEUBPAVNG,

STAT: Slg na l Tra n Sd ucers an d ACtivatO rs Of Tra nsc ri pt|0 n akoAouBel n evepyomoinon twv JAK, akoAouBel n pwodopuliwon twv STAT,

petadopd otov nuprva



* OL Oepamelec PE HIKPA HOPLA, TTOU aVOOTEAAOUV TIC MPWTELVEG JAK,
EXOUV avaOeLXOel W amoTeEAECUATIKEC EMLAOYEC Oepaneiac o€
PEVUOTLKEC KOl SEPHATOAOYLIKEG MAONOELC.

IFN-y -2 113 IL-10
: IFN-a -4 115 IL-22

IL-1
i IL7 121 2 IL-26
IL-31 IL-9 IFN-y

Cytokine v
receptor

Dimerization
E E of STATs
Quiescent M @@

Tyrosine
residue

STAT proteins Active
Drug FDA Approval
Tofacitinib
JAK1/JAK2/ + + + + PsoA, RA, UC Translocation
JAKS inhibitor
Barcitinib
JAKT/JAK2 + - + + RA, AD, AA o
inhibitor E@E Transcription
Upadacitinib/ + + - ” AD, RA, PsoA, UC,
JAK?1 inhibitor AS
Abrocitinib/ jPromotem Gene R
L + + - + AD
JAK1 inhibitor 1
2 ik STAT-binding Cytokine-
Ruxolitinib* + % £ + RA, PV, MF, GVHD, sequences in responsive
JAK1/JAK2 inhibitor AD, vitiligo promoter gene




ANAZTOAEIZ JAK
NAEONEKTHMATA

* Mikpd M.B, to omtoio emutpénet  * Mn oTOXEUMEVN, Mn EKAEKTLKN
TNV ano Tou otopatoc yopnpynon  dpaon.

TOUG I TNV TOTUKN EpapLoYN. * Taxela umotporn (ouxva) petd
» >tepouvtal A.E Twv otepoeldwv. tnv otakomn (1blwc tnv
QTIOTOMN)).

* MKpOC Xxpovoc Hutostac Zwnc.

* TAUTOXPOVN QVTLLETWIILON * EupU dpaopa A.E

TMOAAQTTAWYV AUTOPAEYLOVWOWV
OUVVOONPOTNTWV.



Baricitinib JAK1/JAK2 Inhibitor Oral

° il 6,7
ATt0 18 ETWV KoL VW 4 mg or 2 mg once daily

Tofacitinib  JAK1/JAK2/JAK3 Inhibitor Oral
« 5mg twice daily &%’
« 10 mg twice daily 8
¢ 10-25 mg split twice daily '°
Topical

s 2% twice daily #°

Ruxolitinib  JAK1/JAK2 Inhibitor Oral
¢ 20 mg twice daily ™4
¢ 5-15 mg twice daily '°
¢ 10-25 mg twice daily '°
Topical
 0.6% twice daily 28

» 1% twice daily ?°

* 1.5% twice daily 2



Ritlecitinib  JAK3/TEC Inhibitor Oral

e 200mg once daily for 4weeks, then 50mg once daily for

: ' ‘ 18
ATtO 12 €TWV Kol AVW 20weeks
« 50 mg, 30 mg, or 10 mg once daily '°

Brepocitinib  TYK2/JAK1 Inhibitor Oral

e 60 mg once daily for 4 weeks, then 30 mg once daily for 20
weeks '8

Upadacitinib JAKT Inhibitor Oral
¢ 30 mg daily 2223

Abrocitinib  JAK1 Inhibitor Oral
200 mg daily 4
« 100 mg or 200 mg once daily 2°

Ifidancitinib  JAK1/JAK3 Inhibitor Topical

e 0.5%3%3% or 0.1% twice daily 3

Delgocitinib  JAK1/JAK2/JAK3/TYK2 Topical

Inhibitor 30 mg/g twice daily 3’



BRAVE-AA1 (654 acO¢eveig) kot BRAVE-AA2 (546)

* AtLoAoynBnkav dUo mavopolotumec dokuec daonc .

* Eva peyaAutepoO MOOOOTO TWV ATOMWV Tou €AafBav doon
baricitinib 4 mg evavtt 2 mg, netuyav BabuoAoyia SALT ion
N LKPOTEPN aTto 20, EVAVTL TOU ELKOVIKOU PapUAKOU.

e >tnv BRAVE-AA1, yia ta 4 mg, Tt 2 mg KOl TO ELKOVLKO
GAPUAKO AVTLOTOLXO, LUTEC OL TLUEC NTav (36 w):

38,8%, 22,8% Kol 6,2%, EVW

* >tnv BRAVE-AA2, autec ol TIMEC NTawv: 35,9%, 19,4% Kol
3,3% (P<0,001).



American Journal of Clinical Dermatology (2023) 24:443-451
https://doi.org/10.1007/540257-023-00764-w

ORIGINAL RESEARCH ARTICLE

Efficacy and Safety of Baricitinib in Patients with Severe Alopecia
Areata over 52 Weeks of Continuous Therapy in Two Phase Il Trials

(BRAVE-AA1 and BRAVE-AA2)

Ohsang Kwon'® . Maryanne M. Senna? - Rodney Sinclair® - Taisuke Ito® - Yves Dutronc® - Chen-Yen Lin® -
Guanglei Yu® - Chiara Chiasserini’ - Jill McCollam?® - Wen-Shuo Wu? - Brett King®
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Baricitinib effectiveness in patients with day orally was made (Figurc 14, B).

After 8 weeks, regrowing hair all over the scalp was already

alopeCia universalis and rheumatoid arthritis observed (Supplementary Digital Material 1: Supplementary Fig-

ure 1), and trichoscopic examination displayed that the skin was
densely covered by upright regrowing hair and pigtail circle hair
A 32-year-old woman, affected by rheumatoid arthritis (RA) with  with sparse black dots (alopecia areata predictive score: +1).
low disease activity since the age of 28, presented in 2018 com- Furthermore, at 12-week follow-up, the patient’s hair appeared
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Figure 1.—A, B) Baseline before treatment; C, D) 12-week follow-up,
hair appeared completely grown back.



Hair loss profiles and ritlecitinib efficacy in patients with alopeci
areata: post hoc analysis of the ALLEGRO phase 2b/3 study

Diamant Thaci, Christos Tziotzios, Taisuke Ito, Justin Ko, Ayse Serap Karadag, Hong Fang,
Roger A. Edwards, Gianluca Bonfanti, Robert Wolk, Helen Tran, Ernest Law

e . ALLEGRO-2b/3
 Ritlecitinib, an oral, selective dual 24-Week Placebo-Controlled Period

JAKS3/TEC family kinase inhibitor,
demonstrated efficacy in patients Ritlecitinib 50 mg daily*

with alopecia areata in the
da  Ritlecitinib 10 mg dailyt
-

v

©

--'-*---

ALLEGRO-2b/3 trial

 Hair loss presentation in patients
with alopecia areata may vary
based on location (e_g_, Scalp, "With or without a 4-week 200 mg daily loading dose.
eyebrowl eyelash, body) TThe 10-mg group was not included in this analysis.



Regardless of baseline hair loss profile, the likelihood of patients reporting:

moderate or great improvementin they were moderately or very satisfied
their alopecia areata since baseline was: with their overall hair regrowth was:

——

r"\' ! ! '
t 3{ F F

~ k ) }f
- 2 . ¥ 5

1 2 more likely with ritlecitinib 8 more likely with ritlecitinib
X 50 mg vs placebo X 50 mg vs placebo

"With or without a 4-week 200 mg dally lbading dosa, "With or without 3 4-week 200 mg dally vading dose

Ritlecitinib was efficacious compared with placebo,

independent of hair loss profile at baseline




Clinical Trial > Arch Dermatol Res. 2023 Mar;315(2):181-189. doi: 10.1007/500403-022-02336-0.
Epub 2022 Mar 1.

A phase 2a randomized vehicle-controlled multi-
center study of the safety and efficacy of delgocitinib
in subjects with moderate-to-severe alopecia areata

Daniela Mikhaylov 1 Jacob W Glickman 1, Ester Del Duca ! 2, John Nia 1, Peter Hashim 1,
Giselle K Singer 1, Alba L Posligua 3, Aleksandra G Florek 3, Erin Ibler 2, Erika L Hagstrom 3,
Yeriel Estrada !, Stephanie M Rangel *, Maria Colavincenzo 3, Amy S Paller 2,

Emma Guttman-Yassky

Affiliations + expand
PMID: 35230488 DOIl: 10.1007/s00403-022-02336-0

Abstract

Alopecia areata/AA is an autoimmune cause of nonscarring hair loss. The pathogenesis of AA involves
many immune axes, including Th1/Th2 pathways. Delgocitinib is a pan-Janus kinase/JAK inhibitor that
broadly blocks pro-inflammatory cytokines and has been effective in other inflammatory skin
conditions. Recent human studies/reports have shown that use of some systemic JAK inhibitors led to
hair regrowth, suggesting this medication class as a potential therapy for AA. However, topical
treatment is desirable due to potential systemic side effects. To assess the efficacy and safety of
topical delgocitinib in AA, we conducted a double-blind, randomized, vehicle-controlled clinical trial
in 31 moderate-to-severe AA patients that were randomized 2:1 to receive delgocitinib ointment 30
mg/g (n = 20) or cintment vehicle (n = 11) for 12 weeks. The primary endpoint was change in severity
of Alapecia Tool/SALT score from baseline to week 12. The secondary endpoint included safety profile
by reported adverse events. Twenty-three subjects completed the trial, with eight discontinuing
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Our study suggests that delgocitinib ointment is not effective in moderate-to-severe AA, likely due to
iIts inability to penetrate sufficiently deeply intoc the dermis of the scalp, but larger studies are
necessary to assess whether a different formulation of topical JAK inhibitors may be suitable to treat

mild or more localized forms of AA.

many Immune axes, including 1n1/1nZ pathways. Uelgocitinib Is a pan-Janus Kinase/JAK INNIDITOr that
broadly blocks pro-inflammatory cytokines and has been effective in other inflammatory skin
conditions. Recent human studies/reports have shown that use of some systemic JAK inhibitors led to
hair regrowth, suggesting this medication class as a potential therapy for AA. However, topical
treatment is desirable due to potential systemic side effects. To assess the efficacy and safety of
topical delgocitinib in AA, we conducted a double-blind, randomized, vehicle-controlled clinical trial
in 31 moderate-to-severe AA patients that were randomized 2:1 to receive delgocitinib ointment 30
mg/g (n = 20) or cintment vehicle (n = 11) for 12 weeks. The primary endpoint was change in severity
of Alapecia Tool/SALT score from baseline to week 12. The secondary endpoint included safety profile
by reported adverse events. Twenty-three subjects completed the trial, with eight discontinuing



CTP-543 (Deuxurolitinib-tpomotnuevn popdn
tou Ruxolitinib)

* “A statistically significant number of patients treated with
either 8 mg twice-daily or 12 mg twice daily CTP-543,
experienced greater scalp regrowth compared to
those on placebo.

» Additionally, the proportion of patients treated with the
oral medicine who achieved a Severity of Alopecia Tool
(SALT) score of 20 or less at week 24 of the study, was
41.5% In the 12 mg twice-daily dose group and 29.6%
In the 8 mg twice-daily dose group.”

09/2022



KAKH emtidoyn yua JAK

* Mavw armno 50

* [oTOpKO: loyevwv voonuatwyv
Noluwéewv (nmatittdo —TB)
KopdlayyeLakwy voonUATwV
Hrtotikng avenapkeLac (eAeyyoc)
NedpLKNC AVETTAPKELOLC

 KUnon, Kanviopa, Naxuvoapkio, lotopwd BpopBo-spuBoAAc,
AlaTopaxéc THENG,



[Tpoooyr Plv oAAG KAl KOTA TNV Xopnynon

* OXI epBoAla pe lwvta TEAEXH.
* EpBoAlo eprninta (wotnpa MPIN.
* AIAKOTH o€ mepintwon Aolpwénc.

*[TPO20OXH otic aAAnAemtidpaoeLC HE QAL
dappoka (aAlot JAK, DMARD:s,
OVOOOKOATOOTOATLKA).



KAGE 3 pnvec

* XoAnoteplvn-AutidLa
* Hrortikn Aettoupyia
* Neppikn Aettoupyla

KAOE 12 prvec

e Quantiferon



* Ol JAK avaotoAeic €xouv eva black box warning yiua
kakonBela, Aotpwéelg, Ovntotnta, coBapa avermbBuunta
kapoLayyeLaka cupBavta kot Bpoppwon.

* H npoetdomnolnon nponABe armo (Lo LaKpoXpOovLa LEAETN
aodalelac tou tofacitinib otn P.A.

* TouAaylotov otnv epimtwaon tou baricitinib, ywa tnv
orola urtapyouvv dedopeva oe P.A, A.A kat T.A, T0
npodiA aocpaAeilac otnv A (kat otnv A.A) glvol EVUVOIKO
Kol KaAUTEPO amo O,tL otn P.A, umootnpilovtac TNV O
OTL 0 Kivouvoc elval SL1opopeTIKOC o€ SLaPOPETIKOUC

nAnBuopouc acBevwv.
Adv Ther. 2022;39(11):4910-4960



A.E

2XETIKA 2MANIE2
e Avaluia
* AU&non KpeaTwivng
* Auénon HDL, LDL
* Qudetepornevia
* OUPOAOLUWEELC
* [ooTpevTEpiTIOO LOYEVNC
* N\OLLWEELC aVATIVEUOTIKOU

Clinical Drug Investigation (2023) 43:325-334

2MANIE2

*TB

* Epnintac Zwotnpag

* NM koapkivoc dEppatoc

The two most common adverse effects of JAK inhibitors
in patients with alopecia areata are headache and acne.

The odds ratio for upper respiratory tract infections
varied from over 7-fold increased (deuruxolitinib) to
comparable to placebo (baricitinib, ritlecitinib).

The risk of serious adverse events, including major
adverse cardiovascular events, is not increased.



Saturday, September 23, 2023 in BEAUTY

TOP 5 MEN'S HAIR
GROWTH SHAMPOOS
FOR A THICKER HEAD
OF HAIR

These are the Top 5 Hair Growth Shampoos
for Men Looking to Regrow or Thicken Their
Hair Within Weeks...

By Daniel Markey

We Tested and Discovered
the Best Hair Growth
Shampoos for 2023




-. Ovuapt — Thyme vulgaris, 2 otayoveg, 88 mg,

-. Aefavta — Lavandula agustifolia, 3 otayoveg, 108 mg,

-. devrpolifavo** — Rosmarinus officinalis, 3 otayoveg, 114 mg kat

-. K€dpocg — Cedrus atlantica, 2 otayoveg, 94 mg

Avtd ta atfepra eAata avapiyfnkav oe eva EAa10 QopEQ, TO 0ITO10 TTAV EVAS CUVOVATUOG
-. Aadwov jojoba, 3 mL xa

-. Aad10V aro xovkovToL oTaPUVALOV, 20 mL.

To petypa twv Aadiwv opoyevoromOnxe — avakatevTnke JT0AD KAAQ, Kal akoAovOnoe
HAOTAL OTO TPIYYWTO THS KEPAATC Yid dV0 Aemta.

1N OUVEXELA TUAYTIKE ULd (EOTI) TETOETA YUP® A0 TO KEPAAL Y va fonOnoel oty
QITOPPOPNOT TWV EAAIOV KAl TPOoTAONKe 0TOVG ATOEVEIQ VA XPTOLOTOI0VV AUTI TNV TEXVIKT)
ka0e Bpadv, yia 7 urveg*

H Bepameia pe auta ta alBépla éAawa elval anuavtika
0 AmMOTEAEOHATIKN amd AAAe¢ Oepamelec Kat N
acpalewa tng, emionc peyaAutepn



2ac Evxaplotw MoAv yia tnv NMpoooyxn cac!

National
Alopecia Areata
Foundation

NIL

alopeciau

National Institute of
Arthritis and Musculoskeletal
and Skin Diseases




