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Consensus-based European
guidelines for treatment of atopic
dermatitis in adults and children

(2018) Consensus guidelines
for the treatment of
o atopic dermatiti
Korea (2015) o
o AAAAI/ACAAIITF (2012)

AAD guideline (2014)
Japanese guidelines for
atopic dermatitis (2017)

Ann Dermatol 2015;27: 578-592

J Eur Acad Dermatol Venereol 2018;
Allergology International 2017;66:230-247

J Am Acad Dermatol 2014;70:338-51
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Consensus Guidelines for the Treatment of Atopic
Dermatitis in Korea
| History taking, extent of lesions, severity assessment |
[

Mild AD: o Moderale o severs AD:
objective SCORAD<15 or EASI<16 objective SCORADz15 or EASIz16
v v
‘ \real | | Moisturizer, avoidance of riggering factors, education I
v R
Systemic treatment
+ Active troatment | | -
- Topical calcineurin| | formid AD ok
Active inhiblors L} +| drugs® (AZA, MMF, MTX,
treatment | |- Topical steroids (as needed) IFN-x, alitratinoin)
- Antinistamines + Wt dressing  Phobothancs,
* Infection control | |, Allergen-spacific immunotharapy
« Biologics
a
¢ $ 3
Proactiva (Persistant of fraquenl relapse)
topical cali inhibilors or steroids, psychological support
Adjunctive s “ i SR
‘ [t | | Evening primrose oil, probiotics/prabiotics, vitamin D

Ann Dermatol 2015;27: 578-592

e SRR

Allergens  Dustmite

Allergens  Dust mite

Defactive barrier I 4 .
- Antihistamines .,

" Antibiotics

— Moisturizer & - © Wel dressing | Antifungals | : mﬁ:&‘&:ﬂ?ﬁc :

Antivirals

Topical treatment Topical Inbermittent topical

+syslemic reatment treatment
» Calcineurin i . dulators « Calcineurin inhibitors
= Corticosterokds H = Coricosterolds
Active treatment Proactive treatment

Basic treatment: moisturizer, education, avoidance of triggering factors

Ann Dermatol 2015;27: 578-592
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@ Invited review article

Japanese guidelines for atopic dermatitis 2017 %

1. Diagnosis

hould bo ensuned by g them from other
disaases with similar symploms, Such s ecIema And Germatits, n Accondance
‘with the abovenentionod concept.

2 Assessmont of cutaneous symploms
In selectng 4 thacapy, CLAANGOUS SYMEIOMS noed 10 be propery assessed

3. Basics of treatment
Based on ho aboy 3 aganst
causes g tactces, skin care, and Py should ba

by
information about e treatment should be transmitied 1o the pationt 1o buld a

favorable parinesship.
|—|—‘
!sennpml
| | |
Investigasonicountarmess- Sion cane
urns against causes and {oomaction of abnormal ‘ Pramacotherapy
exacerbating lactors cutanecus lunctions] |

Allergology International 2017;66:230-247]

m=p I officacy is insufficient (sbep-up)
e [ eificacy (s sufficient (step-down)

- -

Oy miid rashes izt wilh sevese Fashes with severm:
are obsened rhammation: ess than 1%/ (ITSmmatin. 0% of oo
imespactive ol the anea | | the body suface ass of the body surface area

Muislurizer/prolectant (applicable 1o rid 1o mos! severs

Younger han Topical steroid Topical sterokd
2 yaars old {miild or lowar) (strong or lower)
1 Alagegroups
21te12 S
yours old opical steroid To i Topical siercid
a8 needed or LMMJ =
1 L (mild or lower}
13 yoars old
or oldar

Antihistaminics, antiallergics, harbal medicing (as neaded)
=
madicine amporanty as naedad) !
Cylaaparing

GUIDELINES

Consensus-based European guidelines for treatment of
atopic eczema (atopic dermatitis) in adults and children:

* General measures and avoidance strategies
* Basic emollient treatment and bathing
* Dietary intervention

« Topical anti-inflammatory therapy

* Phototherapy

* Antipruritic therapy

« Antimicrobial therapy

« Systemic anti-inflammatory treatment
* Other systemic treatment

* Allergen-specific immunotherapy

¢ Complementary medicine

* Psychosomatic counselling

J Eur Acad Dermatol Venereol 2018;32:657-682




{a} Traatment recommandalian far Mepic czema: acult

For avery phess, addional harapeutic aptions should be consickned

Adkd arseptics | antibiotios in casss of supsrinfection

Consider compliancs and disgnaosis, if therpy has insuffisient efso

[Refer b guideline: beod for restrictions, especially for treatmern marked with '
Liansed indication an marked with °, ofidabel ireatment opfions ane marked wiih 1

EADV
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SEVERE:

izaton; systemic imme
cyokosparine A%, shor counss of oral

o

SCORAD =501 or
eCRama

L

12
v .
mmopm‘;.wmml& PUVA™Y

MODERATE:
SCORAD 25-50/ or
recurrent aczema

Proactive therapy with topical tacrolimus * or class

Il ar class |1l tapical glucooonticostarmids |, wat wrap
Mharagry, UV tharapy (UVE 311 rim, madium dosa UVAT),
peychoscenatic courssling, climabe therapy

MILD:
SCORAD <25 f o
transient eczema

¥ or depending on looal codsotors: topical calkineurnn
inhibitors?, antisapiics incl silver ®, silver coated bexdiles *

BASELINE:
Basic therapy

Educational programmes, emalizms, bath oils,
awvoidance of alinicaly rslevant allergens (encasings. if
diagnosed by alengy bests)

J Eur Acad Dermatol Venereol 2018;32:657-682

EADV

() Trealmenl recommerdation for alople sc2ema: children

[For avary phase. acdifonal harapeutic oplions shoukd ba corsidanad

Add arfsspiics | antibiotics in cases of supsarinfection

Congider compliance and diagnesis, i therpy has insullicken sfiect

\Aefer to guideline k= for restrictions, especially far trestment marked with *
Licensad indication ane maried with %, ofi-label trsatment opbons are marked with *

SEVERE: F aystemic mm.

SCORAD =50 or oy ine AY, ke n’,

P eLzema mitetil >
MODERATE: Froactive therapy with topical tecrofiras or class || or
SCORAD 25-50/ or Il fopical glucocortioostamids®, wet wrap thempy, UY
recurment eciama tharagy (UVE 311 nm ', psychosomatic counseling,

climate therapy

MILD: Faactiva tharagy wiih opical ghucocaricoataroids clss

SCORAD <25/ or 0= or ireg on local i inewr

Transient eczema inhibitces ?, antiseplics inol sihver, sitver coated tadiles
BASELINE: Educatianal , enalianis, bath ois, vl
Basic therapy dange of dinicaly relevant allergers {encasings. f dia-

gnosed by allergy tests)

J Eur Acad Dermatol Venereol 2018;32:657-682

Diagnosis

Severity Assessme

Basic treatment

Emollient &
bathing
Avoidance
strategy
Dietary
intervention

SCORAD, EASI

Active treatment

Topical therapy
Corticosteroid
Calcineurin inhibitor

Other treatment

Immunotherapy
Pro/prebiotics
Vitamin D

Systemic therapy
Phototherapy
Anti-inflammatory therapy
Immunosuppressant
Antimicrobial therapy

New targeted treatment

Biologics

Small molecules
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Diagnosis

Korean Dermatological Association (2005)

Major features

1) Pruritus
2) Typical morphology and
distribution
- Under the age of 2 years

: face, trunk, extensor
- Over the age of 2 years

: face, neck, flexural involvement
3) Personal or family history
(atopic dermatitis, asthma, allergic
rhinitis)

Minor features

1) Xerosis

2) Pityriasis alba

3) Facial erythema/facial pallor

4) Periorbital eczema or orbital darkening
5) Periauricular eczema

6) Cheilitis

7) Tendency towards non-specific hand or
foot dermatitis

8) Scalp scale

9) Perifollicular accentuation

10) Itch when sweating

11) White dermographism

12) Skin prick test reactivity

13) Elevated serum IgE

14) Tendency towards cutaneous infections

at least 2 of 3 major features and 4 of 14 minor features

Severity Assessment
SCORAD, EASI

Assessment of clinical signs of atopic dermatitis:
A systematic review and recommendation

The Eczema Area and Severity Index (EASI) and Severity Scoring of Atopic Dermatitis
Index (SCORAD) are the best instruments to assess the clinical signs of AD. The other 14

instruments identified are (currently) not recommended because of unclear or inadequate

measurement properties.

J Allergy Clin Immunol 2013;132:1337-47

Basic treatment

Emollient &
bathing
Avoidance
strategy
-

Dietary
intervention
N

Active treatment

Other treatment

New targeted treatment




Basic treatment

: Emollient & bathing

ATOPIC DERMATITIS INITIATION ATOPIC DERMATITIS PREVENTION

1. Disrupted barrier 2. Aller Emollient therapy improves skin barrier!

- Allergen and

FLG mutation Or dryness from it imon and blocks inflammatory cascade
cleansing/environment ) o o

o

2 Allergens

3. Inflammatory T cell responses initiated K- Antigen-presentingeell
by keratinocytes {e.g. TSLP) and
dendritic cells &= Emollient

. = Keratinocytes

Emollient therapy from birth represents

a novel approach to atopic dermatitis primary prevention !

J Allergy Clin Immunol 2014;134:818-23
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Basic treatment

: Emollient & bathing \

¢ Must be cleansed thoroughly, but gently and carefully

* Get rid of crusts

* Mechanically eliminate bacterial contaminants in the case of

bacterial superinfection

* Cleansers * antiseptics

* Non-irritant and low-allergen formulas

w * Bath additives (from peanut or colloidal oat..)
* Should be avoided esp. < 2yrs

* Rapid rinse in the bath (27-30°C)

* Short duration of the bath (only 5 min)

* Use of bath oils (2 last minutes of bathing)

» Topical emollients directly after a bath or a shower

Basic treatment

| Emollient & bathing

* Regular use of emollient

« Short- and long-term steroid sparing effect in mild-to-moderate AE

* Induction of remission with topical corticosteroids or topical calcineurin

inhibitors is required first

* Emollients should be
* Adequate amounts
¢ Used liberally and frequently

¢ Ina minimum amount of 250 g per week for adults

* Up to 100 g per week in young children, up to even 500 g in adults

* Higher lipid content are preferable in wintertime
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Basic treatment

When choosing a moisturizer

« Use of pure oil products (coconut oil..) instead of emulsions
* Dry out the skin > TEWL 1 : NOT RECOMMENDED
* Propylene glycol
* Irritating ( <2 yrs), toxicity ™
« Emollients containing intact proteins (peanut allergen, colloidal oat meal..)
* Risk of skin sensitization and allergy T
* Proteinaceous allergens, haptens (lanolin/wool wax alcohol, methylisothiazolinone)

* Contact allergy 1 (esp. < 2yrs)

Basic treatment

Pollen avoidance measures can be recommended

during pollen season.

House dust mite avoidance measures (encasing)

2

may be tried in selected cases.

Cat epithelia should be avoided!

Dogs might even protect from AE, possibly due to

&.
-

exposure to non-pathogenic microbes.

All children diagnosed with AE should be vaccinated

R
= L
.

A :‘., . . . .
@ according to the national vaccination plan.

Basic treatment

* Primary prevention of food allergy-associated AD
* Exclusive breast milk feeding until 4 months of age
* If breast milk is lacking
* Low-risk children: conventional cow’s milk formula
¢ High-risk children : documented hypoallergenic formula
* Introduction of complementary foods
* Between 4 ~6 months of age in low- and high-risk children irrespective
of an atopic heredity
* Patients with moderate-to-severe AD should observe a therapeutic diet
eliminating those foods that elicitated clinical early or late reactions upon

controlled oral provocation tests.
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Basic treatment Active treatment Other treatment
Topical therapy
Corticosteroid
Calcineurin inhibitor
Systemic therapy New targeted treatment
Phototherapy
Anti-inflammatory therapy
Immunosuppressant
Antimicrobial therapy
Active treatment
Topical therapy
* Corticosteroid
* Calcineurin inhibitor
TCH clmss W TCH clmss W Tacrobms. Pimecrolmus.
Cveral rcommendation oetauk reaiment  shor-iem fam reaiment  longrierm manenance: chilinen. {ackl lesons
Mot mportant hitdl Inkial
Telangedmsia Telangieciasia
Sbio dknsda 9N am dstensaa
Suiiabla kor kg reaimant Semaimas [ Yas ea
Suftable ior proactive theeapy Yo' Yo' Feu! o
Sutable for chicren =2 yesrs ol age Yo Sometimes, sen imt Yes'! Yeut
Siflabie or habias <2 yeamof ages  Yis Dt uss Yas' Yea'
Buiabie during pragnancy es es ! Poasibio
Suiiabla during lacion Yos Yos ! Pmsibi

O bl use; *Licarsed wa

J Eur Acad Dermatol Venereol 2018;32:850-878

Active treatment

Topical therapy : Corticosteroid

TCS closs B TCS closs W Tacrobmes. Fimecrofmus.
Ceral shar-em chilaren, {ncial esons
5 E hita

Telangoimia Telangecimin
T¥ao Ssknsas  Swaodistansan

‘Suiiabks ke long e irsaimant Somatimes [ Veu oa
Sutable for proactive thernpy Yes' Ve et tio

Suftable for chitren -2 yoomol e Y Sometimes, son ewl Yeost Yes*

Suabke ke bobis <2 years ol ags  Vas Diuted uss ea! Vo'

Sulabke during pregnancy Vs Ves insicaton' incicaticn’
Sulakks during Lemion Ves Vos arict ingicaton’ incicaticn’

‘Ot lakel usa; Licansed 1sa.

¢ Most important anti-inflammatory drugs

¢ Esp. in the acute phase

*  Wet wraps with diluted topical corticosteroid for short-term

* Proactive therapy with TCS

* Twice-weekly application in long-term follow-up - Relapses |,

* May be used safely for at least 20 weeks

« Patient fear of side-effects of corticosteroids (corticophobia)

J Eur Acad Dermatol Venereol 2018;32:850-878|

37
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Active treatment

Topical therapy : Calcineurin inhibitor

‘Sutabke during kemion

TGS sloas B TES sl W Tasrobm Pimecrolmus.
Overal shor-em children incil esom
Mot mportan! sde-eAech S arophy ki strophy nivel
Teangedmis  Telangecimia
Srie ceknsas  Siae deensas
‘Suiabk ke long e reaimane Somatimes Mo You Yoa
Suftable ke proacive therapy Ve Vo' Yest Ho
Sutable kor chitken -2 yoamol oge Yes Sometimes. see fexl est Vest
Suiabk ke bibks <2 s s Yes Diuted usa fes! Ves!
‘Suiakk during pragraney Vaa Voa ingicaton! indicaticn!
Vs Ve ingicaton’ inccation’

'Ot laeed usa; *Licarsed 1sa.

» Treating acute flares wit

Proactive therapy

* Important anti-inflammatory drugs

h TCI (X)

Initial treatment with TCS before switching to TCI (O)

J Eur Acad Dermatol Venereol 2018;32:850-878|

* Esp. sensitive skin areas (face, intertriginous sites, anogenital area)

Twice-weekly application of tacrolimus ointment may reduce relapses.

* Effective sun protection should be recommended in patients treated with TCI

Active treatment

Topical therapy

* Corticosteroid
* Calcineurin inhibitor

TCS class W TCS class W Tacrobmas. i mecroimus.
el rcommendation detausk Fesimenl  shor-imm fiam resiment  long-erm mnten nce. chilinen, {acial lesions
Mot imprrtant dde-efoch Skin mbmphy Skin strophy hitel Iniin

Telangedmsia Telangosimia

e SSknsas SN am datensan
Suitabia for long e reaiment Sematimas o Vas Yea
Suftable ior proactive theeapy es' es' Feu! Mo
Suttabis for children 2 yeamol 508 Yes Sometimes, sen imt Yes'! Yeut
Siflabie or habias <2 yeamof ages  Yis Dt uss Yas' Yea'

Buiabie during pragnancy es es ! Poasibio
‘Suiial during lacmion Yim Yim ! Pasibin

O bl use; Licansed wa

»* Effective topical therapy »*

Sufficient strength
Sufficient dosage

Correct application

J Eur Acad Dermatol Venereol 2018;32:850-878

Active treatment

Topical therapy
* Corticosteroid
* Calcineurin inhibitor

Fingertip unit (FTU)
* Adult patient’s index finger
=05¢g

1FTU = 2 palms

.

* Ointment type:

* Moisturizers first? Or topical drug first?

After topical steroid application

* Lotion type : 10 ~15 minutes before topical steroid application

Pediatrics 2015;136:554-65

il
Farmar

LT

AT )
L8 T

3 7w gt




Active treatment

Topical therapy

 Corticosteroid
* Calcineurin inhibitor

‘Weekly/Monthly Quantities by Age Group (Whole Body Application]”

20 gfmanth 30 g/month 150 gfmanth

Infant BE-110 g/week 15 g /month 10 g/month 100 gfrmanth
Child 140-275 g/wesk 25 gimonth 35 g/month 175 gfmanth
Adolescent/Adult 290-330 giweek 45-70 g/month 70-100 g/month 350-500 g/month

Pediatrics 2015;136:554-65
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Active treatment

Topical therapy

 Corticosteroid
* Calcineurin inhibitor

[ Firmty ppiy an extamal medicine at an opimum dase '+ mostirizer.
Appiy a moisturizer all ovar the body daily.

Apply an extemal medicing ! repeatedly once a day 1o the sits

where n itch oecurred during the day.

W Firmiy appty medicing 1 an op *

.-u—- thinily over of rash
oven if the symptoms aro mild at least thice, twice, or onco por woek, |
Apply a moisturizer al over the body dady.

The remission penod wil Increase peogresshvaly.
A

=

Severity of dermatitis

Sevarity of darmatitis

Reactive therapy Proactive therapy

Allergology International 2017;66:230-247

When does atopic dermatitis s :.;‘:“.T.f‘,.’:‘;‘m“?“

warrant systemic therapy? Dlined Sy byl wrveeisy e mutist
anclfor significant impact on quaity o ke
includieg social, emational and

schonk prodessional nctioningd

Hik arleuiats gartient Have aernathe diagnases been
sducation bees prevised, consldsred (ses Table |7
Inchuing the following? - - 4 Hae Infections bees managed?
PRSI e istmrnsive topical therapy .
sritants asd kncrn R e e et . il
iggers Appropeiste smaounts of . et
& S - J o
-
ateence anti-ntarmatary erapy 454 110 % Has putch tasting for costact
& Oplinsin Swenis
dunder and oeer ‘therapy for mainienance.
tstment) o
@ Bellies tosieal stevcidd sk and el requines for farther festing and
haksia aptimization af allergk: rhisitis/
& Comider drustued asthies mansgement?
aducatnnal ismrvntion
fecaema schacl)
— %
A harve.
rniter + -
quality of ife despie:
Tase nsive ingical therapy?
v -
& Phototheragy |
s uita
.
Systemic thiragy
Checkers depenads on Chikibeiring capacity,

coimsrbities i, ienal yahintan,
diabetes, akeshel abused, age, and
prsterancen g, injection va taklets)

J Am Acad Dermatol 2017;77:623-33
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Active treatment
Systemic therapy
i acid
Overall recommendation  ++ acube flars ++ longrtem Canbe used ++ litthe Aoty Outdated;
intervention maindenance lang term

Time %o respond (wesks)$ 2 812 a1z a1z 12

Time i ralapss (weaks) <2 =12 =12 =12 <2

Mast inpartant side-eflects 1 skin  Cushing's

biood pressue T liver enzymes | liver enzymes | indections gastro- csteopanasis

gastintestinal gaswoeintesting insestinal dabetes

Starting dase adut 45 mgkpiday: 515 mpiweck 50 gy MMF 1-2 iy 0.2-05 myhpday

(EC-MPA 1.44 giday)

Mantenance dose adll  25-3 mpkgiday  Mostaften 2-3 mghgidayt  MMF 2-3 giday Mat far
154weak; can (ECMPA 1.44 pday)  malntenance}
Increase 10
max 25 mptweak

Starting dase children B myhugiday 1016 mygimiwesk 2650 mg'day MMF 20-60 mgkgiday  02-0.5 mykgiday

Mantenanca dose chidren  25-3 mohgiday  hcrease 25-5mg'  2-3 mohgidayt  Incraase dally total Mattar
weak, dacieass dose by 500 mg evary  malntenance)
2.5 mgwask to 2-4 wesks up 0
affectivelowest 20-50 mgkgiday
affective dose

Pragnancy Passiols Taratoganic, Conficting data,  Termtoganic, abeclutely  Possitla
abaoiutely possibia Wit contraindicated
cantrindicated st indication

Fatharing Possile Litthe i Litthe i i o Possible
conficting data, poessible with sict
contraindicated  indicaion

FTPMT hatermzygote 1-1.5 mghgiday. {See ful baxt. 5TIme to reach
; MMF,

mast of expectad full responsa,

EC-MPS, anfaric:

; MMF,

matath

EC-MPS, aneric matath
J Eur Acad Dermatol Venereol 2018;32:850-878
Active treatment
stemic th . .
V! Py human monoclonal antibody against IL-4Ra
i acid
Overall recommendation  ++ acube flars ++ longrtem Canbe used ++ litthe Aoty Outdated; Lang-em
intarvention mairenance lang term maintenance
Time %o respond (wesks)$ 2 812 812 a1z 12 46
Time 0 relapse (weaks) 2 12 =12 =12 2 8
Mast inpartant side-eflects skin  Cushing's Cory
biood pressue T liver enzymes | liver enzymes | indections gastro- csteopanasis
gastintestinal gaswoeintesting insestinal dabetes
Starting dase adut 45 mgkpiday: 515 mpiweck 50 gy MMF 1-2 iy 0.2-05 myhgday | B0 mg
(EC-MPA 1.44 giday) Ioading dose
Maintenancs dose acult 25-3 mphgiday  Mostoftan 2-3 mgkgidayt  MMF 2-3 giday Mat far 300 mgE
15hweak; can (EG-MFA 144 giday])  malntenance) wesks
Increase 10
max 25 mpweak
Starting dase children B myhugiday 1016 mygimiwesk 2650 mg'day MMF 2060 mgkgiday 02-0.5 mgkgiday| Nodatayet
Mantenanca dose chidren 253 mghgiday creasa 25-5 my'  2-3 mphgidayt Incraasa daily total Mat far Mo data yat
weak, dacieass dose by 500 mg evary  malntenance)
25 mgiwaak to 2-4 wesks up 0
affectivelowest 20-50 mgkgiday
affective dose
Pragnancy Fossila Taraloganic, Conficting data,  Termtoganic, abeclutely  Possitla o data yat
abealutely possibia Wit contraindicated
cantrindicated st indication
Fatharing Possile Litthe i Litthe i o Possible Mo dhata yet
conficting data, poessible with sict
contraindicated  indicaion
F¥TPMT haterzygote 1-1.5 mgkgiday. 1596 full taxt. 5Time to reach mast of expectad full respansa,

J Eur Acad Dermatol Venereol 2018;32:850-878

|| CRIGINAL ARTICLE

Th MEW KROLAND JOULMAL

Dupilumab Treatment in Adults
with Moderate-to-Severe Atopic Dermatitis

o mEGICIHE

N EnglJ Med 2014;371:130-9

Two Phase 3 Trials of Dupilumab N EnglJ Med 2016; 375:2335-2348

versus Placebo in Atopic Dermatitis

Long-term management of moderate-to-severe atopic
dermatitis with dupilumab and concomitant topical
corticosteroids (LIBERTY AD CHRONOS): a 1-year,
randomised, double-blinded, placebo-controlled,
phase 3 trial

Lancet 2017; 389: 2287-303

. N Engl J Med 2018;378:2475-85
Efficacy and Safety of Dupilumab ne €

in Glucocerticoid-Dependent Severe Asthma




Active treatment

Systemic therapy : dupilumab

Effects of dupilumab treatment

J Allergy Clin Immunol 2017;139:565-76
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Active treatment

Systemic therapy: Phototherapy

o[;’jl)
PAEDIATRIC DERMATOLOGY British Journal of Dermatology

Narrowband ultraviolet B phototherapy in children with
moderate-to-severe eczema: a comparative cohort study*

[ [ A1 et el o MR UNKD 1 i e MBATE
rong b2 l-2amin 1A e #9110
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reo fonan
m 14 184 w140 e
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e

VAR sl s e (3 (4], STHAL, Rting A i Figs o b b ¢ el i sin dllrrons

* 2/wk (total Tx: 24) + QOL, objective score improvement

* Starting dose : 70% MED

Maintained up to 6 months post-treatment

* % based dose increments + Relief pruritus!

BrJ Dermatol 2014;170:150-6

Active treatment

Systemic therapy: Phototherapy

Increase in Vitamin D but not Regulatory T Cells following
Ultraviolet B Phototherapy of Patients with Atopic Dermatitis

Stine SIMONSEN', Charlatta Manné BONEFELD, Jacob Pontoppidan THYSSEN!, Carstan GEISLER? and Lana SKOW
iDegurtment of Gerrratalegy and Alergy, Herlev and Gentofte Hespital, Universily of Coperagen, Helerus, “Department of Inmunsiogy
i Microtioiegy, Faculty of Mesth snd Linkemreity of 5 Y- Be—

NBUVB for AD

« Serum 25(OH)D concentrations

* NO changes in immune system

Acta Derm Venereol 2019;99:139-145
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Basic treatment Active treatment Other treatment

* Immunotherapy

*  Pro/prebiotics
¢ Vitamin D

New targeted treatment

Other treatment

* Allergen-specific immunotherapy
* Currently not recommended as a general treatment option for A
* May be considered for selected patients
* House dust mite, birch or grass pollen sensitization in severe AD
» History of clinical exacerbation after exposure to the causative
allergen

* Positive corresponding atopy patch test

J Eur Acad Dermatol Venereol 2018;32:657-682

Other treatment

Vitamin D Status and Efficacy of Vitamin D Supplementation in Atopic Dermatitis:

A Systematic Review and Meta-Analysis

Experimarel Comtrod [
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« Serum vitamin D level was lower in the AD patients

« Vitamin D supplementation could be a new therapeutic option for AD

Nutrients 2016;8:789-799




Other treatment

Probiotics for the Treatment of Atopic Dermatitis in Children:

A Systematic Review and Meta-Analysis of Randomized Controlled Trials
Front Cell Infect Microbiol 2017;7:392

* Research to date has not robustly shown that probiotics are beneficial for children
with AD.
* However, caution is needed when generalizing our results, as the populations

evaluated were heterogeneous.

Z|0j2t OIETIIRY 7| =22 RE 2R X|Z 7K 271 =7 |

Probiotics for treating eczema
Cochrane Database Syst Rev 2018;11:CD006135

* Currently available probiotic strains probably make little or no difference in
improving patient-rated eczema symptoms.
* Probiotics may make little or no difference in QoL for people with eczema nor in

investigator-rated eczema severity score.

Q. What is the most important clinical symptom in AD ?

A.ITCH !!
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Itch pathways in atopic dermatitis

Nat Rev Dis Primers 2018;4:1

Antihistamine?

* There is not enough evidence to support the general use of both first- and second-
generation H1R antihistamines for the treatment of pruritus in AD.
* May be tried for the treatment of pruritus in AE patients, if standard treatment
with TCS and emollients is not sufficient.
* Long-term use of sedative antihistamines in childhood may affect sleep quality

and is therefore not recommended.

Is there any other Mx for itching?

* Opioid receptor antagonists
* Naltrexone, nalmefene NOT recommended for routine

* Selective serotonin reuptake inhibitors treatment of itch in AD

* Paroxetine, fluvoxamine

J Eur Acad Dermatol Venereol 2018;32:850-878
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Basic treatment Active treatment Other treatment

New targeted treatment

* Biologics

* Small molecules

New targeted treatment

mAbs currently assessed in clinical trials

Alle
ik Itch — Scrateh —Lichen

J Allergy Clin Immunol 2017;139:565-76

New targeted treatment

J Allergy Clin Immunol 2018;142:1740-7




New targeted treatment

TABLE I Mew or in the pipsline: Topicals

Z|0j2t OIETIIRY 7| =22 RE 2R X|Z 7K 271 =7 |

Target Compound Indication Phase

AR Tapinarof/benvitimod Modente-severe a —
PDE4 Crisaborale (Encrisa) Mild-moderate 3 in EU (FDA 2016)
PDE4 Foflumilast Moderse Za -7
PDE4 RVT501 Mild-moderate la —
JAK1, JARS Tofacitinib Musderate-severe 2 — STOP
JAKT, JAK2 INCBI8424 Mild-maosderne da —
IAK1, JARS LEQ 124240 TE-D52 Mild-moderase 2a

5 aureits R mucosa bacteria Antecubital AD 112

$ aurens Coagulase-negasive Sy Mo on ventral arms 1

—, Deug develogaens program is onpog, phese 3 bs et numning; of drug — STON. deug has
beem steppedt: T, Eusopess Unioa; FIML US Food nd D Adssercion.

TABLE Il. New or in the pipsline: Biclogics

Target Compound Indication Phase

TSLF Tezepelumah Moderate-severe 2a -+

Oral Anmi-Oral Moderate-severe a —

IL-41L-13R Dupilumaty (Drapixend) Moderate-severs Approved by FDA, 2017; approval pending in EU
L4 Pitrakinra Moderate-severe a =7

IL-13 Tralkinumals Moderate-severe 3

IL-13 Lebrikizamals Moderate-severe 3

IL-5 Mepoizumabs Moderate-severe Y

IgE QGEN 1 ligelizimat Muoderate-severe 2a =1

L1223 Ussckinumab {Stelara) Moderate-severe 23 —

IL-2 Fezakinumab (intravenous) Moderate-severe 2a -

IL-17A Secukinumab {Cosentyx) Moderate-severe 2a -

TL-31 recepior A CIME3 1 /nemalizamab Moderate-severe » -

IL-31 BMS-U8 1164 Moderate-severe b —1

—+. Drug development program = oagoing, phase 3 & planned but not yet running: — 7, umknown future of dnig development program; £, Beropean Union; O, US Food and
Dz i

ion.

J Allergy Clin Immunol 2017;140:633-43

New targeted treatment

Inelication Phiss
CRETH2 [N &R Modemie-severe 2n — STOF
CRTH2 AW 039 Muixderaie-seven: 2h — STOR
PIE4 Apremilist (Oeezln) Moderate severe 5 — STOP
HiR ZFLAEY Milere-seven: 2a =
JAK 112 Baricitimih Mlisdcrati-sevin: M~
JAK 1 PLI4UGSET lidirale -5 i Za =
JAK 1 Upadacitinib (ABT 454 Muderate-sevene 22—+
MEIR VLY-fififtrnlipitant Muderate-severe I3 —
MNEIR Serlopiant Muderbe-seven: 2a —

. Diiig develiqpiien [Rograti 15
— STOF, drug devekopuest pro

phase 3 s planned B gol vt rensng:
.
J Allergy Clin Immunol 2017;139:565-76

New targeted treatment

Drug

Tofacitindy

Lebweikizumab

Baricitiniy

Study

Topical Bissonnette et al. (2018) (phase

2a trial)
Sisternic Levy et al. [2015)
Paller et al (20161 FDA approved

Ruzicka et al. (2017)

Mo sufficient data, only very small
significative studies

SOLO1 and SOLOZ: FOA approved

Simpson et al. [2018]; phase 2 trial
TREBLE

Guttman-Yassky ot al (2018)

Dosage

7% ointment twice a day veruus placebo

cingment
Oral 5 mg twice daily
2% ointment twice a day

Subutanecus 0.1 mg/kg, 0.5 mg/kg, and
2 migkg dose every 4 weeks

Subcutanecus 300 mg weekly/every
2 weeks/placebo

Subcutanecus 125 mg every 4 weeks.
versus placebio

Oral 2 mg. 4 mg, placebo daily

Effectivencss

EAS! scone mean reduction (B1.7%
s 29.9%)
Mean SCORAD index decreased of 66.6%

1SGA score (AD-301:328% vs. 25.4%;
AD-302 31.4% vs. 18.0%)

EAS! score respectively of ~23, —42.3,
and —40.9%

EASI-75 at week 16: 48, #4-51, and
15-26%, respectively
EASH50: B2 A% versus 62.3%, respectively

EASH-50; 61% [4 mg) versus 37% [placebo)

Dermatol Ther 2018 (Epub ahead of print)
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AD phenotypes and related endotypes

J Allergy Clin Immunol 2017;139:565-76

AD phenotypes and related endotypes

European African
American AD American AD
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J Allergy Clin Immunol 2019;143:1-11

CONCLUSION
Severity Assessm
SCORAD, EASI
Basic treatment Active treatment Other treatment

Topical therapy Immunotherapy
Corticosteroid Pro/prebiotics
Calcineurin inhibitor Vitamin D

Systemic therapy New targeted treatment
Phototherapy
Anti-inflammatory therapy
Dietary Immunosuppressant
ntervention Antimicrobial therapy

Guideline based individualized treatment plan important !

Biologics

Small molecules




