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Tre sider af atopisk dermatitis

• Differential diagnoser

• Systemisk behandling. Indikation og valg

• Behandling af gravide og ammende kvinder samt mænd der ønsker at 
være fædre.



Udfordringen i diagnostik af AD



What hides in AD?

Eczematous
lesions

Infections

Staph.Aureus

Eczema Herpeticum

HIV

Immunological
diseases

Dermatitis herpetiformis

Linear IgA derm. Of. Child.

Pem. Vulg.

Pem.Fol.

Bull.Pem.

Congenital

Ichtyosis vulgaris

Nethertons syndrome

Hyper IgE syndr.

Inflammation

Contact derm.

Seb. Derm.

Gianotti-Crosti syndr.

Malignant

Mycosis Fungoides

Histiocytosis X



Seborrhoeic dermatitis

• In children it may be impossible
to distinguish from AD

• Scaly, ’greasy’, salmon red, 
diaper dermatitis.

• In the adult scales in the 
eyebrows, at the nasolabial
folds, retroauricular area and 
scalp dandruf.



Seborrhoeic dermatitis

’greasy red’ ’burning red’



Gianotti Crosti syndrome.
Infantile papular acrodermatitis
• Skin reaction to infections.

• Hepatitis B

• Epstein Barr virus

• Enterovirus

• Echovirus

• RS virus

• Last for weeks.

www.hudlegekontoret.no



infections

• Impetigo

• Eczema herpeticum



Congenital diseases.

• Most common
• Ichtyosis

• Nethertons sydrome (ichtyosis
linearis circumflexa)

• Hyper IgE syndrome

Bonnat 1880

www.fao.com
(food and agricultural organizations of the united nations).

http://www.fao.com/


Ichtyosis Vulgaris

• Ichtyosis Vulgaris
• Dry skin

• Keratosis pilaris, ulerythema
oophrygenes, palmar
hyperlinearity, fine desquamation

• X-linked ichtyosis vulgaris (steroid 
sulfatase mutation)

• FLG null-mutation



Ichthyosis vulgaris

FJD Smith et al, Nature Genetics 2006.



Nethertons syndrome

www.globalskinatlas.com

Dragos et al, Acta Derm Ven Alp Pan Adr, 2000 vol9, no 2 Symptoms
Ichtyosis
Hair abnormalities (pili torti, 
trichorrehxis invaginata, 
trichorrhexis nodosa)
Atopic dermatitis.



Proteases og Protease inhibitors

KLK7

SPINK5

LEKTI

÷

Cystatin A

Corneodesmosomer



Hyper IgE syndrome
Jobs syndrome
• (AD)-HIES

• Autosmal dominant STAT3

• Severe eczema, recurrent
abscesses and pneumonias, nail
and mucocutaneous candidiasis

• (AR)-HIES
• Autosomal recessive DOCK8

• Infections primarily associated
with cellular immonodeficiencies, 
cutaneous viral infections.

Eberting C.L.D. Et al Arch Dermatol 204 140:1119-1125



Konsekvenser af AD

Tanker om selvmord

Ringe uddannelse,
Ingen karriere

Dårlig økonomi

Kan ikke arbejde fuld tid

Sommer ferie og solferie
umulig

Svær AD umuliggjorde
uddannelse

Søvn forstyrrelser som
fører til træthed og

udmattelse

Tåler ikke varme
og sved

Hovedpine, 
depression AD

Courtesy M.Deleuran



Risk of Developing Atopic Dermatitis 
According to Parental History of Atopic 
Disease
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OR, odds ratio. 
Ravn NH et al. Manuscript in preparationCourtesy J. Thyssen



Persistence: Williams HC 1998 Br J 
Derm
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Courtesy J. Thyssen



Hvordan vælger vi systemisk behandling



C.Vestergaard and M.Deleuran





Indikationer for systmisk terapi

• Dårligt/manglende respons til topikal behandling

• Fysisk og psykisk påvirkning af sygdommen

• Nedsat livskvalitet

• Steroid bivirkninger (hudatrofi)
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Wollenberg et al. JEADV 2018; 32; 657–682



•Cyclosporin A
•Methotrexat
•Azathioprin
•Mycofenolat mofetil
•Dupilumab
• (Prednisolone)

• Wollenberg A et al. JEADV. 2016;30:729-4.

Systemiske behandlinger



• Alle lægemidler der er produceret
I levende biologiske organismer, 
eller som er levende biologiske
organismer

• National Cancer Institute, NIH. From:  https://www.cancer.gov/publications/dictionaries/cancer-terms?cdrid=45617. 

Hvad er biologisk behandling?

Wikipedia



• Et humant monoclonalt antistof mod alpha subunit i interleukin-
4/interleukin 13 receptoren1

• IL-4 og IL-13 er nøgleTh2 cytokiner i AD1

• 1. Mansouri Y, Guttman-Yassky E. J Clin Med. 2015;4:858-73.

Dupilumab



• Simpson EL, et al. N Engl J Med. 2017 Mar 16;376(11):1090-1.

SOLO 1 & SOLO 2



• Simpson EL, et al. N Engl J Med. 2017;376:1090-
1.

SOLO 1 & SOLO 2 
EASI: % change from baseline
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• 459 voksne patienter med moderat-til-svær AD behandlet open 
label med 300 mg dupilumab weekly i 52 uger

• Dupilumab havde langtids effect på AD og forbedrede livskvaliteten
hos patienterne

• Deleuran M, et al. Poster, AAAAI Annual Meeting, 3–6 March 2017, Atlanta. L21.

Long-term safety and efficacy of open-label dupilumab

◼ Ingen svære bivirkninger

Mean EASI score Mean NRS

89.23%
improvement

62.24%
improvement

Mean EASI and peak pruritus NRS scores are shown as mean ± SE.
EASI, Eczema Area and Severity Index; NRS, numerical rating scale; SE, standard error.



Wollenberg A, Howell M, Guttmann E, et al (2017) J Allergy Clin Immunol, 2018

Tralokinumab fase II Studie i AD



IL-31 – Kløe cytokinet

● IL-31 producers af T celler, monocytter, DC, MC 

● Binder til IL-31 receptoren

● Serum IL-31 øget hos AD patienter

● Serum IL-31 korrellerer with AD sværhedsgrad

● Keratinocytter og neuroner udtrykker IL-31 receptoren

Cornelissen C, Luscher-Firzlaff J, Baron JM, et al. (2011)  Eur J Cell Biol, Epub Oct 5

Niyonsaba F, Ushio H, Hara M, et al. (2010) J Immunol 184: 3526-34

Cornelissen C, Marquardt Y, Czaja K, et al. (2012) J Allergy Clin Immunol 129: 426-33

Nygaard U, Hvid M, Johansen C, Buchner M, Fölster-Holst R, Deleuran M, Vestergaard C JEADV 2016.



• Ruzicka T, et al. N Engl. J Med 2017;376:826-35.

Nemolizumab: Effekt på kløe
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AD treatment and pregnancy

Familydoctor.org



Estimated nationwide ‘AD ever’ 
prevalence in Denmark

33
Thyssen, own data, unpublishedCourtesy J. Thyssen



Courtesy of Prof. Jan Gutermuth





Graviditets komplikationer og 
outcome ved Atopisk Dermatitis
PhD studie af Carsten Hamann, Dermatologisk Afdeling, Gentofte Hospital, 
Københavns Universitet.
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Background 1
• AD affects 15-20% of all children.

• 20% Persists or re-appears in 
adulthood.

• Of these 50% are women –
pregnacies?

• Treatment is often forgotten or even 
avoided.

• Treatment of Men with AD who wish 
to father a child is neglected.

• Pregnancy is not a disease but a 
condition that demands extra care.

preconception

pregnancy

lactation

preconception



Background 2
• 3.2 mill stilborn every year (≈3% of 

all births) 5-32/100.000 birth 
depending on country

• 8 mill. (6%) born with serious borth
defects.
• Congenital heart defects
• Neural tube defects
• Downssyndrom

• 5% are due to environmental factors 
including
• Airpollution, Cirgarette smoking, 

pesticides, solvents, radiation, 
chemicals

www.drugs.ie
Stanton C, et al. Lancet. 2006;367; 1487-1494.
Liu LC, et al Taiwan J Obstet Gynecol. 2014;53; 141-145
Baldacci S, et al Epidemiol Prev. 2018;42; 1-34. 
Morris JK et al PLoS One. 2018;13 





Clinical presentation

Atopic Dermatitis

Preexsisting Atopic
Dermatitis

Re-apperance of 
atopic dermatitis

Atopic eruption of 
pregnancy (often
in first trimester)

Atopicdermatitis.net



Topical cortico-steroids

• 1st line treatment

• Worries:
• Orofacial cleft

• Studies
• Cochrane review of 14 studies 

including 1.601.515 pregnancies

• No association with preterm
delivery, birth defects, low APGAR

• Non significant association with low
birth weight

Chi CC, et al. Cochrane Database Syst Rev. 2015 



Topical Calcineurin Inhibitors (TCI)

• No studies on the effect in 
pregnancies.

• Recommendation based the 
following.

1. No systemic absorbtion of 
tacrolimus (except Nethertons sdr.)

2. The use of tacrolimus and CyA in 
organ transplant women showed
no association with congenital
malformations, but increased risk
of prematurity – wich was
attributed to maternal disease.

3. Pimecrolimus has not been studied

Jain AB, et al. Transplantation. 2003;76; 827-832.
Kainz A, et al. Transplantation. 2000;70; 1718-1721. 



Topical antiseptics and antibiotics

• Very poor evidence

• Evidence is indirectly i.e. Octenindin
used for bacterial vaginosis in 
pregnancy without any associated
diseases.

• Triclosan is a know endocrine hormone
disrupter in rats.

• Topical fucidic acid may be used.

• Aminoglycosides should be avoided

Stoker TE et al. Toxicol Sci. 2010;117; 45-53 

UV therapy
No restriction apart from the normal 
use
No evidence for extra use of folic acid.



Systemic immuno suppressants

Cortico-
steroids

Azathio-
prine
Cyclo-

sporine A

MMF
Metho-
trexate

Familydoctor.org



Unplanned pregnancy
• It is crucial to have the patient 

well informed.

• In case of MMF or MTX women of 
childbearing potential should also 
start efficient contraceptive 
treatment 

• In case of pregnancy
• Stop treatment

• Intensify topical treatment

• Refer to obstetrician and teratology 
information center.

Universal Pictures





Klar til AD ambulatoriet?


