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History



Short history of atopic dermatitis

• 1933: 1st use of this word by Fred Wise (1881-1950) 
and Marion Sulzberger (1895-1983) in the Year Book 
of Dermatology and Siphilology

• Numerous precursors describe this disease under 
other names, including Ernest Besnier (1831-1909), 
who described diathesis prurigo, which would later be 
named Besnier prurigo from 1892 to the 1970s, and 
Fernand von Hebra (1816-1880).



Prurigo of Besnier

• Ernest Besnier (1831-1909), in Paris

• 1892: description of diathesic prurigo, which later bore his 
name

• Now considered the first description of atopic dermatitis 

• Besnier said that it is necessary, however, "to escape the 
tyranny of the willanic system" by going beyond descriptions 
of elementary lesions to bring to the fore a complete 
dermatological picture with the diverse clinical aspects it may 
take on. 

• He concluded that intense, recurrent pruritus is the primary 
symptom of this diathesic prurigo, but also that the changes 
in prurigo caused by scratching are not specific and can also 
occur in other diseases..

Besnier E. Première note et observations préliminaires pour servir d’introduction 
à l’étude des prurigos diathésiques (dermatites multiformes prurigineuses 
chroniques exacerbantes et paroxystiques, du type prurigo de Hebra). Ann 
Dermatol Syphil 1892 ; 3 : 634-48.



Prurigo of Hebra

• Ferdinand von Hebra (1816-1880): 
• considered the founder of the Vienna school

• described many different sub-forms of prurigo, such as an 
"ordinary" form and numerous "extraordinary" forms (e.g. 
prurigo simplex mihi, prurigo mitis and prurigo formicans
willani), many being suggestive of the future AD

• also described prurigo agria, known in the literature as Hebra's
prurigo, with the clinical feature of a very pruritic, hard, dry 
papule deeply embedded in the prefiguration of nodular prurigo



Hanifin & Rajka

• 1980, Jon Hanifin (1939-) and Georg Rajka (1925-2013) proposed the 
first widely used set of diagnostic criteria for AD.

• Hanifin and Rajka also recognized several synonyms for AD such as 
atopic eczema, Besnier prurigo, and infantile eczema. 



Georg Rajka

• Born: March 10, 1925, Budapest, Hungary

• Died: March 16, 2013, Oslo, Norway

• Nationality: Hungarian-born, later Norwegian

• Education: Medical degree from University of Budapest (1949); PhD on Atopic Dermatitis
(1963)

• Fled Hungary after the 1956 uprising; settled in Sweden and later Norway

• Worked at Karolinska University Hospital and University Hospital of Umeå

• Became Professor of Dermatology at Rikshospitalet, Oslo (1971–1995)

• Authored 150+ articles and 2 bestselling books on Atopic Dermatitis

• Co-developed the Diagnostic Criteria for Atopic Dermatitis with Jon Hanifin (1980)

• Organized the International Symposia on Atopic Dermatitis (ISAD) starting in 1979



Georg Rajka: an impressive precursor

• In 1975, Georg Rajka made clear that he understood AD as a skin 
disease due to an abnormal pruritus threshold with secondary 
inflammation and barrier defects. 

• His theory, based on experiments using trypsin as itch elicitor is a 
more elaborated version of Jacquet’s theory of 1904 that pruritus
precedes inflammation in AD. 

• With our current knowledge, these ideas take on a special flavour



Non histaminergic pruritogens and pruriceptors

• Itch (pruritus) is a central and often the most 
bothersome symptom of atopic dermatitis. 

• It can be triggered by various stimuli, including 
substances like histamine, but also other pruritogenic
agents such as:
• Proteolytic enzymes
• Bradykinin
• Prostaglandins

• The text emphasizes that histamine is not the only 
cause of itch, and that the mechanisms involved are 
complex.

• Specific nerve fibers called C-fibers and the central 
nervous system play a key role in transmitting and 
perceiving itch. 

In: Rajka G, Major problems in Dermatology, Vol 3, 36-41, Saunders, 1975



Neuro-immune disease and itch sensitization

• Itch in atopic dermatitis is multifactorial and 
complex, involving:
• Inflammatory mediators that sensitize skin nerves

• Skin barrier dysfunction, allowing irritants to penetrate

• Hyperreactivity of sensory nerves, especially C-fibers

• Central nervous system involvement, which can amplify 
itch even without external stimuli

• Some itches persist without visible inflammation, 
suggesting deeper neurological involvement. 

• Itch threshold is decreased.

In: Rajka G, Major problems in Dermatology, Vol 3, 36-41, Saunders, 1975



Itch–Inflammation Cycle and sensitization

• Scratching caused by itch damages the skin

• This damage releases inflammatory mediators

• These mediators worsen inflammation and further 
sensitize nerves, intensifying itch

• The process becomes self-sustaining, making the 
disease chronic and hard to control

• Numerous patients show skin hypersensitivity
(Itchy skin) even without visible lesions, pointing to 
dysfunction in both the peripheral and central 
nervous systems: itch is the primary symptom.

In: Rajka G, Major problems in Dermatology, Vol 3, 36-41, Saunders, 1975



Aggravating Factors and Clinical Impact

• Several aggravating factors of itch are highlighted:

• Psychological stress, which intensifies itch via neuroimmune
pathways

• Environmental triggers like heat, sweat, allergens, and 
chemicals

• Lowered perception threshold, making patients react to 
normally harmless stimuli

• Chronic itch can lead to:
• Sleep disturbances
• Reduced quality of life
• Significant psychological distress

• Itch is not just a symptom—it’s a central and disabling 
feature of the disease that requires comprehensive care.

In: Rajka G, Major problems in Dermatology, Vol 3, 36-41, Saunders, 1975



Therapeutic Perspectives

• The text concludes with treatment approaches for itch in 
atopic dermatitis:
• Traditional antihistamines are often ineffective, as histamine is not 

the sole mediator
• New therapeutic targets include cytokines and specific neural 

receptors

• Treatments should aim to reduce inflammation, restore the 
skin barrier, and modulate nerve transmission

• A multidisciplinary approach is recommended, involving 
dermatology, allergology, and psychological support when 
needed

• Itch is now recognized as a complex, central, and disabling 
symptom, requiring personalized and holistic management.

In: Rajka G, Major problems in Dermatology, Vol 3, 36-41, Saunders, 1975



Conclusions

• Georg Rajka had guessed some concepts, which have been more 
demonstrated nowadays:
• Non histaminergic pruritus

• Role of proteases

• Pruriceptors

• Neurogenic inflammation

• Itch-inflammation cycle

• Itch sensitization

• Role of both central and peripheral nervous system

I would like to thank Prof. Alain Taieb for bringing this matter to 
my attention and for providing me with historical documents.
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PROGRAMME 
9h-9h45 : Prurit urémique - Guy Rostoker 

9h45-10h30 : Prurit cholestatique - Jérôme Gournay

10h30-11h : Pause

11h-11h45 : Physiopathologie - Matthieu Talagas 

11h45-12h30 : Prurigo nodulaire - Emilie Brenaut 

12h30-13h30 : Déjeuner

13h30-14h15 : Prurit hématologique - Christelle Le Gall 

14h15-15h : Prurit psychogène et conséquences psychologiques du prurit - Barbara Ferreira

15h-15h30 : Pause

15h30-16h15 : Quel bilan ? Quel parcours de soin ? - Serge Boulinguez 

16h15-17h : Panorama thérapeutique - Laurent Misery 
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