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Short history of atopic dermatitis

e 1933: 15t use of this word by Fred Wise (1881-1950) Lt aire

and Marion Sulzberger (1895-1983) in the Year Book de la

of Dermatology and Siphilology gfgggﬁiée

 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
dekrmatological 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. Premiere note et observations préliminaires pour servir d’introduction
a I'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):

e 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
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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

. Ff9u6c§)tion: Medical degree from University of Budapest (1949); PhD on Atopic Dermatitis

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

* Worked at Karolinska University Hospital and University Hospital of Umea
 Became Professor of Dermatology at Rikshospitalet, Oslo (1971-1995)

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

e 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 ﬁﬁe 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

* [tch in atopic dermatitis is multifactorial and
complex, involving:
* Inflammatory mediators that sensitize skin nerves

Wollt, 1960).

tus may take as long as 10 to 15 seconds to develop after an intra
x o injection of endopeptidase or of histamine; this sugests that they
== not have a dircct action. In addition, they provoke itch in the majority

R e Skin barrier d ySfu nction, a llowin g irritants to penetrate

. yet they can elicit pruritus within a few seconds,

ne distribution of ilch receptors may correspand to numerous nerve
ss radiating from several nerve trunks. The endings of the individual

eradhere t0 the derma-epidermal junction or terminatc free in the

. L]
ctivi rves, especia -Tipers
sidermis (Arthur and Shelley. 1959; Wedell, Pulmer and Taylor, 1959, [ ) e a t Iv I t o s e n S o ry n e V4
%= concept of itch points has been demonstraied experimentally by
elving mechanical stimuli to an area of skin in which the ich threshold

west and which was innervated by an aggregate of unmyelinated nerve
s and nerve endings (Von Frey, 1910; Shelley and Arthur, 1957). The
* pathway from the iteh receptors comprises (hree sets of neurones,

L]
L]
C i t hich can amplif
imyelinated, slowly conducting (2 m/sec) C-fibres (Zotterman, ® e nt ra I n e rvo u s syste m I nvo ve m e n ) W
s Sied e ). which may vary in number in the different cutaneons nerves (Tomasch
e Britton, 1956), extend from the receptors to the posterior root ganglia.
Sl F apses there, fibres pass up to the thalumus by way of the spino

m and proenzyme 2 1. The final group of ncurones connect the thalamic ganglia fo
rales proteolytic area of posterior central gyrus in Ihe cerebral cortex,

o L]
L]
e ption is initiated by porsistent low-grade stimulation of this h eve n W I t l l O u t eXte r m

ud is identificd in the cortex as the sensation, pruritus, which has

titis

TTE

ate su

T

s, 1940 teristics: it localisation is imprecise; its intensity is
ators. On the ble; it persists after the stimulation has ceased; it can

[ nin (Cormia and *¢ pronounced discomfort; and it may be influenced by cmotional factors R o -
= ordinary skin Sothmau, 1922, 1960). which may themselves be engendered by visual or - ° .
E vashi, 1958) ditory perceptions. The efferent limb of the reflex are carrics motor stimuli b t ‘ ’ l I t VI S I e I n a m m
BStar infiltrates, or from P 3 ing. It is by no means clear how scratching relieves ’
e complex, as it “eritus: Zotierman (1959) thought that it mechanically damages or de- . S O m e I t‘ e S p e rS I S W I

mhibitors (Arthur and sges the most superficial norve endings. and that pruritus cannot recur
s micction of endo- these minute fibres huve regrown albeit rapidly; but others have

- which ac sszesied that pain caused by seralching replaces ilch, o that depots of itch-

and Irypsin,

chemicals are exhausted,

Y

d that in some clinical conditions, primarily in

[} L]
pules, in lichenilication and in eczematous lesians, there is partial e e e u O
€ 1 the mulli-sensory innervation which leads to an increased
ty to itch termed ‘itchy skin® (Bickf rd, 1938). In this there is

=eing of the iteh threshold for chemical, thermal and mechanical stimuli;
s eacplified commonly as intolerance of woollen garments.

iteh wsually is produced by chemical stimulation such as

-cutaneous injection of histamine or of endopeplidases; less commonly

v injecting it intra 2
as wealing is pro-

s is independent
1 between itch
sations and in ra

* [tch threshold is decreased.

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



ltch—Inflammation Cycle and sensitization

.| *Scratching caused by itch damages the skin
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Aggravating Factors and Clinical Impact

ATOPIC DERMATITIS
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H IN ATOPIC DERMATITIS 39

» Several aggravating factors of itch are highlighted:

* Psychological stress, which intensifies itch via neuroimmune
pathways

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

* Lowered ﬁerception 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

* ltch 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
demonstrated nowadays:
* Non histaminergic pruritus
* Role of proteases
* Pruriceptors
* Neurogenic inflammation
* |tch-inflammation cycle
* |tch sensitization
* Role of both central and peripheral nervous system

| 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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30 janvier 2026 @&

Journée Nationale sur le Pruri
LYON

9h-9h45 : Prurit uremique - Guy Rostoker

9h45-10h30 : Prurit cholestatique - Jérome 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 psychogene et consequences psychologiques du prurit - Barbara Ferreira
15h-15h30 : Pause

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

16h15-17h : Panorama thérapeutique - Laurent Misery




