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Zielorgan Haut

o Al
AME — my daily business

Angioodem only — my red flag

' CSU —no, itis NOT an allergy

AD/ND — my unmet needs




80% — Spattyp

2% — echte Soforttyp

18% — «pseudox»- allergische




1963 Description of the four types of
hypersensitivity reactions by Coombs & Gell




Coombs and Gell’s Klassifikation der Hypersensitivitat
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Type |
immune E antbody, T2
) .. a .
Antigen Soiuble antigen
P———
Effector Mast-oal M
mechanism activation \
rovokKatic -
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~ Basophilen-Aktivierungstest (BAT)

Medikamenten Allergie | anti-CCR3/anti-CD63 bzw. CD203c

” . . A v " -
3asophils are easily isolated from venous blood and present good “indicator cells” of an IgE-mediated allergic response. In
he BAT, a patient’s basophils are exposed to various allergens in vitro, including drugs. If the patient is allergic to an
llergen, the allergen will cross-link allergen-specific IQE antibodies bound to the IgE receptor (FceRl) on basophils,
esulting in upregulation of basophil activation markers, including CD63 and CD203c, which are measured by flow

ytometry.



Anamnese - Typ |

' Type | ‘ So funktioniert der Penicillinallergie-Test PEN

Immune HE antibody, T,.2 cell PEN: Patient gibt eine Penicillinallergie an.

Yabelle 3: Krevuzreakintat von

KreuZrealsiviedt, engig awischen Ceftanam und Monobactamen

2 drel Punkten kann den Studienautoren zutolge ein geringes Allergierisiko
angenommen werden.

- e of Alergic: hinis,
hypersensitivity asthma, systemic
reaction anaphylaxs

@ 1997 Current Biology Ltd. Rsarland Publisi¥ng, Inc




Aktuell brauchbare Labortests Typ IV

Anamn'ese
Biopsie
(Epikutan)
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Zytokin Lymphozyten Transformationstest (Zyto - LTT)

Bei Spattyp-Medikamenten Allergien
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Coombs and Gell’s Klassifikation extended

Drug hypersensitivity

Drug allergy Nonallergic drug hypersensitivity

IgE-mediated drug a Non-IgE-mediated drug allergy

Figure 9.

Table 1. Pathoganc mechansms and dincal symptoms of nonmmmedate reactions 10 FHactans [adaptad feom Red. 17)]

Exdended Coombs

ard Goll classificaton Type of immune response t Pathologic charactaristics Qisical symptomst

Type Il igG and FR*; feR-dependent cel destruction Blood cell dyscrasia

Type 1§ g and complement or FcR* Imewuroomplex depostion Vascebns

Type Va ThipFN-y)* Monocyta actadon tcama

Type W ThZ (IL-5 and L 4)* Ecsinophiic mfemsation Macdopapulsr exantema, bullous exsnthema

Hpe Ve CTL [perform and graneyme B, Fad)* CO4- or CO8-madaned tilng of calls Macdlopapular exanbama, bullous axanthema
(£8. keratinocytes) pustular exanthama

hpe g T colls SL-S/OXLSY" Neutrophil recrusment and actvation Pustular exanthama




| TESTS OF T CELL MEDIATED |

Zytokin Lymphozyten Transformationstest (Zyto - LTT)
Bei Spattyp-Medikamenten Allergien

P N

In the Cyto-LTT, a patient’s T cells are cultured with several drug
E dilutions for 7-days. If the T cells are specific for the drug allergens,

the cells will respond 1o the stimuli by proliferating and secreting

cytokines (IL-3, IL-13, IFNg) and cytotaxicity markers (granzyme B,
ﬁ granulysin), which are read out by muitiplex technology.

The multiplex cytokine panel covers different T cell phenotypes and

allows us to increase the sensitivity of the test,







Review AM JCIn Dematol, 2018 Jurc 9 3):345-360. doe: 10700 /715407 O1/-0335-3

Dermatologic Reactions to Immune Checkpoint
Inhibitors : Skin Toxicities and Immunotherapy

'
Vincent Sabaud

Affiliations
PMID: 29256113 DO 101007/s40257-017-0336 -3

adverse events that are mostly immune related [immune-related adverse events (irAEs)], notably
mediated by the triggering of cytotoxic CD4+/CD8+ T cell activation. Cutaneous toxicities appear
to be one of the most prevalent irAEs, both with anti-PD-1 and anti-CTLA-4 agents or with the
newly developed anti-PD-L1 agents, which corresponds to a class effect. They are observed in
more than one-third of the treated patients, mainly in the form of a maculopapular rash (eczema-
like spongiotic dermatitis) and pruritus. A wide range of other dermatologic manifestations can also

oral mucosal changes. In addition, the use of anti- erapies in combination
Is associated with the development of more frequent, more severe and earlier cutaneous iIrAEs
compared to single agents. In most cases, these dysimmune dermatologic adverse events remain
self-limiting and readily manageable. Early recognition and adequate management, however, are
critical to prevent exacerbation of the lesions, to limit treatment interruption and to minimize quality




Pichler‘s Klassifikation J§ Review article

Adverse side-effects to biological agents
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‘ g Bradykinin-Junkies
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« Alogliptin (Vipidia®)
+ Linagliptin (Trajenta®)

+ Saxagliptin (Onglyza®)
+ Sitagliptin (Januvia®)
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Bradykinin und Kallidin (Lys'-Bradykinin)
werden bevorzugt durch ACE abgebaut!
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" Bradykinin-Junkies

yoummationsanaphylaxie®
Simons et al., J Allergy Clin Immunol 2011;127:587-93
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Urticaria und Angioodem

Lieber Paul. Die Patientin stellt sich
notfallmassig vor bei geschwollener
Zunge. Sie habe am 03.12. bereits
eine Pizza (Thunfisch, Zwiebel)
gegessen und 30 Minuten darauf
eine juckende Rotung an beiden
Handflachen palmar gehabt, welche
nach ca. 30 Minuten selbstlimitierend
war. Am 04.12. habe sie um 12:00 Uhr
nun die restliche Pizza erneut
aufgewarmt und gegessen. Initial sei

[-\if—hf‘- mAacciart cama 10.MANA L ke iAaAAARK




Angioodem mit Urticaria »echte” allergischer Reaktionen

Diagnosen

1. Anaphylaktische Reaktion Grad || mit Angioddem der Zunge am 04.12.2020
e Allergen am ehesten Gluten (Pizza gegessen aus Griessmehl) oder Soja
e Klinik: Zungenschwellung, Urtikaria Rumpf und Unterarme
e Therapie:

Tofs BAsdest WMo ot e s Bdeemmte o0 = Und inhalativ) am 04.12.2020
Semaglutid ist ein langwirksames Analogon 020

von GLP-1 (Glucagon-like peptide-1) mit einer ne von Pizza
Sequenzhomologie von 94%. GLP-1 ist ein

(Markes Peptidhormon, das aus Aminosauren besteht

Wirkaso!
et und von enteroendokrinen L-Zellen im 4 eund/ oder
mren Verdauungstrakt gebildet wird. Aufgrund des | mediierten

e Abbaus durch die Enzyme | noch nicht schon
—wss Dipeptidylpeptidase-4 (DPP-4) und neutrale | 1hibitor Inhibitor
Endopeptidase (NEP) hat es ‘

eine Halbwertszeit im Bereich von lediglich ir die Testungen

zwei Minuten.

Il Ab Na

PLAV
| Clopog



https://www.pharmawiki.ch/wiki/index.php?wiki=Halbwertszeit

Chronische spontane Urticaria

Die chronische spontane Urtikaria
hat zwei Endotypen

Kolkhir et al., J. Allergy Clin. Immunol. 2017: 139; 1772-1781

Allergen&

IgG-anti-Fc_ Rl J
Allergen

Autoimmun Autoallergisch

Maurer, AllergoUpdate 2020



autoimmun CSU poor response to anti-IgE

Gericke et al., J. Allergy Clin. Immunol. 2017: in press.

g

® BAT-negative
O BAT-positive

Basophilen-Aktivierungstest (BAT)
Chronische Urtikaria

Identifizierung von aktivierenden Serum Komponenten
anti-CCR3/anti-CD63
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Days after first injection of
omalizumab

Maurer, AllergoUpdate 2018



Autoimmun vs autoallergische CSU

Wenig IgE ist schlecht.

Deza et al., Acta Derm Venereol 2017; 97: 698-704

Q Kalibration von sIgE Assays \xﬁ

» Kalibration von Gesamt-IgE Assay erfolgt mittels WHO Standard
(Probe mit bekannter Konzentration von IgE)

- r L A.“r A . \ o i I a AAAA.AA b PIR W . A.:k.“:ﬁn oA

Gesamt IgE 16 a2-2m) 151 kU/I 20 kUA
UCT at ¢ of omakaumab therapy 1(0-4) \ ) (0-0) J \1 (0-2) )

Maurer, AllergoUpdate 2020



Autoimmun vs autoallergische CSU

Gesamt IgE vor, wadhrend, nach anti-IgE Tx

BAT Bestimmung (?)

Anti-TPO IgG Bestimmung (?)

ANA Screening (?)

Basophilen-Aktivierungstest (BAT)

Chronische Urtikaria
Identifizierung von aktivierenden Serum Komponenten
anti-CCR3/anti-CD63

In patients with chronic urticaria (CU), serum factors, including
autoantibodies against IgE (anti-IgE) and/or the IGE receptor (anti-
FceRl), activate basophils, which can be measured with CU-BAT. CU-
BAT tests whether serum from patients with CU can activate
bascophils from healthy donors, as demonstrated by the upregulation
of activation markers (CD63 and/or CD203c).




»episodische”, intermittierende Urticaria

Urtikaria und Weizenallergie
Xu et al, World Allergy Organ J 2019;12:100013

» 164 von 193 Weizenallergikern,
(darunter 104 mit WDEIA) hatten

anamnestisch Urtikariaepisoden.

» Patienten mit Urtikaria hatten In
13.1% (23/175) s.-IgE gegen
Weizen / Gluten und in 4.4%
(7/159) gegen Tria 19.

Brehler, DermaUpdate 2019



»episodische”, intermittierende Urticaria

Fazit

Weizenallergiker haben vor
Diagnose der Weizenallergie

haufig episodische Urtikaria
(vermutlich durch die Allergie).

Allergiediagnostik zumindest
bei episodischer Urtikaria!

Brehler, DermaUpdate 2019




Neurodermitis — eine sehr heterogene Angelegenheit

Intrinsic vs extrinsic AD
Child vs Adult AD
Head-and-neck AD
biomarkers ?

Markers of autoreactivity ?
Microbiom, Mykobiom,Transcriptom



Neurodermitis — candidate biomarkers ?

TABLE |. Subtypes of candidate biomarkers in AD

Bicrm or ker Screening Diagnostic Severity Semaitization Predictive therapeutic response Prognoatic fate of AD/comorbaditien
Fotalspeciix Igh -4 Potestial for prevention
TARCACLY .

MDOCOCOL 22

CTACKCOCLY?

LGL2 -4

SFINKSLEKT

sLy ' '
|

133

.22

FaRVRRN ‘

1o

L1537

s

IL-16

Sofuble 1L-2 receplos

PARCXCLIS

TEWI I

Penostin

Potestal for prevention

Potestaal for prevention

Ik agaieset Mafassesia specses

Rk for viral complication

Risk for viral complication

kl-.ﬁ e ' “

SV rmod acurotrops g, CIACK, cstancoen F-ooll-atiractimg chomodinge, AN, ocroma herpeticemn, F LG, Slageres. AN, indolamine- 2 -dony perune. MINX
macrophage-Aemad Chomodane. PARC, pelmonary and s tiviton cepulned chomodine. SPINANTLERTT, sonine proscase inhdine Karal tvix *'.\n‘-‘.- pthchal Kazal v
relateod wibtow; TARC, hymn andd activation-sepulacd chamobome, TEWE, tramepedermmad water Josn. TN Thaymes wrommald [ymphopasian

Bieber et al, JACI, 2017




The missing link ? — Malassezia

Malassezia-Spezies als Trigger der

Neurodermitis
Darabi et al., J Am Acad Dermatol 2009;60:125-136
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Sensitization to the Yeast Malassezia Sympodialis
Is Specific for Extrinsic and Intrinsic Atopic Eczema

‘ . 1 - . » . . ) . . ' . . }

Barbra Fischer Casagrande’, Sabine Flickiger®, Maria T. Linder’, Catharina Johansson”, Annika Scheynius”,
r . i

Reto Crameri” and Peter Schmid-Grendelmeier Joumal of Irwestigatve Dermatclogy (2006)

BF Casagrande ¢ al
Extrmvd ared Itnimx Moo Ec2oemma

IgE- and T-cell-mediated reactivity against M. sympodialis was also found in patients with the
intrinsic form of AE. Thus, sensitization to M. sympodialis is specific for AE patients and occurs
in both the extrinsic and intrinsic variant of eczema.

IgE-mediated and T cell-mediated auto-
immunity against manganese superoxide Conclusion: Human MnSOD may

dismutase in atopic dermatitis .
P play a role as an autoallergen in a
A Tractmmasn, M, Brumsio Wathrch, M. Kart Blses, PAD* Ak Sehoynies, D, subset of patients with AD,
and Reto Crameri, PhD® Davos and Ziirich, Switzerland, and Stockholm, Sweden including nonatopic eczema- By
molecular mimicry leading to cross-
IgE-mediated and T cell-mediated autoimmunity against manganese superoxide re activity SUCh sensitization mi ght
dismutase in atopic dermatitis . . .
be induced primarily by exposure to
environmental fungal MnSOD of M
Journal of Alergy and Clinical Immunology Sym pOd ia I iS

Volume 115, Issue 5, Pages 1068-1075 (May 2005)
DOL: 1010164 jack 2008 01065

Peter Schmid-Grendeimeier, MD, Sabine Flickiger, PhD, Rainer Disch, MD, Axel Trautmann, MD, Bamelo Wathrich, MD, Kurt Blaser,
PhD, Amika Scheynius, MD, Reto Crameri, PhD




Micro-dys-biom, Myko-dys-biom,Dys-Transcriptom

HLA-Haplotyp, Exposome?

AD Transcriptome = Atherosclerosis

A b mrime o ———

e — e — e
——— — —

In severe AD sensitization to S aureus and Malassezia is more common

Avergen-source

severs AD moderate AD
128
- - g
B
H pendird
| i P

Mittermann | et al gL:OS One 2016

<( HHS Public Access

\uth i manus 1;
nin manuscript. avalable i PMC 2016 Apnl 21

Pul od m final edited §
2015 Apr lfl lf §). 756-766. doa 101016 ) s 201503004

Dysbiosis and Staphylococcus aureus colonization drives
inflammation in atopic dermatitis

Tetsuro Kobayashi' < Martin Glatz®, Kelsuke Horluchi®, Hiroshi Kawasaki' Haruhiko
Akiyama® Daniel H. Kaplan® Heidi H. Kong® Masayuki Amagai’ and Keisuke Nagao'<#

State of the Art:
Die Mehrheit der Patienten mit AD ist
mit Staph. aureus besiedelt

1(6%)
4(6%) _ —

B skin+, nose+
Oskin+, nose-

®skin -, nose+

7 (11%)

Oskin -, nose-

Breueretal.,
Br J Dermatol 2002
51(77%)

Isolierung von befallener/nicht befallener Haut
Isolierung von akuten/chronischen Lasionen
Isolierung von gesunden Partnern




The missing link ? — Atopie patch

Non-lgE-reactive rBet v 1 fragment mix induce a positive
eczematous reaction in almost e v o i &

hypoallergenic rBet v 1 fragments

Raffaela C PhD,” Katharina Moritz, MD,” Katharina Marth, MD,” Angela Neubauer, PhD,* Hans Huber, PhD.*
C Rainer Henning, PhD, Katharina Blatt, PhD,* Gregor Hoermann, MD, PhD,* Tess M. Brodie, PhD,'
Alexandra Kaider, MSc,” Peter Valent, MD,” Federica Sallusto. PhD." Stefan Wohrl. MD. MSc.” and Rudolf Valenta. MD*

] .
Vienna, Austria, and Bellinzona, Switzerland
rBetv1l : 1

P
(J Allergy Clin Immunol 2016:;137:601-9.)

www.nature.com/scientil pOrts

> [ i SCIENTIFIC REPLIRTS

e . =N Epicutaneous allergen application
. ‘ preferentially boosts specific T cell
responses in sensitized patients

Raffacla Campana’, Kathasina Moritz', Angela Necbauer’, Hans Huber’, Rainer Henning’,
Tess M. Brodie’, Alexandra Kaider’, Federica Salusto™?, Stefan Wohel & Rudolf Valenta!

17: 11657 | DOIL

allergic patients
suffering from AD
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F: birch pollen allergic
patient without AD

F1+F2 — \

Campana R, er al, ) Allergy Clin Immunol 2008,121(2): 528~530




Examples of chip diagnosis in real life

g ? Pediatr Allergy Immunol. 2016 Mar 31. doi: 10.1111/pai.12572.
u 0 Va ’ 5 H [Epub ahead of print]

Microarray-based IgE-serology improves
management of severe atopic dermatitis in
two children.

Fedenko E, Elisyutina O, Shtyrbul O, Pampura A, ValentaR,
Lupinek C, Khaitov M.

Autoreactivity

Severity in adult AD

Food Sens in child AD

Autoreactivity

ElA/Urticaria ?

"

Molecular allergology applied to skin diseases

f Peter Schmid-Grendel

»
.




Neurodermitis — was mir noch bleibt ... Sx1/
Phadiatop

Dépistages Screening

Alleraénes d'inhalation Phadiatop (Inhalation Screen) Phadiatop (Inhalation Screen) 14-4405-35 |48
Allergénes d'Inhalation (d1, e1, e5, g6, (Inhal. screen (g6, g12, 13, w6, d1,e1, g6, g12 t3, w6, d1, e, e5 m2 14-4332-35 |48
gi2 m2. t3. wé) e5. m2)

Médicaments Arzneimittel i

_ImmunoCAP Phadiatop
Alergen

| House dust mite | Gl From the diagnosis to the prediction of allergic
Cant sensitization: What comes next?

Dog

» » r P lized

N .!‘c( | Allergic sensitization

T.-O’.h' ‘n$s Dlsease
( l‘C\CC( o .

IgE-sensitized non-
symptomatic child

»

»
Ho ' - Genetic

Genetic [_r prediction of _
‘% testing / allergen-specific [—> Prevention

1 Olive QO‘ en Not yet sensitized responsiveness

child

w" l c’ l . '“v Valenta R., e d, Adv. Immunol. 2018, 138,195-256
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TALOICIH 1N KO rroopciinialtcridal unua
schickten dieses zur Analyse nach Wien.

Jede Zeichnung besitzt ein einzig-
artiges Mikrobiom, wie Pinar und ihre
Kollegen jetzt in einem Fachartikel be-
richten.” Zu ihrer Uberraschung befin-
den sich auf den Werken mehr Bakte-
rien als Pilze, darunter so allgemein be-
kannte Darmkeime wie Kolibakterien
und Salmonellen. Die meisten Bakte-
rien stammten aus dem Mikrobiom von
Menschen, vermutet Pinar. Auch Insek-
ten haben ihre Spuren hinterlassen.
Trotz der bakteriellen Uberzahl unter-
streicht die Wiener Mikrobiologin: «Am
gefdhrlichsten sind die Pilze.» Denn sie
bilden Sporen, die selbst Trockenheit ex-
trem lange iiberdauern. Wird es feuchter
und wirmer, konnen sie ihre zerstoreri-
sche Aktivitit schnell entfalten. Zudem
entdeckten die Forscher einen Schim-
melpilz, der Allergien ausldsen und bei
Nasse gefiahrlich werden kann.

Die Spur der Restauratoren

Wie viele der winzigen Organismen tat-
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Mein Fazit.....

AME - BAT, LTT (prick, ic, OPT)

Angioodem only — Medis, Medis, Medis, new Kkids
on the block

CSU — IgE (?), (BAT), TSH, (ANA)

AD/ND - sx1,Phadiatop, antiseptische Basispflege,
ISAC ??



Liebe Griisse nach Wien




