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‘ASIA’ — Autoimmune/inflammatory syndrome induced by adjuvants
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2011, Journal of Autoimmunity, IF 7.641
e ASIA = Autoimmune/Auto-inflammatory Syndrome
Induced by Adjuvants
* silikonoza
e syndrom valky v zalivu
e syndrom magrofagove myofascitidy
e postvakcinacni fenomeény

SHOENFELD, Yehuda; AGMON-LEVIN, Nancy. ‘ASIA’—autoimmune/inflammatory
syndrome induced by adjuvants. Journal of autoimmunity, 2011, 36.1: 4-8.
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Mechanismus

Prostredi

(napf. adjuvans, silikon, skvalen)

Genetika Al onemocnéni
(napr. HLA DQ8)

SHOENFELD, Yehuda; AGMON-LEVIN, Nancy. ‘ASIA’—autoimmune/inflammatory
syndrome induced by adjuvants. Journal of autoimmunity, 2011, 36.1: 4-8.
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depozita hliniku v makrofazich v misteé aplikace
vakciny

myalgie, myositidy, unavovy sy., kongnitivni poruchy
vznik mésice az roky po aplikaci, 400 pripadu



Silikonoza

hypotéza, ze silikon z prsnich impaltatl neni inertni a
muzZe spustit Al onemocnéni
myalgie, artralgie, myositidy, unavovy sy., deprese

StOVk FII a d CI JARA, Luis J., et al. Severe manifestations of autoimmune syndrome induced by
y p p adjuvants (Shoenfeld’s syndrome). Immunologic research, 2017, 65.1: 8-16.



Sy. valky v Perském zalivu

e Valka v zalivu, Kuvajt, 1990 - 1991

* myalgie, artralgie, myositidy, Unavovy sy., deprese,
koZni projevy, prujmy, lymfadenopatie aj.

e 250000 vateranu

* mnohocetna ockovani vakcinou proti anthraxu
* skvalen



Postvakcinacni fenomeény
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* adjuvans —soli hliniku
e artritida, unavovy sy., encefalitida, vaskulitida,
neurologicka postizeni



Diagnosticka kritéria

e Exposure to an external stimuli (Infection, vaccine, silicone, adjuvant)
prior to clinical manifestations.
e The appearance of 'typical’ clinical manifestations:
— Myalgia, Myositis or muscle weakness
— Arthralgia and/or arthritis
— Chronic fatigue, un-refreshing sleep or sleep disturbances
— Neurological manifestations (especially associated with demyelination)
— Cognitive impairment, memory loss
— Pyrexia, dry mouth
e Removal of inciting agent induces improvement
e Typical biopsy of involved organs

Minor Criteria:

e The appearance of autoantibodies or antibodies directed at the suspected
adjuvant

e Other clinical manifestations (i.e. irritable bowel syn.)

e Specific HLA (i.e. HLA DRB1, HLA DQB1)

e Evolvement of an autoimmune disease (i.e. MS, SSc)

Stanoveni diagnozy: 2 velka kritéria, Ci jedno velké a dvé mala

SHOENFELD, Yehuda; AGMON-LEVIN, Nancy. ‘ASIA’—autoimmune/inflammatory
syndrome induced by adjuvants. Journal of autoimmunity, 2011, 36.1: 4-8.



Velka kritéria

vnéjsi stimulus (infekce, vakcina, silikon, adjuvans) v
predchorobi

»typické” priznaky

* myalgie, myositis, svalova slabost

e artralgie a/nebo artritis

* chronicka unava, porucha spanku
 neurologické priznaky (asoc. s demyelinizaci)
e kognitivni poruchy, poruchy paméti
 horecka, sucho v ustech

odstranéni stimulu vede ke zlepseni potizi
typicka biopsie postizeného organu

Mala kritéria

autoprotilatky Ci protilatky proti vnéjsimu stimulu

dalsi klinické potize (sy. drazdivého streva)

specifické HLA (napr. HLA DRB1, HLA DQB1)

zhorseni Al onemocnéni (napr. SM, systémova sklerodermie)

SHOENFELD, Yehuda; AGMON-LEVIN, Nancy. ‘ASIA’—autoimmune/inflammatory
syndrome induced by adjuvants. Journal of autoimmunity, 2011, 36.1: 4-8.



Od roku 2011

e vice nez 100 ¢lanku v literature

* rozsireni spektra ASIA
* chronicky unavovy syndrom
e Sjogrenuv syndrom
e |ymfom
* antifosfolipiovy syndrom
* narkolepsie
 syndrom nemocnych budov

e kriticka i souhlasna stanoviska
* intenzivni diskuze v odbornych kruzich

AMERATUNGA, Rohan, et al. Evidence refuting the existence of
autoimmune/autoinflammatory syndrome induced by adjuvants (ASIA). The Journal
of Allergy and Clinical Immunology: In Practice, 2017, 5.6: 1551-1555. el.
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Diagnosticka kritéria — kritika |

* nespecificka
e velmi casté v populaci

TABLE Il. Symptoms of ASIA commonly experienced in the

community *

Symptom Prevalence Setting Reference

Fatigue 25% General practice -

Myalgia 50% lifetime Community study "

Arthralgia 16.7% Antenatal clinic =

Mild cognitive 5.3% Community, Finland .
impairment

Dry mouth 11.5% Community study 0

Pyrexia/fever 100% lifetime Community

Irritable bowel 11% Community study !

Insomnia 8%-18% Community study -

*With the possible exception of infants with rare disorders such as severe combined

immunodeficiency (before bone marrow transplantation), it is likely that every

individual in the community has had fever at some time in their lives.

AMERATUNGA, Rohan, et al.
Evidence refuting the existence of
autoimmune/autoinflammatory
syndrome induced by adjuvants
(ASIA). The Journal of Allergy and
Clinical Immunology: In Practice,
2017, 5.6: 1551-1555. el.



Diagnosticka kritéria — kritika Il

Siroka

 témer kazdy pacient s vaskulitidou ¢i onemocnénim
pojiva splnuje kritéria ASIA (,,typicky priznak® +
,typicka biopsie®)

nepresna

* je mozné splnit kritéria bez expozice spoustéci
(vétSina pacientu s AIT a typickou biopsii)

velké casové okno

e 2dny—23let



Kritika IlI
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Kritika IV

vetsSina argumentace zalozena na kazuistikach,
sériich kazuistik Ci na zvirecich modelech

data z populacnich studiich neprokazuji
existenci ASIA:

 Dansko, 2012
18,841 pacientl dostalo alergenovou
imunoterapii (AIT), 428,484 kontrol
* 65 mgAlza3roky
 100x vice Al adjuvans nez ve 3 HPV
e pacienti na AIT meéli 0 14% méne AIT

LINNEBERG, Allan, et al. Association of subcutaneous allergen-specific immunotherapy with
incidence of autoimmune disease, ischemic heart disease, and mortality. Journal of Allergy
and Clinical Immunology, 2012, 129.2: 413-419.



Zaver

vétSina odborniku zpochybriuje existenci ASIA

v souCasné dobé neexistuji presvédcivé dukazy o
vztahu mezi ockovanim a rozvojem Al onemocnéni
ve vzacnych pripadech bude nejspise hrat roli, jako u
mnoha jinych NU, geneticka predispozice spolu s
faktory prostredi

sy. makrofagové myofascitidy si zaslouzi dalsi vyzkum

benefity ockovani jasne prevysuiji jejich rizika

LINNEBERG, Allan, et al. Association of subcutaneous allergen-specific immunotherapy with
incidence of autoimmune disease, ischemic heart disease, and mortality. Journal of Allergy
and Clinical Immunology, 2012, 129.2: 413-419.
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