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Vznik trombov, priznaky

Siln¢, pretrvavajuce bolesti hlavy
Bolesti na hrudniku

Tazkosti pri dychani
Opuch/bolest’ konCatiny

Bolesti brucha

Zmatenost’

Poruchy videnia

Krce



Vznik trombov, priciny

Patofyzioldgia je multifaktorialna:

)
i)

i)

Imunologickeé — VITT (vakcinou indukovana tromboticka trombocytopénia)

Bolo zistené, ze S1 subjednotka indukovala u makrofagov (hlodavcov) sekréciu
pro zapalovych cytokinov cestou aktivacie Toll Like Receptora (TLR4). TLR4 je
tieZ vysoko exprimovany na trombocytoch. Vazba bakteridlneho LPS indukuje
trombopéniu a akumulaciu trombocytov v pl'icach.

Pridanie S1 subjednotky ku plazme spdsobilo interakciu a modifikaciu
plazmatického fibrinogénu beta a gama, complemetu 3 a protrombinu. To
spdsobi zvysenu rezistenciu voci trypsinu a prispievaku hyperkoagulaénému
stavu.

Pritomnost’ ACE2 receptorov v endotele ciev (dominantne arteliol a venul)
umoznuje vazbu S proteinu. To spdsobi zmenu (spomalenie) prietoku a vznik
trombov. Je to spojené aj so zapalom (,,imunitna odpoved™), aktivaciou
komplementu a aktivaciou koagula¢nej kaskady.



Vznik zapalu srdcového svalu, prifiny

Pri¢iny nie s presne zname, ide znovu o multifaktorialny proces:

1)  Pritomnost’ ACE2 receptorov v endotele ciev (dominantne arteliol a venul)
umoznuje vazbu S proteinu. To spdsobi zmenu (spomalenie) prietoku a vznik
trombov. Je to spojené aj so zapalom (,,imunitna odpoved™), aktivaciou
komplementu a aktivaciou koagula¢nej kaskady.

i)  Tzv., molecular mimicry* Ide o krizovu imunologicku reakciu medzi S
proteinom a autoantigénmi (self antigens) organizmu ¢loveka. Zaroven sa
predpoklada imunitnd odpoved’ vocit mRNA vakciny, porucha regulacie
cytokinov.

Ii)  Vznik ,,zapalu“ v myokarde (a perikarde) ktory je vysledkom vyssie spomenutych
Procesov.

IV) Vznik depozitov ,,amyloidu‘ v myokarde.



Miesta v S1 subjednotke spike proteinu SARS-CoV-2 a v receptor binding

domain (RBD), s potvrdenou alebo predikovanou bioaktivitou

(Maternal COVID-19 Vaccination and Its Potential Impact on Fetal and Neonatal Development, Vaccines 2021, 9, 1351)
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MEK/ERK signalling region (16-690)

TLR4, TLR6 and TLR1 Interacting region (S1 subunit) $1/82-82’ cleavage sites (furin 685/686
Fibrinogen and prothrombin binding region (S1 subunit) TMPRSS2 815/816)"
Toxin-like a7-nicotinic acetylcholine receptor binding domain (375-390)

Glycated serum albumin binding region (S1 subunit)

Integrin aVB3 binding region (403-405)

Probable allergenic site (437-508)

Predicted region interacting with heparin binding amyloid forming proteins (S1 receptor binding domain)

LPS-binding region (near furin cleavage site)

ICAM1-like region (280-286)

Neurotoxin-like region (299-351)

Superantigen-like region (661-685)

Seven predicted sites with molecular similarity to 12 pathogenic bacterial species, 2 malarial parasites and Influenza A (357-527)
Neurophilin-1 CendR motif (682-685)




JPathogenic priming“: Heptapeptide sharing between SARS-CoV-2 spike
glycoprotein and the human proteins

Covid-19 and autoimmunity Autoimmun Rev . 2020 Aug;19(8):102597. doi: 10.1016/j.autrev.2020.102597.

SSTASAL 40S ribosomal protein S13
KLNDLCEF Interleukin-7

FLPFFSN OTU domain-containing protein 6A
EIDRLNE Protein SET

IGAGICA Hepatitis A virus cellular receptor 2
EIDRLNE Protein SETSIP

LDKYFKN Follistatin-related protein 1
VSGTNGT Lysosome-associated membrane
glycoprotein 1

FKNLREF Isovaleryl-CoA dehydrogenase,
mitochondrial

LPPLLTD Maestro heat-like repeat-containing
protein family member 9

DKVFRSS Zinc finger protein 528
LVKQLSS E3 SUMO-protein ligase PIAS1

VTLADAG Non-receptor tyrosine-protein kinase
TNK1

RRARSVAS Amiloride-sensitive sodium channel

subunit alpha
SPRRARS Hermansky-Pudlak syndrome 1 protein
KVEAEVQ EMILIN-3

TRFQTLL Disheveled-associated activator of
morphogenesis 2

VYSTGSN Neural cell adhesion molecule L1-like
protein

GLTVLPP FH1/FH2 domain-containing protein 3

SLLIVNN ATP-binding cassette sub-family A
member 10

DEDDSEPV Unconventional myosin-XVI
NASVVNI Thyroid adenoma-associated protein
LIRAAEI Unconventional myosin-XVllla
TGRLQSL Neuron navigator 3

DEVRQIA Histone-lysine N-methyltransferase 2C
SSSGWTA Transmembrane protein KIAA1109



Moznost’ prepisu mRNA vakciny do DNA ¢loveka

* Pol0 reverse transcribes RNA and promotes RNA-
templated DNA repair (Science Advances, 2021)

PolO sa nachadza v kaZdej 'udskej bunke

* Reverse-transcribed SARS-CoV-2 RNA can integrate into
the genome of cultured human cells and can be expressed
In patient-derived tissues (PNAS, 2021)

SARS-CoV-2 RNA sa moze integrovat’ do P'ubovol’ného miesta Pudského genomu
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