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Aprobarea clinica a vaccinurilor ARNm RESEARCH STRATEGY: 2024, UPDATE
SARS-CoV-2 bazate pe nanotehnologie:

A Report by the
NANOTECHNOLOGY ENVIRONMENTAL AND HEALTH
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Vaccinurile covid amanoparticuldipidice¢ primul studiu
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The first large-scale phase 4 clinical trial of a

nanomedicine is underway
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A translational framework to DELIVER nanomedicines
to theclinic

Paul Joyce E, Christine J. Allen, Maria José Alonso, Marianne Ashford, Michelle S. Bradbury, Matthieu

Nature Nanotechnology 19, 1597-161] (2024) | Cite this article
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Published in final edited form as: J Control Release]2015Aug 8;217:345-351. doi: 10.1016/j.jconrel.2015.08.007
Expression kinetics of nucleoside-modified mRNA delivered in lipid

nanoparticles to mice by various routes
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Componenta de nanoparticule lipidice a platformei mRNA-LNP utilizata in
studiile preclinice privind vaccinurile este extrem de inflamatorie.
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Preclinical and Clinical Demonstration of Immunogenicity by mRNA
Vaccines against HLON8 and H7N9 Influenza Viruses

Kapil Bahl !, Joe J Senn ?, Olga Yuzhakov *, Ale Biodistributia ARNm H10 in plasma si tesut dupd administrarea intramusculard la soareci

Mike Smith 2, Orn Almarsson 2, James Thomps

Matrice t (ore) Cmax (ng/ml ASC (ng.ora/ml) t  (h)
Ciaramella 1** s ) 0-264h 1/2
Medie SE Medie SE
Maduva osoasa 2.0 3.35 1,87 N/A NC
Creier 8.0 0,429 0,0447 13.9 1,61 NR
Cecum 8.0 0,886 0,464 11.1 5.120 NC
Colon 8.0 1.11 0,501 13,5 5.51 NC
Ganglionii limfatici distali 8.0 177.,0 170,0 4.050 2.060 28,0
[nima 2.0 0,799 0,225 6,76 1,98 3,50
fleon 2.0 3,54 2,60 22,6 10.8 5.42
Jejunul 2.0 0,330 0,120 L.24 0,931 8.24
https://pmc.ncbi.nim.ni Rinichi 2.0 1.31 0273 9,72 1,44 11.4
h_qov/artic|es/PMC547 Ficat 2.0 47.2 8,56 276 37,4 NC
5249/ Pliman 2.0 1,82 0,555  12.7 2,92 16.0
Muschi (locul injectarii) 2.0 5.680 2.870 95.100 20.000 18,8
———
Plasma 2.0 547 0,629 35,5 541 9,67
Ganglionii limfatici proximali 8.0 2.120 1.970 38.600 22.000 25,4
Rect 2.0 1.03 0,423 14,7 3,67 NR
Splina 2.0 86,9 29.1 2.270 585 25,4
Stomac 2.0 0,626 0,121 11.6 1.32 12.7

Testicule 8.0 2.37 1.03 36,6 11.8 NR


https://pmc.ncbi.nlm.nih.gov/articles/PMC5475249/
https://pmc.ncbi.nlm.nih.gov/articles/PMC5475249/
https://pmc.ncbi.nlm.nih.gov/articles/PMC5475249/

Concentrations of mMRNA-1647 were quantifiable in the majority of tissues examined at the first time
point collected (2 hours post-dose) and peak concentrations were reached between 2- and 24-hours

FUROPEAN MEDICINES AGENCY post-dose in tissues with exposures above that of plasma. Besides injection site [muscle] and lymph

SCIENCE MEDICINES HEALTH nodes [proximal and distal], increased mRNA concentrations (compared to plasma levels) were found
11 March 2021 in the spleen and eye. Both tissues were examined in the frame of the toxicological studies conducted
EMA/15689/2021 Corr.1** with mRNA-1273 final vaccine formulation. Low levels of mRNA could be detected in all examined
Committee for Medicinal Products for Human Use (CHMP) tissues except the kidney. This included heart, lung, testis and also brain tissues, indicating that the
Assessment report mRNA/LNP platform crossed the blood/brain barrier, although to very low levels (2-4% of the plasma
COVID-19 Vaccine Moderna level). Liver distribution of mRNA-1647 is also evident in this study, consistent with the literature

reports that liver is a common target organ of LNPs.
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the biodistribution study and the repeat-dose toxicology, both using IM administration.
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detected in most tissues, with the greatest levels in plasma observed 1-4 hours post-dose. Over 48
hours distribution was mamly observed to liver, adrenal glands, spleen and ovaries, with maximum
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2 concentrations observed at 8-48 hours post-dose. Total recovery (% of injected dose) of radiolabeled
f 2 LNP+modRNA outside the injection site was greatest in the liver (up to 21.5%) and was much less in
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Following plasma clearance, the liver appears to be to major organ to which ALC-0315 and ALC-0159 ,[
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Mean Recovery of Total Radioactivity in Tissues Following Single Intramuscular Administration
of [FH]-08-A01-C01 to Wistar Han Rats

b

b ht

Target Dose Level: 50 pg mRNA/Animal; 1.29 mg Total Lipid/Animal

w e L

/

N
Results expressed as % administered dose
Sample 0.25 min 1h 2h 4h 8h 24h 48 h
Male Female Male Female Male Female Male Female Male Female Male Female Male Female
| Adrenal glands 0.001 °0.001 0.002 0.012 0.005 0.015 0.012 0.018 0.026 0.043 0.083 0.049 0.104 0.108 'I
Bladder 0.000 °0.000 0.001 0.001 0.001 0.001 0.001 0.001 0.002 0.000 0.002 0.001 0.002 0.002
I Bram 0011 00002 0010 0016 0.021 0.019 0021 0011 0.014 0.007 0012 0007 0011 0.007
Evyes 0000 0000 0000 0ol 0001 0.001 0002 0001 0002 0001 0002 0001 0003 0002
Heart 0.028 °0.008 0.032 0.079 0.065 0.102 0.067 0.052 0.061 0.022 0.035 0.018 0.039 0.020
Injection site 32.887 6.815 68.829 | 36411 39053 | 24.094 | 47.710 9.056 18.731 24993 | 31957 | 26295 | 32823 16.426
Kidnevys 0.069 0.030 0.077 0.171 0.149 0272 0.136 0.082 0.109 0.040 0.068 0.039 0.071 0.042
| Large intestine 0.011 °0.004 0.018 0.032 0.054 0.075 0.236 0.148 0.463 0.346 1.091 0.293 0.810 0.714
Liver 0.995 0.209 2.834 2.907 7.629 7.030 15.027 8.699 21.519 14.580 19.901 10.977 13.953 18.357
Lun 0.082 0.022 0.085 0.117 0.189 0.162 0.226 0.112 0.180 0.064 0.136 D.Dﬁ 0.131 0.070
T 1) e 1 0 B ) [ — S X7 —
Pancreas 0.005 0.001 0.006 0.008 0.015 0.012 0.013 0.017 0.014 0.016 0.013 0.009 0.015 0.023
| Prturtary gland 0.000 “0.000 0000 0.001 0.000 0.001 0.001 0.000 0.000 0.000 0.000 0.000 0.000 0.001
Prostate (males) 0.001 - 0.001 - 0.002 - 0.003 - 0.003 - 0.004 - 0.003 -
Salivary glands 0.004 °0.002 0.005 0.008 0.007 0.009 0.009 0.006 0.007 0.003 0.008 0.003 0.010 0.007
Small intestine 0.032 °0.015 0.124 0.135 0.353 0.285 0.623 0.462 0.972 0.580 1.275 0.536 0.971 0.698
Spinal cord 0.001 °0.000 0.001 0.002 0.001 0.002 0.003 0.002 0.001 0.001 0.001 0.001 0.001 0.001
Spleen 0.014 °0.011 0.087 0.098 0.232 0418 0.351 0.419 1.118 0.845 0.957 0.685 0914 1.146
Stomach 0.008 °0.003 0.016 0.022 0.033 0.035 0.037 0.022 0.055 0.024 0.054 0.020 0.049 0.029
Testes (males) 0.007 - 0.010 - 0.017 - 0.030 - 0.034 - 0.074 - 0.074 -
Thymus 0.005 °0.002 0.006 0.008 0.008 0.012 0.018 0.006 0.012 0.003 0.009 0.004 0.008 0.007
Thyroid 0.000 °0.000 0.000 0.001 0.001 0.001 0.001 0.001 0.001 0.000 0.001 0.000 0.001 0.001
Uterus (females) - °0.002 - 0.011 - 0.015 - 0.008 - 0.016 - 0.018 - 0.022
°=Mean includes results calculated from data less than 30 cpm above background
g
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LuniJ20 septembrie 2021, a Institutul de Patologie din Reutlingen, vor fi prezentate rezultatele autopsiilor a opt persoane decedate dupa ce
au primit vaccinarea impotriva COVID-19. Analizele histopatologice au fost efectuate de patologii Prof Dr Arpe Burkbardtsi Prof. Dr Walter

Laggl Constatarile confirma observatia Prof. Dr. Peter Schirmacher, conform careia, in peste 40 de autopsii efectuate de acesta la persoane

decedate in decurs de doua saptamani de la primirea vaccinarii impotriva COVID-19, aproximativ o treime au decedat ca urmare directa a

vaccinarii. Detalii microscopice ale modificarilor tesuturilor vor fi prezentate in cadrul conferintei de presa transmise in direct. Prof. Dr.
— ’ ’

Werner Bergholz va prezenta parametrii actuali pentru inregistrarea statistica a datelor de vaccinare.

probelor de vaccin COVID-19 realizata de un grup de cercetare

Conferinta de presa va prezenta, de asemenea, rezultatele unei analize a

austriac, care se aliniaz3 cu descoperirile oamenilor de stiinta din Japonia si SUA. In vaccin au fost detectatelcomponente metalice

nedeclarate. Vizual, aceste elemente ale vaccinului sunt vizibile datorita formei lor neobisnuite.
S

Rezultatele cercetarilor dau nastere unor cerinte '|ur'|dice Si Eoliticei cum ar fi colectarea imediata de informatii de catre autoritati pentru a

evalua riscurile pentru sanatatea populatiei pe care le Erezinté vaccinurile Tmeotriva COVID-19. De exemplu, semnele precoce ale fertilitatii
reduse la persoa nele vaccinate pot fi examinate prin revizuirea registrelor FIV. ReEistrele de cancer Eot oferi informatii despre dezvoltarea

cancerului prin modificari genetice ale ARN-ului viral. Ar trebui luata in considerare o suseendare a vaccinarilor im potriva COVID-19.
https://pathologie-konferenz.de/SEM_AZ BP_JJ_short_online.pdf
https://pathologie-konferenz.de/Tod_nach COVID-Impfung www_pathologig«konferenz_de.pdf
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Astra-Zeneca, Biontech-Pfizer and
Johnson&Johnson COVID-19 ,vaccines”

investigated by means of

Scanning Electron Microscopy (SEM)

Kt

Prof. Dr. WerneiBergholz
Spectroscopie cu raze X cu dispersie
de energie (EDX)
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precum fierul si cromul.
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Dr. Geanina Hagima: Noua medicina
tehnologizata post-covid — directie ceruta
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TEHNOLOGIILOR INVIZIBILE
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The Moderna and Comirnaty B4-5 vaccines do not
contain nitrogen and phosphorus (energy dispersive X-
ray spectroscopy), so they do not contain mRNA.

Nanotechnology in covid vaccines
By GEANINA HAGIMA
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