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1. Preliminary remarks
1.1 Classification of the product Comirnaty as a genetic vaccine

The medical product Comirnaty (BNT162b2, BioNTech/Pfizer, "Covid-19 vaccine", active ingredient:
tozinameran, modified mRNA for the spike protein of SARS-CoV-2) to be assessed is not a classic
vaccine as defined before 2019, but represents a new mode of action, a "novel mRNA technology"
(regulations on gene-based vaccines, German Bundestag: WD-9-116-20-pdf-data.pdf).

Classic vaccines contain either attenuated or killed pathogens or the antigen/several antigens, i.e.
components of pathogens against which the vaccinated person's body is supposed to develop an
immune reaction. Vaccines with killed pathogens or pure antigens are called inactivated vaccines (e.g.
tetanus, diphtheria, hepatitis B), those with attenuated pathogens are called live vaccines (e.g.
measles, mumps, rubella). In order to strengthen the immune response, adjuvants are added to classic
vaccines, which stimulate the innate immune system to produce cytokines and thus strengthen the
response to the vaccine. In modRNA-based vaccines such as Comirnaty, the components of the lipid
particles themselves serve as adjuvants.

According to "Impfen-Info.de" from the Federal Centre for Health Education, Comirnaty falls into the
new class of gene-based vaccines. "With these vaccines, it is not the pathogen itself or components of
the pathogen that are inoculated, but the genetic information, i.e. the blueprint for components of
the pathogen. This leads to body cells "reading" this blueprint and producing these parts of the
pathogen themselves. The genetic material is the blueprint for one or more antigens of the pathogen.
Antigens are components of the pathogen to which the immune system reacts and develops a defense.
Gene-based vaccines include mRNA vaccines, vector vaccines and DNA vaccines."

The three principles of the vaccine classes are defined by the Paul Ehrlich Institute in a diagram as
follows: (https://www.pei.de/DE/newsroom/hp-meldungen/2022/220221-covid-19-pandemie-
impfstoffe-im-fokus.html) Here, the gene-based vaccines are even referred to as "genetic vaccines". A
term that is used below for Comirnaty.


https://www.bundestag.de/resource/blob/852226/d37bc32fab0a37e0c6009d2e93d2a075/WD-9-116-20-pdf-data.pdf
https://www.pei.de/DE/newsroom/hp-meldungen/2022/220221-covid-19-pandemie-impfstoffe-im-fokus.html
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Figure 1: The Paul-Ehrlich-Institut's vaccine class definition (Q: Messages - COVID-19 pandemic
- Vaccines in focus - Paul-Ehrlich-Institut)

According to the scientific service of the German Bundestag (Regulations on gene-based vaccines, Dt.
Bundestag: WD-9-116-20-pdf-data.pdf), Comirnaty as a genetic RNA vaccine ("novel mRNA
technology") does not fall under the term gene therapy. This corresponds to the definition of gene
therapy as amended on June 20, 2019 (Annex |, Part IV, Section 2.1 of Directive 2001/83/EC, cited in
Regulations on gene-based vaccines, German Bundestag: WD-9-116-20-pdf-data.pdf), which pre-

emptively excluded genetic vaccines from the group of gene therapy medicinal products. ("Medicinal
products containing mRNA, which are vaccines against infectious diseases, are not classified as gene
therapy medicinal products and therefore not as ATMPs in accordance with Annex |, Part IV, Section
2.1 of Directive 2001/83/EC."). The EMA also confirms on a dedicated information page on its website
that "mRNA vaccines" are not gene therapy medicinal products, but are classified as "biotechnology
medicinal products" (COVID-19 vaccines: key facts | European Medicines Agency (EMA) (europa.eu))

Technically speaking, Comirnaty's mechanism of action corresponds most closely to a transfection due
to the packaging of the gene information (here: RNA) in a lipid envelope, the properties of which are
used to introduce the RNA into the cell, because: "Transfection is the introduction of foreign DNA or
RNA into a cell. Transfection typically leads to the stimulation of the host cell's protein synthesis
apparatus with the formation of the gene product." (Transfection - DocCheck Flexikon).

Comirnaty (as well as comparable products characterized by the nucleic acid packaged in lipid
envelopes) can therefore technically be seen as an effective transfection system. With this system,
foreign genetic material (here: RNA which codes for the spike protein of the SARS-CoV-2 virus) is
introduced into potentially all body cells with the help of so-called cationic lipids (the predominantly
used lipids of the lipid nanoparticles) in order to stimulate the production of the spike protein as a
viral, foreign protein. This spike protein should then be presented on the cell surface by the transfected
cells in order to stimulate the human immune system to react against this foreign protein (antigen).


https://www.pei.de/DE/newsroom/hp-meldungen/2022/220221-covid-19-pandemie-impfstoffe-im-fokus.html
https://www.pei.de/DE/newsroom/hp-meldungen/2022/220221-covid-19-pandemie-impfstoffe-im-fokus.html
https://www.bundestag.de/resource/blob/852226/d37bc32fab0a37e0c6009d2e93d2a075/WD-9-116-20-pdf-data.pdf
https://www.bundestag.de/resource/blob/852226/d37bc32fab0a37e0c6009d2e93d2a075/WD-9-116-20-pdf-data.pdf
https://www.ema.europa.eu/en/human-regulatory-overview/public-health-threats/coronavirus-disease-covid-19/covid-19-medicines/covid-19-vaccines-key-facts
https://flexikon.doccheck.com/de/Transfektion

In contrast to the comparable group of classic antigen vaccines, in which the vaccine antigen of a
pathogen (e.g. HBsAg from hepatitis B) is genetically engineered in transfected cell cultures (so-called
recombinant antigen) and inoculated after purification, genetic RNA vaccines such as Comirnaty
involve the transfection and genetic engineering of the recombinant antigen directly in the body of
the vaccinated person. This eliminates the need for costly and contamination-prone cell cultures and
turns the vaccinated people themselves into the antigen production site.

In principle, this transfection by vaccination with Comirnaty is a classic genetic engineering application
as defined by the Genetic Engineering Act (umwelt-online: Gesetz zur Neuordnung des

Gentechnikrechts (1) GenTG §3 GenTG, Begriffsbestimmungen - 3a): Methods of modifying genetic

material in this sense are in particular: b) "methods in which genetic material is introduced directly
into an organism which has been produced outside the organism and does not occur naturally therein,
including microinjection, macroinjection and microencapsulation."

In relation to Comirnaty: by vaccinating the lipid-encapsulated RNA, genetic material is actually
introduced directly into the organism (of the vaccinated person), because the genome (genetic
material) of the corona virus SARS-CoV-2 consists of RNA (unlike the human genome, for example,
which consists of DNA). The RNA was produced in vitro at Pfizer or BioNTech, i.e. outside the organism.
The gene for the SARS-CoV-2 spike protein does not occur naturally in human cells and the lipid
nanoparticles fulfil the aspect of microencapsulation.

According to the old GenTG, every recipient of Comirnaty would thus become a "genetically modified
organism" (GMO). However, this was changed in the amendment of 21.12.2004 to the effect that
genetic techniques on humans no longer lead to a GMO, because in the current version of the GenTG
(https://www.umwelt-online.de/regelwerk/cgi-
bin/suchausgabe.cgi?pfad=/gefstoff/gen_tech/zz05.htm&such=Umweltaktuellen version) a GMO is
"an organism, with the exception of humans, whose genetic material has been modified in a way that
does not occur under natural conditions through crossing or natural recombination {(...)".

The advantage of this "novel mRNA technology", the significantly simpler, faster and cheaper
production of the genetic RNA vaccine compared to the more complex production of classic vaccines,
is offset by a number of fundamental disadvantages and risks when vaccinating substances such as
Comirnaty, the most important of which are presented below:

1) The number and type of cells transfected and thus genetically transformed into spike
producers within the body cannot be predicted or verified. In vitro, in cell culture (e.g. yeast
cells in the production of the hepatitis B antigen), this process is defined and easy to monitor,
but not in a complex organism such as humans.

2) The production of the desired antigen from the transfected genetic information depends on
many environmental conditions and the intracellular environment of the transfected cells. This
is also unpredictable in the complex organ and tissue system of the vaccinated person and
corresponds to a "black box". Consequently, the quality and quantity of the antigen produced
in vivo cannot be controlled.

3) Itis known from the transfection of cell cultures that with this technique many cells lose their
integrity and perish due to the fusion of the lipid particles with the cell membrane. This is
minimized by even and diluted distribution of the transfection solutions over the culture. In


https://www.umwelt-online.de/regelwerk/cgi-bin/suchausgabe.cgi?pfad=/gefstoff/gen_tech/zz05.htm&such=Umweltaktuellen%20Fassung
https://www.umwelt-online.de/regelwerk/cgi-bin/suchausgabe.cgi?pfad=/gefstoff/gen_tech/zz05.htm&such=Umweltaktuellen%20Fassung
https://www.umwelt-online.de/regelwerk/cgi-bin/suchausgabe.cgi?pfad=/gefstoff/gen_tech/zz05.htm&such=Umwelt
https://www.umwelt-online.de/regelwerk/cgi-bin/suchausgabe.cgi?pfad=/gefstoff/gen_tech/zz05.htm&such=Umwelt

the case of vaccination, however, the transfection substance is injected in a concentrated form
at one location, meaning that possible cell damage or problems with high "on-site
concentrations" are possible.

4) As this is a novel technique, which was used for the first time on a large scale as part of the
anti-Covid vaccination campaign, little is known about the effects of the individual components
of the very elaborately produced active ingredient and the accompanying and auxiliary
substances in the body of the "vaccinees".

5) The manufacturing process involves a large number of process steps using genetic engineering
methods. The chemical reactions in these methods with enzymes and building blocks are not
reliably controlled, even on a laboratory scale, and therefore almost inevitably lead to end
products that are not precisely defined and not highly pure on a large technical scale.
Production process "2" using bacteria and plasmids, which is discussed in detail below, should
be emphasized here.

Further product-specific effects (including special features of the spike protein of SARS-CoV-2) of
Comirnaty in connection with possible damage to the organism are dealt with in detail under points
2.1-2.2.

Despite these genetic engineering mechanisms, for the sake of simplicity, the naturalized term
vaccination is largely retained here with the addition of "genetic" (genetic vaccination), although this
novel mRNA technology is correctly a transfection.

1.2 Ingredients of Comirnaty:

Summary of ingredients is seen on (https://www.vfa.de/de/arzneimittel-
forschung/coronavirus/corona-impfstoffe-herstellung)

See also Table 1 under point 1.4.5.3

Active ingredient:

Tozinameran = modified mRNA for the spike protein of SARS-CoV-2 (the name Tozinameran has been
proposed but not yet authorized by the WHO).

For a more detailed description of the active substance, see the EMA assessment report (Comirnaty,
INN-tozinameran, tozinameran/riltozinameran, tozinameran/famtozinameran (europa.eu);

Point 2.2.2 Active Substance - General Information (Translated):

"The active substance consists of a single-stranded, 5'-capped mRNA that is translated into a codon-
optimized sequence encoding the spike antigen of SARS-CoV-2. The vaccine is based on the spike
glycoprotein (S) of SARS-CoV-2. The sequence was chosen based on the sequence for the "Severe acute
respiratory syndrome corona virus 2 isolate Wuhan-Hu-1". The protein sequence contains two proline
mutations, which ensures antigenically optimal prefusion confirmation (P2 S). The RNA contains no
uridine; instead of uridine, the modified N1-methylpseudouridine is used in the RNA synthesis."


https://www.vfa.de/de/arzneimittel-forschung/coronavirus/corona-impfstoffe-herstellung
https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-report_en.pdf
https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-report_en.pdf

*  ((4-Hydroxybutyl)azanediyl)bis(hexane-6,1-diyl)bis(2-hexyldecanoate) (ALC-0315)
= 2-[(polyethylene glycol)-2000]-N,N-ditetradecylacetamide (ALC-0159)

= 1,2-Distearoyl-sn-glycero-3-phosphocholine (DSPC = colfosceril stearate)

*= Cholesterol

Substances for adjusting the pH value and other salts:
= Potassium chloride
» Potassium dihydrogen phosphate
*= Sodium chloride
* Sodium monohydrogen phosphate 2H O,

Other ingredients:
= Sucrose
=  Water for injection purposes

1.3 The manufacturing process as the basis of the possible harmful potential

Sources considered:

Description under point 2.2.2 Active Substance in the EMA Assessment Report
(https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-
report_en.pdf) and point 7.1 (Manufacturing Process) in the Presubmission Meeting Briefing
Document in the BioNTech presentation Australia (FOI 2389 document 3-1 (tga.gov.au)) as well asin a
publication (Rosa SS 2021).

According to the report, the process described applies both to the production site Wyeth BioPharma
Division, Andover in the United States (Pfizer) and to the two German production sites BioNTech
Manufacturing GmbH, Mainz, and Rentschler Biopharma SE, Laupheim.

In general, when assessing Comirnaty, it is important to note that there were two different
manufacturing processes, the so-called "Process 1", in which the DNA starting material for RNA
synthesis was produced using PCR (Figure 2, left column) and "Process 2", in which the DNA template
is a "linearized plasmid DNA" (Figure 2, right column).

Process 1 generated RNA was used for preclinical and clinical studies, Process 2 generated RNA for
global vaccination.


https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-report_en.pdf
https://www.tga.gov.au/sites/default/files/foi-2389-03-1.pdf

Comparison of Representative Messenger RNA Vaccine Drug Substance

Manufacturing Process (Process 1 vs Process 2)

Material

Starting Materials
ATP, CTP, GTP, m1 TP
CleanCay

DNA template (PCR-amplified)

Ancillary Materials
T7 RNA polymerase
Pyrophosphatase, RNase Inhibitor
Water for Injection, T7 reaction buffer

Calcium chloride
DNasel
EDTA

Magnetic Beads
EDTA

Ethanol wash with
ethanol/0.5 M NaCl solution

HEPES buffer, EDTA

Note: Drug substance and excipients are
depicted in bold.

Process Step
(Process 1)

(1) Transcription
Invitro RNA transcription
from the DNA template

(2a) DNA hydrolysis
Digestion of DNA to stop

transcription

Process Step
(Process 2)

(1) Transcription
In vitro RNA transcription from
the DNA template

|

(2a) DNA hydrolysis
Digestion of DNA to stop
transcription

|

(2b) Proteinase K digestion
Digestion of proteins to allow
removal by TFF

|

(3) Magnetic bead Purification
Removal of components utilized
or formed in the course of
production

(3) 2-Stage TFF purification
Removal of components utilized
or formed in the course of

production

|

(4) 0.2 pm filtration
Reduction of bioburden

Material

|

(4) 0.2 pm filtration
Reduction of bioburden

Pfizer Confidential

ProcessSteps

RNA drug substance
ALC-0315, ALC-0159
DSPC, Cholesterol

99% (v/v) ethanol

(12) Lipid Stock
Lipia atssoived in
ethanol,

(1b) RNA Stock
RNA difuted in citrate
buffer

0.2 pm filtration

50 mM citrate buffer (pH 4.0)
Water for injection

50 mM citrate buffer (pH 4.0)

1X PBS (pH 7.49)

1X PBS (pH 7.4)

| |

(2) LNP Formation and
Stabilization by Dilution

In-line mixing of conditioned and RNA
solutions, co-dilution With citrate buffer

l

(3) Concentration, Buffer
Exchange and Filtration

TFF process: Ultrafiltration, diafiltration,
followed by a final ultrafiltration; 0.2 pm bulk
filtration

l

(4) Concentration Adjustment and
Cryoprotectant

Concentration adjustment with 1X PBS,
dilution with eryoprotectant solution

l

(5) Sterile Filtration
0.2 pm sterile drug product filtration

(6) Aseptic Filling, Labeling and
Storage

Aseptic filing into sterile glass vials, sealing.
labeling and storage at -80 to -60°C

Pfizer Confidential

Material

Starting Materials
ATP.CTP, GTP. m1y TP

CleanCap

DNA template (linearized plasmid DNA)

Ancillary Materials
T7 RNA polymerase
Pyrophosphatase, RNase Inhibitor
Water for Injection. T7 reaction buffer

Calcium chloride
DNasel
EDTA

Proteinase K

300 kDa cellulose membrane
Stage I: HEPES buffer. EDTA.
ammonium sulfate

Stage 2: HEPES buffer, EDTA

Figure 2 shows the comparison of Process 1 and 2 during production (Q: FOI 2389 Document
3-1) Process 1 with the DNA template from PCR products on the top left and Process 2 with the DNA
template from a literaturized plasmid on the right.

According to the manufacturer, the manufacturing process for the active ingredient BNT162b2

comprises various main steps, which can be summarized as follows:

1.3.1. production of the "sample template (DNA template)" as a double-stranded DNA
molecule with the desired sequence. Here: coding for the spike protein of SARS-CoV-2 Wuhan 1
variant, supplemented by the incorporation of two amino acids proline instead of the original amino

acids lysine and valine - the latter with the idea of stabilizing the spike. This DNA template is optimized

based on the known sequence information in the computer for the human genome apparatus and with
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regard to the desired RNA properties (i.e. changed from the viral codon signature to the signature
common in human cells, see also point 1.4.1. and also the flanking ends of the resulting RNA are
changed for greater stability and then produced as synthetic DNA).

1.3.2. amplification of the starting template, in order to have sufficient DNA molecules available
for RNA production. Two processes were used for this purpose - for preclinical and clinical testing, the
DNA template was amplified using the polymerase chain reaction (PCR) (so-called process 1, according
to the EMA: "clinical trial material"). For clinical use in the vaccination campaign, the DNA template
was cloned into a plasmid (see explanation under point 3.2.2.). The corresponding genetically
engineered plasmid was introduced into E. coli bacteria by transfection and these were amplified in
suitable cultures in the fermenter. After purification of the plasmids from the bacteria, the desired
genetic material is enzymatically excised from the plasmids and is then available as a replicated DNA
template for RNA production (process 2, according to EMA "commercial process")

See also Figure 2 and fact check Pharmaz. Zeit. (Fact check: mRNA vaccines contaminated with DNA)

"A key difference between the two processes lies in the origin of the DNA: in process 1, it is produced
cell-free in a test tube using a polymerase chain reaction (PCR); in process 2, it is obtained as plasmid
DNA from bacteria."

1.3.3 RNA synthesis. RNA is synthesized from the purified linear DNA template using the enzyme T7
RNA polymerase via an in-vitro transcription step (translation of DNA into RNA). The modified 1N-
methyluridine is incorporated instead of the nucleotide uridine (shown in the nucleic acid sequences
with the symbol: ¥). The product is the modified RNA (modRNA), the actual active substance.
Furthermore, the RNA-ends are also modified to make the modRNA more stable and longer-lived
overall. See Figure 2 with the corresponding information on the BioNTech website.
(https://biontech.de/de/how-we-translate/mrna-therapeutics

The slightly modified current version of the relevant information on BioNTech's website is shown in
Figure 3 with comments.

Enthélt die “Vaccine” normale mRNA?- Von der Biontech Webpage: NEIN!

Qur mRNAs all contain basic structural elements that we believe are critical for successful FUTR
development:
5’ cap: Incorporation of a unique cap analogue into the mRNA helps to achieve superior ( _ "l AAAA

translational performance by stabilizing the mRNA molecule and directing the immune s'Cap S'UTR ORF FUTR  Poly(A)tail

response.
3’ untranslated region: The composition and structure of the 3’ untranslated regions of the

mRNA molecule are important determinants of the intracellular stability of mRNA. AAAA
Poly(A) tail: We have performed extensive research on the structure of the poly(A) tail and

the translational performance of mRNA and customized our template design accordingly. s'Cap Poly(A) tail

u-' l-!-alE- l.!, l-!' We have profound expertise in incorporating naturally-

occurring modified nucleosides into our therapeutic
W mRNAs. We have demonstrated that the presence of a

variety of modified nucleosides in the manufactured

mRNA suppresses its intrinsic immune activation, while

Non-immunogenic vector leading to superior protein production for long duration.
Strong antibody responses Deimmunizing mRNA by incorporating modified
Therapeutic protein delivery nucleosides helps to avoid production of anti-drug

antibodies and broadens the therapeutic application of
these types of mRNA drugs.


https://www.pharmazeutische-zeitung.de/faktencheck-mrna-impfstoffe-mit-dna-verunreinigt-144296/
https://biontech.de/de/how-we-translate/mrna-therapeutics
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Figure 3: the RNA modification as advertised by BioNTech (Q: Modified from BioNTech
webpage)

1.3.4 Various purification and filtration steps are intended to separate the modRNA of the
correct length from by-products such as DNA residues, RNA fragments that are too short or too long,
or RNA/RNA or RNA/DNA hybrids. For this purpose, the DNA is digested via hydrolysis using the enzyme
DNAsel and the amplified modRNA is freed from DNA residues and protein residues using magnetic
beads in process 1 and tangential flow filtration and proteinase K digestion in process 2.

According to BioNTech itself (Annual Report 2020, to be found here: Annual Reports | BioNTech) page
45 "...around 50,000 steps are required from the production of the mRNA to the final bulk vaccine"

Der Produktionsprozess lasst sichin vier libergeordnete Phasen untergliedern:

\ ) =)
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7 S e 33355
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mRNA-Produktion Filtrationund Konzentration Formulierung Filtration und Abfiillung
Mittels Bloreaktoren werden kirper Nach der mRNA-Produktion wird die Zum Schutz und zur zielgerichteten Das fertige medizinische Produkt wird
elgene biochemische Reaktionen Substanz aufgereinigt, konzentriert Abgabe wird der medizinische Wirkstoff schlieRlich filtriert, sterl in Flasch
nachgebildet und repliziert - mehr und der so entstandene medizinische mit einer Mischung aus Lipiden kom chen abgefiillt und etikettiert. Vor dem
als 500 mRNA-Kopien kénnen aus Wirkstoff ineinem letzten Schritt biniert, sodass sog. Lipid-Manopartikel Verpacken erfolgt abschlieBend eine
einer DNA-Vorlage hergestelit werden. gefiltert. (LNP) die mRMA verkapseln. strenge Qualititskontrolle.

Figure 4: Steps from RNA production to bottling as presented in BioNTech's 2020 Annual
Report.

1.3.5 To produce the transfectable lipid-modRNA nanoparticles, the purified modRNA is
mixed with the lipid mixture in a controlled manner (Figure 3, point 3). According to the manufacturer
and approval documents, the aim is to produce particles with a diameter of less than 100 nm.


https://investors.biontech.de/de/financials-filings/annual-reports
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BNT-162 LNP

Lipid nanoparticle (LNP) formulation

The BNT162 vaccine candidate RNA is encapsulated into LNPs, which protect the RNA
from degradation and enable transfection of the RNA into host cells after IM injection. The
same LNP formulation is used for all of the BNT162 vaccine candidates (Figure 1).

Lipid nanoparticle (LNP)

Cationic lipid -~
RNA

Helper lipid —

"~ PEG-Lipid

+——— 60-120nm ———»

Figure 1: Schematic overview of a LNP

Pfizer Confidential

Figure 5 for the specification of lipid nanoparticles (LNP). It should be noted that an acceptable
size in the range of 60-120 nm is specified here. (Q: Q: FOI 2389 Document 3-1, page 20)

1.3.6 For the end product, the transfectable lipid nanoparticles are then purified in various steps
and adjusted to the desired final concentration before being filled into the medication vials after sterile
filtration. (Figure 2 from step 3 in the flow chart)

1.4 Production steps with hazard potential

1.4.1 The DNA template.

DNA with the corresponding gene sequence is required as starting material for the production of large
quantities of RNA. This is where the signature of the subsequent RNA is determined. The most
important problem in designing the DNA template of the gene for the SARS-CoV-2 spike protein is that
the original gene from the active virus was not used for the vaccine. Instead, various modifications
were made to the natural sequence in the computer to make the subsequent RNA more effective,
stable and long-lasting. These modifications mainly involved codon optimization. In the genetic code,
several different base triplets often code for the same amino acid, and the frequency of triplets varies
from organism to organism. Furthermore, rather rare triplets mean that the production process of the
resulting protein on the ribosomes is slowed down (it takes longer to find the right transfer RNA with
the amino acid that can bind). This delay is important because it gives the molecule time to fold
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spatially - a crucial prerequisite for its subsequent correct function. As part of the codon optimization
applied by BioNTech, the base triplets, which each code for one amino acid, were modified in such a
way that they work as effectively as possible, i.e. with high throughput - albeit artificially "tuned". From
the manufacturer's point of view, this serves to improve the yield of proteins due to the greater
stability and durability of the codon-optimized RNA in the host cells. On the other hand, the mRNA is
adapted as closely as possible to the codon patterns of the intended host cells (humans) and typical
"viral" codon patterns (of the SARS-CoV-2 original RNA) are eliminated. This is necessary because viral
codon patterns from the original gene sequence would cause the host cell to recognize the RNA as
foreign and infectious with the help of special recognition sensors (receptors) and "sound the alarm".
This would immediately trigger immune activation against the transfected cells, which is undesirable
(Sahin U 2014). However, this codon optimization obviously did not take into account the important
function of slowing down protein synthesis for the correct folding of the three-dimensional final
structure, so that problems with the correct spatial structure and corresponding malfunctions are to
be expected here.

The intended RNA sequence was also designed in the DNA in such a way that particularly effective start
sites (at the 5' end of the RNA) for protein production and end pieces on both sides (at the 5' and 3'
end) of the RNA for better longevity (primarily prevents the degradation of the RNA in the cell) were
incorporated into the DNA matrix. This principle "structural modifications for tuning mRNA
pharmacokinetics" was already published in 2014 in the seminal publication by Comirnaty developers
Sahin, Kariko and Tureci (Sahin U 2014).

a Structural modifications for tuning mRNA pharmacokinetics

Coding region: Poly(A) tail:
5'-cap modifications: * Optimized codon usage to * Masked/unmasked poly(A)
* Uncapped, functional when improve translation affecting translation
combined with IRES * Optimized base usage to reduce * Length of poly(A) tail affecting
* Cap analogues mediating endonucleolytic attack stability
binding to elF4E * Modified nucleotides inhibiting
* Cap analogues conferrin ) deadenylation
resFi)stancegto decapping o Cap Poly(A) tail —
5' AARR 3" UTR:
5" UTR: 5" UTR ORF 3 UTR —— | * Sequence elements mediating
* Regulatory sequence elements binding to proteins involved in
binding to molecules involved in ‘ J mRNA trafficking and translation
mRNA trafficking and translation * Sequences repressing
* Sequences inhitgting Whole IVTmRNA: . deadenylation of mRNA
5'-exonucleolytic degradation * Use of modified nucleosides for
» IRESs modulating innate immune activation
* Engineering favourable secondary

structures by sequence optimization

Figure 6: The modifications of the modRNA are shown and described in a publication by Sahin,
Kariko and Tireci in Nature Drug Discovery from 2014 Figure 3a.

1.4.2 Duplication of the DNA template as starting material for RNA production

Only process 2 will be discussed here, as this is used for the commercialized use of the product, i.e. the
vaccination campaign, and is relevant for possible vaccination damage caused by Comirnaty.



14

How this process is optimally designed was described very well and vividly back in 2021 in an article in
the New York Times (https://www.nytimes.com/interactive/2021/health/pfizer-coronavirus-
vaccine.html), which is now behind a paywall but is still available.

In patent GB2594365A dated 16.04.2021 (GB2594365A - Coronavirus vaccine - Google Patents), the
use of the first step of vaccine production is described as follows: "Briefly, human codon optimized
SARS-COV-2 spike (GenBank: MN908947.3) was synthesized (Genscript) and cloned into an
expression plasmid. SARS-CoV2 complete genome sequences were downloaded from GISAID
Nucleotide database (https://www.gisaid.org)"

The nature of the so-called expression vector, a plasmid in which the gene for the spike protein is
genetically inserted (cloned), is decisive in assessing the potential danger. In the first patent on
"Coronavirus vaccines and methods of use" dated March 19, 2020 from BioNTech (EP4121104A2 -
Coronavirus vaccines and methods of use - Google Patents), a number of different plasmids are listed
under point [000195]. By sequencing the plasmid then selected (gene bank no. PP544445 from the
finished RNA injection solution and by analysing the sequence of the plasmid found by Pfizer in the
submitted approval documents, several structures with hazard potential can be identified, of which

the critical SV40 promoter/enhancer (point 1.4.4.2 more on this) was interestingly not specified in the
approval documents (Rolling Review, Comirnaty | European Medicines Agency (EMA) page 24).

Figure S.2.3-1. pST4-1525 Plasmid Map
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Figure 7 shows the plasmid map as specified in the approval documents (Comirnaty | European
Medicines Agency (EMA) 24) (left), on the right the map determined on the basis of the sequencing data
(Kevin McKernan, Medical Genomics). In the map on the right, the coding regions for kanamycin and
the spike protein (yellow in the approval) are shown in red, and the Ori for E. coli (blue in the approval
map) in yellow.



https://www.nytimes.com/interactive/2021/health/pfizer-coronavirus-vaccine.html
https://patents.google.com/patent/GB2594365A/en?q=(corona)&inventor=Ugur+Sahin&oq=inventor:(Ugur+Sahin)++corona
https://www.gisaid.org/
https://patents.google.com/patent/EP4121104A2/en?q=(sars)&inventor=Ugur+Sahin&oq=inventor:(Ugur+Sahin)+sars
https://patents.google.com/patent/EP4121104A2/en?q=(sars)&inventor=Ugur+Sahin&oq=inventor:(Ugur+Sahin)+sars
https://www.ema.europa.eu/en/medicines/human/EPAR/comirnaty
https://www.ema.europa.eu/en/medicines/human/EPAR/comirnaty
https://www.ema.europa.eu/en/medicines/human/EPAR/comirnaty
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Insert for understanding: Plasmids

A plasmid is a small, ring-shaped DNA molecule that many bacteria have in addition to the main
chromosome. Plasmids can replicate independently within bacteria and can be exchanged between
different bacteria. Bacteria use plasmids to transfer special additional properties such as antibiotic
resistance to "colleagues", which is a major problem in the treatment of infections and the
development of multi-resistant germs.

Plasmids are THE key tool in molecular biology and are indispensable for the manipulation, research
and production of genes with desired properties. Molecular cloning, a technique for producing many
identical copies of genes, is inextricably linked to the use of plasmids. Plasmids serve as vehicles for
the multiplication of desired (foreign) genes in bacterial cells. In genetic engineering drug production,
which also includes the production of RNA vaccines, genes that code for a desired protein (e.g. insulin
or spike protein) are inserted into a plasmid using molecular genetic techniques. In order for these
plasmids with the additional gene to be accepted and replicated by the host bacteria, these plasmids,
also known as expression vectors, must have some additional properties that have also been artificially
incorporated. Nowadays, genetic engineering laboratories (or companies) can order such plasmids in
all possible variants from catalogues of specialized companies or even have them custom-made.

Bacteria that are supposed to reproduce the artificial plasmids do not normally accept any additional
gene ballast - but the artificial plasmid represents such a ballast. Therefore, all expression systems
contain one or more genes for enzymes that make the host bacterium resistant to antibiotics. The
corresponding antibiotics are used in the bacterial culture. Consequently, only those bacteria that
accept the plasmid and can therefore multiply in the antibiotic-containing culture medium can survive
here.

Depending on the planned use of the gene integrated into a plasmid and propagated in the bacteria,
additional control elements must be integrated (cloned) into the plasmid in addition to the antibiotic
resistance.

If the gene is "only" to be replicated, a simple starting point for the DNA replicating enzyme
(polymerase) of the host bacterium, the so-called ori (origin of replication), is sufficient.

If the gene in the bacteria is to be converted into an RNA, the cell machinery of the bacteria also needs
a starting point for special DNA-dependent RNA polymerases so that the DNA is converted into an RNA.
These starting points are called promoters. In the case of the plasmid for the production of Comirnaty,
this promoter is recognized by the so-called T7 polymerase and is therefore described on the genetic
maps as the T7 promoter. The T7 polymerase originates from a bacteriophage, a virus that can infect
bacteria. In nature, this T7 promoter is therefore only active in bacteria that are infected with the
corresponding T7 bacteriophage. Human cells do not have this T7 polymerase. They would not be able
to produce RNA from the plasmid if it entered the body with only the T7 promoter.

With the help of the T7 promoter and the pure T7 polymerase enzyme, the RNA molecules can then
be produced in vitro, i.e. in the laboratory, from the plasmid DNA.

1.4.2.1 The special feature of the plasmid used for Comirnaty, however, is that not only the
T7 promoter (which cannot be controlled by human cells) is used, but also a partial element from the
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promoter of a virus that can infect primates (and thus also humans). This promoter component is the
"enhancer" from the promoter region (Dean DA 1999) of the SV40 virus ("Simian Virus 40"). The
detection of this SV40 element results in several safety-relevant problems, which are discussed in
detail in a new publication (Kdmmerer U 2024). It should be noted here, that the enhancer element
used obviously has exactly the 72-base-long sequence that can effectively transport an attached DNA
into the nucleus of human cells (Dean DA 1999) and is not necessary for the actual production or
function of the modRNA vaccine. This element is classically used in plasmids for gene therapy. Here,
the introduction of the therapeutic gene(s) into the genome is desired in order to repair existing
genetic defects.

Deanetal Page 15
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Figure 8 for the SV40 enhancer element. A) The SV40 enhancer element identified in the
publication by Dean DA 1999 as critical for the nuclear transport of DNA (here as a particularly effective
duplex cassette of two 72 bp elements) is found in the sequence of the plasmid for Comirnaty production
(Genbank: PP544445; B). C) The existence of the critical SV40 enhancer double cassette in several
exemplary batches of Comirnaty could be proven by a suitable PCR (primer position in B) (From
Ké&mmerer U, 2024).

See also the following statement by Prof. F. Weber in a “Fact check” "mRNA vaccines against corona:
What does DNA have to do with it? “Or, if we take the plasmids used by Pfizer/BioNtech, they contain
a sequence called SV-40 enhancer. It goes back to Simian virus 40, a polyomavirus that can infect

monkeys and humans. The virus has the aforementioned enhancer sequence in its genome, which
helps the virus to bring its genome into the cell nucleus. This enhancer is in turn contained in the
plasmids for vaccine production. It wouldn't necessarily be needed, but it is frequently used."

What is missing from "is frequently used" is the fact that the "aforementioned enhancer sequence" is
actually frequently used - albeit in vectors for gene therapy. Fittingly, a publication by Pfizer scientists
with the beautiful title "The journey of a lifetime - development of Pfizer's COVID-19 vaccine" (Thorn
CR, 2022) explains what type of plasmids Pfizer/BioNTech is dealing with: "One critical starting material
for mRNA manufacturing is the DNA template encoding the antigen [15]. At Pfizer, we utilized prior


https://www.mdr.de/wissen/corona-mrna-impfstoffe-dna-grenzwerte-bedeutung-hintergrund-104.html
https://www.mdr.de/wissen/corona-mrna-impfstoffe-dna-grenzwerte-bedeutung-hintergrund-104.html
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plasmid DNA (pDNA) manufacturing technology expertize from Pfizer's Gene Therapy Program." This
directly confirms in the Pfizer publication that the spike gene was simply cloned into an existing plasmid
from the gene therapy program for the production of Comirnaty.

1.4.2.2 Is the SV40 element contained in the manufacturing plasmid in all batches and
active in principle?

It can be assumed that all batches were produced with the corresponding identical plasmid as a
template, because only this one plasmid was submitted to the regulatory authorities as the basic
plasmid for Comirnaty in the documents, but without declaring the critical SV40 enhancer range in
the initial submission. The production of the "master cell bank" with this plasmid (pst4-1525) is also
described here:

Preparation of pST4-1525 Master Cell Bank

The plasmid pST4-1525 pre-Master Cell Bank (pre-MCB) was generated by transforming Escherichia
coli DH10B competent cells with pST4-1525. A pure culture of transformed cells was produced by
growth on selective medium. A single colony isolate was then grown in liquid culture and aliquots
were taken and frozen to generate pre-MCB pST4-1525 preMCB_DH10B _20Apr2020.

Vials from pre-MCB pST4-1525_preMCB_DH10B_20Apr2020 were thawed to inoculate shake flasks
containing LB Broth, additional yeast extract and kanamycin to a final concentration of 50 ug/mL.
The flasks were placed in a shaker incubator (200 rpm) and incubated at 32 £ 2°C, for a maximum
of 10 hours. The cultures were stopped once the optical density (OD) at 600 nm (OD600) reached
a value of = 2.0. Sterile glycerol was added to the cell culture to a final concentration of 20% (v/v).
Aliquots of the formulated cell culture were dispensed into screw-cap cryovials, each containing
approximately 1.5 mL of cell suspension. The vials were frozen using a controlled rate freezer and
then transferred to storage in the vapor phase of liquid nitrogen freezers.

MCB DW8968 vials are stored at -125°C or colder. Storage is in the vapor phase of liquid nitrogen
in validated freezers, with temperature and alarm monitoring. The freezers are in controlled access
storage areas at multiple sites as a precaution against loss due to catastrophic events."

The evidence that the plasmid or components thereof or components of it are present in all vaccine
batches is now available thanks to a "subsequent submission" by BioNTech to the EMA in February
2024 (EMA/CHMP/21199/2024 - Type |l variation assessment report, on Comirnaty, see Figure 9) This
document is not available directly from the EMA, but was submitted to the court in a civil action by
BioNTech, documented at Pfizer admits the SV40 promoter in EMA documents) and is also not negated

by the regulatory authorities ("Evaluation of 236 batches manufactured between 2020 and 2023 at
three commercial manufacturing sites (Pfizer Global Supply (PGS) Andover, PGS Grange Castle, and
BioNTech Marburg) and encompassing four unique variants (Wildtype/Original and Omicron BA.1,
BA.4/BA.5, and XBB.1.5) demonstrates that residual DNA template results are similar across
manufacturing sites": Evaluation of 236 batches manufactured between 2020 and 2023 at three
commercial manufacturing sites (Pfizer Global Supply (PGS) Andover, PGS Grange Castle, and BioNTech
Marburg) and including four unique variants (Wildtype/Original and Omicron BA.1, BA.4/BA.5, and
XBB.1.5) demonstrates that residual DNA template results are similar across manufacturing sites, but
only indicated that official limits are not exceeded.

As an important side aspect, it should be noted that this subsequent notification is made to BioNTech
Manufacturing GmbH and not to the actual company, BioNTech SE nor by Pfizer.


https://drbine.substack.com/p/pfizer-gibt-den-sv40-promotor-in
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In this subsequently filed report from the beginning of 2024 (within the BioNTech documents under
seal, presented in court in a civil lawsuit, available via attorney Tobias Ulbrich or here Pfizer gives the
SV40 promoter in EMA documents to view) the presence of SV40 elements is now also mentioned,
with the addition that these are "unused".

Type II, B.I.z, To update the information in Medule 3.2.5.2.3 to provide additional information for
sequence elements in the plasmid DNAs used in the manufacturing process of the active substances

EUROPEAN MEDICINES AGENCY Tozinameran, Riltozinameran, Famtozinameran and Raxtozinameran, to present a risk assessment
C EI ES HEALTH

SCIEN CIN

The Applicant has submitted a variation applicable to provide additional information for sequence
elements in the plasmid DNAs used in the Comirnaty Original, B.1.1.529, BA.4/BA.5 and XBB.1.5. Circular

EMA/CHMP/21199/2024 Plasmid DNA and its derivative - Linear DNA template, used as starting material in BNT162b2 DS
Committee for Medicinal Products for Human Use (CHMP) manufacture.

derived from the backbene of the cloning vector originally used for the generation of plasmid DNA
Type II variation assessment report constructs for Comirnaty and include the SV40 sequence elements (SV40 PolyA signal, SV40
Promoter/Enhancer, including SV40 Origin), f1 Origin and TK PolyA terminator. As requested in previous
communication with the MAH, data on the origin/source, location and hypothetical function of those
elements are now provided in all relevant sections of the dossier.
Procedure No. EMEA/H/C/005735/11/0202
Therefore, it is in general agreed that the presence of residual DNA in Comirnaty, at levels below the
approved limits, and the possible presence of the non-utilized Sv40-derived sequence elements in the
Invented name: COMIRNATY residual DNA do not alter the overall safety profile of the vaccine and does not pose a risk to vaccinees.

demonstrates that residual DNA template results are similar across manufacturing sites and comply with

Common name: COVID-19 mRNA vaccine (nucleoside-modified)
The applicant also stated that the feasibility of removal of the non-utilized sequence elements from the

plasmid DNA starting material is currently under evaluation. This approach was endorsed by BWP,

Marketing authorisation holder (MAH): BioNTech Manufacturing GmbH

This application is in the area of: Quality

In conclusion, the Comimnaty variation EMEA/H/C/005735/11/202 is recommended for approval.

The benefit-risk balance of Comirnaty, remains positive.

eCTD sequences related to the procedure: 0598, 0605, 0613

Figure 9 shows the most important subsequently submitted points from the Assessment
Report submitted to with the most important passages in which reference is also made to the plasmid
and the SV40 control elements, including the EMA's decision that "the benefit-risk ratio of Comirnaty"
is nevertheless positive and approval is still recommended.

All Pfizer and BioNTech batches analyzed to date by RT-PCR and sequencing by independent
scientists show the 72 bp long element of the SV40 enhancer/promoter as a double cassette.

However, the fact that this SC40 promoter/enhancer element was not shown in the original plasmid
disclosure in the papers for the EMA (Figure 7 under point 1.4.2.), although in two scientific
publications by Pfizer employees (Thorn C 2022; Lewis LM 2023) it was explicitly emphasized that
plasmids from the Pfizer gene therapy program were used (see Figure 10), suggests that these crucial
sequence components were deliberately omitted. As can now be seen in the subsequently submitted
report, this SV40 enhancer element was described as inactive, contrary to the clear literature (point
1.4.2. in the preliminary remarks).

Particularly in view of the fact that the basic plasmid used originates from Pfizer's gene therapy
program, i.e. the SV40 elements were (and are) actively used by Pfizer in the plasmid in order to
introduce genes into the genome of patients as part of gene therapy, the question arises as to whether
either these plasmids are suitable for gene therapy or not, whether either these plasmids are
unsuitable for gene therapy due to "inactive" SV40 elements (which would call Pfizer's gene therapy
program into question) or, in the case of Comirnaty's production, whether they do contain active SV40
elements which - if they enter the cells - can in principle serve their original function as gene shuttles
into the genome.


https://drbine.substack.com/p/pfizer-gibt-den-sv40-promotor-in
https://drbine.substack.com/p/pfizer-gibt-den-sv40-promotor-in
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Development of Pfizer's COVID-19 Vaccine Thorn et al. 3
Leveraging drug-substance mRNA manufacturing
platforms (plasmid DNA template)
One critical starting material for mRNA manufacturing is
the DNA template encoding the antigen [15]. At Phizer,

we utilized prior plasmid DNA (pDNA) manufacturing

technology expertize from Pfizer’s Gene Therapy Pro- —

gram. This involved quickly screening all four plasmids L s
tor each vaccine candidate in parallel in five separate £. i AP

coli cell lines that were available. These transfected cell 2022 Deci7Br102803.

a1

Part of this ability for rapid development/production was derived from (1) prior mRNA
Lewis LM, et al.,
platform knowledge from an earlier collaboration between Pfizer and BioNTech for The Race to Develop the Pfizer-BioNTech
COVID-19 Vaccine 1 the
influenza, and (2) prior experience in manufacturing critical starting raw material (plasmid Pharmaceutical Scientists' Perspective. J
Pharm Sci. 2023 Mar;112(3):640-647.

|DNA) from Pfizer's Gene Therapy Program.l\'\/ith all advantages and challenges considered

Figure 10: Proof that the basic plasmid used with the SV40 elements originates from
Pfizer's gene therapy program. All authors of the two publications are listed as employees of Pfizer.

A request to the British regulatory authority (FW: FOI 24/212 DNA contamination present in the mRNA
COVID vaccines, SV40 promoter sequence etc - MHRA Customer Services - Outlook) shows that various

authorities are also aware that the SV40 promoter is contained in Comirnaty, but that it is also
dismissed here as "inactive".

"The presence of the SV40 promoter enhancer sequence is not the same as the presence of the whole
virus itself. The SV40 promoter enhancer sequence was found to be a residual DNA fragment in Pfizer-
BioNTech COVID-19 vaccine. The fragment is inactive, has no functional role, and was measured to be
consistently below the limit required by regulators."

Much earlier, there is an inquiry on "Frag den Staat" Questions regarding the Rapporteur's Rolling
Review assessment report of 19.11.2020 - FragDenStaat to the EMA about the disclosure of the SV40
element in the plasmid. Here it can be seen that BioNTech did not declare the SV40 element to the

EMA because it was assessed as "non-functional".

"While the full DNA sequence of the plasmid starting material was provided in the initial marketing
authorization application for Comirnaty, the applicant did not specifically highlight the SV40
sequence, as it was considered to be a non-functional part of the plasmid. They have since clarified
this information in response to questions raised by EMA."

Against the background of the "Preliminary remarks" under points 1.4.1. and 1.4.2., Figure 10 and the
functions of this element as a bidirectionally effective promoter and decisive for the nuclear transport
of attached nucleic acids, this is very surprising and indicates that the manufacturer did not consider
it necessary to carry out quality controls with regard to the SV40 element and that the regulatory
authorities did not carry out corresponding independent and autonomous sequence and literature
analyses.

Since the EMA also confirms in this inquiry that the plasmid sequence once submitted cannot be
changed without a new authorization procedure ("As stated above, the full sequence was provided
with the application for marketing authorization. Companies cannot make changes to their products


https://assets.publishing.service.gov.uk/media/669e40cdce1fd0da7b592a11/FW__FOI_24_212_final_redaction.pdf
https://assets.publishing.service.gov.uk/media/669e40cdce1fd0da7b592a11/FW__FOI_24_212_final_redaction.pdf
https://fragdenstaat.de/anfrage/questions-regarding-the-rapporteurs-rolling-review-assessment-report-of-19-11-2020/#nachricht-853235
https://fragdenstaat.de/anfrage/questions-regarding-the-rapporteurs-rolling-review-assessment-report-of-19-11-2020/#nachricht-853235
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when placing them on the market without submitting the necessary applications to amend or extend
the marketing authorization.”), it can be assumed that the original plasmid with the SV-40
promoter/enhancer sequence was used as starting material for all batches from process 2 production
on the market and that this SV-40 element and the other elements subsequently notified to the EMA
by BioNTech (see Figure (9)) were therefore not completely separated. elements are contained as
not completely separated residues in all Comirnaty batches.

1.4.3 RNA production and modification of the base uracil.

In the next step, the RNA can be produced in vitro from the purified DNA. For this purpose, the gene
coding for the "tuned" RNA is enzymatically cut out of the plasmids, the plasmid residues - at least that
is the idea - are completely separated, and the pure drug-coding DNA starting from the T7 promoter
to the end of the spike gene can be used as a template for RNA production. This is done by adding the
enzyme T7 polymerase and the RNA building blocks in a suitable buffer system.

Normally, a healthy cell recognizes foreign RNA with the help of special receptors and classifies this as
a viral infection. The reaction to this is a signalling cascade, as a result of which surrounding cells are
"warned" via messenger substances (cytokines) that a virus has attacked the organism in order to
increase their resistance. In addition, the infected cell often undergoes apoptosis, i.e. programmed cell
death, which stops the invading virus from multiplying. Kathalin Kariké and Drew Weissman discovered
how to switch off the intracellular receptors for foreign RNA (Karikdé K 2005). For this, Kariké and
Weissman  were  honoured with the  Nobel Prize in Medicine in 2023
(https://www.nobelprize.org/prizes/medicine/2023/kariko/facts/ Prize motivation: "for their

discoveries concerning nucleoside base modifications that enabled the development of effective mRNA
vaccines against COVID-19"). This knowledge was directly available during the production of
Comirnaty, as Katalin Karikdé was employed as Vice President at BioNTech from 2013-2022 and thus,
alongside the company founders Sahin/Tireci, was jointly responsible for the development of genetic
RNA vaccines. If the uracil base in the RNA is replaced by 1N-methyluridine (¥ ), the synthetic RNA is
no longer recognized as foreign and the cell's own receptors (called Toll like receptors - TLRs) are
specifically switched off. This helps to ensure that the modified RNA introduced is accepted by the cell
as its "own" messenger RNA (mRNA) and the encoded protein is produced without triggering an
immune response. The disadvantage is that the silencing of TLRs in immune cells and especially in
dendritic cells (see point 3.1: Target of modRNA are dendritic cells) disrupts a coordinated and effective
immune response against pathogens and tumors. BioNTech itself describes the mechanism as
"deimmunizing", or "the modified mRNA no longer induced any immune-stimulatory effect" (Sahin U
2014).

This means that the modification with'W results in a general immunosuppression in favour of accepting
the introduced foreign RNA. This is very likely one of the fundamental mechanisms that leads to
increased susceptibility to infections, the frequent flare-up of diseases that are typical of
immunosuppression such as shingles (herpes zoster) and unexpected reactivations of tumours that
have already been successfully treated (late recurrences, extremely rapid recurrences), as is frequently
observed in people after injection of genetic RNA vaccines such as Comirnaty.


https://www.nobelprize.org/prizes/medicine/2023/kariko/facts/
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However, the incorporation of the baseW gives rise to other problems with genetic RNA vaccines that
were also known before Comirnaty was developed (Xia X 2021). In natural, unmodified mRNA, the
genetic code is very stable. This ensures that the genetically determined gene sequence is also
converted into the exact matching protein. However, the integrated 1N-methyl-pseudouridine (¥ )
can lead to so-called "wobbling"

Insert for understanding: Genetic code

Basis of the genetic code: DNA is made up of four building blocks, the so-called bases: Adenine (A),
cytosine (C), guanine (G) and thymine (T). Three bases form a triplet, each of which codes for a specific
amino acid. Some amino acids are defined by several triplets, so that the amino acid proline, for
example, is even coded by four triplets (CCA, CCC, CCG and CCT). The genetic information of the DNA
- the sequence of the four bases A, C, G, T in many combinations - is ultimately converted into the
amino acids, the building blocks of proteins, in these triplets. The messenger RNA serves as an
intermediate product, a kind of information mediator from DNA to protein. The mRNA for a desired
protein is read (transcribed) from the DNA in the cell nucleus. However, the base thymine is replaced
by the RNA-typical base uracil. The matching small so-called tRNA molecules are selected on the
ribosomes for the triplets in the long base chain on the mRNA. These have the corresponding three
bases of the desired triplet on one side and the appropriate amino acid on the other side. The three
bases of the tRNA are complementary to those of the mRNA. This means that each RNA base (i.e. A, C,
G and U) can form a bond with a complementary base. However, and this is the basis of the genetic
code, only one A with one U and one C with one G. So if the triplet on the mRNA is CGU, then the
matching tRNA must have the three bases GCA in order to be able to bind. This accuracy of fit of the
complementary base pairs ensures the exact translation of the genetic triplet into a specific amino acid
and then of all triplets of a gene into the corresponding desired protein.

The wobbling, which is increasingly triggered by the W, means that the strict rule that only
complementary bases bind to each other is no longer observed. Thus,¥ can also bind with G, Cand U
in addition to A (U could only bind with A) and therefore all possible triplets of tRNA molecules match
the triplets on the mRNA containing theWV . According to the patent (US11878055B1 - Coronavirus
vaccine - Google Patents), each uridine was replaced byY¥ in BioNTech's composition "(ii) a modified

uridine in place of each uridine. 2. The composition of claim 1, wherein the modified uridine is N1-methyl-
pseudouridine.”

This means that not only one amino acid is possible for each codon, but that incorrect amino acids can
be selected that are not actually provided for in the genetic code of the template - the resulting protein
no longer corresponds to the desired one and this process is also arbitrary and cannot be controlled.
In addition, the important stop codons on the mRNA, which signal to the ribosome that the protein is
finished and no further amino acids should be added, also contain a U (UAA, UAG, UGA). If theV¥ is
inserted here instead of the natural "U" - as in Comirnaty - this can lead to the wobble effect, which
means that instead of the "stop" signal, another incorrect amino acid is simply selected and the protein
chain is extended. Summarized in: Xia X 2021.

This means that the incorporation of 1N-methyluridine (¥ ) instead of the natural uridine in the
modRNA of Comirnaty not only has an immunosuppressive effect, but also has an impact on the correct


https://patents.google.com/patent/US11878055B1/en
https://patents.google.com/patent/US11878055B1/en
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translation of the genetic code into the protein. Thanks to the base¥ , the SARS-CoV-2 spike protein
encoded in the modRNA can therefore give rise to a large number of different, wildly composed
proteins. These can also have different lengths than the actual spike protein due to the possibly over-
read stop signals. This leads to unpredictable new proteins with potentially deleterious effects (Xia X
2021).

1.4.4 Purification of the spike-coding RNA and separation of the DNA template as well as
plasmid and bacterial DNA residues and malformed RNA molecules

Ultimately, all DNA components that have been incorporated into the RNA production process should
be reliably separated from the active ingredient, the desired RNA molecule (here coding for the spike
gene), except for a small residue of 10 ng/dose (according to EMA COVID-19 vaccines: key facts |

European Medicines Agency (EMA) (europa.eu) and Drucksache 20/9412 (bundestag.de)).

Quote from the EMA webpage: "Under the heading "Is there DNA in mRNA vaccines?":
"The mRNA in Comirnaty and Spikevax is manufactured using plasmid DNA.

Plasmids occur naturally in bacterial cells. They are used as a template to produce the mRNA of the
vaccines.

Once the mRNA is produced, the manufacturing process includes steps to break down and remove
the plasmid DNA as it is no longer needed.

The plasmid DNA is not intended to be part of the final mMRNA vaccines. However, very small amounts
of DNA fragments may remain. EMA has seen no evidence linking the residual DNA to side effects.

EMA has set limits for the level of broken-down DNA in mRNA vaccines. The manufacturing process is
carefully designed and controlled to ensure safe and acceptable levels, and the vaccines' quality is
routinely checked."

Note: 10 ng residual DNA/dose would still correspond to 50 billion DNA fragments, assuming an
average fragment length of 200 bases.

In addition to residues of the actual DNA template, this DNA in Comirnaty also consists of residues of
the plasmid and genome components of the bacteria into which the plasmids were propagated.
Bacterial genome components regularly occur unintentionally in the nucleic acid isolate during the
general extraction of DNA for plasmid production. This frequent phenomenon impairs the quality of
plasmid purifications even in the field of basic research, which is why it is often discussed in scientific
forums (e.g. How to solve genomic DNA contamination in plasmid extraction? | ResearchGate).

According to the manufacturer, DNA digestion in Comirnaty is carried out using the enzyme DNAse |.
The competitor Moderna has patented this process (US10077439B2 - Removal of DNA fragments in

MRNA production process - Google Patents). However, this enzyme is only partially reliable and does

not completely degrade the DNA, but also leaves larger fragments as residues in the reaction mixture.

From the above-mentioned Moderna patent: "DNase | is an endonuclease that cleaves DNA by
breaking phosphodiester bonds and produces smaller DNA fragments and/or di-, tri- and


https://www.ema.europa.eu/en/human-regulatory-overview/public-health-threats/coronavirus-disease-covid-19/covid-19-medicines/covid-19-vaccines-key-facts
https://www.ema.europa.eu/en/human-regulatory-overview/public-health-threats/coronavirus-disease-covid-19/covid-19-medicines/covid-19-vaccines-key-facts
https://dserver.bundestag.de/btd/20/094/2009412.pdf
https://www.researchgate.net/post/How-to-solve-genomic-DNA-contamination-in-plasmid-extraction
https://patents.google.com/patent/US10077439B2/en
https://patents.google.com/patent/US10077439B2/en
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oligonucleotides [....] However, it is challenging to quantitatively determine the DNase | digestion
efficiency [....] "

The fact that proof of reliable DNA degradation (into its individual base components) could not be
provided by the producers was already criticized as not very reliable in the EMA assessment report on
Comirnaty dated February 19, 2021 (EMA/707383/2020 Corr.2*%?), Page 17: "The robustness of the
DNase digestion step is not considered comprehensively demonstrated although there is routine control
of residual DNA impurities at the active substance level." This point was also mentioned in a printed
matter of the German Bundestag (printed matter 20/9412 (bundestag.de)

1.4.4.1 Insufficiently separated DNA and plasmid components in Comirnaty harbour a high
problem potential. In the meantime, scientific publications (K6nig B 2024; Kimmerer U, 2024; Speicher
DJ; 2023, Raoult D, 2024) have experimentally demonstrated that the DNA residues in some batches
of Comirnaty clearly exceed the upper limits defined by the EMA. In addition, the complete plasmids
(including the SV40 elements) from the manufacturing process can still be found in the tested batches
(Speicher DJ 2023; Kammerer U 2024), which are packaged together with the RNA in the lipid
envelopes and can therefore demonstrably enter cells (Plasmid DNA replication in BNT162b2

vaccinated cell lines).

The fact that, in principle, non-degraded plasmids packaged in lipid nanoparticles can functionally
enter cells is even being exploited in the development of "nanoparticle-based DNA vaccines"
(Guimaraes LG 2024; Aida V, 2021).

The individual elements of the plasmids used result in potentially high genetic hazard potentials if they
functionally enter the human cells of the vaccinated persons.

On the one hand, this is a possible non-specific interaction of the small DNA fragments (even in the
maximum permitted quantity) with the gene apparatus of the transfected cells, as these DNA
fragments can enter the cell nucleus by diffusion and integrate randomly into the genome. For the
most part, this will certainly have minor consequences, as the integration areas will most likely
stochastically affect non-coding areas of the genome. However, if the interaction leads to the inhibition
of tumour suppressor genes, this could result in tumour growth, as is known from many malignancies.
Phillip Buckhaults (Professor of Tumour Genetics) presented findings from his laboratory on Twitter
(x), where DNA from genetic RNA vaccinations has been shown to integrate into the genome of cells:


https://dserver.bundestag.de/btd/20/094/2009412.pdf
https://anandamide.substack.com/p/plasmid-dna-replication-in-bnt162b2
https://anandamide.substack.com/p/plasmid-dna-replication-in-bnt162b2
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“  Proof Plasmid DNA in mRNA vaccine modifies human genome. “
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Figure 11 shows the detection of integrated plasmid DNA from the modRNA vaccine in the
genome of cultured human epithelial cells. (Q: Phillip  Buckhaults on X:
https://x.com/P_J Buckhaults/status/1861083163868672204 )

In his X Post, Phillip Buckhaults explains:

"the plasmid DNA that is contained within mRNA vaccines can integrate into the genome of normal
cells. i knew this could happen, but some were unconvinced, so we took the time to prove this in the
lab. we grow normal human epithelial stem cells in my lab. its part of our normal job (cancer research).
they are called organoids. these are not cancer cells, they are just the normal stem cells that make up
the human colon. we "vaccinated" some of these normal cells and grew them for a month and saw
pieces of the plasmid DNA persisting in the genomic DNA of the "vaccinated" cells. we detected the
plasmid DNA with our gPCR protocol that was posted to X several months ago. [....] this does not mean
that the integration is happening in real vaccinated humans (those experiments are ongoing) but it
does prove that the DNA can get into normal cells just fine, as i told everyone a year ago. "[...]

If longer gene sequences in combination with control elements from the plasmids enter the cells for
transcription (e.g. in association with the SV40 promoter/enhancer element) within the framework of
this now clearly proven integration capability of the DNA fragments, two further main dangers arise.

1.4.4.2 Special hazards of the SV40 enhancer element : Why this SV40 enhancer element, which
has long been used in vectors for gene therapies and plasmid vaccine trials, is present in the production
plasmid for the spike gene-coding modRNA raises very big questions about the safety of genetic
modRNA vaccines.


file://///klinik.uni-wuerzburg.de/HomeDir/UserData05/Kaemmerer_U/Eigene%20Dateien/Aktuelle%20Projekte/Phillip%20Buckhaults%20auf%20X:%20https:/x.com/P_J_Buckhaults/status/1861083163868672204
file://///klinik.uni-wuerzburg.de/HomeDir/UserData05/Kaemmerer_U/Eigene%20Dateien/Aktuelle%20Projekte/Phillip%20Buckhaults%20auf%20X:%20https:/x.com/P_J_Buckhaults/status/1861083163868672204
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An insert for understanding: the 72 bp enhancer element of SV40

SV40 (Simian virus 40) is an oncogenic, i.e. cancer-causing, monkey virus from the polyomavirus family,
which has very special properties. This virus can transport its DNA genome into the cell nucleus of the
infected host cell (monkeys and humans) and integrate it into the genome of the host cells. Its genome
is regulated by unusual control elements (promoters/enhancers), which allow the very rare reading of
double-stranded DNA in both directions (i.e. strand and opposite strand). This is practically only
observed in this SV40 virus; in other DNA viruses such as herpes viruses and also in eukaryotes up to
humans, only the coding strand is read, but not the opposite strand. This bidirectional function allows
the virus to code genes for different proteins on both strands of its DNA, which saves space and nucleic
acid. Responsible for this special reading property is a region of 72 bases in length (72bp region) from
the promoter, the so-called enhancer (Hertz GZ 1988). This 72bp region has also been shown to be the
crucial gene sequence responsible for the nuclear transport of the viral genome into the cell nucleus,
even in quiescent (non-dividing) cells with an intact nuclear membrane (Graessmann M, 1989; Dean
DA 1999; Young JL 2003). This sequence is therefore also called "nuclear targeting sequence (NTS)".
The nuclear transport property of this 72bp region from the SV40 enhancer has long been utilized in
the field of vector design for gene therapy (Dean DA 1999, Curr Eyr res; Dean DA 1999) and also for
plasmid vaccines (Li HS, 2007). Incorporation of these 72bp NTS ensures that the plasmid with the
desired gene information enters the nuclei of the transfected cells to integrate into the genome
(summarized in Dean DA). Even more effective in nuclear transport and integration of plasmids than
the simple 72bp NTS is a "cassette" of two 72bp SV40 elements connected in series, which
"incidentally" also have hypermutagenic properties, i.e. trigger accelerated gene changes with a high
tumor risk, as was demonstrated in a recently published manuscript (Senigl F 2024).

Accordingly, the cassette used in the Comirnaty plasmid and detected by sequencing (Genbank
sequence PP544445) with two 72bp nuclear targeting sequences of the enhancer is in principle, as
explained above, suitable for the targeted transport of attached DNA from the Comirnaty production
plasmid into the cell nucleus. This means that DNA fragments that are too large for diffusion can also
enter the cell nucleus and the genome. If the SV40 72bp NTS element successfully integrates into the
genome, its ability to initiate bidirectional reads (which are not intended in the human genome) can
lead to completely unwanted RNA formation and thus trigger gene expression that is not naturally
intended in the cell. There are also an increasing number of sequence analyses that show that in the
Pfizer/BioNTech plasmid used, not only the actual strand with the gene sequence for antibiotic
resistance and the actual spike protein is coded, but that there is also a very long reading frame for an
unknown protein on the opposite strand, which can potentially be read due to the special property of
the built-in SV40 enhancer element to work bidirectionally, should this area enter the cells undigested
by the DNase.

With regard to the potential oncogenic properties of Comirnaty, it is important to note that the SV40
enhancer element that enters the vaccinated persons with the transferred plasmid or its degradation
products itself serves as a mutation enhancer (SMH: somatic hypermutations) ("Our results argue that
the ability of the SV40 enhancer to target SHM to LT is a potential source of LT truncation events in
various cell types that could contribute to carcinogenesis." (Senigl F 2024).

This significantly increases the risk of unfavourable gene expression and even gene mutations in cells
transfected with this short functional SV40 element as a by-product in Comirnaty.
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1.4.4.3 Further dangers of DNA residues arise from the fact that after DNase digestion, DNA
fragments (oligonucleotides) may be present as single strands which, like primers in PCR, bind with the
RNA and also DNA and can, in principle, hinder or even prevent transcription and translation processes.

To understand: Primer

Oligonucleotides are short, 20-30 base long, single-stranded pieces of DNA that can bind precisely to
opposing sections of nucleic acids. Oligonucleotides can therefore bind when DNA is present in single-
stranded form, e.g. during cell division or in the context of RNA formation. This mechanism is utilized
in PCR in that the DNA double strand is separated into the two single strands by heating and the
selected special oligonucleotides can then bind as primers to the now single-stranded DNA. During
PCR, the formation of the new double strands, the polymerase reaction, then starts on these bound
primers. Oligonucleotides can also bind to the (single-stranded) normal mRNA and thereby block it.
This mechanism is used in the so-called "siRNA" technique, in which individual cell functions are
specifically switched off. Short oligonucleotides are used to specifically bind the mRNA and prevent it
from being read. "si" means "small interfering" because small oligonucleotides are used to interfere
with normal gene function. Thus, normal mechanisms on the DNA to RNA to protein pathway are
disrupted by the bound oligonucleotides. This can lead to the termination of RNA formation (if DNA is
blocked) or protein formation (if mRNA is blocked). In principle, the bound oligonucleotides can also
serve as primers for a polymerase function and thus act as a starting point for gene amplification, a
property that is utilized in the polymerase chain reaction (known from the genome detection of SARS-
CoV-2 in patient samples).

1.4.4.4 Differently long RNA molecules and double-stranded RNA as a production-related
admixture to the correct active substance RNA in Comirnaty was criticized by the EMA (EMA
Assessment Report, (https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-
epar-public-assessment-report_en.pdf).

EMA Assessment Report p. 18:

"According to the Applicant, the majority of fragments are expected to be comprised of truncated
transcripts including the 5' region but lacking the 3' region and poly(A)tail. However, the results
indicating a substantial proportion of shorter/truncated mRNA with both cap and poly(A)tail are not
in agreement with this statement."

S. 20:

"In addition to double stranded RNA, there are truncated RNA, also referred to as fragmented species.
Truncated RNA is reflected in the AS specification in terms of RNA integrity. However, the
characterization of BNT162b2 AS is currently not found to be complete in relation to a specific
parameter. This is especially important considering that the current AS and finished product acceptance
criteria allow for a proportion of fragmented species."


https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-report_en.pdf

27

The EMA report (https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-
public-assessment-report_en.pdf) refers in several places to the problem of RNA not being produced
in a uniformly clean manner. In particular, the switch from process 1 to process 2, which was used for
the vaccination campaign, appears to have caused increased defects in shape stability (integrity) (page
17): "In comparability studies, a decrease in RNA integrity was observed for the initial Process 2 batches
compared to Process 1 batches."

These defects in the shape stability of the RNA are specified in more detail on various pages of the
EMA report as truncated transcripts ("truncated RNA"), which lack the 3' region and the poly-A tail and
are therefore unable to encode a complete protein. Furthermore, double-stranded RNA molecules
(dsRNA) can also be produced instead of the desired single-stranded mRNA. In accordance with the
natural function of dsRNA in cells, these dsRNA molecules can trigger massive interactions with
intracellular regulatory mechanisms, as described in great detail in a recent review article (Chen YG
2022), and which may therefore be partly responsible for the pathogenesis of immune disorders,
among other things.

"From the available data, mRNA integrity, dsRNA and Poly(A) tail acceptance criteria are considered
in relation with batches used in clinical studies and with the demonstrated manufacturing capability
and need to be re-assessed and revised as appropriate as further data becomes available" (page 21
under "Specification" in the EMA Assessment Report
(https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-
report_en.pdf)

Due to the extreme molecular similarity of these unwanted RNA products with the actually desired
active ingredient, the intact, single-stranded RNA in the intended length, it can be assumed that these
misproducts can hardly be separated technically from the active ingredient mixture - even less than
the detected DNA, an aspect that the EMA (see above) also assesses critically. And similar to the
unsatisfactorily separated DNA components from the manufacturing process, these faulty RNAs are
also packed into the lipid nanoparticles and thus also transfected into the cells of the vaccinated
person.

This means that the actual modRNA active ingredient product contains unwanted admixtures of
various RNA and DNA components, which are also packed into the lipid particles due to their strong
molecular similarity to the actual modRNA.

1.4.5 Packaging of RNA in lipid nanoparticles

Foreign "naked", i.e. single-stranded RNA, would be immediately identified as foreign by the body's
safety mechanisms outside the cells and immediately degraded. Even if some molecules were to
escape degradation, they would not be able to enter the cells through the cell membrane. The RNA
must therefore be packaged in a "vehicle" that either specifically (vectors) or non-specifically
(transfection using a lipid envelope) reliably protects the RNA outside the cells from degradation and
at the same time can channel it through the cell membrane without also triggering foreign-recognizing
alarm mechanisms. The principle is like the Trojan horse, in which the actual cargo (in this case the
modRNA) passes undetected into the cell inside the camouflaging and protective envelope.


https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-report_en.pdf
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When promoting genetic RNA vaccines as part of the anti-Covid-19 vaccination campaign, it was
emphasized to the public that these substances would explicitly remain in the muscle at the injection
site and would then be degraded there in a timely manner. This function would be difficult to realize
even if the appropriate LNP envelope components with a preference for muscle cells were selected,
as it must always be assumed that they spread via blood and lymph vessels, which permeate the body's
tissues everywhere. It was also already known from animal experiments in the approval studies from
Japan that the lipid nanoparticles currently used in the genetic RNA vaccines spread very quickly
throughout the entire organism and accumulate particularly in the tissues of the haematopoietic and
immune system (spleen, lymph nodes and bone marrow) and the gonads (testicles, ovaries). The
documents can only be viewed via the Wayback Machine.
(https://web.archive.org/web/20210611193138/
https://www.pmda.go.jp/drugs/2021/P20210212001/672212000_30300AMX00231_1100_1.pdf)

This can also be found in a patent dispute between Northwestern University and Moderna,
(Northwestern University v. Moderna, Inc. et al 1:2024cv01151 | US District Court for the District of
Delaware | Justia) in which it is pointed out under point 113: "When scientists studied the progress of

LNPs following intramuscular administration of mRNA vaccines, they "detect[ed] the systemic
trafficking of mRNA LNPs, which are rapidly and strongly expressed in the liver, at the same time as
they are expressed in muscle and draining lymph nodes," which is achieved through "ApoE-mediated
targeting". Since Moderna's lipid nanoparticles follow the same principle as those of Pfizer/BioNTech,
it can be assumed that the systemic distribution of LNPs after intramuscular injection in lymph nodes
and liver, which is complained about in the patent dispute, also applies to Comirnaty.

Besides, it should be noted that the patent complaint contains the allegation (point 1) that Moderna
had already completed the first clinical batch of its Covid-19 vaccine more than a month before March
11, 2020 ("Strikingly, Moderna had already completed the first clinical batch of its COVID-19 vaccine-
more than a month before this declaration"). This is very surprising in view of the fact that, according
to C. Drosten (Corman VM 2020), the first available gene sequence of the new virus was available in
the databases on January 10, 2020. This means that Moderna would have been able to research,
preclinically test and manufacture its version of the genetic RNA vaccine as a clinically applicable
product within a few days, many weeks before "Operation Warp Speed" was announced on May 15,
2020 for the rapid, unbureaucratic development of genetic RNA vaccines (Operation Warp Speed -

Wikipedia). According to "Project lightspeed" (https://www.projektlightspeed.de), preclinical studies
started in BioNTech's laboratories in February 2020.

In general, it should be noted that the composition of the lipid envelope from the individual
components essentially determines the behaviour in the organism with regard to tissue distribution
and the target cells. With regard to Comirnaty, according to several press releases from BioNTech,
these lipid components were composed in such a way that the intended target cell type, the dendritic
cells, especially in the lymph nodes, are actually preferentially targeted by the lipids. BioNTech CEO
Sahin commented on this on September 2, 2020 in the newspaper "Die Presse"
(https://www.diepresse.com/5861311/teil-des-covid-19-impfstoffes-konnte-aus-osterreich-

kommen): "For the Covid-19 candidate vaccine, we have chosen lipid nanoparticles that favor
migration from muscle cells to lymph nodes. Dendritic (antigen-presenting; note) cells then present
the resulting S protein to the immune system." Moreover, almost word for word on March 4, 2021 in


https://web.archive.org/web/20210611193138/%20https:/www.pmda.go.jp/drugs/2021/P20210212001/672212000_30300AMX00231_I100_1.pdf
https://web.archive.org/web/20210611193138/%20https:/www.pmda.go.jp/drugs/2021/P20210212001/672212000_30300AMX00231_I100_1.pdf
https://dockets.justia.com/docket/delaware/dedce/1:2024cv01151/87134
https://dockets.justia.com/docket/delaware/dedce/1:2024cv01151/87134
https://en.wikipedia.org/wiki/Operation_Warp_Speed
https://en.wikipedia.org/wiki/Operation_Warp_Speed
https://www.projektlightspeed.de/
https://www.diepresse.com/5861311/teil-des-covid-19-impfstoffes-konnte-aus-osterreich-kommen
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the German Medical Journal (https://www.aerzteblatt.de/nachrichten/121745/Biontech-
Nanopartikel-sind-schwieriger-herzustellen-als-mRNA) "The oncologist and vaccine researcher
emphasized that the actual active ingredient of the vaccine, the mRNA, could be "produced within
hours". The challenge lies rather in the production of the nanoparticles that coat the mRNA and
transport it to its destination - primarily dendritic cells in lymph nodes."

The immunological problems resulting from the deliberate choice of dendritic cells as the target site
of Comirnaty are discussed in more detail in section 3.1.

1.4.5.1 General problems of lipid packaging are listed in a review on the immunological and
toxicological classification of various lipid materials for the packaging of therapeutic agents (Inglut CT
2020). Here, the lipid envelopes are referred to with the nomenclature "liposome", i.e. closed spherical
lipid particles, whereas the lipid particles of genetic RNA vaccines are correctly referred to as lipid
nanoparticles (LNP). In particular, intravenously injected liposomes or LNPs can interact with plasma
proteins directly after injection, which leads to opsonization, i.e. the binding of lipid particles to
antibodies and components of the complement system (various interacting proteins in the blood
plasma, which are part of the innate immune system and play an important role in the defence against
infections). On page 42 of the EMA's assessment report
(https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-
report_en.pdf), this is described as follows: "ALC-0159 is included in the formulation to provide a steric
barrier to: 1) facilitate the control of particle size and homogeneity during manufacturing and product
storage, and 2) regulate the association of plasma and proteins with the LNP surface. The composition
of the LNPs may also affect the distribution of injected BNT162b2. In addition, it cannot be excluded
the LNP composition contributes to the overall immunogenicity." It is very likely that an initial non-
specificimmune activation takes place and healthy immune cells, especially monocytes, macrophages
and dendritic cells, which come into contact with the opsonized lipids in the circulation, can be altered
in their normal function. The binding of the components of the complement system can also be
expected to disrupt blood clotting (increased tendency to thrombosis). Liposomal agents can generally
stimulate or suppress the immune system depending on their physiochemical properties such as size,
lipid composition and surface charge. Due to the pharmacokinetics of liposomes - which primarily
target lymphoid organs - the active substances packaged in the lipid shells (here the modRNA including
the unwanted additional nucleic acids) can be absorbed in organs of the mononuclear phagocyte
system (part of the immune system, in which all cell types that are capable of phagocytosis, i.e. the
absorption and storage of substances and particles, are grouped together). Classical phagocytes are
macrophages and monocytes with all stages of maturation up to dendritic cells) are stored and thus
impair the function of the liver and spleen. This description can be transferred 1:1 to the very small
lipid nanoparticles (LNP) used in the genetic vaccines, as the envelope principle of the lipid membrane
is identical and the - in comparison to liposomes - rather smaller lipid nanoparticles can be taken up
even more easily by phagocytizing cells.

1.4.5.2 The size of the lipid particles is specified for Comirnaty as "nanoparticles". According to
the Pharmazeutische Zeitung (Comirnaty from BioNTech/Pfizer | PZ - Pharmazeutische Zeitung

(pharmazeutische-zeitung.de), the lipid diameters of the nanoparticles should therefore be a

maximum of 1 um, because "In pharmaceutical-medical applications, one generally speaks of


https://www.aerzteblatt.de/nachrichten/121745/Biontech-Nanopartikel-sind-schwieriger-herzustellen-als-mRNA
https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-report_en.pdf
https://www.pharmazeutische-zeitung.de/nanotechnologie-der-covid-19-vakzinen-124828/seite/4/?cHash=583480cefe64952786acc651dfffa56c
https://www.pharmazeutische-zeitung.de/nanotechnologie-der-covid-19-vakzinen-124828/seite/4/?cHash=583480cefe64952786acc651dfffa56c
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nanotechnology when the structures are smaller than 1 micrometer (10° m)." In this article it is pointed
out that the lipid nanoparticles of the genetic RNA vaccines are in the order of 100 nm (corresponding
to 0.1 um and thus by definition in the "nano" range).

However, our own light microscopic evaluations (Figure 12) of original Comirnaty showed that some
of the lipid particles contained therein were considerably larger than the maximum size of 1 um that
would have allowed the term "nano" to be used. Whether the LNPs from Comirnaty, which were found
to be up to 25 um in diameter, were caused by problems in maintaining the planned LNP size during
the manufacturing process or by very rapid fusion processes of many small LNPs to form larger
structures during the thawing process cannot be assessed here. Several thawing and freezing cycles
on the part of the manufacturer between LNP production (e.g. at Polymun near Vienna
(https://www.diepresse.com/5861311/teil-des-covid-19-impfstoffes-konnte-aus-osterreich-

kommen) and filling in Puurs (Belgium) are also conceivable disruptive factors that can cause the LNPs
to fuse into larger lipid droplets. In any case, it is a fact that many very large lipid "drops" are found in
the injection solutions, indicating a stability problem with the LNP mixtures. And the larger the injected
lipid particles, the greater the risk of embolization (blockage) of blood vessels if these particles clog

"

the small capillaries.

O

§

it

Figure 12: Typical lipid particles from Comirnaty original bottles in a calibrated counting
chamber (Neubauer Improved) show large lipid droplets >10 um in diameter, which clearly exceed the
permitted maximum size of 100 nm (= 0.1 pm). (Q: K&mmerer U, own photos)

1.4.5.3 The individual components of the lipid envelopes of the genetic RNA vaccines are listed
in Table 1 of (Comirnaty from BioNTech/Pfizer | PZ - Pharmazeutische Zeitung (pharmazeutische-

zeitung.de).
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Tabelle 1: Hilfsstoffzusammensetzung der mRNA-Impfstoffe Comirnaty® und Covid-19 Vaccine Moderna

With regard to the lipids, it should be noted that cholesterol and DSPC were already used in
pharmaceutical products prior to vaccine development, but the two cationic lipids ALC-0315 and -0159
were used exclusively in the technical field prior to their use in Comirnaty's LNPs and were not
approved for use in animals or humans by the original manufacturer (Echelon) (package insert lipids
ALC-0315 - Echelon Biosciences; ALC-0159 - Echelon Biosciences). Other manufacturers refer to the
lipids ALC-0159 and ALC-0315 as "for research purposes only" (ALC-0315 | Lipid Nanoparticle
Component | MedChemExpress page 1) and the EMA approval documents also criticize the lack of

information and experience on the use and toxicology of the two "novel excipients" in the LNPs in
several places. ("Complete information is not provided for both the cationic lipid ALC-0315 and the
PEGylated lipid ALC-0159" page 34 in the EMA
(https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-
report_en.pdf).

assessment report

Until fall 2024, these two lipids, which were used for the first time for medicines in humans, could not
be found in the standard database of all chemicals approved in the EU (ECHA CHEM), neither under
the product name nor under the molecular formula or CAS number (see ALC-0315 | Lipid Nanoparticle

Component | MedChemExpress, pages 2+3), making it difficult to evaluate their properties.

The company Merck provides certificates of analysis that document a purity of at least 98% for a batch
of ALC-0159, which still contains up to 2% impurities, and a purity of 99.81% for a batch of ALC-0315
(downloadable as a PDF from: ALC-0315 | Lipid Nanoparticle Component | MedChemExpress). In a
recent publication, using a new gas chromatographic analysis method, detectable by-product

contamination was found in ALC-0315 from 9 different producers, documenting purity as low as 82.3%
and as high as 98.3% (Figure 3 in Birdsall RE 2024). Even two different batches from one producer show
a high variability with regard to the integrity of the lipid, so that it must be assumed here that the lipids


https://www.echelon-inc.com/product/alc-0315/
https://www.echelon-inc.com/product/alc-0159/
https://www.medchemexpress.com/alc-0315.html?utm_source=google&utm_medium=CPC&utm_campaign=Germany&utm_term=HY-138170&utm_content=ALC0315&gad_source=1&gclid=EAIaIQobChMIwIH09_qsigMVNKSDBx0r-RR3EAAYASAAEgIbsvD_BwE
https://www.medchemexpress.com/alc-0315.html?utm_source=google&utm_medium=CPC&utm_campaign=Germany&utm_term=HY-138170&utm_content=ALC0315&gad_source=1&gclid=EAIaIQobChMIwIH09_qsigMVNKSDBx0r-RR3EAAYASAAEgIbsvD_BwE
https://www.ema.europa.eu/en/documents/assessment-report/comirnaty-epar-public-assessment-report_en.pdf
https://chem.echa.europa.eu/
https://www.medchemexpress.com/alc-0315.html?utm_source=google&utm_medium=CPC&utm_campaign=Germany&utm_term=HY-138170&utm_content=ALC0315&gad_source=1&gclid=EAIaIQobChMIwIH09_qsigMVNKSDBx0r-RR3EAAYASAAEgIbsvD_BwE
https://www.medchemexpress.com/alc-0315.html?utm_source=google&utm_medium=CPC&utm_campaign=Germany&utm_term=HY-138170&utm_content=ALC0315&gad_source=1&gclid=EAIaIQobChMIwIH09_qsigMVNKSDBx0r-RR3EAAYASAAEgIbsvD_BwE
https://www.medchemexpress.com/alc-0315.html
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integrated in the lipid nanoparticles are not really highly pure and therefore have very different
properties. The deviations from the desired product mainly concern the hydrophobic properties and
thus the possible interaction with other lipids or cell membranes and proteins within the body.
According to Merck's data sheet (ALC-03125 Data sheet, ALC-0315 | Lipid Nanoparticle Component |
MedChemExpress), ALC-0315 is the most common component in terms of quantity, accounting for
46% of the lipid shell, followed by cholesterol. (ALC-0315:DSPC:Cholesterol:ALC-0159 =
46.3:9.4:42.7:1.6). The problems that are becoming apparent here of being able to use the main
component of the LNPs in a reproducibly high-purity and desired molecular structure give rise to many
unfavourable and incalculable problems of the LNP properties.

A detailed evaluation of the lipids can be found in the article by Segalla G (2024) and will therefore not
be further elaborated here.

The main problem with the use of technical foreign lipids without real knowledge of pharmacokinetics
and toxicology is that the lipid envelopes inevitably fuse with the membrane of the cells during the
transfection process and these foreign lipid molecules are then incorporated into the natural
membranes.
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Figure 13 Fusion of lipid envelopes with cell membranes:

In order to transport the modRNA into the cytoplasm of the cell, the lipid envelope fuses with the cell
membrane. During this process, the synthetic lipids of the LNP are incorporated into the biological
membranes that form not only the cells but also all important organelles.

It should be noted that all membranes within a cell (cell wall, nuclear membrane, all organelles) are
connected to each other (right part of the figure, source:
https://de.wikipedia.org/wiki/Endomembransystem ) and merge into each other. It is therefore to be
expected that the foreign lipids introduced by transfection accumulate in all membrane structures of
the cell - with unclear effects on e.g. the vital electron gradients and transport and signalling processes
taking place at the membranes. Since membranes within tissues and organ systems are also exchanged


https://www.medchemexpress.com/alc-0315.html
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between cells via endo- and exosomes, the lipids from the transferred LNPs can also be distributed to
cells that are not primarily affected. The extent to which these lipid layers interact with the various
vital ion channels and transmembrane receptor complexes cannot yet be predicted due to the lack of
previous experience with these molecules in cells or living organisms, but possible damage
mechanisms are shown as examples in Figure 11 of Segalla G 2024. That the lipids were in principle
selected by the developers to provide "(1) structural integrity, (2) mRNA loading and subsequent
release in the cell and (3) stabilization in the body and durability of the product" and "biologically mimic
the bilayer of the cell wall and are stealth-like so that they cannot be quickly removed from the body"
(excerpts from the following quotes: "LNPs are made from four lipids that provide (1) structural
integrity, (2) drive mRNA loading, then release inside the cell, and (3) stabilization in the body, as well
as for the product's shelf-life" and "The development of LNPs hails from research into nanoparticles
that biologically mimic the bilayer of the cell wall and are stealth-like, avoiding rapid clearance from
the body") is explicitly presented in the publication by Pfizer employees (Thorn CR 2022).

1.4.5.4 Lipid quantity and distribution in the body

The lipid nanoparticles (LNPs) were explicitly designed to migrate from the injection site in the muscle
into the lymph nodes in order to transfect the target cells, the dendritic cells. Furthermore, the very
rapid and wide spread of LNPs into all organ systems was already known from preclinical data, so that
the publicly repeatedly emphasized statement that Comirnaty would remain at the injection site in the
muscle is definitely refuted. In this respect, it has been proven that LNPs with their cargo of modRNA
can in principle transfect all cells in the body - and during this process the lipid layer necessarily fuses
with the cell membrane. The LNPs act directly on cells in the organs throughout the body, into which
they can reach via the blood and lymphatic system. This even applies to the brain, as the LNPs can
migrate through the blood-brain barrier.

An important calculation to estimate the amount of LNPs injected per dose:

The amount of lipid nanoparticles in one dose of Comirnaty (0.3 ml, contains 30 ug of tozinameran) is
anything but "small" at 1.32 x 10* (13.2 trillion) molecules of RNA. For comparison, a 70 kg man is
assumed to have approx. 36 trillion (= 3.6 x 10**) cells and a 60 kg woman approx. 28 trillion (2.8 x 10*3
) cells, so that in purely mathematical terms approx. 4 molecules of RNA are inoculated per body cell.
Various models assume an average quantity of 10 RNA molecules per lipid nanoparticle, which would
mean that 1.3 trillion LNPs are inoculated per dose and can therefore transfect a large number of body
cells.

(Korosec CS 2022): "The standard mRNA dose in BNT162b2 is 30 ug, and together with the known
MRNA size of 4.3 kbZt and average nucleotide molecular weight of 319 g/mol, there are an estimated
1.32x10" of mRNA in each dose."

A recent study (Kent SJ 2024) investigated the distribution of lipid nanoparticles and modRNA in the
blood after vaccination in subjects with the genetic vaccine Spikevax from Moderna; due to the very
similar mode of action, the data can be transferred to Comirnaty.

The following average quantities were determined:


https://pmc.ncbi.nlm.nih.gov/articles/PMC9732004/#CR74
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4 hours after injection into the muscle, 6.5-112 mRNA copies/ul of blood were found, which
corresponds to 0.005-0.081 ng/ml), the amount of RNA in the blood reached its peak 1-2 (mean 1.3)
days after vaccination (with peak values of up to 731 mRNA copies/ul, which corresponds to 0.529
ng/ml). With regard to lipids, a typical lipid of Moderna-LNP was analyzed here and found in the blood
at a median of 3.22 ng/ml after 4 hours and on day 4 after vaccination the signals were still well above
background at up to 1.16 ng/ml.

To calculate the actual amount of modRNA and lipids in circulation, an average blood volume of 70
ml/kg body weight is assumed. To simplify, 5 | per average adult. These 5| correspond to 5 x 10° pl (i.e.
5 million pl). This means that after an average of 4 hours, the respectable amount of 5 x (6.5-112) x 10°
= 32.5- 560 million RNA molecules enter the bloodstream per vaccination, reaching a maximum of 5 x
731 = 3.5 x 10° RNA molecules in the circulation after 2 days.

The amount of residual DNA fragments packed in the lipids and distributed in the body cannot be
calculated because, assuming the maximum amount of 10 ng per dose approved by the EMA, it is not
clear how many fragments are involved. On average, a specific molecular weight of 0.65 kilodaltons
can be assumed for each base pair. Thus, for fragments of "only 100 bases", an average molecular
weight of 65 kDa would have to be assumed; for fragments of 50 bases, twice the number of molecules
would be assumed for the same specific molecular mass, etc. Since no exact data on the fragment size
and their number is known, this is not validatable data that can be included in a calculation.

However, a very large number of DNA fragments were detected in Comirnaty samples
(https://anandamide.substack.com/p/dna-fragments-detected-in-monovalent), which show a very
large variability in fragment length. For technical reasons, the following graph does not include
fragments less than 200 bp in length, which, thanks to DNase digestion, are to be expected in very
large quantities in Comirnaty and can penetrate the genome "like shotgun pellets" and damage it (Min
8.55 in the lecture by vaccination and molecular expert Phillipp Buckhaults before the South Carolina
Senate - USC Professor Dr. Phillip Buckhaults, SC Senate Hearing, September 12, 2023).

Pieces of DNA in two batches of Pfizer vaccine.
- - These are the batches that were given out here in Columbia.

the pieces of DNA are small and are likely to damage the human genome by integrating and
becoming permanent mutations (like shotgun pellets hitting a washboard). its important to look at
DNA taken from different body tissues of vaccinated people to see if this is happening and if it can
be causing any adverse events now or if there is a future cancer risk down the road. we should
sequence a few hundred people and find out if this DNA ever got into the human genome.

USC Professor Dr. Phillip Buckhaults, SC Senate Hearing, September 12, 2023

Figure 14: Size distribution of DNA fragments from Comirnaty. Slide from a Senate Hearing
by Prof. P. Buckhaults (USC Professor Dr. Phillip Buckhaults, SC Senate Hearing, September 12, 2023)



https://anandamide.substack.com/p/dna-fragments-detected-in-monovalent
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With regard to lipids, the SM-102 from Moderna, for example, would have a clear quantity of 3.2 ng/ml
x 5000ml = 16000 ng = 16 mg in the circulation

"Vaccine mRNA was detected in the plasma samples of all 19 bivalent booster vaccine subjects at 4 h
postvaccination (range 6.5-112 mRNA copies ulL™, equivalent to 0.005-0.081 ng mL™ ), peaked at 1-2
(mean 1.3) days post vaccination (at peak levels of up to 731 mRNA copies uL™, equivalent to 0.529 ng
mL™ ), and subsequently displayed log-linear decay kinetics"

"SM-102 levels peaked at 4 h to 2 days (mean 1.1 day) postvaccination (median 3.22 ng mL™ ) and
subsequently showed log-linear decay kinetics. The SM-102 signals remained significantly above the
background at day 4 postvaccination (up to 1.16 ng mL™ ) and approached background levels by day 7
postvaccination (up to 0.12 ng mL™ )."

Due to the enormous number of packaged nucleic acids (modRNA+DNA), the many LNPs and the
proven rapid distribution of the lipid nanoparticles and the measured modRNA in the body, it can and
must therefore be assumed that the LNPs loaded with modRNA and residual DNA reach all organs of
the body in large quantities. A noticeable number of cells can be transfected here.

1.4.6 Final cleaning and filling

The various production steps up to the finished product, the deep-frozen ampoule with the genetic
RNA vaccine doses, are briefly summarized in an illustration from the Wiener Zeitung (Figure 15). The
still impure active substance (the modRNA including the discussed impurities from BioNTech in Mainz,
point 1 in Figure 12A) is forwarded to other companies for processing. The critical step 2, the
purification of the desired modRNA, probably takes place mainly at Rentschler in Laupheim. According
to a press release (BIOPHARMA CLUSTER: BioRegionUIm: Detail), Rentschler describes this as follows:

"Purification to pure active ingredient

Rentschler will take over the downstream processing of the starting material and remove impurities
from the previously synthesized mRNA that are present due to the manufacturing process in order to
provide a high-purity active ingredient (drug substance).

This purification is important because it ensures the safety and tolerability of the vaccine for use in
humans. At the same time, the yield of mRNA that can be obtained from the original manufacturing
step can be maximized. Rentschler Biopharma will manufacture the high-purity active ingredient at its
headquarters in Laupheim. [....].".

The packaging of the purified, concentrated RNA into the lipid nanoparticles (Figure 12 B from
Comirnaty by BioNTech/Pfizer | PZ - Pharmazeutische Zeitung (pharmazeutische-zeitung.de) is then

primarily carried out at the company Polymun (Klosterneuburg near Vienna), as described in a press
release (Impfstoff-Hersteller Polymun ausweitet Produktion - Archiv | Wiener Zeitung) : "[...] Polymun

Scientific has specialized in lipid nanoparticles. These mini fat globules are used, for example, to coat
the mRNA active ingredient from BioNTech/Pfizer. They stabilize the vaccine and protect it from
degradation.


https://biopharmacluster.com/news/detail?tx_news_pi1%5Bnews%5D=65&cHash=beac3b930f391b0345f76f0a61ca15d1
https://www.pharmazeutische-zeitung.de/nanotechnologie-der-covid-19-vakzinen-124828/seite/4/?cHash=583480cefe64952786acc651dfffa56c
https://www.wienerzeitung.at/h/impfstoff-hersteller-polymun-weitet-produktion-aus
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Polymun has been working with BioNTech/Pfizer on the development of their vaccine since the
beginning of last year. "We get the mRNA from BioNTech, the lipids from other manufacturers, and we
have the know-how to mix them," says Katinger. [....]

Meanwhile, according to official documents (FOI 3659 document 1 (tga.gov.au), the LNPs are also
produced at Pfizer in Puurs and Dermapharm in Grinwald and the RNA-LNP mixture is then
transported from these LNP producers to the Pfizer plant in Puurs (Belgium) for final processing (sterile
filtration, adjustment of the final concentration and filling into the injection vials). BioNTech and Pfizer
are always mentioned together, so that the exact supply chain for the Comirnaty vaccinated in
Germany cannot be traced with publicly accessible documents.
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Figure 15 Production steps Comirnaty : In figure A with naming of the companies originally
involved (Q: Wiener Zeitung) and in B more detailed (From Comirnaty by BiontechPfizer | PZ -
Pharmazeutische Zeitung (pharmazeutische-zeitung.de))
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2. The SARS-CoV-2 spike protein as a vaccine antigen

In order to understand the effect of Comirnaty, in addition to the general aspects of the new active
ingredient platform (genetic modRNA/LNP vaccines, Point 1), which has been vaccinated millions of
times worldwide for the first time, the special properties of the spike protein formed from it in the
body are also of decisive importance.

2.1 Structure of the spike protein

2.1.1 General structure

The actual active ingredient of the genetic RNA vaccine Comirnaty, the modRNA, codes for the
complete spike protein of the SARS-CoV-2 virus. This spike protein is a large (1273 amino acid)
glycoprotein, i.e. a complex protein molecule with many glycosylations. The spike protein encoded in
the original modRNA of Comirnaty, and ideally resulting from it, corresponds to the amino acid
sequence of the so-called Wuhan-Hu 1 variant, the first published sequence of the virus first identified
in Wuhan. (Note: adapted sequences are now being inoculated which contain sequences of the most
common variants of the virus in addition to the original sequence). However, as part of Comirnaty's
gene optimization, two of the original amino acids were exchanged for proline (2P). This exchange
should help to ensure that the three-dimensional structure of the spike protein remains in a form that
the virus protein has when it is newly formed within the cells (prefusion, Figure 13 A left) and does not
change into a different spatial structure (postfusion, Figure 13 A right) when it is incorporated into the
cell membrane (fusion). The two prolines are supposed to stabilize this prefusion form (Figure 13 B
shows Comirnaty's principle) and deactivate the furin cleavage site (2.1.2.2.), but in reality this does
not work reliably, so that the spike protein can still be at least partially cleaved into the two subunits
S1 and S2 despite the amino acid modification (Amant F 2021).
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Prefusion

Full-length spike D614 Full-length spike D614 (2P) Full-length spike D614
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Sputnik V (Gamaleya) mRNA-1273 (Moderna) Ad26.COV2.S

BBIBP-CorV (Sinopharm) (Johnson & Johnson)

CoronaVac (Sinovac)
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Figure 16 Spike protein and proline anchor from Comirnaty. Figure B shows the spike protein
with the proline modifications (2P), which should keep it stabilized in the so-called prefusion form
(Figure A left), even if it is expressed at the cell membrane, which in the case of the natural spike would
result in conversion to the postfusion form (Figure A right). Figure modified from (Koenig P-A 2021)

2.1.2 Special features of the SARS-CoV-2 spike protein

2.1.2.1 Unusual structural elements: The basic 3D structure of the spike protein of SARS-CoV-2
(then still 2019-nCoV) was modelled very early on by a renowned Indian research group (Pradhan P
2020:) Uncanny similarity of unigue inserts in the 2019-nCoV spike protein to HIV-1 gp120 and Gag |

bioRxiv). The but a corresponding publication had to be withdrawn due to massive criticism but was
available on a preprint server from 31.01.2020 (and is still available there). However, the data was
subsequently confirmed by other groups, including the French HIV discoverer Luc Montagnier
(Preprint: HIV. MAN-MANIPULATED CORONAVIRUS GENOME EVOLUTION TRENDS - ScienceOpen) and
his group. These sequence and amino acid sequence analyses suggest that the spike protein of this
coronavirus SARS-CoV-2 contains important regions of the gp120 protein of the HI virus, which are

arranged at prominent positions matching the receptor binding. In the modelled Figure 3 from
Pradhan's publication (here Figure 17), the three areas coloured red, orange and yellow form a
structural unit. In a database search of all known proteins, these three areas show a high degree of
correspondence with components of the "button" of HIV, the gp120 protein. "The first 3 inserts (insert
1, 2 and 3) aligned to short segments of amino acid residues in HIV-1 gp120.").

Figure 17 shows the HIV receptor binding sites in the spike protein as already described by
Pradhan P in a preprint on January 31, 2020 (Q: Pradhan P Figure 3, Uncanny similarity of unique
inserts in the 2019-nCoV spike protein to HIV-1 gp120 and Gag | bioRxiv)



https://www.biorxiv.org/content/10.1101/2020.01.30.927871v1.full
https://www.biorxiv.org/content/10.1101/2020.01.30.927871v1.full
https://www.scienceopen.com/document?vid=352c7fc2-4d7c-4f05-83e2-0306517c2f16
https://www.biorxiv.org/content/10.1101/2020.01.30.927871v1.full
https://www.biorxiv.org/content/10.1101/2020.01.30.927871v1.full
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While the properties of the first three HIV-like regions receive little attention when discussing the
properties of the spike protein of SARS-CoV-2, the conspicuous furin cleavage site (in light green) has
been confirmed many times. This corresponds to the amino acids PRRAR and was also already found
in the publication by Pradhan P 2020 (Uncanny similarity of unique inserts in the 2019-nCoV spike
protein to HIV-1 gp120 and Gag | bioRxiv). However, the other three areas are also exciting, as together
they form the docking site on CD4 in the three-dimensional form of the spike protein, which in principle
can be used to give the SARS-CoV-2 virus access to CD4-positive immune cells. Nevertheless, these
binding sites have hardly been discussed so far, the focus is clearly on the so-called furin cleavage site.

2.1.2.2 The conspicuous furin cleavage site is a kind of "special feature" of the SARS-CoV-2 virus,
as all closely related viruses of the Sarbeko group do not have this cleavage site (Furin cleavage motif
makes SARS-CoV-2 more aggressive, scientists find (drugtargetreview.com)). The furin cleavage site
serves a proteolytic (i.e. protein-cleaving) enzyme called furin to cleave the spike protein into two main
components, the subunits S2 and S1. The furin cleavage site located in the spike of SARS-CoV-2 is
extremely effective due to its very rare amino acid sequence with an arginine (R) in the third position,
which means that a high percentage of spike molecules can be cleaved into the two subunits S1 and
S2 using the cell's own enzymes such as furin (Segreto R 2021; Hoffmann M 2020).

receptor
domain

Cleavage site

. CDf , A
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SARS-CoV-2 (671-692)
Bat SARS-like CoV
RaTG13
Bat SARS-like CoV WIV16
SARS-CoV A031
SARS-CoV A022
SARS-CoV Urbani
SARS-CoV CUHK-W1
SARS-CoV GZ02
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Figure 18 on the furin cleavage site: left the furin cleavage site shown as a red loop through which
the SARS-CoV-2 spike protein is cleaved into the S1 and S2 subunits using the enzyme furin (shown as
scissors). Figure from: Furin cleavage motif makes SARS-CoV-2 more aggressive, scientists find
(drugtargetreview.com). right: Sequence comparison of various closely related coronaviruses shows the
exclusivity of the inserted furin cleavage site (amino acids PRRA) in SARS-CoV-2. Figure from: Cheng
MH 2020.

The cleavage of the spike protein with the ubiquitous cellular enzyme furin produces the S1 subunits
with the docking sites on cellular receptors (receptor domain), and the "cut free" S2 subunit with the
so-called "fusion domain" which can lead to the fusion of membranes.


https://www.biorxiv.org/content/10.1101/2020.01.30.927871v1.full
https://www.biorxiv.org/content/10.1101/2020.01.30.927871v1.full
https://www.drugtargetreview.com/news/76116/furin-cleavage-motif-makes-sars-cov-2-more-aggressive-than-other-covs-find-scientists/
https://www.drugtargetreview.com/news/76116/furin-cleavage-motif-makes-sars-cov-2-more-aggressive-than-other-covs-find-scientists/
https://www.drugtargetreview.com/news/76116/furin-cleavage-motif-makes-sars-cov-2-more-aggressive-than-other-covs-find-scientists/
https://www.drugtargetreview.com/news/76116/furin-cleavage-motif-makes-sars-cov-2-more-aggressive-than-other-covs-find-scientists/
https://www.drugtargetreview.com/news/76116/furin-cleavage-motif-makes-sars-cov-2-more-aggressive-than-other-covs-find-scientists/
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2.1.2.3 Possible neurotoxic properties: Sequence comparisons at RNA and protein level have
revealed further unusual properties in the SARS-CoV-2 spike protein, which may be responsible for the
aggressiveness and toxicity of the protein. Many properties can be found as so-called "superantigens"
in the immediate vicinity of the furin cleavage site, which, in addition to the details described below,
can also unusually bind the spike protein to receptors on T cells and CD28 and thus trigger
overactivation of T cells and a so-called cytokine storm (Cheng MH 2020). This T-cell activation
combined with the neurotoxic details described below can potentially trigger a neurotoxic immune
response.

The potentially neurotoxic segments of the SARS-CoV-2 spike protein within the superantigen region
in the immediate vicinity of the furin cleavage site are named in detail as:

A sequence with

1. high similarity to the neurotoxin of the Indian cobra (Naja naja) and monocle cobra
(Naja kaouthia),

2. and the neurotoxin of the multicolored krait (Bungarus multicinctus), a Chinese
venomous snake.

3. Furthermore, a protein with high sequence similarity to the G protein of the rabies
virus (Rabies) with which this virus enters neurons.

In addition to the potentially neurotoxic motifs, two binding sites were identified in this superantigen
region that show a clear similarity or even complete agreement with

1. abinding site for the neuropilin receptors NRP1 and NRP2 (important docking sites for
the virus in addition to the actual receptor ACE2),
2. abinding site for heparin with a very high affinity for heparan sulfate

2.1.2.4 A master pattern of prions was also identified outside the superantigen region at the
interface between the S1 and S2 region of the SARS-CoV-2 spike protein in the original Wuhan version
of the spike protein (which corresponds to the protein encoded by the genetic RNA vaccines but also
by the vector vaccines). According to a preprint publication by Luc Montagnier's group (Perez JC 2022
HIV_MAN-MANIPULATED CORONAVIRUS GENOME EVOLUTION TRENDS - ScienceOpen), a longer
amino acid sequence from the S1 subunit of the SARS-CoV-2 spike protein from the original Wuhan 1

variant shows extreme similarity to prions. Prions are protein structures that are practically non-
degradable in the body (as they are misfolded) and are associated with severe to fatal neurological
diseases such as Creutzfeld-Jakob or BSE (mad cow disease). In the preprint of Perez JC 2022, reference
is made to 16 cases of acute and extremely rapidly fatal Creutzfeldt-Jakob disease, each of which
occurred after genetic vaccinations (RNA or vector) against SARS-CoV-2. Sequence analyses identified
aregion of 38 amino acids that determines the prion property and which occurs in the Wuhan-1 variant
(and thus in all genetic vaccines based on this sequence) and the delta variant and was no longer active
in the Omicron variant, for example, due to several mutations. It is not yet possible to conclusively
assess how active this region actually is in humans, but this amino acid pattern definitely represents a
potential source of danger.


https://www.scienceopen.com/document?vid=352c7fc2-4d7c-4f05-83e2-0306517c2f16
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Figure 19 shows the prion sequence found within the spike protein within the blue bars (double
arrow) at the bottom: the region within the sequence of the spike protein in which the amino acid
sequence matches the "master motif" of prions. (Q: Figure 19 from Preprint: HIV MAN-MANIPULATED
CORONAVIRUS GENOME EVOLUTION TRENDS - ScienceOpen

2.1.2.5 Receptor binding domains in the spike molecule. Receptors on cell surfaces play a
decisive role in the tropism and pathogenicity of viruses. The more different receptors a virus can use
to dock and penetrate the cell, the more tissue types (and organs) the virus can infect and replicate in.
The spike protein of the corona viruses is practically the key on which the binding partners ("receptor
binding domains" RBD) to various receptors on human cells (the "lock") are encoded.

For the sake of understanding, this could be compared to a security key on which small "buttons" or
indentations allow the locking function to be wasted.

RBD

Spike Trimer

Figure 20 on the function of the receptor binding domains in comparison with a security key.
The entire protein (key) has the amino acid patterns (receptor binding domains; RBD) on its surface
with which it can bind to individual receptors.


https://www.scienceopen.com/document?vid=352c7fc2-4d7c-4f05-83e2-0306517c2f16
https://www.scienceopen.com/document?vid=352c7fc2-4d7c-4f05-83e2-0306517c2f16
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In the spike protein of SARS-CoV-2, in addition to the well-known main binding domain (docking site)
to the ACE2 receptor, further binding possibilities were found (Gu Y 2021), which occur exclusively only
in SARS-CoV-2 and not, for example, in SARS and MERS (Figure 21).
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Figure 21 of the unusual receptor binding sites, Figure 2a from Gu Y 2021: Possible receptors
for the spike protein of SARS-CoV-2 compared to SARS and MERS. The larger the bar, the better the
spike protein can bind to this receptor. The main receptor is ACE2, but the two receptors KREMEN1
and ASGR1 are also bound very effectively.

The two receptors KREMEN1 and ASGR1 are particularly effective in binding to the spike protein.
KREMENT1 is a receptor that is involved in the signalling cascade of controlled cell death (apoptosis)
when activated. This receptor is used as the main receptor by another group of viruses, the
enteroviruses. KREMEN-1 is found as a normal receptor in many tissues of the body, especially on
endocrine glands and in the intestine, but also on muscle cells, in the brain and in the bone marrow.

ASGR1 is used by the hepatitis C virus to enter liver cells and is found almost exclusively in the liver. By
utilizing ASGR1, the spike can bind very effectively to liver cells.

By using these two additional receptors, SARS-CoV-2 can infect a much wider range of cell types via
spike binding than if it only used the ACE2 receptor like SARS. The ACE2 receptor is mainly found on
cells of the blood vessels (endothelia) and on epithelia of the respiratory tract and gastrointestinal
tract. However, ACE2 is also found in the kidneys and pancreas as well as in the testicles and ovaries.

With the help of the three receptors, the spike protein of SARS-CoV-2 can bind to nearly all organs in
the body and thus also give the virus access there or influence the cells as a vaccine spike via the
receptors (see 2.2. Special effect of the spike in the body).

Further binding partners for the spike protein are described in a review paper (Suprewicz L 2023). This
article deals with damage to the brain (see also point 2.2.2.3.) and the focus is on binding partners at
the blood-brain barrier and on nerve cells. It should also be noted here that the damage mechanisms
of the spike (and the S1 subunit separated by furin cleavage) are discussed on the basis of the viral
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infection with SARS-coV-2. Since the spike proteins formed over a large area in the body due to genetic
vaccination are sequence-identical to the viral spike proteins (including the furin cleavage site, which
is active in the body despite the two proline mutations), it is to be expected that they trigger the same
mechanisms.

Meaning: The spike protein of SARS-CoV-2 (and identically the one from the genetic vaccinations) has
many cellular and extracellular binding partners beyond the ACE2 receptor. These binding partners are
primarily associated with vascular damage, increased blood clotting (thrombosis formation), access to
the brain via the blood-brain barrier and severe inflammation (also in the brain).
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Figure 22 shows binding partners at the blood-brain barrier for the spike protein with the help
of which the virus (but also the vaccine spike) can enter the brain and trigger inflammation in the nerve
cells. (Q: Figure 2 from Suprewicz L, 2023)

2.1.2.6 Summarizing the structure of the spike protein of SARS-CoV-2 (original Wuhan variant,
corresponding to the spike encoded in the genetic vaccines), it should be noted with regard to the
effect:

This molecule contains a conspicuous furin cleavage site, which means that, unlike SARS-1 and MERS,
for example, this spike can be cleaved by the cell's own enzymes into a soluble (and thus spread in the
body) S1 subunit and a membrane-bound S2 subunit. The S1 subunit is a receptor molecule, which, in
addition to the known ACE2 receptor, can utilize a variety of different docking sites on cells and has a
heparin binding site, which can interfere with blood clotting. In several places, the amino acid
structure and the spatial arrangement of the amino acids on the surface show strong similarities with
neurotoxic peptides (short pieces of protein) and a prion property. The S2 subunit remaining on the
cell surface after cleavage has fusing properties and can therefore fuse neighbouring cell membranes
and thus destroy the individual integrity of individual cells.
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2.2 Special effects of the spike protein in the body

From Wikipedia:

The spike glycoprotein contributes to the pathogenesis of Covid-19 disease through various
mechanisms:

e Binding to the ACE2 receptor can lead to deregulation of the functions of this enzyme in several
organs, including the lungs, blood vessels, heart, kidneys, intestines and brain. Many
symptoms and consequences of Covid-19 can be understood through this deregulation.2

¢ Among other mechanisms that may lead to the deregulation of blood coagulation mechanisms
in the vessels by SARS-CoV-2 is the direct or indirect influence of the S1 region of the spike
glycoprotein on receptors and other structures of the blood vessels.22“1]

e The spike glycoprotein can also bind to other receptors and thus lead to the deregulation of
other functions.“2

Note: ACE2 is an enzyme called angiotensin-converting enzyme 2.

2.2.1 The S2 subunit triggers cell fusions

By separating the S1 subunit of the spike protein at the very effective furin cleavage site, the S2 subunit
is activated to connect (fuse) cell membranes. In the event of a viral infection, the SARS-CoV-2 viruses
are taken up into the cells via this mechanism and passed on between cells. Regardless of the virus,
the spike alone can trigger a fusion of cells, resulting in the formation of so-called syncytia (Figure 23).
Syncytia are several fused cells without partitions with multiple cell nuclei, which usually become
dysfunctional as a result. Physiologically, syncytia in humans only occur in the placenta and in striated
skeletal muscle, pathologically in various viral infections and in SARS-CoV-2. The spike protein of SARS-
Cov-2 in particular, with its S2 subunit, is extremely fusiogenic ("SARS-CoV-2 S protein showed a
remarkable fusogenic activity" (Theuerkauf SA, 2021). To demonstrate this very effective fusogenic
property of the spike protein, cell culture experiments were carried out by the Paul-Ehrlich-Institut
working group, in which the spike gene was introduced into cells by transfection of a spike-encoding
plasmid. This procedure is comparable to the basic mechanism of genetic engineering vaccines. The
cells transfected in this way then formed the spike protein. Extreme syncytia formation was observed
in the spike-forming cell cultures. This matches the particular pathology in SARS-Cov-2-infected lungs,
where syncytia were also observed. This unusual syncytia formation is a unique feature of the SARS-
CoV-2 virus. ("Syncytia formation has recently been described as main and unique lung pathology in
patients affected with COVID-19 in an occurrence not seen in other lung infections before." Theuerkauf
SA, 2021). Regardless of the viral infection, the SARS-CoV-2 spike protein produced in cells alone is
sufficient to trigger cell fusions, a significant potential danger of genetic vaccines. According to the
publication from the PAI (Theuerkauf SA 2021), these fusion properties can only be prevented with
difficulty by specific neutralizing antibodies (" This suggests that cell fusion is not only proceeding with
minimal amounts of S protein but also difficult to access for neutralizing antibodies."). Based on the
findings in this publication from the PAI, it is very likely that the spike, which is formed in the body due


https://de.wikipedia.org/wiki/Spike-Glykoprotein_von_SARS-CoV-2#cite_note-39
https://de.wikipedia.org/wiki/Spike-Glykoprotein_von_SARS-CoV-2#cite_note-40
https://de.wikipedia.org/wiki/Spike-Glykoprotein_von_SARS-CoV-2#cite_note-41
https://de.wikipedia.org/wiki/Spike-Glykoprotein_von_SARS-CoV-2#cite_note-42
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to the genetic vaccinations, also has a considerable syncytia formation property analogous to the cell
cultures and that this cannot be prevented even with high antibody formation against the spike.

Note: this publication originates from the Paul-Ehrlich Institute (PAI) with the then director Klaus
Cichutek as one of the authors, i.e. the PAl knew very early on about this problem of syncytia formation
even through "low levels of S protein".

The problem of syncytia formation by the spike protein is summarized very well here: Coronavirus
makes our cells merge - Spike protein of SARS-CoV-2 triggers cell fusions even in non-infected cells -

scinexx.de .

The fact that syncytia formation can contribute to immunodeficiency not only by disrupting the
function of the affected cells but also by fusing and killing lymphocytes with the syncytia (Figure 20)
was discussed early on in a paper from China (Zhang Z 2021).
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Figure 23 shows the formation of syncytia by the S2 subunit of the spike protein (left) and
the mechanism by which the syncytia can internalize and then kill lymphocytes (right). In this way, the
spike protein can force a reduction of lymphocytes (lymphocytopenia) and thus a general
immunodeficiency. (Q: Figure 5 from Zhang Z 2021)

2.2.2 The S1 subunit can spread throughout the body and persist for a long time

Due to the furin cleavage already described several times, the S1 subunit of the spike protein of SARS-
CoV-2 and thus also the spike, which is formed in the body by the genetic vaccinations, can be detached
from the transfected cells and spread in the body. The S1 subunit can bind to the wall cells of the blood
vessels (endothelia) in all organs including the brain (S1 is even able to cross the blood-brain barrier)
via its ACE2 receptor binding site. Accordingly, the S1 of the spike is regularly detected in organ damage


https://www.scinexx.de/news/medizin/coronavirus-laesst-unsere-zellen-verschmelzen/
https://www.scinexx.de/news/medizin/coronavirus-laesst-unsere-zellen-verschmelzen/
https://www.scinexx.de/news/medizin/coronavirus-laesst-unsere-zellen-verschmelzen/
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both after severe Covid-19 diseases ("LongCovid") and after genetic vaccinations ("PostVac") using
various methods, especially in the area of the capillaries (Figure 21 B-D). Our own staining shows that
even small blood vessels in placentas of newly vaccinated pregnant women (2nd or 3rd trimester) in
individual cases clearly stain for the spike protein (see Figure 21 A). In a study (publication in
preparation), of 92 placentas of vaccinated women examined, 28 were found to have clear spike
detection (without nucleocapsid detection, i.e. excluding infection with the virus). This indicates that
the genetic vaccination or at least the spike protein can also reach the unborn child via the placental
barrier. However, the S1 subunit can also dock onto other cells with the help of the various receptor
binding sites and can often be taken up into them. For example, in a study from the USA (Patterson BK
2022), the S1 subunit was detected in macrophages from patients up to 15 months after a viral
infection, and without persistent virus ("It is important to note that the S1 protein detected in these
patients appears to be retained from prior infection or phagocytosis of infected cells undergoing
apoptosis and is not the result of persistent viral replication.”). This astonishingly long period of time
suggests either that the spike protein appears to be surprisingly long-lived or that it is replicated in the
body. Nothing was known in the publication about the vaccination status of the people concerned.
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Figure 24: Spike staining on blood vessels of A) placenta of a woman vaccinated with Comirnaty
(3rd dose) in week 37 of pregnancy. The staining was performed after the birth of the child in the 40th
week of pregnancy. There is a clear positivity for the spike protein of the vessel walls (endothelia,
arrows, stained brown) in a mature placental villus (on the fetal side of the placenta). B) Vascular wall
of a large capillary artery (coronary artery) of a patient who died acutely of cardiac arrest. Here, the
areas around the small blood vessels (vasa vasorum externae) that supply the muscular wall of the right
coronary artery (arteria coronaria dextra) are clearly spike-positive. (Positive are endothelial cells and
macrophages in brown). The yellow arrow points to the lumen of a small vessel with a microthrombus.
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C) Spike detection (here green) in the adventitia of a small pulmonary artery (arrow) with remnants of
a thrombus (brown in the lumen, yellow arrow); D) Spike detection in the wall of a blood vessel in the
cerebellum. In all cases, counterstaining with antibodies against the nucleocapsid protein (as evidence
of a viral infection) was negative. Sources: A) U. Kdmmerer, Women's Hospital Wurzburg; B) M. Morz,
Institute of Pathology "Georg Schmorl" Dresden Friedrichstadt. C+D) V. Schmidt-Kriiger, Labor
Inmodia GmbH (via MWGFD)

2.2.2.1 The S1 subunit triggers inflammation in macrophages

Using cell cultures of mouse and human macrophages, it was shown that a recombinant (i.e. artificially
produced) S1 subunit of the SARS-CoV-2 spike protein stimulates macrophages to produce typical pro-
inflammatory messenger substances (cytokines) in a dose-dependent manner (Shirato K 2021; Chiok
K, 2023). The interaction of the S1 subunit with a specific pro-inflammatory receptor, TLR4, appears to
be a key factor in this process. (Note: there are many different TLRs, in the context of the discussion
about the deimmunizing modRNA - point 1.4.3 - an inhibitory interaction with TLRs 7 and 8 plays a role,
this is to be distinguished from TLR4).

For understanding: Due to the basically identical mechanisms of spike formation in cells both after an
infection with SARS-CoV-2 in the context of its multiplication within an infected cell and after
transfection with the genetic information for the spike protein by means of genetic vaccines, the
findings on the effect of the viral spike (infection) can be directly transferred to the effects of the
vaccine spike (transfection).

As outlined in Figure 21 (from Chiok K 2023): it makes no difference whether the pro-inflammatory S1
subunit circulates in the body via the virus as part of an infection or as part of the vaccination spike.
These practically identical mechanisms often make it difficult to differentiate between long-Covid and
post-Vac.

However, the fact that the viral infection (typical respiratory virus) usually only occurs on superficial
mucosal cells and therefore only a small amount of soluble spike enters the circulation, an enormous
amount of formed spike is detectable during genetic vaccination with subsequent transfection and
significantly more pronounced effects can be expected.
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Figure 25: Sketch of the connection between spike and inflammation shows that both the viral
infection and the genetic vaccination stimulate macrophages to an inflammatory reaction via the S1 of
the spike protein, which can then lead to pneumonia. (Q: Figure 4 from Chiok K 2023)

If macrophages are activated by the S1 subunit to promote inflammation, this can lead to inflammation
in all tissues and organs, as macrophages are found everywhere in the body. The two tissue structures
most frequently affected by the S1 subunit as a result of genetic vaccination, with effects on the
frequent symptoms of vasculitis/thrombosis and neurological damage, are the cells of the blood vessel
walls (endothelia) and the nerve cells (neurons) in the body. The endothelia are not only directly
affected by the spike, but apparently macrophages activated by the S1 subunit increase the sensitivity
of the vessel walls to respond to the spike S1 protein with thrombosis-promoting inflammation (" [...]
our findings highlight the relevance of innate immune cells in the spike-dependent induction of a pro-
coagulative phenotype in the endothelium and provide a pathogenetic model for endothelial
dysfunction in COVID-19 based on a crosstalk between immune and endothelial cells, both targets of
the spike S1 protein." (Rotoli BM 2021).

The spike protein and especially the S1 subunit can also trigger pro-inflammatory damage in all other
cell types. In the following, however, only endothelial damage and the effect on the nervous system
will be discussed, as these are at the forefront of the spike-induced damage that causes patients to
suffer from post-vac problems.

2.2.2.2 S1 as a cause of vascular inflammation and damage

For understanding: Most of the published work on the topic of Sars-CoV-2 spike protein and vascular
damage is discussed as an explanation for the observed vascular damage and thrombosis as a result of
the actual virus infection. However, the underlying experiments were carried out with recombinant
(i.e. genetically engineered) spike protein or its subunits (but not with the virus itself). Since the
recombinant spike protein and its separated S1 subunit are also produced in the human body after



49

genetic vaccination, the experimental data can be transferred accordingly to the effect of the "vaccine-
induced" spike protein.

In a mouse model, mechanisms were investigated that can explain the vascular damage that is also
observed in humans as a result of severe COVID-19 disease or vaccination damage. The authors
conclude from their results that the S1 subunit of the spike protein of SARS-CoV-2 alone, without the
infectious virus, is capable of triggering inflammatory mechanisms:

(Nuovo GJ 2020) "In sum, the data presented indicates that the full-length S1 subunit of the spike
protein of SARS-CoV-2 alone is capable, without the infectious virus, of inducing systemic
microendothelial cell damage in mice with a cognate pattern of complement activation and increased
cytokine expression and the concomitant thromboses/hypercoagulable state. This disease pattern
strongly parallels the extra-pulmonary manifestations of severe human COVID-19 and suggests that
the latter may not represent systemic infectious virus. "

The binding of the S1 subunit to endothelial cells can occur not only via the ACE2 receptor, but also via
another factor, the so-called P-selectin. This P-selectin is also found on blood platelets (thrombocytes)
and in a study from China (Wang C 2024). This explains the underlying mechanism of platelet activation
and vascular cell inflammation by the S1 subunit of the SARS-CoV-2 spike protein (Figure 22). Activated
platelets in combination with inflammation (and thus dysfunction) of the vessel walls (endothelial cells)
lead to thrombosis. ("Platelet activation and endothelial dysfunction are the critical events in the
pathogenesis of vascular thrombosis"). Many small thromboses deplete the blood platelets and are no
longer available to stop the bleeding as a result of the thrombocytopenia triggered by this. This
thrombocytopenia as a result of the thromboses can lead to extensive bleeding in non-occluded
vessels, even with minor injuries (corresponding to the tendency of patients taking blood thinners to
develop very large haematomas).
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Figure 26: Thrombosis induction via the S1 subunit is achieved by binding to P-selectin. Here
in the figure (abstract from Wang C 2024), a substance (PS1-697) is discussed that inhibits the binding
of P-selectin and could therefore possibly be used as an anti-thrombosis agent for spike-induced
thrombosis.
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2.2.2.3 Summary of spike and thrombosis/embolism due to vascular damage

As the cleaved S1 fragment of the spike protein formed can activate platelets (causing them to clump
more quickly), bind heparin (reducing its anti-thrombotic effect) and cause inflammatory changes to
vessel walls (thrombi then accumulate at the sites of inflammation), it contributes significantly (now
scientifically recognized) to the formation of thrombi in capillaries. This can also be detected
microscopically - see photos in Figure 21. It should also be noted here that it is not just a matter of
"deposits" of the spike protein, because in addition to the separated S1 protein subunit distributed in
the bloodstream, the lipid nanoparticles are also distributed throughout the body after vaccination
(see point 1.4.5.) and can therefore transfect cells everywhere. The first cells to be affected by these
LNPs are the endothelial cells of the vascular walls. As a result of the transfection of the endothelial
cells, the spike protein is also formed "locally", i.e. directly in the capillaries. This local spike formation
means that the S2 subunit in the walls of the endothelial cells can contribute to syncytia formation
through furin cleavage (see points 2.1.1.; 2.1.2.2.; 2.2.1). Furthermore, the endothelia, like all cell types
that express the spike on their surface, can be attacked and killed by cytotoxic T cells (Figure 30). This
results in damaged areas in the blood vessels, which in turn promote the formation of thrombosis. All
of this together causes an extremely high risk of thrombi, as seen both in severe Covid-19 diseases and
especially as a result of genetic vaccinations, which are now also listed as side effects in the package
inserts.

2.2.2.4 S1 subunit is neuroinflammatory and can trigger ME/CSF in the brain

Since the S1 subunit is able to cross the blood-brain barrier (Frank MG 2021+2024), it can also reach
the nerve cells directly and not "only" affect the endothelia of the capillaries in the brain (see Figure
20D). In the meantime, experiments have shown that the S1 subunit (independent of the virus) is
extremely inflammatory and can thus trigger systemic inflammation (encephalitis) in the brain, as
described in a publication from Dresden (Mérz M, 2022). In principle, this can lead to the clinical picture
of ME/CSF, a frequent diagnosis in the context of long Covid and/or post-vac damage.

These mechanisms are discussed in three recent papers. The review by Suprewicz L 2023 focuses on
the mechanisms by which the spike protein or its S1 subunit can bind and cross the blood-brain barrier
and thus, in the case of viral infection, enable this virus (unusual for coronaviruses) to access the brain,
where it leads to symptoms such as "fatigue, dizziness, headache, sleep disorders, malaise,
disturbances of memory and mood" via massive inflammatory reactions and vascular damage. Fatigue,
dizziness, headache, sleep disorders, malaise, disturbances of memory and mood are frequently
described by Long-Covid and PostVac patients, and are also observed in ME/CSF of other causes. But
in addition, the expression of spike in the brain can also contribute to more serious complications such
as strokes and encephalopathies ("Damage to the brain vessels mediated by the coronavirus spike
protein (S-protein) and overactive immune responses have been identified as leading causes of this
condition"). Another review (Klein RS 2022) confirms these mechanisms and also emphasizes the role
of the spike protein with its inflammation- and thrombosis-promoting properties as a central element
of neurological damage, whereas true viral infections in the brain are described as rare. ("While the
development of neurologic diseases during acute COVID-19 is rarely associated with evidence of viral
neuroinvasion, new evidence suggests SARS-CoV-2 Spike (S) protein exhibits direct inflammatory and
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pro-coagulation effects. This, in conjunction with immune dysregulation resulting in cytokine release
syndrome (CRS) may result in acute cerebrovascular or neuroinflammatory diseases."

An earlier review (Theoharides TC 2022) expresses the suspicion that the typical symptoms of Long
Covid (at that time there was no post-vac) are linked to "antigen persitence", i.e. the long-lasting
presence of the spike antigen. The author describes the sum of the resulting neuro-inflammation,
damaged blood vessels and brain cells as "autoimmunity of the brain" and concludes the article with
a call to limit or prevent the harmful effects associated with spikes, especially on the brain and their
possible contribution to the development of long-term COVID.

3. Disruption of the immune system at several central sites

3.1 Link between genetic vaccinations and infections

There are increasing observations that people have an increased susceptibility to typical diseases after
genetic vaccination, which can be interpreted as a sign of general immunosuppression. This includes a
reactivation of herpes viruses, especially the varicella-zoster virus (chickenpox virus), which manifests
itself in the form of shingles. But also an increased susceptibility to long-lasting viral and bacterial
infections or even protozoa such as mycoplasma. There is currently an unusual increase in pneumonia
caused by mycoplasma, which indicates that the immune system of those affected is poor, as only then
can this intracellular parasite spread easily in the population.

In a letter to the editor of the "Virology Journal" (Yamamoto K 2022), the author summarizes the
aspects of possible immunosuppression by genetic RNA vaccines already known in 2022 as Comirnaty
as follows (with citation of the literature, omitted here in the translation - see original):

"Some studies suggest a link between COVID-19 vaccines and reactivation of the virus that causes
shingles. This condition is sometimes referred to as vaccine-acquired immunodeficiency syndrome [....]
The decrease in immunity is caused by several factors. First, N1-methylpseudouridine is used as a
replacement for uracil in the genetic code. The altered protein can trigger the activation of regulatory
T cells, leading to reduced cellular immunity. The spike proteins do not disintegrate immediately after
the administration of mMRNA vaccines. The spike proteins present on exosomes circulate in the body for
more than 4 months. In addition, in vivo studies have shown that lipid nanoparticles (LNP) accumulate
in the liver, spleen, adrenal glands and ovaries. LNP-encapsulated mRNA is highly inflammatory. Newly
formed spike protein antibodies damage the cells and tissues that are designed to produce spike
proteins, and vascular endothelial cells are damaged by spike proteins in the bloodstream; this can
damage immune system organs such as the adrenal gland. In addition, antibody-dependent
enhancement may occur, in which infection-enhancing antibodies weaken the effect of neutralizing
antibodies in preventing infections"

3.1.1 The more genetic vaccinations, the more Covid-19 diseases. In a large study of over
50,000 employees of the Cleveland Clinic (Shrestha NK 2023), the relationship between genetic
vaccinations (87% Comirnaty from Pfizer, 13% Spikevax from Moderna) against Covid-19 and the risk
of disease was investigated. The sobering conclusion was that the risk of contracting Covid-19
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increased with the number of vaccinations ("The risk of COVID-19 also increased with time since the
most recent prior COVID-19 episode and with the number of vaccine doses previously received.") The
correlation can be seen very clearly in Figure 2 of the paper, in which the cumulative risk of contracting
Covid-19 clearly increases with each vaccine dose. The increase is strongest between employees who
have not been vaccinated against SARS-CoV-2 and those who have been vaccinated, so that from the
very first injection there is an increased susceptibility to the disease against which the vaccination was
actually intended to protect (exactly the opposite of what would be expected with a vaccination).
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Figure 2. Cumulative incidence of coronavirus disease 2019 (COVID-19) for study participants stratified by the number of COVID-19 vaccine doses previously received. Day
SIZ\‘/sIsh:yZ September 2022, the date the bivalent vaccine was first offered to employees. Point estimates and 95% confidence intervals are jittered along the x-axis to improve
Figure 27 on the increasing risk of Covid-19 disease after vaccination. Data from the large
Cleveland Clinic study show a clear link between genetic vaccinations and the cumulative susceptibility
to contracting Covid-29. The more vaccinations, the greater the risk of contracting Covid-19 (Q: Shresta
NK 2023, Figure 2).

These data from the USA with Comirnaty from Pfizer fit in with the observation of increasing
"vaccination breakthroughs" with the (identical) Comirnaty from BioNTech available in Germany and
suggest a negative effect on the immune system due to the genetic RNA vaccinations.

The "Supplemental material" of a study from the Netherlands
(https://www.sciencedirect.com/science/article/pii/$S1933021924000278?via%3Dihub#s0115)
illustrates very well the correlation between the number of vaccinations (in the Netherlands mainly
Comirnaty) and the rate of subsequent SARS-CoV-2 infections:


https://www.sciencedirect.com/science/article/pii/S1933021924000278?via%3Dihub#s0115

53

D

5 7 o 2 2 0
0
i)
8
sS4 105 55 15 3 0
S % total samples
& B
Z 3 10 84 15 5
8 15
@
S 10
o 2 19 58 27 10 3
o 5
£
_8 0
[ 2 7 2 1 0
3
=z

0 10 39 31 8 2

0 i 2 3 4
Number of infections

Figure 28 on the accumulation of Covid-19 in three genetic vaccinations (Q:
https://www.sciencedirect.com/science/article/pii/$1933021924000278?via%3Dihub#s0115 )

Some important basics for understanding the immunosuppressive effect are presented below. The
point of the immunosuppressive effect of modRNA with the base W has already been dealt with under
point 1.4.3.

3.2 Dendritic cells, not muscle cells, are the target of transfection

According to BioNTech and many publications by U. Sahin, Comirnaty's declared target cells are the
so-called dendritic cells (Figure 26). A BioNTech press release on Kathalin Kariko's Nobel Prize
(Statement on the award of the 2023 Nobel Prize in Physiology or Medicine to Katalin Kariké and Drew
Weissman | BioNTech ) reads: "The Sahin-Tiireci researchers developed strategies for the targeted
uptake of mRNA into dendritic cells, which increased the potency of mRNA by a factor of 1.000-fold"
and in an interview with the Arzteblatt (https://www.aerzteblatt.de/nachrichten/121745/Biontech-
Nanopartikel-sind-schwieriger-herzustellen-als-mRNA) U. Sahin is quoted as saying: "The challenge lies
rather in the production of the nanoparticles that envelop the mRNA and transport it to its destination
- primarily dendritic cells in lymph nodes." (BioNTech: Nanoparticles are more difficult to produce than
mRNA)

According to BioNTech, this clear preference of Comirnaty's for dendritic cells is contrary to the public
statement (also made by the director of the PAI, Klaus Cichutek, among others) that the genetic vaccine
would remain almost completely in the muscle near the injection site. "Furthermore," Cichutek
explains, "the majority of the mRNA remains in the muscle after vaccination. Although the smallest
amounts can also enter the blood or organs, they are harmless there" (Faktencheck MDR Wissen from
15.06.2021 No organ damage from spike protein after mRNA vaccination | MDR.DE). "Of course, the

vaccine does not remain 100 percent in the upper arm muscle, but is also distributed somewhat in
the body." But what is distributed in the body are irrelevant small amounts, says Watzl." (Correktiv


https://www.sciencedirect.com/science/article/pii/S1933021924000278?via%3Dihub#s0115
https://investors.biontech.de/de/news-releases/news-release-details/statement-zur-auszeichnung-von-katalin-kariko-und-drew-weissman
https://investors.biontech.de/de/news-releases/news-release-details/statement-zur-auszeichnung-von-katalin-kariko-und-drew-weissman
https://www.aerzteblatt.de/nachrichten/121745/Biontech-Nanopartikel-sind-schwieriger-herzustellen-als-mRNA
https://www.aerzteblatt.de/nachrichten/121745/Biontech-Nanopartikel-sind-schwieriger-herzustellen-als-mRNA
https://www.aerzteblatt.de/nachrichten/121745/Biontech-Nanopartikel-sind-schwieriger-herzustellen-als-mRNA
https://www.mdr.de/wissen/corona-covid-impfung-mrna-keine-schaeden-organe-spike-protein-100.html
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fact check with Carsten Watzel: No evidence that spike protein produced during mRNA vaccination
has a "toxic" effect)

On the BioNTech website (Figure 29), the principle of action of Comirnaty on human cells is illustrated
using a transfected "APC" (antigen-presenting cell, to which dendritic cells belong). Incidentally, muscle
cells do not appear in any of the diagrams on the mode of action of Comirnaty; the typical starfish-like
dendritic cells are always shown, which actually corresponds to the aim of transferring the dendritic
cells from the muscle.
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Mit diesem Ansatz lernen die Immunzellen, wie man den Krankheitserreger erkennt und beké@mpft und kénnen soim Fall
einer tatsachlichen Infektion schnell reagieren und das Pathogen eliminieren. Diese schnelle Reaktion reduziert signifikant
das Risiko fiir eine Pathogen-induzierte Erkrankung sowie einer Ubertragung des Krankheitserregers auf andere Menschen.

Figure 29 shows Comirnaty’s target cell: Dendritic cell (here: APC for antigen-presenting cell
(Q: BioNTech webpage)

Insert for understanding: dendritic cells

Dendritic cells (DC) are so called because they have many extensions (dendrites) that protrude from
their surface and are clearly visible under the microscope. DC are often referred to as "key cells of
immunity" because they orchestrate immune responses via a variety of mechanisms. A key property
of DC is their ability to present antigens specifically to other immune cells, which is why they, like
macrophages, are classified as antigen-presenting cells (APC), of which they are the most important
representative. During antigen presentation, the DC can use additional cofactors to control whether
the presented antigen should be tolerated by the immune system or recognized as dangerous and
fought against. The normal function of dendritic cells is controlled in a complex interplay with the
environment. Immature dendritic cells are found throughout the body in a function as guard cells. As
soon as they notice a foreign antigen (e.g. components of a virus), they absorb it. The DC migrate
towards the nearest lymph nodes with the absorbed foreign antigen. During their migration, they
mature and break down the antigen into small components, the peptides (protein fragments). These
peptides are bound to special receptors, the MHC molecules, and transported to the surface of the DC.
Once in the lymph nodes, these MHC molecules with the bound peptides are presented to the inactive
T cells present there. (You can imagine this as in US crime novels, where a number of possible


https://correctiv.org/faktencheck/2021/06/18/covid-19-keine-belege-dass-das-durch-eine-mrna-impfung-produzierte-spike-protein-toxisch-wirkt/
https://correctiv.org/faktencheck/2021/06/18/covid-19-keine-belege-dass-das-durch-eine-mrna-impfung-produzierte-spike-protein-toxisch-wirkt/
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perpetrators are presented to a witness). If a T cell is found that recognizes this peptide, it can be
activated by the presenting DC, provided it is a foreign antigen, and begins to divide. In the case of
infections, this is often noticeable by swelling lymph nodes. These activated T cells then swarm from
the lymph node into the body and search for the peptides (and thus the associated antigens). If these
T cells then encounter cells that have this antigen on their surface, e.g. because they are infected with
avirus, the cells are attacked and killed. Under the guidance of DCs, T cells learn to recognize the body's
own antigens or, for example, food components as "own" and taboo. The appropriate T cells become
tolerant and suppress a rejection reaction. In the case of autoimmune problems, the wrong T cells are
activated by a DC error and instead of tolerance, they become attack ("cytotoxic") T cells, which can
now attack the body's own structures. In this respect, dendritic cells play a key role in the coordination
of the immune system and the correct activation or deactivation of cytotoxic T cells in particular; DC
as target cells for transfection with foreign genes can therefore lead to massive disruptions in DC
function and thus in the finely tuned immune network.

3.2 Spike expression on dendritic cells other than physiological

However, in the very simplistic representation of the effect of Comirnaty on dendritic cells as outlined
in Figure 29 by BioNTech or Figure 30 (Deutsche Apothekerzeitung), it is assumed that the APCs present
the vaccine antigen on their surface in such a way that it serves to activate T cells via normal
presentation mechanisms of APCs (note: means only small fragments (peptides) of the spike protein
coupled to special receptors, the MHC molecules). However, a large review paper (Pardi N 2018) led
by D. Weissman, who received the Nobel Prize together with Ms. Kariko for the modRNA vaccine
development, shows the more correct effect of the transfected modRNA on spike formation and
presentation in dendritic cells (Figure 1). Since the lipid nanoparticles are used to introduce the
complete gene in the form of modRNA for the spike protein into the cells, this complete spike is in
principle also formed in the cells and not immediately broken down into peptides again. It is precisely
the modifications of the RNA with the incorporation of ¥ that serve to immunologically paralyse these
cells (see point 1.4.3) and ensure that they recognize the spike protein to be formed as their own and
do not break it down. This leads to the dendritic cells incorporating the complete spike protein (here
in the figure "native AG expression") on their surface and only partially presenting it correctly to the T
cells as peptides. If the peptides of the spike proteins have actually been successfully presented by
some DC for the activity of cytotoxic T cells, there is now an immense risk that these activated T cells
will turn against their own dendritic cells if these are identified as supposedly virus-infected by the
incorporation of the spike protein into their surface and are consequently destroyed.
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Figure 30: Theoretical effect of Comirnaty on dendritic cells . In contrast to the simplified
sketch from the BioNTech website (Figure 26), an important aspect is shown here: The T cells activated
by the spike formation recognize cells that express the spike protein on their surface as "virus-infected"
(bottom center of the graphic) and "eliminate (i.e. destroy) them. This is an important mechanism that
can promptly destroy infected cells in the event of a real infection and thus stop virus replication. With
repeated genetic vaccinations, however, the cells that now form the spike protein thanks to the genetic
information and show it on their surface to the immune system are also regarded as supposedly infected
and "eliminated" (classic autoimmunity). And since the dendritic cells are the main targets of the LNPs,
there is a considerable risk that these key cells of immunity will then be attacked and killed by their own
cytotoxic T cells. (Q: Deutsche Apothekerzeitung https://www.deutsche-apotheker-zeitung.de/daz-
az/2020/daz-50-2020/was-ueber-den-biontech-impfstoff-bekannt-ist)
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Figure 1|Innate immune sensing of mRNA vaccines. Innate immune sensing of two
types of mMRNA vaccine by a dendritic cell (DC), with RNA sensors shown in yellow,
antigen in red, DC maturation factors in green, and peptide—major histocompatibility
complex (MHC) complexes in light blue and red; an example lipid nanoparticle carrier is
shown at the top right. A non-exhaustive list of the major known RNA sensors that

Figure 31 of the effect of modRNA on dendritic cells: from the working group of D. Weissman
(Pardi N 2018). The right-hand side (b) shows the mechanism when the RNA modified byW¥ is
transfected into DC. The normal mechanisms of activation, maturation and cofactor formation by the
DC (left in part a) are suppressed, the important control centre cell of immunity is transformed into a
passive pure antigen production site, which also presents the full (native) antigen on its surface and thus
makes itself a target cell of specific cytotoxic T cells. This point, the elimination of the cell, has been
added to the original figure from BioNTech (Figure 26 above) by the German Pharmacist's Journal
(https://www.deutsche-apotheker-zeitung.de/daz-az/2020/daz-50-2020/was-ueber-den-biontech-
impfstoff-bekannt-ist ), namely that the presenting cell can also be eliminated as a supposedly virus-
infected cell by the activated cytotoxic T cells (bottom centre in Figure 27).



https://www.deutsche-apotheker-zeitung.de/daz-az/2020/daz-50-2020/was-ueber-den-biontech-impfstoff-bekannt-ist
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3.3 Antibody class change as a sign of an immune problem: 1gG4

Interestingly, genetic vaccination with Comirnaty appears to have a strong effect not only on the
cellular immune response, but also on the antibody response. In a study by the University of Erlangen
(Irrgang P 2022), it was shown that in healthy healthcare workers, several weeks to months after the
second dose of Comirnaty, there was a so-called class switch in the antibodies formed from the
desired, immune defence-associated classes 1gG1 and 3 to an increasingly higher proportion of
undesired class 1gG4 immunoglobulins (in the case of vaccination). ("In summary, our study
demonstrates an mRNAvaccine-induced antiviral 1gG4 antibody response appearing late after
secondary immunization."). An IgG4 antibody class is associated with a reduced inflammatory and
immune response. ("Importantly, this class switch was associated with a reduced capacity of the spike-
specific antibodies to mediate antibody-dependent cellular phagocytosis and complement deposition").

Insert for understanding: Antibodies and Comirnaty

There are different types of antibodies, each of which is produced by specialized B cells. In respiratory
infections such as SARS-CoV-2, two antibody groups in particular play a role: the so-called IgA
(immunoglobulin A) antibodies, which are located on the cells of the mucous membrane and can
become active on "first contact" with the virus. Provided that they bind the components of the virus.
This is either because you have already had an infection with this virus (e.g. the infection with the
"Alpha" variant protects against "Omicron"), or with a closely related virus - such as normal cold
coronaviruses. The majority of respiratory infections (i.e. all "cold and flu viruses, including
coronaviruses) are already prevented on the mucous membrane if sufficient neutralizing IgA
antibodies (and corresponding immune cells) are present. (Note: Since the genetic vaccination is
injected into the muscle and does not act directly on the mucous membrane of the respiratory tract
like the viruses, no IgA is formed on the mucous membrane cells during vaccination). Should the virus
nevertheless manage to penetrate mucosal cells and multiply and even enter the bloodstream, the so-
called IgG antibodies take effect in addition to the cellular immune response, which is also important
here. Within the group of so-called IgG antibodies, which are predominantly soluble in the blood and
represent the immune response, there are four main classes: 1gG2 and IgG3 are characteristic for an
active, combating immune response, IgG2 and IgG4 for a tolerogenic immune response and a reducing
immunity respectively. [gG4 antibodies are mainly formed when an antigen comes into contact with
the immune system permanently (such as cellular structures) or very frequently (such as from common
food) in order to prevent autoimmunity or allergies. The development of class 1gG4 antibodies is
therefore the desired goal of anti-allergy therapies. The aim here is to trigger tolerance to the allergen
through targeted repeated vaccinations with the allergy antigen, e.g. pollen from a plant
("hyposensitization"), so that an excessive inflammatory immune response no longer occurs.("High
levels of antigen-specific 1gG4 have been reported to correlate with successful allergen-specific
immunotherapy by blocking IgE-mediated effect")

IgG4-based immune recognition is therefore accompanied by tolerance, which is desirable in the
treatment of allergies, but is counterproductive in the case of a vaccination against a potentially
dangerous pathogen such as SARS-CoV-2 and presumably increases susceptibility to the pathogen (and
close relatives, such as SARS-CoV-2).SARS-CoV-2 and beta-coronaviruses) against which the IgG4
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response was triggered. ("Since Fc-mediated effector function could be critical for viral clearance, an
increase in IgG4 subclasses might result in longer viral persistence in case of infection."). Parasites such
as worms or some tumours can also actively evade an immune response by promoting the formation
of 1gG4 antibodies in order to persist and grow in the host without triggering its immune response.
This and other functions of 1gG4 antibodies are summarized in a review paper (Rispens T 2023) as
follows: "IgG4 is largely unable to activate antiboldy-dependent immune effector responses |[....] These
properties of IgG4 have a blocking effect, either on the immune response or on the target protein of
1gG4." This underlines the unfavourable effect of IgG4-based immunity with regard to effectively
combating a pathogen such as the SARS-CoV-2 virus, i.e. an extremely counterproductive effect of
Comirnaty on the desired immune response to an infection with SARS-CoV-2: although the virus is
recognized, the immune system does not fight it, but due to a lack of immune activation, the virus can
persist and multiply in the body for a particularly long time. The properties of 1gG4 antibodies are
summarized in Figure 32.
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are particularly reduced by phenylalanine at position 234 (F234), glycine at

Figure 32 shows the class change of the antibodies : This class change towards anti-spike 1gG4
was again significantly increased by the "boosting" with the third genetic vaccination or also by an
infection with SARS-CoV-2 after a triple Comirnaty vaccination, so that in some test subjects
predominantly antibodies of class 1gG4 against the spike protein were found after a longer period of
time. This IgG4 dominance was accompanied by a corresponding population of B cells which
increasingly matured in the direction of the tolerogenic IgG4-producing B cells over the course of the
study period. (... that the switch to IgG4 is a consequence of ongoing GC maturation and that it takes
several months until IgG4-switched memory B cells appear.") (Q: Figure 2 from Rispens T 2023).
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In a study from Hamburg (Kobbe R 2024), the development of an "unusual" 1gG4 immune response
against the S1 subunit of the vaccine spike protein was detected in 5-11 year old children one year
after vaccination with Comirnaty. The authors explain that the effect of this antibody formation on the
long-term immune status of the children is unclear ("remains unclear how the specific subclass kinetics
with delayed 1gG2 and 1gG4 induction by mRNA vaccination, here first described in children, affects
long-term immunity."). The authors also appear to have safety concerns regarding the genetic RNA-
LNP vaccinations that can trigger this unexpected IgG4 class switch, as they emphasize that it is
important to clarify the underlying mechanisms in order to assess the risk of future vaccinations with
substances such as Comirnaty. ("Understanding the role and interplay of these regulatory factors will
be crucial to design safe and effective vaccines for all age groups in the future")

In addition to this class change of the IgG antibody types to the non-protective 1gG4 anti-spike
antibodies, the genetic vaccinations with Comirnaty cause another unfavorable effect on antibodies:
in an exciting scientific publication (Sheikh-Mohamed S 2022) it was shown that the mucosal antibodies
of the IgA group are also negatively affected. There is no class change here as with IgG, but antibody
formation is massively reduced after Comirnaty vaccinations.

The findings are shown in the graphic abstract.
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Figure 33 on the lack of mucosal immunity after vaccination. After the second dose of
Comirnaty, the 1gG antibodies in the blood increase (but here without specifying the class), but what is
striking is the significant drop in IgA antibodies, which are supposed to intercept the pathogen on the
mucous membrane and which even fall below the values of the unvaccinated control group after a
single infection (recovered) due to the administration of modRNA vaccinations (Comirnaty or
Spikevax) (Q: Sheikh-Mohamed S 2022)
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In a Dutch study (Verheul MK 2024), in which 98% of subjects aged 18 and over were vaccinated (1-4
times), it was confirmed that protective mucosal immunity could be achieved with an infection, but
not with a vaccination. ("However, the commonly used SARS-CoV-2 vaccines in the population are

administered intramuscularly and likely induce a reduced mucosal response compared with intranasal

immunization or natural infection”).

4. Conclusion from points 1-3

The "ideal scheme" of Comirnaty's vaccination effect, as shown in the sketch from the Deutsche
Apothekerzeitung (Figure 34) and in Verbeke R 2021, does not correspond to reality in that the various
immune components are massively disrupted by the components and mechanisms of action of this

genetic modRNA-LNP vaccination.
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Figure 34 summarizes the most important points of the Comirnaty effect from the

preliminary remarks.

Figure from the “deutsche Apothekerzeitung” supplemented with summarizing remarks
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