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Salzburg, 15th of December 2025
Dear Executive Director Cooke,

We acknowledge receipt of your letter of 3 December 2025 (EMA/379667/2025), responding to our
follow-up of 4 October 2025 regarding access to Common Technical Document (CTD) documentation
for Comirnaty and Spikevax.

The GHRA'’s request is made within the framework of the EMA Transparency Initiative (ETI) and is
supported by more than 2,100 EU citizens, including clinicians, scientists, and independent
researchers, as well as citizens who seek independent verification of regulatory safety-relevant data.

Having reviewed your reply to our communication dating 4™ of October 2025, we must, respectfully
but firmly, maintain our request and object to several central elements of the Agency’s position, on
both factual and legal grounds:

l. CLARIFICATION ON THE SCOPE OF THE EMA TRANSPARENCY INITIATIVE (ETI) REQUEST

The scope of the ETI request has been defined with sufficient clarity, precision and legal certainty and
is fully aligned with its legitimate objective, namely to enable an independent and external scientific
assessment of the regulatory standards, specifications, validation thresholds and control strategies
applied within the Common Technical Document (CTD) dossiers for Comirnaty and Spikevax.

In order to make such an assessment feasible, the ETI request necessarily requires, as an initial
procedural step, access to a comprehensive and structured overview of the CTD documents and
various versions thereof held by the Agency. This includes, at a minimum: (i) a complete table of
contents covering all CTD modules and sub-modules; (ii) the number of versions, revision histories and
document identifiers for each CTD element; and (iii) an inventory of all documents contained in the
Comirnaty dossier. The provision of this overview is indispensable to enable independent scientists to
determine, in a targeted and proportionate manner, which documents are prioritised for laboratory
verification and regulatory oversight.



In addition, given the specific safety concerns raised in relation to Comirnaty and the SV40
promoter/enhancer of the DNA plasmid, the request expressly covers all documentation relating to
the presence, control and verification of SV40 promoter/enhancer sequences, including validation
methods, analytical assays, and laboratory results demonstrating and verifying their alleged
non-functionality. Access to these materials is essential in order to determine, together with
independent scientists, which datasets are required to conduct a robust and reproducible verification
of safety-relevant assumptions.

As the Agency itself indicates that the scope of relevant documents has already been identified and
qguantified at approximately 1,200 documents, we therefore expect the prompt provision of a
complete list of document titles and identifiers, without further delay. The provision of such a list is a
minimal procedural requirement and will enable independent experts to assess which materials are
necessary for verification and to counter the EMA's allegation that that external scientific analyses rely
on incomplete or unvalidated testing.

1. OVERRIDING PUBLIC INTEREST: ABSENCE OF THE REQUIRED ASSESSMENT

Your reply entirely omits the term “overriding public interest” despite the fact that this is the central
theme of the ETI and the very purpose of the request at stake.

Under Article 4(2) of Regulation (EC) No 1049/2001, even where an exception applies (including
protection of commercial interests), access must be granted if an overriding public interest in
disclosure is established. This requires a specific, reasoned balancing against the invoked exception.

In the present matter, the issue of an overriding public interest is particularly relevant because:

e the products have been administered at population scale, including repeated dosing in healthy
individuals;

e unresolved questions persist that are intrinsically dossier-dependent, including
manufacturing variability, residual nucleic acid impurities, process validation and
impurity-clearance strategy, and the adequacy of long-term risk management;

e independent external review is necessary to protect and restore confidence in the regulatory
process, which is integral to the EMA’s mission and to Union objectives of a high level of
human health protection and the highest attainable level of medicinal-product safety.

Your letter does not explain (i) whether an overriding public interest exists, (ii) how it was weighed, or
(iii) why it would allegedly not prevail here. A reply that does not engage with the central legal ground
relied upon by requesters is, with respect, not compliant with the reasoning requirements under
Regulation 1049/2001 and the duty of good administration.

1l. TRANSPARENCY PRACTICE: DEFICIENCIES AND SELECTIVE DISCLOSURE EVIDENCE

The Agency characterizes its approach of selectively publishing CTD materials on the respective
product webpages as an “exceptional transparency measure”. From the perspective of the ETI
requesters, this characterization is difficult to reconcile with the current disclosure record and with the
existence of non-public disclosures to individual requesters outside the ETI framework.

As of today, several CTD sections, including documents of Comirnaty in Module 3.2.5.2.5 relating to
process validation and evaluation or in Module 3.2.P.3.3. on description of manufacturing process
and process controls, have been recently released to individuals but are not available for the ETI
requesters despite EMA's promise to be exceptionally transparent.



Where CTD materials have been disclosed to third parties without contemporaneous public availability
or notification to ETI requesters, this creates the impression of selective disclosure. To ensure equal
treatment and legal certainty, we request a complete, verifiable inventory of CTD documents
disclosed to date and confirmation that disclosure, once granted, is made effectively public without
delay.

Invocations of administrative workload are not a legally valid justification for practices that undermine
equal access or the effectiveness of Regulation 1049/2001, particularly where the alleged burden
consists merely of uploading already-disclosed documents to an Agency website, an act involving
negligible administrative and technical effort.

Iv. VIOLATION OF INDIVIDUAL PROCEDURAL GUARANTEES UNDER REGULATION 1049/2001

The Agency continues to violate the procedural guarantees laid down in Regulation (EC) No
1049/2001, as already identified in our previous correspondence. In particular, requests submitted
within the framework of the EMA Transparency Initiative are not treated as triggering the full
procedural safeguards of the Regulation. This persistent and systemic non-compliance constitutes a
circumstance that urgently warrants the involvement of the European Ombudsman, in order to
safeguard the proper administration of Union law, the rights of requesters, and public trust in the
EMA’s transparency obligations.

This prolonged deficiency has not been remedied, despite its direct implications for the rule of law,
transparency, equal treatment of requesters, and effective access to remedies under Union law. In
particular, the Agency has not initiated, for each individual ETlI requester, a distinct
access-to-documents procedure under Regulation (EC) No 1049/2001, as expressly urged in our
previous communication of 4th of October 2025, thereby depriving requesters of their individual
procedural guarantees, including the right to a confirmatory application. It is therefore unclear why
this evident violation of the rights of EU citizens is not addressed in your letter and of no concern to
EMA. Rather,

This deficiency is further compounded by the Agency’s continued refusal to assess the overriding public
interest and by the application of extensive redactions of essential safety-relevant dossier elements,
including pharmacopeial standards, analytical validation data, and manufacturing control
specifications, which are never part of commercial confidential information.

Where disclosure is so heavily redacted that the necessity or proportionality of the redactions cannot
be meaningfully assessed, requesters are deprived not only of the right to an effective remedy, but
also of the practical ability to invoke and substantiate the exception of overriding public interest
under Article 4(2) of Regulation 1049/2001. In such circumstances, both the right to effective judicial
protection and the effet utile of the Regulation are rendered illusory, contrary to Articles 41 and 47 of
the Charter of Fundamental Rights.

V. ERGA OMNES EFFECT OF DISCLOSURE AND THE ROLE OF A PUBLIC REGISTER

While EMA invokes Article 12(1) of Regulation 1049/2001 to deny an obligation to maintain a public
register, long-standing EU jurisprudence establishes that once access to a document is granted,
disclosure has an erga-omnes effect.

Settled Union case-law confirms that once a document is lawfully disclosed, disclosure has an erga
omnes effect: documents released to one requester cannot, absent a new and specific justification, be
withheld from the public, as cited in our previous communication. Accordingly, when CTD materials



have been disclosed to a requester, the Agency must ensure public availability of these documents,
particularly if 2.100 requesters ask for these documents.

In this context, until a proper public register is effectively established, the GHRA hereby formally and
lawfully renews and reiterates its request of 4th of October 2025 for access to all releases made by
the EMA under Regulation (EC) No 1049/2001 from 1 January 2025 onwards, as well as immediate,
rolling (real-time) access to any further disclosures made henceforth.

Reliance on Case T-623/22 is moreover misplaced. That judgment is not yet confirmed by the ECJ and
neither extinguishes overriding public interest exceptions, negate erga-omnes effects of disclosure,
nor displaces long-standing ECJ jurisprudence on transparency, proportionality, and the right of EU
citizens to effective access to safety-relevant regulatory information if safety issues undermining
health is at stake.

VI. PRECAUTIONARY PRINCIPLE AND THE NEED FOR INDEPENDENT VERIFICATION

Your letter states that the Agency has not identified reliable data capable of overturning the positive
benefit—risk balance. However, the ETI request does not seek to impose a predetermined scientific
conclusion; it seeks access to the data necessary for independent external verification of regulatory
safety determinations.

Where scientific uncertainty exists, Union law requires that regulatory decision-making reflect the
precautionary principle and the objective of a high level of human health protection. Withholding
dossier components necessary to assess manufacturing controls, impurity clearance, process
validation, and batch consistency frustrates independent scrutiny and defeats the purpose of the
overriding public interest exception under Regulation 1049/2001.

VIL. DOCUMENTED SAFETY CONCERNS OF MODRNA COVID-VACCINES

For the avoidance of doubt, Annex 1 below provides an exemplary CTD-mapped and
guideline-anchored account of safety concerns and regulatory deficiencies, including explicit
identification of the scientific data types and regulatory evidence standards on which the concerns are
based (peer-reviewed publications; independent laboratory findings using orthogonal analytical
methods; pharmacovigilance signal frameworks; and applicable ICH/EMA/pharmacopeial
requirements). Annex 1 is also intended to address the Agency’s general assertion that it is “not clear
on which scientific data these safety concerns are based” and that no “reliable scientific data” exist
capable of overturning the positive benefit—risk balance: the annex demonstrates that the relevant
questions are, by their nature, dossier-dependent (e.g., batch-level impurity controls, assay validation
packages, process validation, specifications and trend analyses) and therefore cannot be resolved—or
refuted—without disclosure of the underlying CTD evidence.

VIll.  REQUESTED ACTIONS
In light of the foregoing, we respectfully request that the EMA:

1. Formally initiates and conducts a distinct access-to-documents procedure under Regulation
(EC) No 1049/2001 for each individual requester, ensuring full procedural guarantees,
including the right to submit a confirmatory application. Provide a reasoned, individualised
decision expressly addressing the overriding public interest under Article 4(2) of Regulation
(EC) No 1049/2001, based on a concrete, document-specific balancing against any invoked
exception(s), both for newly requested disclosures and for CTD documents previously



released in redacted form, thereby ensuring that confirmatory applications in respect of
earlier disclosures are procedurally possible and effective.

2. Process confirmatory applications submitted by ETI requesters concerning redacted
documents made available on the Comirnaty and Spikevax product websites.

3. Immediately commence publication of all CTD documents that have not yet been released,
including outstanding sections essential for assessment of manufacturing controls, impurity
clearance, batch consistency, analytical methods, and pharmacopeial compliance, without
redactions under Regulation (EC) No 1049/2001.

4. Ensure that all CTD documents ever disclosed or released in any form for Comirnaty and
Spikevax are made fully and permanently publicly accessible, without delay and without
additional redactions, through the dedicated public platform commencing in January 2026, in
order to give full effect to the erga omnes principle of disclosure under Regulation (EC) No
1049/2001.

5. Without delay, reassess and lift all redactions applied to CTD materials already disclosed on
the respective product websites under the label “exceptional transparency measures”, on the
basis of a concrete, document-specific and evidence-based balancing against the overriding
public interest test in disclosure, as required by Article 4(2) of Regulation (EC) No 1049/2001
and settled Court of Justice case-law, having due regard to the dossier-dependent safety
concerns and regulatory deficiencies set out in Annex 1.

We remain available for constructive engagement and would welcome a timely, legally well-grounded
response that thoughtfully addresses the overriding public interest invoked by the ETI requesters, with

the shared objective of ensuring a high level of drug safety and maintaining trust in the EMA’s
regulatory oversight of technologies that currently lack dedicated regulatory frameworks.

Yours sincerely,

Dr Silvia Behrendt, Director of the GHRA



Annex 1 — Exemplary safety issues and regulatory deficiencies associated with LNP-formulated
modified mMRNA (modRNA) products

A. How the annex is structured

e Purpose: Identify dossier-dependent uncertainties that require CTD access for independent
external evaluation.

e Method: Each item is framed in regulatory language and mapped to CTD modules and
applicable ICH / EMA / pharmacopeial standards.

e Key principle: For products administered widely to healthy persons, unresolved uncertainty in
core quality and nonclinical elements creates an overriding public interest in transparency and
external scrutiny.

B. Residual DNA: EMA correspondence, applicable standards, and why CTD disclosure is
indispensable

Regulatory standard: evidentiary requirements, applicable guidelines, and CTD localisation

Consistent denial by the Agency of safety concerns in successive correspondence (September and
December 2025): regulatory context and asserted evidentiary standard

In its correspondence of September 2025, the Agency stated that reports of elevated residual DNA
levels in mRNA COVID-19 vaccines were allegedly based on “unvalidated tests” and asserted that,
according to its own data obtained using “different, orthogonal methods”, product-related DNA
impurities were within approved specifications. This position was reiterated and generalised in the
Agency’s response of 3 December 2025, in which it maintained that it had “not identified any reliable
scientific data demonstrating safety concerns capable of overturning the current positive risk—benefit
balance” for Comirnaty and Spikevax. Taken together, these statements evidence a consistent
refusal to acknowledge or substantively engage with dossier-dependent safety signals, coupled
with a reliance on undisclosed internal data and the application of an evidentiary threshold that, in
practice, precludes independent verification in the absence of CTD disclosure. In addition to the cited
literature in our last communication, new evidence of excessive DNA contamination in scientific
literature came forth, see e.g. Speicher et al., Quantification of residual plasmid DNA and SV40
promoter-enhancer sequences in Pfizer/BioNTech and Moderna modRNA COVID-19 vaccines from
Ontario, Canada. Autoimmunity. 2025 Dec;58(1):2551517.

1. Applicable limit is dose-based and product-level (not substance-only): internationally
recognised limits for residual DNA impurities are assessed per parenteral dose of the final
drug product. This is a core reason why access to drug product batch release data and impurity
control strategy is indispensable.

o CTD: 3.2.P.5 (Control of Drug Product); 3.2.P.3 (Manufacturing Process); 3.2.5.4
(Control of Drug Substance) where relevant for carry-over; 2.3 (QOS).

o Guidelines/standards: ICH Q6B (Specifications); ICH Q2(R2) (Validation of Analytical
Procedures); ICH Q5A/Q5D (Viral safety/Cell substrates and process-related impurities
framework); relevant WHO technical standards and pharmacopoeial general chapters
where applicable.

2. “Unvalidated tests” is not a regulatory rebuttal without disclosure of validation packages: if
EMA relies on “orthogonal methods”, CTD disclosure is required to verify:

o the methods, their validation, LOD/LOQ, matrix effects, reference materials, controls,
and inter-laboratory reproducibility;

o the sampling plan, batch representativeness, OOS handling, and trending.



o CTD: 3.2.5.4 (Analytical procedures; validation); 3.2.P.5 (analytical procedures and
acceptance criteria); 3.2.P.2 (formulation and manufacturing controls);
3.2.5.2.5/3.2.P.3 (process controls relevant to impurity clearance).

o Guidelines: ICH Q2(R2), Q6B, Q8—Q10 (control strategy, lifecycle management), Q5E
(comparability).

3. OMCL release testing cannot substitute for batch-level assurance obligations: OMCL testing
is typically sample-based; it cannot, by itself, establish that every batch meets impurity
specifications under all relevant manufacturing changes and stability conditions.

o CTD: 3.2.P.5 (release specifications and testing); 3.2.P.8 (stability); 3.2.5.2.5 (process
validation); 3.2.P.3 (process description and controls).

o Guidelines: ICH Q8-Q10, Q5E.

4. Public interest and burden of proof: where the Agency asserts compliance “according to our
data”, overriding public interest requires that the data be disclosable in a form enabling
independent scrutiny.

o CTD: Module 2.3 QOS; Modules 3 and 4 linkages.

C. Cross-module safety and regulatory deficiencies (CTD-mapped)
1. Insufficient characterisation of human PK/PD and in vivo expression kinetics

e Regulatory concern: Lack of comprehensive, prospective PK/PD data defining systemic
exposure to RNA constructs, LNP components, intracellular uptake, translation kinetics, and
duration/magnitude of protein expression. Creates uncertainty in the effective biological
dose.

e CTD: 2.5 (Clinical Overview); 5.2 (Tabular Listing of Clinical Studies); 5.3 (Clinical Study
Reports); 2.4 (Nonclinical Overview).

e Guidelines: ICH M3(R2) (Nonclinical safety studies); ICH S6(R1) (Biotech products); ICH
E8(R1)/E9(R1) (clinical development/analysis).

2. Incomplete biodistribution assessment across critical organs

e Regulatory concern: Absence of standardised, quantitative whole-body biodistribution in
critical organs/compartments (myocardium, CNS, liver, spleen, gonads, placenta, bone
marrow, lymphatic tissues).

e CTD: 2.4; 4.2 (Pharmacology); 4.3 (Toxicology); 4.1 (Tabular listing).

o Guidelines: ICH S6(R1); ICH M3(R2).

3. Persistence and prolonged exposure risk for RNA/LNP components and expression products

e Regulatory concern: Unresolved persistence beyond anticipated degradation timelines with
potential for chronic tissue exposure and long-term toxicity.

e (CTD: 2.4; 4.2; 4.3; 5.3 (where long-term follow-up exists).

e Guidelines: ICH S6(R1); ICH S8 (Immunotoxicity).

4. Uncontrolled in vivo dose formation and inter-individual variability

e Regulatory concern: Limited predictability between administered dose and intracellular RNA
copy number/translation efficiency/cumulative protein burden (formulation heterogeneity,
administration variables, host factors).

e CTD:2.4;4.2;5.2-5.3.

o Guidelines: ICH M3(R2); ICH S6(R1).



5. Genotoxicity and genomic interaction not excluded to gene-therapy-level standards

e Regulatory concern: Insufficient evaluation addressing potential genomic interaction (residual
DNA impurities, reverse-transcription plausibility, nuclear access, insertional mutagenesis
hazard).

e CTD: 2.4; 4.4 (Toxicology / Genotoxicity); quality-nonclinical bridge via 2.3/3.2.

e Guidelines: ICH S2(R1) (Genotoxicity); ICH S6(R1).

6. Germline, reproductive and developmental toxicology gaps

e Regulatory concern: Inadequate long-term data assessing gonadal exposure, germ cell
interaction, placental transfer, fetal exposure, fertility effects.

e CTD: 2.4;4.4; 5.3 (where pregnancy/post-authorisation follow-up exists).

e Guidelines: ICH S5(R3) (Reproductive toxicity); ICH S6(R1).

7. Carcinogenicity and long-latency oncogenic risk

e Regulatory concern: Limited long-duration studies capable of detecting low-frequency or
latency-dependent carcinogenic outcomes (chronic expression, sustained inflammation,
genotoxic mechanisms).

e CTD:2.4;4.4.

e Guidelines: ICH S1 (Carcinogenicity); ICH S6(R1).

8. Immunotoxicology and immune phenotype modulation

e Regulatory concern: Evidence of immune profile shifts after repeated exposure (antibody
subclass distribution; Fc-mediated effector functions; tolerance/autoimmunity risks) requiring
structured assessment.

e C(CTD:2.4;4.4;53.

e Guidelines: ICH S8; ICH S6(R1).

9. Innate immune activation and organ-specific inflammatory toxicity

e Regulatory concern: RNA sensing pathways and LNP components may drive innate activation
with organ-specific inflammation; mechanistic clarification and risk stratification needed.

e (CTD:2.4;4.2;4.3;5.3.

e Guidelines: ICH S8; ICH M3(R2).

10. LNP excipient toxicology and classification (active entity vs excipient)

e Regulatory concern: Incomplete characterisation (metabolism, tissue retention, complement
activation, endothelial effects, cumulative toxicity under repeat dosing). Misclassification risk
where LNP functions as part of the pharmacologically active delivery entity.

e CTD: 2.3; 3.2.P (composition; excipients; manufacturing controls); 4.2—4.3.

e Guidelines: ICH Q3A/Q3B (impurities framework as relevant); ICH M3(R2); ICH Q8-Q10.

11. Manufacturing-related impurities and process residuals

e Regulatory concern: Residual DNA templates, dsRNA, truncated RNA species, endotoxin, and
other process-related contaminants may alter immunogenicity, toxicity and expression
kinetics.

e CTD: 2.3; 3.2.5 (manufacture/control of substance); 3.2.P (manufacture/control of product).



Guidelines: ICH Q3A/Q3B; ICH Q5A/Q5D; ICH Q6B; ICH Q8-Q10.

12. Lot-to-lot variability and batch-dependent safety risk

13

14

15

16

17

18

Regulatory concern: Clinically meaningful heterogeneity in RNA integrity, encapsulation
efficiency, particle size distribution, impurity burden; requires robust trending and release
strategy.

CTD: 2.3; 3.2.P.5 (Control of Drug Product); 3.2.P.8 (Stability); 3.2.5.2.5/3.2.P.3 (process
validation).

Guidelines: ICH Q5E; ICH Q8—Q10.

. Analytical assay limitations and lack of standardisation

Regulatory concern: Assay sensitivity/specificity for intact RNA, expression products, and
impurities across matrices; limits cross-study comparability and regulatory convergence.
CTD: 2.3; 3.2.5.4; 3.2.P.5.

Guidelines: ICH Q2(R2); ICH Q6B.

. Pharmacopeial standards and product specifications (redaction-sensitive)

Regulatory concern: Redaction of pharmacopeial standards and specification rationales
undermines independent verification of compliance and meaningful review.

CTD: 3.2.5.4 / 3.2.P.5 (specifications, methods, validation); 2.3 (QOS).

Standards: Ph. Eur. general chapters/monographs where applicable; ICH Q6B; ICH Q2(R2).

. Environmental risk assessment and secondary exposure pathways (where applicable)

Regulatory concern: Evaluation of environmental fate of excreted components and secondary
exposure routes relevant to donation, perinatal transfer, and waste streams.

CTD: 1.6 (ERA); 2.4.

Guidelines: EMA ERA guideline; ICH M3(R2) where relevant.

. Limitations of post-authorisation pharmacovigilance for delayed/rare outcomes

Regulatory concern: Passive systems underpowered to detect rare/delayed outcomes; need
active surveillance, signal validation and independent reanalysis.

CTD: 5.3 (RMP/PSUR elements); Module 1 (RMP).

Guidelines: ICH E2E (Pharmacovigilance planning); ICH E2F (DSUR); EU RMP guidance.

. Endpoint selection and benefit-risk uncertainty

Regulatory concern: Reliance on surrogate immunogenicity endpoints may be insufficient for
products operating via intracellular genetic instructions; need clinically meaningful endpoints
and reassessment triggers.

CTD: 2.5; 5.3.

Guidelines: ICH E8(R1); ICH E9(R1).

. Governance, transparency, and independent oversight vulnerabilities

Regulatory concern: Restricted access to complete nonclinical datasets, protocols and
analytical code impairs independent verification, frustrating the objective of Article 4(2)
overriding public interest.



e CTD: Modules 1-5 (cross-cutting).
e Guidelines: ICH Q10 (pharmaceutical quality system); ICH E6(R3) (GCP modernisation).

19. Comirnaty: residual plasmid DNA containing SV40 regulatory elements and CHMP Type Il
variation assessment

e Regulatory concern: Independent analytical reports describe residual plasmid DNA fragments
containing SV40 promoter/enhancer (and related regulatory motifs). The issue was the subject
of the Type Il variation assessment report EMA/CHMP/21199/2024, Procedure No.
EMEA/H/C/005735/11/0202 (29 February 2024), which concluded “non-functionality”
primarily by reference to replication competence.

e Why CTD access is indispensable: independent verification requires access to (i) full impurity
characterisation; (ii) fragment length distribution; (iii) batch-level trending; (iv) assay
validation; (v) nonclinical bridging addressing transcriptional activity and genomic interaction
in the LNP delivery context.

e (CTD: 2.3; 3.2.5; 3.2.P; 4.4 (quality-nonclinical interface).

e Guidelines: ICH Q2(R2); ICH Q6B; ICH Q5D/Q5E; ICH S2(R1).

D. Summary of why the overriding public interest test must prevail

The above items demonstrate that these exemplary core questions relate to quality controls, process
validation, impurity clearance, analytical method validity, and long-term risk management—all of
which are dossier-dependent. In a context of mass administration, the inability of independent experts
to verify these elements due to selective disclosure and extensive redaction directly undermines health
protection, public confidence, and the effectiveness of Regulation 1049/2001.

Accordingly, these dossier-dependent uncertainties establish a compelling overriding public interest
in disclosure of the relevant CTD materials for Comirnaty and Spikevax.
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