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Dear

Thank you for your message of 26 January 2023.

In response, it may be useful to clarify that for applications to the MHRA, it is the
responsibility of the company making the application, and not the MHRA, to provide
the data that support their application. Data submitted by the company are
evaluated by regulatory authorities such as the MHRA.

For ALC-0315, this was a novel excipient and the company were expected to provide
data to regulatory authorities on testing of the compound, although these data need
not be published. In relation to the half-life in plasma of ALC-0315, the company
reported an initial value 1.62 hours and a further value of 139 hours after its
intravenous injection. This was judged to reflect a period where the material first
distribute into tissues (primarily the liver) after its intravenous injection and a further
period where it is eliminated from tissues.

With reference to page 46 of the published EPAR, and regarding the statement ‘that
ALC-0159 posted the highest liver concentrations 30 mins post IV injection’, the
company reports identified that after intravenous injection, the highest concentration
at the timepoint of 30 minutes was the liver. When used in humans, the vaccine was
given by intramuscular injection: this information following its intravenous injection
therefore describes a different situation to its human use by intramuscular injection.
The MHRA considers that the difference you identify is explained by the difference in
route of administration. This result with ALC-0159 and is in line with published data
indicating that the liver is recognised as the likely target organ for mRNA in lipid
nanoparticles, if given intravenously (e.g. Kim et al 2020).

Regarding the absence of genotoxicity studies, the purpose of the lipid nanoparticle
is to deliver the mRNA into the inside of the cell. The components in the
nanoparticle are included to improve fusion with cellular membranes to so aid
intracellular mRNA delivery, as well as to impart particle stability and to protect
mRNA from degradation prior to its entry into cells. It is not essential that such data
are published on the ALC excipients: this has been shown with other cationic
liposomes including some present in other approved medicinal products (Akinc et al
2019; Liu, et al 2021; Hou et al 2021).
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If you have a query about the information provided, please reply to this email.

If you disagree with how we have interpreted the Freedom of Information Act 2000 in
answering your request, you can ask for an internal review. Please reply to this
email, within two months of this reply, specifying that you would like an Internal
Review to be carried out.

Please remember to quote the reference number above in any future
communications.

If you were to remain dissatisfied with the outcome of the internal review, you would
have the right to apply directly to the Information Commissioner for a decision.
Please bear in mind that the Information Commissioner will not normally review our
handling of your request unless you have first contacted us to conduct an internal
review. The Information Commissioner can be contacted at:



Information Commissioner’s Office
Woycliffe House

Water Lane

Wilmslow

Cheshire

SK9 5AF

Yours sincerely

MHRA Customer Experience Centre

Medicines and Healthcare products Regulatory Agency
10 South Colonnade, Canary Wharf, London E14 4PU Telephone 0203 080 6000



