	
	
	




MHRA Consultation survey - draft guideline on individualised mRNA cancer immunotherapies
Royal Pharmaceutical Society response
The consultation was completed using the online consultation survey.
Regulatory principles
1. Do you agree or disagree with the regulatory principles outlined in section 2 of the draft guidance?
Yes 

2. The MHRA envisages that in specific circumstances, a highly personalised medicine could be issued with a single marketing authorisation, even where there is a variable component that is tailored to an individual patient’s characteristics. Please provide any comments you may have on this approach, and any suggestions for alternative regulatory approaches.
We agree with this approach and it is in alignment, in some aspects, with regulatory approaches for other personalised medicines such as CAR T cells, which are based on an individual’s cells.  A departure from an overarching MA would likely cause delays in access for patients.

3. The individualised mRNA cancer immunotherapies are currently classified as Advanced Therapy Medicinal Products (ATMPs), and subclassified as gene therapies. The MHRA acknowledges that the mechanism of action of such therapies is not genome modifying. 
a. What are the advantages of such a classification for these therapies across the life-cycle of the product and across different stakeholders?
It requires a more formal and in depth review and assessment of implementation processes from providers, than traditional medicines.  Although these are not genetically modified products, as they are personalised medicines and ATMPs, there are important considerations for providers concerning chain of identification/custody and transportation, storage and handling requirements.  Failure to comply with these parameters could potentially compromise patient safety and product efficacy.  The classification as an ATMP helps strengthen governance processes for these parameters.

b. What are the disadvantages of such a classification for these therapies across the life-cycle of the product and across different stakeholders?
This may represent an onerous process to gain local governance approval and oversight.  The classification, as a ‘gene therapy’ is perhaps not aligned with formal definitions. It may limit uptake to smaller providers who may have no prior experience of gene therapies and may not feel adequately equipped to review and implement these therapies. This could result in inequities in patient access. We have also encountered examples of this classification causing confusion amongst providers and there have been many different approaches taken to oversight/governance of these products between Trusts.

4. Please provide any additional comments or suggestions you may have on the regulatory principles outlined in section 2 of the draft guidance?
It would be helpful to set out clear and straightforward classification parameters for manufacturers and clinical trial sponsors. Classification of mRNA cancer immunotherapies has previously been amended mid-way through a clinical trial, causing additional workload and confusion for trial sites
Product design
5. Do you agree or disagree with the product design principles outlined in section 3 of the draft guidance?
Yes, in general terms, it seems sensible

6. The MHRA proposes that the Product Design aspects of individualised mRNA cancer immunotherapies should be regulated under the medical devices framework, as well as the medicinal products framework. What are your views on this approach?
This makes sense, as the process is multi-faceted. The quality, reliability and efficacy of the underlying analytical process, bioinformatics and AI/ML neoantigen identification and selection, underpins the quality of the individualised mRNA immunotherapies. Therefore, they need to regulated under the medical devices framework, likewise, the actual therapy, needs to comply with the medicinal products framework to ensure the manufacturing standards and quality.

7. The product design of individualised mRNA cancer immunotherapies may involve the use of an AI/ML workflow. How should the MHRA manage updates and changes from a regulatory perspective?
There should be a clear record of the software version and the specific training data used for each individualised batch to ensure traceability and facilitate investigation of any patient safety issues. It may be beneficial to ensure the involvement of a bioinformatics or sequencing expert consultant to advise how upstream process variation (e.g., differences in sequencing quality or sample preparation) could impact the model's outputs. This expertise could help guide developers in selecting appropriate and representative datasets for model training and validation.

8. Please provide any additional comments or suggestions you may have on the product design aspects outlined in section 3 of the draft guidance?
Given the complexity of the process and the need for checks or justification at each stage, I am wondering how these will be ensured/ justified for each individualised batch —for example, verification of sample homogeneity or justification for any deviations in the sequencing protocol. Will a batch manufacturing record, that contains or links to all this information be produce?. Without such traceability, identifying potential causes of patient safety issues could be challenging.
Similarly, transport logs for tissue and blood samples are essential to ensure sample quality for sequencing. Will these logs be considered part of the drug substance or raw material documentation in the medicinal product manufacturing file, similar to those required downstream for the mRNA as outlined in 4.2.2

Product manufacturing
9. Do you agree or disagree with the product manufacturing principles outlined in section 4 of the draft guidance? 
Yes, the quality by design approach, and use of existing experience of developing similar products seems a sound approach.

10. Considering the individualised nature of the therapies and the need for a rapid turnaround, please provide any comments and/or suggestions you may have on the batch release test parameters outlined in the draft guidance.
The batch release test parameters are well thought out, and the potential for the two-stage batch release approach seems sensible. However, it may be worth considering the inclusion of post-release, pre-administration tests to gather additional data while the product is in transit to the patient, thereby maximising the available time for testing.
One challenge would be ensuring that this data is consistently captured and reviewed before administration. In the future, the use of an online tracking system linked to a unique product identifier (e.g., a barcode or QR code) could help address this. This would allow healthcare professionals to scan the product at the point of administration to verify its release status and confirm that any additional test data has been reviewed.

11. Please provide any additional comments or suggestions you may have on the product manufacturing aspects outlined in section 4 of the draft guidance?
Non-clinical aspects
We do not feel we are able to respond to this section
12. Do you agree or disagree with the non-clinical aspects outlined in section 5 of the draft guidance? 
13. The exact version of a licensed individualised mRNA cancer immunotherapy product would be tailored to each patient’s tumour. The draft guidance recommends non-clinical studies using products that are representative of, but not identical to, the individualised licensed product. Please provide any comments you may have on this approach, and any suggestions for alternative regulatory approaches.
14. Please provide any additional comments or suggestions you may have on the non-clinical aspects outlined in section 5 of the draft guidance?
Clinical aspects
15. Do you agree or disagree with the clinical aspects outlined in section 6 of the draft guidance? 
16. The exact version of a licensed individualised mRNA cancer immunotherapy product would be tailored to each patient’s tumour. The draft guidance recommends clinical studies using products that are representative of, but not identical to, the individualised licensed product. Please provide any comments you may have on this approach, and any suggestions for alternative regulatory approaches.
Due to the need to tailor the drug product to each patient, this approach seems sensible.  This approach could be compared to approval in some aspects to processes for biological/biosimilar medicines which are never identical, due to inherent variability in biological compounds. However, clear review will be needed of the patient populations used in the clinical studies, to ensure a range is covered, which allows for the design space related to the variable element to be properly evaluated.
There is perhaps a risk, due to the neoantigens selected, that a batch for a particular patient may be less efficacious (and possibly associated with more adverse effects) than expected, but I cannot think of an alternative to the approach for clinical studies which is described.  It is important to collect post-marketing data on real world efficacy and safety.

17. Please provide any additional comments or suggestions you may have on the clinical aspects outlined in section 6 of the draft guidance?
Post-authorisation aspects
18. Do you agree or disagree with the post-authorisation aspects outlined in section 7 of the draft guidance? 
In agreement with proposals for a risk management plan and would support an approach to consider genomic data in the context of ADRs, although this would have to be undertaken in a research setting or perhaps proposed to be included in the MHRA Biobank initiative?

19. Please provide any comments you may have on the proposed requirement of a marketing authorisation for an individualised mRNA cancer immunotherapy to have a requirement for a post-authorisation safety study?
A post authorisation safety study will be critical and a sensible suggestion, to monitor and evaluate any emerging trends in the long term use of these products.

20. Please provide any additional comments or suggestions you may have on the post-authorisation aspects outlined in section 7 of the draft guidance?
We support the detail in section 7 about traceability, educational materials for healthcare professionals and patients (or a card). The note about control programmes is especially important eg. distribution only to accredited healthcare facilities, demonstrating the appropriate processes and infrastructure to ensure product traceability

Information for patients, healthcare professionals, and the public
21. Do you agree or disagree with MHRA’s expectations of manufacturers/developers surrounding around the information to be provided by them for patients, healthcare professionals and the public in section 8 of the draft guidance? 
In support of section 8 about the information to be provided for patients, healthcare professionals and the public. Specifically early access to good quality information communicated in the most appropriate way to each group.  It will also be important to provide information for patients, about measures taken to protect the security of the genomic data –this could well be something patients are concerned about.

22. At the time of cancer diagnosis, patients may receive lots of information in a short space of time and be asked to make decisions on treatment options.
a. If an individualised mRNA cancer immunotherapy is to be offered as a treatment option, what type of information do you think should be provided to support a patient in their decision making process?
Patient views are obviously key in determining this. Written information and also access to infographics and ideally a video, that can be consulted when required.  All of these resources should be co-developed with patients and the public.
i. Mechanism of action: A simplified explanation of how the therapy works (e.g., how it trains the immune system to recognise and attack cancer cells).

ii. Personalisation process and variability: An overview of how the therapy is tailored to the patient, including steps such as tumour sequencing, model development, and manufacturing. Patients should be informed that due to the personalised nature, there may be variability in effectiveness and response between individuals.

iii. Expected benefits and uncertainties: Realistic information on the anticipated effectiveness, along with the current limitations or uncertainties, especially considering potential for individual variation.

iv. Potential side effects and risks: Clear details on possible adverse effects, as well as any long-term risks that are still being evaluated and the plans in place to do so.

v. Treatment timelines: Information on the expected duration of the process, from tissue collection to administration, including any wait times or potential delays and how these could affect their outcomes.

vi. Alternative options: A balanced comparison with other available treatments, including standard therapies or clinical trial opportunities, to help patients consider all options.

vii. Follow-up and monitoring: Details on post-treatment monitoring, including how safety and effectiveness will be tracked over time.

b. If an individualised mRNA cancer immunotherapy is to be offered as a treatment option, what would be the best format for the information provided to support a patient in their decision making process?
Patients are best placed to provide their opinion on this. Information should be provided in a variety of formats, as described above.
i. A video with infographics explaining the manufacturing process, may be helpful, as it is quite complex to be given purely as written information.  A QR code, could be used on a PIL, to allow the video to be accessed, but this may limit access for certain groups of patients
ii. Other elements that are more standard, e.g. side effects, alternatives and follow up, could be provided in a standard format, but with clear guidelines to HCP on the need for thorough counselling of options, specific to the patient
c. If an individualised mRNA cancer immunotherapy is to be offered as a treatment option, when is the most appropriate time to provide the information to support a patient in their decision making process?
Patient and public views should be considered on this point, as above. 
Information should be provided as early as possible to support patient decision-making, with the ability to re-access information and HCP expertise at a later date, if desired. As with other personalised medicines, it is likely to require two steps of consent (for tumour sampling to begin the manufacturing process and then prior to administering mRNA immunotherapy treatment).  Comprehensive patient information will be required at both stages to ensure informed consent. This two step consent process will also give patients more time to review the complex information, ask questions, and discuss the treatment and alternatives thoroughly with their oncology team, without feeling rushed.

23. Please provide any additional comments or suggestions you may have on providing information to patients, health and care professionals and the public as outlined in section 8 of the draft guidance.
Supplementary information
24. Please provide any additional comments or feedback you may have on the regulatory approaches to mRNA cancer immunotherapies provided in this draft guidance, and any suggestions for alternative regulatory approaches.
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