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Medicines Biosimilars – Regulatory workstream
FAQ Documents
From webinar 
· Will the MHRA be introducing a service whereby proposed brand names can be validated prior to MA submission?

No. Invented product names should be submitted at the start of the procedure. These may be assessed earlier, with comments provided with the first round of questions. However, the name cannot be agreed before the procedure is positively concluded and the marketing authorisation (or the variation to one) is granted.

· Could you please highlight where we can get additional information/guidance on the device information that should be included in the MHRA dossier (rather than the NB dossier)?

The technical performance of the medical device must be demonstrated with the medicinal product supported by data to be included in the dossier.

In addition to reviewing the Notified Body Opinion (NBOP), the assessment may focus on: dose accuracy, suitability of the device for the specific medicinal product, compatibility with the medicinal product (during storage and in-use), including stability and usability aspects. 

The usability/human factors report(s) should be included. Sufficiently detailed summaries should be submitted. Prior knowledge and extrapolated data from other medicinal products may be used where justified and supported by evidence.
 
The level of detail expected would be commensurate with the complexity of the specific administration device component that is being evaluated. Applicants are advised to engage with the MHRA as early as possible in their development process requesting product-specific advice.

https://www.gov.uk/guidance/medicines-get-scientific-advice-from-mhra 

· How many UK MAs have been granted following day 150 route? I.e. within 150 active assessment days?

The innovative medicines timetable, where Biosimilars are included, allows for a positive decision within 150 clock-on days if all issues are resolved following one round of questions. Where there are outstanding issues at Day 150, we will come to a final decision as soon as possible and within 210 clock-on days.

Whether a single round of questions is necessary or not depends on the applicant and the quality of the dossier submitted to the MHRA.

Applicants are advised to engage with the MHRA as early as possible in their development process via the Scientific Advice service the MHRA offers. Applicants are encouraged to engage multiple times with the MHRA via this route to maximise the chances of “getting it right the first time” and increasing de possibility of a positive conclusion of the procedure at Day 150.

https://www.gov.uk/guidance/medicines-get-scientific-advice-from-mhra 

All biosimilar applicants must notify us of your intended submission date at least 3 months in advance, by completing the pre-submission notification form and requesting a pre-submission meeting (for National, Access and IRP-B procedures). Pre-submission meetings are not Scientific Advice meetings, these are meant for the applicant to present its dossier to the assessment team, give an overview and inform the agency of its timings and wider regulatory strategy.

https://www.gov.uk/guidance/pre-submission-advice-support 


· Can you advise the types of situations that might require the submission of PD data in addition to PK data?

The clinical comparability exercise should always include a comparative PK trial (where measurable), which may include the measurement of PD markers if available.  This study provides the pivotal clinical data for demonstration of biosimilarity for the MHRA without the requirement for a comparative clinical efficacy and safety study in most cases, following justification from the applicant based on mechanism of action. 

When PD data is available and already established for the reference medicinal product, it can contribute as supportive to the PK when determining a conclusion on biosimilarity and applicants should to include this data if available. For any given biosimilar product, consideration to including PD markers must consider the sensitivity and relevance of the PD marker proposed, including in healthy volunteers (where relevant), and whether the PD marker is closely associated with the medicine’s known pharmacology.  

As in most cases, the PK (PD) study will be the pivotal study in the clinical development programme to support a biosimilar application in the UK, applicants are encouraged to seek scientific advice from the MHRA on their planned study, including the relative contribution and relevance of PD markers.

· Do you have advice for product types where PK/PD data might not be informative?

Examples of products where PK data might not be informative include products where systemic levels of the drug are too low and variable to provide pivotal PK results to allow comparison with the reference medicinal product such as drugs administered locally, e.g. intravitreal injections. Typically for these types of products, demonstration of biosimilarity requires comparative clinical efficacy and safety data. 

In such cases where PK data might not be informative, applicants are encouraged to seek scientific advice to discuss their planned approach for the clinical comparability exercise.

· How will subcutaneous formulations be compared against non-subcutaneous formulations? Are they equivalent comparisons to vial-to-vial comparisons?

The route of administration of a new biosimilar must be the same as the reference medicinal product. However, following approval, the biosimilar can diverge in terms of route of administration with a supporting data package.

If the reference product can be administered both intravenously and subcutaneously, evaluation of the PK comparability of subcutaneous administration is usually sufficient as this covers both absorption and elimination, provided this is adequately justified.

· If the initial MAA in UK is approved via 150 days, and in EU via centralised procedures. In the life cycle management, such as variation or line extension, can they be submitted via IRP or need to stay with national procedure?

Submission of the initial MAA via the National procedure to the UK can be followed with subsequent variations or line extensions via IRP. Conversely, submission of the initial MAA via IRP can be followed by National or IRP variations or line extensions. Marketing Authorisation Holders are encouraged to contact MHRA Biosimilar team to seek advice when in doubt.

Post-authorisation IRP applications: variations and renewals
You can use IRP for line extensions, variations (Type 1B, Type II) and renewal applications (including annual renewal of conditional MAs and annual reassessment of exceptional circumstance MAs). You can submit Type IA variations if they are part of a group with Type IB or Type II variations.

You can use IRP during the lifecycle of products that have been initially authorised or subsequently varied via standalone national, MRDCRP or ECDRP routes. Conversely, where a product has been authorised via IRP, it is acceptable to submit standalone national post-authorisation procedures, including variations. https://www.gov.uk/government/publications/international-recognition-procedure/international-recognition-procedure


 From Medicines UK
Pharmacovigilance Risk Management Materials
· To enable biosimilar alignment with the UK Reference Product, can MHRA make publicly available the originator information? If not, what is the route to request from MHRA?

The list of MHRA approved products is publicly available here: https://products.mhra.gov.uk/ 

The MHRA also publishes a list of all the granted licences per calendar month with the date of grant of each licence: https://www.gov.uk/government/collections/marketing-authorisations-lists-of-granted-licences

From a RMM perspective, as per GVP XVI.C.2.2, in the interests of patient safety MAHs are encouraged to collaborate in developing, disseminating, evaluating and adapting RMM materials.  As such a biosimilar MAH would be encouraged to contact the MAH for the reference product. Furthermore, MAHs are encouraged to publish materials at Home - electronic medicines compendium (emc) and many MHRA approved materials are available there.

When several medicinal products containing the same active substance, such as generic, biosimilar and hybrid products, have been authorised and require the same additional RMM, their marketing authorisation holders are encouraged to collaborate for fulfilling the responsibilities applicable to each individual marketing authorisation holder (see XVI.C.2.) through coordination of a consistent approach to developing, disseminating, evaluating and adapting RMM materials. Without prejudice to the originality of the format of a RMM material, it is in the interest of patient safety that RMM materials disseminated by different marketing authorisation holders for the same active substance should be kept consistent and as similar as possible, to avoid confusion in the target population. 


· When distribution of additional Risk Management Materials is required, does MHRA support a coordinated work sharing approach?

MHRA encourages a coordinated work-sharing approach. 
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