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  Yes No N/A 

and date of implementation is stated. 

DOCUMENTATION Only the relevant documents are included, correctly updated, 

and presented in appropriate EU-CTD format headings and 

numbering.¹a, b  

x   

 Affected section(s) of the dossier correctly show the 

change(s) applied for. 

x   

GMP  GMP-inspection check is satisfactory   x 

ASMF ² ASMF Holder has submitted the applicant’s and/or 

restricted part. 

  x 

EMA or EU ASMF number is included in the 

‘Present/Proposed’ table. 

  x 

ASMF applicant’s part version is in-line with the 

updated version in 3.2.S. 

  x 

PI Correctly reflects the scope of the variation, based on 

the latest approved version and do not contain other 

changes than those covered by the scope of the 

variation. 

x   

 Provided as Word files (with track changes) and clean 

PDF files ³ in all EEA languages (for procedures not 

requiring linguistic review)  

x   

 Provided as Word files in all EEA languages (with track 

changes) and clean PDF files EN only ³ (for procedures 

requiring linguistic review) 

  x 

 If applicable, Annex A provided in all EEA languages 

(highlighted in word and clean in PDF) and changes in 

EU numbers correctly reflected (corresponding to EU 

numbers previously reserved with EMA). 

  x 

New indications of a 

generic medicinal 

product 

For new indications falling under an orphan 

designation, similarity report (and derogation claim, if 

applicable) is included. 

  x 

 
¹ a For variations implementing PI text agreed with Competent Authority: copy of the request or 

previous assessment is included as attachment to the cover letter or application form. 
¹ b For variations implementing PI text of a new indication of an originator product, and if there are 

orphan authorised medicinal products for a condition related to the proposed new indication, 
similarity report is included in Module 1.7.1. 

² See EMA pre-submission guidance Q24 for further information on ASMF submission and EMA/EU 

ASMF number. 
³ The final product information i.e. Annex I, II, IIIA, IIIB and A, must be submitted electronically as 

one clean PDF file for each EEA language (see also the User guide on the preparation of PDF versions 

of the product information). The Annexes should be presented in strict compliance with the QRD 
Convention. 

⁴ Mandatory in case of update to the latest RMP template. 

 
Note: For new indication for a generic, please check that the indication of the reference medicinal product is 
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2.1.2.  Stability summary and conclusions (3.2.P.8.1) 

The commercial shelf life of the BNT162b2 drug product is being extended to 9 months when stored at 

the intended storage condition of -90 to -60 °C. The shelf life is based on the currently available data 

from stability studies utilizing material from process performance qualification lots, emergency supply 

lots, clinical lots and one non-clinical lot of drug product. The stability data generated to date on the 

emergency supply and process performance qualification lots also support an additional storage condition 

at -20 ± 5°C for up to 2 weeks, as well as short term storage at 5 ± 3°C for up to one month (within the 

9 month shelf life). Additionally, supportive stability studies are also being presented for two clinical 

BNT162b1 lots. At this time, process performance lots have been enrolled in formal stability programs 

and available data is provided. 

Drug product stability lots have been enrolled in stability programs and are being monitored in 

accordance with the approved protocols. All testing to date has been performed using analytical 

methodology and phase appropriate specifications in place at time of testing. The analytical procedures 

used in the stability programs were developed to monitor the composition, strength, purity, safety and 

general quality attributes of the drug product. 

Drug Product Shelf Life at Recommended Storage Temperature 

The shelf life of the BNT162b2 is 9 months when stored at the long-term storage condition of -90 to -

60 °C. The shelf-life claim is based on up to 12 months of available stability data for clinical and non-

clinical drug product lots, up to 9 months of available stability data for the emergency supply and/or 

process performance qualification lots and up to 12 months of available supportive BNT162b1 clinical 

stability lot data, along with scientific rationale and the understanding of the mRNA platform. All drug 

product lots enrolled in the stability studies are considered to be predictive of the stability of the 

commercial materials based on comprehensive comparability assessments performed during 

development. 

Additionally, the stability data generated to date on the emergency supply and process performance 

qualification lots also support an additional storage condition at -20 ± 5 °C for up to 2 weeks, as well as 

short term storage at 5 ± 3°C for up to one month (within the 6-month shelf life). This is based on 

current available stability data for the accelerated conditions of -20 ± 5 °C and 5 ± 3°C on emergency 

supply and process performance qualification lots. 

In-use Period of Drug Product 

The initial in-use period for the thawed, undiluted vial is room temperature for not more than 2 hours 

(Section 3.2.P.2.6 Compatibility). Formal thermal cycling stability studies have been initiated on both 

emergency use lots and PPQ lots in order to further support the in-use period. Available data from these 

studies is provided in Section 3.2.P.8.3 Stability Data - Thermal Stress and Cycling. The in-use shelf life 

of undiluted and diluted vials is defined in Section 3.2.P.2.6 Compatibility. 

Stability Batches and Studies 

The stability program is designed to follow ICH guidelines for stability of drug product (ICH Guideline 

Q1A: Stability Testing of New Drug Substances and Products; ICH Guideline Q5C: Quality of 

Biotechnological Products, Stability Testing of Biotechnological/Biological Products). To date, 8 emergency 

supply lots, 30 process performance qualification/emergency use lots, 7 clinical lots, 1 non-clinical lot and 

2 supportive BNT162b1 clinical lots have been placed on stability and stored under long term, 

accelerated, and thermal stress conditions. The drug product lots placed on stability, to date, were 

packaged in glass vials, which are the comparable to the commercial packaging or representative of 

commercial packaging (for early non-clinical and clinical drug product studies). 
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Assessor´s comments:  

Updated documents have been provided for sections 3.2.P.8.1 and 3.2.P.8.3 and include updated stability 

data for the DP at long-term storage at -90 to -60 °C as well as for accelerated and stressed storage 

conditions. The drug product stability data cover clinical lots, emergency supply and PPQ lots. Current 

stability data at the long-term storage condition at -90 to -60 °C includes up to 12 months data for one 

clinical trial material lot, up to 9 months data from two emergency supply lots, up to 6 months data for 

several other emergency supply and PPQ lots and up to 12 months data for a supportive lot. 

All stability data generated to date for the DP stored at the long-term storage conditions at -90 to -60 °C 

complies with the acceptance criteria in the DP specification and show, at large, that there are no 

significant changes in terms of quality, purity, potency or strength of the drug product. 

It can also be noted that all drug product lots enrolled in the stability studies are considered to be 

predictive of the stability of the commercial materials based on comprehensive comparability assessments 

performed during development. 

Additionally, the stability data generated to date on the emergency supply and process performance 

qualification lots also support an additional storage condition at -20 ± 5 °C for up to 2 weeks, as well as 

short term storage at 5 ± 3°C for up to one month (within the 6 month shelf life). This is based on 

current available stability data for the accelerated conditions of -20 ± 5 °C and 5 ± 3°C on emergency 

supply and process performance qualification lots. 

Consequently, from a scientific point-of-view, the proposed shelf-life extension of undiluted drug product 

from 6 months to 9 months at the long-term storage condition at -90 to -60 °C is agreed to. 

For comments on the proposal for extension of expiry dates of drug product batches already 

manufactured and released to the market, see the assessor´s comments on the SmPC section 6.3 below.  

 

2.1.3.  Product information 

The following changes are proposed in the SmPC.  

Section 6.3 

Unopened vial 

Frozen vial 

6 9 months at -90 °C to -60 °C 

Within the 6 9 months shelf-life unopened vials may be stored and transported at -25 °C to -15 °C for a 

single period of up to 2 weeks and can be returned to -90 °C to -60 °C. 

Cartons with an expiry date of August 2021 through January 2022 printed on the label may 

remain in use for 3 months beyond the printed date as long as approved storage conditions 

between -90 °C to -60 °C have been maintained. Updated expiry dates are shown below.  

Printed Date  Updated Expiry Date 

August 2021 → November 2021 

September 2021 → December 2021 

October 2021 → January 2022 
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November 2021 → February 2022 

December 2021 → March 2022 

January 2022 → April 2022 

 

Section 5 of the package leaflet is also updated in the same way to reflect the changes proposed in the 

SmPC.  

Assessor´s comments:  

It should be noted that the change in shelf life will apply to all batches released after the approval of this 

Type IB procedure.  

As this change is an extension of shelf life without changes in the storage conditions, it is presumed that 

from a scientific point of view, the new 9 months shelf life might apply to already released batches of the 

medicinal product provided that the approved storage conditions have been guaranteed throughout the 

supply chain and an agreement been made with relevant national authorities.  

The proposal from the MAH to reflect this extended use of certain released batches in the SmPC and PIL 

is not acceptable. Specific data on expiry dates should not be included in the product information in line 

with the QRD template. The MAH is requested to provide an alternative proposal of effectively 

communicating this information to health care providers (e.g. letter by QP, dissemination of information 

through product website, dear health care professional communication).  

Any proposal should be properly justified. Furthermore, the MAH is requested to provide details of the 

concerned batches (e.g. batch number, batch size/doses released, member states affected), as well as an 

estimate of the stock left in each EU/EEA markets, where known.  

• The proposal from the MAH to reflect an extended expiry date of certain released batches in the 

product information is not found acceptable. An updated version of the product information should be 

provided, excluding the text and tables with updated expiry dates.  

• The MAH is requested to provide an alternative proposal for communicating the applicability of an 

extended expiry date to certain released batches. The proposal should be fully detailed and properly 

justified.  

• The MAH is requested to provide details in relation to the batches that may need extended expiry 

dates (e.g. batch number, batch size/doses released, MS affected), as well as an estimate of the 

stock left in each EU/EEA markets, where known.  

 

Active substance master file (ASMF) 

Not applicable 

 

Conclusion: 

 The changes proposed by the MAH are accepted and the variation(s) is/are approvable. 

 The changes proposed are not accepted and the MAH may amend the application within 30 days 

in order to address the issues outlined in Section “2.2. Request for Supplementary Information”, 

before the variation(s) can be approved. 
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2.2.  Request for supplementary information (RfSI) 

List of Issues to be resolved: 

1. The proposal from the MAH to reflect an extended expiry date of certain released batches in 

the product information is not found acceptable. An updated version of the product information 

should be provided, excluding the text and tables with updated expiry dates.  

2. The MAH is requested to provide an alternative proposal for communicating the applicability of 

an extended expiry date to certain released batches. The proposal should be fully detailed and 

properly justified.  

3. The MAH is requested to provide details in relation to the batches that may need extended 

expiry dates (e.g. batch number, batch size/doses released, MS affected), as well as an 

estimate of the stock left in each EU/EEA markets, where known.  

 

2.3.  Responses to RfSI 

Question 1 

The proposal from the MAH to reflect an extended expiry date of certain released batches in the 

product information is not found acceptable. An updated version of the product information should be 

provided, excluding the text and tables with updated expiry dates.  

Summary of the MAH responses: 

Updated version of product information is provided in Appendix 1. Information on extended expiry 

dates for released batches has been removed from section 6.3 of the SmPC as requested by the 

Agency.  

The MAH is following EMA’s recommendation to align with Member States on the extended use of 

released batches and agrees to remove this information from section 6.3 of the SmPC.  

Assessment of the responses: 

As requested, the MAH has provided an updated version of the product information excluding the text 

and tables with updated expiry dates from section 6.3 of the SmPC.  

In the first response provided 08 September 2021 (eCTD sequence 0175) the MAH also proposed to 

include a general reference to the product website in section 10 of the SmPC. The inclusion of a QR 

code in the SmPC is not in line with EMA guidelines and cannot be accepted. Therefore, an updated 

version of the product information was provided via Eudralink 09 September 2021, excluding the QR 

code from section 10 of the SmPC. The MAH confirms that the updated product information will be 

submitted in the closing sequence.  

The response is found acceptable and the issue is resolved.  

 

Question 2 

The MAH is requested to provide an alternative proposal for communicating the applicability of an 

extended expiry date to certain released batches. The proposal should be fully detailed and properly 

justified.  
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Summary of the MAH responses: 

MAH plans to provide instructions on use of the extended shelf-life of 9 months to produced and 

thereby labelled batches via: 

• Product website of Comirnaty accessible via QR code 

• Dear Healthcare Professional letter will be sent to all recipients. 

• Further information is available in local language via MedInfo Hotline 

A draft Dear Healthcare Professional letter is provided in Appendix 2. The MAH believes that the 

communication plan as outlined above, and in particular the issuance of a Dear Healthcare Professional 

letter, will ensure that accurate information is made available across all Member States in a timely 

manner following approval of the extended shelf life, and this will allow swift and consistent 

implementation. 

Furthermore, availability of relevant details in local language on the QR code website and via MedInfo 

will ensure a reliable reference for any immediate queries that may arise at local level.  

Assessment of the responses: 

The alternative proposal for communicating the applicability of an extended expiry date to certain 

released batches via Product website and QR code, Dear Healthcare Professional (DHCP) letter and 

information in local language via MedInfo Hotline seems reasonable. After comments from EMA a 

revised DHPC implementing EMA´s suggestions were provided via Eudralink on 09 September 2021. 

The MAH confirms that the updated DHCP letter will be submitted in the closing sequence.  

The response is found acceptable and the issue is resolved.  

 

Question 3 

The MAH is requested to provide details in relation to the batches that may need extended expiry dates 

(e.g. batch number, batch size/doses released, MS affected), as well as an estimate of the stock left in 

each EU/EEA markets, where known.  

Summary of the MAH responses: 

In total ~142 million doses usable for EC supply are in stock in the Pfizer/BioNTech network 

(unreleased and released) that would potentially expire by Jan 2022 (with 6 months shelf-life). Thereof 

~22 million doses would potentially expire within next 3 months (by Nov 2021) with a 6 months shelf-

life. In August and early September, three new Fill and Finish sites become active in supply of 

Comirnaty. 10 of 22 million doses have been manufactured for process qualification and subsequently 

batches. Release of these batches were / are dependent on completed registration of the respective Fill 

and Finish site, which led to an increased stock.  

Information about in-market inventory and consumption after supply to the market are not available to 

MAH.  
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Assessment of the responses: 

The information presented in relation to the batches that need extended expiry dates do not include 

any details on batch numbers or MS affected. However, it is clear that a large number of doses are 

concerned and thus it is agreed there is a need for communication as described in the response to Q2 

above.  

The response is found acceptable and the issue is resolved.  

 

3.  Overall conclusion 

Based on the review of the data, the change(s) proposed by the MAH 

 is/are approvable. 

 is/are not approvable based on the following grounds:  

 

Rapporteur's assessor:  

 Name: Redacted 

 Tel: Redacted 

 Email: Redacted 

 Date: 2021-09-09 

 

 The assessor confirms that proprietary information on, or reference to, other products are not 

made in this assessment and that (Redacted), Head of Biotechnology, on behalf of the 

Rapporteur: (Redacted) endorses this report. 




