
Annex C - MANDATORY TECHNICAL REQUIREMENTS
 

COMPLIANCE WITH TECHNICAL SPECIFICATIONS AND WHO REQUIREMENTS 
Bulk vaccine offered must meet all the World Health Organization (WHO) recommended requirements currently in force at the time of production.

PRODUCTION AND TESTING
The bulk vaccines offered will be produced and tested in conformity with the requirements of national legislation and the following recommendations established by the World Health Organization (WHO), or any subsequent revisions https://www.who.int/medicines/regulation/tsn/en/. 

a Good Manufacturing Practices for pharmaceutical products: main principles (WHO_TRS_986_annex 2 GMP main principles)
b Good manufacturing practices for sterile pharmaceutical products (WHO Technical Report Series No.961, 2011. Annex, 6) 
c Good Manufacturing Practices for Biological Products (WHO Technical Report Series No. 999, Annex 2, 2016) 
d Good Manufacturing Practices. Water for pharmaceutical use (WHO Technical Report Series No. 970, annex 2 (2012)
e WHO good practices for pharmaceutical quality control laboratories (WHO Technical Report Series No. 957 Annex 1)
f WHO good practices for pharmaceutical microbiology laboratories. WHO Technical Report Series, No. 961), Annex 2
g Guidance on good data and record management practices (WHO Technical Report Series, No. 996, Annex 5 (2016))
h WHO guidelines on quality risk management. WHO Technical Report Series, No. 981), Annex 2
i Good Manufacturing Practices: Requirements for sampling of starting materials (WHO Technical Report Series No. 929, 2005. Annex 2)
j Supplementary guidelines on good manufacturing practices: validation. WHO Technical Report Series, No. 937), Annex 4
k WHO guidelines for drafting a site master file. (WHO Technical Report Series, No. 961), Annex 14
l Model guidance for the storage and transport of time-and temperature-sensitive pharmaceutical products. WHO Technical Report Series, No. 961), Annex 9
m General Requirements for the Sterility of Biological Substances (WHO Technical Report Series No. 530, Annex 4, 1973), Amendment 1995 (WHO Technical Report Series No. 872, Annex 3, 1998)
n Recommendations for the evaluation of animal cell cultures as substrates for the manufacture of biological medicinal products and for the characterization of cell banks (WHO Technical Report Series No. 978, annex 3, 2013) 
o WHO Guidelines on Nonclinical Evaluation of Vaccines (WHO Technical Report Series No. 927, Annex 1, 2005)
p Guidelines on the nonclinical evaluation of vaccine adjuvants and adjuvanted vaccines (WHO Technical Report Series No. 987, annex 2, 2014)
q Guidelines on Clinical Evaluation of Vaccines: Regulatory Expectations (WHO Technical Report Series No. TRS 1004, Annex 9, 2017) 
r Guidelines on stability evaluation of vaccines (WHO Technical Report Series No. 962, Annex 3, 2011)
s Guidelines on the stability evaluation of vaccines for use under extended controlled temperature conditions (WHO Technical Report Series No. 999, Annex 5, 2016)
t Guidelines on procedures and data requirements for changes to approved vaccines (WHO Technical Report Series No. 993, Annex 4, 2015)
u Guidance on Variations to a  Prequalified Vaccine http://www.who.int/immunization_standards/vaccine_quality/PQ_VXA_Variations_V7.pdf?ua=1 
v Report of a WHO Consultation on Medicinal and other Products in relation to Human and Animal Transmissible Spongiform Encephalopathies (WHO/BLG/97.2) 
w WHO Guidelines on Transmissible Spongiform Encephalopathies in relation to Biological and Pharmaceutical Products http://www.who.int/biologicals/publications/en/whotse2003.pdf?ua=1
x WHO Global Action Plan to minimize Poliovirus facility-associated risk after type-specific eradication of wild polioviruses and sequential cessation of oral polio vaccine use (WHO, 2015).
y.  WHO Guidelines for the safe production and quality control of poliomyelitis vaccine https://www.who.int/biologicals/vaccines/POLIO_WHO_Amendments_Annex_4_TRS1016_post-ECBS_TW_SJ_2_Sep_2020.pdf?ua=1

CONTROL AND RELEASE
At the time of production, the mOPV bulk shall be controlled and released by both the manufacturer and its national regulatory authority ("NRA") that should issue a certificate of approval.

To verify that the mOPV bulk meets the in-house specifications set up by the manufacturer, re-testing of potency shall be conducted every 5 years from the manufacturing date and samples shall be made available to the NRA or/and WHO for independent testing. Relevant number of samples should be aliquoted and kept along with the mOPV bulks at the same place of storage.

Further retesting shall be conducted if warranted by a change in storage conditions or in case of filling of the bulk into finished product.  Potency data will be assessed by the relevant NRA and WHO.

SHELF-LIFE
The mOPV bulks shall have an indefinite (i.e. more than 10 years) shelf-life when stored at temperature below -40°C.

The shelf-life of the mOPV bulks shall be documented with real time stability data and a long-term NRA-approved strategy to extend shelf-life.

LABELS AND CLOSURES 
Bulk labels shall be affixed with water-resistant adhesive so that the labels do not become loose or fall off. They shall be proved to be also resistant to long period of storage at or below -40°C.

Labels on the container shall state the name of bulk, name of manufacturer, place of manufacture, lot number, composition, concentration, storage temperature and manufacturing date (no expiry date shall be indicated).  Information shall be printed on each container in indelible ink that shall be proved to be resistant to long period of storage at or below -40°C.

In case of damage to the label, a procedure for relabelling the container should be established and approved by the NRA and WHO.

Bulk container shall be fitted with proper closure to guarantee the continued quality and stability of the mOPV bulk over long period of storage at or below -40°C. 

STORAGE AND REPLENISHMENT
The mOPV bulks will be stored on site, at or below -40°C by the manufacturer(s).

The mOPV bulks will remain in the frozen state unless authorized by UNICEF for release for eradication purposes.

In the event of an extraordinary GPEI requirement to fill stockpiled bulk for intensified eradication activities, this will only be done in consultation and with the written concurrence of UNICEF.

In the event of inadvertent physical destruction of the stockpiled bulk, the manufacturer will immediately notify UNICEF. 

LOCATION OF STOCKPILE
The mOPV bulks must be kept in a secure physical location(s), which comply with GMP guidelines, the requirements of the National Authority for Containment (NAC) and the Global Action Plan, 3rd edition (GAPIII).  

CONTAINMENT REQUIREMENTS 
To maximize its life-span, the polio stockpile shall be established in the context of the Global Action Plan 3rd edition, which are currently being updated in consultation with manufacturers.  

Consequently, manufacturers must be able to demonstrate that their polio stockpile storage facilities will be in compliance with appropriate GAPIII safeguards at the time of OPV cessation and for the post-OPV era.  This requires review and approval of the National Authority for Containment (NAC) with review and concurrence from the Global Commission for the Certification of the Eradication of Poliomyelitis (GCC).  Specifically, manufacturers must enter into the GAPIII Containment Certification Scheme prior to being consider for an award under the tender.  

Manufacturers shall concur to participate in a WHO co-led assessment (per the GAPIII Containment Certification Scheme) of the risks associated with OPV filling to guide, if required, the adaptation of the primary safeguards should it be necessary to fill/finish additional mOPV products during the ‘VAPP/VDPV Elimination Phase’.

RISK MANAGEMENT
Bulk shall be stored frozen (at or below -40°C) in secure facilities designed and operated to optimise the physical security of the vaccine.  

If and when appropriate, the facility must be able to comply with the GAP III safeguards.  By that time, credible and foreseeable emergency and disaster scenarios shall be identified, response plans tested to ensure adequacy, and accreditation and inspection in accordance with GAP III.

LICENSING OF THE FINISHED PRODUCT
To anticipate the potential need of finished product filled from the stockpiled bulk, the manufacturers shall commit to have national licensure and have submitted for WHO pre-qualification of mOPV2.

NATIONAL REQUIREMENTS 
It is recognised that, because of the special needs for vaccines for the developing countries, the specifications prepared for UNICEF by WHO may be more detailed than those given in the WHO Requirements, although they are not in conflict with them. 
 
In those aspects where WHO GMP requirements are not detailed enough, other international guidelines shall be followed by the Supplier – e.g. those of the European Union (EU), PDA (Parenteral Drug Association), and United States Pharmacopoeia (USP) – and appropriate justification for the choice shall be provided. In such cases WHO will assess against the standard used. 

LABELS AND PACKAGE INSERTS
Bulk labels shall be affixed with water-resistant adhesive so that the labels do not become loose or fall off. They shall be proved to be also resistant to long period of storage at or below -40°C.

[bookmark: _GoBack]Labels on the container shall state the name of bulk, name of manufacturer, place of manufacture, lot number, composition, concentration, storage temperature and manufacturing date (no expiry date shall be indicated).  Information shall be printed on each container in indelible ink that shall be proved to be resistant to long period of storage at or below -40°C.

In case of damage to the label, a procedure for relabelling the container should be established and approved by the NRA and WHO.

Bulk container shall be fitted with proper closure to guarantee the continued quality and stability of the mOPV bulk over long period of storage at or below -40°C. 

The mOPV2 bulk shall be identified on either the container, closure or label and properly segregated at the place of storage.
 
RELEASE CERTIFICATION 
Final acceptance of the mOPV2 bulk vaccine shall be subject to approval by the NRA of the country of manufacture. 
