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Document No. 04a
Project Title: NHS Framework Agreement for Aseptically Prepared Cytotoxic Medicines and Monoclonal Antibodies for the Treatment of Cancer
Tender Reference: CM/PHR/22/5686/01

Period of framework agreement: 1 April 2024 to 31 March 2028 (covering regions East of England, London, North of England and South East)

Conformance Specification
1.01 Participating Authorities 
Document No. 09, managed by CMU, lists the eligible Participating Authorities to this Framework Agreement.  
Tenderers are asked to note that Document No. 09 shall be subject to change throughout the period of the Framework Agreement and for a variety of reasons, including for example, name changes or mergers and other changes in the service requirements of Participating Authorities that may arise from time-to-time.
1.02 Product Requirements

Cytotoxic drugs prevent cell replication or are toxic to cells and are therefore used to treat cancer. Monoclonal antibodies are immune system proteins and those used in cancer are designed to interact with specific targets to inhibit cell growth.
Tenderers are invited to submit line by line pricing offers for all or any of the defined product requirements listed in Document No. 05, in accordance with the instructions contained therein and for submission via the Atamis tendering portal accordingly.  

Pricing offers may also be submitted per milligram and where additional delivery options may be applicable.  Full instructions have been included within Document No. 05.  Tenderers are asked to note, usage volumes in Document No. 05 are provided for guidance only.
IMPORTANT: Tenderers are also required to ensure their compliance with all of the product attributes as stipulated in Appendix 1 of this Document No. 04a.
1.04 Product Change Control
During the lifetime of the framework, the Authority may require amendments to the product requirements in the context of new molecule additions, additional or amended dose bands and/or removal of molecules or presentations if they are no longer required.  
In situations where new presentations become available via the Infusions and Special Medicines Programme (ISMP), the new presentation shall supersede existing product requirements.
IMPORTANT: To ensure there is consistency of supply, Tenderers must not under any circumstances deviate from the product requirements as stipulated within Document No. 05. 

1.03 Quality Assurance Assessments
To enable quality assurance assessments, Tenderers are required to complete Document No. 07a and Document No. 07b in accordance with the instructions provided therein and for submission via the Atamis tendering portal accordingly.
1.04 Service Requirements

Tenderers shall be required to provide an efficient compounding service to enable the timely supply of a range of aseptically prepared cytotoxic medicines and monoclonal antibodies for the treatment of cancer in ready-to-administer presentations. Requirements shall be specified and defined in accordance with the formal purchase order transmitted by Participating Authorities.

In the context of aseptically prepared ready-to-administer presentations, further information is published on the NHS England website and can be accessed via the link below:

NHS England » Assurance of aseptic preparation of medicines
Dose banding is a system whereby drug doses which are calculated are then grouped and rounded to configure a set of pre-defined doses. Each series of consecutive doses is called a ‘band’ with the dose to which they are rounded towards being the ‘banded dose’. 
A range of pre-filled syringes and infusions are prepared to administer the predetermined standardised doses. The aim is to reduce demand for costly patient specific orders and to facilitate more efficient batch manufacturing.  Chemotherapy dose banding tables are published on the NHS England website and can be accessed via the link below:
NHS commissioning » Chemotherapy dose banding (england.nhs.uk)
Patient specific orders are defined as orders that fall outside of the dose banded tables or standard presentation.  Patient specific orders shall be prescribed for paediatrics and occasionally for adults. These products shall be charged at the per mg prices.  
Throughout the lifetime of the framework, Tenderers are required to remain competitive ensuring technical advancements are implemented to enable Participating Authorities to take advantage of continuous improvements.
Tenderers must have policies and procedures in place for change management with such documentation in particular describing how changes may impact on customers and stakeholders, product specifications, risk assessment and implementation processes.  
Tenderers are required to provide such policies and procedures documentation to the Authority upon a request received in writing.
In circumstances where there is a change affecting the capacity (increase or decrease) service offering, Tenderers must collaborate proactively with the Authority and Participating Authorities to ensure risk assessments are undertaken and/or to maximise available capacity where this may be applicable.

Wherever possible, Tenderers must arrange routine updates and manufacturing site maintenance to be undertaken during evenings and weekends to minimise disruptions to the service provisioning. 
In all situations, Participating Authorities must be provided with 48 hour advance notice of any disruptions. In the event of any maintenance defined as an emergency to be carried out during working hours, Tenderers are required to ensure this is kept to an absolute minimum to minimise disruptions to the service provisioning.
IMPORTANT: In all circumstances, so that the Authority may consider change proposals (permanent or temporary, including but not limited to product specifications, preparation processes, packaging and labelling) that may be required to preserve continuity of supply, Tenderers must always first of all seek approval without delay from the Authority to minimise any impacts on the service provisioning. This includes change proposals extending to compounding and logistics sub-contractors. Failure to comply with this requirement may result in breach of contract and termination of business.  
1.05 Call-Off Order Form
Participating Authorities shall define their requirements from time-to-time using Document No. 06b as a prerequisite for the placing of formal purchase orders.  Subject to mutual agreement, Tenderers must at all times ensure their compliance in accordance with the agreed terms stipulated within Document No. 06b. 
IMPORTANT:  Tenderers shall note at all times the Call-Off Award Procedure, as detailed in Document No. 06a, shall be implemented by Participating Authorities as a prerequisite process for sourcing their product requirements.  
The issue and execution of Document No. 06b shall at all times be contingent on the implementation of the Call-Off Award Procedure, as detailed in Document No. 06a, and it shall be the responsibility of Participating Authorities to maintain all appropriate records and documentation for local retention and audit purposes.
Participating Authorities shall join the framework agreement on a managed and phased basis, the on-boarding programme to be agreed on an individual basis between the Tenderer and the relevant Participating Authority.  
The timeframe for the on-boarding process shall not exceed three (3) months.  Document No. 06 must be duly executed by the signatories as a binding agreement in the context of the product requirements and volumes to be supplied in accordance with the agreed implementation date.
IMPORTANT:  All parties must work collaboratively in the spirit of the regulatory requirements and capacity requirements as defined by the Medicines and Healthcare products Regulatory Agency (MHRA).  Tenderers are requested to note it is essential to work collaboratively with Participating Authorities to meet variations in demand, recognising that changes in service levels require time on both sides to be implemented.
For the purposes of change control, notwithstanding the Call-Off Award Procedure as detailed in Document No. 06a, in the event of a material change to Document No. 06b, Tenderers are required to engage proactively with Participating Authorities to ensure implementation of changes for the supply of product requirements and volumes in an expedient manner.  
In change control circumstances, Document No. 06b must again be duly executed by the signatories as a binding agreement in the context of the revised product requirements and volumes to be supplied in accordance with the change implementation date.
IMPORTANT:  In the context of change control requirements, Tenderers are asked to note the Notice Period shall be not less than 3 (three) months with the change date to be mutually agreed between the transacting parties. 
1.06 Order Processing and Management
Tenderers must offer electronic order transmission (EDI) to enable the placing of formal purchase orders by Participating Authorities at no additional cost.  
As a minimum, Tenderers must be able to receive formal purchase orders and conversely enable the transmission of order confirmations to Participating Authorities via email. Facsimile must not be used under any circumstances whatsoever. 
Tenderers must be able to provide Participating Authorities with an order confirmation within two (2) hours of receipt of a formal purchase order.  Such order confirmation shall also confirm the expected delivery date.  
Order Turnaround: The standard service for this framework is ten (10) business days, meaning that if receipt of the formal purchase order is day one (1), then the product requirements must be delivered on or before the tenth business day.  Orders shall be delivered to the address specified on the formal purchase order.
IMPORTANT: In the event the purchase order volumes cannot be supplied in full, by the expected delivery date, Tenderers must inform Participating Authorities forthwith and without unreasonable delay. 

Batch Orders: Participating Authorities may place batch orders.  This is defined as a formal purchase order containing more than one of the same product, with the same description and presentation, that is not linked to a patient name.
Tenderers are required to provide evidence of temperature controlled shipping for all deliveries to Participating Authorities upon request.  
Tenderers are required to note product requirements within the expiry date that have been subjected to damage as a consequence of manufacturer, delivery or poor packaging shall be replaced or refunded in an expedient manner and at no cost to Participating Authorities.
Public Holidays: Tenderers must ensure continuity of supply during public holiday periods, including the receipt and processing of orders, manufacturing and deliveries, matching the normal working hours of hospital pharmacies during such times.  Normal working hours are defined as Monday to Friday, 09.00 to 17:00.
Tenderers are required to provide at least one (1) months’ notice of planned closures around bank holidays and such closures should not last for more than two (2) business days.  If appropriate, Tenderers must advise Participating Authorities in advance of any increase in delivery lead times as a result of such closures and consequently increases in delivery lead times must not exceed two (2) business days.  
1.07 Management Information (MI)
Tenderers shall note a requirement for Document No. 04c to be submitted to the Authority on a monthly basis upon receipt of a request for information within seven (7) business days.
1.08 Key Performance Indicators (KPIs)

Tenderers shall note a requirement for Document No. 04d to be submitted to the Authority on a monthly basis upon receipt of a request for information within seven (7) business days.

1.09 Management of Supply Issues
Tenderers are requested to note the requirements of Document No. 04e in the context of the management of supply issues and associated notification arrangements.
Tenderers are required to maintain a robust supply chain.  In particular, for high volume product requirements and where there are multiple manufacturers, Tenderers must have at least two sources of QA approved raw material with stability and worksheets ready for use.
Appendix 1 – Product Attributes
	Description
	Details

	Labelling
	Tenderers must ensure all individual containers (syringes, infusion bags and elastomeric) shall be labelled with the name of the drugs and, where relevant, the name of the diluents or carrier fluid.

Tenderers must ensure the brand name of the starting molecule and  only where stated in the individual product specification is stated on all labels.

Tenderers must ensure the full strength or dose (total amount in the container) of drug is stated on all labels using the metric system only. 
Tenderers must ensure the intended route of administration, using approved abbreviations only, as detailed in NPSA & MHRA guidance is stated on all labels.
Tenderers must ensure the required storage conditions is stated on all labels.

Tenderers must ensure the batch number, date and time (where relevant) of expiry is recorded on all labels.

Tenderers must ensure the name and MS number of the manufacturer is stated on all labels.

Tenderers must ensure warnings, including "Cytotoxic" where relevant, is stated on all labels.
Tenderers must ensure, where additions have been made to a bag without removing the corresponding volume of drug added, the product label must reflect this by stating the total volume i.e. infusion bag volume plus volume of addition.  Ultimately, tenderers must ensure all labels shall clearly delineate Drug, Dose, Diluent and Volume of Diluent.
Tenderers must ensure the design of the label and its placement on the product must enable critical information to be read easily in one field of view and enable similar products to be easily distinguished.
Tenderers must ensure the labelling of all product requirements comply with all laws, regulations and guidelines associated with the labelling of unlicensed specials currently in force in the UK including consideration of Document No. 04j.
Tenderers must ensure where there is a standard presentation for a molecule from the ISMP, the standard label template must be used.
Tenderers must ensure Tall Man lettering is used where practicable to allow for easy identification of molecules.
Tenderers should work towards standard labelling and avoid any NHS trust specific requests to allow for movement towards standardisation and batch production of products.
Tenderers must use dm+d naming when this is available.
Tenderers shall be prepared to work towards labelling which includes a machine readable bar code, preferably one which conforms to the GS1 coding system.

	Packaging
	Tenderers must ensure Company name and address and the Manufacturing Specials (Licence) number is clearly stated on the outer package.
Tenderers must ensure the weight of each package must not exceed 15kg and the weight must be evenly distributed.
Tenderers must ensure storage requirements must appear clearly stated i.e. whether ambient or cold chain.
Tenderers must ensure all packages are tamper evident.

Tenderers must ensure all product requirements are supplied in sealed and non-leak proof packaging wrappers to minimise the risk of spills and breakages.
Tenderers are required to note, if the label on the product cannot be read through the leak-proof wrapper e.g. if the wrapper used is light protective, a label identical to the product label shall be applied to the wrapper. It is acceptable for products requiring light protection to be sealed in transparent leak-proof wrappers. However, tenderers must ensure each product (dose) shall be supplied with an opaque light protective cover.
Tenderers must ensure product requirements are packed with due care in a way that does not put the person delivering or unpacking products at risk from exposure to hazardous products in the event of a mechanical damage.
Tenderers must ensure outer packaging shall ensure the integrity of the product requirements is maintained throughout the delivery process. This shall include, but is not limited to, maintaining appropriate temperatures, protection from light and contamination and protection from mechanical damage.  
Tenderers must ensure, where product requirements are supplied in ‘multiples’, the individually labelled/wrapped product requirements shall be sealed in outer packaging containing no more than ten (10) products (doses).
Tenderers must ensure the outer wrap (multipacks) shall be labelled with the contents including quantities, batch number, expiry and storage conditions.

	Shelf Life
	For compounded to order products, Tenderers are required to ensure at least 75% of the shelf life is remaining at the time of receipt (unless a lower shelf life is agreed with the relevant Participating Authority). For products carrying less than the agreed shelf life, Participating Authorities reserve the right to return the product(s) for a full refund or replacement.
For off-the-shelf products, Tenderers are required to ensure at least 50% of the shelf life is remaining at time of receipt (unless a lower shelf life is agreed with the relevant Participating Authority). 

For small molecule drugs, Tenderers must conform to the current edition of the STANDARD PROTOCOL for DERIVING and ASSESSMENT of STABILITY Part 1 Aseptic Preparations (Small Molecules) © NHS Pharmaceutical Quality Assurance Committee. Tenderers are directed to comply with such requirements as specified in Document No. 04f.

For biopharmaceuticals, Tenderers must conform to the current edition of the STANDARD PROTOCOL for DERIVING and ASSESSMENT of STABILITY Part 2 Biopharmaceuticals © NHS Pharmaceutical Quality Assurance Committee. Tenderers are directed to comply with such requirements as specified in Document No. 04g.

	Syringes
	Tenderers are required to comply with the requirement for syringes to be filled in accordance with the volumes as stipulated within the table below:

[image: image1.png]Syingesee Measurable Max fill volume
graduations | (not more than 85%)
ml 0.01ml 0.85ml
3ml 0.1ml 25ml
5ml 0.2ml 4ml*
10ml 0.2ml Sml*
20ml iml 17ml
30ml ml 25ml
S0ml Iml S0ml
(60ml nominal capacity)

*Whilst 4.2ml & 8.4ml are measurable in Sml & 10m! syringes respectively it is more sensible to cap
at whole ml volumes for these.




Tenderers must conform to the current edition of the PROTOCOLS for the INTEGRITY TESTING of SYRINGES © NHS Pharmaceutical Quality Assurance Committee. Tenderers are directed to comply with such requirements as specified in Document No. 04j.
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