[Facility Identification]
Quality Plan for Cellular Therapy Product Processing and Apheresis Collection

Principle
In accordance with federal regulatory and accreditation agency requirements, establishments which manufacture cellular therapy products are required to have a quality management plan in place detailing how they will ensure that the cellular therapy products conform to specifications, are not contaminated, and maintain function and integrity. Quality management includes assurance that the principles of current Good Manufacturing Practice (cGMP) and current Good Tissue practice (cGTP) are being followed.  Written standard operating procedures are developed and validated for all critical cellular therapy product collection and processing steps.   Established procedures for process control are maintained.  Audits are performed to ensure compliance with cGMP, cGTP, and this Quality Plan.  Opportunities for improvement are identified through process monitoring and quality audits in order to prevent errors and provide for continuous process improvement.  This Quality Plan discusses the processes, policies, and procedures which provide for quality management of cellular therapy product processing and apheresis collection.  
Scope

This quality plan applies to the Transfusion Medicine Program for Cellular Therapy Product Processing and Apheresis Collection (hereinafter referred to as the “Program”) in support of the Bone Marrow Transplant Program at [FACILITY].  The facilities include the Infusion & Pheresis Unit and the Stem Cell Processing Laboratory.
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I.
Organizational Structure
The Program includes the Infusion & Pheresis Unit and the Stem Cell Processing Laboratory.  It is supported by the Blood Bank, Histocompatibility, Hematology, and Microbiology Laboratories and works closely with the Bone Marrow Transplant Program and Department of Pathology Compliance Office.  See Attachment A, Organizational Chart.
1.
The Infusion & Pheresis Unit, located on [LOCATION], is the collection facility.  It is part of the Department of Medicine at [FACILITY].  The Department of Pathology oversees cellular therapy apheresis product collection aspects of the facility.  Normal days of operation are Monday through Friday.  It opens at 7am and closes at 7pm on Mondays and Tuesdays, 8 pm on Wednesdays, and closes at 5 pm on Fridays.[
A.
The Infusion & Pheresis Unit is supervised by a Nurse Manager.  The Nurse Manager is responsible for:
· Performing record reviews

· Writing standard operating procedures

· Validations of critical equipment and collection procedures
B.
The Unit is staffed by Registered Nurses and Practice Assistants.  Trained Registered Nurses are responsible for:

· Administering donor history questionnaire for communicable disease
· Performing interim donor assessments

· Performing apheresis collection of Peripheral Blood Progenitor Cells and Therapeutic Cells.

· Performing quality control procedures for critical equipment
C.
The Medical Director is responsible for all aspects of the Program involving the collection facility, including medical and technical policies, processes and procedures.
2.
The Stem Cell Processing Laboratory, located on [LOCATION], is the processing laboratory.  It is part of Transfusion Medicine which is part of the Division of Laboratory Medicine within the Department of Pathology at [FACILITY].  Normal hours of operation are Monday – Friday, 7am-7pm.
A.
The Clinical Manager of Blood Bank supervises the non technical, administrative aspects of operation, such as staffing and budgeting. 
B.
The Stem Cell Processing Laboratory is staffed by Medical Technologists trained in stem cell processing.  Their functions include:

· Preparation of fresh cellular therapy products for infusion

· Cryopreservation of cellular therapy products for storage

· Performance of viability testing; obtaining samples for cell counts and sterility testing.

· Thawing cellular therapy products for infusion / transplantation into patients

· Sending out specimens to an outside facility for infectious disease testing and processing of results.
· Performance of quality control procedures

C.
The Medical Technologist Leader performs the same tasks as above for Medical Technologists.  Additional functions of the Medical Technologist Leader include:

· Serving as resource of expertise and technical support for the staff

· Writing standard operating procedures

· Validating critical equipment, processing procedures
· Reviewing quality control results

· Managing workflow

D.
The Medical Director oversees and is responsible for all activities related to cellular therapy product processing, including medical and technical policies and procedures.  
3.
The following laboratories within the Department of Pathology provide support for The Program:

A.
The Blood Bank, within Transfusion Medicine, performs ABO/Rh and antibody testing, antigen typings for cases with unexpected significant alloantibodies, and testing as required for work-up of suspected hemolytic reactions.  Trained blood bank staff provide off hours support for management of storage device alarms.
B.
The Histocompatibility Laboratory, within Transfusion Medicine, evaluates samples for the presence of HLA antibodies.
C.
The Hematology Laboratory performs cell counts and flow cytometric analysis.
D.
The Microbiology Laboratory performs sterility testing.

4.
Compliance Office, Department of Pathology:  A Transfusion Medicine Compliance Officer(s) is delegated to maintain the quality management plan.  Functions include:

· Reporting on quality management activities quarterly at BMT Quality Assurance meetings and/or Transfusion Medicine administrative meetings.

· Providing an annual report on the performance of the quality management plan
· Reviewing/approving validation protocols
· Managing Transfusion Medicine SOP approval and annual review processes.

· Tracking and trending occurrences/deviations in cellular therapy product collection and processing procedures.
5.
The Program maintains a working relationship with the [FACILITY] Bone Marrow Transplant (BMT) Program. 
A.
Allogeneic Donor Eligibility Process:  The Program communicates their results of donor screening and testing to the Bone Marrow Transplant Program. Final donor eligibility determination is completed by the Bone Marrow Transplant Program. The donor eligibility form is reviewed and signed by both an attending BMT physician and an attending Transfusion Medicine Medical Director.
B.
Representatives from both programs participate on the BMT Quality Assurance committee.  Quality audits and outcome analysis are reviewed at the BMT Quality Assurance meeting.
C.
A Medical Director regularly attends the weekly BMT protocol meeting.

D.
A Medical Director and the Stem Cell Processing Laboratory Medical Technologist Leader attend the weekly BMT meeting for review of new patients.  Issues related to donor suitability and eligibility are discussed at this meeting.
II.
Agreements
1.
Agreements with outside supply and service vendors are handled by the [FACILITY] Department of Contracting.  [FACILITY] contract managers are responsible for developing, implementing, and maintaining contracts according to [FACILITY] policy and procedure.

A.
Vendor Qualification:   Prior to initial request with the Contracting Department, the new material or service will be evaluated by the Program staff to ensure it meets their needs and regulatory requirements.  Refer to reagent and supply qualification section for specific requirements.

B.
Contract renewal.  Contracts will be reviewed annually before renewal to ensure that the Program’s expectations and regulatory requirements are being met.  Any changes to contracts will be appropriately recorded and agreed upon by all parties.  Contracts will evaluate price, customer service, product performance, and regulatory requirements.
2.
Minimal requirements for vendor qualification of donor testing facilities include:


A.
FDA tissue establishment registration for testing


B.
CLIA certification.
C.
A list of test kits/methods and confirmation that each test is on the FDA approved list for HCT/P donor testing.

D.
Manufacturer’s inserts for all tests as supporting evidence that testing is being performed according to manufacturer’s directions.

E.
Evidence that testing facility undergoes periodic inspections and quality audits.


3.
Physician’s Orders:  An order from the patient’s physician is required prior to collection, processing, preservation, storage and infusion.  The facility performing such activities obtains an order that contains the name and medical record number of the donor, the recipient, and the requested procedure and other information as specified on the applicable order form.  The physician order forms in use have been approved by the responsible medical director and undergo annual review.
4.
Supporting Document:  [FACILITY] Contracting Manual 2007, located on [FACILITY] Portal. 
III.
Process Development and Review

The development or revision of processes is controlled by established procedure.  Prior to implementation, there is a formal assessment of the impact of the change to avoid unexpected consequences.  The need for new equipment, impact on existing space, budget funds, staff changes, training, communication to other departments, standard operating procedures, training, validation, and regulatory filings will be assessed.  Manager, medical director and compliance approval is required prior to initiating the project.  A post implementation check is performed and reviewed by the manager, medical director, and compliance.

Supporting Document:  Change Control Process  QP-BB-28 
IV.
Personnel Qualifications, Training, and Competency
The Program employs an adequate number of qualified individuals.  Employees are qualified through appropriate education, experience, and training to ensure competency in the duties to which they are assigned.  Employees are assigned tasks commensurate with the duties listed in their job description.  See Attachment B, Job Descriptions.

1.
Initial Qualifications are assessed by [FACILITY] Human Resources Department.

 2.
Orientation:  Upon hire, each employee participates in the hospital orientation program provided by the Human Resources Department.  Then each employee is oriented to their specific work area.

3.
Initial Training:  Training is provided on all tasks the employee is expected to perform with opportunities for the employee to ask questions, seek additional help, or clarify processes.  In addition to job-task training, employees also receive training on computer use, safety, and quality issues.  Documentation of training is filed in the employee’s personnel folder.

4.
Minimal trainer qualification:  Trainers shall be trained and demonstrate evidence of ongoing competence for the task for which they are providing training.  

5.
Training Documents:  The assigned trainer is responsible for ensuring that the training document is current for the associated task prior to initiation of training for the task.  The training documents will be updated as required.

A.
Stem Cell Processing Laboratory:  Training documents for technical procedures are reviewed in conjunction with annual review of the corresponding standard operating procedure by the technologist performing the review.  

6.
Competency and Retraining:  Employee competency on required tasks is assessed and documented initially after training, six-months after training, and annually thereafter.  In the event that competency assessment is unacceptable, there is a process for retraining.
7.
Continuing Education:  Staff members are required to participate in continuing education and provide documentation.
8.
Supporting Documents:  
· Training and Competency in Transfusion Medicine TD-QC-01

· Retraining of Personnel TD-BB-01
· Continuing Education Program TD-QC-04

· Staff Education Program in Infusion & Pheresis TD-TR-01

V.
Outcome Analysis

1.
The Bone Marrow transplant team and the director of the Stem Cell Processing Laboratory will collaboratively review engraftment data of all allogeneic and autologous transplant recipients.  Data from laboratory and clinical reviews is presented at the BMT Quality Assurance meeting.

2.
Supporting Document:  Monitoring of Stem Cell Engraftment  GE-ST-35

VI.
Audits:  Internal and External
Both external and internal auditors may accomplish periodic assessments.  These assessments will focus on the how closely operations adhere to the standards set forth by regulatory or accreditation agencies.
1.
External
A. External evaluations are performed by regulatory agencies (such as the FDA) or accrediting agencies (such as JCAHO, CAP, FACT).  Process improvement opportunities found through the use of external evaluations will be examined and applied/incorporated to operations as needed.

B.
The Stem Cell Processing Laboratory participates in the CAP proficiency testing program.  See section XVII below, “Process Control”.
2.
Internal:

Internal assessments are conducted to ensure compliance with the elements of this quality management program. 

A. Audits are conducted, reviewed and reported at a minimum on a quarterly basis.  The schedule of audits include a donor eligibility audit and a stem cell processing audit.  See appendix C for schedule and sample audits.

B.
Assessments may be conducted by Transfusion Medicine staff members as a self-assessment or by the Compliance Office as an independent internal audit.  Assessors should have sufficient expertise to identify problems.  Assessors should not be solely responsible for the process being audited.  

C.
Other internal audits may be scheduled according to process improvement/quality assurance needs.  Focused audits (designed to look at a specific problem or process) may be accomplished for any of the following reasons:

	· Upon request by a section manager.

· To investigate the failure to resolve a trend (defined as no decrease in the number of events following the implementation of corrective actions).

· To support on-going, planned reviews (such as monitoring for Quality Assurance indicators for the Dept. of Pathology Quarterly QA Meeting).

· Due to a reported adverse event


D.
Management personnel are responsible for timely corrective action on non-conformances found during assessments.
E.
Results of audits are reviewed to look for system problems and trends. Assessments will be reviewed by the medical director and compliance office.  Results will be reported at BMT Quality Assurance meetings and/or Transfusion Administrative meetings as appropriate.  The Compliance Officer will report on the performance on the Quality Plan annually.

F.
The Transfusion Medicine management will incorporate internal and external audit report findings in their process improvement activities.  

VII.
Management of Non-Conforming Products (Including Positive Microbial Cultures)

The Program maintains a process for handling products which do no meet predetermined release criteria, including products with positive sterility testing.  All non-conformances are documented on occurrence reports and investigated as appropriate.  Release of non-conforming products is performed according to established procedure which requires notification of transplant physician and documentation of urgent medical need.  The responsible Medical Director and BMT physician must sign a Non-Conformance release form.  The following additional steps are performed for products with positive microbial cultures:
1.
Donor physician is notified, who will follow-up with donor as necessary.

2.
Product is labeled with required biohazard and warning labels.
3.
Recipient notification is performed prior to infusion, as applicable.  The recipient will be followed for adverse events post infusion.  Outcome analysis will be performed.

4.
Reporting to outside agencies, such as NMDP and FDA, will be performed as required. 
Supporting Documentation: 
 Release of Non-Conforming Cellular Therapy Products 

QP-ST-22
VIII.
Detection and Reporting of Errors, Accidents, and Adverse Events

The Program captures, investigates, and documents errors, accidents, suspected adverse events, biological product deviations, variances, and complaints.

1.
Occurrence reporting program:  Deviations from protocol (planned or unplanned), unusual events, accidents, or errors will be reported using the Transfusion Medicine Occurrence Reporting Program.  

A.
Planned deviations shall be pre-approved by the medical director or designee.

B.
Unplanned deviations will be documented, investigated, and short-term corrective actions will be performed as required. Events will be classified according to whether an error, accident or HCT/P deviation occurred, and if applicable, be investigated further.  If appropriate, long-term corrective actions will be implemented to prevent future occurrence. Audits and/or tracking and trending of occurrences will be used to verify the effectiveness of corrective action.

C.
All occurrence reports are reviewed by the compliance officer and the medical director.

D.
HCT/P deviations are reported, as required, to CBER.

2.
Complaints:  Customer reported product failures, concerns, or complaints are documented and investigated.  Complaints may be documented in the hospital on-line Patient Safety Reporting system and/or through the occurrence reporting program.  Complaints involving potential errors, accidents, or HCT/P deviations must be documented on an occurrence report. The compliance office will maintain a complaint file of such reports. 

3.
Adverse Events/Reactions

A.
The Infusion & Pheresis Unit maintains a process to detect, evaluate, and treat adverse reactions to product collection.  A description of adverse reactions is entered in the donor’s hospital on-line medical record, which is available to the donor’s physician, the recipient’s physician, and the Stem Cell Processing Laboratory medical director, as appropriate.

B.
The Stem Cell Processing Laboratory maintains a process to capture and investigate adverse reactions to product infusion.  The medical director reviews the investigation and a report is entered in the recipient’s on-line medical record.

C.
Adverse events are reported to outside agencies in compliance with hospital requirements and [STATE] and Federal laws and regulations.

4.
Supporting Documentation:
· Reporting Fatalities, Errors, Accidents, and Adverse Events to Outside Agencies QP-QC-04

· Occurrence Reports QP-QC-03
· Management of Blood Donation and Apheresis Adverse Reactions GE-DS-50
· Evaluation of Suspected Transfusion Reaction  TP-BB-18
IX.
Record Review and Document Control

The Program has a process for document control and for regular review of all records that relate to cellular therapy product collection, processing, storage, release and transportation. 
1.
Critical documents for the Program are defined as standard operating procedures, forms and labels used in the manufacture of cellular therapy products.  A master list of Transfusion Medicine critical standard operating procedures, forms, and labels is maintained by the compliance office. 

2.
All critical SOPs, forms, and labels are assigned a unique alphanumeric identifier.  Standardized formats are used for SOPs and forms.

3.
Document Approval:  All critical documents are reviewed and approved prior to adoption.

A.
All critical SOPs and forms must be approved by the medical director.  Approval is indicated by signature and date. Adopted date is also recorded on the approved document. 

B.
All critical labels are approved by the medical director and/or compliance officer.  Approval signature and date is recorded on the Label Control form.  Adopted date is also included on the form.  

4.
There is a system to ensure that critical documents cannot undergo accidental or unauthorized modification.  Only current, approved, official copies of SOPs are located in the appropriate work areas.  A master set of critical documents is retained as the document of record and contains the required approval signatures.
A.
The Department of Pathology Compliance Office retains the master set of Transfusion Medicine SOPs.   
B.
The Transfusion Medicine Compliance Officer or designee maintains a master set of the forms approved for use.  A Document Control Record   (DCR) accompanies each form in the master set and indicates which SOP the form or worksheet applies to.  

C.
The Transfusion Medicine Compliance Officer or designee maintains a master set of labels approved for use.

5.
There is a system for documentation of training associated with each procedure and its revisions.  Minimally, staff review of the procedure is documented.  When more extensive training is required, specific training documents are utilized.

6.
When critical standard operating procedures are revised, there is a system for document change control that includes a description of the change, the medical director approval signature/date, and the adopted date.

7.
Archival:  There is a system to retrieve obsolete critical SOPs, forms, and labels to prevent their unintended use.  The archive date is recorded and the obsolete documents are retained by the compliance office for a minimum of 10 years.

8.
Annual review of critical documents:  SOPs are reviewed annually.  Forms and labels are reviewed annually in conjunction with the corresponding SOP or, if applicable, under the provisions for “stand-alone” forms. 

A.
 The Transfusion Medicine Compliance Officer or designee identifies any “stand-alone” forms and ensures that these are reviewed annually.

9.
Records:  There is a system for record creation, assembly, storage, archival, and retrieval.
A.
Records are created, reviewed, and maintained for each critical step in the cellular therapy manufacturing process.  The Program operates on a paper system.  Paper records are legible and indelible.  Corrections to records are performed using principles of good manufacturing practice.

B.
In conjunction with paper manufacturing records, some patient information is entered into the hospital on-line medical record.  The hospital information system is maintained by the Information Systems Department.  In the event that the hospital on-line medical record is not operational, medical assessments will be recorded on paper.

C.
Records are stored in such a manner that they are readable and retrievable regardless of their storage medium (paper, electronic).

There is a procedure for offsite storage and retrieval of records.  Typically, records from the current year plus past 2 years are retained onsite.

D.
Records are retained according to FACT, CAP, and/or FDA guidelines outlined in Transfusion Medicine policy. 

E.
Archived records are retained by the compliance office.

10.
Supporting Documentation

Department of Pathology:

· Standard Operating Procedure:  Preparation  GE-QA-03

· Standard Operating Procedures:  Document Control  GE-QA-12

· Standard Operating Procedures:  Review Process  GE-QA-18

Transfusion Medicine

· Creating Forms & Worksheets:  Document Control Procedures  QP-QC-69

· Label Control  QP-QC-66
· New SOP/Revised SOP Road Map  F-QA-14

· Record Retention Policy for Transfusion Medicine  QP-QC-28

· Offsite Record Retention  GE-BB-112

X.
Validation of Reagents, Equipment and Procedures

All new critical reagents, equipment and procedures are validated before being placed into service.  

1.
All new equipment is validated before being placed into service in order to ensure that the equipment functions according to manufacturer’s specifications and performs as expected for its intended use.  Validation studies are reviewed and approved by compliance. Equipment will be validated upon installation or after a major repair or upgrade.

2.
All new reagents and procedures are validated.  Changes to a reagent or procedure are validated or verified to ensure that they do not create an adverse impact anywhere in the operation.  All validation studies for procedures are reviewed and approved by Compliance and the Medical Director.

A.
All approved validations of cellular therapy collection procedures must show acceptable cell viability and recovery.

3.
Validation Process

A.
Written validation plan is submitted to for review and approval.  

B.
Validation is performed and data collected.

C.
Validation data and summary are submitted for review and approval.

4.
Supporting Documents

· Equipment Validation  QP-QC-20

· Change Control Process  QP-BB-28

XI.
Qualification of Facilities

The collection and processing facilities are of adequate size and construction for the procurement, processing, preservation, and storage of cellular therapy products.  The Stem Cell Processing Laboratory has access limited to authorized personnel.  Critical facility parameters that may affect cellular therapy product viability, integrity, contamination, sterility, or cross-contamination during collection and/or processing are controlled, monitored and recorded to ensure adequate conditions for proper operations.

1.
The collection and processing facilities have procedures for cleaning and sanitation.  Service agreements for cleaning and sanitation are maintained with hospital environmental services.  

2.
The Infusion/Pheresis Unit monitors ambient room temperature.

3.
Storage devices for cellular therapy products are monitored continuously by a remote alarm system for proper temperature, CO2 level, and relative humidity, as applicable.
4.
Environmental monitoring program:  The Stem Cell Processing Laboratory monitors ambient room temperature and humidity.  Biological Safety Cabinets are monitored for microorganisms.

5.
Biological Safety Cabinets and vent filters in the Stem Cell Processing Laboratory are inspected periodically according to a defined schedule.

6.
Records of cleaning, sanitation, environmental monitoring, and inspection of environment control systems are maintained for a minimum of 10 years.

7.
Supporting Documents:

· Environmental Control and Monitoring –Stem Cell Laboratory  QP-ST-15

· Facilities  QP-ST-13

· Facilities Management:  Infusion & Pheresis Unit  QP-DS-10
· Temperature Monitoring Of Blood Storage Devices

Rees Scientific Series II – PC  QP-BB-15
XII.
Qualification of Critical Reagents and Supplies
1.
Critical reagents and supplies are defined as materials used in the procurement, processing, testing, cryopreservation, storage, and administration of cellular therapy products.

2.
All critical reagents and supplies are purchased from pre-approved suppliers.  Suppliers will be vendors known to be able provide materials of a known quality and quantity.  Certificates of Analyses are obtained when appropriate and retained in the Stem Cell Processing Laboratory.
3.
Reagents and supplies coming into contact with cellular therapy products during procurement, processing, storage, and/or administration are sterile or are of appropriate grade for the intended use.  Materials approved by the FDA for human use are used, with one exception, DMSO.  DMSO is used for cryopreservation of stem cell products.  Although it has not been approved for this use, FDA acknowledges its long history of use for this purpose and does not consider it to raise new safety concerns. 3 

A.
Reagents that are not of the appropriate grade undergo qualification for the intended use.

4.
Critical supplies and reagents are used in a manner that prevents product mix-ups, contamination and cross-contamination, and that does not compromise cellular product function and integrity.  Critical reagents and supplies are stored at the appropriate temperature in a secure, sanitary, and orderly manner.  They are used in a manner consistent with manufacturer instructions.
5.
Quality Control:  Quality control is performed to verify that reagents perform as expected and results are reviewed prior to release for use.  Reagents which are pending quality control are stored separately from in-service materials.  Reagents which do not meet specifications will not be put in use.
7.
Prior to use with the procurement or processing of a cellular therapy product, each critical material is visually inspected to ensure no evidence of contamination and to ensure product is in-date.  Lot numbers and expiration dates are recorded to permit complete and accurate tracking of any given cellular therapy product to all critical materials that come in contact with that product. 
8.
Supporting Documents:

· Validation of DMSO for Freezing Cells for Clinical Use  QP-QC-33

· Reagent and Supplies – Receipt and Storage  QP-ST-08

· Management of Supply Inventory  GE-TR-11
· Stem Cell Laboratory Policy for Prevention of Product Contamination, Cross Contamination and Product Mix Up  QP-ST-19

XIII.
Qualification of Critical Equipment

1. Critical equipment is defined as equipment used in the procurement, processing, testing, cryopreservation, storage, transportation, and administration of cellular therapy products.

2. Selection:  Selection criteria involve a careful review of available suppliers and equipment documentation. New equipment selection must involve verification that all requirements mandated by FDA (510K licensure, if applicable) are met. Equipment must have a reasonable warranty covering parts and labor and should have a record of reliable performance, minimal downtime and prompt repair.

3.
Equipment is used in a manner that prevents product mix-ups, contamination and cross-contamination, and that does not compromise cellular product function and integrity.  Critical equipment is maintained in a clean and orderly manner and located to facilitate cleaning, calibration and maintenance.  All critical equipment is provided a unique identifier and is monitored to ensure that cleaning is being performed and that the equipment is functioning correctly and within pre-determined specifications.  The monitoring of equipment falls into one of three categories: validation, quality control, or preventative maintenance.

4.
Validation:  Equipment is validated upon installation and after major repair or upgrade.

5.
Quality Control (QC):  Quality control programs are those processes put in place to ensure ongoing proper cleaning and functioning of equipment.  QC is performed on a schedule appropriate for each piece of equipment.  In addition to ensuring day-to-day equipment function, QC will also help evaluate or identify equipment life cycles (for equipment replacement).  QC records are reviewed weekly and monthly by area supervisors to monitor the functioning status of equipment.

6.
Preventative Maintenance (PM) : In addition to the validation and quality control checks listed above, preventative maintenance (PM) and calibration is performed, as needed, according to manufacturer’s recommendations.  Maintenance requiring specialized tools or procedures beyond the technical capabilities of the equipment user will be accomplished by the institution’s Clinical Engineering staff or by Contracted Maintenance.  Calibration, functional, safety checks and PM is performed on a pre-determined schedule.  
7.
In the event equipment is malfunctioning, it will be tagged as “Out of Service” and removed from service.  Following repair, equipment will be re-validated before it may be returned to service. When equipment is found to be operating outside acceptable parameters, the potential effects on the quality of the test or product are evaluated and documented.

8.
Records of equipment use are maintained to permit complete and accurate tracking of any given cellular therapy product to equipment that came in contact with that product.

9.
Supporting documents:

· Critical equipment lists
· Equipment preventative maintenance and quality control schedules
· Stem Cell Lab Equipment Manual
XIV.
Qualification of Critical Procedures

1.
All manufacturing procedures will be defined and standardized through the use of written Standard Operating Procedures (SOPs).  This will be done to minimize variations and sources of error.  Where applicable, SOPs will define release criteria.  New SOPs will be validated before being placed into service and all SOPs will be reviewed annually for applicability and accuracy.  Refer to above section IX, “Record Review and Document Control”, and section X, “Validation of Reagents, Equipment, and Procedures”.
2.
Critical Procedures include (but are not limited to):  collection, labeling, transport, storage conditions, receipt, processing techniques, cryopreservation, thaw, and issue.
XV.
Inventory  Control

The Program maintains processes for inventory control of reagents, supplies, labels, products, and product samples.
1.
Inventories of supplies and reagents are maintained to ensure adequate stock of in-date supplies and reagents

2.
Inventory receipt logs are maintained for all critical supplies and reagents.  Manufacturer, lot numbers and expiration dates are recorded.  Upon receipt, a visual inspection for damage or evidence of contamination is performed and documented. 
3.
The manufacturer, lot number and expiration date of critical reagents and supplies used in the manufacture of each cellular therapy products is documented on its collection and processing worksheets.
4.
The label control process is described in the section above on record review and document control
5.
The Stem Cell Processing Laboratory maintains an inventory of cryopreserved products and product samples in storage.

6.
Supporting Documents:

· Reagent and Supplies – Receipt and Storage  QP-ST-08
· Management of Supply Inventory  GE-TR-11
· LN2 Freezer Inventory Management System Policy  GE-ST-25

XVI.
Product Tracking
1.
For cellular therapy products collected at [FACILITY], a unique component identification number is assigned at collection which allows tracking from the donor to the recipient or final distribution and from the recipient or final disposition to the donor.  Component logs are maintained in the Infusion & Pheresis Unit and well as the Stem Cell Processing Laboratory.
2.
NMDP products (except for HPC, Cord Blood) are assigned a unique [FACILITY] component number upon receipt, to use for tracking purposes.  

3.
HPC, Cord products will not be assigned a [FACILITY] component number.  The component number assigned by the NMDP and/or collection facility will be used for tracking purposes.

4.
Samples and aliquots of cellular therapy products used for testing are labeled with the component number to permit tracking of the sample or aliquot to the cellular therapy product and/or person from whom it was taken. There is a mechanism to identify the individual drawing the sample, the date, the time (where appropriate), and the sample source.
5.
Supporting Documents:

· Stem Cell Log F-TR-49
· [FACILITY] Component Log F-ST-30

· Outside Source Component Log F-ST-128
XVII.
Process Control

The Program has processes for controlling and monitoring the manufacturing of cellular therapy products to ensure products meet predetermined release specifications.  Policies, processes, and procedures have been established that are designed to prevent contamination of cellular therapy products, maintain the cellular therapy products’ function and integrity, and prevent the transmission of infectious disease.

1.
Communicable disease testing is performed using FDA approved tests in a FDA or non United States equivalent registered laboratory that is accredited or licensed in accordance with applicable governmental regulations
2.
ABO/Rh and antibody screen, HLA testing, and other testing is performed by  CLIA certified laboratories.  Additionally, HLA testing is performed by ASHI accredited laboratories.
3.
Procurement:  The Infusion & Pheresis Unit nurse confirms the identity of the donor at the time of procurement and assigns a unique [FACILITY] component number to the cellular therapy product.  The collection facility also verifies that procedures for donor eligibility assessment have been completed.  Product labeling is performed while the product is still attached to the COBE/ donor.  There is an established controlled process to verify labeling prior to transport to the Stem Cell Processing Laboratory.
4.
Production monitoring is accomplished using defined tests and procedures for measuring and assaying cellular therapy products.  Sterility testing, viability testing, and cell count assays are performed on all products to document that products meet predetermined release specifications.  Each critical manufacturing step is documented and reviewed.  The critical manufacturing steps and the results of product testing become part of the permanent record for the product. In the event that release specifications are not met, there is a process for exceptional release or disposition of the non-conforming product.  Refer to “Management of Non-Conforming Products” in section VII above.  Deviations in procedure will be handled according to the occurrence reporting system.  Final review and approval for release will be accomplished by the medical director or approved designee prior to distribution.

5.
Planned deviations in manufacturing are approved by the medical director to ensure that the deviation will not adversely affect the purity, potency, or efficacy of the cellular therapy product.
6.
Proficiency testing:  For tests performed within the Stem Cell Processing Laboratory, proficiency testing will be performed at least bi-annually.  When available, commercially prepared proficiency testing kits (such as those provided by the College of American Pathologists) will be utilized to assess staff proficiency.  If commercial kits are not available, the Stem Cell Processing Laboratory has a system to determine the accuracy and reliability of test results.  Corrective action will be performed, if indicated by unacceptable results. The results of proficiency testing are reviewed by the Stem Cell Processing Laboratory Director and Compliance Officer and outcomes are reviewed with the staff.
7.
The Program uses aseptic methods designed to minimize contamination of the cellular therapy product.  Ongoing monitoring of the efficacy of aseptic methods occurs through procurements and analyses of cellular therapy product sterility assay data.  
8.
Supporting Documents:

· Donor Evaluation Manual – Allogeneic  GE-DS-40

· Autologous/Allogeneic Hematopoeitic Progenitor Cell, Apheresis and Therapeutic Cell Collection :  Donor Screening – Autologous  GE-DS-37

· Autologous/Allogeneic Hematopoeitic Progenitor Cell, Apheresis and Therapeutic Cell Collection:  Collection  GE-DS-48

· Autologous/Allogeneic Hematopoeitic Progenitor Cell, Apheresis and Therapeutic Cell Collection :  Product Label Verification and Donor Record Review  GE-DS-49
· Proficiency Testing, Department of Pathology QP-QA-13

· Aseptic Technique Stem Cell Laboratory QP-ST-16
XVIII.

Donor Eligibility:  Related Allogeneic Donors

The Program has a process to assess donors for communicable disease risk in accordance with FACT and FDA requirements.  Donor screening and testing results are communicated to the BMT physician who makes the final determination of donor eligibility prior to donor mobilization and recipient conditioning.
1.
Ineligible Donors:  Documentation that the donor has been informed of ineligibility and has consented to donate is required.  The recipient’s physician is notified of testing/screening results.  Urgent medical need, rationale for use, and recipient consent must be documented in order to collect products from ineligible donors. 

2.
Incomplete Donor Eligibility Determination:  The recipient’s physician is informed of testing/screening which has been completed and which testing is still pending.  Urgent medical need, rationale for use, and recipient consent must be documented in order to collect products from donors with incomplete eligibility determination.  Upon completion of pending tests, the recipient’s physician is informed of results.
3.
Supporting Document:  Donor Eligibility Procedure for Matched Related Donors:  

Communicable Disease Risk  QP-ST-18
XIX.
Corrective Actions and Process Improvement

1.
Long term corrective actions or process improvement activities will be continuous and be based on information provided by individual observations, internal & external audits, or occurrence reporting mechanisms.  Process improvement activities aimed at the detection, prevention, or correction of problems may be discussed at any or all of the following meetings:

	· Transfusion Medicine Administrative Meetings
	· Transfusion Medicine Occurrence Report Meeting

	· Staff Meetings

· Lead Tech Meetings
	· Dept. of Pathology Quality Assurance Meetings


Note:
Managers of the work sections involved in improving a given situation will reach a consensus and coordinate activities prior to implementing process improvement measures.

2.
Statistical Summaries
The Compliance Office will track statistical information relating to the detection and number of event types reported through the Occurrence Reporting Program. (See section VII above, “Detection and Reporting of Errors, Accidents, and Adverse Events)  This information will be used to detect operations that may benefit from process improvement activities.
3.
Audits and/or tracking and trending of occurrences will be used to verify the effectiveness of corrective action/process improvement.
XX.
Product Recalls

NMDP notifications of recalls, lookbacks and/or receipt of non-conformance information will be communicated through the [FACILITY] BMT transplant coordinator to the Stem Cell Processing Laboratory staff.  Upon receipt of information, the staff will determine the disposition of the affected product(s).  Any products still in storage shall be quarantined pending review of information by medical director and BMT physician.  If medically necessary, the non-conforming product may be released following exceptional release procedure.  If the product has already been infused, the recipient’s physician will be notified as appropriate.  Documentation of recall and subsequent actions will be maintained with the appropriate patient’s summary sheet in the Stem Cell Processing Laboratory.  All recalls will be reviewed by the medical director.

XXI.
Safety 

The Program operates in a manner that minimizes risks to the health and safety of employees, patients, donors, visitors and other persons affected within the work environment.  The collection facility and processing lab are maintained in a clean, sanitary, and orderly manner.

1.
The Stem Cell Processing Lab conforms to [FACILITY] institutional, Department of Pathology, and/or Stem Cell Processing Laboratory policies and procedures governing safety.  

A.
Department of Pathology On-line Safety Manual (Hard copy located in Office of Clinical Pathology Administration)
· Fire Safety Plan GE-SA-01

· Chemical Safety (Laboratory Chemical Compliance Program GE-SA-17)

· Infection Control (includes biosafety, hygiene, and personal protective equipment) GE-SA-02

· Emergency and Safety (Employee Accident Reporting GE-SA-21)

B.
[FACILITY] Institutional Policies

· Radiation Safety

· Hazardous Infectious Waste Disposal (IC-BBP3)

2.
The Infusion & Pheresis Unit conforms to [FACILITY] institutional and/or Infusion & Pheresis policies and procedures governing safety.

A.
Infusion & Pheresis Policies

· Disaster Plan (Emergency Management Plan)

B.
[FACILITY] Institutional Policies

· Hazardous Infectious Waste Disposal (IC-BBP3)

· Emergency and Safety (Environment of Care Manual)

· Standard Precautions (includes hand hygiene and personal protective equipment) IC-BBP2

3.
Training and Compliance:  Employees receive training on these policies and procedures during their institutional and section orientation.  A system for monitoring training and compliance with safety practices is accomplished by annual safety training.  Documentation of safety training or issues specific to the work section is kept in the staff member’s personnel folder.  

4.
All employees are responsible for following all required safety practices and procedures.  Staff members will report unsafe conditions or equipment to their supervisor for repair, correction, or removal from service.  Hazards or lab accidents identified in the Stem Cell Processing Laboratory will, in-turn, be reported to the Dept. of Pathology Quality Assurance Committee at the next scheduled meeting for tracking, trending, or other corrective actions.

5.
O2 levels are monitored for the Stem Cell Processing Laboratory and are connected to a remote alarm.

XXII.
Emergency Preparedness 

[FACILITY] and the Department of Pathology have established policies and procedures to respond to the effects of disasters and other emergencies.  In addition, The Infusion & Pheresis Unit and The Stem Cell Processing Laboratory maintain emergency operations procedures specific to their respective areas.

1.
Supporting Documentation:  

· Emergency Preparedness, [FACILITY] Environment of Care Manual

· Disaster Plan (Emergency Preparedness Plan - GE –SA-03, Department of Pathology)

· Disaster Plan for Storage of Stem Cell Products  (QP-ST-11)

· Disaster Plan (Emergency Management Plan, Infusion & Pheresis Unit)

XXIII.
Donor and Recipient Confidentiality

1.
The Program conforms to [FACILITY] institutional policy for confidentiality regarding protected health information of patients.  

2.
The donor evaluation procedure is conducted in a private interview area in the Infusion & Pheresis unit.

3.
Authorization to release health information to the transplant physician and recipient is obtained in the donor consent process.    
4.
Supporting Documents:  [FACILITY] Policy, Confidentiality  PV-04
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