FACT-JACIE International Standards

for HEMATOPOIETIC
CELLULAR THERAPY

Product Collection, Processing, and Administration
SEVENTHEDITION 7.0

&C]:W&“ JACE €y

£

4

AAAAAAAAAAAAAAA

JACIE
Quality Management
Standards
7t edition

RENZA MONTELEONE
Quality Manager Inspector
Country: Italy



CdiaciE EBMT

PARTS JACIEZ¢y

20™ ANNIVERSARY
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Moderador
Notas de la presentación
In JACIE_FACT standards there are 4 parts
QM includes the 3 parts of a transplant program: collection, processing and clinical


B1 General
B2 Clinical Unit

B3 Personnel
|| || || || || ||

B4 Quality Management
B5 Policies and Standard Operating

CM1 General
CM2 Marrow Collection Facility

CM3 Personnel
|| || || || ||

CM4 Quality Management
CMS5 Policies and Standard

C1 General
C2 Apheresis Collection Facility

C3 Personnel
|| || || || || || ||

C4 Quality Management
C5 Policies and Standard Operating

D1 General

D2 Processing Facility

D3 Personnel
|| || || || || ||

D4 Quality Management
D5 Policies and Standard Operating

Operating Procedures Procedures Procedures I

| _ | | || | | | | | | | | | | | | | | J | I | |
CM6 Allogeneic and Autologous C6 Allogeneic and Autologous D6 Equipment, Supplies, and

I Procedures

| | | | | | | |
B6 Allogeneic and Autologous

Donor Selection, Evaluation, and
Management

B7 Recipient Care

B8 Clinical Research

B9 Data Management
B10 Records

Donor Evaluation and Management

CM7 Coding and Labeling of Cellular
Therapy Products

CMS8 Process Controls

CM9 Cellular Therapy Product
Storage

CM10 Cellular Therapy Product
Transportation and Shipping

CM11 Records

Donor Evaluation and Management

C7 Coding and Labeling of Cellular
Therapy Products

C8 Process Controls

C9 Cellular Therapy Product Storage

C10 Cellular Therapy Product
Transportation and Shipping

C11 Records

Reagents

D7 Coding and Labeling of Cellular
Therapy Products

D8 Process Controls

D9 Cellular Therapy Product Storage

D10 Cellular Therapy Product
Transportation and Shipping

D11 Distribution and Receipt

D12 Disposal
D13 Records


Moderador
Notas de la presentación
In each part, B-C-D, there is a group of standards related to QM – standard 4
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ROLE OF QM INSPECTOR IN THE INSPECTION TEAM
Part B/CM/C/D 4 QM excluding:

Outcome analysis

Tracking & traceability/labelling requirements

Qualification

Validation
NOTE: This 4 subsections will be assessed by the clinical, collection and/or
processing inspectors

Parts B/CM/C/D 5 Polices & Procedures
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Quality Management Plan / Syst€

PROCESSING

* Can be one syste *

e Can be different systems BUT they must have an
interface/Link

AAAAAAAAAAAAAAA


Moderador
Notas de la presentación
The inspection could be STAND ALONE, only for 1 area 
But often the JACIE inspection is for the TRANSPLANT PROGRAM

The clinical, collection and processing inspector are more focused on their area during inspection.
QM inspector carries out an inspection considering all 3 areas (in any case if as program or not)




L)

) JACIE_EBMT

QUALITY MANAGEMENT
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Moderador
Notas de la presentación
What we have to see? To chek?
QM includes all the aspects of QM activities....

You know the DEMING cycle, it is the basis for QMS ..... ENCLOSED ALL ASPECTS OF A QMS....continuing improvement....
Continous improvement dynamic
 
This concept is something that it is always present in our personal and professional life, since we use it continuously, formally or informally, consciously or unconsciously, in everything we do. Any activity, simple or complex, enters in this never ending pattern.
In the context of a QMS, the PDCA cycle is a dynamic cycle that can be deployed in any individual process, as well as in the system as a whole.. It is closely related to the planning, implementation, control and continual improvement of the realisation processes, but also all the other processes in the QMS.
The maintenance and continual improvement of the system’s capacity to meet the customer’s requirements can be obtained by applying the PDCA concept in all levels in the organisation. It applies to strategic processes, such as QMS planning or management review, and to simple operational processes that form part of the product realisation or service delivering processes.
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KEY WORDS

> TRACEABLE WORK ACCORDING TO WRITTEN SOP
REGISTER EVERY STEP OF THE ACTIVITY

> TRACK DOWN _

» KEEP UNDER CONTROL THE PROCESSES
» REVIEW
» IMPROVEMENT
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Moderador
Notas de la presentación
FIRST OF ALL, we have to  know WHO makes WHAT...WHO is responsable for WHAT....

The Quality Management Plan shall include, or summarize and reference, an organizational chart of key positions and functions within the cellular therapy program, including clinical, collection, and processing.  The Quality Management Plan shall include a description of how these key positions interact to implement the quality management activities. 
PRE-INSPECTION
B.4.03/C.4.03/D.4.03
Sent with documents pre-inspection , identify responsibilities and function, distribution, equilibrium, plan your interviews.



» :
Responsibilities

* The Director or designee
shall have authority over
and responsibility for
ensuring that the Quality
Management Program is
effectively established and
maintained.

* The Director shall annually
review the effectiveness of
the Quality Management
Program.



Moderador
Notas de la presentación
May be shared responsibility if also Tissue Establishment
How is effectiveness reviewed?  Annual Report, presentation to ‘team’.
The Clinical Programme Director is the ultimate responsibility for the QMP that must be reviewed at least every year.
PRE-INSPECTION
It is important to have evidence of a review by Clinical Director, a document that report a whole year performance of the Transplant Programme so Clinic Collection and Processing and analyses volume activities, results, critical issues and action taken for the year.  
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Reporting

e The [Facility] Director or designee shall review and report to staff
quality management activities, at a minimum, quarterly.



Moderador
Notas de la presentación
How is this done? Review examples of reviews/reports
B.4.02.02/C.4.02.02/D.4.02.02
You should find documented analysis of data and (eventually) improvement strategies documentation. There can be specific report, it can be part of a QM report (regular QM meeting in some centre).
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Staff requirements & training ”

The Quality Management Plan shall include, or summarize and reference,
policies and Standard Operating Procedures addressing personnel

requirements for each key position in the [Facility]. Personnel requirements
shall include at a minimum:

* A current job description for all staff.

* A system to document the following for all staff:

* Initial qualifications.

* New employee orientation.

* Initial training and retraining when appropriate for all procedures

performed.
* Competency for each critical function performed. '
* Continued competency at least annually. @ & n M A‘Q@

* Continuing education.

4 Lol


Moderador
Notas de la presentación
Critical area. 
 Look for evidence of initial, on-going and competency training. How is requirement for 10 hrs specific HSCT training achieved/documented?
EVIDENCE.
B.4.4/C4.4/D.4.4
There is not only a manner the importance is to find prof that standard are satisfied but overall that information you receive ensures the preparation of personnel at all levels.
Not in a compartmentalized manner.



L)

@JACIE_EBMT JAC |E2¢°
Document Management

* The Quality Management Plan shall include, or summarize and
reference, a comprehensive system for document control and

management.
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Moderador
Notas de la presentación
Should be clear from QMP / Quality Manual. Review effectiveness of document control e.g. SOP not in place, SOP overdue review, change requests/required changes not implemented effectively.
You will find this explained in the QMP as well in the SOP of SOP’s.
You have to find the method how documents are written, approved (various signature, feed-back on responsibilities), used, reviewed (every two years),  controlled. Suggestions!!
Tiptoes….
Control signature, numerical assignment
SOME CASES: centre could have SW for document management / all PAPER based / mixed....
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Documents: process from draft to implementation

e} <
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Document Change
[Drafi) Request
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= Review Reviow [change needed]
E Draft Effective o
» [obsolete]
Document
[Reviewead]
. " [not approved]
m
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= [approved] n
Docurment
[Effective]
.
] Archive
&
Docunmeent
@ uml-diagrams.org [Archived]



Moderador
Notas de la presentación
What is the process? Get centre to ‘walk’ you though the process. Enough approval of drafts?  CD oversight?

There shall be policies and procedures for development, approval, implementation, review, revision, and archival of all critical documents.
There shall be a current listing of all active critical documents that shall comply with the document control system requirements. Controlled documents shall include at a minimum:
Worksheet
Label
Form
...
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Documents considered critical:

Policies, protocols,
and Standard
Operating
Procedures

Worksheets

Labels



Moderador
Notas de la presentación
Examine examples of each. Are all ‘controlled’? Are there ‘personal’ copies of documents on staff PCs?
Electronic software more o less implemented or sofisticated, managing only transplant Program, more than Hospital, more than one region….
More it is sofisticated more is difficult to personalize….common sense
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The document control policy shall include:

A system for document
approval, including the
approval date, signature

Assignment of a numeric
or alphanumeric
identifier and a title

A standardized format for
critical documents.

and the effective date.

Review of controlled
documents every two (2)
years at a minimum.

Archival of controlled

A system for document
change documents

of approving individual(s),

A system to protect
controlled documents
from accidental or
unauthorized
modification.

A system for the
retraction of obsolete
documents to prevent

unintended use.


Moderador
Notas de la presentación
Should be consistent formatting. Alternate formatting for corporate policies acceptable but this must be referenced in QMP and Doc Control SOPs.
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Archival / replacement

e Archived policies and procedures, the inclusive dates of use, and their
historical sequence shall be maintained for a minimum of ten (10)
years from archival or according to governmental or institutional
policy, whichever is longer.

e System for retraction of obsolete documents to prevent unintended
use.



Moderador
Notas de la presentación
How are archived documents retained for review?  Paper-based / electronic?  Safe storage. How to retrieve paper copies from external storage?
Are electronic systems safely backed up?  Has this been tested?
In every government there are also specific laws, In Italy for example documents must be conserved 30 years.
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Agreements - SLA

e The Quality Management Plan shall include, or summarize and reference,
policies and procedures for establishment and maintenance of written
agreements with third parties whose services impact the clinical care of the
recipient and/or donor.

e SLA third-party facility performing any step in collection, processing, or testing

e SLA dated and review on regular basis



Moderador
Notas de la presentación
Agreements shall include the responsibility of the third-party facility performing any step in collection, processing, or testing to comply with applicable laws and regulations and these Standards. 
Agreements shall be dated and reviewed on a regular basis.  Be careful with large organisations and assumed responsibilities.  If it is a key requirement, there must be a MoU and/or SLA! JACIE accreditation of third parties required for accreditation of Clinical Units.
B. 4.6./C. 4.6/D. 4.6
Clear definition of roles and responsibilities in the agreement the length two years like SOPs. Focus on the agreements between hospital in case of disaster plan or with company that manage tank in case or others institution. Double signatures….not only of Hospital Directors….but Transplant Directors.
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Clinical: Benchmarking

 The [Facility] should achieve one-year survival outcome within or
above the expected range when compared to national or
international outcome data.



Moderador
Notas de la presentación
Comparison analysis.AGAIN?? HOW ABOUT YOU??
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Audits: The Who & Why

gibor

WHO? WHY?

e Audits shall be conducted on a e Used to recognize problems,
regular basis by an individual detect trends, identify
with sufficient expertise to improvement opportunities,
identify problems, but who is implement corrective and
not solely responsible for the preventive actions when
process being audited. necessary, and follow up on the

effectiveness of these actions in
a timely manner.


Moderador
Notas de la presentación
Who can conduct audits? Types of audits? When to audit?
CD should review outcomes of audits?  How are non-compliances managed?  Re-auditing?
SOME EXAMPLE Director of processing and transfusional area goes to Microbiology laboratory
Or DOCTOR managing also QM/referent can audit BM transplant and Clinic…..
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Audits

Audits— audit plan, assessment and audit results, actions taken, and follow-up
assessments and audits
- Adherence to policies and procedures

Safety endpoints and

immune effector cellular Accuracy of the data
Accuracy of clinical data. contained in the MED-A

therapy toxicity forms
management.

Donor screening and
testing.

Verification of Management of cellular
chemotherapy drug therapy products with Written agreements
administered against the positive microbial with external facilities
written order. culture results.

Prescription ordering
system against the
protocol.

Donor eligibility
Interim donor determination prior to
assessment start of the collection
procedure.



Moderador
Notas de la presentación
READ THIS SECTION IN FULL – SCROLL DOWN TO END!
Adherence to policies and procedures: (eg: chemotherapy administration or patient/donor selection)
Timely distribution of  correctly written medical orders (eg: for collection, processing and infusion of cells)
Turn-around time for laboratory.
Audits do not need to have the same audit every year. However, annual audit has to include:
	- Management of cellular therapy products with positive microbiological culture
	- Chemotherapy administration
	- Donor screening and testing
	
The results of audits shall be used to recognize problems, detect trends, identify improvement opportunities, implement corrective and preventing actions when necessary, and follow-up on the effectiveness of these actions in a timely manner.

The most significant change to requirements is in regards to planned deviations or variances. Variances must be pre-approved. Then, the process requires less scrutiny after recurrence because approval was granted upfront. Pre-approval for variances are now required in the policies and procedures section and  do not need to undergo the exact process as required for serious adverse events, errors and accidents, and biological product deviations in the quality management section.
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Positive Microbiological Cultures

* Policies and procedures on positive
microbiological cultures

* Policies and procedures for errors,
accidents, biological product
deviations, serious adverse events an

complaints
* Detection
* Investigation: root cause
* Documentation
* Reporting: to competent authorities,
accrediting agencies, Ethic committees,...
* Correcting and preventing actions

AAAAAAAAAAAAAAA



Moderador
Notas de la presentación
Review policy in place.  What is reporting mechanism from Micro Lab to CD/QM?
How are products with positive cultures released?  NB: culture results may not be available on date of infusión. Then what happens??
How are these investigated?
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Product Tracking & Tracing

Policies and procedures for cellular therapy product
tracking and tracing from the donor to the
recipient or final disposition

University Medical Center
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Moderador
Notas de la presentación
How are products uniquely identified?  B.01.02, B.04.11
New JACIE Standard D.07.01 regarding ISBT: If coding and labelling technologies have not yet been implemented, the Processing Facility shall be actively implementing ISBT 128. 
Again 


LQIACIE_EBMT JACE.O
Contingency plans

* Policies In the event the Transplant Program’s
(Clinical/Collection/Processing) operations are
Interrupted = Contingency plan



Moderador
Notas de la presentación
There are possible events that may affect the transplant plan such as: regulatory shutdown, failure of the scheduling system, shortage of chemotherapy, shortage of beds, interruption of water supply,...Actions to be adopted when the electronic system fails (possibility of produce current versions of critical documents...), power outages,...
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Validation/Qualification

 The Quality Management Plan shall include, or summarize and
reference, policies and procedures for qualification of supplies and
validation and/or verification of the procedure for marrow collection
to achieve the expected end-points, including viability of cells and

cellular therapy product characteristics.



Moderador
Notas de la presentación
Validation/verification: collection, processing. C.08.12, CM.08.10, D.04.13, D.04.14
Include qualification in their QM Plans is that the attending physician is generally responsible for the marrow collection
procedure.
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Qualification & Validation: What is the difference? == J

(or, more importantly, what is the same?)

* Reliance on

Qualification: predetermined
requirements and

Focus on equipment specifications

& reagent * Ability to assess
performance before quality of a process

or during process w

Validation:
e Focus on processes
& consistent results of
process



Moderador
Notas de la presentación
Qualification: equipment, consumables fit-for-purpose e.g. apheresis reagents, BM harvest kits
Validation: new processing procedure, new reagent/consumable used in existing processing procedure
Review sample batch acceptance reports. Review sample VMPs, completed validation reports. Is validation sufficient to demonstrate expected outcomes?


@JACIE_EBMT

Qualification required of:

critical

vendors
manufacturers

equipment

reagents facilities services

EEEEEEEEEEEEEEE

supplies
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AAAAAAAAAAAAAAA

Each validation plan shall include:

e An approved validation plan, including conditions to be validated.
e Acceptance criteria.

e Data collection.

e Evaluation of data.

e Summary of results.

e Review and approval of the validation plan, results, and conclusion by the
[Facility] Director or designee and the Quality Manager or designee.

 Changes to a process shall include evaluation of risk to confirm that they
do not create an adverse impact anywhere in the operation and shall be
validated or verified as appropriate.


Moderador
Notas de la presentación
Again Validation goes throught Deming Cycle
Validation Master Plan
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Validation: What to validate?

Processing
techniques

Changes to
Procedures

Labeling

Critical
procedures

Processing:
cryopreservation
procedures

Storage

Distribution

AAAAAAAAAAAAAAA


Moderador
Notas de la presentación
IMP: WHEN to validate?


@JACIE_EBMT JAC E oo
Critical procedures shall include at least the

following:
BM collection procedures collection procedures processing techniques,
cryopreservation procedures
testing testing
labelling (BM) labeling labeling
Storage (BM) storage storage

Distribution (BM) distribution distribution
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Validation: Change to a process

RISK ANALYSIS

Changes to a process shall
Include evaluation of risk to
confirm that they do not create
an adverse impact anywhere in
the operation and shall be
validated or verified as
appropriate

EEEEEEEEEEEEEEE

Consequence

Probability
Risk
Conaeguencex Probabilty Unlikeky Mot very kely Possibile Probabie
Very Serious
o Moterately
Atk Moderabely
IFsigrifcant e



Moderador
Notas de la presentación
In previous editions, the inclusion of such evaluation was limited to validation studies …. 
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POLICIES /

PROCEDURES o~



PN

https://advisera.com/14001academy/blog/2016/11/28/how-
w to-structure-1SO-14001-documentation/

Who?
When? Hn.w?
Where?

Evidence


Moderador
Notas de la presentación
ISO document hierarchy
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B5.1.2
B5.1.3
B5.1.4

B5.1.5
B5.1.6

B5.1.7
B5.1.8

B5.1.9

B5.1.10

B5.1.11

B5.1.12

B5.1.13
RE 1 1A

Recipient evaluation, selection, and treatment.

Donor and recipient confidentiality. D5.1.1
Donor consent.
Donar screening, testing

Donor and recipient confidentiality. C5.1.1
Donor consent.
Nonor screening, testing, eligibilitv determination,

Donor and recipient confidentiality. CM5.1.1
Donor and recipient consent.
Donor screening, testing. eligibility determination,
selection, and ma

ity determination,

Management of don requi ral venou

access.

Management of ¢
access.
Administration of

collectior
products.

Cellular tt
g str

ellular therapy
) n ¢

Administration of
Administration of

release.
Administration of ABO-incompatible pro s to
include a description of the indication for and
processing methods to be used for red cell or plasma
reduction.

Management of cytokine release syndrome and
central nervous system toxicities.

D5.1.4

CM5.1.6 Preventior -ups and cross-contamination. C5.1.7 D5.1.5

CM5.1.7 D5.1.6
Duration and conditions of cellular therapy product D5.1.7
storage and indications for disposal.

CM5.1.8 Cellular the rodu D5.1.8

CM5.1.9 Cellular th D5.1.9

CM5.1.10 Release and exceptional release. C5.1.11 Release and exceptional release. D5.1.10

CM5.1.11 Transportation and shipping, including methods and C5.1.12 Transportation and shipping, including methods and D5.1.11

conditions to be used for distribution to external conditions to be used for distribution to external
facilities. facilities.

D5.1.12

CM5.1.12 Critical equipment, reagent, and supply C5.1.13

ol
y IJIJJE§ 4

Hygiene and use of personal protective equipment C5.1.17

rec

Hygiene and use of personal protective equipment CM5.1.13

identification of the individuals responsible for the
activities.
D5.1.18

Hygiene and use of personal protective equipment D5.1.19

and attire. and attire. and attire.
Disposal of medical and biohazard waste. C5.1.18 Disposal of medical and biohazard waste. D5.1.20
Calliilar thearanvy emeaercsencyvy and dicactar nlan CNE 1 1A Calliilar +theranv emeaercency and dicactar nlan ralatedCS 1 19 Calliilar thearanvy eamercsency and dicactar nlan NS 1 21

Donor and recipient confidentiality. '

py product receipt.
cessing and process control.

[E—

Processing of ABO-incompatible cellular therapy
products to include a description of the indication
for and processing methods to be used for red cell
and plasma depletion.

Prevention of mix-ups and cross-contamination.
Labeling (including associated forms and samples).
Cryopreservation and thawing.

Cellular therapy product expiration dates.

Cellular therapy product storage to include
alternative storage if the primary storage device
fails.

Release and exceptional release.

Transportation and shipping, including methods and
conditions within the Processing Facility and to and
from external facilities.

Cellular therapy product recall, to include a
description of responsibilities and actions to be
taken, and notification of appropriate regulatory
----- iog,

\rapy product disposal.
t and sunnlv management.

, and reagents.

dures including
identification of the individuals responsible for the
activities.

Environmental control to include a description of the
environmental monitoring plan.

Hygiene and use of personal protective equipment
and attire.

Disposal of medical and biohazard waste.

Calliilar tharanv emeaercancy and dicactar nlan
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Notas de la presentación
SLIDE NOT INTENDED TO BE READ, ONLY TO ILLUSTRATE THAT SOME POLICIES ARE COMMON, OTHERS ARE SPECIFIC TO THE AREA
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B5.3.1
B5.3.2
B5.3.3
B5.3.4

B5.3.5

B5.3.6
B5.3.7

B5.3.8
B5.3.9

B5.3.10

IAMNIE °®
B5.3 Standard Operating Procedures shall be sufficiently detailed and unambiguous to allow

qualified staff to follow and complete the procedures successfully. Each individual
procedure shall include:

A clearly written description of the objectives.

A description of equipment and supplies used.
Acceptable end-points and the range of expected results.
A stepwise description of the procedure.

Reference to other Standard Operating Procedures or policies required to
perform the procedure.

Age-specific issues where relevant.
A reference section listing appropriate literature.

Documented approval of each procedure by the Clinical Program Director or
designated physician prior to implementation and every two years thereafter.

Documented approval of each procedural modification by the Clinical Program
Director or designated physician prior to implementation.

Reference to a current version of orders, worksheets, reports, labels, and forms.

1
{NIVERSARY
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Moderador
Notas de la presentación
APPLICABLE ALSO TO THE OTHER PARTS


CdiaciE EBMT

your “partner” during the
Inspection

QUALITY MANAGER

oun. [qual-i-ty man-a-ge?]
Someone who solves a proble™
You didn’t know you had in
Way you don't understaﬂfi

See also wizard, magicial
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Moderador
Notas de la presentación
You will spend the majority of time with QM of the program
But find time to talk also with other professionals to really understand that QMS is in place, is “LIVED” and not only known by QM….
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Work as TEAM...
Plan...plan...plan....
Know very well what you are going to do

Respect your “responsabilities” but also be open to
collaborate, flexible...

ry to create a “comfortable” enviroment
Be “perceptive” to “leggere tra le righe” (need translation!!!)

Work as TEAM...


Moderador
Notas de la presentación
Work as team: is something that you have to remember always: before, during and after the ispection
Even if each inspector has his responsabilities and different standards to check, the compliance with JACIE standards is not something specific only for some areas, but it should be considered as a whole

Plan: before inspection you will receive some pre-audit documentation and checklist completed by the center: study it, be prepared, try to understand how the transplant program works trough these docs and then during the audit you shoud verify if what was declared is true…also, consider that the center spent a lot of time to prepare the pre-audit docs and they expect that the inspectors know their work…

Responsabilities/open: you “must” check the standards assigned by JACIE for the inspection, but also during the inspection can happen that you have to help/assist another inspector (for example to check better training…) 

Comfortable enviroment / leggere tra le righe: it is very important to have a open eye on all QMS: not only documents, not only words, behaviour….


@JACIE_EBMT JACIE 'O

AAAAAAAAAAAAAAA

NY QUESTION
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