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Objectives

Understand the importance of reviewing a 
study for feasibility from a logistical & 
regulatory perspective

Learn how various institutional teams 
work together to onboard IEC treatments

Become familiar with the overall 
operational and logistical considerations 
when working with 
pharmaceutical/biotech companies.



Immune Effector Cells

• Cells that can initiate an immune response:

• T cells, Plasma cells, B cells

• Activated T cells target pathogens via cell-
mediated response

• Activated B cells secrete antibodies 

• Effector cells 

• Regulatory T cells  (Treg)

• Helper T cells  (Th) 

• Cytotoxic T cells

• Engineered T cells to produce a specific response

• Virus specific T cells 

• Effector cells target specific antigens / proteins 
to target cancer cells



Landscape of Cellular Therapies

Landscape of cancer cell therapies: trends and real-world data; Nature; doi: 
https://doi.org/10.1038/d41573-022-00095-1

FDA-Approved Products

High-Volume Cell Therapy Pipeline

Cell and Gene Therapies are undisputedly an 
area of important growth and potential for 
the future of oncologic and non-oncologic 
indications for pediatric and adult patient 
populations.  

There is considerable investments being 
made across institutions for continued R&D, 
basic research, clinical trials, and commercial 
products, as well as capacity increases for the 
administration of these therapies. 

Each institution will need a plan for managing 
the growth of this field and addressing what 
areas have the expertise, experience, 
facilities, and established relationships for to 
bring these therapies forward
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DF-CMCF Handles All Investigational 
and Licensed Cell Therapy Products

Oncology
• (ABECMA) Idecabtagene Vicleucel

• (BREYANZI) Lisocabtagene Maraleucel

• (CARVYKTI) Ciltacabtagene Autoleucel

• (KYMRIAH) Tisagenlecleucel

• (PROVENGE) Sipuleucel-t

• (TECARTUS) Brexucabtagene Autoleucel

• (YESCARTA) Axicabtagene Ciloleucel

• Licensed HPC, Cord Blood

Non-Oncology
• (SKYSONA) Elivaldogene Autotemcel

• (ZYNTEGLO) Betibeglogene Autotemcel

Licensed CT Products

Investigational CT Products

• NeoVax

• NKG2D

• ProHema

• KTE-19 Zuma-1, 

Zuma-2, Zuma-3

• NY-ESO-1c259

• bbb2121

• NiCord

• Fate

• UCART123

• CARsgen CT053

• Adaptimmune

• Haplo CMIL NK

• CD30  CAR T

• TnMUC1 CAR T

• Eureka eTCR

• Poseida

• Kymriah SPt IND

• TCR αβ

• PBCAR191

• ACR101, 201

• CD37 CAR T

• TRQ15-01

• EBV-CTL

• Allovir ALVR106

• BK JC CTLS

• Fate

• UCART123

• PHE885  CAR T

• TILS

• Neximmune

• TEG002 eTCR

• Cartitude

• MB CART2019.1

• Triumvira TACO1-HER2

• GPRC5D CAR

• Axi-cel CAR T 

• CD33 CAR

• GM HPC SCID

• GM HPC Sickle







Expected Demand Outweighs Capacity

Capacity Demand

It is expected that FDA 
will approve (License) 10-
20 products per year for 

the next few years



Pipeline –
Which Products / Trials to Choose to be involved with

Clinical Team(s)

Heme, Solid Tumor, 
Non-malignant, etc.

Research Investigators

Who will manage the 
products?

Cell Therapy Lab,  

Blood Bank, Pharmacy

Pharmacy

(On boarding special 
medications to treat 

CRS, etc.)

Administration

Finance, Legal, 

Internal Review Board, 
Biosafety, Scientific 

Review, etc





Clinical Trials and Licensed Product Handling Readiness

• Multiple Departmental Reviews

• Disease center interest – patient enrollment, feasibility, 

• Costs  - non reimbursable ancillary costs

• Department operational ability – Nursing, Pharmacy, Clinical Lab / Path, CT Lab, research coordinators, etc. 

• Internal Review Board, Safety Review Committee, Scientific Review

Clinical Trial Review

• Multiple Types and Departments  Involved

• NDA – nondisclosure agreements / confidentiality agreements

• Clinical Trial Agreements

• Pharma contracts

• Quality Agreements

• Long Term follow-up agreements

Agreements

• Trial product vs licensed products

• Alignment with payors

• Pharmacy vendor payment terms

Ancillary cost data capture and reporting, 

Product ancillary cost – apheresis / raw material collection, handling (documents, labeling, PHI), storage and 
manufacturing)

Patient assistance 

Financial



New versions need to be implemented
Need to prepare for version changes 
and be ready to train and implement 
once approved by IRB
Are you in the communication loop

Change Management – Sponsor Documents

Documents

Protocols

Apheresis manuals

CT Lab manuals

Research manuals

Consents

Forms (Data, product disposition, )

Change Controls

Version updates need to be submitted to 
IRB and approved

May take 30+ days to be approved
Need to be notified that they have 
been approved

Need good communication with research 
staff to notify ancillary areas of pending 

changes



Agreements

Confidentiality 
Agreements

Clinical Trial / 
Service 

Agreements

Quality 
Agreements

Other 
(Banking, Lab 
Services, etc.)



Quality 
Agreements

• Scope of the Agreement

• Roles & Responsibilities

• Audits

• Communication

• Storage & Distribution

• Release documentation

• Complaints & Recalls

• Responsibility Matrix

• Responsible parties



Audits and Monitoring Visits
Initial Audits & 

Site Initiation Visits (SIVs)
All inclusive Clinical, Lab & Collections, Pharmacy, Post 
Infusion Mgt.

Quality Systems (GxP (GCP, GMP, GDP))

Collection, Processing, Storage, Thaw, Dosing, Issue

Chain of Custody (COC)

Chain of Identity (COI)

Environmental Monitoring

Monitoring Audits

Accountability Logs

Sponsor documents

Clinical Mgt Documentation
• Study enrollment
• CT Drug product documents – COC & COI
• Clinical documentation -
• Reporting of Adverse Events and other 

Outcomes



Chain of Custody and Chain of Identity

Ensuring Documented Hand-Offs

• Begins at initial patient / donor 
identification and testing (disease 
type and stage, HLA, etc. )

• Screening and eligibility testing

• Collection to Courier

• Courier to Manufacturer to Courier

• Courier to Clinical Port of Entry

• Preparer to Clinical team to Patient

Agreeing on Identifiers

• Most healthcare organization use:
• Name, Medical Record #, DOB

• Most Clinical Trials use Subject ID

• BioPharma may use other identifies







Defining COI and 
COC and the 

1

Chain of Custody (COC)
Concurrent, permanent, auditable documentation illustrating the 
guardianship of a cell or gene therapy product from its origin 
through its final disposition.

Chain of Identity (COI)
The permanent and transparent association of a cell or gene 
therapy’s unique identifiers from procurement of tissue or 
cells throughout the full product(s) lifecycle including post 
treatment monitoring.

Therapy ID (COI identifier)
A unique code used to discern a cell or gene therapy and the 
intended therapy recipient.
The CoI identifier should be identical throughout the product 
chain, and on all related products.

2

3

presented by: bluebird bio 
and ICCBBA for working 
group discussion
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Working Group - Conclusion

E.g. CIA999920123456 C

From an industry perspective, we want to have a harmonized format for the Chain of Identity 
Identifier.  We believe that for safety reasons the CoI identifier should be identical throughout the 
product chain, and on all related products.

This proposal defines the core CoI Identifier code format and supports assignment of the CoI
identifier in a number of ways.  In summary:

(a) the Collection Facility can create CoI identifier at the time of first collection
✓ 1st DIN can be used as part of CoI identifier 

(b) the Sponsor/Manufacturer can assign CoI identifier prior to first collection
✓ e-Traceability system can be used
✓ Manual creation of sponsor/manufacturer unique sequence can be used

20



3rd party issuing agency ensures: 

The COI Identifier is unique across all sponsors/manufacturers

Uniqueness is global and guaranteed over a long time period

The COI Identifier in electronic format contains context information to 
distinguish it from any other identifier

The COI Identifier can be encoded in a standardized electronically readable 
format

The COI Identifier has controls to limit the potential for human transcription 
error

21



Informed Consent

This Photo by Unknown Author is licensed under CC BY-SA-NC

https://www.gettingthingstech.com/virtually-every-email-provider-can-will-read-emails/
https://creativecommons.org/licenses/by-nc-sa/3.0/


Leveraging  FACT and/or AABB 
Accreditation 

To Meet 
Industries Need to Site Qualify  & Audit
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Copyright © 2022 Foundation for the Accreditation of Cellular Therapy. All rights reserved.  

The following are real-life examples of requirements that were addressed in accreditation standards in response 
to industry feedback. Feedback was provided via comparison of audit checklists, review of industry 
nonconformances, and multistakeholder discussions. Note that different companies often have different 
priorities, which present opportunities for industry standardization.

Manufacturer 
Requirements

Standards Committee 
Review

Consensus Standards Accreditation

• Compliance assessed 
during each inspection.

• Deficiencies are 
specifically cited in 
accreditation reports 
when cited.

Phyllis I. Warkentin, MD / Voluntary Accreditation of Immune Effector Cell Programs – From Clinical Trials to Licensure and Beyond

GMP Training. GMP not always required, but GTPs 
and others often are.

Require GxP applicable to activities.

Qualification of software updates. Implied by qualification requirements. Specified software in qualification 
standard.

Temperature monitoring post-
collection.

Many effective methods; insufficient 
data proving one over another.

Require risk assessment to evaluate 
need for continuous monitoring.

REMS. Not all products will require REMS or 
same strategies.

Written to be more high-level.

Leveraging Accreditation versus Site Audits



Accreditation Standards Require Robust Infrastructure

Copyright © 2022 Foundation for the Accreditation of Cellular Therapy. All rights reserved.  

A majority of the concepts audited by manufacturers are already covered by accreditation standards. Furthermore, 
manufacturing and administration of cellular therapies is complex. Participation of multiple entities is required, unlike 
traditional pharmaceuticals. Accreditation fills many gaps in what industry can control.

• Cellular therapies routinely involve more interdisciplinary 
groups (e.g., health care specialties, treatment settings, 
brick and mortar vs mobile services).

• Patient care, manufacturing schedules, and chains of 
identity and custody are more challenging. 

• Good Tissue Practices (GTP; 21 CFR 1271 in the U.S.) are 
always required. 

• Good Manufacturing Practices (GMP; 21 CFR 210, 211, 
600s) may be required post-collection.

• A robust infrastructure is required to administer the right 
IECs to the right patient, at the right time, with the right 
management and supportive care available and 
implemented.

• Patient follow-up will be required; Risk Evaluation and 
Mitigation Strategies (REMS) may be required for 
products with significant or unusual toxicities.

Product 1

• Quality systems

• Product-specific 
procedures

Product 2

• Quality systems

• Product-specific 
procedures

Product 3

• Quality systems

• Product-specific 
procedures

Site Volume of Work 
& Length of TimeStaff Credentials, Turnover, 

and Adequacy

Continuum of Care

SOPs for All Processes

Donor Care

Recipient Care

Outcome
Data

Process Control

Equipment, Supplies, 
and Reagents

Facilities

Labeling 
Operations

Storage

DistributionRecords



SIV and Audits

•Negotiate! Negotiate!

• Audits and visits

• Data ownership & sharing

• Define what is in scope

This Photo by Unknown Author is licensed under CC BY-SA

http://ux.stackexchange.com/questions/23613/why-are-search-icons-represented-by-a-magnifying-glass/23645
https://creativecommons.org/licenses/by-sa/3.0/


Reporting Outcomes and Adverse Events 

Outcomes

• Disease progression or remission 
status

• Side Effects 

• Endocrine and reproductive function 
and osteoporosis, Cardiovascular risk 
factors, Respiratory function, Chronic 
renal impairment, Secondary 
malignancies. 

• Growth and development of 
pediatric patients.

• Long Term Follow-up - 15 years

Adverse Events

Policies to manage AEs

• Routine / Expected Outcomes

• Fevers, chills, etc.

Serious AEs

• CRS - Cytokine Release 
Syndrome

• Neurologic dysfunction



CIBMTR Data 
Reporting





Summary : There are many factors to 
consider when deciding to bring on a 
new CT product:


	Slide 1: Operational Considerations For Implementing an Immune Effector Cell Program Using Manufactured Off-site Products
	Slide 2: Objectives
	Slide 3: Immune Effector Cells
	Slide 4: Landscape of Cellular Therapies
	Slide 5: DF-CMCF Handles All Investigational and Licensed Cell Therapy Products
	Slide 6
	Slide 7
	Slide 8: Expected Demand Outweighs Capacity
	Slide 9: Pipeline –  Which Products / Trials to Choose to be involved with
	Slide 10
	Slide 11: Clinical Trials and Licensed Product Handling Readiness
	Slide 12: Change Management – Sponsor Documents
	Slide 13: Agreements
	Slide 14: Quality Agreements
	Slide 15: Audits and Monitoring Visits
	Slide 16: Chain of Custody and Chain of Identity
	Slide 17
	Slide 18
	Slide 19
	Slide 20: Working Group - Conclusion
	Slide 21: 3rd party issuing agency ensures: 
	Slide 22: Informed Consent
	Slide 23
	Slide 24
	Slide 25: Leveraging Accreditation versus Site Audits
	Slide 26
	Slide 27: SIV and Audits
	Slide 28: Reporting Outcomes and Adverse Events 
	Slide 29: CIBMTR Data Reporting
	Slide 30
	Slide 31: Summary : There are many factors to consider when deciding to bring on a new CT product: 

