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Risks with Risks with AutologousAutologous CellsCells

• Same Surgical Procedure

– Transplantations

– Same environmental risks as the patient

• Same Surgical Procedure with Point of Care Device• Same Surgical Procedure with Point of Care Device

– CE Marked Device / Reagents

– Same environmental risks as the patient

• Multiple Day Procedures

– Culturing Cells

– Unknown additives and environmental factors



Autologous in Same Surgical Procedure

Harvest adipose 

tissue (liposuction)

Isolate  adipose 

regenerative cells

3

regenerative cells

Return cells to same patient 

in about an hour
• Adult ADRC’s cells

• Endothelial progenitor cells

• Other key cell types



AutologousAutologous Same Surgical Procedure Same Surgical Procedure 

ExemptionsExemptions

Directive 2004/23/EC

• EUTCD

– “Tissues and cells used as an autologous graft 

within the same surgical procedure” are exempt within the same surgical procedure” are exempt 

per Article 2 section 2(a). 



2004/23/EC2004/23/EC



Existing HTA Decisions on Existing HTA Decisions on 

Point of Care DevicesPoint of Care Devices
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Existing HTA Decisions on Existing HTA Decisions on 

Point of Care DevicesPoint of Care Devices
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Existing EU Decisions on Existing EU Decisions on 

Point of Care DevicesPoint of Care Devices
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Existing EU Decisions on Existing EU Decisions on 

Point of Care DevicePoint of Care Device
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How are 2004/23/EC  andHow are 2004/23/EC  and

1394/2007 Linked? 1394/2007 Linked? 

• Autologous in the same surgical procedure is 
equivalent to ‘not placed on the market’? 

• US FDA exempts autologous same surgical 
procedure cells and tissues in 21 CFR procedure cells and tissues in 21 CFR 
1271.15(b)

• 1394/2007 and 2004/23/EC work in harmony

– Recital 14 of 1394/2007

– Recital 22 of 1394/2007

– Article 2 of 1394/2007



1394/20071394/2007



1394/20071394/2007



1394/20071394/2007



Relationship Between 1394/2007 and Relationship Between 1394/2007 and 

2004/23/EC2004/23/EC

• Both work in harmony and share definitions

• A basic principle of 2004/23/EC is that 

autologous same surgical procedure are not 

regulated (Article 2).regulated (Article 2).

– Not bringing this ‘basic principles’ forward into 

1394/2007 violates the spirit of Recital 14

– ‘this Regulation [1394/2007] should not derogate 

from the basic principles laid down in Directive 

2004/23/EC’



CAT December 2013 MeetingCAT December 2013 Meeting



CAT December 2013 MeetingCAT December 2013 Meeting



Establishing Jurisdiction Establishing Jurisdiction 

in EU for ATMPsin EU for ATMPs

2001/83/EEC (Medical Device Directive)

– Scope- Article 2: The provisions of this directive shall 
apply to industrially produced medicinal products for 
human use intended to be placed on the market in 
member states. member states. 

93/42/EEC (Medical Device Directive)

– Definitions- Article 1 (2)h: ‘Placing on the market’ 
means the first making available in the return for 
payment…with a view to distribution and or use in the 
community market.



Engineered Cells Engineered Cells –– 1394/20071394/2007

• 1 (C)- Cells or tissues shall be considered 
“engineered” if they fulfill at least one of the 
following points:
� 1).Cells or tissues have been subjected to substantial 
manipulation, so that the biological characteristics, 
physiological functions, or structural properties relevant physiological functions, or structural properties relevant 
for the intended regeneration, repair, or replacement, 
are achieved. The manipulations listed in Annex I in 
particular, shall not be considered as substantial 
manipulations. 

OR

� 2). The cells or tissues are not intended to be used for 
the same essential function in the recipient as in the 
donor.









NonNon--Homologous Use ProceduresHomologous Use Procedures

• Gram’s Procedure – performed with a Class I Scalpel Device

– Use of adipose to patch a stomach ulcer

– Use of adipose to patch/seal an intestinal re-anastomosis

• Translocation of Colon – performed with Class I Surgical Scissors 

DeviceDevice

– Use of large intestine to build a bladder

– Use of large intestine to repair esophagus

• CABG Bypass Procedure – performed with Class I Vein Stripper 

Device

– Use of a peripheral vein to replace a coronary artery

• Spinal Fusion Procedure – performed with Class I Device bone 

chisel

– Replacement of an articulating joint (spinal disc) with a bony fusionConfidential 22



ATMPATMP



Placed on the Market EU DocumentPlaced on the Market EU Document



Placed on the Market EU DocumentPlaced on the Market EU Document





Placed on the MarketPlaced on the Market



Placed on the Market Placed on the Market StartsStarts the the 

Regulatory ProcessRegulatory Process



Patient’s Cells Never Entered O.R. Suite  Patient’s Cells Never Entered O.R. Suite  



So What is Placed on the Market in an So What is Placed on the Market in an 

AutologousAutologous Point of Care ProcedurePoint of Care Procedure

• Devices and Reagents
– Placed on the market 

– Must be CE Marked against MDD 93/42/EC

• Cell output from device
– Not placed on the market– Not placed on the market

– ‘manufactured for one’s own use’ is exempt per 2014 
EU Blue Guide

– ‘mere termination of the manufacture is not sufficient 
for a product to be placed on the market’ per 2010 
Commission Report on Placing on the Market of 
Medical Devices



ATMP Cells and Point of Care Devices ATMP Cells and Point of Care Devices 

Are Regulated AppropriatelyAre Regulated Appropriately
Criteria ATMP Cell Therapy

Cultured Autologous Cells

Point of Care Device and 

Reagents

Article Placed on the 

Market
Cells Device and Reagents

Regulatory Oversight YES YES

Regulatory Body Notified Body with Regulatory Body

EMA

Notified Body with 

Competent Authority 

Oversight

Clinical Data YES YES – MDD Annex X and 

Medev 2.71

Drug Device Combinations ATMP Regulation MDD Rule 13 (liable to act)

Animal Components EMA Regulations MDD Rule 17

Incident Reporting YES – CA Reporting YES – Vigilance Reporting

Follow Up Clinical Data YES – phase IV data YES - PMS



Is Placed on the Market a Is Placed on the Market a 

Fundamental Question?Fundamental Question?

2001/83/EC (ATMP Directive)

– Scope- Article 2: The provisions of this directive 

shall apply to industrially produced medicinal 

products for human use intended to be placed on products for human use intended to be placed on 

the market in member states. 



2014 EU Commission Report on ATMPs2014 EU Commission Report on ATMPs



2014 EU Commission Report on ATMPs2014 EU Commission Report on ATMPs



2014 EU Commission Report on ATMPs2014 EU Commission Report on ATMPs



2014 EU Commission Report on ATMPs2014 EU Commission Report on ATMPs



17 Aug 2011 CAT Decision17 Aug 2011 CAT Decision



17 Aug 2011 CAT Decision17 Aug 2011 CAT Decision



When When Does 2001/83/EC Apply to Does 2001/83/EC Apply to 

AutologousAutologous Cells and Tissues?Cells and Tissues?

• Only applies if the cells and tissues are ‘placed 
on the market’

– Enter into commerce

– Made available for sale or distribution– Made available for sale or distribution

– Not the same surgical procedure 

• Cultured cells or cells and tissues processed in 
a centralized manufacturing facility

– Outside of the operating suite / hospital

– GMP requirements for ‘manufacturing activities’



PointPoint--ofof--Care ADRC TherapyCare ADRC Therapy
(Autologous/Same Surgical Procedure)(Autologous/Same Surgical Procedure)

Collect donor 

tissue

Separate and

Confidential 40

Return cells to the 

same patient
1½ - 2 hours

Autologous tissue, returned to the 

same patient during the same

hospitalization

Separate and

process ADRCs

1.



ATMP ATMP –– GMP Manufacturing SiteGMP Manufacturing Site
(Autologous (Autologous -- Different Surgical Procedure)Different Surgical Procedure)

HOSPITAL GMP FACILITY

Collect donor 

tissue

1.

Separate and

process ADRCs
Return cells to the 

same patient

Different

procedure

2.



ATMP ATMP –– GMP Manufacturing Site GMP Manufacturing Site 

OverviewOverview

GMP FACILITY



ConclusionsConclusions

• ‘Placed on the market’ is the first regulatory test in 

determining if a product is an ATMP

• ‘Placed on the market’ does not occur when cells and 

tissues are autologous and in the same surgical tissues are autologous and in the same surgical 

procedure

– 2014 Blue Guide

– 2010 Commission Guidance Documents

– Article 2 of 2004/23/EC (EUTCD)

– Recital 14 of 1394/2007



ConclusionsConclusions

• Autologous and same surgical procedure are exempt 
from homologous use and minimum manipulation 
tests
– Criminalization of many existing medical procedures (spinal fusion, 

Graham’s procedure, CABG procedure, etc.)

– 2001/83/EC Article 2 ‘placed on the market is not fulfilled– 2001/83/EC Article 2 ‘placed on the market is not fulfilled

– 1394/2007 Recital 14 ‘should not derogate from the basic 
principles [autologous same surgical procedure exemption] laid 
down in Directive 2004/23/EC’

• Autologous point of care devices and cell output are:
– Regulated solely under MDD and Notified Bodies

– Require clinical data, CA reporting, and post market follow up

– Only become ATMPs when structure function claims are made



THANK YOU!THANK YOU!
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