
To our knowledge, FDA has not publicly issued any definitive ruling or 
statement addressing whether use of collagenase or other digestive 
enzymes in HCT/P processing constitutes minimal or more-than-minimal 
manipulation. Nor are we, as regulatory lawyers, qualified to offer a 
scientific judgment or opinion if collagenase may "alter the relevant 
biological characteristics" of the cells or other constituents in the SVF” 
  
  

To qualify as a 361 HCT/P under 21 C.F.R. Part 1271, a 
product must meet all four of the following criteria: 
1.      The HCT/P is minimally manipulated 
The meaning of "minimal manipulation" depends upon whether the HCT/P 
(Human Cells, Tissues, and Cellular and Tissue-Based Products) is a structural 
tissue, or a cellular/nonstructural tissue. For structural tissue, FDA defines 
"minimal manipulation" as "processing that does not alter the original relevant 
characteristics of the tissue relating to the tissue's utility for reconstruction, 
repair, or replacement." Id. § 12713(0(1).For cells/nonstructural tissue, "minimal 
manipulation" means "processing that does not alter the relevant biological 
characteristics of cells or tissues" 14.§ 12713(0(2). FDA stated in the preamble 
to one of the final rules establishing the HCT/P regulatory framework that it 
considers minimal manipulation to include, e.g.: "[d]ensity gradient separation; 
selective removal of B-cells, T-cells, malignant cells, red blood cells, or 
platelets; centrifugation; cutting, grinding, or shaping; soaking in antibiotic 
solution; sterilization by ethylene oxide treatment or irradiation; cell 
separation; lyophilization; cryopreservation; or freezing." 66 Fed. Reg, 5447, 
5457 (Jan. 19, 2001). In contrast, the agency has concluded that ex viva 
expansion of cells through cell culture or use of growth factors is more than 
minimal manipulation. Id. at 5457. In a concept document originally proposing 
the Part 1271 framework and 361 criteria, FDA said that as information was 
generated about procedures it considers to be in the "more-than-minimal 
manipulation" category, it would reconsider them as "minimal manipulation" 
when clinical data and experience shows that the procedures do not alter the 
biologic characteristics of cells. Proposed Approach to the Regulation of 
Cellular and Tissue-Based Products (Feb. 1997) at 14. Similarly, in the preamble 
to one of the proposed rules for Part 1271, FDA stated that it "recognize[d] 
that. . . subsequent accumulation of clinical data and experience about a 
particular process may demonstrate that it does not alter the original relevant 
characteristics of the cells . . , and the agency will consider this information in 
determining whether a procedure should be considered minimal as opposed to 
more-than-minimal manipulation." 63 Fed. Reg, 26,744, 26,748 (May 14, 1998). 
In a concept document originally proposing the Part 1271 framework and 361 
criteria, FDA said that as information was generated about procedures it 



considers to be in the "more-than-minimal manipulation" category, it would 
reconsider them as "minimal manipulation" when clinical data and experience 
shows that the procedures do not alter the biologic characteristics of cells. 
Proposed Approach to the Regulation of Cellular and Tissue-Based Products 
(Feb. 1997) at 14. Similarly, in the preamble to one of the proposed rules for 
Part 1271, FDA stated that it "recognize[d] that. . . subsequent accumulation of 
clinical data and experience about a particular process may demonstrate that 
it does not alter the original relevant characteristics of the cells . . , and the 
agency will consider this information in determining whether a procedure 
should be considered minimal as opposed to more-than-minimal manipulation." 
63 Fed. Reg, 26,744, 26,748 (May 14, 1998). 
In determining whether an HCT/P is structural or cellular/
nonstructural, FDA has typically focused on the end product as opposed to the 
source material. This can be seen, for example, in the agency's regulatory 
definition of "HCT/P" which is defined to mean "articles containing or consisting 
of human cells or tissues that are intended for implantation, transplantation, 
infusion, or transfer into a human recipient." 21 C.F.R.§ 1271.3(d). Among the 
examples of HCT/Ps that FDA lists in its codified definition are "hematopoietic 
stein/progenitor cells derived from peripheral and cord blood" and 
"manipulated autologous chondrocytes." Id. (emphasis added). These examples 
further evidence the agency's focus on the end product rather than on source 
material. The HCT/P is intended for homologous use only, as reflected by the 
labeling, advertising, or other indications of the manufacturer's objective 
intent. 
  

2.      The HCT/P is intended for homologous use only, as reflected by the 
labeling, advertising, or other indications of the manufacturer's objective 
intent. 
The term "homologous use" is defined as "the repair, reconstruction, 
replacement, or supplementation of a recipient's cells or tissues with an 1-ICT/
P that performs the same basic function or functions in the recipient as in the 
donor" 21 CF.R. § 12713(c). FDA recognizes that homologous use does not 
require that tissue be used in its native location or even an analogous location. 
66 Fed. Reg. at 458. In determining whether a product is intended for 
homologous use, FDA considers the manufacturer's "objective intent," as 
manifested in the product's labeling and advertising. Sources of objective 
intent that FDA may consider include claims (explicit and implicit) that a 
manufacturer includes on its U.S. website, as well as press releases and 
statements by the manufacturer's employees and representatives. The 
manufacture of the HCT/P does not involve the combination of the cells or 
tissues with Mother article, except for water, crystalloids, or a sterilizing, 
preserving, or storage agent, provided that the addition of water, crystalloids, 



or the sterilizing, preserving, or storage agent does not raise new clinical 
safety concerns with respect to the HCT/P, and Either: (I) The HCT/P does not 
have a systemic effect and is not dependent upon the metabolic activity of living 
cells for its primary function; or (ii) the HCT/P has a systemic effect or is 
dependent upon the metabolic activity of living cells for its primary function, 
and: (a) Is for autologous use Id. § 1271.10(a) A manufacturer is permitted to 
self-determine whether its HCT/P meets the criteria for regulation as a 361 
FJCTIP and to proceed to market if it concludes that the product 
qualifies. FDA reserves the right to disagree if a product comes to its attention 
which the agency believes does not qualify as a 361 HCT/P.  Furthermore, 
under the FDA-recognized "practice of medicine" doctrine, a physician may use 
an FDA-regulated product for any labeled or unlabeled purpose, and ordinarily, 
such uses will not be imputed to the manufacturer as 'intended use."  66 Fed. 
Reg. at 5459 ("The focus on labeling, advertising, and other indications of the 
manufacturer's objective intent does not relieve clinicians from all restrictions 
on the use of HCT/Ps. However, it does mean that a clinical use of an HCT/P in 
a non-homologous manner, whether by an individual practitioner or a transplant 
program, can be consistent with regulation of the HCT/P solely under section 
361 of the P1-IS Act and the regulations"); 63 Fed. Reg. 26,744 at 26,749 (May 
14, 1998) (proposed rule) ("FDA has tentatively decided to focus on whether a 
cellular or tissue-based product is promoted or labeled by its manufacturer for a 
nonhomologous use, rather than on the intent of the practitioner who uses the 
product. Accordingly, the actual use of a cellular or tissue-based product for a 
nonhomologous function would not trigger premarket review requirements if 
the product was not labeled or promoted for nonhomologous use."). 

  

3.      The manufacture of the HCT/P does not involve the combination of the 
cells or tissues with Mother article, except for water, crystalloids, or a 
sterilizing, preserving, or storage agent, provided that the addition of 
water,crystalloids, or the sterilizing, preserving, or storage agent does not raise 
new clinical safety concerns with respect to the HCT/P.  
"The manufacture of the HCT/P does not involve the combination of the cell or 
tissue component with a drug or a device, except for a sterilizing, preserving, 
or storage agent 66 Fed. Reg. at 5459. FDA later changed the language to the 
"other article" wording cited above because it "found that establishments were 
confused by the reference to drugs and devices      and did not understand how 
to evaluate the drug or device function of the additive in the context of the 
product. By substituting the term 'article.' we eliminate this ambiguity ,focus 
more directly on the risks presented by such additives, and. therefore make 
this provision more consistent with the risk-based approach of the rule." 69 
Fed. Reg. 68,612, 68,615 (Nov. 24, 2004). The original "drug or device" language 
and FDA's explanation of the reason for the change demonstrate that the "not 



combined with other articles" criterion is principally intended to address 
components that may have some therapeutic effect in the finished HCT/P. 
Further supporting this interpretation, the Tissue Reference Group ("TRG") 
within FDA has stated that an orthopedic tissue processed with a solution 
containing an anti-inflammatory drug is not a 361 HCT/P because the anti-
inflammatory drug in the processing solution is not a sterilizing, preserving, or 
storage agent. Conversely, the TRG has stated that when an antimicrobrial 
considered to be a sterilizing, preserving or storage agent is added to a solution 
used in the processing of an HCT/P to improve the solution's antimicrobial 
properties, the HCT/P can be considered a 361 HCT/P. 
  

4.      Systemic/Metabolic Effect 
Provided that an HCT/P is intended for autologous use, it may contribute or 
depend on a systemic or metabolic effect and still qualify for regulation as a 
361 HCT/P. 21 C.F.R. § 1271.10(a)(4)(ii)(a) 
  

Enzyme Digestion. To our knowledge, FDA has not publicly issued any 
definitive ruling or statement addressing whether use of collagenase or 
other digestive enzymes in HCT/P processing constitutes minimal or more-
than-minimal manipulation. Nor are we, as regulatory lawyers, qualified to 
offer a scientific judgment or opinion if collagenase may "alter the relevant 
biological characteristics" of the cells or other constituents in the SVF” 
The TRG has stated in one of its Annual Report Recommendation Summaries for 
Fiscal Year 2008 that it recommended that an "(autologous adipose tissue 
enzyme digested and processed for urinary incontinence and treatment of 
impotence be considered a biological product and not a 361 HCT/P because this 
is a non-homologous use". In this capsular explanation, the TRG specifically 
mentioned the enzyme digestion processing method, but it focused on the non-
homologous intended use of the HCT/P. While not conclusive, it can be inferred 
from this recommendation summary that the TRG did not view the enzyme 
digestion to be more-than-minimal manipulation. If it did, one would expect the 
TRG to have included that view as a reason for why it recommended that the 
product not be considered a 361 HCT/P.  In short, we are not aware of any 
decision or fixed viewpoint within FDA that enzyme digestion 
constitutes more-than-minimal manipulation. Furthermore FDA considers 
cryopreservation to be minimal manipulation. 
The information above is conclusive for our needs. Intellicell had 
problems because the FDA saw that the “ultrasonic cavitation” was 
causing damage to the SVF and as such was not compliant.  The hubris 
of the the  youtube videos was what invited the FDA in .By the way, 
Intellicell uses collagenase even though they claim they don’t.  As to to 
Regenxx, you know best.  What this says about us is that we are 



completely free and clear as we comply with all the 361 requirements 
to the letter as well as FDA 1271.  


