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SUMMARY
• We examine data from FY2019 and a 

total of five years’ worth of trends in GMP 
inspection enforcement in this area.

• The regulations that govern this area, 21 
CFR 1271, are the same regulations that 
govern segments of human cell therapy 
and gene therapy products.  Human Cell 
and Gene Therapy products are part of 
FDA’s Regenerative Medicine framework.
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Very soon after publication of the FY2018 data 
on this topic, FDA released the data from FY2019 
which we address here. 

We examine data from FY2019 and a total of 
five years’ worth of trends in GMP inspection 
enforcement in this area.  The regulations that 
govern this area, 21 CFR 1271, are the same 
regulations that govern segments of human 
cell therapy and gene therapy products.  Hu-
man Cell and Gene Therapy products are part 
of FDA’s Regenerative Medicine framework. 

The presentation of data herein differs from 
how it is presented on the FDA website, even 
though it uses the same raw data.  For example, 
I combine all observation listings within a given 
section that cite 21 CFR 1271 into a single value.  
§1271.47(a) and §1271.47(b) are consolidated 
into a single line item, §1271.47.  Similar consol-
idation is done for each of the §1271 citations 
identified.

Consolidating the citations leads to slightly dif-
ferent conclusions. In my opinion, sometimes 
slicing the observations so narrowly, as the 
FDA does, can dilute their impact. The FDA’s 
data includes only Form 483s issued through its 
electronic system. Thus, the data does not rep-
resent the FDA’s complete collection of inspec-
tion observations for the year, and conclusions 
should be tempered by this limitation. 

Many of the firms that are cited under §1271 are 
fertility clinics and the ever-increasing number 
of mostly unlicensed stem cell therapy firms.  

Many stem-cell firms do not produce minimally 
manipulated or homologous use cells, yet they 
continue to distribute them commercially and 
run afoul of the FDA, including several firms that 
received warning letters.  Firms governed by 
§1271 that received warning letters in FY2019 
include the following:

• University of Miami Reproductive and Fer-
tility Center

• Genetech Inc

• StemGenex Biologic Laboratories LLC

• Human Biologics of Texas / Globus Medical

• Stratus Biosystems LLC

• Stemell Inc

• Family Fertility Center

• Westlake IVF LLC

• Virginia Center for Reproductive Medicine

Most recently in December 2019, FDA FY2020, 
Liveyon Labs Inc received a warning letter and 
FDA also published a press release explaining 
this warning letter.

The FDA published detailed guidance in Novem-
ber 2017 defining what constitutes minimally 
manipulated and homologous use in an effort 
to encourage stem cell firms to come into com-
pliance and file the necessary INDs and BLAs 
for product approval.  It also provides FDA’s 
Compliance and Enforcement Policy, in section 
V.B., for this group of products.

This year Congress has expressed frustration 
with the slow pace of firms coming into compli-
ance with requirements and expectations.  FDA 

Many stem cell firms do not 
produce minimally manipulated 
or homologous use cells, yet 
they continue to distribute 
them commercially and run 
afoul of FDA.

https://govzilla.com/blog/2019/12/pharma-fy2018-fda-human-tissue-and-cell-therapy-observations-and-trends/
https://govzilla.com/blog/2019/12/pharma-fy2018-fda-human-tissue-and-cell-therapy-observations-and-trends/
https://www.fda.gov/news-events/press-announcements/fda-announces-comprehensive-regenerative-medicine-policy-framework
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/inspection-references/inspection-observations
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/university-miami-reproductive-and-fertility-center-568208-12032018
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/university-miami-reproductive-and-fertility-center-568208-12032018
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/genetech-inc-561808-11292018
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/stemgenex-biologic-laboratories-llc-557907-10312018
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/human-biologics-texasglobus-medical-557325-10302018
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/stratus-biosystems-llc-581032-07012019
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/stemell-inc-579013-08282019
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/family-fertility-center-588805-09302019
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/westlake-ivf-llc-590113-09302019
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/virginia-center-reproductive-medicine-583610-07012019
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/liveyon-labs-inc-588399-12052019
https://www.fda.gov/news-events/press-announcements/fda-sends-warning-companies-offering-unapproved-umbilical-cord-blood-products-may-put-patients-risk
https://ipscell.com/2019/07/congress-pushes-fda-on-stem-cell-clinic-mess-in-new-letter/
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announced it is exercising “enforcement discre-
tion” for three years after the governing guidance 
was published, and it is only taking action when 
the products pose a clear public health risk.

Fortunately for FDA, the courts have upheld 
FDA’s authority in this area in a decision issued 
in June 2019.  It seems that few of the firms are 
submitting INDs even though this grace peri-
od will be over in late 2020, likely because too 
much money can be made in this area.  It will 
be worth watching to see if there is a flurry of 
enforcement actions against these firms at the 
end of the enforcement discretion period, in 
November 2020.

Executive Summary
Human Tissue Transplantation firms con-
tinue to receive only a fraction of the Form 
483s issued to drug firms, and with the excep-
tion of FY2017 the number of 483s in this area 
has gradually increased.  Particularly in FY2018, 

the number of Form 483s increased approxi-
mately 60 percent over FY2017 and the values 
continued to increase again in FY2019.

FY2017 appears to be an anomaly when con-
sidering the five years covered in this analy-
sis.  The total number of Form 483s was substan-
tially lower that year.  It was, however, the only 
year of the five covered here where the number 
of observations regarding Good Tissue Practices 
exceeded the number of observations for failure 
to meet donor eligibility requirements.

Observations in the area of Donor Eligibility 
(§1271 Subpart C) clearly outpace the num-
ber of observations in the area of Current 
Good Tissue Practices (§1271 Subpart D) in all 
years except for FY2017. 

The number of observations addressing Good 
Tissue Practices more than doubled in FY2019 
from FY2018.  The number of observations ad-
dressing Donor Eligibility Requirements decreased 
from 2018 to 2019 though it remains higher than 
in the other years covered in Figures 2 and 3.

FDA Form 483 Inspection 
Observations
Figure 1 shows the number of Form 483s that 
have been issued in this product category over 
the last five fiscal years. Overall, eliminating 
FY2017, the number of 483s issued has grad-
ually increased since FY2015 and I expect the 
number to continue to increase in FY2020.  

Figure 2 presents the total number of observa-FIGURE 1:  Total Form 483s Issued FY2015 through FY2019

FIGURE 2:  Total Number of Observations, FY2015 through FY2019

§1271 2015 2016 2017 2018 2019

Donor Eligibility, Subpart C 117 140 62 192 168

Good Tissue Practices, Subpart D 73 118 82 58 133

https://www.fda.gov/media/124138/download
https://www.fda.gov/news-events/press-announcements/statement-fda-commissioner-scott-gottlieb-md-and-biologics-center-director-peter-marks-md-phd-fdas?utm_campaign=040319_Statement_FDA%20statement%20on%20agency%E2%80%99s%20commitment%20to%20advance%20legitimate%20stem%20cell%20development&utm_medium=email&utm_source=Eloqua
https://www.fda.gov/news-events/press-announcements/federal-court-issues-decision-holding-us-stem-cell-clinics-and-owner-adulterated-and-misbranded-stem
https://www.fda.gov/news-events/press-announcements/federal-court-issues-decision-holding-us-stem-cell-clinics-and-owner-adulterated-and-misbranded-stem
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FIGURE 3:  Total Number of Observations, FY2015 through 
FY2019

tions for Subpart C and Subpart D from FY2015 
through FY2019.

Figure 3 shows the same data in a graphical 
presentation.  For all years except for 2017, ob-
servations associated with Donor Eligibility Re-

quirements far more exceeded those for obser-
vations associated with Good Tissue Practices.  
In FY2019 as in FY2016, the number of Good 
Tissue Practices observations approached the 
number of observations for Donor Eligibility Re-
quirements and has more than doubled from 
the values in FY2018. 

Figure 4 shows the five most frequent inspec-
tion citations for Donor Eligibility requirements, 
Subpart C, and for Good Tissue Practice require-
ments, Subpart D, between FY2015 and FY2019.

The areas that are new to the top five this year 
are highlighted in bold.  This year, §1271.85 is 
new to the top five and §1271.80 is no longer 
among the top five observations associated 
with Donor Eligibility.  Changes to the top five in 

FIGURE 4:  Human Tissue Product GMP Inspections, §1271 Citation Frequency per Fiscal Year

2015 2016 2017 2018 2019

Total 483s Issued 81 92 61 97 109

21 CFR 
Citation

DONOR ELIGIBILITY OBSERVATIONS

§1271.75 How to screen donors 18 23 22 43 41

§1271.47 Procedures neded to establish donor  
eligibility

23 33 11 45 39

§1271.50 How to determine if a donor is eligible 18 28 9 33 24

§1271.55 Records to accompany HCT/P after donor 
eligibility is complete

25 25 11 31 23

§1271.85 Donor testing required for different types 
of cells and tissues

5 9 5 15 14

CURRENT GOOD TISSUE PRACTICE  
OBSERVATIONS

§1271.260 Storage 10 14 14 7 18

§1271.200 Equipment 6 7 5 7 18

§1271.270 Records 1 4 5 8 17

§1271.265 Receipt, pre-distribution, shipment, and dis-
tribution of an HCT/P

8 18 18 5 13

§1271.180 Procedures 8 14 11 8 13
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Current Good Tissue Practices 
also appeared in FY2019.  New 
to the group are §1271.200 
and .270 replacing §1271.160 
and .320.  The relative num-
bers are small for most regula-
tions cited in the observations 
and I expect changes to hap-
pen from year to year in the 
top five for both groups.

Figures 5 and 6 provide more 
granularity regarding the top 
five areas cited for both Donor 
Eligibility and CGTP based on 
values from FY2019.

Figure 5 provides the five 
most frequently cited sections 
for observations addressing 
Donor Eligibility.  In all sections 
cited, FY2019 values are de-
creased from those of FY2018 
though for three of the ar-
eas, §1271.75, §1271.47 and 
§1271.85, the value in FY2019 
remained significantly above 
other years. 

Figure 6 shows marked in-
creases in all five most frequent 
citations for Current Good 
Tissue Practices for FY2019 
when compared to FY2018.  
In two instances, §1271.265 
and §1271.180, the values are 
lower than in one or two of the 
previous years.  It is notewor-
thy that observations associat-
ed with the requirement to es-
tablish and maintain a quality 
program are no longer in the 
top five in FY2019.

FIGURE 5:  Top Five Observations From FY2019 Associated with Donor Eligibility

FIGURE 6:  Top Five Observations From FY2019 Associated with Current Good 
Tissue Practice

Conclusions
Human Tissue Transplantation includes important areas for cur-
rent and future GMP inspections, reflecting the increase in the 
number of gene and cell therapy firms, and stem cell clinics, in-
cluding those which are not licensed.  When enforcement discre-
tion for stem cell clinics ceases in late 2020, we should expect a 
surge in inspections of these firms and subsequent enforcement 
actions including warning letters and possibly seizures.  This area 
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can be complicated from a GMP perspective and 
includes the intersection of §1271 and §211, the 
GMPs for drug products, depending on the na-
ture of the cell- or tissue-based product.  The 
number of inspections, with the exception of 
FY2017, has increased over the past five years. 
The inspection focus for this group of products 
is primarily in the area of donor eligibility and 
the failure to document or perform adequate 

testing and medical record review of the donor.  
The potential infectious disease risks posed by 
human tissue or cell donations are the basis for 
this focus.  CGTP observation frequency comes 
in a distant second to those in the area of donor 
eligibility.  It will be useful to see if this trend con-
tinues in the coming years as more gene and cell 
therapies reach commercialization and stem cell 
clinics must conform to these requirements.
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